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Exacerbation of  systemic lupus 
erythematosus in a patient with concomitant 
chronic plaque psoriasis treated with 
ustekinumab

Sir,
Immunosuppressants and immunomodulators are the 
mainstay of treatment in systemic lupus erythematosus (SLE) 
and psoriasis. Ustekinumab, a monoclonal antibody against 
IL‑12 and IL‑23, has proven roles in psoriasis. In SLE, its 
efficacy has been demonstrated in a few cases.1‑4 We describe 
a patient with both psoriasis and SLE, who developed 
exacerbations of cutaneous LE and lupus nephritis following 
ustekinumab therapy. She presented to the University 
Kebangsaan Malaysia Medical Centre with acute SLE, at 
the age of 13 years, with fever, malar rash, photosensitivity, 
alopecia, arthralgia, mouth ulcers, cytoid bodies, and 
generalized lymphadenopathy. Laboratory investigations 
revealed leucopenia, autoimmune hemolytic anemia, 
thrombocytopenia, ANA 1:640, positive anti‑DsDNA, 
reduced C3 and C4, hematuria 2+, and proteinuria 3+ with 
urine protein creatinine index of 0.54. She developed immune 

thrombocytopenic purpura  (ITP). While her most systemic 
problems responded well to cyclosporine and azathioprine, 
ITP persisted despite these treatments.

At the age of 37 years she developed psoriasiform plaques 
[Figure  1] with body surface area  (BSA) affected being 
55%, Psoriasis Area and Severity Index  (PASI) 29.9, 
and Dermatology Life Quality Index of 22, while on 
prednisolone 7.5  mg od, cyclosporine 25  mg od, and 
azathioprine 100mg od for ITP.The doses of prednisolone 
and cyclosporine were increased and hydroxychloroquine 
was added, as subacute cutaneous LE was a differential 
diagnosis. Skin biopsy [Figure 2] later confirmed psoriasis; 
direct immunofluorescence was negative for IgA, IgG, and 
C3. SLE disease activity index  (SLEDAI) was low, that 
is, 4, and erythrocyte sedimentation rate, C3, and C4 were 
normal with no other systemic involvement. There was no 
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psoriatic arthropathy. She became erythrodermic, while 
on prednisolone 30  mg od, cyclosporine 75  mg od, and 
azathioprine 100 mg od. Her psoriasis responded poorly to 
cyclosporine and she did not tolerate acitretin. Control was 
eventually achieved  (BSA 5%) with methotrexate 15  mg 
weekly. She developed an episode of acute lupus with 
musculoskeletal symptoms and cutaneous vasculitis, while 
on prednisolone 7.5  mg od, hydroxychloroquine 200  mg 
od, and methotrexate 15  mg weekly. Vasculitis resolved 
with higher dose of prednisolone. However, it precipitated 
a flare of psoriasis, upon tapering down of the dosage. 
Ustekinumab was started once cumulative methotrexate 
dose reached 3.5 g. After two doses of ustekinumab, PASI 
reduced from 50 to 0. However, she developed extensive 
biopsy‑proven cutaneous leucocytoclastic vasculitis that 
required high‑dose systemic steroids. After five doses of 
ustekinumab, she developed acute class IV lupus nephritis 
with urine protein creatinine index of 0.34. While she was 
on ustekinumab, she was observed to have more incidences 
of infections such as urinary tract infections, tinea 
corporis, and herpes zoster. Her psoriasis was quiescent 
with aggressive treatment of lupus nephritis that included 
high‑dose systemic steroids and cyclophosphamide, and 
thus ustekinumab was discontinued.

Management of patients with concomitant SLE and psoriasis 
is challenging. The drugs used must be carefully evaluated 
to avoid exacerbation of the other disease and to minimize 
morbidities. Antimalarial agents commonly used for 
musculoskeletal and cutaneous manifestations of SLE may 
precipitate psoriasis flare. Psoriasis frequently rebounds when 
systemic steroids are withdrawn. Methotrexate, ciclosporin, 
and azathioprine are effective for both psoriasis and SLE. 

Acitretin is beneficial for psoriasis and has been used in 
SLE despite its photosensitizing potential. Phototherapy 
is effective in psoriasis; however, ultraviolet radiation is a 
well‑known SLE exacerbating factor.

Ustekinumab has been used in the treatment of SLE following 
advances in research into the roles of IL‑17 and IL‑23 in 
its pathophysiology. A  few cases of concomitant psoriasis, 
psoriatic arthropathy, and SLE have been successfully treated 
with ustekinumab.1‑3 Lupus nephritis was present in one case,1 
while both thrombocytopenia and autoimmune hemolytic 
anemia     were present in another case.2 Cutaneous lupus 
including subacute cutaneous lupus erythematosus (SCLE), 
discoid cutaneous lupus (DLE), and chronic cutaneous lupus 
erythematosus  (CCLE) has responded well to ustekinumab 
in cases with and without concomitant psoriasis.2,3 A 
randomized, placebo‑controlled, phase II trial of 102 patients 
with active SLE reported that ustekinumab, when added 
to standard therapy resulted in significant SLE response 
index  (SRI‑4) improvement, achieved by 60% of patients 
compared with 31% in placebo and significant changes in 
SLEDAI‑2K at week 24.4 There was no difference in the 
BILAG‑Based Composite Lupus Assessment (BICLA).4

The use of ustekinumab in SLE is promising. It would be a 
very useful treatment option in patients with coexisting SLE 
and psoriasis; however, contrary to the favorable reports on 
the efficacy of ustekinumab in CLE and SLE, we observed 
severe flares in our patient during ustekinumab therapy. The 
characteristics of patients who will most likely respond to 
treatment need to be delineated further. A single drug that is 
able to treat both psoriasis and SLE is desirable to minimize 
adverse reactions and cost.

Figure 1: Multiple well‑demarcated, erythematous plaques with scales which 
are predominantly at the edges. First presentation of psoriasis at 37 years old.

Figure 2: Psoriasiform epidermal hyperplasia, hyperkeratosis, hypogranulosis, 
elongation of dermal papillae with thin suprapapillary plates and dilated 
superficial blood vessels consistent with psoriasis.(H and E, ×10)
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Can a test‑dose of  methotrexate cause 
methotrexate‑induced epidermal necrosis?

Sir,
The development of methotrexate-induced epidermal necrosis 
is a rare adverse reaction to this drug, usually associated with 
chronic kidney disease and high initial dosage.1 However, in 
this report, we highlight that methotrexate-induced epidermal 
necrosis may occur only after a test-dose, even in the absence 
of a significant renal impairment.

A 54‑year‑old hypertensive and diabetic woman was referred 
to our Department with palmoplantar pustular psoriasis. 
She had been using furosemide, propranolol, metformin, 
and acetylsalicylic acid regularly for 2  years. The patient 
failed to respond to several previous psoriasis treatments, 
including topical preparations (potent steroids and coal 
tar), colchicine, and dapsone. A new treatment attempt with 
methotrexate was suggested, as soon as a thorough pre-
evaluation was performed and showed no contraindication. 
Pretreatment routine biochemistry was unremarkable 
except for mild renal dysfunction  [creatinine: 0.9 mg/dL 
and estimated glomerular filtration rate  (eGFR): 73 mL/

min]. Thus, a test-dose of subcutaneous methotrexate was 
administred  (7.5 mg/week)  [day 0] followed by oral folic 
acid  (5 mg) 2  days later. On day 4 the patient presented 
with a bullous eruption. Examination revealed hemorrhagic 
bullae on the palms and soles  [Figure  1], along with few 
scattered lesions on the lower extremities and thorax. 
Mucosal involvement of the upper and lower lips could be 
observed, showing extensive irregular ulcerations, cracking, 
and fissuring with blood encrustation [Figure 2]. Intraoral 
and genital ulcerations were also visualized. Immediately 
after the first assessment, methotrexate was suspended. 
Histopathological examination of a lesion on the leg revealed 
a vacuolar interface dermatitis with epidermal necrosis, 
dyskeratosis, and moderate inflammatory infiltrate with 
eosinophils [Figure 3]. Laboratory investigations detected 
neutropenia (0.42 × 109/L; normal value: 1.50–7.00 × 109/L), 
leukopenia (2.51 × 109/L; normal value: 3.60–11.00 × 109/L), 
thrombocytopenia  (69  ×  109/L; normal value: 
150–400  ×  109/L), and elevated aminotransferases  [alanine 
aminotransferase (ALT): 219 U/L; normal value 10–34 U/L 
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