
PREFERRED STEP THERAPY POLICY

POLICY: Colchicine Preferred Step Therapy

DATE REVIEWED: 04/22/2020; selected revision 04/29/2020

DRUGS AFFECTED: 
 Colcrys™ (colchicine tablets – Takeda and Aphena, generics)
 Mitigare® (colchicine capsules – Hikma Americas, generics)

OVERVIEW 
Colcrys is indicated for the prophylaxis and treatment of gout flares in adults, as well as for the treatment
of familial Mediterranean fever (FMF) in adults and children aged ≥ 4 years. 2-3  Mitigare is indicated for
the  prophylaxis  of  gout  flares  in  adults.1-4  The  safety  and  effectiveness  of  colchicine  capsules  and
Mitigare capsules for acute treatment of gout flares during prophylaxis has not been studied.  Dosing for
gout  flare  prophylaxis  is  the  same for  all  of  the  colchicine products  and all  colchicine products  are
administered  orally  without  regard  to  meals.   Prescribing  information  for  the  tablet  formulations  of
colchicine  provides  dose  adjustment  recommendations  when  these  medications  are  administered
concomitantly.2-3  The  safety  and  pharmacokinetic  profiles  presented  in  prescribing  information  are
comparable for Colcrys and Mitigare.3-4  

Colchicine is a medication that has been in use in the US for many years; however, because it is an older
drug, it had never been formally approved by the FDA.5  In 2006, the FDA launched the “Unapproved
Drugs  Initiative”  to  work  toward  removing  unapproved  drugs  from  the  market  and  encourage
manufacturers to take the necessary steps for drug approval.6  In 2009, Colcrys tablets became the first
colchicine product to become FDA-approved for the treatment of FMF and acute flares of gout.  Since
that time, the FDA has also granted approval to several other manufacturers to market branded colchicine
products, such as Mitigare.1-6  The brand products and their respective authorized generics have identical
product labeling.

Table 1.  FDA-Approved Indications, Dosing, and Dosage Forms.1-4

Indications Recommended Dosing* Dosage
Form(s)

Colcrys™

(colchicine tablets,
generics) 

Prophylaxis of  gout
flares in adults

> 16 years of age:  0.6 mg QD or BID
Maximum recommended dose:  1.2 mg/day

0.6 mg tablets

Treatment of gout flares
in adults

Adults:  1.2 mg at the first sign of a gout flare, followed by
0.6 mg 1 hour later (maximum of 1.8 mg per 1-hour period).
Wait 12 hours to resume prophylactic dosing.

Treatment of FMF Daily  doses  may  be  given  in  one  or  two  divided  doses.
Titrate to maximum recommended doses as needed.
> 12 years of age:  1.2 mg to 2.4 mg/day.
6 to 12 years of age:  0.9 mg to 1.8 mg/day.
4 to 6 years of age:  0.3 mg to 1.8 mg/day.

Mitigare®

(colchicine
capsules, generics)

Prophylaxis of  gout
flares in adults

Adults:  0.6 mg QD or BID
Maximum recommended dose:  1.2 mg/day.

0.6  mg
capsules 

* Specific  dose  adjustment  recommendations  for  patients  with  drug  interactions  or  renal  dysfunction  are  provided  in  the
prescribing information for Colcrys and colchicine tablets; QD – Once daily; BID – Twice daily.
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Gout Guidelines
According to the American College of Rheumatology (ACR) Guidelines for Management of Gout (2012),
oral colchicine is one of the recommended initial treatment options for pharmacologic monotherapy for
acute attacks of gouty arthritis if  initiated within 36 hours of symptom onset. 8  Acute treatment with
colchicine should not be used if the patient has received prior treatment with colchicine for an acute
attack within the previous 14 days.  If initial therapy is unsuccessful, colchicine may also be considered as
combination  therapy  with  either  a  non-steroidal  anti-inflammatory  drug  (NSAID)  or  an  oral
corticosteroid.   For  all  patients  who  are  receiving  urate-lowering  therapy,  the  ACR  recommends
prophylactic therapy for gout attacks; oral colchicine (at approved doses) is the recommended first-line
treatment  option.   The  guidelines  do  not  differentiate  between  the  available  colchicine  products  or
between  the  two  oral  dosage  forms,  but  instead  refer  to  these  products  as  “oral  colchicine”  in  all
recommendations.

In 2016, European League Against Rheumatism (EULAR) released evidence-based recommendations for
the management of gout.9  Overall, the decision on the initial choice of therapy for acute flares of gout
should be based on contraindications, previous treatments, time of drug initiation, and the number/type of
involved joints.  There are several recommended first-line options, including colchicine (within 12 hours
of symptom onset) and/or NSAIDs, oral corticosteroids, or injectable corticosteroids.  Avoid colchicine
use in patients with severe renal impairment or patients who are also receiving strong P-glycoprotein
and/or CYP3A4 inhibitors.  For patients receiving urate-lowering therapy, prophylaxis with colchicine 0.5
mg to 1 mg/day is recommended during the first 6 months.  If colchicine is contraindicated, prophylactic
NSAID therapy may be considered.  The EULAR guidelines do not recommend one dosage form of
colchicine over another; although, they do mention that the tablet formulation is the only form available
in Europe and therefore, recommendations are based on tablet dosing.

Familial Mediterranean Fever (FMF)
Colcrys tablets (Step 1) and colchicine tablets (Step 2) are indicated for the treatment of FMF. 2-3  FMF is
an  inherited  disease  involving  painful  inflammation  of  the  abdominal  lining  (peritonitis),  lining
surrounding the lungs (pleurisy), and joints (arthralgia and occasionally arthritis).10  These inflammatory
episodes often present with fever and sometimes an ankle rash.  Patients generally experience their first
attack in childhood or adolescence, but it can occur later in life.  If FMF is left untreated, patients can
develop renal failure due to an accumulation of certain protein deposits (amyloidosis).   Colchicine is
frequently used to treat FMF.  Three randomized, placebo-controlled studies (n = 48 total) evaluated the
efficacy of Colcrys in patients with FMF.3  The studies were small, but demonstrated a reduced number of
attacks with Colcrys compared with placebo.  According to the 2016 EULAR recommendations for the
management of FMF, colchicine is extremely effective for the prevention of FMF attacks and associated
amyloidosis.11  Treatment with colchicine should be initiated as soon as the diagnosis of FMF is made.  If
FMF attacks  persist  or  patients  continue  to  experience  subclinical  inflammation,  the  colchicine dose
should be increased.  Colchicine dosing may also be temporarily increased during periods of physical or
emotional  stress.   Other  biological  treatments  can  be  considered  if  patients  do  not  respond  to  the
maximum-tolerated  colchicine  dose.   The  recommendations  do  not  make  distinctions  regarding  the
available dosage forms of colchicine, but dosing recommendations are provided for the tablets only.

POLICY STATEMENT
A preferred step therapy program has been developed to encourage the use of a Step 1 product prior to the
use of a Step 2 product.  If the preferred step therapy rule is not met for a Step 2 agent at the point of
service,  coverage will  be determined by the preferred step therapy criteria below.  All  approvals are
provided for 1 year in duration.  
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Automation:  Patients  with  a  history  of  one  Step  1  drug  within  the  130-day  look-back  period  are
excluded from step therapy.  Note:  For National Preferred Formulary [NPF] clients, Colcrys with DAW 9
(indicating that substitution is allowed by the prescriber but the Plan requests brand), Colcrys will also
count as a Step 1 drug.

Step 1:  colchicine tablets, Mitigare capsules

Step 2:  colchicine capsules, Colcrys tablets

CRITERIA

1. If the patient has tried one Step 1 product, authorization for a Step 2 product may be given.

2. No other exceptions are recommended.
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