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Guideline Number: CG064, Ver. 3

Concomitant (Concurrent) use of Biologics (Biologic Response Modifiers

Therapies) and targeted synthetic Disease-Modifying Antirheumatic Drugs

(tsDMARDs)

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

Biologic response modifier therapies (biologics) are special drugs that are genetically engineered to

target specific parts of the immune system, suppress the immune system and disrupt inflammation for

autoimmune diseases. Biologics are also referred to as immunomodulators and cytokine inhibitors

(anticytokine). They are used in treatment of various diseases such as axial ankylosing spondylitis, graft

versus host disease, juvenile idiopathic arthritis, rheumatoid arthritis, psoriatic arthritis, psoriasis, and

inflammatory bowel disease. They can also target specific cancer cells or lessen side effects of cancer

treatment. Biologics can be given intravenously (through the vein), subcutaneously (injected into fatty

tissue), or orally.

Definitions

“Concomitant” is the concurrent use of a drug with another drug.

Biologic drug class by type of therapeutic molecule/agent:

● “Soluble receptor antagonists”are molecules that bind the target cytokine while they are in the

blood and prevent the cytokines from interacting with cell surface receptors.
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● “Monoclonal antibodies”are modified antibodies from human or nonhuman species and mass

produced in a laboratory to target and recognize specific antigens that cause  disease. They

have a higher affinity for antigens than soluble receptor antagonists.

● “Cell surface receptor antagonist proteins” are inactive proteins that compete with cytokines for

binding to the cytokine’s membrane receptor and must bind more than 90 percent of the cell

surface receptors to be effective.

Biologic response modifier therapies (biologics) drug class by mechanism of action and area of target:

● “Anti-integrin antibody” binds and blocks the interaction between integrin alpha-4-beta-7 and

mucosal addressin cell adhesion molecule-1 (MAdCAM-1) in the gut which reduces the chronic

inflammatory process present in both ulcerative colitis and Crohn's disease. FDA approved

anti-integrin drugs are natalizumab and vedolizumab.

● “B-cells inhibitors” prevent the activation of B-cells that activate T-cells that activate cytokines

that affect interleukin,Tumor Necrosis Factor-alpha, vascular endothelial growth factor (VEGF),

monocyte chemotactic protein (MCP), and macrophage migration inhibitory factor (MIF). B-cells

start a chain reaction that causes inflammation. Common examples of B-cell inhibitors are

rituximab and belimumab.

● “Interleukin (IL) inhibitors” target interleukins in the body that cause inflammation. Common IL-1

inhibitors are anakinra, canakinumab, and rilonacept. Common examples of IL-6 inhibitors are

tocilizumab and sarilumab. Examples of IL-17 inhibitors are secukinumab, ixekizumab, or

brodalumab. A common example of IL-12/23 inhibitors is ustekinumab and IL-23 inhibitors are

guselkumab and risankizumab.

● “T-cells inhibitors” prevent activation of an array of specific cytokines which influence systemic

inflammation. T-cells produce TNF and IL-2. B-cells produce IL-4, IL-5, IL-10, and IL-13. A T-cell

co-stimulation blocker is abatacept.

● “Tumor Necrosis Factor (TNF) inhibitors” target tumor necrosis factor-alpha which is an

inflammatory cytokine produced by macrophages/monocytes in the body during inflammation

that lead to cell death. TNF inhibitors block this inflammatory process and slow disease

progression. Common examples are infliximab, adalimumab, certolizumab, etanercept,

golimumab.

“Disease-modifying antirheumatic drugs (DMARDs)” suppress the immune system and inflammatory

response and they are grouped as 1)  conventional/traditional DMARDs, 2) targeted synthetic DMARDs

(tsDMARD), or 3) biologic DMARDs for treating rheumatoid arthritis. Conventional DMARDs are drugs

such as methotrexate, sulfasalazine, hydroxychloroquine, or leflunomide prescribed as an initial course of

therapy. Targeted synthetic DMARDs are drugs such as baricitinib, tofacitinib, apremilast; they are

typically prescribed as an alternative to members who failed or have contraindications to conventional

DMARDs or biologic DMARDs. Biologic DMARDs refer to the biologic response modifier therapies

above for rheumatoid arthritis typically prescribed for members who have resistance to initial therapy.
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“Kinase inhibitors”are not made from recombinant DNA and are not proteins; they are not considered

biologics. Kinase inhibitors interrupt Janus kinases (JAK) that are critical for signal transduction to the

nucleus from the common gamma chain of the plasma membrane receptors for interleukin (IL)-2, -4, -7,

-9, -15, and -21. These medications can be taken orally as pills such as tofacitinib and baricitinib.

Experimental or Investigational / Not Medically Necessary

The Plan does not consider medically necessary the concurrent use of a biologic when the following

criteria are met:

1. The  use of two or more biologic agents (Anti-integrin antibody, B-cell inhibitors, IL inhibitors,

T-cell inhibitors, TNF inhibitors), for purposes of the same diagnosis during the same time period

(unless indicated that there is greater efficacy with concurrent use of biologics by FDA

prescribing guidelines, compendia, national society guidelines, clinical criteria or high-quality

clinical evidence); or

2. The use of a biologic agent with a targeted synthetic DMARD (tsDMARD), for purposes of the

same diagnosis during the same time period, (unless indicated that there is greater efficacy with

concurrent use of biologics by FDA prescribing guidelines, compendia, national society

guidelines, clinical criteria or high-quality clinical evidence) for the following, but not limited to:

a. An oral Janus kinase (JAK) inhibitor (e.g., Olumiant (baricitinib), Rinvoq (upadacitinib),

Xeljanz (tofacitinib), Xeljanz XR (tofacitinib)); or

b. An oral phosphodiesterase-4 (PDE4) inhibitor (e.g., Otezla (apremilast)).

Oral tsDMARDs coverage is subject to plan benefits and are typically billed through a member’s

pharmacy benefits.

Concomitant Use of Biologics

There is limited research of the benefit from use of multiple biologics; the concomitant use of biologics

increases the susceptibility to infection. Practice guidelines from national societies such as American

College of Gastroenterology, American College of Rheumatology, American Academy of Dermatology,

National Comprehensive Cancer Network, National Psoriasis Foundation, do not currently include the

concurrent use of biologics (B-cell inhibitors, IL inhibitors, T-cell inhibitors, TNF inhibitors) as part of

general guidance. Further guidance can be obtained by FDA prescribing labels for indications and

contraindications, warnings and precautions.

Concomitant use of Anti-integrin antibody

The Plan does not consider medically necessary the use of anti-integrin antibodies (e.g., Tysabri

(natalizumab), Entyvio (vedolizumab)) concurrently with another Anti-integrin antibody or TNF inhibitors

due to risk of drug interactions and increased infections as per prescribing label.

Concomitant use of B-cells inhibitors

Other biologics
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The Plan does not consider medically necessary the concomitant use of b-cell inhibitors with other

biologics due to limited evidence.

Concomitant Use of IL inhibitors
Other biologics
The Plan does not consider medically necessary the IL inhibitor (e.g., Kineret (anakinra)) with concurrent

use of TNF blocker (e.g., infliximab), as there is no added clinical benefit per the FDA label. IL inhibitor

(e.g., ustekinumab) with concurrent use of other biologic agents has not been evaluated in clinical

studies of psoriasis.

Concomitant use a of Janus kinase (JAK) inhibitor

The Plan does not consider medically necessary the Rinvoq (upadacitinib) extended-release tablets,

Olumiant (baricitinib), Xeljanz (tofacitinib) tablets, Xeljanz (tofacitinib) extended release tablets, or Xeljanz

(tofacitinib) Oral Solution concurrently with other JAK inhibitors, biologic DMARDs, or with potent

immunosuppressants such as azathioprine and cyclosporine as these combinations are not

recommended for use in the prescribing label.

Concomitant Use of T-cell co-stimulation blocker

TNF Inhibitor, Biologic DMARDs, JAK inhibitors
The Plan does not consider medically necessary the T-cell co-stimulation blocker when prescribed with a

TNF inhibitor, biologic DMARDs, or Janus kinase inhibitors as it is not recommended as per FDA label.

Clinical trials in ORENCIA STUDY IV have failed to show benefit and efficacy of concomitant use of T-cell

co-stimulation blocker, Abatacept (Orencia), with TNF inhibitor therapy; the clinical trial showed patients

experienced more infections, serious infections, and lack of enhanced efficacy with concurrent treatment.

Concomitant use of Otezla (apremilast)

A phosphodiesterase-4 (PDE4) inhibitor is not recommended for use concurrently with biologics for

Behcet's Disease, moderate-to-severe plaque psoriasis, or active psoriatic arthritis, but as an alternative

to members who failed or have contraindications to reach therapeutic targets with conventional

DMARDs and/or biologics as per Clinical Pharmacology and Lexicomp drug interactions.

Concomitant Use of TNF inhibitors
Other biologics
The Plan does not consider medically necessary the TNF inhibitors (e.g., infliximab, etanercept) when

prescribed with another biologic agent such as IL inhibitors (e.g., Kineret) or other biologic agents in

different drug classes due to insufficient evidence on concurrent use as per the FDA. Evidence for the

treatment of inflammatory bowel disease with TNF inhibitors and concurrent  IL inhibitors have been

limited to case reports and small case series that raise safety concerns as per Clinical Gastroenterology

and Hepatology in 2018.

Applicable Billing Codes (HCPCS/CPT Codes)
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The following  codes are used for the medications considered biologics in this guideline.  Concurrent use

of biologics is not considered medically necessary. Coverage of one biologic is subject to members’ plan

benefits, the Plan Clinical Guideline: Preferred Physician-Administered Drugs (CG052, Ver. 6), and

medical necessity criteria. This is not an exhaustive list of all biologics.

CPT/HCPCS Codes for biologics

Anti-integrin antibodies

J2323 Injection, natalizumab, 1 mg

J3380 Injection, vedolizumab, 1 mg

B-cell inhibitors

Code Description

J0490 Injection, belimumab, 10 mg

J9311 Injection, rituximab 10 mg and hyaluronidase

J9312 Injection, rituximab, 10 mg

IL inhibitors

C9399/J3590 [Anakinra] Unclassified biologics

C9399/J3590 [Brodalumab] Unclassified biologics

C9399/J3590 [Ixekizumab] Unclassified biologics

C9399/J3590 [Risankizumab] Unclassified biologics

C9399/J3590 [Sarilumab] Unclassified biologics

C9399/J3590 [Secukinumab] Unclassified biologics

J0638 Injection, canakinumab, 1 mg

J1628 Injection, guselkumab, 1 mg

J2793 Injection, rilonacept, 1 mg

J3262 Injection, tocilizumab, 1 mg

J3357 Ustekinumab, for subcutaneous injection, 1 mg

J3358 Ustekinumab, for intravenous injection, 1 mg
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T-cell inhibitors

J0129

Injection, abatacept, 10 mg (code may be used for Medicare when drug

administered under the direct supervision of a physician, not for use when drug

is self-administered)

TNF inhibitors

J0135 Injection, adalimumab, 20 mg

J0717
Injection, certolizumab pegol, 1 mg (code may be used for Medicare when drug
administered under the direct supervision of a physician, not for use when drug
is self-administered)

J1438
Injection, etanercept, 25 mg (code may be used for Medicare when drug
administered under the direct supervision of a physician, not for use when drug
is self-administered)

J1602 Injection, golimumab, 1 mg, for intravenous use

J1745 Injection, infliximab, excludes biosimilar, 10 mg

Q5103 Injection, infliximab-dyyb, biosimilar, (Inflectra), 10 mg

Q5104 Injection, infliximab-abda, biosimilar, (Renflexis), 10 mg

Q5109 Injection, infliximab-qbtx, biosimilar, (Ixifi), 10 mg

Q5121 Injection, infliximab-axxq, biosimilar, (AVSOLA), 10 mg
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