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I N V I T E D  E D I T O R I A L

Editorial: real- world evidence of tofacitinib and vedolizumab in 
ulcerative colitis— are we one step closer to better positioning 
therapies after anti- TNF failure? Authors' reply

First of all, we would like to thank Drs Ernest- Suarez and Lu for 
their interest in our real- world comparison between tofacitinib and 
vedolizumab in patients with ulcerative colitis after failure of anti- 
TNF therapy.1,2 Drug sequencing is currently a burning question in 
inflammatory bowel disease, especially in ulcerative colitis owing 
to the growing number of available therapeutic classes with dif-
ferent mechanisms of action. Beyond crude efficacy, the impact of 
the therapeutic sequence, that is whether treatment A followed by 
treatment B achieves the same efficacy as the reverse sequence, is 
a major question. The STARTER project has been specifically built to 
answer this question and will start soon. It is a French multicenter 
randomised controlled trial comparing four therapeutic sequences in 
biologic- naïve UC patients. Each sequence will start with a different 
class of medication, that is anti- TNF agent, anti- integrin, anti- IL12/
IL23 or JAK inhibitor.

To compare the efficacy of two drugs after anti- TNF fail-
ure, no head- to- head trials are currently available, and network 
meta- analyses rely on a low number of studies for each drug.3,4 
Thus, real- world indirect comparisons adjusted using propensity 
scores are of great interest. In our work, the first message apply 
to vedolizumab. Contrary to what may sometimes be suggested, 
vedolizumab can lead to remission as soon as week 2 in one third 
of the patients. However, a longer period is required for some pa-
tients up to week 14, meaning that the time to observe response 
to vedolizumab can range from week 2 to week 14. In addition, 
we found that vedolizumab is less effective in case of more severe 
(Mayo score >6 and CRP > 30) or more refractory (primary failure 
to at least biologic) UC. The second message concern tofacitinib. 
Contrary to vedolizumab, we did not find any factor associated 
with tofacitinib failure. Of note, we reported a very high rate of 
relapse after decreasing the dose from 10 to 5 mg b.i.d in patients 
achieving remission at week 8 (48%). This result should lead to 
caution before dose de- escalation in patients treated with tofac-
itinib. We also observed a delayed response (week 16) in one- 
quarter of patients receiving tofacitinib without any response 
at week 8, underlining that tofacitinib therapy should be main-
tained at least 16 weeks before considering therapeutic failure. 

Finally, our data suggest that tofacitinib could be more effective 
than vedolizumab after anti- TNF failure in terms of endoscopic 
and histological remission. It is in line with the results of a Dutch 
cohort, showing that tofacitinib- treated patients were more likely 
to achieve corticosteroid- free clinical remission and biochemical 
remission at weeks 12, 24 and 52 compared with vedolizumab- 
treated patients.5

However, efficacy is not the only parameter impacting thera-
peutic decision- making. Except for the question of drug reimburse-
ment by the healthcare system, which is highly different across the 
countries, the choice of the best therapy should rely on the triptych 
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TA B L E  1   Arguments to choose between tofacitinib and 
vedolizumab after failure to anti- TNF therapy in patients with UC.

Favouring 
tofacitinib

Favouring 
vedolizumab

Efficacy2,5

Rate of steroid- free clinical 
remission

✓

Rate of endoscopic remission ✓

Rate of histological healing ✓

Time to efficacy ✓

Severe UC ✓

Primary failure to at least one 
biologic

✓

Joint extra- intestinal 
manifestations

✓

Safety4,7

Risk of cardiovascular events ✓

Risk of thromboembolism 
events

✓

Risk of lung neoplasm ✓

Age > 65 years- old ✓

Comorbidities ✓

Acceptability6 ✓
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efficacy- safety- acceptability.6 The arguments for favouring to-
facitinib or vedolizumab after anti- TNF failure are summarised in 
Table 1.

AUTHOR CONTRIBUTIONS
Anthony Buisson: Conceptualization (lead); writing –  original draft 
(lead).

ACKNO WLE DG E MENTS
Declaration of personal interests: The authors' declarations of 
personal and financial interests are unchanged from those in the 
original article.2

LINKED CONTENT
This article is linked to Buisson et al papers. To view these ar-
ticles, visit https://doi.org/10.1111/apt.17305 and https://doi.
org/10.1111/apt.17351

Anthony Buisson1,2

1Université Clermont Auvergne, Inserm, CHU Clermont- Ferrand, 
3iHP, Service d'Hépato- Gastro Entérologie, Clermont- Ferrand, 

France
2Université Clermont Auvergne, 3iHP, Inserm U1071, M2iSH, 

USC- INRA 2018, Clermont- Ferrand, France

Correspondence
Anthony Buisson, Université Clermont Auvergne, Inserm, 

CHU Clermont- Ferrand, 3iHP, Service d'’Hépato- Gastro 
Entérologie, Clermont- Ferrand, France.

Email: a_buisson@hotmail.fr

ORCID
Anthony Buisson  https://orcid.org/0000-0002-6347-409X 

R E FE R E N C E S
 1. Ernest- Suarez K, Lu C. Editorial: real- world evidence of tofacitinib 

and vedolizumab in ulcerative colitis-  are we one step closer to bet-
ter positioning therapies after anti- TNF failure? Aliment Pharmacol 
Ther. 2023;57(6):733– 34.

 2. Buisson A, Nachury M, Guilmoteau T, Altwegg R, Treton X, Fumery 
M, et al. Real- world comparison of effectiveness between to-
facitinib and vedolizumab in patients with ulcerative colitis ex-
posed to at least one anti- TNF agent. Aliment Pharmacol Ther.  
2023;57(6):676– 88. https://doi.org/10.1111/apt.17305

 3. Singh S, Murad MH, Fumery M, Dulai PS, Sandborn WJ. First-  and 
second- line pharmacotherapies for patients with moderate to se-
verely active ulcerative colitis: an updated network meta- analysis. 
Clin Gastroenterol Hepatol. 2020;18:2179– 2191.e6. https://doi.
org/10.1016/j.cgh.2020.01.008

 4. Lasa JS, Olivera PA, Danese S, Peyrin- Biroulet L. Efficacy and safety 
of biologics and small molecule drugs for patients with moderate- 
to- severe ulcerative colitis: a systematic review and network meta- 
analysis. Lancet Gastroenterol Hepatol. 2022;7:161– 70. https://doi.
org/10.1016/S2468 - 1253(21)00377 - 0

 5. Straatmijer T, Biemans VBC, Visschedijk M, Hoentjen F, de Vries A, 
van Bodegraven AA, et al. Superior effectiveness of tofacitinib com-
pared to vedolizumab in anti- TNF- experienced ulcerative colitis pa-
tients: a Nationwide Dutch registry study. Clin Gastroenterol Hepatol. 
2023;21(1):182– 191.e2. https://doi.org/10.1016/j.cgh.2022.04.038

 6. Buisson A, Serrero M, Orsat L, Nancey S, Rivière P, Altwegg R, 
et al. Comparative acceptability of therapeutic maintenance reg-
imens in patients with inflammatory bowel disease: results from 
the Nationwide ACCEPT2 study. Inflamm Bowel Dis. 2022;izac119. 
Online ahead of print. https://doi.org/10.1093/ibd/izac119

 7. Ytterberg SR, Bhatt DL, Mikuls TR, Koch GG, Fleischmann R, Rivas 
JL, et al. Cardiovascular and cancer risk with tofacitinib in rheu-
matoid arthritis. N Engl J Med. 2022;386:316– 26. https://doi.
org/10.1056/NEJMo a2109927

 13652036, 2023, 6, D
ow

nloaded from
 https://onlinelibrary.w

iley.com
/doi/10.1111/apt.17405 by Inrae - D

ipso, W
iley O

nline L
ibrary on [03/04/2023]. See the T

erm
s and C

onditions (https://onlinelibrary.w
iley.com

/term
s-and-conditions) on W

iley O
nline L

ibrary for rules of use; O
A

 articles are governed by the applicable C
reative C

om
m

ons L
icense

https://doi.org/10.1111/apt.17305
https://doi.org/10.1111/apt.17351
https://doi.org/10.1111/apt.17351
mailto:
https://orcid.org/0000-0002-6347-409X
mailto:a_buisson@hotmail.fr
https://orcid.org/0000-0002-6347-409X
https://orcid.org/0000-0002-6347-409X
https://doi.org/10.1111/apt.17305
https://doi.org/10.1016/j.cgh.2020.01.008
https://doi.org/10.1016/j.cgh.2020.01.008
https://doi.org/10.1016/S2468-1253(21)00377-0
https://doi.org/10.1016/S2468-1253(21)00377-0
https://doi.org/10.1016/j.cgh.2022.04.038
https://doi.org/10.1093/ibd/izac119
https://doi.org/10.1056/NEJMoa2109927
https://doi.org/10.1056/NEJMoa2109927

	Editorial: real-world evidence of tofacitinib and vedolizumab in ulcerative colitis—are we one step closer to better positioning therapies after anti-TNF failure? Authors' reply
	AUTHOR CONTRIBUTIONS
	ACKNOWLEDGEMENTS
	LINKED CONTENT
	REFERENCES


