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questions pertaining to treatment with biologic
disease-modifying antirheumatic drugs (DMARDs)
and perioperative care.

In this instalment, we present the results of survey

1. Which of the following statements regarding anti-
tumor necrosis factor (TNF) therapy in rheumatoid
arthritis (RA) is false?

Answer: Anti-TNF therapy is not an option in DMARD-

naive patients.

Recommendation/supporting evidence: European League

Against Rheumatism (EULAR) 2010,! Canadian Agency

for Drugs and Technologies in Health (CADTH) 2010,2

EULAR 2013.3
Systematic reviews performed by EULAR! and CADTH?2

considered all anti-TNF agents (adalimumab [ADA],

Table 1. Which of the following statements regarding

anti-TNF therapy in rheumatoid arthritis is false?

Anti-TNF therapy is
recommended in

patients with an I]%
inadequate response
to DMARDs

Anti-TNF therapy is not an

naive patients

Anti-TNF therapy might
be an option in
patients with poor
prognostic factors after I et
failure of DMARD
monotherapy

After an inadequate
response to an anti- I 3%
TNF drug, another anti-
TNF agent can be tried

certolizumab [CTZ], etanercept [ETN], infliximab [IFX], and
golimumab [GOL]) and trials in both DMARD-inadequate
responders and methotrexate (MTX)-naive patients. There
is direct randomized controlled trial (RCT) evidence of effi-
cacy for all anti-TNF therapies in patients who have had an
inadequate response to MTX. For IFX, ETN, ADA, and GOL,
there is also RCT evidence for efficacy in patients who are
MTX-naive. Some patients in these trials were also DMARD-
naive and all patients had early RA with high baseline dis-
ease activity. There were no head-to-head trials comparing
anti-TNF agents. Although the 2013 update of the EULAR
recommendations3 has abandoned the former recommen-
dation that DMARD-naive patients with poor prognostic
markers might be considered for combination therapy of
MTX plus a biologic, the exceptional use of a biologic agent
in such patients is not precluded.

2. A patient with RA has had an inadequate response with
an anti-TNF agent. Which of the following are possible

options for therapy in this patient?

Table 2. A patient with RA has had an inadequate

response with an anti-TNF agent. Which of the following
are possible options for therapy in this patient?

Switch to another
anti-TNF drug [
Switch to a biologic
with a different
mechanism of action
(ABA, TCZ, RTX)

|2%

Add MTX if the anti-TNF
drug was used in 0%
monotherapy
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Answer: All of the above.
Recommendation/supporting evidence: EULAR 2010,!
CADTH 2010,2 EULAR 2013.3

A systematic review of RCTs used to inform the EULAR
2010 guidelines! provided evidence supporting the efficacy
of rituximab (RTX), abatacept (ABA), tocilizumab (TCZ), and
GOL in patients who have failed one anti-TNF agent.
CADTH? referred to a health technology assessment per-
formed by the National Institute of Clinical Excellence
(NICE) on options for treatment with biologic agents after
failure of an anti-TNF; the conclusion was that switching to
another anti-TNF may have some benefit based on observa-
tional studies. There is also RCT evidence for dose escalation
of biologics. We found contradictory evidence for IFX (two
trials showing benefit and one showing no benefit) and
found evidence against dose escalation of ETN. There was no
evidence provided to support dose/interval adjustment of
ADA. Current evidence does not suggest a specific agent to
be preferable to another TNF inhibitor when there is active
disease, despite initial treatment with a TNF inhibitor.

3. A patient with RA is maintained on MTX 20 mg PO weekly.
She is scheduled for a total knee replacement. Regarding
perioperative management of MTX, you would suggest?

Answer: Continue MTX perioperatively without interruption.

Recommendation/supporting evidence: Visser 2009,*
British Society for Rheumatology (BSR) 2009,> BSR 2008.6

Table 3. A patient with RA is maintained on MTX 20 mg
PO weekly. She is scheduled for a total knee

replacement. Regarding peri-operative management
of MTX, you would suggest:

Stop MTX one week

pre-operatively and I 6%

resume immediately Bl °”
post-operatively

Stop MTX one week pre-
operatively and resume
post-operatively when
adequate wound
healing has occurred

18%

Stop MTX four to five half-
lives pre-operatively and
resume post-operatively . 8%
when adequate wound
healing has occurred

Continue MTX

without interruption

The BSR>© and Visser et al* referred to evidence from RCT
and observational studies that examined outcomes in RA
patients who stopped treatment versus those who continued
MTX prior to elective orthopedic surgery. The largest RCT of
RA patients undergoing elective orthopedic surgery showed a
lower rate of postoperative complications, including infection
in patients who continued MTX perioperatively (2/88 [2%)])
compared to those who discontinued MTX (11/72 [15%]),
and fewer RA flares six weeks after surgery (0/88 [0%] vs.
6/72 [8%]). Consistent results were also reported in a smaller
RCT of 64 RA patients and in a retrospective cohort study of
122 RA patients. Only two small cohort studies (n = 32 and
n = 38, respectively) have reported an increased risk of local
infections in RA patients who continued compared to those
who discontinued MTX prior to orthopedic surgery.

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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