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S DRUG SUBSTANCE
 
The drug product is a 

product quality microbiology review of the drug substance is not applicable. 

(b) (4)

P.1 Description of the Composition of the Drug Product 
	 Description of drug product – A clear colorless liquid, packaged in a multi-dose 

20 mL glass vial with a rubber stopper and aluminum crimp seal. 

	 Drug product composition – (Section 3.2.P.3.2, “Batch Formula”) 

(b) (4)

 Description of container closure system – (Section 3.2.P.7, “Container Closure 

System”) 

The drug product is packaged in a 20 mL (b) (4)

(b) (4) glass vial with gray (b) (4) rubber stopper, and aluminum 

crimp seal. The container closure is (b) (4)

(b) (4)
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The applicant utilizes the 
(b) (4)

bacterial endotoxins test
 
method for PSMA-11 Ga 68 Injection. 

 Endotoxins specification: 
(b) (4) EU/V ( (b) (4) EU/mL) 

 Lysate sensitivity:
 (b) (4) EU/mL 

	 MVD = (endotoxin limit) x (sample conc.) / (λ) 
Applicant’s MVD calculation: 

Reviewer’s calculated MVD: 

(b) (4)

(b) (4)

Note: The applicant calculated the MVD (b) (4)

(b) (4)

	 The applicant states that 
(b) (4)

will be used for routine testing. 

Inhibition/enhancement study was not provided. 

 Maximum possible dose: (b) 
(4)

mL which is the entire batch (provided in the “Justification 
of Specifications” document) 

	 Calculated proposed endotoxins specification with maximum dose: 

( (b) 
(4)

mL) x ( (b) (4) EU/mL) = (b) (4) EU/dose 

The endotoxin dose at the proposed endotoxins specification and maximum dose as 

calculated by this reviewer is within the maximum recommended for PET drug products 

as defined in USP <85> as no more than (b) (4) EU/V, where V is the fill volume.  

Information request sent to the applicant on 07 November 2019 followed by 

applicant’s responses from 26 December 2019: 

1.	 The bacterial endotoxins information provided in Section 3.2.P.5.2 and 3.2.P.5.6, is 

acknowledged. However, the bacterial endotoxins enhancement/ inhibition study was 

not provided. For more information please refer to the FDA guidance, PET Drugs-

Current Good Manufacturing Practice (cGMP), p. 26, which states: “We recommend 

that any new analytical test method be validated, through documented data, to show 

that it will consistently yield results that accurately reflect the quality characteristics 

of the product tested.” In addition, it is noted 

For more information 

please refer to USP <85>, Bacterial Endotoxins Test, which states: “If necessary, 

(b) (4)

(b) (4)

(b) (4)

adjust the pH of the solution to be examined (or dilution thereof) so that the pH of the 

mixture of the lysate and Sample Solution falls within the pH range specified by the 

lysate manufacturer, usually 6.0–8.0.”  Please address the following: 

a.	 Provide a summary report with the data collected for the enhancement/inhibition 

study. 
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Response: The applicant provided an inhibition/enhancement study. The product was 

tested (b) (4)

(b) (4)



 

     

   

  

 

 

 

 

  

 

    

 

 

   

 

  

  

  

b. Confirm that the pH of the drug product tested in the endotoxin method validation 

was within the pH as defined (b) (4) If not, then provide 

updated validation data using the correct product pH. 

Response: The applicant stated (b) (4)

(b) (4)

c. Please revise the endotoxins test method to include instructions (b) (4)

(b) (4)

Response: The applicant stated that the BET method has been validated and further 

pH testing is not warranted. See response to the information request above (1-b). 

d. Describe the actions taken in the event of a bacterial endotoxins test failure. 

Response: The applicant states (b) (4)

(b) (4)

2. Furthermore, the MVD was calculated 

The maximum valid dilution (b) (4)

(b) (4)
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