
A64-year-old man presents to his
primary care physician for evalua-

tion of prolonged bleeding and a
rash. He states that his symptoms
started approximately 5 days prior to
this presentation; he noticed a small
amount of bleeding after blowing his
nose. In addition, he developed a
hematoma after accidentally biting
his lip. He also reports that a scratch
on his face took approximately 1
hour to stop bleeding. The following
day he noticed a rash that looked
like pin-point red spots on his ankles
that over the next 2-3 days spread to
involve his lower legs and forearms,
prompting him to seek care. He de-
nies joint pain or swelling, melena,
hematuria, or gingival bleeding with
brushing his teeth. Additionally, he
denies fevers, chest pain, dyspnea,
rashes, or abdominal symptoms.

The clinical evaluation of bleeding
involves a careful history as it re-
flects a disorder of hemostasis (in-
volving platelet number and function,
vascular integrity, coagulation factors,
and fibrinolysis). Establishing an ac-
curate history of bleeding can be dif-
ficult as there is great variability in
patients’ perceptions of bleeding
given the lack of a uniform clinical
measure of bleeding severity.1 The
patient’s description of rash is char-
acteristic of a petechial rash, charac-
terized by hemorrhage of small
capillaries. Petechiae characteristi-
cally develop in crops in areas of in-
creased venous pressure. Thus, they
are most dense on the feet and
ankle and less on the legs (as in our
patient). Petechiae are not palpable
and are typically asymptomatic. Pe-
techiae usually reflect disorders in
platelet number and/or function.

table for the absence of conjunctival
pallor and a normal cardiopulmonary
exam. His abdominal exam is nega-
tive for hepatosplenomegaly. He has a
small 1cm x 1cm hematoma on the
lower lip in addition to a petechial rash
on his lower legs and wrists. His neu-
rologic exam is within normal limits.

To further investigate our hypoth-
esis that the patient’s petechial rash
is concerning for a disorder of
platelets, it will be important to get
an accurate platelet count and pe-
ripheral smear. In addition, coagula-
tion factors, such as prothrombin
time, bleeding time, and activated
partial thromboplastin time, will be
important to rule out coagulopathies.
Liver function tests will also be im-
portant as chronic liver disease with
splenomegaly can commonly also
cause thrombocytopenia.
Initial laboratory studies show a

white blood cell count of 8.6 THO/µL,
hemoglobin of 14.5 g/dL, and a
platelet count of 8 THO/µL. A compre-
hensive metabolic panel is normal.
Coagulation studies are notable for
INR of 1.1 and a PTT of 30.6 seconds.
LDH is mildly elevated at 268 U/L
with normal haptoglobin, D-dimer, and
fibrinogen. The peripheral smear is
notable for the absence of platelet
clumping or schistocytes. Additional
laboratory studies including HIV, EBV,
CMV, and HCV are later found to be
negative. Of note, the patient had a
normal platelet count of 210 THO/µL
10 months prior to this presentation.

The differential diagnosis for iso-
lated thrombocytopenia includes Idio-
pathic Thrombocytopoenic Purpura
(ITP), drug reaction and infection (HIV,
HCV). We can rule out other causes,

In contrast, coagulation disorders
typically manifest with large palpa-
ble ecchymoses and deep, soft tis-
sue hematomas. Hemarthroses
usually indicate a severe inherited
coagulation disorder such as hemo-
philia. Thus, we are most likely deal-
ing with a case of low platelet count
or low platelet function. Questions
about liver disease and medications
will be important as both can lead to
thrombocytopenia.
His medical history is significant

for Barrett’s Esophagus, for which he
undergoes regular endoscopies with
radiofrequency ablation, and seasonal
allergies. He drinks 1-2 glasses of
wine nightly and does not smoke
nor use illicit substances. His med-
ications include esomeprazole twice
daily, fluticasone nasal spray, ceti-
rizine as needed for allergies, ibupro-
fen as needed, and a multivitamin.
Three weeks prior to presentation,
he started taking multiple supple-
ments including fish oil, chlorella,
reservatrol, alpha lipoic acid, 5-HTP,
and turmeric to help with memory.

In addition to antiplatelet agents,
NSAIDS, anticoagulants, medications
(such as beta-lactam antibiotics),
and selective serotonin reuptake in-
hibitors, many herbal medications
can potentiate bleeding by inducing
thrombocytopenia, platelet dysfunc-
tion, aplastic anemia, or induce or
exacerbate a coagulation disorder. In
the United States, 7.8% of adults
take fish oil that has been linked to
increased bleeding time and a reduc-
tion of ADP and platelet aggregation.
Ibuprofen, a nonselective NSAID, has
also been linked to increased risk of
ulcers and GI bleeding.2 ,3

The patient’s physical exam is no-
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such as chronic liver disease with nor-
mal liver function tests. Additionally,
other infections, including babesia or
malaria, are less likely with normal he-
moglobin, and factor deficiencies or
inhibitors are unlikely in the presence
of normal coagulation studies. Throm-
botic thrombocytopenic Purpura (TTP)
is unlikely in a patient with normal
renal function, absence of anemia,
and absence of schistocytes on pe-
ripheral smear. In this patient, the
diagnosis of ITP is highly likely, but
this is a diagnosis of exclusion.
In light of this history and labora-

tory data, the differential diagnosis is
now either medication-related throm-
bocytopenia or ITP. The patient’s sup-
plements are discontinued and as a
result 48 hours later his platelet
count rises to 48 THO/µL. A follow-
up CBC obtained one week after dis-
charge is notable for a platelet count
of 301 THO/µL.

This case highlights the impor-
tance of performing a thorough
medication reconciliation, including
not only prescription medications
but also over-the-counter and herbal
medications. There are more than
120 conventionally used pharmaceu-
ticals that are directly derived from

supplements and over-the-
counter drugs is important—
this includes dosage, timing of
administration, and type of
medication; and

2. In contrast to coagulopathies,
drug-induced thrombocytopenia
can present with petechiae with
little overt bleeding.
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plant species.2 More than 12% of
adults in the United States reported
taking herbal medications in a 1997
national telephone survey of com-
plementary and alternative medi-
cine.3 Herbal supplement use has
increased over the years leading to
the creation of the National Insti-
tutes of Health (NIH) Office of Alter-
native Medicine (OAM) in 1992, the
NIH Office of Dietary Supplements
in 1994, and the National Center
for Complementary and Integrative
Health (NCCIH) in 1998. In 2007,
the FDA issued new rules requiring
Good Manufacturing Practices
(GMPs) for dietary supplements that
require supplements to be properly
labeled, free of adulterants, and
manufactured to specified standards
for personnel and equipment.4 Mak-
ers of dietary supplements are not,
however, required to prove efficacy,
safety, or quality prior to marketing
and manufacturers are not obliged
to report post-marketing adverse
events to the FDA.
In conclusion, here are two im-

portant points to keep in mind:

1. A thorough medication history,
especially the inclusion of herbal
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