OSCOr Clinical Guideline

Oscar Clinical Guideline: Combination Products for Treatment of Helicobacter pylori (PG199, Ver. 2)

Combinations Products for Treatment of Helicobacter pylori
e Bismuth Subcitrate/Metronidazole/Tetracycline Hydrochloride
e Helidac (tetracycline, bismuth subsalicylate, and metronidazole)
e Lansoprazole/Amoxicillin/Clarithromycin Triple Therapy Pack
e Omeclamox-Pak (omeprazole/clarithromycin/amoxicillin)
e PrevPac (lansoprazole, amoxicillin, and clarithromycin)
e Pylera (bismuth subcitrate potassium, metronidazole, tetracycline hydrochloride)
e Talicia (omeprazole/amoxicillin/rifabutin)
e Voquezna Dual Pak (vonoprazan and amoxicillin)

e Voquenzna Triple Pak (vonoprazan, amoxicillin, and clarithromycin)

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 Medlicare 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

Helicobacter pylori (H. pylori) is a common bacterial infection that affects approximately 30-40% of the
U.S. population. H. pyloriinfection is associated with various gastrointestinal diseases, most notably
peptic ulcer disease (PUD). Eradication of H. pyloriinfection has been shown to heal active ulcers,
reduce the risk of ulcer recurrence, and decrease the risk of ulcer complications such as bleeding and

perforation.



The diagnosis of H. pyloriinfection can be made through non-invasive testing (urea breath test, stool
antigen test, or serology) or invasive procedures requiring endoscopy and biopsy (histology, culture, or
rapid urease testing). Only the non-invasive urea breath test and stool antigen test can reliably

determine active infection.

Current treatment guidelines recommend combination regimens consisting of two to three antibiotics
plus a proton pump inhibitor (PPI) or a potassium-competitive acid blocker (PCAB) such as vonoprazan,
for 10-14 days as first-line therapy. The choice of regimen depends on local bacterial resistance patterns,
especially to clarithromycin. Eradication should be confirmed at least 4 weeks after completion of
therapy. Alternative salvage regimens are used in cases of treatment failure. Recommended first-line
therapy include:

e Bismuth “optimized” quadruple therapy (PPl + bismuth salt + tetracycline + metronidazole)

e Rifabutin triple therapy (omeprazole + amoxicillin + rifabutin)

e Clarithromycin triple therapy (PPl or PCAB + clarithromycin + amoxicillin)

e PCAB-dual therapy (PCAB + amoxicillin)

NOTE: This policy applies to the use of in-scope combination drug regimens for the treatment of H.
pylori infection, including all oral fixed-dose combination products used for this indication.

Definitions
" Clarithromycin triple therapy" consists of a proton pump inhibitor, clarithromycin, and amoxicillin or

metronidazole.

"Concomitant therapy" refers to the simultaneous administration of a proton pump inhibitor with

clarithromycin, amoxicillin and metronidazole.

"Eradication" refers to the complete elimination of H. pylori bacteria from the gastrointestinal tract,
which is the goal of antibiotic treatment.

" Helicobacter pylori (H. pylori)" refers to a gram-negative, spiral-shaped bacterium that colonizes the

stomach and is a major cause of peptic ulcer disease.

"Hybrid therapy" includes a proton pump inhibitor and amoxicillin for 7 days, followed by quadruple
therapy with a proton pump inhibitor, amoxicillin, clarithromycin and a nitroimidazole for 7 more days.

"Peptic ulcer disease (PUD)" refers to a condition characterized by open sores or ulcers in the lining of
the stomach (gastric ulcer) or the first part of the small intestine (duodenal ulcer), often caused by H.

pyloriinfection or use of nonsteroidal anti-inflammatory drugs (NSAIDs).



"Proton pump inhibitor (PPI)" is a class of medications that reduce acid production in the stomach by
blocking the enzyme hydrogen-potassium adenosine triphosphatase (H+/K+ ATPase). Examples include

omeprazole, lansoprazole, pantoprazole, rabeprazole, and esomeprazole.

"Quadruple therapy" refers to a 4-drug regimen used for H. pylori eradication, typically consisting of a

PPI, bismuth subsalicylate, tetracycline, and metronidazole.

"Rapid urease test" is a biopsy-based diagnostic test that detects the presence of H. pyloriin gastric

tissue by measuring urease enzyme activity.
"Salvage therapy" refers to a treatment regimen that is given after failure of prior therapies to achieve
the desired therapeutic outcome. In the context of H. pyloriinfection, salvage therapy is used when

first-line treatment regimens have failed to eradicate the bacteria.

"Sequential therapy" involves a proton pump inhibitor and amoxicillin for the first 5 days, followed by a

proton pump inhibitor, clarithromycin and nitroimidazole for the next 5 days.

"Stool antigen test" is a non-invasive diagnostic test that detects the presence of H. pylori proteins in a

stool sample.

"Urea breath test" is a non-invasive diagnostic test for active H. pylori infection that measures the

release of labeled carbon dioxide in the breath after ingestion of labeled urea.

Medical Necessity Criteria for General Authorization

The Plan considers a combination drug regimen for treatmen

medically necessary when ALL of the following criteria are met:

1. The member has a confirmed diagnosis of H. pyloriinfection by ONE of the following:
a. Endoscopic biopsy with urease test, histology, or bacterial culture confirming H. pylori
presence; or
b. Stool antigen test positive for active H. pyloriinfection; or
c. Urea breath test positive for active H. pyloriinfection; AND
NOTE: Serologic testing for H. pylori antibodies is not sufficient to confirm active
infection. If performed, positive results should be confirmed with one of the above tests

for active infection prior to treatment.

2. The member meets the medical necessity criteria for the applicable indication listed below:

Medical Necessity Criteria for Initial Authorization

Treatment-Naive H.Pylori infection



The Plan considers Bismuth Subcitrate/Metronidazole/Tetracycline Hydrochloride, Helidac (tetracycline,
bismuth subsalicylate, and metronidazole!‘ Pylera (bismuth subcitrate QotassiumI metronidazole,

wﬂwmw medlca”y necessary
when ALL of the following criteria are met:
3. The member meets the Medical Necessity Criteria for General Authorization above; AND
4. The member has not been previously treated for H. pyloriin the past (i.e., “treatment naive”);
AND
5. IF the prescribed regimen consists of individual drug components that are covered on the
member’s Plan formulary, the prescriber has provided clinical rationale and documentation
supporting the medical necessity of the combination product over the individual components
(taken separately as a combination regimen); AND
6. IF prescribing for Pylera (bismuth subcitrate potassium, metronidazole, tetracycline

hydrochloride), Helidac (tetracycline, bismuth subsalicylate, and metronidazole) or other

combination therapy listed above that does not include a proton pump inhibitor (PPI), it will be

combined with a PPI (e.g., omeprazole); AND
7. IF the requested regimen contains clarithromycin, ONE of the following applies:
a. The member has no documented history of prior macrolide exposure, particularly within
the past 2 years; or
b. The prescriber has attested that, based on their knowledge of local resistance patterns
or institutional antibiogram data, clarithromycin resistance rates are likely to be <15% in
the member’s geographic area; or
c. The prescriber has provided rationale for using a clarithromycin-containing regimen
despite prior macrolide exposure or unknown local resistance rates, based on the
member's specific circumstances and the prescriber's clinical judgment; AND
8. The prescribed combination product for the treatment of helicobacter pyloriis within the
manufacturer's published dosing guidelines OR is supported by current literature and treatment
guidelines; AND

9. Clinical chart documentation is provided for review to substantiate the above listed
requirements.

T E . (S ) H. Pylori Infecti
The Plan considers Bismuth Subcitrate/Metronidazole/Tetracycline Hydrochloride, Helidac (tetracycline,

bismuth subsalicylate, and metronidazole), Lansoprazole/Amoxicillin/Clarithromycin Triple Therapy Pack,

lamox-Pak (omeprazole/clarithromycin/amoxicillin), PrevPac (lansoprazole, amoxicillin, an

clarithromycin), Pylera (bismuth subcitrate potassium, metronidazole, tetracycline hydrochloridel‘ Talicia

rlple Pak (vonoprazan, amOX|C|II|n, and clarlthromycm) medlcally necessary when ALL of the followmg

criteria are met:

3. The member meets the Medical Necessity Criteria for General Authorization above; AND



4. The member has persistent H.pylori infection despite previous attempt(s) at eradication (i.e.,
“treatment-experienced” or “salvage therapy”); AND
5. IF the prescribed regimen consists of individual drug components that are covered on the
member’s Plan formulary, the prescriber has provided clinical rationale and documentation
supporting the medical necessity of the combination product over the individual components
(taken separately as a combination regimen); AND
6. IF prescribing for Pylera (bismuth subcitrate potassium, metronidazole, tetracycline
hydrochloride), Helidac (tetracycline, bismuth subsalicylate, and metronidazole) or other
combination therapy listed above that does not include a proton pump inhibitor (PPI), it will be
combined with a PPl (e.g., omeprazole); AND
7. IF the requested regimen contains clarithromycin, ONE of the following applies:
a. The member has no documented history of prior macrolide exposure, particularly within
the past 2 years; or
b. The prescriber has attested that, based on their knowledge of local resistance patterns
or institutional antibiogram data, clarithromycin resistance rates are likely to be <15% in
the member’s geographic area; or
c. The prescriber has provided rationale for using a clarithromycin-containing regimen
despite prior macrolide exposure or unknown local resistance rates, based on the
member's specific circumstances and the prescriber's clinical judgment; AND
8. The member does not have a documented prior use of the prescribed regimen; AND
9. The prescribed combination product for the treatment of helicobacter pyloriis within the
manufacturer's published dosing guidelines or is supported by current literature and treatment
guidelines; AND

10. Clinical chart documentation is provided for review to substantiate the above listed
requirements.

ONE (1) 14-day course of treatment.

Medical Necessity Criteria for Reauthorization
Based on the current literature and treatment guidelines, re-authorization for the same combination
drug regimen for retreatment of persistent H. pyloriinfection is not medically necessary. If the member
fails to achieve eradication after initial treatment, a request for retreatment with a different antibiotic
regimen may be submitted. The choice of retreatment regimen should be guided by the member's
previous antibiotic exposure and known or suspected patterns of local H. pylori antibiotic resistance.
Only one (1) retreatment course will be approved at a time. If requesting coverage for a third or
subsequent treatment attempt, documentation of antibiotic susceptibility testing (if available) is strongly
recommended to help guide selection of the retreatment regimen.

e The American College of Gastroenterology (ACG) and other major guidelines recommend that

all patients treated for H. pylori infection undergo eradication testing at least 4 weeks after



completion of therapy. This allows for a single treatment course followed by confirmation of

eradication.

e Utilization of the same antibiotic regimen for retreatment is not supported by current clinical

guidelines and will NOT be approved in the absence of susceptibility testing demonstrating

effectiveness of the requested regimen.

o While antibiotic susceptibility testing can be helpful in guiding retreatment after multiple failed

attempts, it is not always readily available. Guidelines suggest it should be considered after two

failed treatment attempts, but it is not an absolute requirement for retreatment.

e Please refer to the section Treatment-Experienced (salvage) H. pylori Infection for subsequent H.

pylori infection management and review of medical necessity.

Experimental or Investigational / Not Medically Necessary

Combination Products for Treatment of Helicobacter pylori (H. pylori) for any other indication or use is

considered not medically necessary by the Plan, as it is deemed to be experimental, investigational, or

unproven.

Appendix

Table 1: Common guideline-recommended treatment regimens for H. pyloriinfection

Treatment Regimen

Drugs and Doses

Duration

Treatment-Naive H. pylori Infections

Optimized bismuth
quadruple therapy

PPI (standard dose) BID, bismuth subcitrate (120-300 mg) or
subsalicylate (300) QID, tetracycline 500 mg QID, metronidazole
500 mg TID or QID

10-14 days

Omeprazole 10 mg, amoxicillin 250 mg, rifabutin 12.5 mg per

DualPAK)

capsule

Rifabutin triple (Talicia) psu 14 days
Take 4 capsules TID

PCAB dual (Voquenza .
\Vonoprazan 20 mg BID, amoxicillin 1000 mg TID 14 days

PCAB triple (Voquenza
TriplePak)

\Vonoprazan 20 mg, clarithromycin 500 mg, amoxicillin 17000 mg
BID

14 days

Treatment-experienced (Salvage Therapies) H. pylori Infection




PPI (standard dose) BID, bismuth subcitrate (120-300 mg) or

Optimized bismuth ) ] )
subsalicylate (300) QID, tetracycline 500 mg QID, metronidazole|10-14 days

druple th @
uacripie therapy 500 mg TID or QID
Levofloxacin triple PPI (standard dose) BID, levofloxacin 500 mg QD, amoxicillin 1014 d
- ays
therapy 1000 mg BID or metronidazole 500 mg BID y

] o PPI (standard dose) BID; rifabutin (50-300 mg) QD, BID or TID;
Rifabutin triple therapy® . 10 days
amoxicillin 1000 mg BID or TID

PPI (double dose) BID or TID or vonoprazan 20 mg BID or TID,

— 14 days
amoxicillin 1000 mg TID

High-dose dual therapy

PCAB triple (Voquenza  [Vonoprazan 20 mg, clarithromycin 500 mg, amoxicillin 1000 mg

14.d
TriplePak) BID e

Treatment-naive H. pylori Infection - Penicillin Allergy

PPI (standard dose) BID, bismuth subcitrate (120-300 mg) or
subsalicylate (300) QID, tetracycline 500 mg QID, metronidazole|10-14 days
500 mg TID or QID

Optimized bismuth
quadruple therapy

Treatment-experienced (salvage) H. pylori Infection - Penicillin Allergy

PPI (standard dose) BID, bismuth subcitrate (120-300 mg) or
subsalicylate (300) QID, tetracycline 500 mg QID, metronidazole|10-14 days
500 mg TID or QID

Optimized bismuth
quadruple therapy

Abbreviations: BID = twice daily; PPl = proton pump inhibitor; QD = once daily; PCAB =
potassium-competitive acid blocker; QID = four times daily; TID = three times daily

*Optimized Bismuth quadruple therapy is recommended in those who have not previously received a
bismuth quadruple therapy.

°Can also use Talicia as a rifabutin triple therapy.

Notes:
1. Choice of regimen should be guided by known or suspected patterns of local H. pylori antibiotic
resistance and the member’s prior antibiotic exposure.
2. Clarithromycin triple therapy should only be used in areas where clarithromycin resistance is
known to be < 15% or when no prior macrolide exposure is documented.

a. The 2024 ACG guidelines state that “clarithromycin- and levofloxacin-containing
treatment regimens should be avoided in the absence of demonstrated macrolide and
quinolone susceptibility, respectively.” And, such clarithryomycin-containing therapies
are only appropriate in those with no history of macrolide exposure, but do not specify a
particular time frame. Some studlies have shown that recent macrolide exposure (within
the past 1-2 years) is more strongly associated with clarithromycin resistance than remote
exposure. However, other studies have found an increased risk of resistance even with



macrolide use >2 years prior to H. pylori treatment. Given the lack of a clearly defined
lookback period in guidelines, the Plan acknowledges the increased risk with recent
exposure, but allows for clinical judgment in members with remote exposure.

b. The 2024 ACG guidelines recommend PCAB-clarithromycin triple therapy over
PPI-clarithromycin triple therapy in those who are treatment-naive (conditional
recommendation; moderate quality evidence) due to increasing evidence of
non-inferiority and superiority of PCAB-clarithromycin triple therapies compared to
PPI-clarithromycin triple therapies. They further state “we advise against the use of
clarithromycin in any treatment regimen unless there is evidence that a patient is
infected with a clarithromycin-sensitive strain of H.pylori”

3. Optimized bismuth quadruple therapy remains the preferred regimen in areas with high rates of

clarithromycin and/or metronidazole resistance.
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