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NDA Executive Summary 
 

1. Application/Product Information  

NDA Number 218590 

Applicant Name Purdue Pharma L.P. 

Drug Product Name Nalmefene Hydrochloride Injection, Auto-Injector 

Dosage Form  Solution 

Proposed Strength(s)  1.5 mg/ 0.5mL 

NDA Classification  Type 5 – New Formulation or New Manufacturer 

Route of Administration  Intramuscular 

Maximum Daily Dose  

Rx/OTC Dispensed  Rx 

Proposed Indication 
Emergency treatment of known/suspected opioid 
overdose induced by natural/synthetic opioids in 
adults and pediatric patients aged 12 years and older. 

Drug Product Description 
, disposable auto-injector that houses 

a prefilled syringe (PFS) containing a clear, colorless 
to light yellow solution of nalmefene hydrochloride 

Co-packaged product 
information 

N/A 

Device information 

Storage Temperature/ 
Conditions 

   20-25 oC 

Review Team Discipline Primary Secondary 
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Drug Substance Zhixing Shan Katie Duncan 

Drug Product/ 
Labeling 

Jizhou Wang 
Valerie 
Amspacher/Julia 
Pinto 

Manufacturing 
Sugandha 
Saboo 

Cassie Abellard 

Biopharmaceutics N/A N/A 

Microbiology George Arhin Bethanie Lee 

Other (specify) N/A N/A 

RBPM Teicher Agosto 

ATL Valerie Amspacher 

Consults 
CDRH - Michael Lancina (primary reviewer) and 
Shruti Mistry (secondary reviewer) 

 
2. Final Overall Recommendation  - Approval with QPA(s) 
3. Action Letter Information 

a. Expiration Dating: The proposed shelf life of 24 months is acceptable 
when stored at 20°C to 25°C (68°F to 77°F) (Controlled Room Temperature). 

 
b. Additional Comments for Action 
We have the following PMC’s for the action letter: 
 
1.We note that only three (3) non-volatile, but no volatile or semi-volatile 

extractables  were observed in the extractables 
studies, while multiple semi-volatile extractables are noted  

 It is unusual to see these extractables 
. Therefore, your extractables studies may not be 

appropriately designed to produce a complete extractables profile to guide 
leachables studies. 

 
In order to obtain a complete extractables profile, re-run the extractables studies 

in 5% IPA, 50% IPA, pH 3 and 9 buffer solutions and reflux the samples in 
each media for 12-24 hours to achieve an equilibrium. We recommend that 
you size the components or materials (for example, by cutting the samples to 
smaller pieces, or grinding them) to increase the surface area and extraction 
stoichiometry before extraction. Ensure all the limits of quantitation (LOQs) of 
the reference standards are at or lower than 

the analytical evaluation threshold (AET). In addition, at least a confident level of 
structural identification should be achieved if a confirmation level is not 
possible as defined in USP <1663>. 
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2. Repeat the leachables studies based on the revised extractables study results. 

To mitigate the interference from the drug product matrix or from low 
response or low recovery of the compound from the drug product matrix, the 
leachables method should be fully validated. If full validation of the leachables 
methods for all the extractables over AET observed in the extractables 
studies is not possible or feasible, multiple representative compounds (≥3) 
from each chemical class (i.e., antioxidants, plasticizers, curing agents, 
additive degradants, and fatty acids) for volatile, semivolatile and non-volatile 
extractables, should be chosen for method validation. Ensure all the limits of 
quantitation (LOQs) of the reference standards are at or lower than the 
analytical evaluation threshold (AET). 

 
In the IND 137597 EOP2 meeting dated 5/25/2023, Agency recommended, 

“Evaluate at least three batches of your to-be-marketed drug product for 
leachables and include assessments at each timepoint over the course of 

your stability studies in order to identify trends in leachable levels over time 
(including early middle, and late time points). The materials tested should 
include any secondary container closure systems, if present, and be 
subjected to the same sterilization methods, as appropriate. These data are 
essential to determine the appropriate shelf life of your product”. Therefore, 
your proposal to do leachables testing  is 
not sufficient to obtain a trend of leachables throughout the shelf-lifeof the 
product. Provide leachables study results for the first 3 commercial batches 
manufactured for the assembled auto injector under accelerated and long 
term conditions following ICH Q1A time points (i.e. 0, 3, 6 for accelerated 
studies and 0, 3, 6, 9, 12, etc. for long term stability studies) with validated 

analytical methods.  
 
3. We acknowledge Method Validation Report for Identification, Assay and 

impurities of Nalmefene in Nalmefene Hydrochloride Injection in Prefilled 
Syringe or Autoinjector, 1.5 mg/0.5 mL by High Performance Liquid 
Chromatography (HPLC) (DOC No.: -REP-2481), we note Table 4 
Assay Level Linearity/Accuracy Solutions Results. Provide accuracy data in 
triplicate per FDA guidance “Validation of Chromatographic Methods” 
available at: 

https://www.fda.gov/regulatory-information/search-fda-guidancedocuments/ 
reviewer-guidance-validation-chromatographic-methods 

 
4. Basis for Recommendation:  
 

a. Summary of Rationale for Recommendation: 

The CMC recommendation for this NDA is approval with post-marketing 
commitments.  This is based on reviews by drug substance, drug product, 
process and facilities, and microbiology. 
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