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Clinical case

Drug-induced cutaneous-systemic vasculitis: about a Malagasy case
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Vascularite cutanéo-systémique d’origine médicamenteuse : à propos d’un cas malgache

Abstract 
Drug-induced cutaneous vasculitis is a relatively 
rare condition. A 34-year-old man presented a 
purpuric lesion, petechial, infiltrated, and extensive 
with superficial necrosis, localized in the trunk 
and lower limbs developing in a febrile context. In 
his history, we noted taking amoxicillin four days 
before the onset of signs; he is a carrier of trigeminal 
neuralgia on carbamazepine since December 2020. 
The biological examination showed a normal platelet 
count, an increase in transaminases and the presence 
of proteinuria three crosses on the urine test strip. 
The diagnosis of drug-induced cutaneous-systemic 
vasculitis was made according to the criteria of the 
American College of Rheumatology, by the absence 
of thrombocytopenia supported by remission without 
sequelae of the lesions within ten days after stopping 
the causative drug.
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Résumé 
La vascularite cutanée médicamenteuse est une 
affection relativement rare. Un homme de 34 ans 
présentait une lésion purpurique, pétéchiale, infiltrée 
et étendue avec nécrose superficielle, localisée 

au niveau du tronc et des membres inférieurs 
évoluant dans un contexte fébrile. On notait dans 
ses antécédents, la prise d’amoxicilline quatre jours 
avant l’apparition des signes ; il est porteur d’une 
névralgie du trijumeau sous carbamazépine depuis 
décembre 2020. L’examen biologique  montrait un 
taux de plaquettes normales, une augmentation des 
transaminases et la présence de protéinurie trois croix 
à la bandelette urinaire. Le diagnostic de vascularite 
cutanée-systémique médicamenteuse a été posé selon 
les critères de l’American College of Rheumatology 
et par l’absence d’une thrombocytopénie appuyée par 
une rémission sans séquelle des lésions dans les dix 
jours suivant l’arrêt du médicament en cause.
Mots-clés : amoxicilline, 
médicament, purpura, rémission.

Introduction

Cutaneous vasculitis is an inflammatory disease of 
small-caliber vessels in the dermis resulting in purpura, 
infiltrated, predominantly on the declining parts. It 
is a relatively rare entity and difficult to diagnose 
due to the absence of pathognomonic clinical signs. 
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Their incidence is estimated between 15.4 and 29.7 
cases per million inhabitants [1]. The drug etiology 
accounts for 10 to 24% of cutaneous vasculitis [2]. 
The diagnosis of Drug-induced cutaneous-systemic 
vasculitis aided by the histological data is essentially 
clinical. We report a specific case of drug-induced 
cutaneous vasculitis which differs in its rarity and in 
its ocular and oral damage.

Clinical case

A 34-year-old man was hospitalized in the department 
of dermatology for treatment of trunk purpura. 
The history of his disease began five days before 
his admission with eye redness followed by the 
appearance of red macules beginning in the lower 
limbs then extension to the trunk, slightly itchy 
evolving in an unquantified febrile context , without 
notion of arthralgia or abdominal pain. In his history, 
we noted the intake of amoxicillin four days before 
the onset of skin signs; he had been on carbamezepine 
since December 2020 for trigeminal neuralgia. 
He is neither ethyl nor tobacco. On admission, he 
was feverish at 38 C °, with Glasgow 15/15 and 
blood pressure 110 / 80mmHg. On dermatological 
examination, we objected a purpuric skin lesion of 
the vascular type, petechial, infiltrated, extensive, and 
non-confluent, with superficial necrosis, of the same 
age, localized in the trunk (Figure 1) and lower limbs. 
He also presented a dried bilateral conjunctivitis and 
ulceration of the lips (Figure 2).The other physical 
exams were unremarkable. The Biology showed mild 
neutropenia at 1200 / mm3, platelets at 158G / L and 
hemoglobins at 11.7g / dl on the blood count. The 
C-reactive protein was elevated to 90mg / L. The renal 
assessment was normal with a serum creatinine of 92 
µmol / L. The liver function tests were disturbed with 
an aspartate aminotransferase elevated to 140U / L 
and an alanine aminotransferase elevated to 153U / L. 
The hemostasis assessment was normal (prothrombin 
time = 15.5 s, prothrombin level = 97%). The SARS-
Cov 2 RT-PCR was negative. The urine dipstick 
showed three crosses proteinuria, without hematuria 

or leukocyturia. The immunosuppression virus (HIV) 
and hepatitis (HBV, HCV) serologies were also 
negative. The streptococcus rapid diagnostic test was 
negative. The purpuric lesion biopsy was not done 
for financial reasons. The diagnosis of drug-induced 
vasculitis is evoked by the presence of three out of five 
criteria from the American College of Rheumatology 
namely, age 29 years, taking amoxicillin, palpable and 
infiltrated vascular purpura supported by the absence 
of thrombocytopenia on the blood count and on the 
one hand by the scar-free regression of the lesions in 
ten days after stopping the suspected drugs according 
to the working group. The drug re-administration test 
was also not performed.

Figure 1: Infiltrated petechial purpura of similar age 
with slight superficial necrosis

Figure 2: Lip ulceration and bilateral dry conjunctivitis
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Table I: Diagnostic criteria according to the American 
College of Rheumatology

• Age> 16 years old at the onset of the disease

• Triggering drug intake

• Palpable purpura

• Maculopapular rash in relief

• Presence of polynuclear neutrophils around an arteriole 
or a venule on biopsy

The diagnosis of drug-induced vasculitis is suggested 
if at least three criteria are present with a sensitivity of 
71% and a specificity of 83.9%.

Table II: chronological accountability criteria 
according to the working group in cases
suspected drug-induced vasculitis

1. Time of 
occurrence 
symptoms

• Very suggestive if between 7 to 21 days
• Compatible if < to 7 days or > to 21 

days
• Reintroduction: all deadlines are com-

patible

2. Drug elimina-
tion half-life 
in the absence 
of symptoma-
tic treatment.

• Suggestive if there is a further absence 
of absence in less than 3 weeks

• Not suggestive if new outbreak

3. Readministra-
tion

• Positive if recurrence within < to 3 
weeks.

• Negative if no recurrence

Discussion

Drug-induced cutaneous vasculitis, formerly called 
hypersensitivity angiitis by Ms. Zeek in 1940, is 
defined as damage to small vessels in the dermis [3]. 
It is distinguished from other types of vasculitis by 
its acute course, hypersensitivity to a drug allergen 
and by the harmless remission within a few weeks 
of lesions upon discontinuation of the causal drug. 
In Madagascar, this clinical entity is less described. 
To our knowledge, no study, no case, nor series of 
cases have been reported. A few cases have been 
identified in Maghrebian Africa due to 1.3 new cases 
per year [4]. During this affection, the drug acts as a 

hapten and binds with antibodies forming circulating 
immune complexes deposited on the wall of vessels 
which, after activation of the complement pathway, 
will be destroyed by polynuclear neutrophils [5]. In 
the absence of a skin biopsy, the diagnosis is based on 
the criteria of the American College of Rheumatology 
(Table I) [6], on the criteria of imputability of the 
working group (Table II) [7] and on the absence of 
thrombocytopenic purpura. According to this working 
group, compared to our case, the delay in onset of 
symptoms in four days is compatible and on the other 
hand, the absence of new outbreaks in ten days after 
stopping the suspicious drug is suggestive of a drug 
etiology (amoxicillin). The diagnosis of drug-induced 
vasculitis with anticytoplasmicneutrophilic antibodies 
was ruled out in our case by its longer time to remission 
[5]. Infectious causes were also ruled out.Rheumatoid 
purpura could be mentioned, but the chronology of 
drug intake, the regression of signs without sequelae 
on discontinuation of the drug and the absence of 
abdominal pain made the diagnosis of drug-induced 
vasculitis probable. The integration of anamnestic, 
clinical, and biological elements generally allows an 
early diagnosis of drug-induced vasculitis in order 
to initiate the appropriate treatment and prevent a 
systemic extension that could constitute an element 
of poor prognosis. Clinical manifestations of drug-
induced vasculitis occur within two days to ten years 
after medication with an average of three weeks [8] in 
the form of a symmetrical infiltrated purpura, more or 
less necrotic, preferentially affecting the sloping areas 
of the lower limbs. It can also affect the upper limbs, 
neck and trunk. This sign is suggestive of cutaneous 
vasculitis in the absence of histological evidence. 
The mucous membranes are rarely affected [9] with 
ocular and oral involvement in our case. Multivisceral 
manifestations are possible and sometimes with a 
poor prognosis [10], such as renal (three crosses 
proteinuria) and hepatic impairment in our patient. 
Stopping the suspected drug is the first measure to 
take, allowing clinical recovery within a few weeks 
[11].
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Conclusion

Drug-induced cutaneous vasculitis is rare. Its diagnosis 
is often complex due to the absence of pathognomonic 
signs. The American College of Rheumatology criteria 
and working group accountability in the absence 
of thrombocytopenia comfort the diagnosis in the 
absence of histological evidence. Only stopping the 
drug in question allows remission without sequelae.
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