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of  the  multimodal  treatment.  More  studies  are  needed  to
establish  how to  combine  surgery  with  medical  treatments
in  the  different  metastatic  diseases  of  the  pancreas.5
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Efficacy, persistence and
optimization of ustekinumab in
ulcerative  colitis: Clinical practice
data

Eficacia,  persistencia  y optimización de
ustekinumab  en colitis ulcerosa: datos  de
práctica clínica

Ustekinumab  is  a  monoclonal  antibody  which  was  approved
by  the  Food  and  Drug Administration  for the  treatment  of
moderate-to-severe  ulcerative  colitis  in October  2019.  As
yet,  there  are  therefore  relatively  few  studies  in  clinical
practice.1---4

The  main  aim  of  this  study  was  to determine  the efficacy
(clinical and biological  remission),  the percentage  of  persis-
tence  with  the drug,  and  the  need  for  dose  optimisation.

Clinical  remission  is  defined  as  a partial  Mayo  score <2  and
no  sub-index  >1;  biological  remission,  as  faecal  calprotectin
(FC)  values  <150  mg/kg.

The  secondary  objective  was  to  determine  the  efficacy  of
ustekinumab  in  joint  manifestations  associated  with  ulcera-
tive  colitis.

This  was  a  retrospective,  observational  study  of  a
database  maintained  prospectively  in  the Inflammatory
Bowel  Disease  Unit at our  centre  on  patients  who  started
ustekinumab  from  July 2018  to  September  2021  (N  =  16).

A  descriptive  statistical  analysis  was  performed  using  the
IBM® SPSS® software,  version  26,  with  statistical  significance
being  p  < 0.05.  The  qualitative  variables  are expressed  as
absolute  numbers  and  percentages.  Quantitative  variables

are  expressed  as  means  and standard  deviation  or  medians
and  interquartile  range,  as  appropriate.  The  non-parametric
Friedman  test was  used to check for statistically  significant
differences  in the  values  of  the variables  analysed  during
the  clinical  course.

The  baseline  characteristics  of  the  patients  and  the dis-
ease  are summarised  in Table  1.

The  mean  treatment  time  with  ustekinumab  was  17.81
months  (standard  deviation  12.57)  and  81.30%  of the
subjects  started  ustekinumab  without  concomitant  corticos-
teroids.  In  two  patients  (12.50%),  both  previously  treated
with  more  than  two  lines  of  biological  drugs,  combina-
tion  therapy  with  an immunosuppressant  (tacrolimus)  was
used  as  induction  until  clinical  remission  was  achieved  (one
patient  for  three  months  and  the other  for  one month,  dis-
continued  due  to  neurotoxicity).

Steroid-free  clinical  remission  was  achieved  in 25%  at
week  4, 50%  at  week  8, 69.2%  at week  16,  54.5%  at week
24, 90%  at week  52  and  87.5%  at 18  months.

Rectal  bleeding,  present  at baseline  in 81.30%  of  the sub-
jects,  disappeared  in half  of  them at  week  4.

There  was  a  statistically  significant  decrease  in the par-
tial  Mayo  score  during  follow-up  (p  = 0.000).  The  median
baseline  FC  was  1459  mg/kg  (interquartile  range  1911.5)
with  figures  tending  to return  to  normal  (p  = 0.064);  the
decrease  occurred  primarily  after  week  16.  Biological  remis-
sion  was  achieved  in 56.25%  at the  end  of  follow-up.

In  11 patients  (68.75%),  treatment  was  optimised  every
four  weeks  due  to  loss  of  secondary  response  or  par-
tial  response.  Of  these,  steroid-free  clinical  remission  was
achieved  in 86.6%  and  biological  remission  in 45.45%.  The
need  for  optimisation  seemed  to  be  more  common  in  the
subgroup  of patients  with  two  or  more  prior  biological

377

https://doi.org/
http://www.elsevier.es/gastroenterologia
http://crossmark.crossref.org/dialog/?doi=10.1016/j.gastre.2022.08.004&domain=pdf
dx.doi.org/10.4132/jptm.2020.03.04
http://refhub.elsevier.com/S2444-3824(23)00093-7/sbref0010
http://refhub.elsevier.com/S2444-3824(23)00093-7/sbref0010
http://refhub.elsevier.com/S2444-3824(23)00093-7/sbref0010
http://refhub.elsevier.com/S2444-3824(23)00093-7/sbref0010
http://refhub.elsevier.com/S2444-3824(23)00093-7/sbref0010
http://refhub.elsevier.com/S2444-3824(23)00093-7/sbref0010
http://refhub.elsevier.com/S2444-3824(23)00093-7/sbref0010
http://refhub.elsevier.com/S2444-3824(23)00093-7/sbref0010
http://refhub.elsevier.com/S2444-3824(23)00093-7/sbref0010
http://refhub.elsevier.com/S2444-3824(23)00093-7/sbref0010
http://refhub.elsevier.com/S2444-3824(23)00093-7/sbref0010
http://refhub.elsevier.com/S2444-3824(23)00093-7/sbref0010
http://refhub.elsevier.com/S2444-3824(23)00093-7/sbref0010
http://refhub.elsevier.com/S2444-3824(23)00093-7/sbref0010
http://refhub.elsevier.com/S2444-3824(23)00093-7/sbref0010
http://refhub.elsevier.com/S2444-3824(23)00093-7/sbref0010
http://refhub.elsevier.com/S2444-3824(23)00093-7/sbref0010
http://refhub.elsevier.com/S2444-3824(23)00093-7/sbref0010
http://refhub.elsevier.com/S2444-3824(23)00093-7/sbref0010
http://refhub.elsevier.com/S2444-3824(23)00093-7/sbref0010
http://refhub.elsevier.com/S2444-3824(23)00093-7/sbref0010
http://refhub.elsevier.com/S2444-3824(23)00093-7/sbref0010
http://refhub.elsevier.com/S2444-3824(23)00093-7/sbref0010
http://refhub.elsevier.com/S2444-3824(23)00093-7/sbref0010
http://refhub.elsevier.com/S2444-3824(23)00093-7/sbref0010
http://refhub.elsevier.com/S2444-3824(23)00093-7/sbref0010
http://refhub.elsevier.com/S2444-3824(23)00093-7/sbref0010
http://refhub.elsevier.com/S2444-3824(23)00093-7/sbref0010
http://refhub.elsevier.com/S2444-3824(23)00093-7/sbref0010
http://refhub.elsevier.com/S2444-3824(23)00093-7/sbref0015
http://refhub.elsevier.com/S2444-3824(23)00093-7/sbref0015
http://refhub.elsevier.com/S2444-3824(23)00093-7/sbref0015
http://refhub.elsevier.com/S2444-3824(23)00093-7/sbref0015
http://refhub.elsevier.com/S2444-3824(23)00093-7/sbref0015
http://refhub.elsevier.com/S2444-3824(23)00093-7/sbref0015
http://refhub.elsevier.com/S2444-3824(23)00093-7/sbref0015
http://refhub.elsevier.com/S2444-3824(23)00093-7/sbref0015
http://refhub.elsevier.com/S2444-3824(23)00093-7/sbref0015
http://refhub.elsevier.com/S2444-3824(23)00093-7/sbref0015
http://refhub.elsevier.com/S2444-3824(23)00093-7/sbref0015
http://refhub.elsevier.com/S2444-3824(23)00093-7/sbref0015
http://refhub.elsevier.com/S2444-3824(23)00093-7/sbref0015
http://refhub.elsevier.com/S2444-3824(23)00093-7/sbref0015
http://refhub.elsevier.com/S2444-3824(23)00093-7/sbref0015
http://refhub.elsevier.com/S2444-3824(23)00093-7/sbref0015
http://refhub.elsevier.com/S2444-3824(23)00093-7/sbref0015
http://refhub.elsevier.com/S2444-3824(23)00093-7/sbref0015
http://refhub.elsevier.com/S2444-3824(23)00093-7/sbref0015
http://refhub.elsevier.com/S2444-3824(23)00093-7/sbref0015
http://refhub.elsevier.com/S2444-3824(23)00093-7/sbref0015
http://refhub.elsevier.com/S2444-3824(23)00093-7/sbref0015
http://refhub.elsevier.com/S2444-3824(23)00093-7/sbref0015
http://refhub.elsevier.com/S2444-3824(23)00093-7/sbref0015
http://refhub.elsevier.com/S2444-3824(23)00093-7/sbref0015
http://refhub.elsevier.com/S2444-3824(23)00093-7/sbref0015
http://refhub.elsevier.com/S2444-3824(23)00093-7/sbref0015
http://refhub.elsevier.com/S2444-3824(23)00093-7/sbref0015
http://refhub.elsevier.com/S2444-3824(23)00093-7/sbref0015
http://refhub.elsevier.com/S2444-3824(23)00093-7/sbref0015
http://refhub.elsevier.com/S2444-3824(23)00093-7/sbref0015
http://refhub.elsevier.com/S2444-3824(23)00093-7/sbref0015
http://refhub.elsevier.com/S2444-3824(23)00093-7/sbref0015
http://refhub.elsevier.com/S2444-3824(23)00093-7/sbref0015
http://refhub.elsevier.com/S2444-3824(23)00093-7/sbref0015
http://refhub.elsevier.com/S2444-3824(23)00093-7/sbref0015
http://refhub.elsevier.com/S2444-3824(23)00093-7/sbref0015
http://refhub.elsevier.com/S2444-3824(23)00093-7/sbref0015
http://refhub.elsevier.com/S2444-3824(23)00093-7/sbref0015
http://refhub.elsevier.com/S2444-3824(23)00093-7/sbref0015
http://refhub.elsevier.com/S2444-3824(23)00093-7/sbref0015
http://refhub.elsevier.com/S2444-3824(23)00093-7/sbref0015
http://refhub.elsevier.com/S2444-3824(23)00093-7/sbref0015
http://refhub.elsevier.com/S2444-3824(23)00093-7/sbref0015
http://refhub.elsevier.com/S2444-3824(23)00093-7/sbref0015
http://refhub.elsevier.com/S2444-3824(23)00093-7/sbref0015
http://refhub.elsevier.com/S2444-3824(23)00093-7/sbref0020
http://refhub.elsevier.com/S2444-3824(23)00093-7/sbref0020
http://refhub.elsevier.com/S2444-3824(23)00093-7/sbref0020
http://refhub.elsevier.com/S2444-3824(23)00093-7/sbref0020
http://refhub.elsevier.com/S2444-3824(23)00093-7/sbref0020
http://refhub.elsevier.com/S2444-3824(23)00093-7/sbref0020
http://refhub.elsevier.com/S2444-3824(23)00093-7/sbref0020
http://refhub.elsevier.com/S2444-3824(23)00093-7/sbref0020
http://refhub.elsevier.com/S2444-3824(23)00093-7/sbref0020
http://refhub.elsevier.com/S2444-3824(23)00093-7/sbref0020
http://refhub.elsevier.com/S2444-3824(23)00093-7/sbref0020
http://refhub.elsevier.com/S2444-3824(23)00093-7/sbref0020
http://refhub.elsevier.com/S2444-3824(23)00093-7/sbref0020
http://refhub.elsevier.com/S2444-3824(23)00093-7/sbref0020
http://refhub.elsevier.com/S2444-3824(23)00093-7/sbref0020
http://refhub.elsevier.com/S2444-3824(23)00093-7/sbref0020
http://refhub.elsevier.com/S2444-3824(23)00093-7/sbref0020
http://refhub.elsevier.com/S2444-3824(23)00093-7/sbref0020
http://refhub.elsevier.com/S2444-3824(23)00093-7/sbref0020
http://refhub.elsevier.com/S2444-3824(23)00093-7/sbref0020
http://refhub.elsevier.com/S2444-3824(23)00093-7/sbref0020
http://refhub.elsevier.com/S2444-3824(23)00093-7/sbref0020
http://refhub.elsevier.com/S2444-3824(23)00093-7/sbref0020
http://refhub.elsevier.com/S2444-3824(23)00093-7/sbref0020
http://refhub.elsevier.com/S2444-3824(23)00093-7/sbref0020
http://refhub.elsevier.com/S2444-3824(23)00093-7/sbref0020
http://refhub.elsevier.com/S2444-3824(23)00093-7/sbref0020
http://refhub.elsevier.com/S2444-3824(23)00093-7/sbref0025
http://refhub.elsevier.com/S2444-3824(23)00093-7/sbref0025
http://refhub.elsevier.com/S2444-3824(23)00093-7/sbref0025
http://refhub.elsevier.com/S2444-3824(23)00093-7/sbref0025
http://refhub.elsevier.com/S2444-3824(23)00093-7/sbref0025
http://refhub.elsevier.com/S2444-3824(23)00093-7/sbref0025
http://refhub.elsevier.com/S2444-3824(23)00093-7/sbref0025
http://refhub.elsevier.com/S2444-3824(23)00093-7/sbref0025
http://refhub.elsevier.com/S2444-3824(23)00093-7/sbref0025
http://refhub.elsevier.com/S2444-3824(23)00093-7/sbref0025
http://refhub.elsevier.com/S2444-3824(23)00093-7/sbref0025
http://refhub.elsevier.com/S2444-3824(23)00093-7/sbref0025
http://refhub.elsevier.com/S2444-3824(23)00093-7/sbref0025
http://refhub.elsevier.com/S2444-3824(23)00093-7/sbref0025
http://refhub.elsevier.com/S2444-3824(23)00093-7/sbref0025
http://refhub.elsevier.com/S2444-3824(23)00093-7/sbref0025
http://refhub.elsevier.com/S2444-3824(23)00093-7/sbref0025
http://refhub.elsevier.com/S2444-3824(23)00093-7/sbref0025
http://refhub.elsevier.com/S2444-3824(23)00093-7/sbref0025
http://refhub.elsevier.com/S2444-3824(23)00093-7/sbref0025
http://refhub.elsevier.com/S2444-3824(23)00093-7/sbref0025
http://refhub.elsevier.com/S2444-3824(23)00093-7/sbref0025
http://refhub.elsevier.com/S2444-3824(23)00093-7/sbref0025
http://refhub.elsevier.com/S2444-3824(23)00093-7/sbref0025
http://refhub.elsevier.com/S2444-3824(23)00093-7/sbref0025
http://refhub.elsevier.com/S2444-3824(23)00093-7/sbref0025
http://refhub.elsevier.com/S2444-3824(23)00093-7/sbref0025
mailto:dani_9_93@hotmail.com
http://crossmark.crossref.org/dialog/?doi=10.1016/j.gastre.2022.08.004&domain=pdf


SCIENTIFIC  LETTER

Table  1  Baseline  characteristics  of  the  patients  and the
ulcerative colitis  (N  =  16).

Age  (years),  mean  (SD) 49.74  (17.04)
Time  since  onset  of  the  disease

(years),  mean  (SD)

11.96  (9.87)

Baseline  partial  Mayo  score,  mean

(SD)

5.75  (2.08)

Gender,  n  (%)

Male  9  (56.30)
Female  7  (43.80)

Extension  of  the  UC,  n  (%)

E1 3  (18.80)
E2 11  (66.80)
E3 2  (12.50)

Extraintestinal  signs,  n (%)

Yes  6  (37.50)
No 10  (62.50)

Baseline  Mayo  endoscopic  score,  n  (%)

1 1  (10.00)
2 4  (40.00)
3 5  (50.00)

Previous  biological  therapy,  n (%)

Two  or  more  biologicals  9  (56.25)
Two anti-TNF  2  (12.50)
One anti-TNF  + vedolizumab  1  (6.25)
Two or  more

anti-TNF  +  vedolizumab
3  (18.75)

Two or  more
anti-TNF  +  vedolizumab  + tofacitinib

2  (12.50)

One biological 6  (37.50)
Naïve to  biologicals 1  (6.25)

Maintenance  dose,  n  (%)

90 mg  sc every  4 weeks 6  (37.50)
130 mg  iv every  4  weeks 5  (31.25)
90 mg  sc every  8 weeks 3  (18.75)
90 mg  sc every  12  weeks  2  (12.50)

drugs  (77.77%)  compared  to  patients  who  were naïve  to
(bio-naïve)/had  only  taken  one  biological  drug  (57.14%)
(p  =  0.596).

Fourteen  of  the 16  patients  (87.5%) who  started  ustek-
inumab  were  still  on  the treatment  at the end  of follow-up.
In  the  two  remaining  subjects,  it  was  necessary  to  change
the  therapeutic  target  (both  to  tofacitinib)  due  to  loss  of
response  and  the  development  of  de  novo arthritis.

Data  were  compared  according  to  the  two  groups  of
previous  treatments:  subjects  with  failure  to  ≥2 biologi-
cal  drugs  (n  = 9) or  failure  to  one  biological  drug/bio-naïve
(n  = 7).  There  were  differences  in the mean  time  since
onset  (17.02  vs  6.91  years  respectively;  p  =  0.021)  and  in
the percentage  of  baseline  rectal  bleeding  (100%  vs  62.50%;
p =  0.05).  In  addition,  there  were  differences  in  the mean
baseline  partial  Mayo  score (7.13  vs  4.38;  p = 0.006)  at
week  16  (4.25  vs  0.83;  p  =  0.017)  and  week  24  (3.43  vs  0;
p  =  0.039),  and  in the FC  values  at week  4  (1787.4  vs  841;
p  =  0.028)  and  week  24  (853.17  vs  16;  p  =  0.02).  No differ-
ences  were  found  in the mean  baseline  values  of  albumin,
C-reactive  protein  and  endoscopic  Mayo  score  between  the
two  groups  (failure  to  ≥2  biological  drugs  vs  failure  to  one
biological  drug/bio-naïve):  4.37  vs  4.37  g/dl,  p = 0.881;  6.43

vs  5.04  mg/l,  p =  0.861  and  2.67  vs  2.00,  p  =  0.157  respec-
tively.

These  data  suggest  that  the  decrease  in the  inflammatory
load  of naïve  patients  or  patients  with  failure  to  a  single  bio-
logical  drug  occurs  more  rapidly  than  in subjects  with  failure
to  more  than  two  biological  drugs.  Therefore,  perhaps  initi-
ating  ustekinumab  earlier  in the therapeutic  pyramid  would
achieve  better remission  outcomes.

Six  patients  (37.5%)  had  joint  manifestations  (5 periph-
eral  arthritis,  1  ankylosing  spondylitis)  which  improved  in
83.3%  according  to  the overall  assessment  by  Rheumatology.

In  our series, none  of  the patients  had a colectomy  or  had
to  go  to  Accident  and  Emergency  or  be  hospitalised.  There
was  one  adverse  effect  (de  novo  arthritis)  which  made  it
necessary  to  discontinue  the  drug.

Conclusions

-  Ustekinumab  is an effective  therapeutic  option  in achiev-
ing  and  maintaining  long-term  clinical  and biological
remission  in patients  with  ulcerative  colitis,  both  in those
with  failure  to two  or  more  therapeutic  lines  and  in  early
lines  (bio-naïve  and  failure  to  one biological  drug).

-  Biological  remission  was  achieved  in approximately  half
of the patients  and  the decrease  in FC  was  particularly
evident  after  week  16.

-  Treatment  optimisation  due  to  loss  of, or  partial,  response
is  effective  in  achieving  clinical  remission,  but  less  effec-
tive  in achieving  biological  remission.

-  Ustekinumab  may  be  effective  in  the synergistic  treat-
ment  of  mainly  peripheral  joint  manifestations,  although
further  studies  are  needed.

Funding

The study  received  no  funding.

Conflicts  of  interest

None.

References

1.  Chaparro M, Garre A, Iborra M, Sierra-Ausín M,  Barreiro-
de Acosta M, Fernández-Clotet A, et al. Effectiveness and
safety of  ustekinumab in ulcerative colitis: Real-world evidence
from the ENEIDA registry. J  Crohns Colitis. 2021;15:1846---51,
http://dx.doi.org/10.1093/ecco-jcc/jjab070.

2.  Fumery M, Filippi J, Abitbol V,  Biron A,  Laharie D, Serrero
M, et  al. Effectiveness and safety of ustekinumab main-
tenance therapy in 103 patients with ulcerative colitis: A
GETAID cohort study. Aliment Pharmacol Ther. 2021;54:944---51,
http://dx.doi.org/10.1111/apt.16544.

3. Hong SJ, Krugliak Cleveland N, Akiyama S, Zullow S, Yi Y,
Shaffer SR, et al. Real-world effectiveness and safety of
ustekinumab for ulcerative colitis from 2  tertiary IBD cen-
ters in the United States. Crohns Colitis 360. 2021;3:1---8,
http://dx.doi.org/10.1093/crocol/otab002.

4. Iborra M, Soutullo C, Gimeno M,  Bastida G, Aguas M,  Cerrillo E,
et al.  P383 Ustekinumab as an opportunity for refractory ulcer-
ative colitis patients. J  Crohns Colitis. 2022;16 Suppl 1:i383---4,
http://dx.doi.org/10.1093/ecco-jcc/jjab232.510.

378

dx.doi.org/10.1093/ecco-jcc/jjab070
dx.doi.org/10.1111/apt.16544
dx.doi.org/10.1093/crocol/otab002
dx.doi.org/10.1093/ecco-jcc/jjab232.510


Gastroenterología  y Hepatología  46  (2023)  376---379

Irene  Latras-Cortés a,∗,  Patricia  Suárez  Álvarezb,
María  García  Pradab,  Noelia  Cano  Sanzb,
Luis  Vaquero  Ayala a,  Mónica  Sierra-Ausínb

a Servicio  de Aparato  Digestivo,  Complejo  Asistencial

Universitario  de León,  León,  Spain
b Unidad de  Enfermedad  Inflamatoria  Intestinal,  Servicio

de  Aparato  Digestivo,  Complejo  Asistencial  Universitario

de  León,  León,  Spain

∗ Corresponding  author.
E-mail  address:  irenelatrascortes@gmail.com
(I. Latras-Cortés).

2444-3824/
© 2022 Elsevier España, S.L.U. All rights reserved.

379

mailto:irenelatrascortes@gmail.com

	Efficacy, persistence and optimization of ustekinumab in ulcerative colitis: Clinical practice data
	Conclusions
	Funding

	Conflicts of interest
	References
	Conclusions
	Funding
	Conflicts of interest

	References

