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Abstract

Infliximab (IFX) is an anti-tumor necrosis factor
chimeric antibody that is effective for treatment of
autoimmune disorders such as Crohn’s disease and
ulcerative colitis (UC). IFX is well tolerated with a
low incidence of adverse effects such as infections,
skin reactions, autoimmunity, and malignancy.
Dermatological manifestations can appear as infusion
reaction, vasculitis, cutaneous infections, psoriasis,
eczema, and skin cancer. Here, we present an
unusual case of extensive and sporadic subcutaneous
ecchymosis in a 69-year-old woman with severe UC,
partial colectomy and cecostomy, following her initial
dose of IFX. The reaction occurred during infliximab
infusion, and withdrawal of IFX led to gradual alleviation
of her symptoms. We concluded that Henoch-Schonlein
purpura, a kind of leukocytoclastic vasculitis, might
have contributed to the development of the bruising.
Although the precise mechanisms of the vasculitis are
still controversial, such a case highlights the importance
of subcutaneous adverse effects in the management of
UC with IFX.
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Core tip: Infliximab (IFX) is effective in the management
of ulcerative colitis (UC). Henoch-Schonlein purpura
(HSP) appears as a dermatological adverse effect of
IFX. However, extensive ecchymosis in old UC patients
is rare. This report describes a case of HSP reaction,
which resolved upon IFX withdrawal.

Song Y, Shi YH, He C, Liu CQ, Wang JS, Zhao YJ, Guo YM,
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INTRODUCTION

Ulcerative colitis (UC) is a chronic autoimmune
disorder of the colonic mucosa, which generally
affects the rectum and may extend proximally to
other parts of the colon, with continuous alternating
relapse and remission. The crude annual incidence
of UC per 100000 is up to 2.22 and has increased
rapidly in recent years!!l. Traditional therapies
include aminosalicylates, corticosteroids, and
immunosuppressive medications such as azathioprine
and 6-mercaptopurine. Approximately 9.8% of
patients required colectomy under conventional
medication®. Infliximab (IFX), a monoclonal antibody
against tumor necrosis factor (TNF), is effective in
UC patients®®!. Clinical remission of refractory UC
patients under IFX treatment was 53% and 47% at
6 and 12 mo, respectively'™. For long-term efficacy,
46% of patients achieved sustained clinical response
at median follow-up of 41.5 mo'’. The cumulative
incidence of colectomy was 10% for IFX, while 17% of
patients under placebo treatment needed colectomy
after 54 wk'™®. Therefore, IFX is an effective medication
to avoid colectomy and sustain long-term remission
from refractory UC. However, significant, but rare,
sometimes fatal drug-induced adverse effects have
been reported in association with IFX, including
infections, skin reactions, immunogenicity, malignancy,
neurological complications, hepatotoxicity, congestive
heart failure and hematological side effects'.

Cutaneous complications can appear as infusion
and injection site reactions, papulopustular eruptions,
vasculitis, cutaneous infections and malignant
neoplasms, and autoimmune skin disorders™°*%,
Henoch-Schénlein purpura (HSP), an acute vasculitic
syndrome, is a rare side effect of anti-TNF medication
and it is a complication associated with several anti-
TNF agents, such as etanercept for psoriasis and
rheumatoid arthritis™***, adalimumab for Crohn’
s disease!*>*®, and IFX for herpes zoster infection
in UC™"”!, HSP is more prevalent in children, while
no study has described the development of severe
HSP in elderly patients, which is rare in clinical
situations. Here, we present an unusual case of IFX-
induced subcutaneous ecchymosis during intravenous
treatment in a 69-year-old woman with severe UC,
partial colectomy and cecostomy.

CASE REPORT

A 69-year-old woman, previously diagnosed with UC,
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with partial colectomy and cecostomy, was admitted
to the Department of Gastroenterology of Shanghai
10™ People’s Hospital, China, complaining of lower
abdominal pain and hematochezia for 8 mo.

In September 2008, she was admitted to a local
hospital for the first time with frequent hematochezia
and abdominal pain. Colonoscopy at that time showed
multiple ulcers in the ascending colon. A specimen
biopsy of inflammatory regions revealed mucosal
congestion, infiltration of massive lymphocytes,
plasmocytes and neutrophils in the hepatic and splenic
flexure of the transverse colon. Polypoid hyperplasia
was also seen in part of the colon. Thus, she was
diagnosed with UC and received mesalamine (Salofalk;
Dr. Falk Pharma GmbH, Germany) at a dose of 1.0
g three times daily for 4 years until now, but her
symptoms of hematochezia and abdominal pain were
not alleviated completely.

In August 2012, the patient did not respond well to
previous medication and still had persistent abdominal
pain and hematochezia. Therefore, she received
partial colectomy at the local hospital, including
surgical removal of the transverse colon, and partial
removal of the ascending and descending colon.
Cecostomy was also performed. Five months later,
ileostomy was performed with surgical removal of the
terminal ileum. Eight months later, she complained
of abdominal pain and frequent hematochezia about
twice daily. Colonoscopy revealed mucosal congestion
and edema, as well as multiple ulcerations. Thus,
she received enemas of mesalamine (4.0 g qd;
Salofalk), diosmectite (6.0 g qd; Smecta; Beaufour-
Ipsen Pharmaceutical Co. Ltd., Tianjin, China) and
ethamsylate (0.5 g qd; Tianjin Jinyao Amino Acid Co.
Ltd., Tianjin, China) but hematochezia persisted.

The patient was admitted to the Department of
Gastroenterology in Shanghai 10" People’s Hospital
on July 30, 2013 for further treatment. She still
had hematochezia, about twice daily. Her medical
history included partial colectomy and cecostomy as
described previously. She denied a history of bleeding
or coagulation disorders, high blood pressure, or
diabetes. Family history revealed nothing for both her
parents and children. Allergic history was negative for
any specific medication or food. She was married and
gave birth to a daughter and a son at the age of 23
and 25 years, respectively. Routine blood tests showed
a leukocyte count of 6.10 x 10°/L (normal range: 3.5
x 10°-9.5 x 10°/L), with 72.5% neutrophils (normal
range: 40%-75%), 18.5% lymphocytes (normal
range: 20%-50%) and 7.5% monocytes (normal
range: 3%-10%). Hemocytological analysis showed
a hemoglobin level of 99 g/L (normal range: 130-175
g/L), erythrocyte count of 3.25 x 103/L (normal
range: 4.3 x 10'*-5.8 x 10'%/L), platelet count of 291
x 10°/L (normal range: 100 x 10°-300 x 10°/L), and
erythrocyte sedimentation rate (ESR) of 45 mm/h
(normal range: 0-15 mm/h). The level of C-reactive
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Figure 1 Colonoscopy and histological finding in a ulcerative colitis
patient. A: Colonoscopy demonstrated severe mucosal congestion and edema,
multiple hemorrhage and ulcerations in the descending colon; B: Histological
section revealed extensive infiltration of immune cells, cryptitis and glandular
distortion in the inflamed colon.

protein (CRP) was 3.3 mg/L (normal range: 0-8.2 mg/
L). Coagulation parameters were within normal ranges.
All autoimmune antibodies, including antinuclear
antibody, anti-smooth muscle antibody, anti-SSA
antibody, anti-SSB antibody, perinuclear antineutrophil
cytoplasmic antibody, anti-Scl-70 antibody, anti-Jo-1
antibody, anti-PM-Scl antibody, anti-double-stranded
DNA antibody, anti-nucleosome antibody, anti-histone
antibody, and anti-mitochondrial M2 antibody, were
negative at the time of examination. Renal and liver
function tests were unremarkable. Stool microbial
cultures including bacteria [Clostridium difficile (C.
difficile), Salmonella, Staphylococcus aureus (S.
aureus) and Escherichia coli (E. coli)] and viruses
(cytomegalovirus and human immunodeficiency
virus) were also negative. Bacterial toxins from C.
difficile, E. coli 0157, Salmonella and S. aureus,
as well as lipopolysaccharide and peptidoglycan
in serum were undetectable. T-SPOT.TB test for
Mycobacterium tuberculosis infection was negative.
Computed tomography enterography indicated
inhomogeneous colonic mural thickening enhancement
and stratification. Colonoscopy demonstrated severe
inflammation in the intestinal lumen 50 cm from the
anus, mucosal congestion and edema, and multiple
hemorrhage and ulceration, with purulent adhesions
(Figure 1A). Histological biopsy revealed extensive
infiltration of immune cells, cryptitis, and glandular
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Figure 2 Subcutaneous ecchymosis on the left upper and lower
extremities. A: Extensive bruising on the left lower extremity; B: Sporadic
purpura on the left upper extremity.

distortion in the intestine (Figure 1B). Thus, diagnosis
of UC was confirmed.

She received mesalamine enema (4.0 g qd)
and started intravenous IFX (200 mg; Cilag AG,
Schaffhausen, Switzerland) for improvement of her
symptoms. During IFX infusion, the patient had
extensive subcutaneous ecchymosis on her left
lower extremity, with diameters of 4 cm (Figure 2A).
Sporadic bruising was also present on her upper
extremities, with diameters of 1 cm (Figure 2B). All
ecchymoses were painless and faded under pressure.
Physical examination showed a small amount of
purulent fluids around the fistula and drainage was
unobstructed. There was slight tenderness in the
abdomen, with no rebound pain. IFX was discontinued
on the suspicion that it might have been responsible
for the bruising. Emergency laboratory analyses
revealed a leukocyte count of 4.06 x 10°/L (normal
range: 3.5 x 10°-9.5 x 10°/L), with 80.5% neutrophils
(normal range: 40%-75%), 11.1% lymphocytes
(normal range: 20%-50%) and 7.8% monocytes
(normal range: 3%-10%). Hemocytological analysis
demonstrated a platelet count of 249 x 10°%/L (normal
range: 100 x 10°-300 x 10°/L), and hemoglobin of
99 g/L (normal range: 130-175 g/L). CRP was 20.3
mg/L (normal range: 0-8.2 mg/L), and D-dimer was
3.11 mg/L (normal range: 0-0.55 mg/L). Electrolytes
results indicated 2.9 mmol/L potassium (normal
range: 3.5-5.1 mmol/L), 135 mmol/L sodium (normal
range: 136-145 mmol/L), 2.04 mmol/L sodium

May 21, 2015 | Volume 21 | Issue 19 |



(normal range: 2.10-2.55 mmol/L), and 0.66 mmol/L
magnesium (normal range: 0.7-1.0 mmol/L). Urinalysis
showed proteinuria and microscopic hematuria.
Coagulation index demonstrated prothrombin time
of 11 s (normal range: 9.5-14.5 s), activated partial
thromboplastin time of 28.4 s (normal range: 23-36s),
international normalized ratio of 0.92 (normal range:
1.1-1.6), thrombin time of 20.6 s (normal range:
12-18 s), and fibrinogen of 3.10 g/L (normal range:
1.8-3.5 g/L). Liver function tests and serum amylase
were unremarkable. She had not taken other drugs,
over-the-counter medications, or herbal products. She
was just undergoing UC diet therapy and denied a
history of recent trauma. Upon a suggestion from the
hematologist and dermatologist, she was prescribed
with vitamin C tablets (0.1 g qd; Beijing Double-
Crane Pharmaceutical Co. Ltd.), carbazochrome
tablets (2.5 mg tid; Yabang Pharmaceutical Co. Ltd.,
Jiangsu, China), compound glycyrrhizin tablets (0.5
g tid; Minophagen Pharmaceutical Co. Ltd., Japan)
and calamine lotion (twice daily; Shanghai Winguide
Huangpu Pharmaceutical Co. Ltd. China) for treatment
of the bruising. Such bruising did not vanish until 7 d
later after discontinuation of IFX.

On August 23, 2013, the patient was admitted
again for hematochezia and planned to continue a
second round of IFX administration. About 40 min
after infusion of 200 mg IFX, the patient complained of
pruritus all over her body and sporadic erythema could
be seen, especially distributed on her extremities.
Dyspnea, abdominal pain, nausea or other remarkable
symptoms were not observed. Physical examination
showed blood pressure (106/70 mmHg), heart rates
(70 beats/min), respiratory rate (14/min) were within
the normal ranges. Emergency laboratory results,
including liver and renal function tests, bleeding
time and blood-clotting tests, and electrolytes were
all normal. ESR was 37 mm/h (normal range: 0-15
mm/h). Urinalysis showed proteinuria and microscopic
hematuria. IFX infusion was immediately discontinued
temporarily. She was prescribed with promethazine
(25 mg; Phenergan; Shanghai Harvest Pharmaceutical
Co. Ltd., China) intramuscularly and 10% calcium
gluconate (10 mL; Tianjin Jinyao Amino Acid Co.
Ltd.) intravenously for further treatment of her skin
reactions. Her symptoms alleviated partially and
spontaneously 7 d later.

DISCUSSION

Anti-TNF agents have revolutionized the therapy
of several immune-mediated diseases, including
corticosteroid-dependent fistulizing Crohn’s disease
and refractory UC. However, adverse effects may occur
during IFX management. They include infections,
dermatological reactions, immunogenicity, neurological
complications, malignancy, hepatotoxicity, congestive
heart failure and hematological side effects. In some
cases, these reactions may cause drug discontinuation,
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thus making it harder to treat UC®**!, Thus, adverse

effects of anti-TNF agents can’t be neglected in clinical
situations.

One of the dermatological manifestations is
HSP, which is an acute leukocytoclastic vasculitis
characterized by IgA immune complexes in
small vessels, with extensive or sporadic purpura
especially on the lower extremities and buttocks as
a characteristic clinical manifestation. The incidence
of vasculitis during administration of TNF antagonists
ranges from 0.02% to 3.9%!"®'), It is reported
more frequently in children than adults. HSP has
been described as a significant adverse effect with
commonly used anti-TNF medications, including
etanercept™'¥, adalimumab!™>'®, and IFX!'”). Aside
from skin features, renal dysfunction such as crescentic
glomerulonephritis can be involved®”. In some serious
cases, gastrointestinal impairment, such as intestinal
bleeding and perforation, as well as peripheral
nervous system injury has been reported!®!?*,
Usually, serum anti-neutrophil cytoplasmic antibodies
are undetectable before the initiation of anti-TNF
medication, but are positive in some patients during
vasculitis. The prognosis is more severe in adults with
more complications than children.

Michel et a/'*! identified six diagnostic criteria
for HSP, including palpable purpura not related to
thrombocytopenia, bowel angina, gastrointestinal
bleeding, hematuria, age < 20 years, and no history
of medication at the onset of disease. A patient is
diagnosed with HSP if = 3 criteria are met. The
possible explanation for our case is the development of
HSP. In our study, the patient was an old woman with
a medical history of UC for 5 years. She was diagnosed
with UC in 2008 and underwent partial colectomy
and cecostomy in 2012, but her symptoms recurred
8 mo later. In July 2013, the patient was admitted
to our department and started IFX administration,
during which she developed extensive and sporadic
ecchymosis. Urinalysis revealed hematochezia and
microscopic hematuria. Although hematochezia could
be a clinical characterization of UC, and it is doubtful
whether hematochezia is caused by UC or IFX-
induced HSP, mesalamine had been used before IFX to
control her symptoms of UC. Besides, hematochezia
deteriorated after IFX administration, further indicating
that IFX might have contributed to the exacerbation.
She complained of slight abdominal tenderness.
No abnormalities were found in her platelet counts,
bleeding time or coagulation function tests. All clinical
hallmarks coincided with HSP. A specimen biopsy of
bruising skin lesions was warranted for confirmation
of the diagnosis. HSP is more prevalent in pediatric
patients, and is rare in elderly patients, with complex
medical histories and weak general condition, such
as the present case. In previous studies, bruising was
sporadically distributed on the extremities. In our
case, ecchymosis was extensive which was rare in
clinical situations. Such extensive ecchymosis indicated
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vasculitis could be more severe.

Although the precise mechanisms of purpural

vasculitis are still controversial, current hypotheses
focus on a type Il hypersensitivity reaction triggered
by release of anti-IFX autoimmune antibodies from
capillaries, possible cytokine imbalance due to
blockage of TNF and its regulation of CD23 on T-cell-
activated B cells, and a shift from T helper (Th)1 to
Th2 respons

24261

In conclusion, in agreement with previous

studies™?”*®] our study highlights the importance
of subcutaneous adverse manifestations during
IFX management, especially those whose clinical
symptoms are not typical enough to make an accurate
diagnosis. Thus, prior to biological therapies with anti-
TNF agents, certain risk analyses should be assessed
and patients need to be carefully selected for optimal
anti-TNF agents.

COMMENTS

Case characteristics

A 69-year-old female patient with ulcerative colitis (UC) developed severe
Henoch-Schénlein purpura (HSP) during infliximab (IFX) administration.
Clinical diagnosis

Subcutaneous purpura on her extremities, severe hematochezia and slight
tenderness in the abdomen were observed.

Differential diagnosis

Cutaneous infections, psoriasis, eczema, and other dermatological disorders.
Laboratory diagnosis

All laboratory results coincided with the diagnosis of UC and no abnormalities
were found in her platelet counts, bleeding-time and coagulation function tests.
Imaging diagnosis

Computed tomography enterography indicated inhomogeneous colonic mural
thickening enhancement and stratification.

Pathological diagnosis

Histological biopsy revealed extensive infiltration of immune cells, cryptitis,
and glandular distortion in the intestine, while pathological examination of the
ecchymosis was not performed.

Treatment

She was prescribed vitamin C tablets, carbazochrome tablets, compound
glycyrrhizin tablets, and calamine lotion for treatment of the bruising.
Related reports

HSP has been described as a significant adverse effect with commonly used
anti-tumor necrosis factor (TNF) agents, including etanercept, adalimumab, and
IFX in young patients.

Term explanation

HSP is a type of vasculitis characterized by IgA immune complexes in the blood
vessels and is regarded as a cutaneous side effect of anti-TNF agents such as

Experiences and lessons

The authors should take this adverse effect HSP into consideration during IFX
administration for refractory UC.

Peer-review

This case report focused on HSP, which is a cutaneous complication during
IFX treatment. In our case, a 69-years-old patient developed severe HSP,
which is rare in clinical situations. Clinical points of diagnosis and treatment are
addressed. A specimen biopsy of bruising skin lesions was warranted.
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