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Abstract

Drug Reaction with Eosinophilia and Systemic Symptoms
(DRESS) syndrome is a severe, potentially life-threatening
idiosyncratic drug reaction. It is usually caused by
antiepileptics, antibiotics or non-steroidal anti-
inflammatory drugs, after a latency period of three weeks
to three months. Typical clinical features include
mucocutaneous rash, fever, lymphadenopathy and
internal organ involvement. We report a patient with
systemic sclerosis, rheumatoid arthritis and osteoporosis
who developed possible DRESS syndrome to lamotrigine,
used for epilepsy. Clinical features suggesting DRESS
syndrome included severe rash, fever, hematological
abnormalities and time of appearing and disappearing of
skin changes. The condition was initially unsuccessfully
treated as an acute allergic reaction to ibandronate,
without discontinuation of lamotrigine. This report aims
to increase the awareness of this rare entity in the
rheumatology community.
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Introduction

Drug Reaction with Eosinophilia and Systemic Symptoms
(DRESS) syndrome is a severe idiosyncratic drug reaction,
characterized by a prolonged latency period, followed by a
variety of clinical manifestations, including severe cutaneous
eruption, fever, hyper eosinophilia and internal organ
involvement, typically liver, hematopoietic system, kidneys,
lungs, heart and pancreas. It may be caused by various
medications including antiepileptics, antibiotics
(antituberculotics, antiretroviral drugs, drugs for viral

hepatitis, sulphonamides), non-steroidal anti-inflammatory
drugs, and many others. Symptoms and signs of DRESS
syndrome usually appear 3 weeks to 3 months after drug
introduction. It may be difficult to diagnose DRESS syndrome
due to heterogenous clinical presentation. Most used
diagnostic criteria are Japanese group criteria for diagnosis of
DRESS (SCAR-J) and Register for Severe Cutaneous Adverse
Reactions to Drugs criteria (RegiSCAR) (Tables 1 and 2).
Mortality is estimated to be 10%-20%. Therefore it is very
important to recognize DRESS syndrome as early as possible,
stop treatment with causative drug and to start appropriate
therapy with systemic steroids [1-3].

Table 1: J-SCAR diagnostic criteria for DRESS.

A maculopapular rash developing >3 weeks after drug initiation

Clinical symptoms continuing >2 weeks after stopping therapy

Fever >38°C

Liver abnormalities (ALT>100 IU/L) or other organ involvement

Haematological abnormalities:

Leucocytosis (>11"109/L)

Atypical lymphocytes (>5%)

Eosinophilia (>1.5109/L)

Lymphadenopathy

HHV-6 reactivation

Total score: 7=Typical DRESS; 5=Atypical DRESS; <5=consider other
diagnosis.

Table 2: Regi-SCAR-group diagnostic criteria for DRESS.

Y
N e Unkno
o s wn
Fever >38°C. 1 0 -1
Enlarged lymph nodes (>2 sites, >1 cm). 0 1 0
Eosinophilia 0 1 0
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700-1499 or 10%-19.9%

>1500 or >20% 0 2 0
Atypical lymphocytes 0 1 0
Skin rash 0

>50% extent. -1 1 0
At least 2 of edema, infiltration, purpura or scaling. } 1 0
Biopsy suggesting DRESS. 1 0 0
Internal organ involvement 0

One 0 1 0
Two or more ) 2 0
Resolution in more than 15 days 1 -1
At least 3 biological investigations done and negative

to exclude alternative diagnosis. 0 1 0

Final Score: <2 No DRESS; 2-3 Possible DRESS; 4-5 Probable DRESS; >5
Definite DRESS.

Case

We report a female patient, 55-years-old, diagnosed with
overlap syndrome of systemic sclerosis (SSc) and rheumatoid
arthritis (RA) since 2015, who also had severe osteoporosis
(OP). Patient had diffuse SSc from 1996 with skin, joints and
esophageal involvement. She was diagnosed with the SSc and
seropositive RA overlaps nineteen years later. Seropositive RA
diagnosis was based on erosive, symmetrical polyarthritis, high
levels of rheumatoid factor in serum and synovial fluid.

The overlap syndrome has been treated with 7.5 to 10
mg/day prednisone. Oral therapy for the severe osteoporosis
was contraindicated due to esophageal dismotility; so after
esophagogastroduodenoscopy parenteral ibandronate was
suggested. She was also substituted with levothyroxine due to
thyroid gland hypo function. In February 2015, she was
diagnosed  with epilepsy after recurrent seizures,
electroencephalographic changes without causative CT lesions.
Initially she used valproic acid and sodium valproate until
February 2016, when started lamotrigine monotherapy. At the
beginning of April 2016, one day after first ever intravenous
ibandronate, patient had extensive maculopapular rash on
face, chest and extremities (Figures 1 and 2).

It was interpreted as acute allergic reaction to ibandronate.
She was urgently treated with parenteral antihistamines and
glucocorticosteroids for three consecutive days. She was not
adviced to stop lamotrigine which she used along with her
earlier therapy: Beta-blocker, ACE inhibitor, aspirin, vitamin D
and calcium supplementation. Skin changes were not
resolving. Therefore the patient was referred to her
rheumatologist for further investigations. Based on patient’s
history, clinical signs and laboratory results, DRESS syndrome
after eight weeks of lamotrigine introduction was suspected.
Patient had atypical DRESS syndrome with skin changes, fever
(up to 38C), and blood count abnormalities: significant
lymphocytopenia (0.3-0.7 x 109/L) and transient mild
thrombocytopenia (132-300 x 109/L).

Lack of eosinophilia could be explained by previously used
glucocorticosteroids, both longtime therapy with up to 10
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mg/day prednisone and acutely given high doses for allergy
emergency. Immediately lamotrigine was stopped. During next
two weeks patient was treated with methyl-prednisolone 60
mg/day, after allergologist and dermatologist consultations.
She was on standard therapy with ACE inhibitors as renal crisis
prevention with blood pressure monitoring. The initial dose
was tapered to 10 mg/day prednisone during next few weeks.
Emoliens was applied as local therapy. After three weeks
hospitalization she was discharged stable with prednisone
tapering dose of 20 mg/day, gastroprotection, cardiovascular
therapy and switched anti-epileptic drug to levetiracetam.
Allergologist advised both lamotrigine and ibandronate
contraindicated in future, further specific late-onset allergy
testing had not done yet. In follow-up period she had skin
changes resolution after four months of lamotrigine
discontinuation.

Figure 1: Maculopapular rash on upper part of the body.

Figure 2: Maculopapular rash on lower part of the body.

Discussion

Typical DRESS syndrome is systemic inflammatory
involvement of multiple organs caused by delayed allergic
reaction to a drug. Since it damages multiple organs,
presentation is often dramatic with skin and mucosal rash,
laboratory findings of elevated liver enzymes and blood count
abnormalities, constitutional symptoms (fever,
lymphadenopathy) and clinical presentation of different
organs inflammation.

In this article we report a patient with atypical presentation
of DRESS syndrome. Patient mostly satisfied RegiSCAR criteria
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for DRESS syndrome (Table 3). DRESS syndrome manifestation
(febrility, eosinophilia, lymphadenopathy, organ damage) at
patient could have been masked by previous use of
glucorticosteroids, re-inforced with the same therapy in high
doses for acute allergic reaction. Furthermore eosinophilia is
registrated in only 1/3 of cases of DRESS syndrome [4]. There
were other blood count abnormalities as lymphopenia and
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thrombocytopenia which could not be attributed to
autoimmune diseases activity or other reasons, which are
sometimes observed [5]. Any new organ involvement, except
hematopoietic system, was not registered using laboratory,
CXR and ultrasound imaging. She had also previous
scleroderma skin changes, no active arthritides and wasn't
complaining about gastrointestinal disturbances.

Table 3: J-SCAR diagnostic criteria suggested to consider other diagnosis whereas Regi-SCAR criteria were fulfilled for possible

DRESS.
Regi-SCAR criteria Our patient J-SCAR criteria Our patient
A maculopapular rash developing

Fever >38°C Present >3 weeks after drug initiation Present

Absent by clinical Clinical symptoms continuing >2
Enlarged lymph nodes (>2 sites,>1 cm) examination weeks after stopping therapy Present
Eosinophilia
700-1499 or 10%-19.9% Absent
>1500 or >20% Absent Fever >38°C Present

Liver abnormalities (ALT > 100

Atypical lymphocytes Not evaluated IU/L) or other organ involvment Absent
Skin rash Haematological abnormalities:

Present

0, . *

>50% extent. Purpura and edema Leucocytosis (> 11 109/L)
At least 2 of edema, infiltration, purpura or scaling. present Atypical lymphocytes (>5%)
Biopsy suggesting DRESS Not evaluated Eosinophilia (>1.5"109/L) Absent, but had cytopenias
Internal organ involvement
One Absent
Two or more Absent Lymphadenopathy Absent by clinical examination
Resolution in more than 15 days Present HHV-6 reactivation Not evaluated

Partially  evaluated by
At least 3 biological investigations done and negative laboratory, ultrasound and
to exclude alternative diagnosis CXR.

3 points=consider other

Diagnosis by established criteria 2 points=possible DRESS diagnosis

Conclusions

Our case report highlights how difficult it may be to
diagnose and treat DRESS syndrome, a potentially life-
threatening disorder.
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