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IN BRIEF

Abemaciclib (Verzenio) for Early Breast
Cancer

The oral cyclin-dependent kinase (CDK) 4/6 inhibitor
abemaciclib (Verzenio — Lilly), which was approved
by the FDA in 2017 for treatment of hormone receptor
(HR)-positive, human epidermal growth factor
receptor 2 (HER2)-negative advanced or metastatic
breast cancer, has now been approved for use in
combination with endocrine therapy (tamoxifen or
an aromatase inhibitor) for adjuvant treatment of
patients with HR-positive, HER2-negative, node-
positive, early breast cancer at high risk of recurrence
and a Ki-67 score >20%.’

HR-POSITIVE, HER2-NEGATIVE BREAST CANCER —
About 70% of all breast cancers are HR-positive and
HER2-negative. Standard treatment (a combina-
tion of surgery, radiation, and adjuvant/neoadjuvant
chemotherapy plus adjuvant endocrine therapy)
is effective for HR-positive, HER2-negative early
breast cancer, but recurrence is common.2 Ki-67 is
a prognostic biomarker for tumor proliferation; a
score >20% is associated with early recurrence and
poor prognosis.®*

MECHANISM OF ACTION — CDKs 4 and 6 regulate
the G1/S phase transition within the cell cycle; they
are often overexpressed in HR-positive breast cancer,
leading to cell cycle progression and cell proliferation.
Inhibition of CDK 4/6 results in cell cycle arrest,
senescence, and apoptosis.

CLINICAL STUDIES — FDA approval of abemaciclib
for the new indication was based on the results of an
open-label trial (monarchE) in 5637 women and men
with HR-positive, HER2-negative, node-positive,
resected, early breast cancerathighriskofrecurrence
(>4 positive pathologic axillary lymph nodes or 1-3
positive axillary lymph nodes and at least one of
the following: tumor size >5 cm, histologic grade
3, or Ki-67 score >20%). Patients were randomized
to receive abemaciclib 150 mg twice daily for
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2 years plus adjuvant endocrine therapy or endo-
crine therapy alone. Invasive disease-free survival
(IDFS) at 2 years was 92.2% with combination
therapy versus 88.7% with endocrine therapy alone,
a statistically significant difference.’ IDFS at 3 years
was 88.8% with combination therapy and 83.4% with
endocrine therapy alone.® Data beyond 3 years are
not available.

Another CDK 4/6 Inhibitor — In a trial (Penelope-B)
in 1250 women with HR-positive, HER2-negative
early breast cancer at high risk of relapse, addition
of the oral CDK 4/6 inhibitor palbociclib (Ibrance)
125 mg once daily for 13 cycles (21 days on, 7 days
off) to adjuvant endocrine therapy did not improve
IDFS compared to endocrine therapy alone.”

ADVERSE EFFECTS — The most common adverse
effects (frequency >20%) of abemaciclib in the
monarchE trial were diarrhea, infections, neutropenia,
fatigue, leukopenia, nausea, anemia, and headache.
Severe (grade >3) adverse events occurred in 46%
of patients in the abemaciclib group and in 13% of
those in the placebo group. About 17% of patients in
monarchE stopped taking abemaciclib because of
adverse effects.

DOSAGE, ADMINISTRATION, AND COST — The
recommended starting dosage of abemaciclib for
the new indication is 150 mg twice daily taken
in combination with tamoxifen or an aromatase
inhibitor. The drug should be taken for a total of
2 years or until disease recurrence or unacceptable
toxicity occurs. A 30-day supply of Verzenio costs
about $13,870.8

CONCLUSION — Addition of the oral CDK 4/6 inhibitor
abemaciclib (Verzenio) to adjuvant endocrine therapy
improved invasive disease-free survival at 3 years in
women and men with HR-positive, HER2-negative,
node-positive, resected, early breast cancer at high
risk of recurrence. No data are available on the
durability of this effect beyond 3 years. Severe (grade
>3) adverse events were reported in about 50% of
patients. =

199

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


http://medicalletter.org/CMEstatus

December 13, 2021

1. Abemaciclib (Verzenio) — a third CDK 4/6 inhibitor for breast
cancer. Med Lett Drugs Ther 2017; 59:185.

2. J Foldi et al. Defining risk of late recurrence in early-stage
estrogen receptor-positive breast cancer: clinical versus
molecular tools. J Clin Oncol 2019; 37:1365.

3. A Fischer Maranta. Do you know the Ki-67 index of your
breast cancer patients? Knowledge of your institution's Ki-67
index distribution and its robustness is essential for decision-
making in early breast cancer. Breast 2020; 51:120.

4. R Nishimura et al. Ki-67 as a prognostic marker according
to breast cancer subtype and a predictor of recurrence time
in primary breast cancer. Exp Ther Med 2010; 1:747.

5. SRD Johnston et al. Abemaciclib combined with endocrine
therapy for the adjuvant treatment of HR+, HER2-, node-
positive, high-risk, early breast cancer (monarchE). J Clin
Oncol 2020; 38:3987.

6. N Harbeck et al. Adjuvant abemaciclib combined with
endocrine therapy for high-risk early breast cancer: updated
efficacy and Ki-67 analysis from the monarchE study. Ann
Oncol 2021 September 29 (epub).

7. S Loibl et al. Palbociclib for residual high-risk invasive
HR-positive and HER2-negative early breast cancer — the
Penelope-B trial. J Clin Oncol 2021; 39:1518.

8. Approximate. WAC = wholesaler acquisition cost or
manufacturer's published price to wholesalers; WAC
represents a published catalogue or list price and may not
represent an actual transactional price. Source: AnalySource®
Monthly. November 5, 2021. Reprinted with permission
by First Databank, Inc. All rights reserved. ©2021. www.
fdbhealth.com/policies/drug-pricing-policy.

PRESIDENT: Mark Abramowicz, M.D.; VICE PRESIDENT AND EXECUTIVE EDITOR: Gianna Zuccotti, M.D., M.P.H., F.A.C.P., Harvard Medical School
VICE PRESIDENT AND 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: Joanna Esterow, PA-C, Mordechai Sacks, DMSc, PA-C, 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; Ericka L. Crouse, Pharm.D., B.C.PP, C.G.P,, FA.S.H.P, FA.S.C.P,
Virginia Commonwealth University; Vanessa K. Dalton, M.D., M.P.H., University of Michigan Medical School; Eric J. Epstein, M.D., Albert Einstein College of Medicine;
David N. Juurlink, BPhm, M.D., Ph.D., Sunnybrook Health Sciences Centre; Richard B. Kim, M.D., University of Western Ontario; 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; 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 AND DIRECTOR OF CONTENT OPERATIONS: Susie Wong; EDITORIAL ASSISTANT: Karrie Ferrara

FULFILLMENT AND SYSTEMS MANAGER: Cristine Romatowski; EXECUTIVE DIRECTOR OF SALES: Elaine Reaney-Tomaselli
EXECUTIVE DIRECTOR OF MARKETING AND COMMUNICATIONS: Joanne F. Valentino; INTERIM PUBLISHER: Jean-Marie Pflomm, Pharm.D.

Founded in 1959 by Arthur Kallet and Harold Aaron, M.D.
Copyrightand Disclaimer: The Medical Letter, Inc. is anindependent 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. does not sell advertising or receive any commercial support. 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:

The Medical Letter, Inc. Call: 800-211-2769 or 914-235-0500
145 Huguenot St. Ste. 312 Fax: 914-632-1733

New Rochelle, NY 10801-7537 E-mail: custserv@medicalletter.org
www.medicalletter.org

Get Connected: ’ m

Permissions:

To reproduce any portion of this issue,

please e-mail your request to:
permissions@medicalletter.org

Copyright 2021. ISSN 1523-2859

Subscriptions (US):

1 year - $159; 2 years - $298;
3 years - $398. $65 per year
for students, interns, residents,

and fellows in the US and Canada.

Reprints - $45 per issue or article

Site License Inquiries:

E-mail: SubQuote@medicalletter.org
Call: 800-211-2769

Special rates available for bulk

subscriptions.
The
Medical|
Letter

200




