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e On June 28, 2019, the of , a biosimilar
to Genentech’s .

— Zirabev is the second FDA-approved biosimilar to Avastin.

— Amgen/Allergan’s was the first biosimilar to Avastin
and was approved on September 14, 2017. Amgen/Allergan’s launch plans for
Mvasi are pending.

e Zirabev, Mvasi and Avastin share the following indications:

— Metastatic colorectal cancer (MCC), in combination with intravenous -
based chemotherapy for first- or second-line treatment

— MCC, in combination with fluoropyrimidine- -or fluoropyrimidine-

-based chemotherapy for second-line treatment in patients who have

progressed on a first-line bevacizumab product-containing regimen

— Unresectable, locally advanced, recurrent or metastatic non-squamous non-small cell
lung cancer (NSCLC), in combination with and for first-line
treatment

— Recurrent glioblastoma in adults

— Metastatic renal cell carcinoma (mRCC) in combination with

— Persistent, recurrent, or metastatic cervical cancer, in combination with paclitaxel
and or paclitaxel and

e Inaddition, Avastin is indicated for epithelial ovarian, fallopian tube, or primary peritoneal
cancer.

e A biosimilar product is a biological agent that is considered highly similar to an already-
approved biological drug, known as the reference product. Biological products are generally
derived from a living organism and can come from many sources, including humans,
animals, microorganisms or yeast.

— A biosimilar product must show no clinically meaningful differences in terms of safety and
effectiveness from the reference product. Only minor differences in clinically inactive
components are allowable in biosimilar products.

— In addition, a biosimilar product may only be approved for the indication(s) and condition(s)
that have been FDA approved for the reference product, and must have the same
mechanism(s) of action, route(s) of administration, dosage form(s) and strength(s) as the
reference product.

e Zirabev has been approved as a biosimilar, not as an interchangeable product.
e Warnings and precautions of Zirabev include gastrointestinal perforations and fistulae; surgery and
wound healing complications; hemorrhage; arterial thromboembolic events; venous thromboembolic

events; hypertension; posterior reversible encephalopathy syndrome; renal injury and proteinuria;
infusion-related reactions; embryo-fetal toxicity; ovarian failure; and congestive heart failure.
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https://www.pfizer.com/news/press-release/press-release-detail/pfizer_receives_u_s_fda_approval_for_its_oncology_biosimilar_zirabev_bevacizumab_bvzr
https://www.accessdata.fda.gov/drugsatfda_docs/appletter/2019/761099Orig1s000ltr.pdf
http://labeling.pfizer.com/ShowLabeling.aspx?id=11860
https://www.gene.com/download/pdf/avastin_prescribing.pdf
https://www.pi.amgen.com/%7E/media/amgen/repositorysites/pi-amgen-com/mvasi/mvasi_pi_hcp_english.pdf
https://dailymed.nlm.nih.gov/dailymed/drugInfo.cfm?setid=66d451fe-2436-494c-80c5-4528c8e34369
https://dailymed.nlm.nih.gov/dailymed/drugInfo.cfm?setid=2f160344-4ec6-4285-b293-86c0dd40d8b5
https://dailymed.nlm.nih.gov/dailymed/drugInfo.cfm?setid=5ffb166a-8283-44c0-8590-ecad2743c154
https://dailymed.nlm.nih.gov/dailymed/drugInfo.cfm?setid=48aa7ef3-9f44-2a08-e054-00144ff88e88
https://dailymed.nlm.nih.gov/dailymed/drugInfo.cfm?setid=9ffd3e34-537f-4f65-b00e-57c25bab3b01
https://dailymed.nlm.nih.gov/dailymed/drugInfo.cfm?setid=30789790-8317-49f9-b97b-8c5ba17b53d2
https://dailymed.nlm.nih.gov/dailymed/drugInfo.cfm?setid=b2b029f5-0d7e-4e7f-accc-b722aec34c68
https://dailymed.nlm.nih.gov/dailymed/drugInfo.cfm?setid=729b2b22-1344-44f3-b614-14f6ec3c263e

e The most common adverse reactions (> 10%) with Zirabev use were epistaxis, headache,
hypertension, rhinitis, proteinuria, taste alteration, dry skin, rectal hemorrhage, lacrimation disorder,
back pain and exfoliative dermatitis.

e The recommended intravenous (IV) dose of Zirabev varies by indication:

Indication Recommended Dosage

MCC with IV 5 mg/kg or 10 mg/kg every 2 weeks. Refer to the drug
fluorouracil label for the dosing by specific regimen.

MCC in combination 5 mg/kg every 2 weeks or 7.5 mg/kg every 3 weeks

with fluoropyrimidine-
irinotecan-or
fluoropyrimidine-
oxaliplatin-based

chemotherapy

NSCLC 15 mg/kg every 3 weeks in combination with
carboplatin and paclitaxel

Glioblastoma 10 mg/kg every 2 weeks

mRCC 10 mg/kg every 2 weeks in combination with
interferon alfa

Cervical cancer 15 mg/kg every 3 weeks in combination with

paclitaxel and cisplatin or in combination with
paclitaxel and topotecan

e Pfizer's launch plans for Zirabev are pending. Zirabev will be available as 100 mg/4 mL and 400
mg/16 mL single-dose vials.

-

) .
K“SOPTUM optumrx.com
OptumRx® specializes in the delivery, clinical management and affordability of prescription medications and consumer health products.

We are an Optum® company — a leading provider of integrated health services. Learn more at optum.com.

All Optum® trademarks and logos are owned by Optum, Inc. All other brand or product names are trademarks or registered marks of their
respective owners.

This document contains information that is considered proprietary to OptumRx and should not be reproduced without the express written
consent of OptumRXx.

RxNews® is published by the OptumRx Clinical Services Department.

©2019 Optum, Inc. All rights reserved.


file://nas01762pn/RXSOL_Clinical/Drug%20Safety%20and%20Pipeline/RxNews/Resources/Templates/optum.com?elq_mid=10136&elq_cid=1812792&elq_ck=&elq=c94ed081f75e412faa0d967642a61572&elqCampaignId=&elqaid=10136&elqat=1&elqTrackId=ef980a4a60b140cc8022fa389df09caa
https://www.optumrx.com/

