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Introduction

Reactive thrombocytosis (RT), also known as sec-
ondary thrombocytosis, is a proliferation of platelets
caused by a response to growth factors released from
DQ LQADPPDIRU\ RU PDILIQDQW FRQGLILRQ ZKHUHDV
primary thrombosis (PT) is caused by an underlying
myeloproliferative or myelodysplastic neoplasm.:°

Platelets are the smallest formed elements that cir-
culate in the blood, with a half-life of about 4 days.
They are fragments of larger, multinucleated cells
called megakaryocytes, with no nuclei of their own.
Platelets are an integral component of coagulation,
as proteins on the surface allow platelet adhesion,
leading to the formation of a platelet plug.

A normal platelet count ranges from 150,000 to
450,000 platelets per microliter of blood. An abnor-
mally elevated count of >450,000/microL is known
DVWKURPERF\IRVLY IV GLyHUHQWLDO GLDJQRVLV LV EURDG
Causes of thrombocytosis can be physiologic (ex-
ercise, parturition) and can also be primary/clonal
(e.g., essential thrombocythemia, polycythemia vera,
SULPDU\ P\HIR¢, EURVLY DQG RWKHU KHPDIIRORJLF PDOLJ-
nancies) as well as secondary/reactive (due to infec-
ILRXV DQG LQADP PDIIRU\ GLVHDVHV QHRSIDVPV DQHPLD

cases. The likelihood of thrombocytosis being due to

ence of comorbid conditions in RT, atransient rise
in platelets, and lack of genetic mutations favor
a secondary etiology. Clinical manifestations of
RT can range from no symptoms (most common)
to acute thrombosis (rare), and elevated platelet
counts may also be a predictor of underlying dis-
ease and of mortality. Recent studies of thrombo-
cytosis in patients with COVID-19 infection have
shown that elevated platelet counts are predictive
of poorer prognosis. Therefore it is essential for
an underwriter to identify RT, as RT is not always
a benign entity, which means outcomes can vary.
This article will focus on RT, which is the most
common cause of thrombocytosis. It will contrast
RT to primary thrombocytosis (PT), outline the
factors that favor a diagnosis of RT vs. PT, discuss
RT’s clinical manifestations and prognosis, and
explore RT's mortality risks and underwriting
considerations, particularly in light of the cur-
rent pandemic.

RT is markedly higher. In fact, a recent study of 777
adults presenting with thrombocytosis revealed that
LQ URXWLQH FOLQLFDO SUDFILFH 57 DFFRXQWHG IRU RI
cases (see Table 1, next page).®

RT: Diagnosis of Exclusion

Given the prevalence of RT in clinical practice (and
therefore in underwriting), it is important to under-
stand how it is diagnosed. Several factors point to-
ward a reactive etiology rather than a primary cause.
The presence of, for example, comorbid conditions
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Table 1. Causes of thrombocytosis (platelet count
of 500 x 10°%/L or above) in unselected cohorts of

consecutive patients (approximate percentages)
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Source: Platelets, 4e. Academic Press, 2019.

such as an infection, a connective tissue disease,
bleeding, splenectomy, trauma or postoperative state
would favor a diagnosis of RT, whereas the absence
of these conditions would suggest PT.

In adults, acute infection, tissue damage, chronic
LQADP PDIIRU\ GLVRUGHUV DQG PDILJQDQF\ DUH WKH PRWI
common causes of RT, with one or more of these pres-
HQWLQ PRUH WKDQ RI 57 FDVHV ¢ Transient platelet
elevation is also more likely due to RT, whereas
concerning signs and symptoms such as vasomotor
symptoms, hepatosplenomegaly and thrombosis tend
to be more indicative of PT. If PT is suspected, one
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of cancer in the year following their thrombocytosis
GLDJQRVLV DQG IHPDOHV KDG DQ LQFLGHQFHRI 7KLV
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Callout: “RT is typically a clinically silent and tran-
sient entity; however, it may be predictive of a poor
outcome in acutely and chronically ill individuals.”
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