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IN BRIEF
Two Drugs for Soft-Tissue Sarcoma

The anthracycline doxorubicin with or without the alky-
lating agent ifosfamide is the standard first-line treatment
for advanced soft-tissue sarcomas. The FDA recently
approved the minor groove DNA intercalator trabectedin
(Yondelis — Janssen) for treatment of unresectable or
metastatic liposarcoma or leiomyosarcoma in patients
previously treated with an anthracycline. Trabectedin
has been available for years in Europe for treatment
of advanced soft-tissue sarcoma. The FDA has also
approved the microtubule inhibitor eribulin mesylate
(Halaven — Eisai), which was approved earlier for treatment
of metastatic breast cancer,’ for treatment of unresectable
or metastatic liposarcoma, but not for leiomyosarcoma, in
patients previously treated with an anthracycline.

Trabectedin binds guanine residues in the minor groove
of DNA, which inhibits active transcription and blocks
DNA repair proteins to achieve an antiproliferative effect.?
It has not been shown to be superior to doxorubicin for
first-line treatment of advanced soft-tissue sarcomas,®
but has shown activity in anthracycline- and alkylating
agent-resistant soft tissue sarcomas.* FDA approval of
trabectedin was based on a randomized, open-label trial
comparing it to dacarbazine in 518 heavily pretreated
patients with metastatic or recurrent leiomyosarcoma
or liposarcoma. Median progression-free survival was
significantly longer with trabectedin (4.2 months vs
1.5 months with dacarbazine). Median overall survival,
however, was not significantly different (12.4 months with
trabectedin vs 12.9 months with dacarbazine).® Adverse
effects of trabectedin include nausea, fatigue, neutropenia,
and transient hepatic enzyme elevations.® Trabectedin is
administered over 24 hours through a central venous line
every 3 weeks until disease progression or unacceptable
toxicity occurs.

Eribulin mesylate is a microtubule-polymerizing drug that
sequesters tubulin into nonfunctional aggregates.” FDA
approval of eribulin for treatment of advanced liposarcoma
was based on a randomized, open-label trial comparing
it to dacarbazine in 452 patients with unresectable or
metastatic liposarcoma or leiomyosarcoma previously
treated with an anthracycline. Median progression-free
survival was 2.6 months in both groups, but overall survival
was significantly longer with eribulin (13.5 months vs
11.5 months with dacarbazine). A pre-planned subgroup
analysis found that the benefit was limited to patients with
liposarcoma.? Eribulin is the first drug shown to prolong

overall survival in patients with advanced liposarcoma.
The incidence of grade 3 or 4 adverse effects, particularly
leukopenia and neutropenia, was higher with eribulin
(67%) than with dacarbazine (56%). Fatigue, alopecia,
peripheral neuropathy, nausea, and constipation also
occurred. Eribulin is administered IV over 2 to 5 minutes
on days 1 and 8 of a 3-week cycle.

1. Eribulin mesylate (Halaven) for breast cancer. Med Lett Drugs
Ther 2011; 53:30.

2. AK Larsen et al. Unique features of trabectedin mechanism of
action. Cancer Chemother Pharmacol 2015; 77:663.

3. BBui-Nguyen et al. A phase IIb multicentre study comparing the
efficacy of trabectedin to doxorubicin in patients with advanced
or metastatic untreated soft tissue sarcoma: the TRUSTS trial.
Eur J Cancer 2015; 51:1312.

4. BJ Petek et al. Trabectedin in soft tissue sarcomas. Mar Drugs
2015; 13:974.

5. GD Demetri et al. Efficacy and safety of trabectedin or dacarba-
zine for metastatic liposarcoma or leiomyosarcoma after failure
of conventional chemotherapy: results of a phase Ill randomized
multicenter clinical trial. J Clin Oncol 2016; 34:786.

6. C Leporini et al. A comprehensive safety evaluation of trabect-
edin and drug-drug interactions of trabectedin-based combina-
tions. BioDrugs 2014; 28:499.

7. NF Dybdal-Hargreaves et al. Eribulin mesylate: mechanism of
action of a unique microtubule-targeting agent. Clin Cancer Res
2015; 21:2445.

8. P Schoffski et al. Eribulin versus dacarbazine in previously treat-
ed patients with advanced liposarcoma or leiomyosarcoma: a
randomised, open-label, multicentre, phase 3 trial. Lancet 2016
February 10 (epub).

Published by The Medical Letter, Inc. * A Nonprofit Organization

e62



The Medical Letter® Vol. 58 (1494)

PRESIDENT: Mark Abramowicz, M.D.; VICE PRESIDENT AND EXECUTIVE EDITOR: Gianna Zuccotti, M.D., M.P.H., F.A.C.P., Harvard Medical School; EDITOR IN CHIEF: Jean-Marie Pflomm,
Pharm.D.; ASSOCIATE EDITORS: Susan M. Daron, Pharm.D., Amy Faucard, MLS, Corinne Z. Morrison, Pharm.D., Michael P. Viscusi, Pharm.D.; CONSULTING EDITORS: Brinda M. Shah,
Pharm.D., F. Peter Swanson, M.D.

CONTRIBUTING EDITORS: Carl W. Bazil, M.D., Ph.D., Columbia University College of Physicians and Surgeons; Vanessa K. Dalton, M.D., M.P.H., University of Michigan Medical School;
Eric J. Epstein, M.D., Albert Einstein College of Medicine; Jane P. Gagliardi, M.D., M.H.S., F.A.C.P., Duke University School of Medicine; David N. Juurlink, BPhm, M.D., Ph.D.,
Sunnybrook Health Sciences Centre; Richard B. Kim, M.D., University of Western Ontario; Franco M. Muggia, M.D., New York University Medical Center; Sandip K. Mukherjee,
M.D., F.A.C.C., Yale School of Medicine; Dan M. Roden, M.D., Vanderbilt University School of Medicine; Esperance A.K. Schaefer, M.D., M.P.H., Harvard Medical School; F. Estelle
R. Simons, M.D., University of Manitoba; Neal H. Steigbigel, M.D., New York University School of Medicine; Arthur M. F. Yee, M.D., Ph.D., F.A.C.R., Weill Medical College of Cornell
University

MANAGING EDITOR: Susie Wong; ASSISTANT MANAGING EDITOR: Liz Donohue; EDITORIAL ASSISTANT: Cheryl Brown

EXECUTIVE DIRECTOR OF SALES: Gene Carbona; FULFILLMENT AND SYSTEMS MANAGER: Cristine Romatowski; EXECUTIVE DIRECTOR OF MARKETING AND COMMUNICATIONS:
Joanne F. Valentino; VICE PRESIDENT AND PUBLISHER: Yosef Wissner-Levy

Founded in 1959 by
Arthur Kallet and Harold Aaron, M.D.

Copyright and Disclaimer: The Medical Letter, Inc. is an independent nonprofit organization that provides healthcare professionals with unbiased drug prescribing recommendations. The editorial
process used for its publications relies on a review of published and unpublished literature, with an emphasis on controlled clinical trials, and on the opinions of its consultants. The Medical Letter,
Inc. is supported solely by subscription fees and accepts no advertising, grants, or donations. No part of the material may be reproduced or transmitted by any process in whole or in part without

prior permission in writing. The editors do not warrant that all the material in this publication is accurate and complete in every respect. The editors shall not be held responsible for any damage
resulting from any error, inaccuracy, or omission.

Subscription Services

Address: Customer Service: Permissions: Subscriptions (US): Site License Inquiries:

The Medical Letter, Inc. Call: 800-211-2769 or 914-235-0500  To reproduce any portion of this issue, 1 year - $129; 2 years - $232; E-mail: inffo@medicalletter.org
145 Huguenot St. Ste. 312 Fax: 914-632-1733 please e-mail your request to: 3 years - $345. $65 per year Call: 800-211-2769 ext. 315
New Rochelle, NY 10801-7537  E-mail: custserv@medicalletter.org permissions@medicalletter.org for students, interns, residents, and Special rates available for bulk
www.medicalletter.org fellows in the US and Canada. subscriptions.

Reprints - $12 each. The
Get Connected: 'y [} Copyright 2016. ISSN 1523-2859 Leter



https://twitter.com/MedicalLetter
https://www.facebook.com/TheMedicalLetter

