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 CASE REPORT

Stevens-Johnson syndrome complicating adalimumab 
therapy in Crohn’s disease
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Abstract
The anti-tumor necrosis factor (TNF)a medications 
demonstrate efficacy in the induction of remission and 
its maintenance in numerous chronic inflammatory 
conditions. With the increasing number of patients 
receiving anti-TNFa agents, however, less common 
adverse reactions will occur. Cutaneous eruptions 
complicating treatment with an anti-TNFa agent are 
not uncommon, occurring in around 20% of patients. 
Adalimumab, a fully humanized antibody against TNFa, 
may be expected to cause minimal immune-mediated 
skin reactions compared to the chimeric monoclonal 
antibody, infliximab. We, however, report a case of 
Stevens-Johnson syndrome that required hospitalization 
and cessation of adalimumab in a patient with Crohn’
s disease (CD). In this case report, a 29-year-old male 
with colonic and perianal CD with associated erythema 
nodosum and large joint arthropathy developed severe 
mucositis, peripheral rash and desquamation, fevers 
and respiratory symptoms concomitant with a second 
dose of 40 mg adalimumab after a 2 mo break from 
adalimumab therapy. Skin biopsies of the abdominal 
wall confirmed erythema multiforme and the patient 
was on no other drugs and infective etiologies 
were excluded. The patient responded rapidly to IV 
hydrocortisone and was able to be commenced on 
infliximab without recurrence of the Stevens-Johnson 
syndrome. Desquamating skin reactions have now 
been described in three of the TNFa antagonists 

(infliximab, etanercept and adalimumab). These 
reactions can be serious and prescribers need to be 
aware of the potential mucocutaneous side effects of 
these agents, especially as Stevens-Johnson syndrome 
is associated with significant morbidity and mortality.
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INTRODUCTION
Managing chronic diseases is one of  the greatest 
challenges for medicine and the community today 
as poor management results in increased resource 
utilization and financial costs. The anti-tumor necrosis 
factor (TNF)a medications, infliximab and adalimumab 
have demonstrated efficacy in the induction of  
remission, and the long-term maintenance of  remission, 
in numerous chronic inflammatory conditions including 
rheumatoid arthritis (RA)[1], ankylosing spondylitis[2], 
psoriatic arthritis and severe chronic psoriasis[3,4]. 
The use of  biological anti-TNFa medications in the 
inflammatory bowel diseases (IBD), Crohn’s disease 
(CD) and ulcerative colitis (UC) is also well accepted[5-9]. 
The IBDs are life-long, chronic, conditions and many 
patients suffer severe attacks that require hospitalization. 
There are many drug combinations that can be used 
to manage these patients, but many patients are either 
resistant or intolerant to the non-biological therapies 
available. In view of  the effectiveness of  anti-TNFa 
medications, and the long-term nature of  the diseases 
they treat, the number of  patients receiving these 
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medications continues to increase.
As a fully humanized antibody against TNFa, 

adalimumab may potentially cause less immune-mediated 
skin reactions in comparison to infliximab. The risk, 
however, is still present and we report here the first case 
in the literature of  the immune-mediated skin reaction 
Stevens-Johnson syndrome (SJS), that can be attributed 
to the use of  adalimumab.

CASE REPORT
We report here a 29-year-old male diagnosed in 2005 
with ileocolonic and fistulising perianal CD associated 
with the extra-intestinal complications of  erythema 
nodosum, pustular psoriasis and large joint arthropathy. 
In August 2007, despite the use of  azathioprine (AZA) 
125 mg/d, antibiotics and 5-aminosalicylic acids, he had 
a Crohn’s Disease Activity Index (CDAI) of  greater 
than 300, indicating moderately severe disease activity. 
Endoscopy confirmed severe ulcerating inflammation 
of  the colon and the terminal ileum. In September 
2007, he was commenced on routine induction therapy 
with adalimumab, 160 mg at week 0, 80 mg week 2 
followed by 40 mg every other week (eow) administered 
subcutaneously (sc). Tuberculosis had been excluded 
by Quantiferon gold testing and chest X-ray, while 
his hepatitis B and C serology were confirmed to be 
negative prior to commencing adalimumab treatment. 
Complete resolution of  his colitis and healing of  his 
perianal fistulae occurred by 12 wk. He was continued 
on maintenance adalimumab therapy at 40 mg (sc eow) 
and AZA.

In December 2007, 16 wk after commencing the 
adalimumab therapy, he was admitted to a district 
hospital for suspected cellulitis of  his left leg and treated 
by a general physician with intravenous antibiotics. 
His adalimumab was withheld and AZA ceased due to 
concerns about infection. After 10 d on antibiotic therapy 
he developed a severe mucositis, peripheral rash and 
fever. He was transferred to the Centre for Inflammatory 
Bowel Diseases, Fremantle Hospital, which is a 
specialist IBD unit in a tertiary institution that services 
the southern metropolitan region of  Perth, Australia. 
At that time his C-reactive protein was 151 mg/L 
(normal < 10 mg/L), Hb 90 g/L (normal 135-180 g/L),  
platelet 521 × 109/L (normal 150-400 × 109/L) and 
WBC 7.9 × 109/L (normal 4.00-11.00 × 109/L). His 
blood cultures were clear as was his CXR. The suspected 
cellulitis was diagnosed as erythema nodosum and the 
mucositis, peripheral rash and fever were considered to 
be an adverse reaction to the antibiotic combination he 
had received. He was commenced on prednisone for the 
drug reaction and his severe mucositis slowly improved 
while the erythema nodosum resolved over the following 
months on a weaning dose of  oral prednisolone. 
Due to patient concerns that his symptoms may have 
been exacerbated by the adalimumab, this was not 
recommenced at that time.

In March 2008, due to the recommencement of  
draining from the perianal fistulae, symptoms consistent 

with flaring of  the colonic inflammation and reactivation 
of  the erythema nodosum, the patient was recommenced 
on 40 mg adalimumab eow. A week after the first 
dose the patient felt that his abdominal symptoms had 
resolved quite significantly, the erythema nodosum had 
improved and there was no pain and minimal discharge 
from the perianal fistula. A day after receiving the 
second dose of  40 mg adalimumab, however, the patient 
became systemically unwell with fever. He developed 
a severe mucositis (Figure 1) and a peripheral rash 
with desquamation on his abdomen. He also suffered 
reactivation of  the erythema nodosum on his legs that 
was confirmed to be erythema nodosum on skin biopsy.

The patient was also dyspnoeic and on chest X-ray 
patchy opacification was observed of  both mid and upper 
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Figure 1  Mucosal lesions. A: Lip involvement with target-lesion on left upper 
lip progressing to a bullae (black arrow); B: Tongue desquamation demonstrat-
ed as white plaques (white arrows).

R

Figure 2  Chest X-Ray. Patchy bilateral alveolar infiltrates consistent with bron-
chialpneumonia.
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zones consistent with bronchopneumonia (Figure 2).  
CT scan of  the thorax conf ir med widespread 
bronchopneumonia tending to confluence in the right 
upper lobe. The patient was taking no other medications 
concurrent with the adalimumab and the adalimumab 
was ceased. Blood and sputum culture were negative 
and bacterial aetiologies and other infective causes 
were excluded including tuberculosis, mycoplasma 
pneumoniae, viral infections (HSV 1 and 2, CMV, EBV, 
HIV, HBV, and HCV) and rickettsia. His antinuclear 
antibody (ANA) remained negative throughout. Skin 
biopsies taken from the anterior abdominal wall rash 
were consistent with erythema multiforme (Figure 3).  
Due to the combination of  mucositis membrane erosions, 
target lesions and epidermal necrosis with skin detachment 
consistent with erythema multiforme, a diagnosis of  
SJS was made. The chest findings also supported this 
diagnosis, as pulmonary infiltrates are present in 1/3 of  
patients with SJS. Oral doxycycline was commenced in 
combination with intravenous hydrocortisone with a rapid 
improvement in his systemic symptoms and resolution of  
his fever and chest X-ray infiltrates. He was transferred 
onto oral prednisone and his mucocutaneous symptoms 
resolved over the course of  3-4 wk. Due to continuing 
symptoms from his perianal and colonic CD, the patient 
was commenced on an induction regime of  infliximab 
therapy with resolution of  his CD symptoms and without 
reactivation of  the SJS.

DISCUSSION
Cutaneous reactions in patients treated with TNFa 
antagonists are relatively common, but make up 
a heterogenous group. Recently the rate of  new 
onset cutaneous eruptions in patients treated with 
infliximab for CD has been documented at 20%[10], 
and in a prospectively analysed series of  RA patients 
treated with TNFa antagonists, 35/150 (23.3%) of  
patients developed cutaneous reactions. Eczema and 
psoriasis made up the majority of  these (45.7%), with 
infections the cause of  over a third (37.1%)[11]. There 
have been 3 reported cases of  an interface dermatitis, 
with histological characteristics suggesting erythema 
multiforme, in patients treated with infliximab for RA. 
One of  these subjects also developed a similar cutaneous 
reaction, confirmed on histology, after treatment with 
etanercept[12].

With an increasing number of  patients receiving 
an anti-TNFa agent less common adverse reactions 
are bound to occur, and the physician must be aware 
of  these potential problems. There is a spectrum of  
severe cutaneous adverse drug reactions that may 
represent variants of  the same disease process, and 
include SJS and toxic epidermal necrolysis (TEN) that 
are on a spectrum of  disease severity. They are both 
characterised by varying degrees of  disruption of  the 
dermoepidermal junction. Clinically, each presents with a 
pattern characterised by the triad of  mucous membrane 
erosions, target lesions and epidermal necrosis with 
skin detachment. A mortality rate of  between 1%-5% is 
associated with SJS and TEN may be as high as 40%[13]. 
Erythema multiforme, erythema multiforme major 
and atypical erythema multiforme major, are cutaneous 
reactions that do not involve the mucous membranes, 
and are primarily observed post-infection, with the 
majority secondary to the herpes simplex virus, rather 
than as a drug reaction. The distinction, however, is 
often difficult to make and drugs are still implicated in 
up to 50% of  cases of  erythema multiforme. 

Apart from the case reported here, there has 
been only 1 case in the literature of  adalimumab-
implicated desquamating skin reactions. This occurred 
in a 63-year old woman with RA after her sixth 
injection of  adalimumab. This patient developed a 
papulopustular rash on the palms and soles of  her 
feet followed by desquamation. The patient remained 
systemically well despite the cutaneous reaction and 
as there was no mucous membrane involvement she 
was diagnosed as having erythema multiforme, but no 
skin biopsy was performed. Therapy with adalimumab 
was discontinued and the symptoms rapidly improved 
without specific therapy[14]. Our case, however, was a 
more severe reaction with mucous membrane, skin and 
lung involvement that were histologically and clinically 
consistent with SJS. This is of  particular significance 
due to the potentially life threatening nature of  SJS. The 
patient was only taking one medication at the time of  his 
second presentation and the SJS resolved on cessation 
of  the adalimumab and treatment with hydrocortisone. 
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Figure 3  Histology of skin biopsies. The epidermis shows mild irregular ac-
anthosis with a small amount of overlying compact keratin (thin arrow). There is 
superficial dermal oedema associated with vacuolar change of the basal layer 
of the epidermis (thick arrow). Within the dermis is a mixed inflammatory cell 
infiltrate. The findings are consistent with erythema multiforme. A: 25 × magnifi-
cation; B: Insert at 100 × magnification. 
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The SJS can, thus, with some confidence be attributed to 
the use of  the TNFa antagonist, adalimumab.

Desquamating skin reactions have now been 
described in 3 of  the TNFa antagonists (infliximab, 
etanercept and adalimumab). Some of  these reactions 
can be very serious and prescribers need to be aware 
of  the potential for the mucocutaneous adverse effects 
from the use of  these agents, particularly due to the 
significant morbidity and mortality that are associated 
with SJS and TEN.
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