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TO:   Division of Neurology Products 
 
THROUGH: Thomas F. Oliver, Ph.D., Division Director, Office of New Drug Products 

 
FROM:        Wendy Wilson-Lee, Ph.D., Branch Chief, Office of New Drug Products 
 
SUBJECT:       OPQ Review Memo 
 
APPLICATION/DRUG:   NDA 212319 Atropine Injection, Single Dose Autoinjector 
  
 
OPQ recommends APPROVAL of NDA 212319 for Atropine Injection, Single-Dose Autoinjector, 2 
mg/0.7 mL.  ANDA 208933 was converted to NDA 212319 as it was determined that Rafa’s application 
(ANDA 20983) was not eligible for approval under the section 505(j) of the FD&C Act and instead it 
should instead be a 505(b)(2) application.  FDA administratively converted the application to a 
505(b)(2) NDA and it was transferred to OND for review.   
 
OPQ references the Integrated Quality Assessment completed under ANDA 208933 for reviews from 
the drug substance, drug product, process, microbiology, and facilities disciplines.  Upon administrative 
closure of the ANDA, several OPQ issues were outstanding.  These issues are related to seven main 
topics: 
 

1. Confirmation of drug product shelf life for the fully assembled autoinjector 

2. Establishment of device reliability 

3. Requested updates to the submission 

4. Validation of Assay and Related Substances Method 

5. Process Description 

6. Biowaiver Request/Bioequivalence 

7. Labeling Review 
 
The analysis and mitigation of associated risks for the open product quality-related issues are described 
in the Product Quality Benefit-Risk Assessment (see Attachment 1).  As a result, there are two post-
marketing requirements and a post-marketing commitment for two of the product quality related issues 
(see Table 1).  The OPQ PMC for confirmation of drug product shelf life, developed in collaboration 
with the Office of Lifecyle Drug Products and Office of Policy for Pharmaceutical Quality, is described 
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After agreement is reached on the protocol, please complete the requested studies by 
January 9, 2021 with submission of the final report by April 9, 2021 via a Prior Approval 
supplement to the NDA. 
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This information can be provided via cross-reference to previously submitted information 
if it is representative. 
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Office of Pharmaceutical Quality/Office of New Drug Products
BIOPHARMACEUTICS REVIEW

Application No.: NDA 212319 Primary Reviewer:  
Angelica Dorantes, Ph.D.

Submission Date: June 27, 2018 
Secondary Reviewer:
Paul Seo, Ph.D.

Division: Division of Neurology Products

Applicant: Rafa Laboratories, Ltd.
Date of 
Review: 

July 3, 2018

Trade Name: Atropine Sulfate Injection, Single-Dose 
Autoinjector

Generic Name: Atropine Sulfate Injection, USP
Indication: Atropine Sulfate Injection is indicated for 

the treatment of poisoning by susceptible 
organophosphorus nerve agents having 
cholinesterase activity as well as 
organophosphorus or carbamate 
insecticides

Dosage Form/ Route 
of Administration/ 
strengths

Intramuscular Injection, 2mg/0.7 ml

Type of Submission: 
505 (b)(2) NDA

Type of Review: BIOWAIVER REQUEST

BIOPHARMACEUTICS REVIEW SUMMARY:

Background: On December 2, 2016, Rafa Laboratories, Ltd. submitted Original ANDA 209833 
for Atropine Sulfate Injection USP, 2 mg/0.7 mL, in accordance with Section 505(j) of the Federal 
Food, Drug, and Cosmetics Act (FD&C Act).    Atropine Sulfate Injection USP, 2 mg/0.7 mL is a 
single strength, supplied in a single-use prefilled auto-injector syringe.   The reference listed drug, 
AtroPen® Auto-Injector (atropine injection), approved under NDA 17016 on May 15, 1973.  The 
Applicant, Meridian Medical Technologies Inc., has not manufactured this product since 2013 and 
therefore is not available in the USA commercial market.

Upon review and consultation with various CDER subject matter experts, FDA determined that 
ANDA 209833 should be administratively converted to a 505(b)(2) NDA.  The new NDA 212319 
submission for Atropine Sulfate Injection USP, 2 mg/0.7 mL is dated June 27, 2018, and is under the 
Office of New Drugs/Division of Neurology Products.

Biowaiver Request: In the current submission, the Applicant, Rafa Laboratories, Ltd., is requesting a 
waiver for the CFR requirement of the submission of in vivo bioequivalence (BE) data for their 
proposed product, Atropine Injection USP, 2 mg sulfate/0.7 mL, under Section 21 CFR § 320.22 
(b)(1). 
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 Although no direct comparative testing was performed, it is noted that functional testing of Atropine 
Sulfate Injection USP, 2 mg/0.7 mL is performed at both initial qualification and full production lot 
release testing of the auto-injectors and includes activation force, dispensed volume, dispensing time, 
and needle extended length after dispensing.

Taking in consideration that in vitro performance testing is conducted for the proposed drug product 
at initial qualification & full production, the acceptance criteria limits for the performance test are the 
same as those of the Listed drug product, and the medical need for this product, Biopharmaceutics 
believes that the lack of direct comparison information for the in vitro performance tests is a low risk, 
and therefore the biowaiver’s evaluation is not impacted.   

RECOMMENDATION: 

The Division of Biopharmaceutics considers that the overall information provided to support the 
biowaiver request meets the requirements of Section 21 CFR § 320.22 (b)(1).   Therefore, the 
Applicant’s request for a waiver of the CFR’s requirement of in vivo bioequivalence testing for 
Atropine Injection USP, 2 mg sulfate/0.7 mL, is granted. 

From the Biopharmaceutics viewpoint, 505(b)(2) NDA 212319 for Atropine Injection USP, 2 mg 
sulfate/0.7 mL is recommended for APPROVAL.

Primary Reviewer                                                                               Secondary Reviewer

Angelica Dorantes, Ph. D.                                                                   Paul, Seo, Ph.D.                                                  
Branch Chief                                                                                         Division Director                                           
Division of Biopharmaceutics-Branch 1                                               Division of Biopharmaceutics                                  
Office of New Drug Products                                                               Office of New Drug Products
Office of Pharmaceutical Quality                                                         Office of Pharmaceutical Quality

    cc : NDA 212319/DARRTS
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07/03/2018
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