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APPENDIX I: Biopharmaceutics Information Request 

(2/22/2021) and Applicant’s Response (3/3/2021)1 

1. You requested a biowaiver under regulation 21 CFR 320.22 (b)(1); however, the 

formulation of your proposed drug product is not qualitatively and quantitatively 

the same as the formulation of the listed drug product. The listed drug is also 

discontinued. Therefore, a biowaiver request under 21 CFR 320.22 (b)(1) is not 

feasible for your proposed drug product.  

Nevertheless, you may establish a scientific bridge between your drug product 

and the reference standard under 21 CFR 320.24 (b)(6). The reference standard 

(RS) currently designated in the orange book is A074617. Submit the following 

information in support of the bridge under 21 CFR 320.24 (b)(6): 

1. Side-by-side comparison of the qualitative and quantitative compositions 

between your proposed drug product and the RS. 

2. Comparative physiochemical data (such as pH, osmolality, viscosity, specific 

gravity, color and clarity) for at least 3 productions lots of your proposed 

drug product and 3 lots of the RS. The measurements should be done in 

triplicate for each lot tested.  

3. Justification that any difference between the proposed drug product and the 

RS, in terms of formulation, physiochemical characteristics, mode of 

administration, administered volume, etc., will not affect the in vivo 

performance of your product. 

As the RS is intended for both direct intravenous bolus injection (without dilution) 

and continuous intravenous infusion (post dilution), provide data on the RS, 

before and after dilution (i.e., to 1 mg/mL), in comparison with your proposed 

drug product. 

Applicant’s Response to IR 1: 

The LD, Cardizem Injectable, was discontinued and Athenex Pharmaceuticals Division, 

LLC (A074617) was designated as the RS. The Applicant claims the RS was not 

available for testing at the time of their NDA submission. Therefore, they obtained three 

lots of an approved generic, Diltiazem Hydrochloride Injection (5 mg/mL) manufactured 

by West-Ward Corp to represent the LD/RS during admixture and comparison studies. 

The Applicant further claimed that due to limited quantities of the approved generic, they 

prioritized admixture studies using diluted “LD/RS” as this most closely aligned with 

their proposed ready-to-use product. Only two lots had sufficient quantities for physical 

                                                            
1 NDA 215425 Biopharmaceutics Information Request (dated February 10, 2021) and IR response (dated 
February 23, 2021) 
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comparison studies. The comparison of the physicochemical properties between Exela’s 

and West-Ward Corp’s Diltiazem Hydrochloride Injection are provided below in Table 8. 

Table 8: Comparison of physicochemical properties between Exela’s Diltiazem 

Hydrochloride Injection (1 mg/mL) and Approved Generic Diltiazem 

Hydrochloride Injection (5 mg/mL) manufactured by West-Ward Corp. 

 
Reviewer’s Assessment:  

While the physicochemical data for West-Ward Corp’s and Exela’s Diltiazem 

Hydrochloride Injection (at 1 mg/mL) are comparable, the use of West-Ward Corp’s drug 

product to represent the LD/RS is not acceptable as the RS has not been discontinued. 

The Applicant was informed in a subsequent IR (IR #2, Appendix II) to provide 

comparative data using the appropriate RS, Athenex Diltiazem Hydrochloride Injection 

(A074617). Further, the Applicant only provided data on the diluted “LD/RS.” However, 
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since the proposed drug product is most similar in use and composition as the diluted 

LD/RS, this is acceptable.  
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APPENDIX II: Biopharmaceutics Information Request 

(5/11/2021) and Applicant’s Response (6/3/2021)2 

1. The use of Diltiazem Hydrochloride Injection (5 mg/mL) manufactured by West-

Ward Corp to represent the RLD/RS during admixture and comparison studies is 

not acceptable. The reference standard (RS) currently designated in the orange 

book, A074617, has not been discontinued and therefore, should be used to 

establish the scientific bridge for your proposed drug product. Provide 

comparative physiochemical data (such as PH, osmolality, viscosity, specific 

gravity, color, and clarity) between your proposed drug product and the RS post-

dilution. We recommend testing in triplicate and using at least 3 lots of your 

proposed drug product and 3 lots of the RS. If any differences in the 

physicochemical properties of the diluted products are observed, provide 

justification that it will not impact in vivo performance of your proposed drug 

product. 

Applicant’s Response to IR 2: 

The Applicant provided pH, osmolality, specific gravity, viscosity, and physical 

appearance data for three lots of the RS in comparison with the proposed NDA product. 

Reviewer’s Assessment:  

The Applicant’s response is acceptable. The data demonstrates there are no significant 

differences in the physicochemical properties of the diluted drug products. 

 

 

                                                            
2 NDA 215425 Biopharmaceutics Information Request (dated April 13, 2021) and IR response (dated June 
22, 2021). 
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R REGIONAL INFORMATION 

R.1 Executed Batch Record  

 

Executed lot #(s):  lot # X0000091A, X0000091B, X00000092A, 

X0000092B, X0000093A and X0000093B 

 

The batch records confirm that validated  

 manufacturing processes were used for the manufacture of the 

exhibit batch. 

 

Reviewer’s Assessment:  Adequate 

 

 

 

R.2 Comparability Protocol – No CP was included in the application. 

 

2. REVIEW OF COMMON TECHNICAL DOCUMENT-QUALITY (CTD-Q) 

MODULE 1 

 

A. PACKAGE INSERT  

 

Storage temperature:  2°C to 8°C (36°F to 46°F).  ; Route of 

administration:  IV; Container:  Single dose 
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