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The following recommendations are based on medical evidence, clinician input, and expert opinion.  The content of the document is dynamic and will be revised as new information becomes available.  The purpose of this document is to assist practitioners in clinical decision-making, to standardize and improve the quality of patient care, and to promote cost-effective drug prescribing.  THE CLINICIAN SHOULD UTILIZE THIS GUIDANCE AND INTERPRET IT IN THE CLINICAL CONTEXT OF THE INDIVIDUAL PATIENT.  INDIVIDUAL CASES THAT ARE EXCEPTIONS TO THE EXCLUSION AND INCLUSION CRITERIA SHOULD BE ADJUDICATED AT THE LOCAL FACILITY ACCORDING TO THE POLICY AND PROCEDURES OF ITS P&T COMMITTEE AND PHARMACY SERVICES.
The Product Information should be consulted for detailed prescribing information.

See the VA National PBM-MAP-VPE Recommendations for Use on these drugs at www.pbm.va.gov or http://vaww.pbm.va.gov for further information. 
References to Tables within the CFU can be found in the Drug Class Review https://vaww.cmopnational.va.gov/cmop/PBM/Clinical%20Guidance/Drug%20Class%20Reviews/DMARDs%20for%20Rheumatoid%20Arthritis%20(Anti-TNF%20DMARD)%20Update.docx
	Exclusion Criteria 

	General Exclusions for all anti-TNF agents
(  Patient with Early RA (defined as disease duration < 6 months) and low disease activity

	(  Active infection, including chronic or localized infections

(  Planning concurrent therapy with another biological DMARD or other anti-TNF agent

(  Does not allow transfer of rheumatology care to VA rheumatologist

(  CHF with NYHA class III or IV 
(  Untreated chronic hepatitis B or treated chronic hepatitis B with Child-Pugh class B and C

(  Acute Hepatitis C infection or chronic hepatitis C infection (treated or untreated) with severe liver disease Child Pugh Class B or C  (see Issues for Consideration) 

(  Serious adverse event that required discontinuation of prior anti-TNF agent (refer to Table 6 of Drug Class Review)
Additional Exclusions for specific anti-TNF agents [See Issues for Consideration]
  Hypersensitivity to a specific anti-TNF agent or its inactive excipients

	Inclusion Criteria for initiating or switching to an anti-TNF agent

	Initiating therapy with preferred anti-TNF agent (etanercept or adalimumab):

	(  Clinical diagnosis of RA by a VA rheumatologist AND

	(  Patient with Early RA (defined as disease duration < 6 months) with high disease activity and poor prognostic factors OR

	(  Patient with Established RA (defined as disease duration  > 6 months) and moderate or high disease activity after an adequate 3-month trial each of  2 DMARD regimens (i.e. may include monotherapy followed by combination DMARD therapy (e.g. triple therapy with methotrexate-sulfasalazine-hydroxychloroquine); or 2 combination therapies OR contraindications to all DMARD therapy AND

	(  Baseline monitoring parameters within normal limits at time of anti-TNF initiation (Refer to Table 5 of Drug Class Review) 

	Switching therapy from initial anti-TNF agent to a second anti-TNF agent (see Issues for Consideration) 

	(  Clinical diagnosis of RA by a VA rheumatologist AND

	(  Patient with RA and moderate or high  disease activity after a 3-month trial of an anti-TNF agent at the maximum tolerated dose

	(  Baseline monitoring parameters within normal limits at time of anti-TNF initiation (Refer to Table 5 of Drug Class Review)

	Dosage and Administration

	Refer to Prescribing Information or Table 2 of Drug Class Review
Monitoring
· Refer to Table 5 (of Drug Class Review) for monitoring parameters.
· Disease activity and prognosis assessment should be performed between 3-6 months after therapy initiation or change; may be assessed as early as 3 months.


	Issues for Consideration

	· Anti-TNF biologic therapy refers to adalimumab, etanercept, infliximab, certolizumab pegol and golimumab.

· Latex allergies.  Individuals with latex allergies should be made aware and not handle the latex-containing components of certain anti-TNF agents.  Specifically, golimumab (needle cover of prefilled syringe and prefilled syringe of the autoinjector contains a latex derivative); etanercept (needle cap of prefilled syringe and autoinjector contains a latex derivative); adalimumab (needle cap of prefilled syringe contains latex); certolizumab pegol does not contain any latex components.
· Etanercept and adalimumab are preferred anti-TNF agents, unless specific patient conditions exclude them from use.
· Considerations for switches to a non-preferred anti-TNF agents (infliximab, certolizumab and golimumab):

· There is no evidence to support one particular anti-TNF agent over another when switching as head-to-head comparisons have not been performed; although limited clinical experience with golimumab, it has demonstrated efficacy compared to placebo in this setting
· Infliximab is an intravenous therapy that received FDA-approval based upon its safety and efficacy with methotrexate.  There is evidence to suggest that leflunomide can be given in combination with Infliximab.  If concomitant DMARD therapy cannot be given, then infliximab should be avoided.  Use of infliximab without a concomitant DMARD should be adjudicated locally in accordance with the PBM Guidance to Off-Label Prescribing.
· Certolizumab and golimumab may be given by subcutaneous injection once a month
· Certolizumab does not contain any latex syringe components
· FDA-approved indications (Refer to Table 1 of Drug Class Review)
· The American College of Rheumatology recommends that TNF-alpha inhibitors be avoided in patients with acute hepatitis C infection or with chronic hepatitis C infection (treated or untreated) with significant liver injury, defined as chronic Child-Pugh classes B or C.  The panel recommends that etanercept could potentially be used in the setting of hepatitis C.  Successful use of anti-TNF agents is limited in this setting, but has been reported in retrospective review and case report format.  The decision to use anti-TNF agents in this setting should be adjudicated locally on a case-by-case basis and with close monitoring of serum aminotransferases.
· Providers should use caution when using etanercept in patients with moderate to severe alcoholic hepatitis.

· The ACR recommends a therapeutic target of low disease activity or remission in patients with early and established RA.  Disease activity should be defined as: remission, low, moderate or high activity based upon valid instrumentation (e.g. PAS or PAS II, CDAI, SDAI, DAS28#).  Disease activity should be performed between 3-6 months after therapy initiation or change; may be assessed as early as 3 months.
· Poor prognostic features include the presence of > 1 of the following: functional limitation, extra-articular disease, positive rheumatoid factor or anti-cyclic citrullinated peptide antibodies and bony erosions by radiograph
· Data exist to support a reduction in the dose of anti-TNF agents after a patient achieves remission, but the long term consequences of this are currently unknown.

· Pregnancy Category B. There are no adequate, well-controlled studies in pregnant women; use in pregnancy only if clearly needed
Continuation Recommendations 
· Improvement in validated quantitative measure of response such as Health Assessment Questionnaire (HAQ), visual analog scales (VAS), Likert scales, joint tenderness and/or swelling, and laboratory data (ESP, CRP); AND

· Improvement in the DAS > 1.2; OR

· Achievement of a DAS28 < 3.2 (low disease activity); OR

· > 20% improvement according to the ACR response criteria

· Assessment and evaluation of monitoring parameters at follow-up (Refer to Table 5 of Drug Class Review)


	Discontinuation  Recommendations (any of the following)

	· Inefficacy defined as inadequate response (despite confirmed compliance) within 8-16 weeks of starting anti-TNF agent at the recommended dosing schedule
· Loss of efficacy or unacceptable disease activity after 12 weeks of compliance with maximum tolerated therapy

· Unacceptable toxicity or adverse events during therapy (Refer to table 6 of Drug Class Review)
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Updated versions may be found at http://www.pbm.va.gov or http://vaww.pbm.va.gov  
# Patient Activity Scale (PAS) remission 0-0.25; low 0.26-3.7; moderate 3.71 < 8.0; high > 8.0; 

  Clinical Disease Activity Index (CDAI) remission < 2.8, low > 2.8 to 10, moderate > 10 to 22, high > 22;

  Disease Activity Score in 28 joints (DAS28) remission < 2.8, low > 2.8 to < 3.2, moderate > 3.2 to < 5.1, high > 5.1

  Simplified Disease Activity Index (SDAI) remission < 3.3, low > 3.3 to < 11.0, moderate > 11 to < 26, high > 26


