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Fusidic acid (FA) is an active antimicrobial agent against Gram-positive bacteria, which has
been used for susceptible staphylococcal infections. It is generally well-tolerated and the
adverse effects are usually limited to gastrointestinal discomfort, diarrhea, and skin rashes.’
Here, we describe the case of FA-associated thrombocytopenia and neutropenia.

A 15-year-old girl was transferred from a regional medical center with diffuse, non-fading
petechial rash on the body which had been observed during the preceding 24 hours. It was
learnt that she had been receiving oral FA therapy once a day for about 10 days to treat
acneiform lesions on her face.

Her past medical history and family history were unremarkable for coagulopathies, malig-
nancies, or any other chronic diseases. A complete blood count (CBC) test that was per-
formed prior to the start of FA treatment was learnt to be completely normal. Her general
condition was good, and the vital signs were within the normal limits. Upon physical exami-
nation, there were acneiform rashes tending to merge on the face, and non-itchy diffuse
petechiae on the anterior and posterior surfaces of the trunk and on the dorsum of the feet,
that do not fade with pressing There was no other pathological physical examination finding.

The laboratory evaluation of CBC parameters revealed bicytopenia, with white blood cell
(WBC) count of 1400/pL (absolute neutrophil count: 400/uL, lymphocyte count: 600/pL), and
a platelet count of 3000/uL. The hemoglobin level was 12.8 g/dL, and the mean platelet
volume was 13.7 fL. The biochemical parameters were within normal limits. The C-reactive
protein and procalcitonin levels were 19.2 ng/mL and 0.15 ng/mL, and the erythrocyte sedi-
mentation rate was 31 mm/hour. The prothrombin time and activated partial thromboplastin
time were 13.5 and 37.8 seconds, with an international normalized ratio of 1: 1; the fibrinogen
and D-dimer levels were 5.0 mg/dL and 1.9 pg/mL, respectively. The results of the direct
Coombs test, viral serology (Hepatitis A, B, C, HIV, EBV, CMV, Toxoplasma, and Rubella),
blood and urine cultures, and a nasopharyngeal swab-SARS-CoV-2 polymerase chain reac-
tion were negative. Peripheral blood smear revealed normochromic-normocytic erythro-
cytes with lymphomonocytosis, and very few, large, single platelets.

FA was stopped immediately, and 1 unit of ABO blood group-matched apheresis platelet
concentrate was given, but there was no improvement in the platelet count. Given that she
had no constitutional symptoms, and a completely normal CBC that had been obtained
1 month earlier, immune bicytopenia was considered as the possible diagnosis and a 1 g/
kg of intravenous immunoglobulin (IVIG) was administered. A CBC that was repeated
24 hours after IVIG revealed a platelet count of 8000/puL. Considering the presence of neu-
tropenia and unresolving platelet count after IVIG therapy, an iliac bone marrow aspirate
was obtained to exclude other bone marrow diseases. The examination of bone marrow
aspirate revealed normal cellularity and morphology in all 3 lineages, and an increased
number of megakaryocytes, with no atypical cells. No additional medication was given, as
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Figure 1. Alteration of platelet counts of the patient. Day 0: the day of
admission to the pediatric emergency department.

she had no active bleeding. After 72 hours, her CBC revealed
resolution in bicytopenia, with WBC count of 4100/pL (absolute
neutrophil count: 1700/uL, lymphocyte count: 1600/uL), and a
platelet count of 73 000/uL. She was discharged without any
complications. The post-discharge CBC tests aft first and third
week were normal (Figures 1 and 2).

There are limited data about the hematologic side effects due
to FA. So far, there have been 14 cases reported in the litera-
ture.?® For these cases, cytopenia developed within 4-49 days
after the start of FA therapy, and resolved within 2-9 days after
cessation of the drug.?® Likewise, our patient presented with
cytopenia at the 10th day of FA therapy, and cytopenia resolved
within 3 days, and normal blood counts were achieved 7 days
after the discontinuation of FA. The use of IVIG in our patient
might have a role in the resolution of cytopenia. On the other
hand, most of the patients described in the literature were
reported to have spontaneous recovery within 2-9 days of ces-
sation of FA. Most of the cases reported in the literature were
adults who had chronic illnesses and received intravenous
FA, with other medications.?® In contrast, our patient received
no other medication except for FA, and had no chronic dis-
ease which could cause confusion in predicting the etiology of
cytopenia. The time between the start of FA therapy and the
detection of bicytopenia, as well as the normalization of CBC
parameters with cessation of the drug, strongly suggested a
cause and effect relationship between FA and cytopenia.
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Figure 2. Alteration of neutrophil counts of the patient. Day O: the day of
admission to the pediatric emergency department.

Drug-related immune thrombocytopenia is caused by
accelerated platelet, and rarely, megakaryocyte destruc-
tion from drug-dependent, platelet-reactive antibodies."
El Kassar et al. showed that an Ig-G antibody specifically
recognizing the platelet glycoprotein llb/llla only in the pres-
ence of FA was identified in the serum of their patient.® The
laboratory investigation showed an antibody-hapten reaction
rather than a toxic effect of FA on stem cells and megakaryo-
cytes.'®® These findings support an immune mechanism for
thrombocytopenia that is caused by FA. We could not perform
antibody testing, but consistent with the literature; our patient’s
bone marrow examination showed megakaryocyte hyperpla-
sia, and there was no improvement after the transfusion of
platelet concentrates, which suggests peripheral destruction.
For this reason, the normalization of blood count parameters
after cessation of FA, together with bone marrow aspirate find-
ings, and in the light of previously reported cases, we conclude
that the thrombocytopenia detected in our case is FA-induced
immune thrombocytopenia.

Our case was also found to have neutropenia that resolved
with cessation of FA. The exact mechanism by which FA
causes neutropenia is not clearly understood in the litera-
ture.? Most of the cases which were reported to develop neu-
tropenia were treated with another antibiotic in combination
with FA, especially flucloxacillin or vancomycin, potential
drugs which may also induce neutropenia.?*%”? However, the
normal bone marrow findings with no myelosuppression, and
the prompt recovery of neutropenia with cessation of FA in
our patient also suggested a possible immune mechanism for
neutropenia.

Reversible thrombocytopenia and/or neutropenia can be
caused by FA. Clinicians should be vigilant of the possibility
of the serious hematological side effects of the drug. It seems
sensible fo monitor CBCs regularly for patients who are treated
with FA, to avoid such adverse reactions.
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