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Allopurinol-induced drug reaction with eosinophilia and

systemic symptoms syndrome associated with reactivation

of Epstein—Barr virus leading to secondary hemophagocytic

lymphohistiocytosis in an HLA-B*5801-negative patient

Sir,

Drug reaction with eosinophilia and systemic symptoms
syndrome (DRESS), also known as drug-induced
hypersensitivity syndrome, is a severe, life-threatening
cutaneous drug-induced eruption characterized by long
incubation periods, acute-onset rash, hematological
abnormalities and solid organ damage.! Rarely, it
progresses to  hemophagocytic  lymphohistiocytosis,
a severe hyperinflammatory syndrome induced by
activated macrophages and cytotoxic T cells.? We report
a case of allopurinol-induced DRESS complicated by
hemophagocytic lymphohistiocytosis associated with
reactivation of Epstein—Barr virus in a patient with negative
HLA-B*5801 allele.

A 69-year-old Chinese man with hypertension, renal stones
and chronic renal dysfunction was started on allopurinol
(0.3 g/day) for hyperuricemia. After 12 days of starting
the treatment, he developed a generalized rash, fever
(39.5°C) and anuria following which he was admitted to
the dermatology ward. Physical examination revealed
diffuse erythema over the face and trunk and petechiae
and ecchymoses on the lower limbs [Figures la and b].
Mild cervical lymphadenopathy was also present. The
spleen was palpable which was confirmed on abdominal
ultrasonography.

Laboratory evaluation showed leukocytosis with eosinophilia
(26%) with absolute eosinophil count of 5.86 x 10%L.
Serum levels of lactate dehydrogenase, glutamic pyric
transaminase, glutamic oxaloacetic transaminase, creatinine
and uric acid showed marked elevation with a mild elevation
of serum potassium (5.7 mmol/L with a normal range of
3.5-5.5 mmol/L). C-reactive protein was also elevated
(47.17 mg/L with a normal range of <8 mg/L). Peripheral

smear examination showed atypical lymphocytes. According
to the RegiSCAR diagnostic criteria, a score of six was
obtained which indicates a definite diagnosis of DRESS.
Serology tests for hepatitis viruses, cytomegalovirus, human
immunodeficiency virus and parvovirus B19 were found to
be negative, but an increased serum DNA copy of Epstein—
Barr virus was detected 19 days after the onset of symptoms
(1.14 x 10° copies/mL; normal range, <5 x 10* copies/mL).
In addition, both anti-Epstein—Barr virus nuclear antigen
protein IgG and antiviral capsid antigen IgM in the serum
were positive. Bone marrow aspiration revealed an increased
number of eosinophils; however, the HLA-B*5801 allele was
negative.

The patient was then treated with 20 g of intravenous
immunoglobulin daily for five days and 80 mg/d of
intravenous methylprednisolone, along with the correction
of fluid and electrolyte imbalance. The clinical symptoms
improved with this treatment [Figures 1c and 1d] but
after seven days, there was a sudden onset of high-grade
fever (40°C) accompanied by dyspnea. The laboratory
tests showed a sudden decrease in total blood cell count
(white cell count — 200/uL; platelet count — 26,000/uL
and hemoglobin — 4.8 g/dL) [Figure 2] and an evident
increase in serum ferritin (1310.9 pg/L; normal range,
23.9-336.2 ug/L) and soluble CD25 (soluble interleukin-2
receptor alpha, 33,081 ng/L; normal range, 0-2000 ng/
mL). Soluble CD25 is a marker for macrophage activation
syndrome. Bone marrow biopsy showed an increased
number of macrophages with prominent hemophagocytosis
[Figure 3].

Finally, the patient was diagnosed with allopurinol-
induced DRESS complicated with hemophagocytic
lymphohistiocytosis. He was immediately transferred
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Figure 1a: Diffuse erythema over the trunk, on admission

to the hematology department and started on the
hemophagocytic lymphohistiocytosis — 2004 treatment
regimen (dexamethasone, etoposide and ciclosporin);
however, he died of acute respiratory failure ten days
later.

DRESS is a severe type of cutaneous drug-induced eruption,
and allopurinol is acommonly associated drug. Therisk factors
of DRESS can be broadly grouped into three categories: the
length of time from the start of treatment, genetic factors
and the factors that influence drug concentration.’> Although
the HLA-B*58:01 allele has been reported to be associated
with increased risk of developing allopurinol-induced
cutaneous adverse reactions, other factors may also play
an important role, including the concentration of drug, the
use of diuretics and presence of renal dysfunction. These
factors can prolong the half-life of allopurinol which causes
the accumulation of allopurinol in the serum resulting in
continuous hypersensitivity in the body, leading to multiple
organ damage.’
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Figure 1b: Diffuse petechia and ecchymosis on the lower limbs, on admission

Hemophagocytic  lymphohistiocytosis is an aberrant
hyperinflammatory hyperferritinemic immune response
syndrome that is driven by T cells and is associated
with a potentially fatal cytokine storm.? Drug-induced
hemophagocytic lymphohistiocytosis is relatively rare in
the literature and most cases are believed to be due to the
activation of Epstein—Barr virus or human herpesvirus-6. Virus
reactivation has been detected in over 70% of patients with
DRESS, but most of them do not develop hemophagocytic
lymphobhistiocytosis. Therefore, we suspected that the
virus is not the main factor in inducing hemophagocytic
lymphohistiocytosis but may have contributed to the final
prognosis.*

Our literature search revealed only one case of allopurinol-
induced DRESS complicated with hemophagocytic
lymphohistiocytosis in which the viral markers were
negative and the patient recovered with intravenous
immunoglobulin treatment.’ To the best of our knowledge,
ours is the first case of allopurinol-induced DRESS
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Figure 1c: Post-treatment improvement showing only scattered erythema and

focal peeling over the trunk

Figure 1d: Post-treatment improvement showing only focal peeling of skin
over the lower limbs

Day of hospitalization

Figure 2c: Clinical parameter over time — Temperature
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337 detection and treatment. It will be worthwhile to monitor

34 T T T T T T T T Epstein—Barr virus levels and serial blood cell count in all

1 2 3 4 5 6 71 & 9 10

patients with DRESS, especially those with renal disorders.
Early intervention may result in a promising prognosis in
patients with such complications.
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Figure 3: Bone marrow biopsy smear demonstrating hemophagocytosis
(hemophagocytes marked with arrows, H and E, x400)
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Erlotinib-induced reactive perforating collagenosis in a case

of lung adenocarcinoma

Sir,

Acquired reactive perforating collagenosis, an uncommon
dermatosis characterized by transepidermal elimination of
degenerated collagen, generally affects patients with diabetes
mellitus, chronic renal insufficiency, Hodgkin’s lymphoma,
acute leukemia, infestations like scabies, etc. Herein, we
report a rare case induced by oral erlotinib in a woman with
lung adenocarcinoma.

A 53-year-old female, previously diagnosed with lung
adenocarcinoma (Stage I1I b) which was surgically resected
two years back and later initiated on treatment with oral
erlotinib 150 mg daily, presented to the dermatology clinic
with skin eruptions. She had developed pruritic reddish
papules over her face, neck and trunk one week after

starting erlotinib and the lesions gradually progressed.
Pruritic lesions were noted on the buttocks, perineum,
trunk and extremities too, in the past two months. Physical
examination revealed scattered or densely distributed
reddish follicular papules and papulopustules involving
the face, neck and upper trunk [Figure la]. Multiple red-
colored, umbilicated, dome-shaped papules of size five to
ten millimeters were noted on the trunk and extremities, a
few of them partly coalescing to form plaques [Figures 1b
and c]. Some lesions also exhibited a linear configuration,
indicating a Koebner phenomenon. Histopathology from
the umbilicated papule showed a cup-shaped depression of
the epidermis with a keratin plug showing parakeratosis,
inflammatory debris and degenerated collagen fibers and
perivascular infiltrate of inflammatory cells below the
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