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80  mg/2  weeks)  with  good  control  of her gastrointestinal
symptoms.

On  admission,  a biopsy  was  taken  of  the  lesion
and  the  exudate  cultured.  The  culture  showed  a
carbapenemase-producing  Pseudomonas  aeruginosa,
sensitive  to  piperacillin-tazobactam  and  ciprofloxacin.  A
histological  study  showed  a  necrotic  epidermis  with  abscess
formation  and  granulation  tissue  with  fibrin  and  blood
deposits,  acute  chronic  infiltrate  with  a  predominance  of
neutrophils,  without  the presence  of  granulomas,  in  addi-
tion  to  mild  spongiosis  and  mixed  perivascular  inflammatory
infiltrate  in  the adjacent  epidermis.  All  this is  compatible
with  the  diagnosis  of  pyoderma  gangrenosum.  The  patient
was  started  on  targeted  antibiotic  therapy,  corticosteroid
therapy  and  local  measures  (permanganate,  clobetasol  and
mupirocin),  and  wound  dressing  sessions  were  booked  in
the  dermatology  operating  theatre.

The  patient  remained  in hospital  for  15  days,  when  she
was  discharged  with  partial  improvement  of the lesions.
However,  at  her  one-month  outpatient  follow-up,  the  skin
lesions  were  found  to  have  worsened,  although  she  remained
asymptomatic  from  a gastrointestinal  point  of view.  With  the
aim  of  controlling  her dermatological  symptoms,  it was  deci-
ded  to  discontinue  adalimumab  and  start  ustekinumab,  with
a  first  dose  of  260  mg  IV, after  which she  improved  signifi-
cantly,  with  no  observed  recurrence  of her  gastrointestinal
symptoms  (Fig.  1). The  patient  is  currently  on  maintenance
therapy  with  ustekinumab  (90  mg/8  weeks),  and  free  of  both
gastrointestinal  and  dermatological  symptoms.

The diagnosis  of  pyoderma  gangrenosum  is  based on
compatible,  but  not specific,  clinical  and  histological  fin-
dings,  as  well  as the ruling  out of  other  possible  diagnoses.
The  differential  diagnosis  varies  depending  on  the form  of
presentation:  ulcerative,  pustular,  bullous  or  superficial.  Of
all  the  disorders  we  have  to  consider,  the main  one  is  Sweet’s
syndrome  which,  like  pyoderma,  is  a neutrophilic  derma-
tosis  that  also  occurs  frequently  in  IBD.  Other  disorders  to
include  in  the  differential  diagnosis  are  vasculitis,  bacte-
rial,  fungal  (sporotrichosis)  and  viral  infections,  neoplastic
diseases  (such  as  cutaneous  squamous  cell carcinoma  and
skin  metastases),  systemic  lupus  erythematosus,  Behçet’s
disease,  cutaneous  Crohn’s  disease  and  ulcerated  necrobio-
sis  lipoidica.2

Traditionally,  immunosuppressants  such  as  ciclosporin,
azathioprine  or  mycophenolate  mofetil,  and  antibiotics  such
as  doxycycline  have been used  to  treat  pyoderma  gangre-
nosum.  More  recently,  biological  drugs  have  revolutionised
the  treatment  of  this  disease,  the main  ones  used  being
infliximab,  etanercept,  adalimumab  and  certolizumab.3

Ustekinumab,  the  latest  biologic  drug approved  for  use
in  CD,  is emerging  as  a  valid  alternative.  However,  only  iso-
lated  cases  of pyoderma  treated  with  this drug  have  been
described  since  Guenova  et  al. did  it for the first  time  in
2011,  observing  that IL-23  was  overexpressed  in the  biopsy
of  the lesion  compared  to  biopsies  of  healthy  skin.4

In  the case  of  our patient,  ustekinumab  achieved  a  signifi-
cant  improvement  in her  pyoderma  gangrenosum,  previously
refractory  to  anti-TNFs,  in  addition  to maintaining  remis-
sion  from  a  gastrointestinal  point of  view,  all  of which  is
extremely  interesting  in terms  of  the potential  future  deve-
lopment  of  the drug  in this disease.
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Experience with tofacitinib in
patients with refractory ulcerative
colitis�

Experiencia  local con tofacinitib  en pacientes
con colitis  ulcerosa  refractaria

Tofacitinib  is  a Janus  kinase  (JAK)  inhibitor,  particularly  of
JAK  1  and  JAK  3,  that  works  at an intracellular  level blocking
the  activity  of  multiple  cytokines.  Unlike  other  biological
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en pacientes con  colitis ulcerosa refractaria. Gastroenterol Hepatol.
2021;44:300---301.

drugs,  which  act by  blocking  a specific  cytokine,  tofacitinib
is  also  administered  orally,  making  it an easier  and  possibly
preferred  route  of  administration  for  patients.  It has  other
advantages,  such as  its  short  half-life,  speed  of action  and
low  molecular  weight  which means  that  it does  not  induce
immunogenicity.

We  carried  out  a  descriptive  retrospective  study  at
Hospital  Torrecárdenas,  analysing  the  seven  patients  with
ulcerative  colitis  treated  to  date  with  tofacitinib.  The  main
characteristics  of these  patients  are shown  in  Table 1.

Of  the seven  patients  treated,  five  were  male  (75%)  and
two  female  (25%).  They  were  aged  from  26  to  67  (mean  age
50.4,  median  56).  Four  patients  had  pancolitis  and  three  had
left-sided  colitis.  None  of them  presented  extraintestinal
manifestations.

All  the patients  had  previously  been  treated  with  at
least  three  biologic  drugs  (2  anti-TNFs  and  vedolizumab).
All  patients  had severe  endoscopic  activity  (Mayo  endoscopic
subscore  of  3)  and  histological  activity  (Rutter  grade  4).
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Table  1  Characteristics  of the patients  with  ulcerative  colitis  treated  with  tofacitinib  at  Hospital  Torrecárdenas.

N Gender  Age
(years)

Risk  factors
related  to
tofacitinib

UC
extension

Follow-up
time
(months)

CRP  Pre
(latest
available)
(mg/dl)

CRP  Post
(latest
available)
(mg/dl)

Calprotectin
Pre  (latest
available)
(�g/g)

Calprotectin
Post  (latest
available)
(�g/g)

1  Male  36  Obesity,
anaemia

Left  12  5.7  1.3  12,379

2 Female  55  No Left  16  0.3  0.2  2084  2257
3 Male  56  No Pancolitis  6  0.5  0.5  2160  122
4 Male  57  No Left  2  0.55  0.05  1081  186
5 Male  26  No Pancolitis  14  0.4  0.2  3359  23
6 Male  67  HBP,  dyslipi-

daemia,
obesity,  DM,
anaemia

Pancolitis 2  0.2  0.2  509 90

7 Female  56  HBP,
dyslipidaemia

Pancolitis  15  0.1  0.1  1950  16

All  were  initially  treated  with  doses  of 10  mg/12  h, and
all  of  them  showed  a clinical  response  within  the first  eight
weeks,  with  a significant  decrease  in  the  number  of  daily
stools,  the  number  of  bloody  stools  and abdominal  discom-
fort.  Five  of  them  were  in clinical  remission,  which  we
defined  as  a  return  to  normal bowel habit  and the  absence  of
blood  in  their stools.  Five of  the patients  had  already  repor-
ted  a  response  within  the first  two  weeks  of  treatment,  one
in  week  four  and  the  last in week  eight.  In  five  patients  the
dose  was  reduced  to  5  mg/12  h  between  eight  and 16  weeks
after  starting  treatment,  and two  patients  are close  to  rea-
ching  the  eighth  week  of  treatment  and  so are  still  on  the
induction  dose  at present.  One  patient  had  to  go back onto
the  dose  of  10  mg/12  h  due  to  clinical  worsening,  but  respon-
ded  well  to  the  increase  in dose.  The  follow-up  of  these
patients  varies  from  two  to  16  months,  with  a  median  of  12
and  a  mean  of  9.57  months.  Three  patients  have  reported
adverse  effects:  two  had  an  increase  in cholesterol  with  the
need  to  start  statin  therapy,  and one developed  C.  jejuni
enterocolitis,  which  responded  well  to  antibiotic  therapy.
There  were  no  other  significant  adverse  effects  in the  rest
of  the  patients.

In  tests,  calprotectin  had previously  been  found to  be
elevated  in  all  seven  cases.  Levels  were  determined  again
in  six  of  the  patients  after  taking  tofacitinib  and  were  found
to  have  returned  to  normal  in five  (we consider  calpro-
tectin  normal  when not significantly  elevated,  with  levels
<200  �g/g)  and remained  elevated  in  one.  However,  des-
pite  not  having  achieved  clinical  remission,  that  particular
patient  showed  noticeable  clinical  improvement.  C-reactive
protein  had  only  been  elevated  in two  patients,  returning

to normal  in  both.  Only  two  patients  subsequently  had  a
colonoscopy,  and  both  were  in  endoscopic  remission.

From  our  results,  we  are able  to  conclude  that tofaci-
tinib  is  an effective  drug for  the  treatment  of  ulcerative
colitis,  having  achieved  a  clinical  response  in all treated
patients,  plus  an  improvement  in biomarkers  in most  of
them,  all in a  very  short  period  of  time  and  without  any
serious  adverse  effects.  We  would  like  to  stress  the dif-
ficult  scenario  in  which  we  have  been  using  the  drug,  in
that  these  were  patients  with  severe  disease  activity  who
had  previously  suffered  failure  or  loss  of response  to  all
the  other  biologic  drugs  available.  One  particular  patient
was  a  67-year-old  man  with  cardiovascular  risk  factors,  with
previous  failure  of two  anti-TNFs,  vedolizumab  and  uste-
kinumab.  After  he  rejected  the  alternative  of  surgery,  he
was  offered  treatment  with  tofacitinib,  and  informed  of  the
restrictions  included  in  the drug’s  summary  of  product  cha-
racteristics  and  the potential  risks.  Our series  only  covers  a
short  time  and  continued  efficacy  in the longer  term  remains
to  be assessed,  but  four  of the  patients  have  already  excee-
ded  a year  of  treatment.
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