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Abstract 

Stevens Johnson Syndrome (SJS) is a clinical syndrome with a high morbidity and mortality, 

characterized by exfoliation of the skin, generally due to medications, and less frequently due 

to infections. Most frequently sulphonamides, penicillin, and anti-convulsants were among 

blamed medications. Systemic lupus erythematosus (SLE) is a systemic auto-immune disorder 

and skin involvement is frequently seen. Hydroxychloroquine (HCQ) is an important agent 

which is used in the treatment of SLE and which increases survival. Its side effects include 

skin reactions. We present here a case of SJS like skin lesions in a 38-year-old female patient 

with SLE after receiving HCQ. 
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Introduction 

Stevens Johnson syndrome (SJS) is severe 

cutaneous adverse reaction, mainly caused 

by drugs but also related to infections and 

unidentified causes. It is characterized by 

an acute onset of erythema with 

detachment of the epidermis and epithelia 

of mucous membranes resulting in 

extensive    areas    of    denuded     skin 

(1). Stevens Johnson Syndrome and toxic 

epidermal necrolysis (TEN) are considered 

to be severity variants of the same disease 

entity with SJS being the milder and TEN 

the most severe form (2). The disease has 

been related to some drugs, such as the 

sulphonamides, penicillin, salicylates, anti- 

retroviral drugs and anti-convulsants, and 

there is an association with herpes simplex 

and mycoplasma pneumoniae infections 

(3). Systemic lupus erythematosus (SLE) 

is an autoimmune disease characterized by 

the presence of autoantibodies that can 

cause tissue damage in multiple organs. 

The skin is the second most commonly 

affected organ involved in SLE, including 

malar rash, subacute cutaneous lupus, 

discoid lupus, bullous lesions, periungual 

erythema (4). 
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Hydroxychloroquine (HCQ) is an 

antimalarial drug with immunosuppressive 

and anti-inflammatory effects that is used 

in the treatment of SLE, rheumatoid 

arthritis and other disorders of connective 

tissues. It has protective effects against 

disease progression in SLE. Side effects 

include gastrointestinal disturbances, 

headache, retinopathy and skin rash (5). 

There are very few cases of SJS due 

to HCQ in the medical literature. We 

present here a case of a patient with SLE 

in whom serious and life-threatening skin 

reactions like Stevens Johnson Syndrome 

after receiving HCQ. 

 
Case report 

A 38-year-old female patient was admitted 

with complaints of fatigue, swelling and 

pain in the wrists and metacarpophalangeal 

(MCP) joints, and redness at the face and 

arms which became more prominent after 

exposure to sunlight. She did not have any 

co-existent diseases, but her mother had 

SLE. The patient had swelling, sensitivity 

and limitation of motion of the right wrist, 

left 1st MCP, right 1st, 2nd, and 3rd MCP, 

and a malar rash and no other findings 

were detected in her physical examination. 

Laboratory      values      were      as 

follows; hemoglobin 8.2 g/dl (12.5-13.5), 

leukocytes     4.500/mm³     (4500-10000), 

platelets   98.000/mm³   (140000-440000), 

urea: 11 mg/dl (10-50), creatinine 0.4 

mg/dl (0.4-1.1), aspartate aminotransferase 

(AST)      49      IU/l      (4-44),      alanin 

aminotransferase (ALT) 56 IU/l (4-44), 

total protein 6.1 g/dl (6-8.2), albumin 3.3 

g/dl (3.5-5.1). C-reactive protein was 15 

mg/dl (0-5), erythrocyte sedimentation rate 

(ESR) was 34 mm/h (1-20), Rheumatoid 

factor (RF) 9 IU/ml (0-15). Autoantibodies 

were planned to be measured, and 

treatment with 5 mg/day prednisolon was 

 
started. The joint complaints receded and 

the patient was admitted again 2 weeks 

later. Anti citrullinated cyclic peptide 

(Anti-CCP) 5 IU/ml (0-15), antinuclear 

antibody (ANA) homogenously positive 

1:1280 titres (>1/80), anti-dsDNA 5 (0- 

20) U/ml, complement 3 (c3) 0.723 g/l 

(0.9-1.8) and complement 4 (C4) was 

0.249 g/l (0.1-0.4). Direct and indirect 

Coombs tests were positive. Normochrome 

normocytic erythrocytes were seen at the 

peripheral blood smear, with 8-9 platelets 

at each field. Urinalysis was normal. Anti 

SS-A, Anti-histone, Anti-centromer, Anti- 

jo1, Anti-SM, Anti-SCl-70, Anti-SS-B 

were negative. A diagnosis of SLE was 

decided with arthritis of the wrist and 

small joints of the hand, malar rash, 

photosensitivity, anemia, 

thrombocytopenia, positive ANA, low c3, 

positive Coombs. Hydroxychloroquine 

400 mg/day was added to the treatment. 

The patient was admitted again 7 days 

later with fever and rash. Her temperature 

was 39.8°C with maculopapular and 

bullous lesions all over her body, which 

became denser on the neck, knees, chest 

and back, and mucositis on the lips and 

inside the mouth. Her blood pressure was 

100/80 mmHg, pulse 70/min, and rate of 

breathing that was 14/min. Findings from 

further physical examinations were 

unremarkable. Laboratory examination 

results were not different from earlier 

values. 

Hydroxychloroquine treatment was 

terminated and methyl prednisolon 1 g/day 

IV was administered for 3 days, which was 

maintained at a dose of 60 mg/day. The 

skin lesions disappeared in time, and the 

patient was discharged cured and without 

fever. 
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Discussion 

Stevens Johnson Syndrome is a clinical 

picture with very high morbidity and 

mortality, characterized by exfoliation of 

the skin, generally due to medications, and 

less frequently to infections (3). It runs a 

course of epidermal exfoliation, 

conjunctivitis, mucosal membrane 

involvement and fever. While SJS is a 

milder disorder where less than 10% of the 

body surface is involved with mucous 

membrane erosions and vesicular lesions, 

TEN is a clinical entity where more than 

30% of the total body surface is involved 

with lesions resembling superficial burns 

due to coalescence of erosions and 

vesicles. An involvement of body surface 

between 10-30% is considered as an 

overlap of SJS - TEN. The etiology is 

frequently associated with drug use. These 

medication include sulphonamides and 

penicillin group among antibiotics, 

phenytoin, carbamazepine and barbiturates 

among anticonvulsants, non-steroidal anti- 

inflammatory drugs, allopurinol and 

antifungals. Other causes include 

mycoplasma, herpes, varicella and measles 

infections, neoplasies, autoimmune 

diseases   such   as   SLE,   and 

radiotherapy (6). Our patient exfoliative 

skin lesions, fever and oral mucosal 

involvement is considered SJS. There are 

no universally accepted diagnostic criteria 

for Stevens Johnson syndrome/toxic 

epidermal necrolysis (SJS/TEN). 

However, the diagnosis of SJS/TEN would 

be appropriate in a patient with the 

following clinical features (7); 

 
1) History of drug exposure or febrile 

illness, 

2) A prodrome of acute-onset febrile 

illness and malaise. 

3) A painful rash that progresses rapidly. 

4) Erythematous macules, targetoid 

lesions, or diffuse erythema progressing to 

vesicles and bullae. 

5) Positive Nikolsky sign and/or "bulla 

spread sign." 

6) Oral, ocular, and/or genital mucositis 

with painful mucosal erosions. 

7) Necrosis and sloughing of the epidermis 

of varying degree. 

 
Systemic lupus eryhtematosus is a 

prototype of autoimmune diseases with a 

multisystem involvement. The clinical 

spectrum is quite variable, from skin 

involvement to joint involvement, and 

from organ involvement to a life- 

threatening clinical picture. The second 

most frequently seen organ involvement is 

the skin. Acute cutaneous lupus 

erythematosus (ACLE) can be categorized 

into localized ACLE, generalized ACLE 

and toxic epidermal necrolysis-like 

ACLE (8). 

Hydroxychloroquine is a reliable drug 

which was proven to be effective in the 

treatment of SLE. It is an anti-malarial 

drug reported to have anti-inflammatory 

and immunosuppressive  effects. The 

mechanisms of action of HCQ are, Toll- 

like receptor activation  antagonism, 

inhibition of interferon-alpha expression, 

IFN-alpha mediated pathways inhibition 

(9). The most important toxic effect is 

retinal damage. For this reason, periodic 

ophthalmologic examinations should be 

done every 4-6 months during treatment. 

Other  important side effects  include 

fulminant hepatic  failure,  autotoxicity, 

neuromyotoxicity and skin reactions (5). 

In the literature the association of SLE and 

SJS has numerous cases reported. Some 

patients with SLE present with SJS. Other 

SLE patients, depending on the drug they 

developed SJS (10, 11). Few cases have 
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been reported SJS associated with HCQ. 

The data of the German Hospital between 

1990 and 2006 was evaluated in this study 

by Ziemer et al, and a history of SLE was 

detected in 17 of 1366 patients. The 

number of female patients was larger, with 

a mean age of 49.2 and increased 

positivity of anti-La and Anti-Ro. Also, 13 

of the 17 patients were taking 

immunosuppressive medications, with a 

history of drug intake in 15 (88%). Stevens 

Johnson Syndrome was more frequently 

seen in young female patients and in those 

with positive Anti-Ro and Anti-La in other 

reported cases in the literature. Stevens 

Johnson Syndrome had developed in a 31- 

year-old patient who was being followed- 

up due to SLE, with two probable causing 

medications: co-trimoxazole and HCQ. On 

the other hand, HCQ is the only etiologic 

agent in another patient. This patient was a 

50-years-old female followed-up for CLE 

with positive ANA and Anti-Ro. She had 

had skin lesions resembling erythema 

multiforme before the incident, after which 

SJS had developed with generalized 

mucocutaneous involvement (10). Lateef 

have been reported a 67 -year-old woman 

with SLE after treatment of HCQ 

developed acute generalized pustulosis 

exanthematous and TEN overlap. And the 

patient successfully treated with steroid 

and intravenous immunoglobulin (IVIG) 

therapy (12). Simsek reported a 28-year- 

old woman patient with SLE after the 

treatment of prednisolone and HCQ 

developed TEN like reaction (13). Lastly 

in Leckie’s study, a 65 years old diagnosed 

with rheumatoid athritis for almost 9 year, 

after 2 weeks addition of 200mg/day of 

HCQ and developing SJS, it reported that 

she respond with steroids (14). In addition, 

in previous studies, there are cases shows 

the association of using steroid to develop 

SJS in SLE patients (13, 15, 16, 17, 18). 

Our patient had HCQ and prednisolone 

intake. There is a decline and disappearing 

of clinical complaints after prednisolone 

treatment, the formation of skin lesions 

was thought to be developed after the 

treatment of HCQ. 

The mechanisms leading to SJS are not yet 

fully understood, but a modification of the 

structure of the drug could thus alter this 

presentation due to poor recognition of the 

drug molecule 

by major histocompatibility complex (MH 

C) or the T cell receptor (19). This 

recognition by the lymphocyte receptors 

leads to their activation (20). The other 

important mechanism is an increase in 

keratinocyte cell death. This is caused by 

an increased FasL and Fas expression in 

the  keratinocytes   (21). Also, 

immunochemical  examination   of skin 

biopsies have shown  an  increased 

expression of FasL in all patients with SLE 

in comparison  with controls (22). A 

triggering agent such as a medication may 

increase apoptotic ligand production of 

keratinocytes and may cause apoptosis 

with Fas-FasL binding (23). 

There is still no specific therapy. A 

satisfactory benefit from systemic steroids 

and immunosuppressive treatment was not 

reported. The recent introduction of IVIG 

therapy in these cases is a safe alternative 

treatment for these patients (24). The 

antibodies in IVIG were shown to bind to 

Fas, thus inhibiting FasL binding to Fas. 

Also, IVIG was found to strongly inhibit 

apoptosis by inhibiting in vitro Fas-FasL 

binding (22, 25). Our patient could be 

successfully treated with steroids and 

supportive therapy. In conclusion, SJS 

may occur frequently in patients with SLE. 

The etiology of these patients HCQ and 

steroid therapy should be noted that may 
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take place. 
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