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Evidence-based Series #6-9: Section 1
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QUESTIONS

This evidence summary was developed to provide information to aid clinicians in the
management of patients with essential thrombocythemia (ET) and polycythemia vera (PV). The
following questions were addressed:

1. Is there a definable subgroup of patients who are at a high risk of either thrombosis or
bleeding?

2. Does controlling the platelet count with cytoreductive agents improve clinical outcomes
such as overall survival, major and minor thrombosis, hemorrhage, and the development
of myelofibrosis?

3. Does cytoreductive therapy produce additional transformation to acute leukemia (AL)?

4. What effect does aspirin therapy have on the occurrence of thrombosis or hemorrhage?

TARGET POPULATION
Patients with Philadelphia chromosome-negative myeloproliferative diseases,
specifically ET or PV.

RECOMMENDATIONS

e All ET and PV patients with thrombocytosis should be managed with low-dose aspirin.
Special precautions should be taken in the case of patients with greater bleeding risk or
allergies (see “Qualifying Statements” for additional information).

¢ Management without cytoreductive therapy is a reasonable option for asymptomatic
patients.

e Cytoreductive therapy should be considered as an option for patients with thrombocytosis
who have thrombosis. Hydroxyurea is the preferred agent and should be administered to
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maintain a platelet count of less than 600 x 10%/L (see “Qualifying Statements” for additional
information).

If treatment with hydroxyurea is not appropriate, then either interferon or anagrelide are
options. Physicians who choose anagrelide to reduce the risk of arterial thrombosis should
be aware that there are data suggesting that it is inferior to hydroxyurea, and its efficacy in
comparison to no cytoreductive therapy has not been established. Other than reducing the
platelet count, interferon is of unknown efficacy.

QUALIFYING STATEMENTS

Hydroxyurea should be regarded as a possible leukemogen in patients with
myeloproliferative disease.

The European Collaboration on Low-dose Aspirin in Polycythemia Vera (ECLAP) 2003
study used a 100 mg dose of aspirin. However, only an 81 mg pill is available in Canada for
use in adults, and the Hematology DSG regards this as a reasonable dosage.

In the randomized studies, target platelet counts of both <600 and <400 x 10%/L were shown
to be safe and effective.

KEY EVIDENCE

Evidence from one randomized controlled trial (RCT) showed low-dose aspirin (100 mg/day)
reduces the risk of thrombosis (relative risk [RR]=0.4, p < 0.05) in patients with PV treated
with cytoreductive therapy. A non-randomized cohort study found a similar, though not
statistically significant, effect (RR=0.6). Direct evidence for ET is limited.

Data from a number of retrospective studies show that initial symptoms may be an important
predictor of subsequent thrombosis. They do not show that age, platelet count, or vascular
risk factors can define a group of high-risk patients needing cytoreductive therapy.

There is strong evidence showing hydroxyurea reduces the incidence of total arterial
thrombosis in ET when compared with anagrelide (4.2% versus [vs.] 9.1%, p < 0.05) or with
no initial treatment (9% vs. 45%, p < 0.05). However, no effect of hydroxyurea has been
shown for stroke, myocardial infarction, or overall survival.

Anagrelide is inferior to hydroxyurea in controlling arterial thrombosis, and its efficacy in
comparison to no cytoreductive therapy has not yet been established.

Funding

The PEBC is a provincial initiative of Cancer Care Ontario supported by the Ontario Ministry of Health and
Long-Term Care through Cancer Care Ontario. All work produced by the PEBC is editorially independent

from its funding source.

Copyright
This report is copyrighted by Cancer Care Ontario; the report and the illustrations herein may not be
reproduced without the express written permission of Cancer Care Ontario. Cancer Care Ontario
reserves the right at any time, and at its sole discretion, to change or revoke this authorization.

Disclaimer
Care has been taken in the preparation of the information contained in this report. Nonetheless, any

person seeking to apply or consult the report is expected to use independent medical judgment in the

context of individual clinical circumstances or seek out the supervision of a qualified clinician. Cancer

Care Ontario makes no representation or guarantees of any kind whatsoever regarding the report content

or use or application and disclaims any responsibility for its application or use in any way.

Contact Information
For further information about this report, please contact:
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Dr. K. Imrie, Co-Chair, Hematology Disease Site Group, Toronto-Sunnybrook Regional Cancer Centre,
2075 Bayview Avenue, Toronto, Ontario, M4N 3M5; TEL (416) 480-5145; FAX (416) 480-6002;
or
Dr. C.T. Kouroukis, Co-Chair, Hematology Disease Site Group,
Juravinski Cancer Centre, 699 Concession Street, Hamilton, Ontario, L8V 5C2;
TEL (905) 387-9711 ext. 62484; FAX (905) 575-6340.

For information about the PEBC and the most current version of all reports, please visit the CCO website
at http://www.cancercare.on.ca/ or contact the PEBC office at:
Phone: 905-527-4322 ext. 42822 Fax: 905-526-6775 E-mail: ccopgi@mcmaster.ca
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