STEP THERAPY POLICY
POLICY:

Methotrexate Injection Step Therapy Policy
 Methotrexate sodium (solution for injection, various manufacturers)
 Otrexup™ (methotexate subcutaneous injection autoinjector– Antares Pharma)
 Rasuvo® (methotexate subcutaneous injection autoinjector – Medac Pharma)
 Reditrex™ (methotrexate subcutaneous injection prefilled syringe – Cumberland
pharmaceuticals)

REVIEW DATE:

12/02/2020; selected revision 02/03/2021

OVERVIEW
Methotrexate has been widely studied and is commonly used for treatment of inflammatory conditions,
including rheumatoid arthritis, juvenile idiopathic arthritis, and plaque psoriasis. 1 The mechanism of action
is unknown; however, methotrexate may affect immune function. Methotrexate does interfere with DNA
synthesis, repair, and cellular replication; actively proliferating tissues such as malignant cells, bone
marrow, fetal cells, buccal and intestinal mucosa, and cells of the urinary bladder are generally more
sensitive to this effect of methotrexate. It has been demonstrated that the bioavailability of injectable
methotrexate is greater and less variable when compared with oral methotrexate. 2 Therefore, studies have
demonstrated that injectable methotrexate dosage forms have provided superior efficacy compared with the
same dosage of oral methotrexate. Moreover, studies have shown improved tolerance, particularly
gastrointestinal tolerance, with injectable methotrexate compared with oral tablets. 3 The toxicity profile,
especially gastrointestinal distress, is a dose-limited adverse event and is often a primary reason for
discontinuation of oral methotrexate. 3,4
All of the injectable methotrexate products require proper patient training in sterile injection technique and
require a patient to have the manual dexterity to self-inject. 5 For inflammatory conditions, the dose of
methotrexate is initiated low and adjusted gradually to achieve optimal response and/or tolerability,
generally to a maximum of 25 to 30 mg/week. 1,6,7 Flexibility to decrease or increase methotrexate dosing,
including in 2.5-mg increments, may be needed in clinical practice. Generic injectable methotrexate is
available as a 25 mg/mL injection solution (single-dose and multi-dose vials) and provides flexibility in
dose adjustments. 5 Otrexup, Rasuvo, and Reditrex are available as preservative-free, single-dose injections
for subcutaneous use.6,7 A formulation other than Otrexup, Rasuvo, or Reditrex should be used for patients
who require a route of administration other than subcutaneous, for doses that are not available in the
respective product, and for dose adjustments in < 2.5 mg increments.

POLICY STATEMENT
This program has been developed to encourage the use of a Step 1 Product prior to the use of a Step 2
Product. If the Step Therapy rule is not met for a Step 2 Product at the point of service, coverage will be
determined by the Step Therapy criteria below. All approvals are provided for 1 year in duration. Note:
Unless administered by a healthcare provider, all of the injectable methotrexate products, including Rasuvo,
Otrexup, and Reditrex, require proper patient training in sterile injection technique and require a patient or
caregiver to have the manual dexterity to inject.
Automation: A patient with a history of one Step 1 Product within the 130-day look-back period is
excluded from Step Therapy.
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Step 1:

Generic methotrexate injection (single- or multi-dose vials)

Step 2:

Otrexup, Rasuvo, Reditrex

CRITERIA
1. If the patient has tried one Step 1 Product, approve a Step 2 Product.
2. If, according to the prescriber, the patient and/or caregiver is/are unable to administer generic
methotrexate injection (single-dose or multi-dose vial NOT including Otrexup, Rasuvo, or Reditrex),
approve a Step 2 Product.
3. No other exceptions are recommended.
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