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A probable association of  symmetrical 
drug‑related intertriginous and flexural 
exanthema with levocetirizine

Sir,
Symmetrical drug‑related intertriginous and flexural 
exanthema is defined as benign and self‑limiting drug 
eruption, characterized by sharply defined symmetric 
erythema in the gluteal area and flexural or intertriginous 
folds, without systemic involvement. Antibiotics, including 
amoxicillin and cephalosporins are the most common 
drugs causing it.1 Herein, we report a case of symmetrical 
drug‑related intertriginous and flexural exanthema showing 
symmetrical erythematous eruptions mainly on the flexural 
areas that developed after intake of levocetirizine.

A 30‑year‑old man presented with sharply demarcated, itchy, 
non‑scaly, erythematous lesions on the neck, groin, buttocks, 

axillary folds, cubital fossae and popliteal fossae [Figure 1a‑d]. 
The lesions started 3 days after taking tablet levocetirizine at 
a dose of 5 mg twice daily for lichen simplex chronicus on 
right leg. The rash first developed on the neck and groin. With 
continued medication, there was aggravation of symptoms 
in the form of burning and development of erythema on 
other flexures in next 2 to 3 days. Hair, nail, mucosa, and 
systemic examination were unremarkable. There was no 
history of any other drug intake. The patient was applying 
topical clobetasol propionate for lichen simplex chronicus 
on the right leg lesion. There was a history of mild similar 
episode with levocetirizine in the past, which resolved 
spontaneously with drug withdrawal. Routine investigations 
including hemogram and serum biochemistry were normal. 
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Figure 1a: Symmetrical and sharply demarcated erythematous rash on face, 
neck and axilla

Figure 1b: Sharply demarcated erythematous rash in groin Figure 1d: Sharply demarcated erythematous rash on buttocks

Figure 1c: Sharply demarcated erythematous scaly rash in popliteal fossa
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Histological examination showed mild hyperkeratosis, focal 
parakeratosis, spongiosis and mild perivascular mononuclear 
inflammatory cells infiltration [Figure 2]. Levocetirizine was 
stopped and the patient was started on prednisolone 30 mg 
daily orally for 7 days. There was marked improvement in 
itching and complete subsidence of rash in 1 week. Patient was 
advised not to take levocetirizine, hydroxyzine and cetirizine 
in future. After 4 weeks, skin patch test with levocetirizine, 
cetirizine and hydroxyzine was done, each in a base 
consisting of 30% petrolatum and 30% water. Readings were 
taken at 48 hours and 72 hours and were negative. Patient, 
however, refused oral provocation test with levocetirizine. 
Naranjo causality score was 5, implying a causal association 
of levocetirizine to symmetrical drug‑related intertriginous 
and flexural exanthema as “probable.”

Häusermann et al.2 coined the term symmetrical drug‑related 
intertriginous and flexural exanthema in 2004, after 
noting cases of baboon syndrome related to drug exposure 
without prior sensitization. Among the medications causing 
symmetrical drug‑related intertriginous and flexural 
exanthema, beta‑lactam antibiotics, especially amoxicillin, 
are most common; others include pseudoephedrine, codeine, 
oxycodone, cimetidine, nystatin, and fluconazole, mercury, 

nickel, heparin, allopurinol, erythromycin, hydroxyurea, 
aminophylline, terbutaline, barium sulfate, iodinated 
radiocontrast media, intravenous immunoglobulin and 
cetuximab.3 The exact mechanism involving symmetrical 
drug‑related intertriginous and flexural exanthema 
is unknown. It is thought to be a type IV hypersensitivity 
reaction and is characterized by 5 diagnostic criteria [Table 1].2 
Our patient fulfilled all of them. The morphology of the rash 
and histological findings were consistent with symmetrical 
drug‑related intertriginous and flexural exanthema.

Although patch testing is essential for the diagnosis of 
symmetrical drug‑related intertriginous and flexural 
exanthema, the rate of positive tests is not high and estimated 
to be approximately 50%.4 Patch test done in our patient 
with levocetirizine, cetirizine and hydroxyzine using 10% 
concentration in petrolatum, on the uninvolved back skin was 
negative.

Levocetirizine dihydrochloride is a third‑generation 
antihistamine. Despite a structural similarity of the three 
antihistamines, levocetirizine, cetirizine and hydroxyzine, 
cross‑reactions among them are rarely reported.5 
Levocetirizine is generally considered to be a very safe drug 
but can sometimes cause adverse reactions, as seen in our 
case. However, onset of symptoms after second exposure to 
causative drug is quick but, in our patient, symptoms appeared 
after 72 hours of intake of levocetirizine, which is uncommon. 
Possibly the mild initial symptoms had gone unnoticed by the 
patient. Baboon syndrome induced by hydroxyzine has also 
been reported.6 Antihistamines are very frequently used by 
dermatologists and are generally considered very safe. They 
can, however, paradoxically cause adverse reactions like fixed 
drug eruption and symmetrical drug‑related intertriginous 
and flexural exanthema and, therefore, dermatologists should 
be aware of these rare adverse drugs reactions.
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Table 1: Diagnostic criteria for symmetrical drug-related 
intertriginous and flexural exanthema2 (SDRIFE)

Absence of systemic symptoms and signs
Symmetry of affected areas
Occurrence after exposure to systemic drug at first or on repeated dose
Involvement of at least one other flexural fold
Sharply demarcated erythema of buttocks or V‑shaped erythema of thigh

Figure 2: Biopsy from the right groin area showed mild hyperkeratosis, 
spongiosis and mild perivascular mononuclear inflammatory cells (H and 
E, ×100)
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Superficial thrombophlebitis during 
secukinumab treatment in a patient with 
psoriasis

Sir,
Secukinumab, the fully humanized monoclonal antibody 
selectively neutralizing interleukin‑17A, is used to treat moderate 
to severe psoriasis patients who do not respond to conventional 
systemic therapies and/or those who can not use conventional 
systemic therapies due to their side effects. Previous studies 
have demonstrated that secukinumab is an effective and safe 
therapeutic option in psoriasis. Nasopharyngitis, headache and 
upper respiratory tract infection are the most common side 
effects. Other infections, including mucocutaneous candidiasis, 
herpes labialis, tinea pedis, conjunctivitis and otitis media, are 
also frequently seen. Rhinorrhea, diarrhea, anaphylactic reaction, 
urticaria, inflammatory bowel disease and neutropenia are rare 
side effects.1 Here, we present an extremely rare case of superficial 
thrombophlebitis developing under secukinumab treatment.

A 48‑year‑old male patient with plaque psoriasis was 
being treated in our clinic since October 2014. There was no 
known additional disease affecting the patient other than 

psoriatic arthritis. Due to the lack of response or recurrences 
to conventional and some biological treatments (adalimumab, 
etanercept and infliximab), secukinumab treatment was initiated. 
After the second dose of induction therapy with standard psoriasis 
treatment dosage (300 mg), the patient presented to our clinic 
with redness and swelling in the inner part of the right upper 
arm. Dermatologic examination revealed a linear, erythematous, 
edematous, tender plaque [Figure 1a] at the site. Doppler 
ultrasonographic examination was consistent with the clinical 
diagnosis of superficial thrombophlebitis [Figure 1b and c]. 
The diagnosis was confirmed by histopathological examination 
which revealed thrombus in the lumen of a superficial vein, and 
mononuclear cell infiltration of its wall and adjacent tissues 
with extravasated erythrocytes [Figure 1d]. The patient had no 
past history of thrombophlebitis in his medical history. He did 
not define any physical triggers prior to the thrombophlebitis 
attack. The patient was retired (not working actively). Detailed 
investigations for the conditions that may cause a tendency to 
thrombosis (protein C/S, antithrombin III, factor V Leiden, 
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