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We report the
two first cases of A new cause of DRESS

drug rash with ~ syndrome.

eosinophilia and
systemic symptoms (DRESS) syndrome
(1) induced by strontium ranelate, a new
drug used to treat osteoporosis.

A 78-year-old woman was prescribed
strontium ralenate (SR). Ten days later,
she developed a febrile, diffuse rash
leading to the discontinuation of SR
2 days later and the prescription of
prednisone (40 mg/day). She was
admitted to hospital 8 days later with a
generalized purplish rash, facial oedema
and fever. Blood tests showed eosino-
philia (7052/ml), hyperbasophilic lym-
phocytes (164/ml) and liver damage
(AST 93 IU/1, ALT 202 1U/l, ALP
215 1U/l, GGT 301 TU/L). Skin biopsy
showed a lymphohistiocytic infiltrate,
with eosinophilia in the superficial
dermis, and bone medulla was infil-
trated with eosinophils (28%). Serolog-
ical tests for hepatitis (B, C) were
negative, as were autoantibody tests,
blood and urine cultures. On the 18th
day, the rash worsened with uveitis thus
requiring an increase in the dose of
prednisone. This led to improvement,
but attempts to decrease corticoid dose
led to the recurrence of DRESS
syndrome.

A 69-year-old woman was prescribed
cholecalciferol, calcium, percutaneous
diclofenac, paracetamol and SR. Three

weeks later, she developed a rash. All
the drugs were stopped and she was
prescribed betamethasone. She was
hospitalized 9 days later as a result of
generalization of the rash with fever,
facial oedema, enanthema, confusion,
eosinophilia (712/ml) and liver damage
(AST 53 TU/1, ALT 83 IU/l). She was
given methylprednisolone (60 mg/day)
and the rash quickly improved. Three
days after stopping corticoid treatment,
she had a generalized maculopapular
rash with facial oedema, stomatitis,
fever, kernicterus and confusion.
Laboratory tests showed leucocytosis
(18 800/mL), eosinophilia (2444/mL)
and hyperbasophilic lymphocytes (546/
mL) with serious liver (AST 641 1U/I,
ALT 802 1U/l, ALP 2109 IU/l, GGT
1026 IU/L and PT 52%) and renal
damage (CRE 292 pumol/l). Hepatic and
vesicular ultrasound scans were normal.
Blood cultures and serological tests
(hepatitis A, B and C, HIV, CMV,
toxoplasmosis, parvovirus B19 and
HHYVS) were negative. PCR (287 copies/
ml) and serological tests for HHV6
were positive. The patient died of
fulminant hepatitis 4 days later. Liver
biopsy showed central and mediolobular
necrosis, with polymorphous eosinophil
cell-mediated inflammation.

Based on a recently published score
(2) DRESS syndrome was considered
‘probable’ for the first case and ‘definite
for the second, in which HHVG6 infec-
tion was consistent with virus reactiva-
tion, which is thought to be involved in
DRESS syndrome (3). Other causes of
febrile eruption with eosinophilia and
liver involvement were ruled out. A
causality assessment of suspected ad-
verse drug reactions (4) identified SR as
the ‘probable’ cause for the first case, as
the DRESS syndrome occurred within
33 days of treatment initiation (1). For
the second case, SR, cholecalciferol,
calcium, paracetamol and percutaneous
diclofenac were all considered ‘proba-
ble’. However, DRESS syndrome has

l

never been associated with these drugs
and only one case has been reported for
diclofenac per os (5).

To our knowledge, no case of
DRESS syndrome associated with SR
has ever been published, but eight other
cases have been reported to French
Pharmacovigilance Units. In seven
patients, the eruption appeared within
3-6 weeks of the start of SR treatment.
Clinical manifestations included skin
lesions (8/8), eosinophilia (8/8), liver
abnormalities (6/8), fever (5/8), lymph
node enlargement (5/8), renal dysfunc-
tion (4/8), lung involvement (2/8) and
neurological signs (2/8). Using Regi-
SCAR’s score (2), DRESS was classified
as ‘definite’ in two cases, ‘probable’ in
four cases and ‘possible’ in two cases.
These 10 cases, together with four
others reported in Europe, have led
the EMEA to inform healthcare
professionals.

Because strontium, a divalent cation-
like calcium, is not metabolized, it is
possible that the ‘ralenate’ salt plays a
role in the occurrence of this reaction.
Despite Pernicova’s recommendations
(6), we believe that, if a patient
develops a febrile rash, SR must be
stopped.
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