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Upadacitinib in a patient with
Crohn’s  disease with loss of response
to  ustekinumab: A  case report

Upadacitinib en una paciente con  enfermedad
de  Crohn con  pérdida  de  respuesta a
ustekinumab:  reporte de un caso

Crohn’s  disease  can  affect the  stomach,  small  intestine,
large  intestine  and/or  perianal  region.  It  has  a  recurrent
disease  course,  and  the  therapeutic  regimen  tends  to  be
modified.1,2

A  30-year-old  woman  had  symptom  onset  with  diarrhea,
abdominal  pain,  and  perianal  pain.  She  presented  with  what
was  considered  a moderate  disease  flare  affecting  the ileum,
colon,  and  perianal  region,  for  which  390 mg of ustekinumab
was  administered  intravenously,  followed  by  90  mg subcu-
taneously  every  eight  weeks,  as  the maintenance  regimen.
The  patient  was  in clinical  and  endoscopic  remission  for  one
year.  She  then  presented  with  a moderate  disease  flare-
up  (the  hospital  was  not  able  to  measure  serum  levels  of
ustekinumab  or  antibodies  to  the  drug,  nor  was  another
biologic  agent  available),  and  so  ustekinumab  re-induction
was administered  and  maintenance  therapy  was  shortened
to  every  four  weeks.  Clinical  remission  was  achieved  for

Figure  1  a)  Ileum  with  ulcers,  b)  ulcerated  ileocecal  valve,  c)  ulcer  in  the  transverse  colon,  and  d)  ulcerated  anal  canal.

six  months,  after which  the  patient  presented  with  a mod-
erate  disease  flare  of 225  points  on  the  Crohn’s  disease
activity  index  (CDAI).  Ulcers  were  present  in the  terminal
ileum  (Fig.  1a),  the ileocecal  valve  (Fig.  1b),  the trans-
verse  colon  (Fig.  1c),  and  in the anal  canal  (Fig.  1d),  with
a  Crohn’s  disease  endoscopic  index  of  severity  (CDEIS)  score
of  24.  As  a result,  the medication  was  switched  to  45  mg/day
of  upadacitinib  (the  only medication  different  from  ustek-
inumab  available  at  the hospital  at that  time).  The  patient  is
currently  in her  sixth  month  of  treatment,  with  clinical  (CDAI
score  of  29)  and  endoscopic  (CDEIS  score  of 2)  remission.

Age  under  40  years,  moderate-to-severe  disease  pre-
sentation,  and  perianal  involvement  are poor prognosis
factors,  making  the use  of  biologic  agents  necessary  for
achieving  remission.3,4 In a systematic  review  of  38  stud-
ies  on  ustekinumab  in patients  with  Crohn’s  disease,  60%  of
patients  achieved  clinical  response  and  34%  achieved  remis-
sion with  induction  therapy;  at one  year  of  said  therapy,
42%  maintained  response  and 31%  were still  in remission.5

Upadacitinib  has  the capacity  to  reduce  proinflammatory
cytokine  production.6 Different  clinical  trials  have  shown
that  patients  with  moderate-to-severe  Crohn’s  disease
respond  favorably  to  induction  and  maintenance  therapy
with  upadacitinib,  compared  with  placebo.7---9 In different
clinical  trials,  patients  with  perianal  disease  are excluded
because  they are  more  difficult  to  treat. Clinical  response
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to  a  second  biologic  agent  also  tends  to  be  less  efficacious.
Thus,  a  patient  that  responds  adequately  is  a  subject  of
interest.  The  aim  of  this  study  is  to  present  patients  with
perianal  involvement  an alternative  treatment.

In  conclusion,  upadacitinib  was  shown  to be  effective
as  rescue  therapy  in a young  female  patient  receiving
ustekinumab,  whose  disease  involved  the ileum,  colon,  and
perianal  region.
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