
In this installment, we present the results of survey
questions pertaining to treatment with traditional and
biologic disease-modifying antirheumatic drugs

(DMARDs). 

1. Regarding combination DMARD therapy in rheumatoid
arthritis (RA), which statement is true? 

Answer: All of the above. 
Recommendation/supporting evidence: American College
of Rheumatology (ACR) 2012,1 National Institute of Clinical
Excellence (NICE) 2009,2 European League Against
Rheumatism (EULAR) 2013,3 Visser 2009.4

Different highly rated guidelines came to different con-
clusions regarding the same literature. While the body of
evidence supporting combination therapy has some limi-
tations, there is sufficient evidence to consider the use of
specific DMARD combinations as initial therapy and/or
after inadequate response to monotherapy, particularly in
patients with poor prognostic features, moderate-high
disease activity, and recent-onset disease. 

There is sufficient evidence to support the use of
methotrexate (MTX) as the anchor drug when using com-
bination therapy, although other DMARD combinations
may also be considered. Several different combination
therapies have been shown to be effective in the treatment
of RA, but direct comparative data of the effectiveness of
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Table 1. Regarding combination DMARD therapy in
rheumatoid arthritis, which statement is true?

Methotrexate should be
used as the anchor

drug unless
contraindicated

3%

Treatment can be initiated
as monotherapy or

combination 
therapy

1%

When using methotrexate
and leflunomide 

combination therapy,
there is an increased
risk of hepatotoxicity

and dose reduction of
either medication

should be considered

All of the above

1%

95%

Table 2. When considering initiating biologic therapy,
which of the following criteria indicate an inadequate
response to DMARDs?

Persistent, moderate or
high disease activity 9%

At least two DMARDs
have been used at 

target dose
1%

DMARD therapy has
been used for at least

three months at target
dose

1%

All of the above 89%



different combinations is lacking. The choice of combina-
tion should be left to the discretion of the rheumatologist
as a shared decision with the patient, based on individual
patient circumstances.

There is evidence from randomized controlled trials
supporting the efficacy of MTX and leflunomide (LEF) in
patients with high disease activity with an inadequate
response to MTX. Many patients have been successfully
treated with this combination without serious adverse
events; however in general, other combination therapies
of proven efficacy would be preferred over MTX + LEF due
to increased gastrointestinal side effects and hepatoxicity.
LEF combination therapy is typically considered after an
inadequate response to MTX, and in this situation it is not
desirable to withdraw MTX to treat with LEF as this may
result in worsening of disease control. If MTX + LEF is
used, liver enzymes should be monitored monthly and
dose reduction of LEF (to 10 mg) or MTX should be con-
sidered. Similarly, clinicians should exercise caution when
combining LEF with other drugs that have the potential to
cause liver injury.  

2. When considering initiating biologic therapy, which of
the following criteria indicate an inadequate response to
DMARDs? 

Answer: All of the above. 
Recommendation/supporting evidence: NICE 2009.2

Biologics, while proven effective in DMARD inadequate
responders and DMARD-naïve patients, are associated
with higher costs and potential risk for toxicity. Prior
treatment with two DMARDs in monotherapy or combina-
tion therapy balances the potential opportunity for a
response to DMARD therapy against the early initiation of
a biologic which may be necessary to reach the treatment

target. Three months at target dose is a sufficient period
to observe a therapeutic effect for most DMARDs while
minimizing delays in adjusting treatment.   

3. Which of the following baseline tests do not routinely
need to be done prior to initiating anti-tumour necrosis
factor (TNF) therapy in RA? 

Answer: Antinuclear antibody (ANA). 
Recommendation/supporting evidence: Australian
Rheumatology Association (ARA) 2010,5 ACR 2012.1

Although there is only weak evidence supporting exist-
ing guidelines, the recommendations made by the ACR
and ARA are reasonable. Having a baseline ANA assess-
ment is not mandatory but could be considered, as it
may be useful in patients who develop lupus-like symp-
toms. Based on expert opinion, there is insufficient evi-
dence to recommend immunoglobulin screening or B-
cell levels prior to rituximab. Investigations related to
managing comorbidities or cardiovascular risk may also
be necessary when treating with a biologic but are
beyond the scope of the present guidelines.  

4. Which of the following statements regarding DMARD
combination therapy with biologics in RA is false? 

Answer: There is no improved efficacy with MTX 
co-prescription and there are increased side effects. 
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Table 3. Which of the following baseline tests do not
routinely need to be done prior to initiating anti-TNF
therapy in rheumatoid arthritis?

CBC, liver enzymes,
renal function 8%

Screening for 
hepatitis B and C 1%

Antinuclear antibody 90%

Latent tuberculosis
infection screening 1%

Table 4. Which of the following statements regarding
DMARD combination therapy with biologics in
rheumatoid arthritis is false?

There is improved efficacy
with methotrexate 

co-prescription with
biologics

3%

There is no improved
efficacy with

methotrexate 
co-prescription and
there are increased

adverse effects

93%

DMARDs other than
methotrexate can be
used in combination

with biologics

Certain biologics may be
used in monotherapy

3%

2%



Recommendation/supporting evidence: EULAR 2013,3
Furst 2010,6 Fautrel 2010.7

There is strong evidence to recommend coprescription
of MTX with biologic agents. In cases where MTX cannot
be used, another DMARD is recommended. If coprescrip-
tion with MTX or another DMARD is not possible, certain
biologic agents may be used in monotherapy. Currently,
etanercept, adalimumab, certolizumab, abatacept, and
tocilizumab are licensed for use as monotherapy in
Canada. Patients that have remained in a low disease-
activity state taking biologic monotherapy may not
require the reintroduction of a DMARD.    

For further information on these recommendations and
the supporting evidence of these results, please consult the
CRA RA Guidelines document, available at www.rheum.ca/en/
publications/cra_ra_guidelines.    
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2014
Photo Contest!
We want to see People and Places!
Don’t forget the battery or the charger for your
camera for the ninth Annual CRA Photo Contest in
Whistler, British Columbia. Submit photos of People
and Places electronically by April 1st, 2014, and
you’ll have a chance to win a CRA backpack! 

Please email entries to Katia Ostrowski at
katiao@sta.ca

The winning photos will be published in the 
Summer 2014 issue of the CRAJ.


