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Table 3. Recommendations for withholding biologic

disease-modifying antirheumatic drugs in preoperative
and perioperative periods*

Withhold medication for
=1 week before/

Therapeutic agent after surgery
Abataceptt X
Anti—tumor necrosis factor at X
Rituximabt X

* Therapies are listed alphabetically. X = contraindication.
t When considering discontinuation, the pharmacokinetics of the

drugs and the infectious risk of the surgery being performed should
be considered.
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DMARDs: CONTINUE these medications through Dosing Interval Continue/Withhold
surgery.

Methotrexate Weekly Continue
Sulfasalazine | Once or twice daily Continue
Hydroxychlorogquine Once or twice daily Continue
Leflunomide (Arava) Daily Continue
Doxycycline Daily Continue




BIOLOGIC AGENTS: STOP these medications prior

to surgery and schedule surgery at the end of the dosing
cycle. RESUME medications at minimum 14 days after
surgery in the absence of wound healing problems,
surgical site infection, or systemic infection.

Dosing Interval

Schedule Surgery
(relative to last biologic
agent dose
administered) during

Adalimumab (Humira) / Biosimilar Weekly or every 2 weeks Week 2or3
Etanercept (Enbrel) /Biosimilar Weekly or twice weekly Week 2
Golimumab (Simponi) Every 4 weeks (5Q) or Week 3

every 8 weeks (IV) Week 9
Infliximab (Remicade) /Biosimilar Every 4, 6, or 8 weeks Week 5, 7,009
Abatacept {Orencia) Monthly (IV) or Week 5

| weekly (SQ) Week 2

Certolizumab (Cimzia) Ewvery 2 or 4 weeks Week3or5
Rimuximab (Rituxan) 2 doses 2 weeks apart Month 7

gvery 4-6 months
Tocilizumab { Actemra) Ewvery week (5Q) or Week 2

every 4 weeks (IV) Week 3
Anakinra (Kineret) Daily Day 2
Secukinumab (Cosentyx) Ewvery 4 weeks Week 3
Ustekinumab (Stelara) Every 12 weeks Week 13
Belimumab (Benlysta) Every 4 weeks Week 5

Tofacitinib (Xeljanz): STOP this medication 7 days prior to

SUrgery.

| Daily or twice daily

T days after last dose
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| SEVERE SLE-SPECIFIC MEDICATIONS: Dosing Interval Continue/Withhold
CONTINUE these medications in the perioperative
period.
Mycophenolate mofetil Twice daily Continue
Azathioprine Daily or twice daily Continue
Cyclospornne Twice daily Continue
Tacrolimus Twice daily (IV and PO) Continue
NOT-SEVERE SLE: DISCONTINUE these Dosing Interval Continue/Withhold
medications 1 week prior to surgery
Mycophenolate mofetil Twice daily Withhold
Azathioprine Daily or twice daily Withhold
Cyclosporine Twice daily Withhold
Tacrolimus Twice daily (IV and PO) Withhold
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RecomameendationStrength of recommendation (bold indicates conditional)

Level of evidenoe

SLE [nod severe]: Withhold the current dose of mycopbhenolate maobetil, azathioprine, cyclosporine, or

tacrnlimus 1 week prior to surgery in all patients undergoing THA or TKA.

& The time coursn to Hares in not-severn 5LE is not known.

& The moshidity of prosthetic jeint infection may be more sevorn than a flare in SLE that is nod sevorn.

« These medications can be withbeld 1 wesk prior (o susgery, permitting return of some immune fusction,
amd reatarted st 3-5 days after surgeey in the aheencs of wound healing complications or infection &t the
surgical aite or alsawhere,

= There are multiple mechanisms postulated for immunosuppression with thess medications, including
leukopenia, interference with T cell costimulatory signaling, and blocking the de novo pathway of
purine synthesis, with different ime courses for ons=f and reversal (107, 1020

& Suegeest a conservalive withhald of 7 days prior to suzsgery until additionnl research incronses
undersinnding of these medications.

Laow

RA, SpA including AS and Pad, JIA, or SLE: Restard bologic therapy in patients for whom biologic therapy

wis withheld prior to undergoing THA asd TEA once the woanil shows evidence af bealing [typically —14

days], all sutures/staples ane oul, there B oo significant swelling, ervibema, of drainage, and there is no clinical

evidence of non—surgical gite infections, rather than shoster or longer periode of withhalding,

« The decision o restart anticheumatic therapy should be based o0 careful assesamant of the patient's
wound status and clinical judgment for absence of surgical and mon—surgical site infections, Normal
woiid closurs typically requines —14 days,

REA. SpA including AS and PsA. or SLE: Continue the current daily dose of gluoocorticoids in patients
who are receiving glecocorticoids for their rheumatic condition and undergoing THA or TKA, rather
than administering perioperative supra-physiologic ghwoocortioodd doses [so-called “stress dosing™).

& This recommendation specifically rofers to adults with RA, AS, PsA or SLE who are rmocpiving
glucocooticoids for their theumatic condition, and does not refer 1o JIA patients recedving glucocarti-
coids who may have received glococorticndds during childhood developmnntal stages, or to potients
receiving glucocoricnids to tread primary adrenal insufficiency or primary hypothalamic discase.

& The literature review found information oo homodynmamic instability ino a systematic literafure roview on
patients with rheumatic diseasps whose menn prednisoon [or eguivalent) dose was =16 mgiday.

& The CDC considers the cut-off for immunmosuppression ot 200 mg of predoisonefday for ot least 2 wooks,
and observational studies demonstrate an incroase in arthroplasty infection risk with long-term sterodd
use =15 mgfday.

» Optimization for THA and TKA shouwld include carefully tapering the glococoricpdd dose prior to
surgery 1o <20 mgfday, when possibde [102,103)
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Broad recommendations

If biologic therapy is to be stopped prior to surgery, consideration should be given to
stopping 3 -5 x half-life for the relevant drug before surgery.

Biologic therapy should not be restarted after surgery until there is good wound healing
and no evidence of infection, however subtle (2), and the surgeon is happy with the
wound.

For clean surgical procedures, (i.e. arthroscopy) washout = 3 x half life
For high infection risk procedures, (i.e. Gl tract surgery) washout = 5 x half life

For bloodless procedures (such as cataract surgery) we would not advise routinely
stopping bioclogics.



Joint Guidelines for the Management of Interruption of Biologic Therapies for
Elective Surgery in Adults and Children with Rheumatoid Arthritis,
JIA and Ankylosing Spondylitis

Quick reference

. . Low High infective
Drug Dosing Regime infective risk
risk
Etanercept/Biosimilar 50mg s/c once weekly 1 week 2 weeks
Humira/Adalimumab 40mg s/c fortnightly 6 weeks 11 weeks
Infliximab/Biosimilar 3-5mglkg IV 8 weekly 4 weeks T weeks
Rituximab/Mabthera 1g x2 IV 6-12 monthly 9 weeks 15 weeks
Tocilizumab/Roactemra 8mglkg IV 4 weekly or 4 weeks 6 weeks
162mg s/c weekly
Certolizumab/Cimzia 200mg s/c fortnightly 6 weeks 10 weeks
Abatacept/Orencia 500mg-1000mg IV 4 wkly 6 weeks 9 weeks
or 125mg s/c weekly

Golimumab/Symponi 50mg s/c once monthly | 5 weeks 9 weeks
Ustekinumab/Stelara 45mgf9r:lnv:g:i:; every 12 10 weeks 15 weeks
Secukinumab/Cosentyx | 150mg s/c once monthly 12 weeks 20 weeks

Recommence Biologics once Surgeon is happy with the wound and no other signs of

infection, e.g. on antibiotics
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