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Intestinal perforation secondary
to T-enteric lymphoma in a
patient  without celiac disease�

Perforación intestinal secundaria  a linfoma T
entérico en un paciente sin  intolerancia
al  gluten

Enteropathy-associated  T-cell  lymphoma  (EATL)  is  an
extremely  rare  extra-nodal  lymphoma  with  a  poor  prognosis.

Figure  1  (A)  Abdominal  computed  tomography  (CT),  axial  slice:  thickening  of  an  ileal  loop  localized  in the  right  iliac  fossa  causing
closed-loop  bowel  dilatation.  (B)  Abdominal  CT,  coronal  slice:  pneumoperitoneum  and  interloop  free  fluid.  (C)  Surgical  specimen:
ileal segment  with  perforation  partially  contained  by  the  greater  omentum.

� Please cite this article as: Payá Llorente C, Pérez Ebri ML,
Gómez Abril SÁ, Martínez López E, Richart Aznar JM, Garrigós Ortega
G, et al. Perforación intestinal secundaria a linfoma T  entérico
en un paciente sin intolerancia al gluten. Gastroenterol Hepatol.
2016;39:331---334.

The  World  Health  Organization  (WHO)1 classifies  it into  2
types:  type I  is associated  with  coeliac  disease  and is  more
common,  while  type  II  is  very  rare  in Western  countries  and
is not  related  with  coeliac  disease.  Unlike  type I,  type II
is  characteristically  positive  for CD8  and  CD56  and  shows
clonal  T-cell  receptor  (TCR)  gene rearrangement.2,3 Type
II,  being  highly  aggressive,  commonly  presents  as  intestinal
perforation.

We  evaluated  a patient  without  gluten  intolerance  with
a  type II EATL  that  commenced  as  symptomatic  of  acute
surgical  abdomen.
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A  58-year-old  man  with  a  history  of weight  loss  (11  kg in
2  months)  attended  the  emergency  department  for  symp-
toms  of sharp  abdominal  pain  that  commenced  1 h
previously.  On  examination  he  presented  signs  of  general-
ized  peritoneal  irritation.

Blood  tests  revealed  elevated  C-reactive  protein
16.6  mg/l  (normal  <  10  mg/L),  lactate  1.8  mmol/L  and white
cells  12.3  ×  109/L (normal  11  ×  109/L)  with  72.5%  neu-
trophils  (normal  <  70%).

Computed  tomography  (CT)  supported  the suspicion  of
perforation  of  hollow  viscera  due  to  a  possible  ileal  tumour
and  indicated  urgent  surgical  treatment  (Fig.  1A and B).  The

presence  of  a  whitish  ileal  nodule  measuring  5  cm  × 3  cm
was  observed  intraoperatively,  together  with  an adjacent
intestinal  perforation  (Fig.  1C).  Approximately  30  cm of
bowel  was  resected,  along  with  its  mesentery  and  part of
the greater omentum.

Histological  study  showed  monomorphous  lymphoid  pro-
liferation  extending  from  the mucosa,  with  infiltration  of  the
crypts  to  the  perivisceral  fat, and invasion  of  the entire  wall
(Fig.  2A and  B). The  lymphocytes  were  small to  intermedi-
ate  in  size,  with  scant  cytoplasm  and inconspicuous  nucleoli
(Fig.  2C);  there  was  no  accompanying  inflammatory  compo-
nent  and  large  cells  were  absent.  Immunohistological  study
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Figure  2  Histopathology  in  World  Health  Organization  type  II  enteropathy-associated  T-cell  lymphoma.  (A)  Transmural  infiltration
of the  ileal  wall  by  dense  lymphocytic  infiltrate  (haematoxylin  and eosin  [H&E],  40×).  (B)  Invasion  of  lamina  propria  of  the  mucosa  and
epithelium of  the crypts  by  lymphoid  infiltrate  (H&E,  200×). (C)  Monomorphous  lymphoid  population  of  small  atypical  lymphocytes
with scant  cytoplasm  (H&E,  400×).  (D)  Immunoexpression  of CD3  (200×). (E)  Immunoexpression  of  Ki-67  (80%)  (200×).  (F) Monoclonal
T-cell receptor  gamma  rearrangement.
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revealed  expression  of  cytotoxic  T-lymphoid  markers  (CD3,
CD7,  CD8,  CD56)  (Fig.  2D),  but  no expression  of  CD4,  CD20,
CD5,  CD30,  CD23,  cyclin  D1,  bcl-2,  bcl-6,  SOX11  or  EBER.  The
proliferation  index  was  very  high  (Ki-67,  80%)  (Fig.  2E).  An
increase  in  intraepithelial  lymphocytes  was  observed  in  the
adjacent  ileal  mucosa,  with  no  villous  atrophy.  The  resected
lymphadenopathies  were  reactive  in nature.  A  molecular
study showed  monoclonal  TCR  gamma  rearrangement  that
confirmed  the T  type (Fig.  2F).

These  histopathology  findings,  together  with  the absence
of  coeliac  disease,  established  our  diagnosis  of  intestinal
EATL  (WHO  monomorphous  variant  type II).

The  patient  received  6  cycles  of  CHOP  (cyclophos-
phamide,  adriamycin,  vincristin,  and  prednisone)
chemotherapy  and  was  disease-free  at 12  months.

EATL  is a  primary  extra-nodal  lymphoma,  with  origin  in
the  intraepithelial  lymphocytes  of  the  intestinal  mucosa.  In
1937,  Fairley  and  Mackie4 described  the  presence  of  intesti-
nal  lymphoma  in patients  with  coeliac  disease.  In  1986,
O’Farrelly  et  al.5 coined  the term  enteropathy-associated
T-cell  lymphoma.  EATL accounts  for  fewer  than  10---20%
of  gastrointestinal  tract lymphomas2;  annual  incidence  in
Western  countries  is  0.5---1 per  million  people.6 It  is  usually
diagnosed  at around  60  years  of  age,  with  no  differences
between  sexes.7 The  most  common  location  is  at the  level
of  the  proximal  jejunum,  followed  by  the rest  of  the small
intestine,  stomach,  colon  and  rectum.2

Around  2---3%  of  coeliac  patients  develop  intestinal
lymphoma,  65%  of  which  are of  T-cell  origin.8 The  WHO1 clas-
sifies  EATL  into two  types.  Type  I  comprises  80---90%  of  cases,
is  associated  with  refractory  coeliac  disease  and  is  common
in  Northern  Europe.  Type  II accounts  for  10---20%  of  cases,  is
not  associated  with  coeliac  disease,  occurs  sporadically  and
is  more  common  in  Asian  countries.3 This  type  is  characte-
rized  by  monomorphous  proliferation  of  small-to-medium
sized  T-lymphocytes,  with  no  associated  inflammatory
component.  The  immunophenotype  is  distinctive  (CD3+,
CD4−, CD8+  and  CD56+).1 Type  I  generally  does not express
CD8  or  CD56,  the  lymphocytes  are  usually  large  and
inflammatory  infiltrates  are  associated  with  histiocytes  and
eosinophils.3

The  differential  diagnosis  of  intestinal  T-cell  lymphomas
should  include,  in addition to  EATL  types  I  and  II, primary
intestinal  T/NK-cell  lymphoma  (nasal  type).  This  aggressive
extra-nodal  lymphoma  is  usually  associated  with  vascular
invasion  and  necrosis.  The  histopathological  characteris-
tics  that  enable  differentiation  are expression  of  T-cell
markers  CD2,  cytoplasmic  CD3  and CD56,  and  negativity  of
markers  CD8, CD56 and  monoclonal  TCR.  Given  the  impli-
cation  of  Epstein---Barr  virus  (EBV)  in the aetiopathogenesis
of  primary  intestinal  T/NK-cell  lymphoma  (nasal  type),
EBV-encoded  RNA  (EBER)  in situ hybridization  should be
performed.8

Almost  half  of  patients  begin  with  symptoms  of  acute
abdomen,  either  due  to  bowel  obstruction  or  perforation. In
the  remaining  patients  it presents  in  the form of abdominal
pain  associated  with  weight  loss.2 The  overall  5-year  survival
rate  is less  than  20%  in  patients  with  disseminated  disease
(which  mainly  affects  the liver, spleen  or  skin),9,10 but  as
high  as 60%  in  localized  disease.2

These  tumours  are  characterized  by  both  high
chemoresistance  and  high  recurrence.  Treatment  is by

chemotherapy,  and  although  traditionally  based  on the
administration  of anthracyclines  only, more  aggressive
regimens  are now  implemented,  followed  by  autologous
bone  marrow  transplants.2,8 Surgery  is  reserved  for  cases
of  intestinal  perforation,  resection  of  lesions  that  lead  to
obstructive  symptoms,  diagnostic  doubts,  tumour  debulk-
ing  and  lesions  that  might  produce  visceral  perforations
prior  to  chemotherapy.10 To  ensure  correct  staging,  the
intestinal  tumour  with  its  adjacent  mesentery  should  be
resected.

Type  II EATL is  a very  rare  lymphoma  in our  setting  that
can  commence  with  symptoms  of acute  abdomen  in  patients
without  previous  intestinal  symptoms.  Although  surgery  is
no  longer  the treatment  of choice,  it  can help  patient
recovery.

Conflict  of  interest

The  authors  declare  that  they  have  no  conflict  of  interests.

Acknowledgements

We  would  like to  thank  Dr  Jerónimo  Forteza  Vila  of the  Valen-
cian  Institute  of  Pathology  for  performing  the molecular
study.

References

1. Swerdllow S, Campo E, Harris NL. WHO classification of  tumours
of haematopoietic and lymphoid tissues. IARC Press; 2008.

2. Ferreri AJM, Zinzani PL, Govi S, Pileri SA. Enteropathy-
associated T-cell lymphoma. Crit Rev Oncol Hematol.
2011;79:84---90.

3. Arps DP, Smith LB.  Classic versus type II  enteropathy-associated
T-cell lymphoma: diagnostic considerations. Arch Pathol Lab
Med. 2013;137:1227---31.

4. Fairley NH, Mackie FP. Clinical and biochemical syndrome in
lymphadenoma. Br  Med J. 1937;1:375---404.

5. O’Farrelly C, Feighery C, O’Briain DS, Stevens F, Connolly
CE, McCarthy C, et  al. Humoral response to wheat protein
in patients with coeliac disease and enteropathy associ-
ated T  cell lymphoma. Br Med J  (Clin Res Ed). 1986;293:
908---10.

6. Catassi C, Fabiani E, Corrao G,  Barbato M,  de Renzo A, Carella
AM, et  al. Risk of  non-Hodgkin lymphoma in celiac disease.
JAMA. 2002;287:1413---9.

7. Zettl A, deLeeuw R, Haralambieva E, Mueller-Hermelink HK.
Enteropathy-type T-cell lymphoma. Am J Clin Pathol. 2007;127:
701.

8. Vaquero L,  Alvarado MG, Arias L,  Calleja S, Hernando M,
Díez-Tascón C, et al. Enteropathy-associated intestinal t-
cell lymphoma without celiac disease. Gastroenterol Hepatol.
2012;35:17---21 [Article in Spanish].

9. Kim JB, Kim SH, Cho YK, Ahn SB, Jo YJ, Park YS, et  al. A case
of colon perforation due to enteropathy-associated T-cell lym-
phoma. World J  Gastroenterol. 2013;19:1841---4.

10. Yang Y, Batth SS, Chen M, Borys D, Phan H. Enteropathy-
associated T  cell lymphoma presenting with acute abdominal
syndrome: a case report and review of  literature. J Gastrointest
Surg. 2012;16:1446---9.

http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0055
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0055
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0055
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0055
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0055
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0055
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0055
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0055
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0055
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0055
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0055
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0055
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0055
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0055
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0055
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0055
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0055
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0055
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0055
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0060
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0060
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0060
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0060
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0060
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0060
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0060
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0060
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0060
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0060
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0060
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0060
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0060
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0060
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0060
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0060
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0060
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0060
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0060
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0060
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0060
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0060
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0060
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0060
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0065
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0065
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0065
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0065
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0065
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0065
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0065
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0065
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0065
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0065
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0065
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0065
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0065
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0065
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0065
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0065
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0065
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0065
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0065
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0065
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0065
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0065
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0065
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0065
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0065
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0070
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0070
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0070
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0070
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0070
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0070
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0070
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0070
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0070
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0070
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0070
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0070
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0070
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0070
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0070
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0070
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0070
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0070
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0070
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0075
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0075
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0075
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0075
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0075
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0075
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0075
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0075
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0075
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0075
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0075
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0075
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0075
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0075
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0075
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0075
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0075
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0075
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0075
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0075
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0075
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0075
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0075
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0075
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0075
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0075
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0075
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0075
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0075
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0075
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0075
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0075
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0075
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0075
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0075
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0075
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0075
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0075
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0075
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0075
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0075
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0075
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0075
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0075
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0075
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0080
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0080
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0080
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0080
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0080
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0080
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0080
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0080
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0080
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0080
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0080
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0080
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0080
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0080
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0080
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0080
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0080
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0080
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0080
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0080
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0080
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0080
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0080
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0080
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0080
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0080
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0080
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0080
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0080
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0085
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0085
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0085
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0085
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0085
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0085
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0085
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0085
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0085
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0085
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0085
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0085
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0085
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0085
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0085
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0085
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0085
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0085
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0085
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0090
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0090
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0090
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0090
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0090
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0090
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0090
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0090
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0090
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0090
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0090
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0090
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0090
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0090
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0090
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0090
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0090
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0090
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0090
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0090
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0090
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0090
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0090
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0090
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0090
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0090
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0090
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0090
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0090
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0090
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0090
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0090
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0090
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0090
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0095
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0095
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0095
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0095
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0095
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0095
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0095
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0095
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0095
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0095
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0095
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0095
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0095
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0095
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0095
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0095
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0095
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0095
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0095
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0095
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0095
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0095
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0095
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0095
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0095
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0095
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0095
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0095
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0095
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0095
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0095
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0095
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0095
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0095
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0095
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0095
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0095
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0095
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0100
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0100
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0100
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0100
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0100
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0100
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0100
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0100
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0100
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0100
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0100
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0100
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0100
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0100
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0100
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0100
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0100
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0100
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0100
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0100
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0100
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0100
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0100
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0100
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0100
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0100
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0100
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0100
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0100
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0100
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0100
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0100
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0100
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0100
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0100
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0100
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0100
http://refhub.elsevier.com/S2444-3824(16)30010-4/sbref0100


334  SCIENTIFIC  LETTERS

Carmen  Payá  Llorente a,∗,  María  Luisa  Pérez  Ebrib,
Segundo  Ángel  Gómez  Abril a,  Elías Martínez  López a,
José  Manuel  Richart  Aznar a,  Gonzalo  Garrigós  Ortega a,
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Whipple disease in a patient
under anti-TNF� therapy�

Enfermedad de Whipple en un paciente
en tratamiento con  anti-TNF-�

Whipple  disease  (WD)  was  described  in 1907  as  an entity  of
infectious  origin  caused  by  the  bacteria  Tropheryma  whip-

plei. It consists  of macrophages  accumulating  in the  lamina
propria  with  intensely  periodic  acid-Schiff  (PAS)-positive
intracellular  material.

The disorder  is  manifested  by  arthralgia,  weight  loss,
diarrhoea  and  abdominal  pain; there  may  also  be  cardiac  and
central  nervous  system  involvement  and,  on  rare  occasions,
pulmonary  hypertension.

We  present  the case  of  a 47-year-old  man who  had  been
diagnosed  2  years  previously  with  HLA-B27  undifferentiated
spondyloarthropathy,  for  which  he was  receiving  treatment
with  anti-tumour  necrosis  factor-alpha  (TNF-�) agents:  adal-
imumab  and,  later,  etanercept  (50  mg/week).

The  patient  had  begun  to  experience  abdominal  pain  and
lower  limb  weakness  4 months  earlier.  In  the  latter  2  months
he  experienced  night  sweats,  fever,  anorexia  and  weight  loss
of  10 kg.  In  the month  prior  to admission,  he  had attended
the  emergency  department  on 2  occasions  for abdominal
pain  and  diarrhoea;  he  was  admitted  when  symptoms  per-
sisted.

Physical  examination  showed  a  slightly  distended  abdo-
men  with  no  tender  areas,  but  was  otherwise  completely
unremarkable.  Laboratory  tests  revealed  iron  deficiency
anaemia,  with  haemoglobin  10.2  g/dL,  iron  21  �g/dL,  albu-
min  2.6  g/dL,  folate  2.2 ng/mL  and  C-reactive  protein
59  mg/L;  other  tests  were  within  reference  ranges.  A chest
X-ray  showed  no  findings  of  interest.

Results  for  stool  analysis  were  negative.  Abdominal
computed  tomography  (CT)  showed multiple  pathologi-
cally  enlarged  retroperitoneal  and  mesenteric  lymph  nodes.
Colonoscopy  was  requested  but  was  not  done  due  to  the
patient’s  rapid  clinical  deterioration:  on  the  third  day  of
admission  he  had  several  episodes  of  dyspnoea,  tachypnoea
and  haemodynamic  instability.  Following  a  normal electro-
cardiogram  and angio-CT  scan  that  ruled  out  pulmonary
embolism,  he was  admitted  to  the intensive  care  unit.

DOI of original article: http://dx.doi.org/10.1016/j.gastrohep.
2015.04.005.
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Several  serological  studies  were  performed:  atypical
pneumonias,  hepatotropos  virus,  human  immunodeficiency
virus,  Legionella  antigen  and  pneumococci  in urine,  Man-
toux  test  and  acid-alcohol  resistant  bacillus  in  sputum.
Bronchoscopy  and bone  marrow  biopsy  results  were  nega-
tive. Tuberculostatics,  broad  spectrum  antibiotics,  antiviral
agents,  antimycotic  agents  and  methylprednisolone  boluses
were  administered  empirically.  Within  a  few hours,  he  pre-
sented  an  episode  of asystole.  Cardiac  ultrasound  showed
severe  pulmonary  hypertension  (PHT),  while  chest  angio-
CT  findings  were  consistent  with  PHT  and mediastinal,
retroperitoneal  and mesenteric  lymphadenopathies  (Fig. 1).

Over  the  following  days, the patient’s  clinical,  respira-
tory  and  haemodynamic  parameters  deteriorated.  He  was
treated  with  high  doses  of  amines  and  nitric  oxide  but
developed  renal  failure,  anasarca  and  upper  gastrointesti-
nal  bleeding.  Two  endoscopies  showed  acute  gastroduodenal
lesions  secondary  to  multiple  organ  dysfunction  syndrome.
He  died  15  days  after  admission.

The autopsy  report  was  as  follows:  WD  with  diffuse
involvement  of  the duodenum,  jejunum,  ileum  and  the
mesenteric,  peripancreatic  and perigastric  lymph  nodes
(Fig.  2).

WD  generally  follows  an  insidious  course.  Presentation
varies,  with  several  clinical  manifestations  that  imply  sys-
temic  involvement.1 Arthralgia  is  an early  symptom  and
usually  appears  long  before gastrointestinal  manifestations,
making  diagnosis  difficult.

Immunosuppressive  treatment  is  associated  with  an
increased  tendency  to  develop  infections;  TNF-� blocking
agents,  in particular,  are associated  with  a higher  risk
of  infections  caused  by  intracellular  pathogens.  Various
studies  postulate  that  immunosuppressive  therapy plays  an
important  role  in the exacerbation  and  rapid progression  of

Figure  1 Chest  angio-CT  showing  PHT  with  enlarged  right
chambers,  left  displacement  of  the  interventricular  septum,
right ventricle-left  ventricle  ratio  >2  and  lymphadenopathies.
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