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ADDENDUM 
NDA 208870 Quality Review 
From: Danae Christodoulou, ATL 
 
The applicant, JDI amended the application on 8/4/2017 with the revised drug product release 
and stability specifications, as agreed upon with FDA during this review cycle. The release limit 
for the reducing agent stannous chloride was tightened from  mcg/ml (as the lower 
limit) so that the stability specification of  mcg/ml is met. Attached are the updated 
specification sheets. 
ATTACHMENT 1 
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Biopharmaceutics Information Request (IR) 

We acknowledge that a formal biowaiver request for the proposed Kit for Preparation of 
Technetium Tc 99m Exametazime  has been submitted referencing 21 CFR320.22 
(b)(1)(i) and (ii) and is further supported by quality comparability and in vitro equivalence study 
comparing the test and reference drug product (CeretecTM). We have identified the lack of some 
relevant information. In order to continue reviewing your submission, provide the following 
information/data. 

 
a. Reference is made in the In Vitro Equivalence Study report [0001(1), Module 3.2.P.2] to 

the following: 
 

i. Appendix C (Raw Data in Appendix M, pg 16) for WBC counts,  
ii. Appendix D (Raw Data in Appendix L, pg 17), for radiochemical purity for 

each vial,   
iii. Appendix E (Raw Data in Appendix N, pg 18) for labeling efficiency,  
iv. Appendix F (Raw Data in Appendix O, Pg 23) for cell viability, and  
v. Appendix G (Raw Data in Appendix P, Pg 23) for cell efflux.  

 
However, these Appendices are not presented in the report. Submit the referenced 
Appendices and related individual sample data for the above attributes. 
 

b. We note that RLD lot # 12966581 (expiry date – March 28, 2016) was tested in the in 
vitro equivalence study past its expiry (testing dates – April 17, 2016 to April 24, 2016 
for blood samples # 22 to 27). Provide justification on the use of the expired RLD lot in 
the in vitro equivalence study. 
 

c. Provide rationale for not using both RLD lots for blood samples from all subjects for in 
vitro equivalence study. For example, RLD lot # 12966581 is used for blood sample # 22 
to 25; whereas, for blood sample # 1 to 21, RLD lot # 13053380 is used. Two blood 
samples (# 26 and 27) used both RLD lots for the in vitro equivalence study. 
 

d. Provide in vitro equivalence data analysis by batch (i.e., comparing each test lot to each 
RLD lot). Alternatively, provide in vitro equivalence data analysis considering the 
comparison of each test lot with RLD lot # 13053380. 
 

e. We note that blood samples were collected from two groups of healthy adult donors that 
– (1) were in well hydrated fasted state; and (2) were on a standardized meal. Provide a 
rationale for using blood samples from both groups of subjects for in vitro equivalence 
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study. Identify the blood samples from fasted or fed state subject(s) in Table 2 of in vitro 
equivalence study report [0001(1), Module 3.2.P.2, Pg 18 of the report]. Consider 
including fasted and fed state as a covariate for in vitro equivalence data analysis or 
provide justification for pooling data from both groups for equivalence analysis. 
 
CMC Information Request: 

1. In Table 3.2.P.1-1 you provided the quantitative composition of the kit. In addition, provide a 
quantitative composition table for the reconstituted Tc 99m Exametazime  drug product. 

2. Your release specification for the reconstituted drug product includes only the attributes of pH, 
and radiochemical purity by TLC. Include radionuclidic identity, purity and radio chemical purity 
as part of your release specification. We recommend that you validate your TLC method for 
radiochemical purity against an HPLC method. 

3. Provide information about the Tc99m generator(s) used to radiolabel the kit from your 
  exhibit batches along with batch record and batch analysis data for the reconstituted 
  solution. 

4. Submit three drug product samples from each lot of your exhibit batches (Lot 4L263, Lot 
5B142 and Lot 5F648).  
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