OSCC“ Clinical Guideline

Oscar Clinical Guideline: Insulin Delivery Systems and Continuous Glucose Monitoring (CG029, Ver. 14)

Insulin Delivery Systems and Continuous Glucose Monitoring

Disclaimer

Clinical guidelines are developed and adopted to establish evidence-based clinical criteria for
utilization management decisions. Clinical guidelines are applicable according to policy and plan
type. The Plan may delegate utilization management decisions of certain services to third parties who

may develop and adopt their own clinical criteria.

Coverage of services is subject to the terms, conditions, and limitations of a member's policy, as well
as applicable state and federal law. Clinical guidelines are also subject to in-force criteria such as the
Centers for Medicare & Medicaid Services (CMS) national coverage determination (NCD) or local
coverage determination (LCD) for Medicare Advantage plans. Please refer to the member’s policy
documents (e.g., Certificate/Evidence of Coverage, Schedule of Benefits, Plan Formulary) or contact

the Plan to confirm coverage.

Summary
Diabetes mellitus (DM), commonly known as diabetes, is a chronic medical condition characterized by
elevated blood glucose levels. This can occur due to insufficient insulin production by the pancreas, an
organ located in the abdomen, or the body's inadequate response to insulin. Insulin is a hormone that
enables glucose to enter cells, providing them with energy. In diabetes, blood sugar accumulates due to
a lack of insulin or the body's improper response to it. Diabetes is classified into two main types:

e Type 1 diabetes mellitus (T1DM): The pancreas produces little or no insulin.

e Type 2 diabetes mellitus (T2DM): The body's cells do not respond effectively to insulin, and

sometimes the pancreas does not produce enough insulin.

Managing diabetes necessitates regular monitoring and treatment, which often includes lifestyle
adjustments, self-care, and medication to regulate blood glucose levels and reduce the risk of
complications. Plan members diagnosed with Type 1 or Type 2 diabetes who meet specific medical
necessity criteria and adhere to the American Diabetes Association (ADA) standards of care may be

eligible for certain supplies and equipment covered by the plan, such as blood sugar monitoring tools



and insulin injection devices. Those with advanced disease or requiring more frequent insulin
administration may qualify for continuous glucose monitoring and specialized insulin delivery systems.

e For details on the medical necessity criteria for medical nutrition counseling, refer to the Plan
Clinical Guideline: Medical Nutrition Therapy (CG010).

e For information on the medical necessity criteria for diabetes equipment and supplies, consult
the Plan Clinical Guideline: Diabetes Equipment and Supplies (CG028). A prescription or
recommendation from a physician or licensed healthcare professional is required for diabetic
supplies and equipment.

e The Plan also covers home glucose monitors and self-monitoring blood sugar products as an
alternative to continuous glucose monitors (CGMs). To obtain a standard blood glucose meter
from the preferred brand, please contact CVS/Caremark, the Plan's Prescription Benefit

Manager.

Definitions

“Artificial Pancreas” devices are closed-loop, integrated continuous blood glucose monitor and insulin
delivery system. Special built-in software measures the blood glucose similar to continuous glucose
monitoring and automatically releases a specified amount of insulin in real-time and without patient
interaction. The system may also have a glucagon administration component for episodes of

hypoglycemia for which it is then referred to as a bihormonal, fully-automated artificial pancreas.

“Basal Rate” is the steady flow at which low levels of short-acting insulin are released to control blood

glucose between meals and during sleep; this measurement ranges by time of day and is used in insulin

pumps.

"Blood Glucose” is the main sugar found in the blood and the body's main source of energy. It is also
called glucose or blood sugar. The blood level of glucose is noted in milligrams per deciliter (mg/dL).
When blood sugar is too high for long periods of time, complications can occur as a result of blood

vessel damage.

“Blood Glucose Monitors” are small, portable machines used to check blood glucose levels in the
ambulatory setting. A member will prick his/her fingertip and place a small sample of blood into the
device for a glucose reading. There are a number of different types of blood glucose monitors for

specialized situations, such as those for members with visual impairments.



“Bolus” is an extra amount of insulin taken to cover an expected rise in blood glucose, often related to a

meal or snack.

"Cartridge” (or a reservoir) holds the insulin and is locked into an external continuous subcutaneous

insulin infusion pump device.

“Continuous Glucose Monitoring (CGM)” serves as an alternative to self-monitoring of blood glucose
(SMBQG) with a home glucose monitor for patients who have diabetes and require multiple daily

measurements.

“Disposable Insulin Infusion Pumps” are insulin-delivery devices that consist of disposable
components. Both the OmniPod and V-Go insulin delivery systems have disposable components, but
they differ in that the OmniPod system is programmable, whereas the V-Go system is non-

programmable.

“External Continuous Subcutaneous Insulin Infusion (CSIl) Pumps” or “Insulin Infusion Pumps” are
non-implantable insulin-delivery devices that can be worn on a belt, kept in a pocket, or attached
directly to the skin. An insulin pump connects to narrow, flexible plastic tubing that ends with a needle
inserted just under the skin. Users set the pump to give a basal amount of insulin continuously
throughout the day. Pumps release bolus doses of insulin (several units at a time) at meals and at times
when blood glucose is too high, based on programming done by the user. Insulin infusion pumps serve
as an alternative to multiple daily injections of insulin. The infusion cannula should be changed every 2-3
days to avoid lipid hypertrophy at the infusion site. Insulin infusion pumps can be differentiated by

programmable/non-programmable, disposable/reusable, and subcutaneous/transdermal/implantable.

“Flash Glucose Monitoring” refers to glucose monitoring that does not have an alarm, does not require
self-monitoring of blood glucose (SMBG), and functions intermittently and on-demand rather than

continuously (e.g., FreeStyle Libre System).

“Gestational Diabetes Mellitus (GDM)” is a type of diabetes mellitus that develops only during
pregnancy and usually disappears upon delivery, but increases the risk that the mother will develop

diabetes later. GDM is managed with meal planning, activity, oral agents, and, in some cases, insulin.

“Hemoglobin Alc (HbA1c)” is a test that measures a person's average blood glucose level over the
past 2 to 3 months. It is also known as “A1C" or “glycosylated hemoglobin”. A1C should be measured

at least twice annually for stable glycemic control and at least quarterly for unstable glycemic control.



A1C test results may be affected by age, certain conditions, ethnicity, genetic traits, and pregnancy; the
ADA recommends that treating providers review for discrepancies between Alc results and blood

glucose results.

“Hyperglycemia” is excessive blood glucose. Fasting hyperglycemia is blood glucose above a desirable
level after a person has fasted for at least 8 hours. Postprandial hyperglycemia is blood glucose above a

desirable level 1 to 2 hours after a person has eaten.

“Hypoglycemia Unawareness” is a state in which a person does not feel or recognize the symptoms of
hypoglycemia. People who have frequent episodes of hypoglycemia may no longer experience the

warning signs of it.

"Hypoglycemia” is a condition that occurs when one's blood glucose is lower than normal, usually less
than 70 mg/dL. Signs include hunger, nervousness, shakiness, perspiration, dizziness or lightheadedness,
sleepiness, and confusion. If left untreated, hypoglycemia may lead to unconsciousness. Hypoglycemia is
treated by consuming a carbohydrate-rich food such as a glucose tablet or juice. It may also be treated

with an injection of glucagon if the person is unconscious or unable to swallow.

“Implantable Insulin Pump” is a device similar in function to an external insulin pump, however the

components are implanted rather than worn or carried externally.

“Infusion Set” connects the insulin in an external continuous subcutaneous insulin infusion pump
delivery device to a person’s body. The set consists of narrow, flexible plastic tubing that ends with a

needle inserted just under the skin.

“Insulin” is a hormone made by the beta cells of the pancreas. Insulin allows glucose to enter the cells in
the body for use in energy production, and when it is inadequate, the sugar remains in the blood
leading to diabetes. There are a variety of oral and parenteral medications that can increase insulin
production, increase the body’s sensitivity to existing insulin and reduce blood sugar. Insulin can also be

injected or infused when lifestyle changes and non-insulin medications are inadequate.

“Remote Glucose Monitoring” refers to the transmission of blood glucose readings to an external
device, such as the patient’s phone, computer, or to a physician/healthcare provider. It can be a

standalone device or integrated into the continuous glucose monitor system.



“Type 1 Diabetes” is an autoimmune condition that occurs when the beta cells of the pancreas are
unable to produce enough insulin and therefore blood glucose cannot enter cells to be used for energy.
Type 1 diabetes is often referred to as “insulin-dependent” because these patients require insulin daily

to maintain their blood glucose at acceptable levels.

“Type 2 Diabetes” is a condition that occurs when either the pancreas doesn't produce enough insulin
or the body cells become resistant to insulin. Type 2 diabetes is much more common than Type 1, and is
often treated with combinations of lifestyle changes and non-insulin medications, although insulin can be

required later in the disease course. Many individuals with Type 2 Diabetes are “insulin-requiring”.

Clinical Indications
General Criteria

The Plan considers insulin pump delivery systems or continuous glucose monitoring systems (CGMS)

and its components medically necessary when ALL of the following general criteria are met AND the

medical necessity criteria for the devices below are met:
1. The requested product has received U.S. Food and Drug Administration (FDA)
approval/clearance AND is age-appropriate for the member; AND
2. The member has a diagnosis of diabetes mellitus; AND
3. Recent clinical documentation” within the last six (6) months is provided showing ALL of the
following:
a. A prescription for the requested product with ALL of the following:
i.  Product to be dispensed; and
ii.  Quantity to be dispensed (or frequency of testing); and
iii. Prescriber’s signature and date; and
b. Hemoglobin Alc test results.
NOTE: *All of the above documentation must be updated every 6 months to show
compliance with treatment options. If any of the required documentation is more than 6
months old, it must be updated as soon as possible before any renewal request for
coverage.
4. Additional criteria, as outlined below, must also be met depending on the specific equipment

and supplies requested:



External Insulin Pump Delivery Systems Criteria
- For members who have been on an external insulin pump delivery system prior to enrollment
with the Plan, please see Continued Care Criteria below.
= For a replacement, see Replacement Insulin Pumps Criteria below.

The Plan considers non-implantable insulin infusion pumps and supplies medically necessary when

ALL of the following criteria are met:
1. The "General Criteria” for equipment and supplies above are met; AND
2. Prescribed by or in consultation with an endocrinologist or other provider experienced in
diabetes technology and management; AND
3. Chart documentation is provided for the member showing ALL of the following:

a. Diagnosis of type 1 or type 2 diabetes mellitus with uncontrolled hyperglycemia; and
b. Is beta cell autoantibody positive OR insulinopenic, as confirmed by BOTH of the
following:
i.  Afasting C-peptide level measured with a concurrently obtained fasting glucose

less than or equal to (<) 225 mg/dL; and
i.  The measured fasting C-peptide level meets ONE of the following:
1. is undetectable (absolute insulin deficiency); or
2. s less than or equal to 110% of the lower limit of normal established by
the laboratory; or
3. isless than or equal to 200% of the lower limit of normal established by
the laboratory AND the member has documentation of renal
insufficiency and creatinine clearance less than or equal to (<) 50
ml/minute; and
c. Atleast ONE of the following:
i.  Diagnosis of type-1 diabetes; or
ii.  Achild, where multiple daily insulin injections would be impractical or
inappropriate; or
iii.  Complications of inadequate glycemic control (e.g., neuropathy, nephropathy,
retinopathy) indicative of more intensive insulin regimens; or
iv.  Dawn phenomenon unresponsive to management with long-acting insulin
agents (e.g., insulin glargine or detemir); or
v.  Forinitial requests, HoAlc greater than 7% or above individualized target,
despite an adequate regimen of multiple daily injections; or
vi.  Hypoglycemic episodes requiring third-party assistance (e.g., seizure, loss of
consciousness, glucagon administration, transport to an emergency room,

hospitalization); or



vii.  Recurrent hypoglycemia (<70 mg/dL on at least two occasions despite

adherence to recommended diabetic treatment plan); or

viii. Pregnancy or planning for pregnancy; or

[NOTE: Earlier initiation of insulin infusion pumps may be indicated in women at

high risk of fetal or maternal complications of diabetes and pregnancy.]

iX. Wide swings in blood glucose values before meal time (e.g., regular fluctuations

of preprandial blood glucose to levels <70 mg/dL and/or >140 mg/dL); and

@ ~o o

bedtime) for the immediate two (2) months prior; and

Completion of a comprehensive diabetes education program; and

Currently uses three (3) or more insulin injections daily; and

History of frequent self-adjustments of insulin doses for at least 6 months prior; and
Self-monitors blood glucose at least three (3) times per day (e.g., before meals and at

h. Member or designated caregiver can be adequately trained and is motivated to adhere

to blood glucose monitoring at least 3 times per day, or the member qualifies for

continuous glucose monitoring; and

Provider team (e.g., physician, nurses, diabetes educators, and dietitians) is experienced

in diabetes technology and management and can provide ongoing education, follow-up

and support.

When BOTH the General Criteria and External Insulin Pump Delivery Systems Criteria above are met

OR were previously met and the member has a continued documented need for an insulin pump

delivery system, the Plan considers the following quantities medically necessary:

Table 1: External Insulin Pump Delivery Systems & Supplies Medically Necessary Quantities

A4232)

Quantity? Quantity?
Insulin Infusion Supply Per 3 Months Per 1 Year
Infusion set (A4230, A4231) 45 180
Supplies for maintenance of insulin 13 52
infusion pump (A4226)
Needles or syringes (A4206, A4215, 60 240

External ambulatory infusion pump,
insulin (E0784)

1 per 4 years (unless
malfunctioning and/or out of
warranty)

External ambulatory infusion pump,
insulin, using therapeutic continuous

1 per 4 years (unless
malfunctioning and/or out of




Quantity? Quantity?

Insulin Infusion Supply Per 3 Months Per 1 Year
glucose sensing (E0787) warranty)
Cartridges or syringe reservoirs 30 120

(55565-55566, J1817)

Sterile insertion-site dressing (i.e., 45 / 3 boxes 180
Tegaderm) (A6257)

*Quantities are suggested guidance and are subject to review of the medical record and prescription.
Requests that exceed the suggested quantity must be submitted with clinical documentation of medical

necessity.

Replacement Insulin Pump Delivery Systems Criteria
Replacement Insulin Pump Delivery Systems are considered NOT medically necessary for the purpose of
adding convenience features or new technologies (e.g., adding a wireless communication system to the
glucose monitor). Replacement insulin pumps are considered medically necessary when recent chart
documentation (within last 6 months) indicates ALL of the following:
1. the member continues to meet the General Criteria above; AND
2. the member has demonstrated adherence to diabetes management and use of devices; AND
3. The request is for ONE of the following:
a. A pediatric member requiring a replacement pump with larger insulin reservoir due to
growth; or
b. Replacement of a malfunctioning pump that is no longer under warranty OR cannot be

refurbished and restored to fully functional order.

Professional Diagnostic or Short-Term Continuous Glucose Monitoring (CGM) Systems Criteria
NOTE: Coverage for long-term continuous glucose monitors (CGMs), which includes real-time CGM
(tCGM) (e.g., Dexcom), intermittently scanned CGM (isCGM) devices (e.g., Freestyle Libre) which are

occasionally called "flash" CGM systems, and implantable glucose monitoring systems (e.g., Eversense)

requires satisfaction of the Plan’s Continuous Glucose Monitors (CGMs) Prescription Products (PG121).

For members who have been on a professional diagnostic or short-term CGM prior to enrollment with

the Plan, please see Continued Care Criteria below.


https://www.hioscar.com/pharmacy/pg121

The Plan considers Professional Diagnostic or Short-Term Continuous Glucose Monitoring Systems

and its components* medically necessary when the member meets ALL of the following criteria:

1. The "General Criteria” for equipment and supplies above; AND
2. Documented diagnosis of diabetes mellitus; AND
3. Short-term CGM is necessary, as indicated by BOTH of the following:
a. Additional information on blood glucose levels is needed, as indicated by at least ONE
of the following:
i. Dawn phenomenon, known or suspected; or
ii. Hypoglycemic unawareness; or
iii. ~ Nocturnal hyperglycemia, known or suspected; or
iv.  Postprandial hyperglycemia, known or suspected; or
v.  Significant change to the treatment regimen, such as starting insulin or
transitioning from multiple daily doses to an insulin pump; or
vi.  Unexplained hyperglycemia; and
b. Monitoring is limited to a maximum of three (3) to 14 days and for no more than 2

episodes within a 12-month period.

When the General Criteria, along with the criteria for Professional Diagnostic or Short-Term

Continuous Glucose Monitoring (CGM) Systems is satisfied, or have been satisfied in the past, and the
member demonstrates an ongoing documented need for a CGM, the Plan deems the following

quantities to be medically necessary:

Table 2*: Professional Diagnostic/Short-Term CGMS Medically Necessary Quantities

CGM System FDA-approved or | Components Wear Time Quantity* per 12-
cleared for month period

disposable
combined wired
glucose

=18 years old sensor/transmitter | 14 days 2
and a separate
touchscreen
reader device

Abbott Freestyle
Libre Pro

Dexcom G6 Pro [ 2 years and older | disposable 10 days 2




CGM System

FDA-approved or
cleared for

Components

Wear Time

Quantity* per 12-
month period

wired glucose
sensor/transmitter
and a separate
touchscreen
reader device

Medtronic iPro 2

Not specified

disposable wired
sensor and a data
transmitter, which
is attached to

the sensor

6 days

#This is not an exhaustive list. When medical necessity criteria is met for products not listed, quantities

for supplies will reflect FDA-approved or cleared indications for use.

*Quantities are suggested guidance and are subject to review of the medical record and prescription.
Requests that exceed the suggested quantity must be submitted with clinical documentation of medical

necessity.

Atrtificial Pancreas / Hybrid Closed-Loop Insulin Delivery Systems™

= For members who have been on this hybrid insulin system prior to enrollment with the Plan,

please see Continued Care Criteria below.

The Plan considers hybrid, closed-loop insulin delivery systems medically necessary when ALL of the

following criteria are met:

1. The “"General Criteria” for equipment and supplies above are met; AND

2. The member meets the criteria for a new or replacement “external insulin infusion pump”; AND

3. The member meets the criteria for a new or replacement “continuous glucose monitoring” (see

PG121); AND

4. The member has documented adherence to a diabetic treatment plan and can be trained (or

member’'s guardian) to use the device; AND

5. The requested system is FDA approved or cleared AND is being prescribed for use in

accordance to the device-specific FDA limitations (when applicable), such as:

Appropriate age recommendations or restrictions (see table 3); or

b. No contraindications to requested system; or

c. No interference by medications (e.g., Tylenol [acetaminophen], ascorbic acid,

hydroxyurea depending on CGM integration); or

d. No hearing or visual impairments prevent recognition of pump signals and/or alarms; or

10



https://www.hioscar.com/pharmacy/pg121

e. Daily insulin dosage (units) meets minimum dosage requirements for device

functionality.

Table 3%: FDA-approved/cleared Artificial Pancreas/Hybrid Closed-Loop Insulin Delivery Systems

System Manufacturer | Type Age cGwm? Insulin Dosing
Indication | Integration
iLet Bionic Beta Bionics | Closed | =6 years Dexcom Fully automated insulin
Pancreas -loop (T1DM) Gé6/7, delivery based on
Freestyle qualitative meal
Libre 3 Plus announcements
MiniMed 630G | Medtronic LGS’ >14 years | Guardian Suspends insulin delivery
(T2DM) Sensor 3 at preset low glucose
threshold
MiniMed 780G | Medtronic HCL? >7 years Guardian Auto-adjusts basal insulin;
(T1DM) Sensor 4 manual bolus; provides
autocorrections as
needed; meal detection
Omnipod 5 Insulet HCL? =2 years Dexcom Auto-adjusts basal insulin;
(T1DM), Gé6/7, manual bolus
=18 years | Freestyle
(T2DM) Libre 2 Plus
t:slim X2 with Tandem LGS’ =6 years Dexcom G6 Suspends insulin delivery
Basal-1Q based on predicted low
glucose
t:slim X2 with Tandem HCL? =6 years Dexcom Auto-adjusts basal insulin;
Control-IQ (T1DM) Gé6/7, manual bolus
Freestyle
Libre 2 Plus
Tandem Mobi Tandem HCL? >6 years Dexcom G6/7 | Auto-adjusts basal insulin;
manual bolus

'LGS: Low Glucose Suspend
2HCL: Hybrid Closed-Loop

3CGM: Continuous Glucose Monitoring

SNOTE: The information provided in this table is based on the current FDA approvals and indications

for each device as of the reviewed date noted within Clinical Guideline Revision/History Information.

The features, functionalities, and indications for these devices may change over time as manufacturers

develop new technologies and receive updated regulatory approvals. Always refer to the
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manufacturer's official documentation and the most recent FDA approval status for the most accurate

and up-to-date information on each device.

Continued Care Criteria for Continuing Treatment After Initial Trial

The Plan considers professional diagnostic or short-term continuous glucose monitoring, insulin

delivery systems, and hybrid closed-loop insulin delivery systems (including members who have

been on the device/monitor prior to enroliment with the Plan) medically necessary when ALL of the
following criteria are met:
1. The member continues to meet the “General Criteria” above.

2. There is documented provider evaluation within the last 6 months that demonstrates the

member's adherence to their diabetic treatment plan and devices. This evaluation should assess

the member's compliance with the prescribed treatment regimen and use of the professional
diagnostic or short-term continuous glucose monitoring system, insulin delivery system, or

hybrid closed-loop insulin delivery system.

Experimental or Investigational / Not Medically Necessary
The Plan does not consider medically necessary the replacement or repair of units or associated

equipment when lost or damaged due to neglect or improper care.

The following products, supplies, or indications are considered experimental, investigational, or
convenience features:
1. Fully-Automated Bihormonal Artificial Pancreas Devices
a. Rationale: At this time, there are no commercially available or FDA approved
bihormonal artificial pancreas systems. Several small cross-over studies looking at this
device demonstrated a lower mean glucose in the intervention group and fewer
episodes of hypoglycemia. However, there have been no long-term safety or efficacy
studies, and some of the existing studies have found similar results between single
hormone (insulin) and bi-hormonal (insulin and glucagon) systems.
2. GlucoWatch Biographer Monitor (Cygnus Inc.) or any other hypoglycemic wristband alarm
(A9280)
a. Rationale: The clinical utility of these devices has not yet been demonstrated in any
randomized clinical trials. The MITRE (Minimally Invasive Technology Role and
Evaluation) study was a large clinical trial on 400 patients with diabetes on insulin. The

study concluded that there was a small, short-term clinical benefit that subsided over
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time. Furthermore, the Biographer monitor had less impact on HbA1C than both

standard treatment and continuous blood glucose monitoring.20-21-32 92,114

3. Implantable Insulin Pumps

a. Rationale: There have been studies demonstrating potential clinical benefit of
implantable insulin pumps, however they do not currently have U.S. Food and Drug
Administration (FDA) approval at this time, and the ADA 2023 guidelines do not
mention implantable insulin pumps as a recommended treatment for diabetes.

4. Lasette™ Laser Blood Glucose Monitoring Device or other similar laser lancets

a. Rationale: Evidence for the clinical benefit of laser blood glucose monitoring over
standard blood glucose monitoring is limited in the medical literature; therefore, these
devices are considered experimental or investigational.

5. Remote Glucose Monitoring (e.g., mySentry, MiniMed Connect, Dexcom Share) is not covered
as a separately reimbursable or standalone device or service. Integrated remote glucose
monitoring, such as when a CGM device has the ability to share data to a smart phone or
through an app, may be considered medically necessary when the clinical criteria for CGM are
met.

a. Rationale: There is limited evidence that telemonitoring or otherwise sharing glucose
values results in an improvement in outcomes. A 2017 study by Lee et al conducted on
107 patients, 54 of which were frequent users of self-telemonitoring and 53 who were
not, showed a small but significant difference in Alc values at 6 months. This study was
limited by its non-randomized nature, small population, and potential confounding
factors. Other studies have shown no benefit of telemonitoring of diabetes patients in
terms of glycemic control. The use of standalone devices or telemonitoring services for
remote glucose monitoring has yet to be fully explored, and further data is needed to
determine if there is any potential benefit to this technology.? 124 126

6. Subcutaneous insulin infusers, including but not limited to, i-Port

a. Rationale: There is a lack of clinical evidence supporting the use of insulin infusers and
diabetes outcomes. Blevins et al (2008) conducted a randomized controlled crossover
trial comparing outcomes of i-Port vs. standard insulin injection in 74 patients. Alc levels
were similar among all subjects at the initiation and completion of the study,
demonstrating no observable clinical benefit. Patients did report that it was more
difficult to control their blood sugar levels with standard insulin injections; however the

differences were non-significant (p=0.16)."
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Applicable Billing Codes (CPT/HCPCS/ICD-10 Codes)

CPT/HCPCS Codes considered medically necessary if criteria are met:

Code Description

95249 Ambulatory continuous glucose monitoring of interstitial tissue fluid via a
subcutaneous sensor for a minimum of 72 hours; patient-provided equipment,
sensor placement, hook-up, calibration of monitor, patient training, and printout
of recording

95250 Ambulatory continuous glucose monitoring of interstitial tissue fluid via a
subcutaneous sensor for a minimum of 72 hours; physician or other qualified
health care professional (office) provided equipment, sensor placement, hook-
up, calibration of monitor, patient training, removal of sensor, and printout of
recording

95251 Ambulatory continuous glucose monitoring of interstitial tissue fluid via a
subcutaneous sensor for a minimum of 72 hours; analysis, interpretation and
report

A4224 Supplies for maintenance of insulin infusion catheter, per week

A4225 Supplies for external insulin infusion pump, syringe type cartridge, sterile, each

A4226 Supplies for maintenance of insulin infusion pump with dosage rate adjustment
using therapeutic continuous glucose sensing, per week

A4230 Infusion set for external insulin pump, nonneedle cannula type

A4231 Infusion set for external insulin pump, needle type

A4232 Syringe with needle for external insulin pump, sterile, 3 cc

A4238 Supply allowance for adjunctive, non-implanted continuous glucose monitor
(cgm), includes all supplies and accessories, 1 month supply = 1 unit of service

A4239 Supply allowance for non-adjunctive, non-implanted continuous glucose monitor
(cgm), includes all supplies and accessories, 1 month supply = 1 unit of service

Ab6257 Transparent film, sterile, 16 sq in or less, each dressing

A9274 External ambulatory insulin delivery system, disposable, each, includes all
supplies and accessories [medically necessary when programmable]
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CPT/HCPCS Codes considered medically necessary if criteria are met:

Code Description
[NOTE: Omnipod Dash has been available only under the pharmacy benefit as
of April 2021. All other external insulin delivery systems will remain under
medical benefit.]

A9275 Home glucose disposable monitor, includes test strips

A9276 Sensor; invasive (e.g., subcutaneous), disposable, for use with non-durable
medical equipment interstitial continuous glucose monitoring system, one unit =
1 day supply

A9277 Transmitter; external, for use with non-durable medical equipment interstitial
continuous glucose monitoring system

A9278 Receiver (monitor); external, for use with non-durable medical equipment
interstitial continuous glucose monitoring system

A9279 Monitoring feature/device, stand-alone or integrated, any type, includes all
accessories, components and electronics, not otherwise classified

E2102 Adjunctive, non-implanted continuous glucose monitor or receiver

E2103 Non-adjunctive, non-implanted continuous glucose monitor or receiver

EO784 External ambulatory infusion pump, insulin

E0787 External ambulatory infusion pump, insulin, dosage rate adjustment using
therapeutic continuous glucose sensing

G0308 Removal of implantable interstitial glucose sensor with creation of subcutaneous
pocket at different anatomic site and insertion of new 180 day implantable
sensor, including system activation

G0309 Supply allowance for therapeutic continuous glucose monitor (CGM), includes all
supplies and accessories, 1 month supply = 1 unit of service [that is, a device
that does not require a finger stick, e.g., Dexcom G5]

K0601 Replacement battery for external infusion pump owned by patient, silver oxide,

1.5 volt, each
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CPT/HCPCS Codes considered medically necessary if criteria are met:

Code Description

K0602 Replacement battery for external infusion pump owned by patient, silver oxide,
3 volt, each

K0603 Replacement battery for external infusion pump owned by patient, alkaline, 1.5
volt, each

K0604 Replacement battery for external infusion pump owned by patient, lithium, 3.6
volt, each

KO605 Replacement battery for external infusion pump owned by patient, lithium, 4.5
volt, each

S1030 Continuous noninvasive glucose monitoring device, purchase (For physician
interpretation of data, use CPT code)

$1031 Continuous noninvasive glucose monitoring device, rental, including sensor,
sensor replacement, and download to monitor (For physician interpretation of
data, use CPT code)

51034 Artificial pancreas device system (e.g., low glucose suspend [LGS] feature)
including continuous glucose monitor, blood glucose device, insulin pump and
computer algorithm that communicates with all of the devices

S1035 Sensor; invasive (e.g., subcutaneous), disposable, for use with artificial pancreas
device system

S1036 Transmitter; external, for use with artificial pancreas device system

S1037 Receiver (monitor); external, for use with artificial pancreas device system

ICD-10 codes con

sidered medically necessary if criteria are met:

EO8 Diabetes mellitus due to underlying condition

E08.0 Diabetes mellitus due to underlying condition with hyperosmolarity

£08.00 Diabetes mellitus due to underlying condition with hyperosmolarity without
nonketotic hyperglycemic-hyperosmolar coma (NKHHC)

E08.01 Diabetes mellitus due to underlying condition with hyperosmolarity with coma
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CPT/HCPCS Codes considered medically necessary if criteria are met:

Code Description
E08.1 Diabetes mellitus due to underlying condition with ketoacidosis
E08.10 Diabetes mellitus due to underlying condition with ketoacidosis without coma
E08.11 Diabetes mellitus due to underlying condition with ketoacidosis with coma
E08.2 Diabetes mellitus due to underlying condition with kidney complications
E08.21 Diabetes mellitus due to underlying condition with diabetic nephropathy
£08.22 Diabetes mellitus due to underlying condition with diabetic chronic kidney
' disease
£08.29 Diabetes mellitus due to underlying condition with other diabetic kidney
' complication
E08.3 Diabetes mellitus due to underlying condition with ophthalmic complications
£08.31 Diabetes mellitus due to underlying condition with unspecified diabetic
' retinopathy
£08.311 Diabetes mellitus due to underlying condition with unspecified diabetic
' retinopathy with macular edema
£08.319 Diabetes mellitus due to underlying condition with unspecified diabetic
' retinopathy without macular edema
£08.32 Diabetes mellitus due to underlying condition with mild nonproliferative diabetic
' retinopathy
£08.321 Diabetes mellitus due to underlying condition with mild nonproliferative diabetic
' retinopathy with macular edema
£08.329 Diabetes mellitus due to underlying condition with mild nonproliferative diabetic
' retinopathy without macular edema
£08.33 Diabetes mellitus due to underlying condition with moderate nonproliferative
' diabetic retinopathy
£08.331 Diabetes mellitus due to underlying condition with moderate nonproliferative

diabetic retinopathy with macular edema
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CPT/HCPCS Codes considered medically necessary if criteria are met:

Code Description
£08.339 Diabetes mellitus due to underlying condition with moderate nonproliferative
' diabetic retinopathy without macular edema
£08.34 Diabetes mellitus due to underlying condition with severe nonproliferative
' diabetic retinopathy
£08.341 Diabetes mellitus due to underlying condition with severe nonproliferative
' diabetic retinopathy with macular edema
£08.349 Diabetes mellitus due to underlying condition with severe nonproliferative
' diabetic retinopathy without macular edema
£08.35 Diabetes mellitus due to underlying condition with proliferative diabetic
' retinopathy
£08.351 Diabetes mellitus due to underlying condition with proliferative diabetic
' retinopathy with macular edema
£08.352 Diabetes mellitus due to underlying condition with proliferative diabetic
' retinopathy with traction retinal detachment involving the macula
£08.353 Diabetes mellitus due to underlying condition with proliferative diabetic
' retinopathy with traction retinal detachment not involving the macula
Diabetes mellitus due to underlying condition with proliferative diabetic
E08.354 retinopathy with combined traction retinal detachment and rhegmatogenous
retinal detachment
£08.355 Diabetes mellitus due to underlying condition with stable proliferative diabetic
' retinopathy
£08.359 Diabetes mellitus due to underlying condition with proliferative diabetic
' retinopathy without macular edema
E08.36 Diabetes mellitus due to underlying condition with diabetic cataract
£08.37 Diabetes mellitus due to underlying condition with diabetic macular edema,
' resolved following treatment
£08.39 Diabetes mellitus due to underlying condition with other diabetic ophthalmic

complication
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CPT/HCPCS Codes considered medically necessary if criteria are met:

Code Description
E08.4 Diabetes mellitus due to underlying condition with neurological complications
£08.40 Diabetes mellitus due to underlying condition with diabetic neuropathy,

' unspecified
E08.41 Diabetes mellitus due to underlying condition with diabetic mononeuropathy
E08.42 Diabetes mellitus due to underlying condition with diabetic polyneuropathy
£08.43 Diabetes mellitus due to underlying condition with diabetic autonomic

' (poly)neuropathy
E08.44 Diabetes mellitus due to underlying condition with diabetic amyotrophy
£08.49 Diabetes mellitus due to underlying condition with other diabetic neurological

' complication
E08.5 Diabetes mellitus due to underlying condition with circulatory complications
E08.51 Diabetes mellitus due to underlying condition with diabetic peripheral

' angiopathy without gangrene
£08.52 Diabetes mellitus due to underlying condition with diabetic peripheral

' angiopathy with gangrene
£08.59 Diabetes mellitus due to underlying condition with other circulatory

' complications
E08.6 Diabetes mellitus due to underlying condition with other specified complications
E08.61 Diabetes mellitus due to underlying condition with diabetic arthropathy
£08.610 Diabetes mellitus due to underlying condition with diabetic neuropathic

' arthropathy
E08.618 Diiabetes mellitus due to underlying condition with other diabetic arthropathy
E08.62 Diabetes mellitus due to underlying condition with skin complications
E08.620 Diabetes mellitus due to underlying condition with diabetic dermatitis
E08.621 Diabetes mellitus due to underlying condition with foot ulcer
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CPT/HCPCS Codes considered medically necessary if criteria are met:

Code Description

E08.622 Diabetes mellitus due to underlying condition with other skin ulcer

E08.628 Diabetes mellitus due to underlying condition with other skin complications

E08.63 Diabetes mellitus due to underlying condition with oral complications

E08.630 Diabetes mellitus due to underlying condition with periodontal disease

E08.638 Diabetes mellitus due to underlying condition with other oral complications

E08.64 Diabetes mellitus due to underlying condition with hypoglycemia

E08.641 Diabetes mellitus due to underlying condition with hypoglycemia with coma

E08.649 Diabetes mellitus due to underlying condition with hypoglycemia without coma

E08.65 Diabetes mellitus due to underlying condition with hyperglycemia

E08.69 Diabetes mellitus due to underlying condition with other specified complication

E08.8 Diabetes mellitus due to underlying condition with unspecified complications

E08.9 Diabetes mellitus due to underlying condition without complications

EO9 Drug or chemical induced diabetes mellitus

E09.0 Drug or chemical induced diabetes mellitus with hyperosmolarity

£09.00 Drug or chemical induced diabetes mellitus with hyperosmolarity without
nonketotic hyperglycemic-hyperosmolar coma (NKHHC)

E09.01 Drug or chemical induced diabetes mellitus with hyperosmolarity with coma

E09.1 Drug or chemical induced diabetes mellitus with ketoacidosis

E09.10 Drug or chemical induced diabetes mellitus with ketoacidosis without coma

E09.11 Drug or chemical induced diabetes mellitus with ketoacidosis with coma

E09.2 Drug or chemical induced diabetes mellitus with kidney complications

E09.21 Drug or chemical induced diabetes mellitus with diabetic nephropathy

E09.22 Drug or chemical induced diabetes mellitus with diabetic chronic kidney disease
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CPT/HCPCS Codes considered medically necessary if criteria are met:

Code Description
£09.29 Drug or chemical induced diabetes mellitus with other diabetic kidney
' complication
E09.3 Drug or chemical induced diabetes mellitus with ophthalmic complications
£09.31 Drug or chemical induced diabetes mellitus with unspecified diabetic
' retinopathy
£09.311 Drug or chemical induced diabetes mellitus with unspecified diabetic
' retinopathy with macular edema
£09.319 Drug or chemical induced diabetes mellitus with unspecified diabetic
' retinopathy without macular edema
£09.32 Drug or chemical induced diabetes mellitus with mild nonproliferative diabetic
' retinopathy
£09.321 Drug or chemical induced diabetes mellitus with mild nonproliferative diabetic
' retinopathy with macular edema
£09.329 Drug or chemical induced diabetes mellitus with mild nonproliferative diabetic
' retinopathy without macular edema
£09.33 Drug or chemical induced diabetes mellitus with moderate nonproliferative
' diabetic retinopathy
£09.331 Drug or chemical induced diabetes mellitus with moderate nonproliferative
' diabetic retinopathy with macular edema
£09.339 Drug or chemical induced diabetes mellitus with moderate nonproliferative
' diabetic retinopathy without macular edema
£09.34 Drug or chemical induced diabetes mellitus with severe nonproliferative diabetic
' retinopathy
£09.341 Drug or chemical induced diabetes mellitus with severe nonproliferative diabetic
' retinopathy with macular edema
£09.349 Drug or chemical induced diabetes mellitus with severe nonproliferative diabetic

retinopathy without macular edema
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CPT/HCPCS Codes considered medically necessary if criteria are met:

Code Description
£09.35 Drug or chemical induced diabetes mellitus with proliferative diabetic
' retinopathy
£09.351 Drug or chemical induced diabetes mellitus with proliferative diabetic
' retinopathy with macular edema
£09.352 Drug or chemical induced diabetes mellitus with proliferative diabetic
' retinopathy with traction retinal detachment involving the macula
£09.353 Drug or chemical induced diabetes mellitus with proliferative diabetic
' retinopathy with traction retinal detachment not involving the macula
Drug or chemical induced diabetes mellitus with proliferative diabetic
E09.354 retinopathy with combined traction retinal detachment and rhegmatogenous
retinal detachment
£09.355 Drug or chemical induced diabetes mellitus with stable proliferative diabetic
' retinopathy
£09.359 Drug or chemical induced diabetes mellitus with proliferative diabetic
' retinopathy without macular edema
E09.36 Drug or chemical induced diabetes mellitus with diabetic cataract
£09.37 Drug or chemical induced diabetes mellitus with diabetic macular edema,
' resolved following treatment
£09.39 Drug or chemical induced diabetes mellitus with other diabetic ophthalmic
' complication
E09.4 Drug or chemical induced diabetes mellitus with neurological complications
£09.40 Drug or chemical induced diabetes mellitus with neurological complications with
' diabetic neuropathy, unspecified
£09.41 Drug or chemical induced diabetes mellitus with neurological complications with
' diabetic mononeuropathy
£09.42 Drug or chemical induced diabetes mellitus with neurological complications with
' diabetic polyneuropathy




CPT/HCPCS Codes considered medically necessary if criteria are met:

Code Description

£09.43 Drug or chemical induced diabetes mellitus with neurological complications with
diabetic autonomic (poly)neuropathy

£09.44 Drug or chemical induced diabetes mellitus with neurological complications with
diabetic amyotrophy

£09.49 Drug or chemical induced diabetes mellitus with neurological complications with
other diabetic neurological complication

E09.5 Drug or chemical induced diabetes mellitus with circulatory complications

E09.51 Drug or chemical induced diabetes mellitus with diabetic peripheral angiopathy
without gangrene

£09.52 Drug or chemical induced diabetes mellitus with diabetic peripheral angiopathy
with gangrene

E09.59 Drug or chemical induced diabetes mellitus with other circulatory complications

E09.6 Drug or chemical induced diabetes mellitus with other specified complications

E09.61 Drug or chemical induced diabetes mellitus with diabetic arthropathy

£09.610 Drug or chemical induced diabetes mellitus with diabetic neuropathic
arthropathy

E09.618 Drug or chemical induced diabetes mellitus with other diabetic arthropathy

E09.62 Drug or chemical induced diabetes mellitus with skin complications

E09.620 Drug or chemical induced diabetes mellitus with diabetic dermatitis

E09.621 Drug or chemical induced diabetes mellitus with foot ulcer

E09.622 Drug or chemical induced diabetes mellitus with other skin ulcer

E09.628 Drug or chemical induced diabetes mellitus with other skin complications

E09.63 Drug or chemical induced diabetes mellitus with oral complications

E09.630 Drug or chemical induced diabetes mellitus with periodontal disease

E09.638 Drug or chemical induced diabetes mellitus with other oral complications
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CPT/HCPCS Codes considered medically necessary if criteria are met:

Code Description

E09.64 Drug or chemical induced diabetes mellitus with hypoglycemia

E09.641 Drug or chemical induced diabetes mellitus with hypoglycemia with coma

E09.649 Drug or chemical induced diabetes mellitus with hypoglycemia without coma

E09.65 Drug or chemical induced diabetes mellitus with hyperglycemia

E09.69 Drug or chemical induced diabetes mellitus with other specified complication

E09.8 Drug or chemical induced diabetes mellitus with unspecified complications

E09.9 Drug or chemical induced diabetes mellitus without complications

E10 Type 1 diabetes mellitus

E10.1 Type 1 diabetes mellitus with ketoacidosis

E10.10 Type 1 diabetes mellitus with ketoacidosis without coma

E10.11 Type 1 diabetes mellitus with ketoacidosis with coma

E10.2 Type 1 diabetes mellitus with kidney complications

E10.21 Type 1 diabetes mellitus with diabetic nephropathy

E10.22 Type 1 diabetes mellitus with diabetic chronic kidney disease

E10.29 Type 1 diabetes mellitus with other diabetic kidney complication

E10.3 Type 1 diabetes mellitus with ophthalmic complications

E10.31 Type 1 diabetes mellitus with unspecified diabetic retinopathy

£10.311 Type 1 diabetes mellitus with unspecified diabetic retinopathy with macular
edema

£10.319 Type 1 diabetes mellitus with unspecified diabetic retinopathy without macular
edema

E10.32 Type 1 diabetes mellitus with mild nonproliferative diabetic retinopathy

£10.321 Type 1 diabetes mellitus with mild nonproliferative diabetic retinopathy with

macular edema
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CPT/HCPCS Codes considered medically necessary if criteria are met:

Code Description
£10.329 Type 1 diabetes mellitus with mild nonproliferative diabetic retinopathy without
' macular edema
E10.33 Type 1 diabetes mellitus with moderate nonproliferative diabetic retinopathy
Type 1 diabetes mellitus with moderate nonproliferative diabetic retinopathy
E10.331 i
with macular edema
£10.339 Type 1 diabetes mellitus with moderate nonproliferative diabetic retinopathy
' without macular edema
E10.34 Type 1 diabetes mellitus with severe nonproliferative diabetic retinopathy
£10.341 Type 1 diabetes mellitus with severe nonproliferative diabetic retinopathy with
' macular edema
£10.349 Type 1 diabetes mellitus with severe nonproliferative diabetic retinopathy
' without macular edema
E10.35 Type 1 diabetes mellitus with proliferative diabetic retinopathy
£10.351 Type 1 diabetes mellitus with proliferative diabetic retinopathy with macular
' edema
£10.352 Type 1 diabetes mellitus with proliferative diabetic retinopathy with traction
' retinal detachment involving the macula
£10.353 Type 1 diabetes mellitus with proliferative diabetic retinopathy with traction
' retinal detachment not involving the macula
£10.354 Type 1 diabetes mellitus with proliferative diabetic retinopathy with combined
' traction retinal detachment and rhegmatogenous retinal detachment
E10.355 Type 1 diabetes mellitus with stable proliferative diabetic retinopathy
£10.359 Type 1 diabetes mellitus with proliferative diabetic retinopathy without macular
' edema
E10.36 Type 1 diabetes mellitus with diabetic cataract
£10.37 Type 1 diabetes mellitus with diabetic macular edema, resolved following

treatment
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CPT/HCPCS Codes considered medically necessary if criteria are met:

Code Description

E10.39 Type 1 diabetes mellitus with other diabetic ophthalmic complication
E10.4 Type 1 diabetes mellitus with neurological complications

E10.40 Type 1 diabetes mellitus with diabetic neuropathy, unspecified

E10.41 Type 1 diabetes mellitus with diabetic mononeuropathy

E10.42 Type 1 diabetes mellitus with diabetic polyneuropathy

E10.43 Type 1 diabetes mellitus with diabetic autonomic (poly)neuropathy
E10.44 Type 1 diabetes mellitus with diabetic amyotrophy

E10.49 Type 1 diabetes mellitus with other diabetic neurological complication
E10.5 Type 1 diabetes mellitus with circulatory complications

E10.51 Type 1 diabetes mellitus with diabetic peripheral angiopathy without gangrene
E10.52 Type 1 diabetes mellitus with diabetic peripheral angiopathy with gangrene
E10.59 Type 1 diabetes mellitus with other circulatory complications

E10.6 Type 1 diabetes mellitus with other specified complications

E10.61 Type 1 diabetes mellitus with diabetic arthropathy

E10.610 Type 1 diabetes mellitus with diabetic neuropathic arthropathy
E10.618 Type 1 diabetes mellitus with other diabetic arthropathy

E10.62 Type 1 diabetes mellitus with skin complications

E10.620 Type 1 diabetes mellitus with diabetic dermatitis

E10.621 Type 1 diabetes mellitus with foot ulcer

E10.622 Type 1 diabetes mellitus with other skin ulcer

E10.628 Type 1 diabetes mellitus with other skin complications

E10.63 Type 1 diabetes mellitus with oral complications

E10.630 Type 1 diabetes mellitus with periodontal disease
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CPT/HCPCS Codes considered medically necessary if criteria are met:

Code Description

E10.638 Type 1 diabetes mellitus with other oral complications

E10.64 Type 1 diabetes mellitus with hypoglycemia

E10.641 Type 1 diabetes mellitus with hypoglycemia with coma

E10.649 Type 1 diabetes mellitus with hypoglycemia without coma

E10.65 Type 1 diabetes mellitus with hyperglycemia

E10.69 Type 1 diabetes mellitus with other specified complication

E10.8 Type 1 diabetes mellitus with unspecified complications

E10.9 Type 1 diabetes mellitus without complications

E10.A Type 1 diabetes mellitus, presymptomatic

E10.A0 Type 1 diabetes mellitus, presymptomatic, unspecified

E10.A1 Type 1 diabetes mellitus, presymptomatic, Stage 1

E10.A2 Type 1 diabetes mellitus, presymptomatic, Stage 2

E11 Type 2 diabetes mellitus

E11.0 Type 2 diabetes mellitus with hyperosmolarity

£11.00 Type 2 diabetes mellitus with hyperosmolarity without nonketotic
hyperglycemic-hyperosmolar coma (NKHHC)

E11.01 Type 2 diabetes mellitus with hyperosmolarity with coma

E11.1 Type 2 diabetes mellitus with ketoacidosis

E11.10 Type 2 diabetes mellitus with ketoacidosis without coma

E11.11 Type 2 diabetes mellitus with ketoacidosis with coma

E11.2 Type 2 diabetes mellitus with kidney complications

E11.21 Type 2 diabetes mellitus with diabetic nephropathy

E11.22 Type 2 diabetes mellitus with diabetic chronic kidney disease
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CPT/HCPCS Codes considered medically necessary if criteria are met:

Code Description
E11.29 Type 2 diabetes mellitus with other diabetic kidney complication
E11.3 Type 2 diabetes mellitus with ophthalmic complications
E11.31 Type 2 diabetes mellitus with unspecified diabetic retinopathy
£11.311 Type 2 diabetes mellitus with unspecified diabetic retinopathy with macular
' edema
£11.319 Type 2 diabetes mellitus with unspecified diabetic retinopathy without macular
' edema
E11.32 Type 2 diabetes mellitus with mild nonproliferative diabetic retinopathy
£11.321 Type 2 diabetes mellitus with mild nonproliferative diabetic retinopathy with
' macular edema
£11.329 Type 2 diabetes mellitus with mild nonproliferative diabetic retinopathy without
' macular edema
E11.33 Type 2 diabetes mellitus with moderate nonproliferative diabetic retinopathy
£11.331 Type 2 diabetes mellitus with moderate nonproliferative diabetic retinopathy
' with macular edema
£11.339 Type 2 diabetes mellitus with moderate nonproliferative diabetic retinopathy
' without macular edema
E11.34 Type 2 diabetes mellitus with severe nonproliferative diabetic retinopathy
£11.341 Type 2 diabetes mellitus with severe nonproliferative diabetic retinopathy with
' macular edema
£11.349 Type 2 diabetes mellitus with severe nonproliferative diabetic retinopathy
' without macular edema
E11.35 Type 2 diabetes mellitus with proliferative diabetic retinopathy
£11.351 Type 2 diabetes mellitus with proliferative diabetic retinopathy with macular

edema

28



CPT/HCPCS Codes considered medically necessary if criteria are met:

Code Description

£11.352 Type 2 diabetes mellitus with proliferative diabetic retinopathy with traction
retinal detachment involving the macula

£11.353 Type 2 diabetes mellitus with proliferative diabetic retinopathy with traction
retinal detachment not involving the macula

£11.354 Type 2 diabetes mellitus with proliferative diabetic retinopathy with combined
traction retinal detachment and rhegmatogenous retinal detachment

E11.355 Type 2 diabetes mellitus with stable proliferative diabetic retinopathy

£11.359 Type 2 diabetes mellitus with proliferative diabetic retinopathy without macular
edema

E11.36 Type 2 diabetes mellitus with diabetic cataract

£11.37 Type 2 diabetes mellitus with diabetic macular edema, resolved following
treatment

E11.39 Type 2 diabetes mellitus with other diabetic ophthalmic complication

E11.4 Type 2 diabetes mellitus with neurological complications

E11.40 Type 2 diabetes mellitus with diabetic neuropathy, unspecified

E11.41 Type 2 diabetes mellitus with diabetic mononeuropathy

E11.42 Type 2 diabetes mellitus with diabetic polyneuropathy

E11.43 Type 2 diabetes mellitus with diabetic autonomic (poly)neuropathy

E11.44 Type 2 diabetes mellitus with diabetic amyotrophy

E11.49 Type 2 diabetes mellitus with other diabetic neurological complication

E11.5 Type 2 diabetes mellitus with circulatory complications

E11.51 Type 2 diabetes mellitus with diabetic peripheral angiopathy without gangrene

E11.52 Type 2 diabetes mellitus with diabetic peripheral angiopathy with gangrene

E11.59 Type 2 diabetes mellitus with other circulatory complications
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CPT/HCPCS Codes considered medically necessary if criteria are met:

Code Description

E11.6 Type 2 diabetes mellitus with other specified complications

E11.61 Type 2 diabetes mellitus with diabetic arthropathy

E11.610 Type 2 diabetes mellitus with diabetic neuropathic arthropathy

E11.618 Type 2 diabetes mellitus with other diabetic arthropathy

E11.62 Type 2 diabetes mellitus with skin complications

E11.620 Type 2 diabetes mellitus with diabetic dermatitis

E11.621 Type 2 diabetes mellitus with foot ulcer

E11.622 Type 2 diabetes mellitus with other skin ulcer

E11.628 Type 2 diabetes mellitus with other skin complications

E11.63 Type 2 diabetes mellitus with oral complications

E11.630 Type 2 diabetes mellitus with periodontal disease

E11.638 Type 2 diabetes mellitus with other oral complications

E11.64 Type 2 diabetes mellitus with hypoglycemia

E11.641 Type 2 diabetes mellitus with hypoglycemia with coma

E11.649 Type 2 diabetes mellitus with hypoglycemia without coma

E11.65 Type 2 diabetes mellitus with hyperglycemia

E11.69 Type 2 diabetes mellitus with other specified complication

E11.8 Type 2 diabetes mellitus with unspecified complications

E11.9 Type 2 diabetes mellitus without complications

E13 Other specified diabetes mellitus

E13.0 Other specified diabetes mellitus with hyperosmolarity

£13.00 Other specified diabetes mellitus with hyperosmolarity without nonketotic
hyperglycemic-hyperosmolar coma (NKHHC)
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CPT/HCPCS Codes considered medically necessary if criteria are met:

Code Description

E13.01 Other specified diabetes mellitus with hyperosmolarity with coma

E13.1 Other specified diabetes mellitus with ketoacidosis

E13.10 Other specified diabetes mellitus with ketoacidosis without coma

E13.11 Other specified diabetes mellitus with ketoacidosis with coma

E13.2 Other specified diabetes mellitus with kidney complications

E13.21 Other specified diabetes mellitus with diabetic nephropathy

E13.22 Other specified diabetes mellitus with diabetic chronic kidney disease

E13.29 Other specified diabetes mellitus with other diabetic kidney complication

E13.3 Other specified diabetes mellitus with ophthalmic complications

E13.31 Other specified diabetes mellitus with unspecified diabetic retinopathy

£13.311 Other specified diabetes mellitus with unspecified diabetic retinopathy with
macular edema

£13.319 Other specified diabetes mellitus with unspecified diabetic retinopathy without
macular edema

E13.32 Other specified diabetes mellitus with mild nonproliferative diabetic retinopathy

£13.321 Other specified diabetes mellitus with mild nonproliferative diabetic retinopathy
with macular edema

£13.329 Other specified diabetes mellitus with mild nonproliferative diabetic retinopathy
without macular edema

£13.33 Other specified diabetes mellitus with moderate nonproliferative diabetic
retinopathy

£13.331 Other specified diabetes mellitus with moderate nonproliferative diabetic
retinopathy with macular edema

£13.339 Other specified diabetes mellitus with moderate nonproliferative diabetic

retinopathy without macular edema
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CPT/HCPCS Codes considered medically necessary if criteria are met:

Code Description
£13.34 Other specified diabetes mellitus with severe nonproliferative diabetic

' retinopathy
£13.341 Other specified diabetes mellitus with severe nonproliferative diabetic

' retinopathy with macular edema
£13.349 Other specified diabetes mellitus with severe nonproliferative diabetic

' retinopathy without macular edema
E13.35 Other specified diabetes mellitus with proliferative diabetic retinopathy
£13.351 Other specified diabetes mellitus with proliferative diabetic retinopathy with

' macular edema
£13.352 Other specified diabetes mellitus with proliferative diabetic retinopathy with

' traction retinal detachment involving the macula
£13.353 Other specified diabetes mellitus with proliferative diabetic retinopathy with

' traction retinal detachment not involving the macula

Other specified diabetes mellitus with proliferative diabetic retinopathy with
E13.354 . . . :
combined traction retinal detachment and rhegmatogenous retinal detachment

E13.355 Other specified diabetes mellitus with stable proliferative diabetic retinopathy
£13.359 Other specified diabetes mellitus with proliferative diabetic retinopathy without

' macular edema
E13.36 Other specified diabetes mellitus with diabetic cataract
£13.37 Other specified diabetes mellitus with diabetic macular edema, resolved

' following treatment
E13.39 Other specified diabetes mellitus with other diabetic ophthalmic complication
E13.4 Other specified diabetes mellitus with neurological complications
E13.40 Other specified diabetes mellitus with diabetic neuropathy, unspecified
E13.41 Other specified diabetes mellitus with diabetic mononeuropathy
E13.42 Other specified diabetes mellitus with diabetic polyneuropathy
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CPT/HCPCS Codes considered medically necessary if criteria are met:

Code Description

E13.43 Other specified diabetes mellitus with diabetic autonomic (poly)neuropathy

E13.44 Other specified diabetes mellitus with diabetic amyotrophy

E13.49 Other specified diabetes mellitus with other diabetic neurological complication

E13.5 Other specified diabetes mellitus with circulatory complications

E13.51 Other specified diabetes mellitus with diabetic peripheral angiopathy without
gangrene

£13.52 Other specified diabetes mellitus with diabetic peripheral angiopathy with
gangrene

E13.59 Other specified diabetes mellitus with other circulatory complications

E13.6 Other specified diabetes mellitus with other specified complications

E13.61 Other specified diabetes mellitus with diabetic arthropathy

E13.610 Other specified diabetes mellitus with diabetic neuropathic arthropathy

E13.618 Other specified diabetes mellitus with other diabetic arthropathy

E13.62 Other specified diabetes mellitus with skin complications

E13.620 Other specified diabetes mellitus with diabetic dermatitis

E13.621 Other specified diabetes mellitus with foot ulcer

E13.622 Other specified diabetes mellitus with other skin ulcer

E13.628 Other specified diabetes mellitus with other skin complications

E13.63 Other specified diabetes mellitus with oral complications

E13.630 Other specified diabetes mellitus with periodontal disease

E13.638 Other specified diabetes mellitus with other oral complications

E13.64 Other specified diabetes mellitus with hypoglycemia

E13.641 Other specified diabetes mellitus with hypoglycemia with coma

33



CPT/HCPCS Codes considered medically necessary if criteria are met:

Code Description

E13.649 Other specified diabetes mellitus with hypoglycemia without coma

E13.65 Other specified diabetes mellitus with hyperglycemia

E13.69 Other specified diabetes mellitus with other specified complication

E13.8 Other specified diabetes mellitus with unspecified complications

E13.9 Other specified diabetes mellitus without complications

024 Diabetes mellitus in pregnancy, childbirth, and the puerperium

024.0 Pre-existing type 1 diabetes mellitus, in pregnancy, childbirth and the
puerperium

024.01 Pre-existing type 1 diabetes mellitus, in pregnancy

024.011 Pre-existing type 1 diabetes mellitus, in pregnancy, first trimester

024.012 Pre-existing type 1 diabetes mellitus, in pregnancy, second trimester

024.013 Pre-existing type 1 diabetes mellitus, in pregnancy, third trimester

024.019 Pre-existing type 1 diabetes mellitus, in pregnancy, unspecified trimester

024.02 Pre-existing type 1 diabetes mellitus, in childbirth

024.03 Pre-existing type 1 diabetes mellitus, in the puerperium

0241 Pre-existing type 2 diabetes mellitus, in pregnancy, childbirth and the
puerperium

024.11 Pre-existing type 2 diabetes mellitus, in pregnancy

024.111 Pre-existing type 2 diabetes mellitus, in pregnancy, first trimester

024.112 Pre-existing type 2 diabetes mellitus, in pregnancy, second trimester

024.113 Pre-existing type 2 diabetes mellitus, in pregnancy, third trimester

024.119 Pre-existing type 2 diabetes mellitus, in pregnancy, unspecified trimester

024.12 Pre-existing type 2 diabetes mellitus, in childbirth
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CPT/HCPCS Codes considered medically necessary if criteria are met:

Code Description

024.13 Pre-existing type 2 diabetes mellitus, in the puerperium

024.3 Unspecified pre-existing diabetes mellitus in pregnancy, childbirth and the
puerperium

024.31 Unspecified pre-existing diabetes mellitus in pregnancy

024.311 Unspecified pre-existing diabetes mellitus in pregnancy, first trimester

024.312 Unspecified pre-existing diabetes mellitus in pregnancy, second trimester

024.313 Unspecified pre-existing diabetes mellitus in pregnancy, third trimester

024.319 Unspecified pre-existing diabetes mellitus in pregnancy, unspecified trimester

024.32 Unspecified pre-existing diabetes mellitus in childbirth

024.33 Unspecified pre-existing diabetes mellitus in the puerperium

024.4 Gestational diabetes mellitus

024.41 Gestational diabetes mellitus in pregnancy

024.410 Gestational diabetes mellitus in pregnancy, diet controlled

024.414 Gestational diabetes mellitus in pregnancy, insulin controlled

024.415 Gestational diabetes mellitus in pregnancy, controlled by oral hypoglycemic
drugs

024.419 Gestational diabetes mellitus in pregnancy, unspecified control

024.42 Gestational diabetes mellitus in childbirth

024.420 Gestational diabetes mellitus in childbirth, diet controlled

024.424 Gestational diabetes mellitus in childbirth, insulin controlled

024.425 jreus;ztional diabetes mellitus in childbirth, controlled by oral hypoglycemic

024.429 Gestational diabetes mellitus in childbirth, unspecified control

024.43 Gestational diabetes mellitus in the puerperium
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CPT/HCPCS Codes considered medically necessary if criteria are met:

Code Description

024.430 Gestational diabetes mellitus in the puerperium, diet controlled

024.434 Gestational diabetes mellitus in the puerperium, insulin controlled

024.435 jreus;ztional diabetes mellitus in puerperium, controlled by oral hypoglycemic

024.439 Gestational diabetes mellitus in the puerperium, unspecified control

024.8 Other pre-existing diabetes mellitus in pregnancy, childbirth, and the
puerperium

024.81 Other pre-existing diabetes mellitus in pregnancy

024.811 Other pre-existing diabetes mellitus in pregnancy, first trimester

024.812 Other pre-existing diabetes mellitus in pregnancy, second trimester

024.813 Other pre-existing diabetes mellitus in pregnancy, third trimester

024.819 Other pre-existing diabetes mellitus in pregnancy, unspecified trimester

024.82 Other pre-existing diabetes mellitus in childbirth

024.83 Other pre-existing diabetes mellitus in the puerperium

024.9 Unspecified diabetes mellitus in pregnancy, childbirth and the puerperium

024.91 Unspecified diabetes mellitus in pregnancy

024.911 Unspecified diabetes mellitus in pregnancy, first trimester

024.912 Unspecified diabetes mellitus in pregnancy, second trimester

024.913 Unspecified diabetes mellitus in pregnancy, third trimester

024.919 Unspecified diabetes mellitus in pregnancy, unspecified trimester

024.92 Unspecified diabetes mellitus in childbirth

024.93 Unspecified diabetes mellitus in the puerperium

P70.2 Neonatal diabetes mellitus




CPT/HCPCS codes not considered medically necessary:

Code Description

A4257 Replacement lens shield cartridge for use with laser skin piercing device, each

A%280 Alert or alarm device, not otherwise classified [when billed as hypoglycemic
wristband alarm (e.g., Sleep Sentry)]

E0620 Skin piercing device for collection of capillary blood, laser, each

CPT/HCPCS codes not covered under the Medical Benefit Plan:

Code

Description

These transdermal insulin delivery systems (e.g., V-Go) are considered self-use and may be covered

under the Pharmacy Benefit Plan

A9274

External ambulatory insulin delivery system, disposable, each, includes all
supplies and accessories [when billed as Non-Programmable Transdermal Insulin

Delivery Systems (e.g., V-Go disposable insulin delivery device)]

Long-term CGMs and implantable glucose monitoring systems may be covered under the Pharmacy

Benefit Plan

A4238 Supply allowance for adjunctive, non-implanted continuous glucose monitor
(cgm), includes all supplies and accessories, 1 month supply = 1 unit of service

A4239 Supply allowance for non-adjunctive, non-implanted continuous glucose monitor
(cgm), includes all supplies and accessories, 1 month supply = 1 unit of service

A9276 Sensor; invasive (e.g., subcutaneous), disposable, for use with non-durable
medical equipment interstitial continuous glucose monitoring system, one unit =
1 day supply

A9277 Transmitter; external, for use with non-durable medical equipment interstitial

continuous glucose monitoring system
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CPT/HCPCS codes not covered under the Medical Benefit Plan:

Code Description

A9278 Receiver (monitor); external, for use with non-durable medical equipment
interstitial continuous glucose monitoring system

E2102 Adjunctive, non-implanted continuous glucose monitor or receiver

E2103 Non-adjunctive, non-implanted continuous glucose monitor or receiver

0446T Creation of subcutaneous pocket with insertion of implantable interstitial
glucose sensor, including system activation and patient training

04477 Removal of implantable interstitial glucose sensor from subcutaneous pocket via
incision

0448T Removal of implantable interstitial glucose sensor with creation of subcutaneous
pocket at different anatomic site and insertion of new implantable sensor,
including system activation
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OSCC“ Clinical Guideline

Oscar Clinical Guideline: Botulinum Toxin (CG033, Ver. 15)

Botulinum Toxin

Disclaimer

Clinical guidelines are developed and adopted to establish evidence-based clinical criteria for
utilization management decisions. Clinical guidelines are applicable according to policy and plan
type. The Plan may delegate utilization management decisions of certain services to third parties who

may develop and adopt their own clinical criteria.

Coverage of services is subject to the terms, conditions, and limitations of a member’s policy, as well
as applicable state and federal law. Clinical guidelines are also subject to in-force criteria such as the
Centers for Medicare & Medicaid Services (CMS) national coverage determination (NCD) or local
coverage determination (LCD) for Medicare Advantage plans. Please refer to the member’s policy
documents (e.g., Certificate/Evidence of Coverage, Schedule of Benefits, Plan Formulary) or contact

the Plan to confirm coverage.

Summary
Botulinum toxins are a class of injectable medications that block the nerves responsible for controlling
muscle function. The paralysis of targeted muscles typically occurs within 2 to 5 days after administration
and can last for 2 to 3 months. There are seven different types (A-G) of Botulinum toxin, but only types A
and B are approved for clinical use:
e There are currently five botulinum toxin preparations available in the US, including:
o four type A preparations (abobotulinumtoxinA [Dysport®], daxibotulinumtoxinA-lanm
[Daxxify®], incobotulinumtoxinA [Xeomin®], and onabotulinumtoxinA [Botox®, Botox®
Cosmetic])

m  Two additional forms of botulinum toxin are available for cosmetic purposes
only (Jeuveau® [prabotulinumtoxinA-xvfs], and Letybo® [letibotulinumtoxinA-
wlbg]).

o one type B preparation (rimabotulinumtoxinB [Myobloc®])
e Botulinum toxin preparations must be prescribed and administered by a licensed physician or

medical provider.



Botulinum toxins have pharmacological uses in the treatment of various medical conditions characterized
by muscle spasms or overactivity, such as cerebral palsy, stroke, and spinal cord disorders. In these
conditions, Botulinum toxins are used to reduce muscle tone, relieve pain, and improve functional
ability. Botulinum toxins are also used to treat other conditions, such as chronic migraine, hyperhidrosis,

and strabismus.

Botulinum toxins can also be used for cosmetic purposes, such as decreasing wrinkles, but such use is
not considered medically necessary by the Plan. In cosmetic applications, Botulinum toxins are used to
reduce the appearance of wrinkles by relaxing the muscles responsible for facial expressions. The effects

of cosmetic Botulinum toxin injections typically last for 3 to 4 months.

NOTE: The Plan may require the use of preferred medications as the first-line treatment. Please refer to
the following applicable Plan Clinical Guideline for a comprehensive list of our preferred and non-
preferred drugs on the medical benefit:

e Commercial Preferred Physician-Administered Specialty Drugs (CG052).

e Botulinum Toxins - Medical Benefit Preferred Physician-Administered Drug Exceptions Criteria

(CGO088).

Definitions
“Achalasia” is a failed relaxation of the lower esophageal sphincter resulting in painful spasms and/or

regurgitation of food.

“Blepharospasm” refers to uncontrolled blinking or spasms of the eyelids.

“Botulinum Toxins" refer to the seven serologically distinct neurotoxins derived from the bacterium
Clostridium botulinum. These agents differ in their synthesis and the specific bacterium strain from which
they are isolated. Botulinum toxins function by inhibiting acetylcholine release at the neuromuscular

junction to cause flaccid paralysis of muscles.

“Cervical Dystonia” (also known as “Spasmodic Torticollis”) refers to painful contraction of the neck

muscles causing twisting or tilting of the head to one side.

“Chronic anal fissure” is a tear in the skin of the anus that persists for more than 8 weeks.



“Chronic migraine” is a type of migraine headache that occurs at least 15 days per month for more than

three months.

“Detrusor Hyperactivity” (also known as “Bladder Overactivity”) refers to spasms of the bladder

muscles resulting in pain or incontinence.

“Detrusor sphincter dyssynergia (DSD)” is a medical condition that affects the coordination between

the bladder and the muscles around the urethra, which is called the external urinary sphincter.

“Essential tremors"” is a neurological disorder characterized by involuntary shaking or trembling
movements, usually affecting the arms and hands but sometimes involving the head and other parts of
the body.

“Hyperhidrosis” refers to inappropriate, excessive sweating.

“Hemifacial spasms” is a neurological disorder characterized by involuntary contractions of the facial

muscles on one side of the face.

“Hyperhidrosis Disease Severity Scale (HDSS)" is a tool used to assess the severity of hyperhidrosis, a
condition characterized by excessive sweating beyond what is necessary for regulating body
temperature. The HDSS is a simple and quick questionnaire that consists of only one question and is
rated on a scale from 1 to 4:

1. No interference with daily activities

2. Noticeable but not causing interference with daily activities

3. Some interference with daily activities

4. Severe interference with daily activities
The HDSS is used by healthcare professionals to determine the impact of hyperhidrosis on a patient's
quality of life and to guide treatment decisions. Patients with HDSS scores of 3 or 4 are considered to
have severe hyperhidrosis and may require more aggressive treatment options, such as prescription
antiperspirants, oral medications, or minimally invasive procedures like botulinum toxin injections or
iontophoresis. Patients with HDSS scores of 1 or 2 may benefit from less invasive treatments like topical

antiperspirants or lifestyle modifications.

“Lower extremity” Refers to the leg, knee, ankle, and foot.

"Muscle Spasms” refer to the involuntary contractions of one or more muscles.



“Neurogenic” refers to a condition or disorder that is caused by or related to problems with the nervous

system.

“Oromandibular dystonias (OMD)” refer to a group of neurological movement disorders that affect the
muscles of the jaw, mouth, and face. OMD can cause involuntary muscle contractions that result in
abnormal movements and postures, such as jaw clenching, teeth grinding, lip pursing, or tongue
protrusion. OMD can be classified into several types based on the location and pattern of muscle

contractions, including jaw-opening, jaw-closing, or mixed OMD.

“Overactive bladder” is a condition in which the muscles in the bladder contract involuntarily and cause

a sudden urge to urinate.

“Prophylaxis” is a preventative treatment intended to stop or reduce the recurrence of a disease or

condition.

“Sialorrhea” (also known as "Ptyalism”) refers to excess salivation or drooling.

“Spasmodic dysphonia” is a neurological disorder that affects the muscles of the voice box, causing

spasms and interruptions in speech.

“Spasticity” is a condition characterized by increased muscle tone, which can cause stiffness, spasms, or

involuntary movements.

“Strabismus” is a vision disorder in which the eyes are not properly aligned and point in different

directions.

“Temporomandibular disorders (TMD)" refer to a group of conditions that affect the

temporomandibular joint (TMJ) and the muscles of the jaw and face.

“Upper extremity” refers to the arm, shoulder, and hand.

“Urge incontinence” is a type of urinary incontinence characterized by the sudden, strong urge to

urinate that is followed by an involuntary loss of urine.



“Urinary incontinence” is a condition in which a person cannot control their bladder, leading to the

involuntary loss of urine.

“Urodynamic testing” is a medical diagnostic procedure that evaluates how well the lower urinary tract
(including the bladder and urethra) is functioning. The test measures various parameters, such as bladder
pressure, urine flow rate, and capacity, to help diagnose conditions that affect the urinary system, such

as incontinence, urinary tract obstruction, or nerve or muscle problems.

Clinical Indications
Medical Necessity Criteria for Initial Authorization
OnabotulinumtoxinA (Botox) (J0585)

The Plan deems OnabotulinumtoxinA (Botox) medically necessary for the following indications if the

disease-specific criteria for initial requests are met (refer to Continued Care for reauthorization criteria or
Table 1 for standard initial/retreatment authorization durations):
A. Achalasia, when BOTH of the following are met:
a. The request is by a provider specialist who will administer botulinum toxin (e.g.,
gastroenterologist, endoscopist, ENT); and
b. Documented evidence of ALL of the following
i.  Confirmed diagnosis with esophageal manometry; and
ii.  Alternative causes of the symptoms (e.g., esophageal stricture, carcinoma,
schatzki’s ring, or extrinsic compression), have been ruled out by upper
endoscopy and/or adequately treated; and
iii.  Presence of progressive dysphagia to solids and liquids; and
iv.  ONE of the following:

1. Pneumatic dilation or surgical myotomy (i.e., laparoscopic Heller
myotomy, or peroral endoscopic myotomy (POEM)) has been attempted
but was unsuccessful; or

2. The member was not a good candidate for the procedure; or

3. The member refused treatment/surgery.

B. Axillary hyperhidrosis or palmar hyperhidrosis, when ALL of the following are met:
a. The request is by a provider specialist who will administer botulinum toxin (e.g.,
dermatologist, neurologist); and
b. The member is 18 years of age or older; and
c. Documented evidence of ALL of the following:

i.  Severe hyperhidrosis, defined as ONE of the following:



1. ascore of 3 or 4 on the Hyperhidrosis Disease Severity Scale; or
2. The impact of excessive sweating on quality of life has been significant,
causing interference with daily activities (e.g., social, professional) and
leading to feelings of anxiety and embarrassment; and
ii. Alternative causes of the symptoms (e.g., hyperthyroidism, lifestyle factors), have
been ruled out or adequately treated; and
iii. The member is unable to use, or has tried and failed first-line management with
BOTH of the following:
1. lifestyle measures such as avoiding known triggers and tight clothing;
and
2. using antiperspirants (e.g., aluminum chloride hexahydrate).
C. Blepharospasm, when ALL of the following are met:
a. The request is by a provider specialist who will administer botulinum toxin (e.g.,
ophthalmologist, neurologist, movement disorder specialist); and
b. Member is 12 years of age or older; and
c. Documented evidence of BOTH of the following:
i.  Diagnosis of ONE or more of the following:
1. Benign essential blepharospasm; or
2. Blepharospasm associated with dystonia; or
3. Blepharospasm associated with facial nerve disorders such as Bell palsy;
and
ii.  Alternative causes of the symptoms have been ruled out or adequately treated,
including but not limited to neuromuscular diseases (e.g., myasthenia gravis).
D. Cervical dystonia (i.e., spasmodic torticollis), when ALL of the following are met:
a. The request is by a provider specialist who will administer botulinum toxin (e.g.,
neurologist, movement disorder specialist); and
b. Member is 16 years of age or older; and
c. Documented evidence of ALL of the following:
i. Symptoms (e.g., abnormal head positioning, neck pain, limited range of motion,
muscle spasms) have been present for at least 6 months; and
i.  Neck pain and abnormal head tilt/torsion adversely affects range of motion and
daily functioning; and
iii.  Sustained involuntary contractions in the neck muscles (e.g splenius, trapezius,
posterior cervical, or sternocleidomastoid); and
iv.  Alternative causes of the symptoms have been ruled out or adequately treated,

including but not limited to:



1. Neuromuscular disease (e.g., myasthenia gravis); or
2. Chronic neuroleptic treatment; or

3. Fixed muscle contractures.

E. Chronic anal fissure, when ALL of the following are met:

a.

The request is by a provider specialist who will administer botulinum toxin (e.g.,

gastroenterologist, colon or rectal surgeon); and

b. Documented evidence of ALL of the following:

C.

i.  Atleast 2 months of symptoms, including ONE or more of the following:
1. Nocturnal pain and bleeding; or
2. Post-defecation pain; and

ii. The member is unable to use ALL, or has tried and failed ONE of the following:
1. topical nitrates (e.g., Nitroglycerin 0.2% or 0.4% rectal ointment); or
2. topical calcium channel blockers (e.g., Diltiazem 2% rectal gel,

nifedipine 0.2% or 0.5% rectal ointment); and
The member does NOT have documented evidence of ANY of the following:
i Anal fistula; or

ii. Hemorrhoids; or

iii. HIV; or

iv. Inflammatory bowel disease; or

V. Perianal abscess; or

Vi, Perianal cancer; or
vii.  Prior perianal surgical intervention.

F.  Chronic migraine prophylaxis, when ALL of the following are met:

a.

The request is by a provider specialist who will administer botulinum toxin (e.g.,
neurologist, headache specialist); and

Member is 18 years of age or older; and

Documented evidence of ALL of the following:

i.  Diagnosis of migraine headache (with or without aura) per International
Classification of Headache Disorders criteria, defined as meeting ALL of the
following criteria:

1. Headache is characterized by at least TWO of the following:
a. Pulsating quality; and/or
b. Unilateral location; and/or
€. Moderate to severe pain/intensity; and/or
d. Aggravation by physical activity; and

2. Symptoms are associated with at least ONE of the following:



a. Nausea and/or vomiting; or
b. Photophobia (sensitivity to light) and phonophobia (sensitivity to
sound); and
3. Other potential causes of headache have been ruled out; and
ii.  The member has chronic migraines, defined as headache occurring on 15 or
more days per month for more than three months, which, on at least 8 days per
month, has the features of migraine headache; and
iii. The member is unable to use ALL, or has adequately tried and failed an 8-week
trial of at least TWO (2) preventative therapies, from at least TWO (2) of the
following drug classes:
1. Anticonvulsants (such as topiramate, divalproex, sodium valproate);
and/or
2. Antidepressants (such as amitriptyline, nortriptyline, venlafaxine); and/or
3. Beta blockers (such as propranolol, metoprolol); AND
d. The member does NOT have documented evidence of ANY of the following:
i Neuromuscular disease (e.g., myasthenia gravis); or
ii.  Botox (onabotulinumtoxinA) will be used concomitantly with a preventative
calcitonin gene-related peptide (CGRP) antagonist for migraine headache
prophylaxis.
m i.e. the following CGRP antagonist products when used for preventive
treatment of migraine include Aimovig (erenumab), Ajovy
(fremanezumab), Emgality (galcanezumab), Nurtec (rimegepant),
Qulipta (atogepant), Viyepti (eptinezumab).
m i.e. this restriction does not apply to the use of CGRP antagonists for
acute/abortive treatment of migraine, such as Emgality (galcanezumab),
Nurtec (rimegepant), or Ubrelvy (ubrogepant).
m  NOTE: Please refer to the Plan’s pharmacy benefit and Plan Clinical
Guideline Anti-migraine Agents/ Calcitonin Gene-Related Peptide
(CGRP) Antagonists and Serotonin Receptor 5-HT1F Agonists (PG008).
G. Essential tremors, when BOTH of the following criteria are met:
a. The request is by a provider specialist who will administer botulinum toxin (e.g.,
neurologist, movement disorder specialist, otolaryngology); and
b. Documented evidence of BOTH of the following:
i.  ONE of the following diagnosis:
1. disabling head and neck tremor; or

2. disabling essential hand tremor; and



ii. The member is unable to use ALL, or has tried and failed TWO (2) of the
following:

1. Propranolol (immediate-release or extended-release); and/or
2. Primidone; and/or
3. Gabapentin; and/or,
4. Topiramate.
H. Hemifacial spasm, when ALL of the following are met:
a. The request is by a provider specialist who will administer botulinum toxin (e.g.,
neurologist, movement disorder specialist); and
b. Member is 12 years of age or older; and
c. Documented evidence of BOTH of the following:
i.  Diagnosis of hemifacial spasm in muscles innervated by the facial nerve (cranial
nerve VIl); and
ii.  Alternative causes of the symptoms have been ruled out or adequately treated,
including but not limited to neuromuscular diseases (e.g. myasthenia gravis).
|. Oromandibular dystonias (i.e., cranial dystonia), when BOTH of the following are met:
a. The request is by a provider specialist who will administer botulinum toxin (e.g.,

neurologist, movement disorder specialist, orofacial pain specialist, otolaryngologist);
and

b. Documented evidence of BOTH of the following:
i characterized by continuous, bilateral, asynchronous muscle spasms in the face,
jaw, pharynx, and tongue; and
ii.  causing difficulty in jaw closing or opening and interfering with fluid and food
intake and speech.
J. Overactive bladder with urge incontinence, when ALL of the following are met:

a. The request is by a provider specialist who will administer botulinum toxin (e.g.,

urologist); and
b. Member is 18 years of age or older; and
c. Documented evidence of BOTH of the following:
i.  Urodynamic testing confirms urinary incontinence with urgency; and
ii.  Symptoms had not been adequately managed with BOTH of the following:
1. Behavioral therapies (such as bladder training and pelvic floor muscle
therapy), for at least 8 weeks; and
2. A minimum of THREE (3) pharmacologic therapies, with either

inadequate response or intolerable side effects, each tried for at least 4

weeks:



a. Anticholinergic (i.e., antimuscarinics) therapy, such as
darifenacin (Enablex), fesoterodine (Toviaz), oxybutynin
(Ditropan XL), solifenacin (Vesicare), tolterodine (Detrol/Detrol
LA), or trospium (Sanctura/Sanctura XR); and/or
b. Beta-3 Adrenergic Agonists, such as Gemtesa (vibegron) or
Myrbetriq (miraberon); and
d. The member does NOT have documented evidence of ANY of the following:
i acute urinary retention; or
ii.  acute urinary tract infection.
K. Sialorrhea, when BOTH of the following are met:
a. The request is by a provider specialist who will administer botulinum toxin (e.g.,
neurologist, physical medicine and rehabilitation (PM&R), or ENT); and
b. Documented evidence of ALL of the following:
i.  Chronic sialorrhea resulting from a neurological condition (e.g., Parkinson's
disease, atypical parkinsonism, stroke, or traumatic brain injury); and
i.  Complications such as recurrent infection or chronic skin breakdown that have
failed treatment with topical agents or lifestyle modifications; and
iii. The member is unable to use ALL, or has adequately tried and failed two (2)
months of pharmacotherapy with ONE (1) of the following:
1. Benztropine; and/or
2. Glycopyrrolate; and/or
3. Scopolamine.
L. Spasmodic dysphonia (i.e., laryngeal dystonia), when BOTH of the following are met:
a. The request is by a provider specialist who will administer botulinum toxin (e.g.,
gastroenterologist, endoscopist, ENT); and
b. Documented evidence of BOTH of the following:
i.  Adductor-type spasmodic dysphonia confirmed by fiberoptic laryngoscopy; and
ii.  Moderate to severe phonation difficulties.
M. Spasticity of the upper and/or lower extremity, when ALL of the following criteria are met:
a. The request is by a provider specialist who will administer botulinum toxin (e.g.,
neurologist, PM&R); and
b. The member is characterized by ONE of the following:
i.  Members greater than the age of 2 with spasticity due to cerebral palsy or
stroke who are receiving ongoing rehabilitation; or

ii. Members 18 years of age or older with ONE of the following:

10



N.

O.

1. Spasticity secondary to multiple sclerosis or other demyelinating
diseases of the central nervous system; or
2. Spasticity secondary to spinal cord injury; or

3. Post-stroke spasticity; and

c. Documentation of ALL of the following:

Joint is not affected by fixed contracture; and

Abnormal muscle tone that interferes with daily functioning or is expected to
result in joint contracture with further growth; and

Treatment is expected to improve functioning and/or allow for further
therapeutic rehabilitation; and

Surgical intervention is the only alternative option; and

If the request is for the treatment of lower limb spasticity, the member has tried
and failed appropriate non-surgical medical treatments (e.g., pharmacologic and

physical therapies).

Strabismus, when ALL of the following are met:

a. The request is by a provider specialist who will administer botulinum toxin (e.g.,

ophthalmologist); and

b. The memberis 12 years of age or older; and

c. The member does NOT have documented evidence of ANY of the following:

iv.

Duane’s syndrome with lateral rectus weakness; or

Likely to have a spontaneous recovery; or

Restrictive strabismus; or

Strabismus secondary to prior surgical overrecession of the ocular antagonist

muscle.

Upper extremity focal dystonia (e.g., writer's cramp), when ALL of the following are met:

a. The request is by a provider specialist who will administer botulinum toxin (e.g.,

neurologist, movement disorder specialist); and

b. The member is 16 years of age or older; and

c. Documented evidence of ALL of the following:

Significant pain and/or abnormal hand or forearm positioning that adversely
affects daily functioning; and
Failure of at least two months of conservative therapy and/or lifestyle

modification.

Urinary incontinence due to detrusor overactivity (i.e., detrusor instability or detrusor

hyperreflexia) or detrusor-sphincter dyssynergia, when ALL of the following are met:

11



a. The request is by a provider specialist who will administer botulinum toxin (e.g.,
urologist); and
b. The member is 5 years of age or older; and
c. Documented evidence of ALL of the following:
i.  The condition is associated with a neurologic condition (e.g., spinal cord injury,
multiple sclerosis, Parkinson's disease, cerebral palsy, stroke); and
i.  Symptoms had not been adequately managed with ALL of the following:
1. Behavioral therapies (such as bladder training and pelvic floor muscle
therapy) for 8 to 12 weeks; and
2. The member is unable to use ALL or has tried and failed at least ONE
of the following anticholinergic (i.e. antimuscarinics) therapies such as
darifenacin (Enablex), fesoterodine (Toviaz), oxybutynin (Ditropan XL),
solifenacin (Vesicare), tolterodine (Detrol/Detrol LA), or trospium
(Sanctura/Sanctura XR) for 4 to 8 weeks (inadequate response or
intolerable adverse effects); and
3. The member meets ONE of the following:
a. Balloon sphincter dilation or surgical treatment has been
attempted but was unsuccessful; or
b. The member was not a candidate due to comorbidities; or
c. The member refused surgery; and
d. The member does NOT have documented evidence of ANY of the following:
i. urinary tract infection (UTI); or
ii. urinary retention or postvoid residuals (PVR) greater than 200 mL unless the
patient is receiving intermittent catheterization as part of the overall treatment

plan.

AbobotulinumtoxinA (Dysport) (J0586)

The Plan deems AbobotulinumtoxinA (Dysport) medically necessary for the following indications if the

disease-specific criteria for initial requests are met (refer to Continued Care for reauthorization criteria or
Table 1 for standard initial/retreatment authorization durations):
A. Axillary hyperhidrosis, when ALL of the following are met:
a. The request is by a provider specialist who will administer botulinum toxin (e.g.,
dermatologist, neurologist); and
b. The member is 18 years of age or older; and
c. Documented evidence of ALL of the following:

i.  Severe primary axillary hyperhidrosis, defined as ONE of the following:
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1. ascore of 3 or 4 on the Hyperhidrosis Disease Severity Scale; or
2. The impact of excessive sweating on quality of life has been significant,
causing interference with daily activities (e.g., social, professional) and
leading to feelings of anxiety and embarrassment; and
ii. Alternative causes of the symptoms (e.g., hyperthyroidism, lifestyle factors), have
been ruled out or adequately treated; and
iii. The member is unable to use, or has tried and failed first-line management with
BOTH of the following:
1. lifestyle measures such as avoiding known triggers and tight clothing;
and
2. using antiperspirants (e.g., aluminum chloride hexahydrate)
B. Blepharospasm or hemifacial spasms, when ALL of the following are met:
a. The request is by a provider specialist who will administer botulinum toxin (e.g.,
ophthalmologist, neurologist, movement disorder specialist); and
b. Member is 18 years of age or older; and
c. Documented evidence of BOTH of the following:
i.  Diagnosis of ONE or more of the following:
1. Benign essential blepharospasm; or
2. Blepharospasm associated with dystonia; or
3. Blepharospasm associated with facial nerve disorders such as Bell palsy;
or
4. Hemifacial spasm involving the orbicularis oculi muscle; and
ii.  Alternative causes of the symptoms have been ruled out or adequately treated,
including but not limited to neuromuscular diseases (e.g., myasthenia gravis).
C. Cervical dystonia (i.e., spasmodic torticollis), when ALL of the following are met:
a. The request is by a provider specialist who will administer botulinum toxin (e.g.,
neurologist, movement disorder specialist); and
b. Member is 16 years of age or older; and
c. Documented evidence of ALL of the following:
i. Symptoms (e.g., abnormal head positioning, neck pain, limited range of motion,
muscle spasms) have been present for at least 6 months; and
ii.  Neck pain and abnormal head tilt/torsion adversely affects range of motion and
daily functioning; and
iii.  Sustained involuntary contractions in the neck muscles (e.g splenius, trapezius,

posterior cervical, or sternocleidomastoid); and
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iv.

Alternative causes of the symptoms have been ruled out or adequately treated,
including but not limited to:

1. Neuromuscular disease (e.g., myasthenia gravis); or

2. Chronic neuroleptic treatment; or

3. Fixed muscle contractures.

D. Chronic anal fissure, when ALL of the following are met:

a. The request is by a provider specialist who will administer botulinum toxin (e.g.,

gastroenterologist, colon or rectal surgeon); and

b. Documented evidence of ALL of the following:

At least 2 months of symptoms, including ONE or more of the following:
1. Nocturnal pain and bleeding; or
2. Post-defecation pain; and
The member is unable to use ALL, or has tried and failed ONE of the following:
1. topical nitrates (e.g., Nitroglycerin 0.2% or 0.4% rectal ointment); or
2. topical calcium channel blockers (e.g., Diltiazem 2% rectal ointment,

nifedipine 0.2% or 0.5% rectal ointment); and

c. The member does NOT have documented evidence of ANY of the following:

i
ii.
iii.
iv.
V.
Vi,

Vii.

Anal fistula; or

Hemorrhoids; or

HIV: or

Inflammatory bowel disease; or
Perianal abscess; or

Perianal cancer; or

Prior perianal surgical intervention.

E. Sialorrhea, when BOTH of the following are met:

a. The request is by a provider specialist who will administer botulinum toxin (e.g.,
neurologist, PM&R, or ENT); and

b. Documented evidence of ALL of the following:

Chronic sialorrhea resulting from a neurological condition (e.g., Parkinson's
disease, atypical parkinsonism, stroke, or traumatic brain injury); and
Complications such as recurrent infection or chronic skin breakdown that have
failed treatment with topical agents or lifestyle modifications; and
The member is unable to use ALL, or has adequately tried and failed TWO (2)
months of pharmacotherapy with ONE (1) of the following:

1. Benztropine; or

2. Glycopyrrolate; or
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3. Scopolamine.
F. Spasticity of the upper and/or lower extremity, when ALL of the following criteria are met:
a. The request is by a provider specialist who will administer botulinum toxin (e.g.,
neurologist, PM&R); and
b. The member is characterized by ONE of the following:
i.  Members greater than the age of 2 with spasticity due to cerebral palsy or
stroke who are receiving ongoing rehabilitation; or
ii. Members 18 years of age or older with ONE of the following:
1. Spasticity secondary to multiple sclerosis or other demyelinating
diseases of the central nervous system; or
2. Spasticity secondary to spinal cord injury; or
3. Post-stroke spasticity; and
c. Documentation of ALL of the following:
i Joint is not affected by fixed contracture; and
ii.  Abnormal muscle tone that interferes with daily functioning or is expected to
result in joint contracture with further growth; and
iii.  Treatment is expected to improve functioning and/or allow for further
therapeutic rehabilitation; and
iv.  Surgical intervention is the only alternative option; and
v.  If the request is for the treatment of lower limb spasticity, the member has tried
and failed appropriate non-surgical medical treatments (e.g., pharmacologic and
physical therapies).
G. Upper extremity focal dystonia (e.g., writer's cramp), when ALL of the following are met:
a. The request is by a provider specialist who will administer botulinum toxin (e.g.,
neurologist, movement disorder specialist); and
b. The member is 16 years of age or older; and
c. Documented evidence of ALL of the following:
i.  Significant pain and/or abnormal hand or forearm positioning that adversely
affects daily functioning; and
ii.  Failure of at least two months of conservative therapy and/or lifestyle

modification.

RimabotulinumtoxinB (Myobloc) (J0587)

The Plan deems RimabotulinumtoxinB (Myobloc) medically necessary for the following indications if the
disease-specific criteria for initial requests are met (refer to Continued Care for reauthorization criteria or

Table 1 for standard initial/retreatment authorization durations):
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A. Cervical dystonia (i.e., spasmodic torticollis), when ALL of the following are met:

a.

The request is by a provider specialist who will administer botulinum toxin (e.g.,

neurologist, movement disorder specialist); and

Member is 18 years of age or older; and

Documented evidence of ALL of the following:

Symptoms (e.g., abnormal head positioning, neck pain, limited range of motion,
muscle spasms) have been present for at least 6 months; and
Neck pain and abnormal head tilt/torsion adversely affects range of motion and
daily functioning; and
Sustained involuntary contractions in the neck muscles (e.g splenius, trapezius,
posterior cervical, or sternocleidomastoid); and
Alternative causes of the symptoms have been ruled out or adequately treated,
including but not limited to:

1. Neuromuscular disease (e.g., myasthenia gravis); or

2. Chronic neuroleptic treatment; or

3. Fixed muscle contractures.

B. Sialorrhea, when ALL of the following are met:

a.

The request is by a provider specialist who will administer botulinum toxin (e.g.,
neurologist, PM&R, or ENT); and

Member is 18 years of age or older; and

Documented evidence of ALL of the following:

Chronic sialorrhea resulting from a neurological condition (e.g., Parkinson's
disease, atypical parkinsonism, stroke, or traumatic brain injury); and
Complications such as recurrent infection or chronic skin breakdown that have
failed treatment with topical agents or lifestyle modifications; and
The member is unable to use ALL, or has adequately tried and failed two (2)
months of pharmacotherapy with ONE (1) of the following:

1. Benztropine; or

2. Glycopyrrolate; or

3. Scopolamine.

IncobotulinumtoxinA (Xeomin) (JO588)

The Plan deems IncobotulinumtoxinA (Xeomin) medically necessary for the following indications if the
disease-specific criteria for initial requests are met (refer to Continued Care for reauthorization criteria or

Table 1 for standard initial/retreatment authorization durations):

A. Blepharospasm or hemifacial spasms, when ALL of the following are met:
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a. The request is by a provider specialist who will administer botulinum toxin (e.g.,
ophthalmologist, neurologist, movement disorder specialist); and
b. Member is 18 years of age or older; and
c. Documented evidence of BOTH of the following:
i.  Diagnosis of ONE or more of the following:
1. Benign essential blepharospasm; or
2. Blepharospasm associated with dystonia; or
3. Blepharospasm associated with facial nerve disorders such as Bell palsy;
or
4. Hemifacial spasm involving the orbicularis oculi muscle; and
ii.  Alternative causes of the symptoms have been ruled out or adequately treated,
including but not limited to neuromuscular diseases (e.g., myasthenia gravis).
B. Cervical dystonia (i.e., spasmodic torticollis), when ALL of the following are met:
a. The request is by a provider specialist who will administer botulinum toxin (e.g.,
neurologist, movement disorder specialist); and
b. Member is 18 years of age or older; and
c. Documented evidence of ALL of the following:
i. Symptoms (e.g., abnormal head positioning, neck pain, limited range of motion,
muscle spasms) have been present for at least 6 months; and
ii.  Neck pain and abnormal head tilt/torsion adversely affects range of motion and
daily functioning; and
iii.  Sustained involuntary contractions in the neck muscles (e.g splenius, trapezius,
posterior cervical, or sternocleidomastoid); and
iv.  Alternative causes of the symptoms have been ruled out or adequately treated,
including but not limited to:
1. Neuromuscular disease (e.g., myasthenia gravis); or
2. Chronic neuroleptic treatment; or
3. Fixed muscle contractures.
C. Sialorrhea, when ALL of the following are met:
a. The request is by a provider specialist who will administer botulinum toxin (e.g.,
neurologist, PM&R, or ENT); and
b. Member is 2 years of age or older; and
c. Documented evidence of ALL of the following:
i.  Chronic sialorrhea resulting from a neurological condition (e.g., Parkinson's

disease, atypical parkinsonism, stroke, or traumatic brain injury); and

17



i.  Complications such as recurrent infection or chronic skin breakdown that have
failed treatment with topical agents or lifestyle modifications; and
iii. The member is unable to use ALL, or has adequately tried and failed two (2)
months of pharmacotherapy with ONE (1) of the following:
1. Benztropine; or
2. Glycopyrrolate; or
3. Scopolamine.
D. Spasticity of the upper limb, when ALL of the following criteria are met:
a. The request is by a provider specialist who will administer botulinum toxin (e.g.,
neurologist, PM&R); and
b. The member is characterized by ONE of the following:
i. Members 2 to 17 years of age and ONE of the following:
1. the spasticity is not caused by cerebral palsy; or
2. with spasticity due to cerebral palsy who are receiving ongoing
rehabilitation; or
ii.  Members 18 years of age or older:
1. Spasticity secondary to multiple sclerosis or other demyelinating
diseases of the central nervous system; or
2. Spasticity secondary to spinal cord injury; or
3. Post-stroke spasticity; and
c. Documentation of ALL of the following:
i Joint is not affected by fixed contracture; and
ii.  Abnormal muscle tone that interferes with daily functioning or is expected to
result in joint contracture with further growth; and
ii.  Treatment is expected to improve functioning and/or allow for further
therapeutic rehabilitation; and
iv.  Surgical intervention is the only alternative option; and
V. If the request is for the treatment of lower limb spasticity, the member has tried
and failed appropriate non-surgical medical treatments (e.g., pharmacologic and

physical therapies).

DaxibotulinumtoxinA-lanm (Daxxify) (J0O589)

The Plan deems DaxibotulinumtoxinA-lanm (Daxxify) medically necessary for the following indications if

the disease-specific criteria for initial requests are met (refer to Continued Care for reauthorization
criteria or Table 1 for standard initial/retreatment authorization durations):

A. Cervical dystonia (i.e., spasmodic torticollis), when ALL of the following are met:
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a. The request is by a provider specialist who will administer botulinum toxin (e.g.,
neurologist, movement disorder specialist); and
b. Member is 18 years of age or older; and
c. Documented evidence of ALL of the following:
i. Symptoms (e.g., abnormal head positioning, neck pain, limited range of motion,
muscle spasms) have been present for at least 6 months; and
i.  Neck pain and abnormal head tilt/torsion adversely affects range of motion and
daily functioning; and
iii.  Sustained involuntary contractions in the neck muscles (e.g splenius, trapezius,
posterior cervical, or sternocleidomastoid); and
iv.  Alternative causes of the symptoms have been ruled out or adequately treated,
including but not limited to:
1. Neuromuscular disease (e.g., myasthenia gravis); or
2. Chronic neuroleptic treatment; or

3. Fixed muscle contractures.

Continued Care

Medical Necessity Criteria for Reauthorization

Except for specific conditions outlined elsewhere, the Plan considers continuing botulinum toxin
treatment medically necessary if, at the end of the initial trial period:

A. A positive response is documented in the medical record, which should typically last for 3
months; and

B. The member would continue to meet the clinical criteria for the specific botulinum toxin agent in
the absence of further treatment; and

C. The prescribing clinician provides an expected duration and frequency of ongoing treatment,
which may require ongoing approval.

NOTE: Treatment with botulinum toxin more frequently than every 3 months for a covered
condition, regardless of diagnosis, is generally not considered medically necessary.

D. For chronic migraine prophylaxis with OnabotulinumtoxinA (Botox), after the initial trial period,
which is defined as 6 months or a maximum of 2 treatments, the Plan considers continuing
treatment medically necessary if the member experiences ONE (1) of the following:

At least a 50% reduction in monthly migraine days; or
b. At least 2 fewer migraine days per month; or
c. At least a reduction of 7 headache days over a one-month period compared to the pre-

treatment average; or
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d. Aclinically meaningful improvement in ANY of the following validated migraine-specific
patient-reported outcome measures:

i.  Migraine Disability Assessment (MIDAS)
1. Reduction of =5 points when baseline score is 11-20; or
2. Reduction of 230% when baseline score is >20; or

ii.  Migraine Physical Function Impact Diary (MPFID)
1. Reduction of =5 points; or

iii.  Headache Impact Test (HIT-6)

1. Reduction of =5 points.

Criteria for Discontinuing Treatment

Botulinum toxin treatment is generally no longer considered medically necessary and should be

discontinued, except as outlined for specific conditions elsewhere, when the following criteria are met:

A.
B.

Lack of documented clinical response after initial trial; or

In cases where the initial trial was successful, lack of documented clinical response to two
consecutive treatments precludes treatment at that site for a period of at least one year; or
For chronic migraine prophylaxis using OnabotulinumtoxinA (Botox), if the patient does not
respond adequately after the initial trial period, defined as six months or a maximum of two

treatments.

General Recommendations for Time to Retreatment and Dosing

Table 1 provides general recommendations for:

A.

the time to retreatment with botulinum toxin agents, assuming that all other clinical criteria
remain met. These recommendations may differ for individual members but should not occur
more frequently than every three months. If requests for more frequent injection frequency are

made, documentation of medical necessity should be provided.

the doses (in units) of botulinum toxin agents, assuming that all other clinical criteria are met.
Although the recommended doses may vary by individual member and condition, they should
not be exceeded regardless of indication. If injection dosages exceeding the recommended
amounts are requested, further review and documentation of medical necessity may be

required. The following table is provided for reference purposes only.

Table 1: Dosage and retreatment information for botulinum toxin regimens by indication

Botox (onabotulinumtoxinA)

Indication Initial dose Subsequent |Retreatment Additional Considerations
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Dose

Unless otherwise noted in the indication-specific dosing, total maximum dose per 3 months are as follows:

e In pediatric patients <18 years, the maximum cumulative dose is 10 units/kg or 340 units, whichever is

less.

e In adolescents & adults =18 years treated for 1 or more indications, the maximum cumulative dose

should not exceed 400 units (i.e., <400 units per 3 months).

Achalasia

20 to 25 units to each of the 4
quadrants in the lower esophageal

sphincter

3 months

Maximum recommended dose is

100 units/course

Residual lower esophageal
sphincter tone of less than 18
mmHg after botulinum injection is

a predictor of a good response

Blepharospasm

1.25-2.5 units per |maximum dose

injection site per site: 5 units

Typically, 4-6 injection sites are used
per affected eye.

3 months

Dose during subsequent treatment
sessions may be increased by up to
two-fold if initial response is
insufficient (e.g., the duration of

effect is <2 months)

Cumulative dose: <200 units in 30-
day period (i.e., maximum dose of
100 units per eye in a three-month

period)

Cervical dystonia

50-200 units total

50-300 units total

3 months

Studies have documented a mean
dose of 236 units divided among

affected muscles (range: 198-300

units).

Dose should be divided across all

injected sites; Max 50 units/site

The total dose injected into the
sternocleidomastoid muscle should
be limited to 100 units or less to
decrease the risk of dysphagia.

Chronic anal fissure

5-100 units

2-4 months

Generally injected into the internal
anal sphincter, with half on the
right and the remainder into the
left
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Chronic migraine

given as multiple injections divided

155 units total 3 months
prophylaxis among 7 head and neck muscles
. jecti it Muscl
Head/Neck Area Muscle(s) Total Dose | No. of Injection Sites per Muscle
Per Muscle
Frontalis 20 units 4 sites
Corrugator 10 units 2 sites
Procerus 5 units 1 site
Occipitalis 30 units 6 sites
Temporalis 40 units 8 sites
Trapezius 30 units 6 sites
Cervical paraspinal muscle group 20 units 4 sites
Total dose per treatment session 155 units 31 sites
, Injected into the affected hand,
Essential tremors, ) . T
hand 50-100 units 3-4 months |divided among multiple injection
an
sites
Essential t Injected into the affected muscles
remors, . .
ssential tremors 100-200 units 3-4 months [in the neck and/or head, divided
head and neck o
among multiple injection sites
12-25 units administered into the
inferior and superior orbicularis oculi,
buccolabial, and/or platysma muscles. ) o
Cumulative dose: =200 units in 30-
Hemifacial spasm , L ) 3 months day period (i.e., maximum dose of
Typically, 20-30 injection sites are 200 unit treat ; ion)
units per treatment session
used on the affected side of the face, P
with a starting dosage of 2.5-5 units
per injection site.
. . Injections should be evenly
Hyperhidrosis, ) ) D . . .
i 50 units/axilla 4 months distributed into multiple sites (10 to
Axillary
15)
H hidrosis, 100-165 units per Inject among multiple (e.g., 50-60
yper 100-120 units P 3 months _J ) J '|O (, J )
Palmar palm sites in the hyperhidrotic area of
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each palm

Studies have used doses of 200

units per palm

L I Typical doses range from 1-6 units
aryngea. 1-5 units/muscle 1-5 units/muscle |3 months ] P ) J
dysphonia in studies
@) dibul
roma.n I ) Her 10-50 units injected into each affected Total dose not to exceed 100 units
dystonias (i.e., 3-4 months i
. ) muscle per treatment session
cranial dystonia)
, , Dose should divided across 20
Overactive bladder 100 units per treatment 3 months . i
Injection sites
Total dose should be divided
Sialorrhea 10-40 units/side 10-40 units/side |3 months across parotid and submandibular
if injecting both
75 Units to 400 Units divided Dose listed is total dose
nits o nits divided among 3 months administered as divided separate

Spasticity, Adult
Upper Limb

selected muscles; <50 units per site

intramuscular injection(s)

e Adductor pollicis: 20 units (1 site).
e Biceps brachii: 60 to 200 units (divided into 2 to 4 sites).
e Brachialis: 30 to 50 units (divided into 1 to 2 sites).

e Brachioradialis: 45 to 75 units (divided into 1 to 2 sites).

e Flexor carpi radialis: 12.5 to 50 units (1 site).
e Flexor carpi ulnaris: 12.5 to 50 units (1 site).

e Flexor digitorum profundus: 30 to 50 units (1 site).

e Flexor digitorum sublimes: 30 to 50 units (1 site).

e Flexor pollicis brevis/opponens pollicis: 5 to 25 units (1 site).

e Flexor pollicis longus: 20 units (1 site).

e Lumbricals/interossei: 5 to 10 units (1 site).

e Pronator teres: 15 to 25 units (1 site).

e Pronator quadratus: 10 to 50 units (1 site).

Stroke-related upper limb spasticity
e Adductor pollicis: 20 units (1 to 2 sites)

e Biceps brachii: 100 to 200 units (up to 4 sites)

e Flexor digitorum profundus: 15 to 50 units (1 to 2 sites)
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e Flexor digitorum sublimes: 15 to 50 units (1 to 2 sites)
e Flexor carpi radialis: 15 to 60 units (1 to 2 sites)
e Flexor carpi ulnaris: 10 to 50 units (1 to 2 sites)

e Flexor pollicis longus: 20 units (1 to 2 sites)

Spasticity, Adult

. o Dose listed is total dose
300 Units to 400 Units divided among

i ) 3 months administered as divided separate
5 muscles; <50 units per site

intramuscular injection(s)

e Flexor digitorum longus: 50 units (divided into 2 sites)

e Flexor hallucis longus: 50 units (divided into 2 sites)

e Gastrocnemius lateral head: 75 units (divided into 3 sites)
e Gastrocnemius medial head: 75 units (divided into 3 sites)

Lower Limb
e Soleus: 75 units (divided into 3 sites)
e Tibialis posterior: 75 units (divided into 3 sites)
. , Maximum recommended total
Maximum dose per treatment session: L . ,
, dose administered during a single
3-6 units/kg for large muscles, 1-2 i
) ) 3 months treatment session should not
units/kg for small muscles; maximum ) )
) o ) exceed 12 units/kg or 400 units,
dose of 50 units per injection site ] )
whichever is less.
Upper extremity: 3 to 6 units/kg total per session divided up amongst affected muscles;
maximum dose per site: 50 units/site; maximum total dose per treatment session in the
upper limb: 6 units/kg or 200 units total, whichever is less.
e Biceps brachii: 1.5 to 3 units/kg divided in 4 sites
Spasticity, e Brachialis: 1 to 2 units/kg divided in 2 sites

Associated with
Cerebral Palsy in
Pediatric Patients

e Brachioradialis: 0.5 to 1 unit/kg divided in 2 sites

e Flexor carpi radialis: 1 to 2 units/kg divided in 2 sites

e Flexor carpi ulnaris: 1 to 2 units/kg divided in 2 sites

e Flexor digitorum profundus: 0.5 to 1 unit/kg divided in 2 sites
e Flexor digitorum sublimis: 0.5 to 1 unit/kg divided in 2 sites

Lower extremity: 4 to 8 units/kg total per session divided up amongst affected muscles;
maximum dose per site: 50 units/site; maximum total dose per treatment session in the
lower limb or visit: 8 units/kg or 300 units total, whichever is less.

e Gastrocnemius lateral head: 1 to 2 units/kg divided in 2 sites
e Gastrocnemius medial head: 1 to 2 units/kg divided in 2 sites
e Soleus: 1 to 2 units/kg divided in 2 sites

e Tibialis posterior: 1 to 2 units/kg divided in 2 sites
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e Vertical muscles and for
horizontal strabismus <20
prism diopters: 1.25 to 2.5

units in any one muscle

e Horizontal strabismus of 20 to

Max dose as a single injection for
any one muscle is 25 units.

Subsequent doses for patients

Strabismus ) ) 3 months o ,
50 prism diopters: 2.5 to 5 experiencing incomplete paralysis
units in any one muscle of the target may be increased up

e Persistent VI nerve palsy =1 to twice the previous administered

month: 1.25 to 2.5 units in the dose.

medial rectus muscle
Total dose should be injected

) across affected muscles
iizle;j;:::ty 20-80 units/limb  [20-200 units/limb |3 months
Studies have used doses of 200-
360 units per treatment session.
given as 30 separate injections of
, approximately 6.7 units each into

Urinary Adlults: 200 units per treatment the detrusor muscle (avoiding the

incontinence due to trigone)

detruso‘r , Children =5 years and <18 years,

overactivity 3 months

secondary to

weight =34 kg: 200 units per

administered as 20 injections

, treatment
neurologic
condition Children =5 years and <18 years,
weight <34 kg: 6 units/kg per administered as 20 injections
treatment
Dysport (abobotulinumtoxinA)
N . Subsequent . . .
Indication Initial dose Dose Retreatment Additional Considerations
. Injections should be evenly
Axillary . ., |100-500 - . . :
) . 100-200 units/axilla| i 3 months distributed into multiple sites ~1 to
hyperhidrosis units/axilla S
2 cm apart (10 to 20 injections)
120 units . .
Bleoh beut | 80 unit . Cumulative dose: <60 units/eye or
epi ar.ospasm or | sHbcutaneotsly per unf s Per e)./e. 3 months 120 units/both eyes per 3 month
hemifacial spasm eye: 20-40 20 units/injection , o
o period after the initial dose
units/injection
Dose should be divided among all
Cervical dystonia  |250-500 units 250-1000 units |3 months treated muscles, retreatment

should be no greater than 250 units
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more than prior treatment dose

injected into the internal anal
sphincter on each side of the

anterior midline

Chronic anal fissure |90 to 150 units in 2 divided doses 2-4 months
Some studies have supported use
of two injections of 90 units (180
units total)
15 to 75 units injected land
) © u.nl s injecte .per J Injection should be into parotid
Sialorrhea (submandibular, parotid or both) 4-6 months ]
i ] i and/or submandibular gland
either unilaterally or bilaterally
Maximum recommended total dose
(upper and lower limbs combined) is
1,500 units
limb ticity, total
® upperiimb spasticity, tota ) Maximum total dose (including
doses of 500 and 1,000 units i i
. upper AND lower limbs combined)
divided among selected 3-5 months .
not to exceed 1500 units per 3
muscles .
i o month period.
e lower limb spasticity, total
doses of 1,000 and 1,500 units
divided among selected
muscles
Spasticity of Upper limbs:

upper/lower

e Brachialis: 200 to 400 units (1 to 2 injections per muscle).

extremity e Brachioradialis: 100 to 200 units (1 to 2 injections per muscle).
(Adult) e Biceps brachii: 200 to 400 units (1 to 2 injections per muscle).
e Flexor carpi radialis: 100 to 200 units (1 to 2 injections per muscle).
e Flexor carpi ulnaris: 100 to 200 units (1 to 2 injections per muscle).
e Flexor digitorum profundus: 100 to 200 units (1 to 2 injections per muscle).
e Flexor digitorum superficialis: 100 to 200 units (1 to 2 injections per muscle).
e Pronator teres: 100 to 200 units (1 injection per muscle).
Lower limbs:
e Flexor digitorum longus: 130 to 200 units (1 to 2 injections per muscle).
e Flexor hallucis longus: 70 to 200 units (1 injection per muscle).
e Gastrocnemius, medial head: 100 to 150 units (1 injection per muscle).
e Gastrocnemius, lateral head: 100 to 150 units (1 injection per muscle).
e Soleus: 330 to 500 units (3 injections per muscle).
e Tibialis posterior: 200 to 300 units (2 injections per muscle).
Spasticity of Upper Limb: 8 Units/kg to 16 Units/kg Maximum total dose per treatment

upper/lower

per limb

3 months

session = 30 Units/kg or 1000
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extremity
(Pediatric, Children
>2 years and
Adolescents <18

years)

e Maximum total dose per
treatment session = 16
Units/kg or 640 Units,

whichever is lower

Lower Limb: 10 Units/kg to 15
Units/kg per limb
e Maximum total dose per
treatment session for
unilateral limb injections = 15
Units/kg or 1000 Units,
whichever is lower
e Maximum total dose per
treatment session for bilateral
limb injections = 30 Units/kg
or 1000 Units, whichever is

lower

Units, whichever is lower

Upper extremity

e Brachialis: 3 to 6 units/kg (up to 2 sites per muscle)

e Brachioradialis: 1.5 to 3 units/kg (1 site per muscle)

e Biceps brachii: 3 to 6 units/kg (up to 2 sites per muscle)

e Flexor carpi radialis (FCR): 2 to 4 units/kg (up to 2 sites per muscle)

e Flexor carpi ulnaris (FCU): 1.5 to 3 units/kg (1 site per muscle)

e Flexor digitorum profundus (FDP): 1 to 2 units/kg (1 site per muscle)

e Flexor digitorum superficialis (FDS): 1.5 to 3 units/kg (up to 4 sites per muscle)

e Pronator quadratus: 0.5 to 1 units/kg (1 site per muscle)

e Pronator teres: 1 to 2 units/kg (1 site per muscle)
Total dose: 8 to 16 units/kg not to exceed 640 units

Lower extremity:

e Gastrocnemius: 6 to 9 units/kg (1 to 4 sites per muscle)

e Soleus: 4 to 6 units/kg (1 to 2 sites per muscle)

Total: 10 to 15 units/kg divided across both muscles (1 to 6 sites per muscle)

Upper extremity

Total dose should be injected

) 15-150 units 15-150 units 3 months across affected muscles
focal dystonia
Myobloc (rimabotulinumtoxinB)
N . Subsequent . . .
Indication Initial dose Dose Retreatment Additional Considerations
Cervical dystonia 2,500 to 5,000 units divided among 3-4 months |Toxin treatment-naive patients: Use
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the affected muscles in patients
previously treated with botulinum
toxin; initial dose in previously

untreated patients should be lower.

a lower initial dose.

1,500 to 3,500 units divided among
the parotid (500 to 1,500 units/gland)

Injection should be into parotid

Sialorrhea 4-6 months
and submandibular (250 units/gland) and/or submandibular gland
glands (1 injection per side of face)
Xeomin (incobotulinumtoxinA)
.. . Subsequent s . .
Indication Initial dose Dose Retreatment Additional Considerations
) maximum dose:
25 units per eye )
Blepharospasm or , 50 units per eye
(50 units per 3 months

hemifacial spasm

_ (100 units per
treatment session) .
treatment session)

Maximum cumulative dose per

treatment session: 400 units.

Cervical dystonia 120 units 120-400 units 3 months Initial doses >120 units not shown
to provide additional efficacy and
may be associated with increased
incidence of adverse effects.

100 units divided among the parotid
(30 units/gland) and submandibular divide dose with a ratio of 3:2
Sialorrhea (20 units/gland) glands on both sides |4 months between parotid and

(ie, 4 injection sites per treatment

session)

submandibular glands.

Spasticity of the
upper limb

See the below table for dose range for
specific muscle group and maximum

dose.

3 months

Maximum cumulative dose per

treatment session: 400 units.

Dosing of IncobotulinumtoxinA for Upper Limb Spasticity in Adults

Clinical Pattern/Muscle

Muscle

Recommended Dose per

Recommended No. of Injection
Sites per Muscle

superficialis

Clenched fist; flexor digitorum

25-100 units

2 sites
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Clenched fist; flexor digitorum 25-100 units 2 sites
profundus

Flexed wrist; flexor carpi radialis 25-100 units 1-2 sites
Flexed wrist; flexor carpi ulnaris 20-100 units 1-2 sites
Flexed elbow; brachioradialis 25-100 units 1-3 sites
Flexed elbow; biceps 50-200 units 1-4 sites
Flexed elbow; brachialis 25-100 units 1-2 sites
Pronated forearm; pronator 10-50 units 1 site
quadratus

Pronated forearm; pronator teres 25-75 units 1-2 sites
Thumb-in-palm; flexor pollicis longus | 10-50 units 1 site
Thumb-in-palm; adductor pollicis 5-30 units 1 site
Thumb-in-palm; flexor pollicis 5-30 units 1 site

brevis/opponens pollicis

Dosing of IncobotulinumtoxinA for Upper Limb Spasticity in Children =2 years and Adolescents <17

years

NOTE: If a single upper extremity being treated, the total dose should not exceed 8 units/kg divided
among affected muscles up to a maximum of 200 units per single upper limb; if both upper limbs are
treated, total dose should not exceed 16 units/kg up to a maximum of 400 units.

Muscle Dosage Range | Maximum Number of Injection Sites Per
Dose Muscle
(units)

Adductor pollicis 0.5 units/kg 12.5 1

Biceps 2 to 3 units/kg 75 1to3

Brachialis 1 to 2 units/kg 50 1t02

Brachioradialis 1 to 2 units/kg 50 1t02

Flexor carpi radialis 1 unit/kg 25 1
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Flexor carpi ulnaris 1 unit’kg 25 1

Flexor digitorum profundus 1 unit’kg 25 1

Flexor digitorum superficialis 1 unit’kg 25 1

Flexor pollicis brevis/Opponens 0.5 unit’kg 12.5 1

pollicis

Flexor pollicis longus 1 unit’kg 25 1

Pronator quadratus 0.5 units/kg 12.5 1

Pronator teres 1 to 2 units/kg 50 1to?2

Daxxify (daxibotulinumtoxinA-lanm)
N .. Subsequent . } )
Indication Initial dose Dose Retreatment Additional Considerations

Cervical dystonia

125 to 250 units divided among
affected muscles

3 months

Total recommended dosage for a
single treatment session: 125 to
250 units.

Dose and number of injection sites
should be personalized considering
previous treatment, response,
duration of effect, and any adverse
events. The dosage can be
modified by increments of 50 to 75
units depending on the individual's
response.

Experimental or Investigational / Not Medically Necessary

1. All botulinum toxin preparations (regardless of type) are considered contraindicated,

experimental, investigational, or unproven in the following cases:

Infection at the proposed injection site; or

formulation; or

Known hypersensitivity to any botulinum toxin preparation or the components in the

Retreatment of a condition with the same or different agent after a failed initial trial,

regardless of if the member continues to meet clinical criteria; or
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NOTE: If the member initially failed therapy due to an agent-specific intolerance or
reaction, rather than a clinical feature, then this statement may not apply.
2. The Plan deems the use of botulinum toxin for ALL cosmetic purposes as not medically

necessary. Such cosmetic purposes include, but are not limited to:

a. chin dimpling; or

b. eyebrow elevation/shaping (“brow lift"); or

c. flaring nostrils (nasal flare); or

d. forehead lines; or

e. glabellar facial (“frown”) lines; or
labiomandibular grooves; or

g. lateral brow lift; or

h. lateral canthal lines (“crow’s feet”); or

i. liplines; or
j-  radial lines on the dorsum of the nose (bunny lines); or
k. to treat prominent platysma muscle bands (age-related neck degeneration).
3. Botulinum toxin antibody assays are considered experimental or investigational and are

therefore not covered by the Plan.

OnabotulinumtoxinA (Botox) (J0O585)

The use of OnabotulinumtoxinA (Botox) for any other indication not listed above is considered
experimental, investigational, or unproven; these excluded indications include, but are not limited to,
the following:
A. Acute and chronic back pain
B. Acute and chronic shoulder pain
C. Anal sphincter achalasia
a. Rationale: A 2012 meta-analysis on 16 nonrandomized studies examining Botox for
internal anal sphincter achalasia revealed significantly higher rates of non-response and
adverse outcomes when compared to myectomy. Further evidence is required to
determine a potential benefit of Botox therapy in this patient population.
D. benign prostatic hyperplasia (BPH, benign prostatic hypertrophy) with lower urinary tract
symptoms (LUTS)
a. Rationale: There is insufficient evidence to support the use of OnabotulinumtoxinA for
men with lower urinary tract symptoms caused by benign prostatic hyperplasia.
Currently, no guidelines in the field endorse OnabotulinumtoxinA as a potential
treatment option. To fully evaluate the short- and long-term efficacy, including the need

for repeated injections in patients with LUTS due to BPH, large-scale, placebo-controlled
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randomized trials are necessary. Furthermore, given the availability of several effective
treatments for BPH, the potential role of BONT-A should be examined in further
randomized trials that compare it to a-blockers, 5-a reductase inhibitors, minimally
invasive treatments, and even traditional surgery.

E. Carpal tunnel syndrome

F. Chronic idiopathic constipation (CIC)

G. Chronic migraine prophylaxis, for the use of OnabotulinumtoxinA (Botox) in combination with
calcitonin gene-related peptide (CGRP) monoclonal antibodies for the prevention of migraine:
the Plan considers this approach experimental and investigational. While recent studies have
shown potential benefits of this combination therapy in patients with difficult-to-treat chronic
migraine, more research is needed to establish the long-term safety and efficacy of this
approach.

H. Chronic pain, including, but not limited to: myofascial pain syndrome, inflammatory pain, knee
osteoarthritis, musculoskeletal pain (including acute shoulder and back pain), neuropathic pain,
postoperative pain, post-herpetic neuralgia, gynecologic pain syndromes, fibromyalgia.

a. Rationale: Multiple systematic reviews and meta-analyses have concluded that the
current evidence is inadequate to support the use of Botox in chronic pain syndromes.

I Chronic paralytic strabismus, except when used in conjunction with surgical repair to reduce
ocular antagonist muscle contracture.

J.  Club foot (e.g. talipes equinovarus)

a. Rationale: The existing evidence consists of a small (n=20) randomized trial showing no
benefit with Botox in reducing cast time, need for further procedural intervention, or risk
for relapse. A separate, larger study with 239 patients found some evidence of efficacy
for Botox, however the study was designed as a retrospective case series. Further
randomized, prospective evidence is needed to determine a potential benefit of Botox
for this indication.

Cosmetic strabismus, defined as adults with congenital strabismus without binocular fusion.

Depression

First-bite syndrome, with or without pain that has failed traditional analgesics

z A

Frey Syndrome (i.e. Gustatory sweating)
a. Rationale: A 2013 evidence-based review concluded that the lack of randomized clinical
evidence for Botox in Frey’s syndrome limits the support for clinical use.
O. Gastroparesis
a. Rationale: There is limited evidence to support the use of OnabotulinumtoxinA for
gastroparesis. Some small studies have suggested potential benefit in reducing

symptoms and improving gastric emptying, but larger randomized controlled trials are
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needed to further evaluate its efficacy and safety for this condition. Therefore, more

research is needed before making a definitive conclusion about the effectiveness of

OnabotulinumtoxinA for gastroparesis.

P. Hyperhidrosis of the face/neck

a.

Rationale: more high-quality studies are needed to further evaluate the safety and

efficacy of Botox in the treatment of craniofacial hyperhidrosis.

Q. Migraines or other headaches (e.g. tension, cluster, chronic daily) that do not meet the above

criteria

a.

Rationale: OnabotulinumtoxinA has been used with varying degrees of success in a

small number of patients suffering from headaches other than chronic migraine,

including post-whiplash (cervicogenic) headache, tension-type headache, and cluster

headache. The manufacturer cautions that the safety and effectiveness of

onabotulinumtoxinA for prophylaxis of episodic migraine (less than or equal to 14

headache days per month) have not been established. The American Academy of

Neurology (AAN) does not endorse the use of onabotulinumtoxinA as a treatment for

headaches other than chronic migraine.

R. Motor tics / Tourette Syndrome

a.

S. Obesity

Rationale:

The American Academy of Neurology provides level C rating in 2019 practice
guideline for prescribing botulinum toxin injections for the treatment of
adolescents and adults with localized and bothersome simple motor tics when
the benefits of treatment outweigh the risks. Furthermore, AAN provide level C
rating for prescribing botulinum toxin injections for the treatment of older
adolescents and adults with severely disabling or aggressive vocal tics when the
benefits of treatment outweigh the risks. Therefore, Botox for Tourette
Syndrome will be considered experimental or investigational.

A 2018 Cochrane Database analysis looked at the use of Botox in the treatment
of motor tics. They found only a single randomized trial that met their selection
criteria, and only 20 patients enrolled in the study, and that the quality of the
evidence was “low-quality”. In conclusion, the authors stated that they were
“uncertain about botulinum toxin effects in the treatment of focal motor and
phonic tics in select cases, as we assessed the quality of the evidence as very
low. Additional randomised controlled studies are needed to demonstrate the
benefits and harms of botulinum toxin therapy for the treatment of motor and

phonic tics in patients with Tourette's syndrome.”
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Painful bruxism
Palatal myoclonus

Phonic tics

. Plantar fasciitis

Postnatal brachial plexus injury

Post-radiation myokymia, including facial myokymia and trismus

Raynaud’s Phenomenon

a. Rationale: Limited studies, including small non-controlled trials, case series, and

retrospective reviews, have suggested some potential benefits of using
onabotulinumtoxinA (botulinum toxin A) for severe symptoms associated with primary or
secondary Raynaud phenomenon (RP). While a small randomized, double-blind,
placebo-controlled trial in patients with scleroderma-associated RP also showed some
positive effect in patient-reported clinical measures, it did not demonstrate significant
improvements in blood flow as measured by laser Doppler imaging, which was the
primary outcome. A systemic review found insufficient evidence to assess the efficacy of
onabotulinumtoxinA in severe RP, and experts recommend reserving its use for patients
who have not tolerated or have failed initial conventional therapy. Further trials may be

necessary to determine the role of onabotulinumtoxinA in this condition.

AA. Refractory interstitial cystitis

BB. Tardive dyskinesia: Small noncontrolled trials suggest that botulinum toxin A may be beneficial

for treating localized tardive dyskinesia, such as orofacial, head and neck, and cervical
symptoms. However, the evaluation of the data is limited due to several studies not specifying
the type of botulinum toxin A product used. Case reports primarily evaluating
onabotulinumtoxinA have demonstrated benefits in most patients. However, the American
Academy of Neurology clinical practice guidelines consider the data inadequate to support or

refute the use of botulinum toxin type A for treating tardive dyskinesia.

CC.Temporomandibular Disorders (TMD): There is limited evidence supporting the use of botulinum

toxin A (BTX-A) for the treatment of Temporomandibular Disorders (TMD). Some small
randomized controlled trials and case reports have suggested that BTX-A injections may provide
pain relief and improve jaw function in patients with TMD. However, the evidence is not
conclusive and larger, more rigorous studies are needed to determine the effectiveness and

safety of BTX-A in the treatment of TMD.

DD.Thoracic outlet syndrome

EE. Trigeminal neuralgia
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a. Rationale: The current evidence is either uncontrolled or nonrandomized with small
patient samples. Review articles have suggested there may be some efficacy for Botox in
trigeminal neuralgia but indicate that further study is needed.

FF. Upper esophageal sphincter dysfunction

AbobotulinumtoxinA (Dysport) (J0586)

The use of AbobotulinumtoxinA (Dysport) for any other indication not listed above is considered
experimental, investigational, or unproven; these excluded indications include, but are not limited to,
the following:
A. AbobotulinumtoxinA (Dysport) is contraindicated in members with allergy to cow’s milk protein,
per FDA guidelines
B. Achalasia or upper esophageal sphincter dysfunction
Benign prostatic hypertrophy (BPH)

a. Rationale: A 2011 review article on abobotulinumtoxinA for lower urinary tract symptoms
related to BPH concluded that the level of evidence is low and further randomized
controlled trials are necessary.

D. Carpal tunnel syndrome
E. Charcot-Marie-Tooth disease
F. Chronic musculoskeletal and myofascial pain

a. Rationale: A systematic review of the available randomized trials found lack of efficacy

for Dysport in myofascial pain syndromes.
G. Gastroparesis

a. Rationale: There is currently insufficient evidence to support the use of
AbobotulinumtoxinA (Dysport) for gastroparesis. While botulinum toxin type A has been
studied in the treatment of gastroparesis, most studies have focused on the use of
onabotulinumtoxinA (Botox) and there is limited research on the efficacy of
abobotulinumtoxinA for this indication. More research is needed to determine the safety
and effectiveness of abobotulinumtoxinA in the treatment of gastroparesis.

H. Headaches, including migraines, tension headaches, or headaches secondary to cranial
neuralgia

a. Rationale: A prospective, multi-center, randomized, double-blind placebo-controlled
trial found no significant difference between placebo and Dysport in headache free days
(primary outcome) among patients suffering from chronic migraine.>¢

| Hyperhidrosis, other than axillary hyperhidrosis
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Rationale: An expert review by the American Academy of Neurology concluded that the
evidence for Dysport in palmar hyperhidrosis was inadequate to guide clinical decision

making.

Lateral epicondylitis
Obesity
Plantar fasciitis
. Postnatal brachial plexus injury

Raynaud’s Phenomenon

Rationale: There is limited evidence to support the use of Dysport (abobotulinumtoxinA)
in the treatment of Raynaud's Phenomenon (RP). Some small studies and case reports
have suggested that botulinum toxin A (BTX-A) injections, including Dysport, may have
some benefit for the treatment of severe RP symptoms. However, the evidence is not yet
strong enough to make definitive recommendations for the use of Dysport in RP
treatment. More studies are needed to determine the optimal dose, injection sites, and

duration of effect for BTX-A in the treatment of RP.

Refractory interstitial cystitis
Shoulder pain
Strabismus

Tardive dyskinesia

Rationale: AAN clinical practice guidelines consider the data insufficient to support or

refute the use of botulinum toxin type A for treating tardive dyskinesia.

S. Temporomandibular Disorders (TMD)

a.

Rationale: There is limited evidence to support the use of Dysport (abobotulinumtoxinA)
in the treatment of Temporomandibular Disorders (TMD). Some small studies and case
reports have suggested that botulinum toxin A (BTX-A) injections, including Dysport,
may have some benefit for the treatment of certain types of TMD, however, the
evidence is not yet strong enough to make definitive recommendations for the use of
Dysport in TMD treatment. More studies are needed to determine the optimal dose,

injection sites, and duration of effect for BTX-A in the treatment of TMD.

T. Tourette Syndrome

a.

Rationale: There is currently insufficient evidence to support the use of Dysport
(abobotulinumtoxinA) in the treatment of Tourette Syndrome. While some small studies
and case reports have shown promise, larger, well-designed clinical trials are needed to
fully evaluate the safety and efficacy of this treatment approach. The American Academy
of Neurology's clinical practice guidelines currently do not recommend the use of

botulinum toxin for the treatment of tics in Tourette Syndrome.
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U. Trigeminal neuralgia

RimabotulinumtoxinB (Myobloc) (J0587)

The use of RimabotulinumtoxinB (Myobloc) for any other indication not listed above is considered

experimental, investigational, or unproven; these excluded indications include, but are not limited to,

the following:

A. Bladder dysfunction (e.g. overactive bladder, detrusor hyperreflexia)

a.

Rationale: The evidence has been contradictory or inconclusive, with some studies

showing RimabotulinumtoxinB efficacy while others have demonstrated a lack of benefit.

A 2011 Cochrane review (updating the previous 2007 review) identified 19 studies

meeting inclusion criteria, and found that the efficacy of RimabotulinumtoxinB was

inferior to that of type A toxins with a substantially shorter duration of benefit across

randomized trials for bladder dysfunction.

B. Blepharospasm and Associated Facial Nerve Disorders (e.g., hemifacial spasm)

a.

Rationale: RimabotulinumtoxinB is limited in efficacy and experience, but has been used

for blepharospasm or hemifacial spasm, mainly in patients who have responded to
onabotulinumtoxinA. The American Academy of Neurology recommends
onabotulinumtoxinA and incobotulinumtoxinA as treatment options, and
abobotulinumtoxinA may be considered for blepharospasm, but does not make a

recommendation for rimabotulinumtoxinB due to insufficient data.

C. Disabling headaches (e.g., migraine, cluster headache)

D. Gastroparesis

a.

Rationale: There is limited evidence to support the use of RimabotulinumtoxinB

(Myobloc) in the treatment of gastroparesis. Some small studies have suggested
potential benefit in improving symptoms such as nausea and vomiting, but more
research is needed to establish the safety and effectiveness of this treatment for

gastroparesis.

E. Hyperhidrosis (including primary axillary hyperhidrosis and focal palmar hyperhidrosis)

a.

Rationale: Although RimabotulinumtoxinB has been utilized for symptomatic

management of primary axillary and focal palmar hyperhidrosis characterized by

excessive glandular secretion, its efficacy evidence and experience are less extensive

when compared to OnabotulinumtoxinA.

F. Incontinence after spinal cord injury

G. Involuntary (smooth) muscle overactivity (e.g., neurogenic voiding dysfunction, anal sphincter

disorders)

37



H. Musculoskeletal pain disorders (e.g., myofascial pain syndrome, chronic low back pain, pain
associated with brachial plexopathy)
|. Raynaud’s Phenomenon
a. Rationale: There is currently insufficient evidence to support the use of
RimabotulinumtoxinB (Myobloc) in the treatment of Raynaud's Phenomenon.
Spasmodic dysphonia
K. Spasticity in adults, including post-stroke spasticity and spasticity of the upper and/or lower
extremities associated with other neurological disorders

a. Rationale: The clinical evidence for RimabotulinumtoxinB (type b agent) is substantially
limited compared to type A agents. A single randomized trial on 24 patients showed
possible improvements with RimabotulinumtoxinB but concluded that larger studies with
long-term follow up were needed for further evidence. The US Pharmacopeial
Convention has stated that off-label use of RimabotulinumtoxinB for spasticity secondary
to stroke or brain injury may be indicated, however updated data has failed to
demonstrated the statistically significant benefit seen in earlier studies. The American
Academy of Neurology currently states (per 2016 guidelines), that the data is insufficient
to determine the efficacy of Myobloc in lower limb spasticity, and the evidence is limited
to a single Class | study for upper limb spasticity.

L. Spasticity in children with cerebral palsy (CP)

a. Rationale: A review by the Quality Standards Subcommittee of the American Academy
of Neurology and the Practice Committee of the Child Neurology Society concluded
that the evidence was limited in children with CP, and that the existing evidence on
RimabotulinumtoxinB showed inferior efficacy compared to type A toxins.

M. Temporomandibular Disorders (TMD)

a. Rationale: There is currently insufficient evidence to support the use of
RimabotulinumtoxinB (Myobloc) in the treatment of Temporomandibular Disorders
(TMD). While there are some studies investigating the use of botulinum toxin in TMD,
the evidence is limited and conflicting, with some studies reporting positive outcomes
and others reporting no significant benefit. Further research is needed to determine the
efficacy of RimabotulinumtoxinB in the treatment of TMD.

N. Tourette Syndrome

a. Rationale: There is currently limited evidence on the use of RimabotulinumtoxinB
(Myobloc) in the treatment of Tourette Syndrome. While some small studies have shown
potential benefit, further research is needed to determine its efficacy and safety for this
indication.

O. Upper esophageal dysfunction or achalasia
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a. Rationale: A 2014 Cochrane review revealed no randomized clinical trials on

RimabotulinumtoxinB for upper esophageal dysfunction.

IncobotulinumtoxinA (Xeomin) (JO588)

The use of IncobotulinumtoxinA (Xeomin) for any other indication not listed above is considered
experimental, investigational, or unproven; these excluded indications include, but are not limited to,
the following:

A. Atrial fibrillation

B. Detrusor hyperactivity (e.g. bladder overactivity)

a. Rationale: There is limited evidence on Xeomin in patients with overactive bladder.
Preliminary results on 95 patients from a double-blinded study on Xeomin and Botox in
bladder overactivity were presented at the 27th Annual Congress of the European
Association of Urology. However, further peer-reviewed randomized evidence is
currently lacking, limiting guidance for clinical application.

C. Hyperhidrosis, including axillary, palmar, and craniofacial

a. Rationale: Xeomin and Botox were compared in a double-blind trial in treating palmar
hyperhidrosis. There were no significant differences in short- or long-term efficacy
outcomes, however only 25 patients were included in the study. Given the small sample
size and lack of confirmatory studies, further evidence is required. Similar limitations are
present in comparable studies on axillary hyperhidrosis. Further evidence is needed to
determine a potential benefit of Xeomin for this indication.

D. Gastroparesis

a. Rationale: There is currently insufficient evidence to support the use of
IncobotulinumtoxinA (Xeomin) for gastroparesis. While some small studies have shown
promising results, larger randomized controlled trials are needed to establish its efficacy
and safety in this condition. The use of botulinum toxin for gastroparesis is still
considered investigational and not recommended for routine clinical use.

E. Migraine prophylaxis

a. Rationale: The evidence for Xeomin in migraine prophylaxis comes from small,
retrospective case series and poster presentations, indicating further prospective,
randomized evidence is required to guide any potential clinical application.

F. Parkinson disease with tremor

a. Rationale: There is insufficient, conflicting, or poor evidence regarding the use of

incobotulinumtoxinA for Parkinson disease with tremor, and more research is needed.
G. Plantar fasciitis

a. Rationale: There is a lack of sufficient, conflicting, or poor evidence regarding the use of

incobotulinumtoxinA for plantar fasciitis.

H. Post-stroke lower limb spasticity
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J.

K.

a. Rationale: A prospective, open label study on 71 patients demonstrated safety and
efficacy of Xeomin in post-stroke lower limb spasticity, however further randomized
studies are required to establish clinical use. Furthermore, the 2016 American Academy
of Neurology Guidelines state that there “is insufficient evidence to support or refute
the use of incoBoNT-A for the treatment of lower limb spasticity.”

Raynaud’s Phenomenon

a. Rationale: There is currently insufficient evidence to support the use of

IncobotulinumtoxinA (Xeomin) for Raynaud's Phenomenon.
Temporomandibular Disorders (TMD)

a. Rationale: There is limited evidence to support the use of IncobotulinumtoxinA for the
treatment of Temporomandibular Disorders (TMD). While some studies have shown
potential benefits, more research is needed to establish its efficacy and safety in this
context.

Tourette Syndrome
a. Rationale: There is insufficient evidence to support the use of IncobotulinumtoxinA

(Xeomin) for Tourette Syndrome.

DaxibotulinumtoxinA-lanm (Daxxify) (J0589)

The use

of DaxibotulinumtoxinA-lanm (Daxxify) for any other indication not listed above is considered

experimental, investigational, or unproven; these excluded indications include, but are not limited to,

the following:

A.

Pancreatic Carcinoma

B. Plantar fascial fibromatosis

C. Spasmodic Dysphonia

Applicable Billing Codes (CPT/HCPCS/ICD-10 Codes)

Codes considered medically necessary if clinical criteria are met:

CPT/HCPCS Codes considered medically necessary if criteria are met:
Code Description

J0585 Injection, onabotulinumtoxinA, 1 unit (Botox®)
J0586 Injection, abobotulinumtoxinA, 5 units (Dysport®)
J0587 Injection, rimabotulinumtoxinB, 100 units (Myobloc®)
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J0588 Injection, incobotulinumtoxinA, 1 unit (Xeomin®)
. Daxxify (daxibotulinumtoxinA-lanm)
C9160 o . ) . .
Injection, daxibotulinumtoxina-lanm, 1 unit
“Code Note: Code will be deleted effective 3/31/24 - see JO589
J0589 Injection, daxibotulinumtoxina-lanm, 1 unit (Daxxify®)

ICD-10 codes considered medically necessary if criteria are met for onabotulinumtoxinA (J0585):

G04.1 Tropical spastic paraplegia

G11.4 Hereditary spastic paraplegia

G12.21 Amyotrophic lateral sclerosis

G20 Parkinson's disease

G24.3 Spasmodic torticollis

G24.4 |diopathic orofacial dystonia

G24.5 Blepharospasm

G24.8 Other dystonia

G25.0 Essential tremor

G35 Multiple sclerosis

G36.0 Neuromyelitis optica

G36.1 Acute and subacute hemorrhagic leukoencephalitis

G36.8 Other specified acute disseminated demyelination

G36.9 Acute disseminated demyelination, unspecified

G37.0 Diffuse sclerosis of central nervous system

G37.1 Central demyelination of corpus callosum

G37.2 Central pontine myelinolysis

G37.3 Acute transverse myelitis in demyelinating disease of central nervous system
G37.4 Subacute necrotizing myelitis of central nervous system

G37.5 Concentric sclerosis [Balo] of central nervous system

G37.8 Other specified demyelinating diseases of central nervous system
G37.81 Myelin oligodendrocyte glycoprotein antibody disease

G37.89 Other specified demyelinating diseases of central nervous system
G37.9 Demyelinating disease of central nervous system, unspecified
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G43.101 Migraine with aura, not intractable, with status migrainosus
G43.109 Migraine with aura, not intractable, without status migrainosus
G43.111 Migraine with aura, intractable, with status migrainosus
G43.119 Migraine with aura, intractable, without status migrainosus
G43.701 Chronic migraine without aura, not intractable with status migrainosus
G43.711 Chronic migraine without aura, intractable, with status migrainosus
G43.719 Chronic migraine without aura, intractable, without status migrainosus
G51.0 Bell's palsy

G51.1 Geniculate ganglionitis

G52.2 Melkersson's syndrome

G51.3 Clonic hemifacial spasm

G51.31 Clonic hemifacial spasm, right

G51.32 Clonic hemifacial spasm, left

G51.33 Clonic hemifacial spasm, bilateral

G51.39 Clonic hemifacial spasm, unspecified

G51.54 Facial myokymia

G51.58 Other disorders of facial nerve

G51.9 Disorder of facial nerve, unspecified

G80.0 Spastic quadriplegic cerebral palsy

G80.1 Spastic diplegic cerebral palsy

G80.2 Spastic hemiplegic cerebral palsy

G80.8 Other cerebral palsy

G80.9 Cerebral palsy, unspecified

G81.10 Spastic hemiplegia affecting unspecified side

G81.11 Spastic hemiplegia affecting right dominant side

G81.12 Spastic hemiplegia affecting left dominant side

G81.13 Spastic hemiplegia affecting right nondominant side

G81.14 Spastic hemiplegia affecting left nondominant side

G82.20 Paraplegia, unspecified

G82.21 Paraplegia, complete

G82.22 Paraplegia, incomplete
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G82.50 Quadriplegia, unspecified
G82.51 Quadriplegia, C1-C4 complete
G82.52 Quadriplegia, C1-C4 incomplete
G82.53 Quadriplegia, C5-C7 complete
G82.84 Quadriplegia, C5-C7 incomplete
G83.10 Monoplegia of lower limb affecting unspecified side
G83.11 Monoplegia of lower limb affecting right dominant side
G83.12 Monoplegia of lower limb affecting left dominant side
G83.13 Monoplegia of lower limb affecting right nondominant side
G83.14 Monoplegia of lower limb affecting left nondominant side
G83.31 Monoplegia, unspecified affecting right dominant side
G83.32 Monoplegia, unspecified affecting left dominant side
G83.33 Monoplegia, unspecified affecting right nondominant side
G83.34 Monoplegia, unspecified affecting left nondominant side
H49.881 Other paralytic strabismus, right eye
H49.882 Other paralytic strabismus, left eye
H49.883 Other paralytic strabismus, bilateral
H49.889 Other paralytic strabismus, unspecified eye
H49.9 Unspecified paralytic strabismus
H50.21 Vertical strabismus, right eye
H50.22 Vertical strabismus, left eye
H50.60 Mechanical strabismus, unspecified
H50.69 Other mechanical strabismus
H50.89 Other specified strabismus
H50.9 Unspecified strabismus

Monoplegia of upper limb following nontraumatic subarachnoid hemorrhage
169.031 affecting right dominant side

Monoplegia of upper limb following nontraumatic subarachnoid hemorrhage
169.032 affecting left dominant side

Monoplegia of upper limb following nontraumatic subarachnoid hemorrhage
169.033 affecting right non-dominant side
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Monoplegia of upper limb following nontraumatic subarachnoid hemorrhage
169.034 affecting left non-dominant side

Monoplegia of upper limb following nontraumatic subarachnoid hemorrhage
169.039 affecting unspecified side

Monoplegia of lower limb following nontraumatic subarachnoid hemorrhage
169.041 affecting right dominant side

Monoplegia of lower limb following nontraumatic subarachnoid hemorrhage
169.042 affecting left dominant side

Monoplegia of lower limb following nontraumatic subarachnoid hemorrhage
169.043 affecting right non-dominant side

Monoplegia of lower limb following nontraumatic subarachnoid hemorrhage
169.044 affecting left non-dominant side

Monoplegia of lower limb following nontraumatic subarachnoid hemorrhage
169.049 affecting unspecified side

Hemiplegia and hemiparesis following nontraumatic subarachnoid hemorrhage
169.051 affecting right dominant side

Hemiplegia and hemiparesis following nontraumatic subarachnoid hemorrhage
169.052 affecting left dominant side

Hemiplegia and hemiparesis following nontraumatic subarachnoid hemorrhage
169.053 affecting right non-dominant side

Hemiplegia and hemiparesis following nontraumatic subarachnoid hemorrhage
169.054 affecting left non-dominant side

Hemiplegia and hemiparesis following nontraumatic subarachnoid hemorrhage
169.059 affecting unspecified side

Monoplegia of upper limb following nontraumatic intracerebral hemorrhage
169.131 affecting right dominant side

Monoplegia of upper limb following nontraumatic intracerebral hemorrhage
169.132 affecting left dominant side

Monoplegia of upper limb following nontraumatic intracerebral hemorrhage
169.133 affecting right non-dominant side

Monoplegia of upper limb following nontraumatic intracerebral hemorrhage
169.134 affecting left non-dominant side

Monoplegia of upper limb following nontraumatic intracerebral hemorrhage
169.139 affecting unspecified side

Monoplegia of lower limb following nontraumatic intracerebral hemorrhage
169.141 affecting right dominant side

Monoplegia of lower limb following nontraumatic intracerebral hemorrhage
169.142 affecting left dominant side
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Monoplegia of lower limb following nontraumatic intracerebral hemorrhage

169.143 affecting right non-dominant side

Monoplegia of lower limb following nontraumatic intracerebral hemorrhage
169.144 affecting left non-dominant side

Monoplegia of lower limb following nontraumatic intracerebral hemorrhage
169.149 affecting unspecified side

Hemiplegia and hemiparesis following nontraumatic intracerebral hemorrhage
169.151 affecting right dominant side

Hemiplegia and hemiparesis following nontraumatic intracerebral hemorrhage
169.152 affecting left dominant side

Hemiplegia and hemiparesis following nontraumatic intracerebral hemorrhage
169.153 affecting right non-dominant side

Hemiplegia and hemiparesis following nontraumatic intracerebral hemorrhage
169.154 affecting left non-dominant side

Hemiplegia and hemiparesis following nontraumatic intracerebral hemorrhage
169.159 affecting unspecified side

Monoplegia of upper limb following other nontraumatic intracranial hemorrhage
169.231 affecting right dominant side

Monoplegia of upper limb following other nontraumatic intracranial hemorrhage
169.232 affecting left dominant side

Monoplegia of upper limb following other nontraumatic intracranial hemorrhage
169.233 affecting right non-dominant side

Monoplegia of upper limb following other nontraumatic intracranial hemorrhage
169.234 affecting left non-dominant side

Monoplegia of upper limb following other nontraumatic intracranial hemorrhage
169.239 affecting unspecified side

Monoplegia of lower limb following other nontraumatic intracranial hemorrhage
169.241 affecting right dominant side

Monoplegia of lower limb following other nontraumatic intracranial hemorrhage
169.242 affecting left dominant side

Monoplegia of lower limb following other nontraumatic intracranial hemorrhage
169.243 affecting right non-dominant side

Monoplegia of lower limb following other nontraumatic intracranial hemorrhage
169.244 affecting left non-dominant side

Hemiplegia and hemiparesis following other nontraumatic intracranial
169.251 hemorrhageaffecting right dominant side

Hemiplegia and hemiparesis following other nontraumatic intracranial hemorrhage
169.252 affecting left dominant side

45



Hemiplegia and hemiparesis following other nontraumatic intracranial hemorrhage

169.253 affecting right non-dominant side

Hemiplegia and hemiparesis following other nontraumatic intracranial hemorrhage
169.254 affecting left non-dominant side

Hemiplegia and hemiparesis following other nontraumatic intracranial hemorrhage
169.259 affecting unspecified side

Monoplegia of upper limb following cerebral infarction affecting right dominant
169.331 side

Monoplegia of upper limb following cerebral infarction affecting left dominant
169.332 side

Monoplegia of upper limb following cerebral infarction affecting right non-
169.333 dominant side

Monoplegia of upper limb following cerebral infarction affecting left non-
169.334 dominant side
169.339 Monoplegia of upper limb following cerebral infarction affecting unspecified side

Monoplegia of lower limb following cerebral infarction affecting right dominant
169.341 side
169.342 Monoplegia of lower limb following cerebral infarction affecting left dominant side

Monoplegia of lower limb following cerebral infarction affecting right non-
169.343 dominant side

Monoplegia of lower limb following cerebral infarction affecting left non-dominant
169.344 side

Hemiplegia and hemiparesis following cerebral infarction affecting right dominant
169.351 side

Hemiplegia and hemiparesis following cerebral infarction affecting left dominant
169.352 side

Hemiplegia and hemiparesis following cerebral infarction affecting right non-
169.353 dominant side

Hemiplegia and hemiparesis following cerebral infarction affecting left non-
169.354 dominant side

Hemiplegia and hemiparesis following cerebral infarction affecting unspecified
169.359 side

Monoplegia of upper limb following other cerebrovascular disease affecting right
169.831 dominant side

Monoplegia of upper limb following other cerebrovascular disease affecting left
169.832 dominant side
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Monoplegia of upper limb following other cerebrovascular disease affecting right

169.833 non-dominant side

Monoplegia of upper limb following other cerebrovascular disease affecting left
169.834 non-dominant side

Monoplegia of upper limb following other cerebrovascular disease affecting
169.839 unspecified side

Monoplegia of lower limb following other cerebrovascular disease affecting right
169.841 dominant side

Monoplegia of lower limb following other cerebrovascular disease affecting left
169.842 dominant side

Monoplegia of lower limb following other cerebrovascular disease affecting right
169.843 non-dominant side

Monoplegia of lower limb following other cerebrovascular disease affecting left
169.844 non- dominant side

Monoplegia of lower limb following other cerebrovascular disease affecting
169.849 unspecified side

Hemiplegia and hemiparesis following other cerebrovascular disease affecting
169.851 right dominant side

Hemiplegia and hemiparesis following other cerebrovascular disease affecting left
169.852 dominant side

Hemiplegia and hemiparesis following other cerebrovascular disease affecting
169.853 right non-dominant side

Hemiplegia and hemiparesis following other cerebrovascular disease affecting left
169.854 non-dominant side

Hemiplegia and hemiparesis following other cerebrovascular disease affecting
169.859 unspecified side

Other paralytic syndrome following other cerebrovascular disease affecting right
169.861 dominant side

Other paralytic syndrome following other cerebrovascular disease affecting left
169.862 dominant side

Other paralytic syndrome following other cerebrovascular disease affecting right
169.863 non-dominant side

Other paralytic syndrome following other cerebrovascular disease affecting left
169.864 non-dominant side
169.865 Other paralytic syndrome following other cerebrovascular disease, bilateral

Other paralytic syndrome following other cerebrovascular disease affecting
169.869 unspecified side
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Monoplegia of upper limb following unspecified cerebrovascular disease affecting

169.931 right dominant side

Monoplegia of upper limb following unspecified cerebrovascular disease affecting
169.932 left dominant side

Monoplegia of upper limb following unspecified cerebrovascular disease affecting
169.933 right non-dominant side

Monoplegia of upper limb following unspecified cerebrovascular disease affecting
169.934 left non-dominant side

Monoplegia of upper limb following unspecified cerebrovascular disease affecting
169.939 unspecified side

Monoplegia of lower limb following unspecified cerebrovascular disease affecting
169.941 right dominant side

Monoplegia of lower limb following unspecified cerebrovascular disease affecting
169.942 left dominant side

Monoplegia of lower limb following unspecified cerebrovascular disease affecting
169.943 right non-dominant side

Monoplegia of lower limb following unspecified cerebrovascular disease affecting
169.944 left non-dominant side

Monoplegia of lower limb following unspecified cerebrovascular disease affecting
169.949 unspecified side

Hemiplegia and hemiparesis following unspecified cerebrovascular disease
169.951 affecting right dominant side

Hemiplegia and hemiparesis following unspecified cerebrovascular disease
169.952 affecting left dominant side

Hemiplegia and hemiparesis following unspecified cerebrovascular disease
169.953 affecting right non-dominant side

Hemiplegia and hemiparesis following unspecified cerebrovascular disease
169.954 affecting left non-dominant side

Hemiplegia and hemiparesis following unspecified cerebrovascular disease
169.959 affecting unspecified side
J38.5 Laryngeal spasm
K11.7 Disturbances of salivary secretion
K22.0 Achalasia of cardia
Ké60.1 Chronic anal fissure
Ké60.2 Anal fissure, unspecified
L74.510 Primary focal hyperhidrosis, axilla
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L74.512 Primary focal hyperhidrosis, palms

L98.8 Other specified disorders of the skin and subcutaneous tissue
Mé62.40 Contracture of muscle, unspecified site

Mé62.411 Contracture of muscle, right shoulder

Mé62.412 Contracture of muscle, left shoulder

Mé62.419 Contracture of muscle, unspecified shoulder
Mé62.421 Contracture of muscle, right upper arm

Mé62.422 Contracture of muscle, left upper arm

Mé62.429 Contracture of muscle, unspecified upper arm
M62.431 Contracture of muscle, right forearm

Mé62.432 Contracture of muscle, left forearm

Mé62.439 Contracture of muscle, unspecified forearm
Mé62.441 Contracture of muscle, right hand

Mé62.442 Contracture of muscle, left hand

Mé62.449 Contracture of muscle, unspecified hand

Mé62.451 Contracture of muscle, right thigh

Mé62.452 Contracture of muscle, left thigh

Mé62.459 Contracture of muscle, unspecified thigh

M62.461 Contracture of muscle, right lower leg

Mé62.462 Contracture of muscle, left lower leg

Mé62.469 Contracture of muscle, unspecified lower leg
Mé62.471 Contracture of muscle, right ankle and foot
Mé62.472 Contracture of muscle, left ankle and foot
Mé62.479 Contracture of muscle, unspecified ankle and foot
Mé62.48 Contracture of muscle, other site

Mé62.49 Contracture of muscle, multiple sites

Mé62.830 Muscle spasm of back

Mé62.831 Muscle spasm of calf

Mé62.838 Other muscle spasm

N31.0 Uninhibited neuropathic bladder, not elsewhere classified
N31.1 Reflex neuropathic bladder, not elsewhere classified
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N31.8 Other neuromuscular dysfunction of bladder

N31.9 Neuromuscular dysfunction of bladder, unspecified

N32.81 Overactive bladder

N36.44 Muscular disorders of urethra [bladder sphincter dyssynergy] [due to spinal cord
injury, bladder-hyphensphincter dyssynergia]

N39.3 Stress incontinence (female) (male)

N39.41 Urge incontinence

N39.42 Incontinence without sensory awareness

N39.43 Post-void dribbling

N39.44 Nocturnal enuresis

N39.45 Continuous leakage

N39.46 Mixed incontinence

N39.490 Overflow incontinence

N39.491 Coital incontinence

N39.492 Postural (urinary) incontinence

N39.498 Other specified urinary incontinence

R13.10 Dysphagia, unspecified

R13.11 Dysphagia, oral phase

R13.12 Dysphagia, oropharyngeal phase

R13.13 Dysphagia, pharyngeal phase

R13.14 Dysphagia, pharynoesophageal phase

R13.19 Other dysphagia

R25.2 Cramp and spasm

R32 Unspecified urinary incontinence

R39.81 Functional urinary incontinence

R49.0 Dysphonia

R61 Generalized hyperhidrosis

ICD-10 codes considered medically necessary if criteria are met for abobotulinumtoxinA (J0586) :

G11.4 Hereditary spastic paraplegia
G24.3 Spasmodic torticollis

G24.5 Blepharospasm

G24.8 Other dystonia
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G35

Multiple sclerosis

G36.0 Neuromyelitis optica

G36.1 Acute and subacute hemorrhagic leukoencephalitis

G36.8 Other specified acute disseminated demyelination

G36.9 Acute disseminated demyelination, unspecified

G37.0 Diffuse sclerosis of central nervous system

G37.1 Central demyelination of corpus callosum

G37.2 Central pontine myelinolysis

G37.3 Acute transverse myelitis in demyelinating disease of central nervous system
G374 Subacute necrotizing myelitis of central nervous system

G37.5 Concentric sclerosis [Balo] of central nervous system

G37.8 Other specified demyelinating diseases of central nervous system
G37.81 Myelin oligodendrocyte glycoprotein antibody disease

G37.89 Other specified demyelinating diseases of central nervous system
G37.9 Demyelinating disease of central nervous system, unspecified
G51.3 Clonic hemifacial spasm

G51.31 Clonic hemifacial spasm, right

G51.32 Clonic hemifacial spasm, left

G51.33 Clonic hemifacial spasm, bilateral

G51.39 Clonic hemifacial spasm, unspecified

G51.8 Other disorders of facial nerve

G51.9 Disorder of facial nerve, unspecified

G80.0 Spastic quadriplegic cerebral palsy

G80.1 Spastic diplegic cerebral palsy

G80.2 Spastic hemiplegic cerebral palsy

G80.8 Other cerebral palsy

G80.9 Cerebral palsy, unspecified

G81.10 Spastic hemiplegia affecting unspecified sideSpastic hemiplegia
G81.11 Spastic hemiplegia affecting right dominant side

G81.12 Spastic hemiplegia affecting left dominant side

G81.13 Spastic hemiplegia affecting right nondominant side
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G81.14 Spastic hemiplegia affecting left nondominant side
G82.20 Paraplegia, unspecified
G82.21 Paraplegia, complete
G82.22 Paraplegia, incomplete
G82.50 Quadriplegia, unspecified
G82.51 Quadriplegia, C1-C4 complete
G82.52 Quadriplegia, C1-C4 incomplete
G82.53 Quadriplegia, C5-C7 complete
G82.84 Quadriplegia, C5-C7 incomplete
G83.10 Monoplegia of lower limb affecting unspecified side
G83.11 Monoplegia of lower limb affecting right dominant side
G83.12 Monoplegia of lower limb affecting left dominant side
G83.13 Monoplegia of lower limb affecting right nondominant side
G83.14 Monoplegia of lower limb affecting left nondominant side
G83.20 Monoplegia of upper limb affecting unspecified side
G83.21 Monoplegia of upper limb affecting right dominant side
G83.22 Monoplegia of upper limb affecting left dominant side
G83.23 Monoplegia of upper limb affecting right nondominant side
G83.24 Monoplegia of upper limb affecting left nondominant side
G83.30 Monoplegia, unspecified affecting unspecified side
G83.31 Monoplegia, unspecified affecting right dominant side
G83.32 Monoplegia, unspecified affecting left dominant side
G83.33 Monoplegia, unspecified affecting right nondominant side
G83.34 Monoplegia, unspecified affecting left nondominant side
Monoplegia of upper limb following nontraumatic subarachnoid hemorrhage
169.031 affecting right dominant side
Monoplegia of upper limb following nontraumatic subarachnoid hemorrhage
169.032 affecting left dominant side
Monoplegia of upper limb following nontraumatic subarachnoid hemorrhage
169.033 affecting right non-dominant side
Monoplegia of upper limb following nontraumatic subarachnoid hemorrhage
169.034 affecting left non-dominant side
Monoplegia of upper limb following nontraumatic subarachnoid hemorrhage
169.039 affecting unspecified side
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Monoplegia of lower limb following nontraumatic subarachnoid hemorrhage

169.041 affecting right dominant side

Monoplegia of lower limb following nontraumatic subarachnoid hemorrhage
169.042 affecting left dominant side

Monoplegia of lower limb following nontraumatic subarachnoid hemorrhage
169.043 affecting right non-dominant side

Monoplegia of lower limb following nontraumatic subarachnoid hemorrhage
169.044 affecting left non-dominant side

Monoplegia of lower limb following nontraumatic subarachnoid hemorrhage
169.049 affecting unspecified side

Hemiplegia and hemiparesis following nontraumatic subarachnoid hemorrhage
169.051 affecting right dominant side

Hemiplegia and hemiparesis following nontraumatic subarachnoid hemorrhage
169.052 affecting left dominant side

Hemiplegia and hemiparesis following nontraumatic subarachnoid hemorrhage
169.053 affecting right non-dominant side

Hemiplegia and hemiparesis following nontraumatic subarachnoid hemorrhage

affecting left non-dominant sideHemiplegia and hemiparesis following
169.0541 nontraumatic subarachnoid hemorrhage

Hemiplegia and hemiparesis following nontraumatic subarachnoid hemorrhage
169.059 affecting unspecified side

Monoplegia of upper limb following nontraumatic intracerebral hemorrhage
169.131 affecting right dominant side

Monoplegia of upper limb following nontraumatic intracerebral hemorrhage
169.132 affecting left dominant side

Monoplegia of upper limb following nontraumatic intracerebral hemorrhage
169.133 affecting right non-dominant side

Monoplegia of upper limb following nontraumatic intracerebral hemorrhage
169.134 affecting left non-dominant side

Monoplegia of upper limb following nontraumatic intracerebral hemorrhage
169.139 affecting unspecified side

Monoplegia of lower limb following nontraumatic intracerebral hemorrhage
169.141 affecting right dominant side

Monoplegia of lower limb following nontraumatic intracerebral hemorrhage
169.142 affecting left dominant side

Monoplegia of lower limb following nontraumatic intracerebral hemorrhage
169.143 affecting right non-dominant side
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Monoplegia of lower limb following nontraumatic intracerebral hemorrhage

169.144 affecting left non-dominant side

Monoplegia of lower limb following nontraumatic intracerebral hemorrhage
169.149 affecting unspecified side
169.098 Other sequelae following nontraumatic subarachnoid hemorrhage

Hemiplegia and hemiparesis following nontraumatic intracerebral hemorrhage

affecting right dominant sideHemiplegia and hemiparesis following nontraumatic
169.151 intracerebral hemorrhage

Hemiplegia and hemiparesis following nontraumatic intracerebral hemorrhage
169.152 affecting left dominant side

Hemiplegia and hemiparesis following nontraumatic intracerebral hemorrhage
169.153 affecting right non-dominant side

Hemiplegia and hemiparesis following nontraumatic intracerebral hemorrhage
169.154 affecting left non-dominant side

Hemiplegia and hemiparesis following nontraumatic intracerebral hemorrhage
169.159 affecting unspecified side

Monoplegia of upper limb following other nontraumatic intracranial hemorrhage
169.231 affecting right dominant side

Monoplegia of upper limb following other nontraumatic intracranial hemorrhage
169.232 affecting left dominant side

Monoplegia of upper limb following other nontraumatic intracranial hemorrhage
169.233 affecting right non-dominant side

Monoplegia of upper limb following other nontraumatic intracranial hemorrhage
169.234 affecting left non-dominant side

Monoplegia of upper limb following other nontraumatic intracranial hemorrhage
169.239 affecting unspecified side

Monoplegia of lower limb following other nontraumatic intracranial hemorrhage
169.241 affecting right dominant side

Monoplegia of lower limb following other nontraumatic intracranial hemorrhage
169.242 affecting left dominant side

Monoplegia of lower limb following other nontraumatic intracranial hemorrhage
169.243 affecting right non-dominant side

Monoplegia of lower limb following other nontraumatic intracranial hemorrhage
169.244 affecting left non-dominant side

Hemiplegia and hemiparesis following other nontraumatic intracranial
169.251 hemorrhageaffecting right dominant side
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Hemiplegia and hemiparesis following other nontraumatic intracranial
hemorrhageaffecting left dominant sideHemiplegia and hemiparesis following

169.252 other nontraumatic intracranial hemorrhage

Hemiplegia and hemiparesis following other nontraumatic intracranial hemorrhage
169.253 affecting right non-dominant side

Hemiplegia and hemiparesis following other nontraumatic intracranial hemorrhage
169.254 affecting left non-dominant side

Hemiplegia and hemiparesis following other nontraumatic intracranial hemorrhage
169.259 affecting unspecified side

Monoplegia of upper limb following cerebral infarction affecting right dominant
169.331 side

Monoplegia of upper limb following cerebral infarction affecting left dominant
169.332 side

Monoplegia of upper limb following cerebral infarction affecting right non-
169.333 dominant side

Monoplegia of upper limb following cerebral infarction affecting left non-
169.334 dominant side
169.339 Monoplegia of upper limb following cerebral infarction affecting unspecified side

Monoplegia of lower limb following cerebral infarction affecting right dominant
169.341 side
169.342 Monoplegia of lower limb following cerebral infarction affecting left dominant side

Monoplegia of lower limb following cerebral infarction affecting right non-
169.343 dominant side

Monoplegia of lower limb following cerebral infarction affecting left non-dominant
169.344 side

Hemiplegia and hemiparesis following cerebral infarction affecting right dominant
169.351 side

Hemiplegia and hemiparesis following cerebral infarction affecting left dominant
169.352 side

Hemiplegia and hemiparesis following cerebral infarction affecting right non-
169.353 dominant side

Hemiplegia and hemiparesis following cerebral infarction affecting left non-
169.354 dominant side

Hemiplegia and hemiparesis following cerebral infarction affecting unspecified
169.359 side

Monoplegia of upper limb following other cerebrovascular disease affecting right
169.831 dominant side
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Monoplegia of upper limb following other cerebrovascular disease affecting left

169.832 dominant side

Monoplegia of upper limb following other cerebrovascular disease affecting right
169.833 non-dominant side

Monoplegia of upper limb following other cerebrovascular disease affecting left
169.834 non-dominant side

Monoplegia of upper limb following other cerebrovascular disease affecting
169.839 unspecified side

Monoplegia of lower limb following other cerebrovascular disease affecting right
169.841 dominant side

Monoplegia of lower limb following other cerebrovascular disease affecting left
169.842 dominant side

Monoplegia of lower limb following other cerebrovascular disease affecting right
169.843 non-dominant side

Monoplegia of lower limb following other cerebrovascular disease affecting left
169.844 non- dominant side

Monoplegia of lower limb following other cerebrovascular disease affecting
169.849 unspecified side

Hemiplegia and hemiparesis following other cerebrovascular disease affecting

right dominant sideHemiplegia and hemiparesis following other cerebrovascular
169.851 disease

Hemiplegia and hemiparesis following other cerebrovascular disease affecting left
169.852 dominant side

Hemiplegia and hemiparesis following other cerebrovascular disease affecting
169.853 right non-dominant side

Hemiplegia and hemiparesis following other cerebrovascular disease affecting left
169.854 non-dominant side

Hemiplegia and hemiparesis following other cerebrovascular disease affecting
169.859 unspecified side

Monoplegia of upper limb following unspecified cerebrovascular disease affecting
169.931 right dominant side

Monoplegia of upper limb following unspecified cerebrovascular disease affecting
169.932 left dominant side

Monoplegia of upper limb following unspecified cerebrovascular disease affecting
169.933 right non-dominant side

Monoplegia of upper limb following unspecified cerebrovascular disease affecting
169.934 left non-dominant side
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Monoplegia of upper limb following unspecified cerebrovascular disease affecting

169.939 unspecified side

Monoplegia of lower limb following unspecified cerebrovascular disease affecting
169.941 right dominant side

Monoplegia of lower limb following unspecified cerebrovascular disease affecting
169.942 left dominant side

Monoplegia of lower limb following unspecified cerebrovascular disease affecting
169.943 right non-dominant side

Monoplegia of lower limb following unspecified cerebrovascular disease affecting
169.944 left non-dominant side

Monoplegia of lower limb following unspecified cerebrovascular disease affecting
169.949 unspecified side

Hemiplegia and hemiparesis following unspecified cerebrovascular disease

affecting right dominant sideHemiplegia and hemiparesis following unspecified
169.951 cerebrovascular disease

Hemiplegia and hemiparesis following unspecified cerebrovascular disease
169.952 affecting left dominant side

Hemiplegia and hemiparesis following unspecified cerebrovascular disease
169.953 affecting right non-dominant side

Hemiplegia and hemiparesis following unspecified cerebrovascular disease
169.954 affecting left non-dominant side

Hemiplegia and hemiparesis following unspecified cerebrovascular disease
169.959 affecting unspecified side
H49.9 Unspecified paralytic strabismus
K11.7 Disturbances of salivary secretion
K60.0 Acute anal fissure
Ké60.1 Chronic anal fissure
Ké60.2 Anal fissure, unspecified
L74.510 Primary focal hyperhidrosis, axilla
L98.8 Other specified disorders of the skin and subcutaneous tissue
Mé62.40 Contracture of muscle, unspecified site
Mé62.411 Contracture of muscle, right shoulder
Mé62.412 Contracture of muscle, left shoulder
Mé62.419 Contracture of muscle, unspecified shoulder
Mé62.421 Contracture of muscle, right upper arm
Mé62.422 Contracture of muscle, left upper arm
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Mé62.429 Contracture of muscle, unspecified upper arm

M62.431 Contracture of muscle, right forearm
Mé62.432 Contracture of muscle, left forearm

Mé62.439 Contracture of muscle, unspecified forearm
Mé62.441 Contracture of muscle, right hand

Mé62.442 Contracture of muscle, left hand

Mé62.449 Contracture of muscle, unspecified hand
Mé62.451 Contracture of muscle, right thigh

Mé62.452 Contracture of muscle, left thigh

Mé62.459 Contracture of muscle, unspecified thigh
M62.461 Contracture of muscle, right lower leg
Mé62.462 Contracture of muscle, left lower leg
Mé62.469 Contracture of muscle, unspecified lower leg
Mé62.471 Contracture of muscle, right ankle and foot
Mé62.472 Contracture of muscle, left ankle and foot
Mé62.479 Contracture of muscle, unspecified ankle and foot
Mé62.48 Contracture of muscle, other site

Mé62.49 Contracture of muscle, multiple sites
Mé62.831 Muscle spasm of calf

Mé62.838 Other muscle spasm

R25.2 Cramp and spasm

ICD-10 codes considered medically necessary if criteria are met for rimabotulinumtoxinB (J0587):

G12.21 Amyotrophic lateral sclerosis

G20 Parkinson's disease

G24.3 Spasmodic torticollis

G24.4 |diopathic orofacial dystonia
G24.8 Other dystonia

G80.0 Spastic quadriplegic cerebral palsy
G80.1 Spastic diplegic cerebral palsy
G80.2 Spastic hemiplegic cerebral palsy
G80.8 Other cerebral palsy

G80.9 Cerebral palsy, unspecified




K11.7

Disturbances of salivary secretion

R25.2

Cramp and spasm

ICD-10 codes considered medically necessary if criteria are met for incobotulinumtoxinA (J0588):

G24.3 Spasmodic torticollis
G24.4 |diopathic orofacial dystonia
G24.5 Blepharospasm
G51.3 Clonic hemifacial spasm
G51.8 Other disorders of facial nerve
G51.9 Disorder of facial nerve, unspecified
G80.0 Spastic quadriplegic cerebral palsy
G80.1 Spastic diplegic cerebral palsy
G80.2 Spastic hemiplegic cerebral palsy
G81.10 Spastic hemiplegia affecting unspecified sideSpastic hemiplegia
G81.11 Spastic hemiplegia affecting right dominant side
G81.12 Spastic hemiplegia affecting left dominant side
G81.13 Spastic hemiplegia affecting right nondominant side
G81.14 Spastic hemiplegia affecting left nondominant side
G82.53 Quadriplegia, C5-C7 complete
G82.84 Quadriplegia, C5-C7 incomplete
G83.0 Diplegia of upper limbs
G83.20 Monoplegia of upper limb affecting unspecified side
G83.21 Monoplegia of upper limb affecting right dominant side
G83.22 Monoplegia of upper limb affecting left dominant side
G83.23 Monoplegia of upper limb affecting right nondominant side
G83.24 Monoplegia of upper limb affecting left nondominant side
Monoplegia of upper limb following nontraumatic subarachnoid hemorrhage
169.031 affecting right dominant side
Monoplegia of upper limb following nontraumatic subarachnoid hemorrhage
169.032 affecting left dominant side
Monoplegia of upper limb following nontraumatic subarachnoid hemorrhage
169.033 affecting right non-dominant side
Monoplegia of upper limb following nontraumatic subarachnoid hemorrhage
169.034 affecting left non-dominant side
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Monoplegia of upper limb following nontraumatic subarachnoid hemorrhage

169.039 affecting unspecified side

Hemiplegia and hemiparesis following nontraumatic subarachnoid hemorrhage
169.051 affecting right dominant side

Hemiplegia and hemiparesis following nontraumatic subarachnoid hemorrhage
169.052 affecting left dominant side

Hemiplegia and hemiparesis following nontraumatic subarachnoid hemorrhage
169.053 affecting right non-dominant side

Hemiplegia and hemiparesis following nontraumatic subarachnoid hemorrhage

affecting left non-dominant sideHemiplegia and hemiparesis following
169.0541 nontraumatic subarachnoid hemorrhage

Hemiplegia and hemiparesis following nontraumatic subarachnoid hemorrhage
169.059 affecting unspecified side

Monoplegia of upper limb following nontraumatic intracerebral hemorrhage
169.131 affecting right dominant side

Monoplegia of upper limb following nontraumatic intracerebral hemorrhage
169.132 affecting left dominant side

Monoplegia of upper limb following nontraumatic intracerebral hemorrhage
169.133 affecting right non-dominant side

Monoplegia of upper limb following nontraumatic intracerebral hemorrhage
169.134 affecting left non-dominant side

Monoplegia of upper limb following nontraumatic intracerebral hemorrhage
169.139 affecting unspecified side

Hemiplegia and hemiparesis following nontraumatic intracerebral hemorrhage

affectingright dominant sideHemiplegia and hemiparesis following nontraumatic
169.151 intracerebral hemorrhage

Hemiplegia and hemiparesis following nontraumatic intracerebral hemorrhage
169.152 affecting left dominant side

Hemiplegia and hemiparesis following nontraumatic intracerebral hemorrhage
169.153 affecting right non-dominant side

Hemiplegia and hemiparesis following nontraumatic intracerebral hemorrhage
169.154 affecting left non-dominant side

Monoplegia of upper limb following other nontraumatic intracranial hemorrhage
169.231 affecting right dominant side

Monoplegia of upper limb following other nontraumatic intracranial hemorrhage
169.232 affecting left dominant side

Monoplegia of upper limb following other nontraumatic intracranial hemorrhage
169.233 affecting right non-dominant side
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Monoplegia of upper limb following other nontraumatic intracranial hemorrhage

169.234 affecting left non-dominant side

Monoplegia of upper limb following other nontraumatic intracranial hemorrhage
169.239 affecting unspecified side

Hemiplegia and hemiparesis following other nontraumatic intracranial
169.251 hemorrhageaffecting right dominant side

Hemiplegia and hemiparesis following other nontraumatic intracranial hemorrhage

affecting left dominant sideHemiplegia and hemiparesis following other
169.252 nontraumatic intracranial hemorrhage

Hemiplegia and hemiparesis following other nontraumatic intracranial hemorrhage
169.253 affecting right non-dominant side

Hemiplegia and hemiparesis following other nontraumatic intracranial hemorrhage
169.254 affecting left non-dominant side

Hemiplegia and hemiparesis following other nontraumatic intracranial hemorrhage
169.259 affecting unspecified side

Monoplegia of upper limb following cerebral infarction affecting right dominant
169.331 side

Monoplegia of upper limb following cerebral infarction affecting left dominant
169.332 side

Monoplegia of upper limb following cerebral infarction affecting right non-
169.333 dominant side

Monoplegia of upper limb following cerebral infarction affecting left non-
169.334 dominant side
169.339 Monoplegia of upper limb following cerebral infarction affecting unspecified side

Hemiplegia and hemiparesis following cerebral infarction affecting right dominant
169.351 side

Hemiplegia and hemiparesis following cerebral infarction affecting left dominant
169.352 side

Hemiplegia and hemiparesis following cerebral infarction affecting right non-
169.353 dominant side

Hemiplegia and hemiparesis following cerebral infarction affecting left non-
169.354 dominant side

Hemiplegia and hemiparesis following cerebral infarction affecting unspecified
169.359 side

Monoplegia of upper limb following other cerebrovascular disease affecting right
169.831 dominant side

Monoplegia of upper limb following other cerebrovascular disease affecting left
169.832 dominant side

61



Monoplegia of upper limb following other cerebrovascular disease affecting right

169.833 non-dominant side

Monoplegia of upper limb following other cerebrovascular disease affecting left
169.834 non-dominant side

Monoplegia of upper limb following other cerebrovascular disease affecting
169.839 unspecified side

Hemiplegia and hemiparesis following other cerebrovascular disease affecting

right dominant sideHemiplegia and hemiparesis following other cerebrovascular
169.851 disease

Hemiplegia and hemiparesis following other cerebrovascular disease affecting left
169.852 dominant side

Hemiplegia and hemiparesis following other cerebrovascular disease affecting
169.853 right non-dominant side

Hemiplegia and hemiparesis following other cerebrovascular disease affecting left
169.854 non-dominant side

Hemiplegia and hemiparesis following other cerebrovascular disease affecting
169.859 unspecified side

Monoplegia of upper limb following unspecified cerebrovascular disease affecting
169.931 right dominant side

Monoplegia of upper limb following unspecified cerebrovascular disease affecting
169.932 left dominant side

Monoplegia of upper limb following unspecified cerebrovascular disease affecting
169.933 right non-dominant side

Monoplegia of upper limb following unspecified cerebrovascular disease affecting
169.934 left non-dominant side

Monoplegia of upper limb following unspecified cerebrovascular disease affecting
169.939 unspecified side

Hemiplegia and hemiparesis following unspecified cerebrovascular disease

affecting right dominant sideHemiplegia and hemiparesis following unspecified
169.951 cerebrovascular disease

Hemiplegia and hemiparesis following unspecified cerebrovascular disease
169.952 affecting left dominant side

Hemiplegia and hemiparesis following unspecified cerebrovascular disease
169.953 affecting right non-dominant side

Hemiplegia and hemiparesis following unspecified cerebrovascular disease
169.954 affecting left non-dominant side

Hemiplegia and hemiparesis following unspecified cerebrovascular disease
169.959 affecting unspecified side
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K11.7 Disturbances of salivary secretion

L98.8 Other specified disorders of the skin and subcutaneous tissue
Mé62.40 Contracture of muscle, unspecified siteContracture of muscle
Mé62.411 Contracture of muscle, right shoulder

Mé62.412 Contracture of muscle, left shoulder

Mé62.419 Contracture of muscle, unspecified shoulder

Mé62.421 Contracture of muscle, right upper arm

Mé62.422 Contracture of muscle, left upper arm

Mé62.429 Contracture of muscle, unspecified upper arm

M62.431 Contracture of muscle, right forearm

Mé62.432 Contracture of muscle, left forearm

Mé62.439 Contracture of muscle, unspecified forearm

Mé62.441 Contracture of muscle, right hand

Mé62.442 Contracture of muscle, left hand

Mé62.449 Contracture of muscle, unspecified hand

Mé62.451 Contracture of muscle, right thigh

Mé62.452 Contracture of muscle, left thigh

Mé62.459 Contracture of muscle, unspecified thigh

M62.461 Contracture of muscle, right lower leg

Mé62.462 Contracture of muscle, left lower leg

Mé62.469 Contracture of muscle, unspecified lower leg

Mé62.471 Contracture of muscle, right ankle and foot

Mé62.472 Contracture of muscle, left ankle and foot

Mé62.479 Contracture of muscle, unspecified ankle and foot

Mé62.48 Contracture of muscle, other site

Mé62.49 Contracture of muscle, multiple sites

ICD-10 codes considered medically necessary if criteria are met for daxibotulinumtoxinA-lanm
(Daxxify) (JO589):

G24.3 Spasmodic torticollis

L98.8 Other specified disorders of the skin and subcutaneous tissue

CPT/HCPCS Codes considered medically necessary but may be subject to medical necessity review:

Code

Description
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31513 Laryngoscopy, indirect; with vocal cord injection

31570 Laryngoscopy, direct, with injection into vocal cord(s), therapeutic;

31571 Laryngoscopy, direct, with injection into vocal cord(s), therapeutic; with operating
microscope or telescope

31573 Laryngoscopy, flexible; with therapeutic injection(s) (eg, chemodenervation agent
or corticosteroid, injected percutaneous, transoral, or via endoscope channel),
unilateral

31574 Laryngoscopy, flexible; with injection(s) for augmentation (eg, percutaneous,
transoral), unilateral
Esophagoscopy, rigid, transoral; with directed submucosal injection(s), any

43192 substance
Esophagoscopy, flexible, transoral; with directed submucosal injection(s), any

43201 substance
Esophagogastroduodenoscopy, flexible, transoral; with directed submucosal

43236 injection(s), any substance
Esophagoscopy, rigid, transoral; with directed submucosal injection(s), any

43253 substance

46505 Chemodenervation of internal anal sphincter [covered for anal fissure only]

52287 Cystourethroscopy, with injection(s) for chemodenervation of the bladder

64611 Chemodenervation of parotid and submandibular salivary glands, bilateral

64612 Chemodenervation of muscles(s); muscles(s) innervated by facial nerve, unilateral
(eg, for blepharospasm, hemifacial spasm)

64615 Chemodenervation of muscle(s); muscle(s) innervated by facial, trigeminal, cervical
spinal and accessory nerves, bilateral (eg, for chronic migraine)

64616 Chemodenervation of muscle(s); neck muscle(s), excluding muscles of the larynx,
unilateral (eg, for cervical dystonia, spasmodic torticollis)

64617 Chemodenervation of muscle(s); larynx, unilateral, percutaneous (eg, for
spasmodic dysphonia), includes guidance by needle electromyography, when
performed

64642 Chemodenervation of one extremity; 1-4 muscle(s)
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64643 Chemodenervation of one extremity; each additional extremity, 1-4 muscle(s) (List

separately in addition to code for primary procedure)

64644 Chemodenervation of one extremity; 5 or more muscles

64645 Chemodenervation of one extremity; each additional extremity, 5 or more

muscles (List separately in addition to code for primary procedure)

64646 Chemodenervation of trunk muscle(s); 1-5 muscle(s)

64647 Chemodenervation of trunk muscle(s); 6 or more muscles

64650 Chemodenervation of eccrine glands; both axillae

64653 Chemodenervation of eccrine glands; other area(s) (e.g., scalp, face, neck), per
day

67345 Chemodenervation of extraocular muscle

96372 Therapeutic, prophylactic, or diagnostic injection (specify substance or drug);

subcutaneous or intramuscular

Electrical stimulation for guidance in conjunction with chemodenervation (List

75873 separately in addition to code for primary procedure)

Needle electromyography for guidance in conjunction with chemodenervation

75874 (List separately in addition to code for primary procedure)
52340 Chemodenervation of abductor muscle(s) of vocal cord
52341 Chemodenervation of adductor muscle(s) of vocal cord

CPT/HCPCS codes considered experimental or investigational or not considered medically

necessary
Code Description
86609 Antibody; bacterium, not elsewhere specified [neutralizing antibodies to
botulinum toxin]
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Oscar Clinical Guideline: llumya (tildrakizumab-asmn) (CG053, Ver. 8)

llumya (tildrakizumab-asmn)

Disclaimer

Clinical guidelines are developed and adopted to establish evidence-based clinical criteria for
utilization management decisions. Clinical guidelines are applicable according to policy and plan
type. The Plan may delegate utilization management decisions of certain services to third parties who

may develop and adopt their own clinical criteria.

Coverage of services is subject to the terms, conditions, and limitations of a member’s policy, as well
as applicable state and federal law. Clinical guidelines are also subject to in-force criteria such as the
Centers for Medicare & Medicaid Services (CMS) national coverage determination (NCD) or local
coverage determination (LCD) for Medicare Advantage plans. Please refer to the member’s policy
documents (e.g., Certificate/Evidence of Coverage, Schedule of Benefits, Plan Formulary) or contact

the Plan to confirm coverage.

Summary

Plaque psoriasis is a chronic autoimmune skin condition that affects approximately 2-3% of the global
population. It is characterized by red, raised, scaly plaques on the skin, which can cause itching, pain,
and significant psychological distress. Moderate to severe plaque psoriasis is typically defined as
affecting more than 10% of the body surface area or having a significant impact on a patient's quality of

life.

Drug treatment options for moderate to severe plaque psoriasis fall into several categories, including
topical treatments, phototherapy, and systemic therapies.
e Topical treatments include treatment options such as vitamin D analogues, calcineurin inhibitors,
keratolytics, and corticosteroids. These medications are applied directly to the skin and can help
reduce inflammation and improve symptoms. However, they are generally only effective for mild
to moderate psoriasis and may not be sufficient for patients with more severe disease, when a
large portion of the body is affected, or those who may have difficulty applying the topical
product to their own body.




e Phototherapy involves exposing the skin to ultraviolet (UV) light, which can help slow down the
production of skin cells and reduce inflammation. This treatment can be effective for patients
with moderate to severe plaque psoriasis, but it may require multiple sessions, can increase the
risk of skin cancer, and may not be used on some sensitive affected areas (e.g., genitals, face).

e Systemic therapies include biologic agents, non-biologic agents, and oral medications. Biologic
agents, such as tumor necrosis factor (TNF) inhibitors (e.g., adalimumab, certolizumab pegol,
etanercept, infliximab) and interleukin (IL) inhibitors (e.g., bimekizumab, guselkumab,
ixekizumab, risankizumab,secukinumab, tildrakizumab, ustekinumab), are targeted therapies that
work by blocking specific molecules in the immune system that are involved in the development
of psoriasis. Non-biologic agents, such as apremilast and tofacitinib, also work by targeting
specific molecules in the immune system. Oral medications, such as methotrexate and acitretin,
are systemic therapies that can help reduce inflammation and slow down the production of skin

cells.

llumya (tildrakizumab-asmn)is FDA-approved for the treatment of adults with moderate-to-severe plaque
psoriasis who are candidates for systemic therapy or phototherapy. llumya must be administered as a
subcutaneous injection by a healthcare professional. The recommended dosage is 100 mg at Weeks 0,
4, and every 12 weeks thereafter. The medication works as an IgG1 kappa monoclonal antibody,
inhibiting the effects of IL-23, to decrease the immune/inflammatory response that leads to the

symptoms seen with plaque psoriasis.

Definitions

“Body surface area (BSA)” is a measure of the total area involved by plaques in relation to the total
body surface area. There are a number of different methods, however most clinical trials on plaque
psoriasis use the “handprint method”, where the patient’s actual palm/hand size is estimated as 1% of
BSA. The head and neck, upper extremities, trunk, and lower extremities (including buttocks) typically

correspond to approximately 10%, 20%, 30% and 40% of the BSA, respectively.

“lmmune modulator” refers to the class of medications that function by inhibiting or activating various

pathways of the immune system in an effort to reduce inflammatory/immune reactions.

“Monoclonal Antibody” is a type of drug that consists of a single clone of antibodies aimed against a

specific target. llumya, for example, is a monoclonal antibody against IL-23.



“Plaque psoriasis” is a chronic skin disorder characterized by the formation of cutaneous plaques, which
appear as scaly, raised lesions on the surface of the skin. These plaques can occur anywhere on the body

and typically fluctuate in their location and severity.

“Systemic Therapy” refers to the broad category of agents infused for the treatment of plaque

psoriasis.

“Phototherapy” is the use of ultraviolet light to treat the symptoms of plaque psoriasis. It can be
performed as phototherapy alone with UVB or as photochemotherapy using UVA in combination with a
photosensitizing drug (PUVA).

"PASI score” is the Psoriasis Area and Severity Index (PASI), which is the gold-standard for measurement
of psoriasis severity. It combines a measure of the severity of lesions (erythema, or redness; induration,
or hardening or thickening of tissue; and scaling) and the area affected into a single score, ranging from

0 (no disease) to 72 (maximal disease).

Medical Necessity Criteria for Initial Authorization

The Plan considers initial therapy for llumya (tildrakizumab-asmn) medically necessary when ALL of the

following criteria are met:
1. The medication is being prescribed by or in consultation with a dermatologist; AND
2. The member is 18 years of age or older; AND
3. The member has a diagnosis of moderate to severe plaque psoriasis as defined by ONE of the
following:
a. Psoriasis Area and Severity Index (PASI) score >12 or greater; or
b. Body Surface Area (BSA) is >10%; or
c. Body Surface Area (BSA) is >3% and plaques involve a sensitive region (e.g. face,
head/neck/scalp, genitalia, hands, feet) or limit functional ability; AND
4. The member is unable to use, or has adequately tried and failed BOTH of the following:
a. phototherapy (e.g., UVB, PUVA) OR topical treatments (e.g., anthralin, calcipotriene,
coal tars, corticosteroids, and/or tazarotene); and
b. atleast 3 months of a conventional systemic therapy (e.g., methotrexate, cyclosporine,
or acitretin) at maximally indicated doses; AND
5. The member does NOT have documented evidence of ANY of the following:
a. active serious infection; or

b. active TB infection; or



c. concurrent use of a biologic or targeted synthetic disease-modifying antirheumatic
drugs (DMARD) in combination with llumya; AND

6. The member has a documented negative tuberculosis skin test within the last 12 months.

If the above prior authorization criteria are met, llumya will be approved for up to 12-months.

Medical Necessity Criteria for Reauthorization

Reauthorization for up to 12 months will be granted if BOTH of the following are met:

1. The member still meets the applicable initial criteria; AND
2. chart documentation shows ONE of the following:
a. Atleast 75% improvement in PASI score compared to baseline; or
b. A reduction in body surface area (BSA) affected since starting treatment; or

c. Chart documentation showing improvement or maintenance of disease activity.

Experimental or Investigational / Not Medically Necessary

llumya (tildrakizumab-asmn) for any other indication is not considered medically necessary by the Plan,

or it is considered experimental or investigational and include, but are not limited to, the following:
e Use in pediatric populations (<18 years old), as the safety and efficacy of llumya has not been
evaluated in this patient population; or
e In combination with any of the following medications, as there is limited evidence to support
this:
o Biologic Disease-modifying antirheumatic drugs (DMARDs); or
o Janus kinase inhibitors; or
o Phosphodiesterase 4 (PDE4) inhibitors; or
e In patients needing or expected to receive a live vaccine; or
e In patients with latent or active TB; or
e In patients with a current active infection, including infections of the skin; or

e To treat any other condition besides chronic plaque psoriasis (e.g., acute graft-versus-host

disease, vitiligo, bullous pemphigoid, alopecia, psoriatic arthritis, ankylosing spondylitis, and/or

non-radiographic axial spondyloarthritis) .



Applicable Billing Codes (HCPCS/CPT Codes)

llumya (tildrakizumab-asmn)

CPT/HCPCS Codes considered medically necessary if criteria are met:

Code Description

J3245 Injection, tildrakizumab, 1 mg

96372 Therapeutic, prophylactic, or diagnostic injection (specify substance or drug);
subcutaneous or intramuscular

ICD-10 codes considered medically necessary if criteria are met:

Code Description
L40.0 Psoriasis vulgaris
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OSCGr Clinical Guideline

Oscar Clinical Guideline: Casgevy (exagamglogene autotemcel) (CG113, Ver. 2)

Casgevy (exagamglogene autotemcel)

Disclaimer

Clinical guidelines are developed and adopted to establish evidence-based clinical criteria for
utilization management decisions. Clinical guidelines are applicable according to policy and plan
type. The Plan may delegate utilization management decisions of certain services to third parties who

may develop and adopt their own clinical criteria.

Coverage of services is subject to the terms, conditions, and limitations of a member’s policy, as well
as applicable state and federal law. Clinical guidelines are also subject to in-force criteria such as the
Centers for Medicare & Medicaid Services (CMS) national coverage determination (NCD) or local
coverage determination (LCD) for Medicare Advantage plans. Please refer to the member’s policy
documents (e.g., Certificate/Evidence of Coverage, Schedule of Benefits, Plan Formulary) or contact

the Plan to confirm coverage.

Summary

Sickle cell disease (SCD) is an inherited blood disorder caused by a mutation in the beta-globin gene,
resulting in abnormal hemoglobin S that polymerizes and causes red blood cells to become rigid and
sickle-shaped. This leads to vaso-occlusion (blockage of blood flow through blood vessels), hemolysis
(destruction of red blood cells), and endothelial dysfunction, causing acute complications like painful
vaso-occlusive crises, acute chest syndrome, and stroke, as well as chronic organ damage. Standard
treatment includes hydroxyurea to increase fetal hemoglobin levels, red blood cell transfusions, and
more recently, novel targeted therapies like voxelotor (which was withdrawn from the market in
September, 2024) and Adakveo (crizanlizumab). However, many patients continue to experience
recurrent severe crises despite available therapies. Allogeneic hematopoietic stem cell transplant can be

curative but is limited by donor availability and transplant-related risks.

Beta thalassemia is an inherited blood disorder caused by mutations in the beta-globin gene, leading to

reduced or absent beta-globin production. In transfusion-dependent beta thalassemia, the severe



imbalance in alpha- and beta-globin chains results in ineffective erythropoiesis (creation of red blood
cells), severe anemia, and complications from iron overload due to chronic transfusions. Standard
treatment is regular red blood cell transfusions and iron chelation therapy. Allogeneic hematopoietic

stem cell transplant can be curative but has limitations as in sickle cell disease.

Casgevy (exagamglogene autotemcel) is an autologous ex vivo CRISPR-Cas? gene-edited hematopoietic
stem cell therapy for patients 12 years and older with sickle cell disease with recurrent vaso-occlusive
crises or transfusion-dependent beta thalassemia. Casgevy works by disrupting a key erythroid enhancer
of the BCL11A gene in autologous hematopoietic stem cells, thereby increasing fetal hemoglobin (HbF)
expression and correcting the underlying pathophysiology of these disorders. In sickle cell disease, HbF
reduces hemoglobin S concentration, preventing red blood cell sickling, reducing the risk of vaso-
occlusive crises. In transfusion-dependent Beta-thalassemia, the increased gamma-globin (a benefit of
reducing BCL11A expression) improves the alpha-globin to non-alpha-globin chains, reducing the
production of ineffective red blood cells, reducing risk of hemolysis, and increasing hemoglobin
(improving anemias). Casgevy (exagamglogene autotemcel) is given as a one-time, single dosage

intravenous product.

Definitions
"Beta thalassemia" refers to a group of inherited blood disorders caused by mutations in the beta-
globin gene, leading to reduced or absent beta-globin production and an imbalance in alpha- and beta-

globin chains, resulting in ineffective erythropoiesis and anemia of varying severity.

"Fetal hemoglobin (HgF)" is the main hemoglobin produced during fetal development and has a higher
affinity for oxygen than adult hemoglobin. Increasing fetal hemoglobin expression is a key therapeutic
strategy in sickle cell disease and beta thalassemia, as it can inhibit sickle hemoglobin polymerization

and compensate for deficient adult beta-globin production.

"Hematopoietic stem cell transplantation" refers to the procedure of infusing hematopoietic stem cells
from a donor (allogeneic) or the patient (autologous) to re-establish normal hematopoiesis and
potentially cure genetic blood disorders by replacing the patient's defective stem cells with functional

ones.

"Karnofsky Performance Status (KPS)" refers to a widely used tool for assessing the functional status of
adult patients. It is a scale that ranges from 0 to 100, where 100 represents normal functioning with no

complaints or evidence of disease, and 0 represents death.



"Lansky Performance Status (LPS)" refers to a scale designed specifically for assessing the functional
status of pediatric patients (typically under 16 years of age). Like the KPS, the LPS ranges from 0 to 100,

with 100 representing fully active, normal functioning and O representing death.

"Mobilization and apheresis" refers to the process of administering medications (typically G-CSF and
plerixafor) to mobilize hematopoietic stem cells from the bone marrow into peripheral blood, followed
by collecting the stem cells by apheresis for cell processing and manufacturing of the gene-modified cell

therapy product.

"Myeloablative conditioning" refers to high-dose chemotherapy (typically busulfan) given to eliminate
the patient's diseased bone marrow and immune system prior to hematopoietic stem cell infusion,

creating space for engraftment of the gene-edited cells and minimizing the risk of graft rejection.

"Sickle cell disease" refers to a group of inherited blood disorders caused by a mutation in the beta-
globin gene, resulting in abnormal hemoglobin S that polymerizes under deoxygenated conditions,
causing red blood cells to become sickle-shaped and prone to hemolysis and vaso-occlusion, leading to
a complex pathophysiology involving chronic inflammation, endothelial dysfunction, and end-organ

damage.

"Transfusion-dependent beta thalassemia" refers to the most severe phenotype of beta thalassemia
(typically beta-zero thalassemia or hemoglobin E/beta-zero thalassemia) in which regular red blood cell
transfusions every 2-5 weeks are required to maintain a pre-transfusion hemoglobin level above 9-10
g/dL, prevent complications of anemia and ineffective erythropoiesis, and allow for normal growth and

development.

"Vaso-occlusive crisis" refers to the hallmark acute complication of sickle cell disease caused by
obstruction of blood flow in the microcirculation by sickled red blood cells, leading to tissue ischemia
and severe pain, often requiring hospitalization for pain management, intravenous fluids, and other
supportive care. Frequent recurrent vaso-occlusive crises (=2-3 per year) are a marker of severe disease
and an indication for disease-modifying therapies and curative options like stem cell transplantation or

gene therapy.

Medical Necessity Criteria for Initial Authorization

The Plan considers Casgevy (exagamglogene autotemcel) medically necessary when ALL of the

following criteria are met:



The medication is prescribed by or in consultation with a hematologist or specialist with
expertise in sickle cell disease or gene therapies; AND
The member is 12 years of age or older; AND
The member has one of the following qualifying diagnoses confirmed by molecular or genetic
testing:
a. Sickle cell disease with documented BS/BS, BS/BO, or BS/B+ genotype and severe
disease characterized by a history of at least 2 severe vaso-occlusive crises per year in
the past 2 years despite receiving appropriate supportive care (e.g., hydroxyurea, L-
glutamine, voxelotor, crizanlizumab, chronic transfusions). Severe vaso-occlusive crises
are defined as any one of the following:
i.  Acute pain event requiring a medical facility visit and administration of pain
medications (e.g., opioids or IV NSAIDs) or RBC transfusion; or
ii.  Acute chest syndrome, as indicated by a new pulmonary infiltrate with
pneumonia-like symptoms, pain, or fever; or
iii.  Priapism lasting > 2 hours requiring a medical facility visit; or
iv.  Splenic sequestration, as defined by an enlarged spleen, left upper quadrant
pain, and an acute decrease in hemoglobin concentration of =2 g/dL; or
b. Transfusion-dependent beta thalassemia requiring = 100 mL/kg/year or = 10 packed
RBC units/year of transfusions within the past 2 years; AND
The member is an appropriate candidate for hematopoietic stem cell transplantation (HSCT), but
does not have an available and suitable, complete HLA-matched related donor; AND
For members > 16 years of age, Karnofsky performance status = 80%, or for members < 16
years of age, Lansky performance status = 80%; AND
The member does NOT have ANY of the following:
a. A history of hypersensitivity to dimethyl sulfoxide (DMSO) or dextran 40; or
a. Any contraindications to the use of plerixafor during the mobilization of hematopoietic
stem cells and any contraindications to the use of busulfan and any other medicinal
products required during the myeloablative conditioning, including hypersensitivity to
the active substances or to any of the excipients; or
b. Positive for presence of human immunodeficiency virus type 1 or 2 (HIV-1 and HIV-2),
hepatitis B virus (HBV), or hepatitis C (HCV); or
c. Pregnant or breastfeeding; or
d. Prior allogeneic or autologous stem cell transplant or gene therapy (Casgevy or any
other) for the requested diagnosis; or

e. Significant organ dysfunction:



i Liver: direct bilirubin > 2.5 times the upper limit of normal (ULN), aspartase
transaminase or alanine transaminase > 3 times ULN, or bridging fibrosis or
cirrhosis on liver biopsy; or

i.  Kidney: estimated glomerular filtration rate < 60 mL/min/1.73 m? or

iii.  Heart (TDT only): Cardiac T2* < 10 ms by MRI or LVEF < 45% by ECHO; or

f.  For sickle cell disease:
i.  Forage 12-16 years: Abnormal transcranial Doppler velocity = 200 cm/sec; or
ii. History of stroke; or
ii.  Untreated or high-risk Moyamoya syndrome; AND

7. Prescriber attests that:
a. Disease-modifying therapies and iron chelation will be discontinued at the specified
intervals before cell collection and conditioning:

i.  all disease-modifying therapies (e.g. hydroxyurea, voxelotor, crizanlizumab) at
least 8 weeks prior to mobilization.

ii. iron chelation at least 7 days prior to conditioning.

b. back-up collection of = 2 x 10° unmodified CD34+ rescue cells/kg will be collected and
cryopreserved prior to myeloablative conditioning; AND
8. Dose is within the recommended range of:
a.  Minimum of 3.0 x 10° CD34+ cells/kg; and
b. Maximum of 19.7 x 10° CD34+ cells/kg.

If the above prior authorization criteria are met, Casgevy (exagamglogene autotemcel) will be

authorized as a one-time 9-months approval for a single infusion.

Medical Necessity Criteria for Reauthorization

There are no medical necessity criteria for reauthorization of Casgevy (exagamglogene autotemcel). The
FDA label specifies Casgevy as a single-dose gene therapy. Casgevy is intended to be a one-time gene
therapy. It is expected to provide durable, potentially life-long effects with a single infusion by
addressing the underlying genetic cause of sickle cell disease or transfusion-dependent beta

thalassemia.

In clinical trials, a single infusion of Casgevy demonstrated sustained efficacy in eliminating severe vaso-
occlusive crises in sickle cell disease and transfusion requirements in beta thalassemia for the duration of
follow-up (at least 2 years and up to 4 years). There is no evidence to support the safety or efficacy of

repeat administration.



Experimental or Investigational / Not Medically Necessary

Casgevy (exagamglogene autotemcel) for any other indication or use is considered not medically

necessary by the Plan, as it is deemed to be experimental, investigational, or unproven. Non-covered

indications include, but are not limited to, the following:

Re-treatment [Casgevy (exagamglogene autotemcel) is indicated for one-time single-dose
intravenous use only. There is no evidence to support the safety or efficacy of repeat
administration.]

Use in pediatric members aged less than 12 years [The safety and efficacy of Casgevy
(exagamglogene autotemcel) in pediatric patients aged less than 12 years has not been
established.]

Use in members who do not meet the specified clinical criteria for sickle cell disease severity or
transfusion-dependence in beta thalassemia [Casgevy has only been studied in patients with
severe, frequently symptomatic disease that is inadequately managed with available therapies.]
Use in members with significant comorbidities or organ dysfunction that would preclude safe
administration of myeloablative conditioning and hematopoietic stem cell transplantation
[Certain pre-existing conditions increase the risk of serious complications and were excluded
from clinical trials.]

Use as salvage therapy after failure of allogeneic stem cell transplantation or a different gene
therapy [The efficacy and safety of Casgevy in these contexts have not been established, and re-
treatment would carry additional risks.]

Prophylactic use to prevent sickle cell disease complications in asymptomatic individuals or
those with infrequent, mild symptoms [The risk-benefit balance may not be favorable in low-risk

patients given the intensive nature of the treatment and potential for adverse effects.]

Applicable Billing Codes (HCPCS/CPT Codes)

Service(s) name

CPT/HCPCS Codes considered medically necessary if criteria are met:

Code Description

Intravenous infusion, for therapy, prophylaxis, or diagnosis (specify substance or
96365 I

drug); initial, up to 1 hour




Intravenous infusion, for therapy, prophylaxis, or diagnosis (specify substance or

96366 drug); each additional hour (List separately in addition to code for primary
procedure)
Intravenous infusion, for therapy, prophylaxis, or diagnosis (specify substance or
96367 drug); additional sequential infusion of a new drug/substance, up to 1 hour (List
separately in addition to code for primary procedure)
Intravenous infusion, for therapy, prophylaxis, or diagnosis (specify substance or
96368 drug); concurrent infusion (List separately in addition to code for primary
procedure)
96374 Therapeutic, prophylactic, or diagnostic injection (specify substance or drug);
intravenous push, single or initial substance/drug
Therapeutic, prophylactic, or diagnostic injection (specify substance or drug);
96376 each additional sequential intravenous push of the same substance/drug
provided in a facility (List separately in addition to code for primary procedure)
Chemotherapy administration; intravenous, push technique, single or initial
96409
substance/drug
J3392 Injection, exagamglogene autotemcel, per treatment
38241 Hematopoietic progenitor cell (HPC); autologous transplantation

ICD-10 codes considered medically necessary if criteria are met:

Code Description
D56.1 Beta Thalassemia
D56.5 Hemoglobin E-beta thalassemia
D57.00 Hb-Ss Disease With Crisis, Unspecified
D57.01 Hb-Ss Disease With Acute Chest Syndrome
D57.02 Hb-Ss Disease With Splenic Sequestration
D57.03 Hb-Ss Disease With Cerebral Vascular Involvement
D57.04 Hb-Ss Disease With Dactylitis
D57.09 Hb-Ss Disease With Crisis With Other Specified Complication
D57.1 Sickle-Cell Disease Without Crisis
D57.20 Sickle-Cell/Hb-C Disease Without Crisis
D57.211 Sickle-Cell/Hb-C Disease With Acute Chest Syndrome
D57.212 Sickle-Cell/Hb-C Disease With Splenic Sequestration




D57.213 Sickle-Cell/Hb-C Disease With Cerebral Vascular Involvement

D57.214 Sickle-Cell/Hb-C Disease With Dactylitis

D57.218 Sickle-Cell/Hb-C Disease With Crisis With Other Specified Complication

D57.219 Sickle-Cell/Hb-C Disease With Crisis, Unspecified

D57.40 Sickle-Cell Thalassemia Without Crisis

D57.411 Sickle-Cell Thalassemia, Unspecified, With Acute Chest Syndrome

D57.412 Sickle-Cell Thalassemia, Unspecified, With Splenic Sequestration

D57.413 Sickle-Cell Thalassemia, Unspecified, With Cerebral Vascular Involvement

D57.414 Sickle-Cell Thalassemia, Unspecified, With Dactylitis

D57.418 Sickle-Cell Thalassemia, Unspecified, With Crisis With Other Specified
Complication

D57.419 Sickle-Cell Thalassemia, Unspecified, With Crisis

D57.42 Sickle-Cell Thalassemia Beta Zero Without Crisis

D57.431 Sickle-Cell Thalassemia Beta Zero With Acute Chest Syndrome

D57.432 Sickle-Cell Thalassemia Beta Zero With Splenic Sequestration

D57.433 Sickle-Cell Thalassemia Beta Zero With Cerebral Vascular Involvement

D57.434 Sickle-Cell Thalassemia Beta Zero With Dactylitis

D57.438 Sickle-Cell Thalassemia Beta Zero With Crisis With Other Specified Complication

D57.439 Sickle-Cell Thalassemia Beta Zero With Crisis, Unspecified

D57.44 Sickle-Cell Thalassemia Beta Plus Without Crisis

D57.451 Sickle-Cell Thalassemia Beta Plus With Acute Chest Syndrome

D57.452 Sickle-Cell Thalassemia Beta Plus With Splenic Sequestration

D57.453 Sickle-Cell Thalassemia Beta Plus With Cerebral Vascular Involvement

D57.454 Sickle-Cell Thalassemia Beta Plus With Dactylitis

D57.458 Sickle-Cell Thalassemia Beta Plus With Crisis With Other Specified Complication

D57.459 Sickle-Cell Thalassemia Beta Plus With Crisis, Unspecified

D57.80 Other Sickle-Cell Disorders Without Crisis

D57.811 Other Sickle-Cell Disorders With Acute Chest Syndrome

D57.812 Other Sickle-Cell Disorders With Splenic Sequestration




D57.813 Other Sickle-Cell Disorders With Cerebral Vascular Involvement

D57.814 Other Sickle-Cell Disorders With Dactylitis

D57.818 Other Sickle-Cell Disorders With Crisis With Other Specified Complication

D57.819 Other Sickle-Cell Disorders With Crisis, Unspecified

H36.811 Nonproliferative sickle-cell retinopathy, right eye

H36.812 Nonproliferative sickle-cell retinopathy, left eye

H36.813 Nonproliferative sickle-cell retinopathy, bilateral

H36.819 Nonproliferative sickle-cell retinopathy, unspecified eye

H36.821 Proliferative sickle-cell retinopathy, right eye

H36.822 Proliferative sickle-cell retinopathy, left eye

H36.823 Proliferative sickle-cell retinopathy, bilateral

H36.829 Proliferative sickle-cell retinopathy, unspecified eye

035.2XX0 Maternal care for (suspected) hereditary disease in fetus, not applicable or

unspecified

099.019 Anemia complicating pregnancy, unspecified trimester

P09.3 Abnormal findings on neonatal screening for congenital hematologic disorders
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OSCGr Clinical Guideline

Oscar Clinical Guideline: sodium oxybate (Xyrem) (PG0Q9, Ver. 8)

sodium oxybate (Xyrem)

Disclaimer

Clinical guidelines are developed and adopted to establish evidence-based clinical criteria for
utilization management decisions. Clinical guidelines are applicable according to policy and plan
type. The Plan may delegate utilization management decisions of certain services to third parties who

may develop and adopt their own clinical criteria.

Coverage of services is subject to the terms, conditions, and limitations of a member’s policy, as well
as applicable state and federal law. Clinical guidelines are also subject to in-force criteria such as the
Centers for Medicare & Medicaid Services (CMS) national coverage determination (NCD) or local
coverage determination (LCD) for Medicare Advantage plans. Please refer to the member’s policy
documents (e.g., Certificate/Evidence of Coverage, Schedule of Benefits, Plan Formulary) or contact

the Plan to confirm coverage.

Summary

Narcolepsy is a chronic neurological disorder characterized by excessive daytime sleepiness (EDS) and
abnormal rapid eye movement (REM) sleep manifestations. It is classified into two types: narcolepsy type
1 (NT1), which includes cataplexy, and narcolepsy type 2 (NT2), without cataplexy. The disorder affects
approximately 1 in 2,000 people and is caused by the loss of hypothalamic neurons that produce

hypocretin (orexin), a neuropeptide that regulates wakefulness and REM sleep.

Treatment options for narcolepsy include central nervous system stimulants (e.g., modafinil, armodafinil,
methylphenidate, amphetamines) for EDS, and antidepressants (e.g., SSRIs, SNRIs, TCAs) or sodium
oxybate for cataplexy. Behavioral modifications, such as scheduled naps and sleep hygiene, are also

important components of management.

Xyrem (sodium oxybate) is an oral solution of gamma-hydroxybutyrate (GHB), approved by the FDA for

the treatment of cataplexy or excessive daytime sleepiness in patients 7 years of age and older with



narcolepsy. It is classified as a central nervous system depressant and is believed to act through GABA-B
receptors, although its exact mechanism of action in narcolepsy is not fully understood. Xyrem (sodium
oxybate) is typically administered in two equally divided doses: the first dose at bedtime and the second

dose 2.5 to 4 hours later.

Definitions
"Cataplexy" refers to a sudden, transient episode of muscle weakness accompanied by full conscious

awareness, typically triggered by emotions such as laughing, crying, or terror.

"Excessive daytime sleepiness (EDS)" is the inability to stay awake and alert during the day, resulting in

unintended lapses into drowsiness or sleep.

“Hypocretin-1" is a natural chemical in the brain that helps regulate wakefulness.

"Idiopathic hypersomnia (IH)" is a neurological disorder characterized by excessive daytime sleepiness

that is not caused by disturbed sleep at night, other medical conditions, or medications.

"Multiple Sleep Latency Test (MSLT)" is a sleep study that measures how quickly a person falls asleep
during the day and whether they enter rapid eye movement (REM) sleep.

"Narcolepsy" is a chronic neurological disorder that affects the brain's ability to control sleep-wake

cycles.

“Polysomnography (PSG)” is a sleep study used to diagnose sleep disorders by measuring certain
components such as brain activity, oxygen levels, heart rate, breathing, eye movements, and leg
movements.

“Sleep latency” is the amount of time it takes to fall asleep.

"Sleep-onset REM periods (SOREMPs)" are periods of rapid eye movement sleep that occur within 15

minutes of falling asleep, which are characteristic of narcolepsy.



Medical Necessity Criteria for Initial Authorization

The Plan considers sodium oxybate (Xyrem) medically necessary when ALL of the following criteria are

met:

1. The medication is prescribed by or in consultation with a sleep medicine specialist, neurologist,
psychiatrist, or pulmonologist with expertise in treating sleep disorders; AND
2. The member is 7 years of age or older; AND
3. The member has a diagnosis of narcolepsy that has been confirmed by sleep lab testing or
documented clinical symptoms including excessive daytime sleepiness (EDS) persisting for at
least 3 months AND at least ONE of the following:
Cataplexy episodes (for narcolepsy type 1); or
b. Hypocretin-1 (orexin A) deficiency (<110 pg/mL or <1/3 of mean values of healthy
individuals tested using the same standardized assay); or
c.  Nocturnal sleep polysomnography showing rapid eye movement (REM) sleep latency <
15 minutes, or a Multiple Sleep Latency Test (MSLT) showing a mean sleep latency < 8
minutes and = 2 sleep-onset REM periods (SOREMPs). A SOREMP within 15 minutes of
sleep onset on the preceding nocturnal polysomnography may replace one of the
SOREMPs on the MSLT; AND
4. The member has tried and failed prior treatments as follows:
a. For members 18 years of age and older with narcolepsy, the member has tried and
failed, or has a contraindication to, ALL of the following:
i. Sunosi (solriamfetol); and
ii. Lumryz (sodium oxybate); and
iii. Wakix (pitolisant); or
b. For members 7 to 17 years of age with narcolepsy and excessive daytime sleepiness
(EDS), the member has tried and failed, or has a contraindication to, ALL of the
following:
i Wakix (pitolisant); and
ii. Lumryz (sodium oxybate); or
c. Formembers 7 to 17 years of age with narcolepsy and cataplexy, the member has tried
and failed, or has a contraindication to, Lumryz (sodium oxybate); AND
5. The member does NOT have ANY of the following:
a. Succinic semialdehyde dehydrogenase (SSADH) deficiency; or
b. Documentation indicating concomitant use with, or inability to abstain from, any of the
following while taking Xyrem:
i Alcohol (e.g., beer, wine, whisky); or

ii. Sedative hypnotics (e.g., alprazolam, diazepam, lorazepam, zolpidem); or



iii.  Lumryz, Xywav, or other sodium oxybate products; or
c. A condition that better explains the hypersomnolence and/or MSLT findings, such as:
i.  Insufficient sleep; or
i.  Obstructive sleep apnea; or
iii.  Delayed sleep phase disorder; or
iv. The effect of medication or substances or their withdrawal; AND
Xyrem is being prescribed at a dose and frequency that is within FDA approved labeling OR is
supported by compendia or evidence-based published dosing guidelines for the requested

indication.

If the above prior authorization criteria are met, sodium oxybate (Xyrem) will be approved for 12-

months.

Medical Necessity Criteria for Reauthorization

Reauthorization for 12-months will be granted if the member has recent (within the last 3-months) clinical

chart documentation demonstrating ALL of the following criteria:

1.

The member has experienced a positive clinical response to sodium oxybate (Xyrem) therapy as
demonstrated by a reduction in symptoms of cataplexy and/or EDS; AND

The member continues to abstain from alcohol and sedative hypnotics; AND

sodium oxybate (Xyrem) will not be used in combination with Lumryz, Xywav, Wakix, or other
sodium oxybate products; AND

sodium oxybate (Xyrem) continues to be prescribed at a dose and frequency that is within FDA
approved labeling OR is supported by compendia or evidence-based published dosing

guidelines for the requested indication.

Experimental or Investigational / Not Medically Necessary

Sodium oxybate (Xyrem) for any other indication is considered not medically necessary by the Plan, as it

is deemed to be experimental, investigational, or unproven. Sodium oxybate (Xyrem) has been studied

for various indications beyond its approved uses. However, the current evidence is limited and

inconclusive for these non-supported indications:

Alcohol Dependence/Alcohol Use Disorders (AUD).

Alcohol Withdrawal Syndrome.

Alternating Hemiplegia of Childhood.

Anxiety, Post Traumatic/Post Traumatic Stress Disorder (PTSD).



Binge Eating Disorder (BED).

Chronic Fatigue Syndrome/Myalgic Encephalitis (CFS/ME).

Cluster Headache.

Essential Tremor.

Fibromyalgia.

Hypersomnia.

|diopathic Hypersomnia.

Insomnia Related to Schizophrenia/Schizophrenia.

Laryngeal Tremor/Spasmodic Dysphonia.

Obstructive Sleep Apnea (OSA).

Parkinson's Disease (PD)/Rapid Eye Movement Sleep Behavior Disorder.

Sedative Abuse Prevention.

Sleep Initiation and Maintenance Disorders.

Traumatic Brain Injury (TBI).

When used in combination with alcohol, sedative hypnotics, or other medications containing
sodium oxybate, gamma-hydroxybutyrate (GHB), or GHB precursors.

When used in members with succinic semialdehyde dehydrogenase deficiency, a rare inborn
error of metabolism.

For members under 7 years of age, safety and efficacy have not been established in this

pediatric population.
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OSCGr Clinical Guideline

Oscar Clinical Guideline: sildenafil (PAH, Viagra) (PGO51, Ver. 7)

sildenafil (PAH, Viagra)
e Sildenafil Citrate Powder for oral suspension [Pulmonary Hypertension]
e Sildenafil Citrate Oral tablet [Pulmonary Hypertension]
e Sildenafil Citrate Oral tablet (Viagra)

Disclaimer

Clinical guidelines are developed and adopted to establish evidence-based clinical criteria for
utilization management decisions. Clinical guidelines are applicable according to policy and plan
type. The Plan may delegate utilization management decisions of certain services to third parties who

may develop and adopt their own clinical criteria.

Coverage of services is subject to the terms, conditions, and limitations of a member's policy, as well
as applicable state and federal law. Clinical guidelines are also subject to in-force criteria such as the
Centers for Medicare & Medicaid Services (CMS) national coverage determination (NCD) or local
coverage determination (LCD) for Medicare Advantage plans. Please refer to the member’s policy
documents (e.g., Certificate/Evidence of Coverage, Schedule of Benefits, Plan Formulary) or contact
the Plan to confirm coverage.

Summary

Sildenafil is a selective phosphodiesterase type 5 (PDES) inhibitor. It is administered orally for the
treatment of pulmonary arterial hypertension (PAH) and male erectile dysfunction (ED). It can be
administered intravenously for the treatment of PAH when the member is temporarily unable to tolerate
the oral medication. There is also evidence to support the use of sildenafil in certain patients with a
condition called Raynaud phenomenon (also referred to as idiopathic Raynaud phenomenon, primary
Raynaud syndrome, or Raynaud disease) and for the prevention and treatment of high-altitude

pulmonary edema.



Sildenafil comes in the following drug strengths and formulations: 20 mg tablets, 25 mg tablets, 50 mg
tablets, 100 mg tablets, 10 mg/ml powder for suspension, and 10 mg/12.5 ml solution for injection.
e Sildenafil 25 mg tablets, 50 mg tablets, and 100 mg tablets are FDA indicated in the treatment
of ED.
e Sildenafil 20 mg tablets, 10 mg/ml powder for suspension, and 10mg/12.5 ml solutions for
injection are FDA indicated in the treatment of PAH.

e Sildenafil 20 mg tablets are also used off-label for Raynaud phenomenon.

NOTE: Erectile dysfunction is an excluded benefit for certain Plans. Coverage for medications to treat
sexual dysfunction, including erectile dysfunction, varies depending on a member’s benefits policy.

Please review the member's coverage benefits to determine if erectile dysfunction is a covered benefit.

Definitions
“Erectile Dysfunction” refers to the consistent or recurrent inability to achieve or sustain an erection of

sufficient rigidity and duration for sexual intercourse.

“High-altitude pulmonary edema (HAPE)" is a life-threatening condition that can occur in some people

who rapidly ascend to high altitudes, usually higher than 2500 m [8202 ft] above sea level.

“Pulmonary arterial hypertension (PAH)" is a subset of pulmonary hypertension (PH), categorized into
five groups based on etiology. Patients in the first group are considered to have PAH, whereas patients

in the remaining four groups are considered to have PH.

“Raynaud phenomenon (RP)” is a condition characterized by temporary narrowing of the blood vessels
that supply blood to the extremities, including the fingers and toes (and sometimes the ears, lips,
nipples, or tip of the nose). This leads to skin discoloration, numbness, tingling, and potentially other

complications.

Clinical Indications

The Plan considers sildenafil (Viagra), sildenafil 20 mg tablets, sildenafil solution, and sildenafil oral

suspension medically necessary when ALL the following criteria are met for the applicable indication

listed below:



For the treatment of Erectile Dysfunction (if a covered benefit for the member):

Medical Necessity Criteria for Initial Authorization

The Plan considers sildenafil 25 mg, 50 mg, and 100 mg tablets (Viagra) medically necessary when ALL
of the following criteria are met:
1. the member is 18 years of age and older; AND

2. the member is a male with erectile dysfunction (ED, impotence); AND

3. clinical chart documentation is provided showing ALL of the following:
a. athorough medical history and physical examination has been undertaken to:
i.  support the diagnosis of erectile dysfunction; and
i.  determine potential underlying causes; and
iii.  exclude potentially reversible or treatable causes (e.g., hypogonadism with
inadequate testosterone replacement, hyperprolactinemia, drug-induced
dysfunction, dyslipidemias, alcoholism, other substance abuse, hypertension,
thyroid disease, cardiovascular or cerebrovascular disease, neurologic disease,
adrenal dysfunction, psychologic dysfunction, marital discord, smoking); and
b. areview of the member’s current drug regimens has been conducted to detect possible
drug-induced ED (e.g., antidepressant, antipsychotic, certain blood pressure
medications); AND
4. The member will not be taking sildenafil concomitantly with ANY of the following:
a. Guanylate Cyclase Stimulators (such as Adempas (riociguat)); or

b. Nitrates and nitrites (e.g., nitroglycerin, isosorbide dinitrate).

If the above prior authorization criteria are met, sildenafil will be approved for 12 months.

Medical Necessity Criteria for Reauthorization
Reauthorization for 12 months will be granted if BOTH of the following are met:
1. the memboer still meets the applicable initial criteria; AND
2. chart documentation shows the member has experienced a clinical improvement in symptoms

since starting the requested medication.



For the treatment of Pulmonary Arterial Hypertension (PAH):

Medical Necessity Criteria for Initial Authorization

The Plan considers sildenafil 20 mg tablets, sildenafil solution, and sildenafil oral suspension
medically necessary when ALL of the following criteria are met:

1. The member has a diagnosis of PAH defined as WHO Group 1 class pulmonary hypertension;
AND
2. The diagnosis of PAH has been confirmed by ONE of the following methods:
a. Pre-treatment right heart catheterization with ALL of the following:
i mean pulmonary artery pressure (mPAP) >20 mmHg; and
i.  pulmonary capillary wedge pressure (PCWP) < 15 mmHg; and
iii. pulmonary vascular resistance (PVR) > 2 Wood units or pulmonary vascular
resistance index (PVRI) > 3 Wood units x m? also acceptable for pediatric
members; or
b. Doppler echocardiogram if right heart catheterization cannot be performed (e.g., for
infants less than one year of age with post cardiac surgery, chronic heart disease, chronic
lung disease associated with prematurity, or congenital diaphragmatic hernia); AND
3. For sildenafil solution/suspension , the member must be unable to use, or has tried and failed
sildenafil 20mg tablets; AND
4. Chart documentation and supporting lab work are provided for review to validate the above-

listed requirements.

If the above prior authorization criteria are met, sildenafil will be approved for 12 months.

Medical Necessity Criteria for Reauthorization

Reauthorization for 12 months will be granted if BOTH of the following are met:

1. the member still meets the applicable initial criteria; AND
2. recent chart documentation shows the member experiencing therapeutic response to the
requested medication as evidenced by ONE of the following:
a. clinical improvement in symptoms since starting the requested medication; or

b. disease stability since starting the requested medication.



For the treatment of Raynaud phenomenon:

Medical Necessity Criteria for Initial Authorization

The Plan considers sildenafil 20 mg tablets medically necessary when ALL of the following criteria are

met:

The medication is being requested for the treatment of Raynaud phenomenon (also called
idiopathic Raynaud phenomenon, primary Raynaud syndrome, or Raynaud disease); AND
The member has documented history of ONE of the following:
a. signs of critical ischemia at the affected areas (e.g., fingers, toes, ears, lips, nipples, or
the tip of the nose); or
b. the quality of life of the member is affected to the degree that activities of normal living
are no longer possible; AND
The member is unable to use, or has tried and failed BOTH of the following:
a. non-pharmacologic therapies (e.g., relaxation techniques, avoiding stressful situations,
avoiding cold exposure, avoiding drugs that may precipitate RP); and

b. calcium channel blocker (e.g., amlodipine, nifedipine); AND

4. Chart documentation is provided for review to substantiate the above listed requirements.

If the above prior authorization criteria are met, sildenafil will be approved for 12 months.

Medical Necessity Criteria for Reauthorization

Reauthorization for 12 months will be granted if BOTH of the following are met:

1.
2.

the member still meets the applicable initial criteria; AND
recent chart documentation shows the member has experienced a clinical improvement in
symptoms, quality of life, or experienced disease stability since starting the requested

medication.

For the prevention and treatment of high-altitude pulmonary edema

Medical Necessity Criteria for Authorization

The Plan considers sildenafil 50 mg tablets (Viagra) medically necessary when ALL of the following
criteria are met:

1.

Sildenafil is being requested for prevention or treatment of high-altitude pulmonary edema AND
BOTH of the following:
a. The member will be or has been exposed to high altitudes, defined as higher than 2500
m [8202 ft] above sea level; and
b. The member has a history of high-altitude pulmonary edema OR known risk factors that

increase susceptibility (e.g. intracardiac shunts, pulmonary hypertension); AND



2. The member has tried and failed or has contraindications to first-line therapies such as gradual
descent, oxygen therapy/supplementation, and/or portable hyperbaric therapy; AND
The member is unable to use, or has tried and failed nifedipine; AND
4. The requested dose and duration follow standard dosing guidelines:
a. For prevention: 50 mg every 8 hours starting 1 day before ascent and continuing for 5-7
days after reaching target altitude; or
b. For treatment: 50 mg every 8 hours until descent is complete, signs/symptoms resolve,
and oxygen saturation normalizes for altitude; AND

5. Chart documentation is provided for review to substantiate the above listed requirements.

If the above prior authorization criteria are met, sildenafil 50 mqg tablets (Viagra) will be approved
for the member’s duration of high altitude exposure or persistence of signs/symptoms.

Experimental or Investigational / Not Medically Necessary

sildenafil (Viagra), sildenafil 20 mg tablets, sildenafil solution, and sildenafil oral suspension for any

other indication is considered not medically necessary by the Plan, as it is deemed to be experimental,

investigational, or unproven.

Appendix

Table 1: Clinical Classification of Pulmonary Hypertension

Group 1: PAH
1.1 Idiopathic
1.1.1 Long-term responders to calcium channel blockers
1.2 Heritable#
1.3 Associated with drugs and toxins#
1.4 Associated with:
1.4.1 connective tissue disease
1.4.2 HIV infection
1.4.3 portal hypertension
1.4.4 congenital heart disease
1.4.5 schistosomiasis
1.5 PAH with features of venous/capillary (PVOD/PCH) involvement
1.6 Persistent PH of the newborn

Group 2: PH associated with left heart disease
2.1 Heart failure:
2.1.1 with preserved ejection fraction
2.1.2 with reduced or mildly reduced ejection fraction




2.1.3 cardiomyopathies with specific aetiologies|
2.2 Valvular heart disease:
2.2.1 aortic valve disease
2.2.2 mitral valve disease
2.2.3 mixed valvular disease
2.3 Congenital/acquired cardiovascular conditions leading to post-capillary PH

Group 3: PH associated with lung diseases and/or hypoxia
3.1 COPD and/or emphysema
3.2 Interstitial lung disease
3.3 Combined pulmonary fibrosis and emphysema
3.4 Other parenchymal lung diseases+
3.5 Nonparenchymal restrictive diseases:
3.5.1 hypoventilation syndromes
3.5.2 pneumonectomy
3.6 Hypoxia without lung disease (e.g. high altitude)
3.7 Developmental lung diseases

Group 4: PH associated with pulmonary artery obstructions
4.1 Chronic thromboembolic PH
4.2 Other pulmonary artery obstructions§

Group 5: PH with unclear and/or multifactorial mechanisms
5.1 Haematological disordersf
5.2 Systemic disorders: sarcoidosis, pulmonary Langerhans cell histiocytosis and neurofibromatosis
type 1
5.3 Metabolic disorders##
5.4 Chronic renal failure with or without haemodialysis
5.5 Pulmonary tumour thrombotic microangiopathy
5.6 Fibrosing mediastinitis
5.7 Complex congenital heart disease

PAH: pulmonary arterial hypertension; PYOD: pulmonary veno-occlusive disease; PCH: pulmonary capillary
haemangiomatosis. #: patients with heritable PAH or PAH associated with drugs and toxins might be long-term
responders to calcium channel blockers; : hypertrophic, amyloid, Fabry disease and Chagas disease; +:
parenchymal lung diseases not included in group 5; §: other causes of pulmonary artery obstructions include
sarcomas (high- or intermediate-grade or angiosarcoma), other malignant tumours (e.g. renal carcinoma, uterine
carcinoma, germ-cell tumours of the testis), nonmalignant tumours (e.g. uterine leiomyoma), arteritis without
connective tissue disease, congenital pulmonary arterial stenoses and hydatidosis; f: including inherited and

acquired chronic haemolytic anaemia and chronic myeloproliferative disorders; ##: including glycogen storage

diseases and Gaucher disease.
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OSCOr Clinical Guideline

Oscar Clinical Guideline: tadalafil (Adcirca, Alyqg, Chewtadzy, Cialis, Tadlig) (PG052, Ver. 8)

tadalafil (Adcirca, Alyg, Chewtadzy, Cialis, Tadlig)
e Oral Suspension - Tadliq 20 mg/5 mL
e Oral Tablet:
o Cialis: 2.5 mg, 5 mg, 10 mg, 20 mg
o Generic: Tadalafil Oral 2.5 mg, 5 mg, 10 mg, 20 mg
e Oral Tablet [Pulmonary Hypertension]
o Adcirca: 20 mg
o Alyg: 20 mg
o Generic: Tadalafil 20mg
e Chewable Tablets:
o Chewtadzy: 5 mg, 10 mg, 20 mg

Disclaimer

Clinical guidelines are developed and adopted to establish evidence-based clinical criteria for
utilization management decisions. Clinical guidelines are applicable according to policy and plan
type. The Plan may delegate utilization management decisions of certain services to third parties who

may develop and adopt their own clinical criteria.

Coverage of services is subject to the terms, conditions, and limitations of a member’s policy, as well
as applicable state and federal law. Clinical guidelines are also subject to in-force criteria such as the
Centers for Medicare & Medicaid Services (CMS) national coverage determination (NCD) or local
coverage determination (LCD) for Medicare Advantage plans. Please refer to the member’s policy
documents (e.g., Certificate/Evidence of Coverage, Schedule of Benefits, Plan Formulary) or contact

the Plan to confirm coverage.

Summary
Tadalafil is a medication that belongs to a class of drugs called phosphodiesterase-5 (PDES) inhibitors. It

is primarily used to treat several conditions, including pulmonary arterial hypertension (PAH), erectile



dysfunction (ED), benign prostatic hyperplasia (BPH), and concurrent ED/BPH. There is also evidence
supporting the off-label use of tadalafil for Raynaud phenomenon and for the prevention and treatment

of high-altitude pulmonary edema.

Tadalafil is available in different forms and strengths.
e [t comes in several oral formulations:
o Standard tablets in strengths of 2.5 mg, 5 mg, 10 mg, and 20 mg are indicated for ED
and/or BPH.
o Standard tablets with a strength of 20 mg are indicated for PAH.
o Chewable tablets (Chewtadzy) in strengths of 5 mg, 10 mg, and 20 mg are indicated for
ED and/or BPH.
o Oral suspension (Tadlig) with a strength of 20 mg/5mL is indicated for PAH.
e The 20 mg tablets and oral suspension labeled for pulmonary arterial hypertension (PAH) are
specifically indicated for the treatment of PAH and are labeled accordingly.
e The 2.5 mg and 5 mg tablets are FDA-approved for the treatment of BPH.
e All tablet strengths and formulations can be used to treat ED, although coverage for ED
treatment may vary based on the member's specific plan's benefits and coverage.
NOTE: Erectile dysfunction is an excluded benefit for certain Plans. Coverage for medications
to treat sexual dysfunction, including erectile dysfunction, varies depending on a member’s
benefit policy. Please review the member’s coverage benefits to determine if erectile
dysfunction is a covered benefit.
e Tadalafil formulations indicated for PAH should be used for PAH, while those indicated for ED or

BPH should be used for ED or BPH unless otherwise noted in the medical necessity criteria.

Definitions
“Benign prostatic hyperplasia (BPH)" is a histologic diagnosis that refers to the proliferation of

glandular epithelial tissue, smooth muscle, and connective tissue within the prostate transition zone.

“Erectile Dysfunction” is the consistent or recurrent inability to acquire or sustain an erection of

sufficient rigidity and duration for sexual intercourse.

“High-altitude pulmonary edema (HAPE)" is a life-threatening condition that can occur in some people

who rapidly ascend to high altitudes, usually higher than 2500 m [8202 ft] above sea level.



“Pulmonary arterial hypertension (PAH)" is a subset of pulmonary hypertension (PH). Pulmonary
hypertension is classified into five groups based upon etiology. Patients in the first group are considered

to have PAH, whereas patients in the remaining four groups are considered to have PH.

“Raynaud phenomenon (RP)”, (also referred to as idiopathic Raynaud phenomenon, primary
Raynaud syndrome, or Raynaud disease) is a condition which causes the blood vessels that carry blood
to the fingers and toes (sometimes even the ears, lips, nipples, and tip of the nose) to narrow for a time,

leading to color changes in the skin, numbness, tingling, and other potential complications.

Clinical Indications

For the treatment of Erectile Dysfunction (if a covered benefit for the member):

Medical Necessity Criteria for Initial Authorization

The Plan considers tadalafil tablets (all strengths and formulations) medically necessary when ALL the
following criteria are met:

1. The member is 18 years of age and older; AND
2. The member is a male with erectile dysfunction (ED, impotence); AND

3. Clinical chart document is provided showing ALL of the following:
a. athorough medical history and physical examination has been undertaken to:
i.  support the diagnosis of erectile dysfunction; and
i.  determine potential underlying causes; and

iii.  exclude potentially reversible or treatable causes (e.g., hypogonadism with
inadequate testosterone replacement, hyperprolactinemia, drug-induced
dysfunction, dyslipidemias, alcoholism, other substance abuse, hypertension,
thyroid disease, cardiovascular or cerebrovascular disease, neurologic disease,

adrenal dysfunction, psychologic dysfunction, marital discord, smoking); and

b. areview of the member’s current drug regimens has been conducted to detect possible
drug-induced ED (e.g., antidepressant, antipsychotic, certain blood pressure
medications); AND

4. The member will not be taking tadalafil concomitantly with ANY of the following:
a. Guanylate Cyclase Stimulators (such as Adempas (riociguat)); or
b. Nitrates and nitrites (e.g., nitroglycerin, isosorbide dinitrate); AND

5. For chewable tablet formulation (Chewtadzy) requests, ONE of the following:
a. Documentation of difficulty swallowing solid oral dosage forms; or

b. Clinical rationale for requiring a chewable formulation; or



c. Treatment failure with or intolerance to standard tablet formulation.

If the above prior authorization criteria are met, tadalafil will be approved for 12 months.

Medical Necessity Criteria for Reauthorization
Reauthorization for 12 months will be granted if BOTH of the following are met:
1. The member still meets the applicable initial criteria; AND
2. Chart documentation shows the member has experienced a clinical improvement in symptoms

since starting the requested medication.

For the treatment of Benign Prostatic Hyperplasia (BPH):

Medical Necessity Criteria for Initial Authorization

The Plan considers tadalafil 2.5 mg and 5 mg tablets and chewable tablets medically necessary when
ALL the following criteria are met:

1. The member is 18 years of age and older; AND

2. The member has a confirmed diagnosis of BPH; AND

3. The member has tried and failed, or is unable to use an alpha blocker (i.e. alfuzosin, doxazosin,
tamsulosin, terazosin); AND

4. The member is unable to use, or has tried and failed a 5-alpha reductase inhibitor (i.e.
dutasteride, finasteride); AND

5. For chewable tablet formulation (Chewtadzy) requests, ONE of the following:
a. Documentation of difficulty swallowing solid oral dosage forms; or
b. Clinical rationale for requiring a chewable formulation; or
c. Treatment failure with or intolerance to standard tablet formulation; AND

6. Chart documentation and supporting lab work are provided for review to substantiate the above

listed requirements.

If the above prior authorization criteria are met, tadalafil will be approved for 12 months.

Medical Necessity Criteria for Reauthorization
Reauthorization for 12 months will be granted if BOTH of the following are met:
1. The member still meets the applicable initial criteria; AND
2. Chart documentation shows the member has experienced a clinical improvement in symptoms

since starting the requested medication.



For the treatment of Pulmonary Arterial Hypertension (PAH):

Medical Necessity Criteria for Initial Authorization

The Plan considers tadalafil 20 mg tablets (PAH), chewable tablets, and tadalafil 20 mg/5 mL oral
suspension medically necessary when ALL of the following criteria are met:

1. The member has a diagnosis of WHO Group 1 pulmonary arterial hypertension (PAH); AND
2. The diagnosis of PAH has been confirmed by ONE of the following methods:
a. Pre-treatment right heart catheterization with ALL of the following:
i.  mean pulmonary artery pressure (mPAP) > 20 mmHg; and
i.  pulmonary capillary wedge pressure (PCWP) < 15 mmHg; and
iii. pulmonary vascular resistance (PVR) > 2 Wood units or pulmonary vascular
resistance index (PVRI) > 3 Wood units x m? also acceptable for pediatric
members; or
b. Doppler echocardiogram if right heart catheterization cannot be performed (e.g., for
infants less than one year of age with post cardiac surgery, chronic heart disease, chronic
lung disease associated with prematurity, or congenital diaphragmatic hernia); AND
3. For chewable tablet formulation (Chewtadzy) requests, ONE of the following:
a. Documentation of difficulty swallowing solid oral dosage forms; or
b. Clinical rationale for requiring a chewable formulation; or

c. Treatment failure with or intolerance to standard tablet formulation; AND

4. Chart documentation and supporting lab work are provided for review to substantiate the

above-listed requirements.

If the above prior authorization criteria are met, tadalafil will be approved for 12 months.

Medical Necessity Criteria for Reauthorization
Reauthorization for 12 months will be granted if BOTH of the following are met:
1. The member still meets the applicable initial criteria; AND
2. Recent chart documentation shows the member experiencing therapeutic response to the
requested medication as evidenced by ONE of the following:
a. clinical improvement in symptoms since starting the requested medication; or

b. disease stability since starting the requested medication.

For the treatment of Raynaud phenomenon:




Medical Necessity Criteria for Initial Authorization

The Plan considers tadalafil 20 mg tablets and chewable tablets medically necessary when ALL of the
following criteria are met:

1. The medication is being requested for the treatment of Raynaud phenomenon (also called
idiopathic Raynaud phenomenon, primary Raynaud syndrome, or Raynaud disease); AND
2. The member has documented history of ONE of the following:
a. signs of critical ischemia at the affected areas (e.g., fingers, toes, ears, lips, nipples, or
the tip the nose); or
b. the quality of life of the member is affected to the degree that activities of normal living
are no longer possible; AND
3. The member is unable to use, or has tried and failed BOTH of the following:
a. non-pharmacologic therapies (e.g., relaxation techniques, avoiding stressful situations,
avoiding cold exposure, avoiding drugs that may precipitate RP); and
b. calcium channel blocker (e.g., amlodipine, nifedipine); AND
4. For chewable tablet formulation (Chewtadzy) requests, ONE of the following:
a. Documentation of difficulty swallowing solid oral dosage forms; or
b. Clinical rationale for requiring a chewable formulation; or
c. Treatment failure with or intolerance to standard tablet formulation; AND

5. Chart documentation is provided for review to substantiate the above listed requirements.

If the above prior authorization criteria are met, tadalafil will be approved for 12 months.

Medical Necessity Criteria for Reauthorization
Reauthorization for 12 months will be granted if BOTH of the following are met:
1. The member still meets the applicable initial criteria; AND
2. Chart documentation shows the member has experienced a clinical improvement in symptoms,

quality of life, or experienced disease stability since starting the requested medication.

For the prevention and treatment of high-altitude pulmonary edema

Medical Necessity Criteria for Authorization

The Plan considers tadalafil 10 mg tablets and chewable tablets medically necessary when ALL of the
following criteria are met:
1. Tadalafil is being requested for prevention or treatment of high-altitude pulmonary edema AND

BOTH of the following:




a. The member will be or has been exposed to high altitudes, defined as higher than 2500
m [8202 ft] above sea level; and
b. The member has a history of high-altitude pulmonary edema OR known risk factors that
increase susceptibility (e.g. intracardiac shunts, pulmonary hypertension); AND
2. The member has tried and failed or has contraindications to first-line therapies such as gradual
descent, oxygen therapy/supplementation, and/or portable hyperbaric therapy; AND
The member is unable to use, or has tried and failed nifedipine; AND
4. For chewable tablet formulation (Chewtadzy) requests, ONE of the following:
a. Documentation of difficulty swallowing solid oral dosage forms; or
b. Clinical rationale for requiring a chewable formulation; or
c. Treatment failure with or intolerance to standard tablet formulation; AND

5. The requested dose and duration follow standard dosing guidelines:
a. For prevention: 10 mg every 12 hours starting 1 day before ascent and continuing for 5-
7 days after reaching target altitude; or
b. For treatment: 10 mg every 12 hours until descent is complete, signs/symptoms resolve,
and oxygen saturation normalizes for altitude; AND

6. Chart documentation is provided for review to substantiate the above listed requirements.

If the above prior authorization criteria are met, tadalafil will be approved for the member's
duration of high altitude exposure or persistence of signs/symptoms.

Experimental or Investigational / Not Medically Necessary

Tadalafil for any other indication is considered not medically necessary by the Plan, as it is deemed to be

experimental, investigational, or unproven.

Appendix

Table 1: Clinical Classification of Pulmonary Hypertension

Group 1: PAH
1.1 Idiopathic
1.1.1 Long-term responders to calcium channel blockers
1.2 Heritable#
1.3 Associated with drugs and toxins#
1.4 Associated with:
1.4.1 connective tissue disease
1.4.2 HIV infection




1.4.3 portal hypertension
1.4.4 congenital heart disease
1.4.5 schistosomiasis

1.5 PAH with features of venous/capillary (PVOD/PCH) involvement
1.6 Persistent PH of the newborn

Group 2: PH associated with left heart disease

2.1 Heart failure:
2.1.1 with preserved ejection fraction
2.1.2 with reduced or mildly reduced ejection fraction
2.1.3 cardiomyopathies with specific aetiologies|

2.2 Valvular heart disease:
2.2.1 aortic valve disease
2.2.2 mitral valve disease
2.2.3 mixed valvular disease

2.3 Congenital/acquired cardiovascular conditions leading to post-capillary PH

Group 3: PH associated with lung diseases and/or hypoxia
3.1 COPD and/or emphysema
3.2 Interstitial lung disease
3.3 Combined pulmonary fibrosis and emphysema
3.4 Other parenchymal lung diseases+
3.5 Nonparenchymal restrictive diseases:
3.5.1 hypoventilation syndromes
3.5.2 pneumonectomy
3.6 Hypoxia without lung disease (e.g. high altitude)
3.7 Developmental lung diseases

Group 4: PH associated with pulmonary artery obstructions
4.1 Chronic thromboembolic PH
4.2 Other pulmonary artery obstructions§

Group 5: PH with unclear and/or multifactorial mechanisms

5.1 Haematological disordersf

5.2 Systemic disorders: sarcoidosis, pulmonary Langerhans cell histiocytosis and neurofibromatosis
type 1

5.3 Metabolic disorders##

5.4 Chronic renal failure with or without haemodialysis

5.5 Pulmonary tumour thrombotic microangiopathy

5.6 Fibrosing mediastinitis

5.7 Complex congenital heart disease

PAH: pulmonary arterial hypertension; PYOD: pulmonary veno-occlusive disease; PCH: pulmonary capillary
haemangiomatosis. #: patients with heritable PAH or PAH associated with drugs and toxins might be long-term
responders to calcium channel blockers; : hypertrophic, amyloid, Fabry disease and Chagas disease; +:
parenchymal lung diseases not included in group 5; §: other causes of pulmonary artery obstructions include

sarcomas (high- or intermediate-grade or angiosarcoma), other malignant tumours (e.g. renal carcinoma, uterine



carcinoma, germ-cell tumours of the testis), nonmalignant tumours (e.g. uterine leiomyoma), arteritis without

connective tissue disease, congenital pulmonary arterial stenoses and hydatidosis; f: including inherited and

acquired chronic haemolytic anaemia and chronic myeloproliferative disorders; ##: including glycogen storage

diseases and Gaucher disease.
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OSCC“ Clinical Guideline

Oscar Clinical Guideline: Adbry (tralokinumab) (PG110, Ver. 7)

Adbry (tralokinumab)

Disclaimer

Clinical guidelines are developed and adopted to establish evidence-based clinical criteria for
utilization management decisions. Clinical guidelines are applicable according to policy and plan
type. The Plan may delegate utilization management decisions of certain services to third parties who
may develop and adopt their own clinical criteria.

Coverage of services is subject to the terms, conditions, and limitations of a member’s policy, as well
as applicable state and federal law. Clinical guidelines are also subject to in-force criteria such as the
Centers for Medicare & Medicaid Services (CMS) national coverage determination (NCD) or local
coverage determination (LCD) for Medicare Advantage plans. Please refer to the member’s policy
documents (e.g., Certificate/Evidence of Coverage, Schedule of Benefits, Plan Formulary) or contact
the Plan to confirm coverage.

Summary

Atopic dermatitis (AD) is a chronic inflammatory skin disorder that affects approximately 10% of adults
and 20% of children worldwide. It is characterized by intense itching, redness, and eczematous lesions,
which can be accompanied by skin dryness, scaling, and thickening. The clinical course of AD is
characterized by chronic, relapsing episodes over months to years. In mild cases, one may experience
intermittent flares that may or may not clear without the use of pharmacological intervention. In more
moderate and severe cases, flares rarely clear without pharmacological intervention/therapy. The
severity of AD can be classified as mild, moderate, or severe, depending on the extent and intensity of
skin inflammation, as well as the impact on the patient's quality of life. Moderate-to-severe AD is defined
by the presence of extensive or widespread lesions, intense pruritus, and a significant impairment of

daily activities, sleep, and mood.

Treatment options for moderate-to-severe AD involve a combination of topical and systemic therapies,
tailored to the individual patient's needs and preferences. The goal of treatment is to control

inflammation, relieve itching, restore the skin barrier, prevent flares, and improve quality of life.




Topical treatments for moderate-to-severe AD include corticosteroids, calcineurin inhibitors,
Janus kinase inhibitors (JAK), antimicrobials/antiseptics, antihistamines, and phosphodiesterase-
4 (PDEA4) inhibitors. These drugs act by reducing inflammation and pruritus and promoting skin
healing. However, their long-term use may be limited by adverse effects, such as skin atrophy,
telangiectasias, or the potential risk of skin infections or malignancies.

Systemic treatments for moderate-to-severe AD are reserved for patients with inadequate
response or contraindications to topical therapies, or those with severe or rapidly worsening
disease. The most commonly used systemic agents include oral immunosuppressants, such as
cyclosporine, methotrexate, or mycophenolate mofetil, oral janus kinase inhibitors and biologic

agents, such as dupilumab, which targets the interleukin-4 (IL-4)/interleukin-13 (IL-13) pathway.

Adbry (tralokinumab) is FDA-approved for the treatment of moderate-to-severe atopic dermatitis in

patients aged 12 years and older whose disease is not adequately controlled with topical prescription

therapies or when those therapies are not advisable. Adbry (tralokinumab) can be used with or without

topical corticosteroids. Adbry (tralokinumab) works by directly inhibiting interleukin (IL)-13 cytokine,

which is a major driver of atopic dermatitis signs and symptoms.

Adbry (tralokinumab) is administered subcutaneously (SC):

For adults 18 years and older - 300 mg (two 150 mg injections) every 2 weeks after an initial
loading dose of 600 mg at the start of treatment. After 16 weeks of treatment, patients with a
body weight <100 kg who achieve clear or almost clear skin may be eligible for dosing every 4
weeks.

For pediatrics 12 to 17 years old - 150 mg (one 150 mg injection) every other week after an
initial loading dose of 300 mg (two 150 mg injections) at the start of treatment. In pediatric
patients, Adbry (tralokinumab) is to be administered by or under supervision of an adult.
Adbry (tralokinumab) is available as both a prefilled syringe and an autoinjector. The autoinjector
is only indicated for adults, available for both the initial loading dose and the subsequent
dosages.

It is recommended that all age appropriate vaccinations are completed prior to initiation of

Adbry (tralokinumab).

Definitions

“Atopic Dermatitis” also known as eczema is a chronic skin condition that makes a person’s skin red,

itchy and scaly. Atopic dermatitis (AD) often begins during childhood and persists into adulthood. Some



people experience occasional flares followed by periods of improvement or a “waxing and waning”

course of the disease.

“Biologics”or “Biologicals” or “Biological therapeutics” as defined by the World Health Organization
(WHO) are a class of medicines which are grown and then purified from large-scale cell cultures such as
bacteria, yeast, animal or plant cells. Biologics can include but are not limited to vaccines, growth
factors, immune modulators, and monoclonal antibodies. Unlike other medicines, biologics are generally

proteins purified from living culture systems and/or blood, and are often referred to as “large modules.”
“Interleukin (IL)-13 cytokine” is a protein secreted by certain cells of the immune system that affects

many aspects of chronic airway inflammation.

Medical Necessity Criteria for Initial Authorization

The Plan considers Adbry (tralokinumab) medically necessary when ALL of the following criteria are

met:
1. Prescribed by or in consultation with a specialist in dermatology, allergy or immunology; AND
2. The member is 12 years of age or older; AND
3. The member has a documented diagnosis of moderate to severe atopic dermatitis AND ONE of
the following:
a. Involvement of (=) 10% or more of body surface area; or
b. Involvement of sensitive body areas (e.g., hands, feet, face, neck, scalp, genitals/groin,
intertriginous areas); AND
4. The member is unable to use, or has adequately tried and failed ONE of the following topical
therapies for at least 8 weeks each in the past 365 days:
a. Atopical corticosteroid (TCS) from medium potency (group lll to IV) classes to higher
potencies (groups | to ll) classes (see Table 1); and/or
b. Tacrolimus ointment; and/or
c. Eucrisa (crisaborole) [PA may be required, please check the member’s Plan-specific
Formulary]; AND
5. Adbry (tralokinumab) will not be used concomitantly with other biologics (e.g., Dupixent,
Cibinqo, or Rinvoq) in the treatment of atopic dermatitis; AND
6. Dosage does NOT exceed the following:
a. Adult 18 years and older - an initial (one-time) dose of 600 mg (four 150 mg injections),

followed by 300 mg (two 150 mg injections) administered every other week; or



b. Pediatric 12 to 17 years old - an initial (one-time) dose of 300 mg (two 150 mg
injections), followed by 150 mg (one 150 mg injection) every other week; AND
7. Clinical chart documentation is provided for review to substantiate the above listed

requirements.

If the above prior authorization criteria are met, Adbry (tralokinumab) will be approved for up to 4

months.

Medical Necessity Criteria for Reauthorization
Authorization of up to 12 months may be provided for members 12 years of age or older when recent
chart documentation (within the past 4 months) is provided showing ALL of the following criteria are
met:
1. The member is responding positively to Adbry (tralokinumab) treatment based upon the
prescriber’s assessment as demonstrated by ONE of the following:
a. decreased disease activity (e.g., a reduction in BSA%); or
b. symptomatic improvement (e.g., redness, itching, oozing/crusting); AND
2. Adbry (tralokinumab) will not be used concomitantly with other biologics (e.g., Dupixent,
Cibinqo, or Rinvoq) in the treatment of atopic dermatitis; AND
3. The requested dosage does NOT exceed the following:
a. Adult 18 years and older:
i. 300 mg every 4 weeks for a member with body weight below 100 kg who
achieve clear or almost clear skin after 16 weeks of treatment; or
ii. 300 mg every 2 weeks for a member weighing at least 100 kg OR
documentation supports member has not achieved clear or almost clear skin
after 16 weeks of treatment; or

b. Pediatric 12 to 17 years old - 150 mg (one 150 mg injection) every other week.



Table 1: Topical Corticosteroid Potency

NOTE: The following chart is only for approximate comparative purposes. Please check product-specific

information to best assess product potency, which can also be affected by a multitude of factors (e.g.,

formulation, site of application, member and disease-specific factors)

Group | Potency | Steroid Strength Dosage Form
| Very Betamethasone 0.05% Gel, Lotion, and Ointment
High dipropionate (augmented)
Clobetasol propionate 0.05% Cream, Emollient Cream, Foam, Gel,
Lotion, Ointment, Spray, and Solution

Diflorasone diacetate 0.05% Ointment
Fluocinonide 0.1% Cream
Flurandrenolide 0.05% Tape
Halobetasol propionate 0.05% Cream, Foam, Lotion and Ointment

I High Amcinonide 0.1% Ointment
Betamethasone 0.05% Cream
dipropionate (augmented)
Betamethasone 0.05% Ointment
dipropionate
Clobetasol propionate 0.025% Cream
Desoximetasone 0.25% Cream, Ointment and Spray
Desoximetasone 0.05% Gel
Diflorasone diacetate 0.05% Cream, and Emollient Cream
Fluocinonide 0.05% Cream, Gel, Ointment, and Solution
Halcinonide 0.1% Cream, Ointment, and Solution
Halobetasol propionate 0.01% Lotion

I Upper Amcinonide 0.1% Cream and Lotion

Medium

Betamethasone 0.05% Cream
dipropionate
Betamethasone valerate 0.12% Foam




Betamethasone valerate 0.1% Ointment
Fluocinonide 0.05% Emollient Cream
Fluticasone propionate 0.005% Ointment
Mometasone furoate 0.1% Ointment
Triamcinolone acetonide 0.5% Cream and Ointment

\Y Medium | Betamethasone 0.05% Spray
dipropionate
Clocortolone pivalate 0.1% Cream
Desoximetasone 0.05% Cream and Ointment
Fluocinolone acetonide 0.025% Ointment
Flurandrenolide 0.05% Ointment
Fluticasone propionate 0.05% Cream
Hydrocortisone valerate 0.2% Ointment
Mometasone furoate 0.1% Cream, Lotion, and Solution
Triamcinolone acetonide 0.1% Cream, Dental Paste, Ointment, and

Spray
\ Lower Betamethasone 0.05% Lotion
Medium | dipropionate
Betamethasone valerate 0.1% Cream
Desonide 0.05% Gel and Ointment
Fluocinolone acetonide 0.025% Cream
Fluocinolone acetonide 0.01% Shampoo
Flurandrenolide 0.05% Cream and Lotion
Fluticasone propionate 0.05% Lotion
Hydrocortisone butyrate 0.1% Cream, Lotion, Ointment, and
Solution

Hydrocortisone probutate 0.1% Cream
Hydrocortisone valerate 0.2% Cream




Prenicarbate 0.1% Emollient Cream and Ointment
Triamcinolone acetonide 0.1% Lotion
Triamcinolone acetonide 0.025% Ointment

Y Low Alclometasone dipropionate | 0.05% Cream and Ointment
Betamethasone valerate 0.1% Lotion
Desonide 0.05% Cream, Lotion, and Foam
Fluocinolone acetonide 0.01% Cream, Oil, Shampoo and Solution
Triamcinolone acetonide 0.025% Cream and Lotion

VI Lowest Hydrocortisone acetate 1% to 2% Cream and Ointment
Hydrocortisone base 0.5% to 2.5% Cream, Gel, Lotion, Ointment,

Solution, and Spray

Experimental or Investigational / Not Medically Necessary

Adbry (tralokinumab) for any other indication is considered not medically necessary by the Plan, as it is

deemed to be experimental, investigational, or unproven.
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Oscar Clinical Guideline: Livtencity (maribavir) (PG113, Ver. 4)

Livtencity (maribavir)

Disclaimer

Clinical guidelines are developed and adopted to establish evidence-based clinical criteria for
utilization management decisions. Clinical guidelines are applicable according to policy and plan
type. The Plan may delegate utilization management decisions of certain services to third parties who
may develop and adopt their own clinical criteria.

Coverage of services is subject to the terms, conditions, and limitations of a member’s policy, as well
as applicable state and federal law. Clinical guidelines are also subject to in-force criteria such as the
Centers for Medicare & Medicaid Services (CMS) national coverage determination (NCD) or local
coverage determination (LCD) for Medicare Advantage plans. Please refer to the member’s policy
documents (e.g., Certificate/Evidence of Coverage, Schedule of Benefits, Plan Formulary) or contact
the Plan to confirm coverage.

Summary

Post-transplant cytomegalovirus (CMV) infection/disease is a common complication following solid organ
transplantation. CMV is a double-stranded DNA virus that belongs to the herpesvirus family, and it can
cause severe morbidity and mortality in transplant recipients. While antiviral therapy is available for CMV

infection/disease, some cases may be refractory to treatment.

Antiviral therapy is the mainstay of treatment for CMV infection/disease. The most commonly used drugs
are ganciclovir, valganciclovir, and foscarnet. However, some cases of CMV infection/disease may be
refractory to treatment. Refractory CMV infection/disease is defined as persistent or progressive CMV

infection/disease despite appropriate antiviral therapy for at least 2 weeks.

Livtencity (maribavir) is indicated for the treatment of adults and pediatric patients (12 years of age and
older and weighing at least 35 kg) with post-transplant cytomegalovirus (CMV) infection/disease that is
refractory to treatment (with or without genotypic resistance) with ganciclovir, valganciclovir, cidofovir or

foscarnet

Definitions

“Antiviral” is an agent that kills a virus or that suppresses its ability to replicate, multiply and reproduce.



“Cytomegalovirus (CMV)” is a common type of herpes virus.

“Hematopoietic stem-cell transplantation (HSCT)" is a medical procedure that consists of infusing

stem cells after a short course of chemotherapy or radiotherapy to treat various types of cancers.

“Refractory” refers to a condition or disease that does not respond to treatment or becomes resistant to

it. In the context of medical treatment, refractory can mean that a patient's symptoms or disease are

persisting, progressing, or recurring despite receiving standard therapies.

“Solid organ transplant (SOT)” is a medical procedure where an organ is removed from one body and

placed in the body of a recipient, to replace a damaged or missing organ.

Medical Necessity Criteria for Authorization

The Plan considers Livtencity (maribavir) medically necessary when ALL of the following criteria are met:

1.
2.
3.

6.

The member is 12 years of age or older; AND
The member weighs at least 35 kg; AND
The member has a history of hematopoietic stem cell transplant (HCST) or solid organ transplant
(SOT); AND
The member has a diagnosis of post-transplant cytomegalovirus (CMV) infection/disease that is
refractory following at least 14 days of ONE of the following treatments:
a. cidofovir; or
b. foscarnet; or
c. ganciclovir; or
d. valganciclovir;, AND
Is being prescribed for use meeting ALL of the following:
will not be used concomitantly with other CMV antivirals; and
b. will not be used for prevention of CMV infection; and
c. will be dosed within the manufacturer’s published dosing guidelines or falls within
dosing guidelines found in a compendia of current literature; and
d. treatment duration with Livtencity (maribavir) will not exceed 8 weeks; AND
Supporting chart documentation is provided for review to substantiate the above listed

requirements.

If the above prior authorization criteria are met, Livtencity (maribavir) will be approved for a single

8-weeks treatment course.




Experimental or Investigational / Not Medically Necessary

Livtencity (maribavir) for any other indication is considered not medically necessary by the Plan, as it is

deemed to be experimental, investigational, or unproven. Non-covered indications include, but are not

limited to, the following:

as an initial treatment for CMV disease
HIV-related CMV disease

in combination with other CMV antiviral agents
in other non-transplant populations

prophylaxis of CMV infection
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Oscar Clinical Guideline: Recorlev (levoketoconazole) (PG115, Ver. 4)

Recorlev (levoketoconazole)

Disclaimer

Clinical guidelines are developed and adopted to establish evidence-based clinical criteria for
utilization management decisions. Clinical guidelines are applicable according to policy and plan
type. The Plan may delegate utilization management decisions of certain services to third parties who
may develop and adopt their own clinical criteria.

Coverage of services is subject to the terms, conditions, and limitations of a member’s policy, as well
as applicable state and federal law. Clinical guidelines are also subject to in-force criteria such as the
Centers for Medicare & Medicaid Services (CMS) national coverage determination (NCD) or local
coverage determination (LCD) for Medicare Advantage plans. Please refer to the member’s policy
documents (e.g., Certificate/Evidence of Coverage, Schedule of Benefits, Plan Formulary) or contact
the Plan to confirm coverage.

Summary

Cushing's syndrome is a rare hormonal disorder that occurs when the body is exposed to high levels of
the hormone cortisol for an extended period of time. Cortisol is produced by the adrenal glands, which
are located on top of the kidneys, and is essential for many body functions, including regulating blood

sugar levels, reducing inflammation, and aiding in the metabolism of fats, carbohydrates, and proteins.

There are two main types of Cushing's syndrome: exogenous and endogenous. Exogenous Cushing's
syndrome is caused by the long-term use of high-dose corticosteroid medications, such as prednisone,
to treat conditions such as asthma, rheumatoid arthritis, and lupus. Endogenous Cushing's syndrome is
caused by the overproduction of cortisol by the adrenal glands themselves or by a tumor in the pituitary

gland or elsewhere in the body.

Symptoms of Cushing's syndrome can be wide-ranging and may include:

e Weight gain, especially in the upper e High blood pressure
body and around the face (moon face) e Insulin resistance or diabetes

e Thin skin that bruises easily and heals e Irregular menstrual periods and
poorly decreased libido in women

® Muscle weakness and wasting e Decreased fertility and impotence in



men and anxiety

e Mood changes, including depression e Fatigue and weakness

Diagnosis of Cushing's syndrome can be challenging because the symptoms can be caused by a variety
of other conditions. Initial screening tests may include a 24-hour urine free cortisol test, late-night
salivary cortisol test, or midnight plasma cortisol test. If screening tests are abnormal, confirmatory tests
such as the dexamethasone suppression test or the corticotropin-releasing hormone (CRH) stimulation
test may be performed. An ACTH level can help determine if the Cushing's syndrome is ACTH-
dependent or ACTH-independent. Imaging studies, such as a CT scan or MRI, may also be used to

identify the location of a tumor.

Treatment for Cushing's syndrome depends on the underlying cause. If the syndrome is caused by the
long-term use of corticosteroids, gradually reducing the dosage of the medication can help to alleviate
symptoms. If the syndrome is caused by a tumor, surgery may be necessary to remove the tumor or the
affected gland. Radiation therapy or medication may also be used to shrink or control the tumor. In
cases where surgery is not an option or has been unsuccessful, medications such as ketoconazole,

metyrapone, and mitotane can be used to reduce cortisol production.

Recorlev (levoketoconazole) is indicated for the treatment of endogenous hypercortisolemia in adult
patients with Cushing’s syndrome for whom surgery is not an option or has not been curative.

e Recorlev (levoketoconazole) is not approved for the treatment of fungal infections.

e The safety and effectiveness of Recorlev (levoketoconazole) for the treatment of fungal infections

have not been established.
Definitions
“Adrenal glands” are small organs on top of both kidneys that produce hormones regulating a person’s
metabolism, immune system, blood pressure, and response to stress.
“Adrenocorticotropic hormone (ACTH)" is a hormone made in the pituitary gland. Adrenocorticotropic
hormone acts on the outer part of the adrenal gland to control the release of corticosteroid hormones.
ACTH is elevated during times of stress.

“Arrhythmia” is a condition in which the heart beats with an irregular or abnormal rhythm.

“Carcinoma” is a cancer arising in the skin tissue or of the lining of internal organs.



“"Endogenous” means having an internal cause or origin.

"Exogenous” means having an external cause or origin.

"QT prolongation” occurs when the heart muscle takes a longer time to contract and relax than usual,

often causing fast or erratic heartbeats. QT prolongation may increase the risk of developing abnormal

heart rhythms and may lead to sudden cardiac arrest.

Medical Necessity Criteria for Initial Authorization

The Plan considers Recorlev (levoketoconazole) medically necessary when ALL of the following criteria

are met:

1.
2.
3.

The requested medication is prescribed by or in consultation with an endocrinologist; AND
The member is 18 years of age or older; AND
The member has a confirmed diagnosis of endogenous Cushing’s syndrome AND recent (within
the last 3 months) documentation of BOTH of the following:
a. baseline 24-hour urinary free cortisol (UFC) is provided as evidence of hypercortisolism
(normal cortisol range: 11-138 nmol/day or 4-50 mcg/day); and
b. baseline liver enzyme function test (LFTs); AND
The member is not a candidate for pituitary surgery or has undergone pituitary surgery that was
not curative; AND
The member is unable to use, or has tried and failed treatment with Signifor (pasireotide); AND
The member does NOT have documentation of ANY of the following:
pituitary or adrenal carcinoma; or
b. baseline QTcF interval >470 msec, history of torsades de pointes, ventricular
tachycardia, ventricular fibrillation, or long QT syndrome (including first-degree family
history); or
c. cirrhosis, acute liver disease or poorly controlled chronic liver disease, baseline AST or
ALT >3 times the ULN, recurrent symptomatic cholelithiasis, a prior history of drug
induced liver injury due to ketoconazole or any azole antifungal therapy that required
discontinuation of treatment, or extensive metastatic liver disease; or
d. known hypersensitivity to levoketoconazole, ketoconazole, or any component of the
formulation; or
e. Recorlev (levoketoconazole) will be used concomitantly with any medication(s) or
product(s) that:
i.  cause QT prolongation associated with ventricular arrhythmias, including

torsades de pointes (e.g., bosutinib, cisapride, clarithromycin, cobimetinib,



crizotinib, disopyramide, dofetilide, dronedarone, eliglustat (in patients that are
poor or intermediate metabolizers of CYP2D6 and in patients taking strong or
moderate CYP2D6 inhibitors), ivabradine, methadone, midostaurin, nicardipine,
pimozide, quinidine, and ranolazine); or
ii. are sensitive substrates of CYP3A4 or CYP3A4 and P-gP (e.g., alfentanil, avanafil,

buspirone, conivaptan, dabigatran etexilate, darifenacin, darunavir, digoxin,
ebastine, everolimus, fexofenadine, ibrutinib, lomitapide, lovastatin, lurasidone,
midazolam, naloxegol, nisoldipine, saquinavir, simvastatin, sirolimus, tacrolimus,
tipranavir, triazolam, and vardenafil); AND

Recorlev (levoketoconazole) will be dosed within the manufacturer’s published dosing guidelines

or falls within dosing guidelines found in a compendia of current literature; AND

Chart documentation and supporting laboratory test results are provided for review to

substantiate the above listed requirements.

If the above prior authorization criteria are met, Recorlev (levoketoconazole) will be approved for 6

months.

Medical Necessity Criteria for Reauthorization

Reauthorization for 12 months will be granted if ALL of the following are met:

1. the member still meets the applicable Initial Authorization criteria; AND
2. recent chart documentation (within the last 6 months) shows the member has experienced
therapeutic response to Recorlev (levoketoconazole) as evidenced by EITHER:
a. Reduction in 24-hour urinary free cortisol (UFC) levels compared to baseline; or
b. Improvement in clinical signs and symptoms of Cushing's syndrome based on the
prescriber's assessment (e.g., systolic and diastolic blood pressure, weight, body mass
index [BMI], waist circumference); AND
3. The member will continue to be monitored for adverse effects including liver function and QT
prolongation while on therapy.
Table 1: Recorlev (levoketoconazole) Recommended Dosage
Indication Initial dose Maximum dose Additional
Considerations
endogenous 150 mg orally twice 1,200 mg per day, Titrate the dosage by
hypercortisolemia in daily given as 600 mg orally | 150 mg daily, no more
adult patients with twice daily frequently than every 2-




Cushing’s syndrome 3 weeks based on 24-

hour urine free cortisol
levels and patient
tolerability. The dosage
may be reduced to 150
mg once daily if
needed for reasons of
tolerability

Experimental or Investigational / Not Medically Necessary

Recorlev (levoketoconazole) for any other indication is considered not medically necessary by the Plan,

as it is deemed to be experimental, investigational, or unproven. Non-covered indications include, but

are not limited to, the following:

Cushing's syndrome secondary to:
o malignancy (including pituitary or adrenal carcinoma); or
o non-endogenous source of hypercortisolism, including pharmacological corticosteroids
or ACTH; or
the treatment of advanced prostatic carcinoma; or
for treatment of dysfunctional hirsutism; or
for the treatment of fungal infections; or
for treatment of hypercalcemia; or

for treatment of precocious puberty.
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Oscar Clinical Guideline: Tarpeyo (budesonide delayed release capsules) (PG116, Ver. 4)

Tarpeyo (budesonide delayed release capsules)

Disclaimer

Clinical guidelines are developed and adopted to establish evidence-based clinical criteria for
utilization management decisions. Clinical guidelines are applicable according to policy and plan
type. The Plan may delegate utilization management decisions of certain services to third parties who
may develop and adopt their own clinical criteria.

Coverage of services is subject to the terms, conditions, and limitations of a member’s policy, as well
as applicable state and federal law. Clinical guidelines are also subject to in-force criteria such as the
Centers for Medicare & Medicaid Services (CMS) national coverage determination (NCD) or local
coverage determination (LCD) for Medicare Advantage plans. Please refer to the member’s policy
documents (e.g., Certificate/Evidence of Coverage, Schedule of Benefits, Plan Formulary) or contact
the Plan to confirm coverage.

Summary
IgA nephropathy, also known as Berger's disease, is a type of kidney disease that is caused by the
accumulation of immunoglobulin A (IgA) in the kidneys. It is a chronic, progressive disease that can lead

to kidney failure if left untreated.

The exact cause of IgA nephropathy is not fully understood, but it is believed to be related to an
abnormal immune response that causes the body to produce aberrant galactose-deficient IgA1, which
then accumulates in the kidneys. This accumulation can lead to inflammation and damage to the small

blood vessels in the kidneys, leading to a decrease in kidney function over time.

The most common symptom of IgA nephropathy is blood in the urine, which may be visible or only
detected through laboratory tests. Other symptoms may include proteinuria (excess protein in the urine),
high blood pressure, swelling of the hands and feet, decreased kidney function and fatigue. However,

some people with IgA nephropathy may have no symptoms at all.

Diagnosis of IgA nephropathy typically involves a combination of urine tests and blood tests and is
confirmed via kidney biopsy. Treatment options depend on the severity of the disease and may include

medications to control blood pressure and reduce inflammation (i.e., “supportive care”), as well as



dietary and lifestyle changes to help protect the kidneys. In high-risk patients (i.e, proteinuria >/= 1
g/day despite at least 3-6 months of optimized supportive care), immunosuppressive therapy is
recommended (e.g., systemic glucocorticoids, targeted-release budesonide, mycophenolate mofetil,
calcineurin inhibitors [cyclosporine, tacrolimus], rituximab, cyclophosphamide, azothiaprine, leflunomide,

hydroxychloroquine).

In some cases, IgA nephropathy may progress to end-stage renal disease, which requires dialysis or
kidney transplant. However, early diagnosis and treatment can help slow the progression of the disease
and preserve kidney function. Tarpeyo (budesonide delayed release capsules) is indicated to reduce the
loss of kidney function in adults with primary immunoglobulin A nephropathy (IgAN) who are at risk for
disease progression. Tarpeyo (budesonide delayed release capsules) approval was based on the findings
of the NeflgArd study, which found that in participants on a stable dose of maximally tolerated renin-
angiotensin-System (RAS) inhibitor therapy in the Tarpeyo arm had a significant reduction in urine-
protein-to-creatinine ratio (UPCR) and significantly lower decline in renal function (measured by
estimate glomerular filtration rate[eGFR]). The recommended dose of Tarpeyo (budesonide delayed
release capsules) is 16 mg administered orally once daily for a duration of 9 months; this is followed by a
reduced dose of 8 mg once daily for the last 2 weeks of (whether discontinued before 9 months or after

the 9-month course).

Definitions
“Angiotensin-converting enzyme (ACE) inhibitor” is a class of medications that lowers blood pressure

by relaxing blood vessels.

“Angiotensin Il receptor blocker (ARB)” is a class of medications similar to ACE inhibitors, that lowers

blood pressure.

“C3 glomerular nephropathy” is a set of rare kidney diseases caused by a disorder of the complement

system, part of the body’s immune system.

“Diabetic nephropathy” is a long-term complication of diabetes, resulting in damage to the kidneys,

reduction in kidney function and can lead to chronic kidney disease or end-stage renal disease.

“Dialysis” is a procedure that removes waste and fluid from the blood when the kidneys stop working

properly.



“Estimated Glomerular Filtration Rate (eGFR)" is a measure of how well the kidneys are working.

“Glomerulopathies” are a group of kidney diseases that affect the tiny blood vessels that filter blood in

the kidney.

“lmmunoglobulin A nephropathy (IgAN)" is a disease of the kidney that occurs when an antibody
called immunoglobulin A (IgA) builds up in the kidney.

“Immunosuppressives” are any agent aimed at reducing the body’s immune response, which may be
used to treat conditions characterized by overactive immune systems, or to avoid rejection of bone
marrow or organ transplant.

“Nephrotic syndrome” is a kidney disorder that causes the body to pass too much protein in the urine.
“Proteinuria” is when elevated levels of protein are found in the urine.

“Renin-angiotensin system (RAS)” refers to the system of hormones, proteins, enzymes adn reactions
that help regulate blood pressure. RAS inhibitors include ACE inhibitors and ARBs, as well as direct renin
inhibitors.

“Supportive care” is care administered in an attempt to improve quality of life in a person with an
illness/disease by preventing or treating the symptoms of the disease and/or the side effects associated
with the treatment of the illness/disease.

"Urine-protein-to-creatinine ratio (UPCR)"” is a test that measures the amount of protein found in urine.

Medical Necessity Criteria for Authorization

The Plan considers Tarpeyo (budesonide delayed release capsules) medically necessary when ALL of

the following criteria are met:
1. Prescribed by or in consultation with a nephrologist; AND
2. The member has a diagnosis of Immunoglobulin A nephropathy (IgAN) confirmed by kidney
biopsy AND documentation of ALL of the following:
a. s atrisk of rapid disease progression; and
b. glomerular filtration rate (eGFR) is greater than 35 mL/min/1.73 m?, and
c. proteinuria 21 g/day or UPCR =0.8 g/g despite at least three months of optimized

supportive care consisting of BOTH of the following:



i. lifestyle modification (such as dietary sodium and protein restriction, smoking
cessation, weight control, and exercise as appropriate); and
ii.  maximally tolerated renin-angiotensin system blockade (either an angiotensin-
converting enzyme [ACE] inhibitor (e.g., benazepril, enalapril, lisinopril) or
angiotensin receptor blocker [ARB] (e.g, candesartan, losartan, valsartan)); or the
member is unable to use ALL, or has tried and/or failed a maximally tolerated
ACE inhibitor or ARB.
3. The member does NOT have documentation of ANY of the following:
a. currently receiving dialysis or has undergone kidney transplant; or
b. presence of other glomerulopathies, such as C3 glomerulopathy or diabetic
nephropathy; or
c. nephrotic syndrome, characterized by proteinuria greater than 3.5 g/day, serum albumin
levels below 3.0 g/dL, and with or without edema. The only exception to this exclusion
criteria is for patients diagnosed with IgA nephropathy accompanied by nephrotic
syndrome. In such cases, coverage for the drug may be considered; or
d. prior treatment with systemic immunosuppressive medications within the last 12 months;
or
e. previously received a treatment course of Tarpeyo (budesonide delayed release
capsules); AND
4. Tarpeyo (budesonide delayed release capsules) will be used as an add-on treatment to
optimized standard care including a maximally-tolerated, stable dose of an ACE inhibitor or
ARB; AND
5. Tarpeyo (budesonide delayed release capsules) will be dosed within the manufacturer’s
published dosing guidelines or falls within dosing guidelines found in a compendia of current
literature; AND
6. Recent (within the last 3 months) chart documentation and supporting laboratory test results are

provided for review to substantiate the above listed requirements.

If the above prior authorization criteria are met, Tarpeyo (budesonide delayed release capsules) will

be approved for a single 9-month treatment course.

Experimental or Investigational / Not Medically Necessary
Tarpeyo (budesonide delayed release capsules) for any other indication is considered not medically
necessary by the Plan, as it is deemed to be experimental, investigational, or unproven. Non-covered

indications include, but are not limited to, the following:



e Autoimmune hepatitis; or

e Crohn disease; or

e Eosinophilic esophagitis; or

e Graft-versus-host disease; or

e Microscopic (lymphocytic and collagenous) colitis; or

e Pouchitis; or

e Refractory celiac disease types 1 and 2; or

e Ulcerative colitis.
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Clinical Guideline
Oscar Clinical Guideline: Tezspire (tezepelumab) (PG118, Ver. 5)

Tezspire (tezepelumab)

Disclaimer

Clinical guidelines are developed and adopted to establish evidence-based clinical criteria for
utilization management decisions. Clinical guidelines are applicable according to policy and plan
type. The Plan may delegate utilization management decisions of certain services to third parties who

may develop and adopt their own clinical criteria.

Coverage of services is subject to the terms, conditions, and limitations of a member’s policy, as well
as applicable state and federal law. Clinical guidelines are also subject to in-force criteria such as the
Centers for Medicare & Medicaid Services (CMS) national coverage determination (NCD) or local
coverage determination (LCD) for Medicare Advantage plans. Please refer to the member’s policy
documents (e.g., Certificate/Evidence of Coverage, Schedule of Benefits, Plan Formulary) or contact
the Plan to confirm coverage.

Summary
Asthma is a chronic respiratory disease that affects the airways, leading to recurrent episodes of

wheezing, breathlessness, chest tightness, and coughing. The condition is caused by a combination of
genetic and environmental factors, such as allergens, pollutants, and respiratory infections. Asthma is
characterized by inflammation of the airways, which makes them hypersensitive and prone to constricting
in response to various triggers. The inflammation is driven by immune cells, including eosinophils, mast
cells, and T lymphocytes, which release pro-inflammatory mediators, such as histamine, leukotrienes, and
cytokines.

Severe asthma is a type of asthma that is difficult to control and is characterized by persistent and
frequent symptoms, exacerbations, and airflow limitation, despite adherence to maximal optimized
therapy. According to the Global Initiative for Asthma dGINAD, severe asthma is a subset of a “difficult-to-

treat” asthma, which is defined as asthma that is uncontrolled despite medium-or high-dose inhaled
corticosteroid (ICS) with a second controlled (including long-acting beta-agonists (LABA) or with
maintenance oral corticosteroid, or that requires high-dose treatment to maintain good symptom control
and reduce risk of exacerbation. Severe asthma is specifically defined as asthma that is uncontrolled
despite maximally optimized high-dose ICS/LABA treatment and management of contributory factors
(e.g., inhaler technique, adherence, comorbidities), or that worsens when high-dose treatment is
decreased. In addition, severe asthma may be associated with comorbidities such as obesity, sinusitis,

Commented [1]: Clinical Perspective
Several clinical practice guidelines are available for

asthma management including the Global Initiative for
Asthma (GINA) guidelines, which are published
annually. The GINA guideline provides evidence-based
recommendations for the management of asthma in
adults, adolescents, and children 26 years of age. The
guideline states that all patients with asthma should be
evaluated for symptom control, risk of future
exacerbations, treatment issues (e.g., inhaler technique
and adherence), and comorbidities. A stepwise
approach to treatment is recommended where specific
drugs are added or adjusted up or down through a
series of steps (1 through 5) to achieve symptom
control while keeping the patient on the lowest effective
treatment. Drugs used in the management of asthma
include inhaled corticosteroids (ICS)-formoterol, long-
acting beta agonists (LABA), short-acting beta agonists
(SABA), long-acting muscarinic agonists (LAMA),
leukotriene receptor antagonists, theophylline, oral
corticosteroids, and biologic agents. Biologic agents
such as tezepelumab are generally recommended as
add-on therapy for severe asthma. Higher blood
eosinophils and higher FeNO levels are associated
with a greater risk of severe exacerbations and are
predictive markers for Type 2 inflammation, which is
found in the majority of individuals with severe asthma.
The GINA guideline states that tezepelumab can be
considered as add-on therapy in patients 212 years of
age with severe asthma. High blood eosinophils and
high FeNO levels are strongly predictive of a good
response with the drug. The use of tezepelumab can
also be considered in patients without elevation in type
2 inflammatory markers.




and gastroesophageal reflux disease (GERD), and may require additional diagnostic tests, such as lung
function tests, bronchial challenge tests, and imaging studies, to confirm the diagnosis and guide

treatment.

The treatment of severe asthma requires a multi-faceted approach, including medication management,
environmental control, and lifestyle modifications. The goal of treatment is to improve asthma control
and reduce the risk of exacerbations. The following are some of the treatment options available for
severe asthma:
e High-dose inhaled corticosteroids: These medications are the mainstay of treatment for asthma
and are often used in combination with long-acting beta-agonists. However, in severe asthma,
higher doses may be required. As asthma progresses, patients may require the addition of a
long-acting muscarinic antagonist (LAMA) to the ICS-LABA therapy.
e Biologic medications: These medications are specifically designed to target specific immune
pathways that contribute to asthma. Biologics are effective in reducing exacerbations and

improving asthma control in severe asthma. Examples include ‘omalizumab, mepolizumab,

benralizumab, and dupilumab.‘ [Commented [2]: update to include brand names if
appropriate

e Oral corticosteroids: In severe asthma, oral corticosteroids may be necessary for short-term
management of exacerbations. However, long-term use of oral corticosteroids can lead to
serious side effects and should be avoided.

e Lifestyle modifications: Lifestyle modifications such as weight loss, exercise, and smoking
cessation can help improve asthma control in people with severe asthma.

f'l'ezspire‘ (tezepelumab), a thymic stromal lymphopoietin (TSLP) blocker which may reduce the effect of (Commented [3]: add moa

the asthma inflammatory cascade, is indicated for the add-on maintenance treatment of adult and
pediatric patients aged 12 years and older with severe asthma. It is not indicated for the relief of acute
bronchospasm or status asthmaticus. The recommended dosage of Tezspire (tezepelumab) is 210 mg
administered subcutaneously once every 4 weeks. The pivotal trials, NAVIGATOR (12-80 years) and
PATHWAY (18-75 years) were randomized placebo-controlled trials assessing the role of Tezpire
(tezepelumab) in those with severe asthma receiving a medium-to-high dose ICS and at least one
additional controlled medication, with or without oral glucocorticoids. Tezspire (tezepelumab) is unique
in the lack of requirement of oral corticosteroid dependence, thus allowing those with severe asthma to
receive additional therapy and avoid the potential risks of long-term corticosteroid use. In a pooled
analysis of the NAVIGATOR and PATHWAY study, they found a significant reduction in the number of
annual asthma exacerbations, and exacerbation-related hospitalization and emergency department

visits.

Definitions

“Adjunctive therapy” refers to additional therapy, in addition to a primary treatment modality with a
goal of enhancing the effectiveness of the primary treatment.



“Biomarker” is a substance found in the body that works as an indicator of exposure, effect,

susceptibility, or clinical disease.

“IgG2 lambda monoclonal antibody” is a laboratory-produced molecule that acts as a substitute

antibody that can restore, enhance or mimic the immune system's attack on cells.

“Inhaled corticosteroids (ICS)” refer to inhaled steroid medications, aimed at reducing inflammation

associated with respiratory diseases like asthma and chronic obstructive pulmonary disease (COPD).

“Leukotriene receptor antagonists (LTRA)" are oral medications which reduce inflammation associated
with leukotrienes. Leukotrienes are released by the body and can cause coughing, excessive mucus

production, inflammation of airways, tightness in the chest and wheezing or difficulty breathing.

“Long-Acting Beta-Agonist (LABA)" are long-acting inhalers which relax the smooth muscle of the

airways, improving airflow in patients with asthma and/or COPD.
"“Long-Acting Muscarinic Antagonists (LAMA)” are inhaled medications which block the muscarinic
receptor, responsible for constriction of the airways, thus reducing inflammation in the airways

associated with asthma and/or COPD.

"Phenotype” is a set of clinical characteristics, lung function and inflammation that is specific to a type

of asthma as there are many different types of asthma.

“Thymic stromal lymphopoietin (epithelial cytokine)” is a regulator of a type of immunity, which drives

a broad range of allergic responses.

Medical Necessity Criteria for Initial Authorization|

The Plan considers Tezspire (tezepelumab) medically necessary when ALL the following criteria are met:

1. Prescribed by or in consultation with an allergist, immunologist, or pulmonologist; AND

2. The member is 12 years of age or older; AND

3. The member has a documented diagnosis of severe asthma; AND

4. The member has a history of one or more of the following within the last 12 months:
a. Two or more (=2) exacerbations requiring oral/systemic corticosteroids treatment; or
b. One or more (=1) exacerbation resulting in hospitalization or intensive care unit (ICU)

admission; and

5. The member has tried and failed, or is unable to use, ALL of the following at optimized* doses:

a. ‘High-dose inhaled corticosteroids (ICS); amﬂ

Commented [4]: note changes may affect Dupixent
changes d/t similar wording

however indication for dupixent in asthma is more
strict re: steroids: Asthma as an add-on maintenance
treatment of adult and pediatric patients aged 6

years and older with moderate-to-severe asthma
characterized by an eosinophilic phenotype or with oral
corticosteroid dependent asthma”

Commented [5]: NAVIGATOR and PATHWAY studies
required patients be on med or high dose ICS,

to review the other required therapies




b. }Adjunctive therapy (in combination with inhaled corticosteroid), such as ONE of the
following:
i Long-Acting Beta-2 Agonists (LABA), such as formoterol or salmeterol; or
ii. Leukotriene Receptor Antagonist (LTRA), such as montelukast (Singulair) or
zafirlukast (Accolate); or
iii. Long-Acting Muscarinic Antagonists (LAMA), such as tiotropium; or Ecommented [6]: ? add LAMA - review guidelines - to }
iv. ‘Extended—release theophylline.” AND review study as well here

. . . N o C ted [7]: in GINA 2024 guidelines, theophylline
*member should be receiving treatment with inhaled corticosteroid and additional controller iso:ol?:":::oemlnlmded therapy, agnd el e copmi

(adjunctive therapy) for at least the previous|3 months, between an ICS/LABA w/o or or without an addition al
\ inhaler and a biologic

6. Clinical chart documentation is provided showing BOTH of the following:
a. Tezspire (tezepelumab) will not be used as monotherapy; and theophylline is on formulary (tier 1)

b. Tezspire (tezepelumab) will not be used concomitantly with other biologics (e.g., add-on therapies recommended by GINA after ICS
Cingair, Fasenra, Nucala or Xolair) in the treatment of asthma; AND include: LABA, LAMA, LTRA.
7. Tezspire (tezepelumab) is being prescribed within the manufacturer’s published dosin my recommendation: given GINA guidelines i would
p p gp p 9
S _ . T . . . . add LAMAs to options i-iii, such that it becomes option
guidelines or falls within dosing guidelines found in a compendia of current literature; AND "iy" - can continue to include theophylline but would rec

8. Clinical chart documentation is provided for review to substantiate the above listed add LAMA to the list. There are LABAs and LAMAs on
our formulary that are on tier 2

requirements.
Commented [8]: would recommend removing all OCS
requirements from this- "c." and after "3 months..." d/t

If the above prior authorization criteria are met, Tezspire (tezepelumab) will be approved for up to 6 the inclusion criteria/requirementsiofithe original

studies. Different Indication than dupixent.

months.
Commented [9]: | think this may be too strict re:

corticosteroid use. from the original NAVIGATOR trial

"Patients were 12 to 80 years of age with physician-

Medical Necessity Criteria for Reauthorization e ieead s, wroled reaed meslus rid

Reauthorization for up to 12 months will be granted for members 12 years of age or older when recent et

chart documentation (within the past 6 months) is provided showing ALL of the following criteria are fluticasone propionate or equivalent) for at least 12

met: months before screening and at least one additional
1. The member’s asthma has improved on Tezspire (tezepelumab) treatment based upon the eamieler mediesiten, wilh er wileut ol
prescriber’s assessment as demonstrated by at least ONE of the following: glucocorticoids, for at least 3 months before the date of
a. Areduction in the frequency and/or severity of symptoms and exacerbations; or informed consent.”

b. A reduction in the daily maintenance oral corticosteroid dose; AND
| read this as they did not necessarily need to have

2. Clinical chart documentation is provided showing BOTH of the following: failed corticosteroids. Even if we are strict and they

a. Tezspire (tezepelumab) will not be used as monotherapy; and should have trialed corticosteroids regardless, | do not
. . . . R R think a majority of days is evidence based as the goal
b. Tezspire (tezepelumab) will not be used concomitantly with other biologics (e.g., is to minimize oral corticosteroids as much as possible.

Cingair, Fasenra, Nucala or Xolair) in the treatment of asthma; AND )
per the study PI "Patients were
3. Tezspire (tezepelumab) is being prescribed within the manufacturer’s published dosing required to have a history of 2 or more asthma
exacerbations requiring oral or injectable corticosteroid
treatment or 1
asthma exacerbation resulting in hospitalization in the
past 12 months." - indicating 1 use of corticosteroids
over the last 12 months. there was another study
where they looked at n=150 who were on daily
steroids, but this was a subgroup analysis, not a
requirement.

guidelines or falls within dosing guidelines found in a compendia of current literature.




Experimental or Investigational / Not Medically Necessary

Tezspire (tezepelumab) for any other indication is considered not medically necessary by the Plan, as it is

deemed to be experimental, investigational, or unproven. Non-covered indications include, but are not

limited to, the following:

° Atopic dermatitis (AD)
. Chronic rhinosinusitis with nasal polyps
° Chronic obstructive pulmonary disease (COPD)
. Chronic spontaneous urticaria
° Eosinophilic esophagitis (EoE)
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OSCOr Clinical Guideline

Oscar Clinical Guideline: Continuous Glucose Monitors (CGMs) Prescription Products (PG121, Ver. 6)

Continuous Glucose Monitors (CGMs) Prescription Products

Disclaimer

Clinical guidelines are developed and adopted to establish evidence-based clinical criteria for
utilization management decisions. Clinical guidelines are applicable according to policy and plan
type. The Plan may delegate utilization management decisions of certain services to third parties who

may develop and adopt their own clinical criteria.

Coverage of services is subject to the terms, conditions, and limitations of a member’s policy, as well
as applicable state and federal law. Clinical guidelines are also subject to in-force criteria such as the
Centers for Medicare & Medicaid Services (CMS) national coverage determination (NCD) or local
coverage determination (LCD) for Medicare Advantage plans. Please refer to the member’s policy
documents (e.g., Certificate/Evidence of Coverage, Schedule of Benefits, Plan Formulary) or contact

the Plan to confirm coverage.

Summary
Diabetes mellitus (DM) (commonly referred to as diabetes) is a chronic (long-term) medical condition
characterized by high blood glucose (sugar). This may be because the pancreas (an organ in the belly)
does not make enough insulin (a hormone), or because the body is not responding to insulin the way it
should. Insulin helps glucose get into cells in the body, giving it energy. With diabetes, sugar builds up
in the blood because the body stops responding to insulin, or because there is not enough of it.
Diabetes is broadly grouped into two types:

e Type 1 diabetes mellitus - the pancreas makes no insulin or a very small amount

e Type 2 diabetes mellitus - cells in the body do not respond to insulin the way they should;

sometimes, the pancreas also does not make enough insulin

Diabetes is usually managed by eating healthy foods, getting plenty of exercise, and sometimes with
medicines. Medicines are used to either control blood sugar or to lower the chance of problems that can

happen in the future because of diabetes. These medications can be insulin itself, or medications that



help the body make more insulin or help insulin do its job. In addition, Plan members who have been
diagnosed with Type 1 or 2 DM, and meet certain medical necessity criteria and standards of care
developed by the American Diabetes Association (ADA), may be eligible for specific supplies and
equipment subject to plan benefits, such as those used to monitor blood sugar and inject insulin.
Members with more advanced disease or those requiring more frequent insulin may qualify for

continuous glucose monitoring and specialized insulin delivery systems.

Continuous glucose monitoring (CGM) is a new way to monitor blood sugar for members who need it.
CGMs check blood sugar about every one to five minutes, show the reading, and alerts members when
blood sugar is not within the defined range. CGMs allow members to use the measurement, pattern or
trends, to make better decisions about lifestyle or medication changes. There are different types of
CGMs, such as:

e Professional CGM* - for use at prescriber’s offices, usually a specialist in managing diabetes.
They may also be given to members for a short time (e.g. a few days) in order to measure and
evaluate trends. These are products such as Freestyle Libre Pro, Dexcom Gé Pro, and iPro2
Professional.

e Combination CGMs and external insulin pumps* - integrated with an external insulin pump,
making available technology and functionality from both devices available to the member. These
are products such as Tandem T:slim X2 systems (using Dexcom Gé/7 or Freestyle Libre 2 Plus
CGM sensors), Medtronic MiniMed 630G (using Guardian Sensor 3), or MiniMed 780G (using
Guardian Sensor 4).

*not covered by Pharmacy Benefit. May be covered via Medical Benefit; please refer to Medical Clinical
Guideline (CG029) - Insulin Delivery Systems and Continuous Glucose Monitoring.

e Stand-alone CGM - a personal system for long-term use, providing ongoing measurements of
blood sugar levels, and readily available data.

e Over-the-Counter Continuous Glucose Monitoring Systems (OTC CGMs) - devices that have
been cleared by the FDA for sale without a prescription. They are designed to help certain
individuals monitor their glucose levels. OTC CGMs are not in-scope for this Oscar Clinical
Guideline. Coverage of OTC CGMs, if any, depends on a member's specific benefit policy.
Members should refer to their applicable benefit plan document to determine benefit availability

and the terms and conditions of coverage for OTC CGMs.

NOTE: This Pharmacy Clinical Guideline is specific to only stand-alone prescription CGMs; examples of
available, commonly prescribed products (not all-inclusive) are listed below in Table 1: Stand-alone

Prescription CGM Systems.


https://www.hioscar.com/medical/cg029

For information on medical necessity criteria of medical nutrition counseling, please refer to the
Plan’s Medical Clinical Guideline: Medical Nutrition Therapy (CG010).

For information on medical necessity criteria of diabetes equipment and supplies, please refer to
the Plan’s Medical Clinical Guideline: Diabetes Equipment and Supplies (CG028).

For the Plan’s Medical Clinical Guideline of professional diagnostic or short-term continuous
glucose monitoring and insulin pump delivery systems, please refer to the Plan’s Medical Clinical
Guideline: Insulin Delivery Systems and Continuous Glucose Monitoring (CG029).

The Plan also covers home glucose monitors and products for self-monitoring of blood sugar as
an alternative to CGMs. Please contact CVS/Caremark, the Plan's Prescription Benefit Manager,
to obtain a standard blood glucose meter from the preferred brand.

Coverage for OTC CGMs, if any, is determined by a member's specific benefit plan.

Table 1: Stand-alone Prescription CGM Systems

CGM System FDA-approved or Components Use Life
cleared for

Formulary Agents®

Receiver 1 year
Dexcom Gé at least two years old Sensor 10 days per sensor

Transmitter 90 days

Receiver about 3 years
Dexcom G7 at least two years old

Sensor 10 days per sensor
Non-Formulary Agents**

Sensor 14 days per sensor
Freestyle Libre 2 at least four years old

Reader about 3 years
FreeStyle Libre 2 Plus | at least two years old

Sensor 15-days per sensor
Freestyle Libre 3 at least four years old Sensor 14 days per sensor



https://www.hioscar.com/medical/cg010
https://www.hioscar.com/medical/cg028
https://www.hioscar.com/medical/cg029

Reader about 3 years
FreeStyle Libre 3 Plus | at least two years old

Sensor 15-days per sensor

Sensor 14 days per sensor
Freestyle Libre 14-day | =18 years old

Reader about 3 years

Medtronic Guardian
Connect

between the ages of 14
and 75 years old

Guardian Sensor 3

7 days per sensor

Guardian Connect
Transmitter

can be cleaned up to
122 times or one year,
whichever comes first

Senseonics Eversense
365

>18 years old

Eversense 365 Sensor”

365 days

Transmitter

1 year

"The Plan may review all requests made under the Medical or Pharmacy benefit against specific prior

authorization criteria, as applicable and at its discretion. Products considered Formulary or Preferred for

the Plan may still require a clinical prior authorization review. The Formulary status of these medications

may change over time. Always refer to the member’s Plan current Formulary for the most up-to-date

information.

“Subject to Plan’s Non-Formulary Products Criteria (PG069).

#The sensor insertion and removal procedures must be performed by a healthcare provider.

NOTE: This table provides a general overview of stand-alone prescription CGM systems for

informational purposes only.

e Itis not exhaustive and does not reflect all potential variations among devices. Features may

vary by specific device and manufacturer. Always refer to the most up-to-date FDA-

approved/cleared labeling.

e The Plan requires that members meet specific medical necessity criteria for coverage of

Continuous Glucose Monitoring Systems (CGMS). This includes demonstrating inability to use,

or documented trial and failure of, the Formulary and preferred system(s) before considering

non-preferred or non-formulary options.

o The order of CGM systems in this table does not indicate preference or tier status.

o For specific coverage information, please refer to the applicable formulary and the

member's benefit plan documents.




Definitions

“Insulin” is a hormone made by the beta cells of the pancreas. Insulin allows glucose to enter the cells in
the body for use in energy production, and when it is inadequate, the sugar remains in the blood
leading to diabetes. There are a variety of oral and parenteral medications that can increase insulin
production, increase the body’s sensitivity to existing insulin and reduce blood sugar. Insulin can also be

injected or infused when lifestyle changes and non-insulin medications are inadequate.

“Type 1 Diabetes” is an autoimmune condition that occurs when the beta cells of the pancreas are
unable to produce enough insulin and therefore blood glucose cannot enter cells to be used for energy.
Type 1 diabetes is often referred to as “insulin-dependent” because these patients require insulin daily

to maintain their blood glucose at acceptable levels.

“Type 2 Diabetes” is a condition that occurs when either the pancreas doesn't produce enough insulin
or the body cells become resistant to insulin. Type 2 diabetes is much more common than Type 1, and is
often treated with combinations of lifestyle changes and non-insulin medications, although insulin can be

required later in the disease course. Many individuals with Type 2 Diabetes are “insulin-requiring”.

“Blood Glucose” is the main sugar found in the blood and the body's main source of energy. It is also
called glucose or blood sugar. The blood level of glucose is noted in milligrams per deciliter (mg/dL).
When blood sugar is too high for long periods of time, complications can occur as a result of blood

vessel damage.

“Blood Glucose Monitors” are small, portable machines used to check blood glucose levels in the
ambulatory setting. A member will prick his/her fingertip and place a small sample of blood into the
device for a glucose reading. There are a number of different types of blood glucose monitors for

specialized situations, such as those for members with visual impairments.

"Continuous Glucose Monitoring (CGM)" serves as an alternative to self-monitoring of blood glucose
(SMBQG) with a home glucose monitor for patients who have diabetes and require multiple daily

measurements.

"External Continuous Subcutaneous Insulin Infusion (CSIl) Pumps” or “Insulin Infusion Pumps” are
non-implantable insulin-delivery devices that can be worn on a belt, kept in a pocket, or attached

directly to the skin. An insulin pump connects to narrow, flexible plastic tubing that ends with a needle



inserted just under the skin. Users set the pump to give a basal amount of insulin continuously
throughout the day. Pumps release bolus doses of insulin (several units at a time) at meals and at times
when blood glucose is too high, based on programming done by the user. Insulin infusion pumps serve
as an alternative to multiple daily injections of insulin. The infusion cannula should be changed every 2-3
days to avoid lipid hypertrophy at the infusion site. Insulin infusion pumps can be differentiated by

programmable/non-programmable, disposable/reusable, and subcutaneous/transdermal/implantable.

“Gestational Diabetes Mellitus (GDM)” is a type of diabetes mellitus that develops only during
pregnancy and usually disappears upon delivery, but increases the risk that the mother will develop

diabetes later. GDM is managed with meal planning, activity, oral agents, and, in some cases, insulin.

“Hemoglobin Alc (HbA1c)” is a test that measures a person's average blood glucose level over the
past 2 to 3 months. It is also known as “Alc” or “glycosylated hemoglobin”. Alc should be measured at
least twice annually for stable glycemic control and at least quarterly for unstable glycemic control. Alc
test results may be affected by age, certain conditions, ethnicity, genetic traits, and pregnancy; the ADA
recommends that treating providers review for discrepancies between Alc results and blood glucose

results.

“Hyperglycemia” is excessive blood glucose. Fasting hyperglycemia is blood glucose above a desirable
level after a person has fasted for at least 8 hours. Postprandial hyperglycemia is blood glucose above a

desirable level 1 to 2 hours after a person has eaten.

"Hypoglycemia” is a condition that occurs when one's blood glucose is lower than normal, usually less
than 70 mg/dL. Signs include hunger, nervousness, shakiness, perspiration, dizziness or lightheadedness,
sleepiness, and confusion. If left untreated, hypoglycemia may lead to unconsciousness. Hypoglycemia is
treated by consuming a carbohydrate-rich food such as a glucose tablet or juice. It may also be treated

with an injection of glucagon if the person is unconscious or unable to swallow.

“Hypoglycemia Unawareness” is a state in which a person does not feel or recognize the symptoms of
hypoglycemia. People who have frequent episodes of hypoglycemia may no longer experience the

warning signs of it.

Medical Necessity Criteria for Authorization

The Plan considers Continuous Glucose Monitoring Systems (CGMS) and its components medically

necessary when ALL the following criteria are met as applicable below:



Medical Necessity Criteria for Initial Authorization

The Plan considers Continuous Glucose Monitoring Systems and its components medically necessary

when ALL of the following criteria are met:
1. The requested device is age-appropriate for the member based on the U.S. Food and Drug
Administration (FDA) approval/clearance; AND
2. The member has a documented diagnosis of diabetes mellitus; AND
3. Long-term continuous glucose monitoring is needed for the member’s diabetes management, as
evidenced by clinical documentation in the past 6 months showing ALL of the following:
a. The member has documented adherence to diabetic treatment plan and can be trained
to use a CGM; and
i.  The member requires blood glucose checks daily; and
b. The member meets at least ONE of the following:
i.  Type 1 diabetes; or
i. Type 2 diabetes treated with insulin who have hemoglobin A1c above goal,
despite appropriate changes in insulin therapy and compliance with the
treatment plan; or
iii. Pregnant; or
iv.  Problematic hypoglycemia, defined as having a history of:
1. Frequent/severe hypoglycemia; or
2. Nocturnal hypoglycemia; or
3. Hypoglycemia unawareness; or
4. Severe hypoglycemia (=2 episodes with blood glucose <54 mg/dL in
the past 30 days); AND
4. The requested product is for ONE of the following:
The Plan’s preferred CGMS; or
b. The Plan’s non-preferred CGMS AND the member is unable to use, or has tried and
failed the Plan’s preferred CGMS; or
c. A non-formulary CGMS, AND the member meets BOTH of the following criteria:
i is unable to use or has tried and failed ALL of the Plan’s Formulary CGMS; and
ii. IF the request is for, or a component of, the Senseonics Eversense 365 system,
ALL of the following are met:
1. The member has inadequate glycemic control despite compliance, with
trial and failure of ONE of the following:
a. Standard blood glucose monitors with frequent self-monitoring

finger sticks; or



b. Flash glucose monitoring; or

c. Continuous glucose monitoring (non-implantable); or

d. Allergy to adhesive or other materials in non-implantable CGM
devices; and

2. The insertion and removal of the glucose sensor in the upper arm will be
conducted by a healthcare practitioner; and
3. The member does not have ANY of the following contraindications:
Critically ill or hospitalized; or

b. Expecting to undergo an MRI (magnetic resonance imaging)
procedure! within 365 days for Eversense 365; or
INOTE: The Eversense Smart Transmitter is MR Unsafe and
MUST BE REMOVED before undergoing an MRI procedure. The
Eversense Sensor is MR Conditional under specific conditions.
MRI staff should be informed about implanted sensors before
any MRI procedure.

c. Has another active implantable device, e.g., an implantable
defibrillator (passive implants are allowed, e.g., cardiac stents);
or

d. History of dexamethasone or dexamethasone acetate
contraindication, or allergies to systemic glucocorticoids; or

e. Need mannitol or sorbitol intravenously, or as a component of
an irrigation solution or peritoneal dialysis solution; or

f. Pregnant or nursing, unless the potential benefits of CGM use
outweigh the risks, as determined by the prescribing physician;
or

g. Receiving immunosuppressant therapy, chemotherapy, or
anticoagulant therapy, unless specifically approved by the
prescribing physician in consultation with the healthcare

practitioner performing the sensor insertion.

If the above prior authorization criteria are met, the requested Continuous Glucose Monitoring

System and its components will be approved as follows:

e For non-pregnant members, approve for 12 months

e For pregnant members, approve through the end of pregnancy plus 4 weeks postpartum in

accordance with the expected delivery date




Medical Necessity Criteria for Reauthorization

The Plan considers reauthorization requests (including members who have been on the CGMS prior to

enrollment with the Plan) for Continuous Glucose Monitoring Systems and its components medically

necessary when ALL of the following criteria are met:

1. The member continues to meet the above applicable Initial Authorization criteria; AND

2. There is documented provider evaluation within the last 6 months that demonstrates the

member's adherence to their diabetic treatment plan and devices. This evaluation should assess

the member's compliance with the prescribed treatment regimen and use of the CGMS, defined

as documentation indicating ANY of the following:

a. confirmed improvement in glycemic management or time in range compared to

previous fingerstick or CGM monitoring alone. This improvement should be

documented and show that the CGMS has contributed to better glycemic control for the

member, such as:

iv.

Sustained reduction in HbA1c of = 0.5%; or
Increased time with glucose levels between 70-180 mg/dL; or
Reduced glycemic variability; or

Decreased frequency or severity of hypoglycemic episodes; or

b. the member is effectively utilizing the CGM, defined as sensor wear of more than 70% of

the time; or

c. the member is consistently using the CGMS as intended and benefiting from its

continuous monitoring capabilities.

If the above prior authorization criteria are met, the requested Continuous Glucose Monitoring

System and its components will be approved for 12 months.

Medical Necessity Criteria for Requests to Switch Continuous Glucose Monitoring Systems

The Plan considers requests to switch Continuous Glucose Monitoring Systems medically necessary if

the member meets ONE of the following:

1. The member has an allergy or reaction to their current CGM system adhesive or components

that is unable to be managed or resolved; OR

2. The member requires a switch to a CGM system compatible with their insulin pump or

automated insulin delivery system; OR



3. For members enrolled in an Oscar-designated disease management program - the member
requires a switch to a CGMS meeting designated program requirements (i.e., switch their non-

Dexcom Glucose Monitor to a Dexcom branded CGM device).

If the above switch criteria are met, the requested replacement Continuous Glucose Monitoring

System and its components will be approved for the remaining duration of the member’s current

authorization period.

Exception Criteria for Additional Receivers/Readers (see Table 1: Stand-alone Prescription CGM
Systems)

The Plan recognizes that there may be situations where an additional receiver/reader for a covered
stand-alone Continuous Glucose Monitoring (CGM) system is needed prior to the 3-year replacement
period for select products. In such cases, the following criteria must be met:

1. The currently owned receiver/reader must be non-functional and unable to be repaired or
replaced by the manufacturer. Documentation should clearly indicate that the receiver/reader is
no longer operational and cannot be fixed or replaced.

2. The member or healthcare provider must have made reasonable attempts to troubleshoot and
resolve the issue with the non-functional receiver/reader. Documentation should demonstrate
the efforts made to troubleshoot the device and the inability to repair or replace it.

NOTE: Replacement is limited to one receiver/reader per 3-year. Exceptions may be considered
for special populations, such as children who may accidentally damage the device within the 3-

year period.

Experimental or Investigational / Not Medically Necessary

Continuous Glucose Monitoring Systems and its components for any other indication or use is
considered not medically necessary by the Plan, as it is deemed to be experimental, investigational, or
unproven. Additionally, the Plan does not consider medically necessary the replacement or repair of

units or associated equipment when lost or damaged due to neglect or improper care.

Appendix
A. Over-the-Counter Continuous Glucose Monitoring Systems (OTC CGMs)

Recent FDA clearances have introduced over-the-counter (OTC) Continuous Glucose Monitoring

Systems (CGMs) to the market. OTC CGMs are continuous glucose monitoring systems that can be
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purchased without a prescription. They are generally designed for use by individuals aged 18 and older
who do not use insulin to manage their diabetes.
e OTC CGMs are not covered under this clinical policy. Coverage of OTC CGMs, if any, depends
on a member's specific benefit policy. Members should refer to their applicable benefit plan

document to determine benefit availability and the terms and conditions of coverage for OTC

CGMs.
Table 2: Key Differences from Prescription CGMs
Feature OTC CGMs Prescription CGMs
User Age =18 years Varies (may include pediatric use)
Insulin Use Not for insulin users Often indicated for insulin users
Glucose Range | May be limited Typically broader
Alerts Generally no alerts May include customizable alerts
Data Sharing May have limited options Often include robust sharing features
Integration Not for use with insulin delivery May integrate with insulin pumps/AID
systems systems

NOTE: This table provides a general comparison between OTC and prescription CGMs for
informational purposes only. It is not exhaustive and does not reflect all potential differences or
variations among devices. Features may vary by specific device and manufacturer. This information does
not constitute medical advice or endorsement of any particular product. Always consult with a

healthcare professional for personalized advice on glucose monitoring options.
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Table 3: FDA-Cleared OTC CGM Devices

Feature Dexcom Stelo Abbott Lingo Glucose Abbott Libre Rio
Glucose Biosensor System Continuous Glucose
System Monitoring System
Intended Use Adults 18 years and Adults 18 years and older | Non-insulin using persons
older not on insulin not on insulin age 18 and older
Sensor Life Up to 15 days Up to 14 days Up to 14 days
Glucose Range 55-200 mg/dL 40-400 mg/dL 40-400 mg/dL
Special Features | - Readings updated - Helps detect - Detects trends and tracks
every 15 minutes euglycemic and patterns
- Extended 12-hour dysglycemic glucose - Aids in detection of
grace period after 15 levels euglycemia, hyperglycemia,
days - May help users and hypoglycemia
understand lifestyle
impacts on glucose
FDA Clearance K234070 K233655 K233861

NOTE: This table provides a summary of FDA-cleared OTC CGM devices as of October 2024 for
informational purposes only. It is not intended to be a comprehensive comparison or to recommend any
particular device. Information is based on publicly available data and may not reflect the most current
product specifications or features. These devices are not covered under this clinical policy, and their
inclusion here does not imply coverage or endorsement. Members should consult the official product
documentation, their healthcare provider, and their benefit plan for the most up-to-date and relevant

information regarding these devices and their potential use.
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OSCOr Clinical Guideline

Oscar Clinical Guideline: Disposable Insulin Pump Devices (PG127, Ver. 4)

Disposable Insulin Pump Devices

e Omnipod DASH Insulin Management System
e Omnipod 5 Automated Insulin Delivery System
e Omnipod GO

Disclaimer

Clinical guidelines are developed and adopted to establish evidence-based clinical criteria for
utilization management decisions. Clinical guidelines are applicable according to policy and plan
type. The Plan may delegate utilization management decisions of certain services to third parties who

may develop and adopt their own clinical criteria.

Coverage of services is subject to the terms, conditions, and limitations of a member’s policy, as well
as applicable state and federal law. Clinical guidelines are also subject to in-force criteria such as the
Centers for Medicare & Medicaid Services (CMS) national coverage determination (NCD) or local
coverage determination (LCD) for Medicare Advantage plans. Please refer to the member’s policy
documents (e.g., Certificate/Evidence of Coverage, Schedule of Benefits, Plan Formulary) or contact

the Plan to confirm coverage.

Summary
Diabetes mellitus (DM), commonly referred to as diabetes,is a chronic (long-term) medical condition
characterized by high blood glucose (sugar). This may be because the pancreas (an organ in the belly)
does not make enough insulin (a hormone), or because the body is not responding to insulin the way it
should. Insulin helps glucose get into cells in the body, giving it energy. With diabetes, sugar builds up
in the blood because the body stops responding to insulin, or because there is not enough of it.
Diabetes is broadly grouped into two types:

e Type 1 diabetes mellitus - the pancreas make no insulin, or a very small amount

e Type 2 diabetes mellitus - cells in the body do not respond to insulin the way they should;

sometimes, the pancreas also does not make enough insulin



Diabetes is usually managed by eating healthy foods, getting plenty of exercise, and sometimes with
medicines. Medicines are used to either control blood sugar, or to lower the chance of problems that
can happen in the future because of diabetes. These medications can be insulin itself, or medications
that help the body make more insulin or help insulin do its job. In addition, Plan members who have
been diagnosed with Type 1 or 2 DM, and meet certain medical necessity criteria and standards of care
developed by the American Diabetes Association (ADA), may be eligible for specific supplies and
equipment subject to plan benefits, such as those used to monitor blood sugar and inject insulin.
Members with more advanced disease or those requiring more frequent insulin may qualify for

continuous glucose monitoring and specialized insulin delivery systems.

This Pharmacy Clinical Guideline is specific to only Disposable Insulin Pump Devices listed in Table 1
below.
e For the Plan’s Medical Clinical Guideline on medical necessity criteria of:
o diabetes equipment and supplies, see Oscar Clinical Guideline: Diabetes Equipment
and Supplies (CG028).
o continuous glucose monitoring, implantable continuous glucose monitoring, and insulin
infusion pumps, see Oscar Clinical Guideline: Insulin Delivery Systems and Continuous
Glucose Monitoring (CG029).
e For the Plan’s Pharmacy Clinical Guideline for Stand-alone CGM Systems, please refer to Oscar
Clinical Guideline: Continuous Glucose Monitors (CGMs) (PG121).
e The Plan also covers home glucose monitors and products for self-monitoring of blood sugar as
an alternative to CGMs. Please contact CVS/Caremark, the Plan's Prescription Benefit Manager,

to obtain a standard blood glucose meter from the preferred brand.

Table 1: Disposable Insulin Pump Devices

Systems Components Use Life

Personal Diabetes Manager | every 5 years (warranty covers first 4

(PDM) years of life)
Omnipod DASH Insulin Up to 3 days (48-72 hours) or after
Management System Pods delivering 200 units of insulin

(whichever comes first)

Contour Next One Blood Glucose Monitor (separate but compatible)

every 2 years (based on 300-500
Omnipod 5 System Controller charge cycles) with typical use




Starter kit shelf life of 18 months

Up to 3 days (48-72 hours) or after
Pods delivering 200 units of insulin
(whichever comes first)

Dexcom Gé6 and Dexcom G7 Continuous Glucose Monitor (separate
but compatible with the pod)

Freestyle Libre 2 Plus Sensor (separate but compatible with Omnipod
5 App)

Omnipod GO Pods 3 days

NOTE: V-Go (20, 30, 40) Disposable Insulin Delivery Device is a Non-Formulary product and is subject to
Oscar Clinical Guideline: Medical Necessity Criteria for Non-Formulary Products (PG069).

Definitions

“Insulin” is a hormone made by the beta cells of the pancreas. Insulin allows glucose to enter the cells in
the body for use in energy production, and when it is inadequate, the sugar remains in the blood
leading to diabetes. There are a variety of oral and parenteral medications that can increase insulin
production, increase the body’s sensitivity to existing insulin and reduce blood sugar. Insulin can also be

injected or infused when lifestyle changes and non-insulin medications are inadequate.

“Type 1 Diabetes” is an autoimmune condition that occurs when the beta cells of the pancreas are
unable to produce enough insulin and therefore blood glucose cannot enter cells to be used for energy.
Type 1 diabetes is often referred to as “insulin-dependent” because these patients require insulin daily

to maintain their blood glucose at acceptable levels.

“Type 2 Diabetes” is a condition that occurs when either the pancreas doesn't produce enough insulin
or the body cells become resistant to insulin. Type 2 diabetes is much more common than Type 1, and is
often treated with combinations of lifestyle changes and non-insulin medications, although insulin can be

required later in the disease course. Many individuals with Type 2 Diabetes are “insulin-requiring”.

"Blood Glucose” is the main sugar found in the blood and the body's main source of energy. It is also
called glucose or blood sugar. The blood level of glucose is noted in milligrams per deciliter (mg/dL).
When blood sugar is too high for long periods of time, complications can occur as a result of blood

vessel damage.




“Blood Glucose Monitors” are small, portable machines used to check blood glucose levels in the
ambulatory setting. A member will prick his/her fingertip and place a small sample of blood into the
device for a glucose reading. There are a number of different types of blood glucose monitors for

specialized situations, such as those for members with visual impairments.

“Continuous Glucose Monitoring (CGM)” serves as an alternative to self-monitoring of blood glucose
(SMBQG) with a home glucose monitor for patients who have diabetes and require multiple daily

measurements.

“Hemoglobin Alc (HbA1c)” is a test that measures a person's average blood glucose level over the
past 2 to 3 months. It is also known as “A1C" or “glycosylated hemoglobin”. A1C should be measured
at least twice annually for stable glycemic control and at least quarterly for unstable glycemic control.
A1C test results may be affected by age, certain conditions, ethnicity, genetic traits, and pregnancy; the
ADA recommends that treating providers review for discrepancies between Alc results and blood

glucose results.

“Hyperglycemia” is excessive blood glucose. Fasting hyperglycemia is blood glucose above a desirable
level after a person has fasted for at least 8 hours. Postprandial hyperglycemia is blood glucose above a

desirable level 1 to 2 hours after a person has eaten.

"Hypoglycemia” is a condition that occurs when one's blood glucose is lower than normal, usually less
than 70 mg/dL. Signs include hunger, nervousness, shakiness, perspiration, dizziness or lightheadedness,
sleepiness, and confusion. If left untreated, hypoglycemia may lead to unconsciousness. Hypoglycemia is
treated by consuming a carbohydrate-rich food such as a glucose tablet or juice. It may also be treated

with an injection of glucagon if the person is unconscious or unable to swallow.

“Hypoglycemia Unawareness” is a state in which a person does not feel or recognize the symptoms of
hypoglycemia. People who have frequent episodes of hypoglycemia may no longer experience the

warning signs of it.

Medical Necessity Criteria for Initial Authorization
Omnipod DASH and Omnipod 5

The Plan considers Omnipod DASH and Omnipod 5 and its components medically necessary when

ALL of the following criteria are met:

1. Prescribed by or in consultation with an endocrinologist or diabetes specialist; AND



2. The member has a diagnosis of diabetes mellitus; AND
3. Recent chart documentation within the last six (6) months of the request is provided showing
BOTH of the following:
a. The member self-monitors blood glucose at least three (3) times per day, OR is using a
continuous glucose monitor (CGM); and
b. The member meets ONE of the following:
i. s currently using an insulin pump; or
ii.  uses atleast three (3) insulin injections per day AND BOTH of the following:

1. The member or caregiver has completed a comprehensive diabetes
education program; and
2. The member meets ONE of the following:

Diagnosis of type-1 diabetes; or

b. A child, where multiple daily insulin injections would be
impractical or inappropriate; or

c. Complications of inadequate glycemic control (e.g., neuropathy,
nephropathy, retinopathy) indicative of more intensive insulin
regimens; or

d. Dawn phenomenon unresponsive to management with long-
acting insulin agents (e.g., insulin glargine or detemir); or

e. Forinitial requests, HoAlc greater than 7%, despite an
adequate regimen of multiple daily injections; or

f.  Hypoglycemic episodes requiring third-party assistance (e.g.,
seizure, loss of consciousness, glucagon administration,
transport to an emergency room, hospitalization); or

g. Recurrent hypoglycemia (<70 mg/dL on at least two occasions
despite adherence to recommended diabetic treatment plan);
or

h. Pregnancy or planning for pregnancy; or

i.  Wide swings in blood glucose values before meal time (e.g.,
regular fluctuations of preprandial blood glucose to levels <70
mg/dL and/or >140 mg/dL); AND

4. The product being requested meets ONE of the following:
a. is being prescribed for use within the Plan’s Quantity Limit of:
i. Starter Kit - 1 Kit per 4-years; or
ii. Pods Refill Pack - 10 Pods per month (i.e. 2 boxes, 5 Pods per box); or



Omnipod GO

b.

if the requested dosing instructions exceeds the Plan’s Quantity Limit AND a valid
clinical rationale is provided demonstrating medical necessity (e.g., for 48-hour Pod

change).

The Plan considers the Omnipod GO Insulin Delivery Device medically necessary when ALL of the

following criteria are met:

1.

The medication is prescribed by or in consultation with an endocrinologist or diabetes specialist;

AND

The member is 18 years of age or older; AND

The member has a confirmed diagnosis of type 2 diabetes mellitus; AND

The member meets ALL of the following:

Has completed a comprehensive diabetes education program; and

Self-monitors blood glucose at least three (3) times per day, OR is using a continuous
glucose monitor (CGM); and

Does not require the ability to deliver bolus doses of insulin or utilize variable basal
delivery rates; and

In conjunction with their treating provider, has determined that a pre-set continuous
basal insulin delivery rate of 10, 15, 20, 25, 30, 35 or 40 units per day via the Omnipod
GO system is appropriate to manage their diabetes; AND

5. The member has suboptimal glycemic control despite adherence to their current insulin

regimen, as evidenced by any ONE of the following:

Frequent hypoglycemia; or
Hemoglobin A1c > 7.0%; or
Significant glucose variability (i.e., fluctuations) based on self-monitoring or continuous

glucose monitoring (CGM) data; AND

6. The requested quantity of Omnipod GO meets ONE of the following:

a.

Is within the Plan's Quantity Limit of 10 Pods per 30-days (or 30 Pods per 90-days); or

b. The requested quantity exceeds the Plan's Quantity Limit, and a valid clinical rationale is

provided demonstrating medical necessity.

If the above prior authorization criteria are met, the requested Disposable Insulin Pump Device will

be approved for up to 12 months.




Medical Necessity Criteria for Reauthorization

The Plan considers reauthorization requests for Disposable Insulin Pump Devices medically necessary

when ALL of the following criteria are met:
1. The member continues to meet all Initial Authorization criteria; AND
2. There is documented provider evaluation within the last 6 months demonstrating BOTH of the
following:
a. The member’s adherence to their diabetic treatment plan and insulin pump therapy;
AND
b. Improvement in glycemic control from baseline, as evidenced by any ONE of the
following:
i.  Reduction in hemoglobin Alc; or
ii.  Reduction in frequency or severity of hypoglycemia episodes; or
ii.  Reduction in glycemic variability; or

iv.  Achievement of individual glycemic targets.

If the above prior authorization criteria are met, the requested Disposable Insulin Pump Device will

be approved for up to 12 months.

Experimental or Investigational / Not Medically Necessary

The Plan considers the use of Disposable Insulin Pump Devices (Omnipod DASH, Omnipod 5, and
Omnipod GO) experimental, investigational, or unproven, and therefore not medically necessary, in the
following circumstances:

e Use of the devices for any indication or purpose other than those specifically listed in the Initial
Authorization criteria.

e Use of the devices in combination with medications other than insulins (e.g., Novolog, Fiasp,
Humalog, Lyumjev, Admelog) that have been tested and found to be compatible with the
devices.

e Use of Omnipod GO in individuals under 18 years of age or those with type 1 diabetes, as the

safety and effectiveness of the device have not been established in these populations.

Additionally, the Plan does not consider medically necessary the replacement or repair of Disposable
Insulin Pump Devices when lost or damaged due to neglect, misuse, or improper care. Replacement may
be approved when the device meets ALL of the following:

1. Is malfunctioning; AND

2. lIs out of warranty; AND

3. Cannot be furbished.
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Oscar Clinical Guideline: Azstarys (serdexmethylphenidate and dexmethylphenidate) (PG130, Ver. 3)

Azstarys (serdexmethylphenidate and dexmethylphenidate)

Disclaimer

Clinical guidelines are developed and adopted to establish evidence-based clinical criteria for
utilization management decisions. Clinical guidelines are applicable according to policy and plan
type. The Plan may delegate utilization management decisions of certain services to third parties who

may develop and adopt their own clinical criteria.

Coverage of services is subject to the terms, conditions, and limitations of a member’s policy, as well
as applicable state and federal law. Clinical guidelines are also subject to in-force criteria such as the
Centers for Medicare & Medicaid Services (CMS) national coverage determination (NCD) or local
coverage determination (LCD) for Medicare Advantage plans. Please refer to the member’s policy
documents (e.g., Certificate/Evidence of Coverage, Schedule of Benefits, Plan Formulary) or contact
the Plan to confirm coverage.

Summary

Attention Deficit Hyperactivity Disorder (ADHD) is a disorder that is often characterized by difficulty with
paying attention, hyperactivity, impulsivity, and poor self-control. It is a neurological condition that
affects an individual’s development and functioning, often impacting their academic performance and
social relationships. The cause of ADHD is still unknown, however it is believed to be genetically linked

and has been associated with a range of environmental and lifestyle factors.

Symptoms of ADHD can vary from person to person, and can be further divided into three primary
categories: inattention, hyperactivity, and impulsivity. Inattention symptoms may include a lack of focus,
not listening when spoken to, difficulty following instructions, disorganization, and easily distracted.
Hyperactivity symptoms may include fidgeting, talking excessively, and a need for constant activity or
motion. Impulsivity symptoms can include difficulty waiting for their turn, blurting out answers, and

interrupting others.

Treatment for ADHD is often a combination of counseling and medication, depending on the individual

and the severity of their symptoms. Cognitive Behavioral Therapy (CBT) is often used to help those with



ADHD better manage their thoughts and behaviors, while medications such as stimulants, nonstimulants,
and antidepressants can help regulate dopamine levels, which often play an important role in the

disorder.

Azstarys is a combination medication consisting of two drugs, serdexmethylphenidate (a prodrug of
dexmethylphenidate) and dexmethylphenidate, and is used for the treatment of Attention Deficit
Hyperactivity Disorder (ADHD). This medication is indicated for children aged 6-17 years, as well as
adults aged 18-65 years (Azstarys was not studied in those > 65 years of age). Azstarys is a stimulant, and
works by increasing levels of neurotransmitters in the brain that are associated with concentration, focus,

and impulse control. It works quickly, with effects typically felt within an hour after taking the medication.

Definitions
“ Attention Deficit Hyperactivity Disorder (ADHD)" is a mental health disorder characterized by
difficulty paying attention, impulsivity, and hyperactivity.

“Hyperactivity” refers to excessive activity or restlessness, often expressed as difficulty sitting still,

fidgeting, or talking excessively.

“Impulsivity” refers to difficulty controlling impulses, often expressed as interrupting others, blurting out

answers, or making decisions without thinking.

“Inattention” refers to difficulty with paying attention, difficulty sustaining attention, or difficulty

concentrating on tasks.

“Stimulant” medications refer to the class of medications used primarily for ADHD that increase the
neurotransmitters dopamine and norepinephrine (chemicals in the brain). Stimulants typically fall under
the class of amphetamines or methylphenidates, and predominantly work by increasing alertness,

focus, and attention.

Medical Necessity Criteria for Initial Authorization

The Plan considers Azstarys (serdexmethylphenidate and dexmethylphenidate) medically necessary

when ALL of the following criteria are met:
1. The member is 6 years of age or older; AND
2. The member has a diagnosis of attention-deficit/hyperactivity disorder (ADHD) per the
Diagnostic and Statistical Manual of Mental Disorders, Fifth Edition (DSM-5) criteria; AND



3. The member is unable to use or has adequately tried and failed TWO preferred (long-acting)
once-daily stimulant preparation alternatives (e.g., generic Adderall XR, Concerta, Focalin XR,
Metadate CD, Ritalin LA); AND

4. Clinical chart documentation is provided for review to substantiate the above listed

requirements.

If the above prior authorization criteria are met, the requested medication will be approved for 12

months.

Medical Necessity Criteria for Reauthorization
Reauthorization for 12 months will be granted if recent chart documentation (within the last 6 months)
shows that the member has experienced clinical benefit(s) to the requested medication as evidenced by

ONE (1) of the following:

1. Achievement of target functional goals established at the onset of therapy (e.g., improved
academic performance, relationships (e.g., peer, sibling), safety in the community); OR

2. Improvements in core symptoms of inattention and hyperactivity/impulsivity.

Experimental or Investigational / Not Medically Necessary

Azstarys (serdexmethylphenidate and dexmethylphenidate) for any other indication is considered not

medically necessary by the Plan, as it is deemed to be experimental, investigational, or unproven.
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Oscar Clinical Guideline: Furoscix (furosemide) 8mg/1mL Solution for injection [On-Body Infusor]

(PG132, Ver. 4)

Furoscix (furosemide) 8mg/1mL Solution for injection [On-Body Infusor]

Disclaimer

Clinical guidelines are developed and adopted to establish evidence-based clinical criteria for
utilization management decisions. Clinical guidelines are applicable according to policy and plan
type. The Plan may delegate utilization management decisions of certain services to third parties who

may develop and adopt their own clinical criteria.

Coverage of services is subject to the terms, conditions, and limitations of a member’s policy, as well
as applicable state and federal law. Clinical guidelines are also subject to in-force criteria such as the
Centers for Medicare & Medicaid Services (CMS) national coverage determination (NCD) or local
coverage determination (LCD) for Medicare Advantage plans. Please refer to the member’s policy
documents (e.g., Certificate/Evidence of Coverage, Schedule of Benefits, Plan Formulary) or contact

the Plan to confirm coverage.

Summary

Chronic heart failure (CHF) is a common yet complex clinical syndrome. It affects millions of people every
year and can be a debilitating condition. CHF is a progressive disorder of the heart characterized by an
inability of the heart to pump enough blood to meet the needs of the body. This results in symptoms
such as shortness of breath, fatigue, and edema. Treatment of CHF is multifactorial and includes lifestyle

modifications, pharmacologic interventions, and device therapy.

Fluid overload is a common problem in patients with New York Heart Association (NYHA) Class II-IV
chronic heart failure and can lead to increased morbidity and mortality if not properly managed.
Treatment of fluid overload in these patients involve a combination of non-pharmacological and
pharmacological measures. Pharmacological measures include the use of Angiotensin-converting
enzyme (ACE) inhibitors, angiotensin receptor blockers (ARBs), angiotensin receptor neprilysin inhibitor
(ARNIs), beta-blockers, loop diuretics, and thiazide diuretics. These medications can help reduce blood
pressure, reduce oxygen demand on the health, reduce fluid overload and improve symptoms. In

addition, aldosterone antagonists may also be used if other measures are inadequate.



Furoscix (furosemide) is indicated for the treatment of congestion due to fluid overload in adult patients
with chronic heart failure.

e Furoscix is not indicated for use in patients with acute pulmonary edema.

e Furoscix is intended for outpatient treatment.

e The product is supplied in a single-dose prefilled cartridge for subcutaneous infusion co-
packaged with the On-body Infusor. Each single-use on-body infusor contains 80 mg of Furoscix
(furosemide)per 10 mL single-dose prefilled cartridge. It is designed to deliver a pre-
programmed dose of 30 mg of Furoscix (furosemide) over the first hour, then 12.5 mg per hour
for the subsequent 4 hours.

e Furoscix (furosemide) is not for chronic use, and should be replaced with oral diuretics as soon as

practical.

Definitions
“Anuria” is a medical term used to describe a condition in which a person's kidneys stop producing
urine, or produce very little urine. Specifically, anuria is defined as the production of less than 50

milliliters of urine per day in adults.

“Ascites” is a medical condition in which fluid accumulates in the abdominal cavity, causing abdominal
swelling and discomfort. Ascites can be a complication of a variety of underlying health problems,

including liver disease, heart failure, and certain types of cancer.

“Chronic heart failure (CHF)" is a medical condition in which the heart is unable to pump enough blood
to meet the body's needs. It occurs when the heart muscle is weakened or damaged, resulting in
decreased blood flow to the organs and tissues. CHF can be caused by a variety of factors, including

coronary artery disease, hypertension, heart valve disease, and cardiomyopathy.

“Cirrhosis” is a chronic liver disease that results from damage to liver cells and the formation of scar
tissue in the liver. This can lead to a variety of symptoms and complications, including jaundice, fatigue,

fluid retention, and an increased risk of liver cancer.

“Diuretic” is a medication that promotes the excretion of excess water and salt from the body through
the kidneys, thereby increasing urine output. Diuretics are commonly used to treat conditions such as

high blood pressure, heart failure, and edema. Diuretics can be classified into several categories based



on their mechanism of action, such as loop diuretics, thiazide diuretics, potassium-sparing diuretics, and

osmotic diuretics.

“Edema” refers to the swelling of the body's tissues, typically due to the accumulation of excess fluid. In
the context of heart failure, edema often occurs in the legs, ankles, and feet, but it can also affect the
abdomen, lungs, and other parts of the body. Edema is caused by an imbalance in the body's fluid

levels, which can result from the heart's inability to pump blood effectively.

“Parenteral” is a term used to describe medications or nutrients that are delivered into the body
through non-oral routes, such as injection or infusion. This is in contrast to enteral administration, which
involves delivering medications or nutrients through the digestive system, such as by mouth or through a

feeding tube.

“The New York Heart Association (NYHA) classification system” is used to assess the severity of heart
failure symptoms. It is based on a patient's ability to carry out physical activity without experiencing
symptoms such as shortness of breath or fatigue. The NYHA classification system has four stages:
e NYHA class I: No limitation of physical activity. Ordinary physical activity does not cause
symptoms of heart failure.
e NYHA class Il: Slight limitation of physical activity. Comfortable at rest, but ordinary physical
activity results in symptoms of heart failure.
e NYHA class Ill: Marked limitation of physical activity. Comfortable at rest, but less than ordinary
activity causes symptoms of heart failure.
e NYHA class IV: Unable to carry out any physical activity without symptoms of heart failure, or

symptoms of heart failure at rest.

Medical Necessity Criteria for Authorization

The Plan considers Furoscix (furosemide injection) medically necessary when ALL of the following

criteria are met:
1. The member is 18 years of age or older; AND
2. The member has chronic heart failure; AND
3. The medication is being used for the treatment of congestion due to fluid overload; AND
4. The member has been taking an oral loop diuretic (i.e., furosemide, torsemide, bumetanide) at
an optimized dose; AND
5. The medication is being used for the short-term management of acute episodes of edema and

NOT for long-term management; AND



6. The member is an appropriate candidate for parenteral diuresis outside of the hospital, defined

as all the following:
a. Documentation of ALL of the following:
i.  Oxygen saturation = 90% on exertion; and
i.  Respiratory Rate < 24 breaths per minute; and
iii. Resting Heart Rate < 100 beats per minute; and
iv.  Systolic Blood Pressure > 100 mmHg; and
b. The member does NOT have documentation of ANY of the following:
i Anuria (urine output <50 mL/day); or
ii.  History of hypersensitivity to furosemide or medical adhesives; or
iii. Hepatic cirrhosis or ascites; or

iv.  Presence of a complicating condition that requires immediate hospitalization or
anticipated hospitalization in the next 30 days; AND
7. The medication is being prescribed for use within ONE of the following Plan’s Quantity Limit:
a. 5 kits per 3 months; or
b. 10 Furoscix kits per 3 months AND a valid clinical rationale is provided demonstrating
medical necessity; AND
8. Recent (within the last 3 months) clinical chart documentation is provided for review to

substantiate the above listed requirements.

If the above prior authorization criteria are met, the requested medication will be approved for 3

months.

Experimental or Investigational / Not Medically Necessary

Furoscix (furosemide injection) for any other indication is considered not medically necessary by the Plan,
as it is deemed to be experimental, investigational, or unproven. This includes but are not limited to:

e for chronic use. Furoscix is not for chronic use and should be replaced with oral diuretics as soon

as practical.

e for the management of hypertension.

e in patients with hepatic cirrhosis.

e in the management of edema associated with nephrotic syndrome.

® in the treatment of acute pulmonary edema.

e in the treatment of hypertensive crises.

e toincrease renal excretion of calcium in patients with hypercalcemia.



Applicable Billing Codes (HCPCS/CPT Codes)

CPT/HCPCS Codes considered medically necessary if criteria are met:

Code Description

96372 Therapeutic, prophylactic, or diagnostic injection (specify substance or drug);
subcutaneous or intramuscular

J1941 Injection, furosemide (furoscix), 20 mg

ICD-10 codes considered medically necessary if criteria are met:

Code Description
150.1 Left ventricular failure
150.20 Unspecified systolic (congestive) heart failure
[50.22 Chronic systolic (congestive) heart failure
150.23 Acute on chronic systolic (congestive) heart failure
[50.30 Unspecified diastolic (congestive) heart failure
[50.32 Chronic diastolic (congestive) heart failure
[50.33 Acute on chronic diastolic (congestive) heart failure
150.40 Unspecified combined systolic (congestive) and diastolic (congestive) heart failure
150.42 Chronic combined systolic (congestive) and diastolic (congestive) heart failure
150.43 Acute on chronic combined systolic (congestive) and diastolic (congestive) heart
failure
150.810 Right heart failure, unspecified
[50.9 Heart failure, unspecified

ICD-10 codes that

are not covered for indications specified in the Clinical Guideline

[50.21 Acute systolic (congestive) heart failure
[50.31 Acute diastolic (congestive) heart failure
[50.41 Acute combined systolic (congestive) and diastolic (congestive) heart failure
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OSCGr Clinical Guideline

Oscar Clinical Guideline: Pedmark (sodium thiosulfate) (PG133, Ver. 5)

Pedmark (sodium thiosulfate)

Disclaimer

Clinical guidelines are developed and adopted to establish evidence-based clinical criteria for
utilization management decisions. Clinical guidelines are applicable according to policy and plan
type. The Plan may delegate utilization management decisions of certain services to third parties who

may develop and adopt their own clinical criteria.

Coverage of services is subject to the terms, conditions, and limitations of a member’s policy, as well
as applicable state and federal law. Clinical guidelines are also subject to in-force criteria such as the
Centers for Medicare & Medicaid Services (CMS) national coverage determination (NCD) or local
coverage determination (LCD) for Medicare Advantage plans. Please refer to the member’s policy
documents (e.g., Certificate/Evidence of Coverage, Schedule of Benefits, Plan Formulary) or contact

the Plan to confirm coverage.

Summary
Cisplatin is a potent chemotherapy drug that is commonly used to treat pediatric cancers such as
neuroblastoma, osteosarcoma, and medulloblastoma. While cisplatin is highly effective in treating

cancer, it can also cause ototoxicity, which is damage to the inner ear and the hearing system.

Ototoxicity is a common side effect of cisplatin treatment in pediatric patients, with a reported incidence
ranging from 20% to 80%. The risk of ototoxicity is dependent on various factors, including the dose and

duration of cisplatin treatment, patient age, and pre-existing hearing deficits.

Cisplatin-induced ototoxicity can present in different ways, including tinnitus (ringing in the ears), hearing
loss, and balance disorders (such as vertigo). The severity of hearing loss can vary from mild to profound
and can affect one or both ears. The hearing loss may be temporary or permanent, and the degree of

recovery depends on the individual patient and the severity of the damage.



The mechanism of cisplatin-induced ototoxicity is not fully understood, but it is thought to involve
damage to the hair cells in the inner ear, which are responsible for detecting sound and transmitting it to

the brain. Cisplatin can also cause damage to the auditory nerve and other structures in the ear.

To minimize the risk of cisplatin-induced ototoxicity, various strategies have been investigated, including
administering early detection monitoring techniques, reducing the dose and duration of cisplatin
treatment, administering cisplatin as a continuous infusion, and using otoprotective agents such as
sodium thiosulfate or amifostine. Pedmark (sodium thiosulfate) is thought to reduce the risk of ototoxicity

by interacting directly with cisplatin to produce an inactive platinum species, reducing its toxicity.

Pedmark (sodium thiosulfate) in an intravenous product indicated to reduce the risk of ototoxicity
associated with cisplatin in pediatric patients 1 month of age and older with localized, non-metastatic
solid tumors.
e The safety and efficacy of Pedmark (sodium thiosulfate) have not been established when
administered following cisplatin infusions longer than 6 hours.
e Pedmark (sodium thiosulfate) may not reduce the risk of ototoxicity when administered following
longer cisplatin infusions, because irreversible ototoxicity may have already occurred.
e The dosage of Pedmark (sodium thiosulfate) is based on surface area according to actual body

weight.

Definitions

“Cisplatin” is a chemotherapy drug that is commonly used to treat various types of cancer, including
ovarian, bladder, and lung cancer. However, cisplatin is also known to cause ototoxicity, and can result in
hearing loss, tinnitus, and balance problems. Otoprotective agents are often used alongside cisplatin to

reduce the risk of ototoxicity.

“Chemotherapy” is a type of cancer treatment that uses drugs to kill cancer cells. Chemotherapy drugs
work by targeting rapidly dividing cells, which includes cancer cells. However, they can also affect

normal, healthy cells in the body, leading to side effects such as hair loss, nausea, and fatigue.

“Metastatic” tumors (or metastasis) refer to the spread of cancer cells from the site of the primary

cancer to another part of the body.

“Otoprotective agents” are drugs or compounds that are used to protect the ear from damage caused

by ototoxic drugs or chemicals. Otoprotective agents may work by reducing the amount of ototoxic drug



that reaches the ear, by reducing oxidative stress and inflammation in the ear, or by promoting the repair

of damaged cells in the ear.

"Ototoxicity” refers to the harmful effects of drugs or chemicals on the auditory system, including the
cochlea, auditory nerve, and other parts of the ear. Ototoxicity can result in hearing loss, tinnitus, and

balance problems.

Medical Necessity Criteria for Authorization

The Plan considers Pedmark (sodium thiosulfate) medically necessary when ALL of the following criteria

are met:
1. The member is a pediatric patient between 1 month of age and 18 years of age; AND
2. The member is being treated for a localized, non-metastatic solid tumor; AND
3. The memboer is receiving a chemotherapy regimen that includes cisplatin; AND
4

Individual cisplatin doses will be infused over 6 hours or less.

If the above prior authorization criteria are met, the requested medication will be approved for 12

months.

Experimental or Investigational / Not Medically Necessary

Pedmark (sodium thiosulfate) for any other indication or use is considered not medically necessary by the
Plan, as it is deemed to be experimental, investigational, or unproven. Non-covered indications include,
but are not limited to, the following:

e for the treatment of adults or in ovarian cancer

e for the treatment of acute cyanide toxicity

e in metastatic solid tumors or in patients receiving high-dose carboplatin

e when administered following cisplatin infusions longer than é hours. Pedmark (sodium

thiosulfate) may not reduce the risk of ototoxicity when administered following longer cisplatin

infusions, because irreversible ototoxicity may have already occurred.



Applicable Billing Codes (HCPCS/CPT Codes)

CPT/HCPCS Codes considered medically necessary if criteria are met:

Code Description

96365 Intravenous infusion, for therapy, prophylaxis, or diagnosis (specify substance or
drug); initial, up to 1 hour

96374 Therapeutic, prophylactic, or diagnostic injection (specify substance or drug);
intravenous push, single or initial substance/drug

J0208 Injection, sodium thiosulfate (pedmark), 100 mg

ICD-10 codes considered medically necessary if criteria are met:

Code Description
T45.1X5A Adverse effect of antineoplastic and immunosuppressive drugs, initial encounter
T45 1X5D Adverse effect of antineoplastic and immunosuppressive drugs, subsequent
encounter
H91.01 Ototoxic hearing loss, right ear
H91.02 Ototoxic hearing loss, left ear
H91.03 Ototoxic hearing loss, bilateral
H91.09 Ototoxic hearing loss, unspecified ear
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OSCGr Clinical Guideline

Guideline Number: Hemangeol (propranolol hydrochloride oral solution) (PG135, Ver. 3)

Hemangeol (propranolol hydrochloride oral solution)

Disclaimer

Clinical guidelines are developed and adopted to establish evidence-based clinical criteria for
utilization management decisions. Clinical guidelines are applicable according to policy and plan
type. The Plan may delegate utilization management decisions of certain services to third parties who

may develop and adopt their own clinical criteria.

Coverage of services is subject to the terms, conditions, and limitations of a member’s policy, as well
as applicable state and federal law. Clinical guidelines are also subject to in-force criteria such as the
Centers for Medicare & Medicaid Services (CMS) national coverage determination (NCD) or local
coverage determination (LCD) for Medicare Advantage plans. Please refer to the member’s policy
documents (e.g., Certificate/Evidence of Coverage, Schedule of Benefits, Plan Formulary) or contact

the Plan to confirm coverage.

Summary

Infantile hemangioma is a common benign tumor of infancy that affects the blood vessels. It is the most
common type of vascular tumor in children and is estimated to occur in 4-10% of infants. Infantile
hemangioma typically appears as a raised, red or purple bump on the skin and can vary in size and

location.

The exact cause of infantile hemangioma is unknown, but it is believed to be related to an abnormal
proliferation of blood vessels during early infancy. It is more common in female infants and in premature
infants. Diagnosis of infantile hemangioma is usually made based on the characteristic appearance of the
lesion and the patient's age and medical history. In some cases, a biopsy may be performed to confirm

the diagnosis.

Treatment for infantile hemangioma is generally not needed for small, asymptomatic lesions. However, if
a larger lesion causes symptoms or interferes with daily activities and developmental milestones, drug

therapy options such as beta blockers and corticosteroids (oral, intralesional, or topical) may be



considered. Active monitoring is typically required for most lesions, with treatment being necessary in
cases of ulceration, vital structure interference, or potential disfigurement. Complications of cutaneous
hemangiomas depend on factors like size, location, and shape, and can include ulceration, cosmetic
disfigurement, and functional issues like eye complications, airway obstruction, feeding difficulties,
limited mobility, and, rarely, heart failure. Hemangeol (propranolol hydrochloride oral solution) is a beta-
adrenergic blocker indicated for treating proliferating infantile hemangioma that requires systemic
therapy. Its safety and effectiveness have not been established for pediatric patients older than 1 year of

age.

Definitions
“Infantile hemangioma (IH)" is a benign (noncancerous) tumor that affects the blood vessels and is the
most common type of vascular tumor in children. It typically appears as a raised, red or purple bump on

the skin and can vary in size and location.

“Asthma"” is a chronic respiratory condition that is characterized by inflammation and narrowing of the

airways, leading to difficulty breathing.

“Bronchospasm” is a sudden contraction or narrowing of the muscles in the walls of the bronchial tubes,

making it difficult to breathe.

“Bradycardia” is a medical condition in which the heart beats at a slower rate than normal.
“Decompensated Heart Failure” is a medical condition in which the heart is unable to pump enough
blood to meet the body's demands, leading to symptoms such as shortness of breath, fatigue, and
swelling in the legs and ankles.

“Premature infant” is a baby born before 37 weeks of gestation.

“Pheochromocytoma” is a rare type of tumor that affects the adrenal glands and produces excess

amounts of catecholamines, which can lead to high blood pressure and other symptoms.

Medical Necessity Criteria for Initial Authorization

The Plan considers Hemangeol (propranolol hydrochloride oral solution) medically necessary when

ALL of the following criteria are met:

1. Prescribed by or in consultation with a specialist with experience treating hemangioma (e.g.,

pediatric dermatologist); AND



2. The member is between the ages of 5 weeks (i.e., 35 days) to 1 year of age; AND

3. The member has a confirmed diagnosis of proliferating infantile hemangioma; AND

4. The member does not have documentation of ANY of the following:

o 0o T W

o

g.
h.

Asthma or history of bronchospasm; or

Blood pressure <50/30 mmHg; or

Bradycardia (<80 beats per minute); or
Decompensated heart failure; or

Greater than first degree heart block; or

Is a premature infant with corrected age <5 weeks; or
Pheochromocytoma; or

Weighing less than 2 kg; AND

5. Hemangeol (propranolol hydrochloride oral solution) will be dosed within the manufacturer’s

published dosing guidelines or falls within dosing guidelines found in a compendia of current
literature AND BOTH of the following:

a.
b.

Treatment will be initiated between ages 5 weeks to 5 months; and

Treatment will not extend beyond 1 year of age; AND

6. Recent clinical chart documentations (within the last month) are provided for review to

substantiate the above listed requirements.

If the above prior authorization criteria are met, the requested medication will be approved for 6

months.

Medical Necessity Criteria for Reauthorization

Reauthorization for 6 months or up to 1 year of age (whichever is less) will be granted if BOTH of the

following are met:

1. the member still meets the applicable initial criteria; AND

2. chart documentation shows BOTH of the following:

a.

b.

recurrence of hemangiomas; and

the member has shown a clinical improvement (e.g., resolution of the target

hemangioma) in symptoms since starting the requested medication.



Experimental or Investigational / Not Medically Necessary

Hemangeol (propranolol hydrochloride oral solution) for any other indication or use is considered not

medically necessary by the Plan, as it is deemed to be experimental, investigational, or unproven. Non-

covered indications include, but are not limited to, the following:

Akathisia, antipsychotic-induced; or
Angina, chronic stable; or
Atrial fibrillation/flutter; or
Essential tremor; or
Hypertension; or
Migraine, prevention; or
Myocardial infarction, early treatment and secondary prevention; or
Infantile hemangioma in pediatric patients greater than 1 year of age. Safety and effectiveness
for infantile hemangioma have not been established in pediatric patients greater than 1 year of
age; or
Initiating treatment at ages less than 5 weeks or greater than 5 months; or
Infants weighing less than 2 kg; or
Performance anxiety disorder; or
Pheochromocytoma; or
Postural orthostatic tachycardia syndrome; or
Premature infants with corrected age <5 weeks; or
Supraventricular tachycardia; or
Thyroid storm; or
Thyrotoxicosis; or
Treatment for cosmetic improvement rather than focusing on the patient's functionality, such as:
o Situations where the lesions do not require medical or surgical intervention; or
o Instances where small, localized, non facial lesions without ulceration can be safely
managed through active observation; or
o Cases where allowing lesions to follow their natural involution process is expected to
result in the most favorable cosmetic outcome; or
Tremor, lithium-induced, moderate to severe; or
Variceal hemorrhage prophylaxis; or

Ventricular arrhythmias.
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OSCOr Clinical Guideline

Oscar Clinical Guideline: Approved and Accepted Off-label Medical Necessity Criteria for Products,
Drugs and Biologicals (PG136, Ver. 3)

Approved and Accepted Off-label Medical Necessity Criteria for Products,

Drugs and Biologicals

Disclaimer

Clinical guidelines are developed and adopted to establish evidence-based clinical criteria for
utilization management decisions. Clinical guidelines are applicable according to policy and plan
type. The Plan may delegate utilization management decisions of certain services to third parties who

may develop and adopt their own clinical criteria.

Coverage of services is subject to the terms, conditions, and limitations of a member’s policy, as well
as applicable state and federal law. Clinical guidelines are also subject to in-force criteria such as the
Centers for Medicare & Medicaid Services (CMS) national coverage determination (NCD) or local
coverage determination (LCD) for Medicare Advantage plans. Please refer to the member’s policy
documents (e.g., Certificate/Evidence of Coverage, Schedule of Benefits, Plan Formulary) or contact

the Plan to confirm coverage.

Summary
The Plan aims to ensure appropriate and safe use of FDA-approved/cleared prescription products (i.e.,
drugs, biologicals, devices) when used for medically accepted indications. Coverage may be provided™
when the product is used for:
e Indications listed in the FDA-approved/cleared labeling.
"Please note: the Plan may deem an FDA-approved/cleared product to be unproven or not
medically necessary if a review of published medical literature suggests the use may be unsafe
or ineffective.
e Off-label uses that are supported by sufficient evidence® in medical compendia, evidence-based
guideline or peer-reviewed literature:
o Off-label usage may be considered reasonable and necessary if supported by sufficient
evidence. However, off-label use is not covered if:

m  The use is identified by the FDA as not indicated.



m The use is specifically identified as not indicated in one or more of the
compendia listed.
m  Evidence-based guideline and/or peer-reviewed literature deems the use as not
safe and/or effective.
“Please note: For off-label use, the provider must submit documentation fully
supporting the proposed use when requested. Coverage decisions will consider high

quality published evidence.

This policy provides coverage criteria for products requiring prior authorization that:

e lack specific Plan clinical guidelines or established criteria, including new products or those with
recent major labeling changes; or

e Have been prescribed for an off-label indication.

o Use must also be supported by high quality published evidence and not contradicted by
other literature.
Please note: Other drug-specific or class-specific clinical guidelines may also be applicable. The
Plan may review all requests made under the Medical or Pharmacy benefit against specific prior
authorization criteria, as applicable and at its discretion.
Definitions

“Biosimilar” refers to copies of biologic drugs. They are similar to an FDA-approved biologic, known as

the reference product.

“Brand Name Drug” means the first version of a particular medication to be developed or a medication

that is sold under a pharmaceutical manufacturer’s own registered trade name or trademark. The original

manufacturer is granted a patent, which allows it to be the only company to make and sell the new drug

for a certain number of years.

“Compendia” are summaries of drug information and medical evidence to support decision-making

about the appropriate use of drugs and medical procedures. Examples include, but are not limited to:

1.

2
3.
4.
5

American Hospital Formulary Service Drug Information

Elsevier Clinical Pharmacology

National Comprehensive Cancer Network Drugs and Biologics Compendium
Thomson Micromedex DrugDex

United States Pharmacopeia-National Formulary (USP-NF)



“Concurrent review” refers to authorization requests during active management of a condition. Most
commonly, concurrent review refers to ongoing inpatient care, but can be requested and processed for
outpatient services. The objective of concurrent review is to ensure timely and cost-effective utilization of

ongoing services.

“Contraindication” is a specific situation or circumstance in which a medical procedure, medicine or

surgery should not be used because it may harm the person.

“Documentation” refers to written information, including but not limited to:
1. Up-to-date chart notes, relevant test results, and/or relevant imaging reports to support
diagnoses;
2. Prescription claims records, and/or prescription receipts to support prior trials of formulary

alternatives.

“Evidence-based, peer-reviewed medical journals” are publications that publish original research and
scholarly articles related to the medical field. These journals use a peer-review process in which
submitted articles are reviewed by independent experts in the same field to ensure their scientific
accuracy, validity, and reliability before publication. The articles published in these journals are often
based on research that use rigorous scientific methods to provide evidence for medical practices,
therapies, and treatments. The goal of evidence-based medicine is to provide the most effective care to

patients based on the best available scientific evidence.

“FDA," or the Food and Drug Administration, is an agency of the United States federal government
responsible for protecting and promoting public health through the regulation and supervision of food
safety, tobacco products, dietary supplements, prescription and over-the-counter medications, vaccines,
biopharmaceuticals, blood transfusions, medical devices, electromagnetic radiation emitting devices,
cosmetics, and veterinary products. The FDA's main goal is to ensure that these products are safe and

effective for their intended use, and that their labeling and marketing are truthful and not misleading.

“Formulary” means a list of medications available to members with or without Prior Authorization.

“Generic Drugs” means prescription Drugs that have been determined by the Food and Drug
Administration (FDA) to be equivalent to Brand Name Drugs, but are not made or sold under a
registered trade name or trademark. Generic Drugs have the same active ingredients, meet the same
FDA requirements for safety, purity, and potency and must be dispensed in the same dosage form (e.g.,

tablet, capsule, cream) as the Brand Name Drug.



“High Strength/Quality Evidence" is defined as at least one randomized, double-blind trial without
significant limitations and with intent-to-treat analysis, confidence intervals reported, and consistent
results from multiple trials or a meta-analysis with low heterogeneity. In some cancer-related cases, a
non-blinded or single-blinded trial that meets the study objectives may also be considered as High
Strength/Quality Evidence, such as in National Cancer Institute (NCI)-sponsored cooperative group

studies or multicenter trials.

“Low Strength/Quality Evidence" is defined as evidence that includes observational studies, case
reports, or case series, and in some cases, randomized clinical trials with significant limitations. It also

encompasses evidence in the form of expert consensus panel reports or expert reviewer comments.

“Moderate Strength/Quality Evidence” is defined as at least one non-blinded or single-blinded,
randomized or non-randomized clinical trial; a meta-analysis of randomized, controlled clinical trials with
heterogeneous results if reasons for heterogeneity are adequately discussed; a randomized, controlled
clinical trial with important methodological limitations; or inconsistent evidence from two or more
randomized controlled trials with widely varying estimates of treatment effects. In some cancer-related
cases, a non-blinded, non-randomized trial such as a phase Il study may be considered as Moderate

Strength/Quality Evidence for rare cancers or cancers with limited treatment options.

“Off-label” refers to a diagnosis, condition, age group, dose, frequency, dosage form (e.g., oral tablet,
solution, capsules), duration, site or route of administration, or other factor related to prescribing, for
which a product (e.g., prescription drug or over-the-counter product) has not been explicitly approved or
cleared by the FDA.

“Quantity Limit"” refers to the maximum available dosage or quantity a drug may be dispensed for

during a designated period of time as indicated by the Plan.

Medical Necessity Criteria for Initial Authorization
If there is no product-specific Clinical Guideline or indication-specific clinical criteria, the Plan considers
the requested FDA-approved or cleared product medically necessary if ALL the following criteria are
met:
1. The product is being prescribed by or in consultation with a specialist or clinician with relevant
specialty training IF accurate diagnosis and prescription, determination of risks and benefits of
treatment, dosing, monitoring for side effects, or overall care coordination require specialist

training to ensure safe and effective use of the product; AND



2. The safety and effectiveness of use for the indication is consistent with ONE of the following=:

a. FDA approved labeling (i.e., product information) for indication, including age, dosing

(dosage, frequency, duration of therapy, and site of administration), and

contraindications; or

b. Use is supported with an appropriate level of evidence of efficacy by at least ONE of the

following compendia, and not contraindicated or otherwise not recommended in the
FDA labeling:

vi.

American Hospital Formulary Service-Drug Information (AHFS-DI) and Grades of
Recommendation is EITHER “Recommended” OR “Reasonable Choice”; or
American Medical Association (AMA) Drug Evaluations, or its successor
publication; or

Clinical Pharmacology and the off-label use carries a Strong Recommendation
“For" use, with any level of evidence; or

Lexi-Drugs AND the indication is listed as "Use: Off-Label" AND rated as
"Evidence Level A"; or

Micromedex DrugDex and the Strength of Recommendation for the indication is
a Class |, Class lla, or Class llb; or

National Comprehensive Cancer Network (NCCN) Drugs and Biologics
Compendium and the level of evidence for the indication is Category 1, 2A, or
2B; or

c. Evidence-based, peer-reviewed, recognized medical literature meeting ALL of the

following:

At least two articles from major peer-reviewed professional medical journals
published in the United States, Canadian, European, or Great Britain, based on
scientific or medical criteria, the product's safety and effectiveness for treatment
of the indication for which the product has been prescribed; and

No article from a major peer-reviewed professional medical journal has
concluded, based on scientific or medical criteria, that the product is unsafe or
ineffective or that the product's safety and effectiveness cannot be determined
for the treatment of the indication for which the product has been prescribed;
and

The use is not listed as unsupported, not indicated, not recommended (or

equivalent terms) in any of the medical reference compendia; AND.

=Please note: the Plan may deem an FDA-approved/cleared product to be unproven or

not medically necessary if a review of published medical literature suggests the use may

be unsafe or ineffective.



3. The member must have documented evidence of ALL of the following, if applicable:
a. Failure of an adequate trial of at least three FDA-approved or cleared product (if
available) that are considered the standard of care for the prescribed indication, unless:
i.  Clinically significant adverse effects are experienced; or
ii.  All FDA-approved or cleared alternatives are contraindicated; or
iii.  The request is for a product for treatment associated with cancer for a State with
regulations against pre-requisite trial(s) of alternatives in certain oncology
settings; and

b. If the requested product is a Brand drug with a generic or biosimilar available, the
member is unable to use or has tried and failed the corresponding generic or biosimilar
product from two or more (= 2) manufacturers (if available); and

c. Ifthe drug is to be used in combination with other drugs for a particular indication, the
safety and efficacy of use of those drugs in combination must be supported by reliable
evidence in peer-reviewed published medical literature; AND

4. The product being requested meets BOTH of the following:

a. The prescribed dose, frequency, duration of therapy, and site of administration are
consistent with FDA-approved labeling, compendia of current literature, practice
guidelines, or peer-reviewed literature for the relevant indication; and

b. If the requested dosage exceeds the Plan’s quantity limit AND the prescribed dosage
cannot be achieved using a different dose or formulation that is within the Plan’s limit;
AND

5. The member has no contraindications to the prescribed agent per FDA labeling; AND
6. Documentation (such as office chart notes, lab results or other clinical information) are provided

for review to substantiate the above listed requirements.

If the above medical necessity criteria are met, the initial prior authorization (including duration)

approval may be considered medically necessary when one of the following applies:

1. The duration of treatment requested is deemed medically necessary by the treating provider,
when eligible for coverage per the member's benefits.
2. The initial prior authorization approval duration may be shortened or lengthened from the
requested treatment duration in EITHER of the following cases:
a. The nature of the service/treatment warrants a specific or different approval duration
(e.g., 6-months, 12-months) based on the standards of care.
b. The available clinical evidence or guideline recommendations support a specific

approval period.



NOTE: Benefit, eligibility, or other applicable Plan restrictions may impact the length of the

authorization period.

Ongoing prior authorization may be required after the initial approval period based on
the service requested, clinical guidelines, and demonstration of continued medical
necessity.

Prior authorization does not guarantee payment or assure coverage, which is contingent
on the member's eligibility and available benefits. Concurrent review may be required
during the approval period to monitor ongoing medical necessity and appropriate use.
Services must be delivered by plan-authorized providers and facilities, when applicable,
and follow standards for evidence-based care delivery appropriate to the member's

condition and goals of care.

Medical Necessity Criteria for Reauthorization:

Prior authorization renewals will be reviewed on a case-by-case basis to determine medical necessity.

Reauthorization requests will be considered medically necessary if ALL of the following criteria are met:

1. The member meets all applicable Medical Necessity Criteria for Initial Authorization,

including:

a.

The prescribed use remains consistent with FDA-approved labeling or is supported by
recognized compendia or high-quality published evidence; and

The prescribed dose, frequency, duration of therapy, and site of administration remain
consistent with FDA-approved labeling, nationally recognized compendia, or peer-
reviewed medical literature for the relevant indication; and

The member does not have any new contraindications to the prescribed product per
FDA labeling; AND

2. The member has demonstrated a positive clinical response or benefit from therapy as evidenced

by disease stability, disease improvement, or progress toward achievement of therapeutic goals

as defined in the initial authorization; AND

3. The member has not experienced significant adverse effects, intolerable side effects, or

unacceptable toxicity from the prescribed product that would necessitate discontinuation; AND

4. If the request is for a dose increase or change in dosing regimen, it must meet BOTH of the

following criteria:

a.

The requested dosage, frequency, duration of therapy, and site of administration are
supported by FDA-approved labeling, nationally recognized compendia, or peer-
reviewed medical literature for the relevant indication (prescriber must submit

supporting evidence); and



b. If the requested dosage exceeds the Plan’s quantity limit AND the prescribed dosage

cannot be achieved using a different dose or formulation that is within the Plan’s limit.

Table 1: Level of Evidence Definitions

AHFS Grades of Recommendation

Recommended (Accepted)

The drug or biologic should be used, is recommended/indicated, or is
useful/effective/beneficial in most cases.

Reasonable Choice
(Accepted, with Possible
Conditions) (e.g., treatment
option)

The drug or biologic is reasonable to use under certain conditions (e.g.,
in certain patient groups), can be useful/effective/beneficial, or is
probably recommended or indicated.

Not Fully Established
(Unclear Risk/Benefit,
Equivocal Evidence,
Inadequate Data and/or
Experience)

Usefulness and/or effectiveness is unknown, unclear, or uncertain or is
not well established relative to the standard of care.

Not Recommended
(Unaccepted)

The drug or biologic is considered inappropriate, obsolete, or
unproven; is not recommended, is not indicated, or is not
useful/effective/beneficial; or may be harmful.

Elsevier Clinical Pharmacology (quality of evidence rating and strength of recommendation)

Strong Recommendation

An off-label use that carries a Strong Recommendation “For” or
“Against” use, with any level of evidence, should be considered
binding and reflect that Elsevier recommends or does not recommend,
respectively, the use of the drug for that indication in the situation
described. All off-label uses with a strong level of recommendation will
appear in the referential database and be clearly identified as
recommended or not recommended; however, a strong
recommendation “Against use” will not be found within the clinical
decision support data.

Equivocal/Weak
Recommendation

Off-label uses that have inconclusive data “For” or “Against” use carry
a Weak Recommendation. A Weak recommendation, with any level of
evidence, reflects a neutral or equivocal position (i.e., neither for or
against use) by Elsevier. All off-label uses with a weak level of
recommendation will appear in the referential database and be clearly
identified as equivocal; however, a weak recommendation “Against
use” will not be found within the clinical decision support data.




Lexi-Drugs Level of Evidence Scale

A - Consistent evidence from well-performed randomized, controlled trials or overwhelming evidence
of some other form (eg, results of the introduction of penicillin treatment) to support the off-label use.
Further research is unlikely to change confidence in the estimate of benefit.

B - Evidence from randomized, controlled trials with important limitations (inconsistent results,
methodological flaws, indirect or imprecise), or very strong evidence of some other research design.
Further research (if performed) is likely to have an impact on confidence in the estimate of benefit and
risk and may change the estimate.

C - Evidence from observational studies (eg, retrospective case series/reports providing significant
impact on patient care), unsystematic clinical experience, or from potentially flawed randomized,
controlled trials (eg, when limited options exist for condition). Any estimate of effect is uncertain.

G - Use has been substantiated by inclusion in at least one evidence-based or consensus-based
clinical practice guideline.

Micromedex DrugDex Strength of Recommendation

The given test or treatment has been proven to be useful, and should

| I-R
Class ecommended be performed or administered.

Class lla - Recommended, The given test, or treatment is generally considered to be useful, and is
In Most Cases indicated in most cases.
Class llb - Recommended, The given test, or treatment may be useful, and is indicated in some,
In Some Cases but not most, cases.
Class Ill - Not ) . .
The given test, or treatment is not useful, and should be avoided.
Recommended
Class Indeterminate Evidence Inconclusive

NCCN Categories of Evidence and Consensus

Cat w1 Based upon high-level evidence, there is uniform NCCN consensus that
ategony the intervention is appropriate.

Based upon lower-level evidence, there is uniform NCCN consensus
Category 2A . . .
that the intervention is appropriate.

Based upon lower-level evidence, there is NCCN consensus that the

Category 2B . L .
Intervention Is appropriate.

Based upon any level of evidence, there is major NCCN disagreement

Category 3 . oo .
9or that the intervention is appropriate.




Table 2: Peer-reviewed Professional Medical Journals

NOTE: The list of medical journals provided as an example is not intended to be an all-inclusive or comprehensive

list. Numerous other credible medical journals exist that are not included here, and this list should not be

considered a complete representation of the medical journal landscape.

Journal Name Specialty Publisher
emergency
Academic Emergency Medicine medicine Wiley-Blackwell

American Journal of Respiratory and Critical Care

respiratory and

Medicine critical care American Thoracic Society
emergency
Annals of Emergency Medicine medicine Elsevier

Annals of Internal Medicine

internal medicine

American College of
Physicians; The American
Heart Association

Annals of Oncology oncology Elsevier

Annals of Surgery surgery Lippincott Williams & Wilkins
Annals of Surgical Oncology oncology Springer

Archives of Disease in Childhood pediatrics BMJ Group

Biology of Blood and Marrow Transplantation

hematology/Onc
ology

Carden Jennings Publishing

Blood

hematology

American Society of
Hematology

BMJ Open

general medicine

BMJ Group

Bone Marrow Transplantation

hematology/Onc
ology

Springer Nature

British Journal of Cancer oncology Springer Nature

Cancer oncology Wiley

Circulation cardiology American Heart Association
American Association for

Clinical Cancer Research oncology Cancer Research

10




infectious

Clinical Infectious Diseases diseases Oxford University Press
American Diabetes

Diabetes Care diabetes Association

Drugs Pharmacology  |Springer

National Center for Infectious

infectious Diseases, Centers for Disease
Emerging Infectious Diseases diseases Control and Prevention
European Journal of Cancer (formerly the European
Journal of Cancer and Clinical Oncology oncology Elsevier
Gastroenterology gastroenterology |Elsevier
gynecologic
Gynecologic Oncology oncology Elsevier
International Journal of Cancer oncology Wiley-Blackwell
International Journal of Radiation Oncology, Biology, |radiation
Physics oncology Elsevier

JAMA: The Journal of the American Medical
Association

general medicine

American Medical Association

Journal of Clinical Oncology

oncology

American Society of Clinical
Oncology

neurology and

Journal of Neurology, Neurosurgery, and Psychiatry  |psychiatry BMJ Publishing Group
Journal of the National Cancer Institute oncology Oxford University Press
Journal of the National Comprehensive Cancer

Network oncology Harborside Press

hematology/onco

Leukemia logy Nature
multidisciplinary
Nature sciences Nature Publishing Group

Nature Communications

multidisciplinary
sciences

Nature Publishing Group

Nature Medicine

general medicine

Nature Publishing Group

Neurology

neurology

American Academy of
Neurology
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Neuropharmacology

pharmacology

Elsevier

New England Journal of Medicine

general medicine

Massachusetts Medical
Society

obstetrics and

Obstetrics and Gynecology gynecology Wolters Kluwer
American Academy of

Pediatrics pediatrics Pediatrics
multidisciplinary

PLOS One sciences PLOS

Radiation Oncology oncology BioMed Central Ltd.

Stroke neurology Wolters Kluwer

The American Journal of Clinical Dermatology dermatology Springer

The American Journal of Clinical Nutrition nutrition Elsevier

The American Journal of Gastroenterology

gastroenterology

Wolters Kluwer

The American Journal of Medicine

general medicine

Elsevier

The American Journal of Pathology pathology Elsevier

American Physiological
The American Journal of Physiology physiology Society
The American Journal of Physiology - Endocrinology American Physiological
and Metabolism physiology Society

American Psychiatric
The American Journal of Psychiatry psychiatry Association

The American Journal of Sports Medicine

sports medicine

SAGE Publications

The American Journal of Transplantation

transplantation

Elsevier

The Annals of Thoracic Surgery

thoracic surgery

Elsevier

The BMJ (formerly the British Medical Journal)

general medicine

BMJ Publishing Group

The British Journal of Haematology

hematology

Wiley-Blackwell
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The British Journal of Psychiatry psychiatry Royal College of Psychiatrists
The British Journal of Surgery surgery Oxford University Press
evidence-based
The Cochrane Database of Systematic Reviews medicine Wiley-Blackwell
The Journal of Adolescent Health adolescent health |Elsevier
allergy and
The Journal of Allergy and Clinical Immunology immunology Elsevier
Geriatric
The Journal of the American Geriatric Society medicine Wiley-Blackwell
American Orthopaedic
The Journal of Bone and Joint Surgery orthopedics Association
The Journal of Cerebral Blood Flow & Metabolism neurology SAGE Publications

The Journal of Clinical and Aesthetic Dermatology

dermatology

Matrix Medical
Communications

The Journal of Clinical and Experimental
Neuropsychology

neuropsychology

Taylor & Francis

The Journal of Clinical Endocrinology and Metabolism

endocrinology

Oxford University Press

The Journal of Clinical Hypertension

hypertension

Elsevier

The Journal of Clinical Immunology

immunology

Springer

The Journal of Clinical Investigation

general medicine

American Society for Clinical
Investigation

The Journal of Clinical Lipidology

lipidology

Elsevier

The Journal of Clinical Microbiology

microbiology

American Society for
Microbiology

The Journal of Clinical Oncology

oncology

American Society of Clinical
Oncology

The Journal of Clinical Pharmacology

pharmacology

Wiley-Blackwell

The Journal of Clinical Psychiatry psychiatry Physicians Postgraduate Press
clinical
The Journal of Clinical Psychology psychology Wiley-Blackwell
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The Journal of Clinical Sleep Medicine

sleep medicine

American Academy of Sleep
Medicine

The Journal of Dental Research dentistry SAGE Publications
emergency

The Journal of Emergency Medicine medicine Elsevier
geriatric
psychiatry and

The Journal of Geriatric Psychiatry and Neurology neurology SAGE Publications

The Journal of Hand Surgery

hand surgery

Elsevier

The Journal of Hospital Infection

infection control

Elsevier

The Journal of Hospital Medicine hospital medicine |Wiley-Blackwell
infectious

The Journal of Infectious Diseases diseases Oxford University Press
infectious

The Journal of Infectious Diseases and Therapy diseases Springer

The Journal of Investigative Medicine

general medicine

SAGE Publications

The Journal of Medical Internet Research

medical
informatics

JMIR Publications

The Journal of Medical Microbiology

microbiology

Microbiology Society

neuroscience

American Association of

The Journal of Neuroscience Nursing nursing Neuroscience Nurses
American Association of
The Journal of Neurosurgery neurosurgery Neurological Surgeons

The Journal of Nuclear Medicine

nuclear medicine

Society of Nuclear Medicine

The Journal of Nuclear Medicine Technology

nuclear medicine

Society of Nuclear Medicine

The Journal of Pathology

pathology

Wiley-Blackwell

The Journal of Rheumatology

rheumatology

The Journal of Rheumatology
Publishing Company

The Journal of the American Academy of Dermatology

dermatology

Elsevier
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The Journal of the American Academy of Orthopaedic

Surgeons orthopedics Wolters Kluwer
The Journal of the American Association of Nurse
Practitioners nursing Wolters Kluwer
The Journal of the American College of Cardiology cardiology Elsevier
The Journal of the American College of Radiology radiology Elsevier
Lippincott Williams & Wilkins,
The Journal of the American College of Surgeons surgery Inc.
The Journal of the American Dental Association dentistry American Dental Association
The Journal of the American Heart Association cardiology Wiley-Blackwell

The Journal of the American Medical Directors

Association geriatric medicine|Elsevier

The Journal of the American Medical Informatics medical

Association informatics Oxford University Press
American Optometric

The Journal of the American Optometric Association  [optometry Association

The Journal of the American Podiatric Medical American Podiatric Medical

Association podiatry Association

The Journal of the American Society of Hypertension

hypertension

Elsevier

The Journal of the American Society of Nephrology

nephrology

Wolters Kluwer

The Journal of the National Cancer Institute

oncology

Oxford University Press

The Journal of Thoracic and Cardiovascular Surgery

thoracic and
cardiovascular

surgery

Elsevier

The Journal of Thoracic Oncology

thoracic oncology

Elsevier

The Journal of Urology urology Elsevier
interventional

The Journal of Vascular and Interventional Radiology |radiology Elsevier

The Journal of Vascular Surgery vascular surgery |Elsevier
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The Lancet general medicine |Elsevier
diabetes and

The Lancet Diabetes & Endocrinology endocrinology  |Elsevier

The Lancet Haematology hematology Elsevier
infectious

The Lancet Infectious Diseases diseases Elsevier

The Lancet Neurology neurology Elsevier

The Lancet Oncology oncology Elsevier

The Lancet Public Health public health Elsevier
respiratory

The Lancet Respiratory Medicine medicine Elsevier

Experimental or Investigational / Not Medically Necessary

The use of products, drugs and biologicals are considered contraindicated, experimental,

investigational, unproven, or not medically necessary in the following cases:

1.

The product, drug, or biologic has not received approval or clearance for any indication from the
U.S. Food and Drug Administration (FDA).
The prescribed use is listed as a contraindication in FDA labeling.
The Pharmacy and Therapeutics (P&T) Committee classifies it as experimental, investigational, or
unproven because the safety and/or efficacy cannot be established after reviewing the published
scientific literature.
Indications or diagnoses in which the product has been shown to be unsafe or ineffective.
Continued therapy for members who have developed an absolute contraindication, significant
intolerance, or have failed to achieve the intended therapeutic outcome after an adequate trial
of the product.
The prescribed use is not supported by any of the recognized compendia :
a. AHFS-DI or Clinical Pharmacology: The narrative text is "not supportive" (or equivalent
term).
b. DrugDex: The level of evidence for the indication is Class IIl in DrugDex.
Lexi-Drugs: Indication is listed as "Use: Unsupported.”

d. NCCN: The level of evidence for the indication is Category 3 in NCCN.
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There is insufficient published evidence to support the safety and efficacy of the product for the
prescribed use. Evidence is considered insufficient if it primarily consists of:
Observational studies, case reports, or case series.
b. Non-randomized studies or studies with serious methodological limitations.
c. Expert consensus panel reports or expert reviewers' comments without supporting
empirical evidence.
The prescribed use has been shown to be unsafe or ineffective in well-designed, controlled

clinical trials or meta-analyses published in peer-reviewed medical journals.
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Xarelto (rivaroxaban) Tmg/mL Granules for Suspension

Disclaimer

Clinical guidelines are developed and adopted to establish evidence-based clinical criteria for
utilization management decisions. Clinical guidelines are applicable according to policy and plan
type. The Plan may delegate utilization management decisions of certain services to third parties who

may develop and adopt their own clinical criteria.

Coverage of services is subject to the terms, conditions, and limitations of a member’s policy, as well
as applicable state and federal law. Clinical guidelines are also subject to in-force criteria such as the
Centers for Medicare & Medicaid Services (CMS) national coverage determination (NCD) or local
coverage determination (LCD) for Medicare Advantage plans. Please refer to the member’s policy
documents (e.g., Certificate/Evidence of Coverage, Schedule of Benefits, Plan Formulary) or contact

the Plan to confirm coverage.

Summary

Xarelto (Rivaroxaban) is a medication utilized to treat or prevent blood clots. It has been designed to
lower the risk of heart attack, stroke, and death in certain individuals. Additionally, Xarelto has been
shown to decrease the likelihood of decreased blood flow to the legs, amputation, and serious heart

problems in some patients.

Xarelto is available in two forms: tablets and granules for suspension. The tablets are taken orally, usually
once daily with food, while the granules for suspension are mixed with a liquid and taken orally. The
recommended dose of Xarelto may vary based on the indication and the patient's individual

characteristics, such as weight, renal function, and concomitant medications.

Xarelto (Rivaroxaban) is indicated:
e to reduce the risk of stroke and systemic embolism in adult patients with nonvalvular atrial
fibrillation (AF).



There are limited data on the relative effectiveness of Xarelto (Rivaroxaban) and warfarin in
reducing the risk of stroke and systemic embolism when warfarin therapy is well controlled.

e for the treatment of deep vein thrombosis (DVT).

e for the treatment of pulmonary embolism (PE).

e for the reduction in the risk of recurrence of DVT and/or PE in adult patients at continued risk for
recurrent DVT and/or PE after completion of initial treatment lasting at least 6 months.

e for the prophylaxis of DVT, which may lead to PE in adult patients undergoing knee or hip
replacement surgery.

e for the prophylaxis of venous thromboembolism (VTE) and VTE-related death during
hospitalization and post hospital discharge in adult patients admitted for an acute medical illness
who are at risk for thromboembolic complications due to moderate or severe restricted mobility
and other risk factors for VTE, and not at high risk of bleeding.

e in combination with aspirin, to reduce the risk of major cardiovascular events (cardiovascular
death, myocardial infarction, and stroke) in adult patients with coronary artery disease (CAD).

e in combination with aspirin, to reduce the risk of major thrombotic vascular events (myocardial
infarction, ischemic stroke, acute limb ischemia, and major amputation of a vascular etiology) in
adult patients with peripheral artery disease (PAD), including patients who have recently
undergone a lower extremity revascularization procedure due to symptomatic PAD.

e for the treatment of VTE and reduction in the risk of recurrent VTE in pediatric patients from
birth to less than 18 years after at least 5 days of initial parenteral anticoagulant treatment.

e for thromboprophylaxis in pediatric patients aged 2 years and older with congenital heart

disease who have undergone the Fontan procedure.

Definitions
“Congenital heart disease” refers to a range of conditions that are present at birth and affect the
structure and function of the heart. Congenital heart disease can range from minor abnormalities to

serious conditions that require ongoing medical care.

“Coronary artery disease (CAD)" is a condition in which the blood vessels that supply blood to the
heart become narrow or blocked, reducing the flow of oxygen and nutrients to the heart. CAD can lead

to chest pain (angina), heart attack, and other serious health problems.

“Deep vein thrombosis (DVT)" is a condition in which a blood clot forms in one of the deep veins,
usually in the legs. DVT can cause swelling, pain, and redness in the affected leg, and can lead to serious

complications if the clot travels to the lungs (pulmonary embolism).



“Fontan procedure” is a surgical treatment for certain types of congenital heart disease. It is used to
redirect the flow of blood from the right side of the heart to the lungs, bypassing the heart's right

ventricle and reducing the workload on the heart.

“Nonvalvular atrial fibrillation (AF)” is a type of irregular heartbeat in which the two upper chambers of
the heart (the atria) beat in a fast and irregular manner. This can increase the risk of blood clots and

stroke.

“Parenteral” refers to the administration of a medication or other substance into the body through a

route other than the digestive tract, such as injection or infusion.

“Prophylaxis” refers to the use of measures to prevent the development of a disease or condition. In the
context of medication, prophylaxis refers to the use of a drug to prevent the occurrence of a disease or

condition.

“Pulmonary embolism (PE)" is a condition in which a blood clot travels to the lungs and blocks one or
more blood vessels, causing chest pain, shortness of breath, and other symptoms. PE can be life-

threatening if left untreated.

"Recurrent” refers to the occurrence of a disease, condition, or event more than once.

A “Stroke"” is a medical condition in which the blood supply to the brain is interrupted, causing brain
cells to die. Strokes can have a range of effects, including weakness or paralysis on one side of the body,

difficulty speaking or understanding speech, and vision loss.

“Systemic embolism” refers to the obstruction of a blood vessel by an embolus, a clot or other material
that has broken off from another part of the body and traveled through the bloodstream. Systemic

emboli can cause serious health problems, including heart attack, stroke, and organ damage.
"Venous thromboembolism (VTE)” is a term used to describe a condition in which a blood clot forms in

a vein and causes a blockage. VTE includes deep vein thrombosis (DVT) and pulmonary embolism (PE).

Medical Necessity Criteria for Authorization

The Plan considers Xarelto (Rivaroxaban) granules for suspension medically necessary when ONE of

the following criteria are met:



1. The member is 18 years of age or older and there is documented evidence that the member
cannot take or have Xarelto tablets appropriately administered; OR
2. The member is a pediatric patient <18 years of age and Xarelto (Rivaroxaban) is being
prescribed for ANY of the following:
a. thromboprophylaxis in members with congenital heart disease following the Fontan
procedure; or
b. reduce risk of recurrent venous thromboembolism (VTE) after =5 days of initial treatment
with a parenteral anticoagulant; or
c. treatment of venous thromboembolism (VTE) after =5 days of initial treatment with a

parenteral anticoagulant.

If the above prior authorization criteria are met, Xarelto (Rivaroxaban) will be authorized for the

following time frame based on its intended use:

e 60-days for:
o superficial vein thrombosis (acute symptomatic); or
o venous thromboembolism prophylaxis in acutely ill medical patients, nonmajor
orthopedic surgery of the lower limb, or total hip or knee arthroplasty; or
e 6-months for heparin-induced thrombocytopenia (treatment); or

e 12-months for all other indications.

Experimental or Investigational / Not Medically Necessary

Xarelto (Rivaroxaban) for any other indication or use is considered not medically necessary by the Plan,

as it is deemed to be experimental, investigational, or unproven.
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Vyjuvek (beremagene geperpavec-svdt)

Disclaimer

Clinical guidelines are developed and adopted to establish evidence-based clinical criteria for
utilization management decisions. Clinical guidelines are applicable according to policy and plan
type. The Plan may delegate utilization management decisions of certain services to third parties who

may develop and adopt their own clinical criteria.

Coverage of services is subject to the terms, conditions, and limitations of a member’s policy, as well
as applicable state and federal law. Clinical guidelines are also subject to in-force criteria such as the
Centers for Medicare & Medicaid Services (CMS) national coverage determination (NCD) or local
coverage determination (LCD) for Medicare Advantage plans. Please refer to the member’s policy
documents (e.g., Certificate/Evidence of Coverage, Schedule of Benefits, Plan Formulary) or contact

the Plan to confirm coverage.

Summary

Epidermolysis Bullosa (EB) is a group of inherited skin disorders characterized by exceedingly fragile skin
that blisters, erodes, and scars in response to minimal friction or trauma. Four main types are EB simplex,
dystrophic EB (DEB), junctional EB, and Kindler syndrome. The severity and presentation of symptoms,
typically starting at birth or during infancy, differ significantly across types and subtypes. The US sees an
estimated birth of 200 children per year with EB.

Dystrophic EB (DEB), caused by mutations in the COL7A1 gene that diminish or obstruct the production
of type VIl collagen (C7), is one such subtype. C7 is crucial for skin strength and stability, primarily
constituting anchoring fibrils, structures attaching the epidermal basement membrane to the dermis. In
the absence of functional C7, skin fragility intensifies and separates easily. DEB can be inherited as a
dominant or recessive trait, with recessive types (RDEB) being the most severe due to mutations in both
copies of the COL7A1 gene. Dominant DEB (DDEB) is milder, resulting from mutations in a single
COL7A1 gene copy. It is estimated that fewer than 5000 individuals in the US live with DEB.



EB management is generally supportive, with wound care, protective bandaging, pain management,
therapy, nutritional regulation, infection control, and carcinoma monitoring. Treatment usually takes
place at specialized EB centers. However, there is a pressing need for treatments to improve outcomes

for EB patients, especially those with dystrophic types.

Vyjuvek (beremagene geperpavec-svdt or B-VEC), a product by Krystal Biotech Inc., is the first FDA-
approved treatment for wounds linked with DEB. It was approved by the FDA on 05/19/2023 for the
treatment of DEB in patients aged six months or older, with either recessive or dominant DEB. Vyjuvek
holds the distinction of being the first approved product in the DEB space and the first approved topical
redosable gene therapy. It delivers functional human COL7A1 genes directly to the skin of affected

patients, expressing functional collagen VII to form anchoring fibrils and stabilize the fragile skin.

Definitions
“Anchoring fibrils” are structural components of the skin that connect the epidermal basement

membrane to the dermis, thereby maintaining skin integrity.

"Beremagene geperpavec-svdt (Vyjuvek)" is a gene therapy medication used to treat DEB. Vyjuvek
introduces a functional version of the COL7A1 gene into the patient's skin cells, aiming to enable the

production of collagen VII.

“Collagen VII (C7)" is a protein that is integral to skin strength and stability. It forms the major part of

anchoring fibrils, which attach the epidermal basement membrane to the dermis.

“COL7A1 gene” is the gene responsible for the production of collagen VII. Mutations in this gene cause

dystrophic epidermolysis bullosa.

“Dominant DEB (DDEB)" is a less severe form of DEB, resulting from mutations in a single copy of the
COL7A1 gene.

“Dystrophic Epidermolysis Bullosa (DEB)"” is one of the four main types of EB. It occurs due to

mutations in the COL7A1 gene, which cause a reduction or absence of collagen VII production.

“Epidermolysis Bullosa (EB)” is a group of rare, inherited skin conditions that cause skin to become

incredibly fragile, resulting in blisters and tears even from minor friction or trauma.



“Gene therapy” is a type of treatment that involves introducing, altering, or suppressing a gene to treat

a disease.

“Geneticist”is an expert in the field of genes, hereditable diseases, and the managment and treatment

of hereditable diseases.

“Genetic testing” is a general term for medical procedures aimed at analyzing a person’s DNA for
mutations or alterations in one’s genes. Genetic tests may include, but are not limited to, targeted gene
sequencing (testing for only specific genes or regions of the genome), multigene panel testing (testing
multiple genes or multiple regions of the genome simultaneously), or exome sequencing (or “whole
exome sequencing” assessing for gene alterations or mutations amongst only protein-coding

DNA/genome).

"Immunofluorescence Mapping (IFM)" is a diagnostic technique used to visualize the presence and
location of proteins in skin tissue. In the context of DEB, it can identify alterations or absence of type VI

collagen along the basement membrane zone (BMZ).

"Pathogenic variant": This term refers to changes in the DNA sequence of a gene that has been
confirmed to increase the risk of disease. In the context of DEB, pathogenic variants in the COL7AT1

gene result in dysfunctional collagen VIl production.

“Recessive DEB (RDEB)" is a more severe form of DEB, caused by mutations in both copies of the

COL7A1 gene.
“Squamous cell carcinoma” is a type of skin cancer that can develop in severe cases of RDEB.
"Transmission Electron Microscopy (TEM)" is a microscopy technique that provides detailed, high-

resolution images of cellular structures. It can be used to observe the structure of anchoring fibrils and

detect subepidermal blistering in DEB patients.

Medical Necessity Criteria for Initial Authorization

The Plan considers Vyjuvek (beremagene geperpavec-svdt) medically necessary when ALL of the

following criteria are met:



1. The medication is prescribed by or in consultation with a geneticist, dermatologist, or
pathologist who is experienced in the diagnosis and treatment of epidermolysis bullosa (EB);
AND

2. The member is 6 months of age or older; AND

3. The member has a clinical diagnosis of dystrophic epidermolysis bullosa (DEB) confirmed by at
least ONE of the following methods:

a. Genetic testing techniques, such as targeted gene sequencing, multigene panel testing,
exome sequencing, or other genomic methods that identify EITHER:
i recessive DEB (RDEB), confirmed by two copies of pathogenic variants (biallelic)
in the collagen type VIl alpha 1 chain (COL7A1) gene. The type of mutations
(e.g., nonsense, missense, splice-site mutations, or small insertions/deletions)
should be specified; or
i.  dominant DEB (DDEB), confirmed by a single copy of a pathogenic variant
(heterozygous) in the COL7A1 gene. The specific type of mutation should be
defined; or
b. Immunofluorescence Mapping (IFM) indicating altered or missing type VIl collagen along
the basement membrane zone (BMZ); or
c. Transmission Electron Microscopy (TEM) displaying either underdeveloped or
rudimentary anchoring fibrils or subepidermal blistering; AND

4. Documentation of ALL of the following:

Measurements of wound size at baseline; and

b. A comprehensive treatment plan inclusive of wound care, pain management, nutritional
support, and physical therapy as required; and

c.  Vyjuvek (beremagene geperpavec-svdt) will be administered by a healthcare
professional, either in a professional healthcare setting (e.g., clinic) or the home setting;
AND

5. The prescribed dosage meets ONE of the following:

a. For members aged 6 months to <3 years, up to 0.8 mL per week (i.e., a maximum
weekly dose of 1.6x10° plaque forming units [PFU]); or
b. For members aged 3 years and older, up to 1.6 mL per week (i.e., a maximum weekly
dose of 3.2x107 PFU).
NOTE: Vyjuvek (beremagene geperpavec-svdt) must be used within the aforementioned limits
unless a higher quantity has been approved based on a review of a medication exception
request. The prescribing provider must offer a clinical rationale for any request exceeding these

dosage limits.



If the above prior authorization criteria are met, the requested medication will be approved for an

initial approval duration of 12 weeks (3 months).

Medical Necessity Criteria for Reauthorization

Reauthorization for 6 months will be granted if the member has recent (within the last 3 months) clinical

chart documentation demonstrating ALL of the following criteria:

1.

The requested medication is prescribed by or in consultation with a geneticist, dermatologist, or
pathologist; AND

The member has experienced a documented improvement in wound healing while on Vyjuvek
(beremagene geperpavec-svdt). This improvement must be validated by clinical documentation
showing a reduction in wound size, with measurements taken at baseline and at each follow-up
visit, demonstrating consistent progress in healing; AND

The member has demonstrated adherence to the Vyjuvek treatment protocol, with applications
conducted regularly according to instructions, i.e., applied by a healthcare professional once a
week; AND

There is no recorded evidence of unacceptable toxicity or adverse reactions to Vyjuvek
(beremagene geperpavec-svdt) that would necessitate discontinuation of treatment. Routine
monitoring for common adverse events such as pruritus, chills, and skin squamous-cell
carcinoma (SCC) should be reflected in the clinical chart; AND

There is no clinical evidence indicating disease progression, as defined by a significant
exacerbation of existing wounds that have been treated. This should be confirmed by clinical

evaluations and documented in the member's medical record.

Experimental or Investigational / Not Medically Necessary

Vyjuvek (beremagene geperpavec-svdt) for any other indication or use is considered not medically

necessary by the Plan, as it is deemed to be experimental, investigational, or unproven. Non-covered

indications include, but are not limited to, treatment of other skin disorders caused by genetic

mutations.



Applicable Billing Codes (HCPCS/CPT Codes)

Service(s) name

CPT/HCPCS Codes considered medically necessary if criteria are met:

Code Description

Office or other outpatient visit for the evaluation and management of a new

99202-99205 .
patient.

Office or other outpatient visit for the evaluation and management of an

99211-9921
> established patient.

Beremagene geperpavec-svdt for topical administration, containing nominal 5 x

401
J340 109 PFU/ml vector genomes, per 0.1 ml

ICD-10 codes considered medically necessary if criteria are met:

Code Description
Q81.2 Epidermolysis bullosa dystrophica
248.00 Encounter for change or removal of nonsurgical wound dressing
248.01 Encounter for change or removal of surgical wound dressing
748.02 Encounter for removal of sutures

Appendix

Clinical Studies

The efficacy and safety of Vyjuvek were assessed in two key clinical trials, Phase Il GEM-3 and Phase I/1I
GEM-1, studying the effectiveness of beremagene geperpavec-svdt (B-VEC) in the treatment of
dystrophic epidermolysis bullosa (DEB).

In the Phase Il GEM-3 trial, the double-blind randomized placebo-controlled study included 31
participants, predominantly aged 18 years or younger, suffering from DEB. Each participant had two
wounds treated weekly — one with B-VEC, and one with placebo, for a period of 26 weeks. The primary
endpoint was complete wound healing at 6 months. Results indicated significantly higher wound healing

in wounds treated with B-VEC) compared to those treated with placebo (67% vs. 22%, 95% CI [24-68]



p=0.002, number needed to treat [NNT]=3 ). The secondary end point, complete healing at 3 months,
was significantly higher in those exposed to B-VEC versus placebo (71% vs. 20%, 95% CI [29-73],
p<0.001, NNT=2). A total of 18 patients experienced at least 1 adverse event, most of which were mild

or moderate.

The Phase I/l GEM-1 trial was a single-center open-label trial with intra-patient comparison, conducted
over 12 weeks. Nine patients with RDEB were enrolled, with three enrolling twice for treatment of a new
set of target wounds. The primary outcome was wound closure, defined as a reduction in wound surface
area of = 95% from baseline by study week 12. Results revealed that all but one target wound treated
with B-VEC achieved closure after 3 months. B-VEC was found to be significantly superior to placebo for

wound closure, and the time to and duration of wound closure numerically favored B-VEC over placebo.
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OSCOr Clinical Guideline

Oscar Clinical Guideline: Antidiabetic Agents - Glucagon-like Peptide-1 (GLP-1) Receptor Agonists
(PG152, Ver. 5)

Antidiabetic Agents - Glucagon-like Peptide-1 (GLP-1) Receptor Agonists
e Dual Glucose-dependent Insulinotropic Polypeptide (GIP) and GLP-1 Receptor Agonists

o Mounjaro (Tirzepatide)
e Glucagon-like Peptide-1 (GLP-1) Receptor Agonists
o Bydureon BCise (Exenatide)
o Byetta (Exenatide)
o Liraglutide (Victoza)
o Ozempic (Semaglutide)
o Rybelsus (Semaglutide)
o Trulicity (Dulaglutide)

Disclaimer

Clinical guidelines are developed and adopted to establish evidence-based clinical criteria for
utilization management decisions. Clinical guidelines are applicable according to policy and plan
type. The Plan may delegate utilization management decisions of certain services to third parties who

may develop and adopt their own clinical criteria.

Coverage of services is subject to the terms, conditions, and limitations of a member’s policy, as well
as applicable state and federal law. Clinical guidelines are also subject to in-force criteria such as the
Centers for Medicare & Medicaid Services (CMS) national coverage determination (NCD) or local
coverage determination (LCD) for Medicare Advantage plans. Please refer to the member’s policy
documents (e.g., Certificate/Evidence of Coverage, Schedule of Benefits, Plan Formulary) or contact

the Plan to confirm coverage.

Summary

Incretin mimetics, also known as glucagon-like peptide-1 (GLP-1) receptor agonists, are an important
class of antidiabetic agents that potentiate glucose-dependent insulin secretion, suppress glucagon
secretion, slow gastric emptying, and promote satiety. They are used to manage diabetes, a long-term
medical condition characterized by high blood sugar levels due to the pancreas not producing enough

insulin, or the body not responding effectively to insulin.



e Tirzepatide (Mounjaro) is a unique dual glucose-dependent insulinotropic polypeptide (GIP) and
GLP-1 receptor agonist. Clinical trials, including the SURPASS series, have demonstrated that
tirzepatide significantly reduces hemoglobin A1c (HbA1c) levels (up to 2.8%) and body weight
(up to 14.8 kg) compared to placebo, semaglutide, insulin degludec, and insulin glargine.
Cardiovascular outcome studies are ongoing to assess its impact on major adverse
cardiovascular events (MACE). A new single-dose vial formulation of tirzepatide is now available,
offering additional administration options.

e Other notable GLP-1 receptor agonists include:

o Exenatide extended-release (Bydureon BCise)
o Exenatide immediate-release (Byetta)

o Semaglutide injection (Ozempic)

o Semaglutide oral (Rybelsus)

o Dulaglutide (Trulicity)

o Liraglutide (Victoza)

Several of these medications, particularly dulaglutide, liraglutide, and injectable semaglutide, have
demonstrated cardiovascular benefits. They have been shown to reduce the risk of MACE in adults with
T2DM and established cardiovascular disease or multiple cardiovascular risk factors, aligning with the
2025 American Diabetes Association (ADA) Standards of Medical Care in Diabetes and the 2022

American Association of Clinical Endocrinology (AACE) guidelines.

Ozempic (semaglutide) demonstrated reno-protective effects in adults with type 2 diabetes mellitus and
chronic kidney disease, aligning with the 2025 American Diabetes Association (ADA) Standards of
Medical Care in Diabetes.

A noteworthy safety update includes a recent warning for Ozempic (semaglutide) regarding increased
reports of ileus, a potentially life-threatening intestinal blockage. Clinicians should monitor patients for

signs of gastrointestinal obstruction and manage accordingly.

Management of T2DM typically involves lifestyle modifications such as diet, exercise, and weight loss.
Pharmacologic therapy is often necessary to achieve glycemic control. Metformin is generally preferred
for initial treatment; however, GLP-1 receptor agonists with proven cardiovascular benefits are
recommended for patients with T2DM and established atherosclerotic cardiovascular disease (ASCVD) or

high cardiovascular risk.

NOTE:




1. The Plan requires that members either be unable to use, or have tried and failed preferred

medication(s) first. Requests for non-formulary medications are subject to Non-Formulary
Products Criteria (PG069).

2. Coverage for prescription medications intended for obesity treatment, weight loss, weight

reduction, or dietary control varies depending on a member’s specific benefit policy. Please refer

to the member’s benefit plan document for information on benefit eligibility and terms of

coverage. This clinical guideline specifically addresses the use of GLP-1 receptor agonists for

type 2 diabetes mellitus. Other indications are managed under separate guidelines.

a.

For coverage criteria related to the use of GLP-1 receptor agonists for weight

management, please refer to the Oscar Clinical Guideline: Weight Loss Agents (PG070).

For coverage criteria related to Wegovy (semaglutide) for cardiovascular risk reduction in

adults with established cardiovascular disease and obesity or overweight, please refer to

the Oscar Clinical Guideline: Wegovy for Cardiovascular Risk Reduction (PG194).

For coverage criteria related to Zepbound (tirzepatide) for the treatment of moderate-to-

severe obstructive sleep apnea in adults with obesity, please refer to the Oscar Clinical

Guideline: Zepbound (tirzepatide) for the Treatment of Obstructive Sleep Apnea

(PG255).

Table 1: Glucagon-like peptide-1 (GLP-1) receptor agonists (i.e., incretin mimetics)

Classification Drug* FDA-Approved Indications

Dual Glucose-

dependent

Insulinotropic Mounjaro Adjunct to diet and exercise to improve glycemic control in

Polypeptide (GIP) (tirzepatide)

and GLP-1

Receptor Agonists

adults with type 2 diabetes mellitus. "2

Bydureon
BCise
(exenatide)

Adjunct to diet and exercise to improve glycemic control in
adults and pediatric patients aged 10 years and older with
type 2 diabetes mellitus "24°

Incretin mimetics Byetta

Antidiabetics

(exenatide)

Adjunct to diet and exercise to improve glycemic control in
adults with type 2 diabetes mellitus. '2°

Ozempic
(semaglutide)

Diabetes mellitus, type 2, treatment: "2
e asan adjunct to diet and exercise to improve glycemic
control in adults with type 2 diabetes mellitus.
e to reduce the risk of major adverse cardiovascular




events (cardiovascular death, non-fatal myocardial
infarction or non-fatal stroke) in adults with type 2
diabetes mellitus and established cardiovascular
disease.

to reduce the risk of sustained eGFR decline, end-
stage kidney disease and cardiovascular death in
adults with type 2 diabetes mellitus and chronic
kidney disease.

Rybelsus
(semaglutide)

Adjunct to diet and exercise to improve glycemic control in
adults with type 2 diabetes mellitus. "2

Trulicity
(dulaglutide)

Diabetes mellitus, type 2, treatment: "2

As an adjunct to diet and exercise to improve
glycemic control in adults and pediatric patients 10
years of age and older with type 2 diabetes mellitus;
risk reduction of major cardiovascular events
(cardiovascular death, nonfatal myocardial infarction,
nonfatal stroke) in adults with type 2 diabetes mellitus
who have established cardiovascular disease or
multiple cardiovascular risk factors.

Victoza
(liraglutide)

Diabetes mellitus, type 2, treatment: '°

As an adjunct to diet and exercise to improve
glycemic control in children =10 years of age,
adolescents, and adults with type 2 diabetes mellitus;
risk reduction of major cardiovascular events
(cardiovascular death, nonfatal myocardial infarction,
nonfatal stroke) in adults with type 2 diabetes mellitus
and established cardiovascular disease.

*include both brand and generic and all dosage forms and strengths unless otherwise stated

Limitations of Use:

"has not been studied in patients with a history of pancreatitis. Consider other antidiabetic therapies in

patients with a history of pancreatitis

2js not indicated for use in patients with type 1 diabetes mellitus

3 has not been studied in patients with gastroparesis and is not recommended in patients with

gastroparesis.

4is not recommended as first-line therapy for patients who have inadequate glycemic control on diet

and exercise because of the uncertain relevance of the rat thyroid C-cell tumor findings to humans

®should not be used with other products containing the active ingredient exenatide.

¢ should not be coadministered with other liraglutide-containing products.




Definitions

“Insulin” is a hormone produced by the beta cells in the pancreas. It facilitates the entry of glucose into
cells for energy production. Insufficient insulin leads to a high blood glucose level, a condition known as
diabetes. Oral and injectable medications can help increase insulin production, enhance the body's

sensitivity to insulin, and decrease blood sugar levels.

“Incretin Mimetics” are a class of medications that imitate the function of incretins, natural hormones in
the body that help lower post-meal blood sugar levels. These medications, also known as glucagon-like
peptide-1 (GLP-1) receptor agonists, slow digestion, prevent the liver from making too much glucose,

and help the pancreas produce more insulin when needed.

“Type 1 Diabetes” is an autoimmune condition where the pancreas's beta cells are unable to produce
sufficient insulin, leading to elevated blood glucose levels. Patients with Type 1 diabetes often require

daily insulin injections to regulate their blood glucose.

“Type 2 Diabetes” is a metabolic disorder characterized by insufficient insulin production or insulin
resistance in the body cells. It is more common than Type 1 and often managed through lifestyle

changes, non-insulin medications, and, if necessary, insulin injections.

“Blood Glucose” is the primary sugar found in the bloodstream, serving as the body's main energy

source. Chronic high blood glucose levels can lead to complications from blood vessel damage.

“Hemoglobin Alc (HbA1c)" is a blood test that measures average blood glucose levels over the past 2
to 3 months. It is also referred to as the A1C or glycosylated hemoglobin test. Various factors, such as

age, ethnicity, certain conditions, and pregnancy, can affect A1C results.

“Hyperglycemia” is the medical term for high blood glucose. It can occur due to inadequate fasting

(fasting hyperglycemia) or post-meal (postprandial hyperglycemia).

“Hypoglycemia” is a condition characterized by abnormally low blood glucose, typically less than 70
mg/dL. Symptoms include hunger, nervousness, dizziness, confusion, and in severe cases,
unconsciousness. Immediate treatment involves consuming carbohydrate-rich foods or using injectable

glucagon for severe cases.



“Cardiovascular Disease” refers to a class of diseases involving the heart and blood vessels. It is a

common complication in individuals with long-term Type 2 diabetes and is often a key consideration

when selecting an appropriate diabetes medication.

Medical Necessity Criteria for Initial Authorization

The Plan considers glucagon-like peptide-1 (GLP-1) receptor agonists (i.e., incretin mimetics)

medically necessary when ALL the following criteria are met:

1.

2.

3.

The medication is age-appropriate for the member as per the FDA-approved indications; AND
> For Bydureon BCise, Trulicity, and Victoza, the member must be 10 years of age or
older.
> For other glucagon-like peptide-1 (GLP-1) receptor agonists, the member must be 18
years of age or older.
The member has a diagnosis of type 2 diabetes mellitus based on at least ONE of the following
diagnostic criteria:
a. Afasting glucose level of greater than 126 mg/dL (7.0 mmol/L)*; and/or
b. A 2-hour glucose tolerance test result of greater than 200 mg/dL (11.1 mmol/L)*; and/or
c. A hemoglobin Alc (HbA1c) level of 6.5% (48 mmol/mol) or higher*; and/or
d. Random plasma glucose = 200 mg/dL (11.1 mmol/L) with classic symptoms of
hyperglycemia (e.g., frequent urination, extreme thirst, and unexplained weight loss) or
hyperglycemic crisis; AND

Important Notes: *The American Diabetes Association (ADA) “Standards of Care in

Diabetes” recommends, in the absence of unequivocal hyperglycemia, diagnosis
requires two abnormal results from different tests which may be obtained at the same
time (e.g., A1C and FPG), or the same test at two different time points.
> |f two different tests are above diagnostic thresholds, this confirms the
diagnosis without need for further testing.
> |f two different tests are used and results are discordant, the test with a result
above the diagnostic cut point should be repeated.
> For the Random Plasma Glucose test, a confirmatory test is not required if
accompanied by classic symptoms of hyperglycemia or hyperglycemic crisis.
The member has ONE of the following:
a. is unable to use, or has adequately tried and failed metformin at a minimum effective
dose of 1500 mg daily for at least 90 days; or
b. requires combination therapy to achieve glycemic control AND has an HbA1c of 7.5

percent or greater; or



C.

has established Atherosclerotic Cardiovascular Disease (ASCVD) (e.g., coronary artery
disease, cerebrovascular disease, peripheral arterial disease), AND the request is for
ONE of the following:
i Liraglutide (Victoza); or
ii. Ozempic (semaglutide); or
iii.  Trulicity (dulaglutide); or
has presence of multiple cardiovascular risk factors (e.g., hypertension, dyslipidemia,
smoking, obesity, family history of premature ASCVD), AND the request is for Trulicity
(dulaglutide); or
has CKD with an estimated glomerular filtration rate (eGFR) of 15 mL/min/1.73 m2 or
greater AND the request is for ONE of the following:
i Liraglutide (Victoza); or
ii. Ozempic (semaglutide); or

iii. Trulicity (dulaglutide).

If the above prior authorization criteria are met, the requested drug will be approved for 12-months.

Medical Necessity Criteria for Reauthorization

Reauthorization for 12 months will be granted if the member has been using the requested GLP-1

receptor agonist and demonstrates an ongoing clinical need for continued therapy, as evidenced by

ONE of the following:

1.

a.

C.

A reduction in Hemoglobin Alc (HbA1c) since initiation of therapy, documented within the past
6 months; or

Maintenance of target HbA1c levels (e.g., HbATc less than 7% or as determined by the treating
provider based on member-specific goals); or

Improvement in fasting plasma glucose levels since initiation of therapy; or

Presence of established ASCVD, multiple cardiovascular risk factors, or Chronic Kidney Disease
(CKD) AND the requested GLP-1 receptor agonist is ONE of the following agents with proven

benefits in these conditions:

Liraglutide (Victoza); or

b. Ozempic (semaglutide); or

Trulicity (dulaglutide).



Experimental or Investigational / Not Medically Necessary
Glucagon-like peptide-1 (GLP-1) receptor agonists (i.e., incretin mimetics) for any other indication is
considered not medically necessary by the Plan, as it is deemed to be experimental, investigational, or

unproven.

NOTE - This clinical guideline specifically addresses the use of GLP-1 receptor agonists for type 2
diabetes mellitus. For other indications, such as weight management and cardiovascular risk reduction,
please refer to the respective clinical guidelines:
e Weight Loss Agents (PG070), for coverage criteria related to the use of GLP-1 receptor agonists
for weight management.
e Wegovy for Cardiovascular Risk Reduction (PG194), for coverage criteria related to Wegovy
(semaglutide) for cardiovascular risk reduction in adults with established cardiovascular disease

and obesity or overweight.

Appendix

Metformin in Type 2 Diabetes

"The recommendation for a minimum effective dose of 1500 milligrams daily of metformin is derived
from clinical findings which show that this dosage effectively regulates both fasting blood glucose and

glycosylated hemoglobin levels - crucial markers of long-term glucose control.

Metformin functions by decreasing glucose production in the liver and enhancing insulin sensitivity in
both the liver and peripheral tissues. This enhancement in turn improves the uptake and usage of
glucose. The efficacy of metformin is dose-dependent, with the most clinically meaningful responses

usually not seen at doses below 1500 milligrams per day.

The strategy of starting metformin treatment at a lower dose and gradually stepping up the dose over
time (typically over a period of weeks) is useful in reducing the occurrence and intensity of
gastrointestinal side effects. These side effects are the most common adverse reactions linked with
metformin therapy and can include symptoms such as nausea, vomiting, diarrhea, abdominal cramping,
and bloating. Commencing therapy at a lower dose (for instance, 500 mg twice daily or 850 mg once
daily) and progressively increasing the dosage over time allows patients to better tolerate metformin.
This results in improved medication adherence and ultimately, superior glycemic control.

e For patients who need further glycemic control beyond what can be achieved with a total daily

dose of 2000 mg, the dosage of metformin can be boosted up to a maximum of 2550 mg per

day, given in divided doses. This upper limit is based on clinical trials that show doses above this



level do not provide an additional glycemic control benefit but may increase the risk of adverse

effects.

e For pediatric patients, the same principle of beginning at a lower dose and incrementally

increasing applies, with a maximum limit of 2000 mg per day given in divided doses.

Table 2: Metformin in Diabetes Treatment

Clinical Consideration

Recommendation

Understanding
Metformin

Metformin is frequently used due to its efficacy, cost-effectiveness, and
cardiovascular benefits. However, Gl adverse effects are common and
could limit its use.

Managing Patient
Expectations

Inform patients that side effects are often temporary and encourage
patience during the dosage adjustment period.

Choosing Metformin
Type

Extended-release (ER) versions are generally preferred due to fewer daily
doses and reduced discontinuation rates. However, consider cost and
insurance coverage.

Initiating Metformin

Start at a low dose (500 mg for ER/IR or 250 mg for those with Gl
intolerance history). Consider using liquid formulations or single-ingredient
products for easier titration.

Dosage Increase

Gradually up titrate dosage every one to two weeks. Decrease back to the
last tolerated dose if GI symptoms occur, and then try to increase more
slowly.

Dosage Titration (Adults)

Dosage may be increased by 500 mg at weekly intervals until desired
response or a maximum dosage is reached (2.55 g daily for immediate-
release, 2.5 g for certain extended-release tablets, and 2 g for others).

Dosage Titration
(Children 10-16 years)

Dosage may be increased by 500 mg at weekly intervals until desired
response or a maximum dosage of 2 g daily in 2 divided doses is reached.

Maximizing Tolerance

Advice patients to take metformin during or immediately after meals.
Consider dividing doses if tolerability is an issue.

Addressing Complaints

Manage common complaints such as diarrhea and nausea by temporary
dose reduction. If odor of the drug is a problem, consider switching brands
or generics.




Gl Tolerance Issues

If GI symptoms persist, consider using 5-HT3-antagonists like ondansetron
or treating underlying Helicobacter pylori infection.

Insufficient Dose Even lower doses can improve glucose control. Consider combining
Tolerance metformin with another agent if necessary.

Interrupted Therapy

If therapy is interrupted, consider a full titration when restarting. Lower the
dose and increase slowly if adverse effects occur upon restarting.

References

1.

10.

11.

American College of Obstetricians and Gynecologists (ACOG) Committee on Practice
Bulletins—Obstetrics. ACOG Practice Bulletin No. 190: Gestational diabetes mellitus. Obstet
Gynecol. 2018;131(2):e49-e64.

American College of Obstetricians and Gynecologists (ACOG). ACOG Practice Bulletin No. 201:
Pregestational diabetes mellitus. Obstet Gynecol. 2018;132(6):e228-e248.
doi:10.1097/A0G.0000000000002960

American Diabetes Association (ADA). Standards of medical care in diabetes—2021. Diabetes
Care. 2021;44(suppl 1):5S1-5232.

American Diabetes Association Professional Practice Committee; 2. Diagnosis and Classification
of Diabetes: Standards of Care in Diabetes—2025. Diabetes Care 1 January 2025; 48
(Supplement_1): S27-549. https://doi.org/10.2337/dc25-5002

American Diabetes Association Professional Practice Committee; 6. Glycemic Goals and
Hypoglycemia: Standards of Care in Diabetes—2025. Diabetes Care 1 January 2025; 48
(Supplement_1): $128-S145. https://doi.org/10.2337/dc25-S006

American Diabetes Association Professional Practice Committee; 8. Obesity and Weight
Management for the Prevention and Treatment of Type 2 Diabetes: Standards of Care in
Diabetes-2025. Diabetes Care 1 January 2025; 48 (Supplement_1): S167-S180.
https://doi.org/10.2337/dc25-5008

American Diabetes Association Professional Practice Committee; 9. Pharmacologic Approaches
to Glycemic Treatment: Standards of Care in Diabetes—2025. Diabetes Care 1 January 2025; 48
(Supplement_1): S181-S206. https://doi.org/10.2337/dc25-S009

American Diabetes Association Professional Practice Committee; Summary of Revisions:
Standards of Care in Diabetes—2025. Diabetes Care 1 January 2025; 48 (Supplement_1): S6—
S13. https://doi.org/10.2337/dc25-SREV

American Diabetes Association Professional Practice Committee, Draznin, B., Aroda, V. R.,
Bakris, G., Benson, G., Brown, F. M., Freeman, R., Green, J., Huang, E., Isaacs, D., Kahan, S.,
Leon, J., Lyons, S. K., Peters, A. L., Prahalad, P., Reusch, J., & Young-Hyman, D. (2022). 9.
Pharmacologic Approaches to Glycemic Treatment: Standards of Medical Care in Diabetes-
2022. Diabetes care, 45(Suppl 1), S125-S143. https://doi.org/10.2337/dc22-S009

American Diabetes Association Professional Practice Committee. 8. Obesity and Weight
Management for the Prevention and Treatment of Type 2 Diabetes: Standards of Care in
Diabetes-2024. Diabetes Care. 2024 Jan 1;47(Suppl 1):5145-S157. doi: 10.2337/dc24-S008.
PMID: 38078578; PMCID: PMC10725806.

American Diabetes Association Professional Practice Committee. 9. Pharmacologic Approaches
to Glycemic Treatment: Standards of Care in Diabetes-2024. Diabetes Care. 2024 Jan

10




12.

13.

14.

15.

16.

17.

18.

19.

20.

21.

22.

23.

24.

25.

26.

1;47(Suppl 1):5158-5178. doi: 10.2337/dc24-S009. Erratum in: Diabetes Care. 2024 Jul
1;47(7):1238. doi: 10.2337/dc24-er07a. PMID: 38078590; PMCID: PMC10725810.

American Diabetes Association Professional Practice Committee. 11. Chronic Kidney Disease
and Risk Management: Standards of Care in Diabetes-2025. Diabetes Care. 2025 Jan
1;48(Supplement_1):5239-5251.

Anderson SL, Marrs JC. Tirzepatide for type 2 diabetes. Drugs Context. 2023 Aug 22;12:2023-6-
1. doi: 10.7573/dic.2023-6-1. PMID: 37664792; PMCID: PMC10470858.

Blonde L, Umpierrez GE, Reddy SS, McGill JB, Berga SL, Bush M, Chandrasekaran S, DeFronzo
RA, Einhorn D, Galindo RJ, Gardner TW, Garg R, Garvey WT, Hirsch IB, Hurley DL, Izuora K,
Kosiborod M, Olson D, Patel SB, Pop-Busui R, Sadhu AR, Samson SL, Stec C, Tamborlane WV Jr,
Tuttle KR, Twining C, Vella A, Vellanki P, Weber SL. American Association of Clinical
Endocrinology Clinical Practice Guideline: Developing a Diabetes Mellitus Comprehensive Care
Plan-2022 Update. Endocr Pract. 2022 Oct;28(10):923-1049. doi: 10.1016/j.eprac.2022.08.002.
Epub 2022 Aug 11. Erratum in: Endocr Pract. 2023 Jan;29(1):80-81. doi:
10.1016/j.eprac.2022.12.005. PMID: 35963508; PMCID: PMC10200071.

Blumer |, Hadar E, Hadden DR, et al. Diabetes and pregnancy: an endocrine society clinical
practice guideline. J Clin Endocrinol Metab. 2013;98(11):4227-4249.

Bosch C, Carriazo S, Soler MJ, Ortiz A, Fernandez-Fernandez B. Tirzepatide and prevention of
chronic kidney disease. Clin Kidney J. 2022 Dec 23;16(5):797-808. doi: 10.1093/ckj/sfac274.
PMID: 37151412; PMCID: PMC10157759.

Bydureon (exenatide) [prescribing information]. Wilmington, DE: AstraZeneca Pharmaceuticals
LP; December 2022.

Bydureon (exenatide) [prescribing information]. Wilmington, DE: AstraZeneca Pharmaceuticals
LP; November 2024.

Bydureon BCise (exenatide) [prescribing information]. Wilmington, DE: AstraZeneca
Pharmaceuticals LP; November 2024.

Bydureon BCise (exenatide) [prescribing information]. Wilmington, DE: AstraZeneca
Pharmaceuticals LP; December 2022.

Byetta (exenatide) [prescribing information]. Wilmington, DE: AstraZeneca Pharmaceuticals LP;
November 2024.

Byetta (exenatide) [prescribing information]. Wilmington, DE: AstraZeneca Pharmaceuticals LP;
December 2022.

Conlin PR, Burke BV, Hobbs C, Hurren KM, Lang AE, Morrison JW, Spacek L, Steil EN, Watts SA,
Weinreb JE, Pogach LM. Management of Type 2 Diabetes Mellitus: Synopsis of the Department
of Veterans Affairs and Department of Defense Clinical Practice Guideline. Mayo Clin Proc. 2024
Jul 5:50025-6196(24)00210-6. doi: 10.1016/j.mayocp.2024.04.014. Epub ahead of print. PMID:
39093266.

David B Sacks, Mark Arnold, George L Bakris, David E Bruns, Andrea R Horvath, Ake Lernmark,
Boyd E Metzger, David M Nathan, M Sue Kirkman, Guidelines and Recommendations for
Laboratory Analysis in the Diagnosis and Management of Diabetes Mellitus, Clinical Chemistry,
Volume 69, Issue 8, August 2023, Pages 808-868, https://doi.org/10.1093/clinchem/hvad080
Davies MJ, D'Alessio DA, Fradkin J, et al. Management of hyperglycemia in type 2 diabetes,
2018. A consensus report by the American Diabetes Association (ADA) and the European
Association for the Study of Diabetes (EASD). Diabetes Care. 2018;41(12):2669-2701.
doi:10.2337/dci18-0033

ElSayed NA, Aleppo G, Aroda VR, et al. 2. Classification and Diagnosis of Diabetes: Standards of
Care in Diabetes-2023. Diabetes Care 2023; 46:519.

11



27.

28.

29.

30.

31.

32.

33.

34.

35.

36.

37.

38.

39.

40.

41

42.

France NL, Syed YY. Tirzepatide: A Review in Type 2 Diabetes. Drugs. 2024 Feb;84(2):227-238.
doi: 10.1007/s40265-023-01992-4. Epub 2024 Feb 23. PMID: 38388874.

Garber AJ, Handelsman Y, Grunberger G et al. Consensus statement by the American
Association of Clinical Endocrinologists and American College of Endocrinology on the
comprehensive type 2 diabetes management algorithm 2020 executive summary. Endocr Pract.
2020; 26:107-139. [PubMed 32022600]

Grunberger G, Sherr J, Allende M, Blevins T, Bode B, Handelsman Y, Hellman R, Lajara R,
Roberts VL, Rodbard D, Stec C, Unger J. American Association of Clinical Endocrinology Clinical
Practice Guideline: The Use of Advanced Technology in the Management of Persons With
Diabetes Mellitus. Endocr Pract. 2021 Jun;27(6):505-537. doi: 10.1016/j.eprac.2021.04.008.
PMID: 34116789.

He L, Wang J, Ping F, et al. Association of glucagon-like peptide-1 receptor agonist use with risk
of gallbladder and biliary diseases: a systematic review and meta-analysis of randomized clinical
trials. JAMA Intern Med. 2022;182(5):513-519. doi:10.1001/jamainternmed.2022.0338
Honigberg MC, Chang LS, McGuire DK, Plutzky J, Aroda VR, Vaduganathan M. Use of
Glucagon-Like Peptide-1 Receptor Agonists in Patients With Type 2 Diabetes and
Cardiovascular Disease: A Review. JAMA Cardiol. 2020 Oct 1;5(10):1182-1190. doi:
10.1001/jamacardio.2020.1966. PMID: 32584928; PMCID: PMC7744318.

Kidney Disease: Improving Global Outcomes (KDIGO) Diabetes Work Group. KDIGO 2020
clinical practice guideline for diabetes management in chronic kidney disease. Kidney Int.
2020;98(supp 4):51-5115. doi:10.1016/j.kint.2020.06.019

Kidney Disease: Improving Global Outcomes (KDIGO) Diabetes Work Group. KDIGO 2022
Clinical Practice Guideline for Diabetes Management in Chronic Kidney Disease. Kidney Int.
2022 Nov;102(5S):51-5127.

Kidney Disease: Improving Global Outcomes (KDIGO) CKD Work Group. KDIGO 2024 Clinical
Practice Guideline for the Evaluation and Management of Chronic Kidney Disease. Kidney Int.
2024 Apr;105(45):5117-S314.

LeRoith D, Biessels GJ, Braithwaite SS, et al. Treatment of diabetes in older adults: an Endocrine
Society* clinical practice guideline. J Clin Endocrinol Metab. 2019;104(5):1520-1574.
doi:10.1210/jc.2019-00198

Michos ED, Bakris GL, Rodbard HW, Tuttle KR. Glucagon-like peptide-1 receptor agonists in
diabetic kidney disease: A review of their kidney and heart protection. Am J Prev Cardiol. 2023
May 24;14:100502. doi: 10.1016/j.ajpc.2023.100502. PMID: 37313358; PMCID: PMC10258236.
Mounjaro (tirzepatide) [prescribing information]. Indianapolis, IN: Lilly USA LLC; November 2024.
Mounjaro (tirzepatide) [prescribing information]. Indianapolis, IN: Lilly USA LLC; September
2022.

Ozempic (semaglutide) [prescribing information]. Plainsboro, NJ: Novo Nordisk Inc; January
2025.

Ozempic (semaglutide) [prescribing information]. Plainsboro, NJ: Novo Nordisk Inc; November
2024.

. Ozempic (semaglutide) [prescribing information]. Plainsboro, NJ: Novo Nordisk Inc; October

2022.

Qaseem A, Obley AJ, Shamliyan T, Hicks LA, Harrod CS, Crandall CJ; Clinical Guidelines
Committee of the American College of Physicians; Balk EM, Cooney TG, Cross JT Jr, Fitterman
N, Lin JS, Maroto M, Miller MC, Shekelle P, Tice JA, Tufte JE, Etxeandia-lkobaltzeta I, Yost J.
Newer Pharmacologic Treatments in Adults With Type 2 Diabetes: A Clinical Guideline From the

12



43.

44.

45.

46.

47.
48.

49.
50.
51.
52.
53.
54.
55.
56.

57.

American College of Physicians. Ann Intern Med. 2024 May;177(5):658-666. doi: 10.7326/M23-
2788. Epub 2024 Apr 19. PMID: 38639546; PMCID: PMC11614146.

Romera |, Cebrian-Cuenca A, Alvarez-Guisasola F, Gomez-Peralta F, Reviriego J. A Review of
Practical Issues on the Use of Glucagon-Like Peptide-1 Receptor Agonists for the Management
of Type 2 Diabetes. Diabetes Ther. 2019 Feb;10(1):5-19.

Rybelsus (semaglutide) [prescribing information]. Plainsboro, NJ: Novo Nordisk Inc; November
2024.

Samson, Susan L. et al. American Association of Clinical Endocrinology Consensus Statement:
Comprehensive Type 2 Diabetes Management Algorithm — 2023 Update. Endocrine Practice.
Volume 29, Issue 5, 305 - 340.

Sattar N, McGuire DK, Pavo |, Weerakkody GJ, Nishiyama H, Wiese RJ, Zoungas S. Tirzepatide
cardiovascular event risk assessment: a pre-specified meta-analysis. Nat Med. 2022
Mar;28(3):591-598. doi: 10.1038/s41591-022-01707-4. Epub 2022 Feb 24. PMID: 35210595;
PMCID: PMC8938269.

Saxenda (liraglutide) [prescribing information]. Plainsboro, NJ: Novo Nordisk Inc; April 2023.
Trulicity (dulaglutide) [prescribing information]. Indianapolis, IN: Eli Lilly and Company;
November 2024.

Trulicity (dulaglutide) [prescribing information]. Indianapolis, IN: Eli Lilly and Company;
December 2022.

Vaughan EM, Santiago-Delgado ZM. Management of Type 2 Diabetes Mellitus With Noninsulin
Pharmacotherapy. Am Fam Physician. 2024 Apr;109(4):333-342. PMID: 38648832.

Victoza (liraglutide) [prescribing information]. Plainsboro, NJ: Novo Nordisk Inc; November 2024.
Victoza (liraglutide) [prescribing information]. Plainsboro, NJ: Novo Nordisk Inc; June 2022.
Wegovy (semaglutide) [prescribing information]. Plainsboro, NJ: Novo Nordisk Inc; March 2024.
Wegovy (semaglutide) [prescribing information]. Plainsboro, NJ: Novo Nordisk Inc; February
2023.

Weinberg Sibony R, Segev O, Dor S, Raz |. Drug Therapies for Diabetes. Int J Mol Sci. 2023 Dec
5;24(24):17147. doi: 10.3390/ijms242417147. PMID: 38138975; PMCID: PMC1074259%4.
Writing Committee Members; ACC/AHA Joint Committee Members. 2022 AHA/ACC/HFSA
Guideline for the Management of Heart Failure. J Card Fail. 2022 May;28(5):e1-e167.
Zepbound (tirzepatide) [prescribing information]. Indianapolis, IN: Lilly USA LLC; October 2024.

Clinical Guideline Revision / History Information

Original Date:
Reviewed/Revised: 07/01/2025

13



OSCGr Clinical Guideline

Oscar Clinical Guideline: Ycanth (cantharidin) (PG162, Ver.3)

Ycanth (cantharidin)

Disclaimer

Clinical guidelines are developed and adopted to establish evidence-based clinical criteria for
utilization management decisions. Clinical guidelines are applicable according to policy and plan
type. The Plan may delegate utilization management decisions of certain services to third parties who

may develop and adopt their own clinical criteria.

Coverage of services is subject to the terms, conditions, and limitations of a member’s policy, as well
as applicable state and federal law. Clinical guidelines are also subject to in-force criteria such as the
Centers for Medicare & Medicaid Services (CMS) national coverage determination (NCD) or local
coverage determination (LCD) for Medicare Advantage plans. Please refer to the member’s policy
documents (e.g., Certificate/Evidence of Coverage, Schedule of Benefits, Plan Formulary) or contact

the Plan to confirm coverage.

Summary

Molluscum contagiosum (molluscum) is a widespread skin infection caused by the molluscum virus, a
dermatotropic DNA poxvirus. This condition predominantly affects children and is common worldwide.
The infection results in small, flesh-colored papules and papulovesicles, measuring 1-4 mm across, which
usually have a distinct umbilicated or dimpled center. These papules are typically not accompanied by
much inflammation; however, when an inflammatory response is observed, it often signals the start of
disease resolution.

e Although molluscum lesions are generally painless, they might itch or become irritated.
Scratching or picking at the bumps can lead to autoinoculation, scarring, or secondary bacterial
infections.

e The primary mode of molluscum transmission is through direct person-to-person contact or by
autoinoculation. Indirect transmission can occur through touching contaminated items like

towels, clothes, or toys.



e Inimmunocompetent individuals, molluscum contagiosum often resolves spontaneously within 6
to 12 months. Treatment may be warranted to decrease spread, relieve symptoms, or reduce
duration.

e Immunocompromised individuals are at a higher risk of extensive and persistent disease.

Molluscum contagiosum is often self-limiting in immunocompetent individuals, but decision to treat may
be based on risk of inoculation (to self or others via open lesion or sexual transmission in the case of
genital lesions). If one chooses to treat molluscum contagiosum, management options include
cryotherapy, curettage, Ycanth (cantharidin) topical solution, or podophyllotoxin. Limited data is

available for other therapies (e.g., imiquimod, potassium hydroxide, topical retinoids).

Ycanth (cantharidin 0.7% topical solution) is indicated for the topical treatment of molluscum
contagiosum in adult and pediatric patients 2 years of age and older.

e Ycanth is administered to patients only by health care providers who have received instruction
and training prior to preparation and administration of Ycanth. Providers apply a single
application of Ycanth to each lesion every 3 weeks as needed. The topical solution can be
removed with soap and water 24 hours after treatment.

e Ycanth is for topical use only. Ycanth is not for oral, mucosal, or ophthalmic use.

e The safety and efficacy in pediatric patients below the age of 2 years have not been established.

e The safety and efficacy of drug use for longer than 12 weeks has not been established.

Definitions

“Central Umbilication” refers to a characteristic dimple or depression at the center of a lesion or

papule.

“Immunocompetent” means having a functional immune system, not weakened by disease or

medication.

“Immunosuppression” refers to a state where the immune system is suppressed, either by specific

conditions like HIV, medications, or malignancies.

“Molluscum Contagiosum®” is a viral skin infection caused by the molluscipox virus resulting in small,

raised, typically painless bumps on the skin.



Medical Necessity Criteria for Initial Authorization

The Plan considers Ycanth (cantharidin) medically necessary when ALL of the following criteria are met:

1.
2.
3.

The member is 2 years of age or older; AND

The member has a diagnosis of molluscum contagiosum; AND

IF the member is immunocompetent®, documentation does NOT indicate that the member has
uncomplicated, mild, molluscum contagiosum amenable to expectant observation; AND

“j.e., the member does NOT have immunosuppression caused by HIV, medications, and/or
malignancy

The member is unable to use (e.g., member is less than 18 years of age, as safety and efficacy
has not been well established in the pediatric population), or has tried and failed Podofilox 0.5%

Topical Solution.

If the above prior authorization criteria are met, Ycanth (cantharidin) will be approved for 12-weeks,

up to 4 applications, with repeat applications no more frequently than every 3 weeks.

Medical Necessity Criteria for Reauthorization

Reauthorization for up to 4 additional applications (up to 4 total) will be granted if the member has

recent (within the last 6 weeks) clinical documentation demonstrating:

1.

Partial response evidenced by reduction in number or size of lesions but with some remaining;
AND

At least 3 weeks have passed since the last application; AND

Total duration of therapy has not exceeded 4 applications.

NOTE: In clinical trials, patients received up to 4 applications of Ycanth at intervals of
approximately 21 days. Reauthorization requires evidence of continued benefit and allows

retreatment within studied limits.

Experimental or Investigational / Not Medically Necessary

Ycanth (cantharidin) for any other indication or use is considered not medically necessary by the Plan, as

it is deemed to be experimental, investigational, or unproven. Non-covered indications include, but are

not limited to, the following:

Condylomata Acuminata, another term for genital warts, referring specifically to the raised,
cauliflower-like appearance that these warts can have. They are caused by HPV and are not the
same as molluscum contagiosum.

Genital Warts, warts that appear on the genitalia and are caused by certain strains of HPV. They

are not the same as molluscum contagiosum.



e Papilloma Viral Infection, benign tumors that arise from epithelial tissues and are caused by
various types of the human papillomavirus (HPV).

e Sexually Transmitted Disease (STD), a broad category of diseases that are primarily transmitted
through sexual contact. Both molluscum contagiosum and genital warts (caused by HPV) can be
considered STDs, but the term STD includes many other diseases as well, such as chlamydia,
gonorrhea, and HIV, to name a few.

e Verruca (Warts), another term for warts. These are caused by HPV and are distinct from
molluscum contagiosum.

e Verruca Vulgaris, i.e., common warts, typically seen on the hands and fingers. They are caused

by the human papillomavirus (HPV) and are not the same as molluscum contagiosum.

Applicable Billing Codes (HCPCS/CPT Codes)

Service(s) name

CPT/HCPCS Codes considered medically necessary if criteria are met:

Code Description

Destruction (eg, laser surgery, electrosurgery, cryosurgery, chemosurgery,
17110 surgical curettement), of benign lesions other than skin tags or cutaneous
vascular proliferative lesions; up to 14 lesions

Destruction (eg, laser surgery, electrosurgery, cryosurgery, chemosurgery,
17111 surgical curettement), of benign lesions other than skin tags or cutaneous
vascular proliferative lesions; 15 or more lesions

Destruction of lesion(s), anus (eg, condyloma, papilloma, molluscum

46900 ) . . . .
contagiosum, herpetic vesicle), simple; chemical

Destruction of lesion(s), anus (eg, condyloma, papilloma, molluscum
46924 contagiosum, herpetic vesicle), extensive (eg, laser surgery, electrosurgery,
cryosurgery, chemosurgery)

Destruction of lesion(s), penis (eg, condyloma, papilloma, molluscum

54050 ) . . . .
contagiosum, herpetic vesicle), simple; chemical

Destruction of lesion(s), penis (eg, condyloma, papilloma, molluscum
54065 contagiosum, herpetic vesicle), extensive (eg, laser surgery, electrosurgery,
cryosurgery, chemosurgery)




Destruction of lesion(s), vulva; simple (eg, laser surgery, electrosurgery,

56501
cryosurgery, chemosurgery)

56515 Destruction of lesion(s), vulva; extensive (eg, laser surgery, electrosurgery,
cryosurgery, chemosurgery)

J7354 Cantharidin for topical administration, 0.7%, single unit dose applicator (3.2 mg)

ICD-10 codes considered medically necessary if criteria are met:

Code Description

B08.1 Molluscum contagiosum

ICD-10 codes! considered experimental or investigational or not considered medically necessary

tnot all-inclusive

Code Description
A5 Early syphilis
A51.3 Secondary syphilis of skin and mucous membranes
A54 Gonococcal infection
Gonococcal infection of lower genitourinary tract without periurethral or accessory
A54.0 gland abscess
A54.6 Gonococcal infection of anus and rectum
A56 Other sexually transmitted chlamydial diseases
A56.3 Chlamydial infection of anus and rectum
A60 Anogenital herpesviral [herpes simplex] infections
A60.0 Herpesviral infection of genitalia and urogenital tract
A60. 1 Herpesviral infection of perianal skin and rectum
A60.9 Anogenital herpesviral infection, unspecified
A63 Other predominantly sexually transmitted diseases, not elsewhere classified
A63.0 Anogenital (venereal) warts
A63.8 Other specified predominantly sexually transmitted diseases
Ab4 Unspecified sexually transmitted disease
A6S Yaws
Ab6.1 Multiple papillomata and wet crab yaws
BOO Herpesviral [herpes simplex] infections




B0O.8 Other forms of herpesviral infections
B00.9 Herpesviral infection, unspecified
BO7 Viral warts
B07.0 Plantar wart
B07.8 Other viral warts
B07.9 Viral wart, unspecified
C51 Malignant neoplasm of vulva
C51.0 Malignant neoplasm of labium majus
C511 Malignant neoplasm of labium minus
C51.2 Malignant neoplasm of clitoris
C51.8 Malignant neoplasm of overlapping sites of vulva
C51.9 Malignant neoplasm of vulva, unspecified
C60 Malignant neoplasm of penis
C60.0 Malignant neoplasm of prepuce
C60.1 Malignant neoplasm of glans penis
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Oscar Clinical Guideline: Izervay (avancincaptad pegol) (PG168, Ver. 3)

Izervay (avancincaptad pegol)

Disclaimer

Clinical guidelines are developed and adopted to establish evidence-based clinical criteria for
utilization management decisions. Clinical guidelines are applicable according to policy and plan
type. The Plan may delegate utilization management decisions of certain services to third parties who

may develop and adopt their own clinical criteria.

Coverage of services is subject to the terms, conditions, and limitations of a member’s policy, as well
as applicable state and federal law. Clinical guidelines are also subject to in-force criteria such as the
Centers for Medicare & Medicaid Services (CMS) national coverage determination (NCD) or local
coverage determination (LCD) for Medicare Advantage plans. Please refer to the member’s policy
documents (e.g., Certificate/Evidence of Coverage, Schedule of Benefits, Plan Formulary) or contact

the Plan to confirm coverage.

Summary

Age-related macular degeneration (AMD) is a common progressive eye condition and a leading cause of
vision loss in those over 65 years old. The most common form is dry AMD, affecting about 70-90% of
AMD patients. As dry AMD advances, the risk of geographic atrophy increases. Geographic atrophy
(GA), characterized by irreversible loss of retinal cells, leading to progressive vision difficulties like
blurred areas or missing spots when reading, accounts for ~15% of all AMD cases. Geographic atrophy

impacts daily functioning and can ultimately cause severe central vision loss or blindness.

Despite the significant burden of GA, effective treatment options have been lacking until recently. On
August 4, 2023, the FDA granted approval to Izervay (avacincaptad pegol) as the first C5 complement
inhibitor for GA secondary to AMD. As an overactive complement system contributes to AMD
pathology, inhibiting C5 may reduce this damaging effect.

1. The monthly intravitreal injections of Izervay were studied in two phase 3 trials, GATHER1 and

GATHER2, which showed significantly reduced GA lesion growth rates compared to sham



injections over 12 months. However, no differences in visual acuity were observed between the
treatment and placebo groups.

2. A post-hoc analysis of the GATHER1 and GATHERZ study assessed the impact of Izervay
(avancincaptad pegol) 2 mg versus sham on the impact on visual acuity measured by letter loss
from baseline. There was a significant difference between Izerkay (avancincaptad pegol) and
sham for loss of =15 works (3.4% vs. 78%) by 12 months. This difference was consistently seen
for =10 word and =20 word loss. This post-hoc analysis also found a reduction in the loss of
visual acuity to below driving eligibility threshold, which is a clinically meaningful outcome.
However, this study is significantly limited by its post-hoc design, limited statistical analysis and
power (despite pooling the GATHER1T and GATHER2 study sample to increase total size).

3. While Izervay represents an important advance as the first approved pharmacotherapy for GA,
concerns exist regarding its benefit-risk profile. Increased adverse events like endophthalmitis
and conversion to wet AMD were seen with Izervay versus placebo. Additionally, the lack of

efficacy on visual acuity, a key goal in managing AMD, raises uncertainty about its clinical value.

Definitions
“Age-related macular degeneration (AMD)" is a common progressive eye disease that results in

damage to the macula and central vision loss. It has two main forms - dry and wet AMD.

“Drusen”is yellow extracellular deposits that accumulate under the retinal pigment epithelium

characterizing early AMD.

“Dry AMD" is the most common form of AMD (~90% cases) characterized by drusen deposits and

abnormalities in the retinal pigment epithelium in the macula.

“Endophthalmitis” is a serious inflammation of the interior of the eye that can lead to vision loss.

“Geographic atrophy (GA)" is an advanced form of dry AMD defined by irreversible atrophy and loss of

retinal cells leading to progressive vision impairment. Also known as atrophic AMD.

“Idiopathic Polypoidal Choroidal Vasculopathy (IPCV)" is a condition characterized by the presence of
polypoidal, saccular dilations of blood vessels located beneath the RPE. It can lead to serous and
hemorrhagic detachments of the RPE. While IPCV shares some similarities with nAMD, it's a distinct
entity.



“Intravitreal injection” refers to injection of a medication into the vitreous humor of the eye to directly

deliver the drug to the retina.

“Macula” is the small central area of the retina responsible for sharp, detailed central vision.
“Neovascular Age-Related Macular Degeneration (nAMD)" is the wet form of AMD. It is characterized
by the growth of abnormal blood vessels under the retina, which can leak fluid and blood. This leads to
rapid and severe central vision loss if not treated.

“Stargardt Disease” is an inherited form of juvenile macular degeneration. It typically begins in
childhood or adolescence and is caused by mutations in specific genes. Over time, there's a progressive

loss of central vision.

Medical Necessity Criteria for Initial Authorization

The Plan considers Izervay (avacincaptad pegol) medically necessary when ALL of the following criteria
are met:
1. The medication is prescribed by or in consultation with an ophthalmologist; AND
2. The member is 18 years of age or older; AND
3. The member has a diagnosis of geographic atrophy secondary to age-related macular
degeneration supported by clinical documentation; AND
4. The member does NOT have ANY of the following:
a. active ocular or periocular infections; or
b. active intraocular inflammation; AND
5. lzervay (avacincaptad pegol) is being prescribed at a dose and frequency that is within FDA
approved labeling OR is supported by compendia or evidence-based published dosing

guidelines for the requested indication.

If the above prior authorization criteria are met, Izervay (avancincaptad pegol) will be approved for

up to 12-months.

Medical Necessity Criteria for Reauthorization

Reauthorization for up to 12 months for Izervay (avacincaptad pegol) will be reviewed on a case-by-

case basis and may be granted based on BOTH of the following:

1. The medication is prescribed by or in consultation with an ophthalmologist; AND

2. Clinical documentation is provided showing ALL of the following:



Continued disease stability or slowing in the growth rate of geographic atrophy lesions;
AND

No evidence of unacceptable toxicity or adverse events, such as endophthalmitis, retinal
detachment, or conversion to wet AMD; AND

If applicable, clinical rationale and supporting evidence for extended Izervay treatment

beyond 24 months of total use.

Experimental or Investigational / Not Medically Necessary

Izervay (avacincaptad pegol) for any other indication or use is considered not medically necessary by the

Plan, as it is deemed to be experimental, investigational, or unproven. Non-covered indications include,

but are not limited to, the following:

e Neovascular Age-Related Macular Degeneration (nAMD)

e Stargardt Disease

e Idiopathic Polypoidal Choroidal Vasculopathy

Applicable Billing Codes (HCPCS/CPT Codes)

Service(s) name

CPT/HCPCS Codes considered medically necessary if criteria are met:

Code

Description

Healthcare Common Procedure Coding System (HCPCS) code

J2782

Injection, avacincaptad pegol, 0.1 mg

CPT code for injections

67028

Intravitreal injection of a pharmacologic agent (separate procedure)

ICD-10 codes considered medically necessary if criteria are met:

Code

Description

H35.3113

Nonexudative age-related macular degeneration, right eye, advanced atrophic
without subfoveal involvement




Nonexudative age-related macular degeneration, left eye, advanced atrophic
H35.3123 . .

without subfoveal involvement

Nonexudative age-related macular degeneration, bilateral, advanced atrophic
H35.3133 . .

without subfoveal involvement

Nonexudative age-related macular degeneration, right eye, advanced atrophic
H35.3114 : .

with subfoveal involvement

Nonexudative age-related macular degeneration, left eye, advanced atrophic
H35.3124 . .

with subfoveal involvement

Nonexudative age-related macular degeneration, bilateral, advanced atrophic
H35.3134 : .

with subfoveal involvement
H35.3193 Nonexudative age-related macular degeneration, unspecified eye, advanced

' atrophic without subfoveal involvement
H35.3194 Nonexudative age-related macular degeneration, unspecified eye, advanced
' atrophic with subfoveal involvement
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OSCGr Clinical Guideline

Oscar Clinical Guideline: Soliris (eculizumab) (PG188, Ver. 2)

Soliris (eculizumab)

Disclaimer

Clinical guidelines are developed and adopted to establish evidence-based clinical criteria for
utilization management decisions. Clinical guidelines are applicable according to policy and plan
type. The Plan may delegate utilization management decisions of certain services to third parties who

may develop and adopt their own clinical criteria.

Coverage of services is subject to the terms, conditions, and limitations of a member’s policy, as well
as applicable state and federal law. Clinical guidelines are also subject to in-force criteria such as the
Centers for Medicare & Medicaid Services (CMS) national coverage determination (NCD) or local
coverage determination (LCD) for Medicare Advantage plans. Please refer to the member’s policy
documents (e.g., Certificate/Evidence of Coverage, Schedule of Benefits, Plan Formulary) or contact

the Plan to confirm coverage.

Summary
Soliris (eculizumab) is a recombinant humanized monoclonal antibody that specifically binds to the
complement protein C5, inhibiting its cleavage into C5a and C5b and preventing the generation of the
terminal complement complex C5b-9. Soliris (eculizumab) is FDA-approved for the following conditions:
1. Treatment of paroxysmal nocturnal hemoglobinuria (PNH)
2. Atypical hemolytic uremic syndrome (aHUS)
3. Anti-acetylcholine receptor antibody positive generalized myasthenia gravis (QMG) in
adults
4. Anti-aquaporin-4 antibody positive neuromyelitis optica spectrum disorder (NMOSD) in
adults.
By inhibiting terminal complement activity, Soliris (eculizumab) reduces intravascular hemolysis in PNH,
complement-mediated thrombotic microangiopathy in aHUS, anti-AChR antibody-mediated
neuromuscular damage in gMG, and complement-mediated injury to the central nervous system in
NMOSD.



Definitions

“Acute Kidney Injury” refers to an acute condition in which there is a sudden decline in kidney function.

" Anti-acetylcholine receptor (anti-AChR) antibodies" are autoantibodies directed against the nicotinic

acetylcholine receptor found at the neuromuscular junction.

" Atypical hemolytic uremic syndrome (aHUS)" is an ultra-rare, life-threatening genetic disorder caused
by chronic, uncontrolled activation of the alternative complement pathway, resulting in complement-

mediated thrombotic microangiopathy (TMA).

“Cholinesterase inhibitors” refer to a class of drugs that prevent the breakdown of acetylcholine, a

neurotransmitter which plays a major role in memory and muscle movement and contraction.

“Expanded Disability Status Scale (EDSS)” is a clinical tool used in patients with multiple sclerosis (MS),
to assess level of disability. The scale ranges from 0 to 10, with higher values associated with greater

disability. See appendix, table 1.

“Flow cytometry” is a tool used to rapidly assess the characteristics of a single cell using lasers in a

buffered salt solution.

"Generalized myasthenia gravis (QMG)" is an autoimmune neuromuscular disease caused by
antibodies that attack components of the neuromuscular junction (NMJ), impairing transmission between

nerve and muscle, resulting in muscle weakness and fatigue.

" M M " 1 M
Immunomodulatory biologics” are large molecule drugs used to change one’s immune response.

. s , , . . ,
Immunosuppressives,” or immunosuppressive therapies, are any agent aimed at reducing the body’s

immune response, which may be used to treat conditions characterized by overactive immune systems,

or to avoid rejection of bone marrow or organ transplant.

"Myasthenia Gravis Activities of Daily Living (MG-ADL) score" is a validated, 8-item patient-reported

scale that assesses the impact of myasthenia gravis on daily functions.



"Myasthenia Gravis Foundation of America (MGFA) Clinical Classification" is a commonly used
classification system that defines myasthenia gravis severity based on the degree and distribution of

muscle weakness.

"Neuromyelitis optica spectrum disorder (NMOSD)" is a chronic inflammatory disorder of the central
nervous system characterized by severe, immune-mediated demyelination and axonal damage
predominantly targeting the optic nerves and spinal cord. The majority of patients have autoantibodies

to aquaporin-4 (AQP4).

"Paroxysmal nocturnal hemoglobinuria (PNH)" refers to a rare, acquired, life-threatening disease of the

blood characterized by complement-mediated hemolysis, thrombosis, and bone marrow failure.

"Quantitative Myasthenia Gravis (QMG) score" is a 13-item physician-administered scale that

measures the severity of myasthenia gravis based on muscle weakness assessment.

“Relapse” refers to a deterioration or recurrence of a disease state after a temporary improvement.

“Thrombocytopenia” is a condition characterized by very low platelets in the blood.

“Thrombotic microangiopathy” refers to a group of rare disorders which is characterized by blood clots

in small blood vessels, low platelet count, and the destruction of red blood cells.

“"Thrombotic thrombocytopenic purpura” is a rare condition characterized by small blood clots in small
blood vessels throughout the body, limiting or blocking the flow of blood to important areas of the body

such as the heart, kidneys or brain.

Medical Necessity Criteria for Initial Authorization

The Plan considers Soliris (eculizumab) medically necessary when ALL the following criteria are met for

the applicable indication listed below:
1. Prescribed by, or in consultation with, a physician who specializes in the treatment of the specific
condition:
Atypical hemolytic uremic syndrome (aHUS) - hematologist or nephrologist; or
b. Generalized myasthenia gravis (JMG) - neurologist or neuromuscular disease specialist;
or

c. Paroxysmal Nocturnal Hemoglobinuria (PNH) - hematologist; or



d. Neuromyelitis Optica Spectrum Disorder (NMOSD) - neurologist or neuro-
ophthalmologist; AND
2. Will not be used concomitantly with other immunomodulatory biologic therapies (e.g.,
efgartigimod alfa, ravulizumab, rituximab, rozanolixizumab, zilucoplan, inebilizumab, etc.); AND
3. Dosing is consistent with FDA-approved labeling OR is supported by compendia or evidence-
based published dosing guidelines based on indication, weight, and age; AND

4. The member meets the medical necessity criteria for the applicable indication listed below:

Atypical hemolytic uremic syndrome (aHUS)

5. The member is at least 1 month of age; AND
6. The member has a diagnosis of aHUS confirmed by ruling out:

a. Thrombotic thrombocytopenic purpura (TTP), e.g., ADAMTS13 activity level above 5%,;
and

b. Shiga toxin E. coli-related HUS (STEC-HUS), e.g., STEC-test negative in members with a
history of bloody diarrhea in the preceding 2-weeks; AND

7. The member has documented presence of thrombotic microangiopathy, as evidenced by ALL of
the following:

a. Microangiopathic hemolytic anemia (e.g., anemia, increased LDH, decreased
haptoglobin, increased indirect bilirubin, increased AST, elevated reticulocyte count,
presence of schistocytes, helmet cells, and burr cells on peripheral blood smear); and

b. Thrombocytopenia, defined as a platelet count below 150,000/microliter; and

c. Acute kidney injury (e.g., elevated serum creatinine, oliguria, presence of hematuria,

proteinuria, pyuria, casts on urinalysis) or member requires dialysis.

Generalized myasthenia gravis (QMG)

5. The member is 18 years of age or older; AND
6. The member has a confirmed diagnosis of generalized myasthenia gravis (gMG) AND
documentation of ALL of the following:
Positive serologic test for anti-acetylcholine receptor (anti-AChR) antibodies; and
b. Myasthenia Gravis Foundation of America (MGFA) Clinical Classification Class Il to IV
(see Appendix, Table 1); and
c. Baseline Myasthenia Gravis-Activities of Daily Living (MG-ADL) total score of at least (=)
6; AND
7. The member is unable to use, limited by toxicity, or has adequately tried and failed or
experienced insufficient response to at least TWO standard therapies for gMG, such as:

a. Cholinesterase inhibitors (eg, pyridostigmine); and/or



b. Corticosteroids (e.g., prednisone) or inability to taper steroids below a reasonably
acceptable level without return of symptoms; and/or
c. Immunosuppressive therapies (e.g., azathioprine, cyclosporine, mycophenolate mofetil,

cyclophosphamide, tacrolimus).

Neuromyelitis Optica Spectrum Disorder (NMOSD)

5. The member is 18 years of age or older; AND
6. The member has confirmed diagnosis of NMOSD, as evidenced by a positive serologic test for
anti-aquaporin-4 (AQP4) antibodies; AND
7. The member must have experienced at least ONE of the following:
a. 2 ormore relapses in the 12 months prior; or
b. 3 or more relapses in the 24 months prior, with at least 1 relapse occurring within the
last 12 months; AND
8. The member has an Expanded Disability Status Scale (EDSS) score of < 7 (i.e., presence of at
least limited ambulation with aid) (see Appendix, Table 2); AND
9. Soliris (eculizumab) will NOT be initiated during a NMOSD relapse episode.

Paroxysmal Nocturnal Hemoglobinuria (PNH)

5. The member is at least 1 month of age; AND
6. Diagnosis of PNH confirmed by flow cytometry demonstrating a deficiency of
glycosylphosphatidylinositol-anchored proteins (GPI-APs) with EITHER of the following:
a. atleast 5% PNH cells (i.e., cells lacking GPI-AP expression); or
b. atleast 51% of GPI-deficient poly-morphonuclear cells (e.g., neutrophils deficient in GPI-
APs); AND
7. The member has documentation of one or more of the following:
a. Hemoglobin < 9 g/dL with symptomatic anemia, or hemoglobin < 7 g/dL; and/or
b. Absolute reticulocyte count = 2 times the upper limit of normal; and/or
c. Thrombosis; and/or

d. Transfusion dependence (= 2 transfusions in the last 12 months).

If the above prior authorization criteria are met, Soliris (eculizumab) will be authorized for up to 6-

months.



Medical Necessity Criteria for Reauthorization
Reauthorization for up to 12-months will be granted if the member has recent (within the last 3 months)
clinical chart documentation demonstrating ALL of the following criteria:
1. Prescribed by, or in consultation with, a physician who specializes in the treatment of the specific
condition:
Atypical hemolytic uremic syndrome (aHUS) - hematologist or nephrologist; or
b. Generalized myasthenia gravis (JMG) - neurologist or neuromuscular disease specialist;
or
c.  Neuromyelitis Optica Spectrum Disorder (NMOSD) - neurologist or neuro-
ophthalmologist; or
d. Paroxysmal Nocturnal Hemoglobinuria (PNH) - hematologist; AND
2. There is no unacceptable toxicity or adverse reaction to therapy, such as:
a. Serious infections (e.g. serious respiratory or urinary tract infections); and/or
b. Severe hypersensitivity reactions; and/or
c. Severe immunosuppression; and/or
d. Other intolerable side effects or reactions; AND
3. Will not be used concomitantly with other immunomodulatory biologic therapies (e.g.,
efgartigimod alfa, ravulizumab, rituximab, rozanolixizumab, zilucoplan, etc.); AND
4. Dosing is consistent with FDA-approved labeling OR is supported by compendia or evidence-
based published dosing guidelines based on indication, weight, and age; AND
5. Ongoing therapy is required to maintain disease stability and control; AND
Documentation of positive clinical response to therapy, such as ANY of the following:
a. Atypical Hemolytic Uremic Syndrome (aHUS)
i.  Improvement or normalization of lactate dehydrogenase (LDH) levels and/or
haptoglobin; and/or
ii.  Improvement or normalization of platelet counts; and/or
ii.  Improvement in serum creatinine from baseline and/or stabilization of renal
function; and/or
iv.  Reduction or absence of schistocytes or fragmented red blood cells on
peripheral blood smear; and/or
v.  Improvement in hemoglobin levels from baseline; or
b. Generalized Myasthenia Gravis
i.  Improvement in Myasthenia Gravis-Activities of Daily Living (MG-ADL) OR
Quantitative Myasthenia Gravis (QMG) score from baseline; and/or
ii.  Achievement of minimal symptom expression or pharmacological remission;

and/or



iii.  Lack of relapses or reduced frequency/severity of relapses compared to
baseline; or
c. Neuromyelitis Optica Spectrum Disorder
i.  Reduction in the frequency and/or severity of relapses; and/or
ii.  Stabilization or improvement in disability scores; and/or
iii. Absence of new lesions on MRI; or
d. Paroxysmal Nocturnal Hemoglobinuria (PNH)
i.  Stabilization of hemoglobin levels; and/or
ii. Decreased transfusion requirements; and/or
iii.  Reduced hemolysis; and/or
iv.  Improvement in PNH symptoms; and/or

v.  Improvement or normalization of lactate dehydrogenase (LDH) levels.

Experimental or Investigational / Not Medically Necessary

Soliris (eculizumab) for any other indication or use is considered not medically necessary by the Plan, as it
is deemed to be experimental, investigational, or unproven. Non-covered indications include, but are
not limited to, the following:

e Antibody-mediated transplant rejection (excluding cardiac and renal transplants)

e Post-transplant recurrence of atypical hemolytic uremic syndrome (aHUS)

e Shiga toxin Escherichia coli-related hemolytic uremic syndrome (STEC-HUS)

e Thrombotic thrombocytopenic purpura (TTP)

e Concomitant use with other targeted immunomodulating biologics.

e Other complement-mediated diseases or conditions not listed above as medically necessary.

e Use in patients who have unresolved serious Neisseria meningitidis infection or are not

adequately vaccinated against Neisseria meningitidis.

Applicable Billing Codes (HCPCS/CPT Codes)

Service(s) name

CPT/HCPCS Codes considered medically necessary if criteria are met:

Code Description
96365 Intravenous infusion, for therapy, prophylaxis, or diagnosis (specify substance or
drug); initial, up to 1 hour




Intravenous infusion, for therapy, prophylaxis, or diagnosis (specify substance or

96366 drug); each additional hour (List separately in addition to code for primary
procedure)
Chemotherapy administration, intravenous infusion technique; up to 1 hour,
96413 . L
single or initial substance/drug
Chemotherapy administration, intravenous infusion technique; each additional
96415 . . . .
hour (List separately in addition to code for primary procedure)
J1300 Injection, eculizumab, 10 mg

ICD-10 codes considered medically necessary if criteria are met:

Code Description

D59.3 Hemolytic-uremic syndrome

D59.30 Hemolytic-uremic syndrome, unspecified

D59.31 Infection-associated hemolytic-uremic syndrome

D59.32 Hereditary hemolytic-uremic syndrome

D59.39 Other hemolytic-uremic syndrome

D59.5 Paroxysmal nocturnal hemoglobinuria

G36.0 Neuromyelitis optica

G70.00 Myasthenia gravis without (acute) exacerbation

G70.01 Myasthenia gravis with (acute) exacerbation

G70.2 Congenital and developmental myasthenia
Appendix

Table 1: Summary of Myasthenia Gravis Foundation of America (MGFA) Disease Clinical

Classification

Class

Description

Ocular muscle weakness; All other muscles - normal strength

Mild generalized weakness




Predominantly limb/axial weakness; Lesser oropharyngeal involvement
lla possible
Predominantly oropharyngeal/respiratory weakness; Lesser limb/axial
b involvement possible
i Moderate generalized weakness
Predominantly limb/axial weakness; Lesser oropharyngeal involvement
lNla possible
Predominantly oropharyngeal/respiratory weakness; Lesser limb/axial
b involvement possible
v Severe generalized weakness
Predominantly limb/axial weakness; Lesser oropharyngeal involvement
IVa possible
Predominantly oropharyngeal/respiratory weakness; Lesser limb/axial
IVb involvement possible
\' Intubation, with or without ventilation; Not for routine postoperative care

NOTE: The preceding table summarizes key aspects of the Myasthenia Gravis Foundation of America

(MGFA) Disease Classifications. This is provided only for quick reference. For the exact definitions and

details on the MGFA Disease Classifications, please refer to the original MGFA Classification document

available at https://myasthenia.org/Portals/0/MGFA%20Classification.pdf.

Table 2: Expanded Disability Status Scale (EDSS)

Score Description

0 Normal neurological examination, no disability in any functional system

1.0 No disability, minimal signs in one functional system

1.5 No disability, minimal signs in more than one functional system

2.0 Minimal disability in one functional system

2.5 Mild disability in one functional system or minimal disability in two functional
systems

3.0 Moderate disability in one functional system, or mild disability in three or four
functional systems. No walking impairment

3.5 Moderate disability in one functional system and more than minimal disability in




several others. No walking impairment

4.0 Significant disability but self-sufficient and up and about some 12 hours a day.
Able to walk without aid or rest for 500m

4.5 Significant disability but up and about much of the day. Able to work a full day.
May otherwise have some limitation of full activity or require minimal assistance.
Able to walk without aid or rest for 300m

5.0 Disability severe enough to impair full daily activities and ability to work a full
day without special provisions. Able to walk without aid or rest for 200m

55 Disability severe enough to prevent full daily activities. Able to walk without aid
or rest for 100m

6.0 Requires a walking aid — cane, crutch, etc. — to walk about 100m with or without
resting

6.5 Requires two walking aids — pair of canes, crutches, etc. — to walk about 20m
without resting

7.0 Unable to walk beyond approximately 5m even with aid. Essentially restricted to
a wheelchair; though wheels a standard wheelchair and able to get in and out
alone. Up and about in wheelchair some 12 hours a day

7.5 Unable to take more than a few steps. Restricted to a wheelchair and may need
help getting in and out. Can wheel but cannot carry on in a standard wheelchair
for a full day and may require a motorised wheelchair

8.0 Essentially restricted to a bed or chair or being pushed in wheelchair. May be
out of bed much of the day. Retain many self-care functions. Generally has
effective use of arms

8.5 Essentially restricted to a bed for much of the day. Has some effective use of
arms, retains some self-care functions

9.0 Confined to bed. Can still communicate and eat

9.5 Confined to bed and totally dependent. Unable to communicate effectively or
eat/swallow

10.0 Death due to MS

NOTE: The preceding table summarizes key aspects of the Expanded Disability Status Scale (EDSS). This

is provided only for quick reference. For the exact definitions and details on the EDSS, please refer to

the original EDSS document available at https://mstrust.org.uk/a-z/expanded-disability-status-scale-edss
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OSCGr Clinical Guideline

Oscar Clinical Guideline: Rystiggo (rozanolixizumab-noli) (PG190, Ver. 2)

Rystiggo (rozanolixizumab-noli)

Disclaimer

Clinical guidelines are developed and adopted to establish evidence-based clinical criteria for
utilization management decisions. Clinical guidelines are applicable according to policy and plan
type. The Plan may delegate utilization management decisions of certain services to third parties who

may develop and adopt their own clinical criteria.

Coverage of services is subject to the terms, conditions, and limitations of a member’s policy, as well
as applicable state and federal law. Clinical guidelines are also subject to in-force criteria such as the
Centers for Medicare & Medicaid Services (CMS) national coverage determination (NCD) or local
coverage determination (LCD) for Medicare Advantage plans. Please refer to the member’s policy
documents (e.g., Certificate/Evidence of Coverage, Schedule of Benefits, Plan Formulary) or contact

the Plan to confirm coverage.

Summary

Generalized myasthenia gravis (gMG) is a chronic autoimmune neuromuscular disorder characterized by
muscle weakness and fatigue. It is caused by the production of autoantibodies that target components
of the neuromuscular junction, such as the acetylcholine receptor (AChR) or muscle-specific tyrosine
kinase (MuSK). The condition leads to a breakdown in communication between nerves and muscles,

resulting in weakness and fatigue of voluntary muscles.

Symptoms of gMG can vary but commonly include weakness of the eye muscles (ocular myasthenia),
drooping eyelids (ptosis), blurred or double vision (diplopia), changes in facial expressions, difficulty
swallowing, and shortness of breath. The severity of gMG is often classified using the Myasthenia Gravis
Foundation of America (MGFA) Clinical Classification, which categorizes the disease into five main
classes (I-V) based on signs, symptoms, and degree of impairment. This classification helps guide

treatment decisions and assess disease progression.



Rystiggo (rozanolixizumab-noli), a neonatal Fc receptor blocker, is a prescription medicine indicated for
the treatment of generalized myasthenia gravis (QMG) in adult patients who are anti-AChR or anti-MuSK
antibody positive. It is administered through weekly subcutaneous infusions and is designed to target
the underlying autoimmune mechanisms of gMG. Management of gMG includes but is not limited to:
surgical approaches, cholinesterase inhibitors (e.g., pyridostigmine), immunotherapy (e.g.,
corticosteroids, azathioprine, mycophenolate mofetil), and intravenous immune globulin. Those with
anti-MuSK have been shown to be less responsive to cholinesterase inhibitors, and once started on
corticosteroids, often find themselves steroid-dependent despite addition of other therapies. Rystiggo

(rozanolixizumab-noli) is the first and only FDA-approved agent for anti-MuSK gMG.

Definitions
"Generalized myasthenia gravis (gMG)" is a chronic autoimmune neuromuscular disorder characterized

by fluctuating weakness of voluntary muscles.

" Anti-acetylcholine receptor (anti-AChR) antibodies" are autoantibodies directed against the nicotinic

acetylcholine receptor found at the neuromuscular junction.

" Anti-muscle specific tyrosine kinase (anti-MuSK) antibodies" are autoantibodies directed against the

muscle-specific tyrosine kinase protein.

“Cholinesterase inhibitors” refer to a class of drugs that prevent the breakdown of acetylcholine, a

neurotransmitter which plays a major role in memory and muscle movement and contraction.

"Myasthenia Gravis Foundation of America (MGFA) Clinical Classification" is a system that
categorizes disease severity into five main classes (I-V) with subclasses based on signs, symptoms, and

degree of impairment.

"Myasthenia Gravis Activities of Daily Living (MG-ADL)" is an 8-item patient-reported questionnaire
that assesses daily functions often impacted by myasthenia gravis. Total score ranges from O to 24, with
a higher score indicating more disability. A positive change in the score indicates worsening and a

negative change indicates improvement.

"Quantitative Myasthenia Gravis (QMG)" is a comprehensive 13-item scale specifically designed to
accurately assess the severity of myasthenia gravis. It evaluates various aspects such as endurance,

fatigability, and fluctuations in symptoms. The scale assigns scores ranging from 0 to 39, with higher



scores indicating a more severe manifestation of the disease. A positive change in the score indicates

worsening and a negative change indicates improvement.

Medical Necessity Criteria for Initial Authorization

The Plan considers Rystiggo (rozanolixizumab-noli) medically necessary when ALL of the following

criteria are met:
1. Prescribed by or in consultation with a neurologist or neuromuscular disease specialist; AND
2. The member is 18 years of age or older; AND
3. The member has a confirmed diagnosis of generalized myasthenia gravis (QMG) AND
documentation of ALL of the following:
a. Positive serologic test for anti-acetylcholine receptor (anti-AChR) OR anti-muscle specific
tyrosine kinase (anti-MuSK) antibodies; and
b. Myasthenia Gravis Foundation of America (MGFA) Clinical Classification Class Il to IVa
(see Appendix, Table 1); and
c. Baseline Myasthenia Gravis-Activities of Daily Living (MG-ADL) total score of at least 3
(with at least 3 points from non-ocular symptoms); AND
4. IF anti-AChR antibody positive, the member is unable to use, limited by toxicity, or has
adequately tried and failed or experienced insufficient response to at least TWO standard
therapies for gMG, such as:
Cholinesterase inhibitors (eg, pyridostigmine); and/or
b. Corticosteroids (e.g., prednisone) or inability to taper steroids below a reasonably
acceptable level without return of symptoms; and/or
c. Immunosuppressive therapies (e.g., azathioprine, cyclosporine, mycophenolate mofetil,
cyclophosphamide, tacrolimus); AND
5. Will not be used concomitantly with other immunomodulatory biologic therapies (e.g.,
efgartigimod alfa, rituximab, ravulizumab, zilucoplan, etc.); AND
6. Prescribed at a dose and frequency that is within FDA approved labeling OR is supported by

compendia or evidence-based published dosing guidelines for the requested indication.

If the above prior authorization criteria are met, the requested product will be authorized for up to

16-weeks.

Medical Necessity Criteria for Reauthorization
Reauthorization for up to 6 months will be granted if the member has recent (within the last 3 months)

clinical chart documentation demonstrating ALL of the following criteria:



Prescribed by or in consultation with a neurologist or neuromuscular disease specialist; AND
Documentation of positive clinical response to therapy, such as ANY of the following:

a. Improvement in Myasthenia Gravis-Activities of Daily Living (MG-ADL) OR Quantitative

Myasthenia Gravis (QMG) score from baseline; and/or

b. Achievement of minimal symptom expression or pharmacological remission; and/or

c. Lack of relapses or reduced frequency/severity of relapses compared to baseline; AND
Ongoing therapy is required to maintain disease stability and control; AND
There is no unacceptable toxicity or adverse reaction to therapy, such as:

a. Serious infections (e.g. serious respiratory or urinary tract infections); and/or

b. Severe hypersensitivity reactions; and/or

c. Severe immunosuppression; and/or

d. Other intolerable side effects or reactions; AND
Will not be used concomitantly with other immunomodulatory biologic therapies (e.g.,
efgartigimod alfa, rituximab, rozanolixizumab, ravulizumab, zilucoplan, etc.); AND
Prescribed at a dose and frequency that is within FDA approved labeling OR is supported by

compendia or evidence-based published dosing guidelines for the requested indication.

Experimental or Investigational / Not Medically Necessary

Rystiggo (rozanolixizumab-noli) for any other indication or use is considered not medically necessary by

the Plan, as it is deemed to be experimental, investigational, or unproven. Non-covered indications

include, but are not limited to, the following:

Chronic Inflammatory Demyelinating Polyradiculoneuropathy

Fibromyalgia

Leucine-Rich Glioma Inactivated 1 Autoimmune Encephalitis

Myelin Oligodendrocyte Glycoprotein Antibody-associated Disease (MOG-AD)
Primary Immune Thrombocytopenia (ITP)

Thrombocytopenia

Applicable Billing Codes (HCPCS/CPT Codes)

Service(s) name

CPT/HCPCS Codes considered medically necessary if criteria are met:




Code

Description

Subcutaneous infusion for therapy or prophylaxis (specify substance or drug);

96369 initial, up to 1 hour, including pump set-up and establishment of subcutaneous
infusion site(s)
Subcutaneous infusion for therapy or prophylaxis (specify substance or drug);

96371 additional pump set-up with establishment of new subcutaneous infusion site(s)
(List separately in addition to code for primary procedure)

96372 Therapeutic, prophylactic, or diagnostic injection (specify substance or drug);
subcutaneous or intramuscular

96401 Chemotherapy administration, subcutaneous or intramuscular; non-hormonal
anti-neoplastic

J9333 Injection, rozanolixizumab-noli, 1 mg

ICD-10 codes considered medically necessary if criteria are met:

Code Description

G70.0 Myasthenia gravis

G70.00 Myasthenia gravis without (acute) exacerbation

G70.01 Myasthenia gravis with (acute) exacerbation

G70.2 Congenital and developmental myasthenia
Appendix

Table 1: Summary of Myasthenia Gravis Foundation of America (MGFA) Disease Clinical

Classification

Class

Description

Ocular muscle weakness; All other muscles - normal strength

Mild generalized weakness

Predominantly limb/axial weakness; Lesser oropharyngeal involvement

lla possible
Predominantly oropharyngeal/respiratory weakness; Lesser limb/axial
Ilb involvement possible




Moderate generalized weakness

Predominantly limb/axial weakness; Lesser oropharyngeal involvement
llla possible

Predominantly oropharyngeal/respiratory weakness; Lesser limb/axial
b involvement possible

Severe generalized weakness

Predominantly limb/axial weakness; Lesser oropharyngeal involvement
IVa possible

Predominantly oropharyngeal/respiratory weakness; Lesser limb/axial
IVb involvement possible

\Y

Intubation, with or without ventilation; Not for routine postoperative care

NOTE: The preceding table summarizes key aspects of the Myasthenia Gravis Foundation of America

(MGFA) Disease Classifications. This is provided only for quick reference. For the exact definitions and

details on the MGFA Disease Classifications, please refer to the original MGFA Classification document

available at https://myasthenia.org/Portals/0/MGFA%20Classification.pdf.
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Oscar Clinical Guideline: Adakveo (crizanlizumab) (PG193, Ver. 2)

Adakveo (crizanlizumab)

Disclaimer

Clinical guidelines are developed and adopted to establish evidence-based clinical criteria for
utilization management decisions. Clinical guidelines are applicable according to policy and
plan type. The Plan may delegate utilization management decisions of certain services to third

parties who may develop and adopt their own clinical criteria.

Coverage of services is subject to the terms, conditions, and limitations of a member’s policy, as
well as applicable state and federal law. Clinical guidelines are also subject to in-force criteria
such as the Centers for Medicare & Medicaid Services (CMS) national coverage determination
(NCD) or local coverage determination (LCD) for Medicare Advantage plans. Please refer to the
member’s policy documents (e.g., Certificate/Evidence of Coverage, Schedule of Benefits, Plan

Formulary) or contact the Plan to confirm coverage.

Summary

Sickle cell disease (SCD) is an inherited blood disorder caused by mutations in the beta-globin gene,
resulting in production of abnormal hemoglobin S that polymerizes under deoxygenated conditions,
causing red blood cells to become sickle-shaped. This leads to vaso-occlusion, hemolysis, and
endothelial dysfunction, causing acute complications like painful vaso-occlusive crises (VOCs), acute
chest syndrome (ACS), and stroke, as well as chronic organ damage. Standard preventative treatment
includes hydroxyurea to increase fetal hemoglobin; |-glutamine, for regulating and preventing red blood
cell oxidative damage; pain management, for both acute and chronic pain; red blood cell transfusions;
and more recently, targeted therapies like voxelotor (which was withdrawn from the market in
September, 2024) and Adakveo (crizanlizumab). However, many patients continue to experience
recurrent severe crises despite available therapies. Allogeneic hematopoietic stem cell transplant (HSCT)

can be curative but is limited by donor availability and transplant-related risks.




Adakveo (crizanlizumab), administered as a monthly intravenous infusion, is a humanized IgG2
monoclonal antibody developed by Novartis for the prevention of VOCs in patients with SCD in adults
and pediatric patients aged 16 and older. It works by binding to P-selectin, a cell adhesion protein that
plays a key role in the pathogenesis of VOCs. By inhibiting P-selectin, Adakveo (crizanlizumab) aims to

reduce the frequency of these painful episodes.

Adakveo (crizanlizumab) received FDA approval in November 2019 based on the results of the phase 2
SUSTAIN trial® (NCT01895361), which showed a significant reduction in the annual rate of VOCs
compared to placebo. However, the drug's efficacy and safety have been called into question following
the recent phase 3 STAND trial’ (NCT03814746), which failed to demonstrate superiority over placebo in
reducing VOCs. In August 2023, the European Medicines Agency (EMA) revoked the conditional
marketing authorization for crizanlizumab’, citing concerns about its benefit-risk profile in light of the
STAND trial” results.

Definitions

"Sickle cell disease" refers to a group of inherited blood disorders caused by a mutation in the beta-
globin gene, resulting in abnormal hemoglobin S that polymerizes under deoxygenated conditions,
causing red blood cells to become sickle-shaped and prone to hemolysis and vaso-occlusion, leading to
a complex pathophysiology involving chronic inflammation, endothelial dysfunction, and end-organ

damage.

"Vaso-occlusive crisis" refers to the hallmark acute complication of sickle cell disease caused by
obstruction of blood flow in the microcirculation by sickled red blood cells, leading to tissue ischemia
and severe pain, often requiring hospitalization for pain management, intravenous fluids, and other

supportive care.

Policy Statement on Adakveo (crizanlizumab) Efficacy Information

Based on a review of the available evidence, including the FDA label, clinical trial data, treatment
guidelines, and real-world data, the Plan considers Adakveo (crizanlizumab) unproven and not medically
necessary for the prevention of vaso-occlusive crises (VOCs) in patients with sickle cell disease (SCD) at

this time.

The pivotal phase 2 SUSTAIN trial®* (NCT01895361) showed a statistically significant reduction in VOCs
with high-dose crizanlizumab compared to placebo. However, the confirmatory phase 3 STAND trial’
(NCT0381474¢) failed to demonstrate superiority of either crizanlizumab 5 mg/kg or 7.5 mg/kg over

placebo in reducing VOCs leading to healthcare visits or managed at home. The lack of benefit seen in


https://classic.clinicaltrials.gov/show/NCT01895361
https://classic.clinicaltrials.gov/show/NCT03814746
https://classic.clinicaltrials.gov/show/NCT01895361
https://classic.clinicaltrials.gov/show/NCT03814746

STAND', a larger and more robust study, suggests Adakveo (crizanlizumab) may not provide a clinically

meaningful benefit.

Additionally, real-world data on the use of Adakveo (crizanlizumab) is limited but conflicting. One single-
center study found that while Adakveo (crizanlizumab) decreased acute care visits for VOCs in high
utilizers, the discontinuation rate was extremely high, with only 1 out of 9 patients remaining on
treatment by the end of the study period. Reasons for discontinuation included inability to adhere to
monthly infusion appointments, perceived lack of efficacy, worsening of pain, and lack of transportation.
These findings raise doubts about the real-world effectiveness and feasibility of Adakveo (crizanlizumab).
Another small study looked at real-world data from 2018-2023, and found that amongst 112 patients,
Adakveo (crizanlizumab) there was both a reduction in home and health-care managed VOCs, a

reduction in a significant reduction in opioid use.

There are also unanswered questions regarding the long-term efficacy and safety of Adakveo
(crizanlizumab). The SUSTAIN trial® only lasted 52 weeks, which is considered short for evaluating the
impact on outcomes in a chronic disease like SCD. The effect of chronic blockade of P-selectin is

unknown. Serious adverse events such as infections and infusion-related reactions have been reported.

Medical Necessity Criteria for Adakveo (crizanlizumab)

Evidence is insufficient to conclude that Adakveo (crizanlizumab) provides a clinically meaningful benefit
that outweighs the risks for patients with SCD. Well-designed studies demonstrating a clear efficacy and
safety advantage over existing therapies are needed. Therefore, Adakveo (crizanlizumab) is considered
unproven and not medically necessary at this time. Coverage will be re-evaluated as new evidence

becomes available.

Experimental or Investigational / Not Medically Necessary

Adakveo (crizanlizumab) for any indication or use is considered not medically necessary by the Plan, as it
is deemed to be experimental, investigational, or unproven. Non-covered indications include, but are
not limited to, the following:

e Sickle Cell Disease (SCD),

o The phase 3 STAND trial (n=252) failed to show a statistically significant difference in the
annualized rates of VOCs leading to healthcare visits between crizanlizumab 5 mg/kg
and 7.5 mg/kg vs placebo (rate ratio [RR] 1.08, 95% CI 0.76-1.55, P>.999). There was
also no significant difference in the rate of VOCs managed at home or leading to

healthcare visits (RR 0.83, 95% Cl 0.59-1.17). These results contrast with the earlier phase



2 SUSTAIN trial and suggest crizanlizumab may not provide a clinically meaningful
benefit.
e Advanced Glioblastoma / Metastatic Melanoma in the Central Nervous System / MGMT-
unmethylated Glioblastoma (GBM),
e Myelofibrosis,
e Priapism, and

e Retinal Vasculopathy Cerebral Leukoencephalopathy.

Applicable Billing Codes (HCPCS/CPT Codes)

Service(s) name

CPT/HCPCS Codes considered experimental or investigational or not considered

medically necessary:

Code Description

96365 Intravenous infusion, for therapy, prophylaxis, or diagnosis (specify
substance or drug); initial, up to 1 hour

96413 Chemotherapy administration, intravenous infusion technique; up to 1
hour, single or initial substance/drug

J0791 Injection, crizanlizumab-tmca, 5 mg

ICD-10 Codes considered experimental or investigational or not considered medically

necessary:
Code Description
D57.00 Hb-SS disease with crisis, unspecified
D57.01 Hb-SS disease with acute chest syndrome
D57.02 Hb-SS disease with splenic sequestration
D57.03 Hb-SS disease with cerebral vascular involvement
D67.04 Hb-SS disease with dactylitis
D57.09 Hb-SS disease with crisis with other specified complication
D57.211 Sickle-cell/Hb-C disease with acute chest syndrome
D57.212 Sickle-cell/Hb-C disease with splenic sequestration




D57.213 Sickle-cell/Hb-C disease with cerebral vascular information.

D57.214 Sickle-cell HbC disease with dactylitis

D57.218 Sickle- cell/Hb disease with cerebral vascular disease

D57.219 Sickle-cell/Hb-C disease with crisis, unspecified

D.57.40 Sickle-cell thalaaemia without crisis

D57.411 Sickle-Cell Thalassemia, Unspecified, With Acute Chest Syndrome

D57.412 Sickle-Cell Thalassemia, Unspecified, With Splenic Sequestration

D57.413 Sickle-cell thalassemia, unspecified, with cerebral vascular involvement

D57.414 Sickle-cell thalassemia, unspecified, with dactylitis

D57.418 Sickle-cell thalassemia, unspecified, with crisis with other specified
complication

D57.419 Sickle-Cell Thalassemia, Unspecified, With Crisis

D57.42 Sickle-cell thalassemia beta zero without crisis

D57.431 Sickle-cell thalassemia beta zero with acute chest syndrome

D57.432 Sickle-cell thalassemia beta zero with splenic sequestration

D57.433 Sickle-cell thalassemia beta zero with cerebral vascular involvement

D57.434 Sickle-cell thalassemia beta zero with dactylitis

D57.438 Sickle-cell thalassemia beta zero with crisis with other specified complication

D57.439 Sickle-cell thalassemia beta zero with crisis, unspecified

D57.44 Sickle-cell thalassemia beta plus without crisis

D57.451 Sickle-cell thalassemia beta plus with acute chest syndrome

D57.452 Sickle-cell thalassemia beta plus with splenic sequestration

D57.453 Sickle-cell thalassemia beta plus with cerebral vascular involvement

D57.454 Sickle-cell thalassemia beta plus with dactylitis

D57.458 Sickle-cell thalassemia beta plus with crisis with other specified
complication

D57.459 Sickle-cell thalassemia beta plus with crisis, unspecified

D57.811 Other sickle-cell disorders with acute chest syndrome

D57.812 Other sickle-cell disorders with splenic sequestration

D57.813 Other sickle-cell disorders with cerebral vascular involvement




D57.814 Other sickle-cell disorders with dactylitis

D57.819 Other sickle-cell disorders with crisis, unspecified

H36.811 Nonproliferative sickle-cell retinopathy, right eye

H36.812 Nonproliferative sickle-cell retinopathy, left eye

H36.813 Nonproliferative sickle-cell retinopathy, bilateral

H36.819 Nonproliferative sickle-cell retinopathy, unspecified eye

H36.821 Proliferative sickle-cell retinopathy, right eye

H36.822 Proliferative sickle-cell retinopathy, left eye

H36.823 Proliferative sickle-cell retinopathy, bilateral

H36.829 Proliferative sickle-cell retinopathy, unspecified eye

035.2XX0 Maternal care for (suspected) hereditary disease in fetus, not applicable
or unspecified

099.019 Anemia complicating pregnancy, unspecified trimester

P09.3 Abnormal findings on neonatal screening for congenital hematological
disorders
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OSCGr Clinical Guideline

Oscar Clinical Guideline: Winrevair (sotatercept-csrk) (PG207, Ver. 2)

Winrevair (sotatercept-csrk)

Disclaimer

Clinical guidelines are developed and adopted to establish evidence-based clinical criteria for
utilization management decisions. Clinical guidelines are applicable according to policy and plan
type. The Plan may delegate utilization management decisions of certain services to third parties who

may develop and adopt their own clinical criteria.

Coverage of services is subject to the terms, conditions, and limitations of a member’s policy, as well
as applicable state and federal law. Clinical guidelines are also subject to in-force criteria such as the
Centers for Medicare & Medicaid Services (CMS) national coverage determination (NCD) or local
coverage determination (LCD) for Medicare Advantage plans. Please refer to the member’s policy
documents (e.g., Certificate/Evidence of Coverage, Schedule of Benefits, Plan Formulary) or contact

the Plan to confirm coverage.

Summary

Pulmonary arterial hypertension (PAH) is a rare, progressive disorder characterized by abnormally high
blood pressure in the pulmonary arteries due to pathologic remodeling and narrowing of the small
pulmonary arteries. This increased pulmonary vascular resistance strains the right side of the heart,
eventually leading to right ventricular failure and premature death. PAH is classified as World Health

Organization (WHO) Group 1 within the broader pulmonary hypertension categorization.

Current treatments for PAH target the prostacyclin, endothelin, and nitric oxide pathways to promote
vasodilation and slow disease progression. These include endothelin receptor antagonists,
phosphodiesterase-5 inhibitors, soluble guanylate cyclase stimulators, and prostacyclin pathway agents.
However, despite combination therapy with these medications, PAH still carries high morbidity and
mortality. Median survival is only 5-7 years after diagnosis, highlighting the need for novel treatment

options.



Winrevair (sotatercept-csrk) is a first-in-class fusion protein that acts as a ligand trap to bind and inhibit
activins and growth differentiation factors involved in the pathogenesis of PAH. By modulating signaling
in the TGF-B/BMP pathway, Winrevair (sotatercept-csrk) has the potential to rebalance vascular
homeostasis and inhibit or reverse pulmonary vascular remodeling. In the pivotal phase 3 STELLAR trial,
Winrevair (sotatercept-csrk) significantly improved exercise capacity, hemodynamics, and clinical
outcomes when added to standard combination therapy in patients with PAH. Winrevair (sotatercept-
csrk) is indicated to improve exercise capacity, WHO functional class, and reduce the risk of clinical

worsening events in adults with PAH.

Definitions

"Pulmonary arterial hypertension (PAH)" refers to a rare, progressive disorder characterized by
abnormally high blood pressure in the pulmonary arteries that supply blood to the lungs. It is caused by
pathologic narrowing and obstruction of the small pulmonary arteries. PAH is classified as WHO Group 1

pulmonary hypertension.

"WHO functional class (FC)" is a system to categorize the severity of functional impairment in patients
with PAH based on symptom burden and activity limitation. WHO FC ranges from | to IV, with higher

classes reflecting more severe symptoms and limitations.

"6-minute walk distance (6MWD)" is an objective measure of submaximal exercise capacity. It

quantifies the distance an individual is able to walk on a flat, hard surface over a period of 6 minutes.

"Right heart catheterization (RHC)" refers to the gold standard diagnostic test used to definitively
diagnose PAH and differentiate it from other types of pulmonary hypertension. RHC directly measures
pressures in the right side of the heart and pulmonary arteries. PAH is defined hemodynamically by a
mean pulmonary artery pressure (MPAP) = 25 mmHg, pulmonary capillary wedge pressure (PCWP) < 15

mmHg, and pulmonary vascular resistance (PVR) > 3 Wood units.

Medical Necessity Criteria for Initial Authorization

The Plan considers Winrevair (sotatercept-csrk) medically necessary when ALL of the following criteria

are met:

1. Prescribed by or in consultation with a cardiologist or pulmonologist with expertise in treating
PAH; AND
2. The member is 18 years of age or older; AND



3. The member has a confirmed diagnosis of WHO Group 1 pulmonary arterial hypertension (PAH)
that is classified as ANY of the following:
a. l|diopathic; or
b. Heritable; or
c. Drug- or toxin-induced; or
d. Associated with connective tissue disease; or
e. Associated with corrected congenital systemic-to-pulmonary shunts (=1 year after
repair); AND
4. The member's diagnosis has been confirmed by right catheterization showing ALL of the
following:
a. Mean pulmonary artery pressure (mPAP) > 20 mmHg at rest; and
b. Pulmonary capillary wedge pressure (PCWP) < 15 mmHg; and
c.  Pulmonary vascular resistance (PVR) > 2 Wood units; AND
5. The member has a World Health Organization (WHO) functional classification of either:
a. Class Il [Slight limitation of physical activity. Comfortable at rest, but ordinary physical
activity causes undue dyspnea or fatigue, chest pain, or near syncope.]; or
b. Class Ill [Marked limitation of physical activity. Comfortable at rest, but less than ordinary
activity causes undue dyspnea or fatigue, chest pain, or near syncope.]; AND
6. The member is currently receiving a stable dose of at least two PAH-specific medications from
TWO of the following drug classes for at least 90 days:
a. Endothelin receptor antagonist (ERA) [e.g. bosentan, ambrisentan, macitentan]; and/or
b. Phosphodiesterase-5 inhibitor (PDE5i) [e.g. sildenafil, tadalafil]; and/or
c. Soluble guanylate cyclase (sGC) stimulator [e.g. riociguat]; AND
7. The member does NOT have ANY of the following:
a. HIV-associated PAH; or
b. Portopulmonary hypertension; or

c. Schistosomiasis-associated PAH; or

o

Pulmonary veno-occlusive disease; or
e. WHO Group 2, 3, 4 or 5 pulmonary hypertension; or
i.  Group 2: PH due to left heart disease.
ii.  Group 3: PH due to lung diseases and/or hypoxia.
iii.  Group 4: PH due to pulmonary artery obstructions.
iv.  Group 5: PH with unclear and/or multifactorial mechanisms.

f. Platelet count < 50,000/mm3 (50 x 10°/L); AND



8. Winrevair (sotatercept-csrk) is being prescribed at a dose and frequency that is within FDA
approved labeling OR is supported by compendia or evidence-based published dosing
guidelines for the requested indication.

o Starting dose: 0.3 mg/kg subcutaneously every 3 weeks

o Target maintenance dose: 0.7 mg/kg subcutaneously every 3 weeks

If the above prior authorization criteria are met, the requested product will be authorized for 6-

months.

Medical Necessity Criteria for Reauthorization
Reauthorization for 12-months will be granted if the member has recent (within the last 3 months) clinical
chart documentation demonstrating ALL of the following criteria:
1. Continues to meet the Initial Authorization criteria; AND
2. Documentation of positive clinical response as demonstrated by at least ONE of the following:
a. Improvement or maintenance in 6-minute walk distance; or
b. Improvement in WHO functional class; or
c. Reduction in hospitalizations for PAH; or
d. Improvement in hemodynamic parameters; AND
3. There is no recorded evidence of unacceptable toxicity or adverse reactions from the drug (e.g.

severe thrombocytopenia, serious bleeding).

Experimental or Investigational / Not Medically Necessary

Winrevair (sotatercept-csrk) for any other indication or use is considered not medically necessary by the
Plan, as it is deemed to be experimental, investigational, or unproven. Non-covered indications include,
but are not limited to, the following:
e Pulmonary hypertension (PH) classified in WHO Groups 2-5, including:
o PH due to left heart disease (Group 2).
o PH due to lung diseases and/or hypoxia (Group 3).
o Chronic thromboembolic PH (CTEPH) (Group 4).
o PH with unclear or multifactorial etiologies (Group 5).
e Specific PAH etiologies/subgroups that were excluded from or not evaluated in the pivotal
clinical trials, including:

o PAH associated with portal hypertension.



o HIV-associated PAH.

o  Schistosomiasis-associated PAH.

o Pulmonary veno-occlusive disease (PVOD).
e Treatment of pediatric PAH (patients <18 years old).

e Patients with WHO functional class | or IV symptoms.

Rationale: Winrevair (sotatercept-csrk) has not been adequately studied for safety and efficacy in the
above patient populations and clinical scenarios. Its FDA approval and pivotal trial data are limited to
use in adults with WHO Group 1 PAH classified as idiopathic, heritable, drug-induced, or associated with
connective tissue diseases or congenital heart disease. Patients had WHO FC Il or Il symptoms despite
combination therapy with two or more PAH-specific drug classes.

e There is a lack of robust clinical trial data supporting the use of Winrevair (sotatercept-csrk) for
non-Group 1 PH etiologies or the specific PAH subgroups listed above that were excluded from
the STELLAR trial. Pediatric PAH patients were not included in the clinical development
program. Winrevair (sotatercept-csrk) has not been evaluated in FC | or IV patients.

e The above Plan position is based on the best currently available clinical evidence for Winrevair
(sotatercept-csrk) in PAH. As additional trials are published, the Plan will modify these policy
statements accordingly to reflect any relevant changes in the evidence base and/or guideline
recommendations. Until such time, Winrevair (sotatercept-csrk) use outside of its FDA-approved

indication and pivotal trial population is considered experimental, investigational and unproven.

Applicable Billing Codes (HCPCS/CPT Codes)

Service(s) name

CPT/HCPCS Codes considered medically necessary if criteria are met:

Code Description

96372 Therapeutic, prophylactic, or diagnostic injection (specify substance or drug);
subcutaneous or intramuscular

C9399 Unclassified drugs or biologicals

J3590 Unclassified biologics

ICD-10 codes considered medically necessary if criteria are met:

Code Description




127.0 Primary Pulmonary Hypertension

Appendix

Table 1: Clinical Classification of Pulmonary Hypertension

Group 1: PAH
1.1 Idiopathic
1.1.1 Long-term responders to calcium channel blockers
1.2 Heritable#
1.3 Associated with drugs and toxins#
1.4 Associated with:
1.4.1 connective tissue disease
1.4.2 HIV infection
1.4.3 portal hypertension
1.4.4 congenital heart disease
1.4.5 schistosomiasis
1.5 PAH with features of venous/capillary (PVOD/PCH) involvement
1.6 Persistent PH of the newborn

Group 2: PH associated with left heart disease

2.1 Heart failure:
2.1.1 with preserved ejection fraction
2.1.2 with reduced or mildly reduced ejection fraction
2.1.3 cardiomyopathies with specific aetiologies|

2.2 Valvular heart disease:
2.2.1 aortic valve disease
2.2.2 mitral valve disease
2.2.3 mixed valvular disease

2.3 Congenital/acquired cardiovascular conditions leading to post-capillary PH

Group 3: PH associated with lung diseases and/or hypoxia
3.1 COPD and/or emphysema
3.2 Interstitial lung disease
3.3 Combined pulmonary fibrosis and emphysema
3.4 Other parenchymal lung diseases+
3.5 Nonparenchymal restrictive diseases:
3.5.1 hypoventilation syndromes
3.5.2 pneumonectomy
3.6 Hypoxia without lung disease (e.g. high altitude)
3.7 Developmental lung diseases

Group 4: PH associated with pulmonary artery obstructions
4.1 Chronic thromboembolic PH
4.2 Other pulmonary artery obstructions§




Group 5: PH with unclear and/or multifactorial mechanisms
5.1 Haematological disordersf
5.2 Systemic disorders: sarcoidosis, pulmonary Langerhans cell histiocytosis and neurofibromatosis
type 1
5.3 Metabolic disorders##
5.4 Chronic renal failure with or without haemodialysis
5.5 Pulmonary tumour thrombotic microangiopathy
5.6 Fibrosing mediastinitis
5.7 Complex congenital heart disease

PAH: pulmonary arterial hypertension; PYOD: pulmonary veno-occlusive disease; PCH: pulmonary capillary

haemangiomatosis. #: patients with heritable PAH or PAH associated with drugs and toxins might be long-term

responders to calcium channel blockers; : hypertrophic, amyloid, Fabry disease and Chagas disease; +:

parenchymal lung diseases not included in group 5; §: other causes of pulmonary artery obstructions include

sarcomas (high- or intermediate-grade or angiosarcoma), other malignant tumours (e.g. renal carcinoma, uterine

carcinoma, germ-cell tumours of the testis), nonmalignant tumours (e.g. uterine leiomyoma), arteritis without

connective tissue disease, congenital pulmonary arterial stenoses and hydatidosis; f: including inherited and

acquired chronic haemolytic anaemia and chronic myeloproliferative disorders; ##: including glycogen storage

diseases and Gaucher disease.
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Oscar Clinical Guideline: Lumryz (sodium oxybate) (PG246, Ver. 2)

Lumryz (sodium oxybate)

Disclaimer

Clinical guidelines are developed and adopted to establish evidence-based clinical criteria for
utilization management decisions. Clinical guidelines are applicable according to policy and plan
type. The Plan may delegate utilization management decisions of certain services to third parties who

may develop and adopt their own clinical criteria.

Coverage of services is subject to the terms, conditions, and limitations of a member’s policy, as well
as applicable state and federal law. Clinical guidelines are also subject to in-force criteria such as the
Centers for Medicare & Medicaid Services (CMS) national coverage determination (NCD) or local
coverage determination (LCD) for Medicare Advantage plans. Please refer to the member’s policy
documents (e.g., Certificate/Evidence of Coverage, Schedule of Benefits, Plan Formulary) or contact

the Plan to confirm coverage.

Summary

Narcolepsy is a chronic neurological sleep disorder characterized by excessive daytime sleepiness (EDS)
with or without cataplexy (sudden loss of muscle tone). Current treatment options aim to manage
symptoms and improve quality of life. Stimulants, wake-promoting agents like modafinil and armodafinil,
and antidepressants are often used as first-line therapies. Sodium oxybate, a central nervous system
depressant, is recommended for patients with narcolepsy who have an inadequate response to these
treatments. Lumryz is an extended-release formulation of sodium oxybate approved for the treatment of
cataplexy or EDS in adults with narcolepsy. It offers a once-nightly dosing option as an alternative to the

twice-nightly immediate-release formulations.

Definitions
"Cataplexy" refers to a sudden, transient episode of muscle weakness accompanied by full conscious

awareness, typically triggered by emotions such as laughing, crying, or terror.



"Excessive daytime sleepiness (EDS)" is the inability to stay awake and alert during the day, resulting in

unintended lapses into drowsiness or sleep.

“Hypocretin-1" is a natural chemical in the brain that helps regulate wakefulness.

"Multiple Sleep Latency Test (MSLT)" is a sleep study that measures how quickly a person falls asleep
during the day and whether they enter rapid eye movement (REM) sleep.

"Narcolepsy" is a chronic neurological sleep disorder characterized by excessive daytime sleepiness,

cataplexy, sleep paralysis, and hypnagogic hallucinations.

“Polysomnography (PSG)” is a sleep study used to diagnose sleep disorders by measuring certain
components such as brain activity, oxygen levels, heart rate, breathing, eye movements, and leg
movements.

“Sleep latency” is the amount of time it takes to fall asleep.

"Sleep-onset REM periods (SOREMPs)" are periods of rapid eye movement sleep that occur within 15

minutes of falling asleep, which are characteristic of narcolepsy.

Medical Necessity Criteria for Initial Authorization

The Plan considers Lumryz (sodium oxybate) medically necessary when ALL of the following criteria are

met:

1. The medication is prescribed by or in consultation with a sleep medicine specialist, neurologist,
psychiatrist, or pulmonologist with expertise in treating sleep disorders; AND
2. The member is 7 years of age or older; AND
3. The member has a diagnosis of narcolepsy that has been confirmed by sleep lab testing or
documented clinical symptoms including excessive daytime sleepiness (EDS) persisting for at
least 3 months AND at least ONE of the following:
Cataplexy episodes (for narcolepsy type 1); or
b. Hypocretin-1 (orexin A) deficiency (<110 pg/mL or <1/3 of mean values of healthy
individuals tested using the same standardized assay); or
c.  Nocturnal sleep polysomnography showing rapid eye movement (REM) sleep latency <

15 minutes, or a Multiple Sleep Latency Test (MSLT) showing a mean sleep latency < 8



minutes and = 2 sleep-onset REM periods (SOREMPs). A SOREMP within 15 minutes of
sleep onset on the preceding nocturnal polysomnography may replace one of the
SOREMPs on the MSLT; AND
4. The member has tried and failed prior treatments as follows:
a. For members 18 years of age and older, the member is unable to use, or has tried and
failed ALL of the following for at least 30-days duration each:
i. Sunosi (solriamfetol); and
ii. Either modafinil or armodafinil; and
iii. At least ONE CNS stimulant, such as:
1. amphetamine-dextroamphetamine; or
2. dextroamphetamine; or
3. methylphenidate; and
iv.  For members with cataplexy - at least ONE antidepressant, such as:
1. SSRIs (such as fluoxetine); or
2. SNRIs (such as venlafaxine); or
3. Tricyclic Antidepressants (such as clomipramine); or
b. For members 7 to 17 years of age, the member is unable to use, or has tried and failed
the following for at least 30-days duration of at least ONE CNS stimulant, such as:
i.  methylphenidate; or
i.  Amphetamine-based stimulant; AND
5. The member does NOT have ANY of the following:
a. Succinic semialdehyde dehydrogenase (SSADH) deficiency; or
b. Documentation indicating concomitant use with, or inability to abstain from, any of the
following while taking Lumryz (sodium oxybate):
i Alcohol (e.g., beer, wine, whisky); or
ii. Sedative hypnotics (e.g., alprazolam, diazepam, lorazepam, zolpidem); or
ii.  Xyrem, Xywav, Wakix, or sodium oxybate products; or
c. A condition that better explains the hypersomnolence and/or MSLT findings, such as:
i.  Insufficient sleep; or
i.  Obstructive sleep apnea; or
iii.  Delayed sleep phase disorder; or
iv. The effect of medication or substances or their withdrawal; AND
6. Lumryz (sodium oxybate) is being prescribed at a dose and frequency that is within FDA
approved labeling OR is supported by compendia or evidence-based published dosing

guidelines for the requested indication.



If the above prior authorization criteria are met, the requested product will be authorized for 12-

months.

Medical Necessity Criteria for Reauthorization

Reauthorization for 12-months will be granted if the member has recent (within the last 3-months) clinical

chart documentation demonstrating ALL of the following criteria:

1.

The member has experienced a positive clinical response to Lumryz (sodium oxybate) therapy as
demonstrated by a reduction in symptoms of cataplexy and/or EDS; AND

The member continues to abstain from alcohol and sedative hypnotics; AND

Lumryz will not be used in combination with Xyrem, Xywav, Wakix, or sodium oxybate products;
AND

Lumryz continues to be prescribed at a dose and frequency that is within FDA approved labeling
OR is supported by compendia or evidence-based published dosing guidelines for the

requested indication.

Experimental or Investigational / Not Medically Necessary

Lumryz (sodium oxybate) for any other indication or use is considered not medically necessary by the

Plan, as it is deemed to be experimental, investigational, or unproven. Non-covered indications include,

but are not limited to, the following:

e When used in combination with alcohol, sedative hypnotics, or other medications containing
sodium oxybate, gamma-hydroxybutyrate (GHB), or GHB precursors.

e When used in members with succinic semialdehyde dehydrogenase deficiency, a rare inborn
error of metabolism.

e For members under 7 years of age, safety and efficacy have not been established in pediatric
populations.
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OSCGr Clinical Guideline

Oscar Clinical Guideline: Xywav (calcium, magnesium, potassium, and sodium oxybates) (PG248, Ver. 2)

Xywav (calcium, magnesium, potassium, and sodium oxybates)

Disclaimer

Clinical guidelines are developed and adopted to establish evidence-based clinical criteria for
utilization management decisions. Clinical guidelines are applicable according to policy and plan
type. The Plan may delegate utilization management decisions of certain services to third parties who

may develop and adopt their own clinical criteria.

Coverage of services is subject to the terms, conditions, and limitations of a member’s policy, as well
as applicable state and federal law. Clinical guidelines are also subject to in-force criteria such as the
Centers for Medicare & Medicaid Services (CMS) national coverage determination (NCD) or local
coverage determination (LCD) for Medicare Advantage plans. Please refer to the member’s policy
documents (e.g., Certificate/Evidence of Coverage, Schedule of Benefits, Plan Formulary) or contact

the Plan to confirm coverage.

Summary

Narcolepsy is a chronic neurological disorder characterized by excessive daytime sleepiness (EDS) and
abnormal rapid eye movement (REM) sleep manifestations, including cataplexy, sleep paralysis, and
hypnagogic hallucinations. It affects approximately 1 in 2,000 people in the United States. Idiopathic
hypersomnia (IH) is a neurological sleep disorder characterized by excessive daytime sleepiness despite

adequate or prolonged nighttime sleep.

First-line treatments for narcolepsy typically include central nervous system stimulants (e.g., modafinil,
armodafinil, methylphenidate, amphetamines) for EDS, and sodium oxybate or antidepressants (e.g.,
SSRIs, SNRIs, TCAs) for cataplexy. For idiopathic hypersomnia, similar wake-promoting medications are

used as first-line treatments.



Xywav (calcium, magnesium, potassium, and sodium oxybates) is a central nervous system depressant
approved by the FDA for the treatment of cataplexy or excessive daytime sleepiness (EDS) in patients 7
years of age and older with narcolepsy, and for the treatment of idiopathic hypersomnia in adults. It
offers a lower-sodium alternative to Xyrem (sodium oxybate) and is typically considered after other

treatments have failed or are contraindicated.

Definitions
"Cataplexy" refers to a sudden, transient episode of muscle weakness accompanied by full conscious

awareness, typically triggered by emotions such as laughing, crying, or terror.

"Excessive daytime sleepiness (EDS)" is the inability to stay awake and alert during the day, resulting in

unintended lapses into drowsiness or sleep.

"Hypnagogic hallucinations" are vivid, often frightening, dreamlike experiences that occur while falling

asleep.

“Hypocretin-1" is a natural chemical in the brain that helps regulate wakefulness.

"Idiopathic hypersomnia (IH)" is a neurological disorder characterized by excessive daytime sleepiness

that is not caused by disturbed sleep at night, other medical conditions, or medications.

"Multiple Sleep Latency Test (MSLT)" is a sleep study that measures how quickly a person falls asleep
during the day and whether they enter rapid eye movement (REM) sleep.

"Narcolepsy" is a chronic neurological disorder that affects the brain's ability to control sleep-wake

cycles.

“Polysomnography (PSG)” is a sleep study used to diagnose sleep disorders by measuring certain
components such as brain activity, oxygen levels, heart rate, breathing, eye movements, and leg
movements.

“Sleep latency” is the amount of time it takes to fall asleep.

"Sleep-onset REM periods (SOREMPs)" are periods of rapid eye movement sleep that occur within 15

minutes of falling asleep, which are characteristic of narcolepsy.



Medical Necessity Criteria for Initial Authorization

The Plan considers Xywav (calcium, magnesium, potassium, and sodium oxybates) medically

necessary when ALL of the following criteria are met:
1. The medication is prescribed by or in consultation with a sleep medicine specialist, neurologist,
psychiatrist, or pulmonologist with expertise in treating sleep disorders; AND
2. The member meets the age requirement for the intended use:
a. For treatment of cataplexy or excessive daytime sleepiness (EDS) in narcolepsy - the
member is 7 years of age or older; or
b. For treatment of idiopathic hypersomnia (IH) - the member is 18 years of age or older;
AND
3. The member has a diagnosis of narcolepsy or idiopathic hypersomnia that has been confirmed
by sleep lab testing or documented clinical symptoms:
a. For narcolepsy - excessive daytime sleepiness (EDS) persisting for at least 3 months
AND at |least ONE of the following:
i.  Cataplexy episodes (for narcolepsy type 1); or
ii.  Hypocretin-1 (orexin A) deficiency (<110 pg/mL or <1/3 of mean values of
healthy individuals tested using the same standardized assay); or
iii. ~ Nocturnal sleep polysomnography showing rapid eye movement (REM) sleep
latency < 15 minutes, or a Multiple Sleep Latency Test (MSLT) showing a mean
sleep latency < 8 minutes and = 2 sleep-onset REM periods (SOREMPs). A
SOREMP within 15 minutes of sleep onset on the preceding nocturnal
polysomnography may replace one of the SOREMPs on the MSLT; or
b. For idiopathic hypersomnia - excessive daytime sleepiness (EDS) persisting for at least 3
months AND a Multiple Sleep Latency Test (MSLT) showing a mean sleep latency of < 8
minutes and fewer than 2 sleep-onset REM periods (SOREMPs), or no SOREMPs if the
REM latency on the preceding polysomnogram was < 15 minutes; AND
4. The member has tried and failed prior treatments as follows:
a. For members 18 years of age and older with narcolepsy, the member has tried and
failed, or has a contraindication to, ALL of the following:
i. Sunosi (solriamfetol); and
ii. Lumryz (sodium oxybate); and

iii. Wakix (pitolisant); or



b. For members 7 to 17 years of age with narcolepsy and excessive daytime sleepiness
(EDS), the member has tried and failed, or has a contraindication to, ALL of the
following:

i Wakix (pitolisant); and
ii. Lumryz (sodium oxybate); or

c. Formembers 7 to 17 years of age with narcolepsy and cataplexy, the member has tried
and failed, or has a contraindication to, Lumryz (sodium oxybate); or

d. For adults with idiopathic hypersomnia, the member is unable to use, or has adequately
tried and failed at least THREE (3) of the following for at least 30 days duration each:

i.  amphetamine-dextroamphetamine; and/or
i.  dextroamphetamine; and/or
ii.  methylphenidate; and/or
iv. armodafinil; and/or
V. modafinil; AND
5. The member does NOT have ANY of the following:

a. Succinic semialdehyde dehydrogenase (SSADH) deficiency; or

b. Documentation indicating concomitant use with, or inability to abstain from, any of the
following while taking Xywav:

i Alcohol (e.g., beer, wine, whisky); or

ii. Sedative hypnotics (e.g., alprazolam, diazepam, lorazepam, zolpidem); or

iii.  Xyrem, Lumryz, or other sodium oxybate products; or

c. A condition that better explains the hypersomnolence and/or MSLT findings, such as:

i.  Insufficient sleep; or

i.  Obstructive sleep apnea; or

iii.  Delayed sleep phase disorder; or

iv. The effect of medication or substances or their withdrawal; AND

6. Xywav is being prescribed at a dose and frequency that is within FDA approved labeling OR is
supported by compendia or evidence-based published dosing guidelines for the requested

indication.

If the above prior authorization criteria are met, the requested product will be authorized for 12

months.



Medical Necessity Criteria for Reauthorization

Reauthorization for 12 months will be granted if the member has recent (within the last 3 months) clinical

chart documentation demonstrating ALL of the following criteria:

1.

The member has experienced a positive clinical response to Xywav therapy as demonstrated by
a reduction in symptoms of cataplexy, EDS, or IH; AND

The member continues to abstain from alcohol and sedative hypnotics; AND

Xywav will not be used in combination with Xyrem, Lumryz, or other sodium oxybate products;
AND

Xywav continues to be prescribed at a dose and frequency that is within FDA approved labeling
OR is supported by compendia or evidence-based published dosing guidelines for the

requested indication.

Experimental or Investigational / Not Medically Necessary

Xywav (calcium, magnesium, potassium, and sodium oxybates) for any other indication or use is

considered not medically necessary by the Plan, as it is deemed to be experimental, investigational, or

unproven. Non-covered indications include, but are not limited to, the following:

When used in combination with alcohol, sedative hypnotics, or other medications containing
sodium oxybate, gamma-hydroxybutyrate (GHB), or GHB precursors.

When used in members with succinic semialdehyde dehydrogenase deficiency, a rare inborn
error of metabolism.

For members under 7 years of age, safety and efficacy have not been established in this

pediatric population.
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Oscar Clinical Guideline: Zepbound (tirzepatide) for the Treatment of Obstructive Sleep Apnea (PG255,
Ver. 2)

Zepbound (tirzepatide) for the Treatment of Obstructive Sleep Apnea

Disclaimer

Clinical guidelines are developed and adopted to establish evidence-based clinical criteria for
utilization management decisions. Clinical guidelines are applicable according to policy and plan
type. The Plan may delegate utilization management decisions of certain services to third parties who

may develop and adopt their own clinical criteria.

Coverage of services is subject to the terms, conditions, and limitations of a member’s policy, as well
as applicable state and federal law. Clinical guidelines are also subject to in-force criteria such as the
Centers for Medicare & Medicaid Services (CMS) national coverage determination (NCD) or local
coverage determination (LCD) for Medicare Advantage plans. Please refer to the member’s policy
documents (e.g., Certificate/Evidence of Coverage, Schedule of Benefits, Plan Formulary) or contact

the Plan to confirm coverage.

Summary

Obstructive sleep apnea (OSA) is a common sleep disorder characterized by repetitive episodes of
complete or partial upper airway obstruction during sleep, leading to reduced or absent breathing and
sleep fragmentation. OSA is associated with significant morbidity, including excessive daytime
sleepiness, impaired cognitive function, and increased risk of cardiovascular disease, metabolic

disorders, and accidents.

Obesity is a major risk factor for OSA, and weight loss is an important component of OSA management.
However, achieving and maintaining significant weight loss through lifestyle modifications alone can be

challenging for many patients.

Zepbound (tirzepatide) is a novel once-weekly injectable medication that acts as a dual glucose-

dependent insulinotropic polypeptide (GIP) and glucagon-like peptide-1 (GLP-1) receptor agonist.



Initially approved for the treatment of type 2 diabetes and chronic weight management, tirzepatide has
shown promising results in reducing body weight and improving metabolic parameters.
e Recent clinical trials have demonstrated that tirzepatide can significantly reduce the severity of
OSA in adults with obesity, as measured by the apnea-hypopnea index (AHI) and other sleep-
related parameters. Tirzepatide treatment was associated with improvements in OSA-related

symptoms, quality of life, and cardiovascular risk factors.

NOTE: This clinical guideline addresses the use of Zepbound (tirzepatide) for the treatment of
moderate-to-severe obstructive sleep apnea in adults with obesity. It does not apply to the use of
Zepbound (tirzepatide) for other indications, such as type 2 diabetes management or chronic weight
management in patients without OSA. Coverage of Zepbound (tirzepatide) for weight management may
vary depending on a member’s benefit policy; please refer to the applicable plan documents or contact
the Plan to confirm coverage details.

e Please refer to the Plan's Weight Loss Agents (PG070) Clinical Guideline for specific coverage
criteria related to the use of Zepbound (tirzepatide) and other GLP-1 receptor agonists for
weight management in members without OSA. The Plan's Weight Loss Agents (PG070) Clinical
Guideline only applies to members whose Plan covers prescription drugs prescribed for the

treatment of obesity or for use in any weight reduction, weight loss, or dietary control.

Definitions
"Apnea-hypopnea index (AHI)" is the number of apneas and hypopneas per hour of sleep, used to

assess the severity of OSA.

"Body mass index (BMI)" is a measure of body fat based on height and weight that applies to adult

men and women.

“Habitual snoring” is snoring every night or almost every night.

"Moderate obstructive sleep apnea" is defined as an AHI of 15 to 30 events per hour.

"Obesity" is defined as a BMI of 30 kg/m? or greater.

"Obstructive sleep apnea (OSA)" is a sleep disorder characterized by repetitive episodes of complete

or partial upper airway obstruction during sleep.



"Severe obstructive sleep apnea" is defined as an AHI greater than 30 events per hour.

Medical Necessity Criteria for Initial Authorization

The Plan considers Zepbound (tirzepatide) medically necessary when ALL of the following criteria are

met:

1.

The medication is prescribed by or in consultation with a sleep specialist, pulmonologist, or
physician who regularly treats sleep disorders; AND
The member is 18 years of age or older; AND
The member has a diagnosis of moderate-to-severe obstructive sleep apnea (AHI = 15 events
per hour) confirmed by polysomnography or home sleep apnea testing; AND
The member has a body mass index (BMI) = 30 kg/m?; AND
The member is unable to use, or has tried and failed, or has a contraindication or intolerance to,
at least 3 months of continuous positive airway pressure (CPAP) therapy or other appropriate
noninvasive ventilation (e.g., bi-level positive airway pressure [BiPAP], automatic positive airway
pressure [APAP], adaptive servo ventilation [ASV]); AND
The member does NOT have:

a. History of type 1 diabetes (T1DM) or type 2 diabetes mellitus (T2DM); and/or

b. Personal history of multiple endocrine neoplasia type 2 (MEN2); and/or

c. Personal or family history of medullary thyroid carcinoma; and/or

d. History of pancreatitis; and/or

e. Pregnancy (negative pregnancy test required for females of reproductive potential);

AND

Will be used in combination with:

a. Lifestyle modifications including reduced calorie diet and increased physical activity; and

b. Standard OSA treatments as appropriate (e.g., CPAP, oral appliances); AND
Zepbound (tirzepatide) will not be used concurrently with other tirzepatide-containing products
or any other GLP-1 receptor agonists; AND

The prescribed dose does not exceed 15 mg once weekly.

If the above prior authorization criteria are met, the requested product will be authorized for 6-

months.



Medical Necessity Criteria for Reauthorization

Zepbound (tirzepatide) may be reauthorized for an additional 12-months if the member meets ALL of

the following:

1.

The member has demonstrated clinical response as demonstrated by at least ONE of the
following:
a. a clinically significant reduction in AHI (e.g., = 50% reduction from baseline or AHI < 15
events per hour) as compared to baseline (i.e., pre-treatment); or
b. improvement in OSA-related symptoms (e.g., daytime sleepiness, habitual snoring,
morning headaches); AND
The member continues to adhere to lifestyle modifications; AND
If the member has achieved remission or non-symptomatic OSA, the prescriber provides
rationale for continuing therapy (e.g., at risk for returning symptoms); AND
The member has not developed any contraindications to continued Zepbound (tirzepatide)

therapy.

Experimental or Investigational / Not Medically Necessary

Zepbound (tirzepatide) is considered experimental, investigational, or not medically necessary for all

other indications, including but not limited to”, the following:

Treatment of mild OSA (AHI < 15 events per hour).

Treatment of OSA in non-obese individuals (BMI < 30 kg/m?3).

Treatment of central sleep apnea.

Treatment of obesity without concurrent OSA.

Treatment of type 2 diabetes without concurrent OSA.

“The above list of experimental and investigational uses is not exhaustive. The fact that an
indication is not listed above does not imply that Zepbound (tirzepatide) is medically necessary
for that use. All requests for Zepbound (tirzepatide) for non-FDA approved indications will be
reviewed on an individual basis in accordance with the member's benefit policy and applicable
Clinical Guidelines.

NOTE: While the clinical evidence supports the medical necessity of Zepbound (tirzepatide) for
weight management in obese and some overweight individuals with or without OSA, as
outlined in Pharmacy Guideline - Weight Loss Agents (PG070), coverage depends on the
specific terms of the member's benefit plan. Members should refer to their specific plan

documents or contact the Plan to confirm coverage details for weight loss medications.



Appendix

In the SURMOUNT-OSA trials [ClinicalTrials.gov Identifier: NCT05412004], tirzepatide demonstrated

significant reductions in AHI and improvements in OSA-related outcomes in adults with obesity and

moderate-to-severe OSA. Key findings include:

e Mean reduction in AHI of up to 29.3 events per hour (58.7% change from baseline) with

tirzepatide compared to 5.5 events per hour with placebo.

e Upto 51.5% of participants treated with tirzepatide achieved disease resolution (defined as AHI

< 5 events/hour or AHI 5-14 events/hour with Epworth Sleepiness Scale score < 10).

e Significant improvements in hypoxic burden, sleep-related quality of life measures, and

cardiovascular risk factors (e.g., blood pressure, hsCRP).

e Mean weight loss of 17.7% to 19.6% with tirzepatide compared to 1.6% to 2.3% with placebo

e Most common adverse events were gastrointestinal and generally mild to moderate in severity.

Table 1: SURMOUNT-OSA Trials - Key Details, Results, and Insights

Aspect

Details

Trial name

SURMOUNT-OSA (Trial 1 and Trial 2) [ClinicalTrials.gov Identifier: NCT05412004]

Intervention

Tirzepatide (maximum tolerated dose of 10 mg or 15 mg) vs placebo, once
weekly for 52 weeks.

Study population

e Inclusion
criteria

469 adults with moderate-to-severe obstructive sleep apnea (OSA) and obesity
(Trial 1: 234; Trial 2: 235)
e Age =18 years
AHI =15 events/hour
Obesity (BMI =30) or overweight (BMI =27 in Japan)
Trial 1: Unable/unwilling to use PAP therapy
Trial 2: Using PAP therapy for =3 months

Exclusion criteria

Type 1 or 2 diabetes

Weight change >5 kg in 3 months before screening
Planned surgery for sleep apnea or obesity

Central or mixed sleep apnea

Major craniofacial abnormalities

Study design

Two phase 3, multicenter, parallel-group, double-blind, randomized, controlled
trials.

Number of sites

60 sites across 9 countries

Primary endpoint

Change in AHI from baseline to week 52



https://clinicaltrials.gov/study/NCT05412004
https://clinicaltrials.gov/study/NCT05412004

Key secondary e Percent change in AHI
endpoints e Proportion with 250% reduction in AHI
e Proportion with AHI <5 or AHI 5-14 with ESS <10
e Percent change in body weight
e Change in hsCRP, hypoxic burden, PROMIS scores, systolic blood
pressure
Primary endpoint e Trial 1: -20.0 events/hour difference (95% ClI -25.8 to -14.2), p<0.001
results o Tirzepatide, -25.3 events/hr vs Placebo, -5.3 events
e Trial 2: -23.8 events/hour difference (95% Cl -29.6 to -17.9), p<0.001
o Tirzepatide, -29.3 events/hr vs Placebo, -5.5 events/hr
Key secondary Significant improvements in all key secondary endpoints with tirzepatide vs

endpoint results | placebo

o Weight loss: 17.7% vs 1.6% (Trial 1), 19.6% vs 2.3% (Trial 2)
e Significant reductions in hypoxic burden and hsCRP

e Improved sleep-related patient-reported outcomes

Adverse events e Most common adverse events were gastrointestinal (mild to moderate)
Serious AEs were similar between groups. No deaths reported
Two cases of acute pancreatitis in tirzepatide group (Trial 2)

Conclusions Tirzepatide significantly reduced AHI, body weight, hypoxic burden, hsCRP,
blood pressure, and improved sleep-related patient-reported outcomes in adults
with moderate-to-severe OSA and obesity.

Note: The results from both trials demonstrated consistent efficacy regardless of
baseline PAP therapy status, suggesting potential benefit for patients both with
and without concurrent PAP use.

AHI = apnea-hypopnea index, BMI = body mass index, PAP = positive airway pressure, ESS = Epworth
Sleepiness Scale, hsCRP = high-sensitivity C-reactive protein, PROMIS = Patient-Reported Outcomes

Measurement Information System, Cl = confidence interval, AEs = adverse events
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Oscar Clinical Guideline: Spravato (esketamine) (PG257, Ver. 1)

Spravato (esketamine)

Disclaimer

Clinical guidelines are developed and adopted to establish evidence-based clinical criteria for
utilization management decisions. Clinical guidelines are applicable according to policy and plan
type. The Plan may delegate utilization management decisions of certain services to third parties who

may develop and adopt their own clinical criteria.

Coverage of services is subject to the terms, conditions, and limitations of a member’s policy, as well
as applicable state and federal law. Clinical guidelines are also subject to in-force criteria such as the
Centers for Medicare & Medicaid Services (CMS) national coverage determination (NCD) or local
coverage determination (LCD) for Medicare Advantage plans. Please refer to the member’s policy
documents (e.g., Certificate/Evidence of Coverage, Schedule of Benefits, Plan Formulary) or contact

the Plan to confirm coverage.

Summary

Major depressive disorder is a mental health disorder that causes symptoms of sadness, hopelessness,
and loss of interest in things. It can disrupt relationships and everyday activities, such as work, school,
and activities that are usually pleasant. There are many medications from several classes that are
available to treat major depressive disorder including selective serotonin-reuptake inhibitors (SSRIs),
serotonin- and norepinephrine-reuptake inhibitors (SNRIs), tricyclic antidepressants, monoamine oxidase

(MAQ) inhibitors, and other antidepressants (e.g., bupropion, mirtazapine, trazodone).

Treatment resistant depression (TRD) refers to individuals who may improve partially but do not remit

symptomatically nor regain full functional status. Partial response is the presence of residual symptoms.



In studies, TRD generally refers to major depressive episodes that do not respond satisfactorily after two
(2) trials of antidepressant monotherapy. Response is generally classified by the amount of improvement
from baseline on a depression rating scale:

e No response: improvement <25%

e Partial response: improvement 25% to 49%

® Response: improvement =50% but less than the threshold for remission

e Remission: depression rating scale score less than or equal to a specific cutoff that defines the

normal range.

It is estimated that at least 30% of individuals with depression have TRD. However, a notable percentage
of individuals with TRD are pseudo-resistant (e.g., due to inadequacy of treatment trials or non-

adherence to treatment).

Spravato (esketamine) is a non-competitive N-methyl D-aspartate (NMDA) receptor antagonist indicated
for the treatment of:
1. Treatment-resistant depression (TRD) in adults, as monotherapy or in conjunction with an oral
antidepressant; or
2. Depressive symptoms in adults with major depressive disorder (MDD) with acute suicidal

ideation or behavior in conjunction with an oral antidepressant.

Due to the risk for sedation, dissociation, respiratory depression, abuse and misuse, Spravato
(esketamine) is only available through a Risk Evaluation and Mitigation Strategy (REMS) Program.
Spravato (esketamine) can only be administered at healthcare settings certified in the Spravato REMS
Program. Patients treated in outpatient healthcare settings (e.g., medical offices and clinics) must be

enrolled in the program.

Definitions

“Major depressive disorder”, also known as (MDD), is a psychiatric condition characterized by
persistent low mood, low energy, or loss of interest in enjoyable activities causing substantial impairment
in daily life. MDD is thought to be caused by a combination of genetic, environmental and psychological
2 factors. Risk factors include family history, major life changes, certain medications, chronic health

problems, and substance use disorders.

"Depression assessment instruments” are used to screen and track treatment outcomes. These

instruments may include interview and/or self-reported measures. Examples of validated and reliable



instruments include Beck Depression Inventory-II [BDI-II], Hamilton Rating Scale for Depression [HAM-D],
Inventory of Depressive Symptomatology—Clinician Rating [IDS-C], Montgomery-Asberg Depression
Rating Scale [MADRS], Patient Health Questionnaire-9 [PHQ-9], and Quick Inventory of Depressive
Symptomatology [QIDS-C16].

“Risk Evaluation and Mitigation Strategy”, also known as (REMS), is a drug safety program that the
Food and Drug Administration (FDA) requires for certain medications to ensure the benefits of the

medication outweigh its risks.

Clinical Indications
General Medical Necessity Criteria for Authorization

The Plan considers Spravato (esketamine) medically necessary when ALL of the following criteria are

met:

1. The medication is prescribed by or in consultation with a psychiatrist; AND
2. The member is 18 years of age or older; AND
3. The member does NOT have documentation of ANY of the following:
a. Aneurysmal vascular disease (including thoracic and abdominal aorta, intracranial, and
peripheral arterial vessels) or arteriovenous malformation; and
b. History of intracerebral hemorrhage; and
c. Hypersensitivity to esketamine, ketamine, or any of the excipients; AND
4. Spravato (esketamine) is being prescribed at a dose and frequency that is within FDA approved
labeling.

Treatment Resistant Depression (TRD)

Medical Necessity Criteria for Initial Authorization

The Plan considers Spravato (esketamine) medically necessary when ALL of the following criteria are

met:

5. The member meets the above General Medical Necessity Criteria for Authorization; AND

6. The member has a diagnosis of TRD; AND
The member has a diagnosis of major depressive disorder (MDD) that is treatment resistant
defined as nonresponse to an adequate trial (dosage, duration, and adherence) of at least two
(2) antidepressants in an episode; AND

8. There is documentation of baseline scoring by a validated rating scale prior to starting therapy
(e.g., BDI-II, HAM-D, IDS-C, MADRS, PHQ-9, QIDS-C16); AND



9. The member is unable to use all, or has tried and failed TWO (2) antidepressants from at least
TWO (2) different classes for at least six (6) weeks each at an adequate dose:

a. Aminoketones (e.g., bupropion); and/or

b. Monoamine oxidase inhibitors (e.g., selegiline, tranylcypromine); and/or

c. Noradrenaline and serotonergic antidepressants (e.g., mirtazapine); and/or

d. Selective serotonin reuptake inhibitors (e.g., citalopram, fluoxetine, paroxetine,
sertraline); and/or

e. Serotonin norepinephrine reuptake inhibitors (e.g., duloxetine, venlafaxine,
desvenlafaxine); and/or

f. Tricyclic antidepressants (e.g., amitriptyline, nortriptyline); and/or
Serotonin modulators (e.g., nefazodone, trazodone, vilazodone); and/or

h. Augmentation with lithium, thyroid hormone (e.g., liothyronine), atypical antipsychotics,

or anticonvulsants.

If the above prior authorization criteria are met, the requested product will be authorized for up to 6

months.

Major Depressive Disorder (MDD) with Acute Suicidal Ideation or Behavior

Medical Necessity Criteria for Authorization

The Plan considers Spravato (esketamine) medically necessary when ALL of the following criteria are

met:
The member meets the above General Medical Necessity Criteria for Authorization; AND
The member has a diagnosis of major depressive disorder (MDD); AND

The member has current suicidal ideation or behavior with intent; AND

S

Spravato (esketamine) will be used in conjunction with an oral antidepressant (e.g. venlafaxine,

escitalopram, duloxetine, sertraline, quetiapine).

If the above prior authorization criteria are met, the requested product will be authorized for up to 1

month.

Medical Necessity Criteria for Reauthorization

Treatment Resistant Depression (TRD)

Reauthorization for up to 12 months for Spravato (esketamine) will be granted if the member has recent

(within the last 3 months) clinical chart documentation demonstrating ALL of the following criteria:



5. The member meets the above applicable General Medical Necessity Criteria for Authorization;
AND

6. The member has experienced a documented improvement compared to baseline by a validated
rating scale (e.g., BDI-Il, HAM-D, IDS-C, MADRS, PHQ-9, QIDS-C16); AND

7. There is no recorded evidence of unacceptable toxicity or adverse reactions to Spravato

(esketamine).

Experimental or Investigational / Not Medically Necessary

Spravato (esketamine) for any other indication or use is considered not medically necessary by the Plan,
as it is deemed to be experimental, investigational, or unproven. Non-covered indications include, but
are not limited to, the following:

e Anesthetic agent

e Acute pain

e Chronic pain

e Migraine headaches

Applicable Billing Codes (HCPCS/CPT Codes)

Service(s) name

CPT/HCPCS Codes considered medically necessary if criteria are met:

Code Description

Office or other outpatient visit for the evaluation and management of an
established patient that requires the supervision of a physician or other qualified
health care professional and provision of up to 56 mg of esketamine nasal self-
administration, includes 2 hours post-administration observation

G2082

Office or other outpatient visit for the evaluation and management of an
established patient that requires the supervision of a physician or other qualified
health care professional and provision of greater than 56 mg esketamine nasal
self-administration, includes 2 hours post-administration observation

G2083

S0013 Esketamine, nasal spray, 1 mg

ICD-10 codes considered medically necessary if criteria are met:




Code Description
F06.31 Mood disorder due to known physiological condition with depressive features
F06.32 Mood disorder due to known physiological condition with major depressive-like
episode
F32.1 Major depressive disorder, single episode, moderate
F32.2 Major depressive disorder, single episode, severe without psychotic features
F32.4 Major depressive disorder, single episode, in partial remission
F32.5 Major depressive disorder, single episode, in full remission
F32.89 Other specified depressive episodes
F32.9 Major depressive disorder, single episode, unspecified
F32.A Depression, unspecified
F33.1 Major depressive disorder, recurrent, moderate
F33.2 Major depressive disorder, recurrent severe without psychotic features
F33.40 Major depressive disorder, recurrent, in remission, unspecified
F33.41 Major depressive disorder, recurrent, in partial remission
F33.42 Major depressive disorder, recurrent, in full remission
F33.8 Other recurrent depressive disorders
F33.9 Major depressive disorder, recurrent, unspecified
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