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INTRODUCTION

Low-molecular-weight heparins (LMWHs) are 
commonly used for the prophylaxis and treatment of 
venous thromboembolism. However, they can cause 
adverse skin reactions. In particular, the most common 
reactions are localized eczematous eruptions at the 
injection sites, which may be secondarily generalized. 
Rare systemic reactions have been reported. We report 
a challenging case of eczema-like plaques secondary to 
enoxaparin, misdiagnosed as DRESS syndrome.

CASE REPORT

A 60-year-old female patient with a past medical 
history of mitral valve replacement under anticoagulant 
treatment (Sintrom®), hypertension under Detensiel, 
and a frontal hemorrhagic stroke with seizures 2 months 
ago consulted our department for a sudden onset 
of a generalized pruritic rash. On interrogatory, she 

stated that she had been treated with carbamazepine 
(Tegretol) and “enoxaparin” type heparin for 2 months, 
but the heparin was discontinued 4 days before the 
onset of clinical manifestations. All other medications 
were taken regularly for 4 years. On examination, she 
was apyretic with a good general condition. There was 
facial edema, cheilitis, and a rash made of eczematous 
lesions. These lesions were electively located on the 
abdomen, lateral faces of the thighs, and arms at the 
sites of previously ecchymotic lesions that corresponded 
to the sites of enoxaparin injections (Figs. 1 and 2). 
There was no palpable peripheral lymphadenopathy. 
Blood analysis showed eosinophilia= 2500 e/mm3, 
lymphopenia=780 e mm3, C-reactive protein= 33, 
LDH = 347, gamma GT = 526 (10 * N) and lipasemia = 
126 (2.5 *N). Previous blood tests were within normal 
limits; gamma GT and lipase abnormalities were a new 
finding for our patient. Serological tests for hepatitis (A, B 
and C), cytomegalovirus and human immunodeficiency 
virus were negative, as were autoantibody tests. Initially, 
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Tegretol was discontinued and a skin biopsy was 
performed. It showed a spongiotic reaction pattern 
with superficial perivascular infiltrate with lymphocytes, 
histiocytes and some eosinophils. There were no necrotic 
keratinocytes and direct immunofluorescence was 
negative. Treatment with topical corticosteroid therapy 
resulted in rapid improvement of the lesions within 
7 days. After one month of treatment, laboratory data 
were within normal limits. A patch test with Tegretol 
was negative. Finally, we maintained the diagnosis of 
generalized eczema to heparin. To identify an alternative 
heparin and after obtaining informed consent, prick 
tests and intradermal tests were performed with a 
panel of unfractionated heparin (UFH) and LMWHs. 
Intradermal tests were read at 20mn, 2 days and 6 days. 
All prick tests were negative. Intradermal tests with 
nadroparin, tinzaparin, Sodic Heparin, enoxaparin, and 
calciparin were positive at 48 hours (Figs. 3 and 4). The 
patient was seen at 3-month follow-up, laboratory values 
were within normal limits, and there was no recurrence 
of the lesions.

DISCUSSION

We present a noteworthy case of eczema-like plaques 
secondary to enoxaparin. Initially, we suspected the 
diagnosis of tegretol-induced DRESS syndrome 
based on tegretol uptake, facial edema, cheilitis, and 
visceral involvement. DRESS is a severe drug reaction 
characterized by fever, rash, eosinophilia, and one or more 
organ failures occurring 1-8 weeks after drug initiation. 
According to a recently published RegiSCAR score, 
DRESS is considered possible in our case (score=3), 
but patch test for Tegretol was negative and biopsy was 
against this diagnosis [1]. Regarding the Enoxa-induced 
DRESS syndrome, the biopsy was against it. To our 
knowledge, only one case of heparin-induced DRESS 
syndrome has been reported in the literature [2].

The final diagnosis was generalized eczema to 
heparin given the exclusive localization at the 

Figure 2: Eczematous lesions located on the lateral faces of the arms 
at the site of enoxaparin injections.

Figure 1: Eczematous lesions located on the lateral faces of the thighs 
at the site of enoxaparin injections.

Figure 4: Positivity of intradermal tests with nadroparin, tinzaparin 
at 48 hours.

Figure 3: Positivity of intradermal tests with enoxaparin, Sodic heparin 
and calciparin at 48 hours.
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sites of enoxaparin injections, the result of the 
biopsy and the rapid resolution of the eruption. 
Heparin hypersensitivity is a rare and unknown 
phenomenon; the first case was described in 1988 [3]. 
The physiopathologic mechanism of this reaction is 
binding of heparin to dermal proteins, which triggers a 
IV type hypersensitivity reaction [4]. The risk factors for 
this reaction are female gender, obesity, pregnancy and 
prolonged heparin treatment [5]. Clinically, it presents 
with eczematiform lesions at heparin injection sites 
with a delay of two days to two weeks or even months. 
To our knowledge, no case of eczema has been reported 
after discontinuation of heparin treatment. This rare 
occurrence could be explained by the persistence of 
heparins in subcutaneous adipose tissue, especially 
in infiltrated lesions. Cases with generalized rash or 
systemic eczema have been reported [6,7]. Differential 
diagnoses are numerous: sensitization to antiseptics, 
needle nickel and preservatives (in heparins), heparin 
necrosis (heparin-induced thrombocytopenia), 
urticaria-like immediate reactions, vasculitis and Fixed 
Pigmented Erythema. The allergological investigation 
is essentially based on intradermal reactions, which 
are necessary to confirm heparin sensitization and to 
identify alternative molecules that can be reintroduced. 
Indeed, polysensitization is possible with cross-
reactions between the different types of unfractionated 
heparins, low molecular weight heparins and synthetic 
heparinoids, as in our case. Intravenous fondaparinux, 
a new chemically synthesized selective inhibitor of 
activated factor X, and heparin would be a possible 
alternative because of the lower risk of reactivity. 
However, rare cross-reactions between fondaparinux 
and heparins have been described.

   CONCLUSION

In summary, heparins are commonly used in medical 
and surgical practice. It is important to know the 
possibility of various hypersensitivity reactions with 

this class of substances. The dermatologic effects of 
heparins are numerous with clinical pictures that can 
be misleading.

Consent

The examination of the patient was conducted according to the 
principles of the Declaration of Helsinki.

The authors certify that they have obtained all appropriate patient 
consent forms, in which the patients gave their consent for images 
and other clinical information to be included in the journal. The 
patients understand that their names and initials will not be 
published and due effort will be made to conceal their identity, 
but that anonymity cannot be guaranteed.
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