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ABSTRACT

Aims: Decitabine is a drug for the treatment of myelodysplastic syndromes and acute
myeloid leukemia. It has a side-effect profile affecting many systems, including
dermatologic side effects. Herein, we report a case with a maculopapular-type drug
eruption due to decitabine.
Presentation of Case: A 51-year-old previously healthy woman was diagnosed with
myelodysplastic syndrome RAEB-1, and decitabine [20mg/m2/day/i.v (5 days with cycles
repeated every 28 days)] chemotherapy was given. On the seventh day of the second
treatment cycle, we diagnosed a maculopapular eruption on the front of the left arm. The
patient presented with skin that was itchy, puffy, maculopapular and erythematous. The
rash faded when pressed and tended to coalesce with each other, indicating a drug
eruption due to decitabine.  Maculopapular type drug reaction depending on decitabine
was considered. The eruption improved remarkably within 10 days, and the patient's
rash had disappeared by the 17th day of treatment.
Discussion: Drugs occasionally induce cutaneous side effects. Ecchymosis, rash,
erythema, petechiae skin lesion and pruritus have been described in decitabine’s

Case Study
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prospectus. Maculopapular eruptions can affect all age groups. This type of eruption is
common with certain drugs as well as with several diseases and medical conditions
including scarlet fever, measles, rubella, secondary syphilis, parvovirus B19 and heat
rash. A number of drugs may cause the appearance of maculopapular eruptions.
Conclusion: Practitioners should be aware of this rare, but potentially serious, adverse
event, especially as decitabine is commonly used for myelodysplastic syndromes and
acute myeloid leukemia.
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1. INTRODUCTION

Decitabine is a drug for the treatment of myelodysplastic syndromes (MDS) and acute
myeloid leukemia. It is a cytidine analog and hypomethylating agent. Decitabine is indicated
for the treatment of MDS including previously treated; untreated; de novo and secondary
MDS of all French-American-British subtypes (refractory anemia, refractory anemia with
ringed sideroblasts, refractory anemia with excess blasts, refractory anemia with excess
blasts in transformation and chronic myelomonocytic leukemia); and Intermediate-1,
Intermediate-2 and High-Risk International Prognostic Scoring System groups [1].
Dermatologic side effects, including ecchymosis (22%), rash (19%), erythema (14%),
petechiae (39%), pruritus (11%), urticaria (6%), facial edema (6%), pallor (23%) and cases
of Sweet's syndrome (acute febrile neutrophilic dermatosis), have been described in
decitabine’s prospectus [2]. Drug reactions may appear including maculopapular rash,
urticaria/angioedema, acute generalized exanthematous pustulosis, erythema multiforme,
toxic epidermal necrolysis and fixed drug eruption [3]. In this paper, we present a case with a
maculopapular-type drug eruption due to decitabine.

2. PRESENTATİON OF CASE

A 51-year-old previously healthy woman presented with a three-week history of fatigue and
jaundice. She had no history of disease, blood transfusion or exposure to drugs or poisons.
There was no family history for any disease. On admission, she was well oriented but
appeared mildly distressed. Her body temperature was 36°C, her pulse rate was 92 bpm,
and her respiratory rate was 15/min. The skin was pale and some petechiae could be found
on her legs. No abnormal enlarged lymph nodes were palpable in any part of her body. The
abdomen was not distended. The spleen and liver were not palpable. Laboratory values
were as follows: leukocyte count 5.100/microL, hemoglobin 11.8 g/dL, hematocrit 33%,
mean corpuscular volume (MCV) 94.5 fL, platelet count 38,000/microL, prothrombin time 12
sec, partial thromboplastin time 25.9 sec, lactate dehydrogenase 275 U/L, total bilirubin 1.24
mg/dl and indirect bilirubin 0.5 mg/dl. Immunoglobulin G (IgG) direct Coombs’ test was
negative. A peripheral blood smear was characterized by neutrophil 65%, lymphocyte 30%,
monocyte 5%, platelets formed 1-2 clusters and red blood cell morphology normal. Serologic
examinations for human immunodeficiency virus (HIV) as well as hepatitis A, B and C were
all negative. Abdominal ultrasonography was normal. There was no other evidence of
coincidental or precipitating infections. Bone marrow examination was consistent with MDS-
refractory anemia with excess blasts-1 (RAEB-6% myeloblasts). Decitabine
[20mg/m2/day/i.v (5 days with cycles repeated every 28 days)] chemotherapy was designed.
On the seventh day of the second treatment cycle of decitabine, we diagnosed a
maculopapular eruption on the front of the left arm. The patient presented with skin that was
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itchy, puffy, maculopapular and erythematous. The rash faded when pressed and tended to
coalesce with each other, indicating a drug eruption due to decitabine (Figs. 1 and 2).

Fig. 1. Localized maculopapular eruptions on the front of the left arm

Fig. 2. Itchy, puffy, maculopapular, erythematous skin that faded when pressed and
tended to coalesce with other rashes
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At this time, laboratory values were as follows: leukocyte count 2,100/microL, hemoglobin
9.8 g/dL, hematocrit 30%, platelet count 48,000/microL, prothrombin time 10 sec, partial
thromboplastin time 23.2 sec (Laboratory values before (maculopapular eruptions observed)
and after( maculopapular eruptions appeared) on Table 1). The patient was being given
granisetron (1x3mg/day/i.v) and esomeprazole (1x40 mg/day/i.v) when the maculopapular
eruption began. A decitabine drug allergy was considered. Treatments of granisetron and
esomeprazole were continued and the patient did not consent to having a biopsy performed
on the skin. The patient was treated with antihistamines, topical betamethasone butyrate
propionate ointment and systemic steroid (methylprednisolone 1 mg/kg/i.v for 3 days). The
eruption improved remarkably within 10 days, and the patient's rash had disappeared by the
17th day of treatment.

Table 1. Laboratory values before (maculopapular eruptions observed) and after
(maculopapular eruptions appeared)

Parameters Before After
Leukocyte count (/microL) 2.100 2.800
Hemoglobin (g/dL) 9.8 10.2
Hematocrit (%) 30 31
Platelet count (/microL) 48.000 52.000
Prothrombin time (sec) 10 10.5
Partial thromboplastin time (sec) 23.2 22

3. DISCUSSION

Drugs occasionally induce cutaneous side effects. Sweet's syndrome and Stevens-Johnson
syndrome were considered in the differential diagnosis of this patient. Ecchymosis, rash,
erythema, petechiae skin lesion and pruritus have been described in decitabine’s prospectus
[2].

Maculopapular eruptions can affect all age groups. These may appear on any parts of the
body and sometimes may be localized [4]. Generally, these eruptions are red in appearance
and may become discoloured in the later stages. This type of eruption is common in
conjunction with drugs as well as several diseases and medical conditions, including scarlet
fever, measles, rubella, secondary syphilis, parvovirus B19 and heat rash. A number of
drugs may cause the appearance of maculopapular eruptions [3]. Chemotherapeutic drugs
in cancer patients can also cause maculopapular eruptions. Ohashi et al., 2013 reported on
a new case of azacitidine-induced maculopapular erythematous eruptions [5]. Amoxicillin,
Cefobid, cefoperazone sodium and other antibiotics as well as cutaneous infiltration due to
leukaemic cells may also give rise to appearance of these eruptions Maculopapular
eruptions can sometimes be seen in graft-versus-host disease developed after a blood
transfusion and can appear one week or several weeks after the blood transfusion. In the
case of graft-versus-host disease, the maculopapular eruptions may progress to a condition
similar to toxic epidermal necrolysis [3]. The maculopapular eruptions can be a result of
large doses of niacin or no-flush niacin (2000–2500 mg/day/PO) [6]. Our patient did not use
antibiotics and she was in remission when the eruptions began.

In our patient, a systematic approach was followed to determine whether the suspected
adverse drug reaction was due to the drug or a result of other factors.. Naranjo's causality
scale was used to determine a causal relationship between maculopapular rash and
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treatment with decitabine [7]. The following criteria were taken into account: the adverse
drug reaction developed within a week after starting decitabine, the condition improved
within 12 days of discontinuation of decitabine, there was marked improvement by the 17th

day and the adverse drug reaction could not be explained by any other condition (any allergy
or the other drugs). Our patient was being treated with granisetron and esomeprazole, along
wih decitabine, when maculopapular eruption started. However, even though the granisetron
and esomeprazol treatment was continued, maculopapular eruption (or simply: patient’s
condition”) improved. Hence we considered that the rash was possibly (Naranjo’s score +5)
caused by decitabine and not by granisetron or esomeprazole.). The World Health
Organization (WHO)-Uppsala Monitoring Centre causality assessment criteria also indicated
a probable association [8]. Sweet's syndrome is a skin disease characterized by the sudden
onset of fever, leukocytosis and tender, erythematous, well-demarcated papules and
plaques that show dense infiltrates by neutrophil granulocytes on histologic examination.
Sweet’s syndrome was not thought to be the cause of the eruptions due to the lack of fever,
neutrophilia, painful plaques and nodules [9]. Stevens-Johnson syndrome is characterized to
be a hypersensitivity complex that affects the skin and the mucous membranes, but our
patient did not have mucosal involvement (oral or vaginal mucosa) [10]. That none of those
conditions can be associated with symptoms observed in the patient

4. CONCLUSION

Practitioners should be aware of this rare but potentially serious adverse event, especially as
decitabine is commonly used for myelodysplastic syndromes and acute myeloid leukemia.
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