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On July 23, 2019, the FDA approval of ,a
biosimilar to Genentech/Biogen’s .

— Ruxience is the second FDA-approved biosimilar to Rituxan.

— Teva/Celltrion’s was the first biosimilar to Rituxan and
was approved on November 28, 2018. Teva/Celltrion’s launch plans for Truxima are
pending.

Ruxience, Truxima and Rituxan share the following indications:

— Treatment of adult patients with Non-Hodgkin’s lymphoma (NHL):

= Relapsed or refractory, low grade or follicular, CD20-positive B-cell NHL as
a single agent

= Previously untreated follicular, CD20-positive, B-cell NHL in combination
with first line chemotherapy and, in patients achieving a complete or partial
response to a rituximab product in combination with chemotherapy, as single-
agent maintenance therapy

= Non-progressing (including stable disease), low-grade, CD20-positive, B-cell

NHL as a single agent after first-line , ,and
(CVP) chemotherapy
= Previously untreated diffuse large B-cell, CD20-positive NHL in combination
with (cyclophosphamide, , vincristine, and prednisone) (CHOP)

or other anthracycline-based chemotherapy regimens
— Previously untreated and previously treated CD20-positive chronic lymphocytic
leukemia (CLL) in combination with and cyclophosphamide.

Ruxience and Rituxan also share the indication of granulomatosis with polyangiitis (GPA)
(Wegener’s Granulomatosis) and microscopic polyangiitis (MPA) in adult patients in
combination with glucocorticoids.

In addition, Rituxan is indicated for the treatment of adult patients with rheumatoid arthritis
and pemphigus vulgaris.

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
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mechanism(s) of action, route(s) of administration, dosage form(s) and strength(s) as the
reference product.

e Ruxience has been approved as a biosimilar, not as an interchangeable product.

e The approval of Ruxience is based on a review of analytical, non-clinical, pharmacokinetic and
clinical data confirming that Ruxience is highly similar to Rituxan.

e Similar to Rituxan and Truxima, Ruxience carries a boxed warning for fatal infusion-related reactions,
severe mucocutaneous reactions, hepatitis B virus reactivation and progressive multifocal
leukoencephalopathy.

e Other warning and precautions of Ruxience include tumor lysis syndrome, infections, cardiovascular
adverse reactions, renal toxicity, bowel obstruction and perforation, immunization, embryo-fetal
toxicity, and concomitant use with other biologic agents and disease modifying anti-rheumatic drugs
in GPA and MPA.

e The most common adverse reactions (= 25%) with Ruxience use in NHL were infusion-related
reactions, fever, lymphopenia, chills, infection and asthenia.

e The most common adverse reactions (= 25%) with Ruxience use in CLL were infusion-related
reactions and neutropenia.

e The most common adverse reactions (= 15%) with Ruxience use in GPA and MPA were infections,
nausea, diarrhea, headache, muscle spasms, anemia, and peripheral edema. Another important
adverse reaction was infusion-related reactions.

e The recommended dose of Ruxience is given by intravenous infusion and varies by indication:

Relapsed or refractory, low-grade or
follicular, CD20-positive, B-cell NHL

Retreatment for relapsed or refractory, low-
grade or follicular, CD20-positive, B-cell NHL

Once weekly for 4 or 8 doses

Once weekly for 4 doses

Administer on day 1 of each
cycle of chemotherapy, for
up to 8 doses

Following completion of 6 to

Previously untreated, follicular, CD20-
positive, B-cell NHL

2
375 mg/m 8 cycles of CVP
Non-progressing, low-grade, CD20-positive, chemotherapy, administer
B-cell NHL, after first-line CVP chemotherapy once weekly for 4 doses at

6-month intervals for a
maximum of 16 doses

Administer on day 1 of each
Diffuse large B-cell NHL cycle of chemotherapy for up
to 8 infusions

375 mg/m® the day
prior to the initiation
of FC
CLL chemotherapy, then | --
500 mg/m” on day 1
of cycles 2-6 (every
28 days)

Active GPA/MPA 375 mg/m2 Once weekly for 4 weeks



— Refer to the Ruxience drug label for further dosing recommendations, glucocorticoid dosing
and maintenance treatment for GPA/MPA.

e Pfizer’s launch plans for Ruxience are pending. Ruxience will be available as 100 mg/10 mL
and 500 mg/50 mL solution is single-dose vials.

-

“WOPTUM®  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/

