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OPINION

Golimumab for ulcerative colitis:
adding perspective to the pursuit

Jimmy K Limdi'?

Anti-TNF therapies have had a trans-
formational effect on our treatment
paradigms for ulcerative colitis (UC).
Golimumab (GLM) received regulatory
approval for the treatment of moderately
to severely active UC, following demon-
stration of efficacy and safety in the induc-
tion (PURSUIT-SC) and maintenance
(PURSUIT-M) trials.! * The trial objective
was to obtain regulatory approval, not to
inform clinicians on optimising its use in
clinical practice. In that sense, the inclu-
sion of anti-TNF naive patients arguably
represented ‘low-hanging fruit’. Yet, trials
leave a trail that subsequent studies must
tread.

Adding to our understanding, Samaan
and colleagues present a timely ‘real-
world” experience with GLM from two
tertiary inflammatory bowel disease (IBD)
centres.” The results are impressive:
in a treatment refractory cohort (30%
anti-TNF failures), 23/44 (52%), 15/44
(34%) and 13/44 (30%) achieved clin-
ical response, remission and corticoste-
roid-free remission as defined by an Simple
Clinical Colitis Activity Index (SCCAI)
reduction >3 and<3, respectively.’ Their
observations corroborate with PURSUIT
and real-world observational studies.” *™°
The imperfections, inherent to the retro-
spective design, challenge our perceptions
through anincisive identification of myriad
factors influencing successful outcomes.
Through an elegant demonstration of
the value of composite assessments (clin-
ical, biomarkers and endoscopic scoring
systems), the authors underscore the
need for their wider adoption in clinical
practice. We are only beginning to under-
stand the manifold variables influencing
anti-TNF pharmacokinetics, such as body
weight, disease severity, drug levels and
antibodies, concomitant immunomod-
ulation, previous anti-TNF exposure,
response and route of administration.”

Response rates in anti-TNF experienced
patients were unsurprisingly lower (429 vs
65%) yet reassuring for a second anti-TNF.
Our concepts with GLM therapeutic drug
monitoring (TDM) are evolving and hold
promise. Higher GLM levels correlated
with higher response and remission rates
at week 30 and 54 in PURSUIT.> Non-re-
sponders at week 6, dose-escalated to
100mg, recaptured response at week
18, providing further proof of principle.
Samaan and colleagues noted a statistically
significant higher median dose (0.94 mg/
kg) in responders than non-responders
(0.79 mg/kg), affirming the potential for
TDM in optimising GLM. We are learning
that GLM levels of 2.5 ug/mL at week 6
and 1.4 pg/mL during steady state mainte-
nance may be the aim for induction and
maintenance of response.’ Prospective
validation of proposed GLM concentra-
tions will provide clarity. Concomitant
immunomodulation did not show benefit
in PURSUIT.? Samaan and colleagues did
not note a statistically significant differ-
ence either.

That less-severely ill patients did better
is unsurprising.”® High inflammatory
burden, low albumin and faecal drug
losses predict need for accelerated dosing
with infliximab.® At its current fixed and
non-weight-based dosing, GLM is unlikely
to compete with infliximab in this realm,
although plausibly equivalent for moder-
ately active UC. Heavier patients may be
underdosed with consequent decreased
effect.?*°

It is presently unclear if any anti-TNF has
particular advantage over others. Admix-
tures of disease activity, dosing and co-vari-
ables influence discrepancy and underpin
the need for prospective and preferably
randomised comparative studies’ '°

Samaan and colleagues add credence
to a small but growing body of evidence
supporting the use of GLM in moderate
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to severe UC. As good questions seek better answers,
the prospect of such intellectual effort being rewarded
through meaningful outcomes seems realistic. We must
remain in pursuit...

Competing interests None declared.

Provenance and peer review Commissioned; internally peer
reviewed.

© Article author(s) (or their employer(s) unless otherwise
stated in the text of the article) 2018. All rights reserved. No
commercial use is permitted unless otherwise expressly granted.

REFERENCES

1 Sandborn WJ, Feagan BG, Marano C, et al. Subcutaneous
golimumab induces clinical response and remission in patients
with moderate-to-severe ulcerative colitis. Gastroenterology
2014;146:85-9S.

2 Sandborn WJ, Feagan BG, Marano C, et al. Subcutaneous
golimumab maintains clinical response in patients with
moderate-to-severe ulcerative colitis. Gastroenterology
2014;146:96-109.

3 Samaan M, Pavlidid P, Digby-Bell ], et al. Golimumab: Early
experience and medium term outcomes from two UK tertiary
centres. Frontline Gastroenterology 2018.

4 Bosca-Watts MM, Cortes X, Iborra M, et al. Short-term
effectiveness of golimumab for ulcerative colitis: observational

10

COLORECTAL

multicenter study. World | Gastroenterol

2016;22:10432-9.

Tursi A, Allegretta L, Della Valle N, et al. Effectiveness of
golimumab in inducing remission and clinical response in
outpatient ulcerative colitis. Clin Res Hepatol Gastroenterol
2016;40:e61-e63.

Taxonera C, Rodriguez C, Bertoletti F, et al. Clinical Outcomes
of golimumab as first, second or third anti-TNF agent in
patients with moderate-to-severe ulcerative colitis. Inflamm
Bowel Dis 2017;23:1394-402.

Adedokun OJ, Xu Z, Marano CW, et al. Pharmacokinetics and
exposure—response relationship of golimumab in patients with
moderately-to-severely active ulcerative colitis: results from
phase 2/3 PURSUIT induction and maintenance studies.

J Crohns Colitis 2017;11:35-46.

Brandse JF, Mathot RA, van der Kleij D, et al. Pharmacokinetic
features and presence of antidrug antibodies associate with
response to infliximab induction therapy in patients with
moderate to severe ulcerative colitis. Clin Gastroenterol
Hepatol 2016;14:251-8.

Thorlund K, Druyts E, Toor K, et al. Comparative efficacy

of golimumab, infliximab, and adalimumab for moderately

to severely active ulcerative colitis: a network meta-analysis
accounting for differences in trial designs. Expert Rev
Gastroenterol Hepatol 2015;9:693-700.

Kawalec B, Pilc A. An indirect comparison of infliximab versus
adalimumab or golimumab for active ulcerative colitis. Arch
Med Sci 2016;12:1097-109.

Limdi JK. frontline Gastroenterology 2018;9:232-233. doi:10.1136/flgastro-2017-100929

233


http://dx.doi.org/10.1053/j.gastro.2013.05.048
http://dx.doi.org/10.1053/j.gastro.2013.06.010
http://dx.doi.org/10.3748/wjg.v22.i47.10432
http://dx.doi.org/10.1016/j.clinre.2016.05.003
http://dx.doi.org/10.1097/MIB.0000000000001144
http://dx.doi.org/10.1097/MIB.0000000000001144
http://dx.doi.org/10.1093/ecco-jcc/jjw133
http://dx.doi.org/10.1016/j.cgh.2015.10.029
http://dx.doi.org/10.1016/j.cgh.2015.10.029
http://dx.doi.org/10.1586/17474124.2015.1024657
http://dx.doi.org/10.1586/17474124.2015.1024657
http://dx.doi.org/10.5114/aoms.2016.58682
http://dx.doi.org/10.5114/aoms.2016.58682

	Golimumab for ulcerative colitis: adding perspective to the pursuit
	References


