Case Report

) Hematol. 2014;3(2):61-62

Isotretinoin-Induced Thrombocytosis

Arzu Ataseven® 4, Gulcan Saylam Kurtipek®, Fatma Tuncez Akyurek?,
Perihan Ozturk®, Nursel Dilek®

Abstract

We report a case of thrombocytosis possibly associated with isotret-
inoin. The patient was a 19-year-old female who had severe acne
vulgaris for 5 years. Systemic oral isotretinoin treatment was used
daily at a dose of 0.5 mg/kg. All of the laboratory parameters were
within normal limits, and the platelet count was 282,000/uL at the
beginning of the treatment (reference range: 150,000 - 400,000/
pL). In the following months, thrombocytosis (630,000/uL) was
found, and the treatment was ended. The platelet count was in
the normal range (343,000/uL) in the next monthly visit. The pa-
tient had no other illnesses or medications. The exact mechanism
by which isotretinoin caused thrombocytosis in this patient is not
clearly understood. To our knowledge, this case is the second case
of isotretinoin-associated thrombocytosis. Clinicians who are pre-
scribing isotretinoin should be aware of thrombocytosis, and a com-
plete blood cell count with platelets should be part of the monthly
monitoring routine in all patients receiving isotretinoin therapy.
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Introduction

Isotretinoin (13-cis retinoic acid) is a synthetic retinoid, and
its main indication is for severe nodulocystic acne. Even
though it is an effective medication, isotretinoin has various
mucocutaneous and systemic side effects. Nevertheless, he-
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matological adverse reactions were reported in few patients.
Increased erythrocyte sedimentation rate, decreased erythro-
cyte, hemoglobin, hematocrit, leukocyte and especially neu-
trophil counts are among the hematological side effects of
isotretinoin [1]. There are also some studies, which report
increased and/or decreased platelet counts [2-4].

Thrombocytosis is a rare side effect associated with
isotretinoin use. It is defined as platelet count of more than
400,000/uL [1]. The aim of this case report is to emphasize
the importance of monitoring hematological parameters dur-
ing the isotretinoin treatment.

Case Report

The patient was a 19-year-old female who had severe acne
vulgaris for 5 years. Systemic oral isotretinoin treatment
was used daily at a dose of 0.5 mg/kg. All of the laboratory
parameters were within normal limits and the platelet count
was 282,000/uL at the beginning of the treatment (refer-
ence range: 150,000-400,000/uL). In the following months,
thrombocytosis (630,000/uL) was found, and the treatment
was ended. In the same visit, the patient’s hemoglobin: 13.6
g/dL, hematocrit: 40.2%, white blood cell: 5,600/UL, eryth-
rocyte sedimentation rate: 5 mm/h, C-reactive protein: 3
mg/L. The patient did not have fever. We did not observe
any change in laboratory parameters that suggest of infec-
tion. There was no history of surgery, bleeding, anemia, and
no history of drug ingestion other than isotretinoin that may
cause thrombocytosis. Also there was no evidence of malig-
nancy at that time and up to now for a period of 3 months.
The platelet count was in the normal range (343,000/uL) in
the next monthly visit. The patient had no other illnesses or
medications. The patient had no infection. The patient has
not sensitivity to drugs. Other causes of thrombocytosis (in-
fection, a recent surgery, trauma, blood loss, anemia, drugs,
and so on) were excluded.

Discussion

Thrombocytosis develops in three pathophysiological mech-
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anisms; these are reactive or secondary thrombocytosis,
familial thrombocytosis and clonal thrombocytosis, which
is associated with essential thrombocytopenia and myelo-
proliferative diseases. Reactive thrombocytosis is the most
common form, and it develops secondary to medications.
Increased IL-6 and other cytokines and/or catecholamines
were demonstrated in several reactive thrombocytosis cases
[5]. However, the mechanisms are not clearly understood in
the thrombocytosis associated with the medications includ-
ing isotretinoin.

Several reactive thrombocytosis cases are related to the
medications, such as adrenalin, vinca alkaloids and micon-
azole [6]. The effect of isotretinoin on platelets is unclear.
Basal production of platelets depends on thrombopoietin. IL-
6, which affects thrombopoietin, is raised in inflammatory
thrombocytosis, and it results in an increase in the platelet
count [7]. It is hypothesized that IL-6 is involved in platelet
elevation in patients who are receiving isotretinoin [8]. In the
case report of Kaser et al, it was suggested that the throm-
bocytopenic activity of oral isotretinoin might be related to
a hypersensitivity reaction [7]. In another case report, it was
noted that the demonstration of causative role of isotretinoin
was not easy [9]. Case report of Jansen et al pointed out that
isotretinoin-induced thrombocytosis might be an idiosyn-
cratic reaction.

There are a few published studies, which evaluated the
effects of isotretinoin on platelets. However, the mechanism,
which leads to an increased platelet count during isotretinoin
use, is yet to be discovered.
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