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Executive Summary

Recommendation: OPQ team recommends approval of this NDA. All facilities are adequate in
support of the manufacture, testing and release of drug substance and drug product batches of
Cassipa® (Buprenorphine and Naloxone) Sublingual Film.

Summary of Quality Assessment:

This resubmission provides for a response to the complete response of September 2016.

The CR for this NDA was recommended because FDA Inspectors were not able to complete the
inspection of Lohmann Therapy Systems, the manufacturing facilities for the drug product. The
Facility was not ready for inspection. With this resubmission, the Lohmann facilities were ready
for mspection, and Office of Facilities within OPQ recommend this facility as adequate. The
inspection review is attached.

Further this resubmission provides for the addition of the new facility , Atavis Laboratories, UT,
Inc in Salt Lake City, UTAH (FEI 1000117147) to replace the now closed sites of o1
and 1n @ Actavis facility

will be responsible for the commercial release and stability testing of the drug product.
Lohmann Therapy Systems will be responsible for the release testing of both drug substances.
O il tst for particle size and residual solvents of
both drug substances. All analytical methods were transferred from ®® to Lohmann
and | O Transfer reports with validation results are provided. No changes i the methods or
specifications are proposed. The manufacturing process remains the same but for the use of a
different | @% . The B i replaced with a e
@ The process

and the formula are 0the1w1se unchanged from that reviewed in the previous cycle.

The drug substance, Buprenorphine HCI remains adequate with a retest period of | g months when
stored at (9°C. The second drug substance, Naloxone HCI dihydrate, is also adequate with a retest
period of E:} months when stored at 1[5;"(?.

The Drug product is a sublingual film comprising 16mg of buprenorphine and 4mg of n)aloxone
It 1s an immediate release formulation which releases both active ingredients within' = minutes.

The films are 22.3 mm x 25.4 mm with a thickness of 150um and a weight of 93mg. Each film is
o)) - ) 4)

packaged mn a child resistant pouch. The pouch comprises
) (4)

. Sufficient
stability data 1s provided to support an expiry of 24 months when stored under the following
conditions.

Qg ot ®) @ ) 4)

. excursions permitted between 15° and 30°C (59° and 86°F).
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Finally, Teva has changed the primary contact for this NDA. The new contact is Cherri Petrie at:

Contact:

Cherr1 Petrie

Senior Director, Regulatory Affairs, US Generics

Actavis Laboratories UT, Inc., an indirect, wholly-owned subsidiary of
Teva Pharmaceuticals USA, Inc.

577 Chipeta Way

Salt Lake City, Utah 84108

Phone: (801) 588-6633

Fax: (908) 659-2250

Email: RegulatoryAffairsUS@tevapharm.com

Reviewer and Application Technical Lead

Julia C. Pinto, Ph.D.
Branch Chief, OPQ/ONDP/Division II/Branch IV

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

Reference ID: 4320607



QUALITY ASSESSMENT W

Post-Approval Commitments

Reviewer’'s Assessment: N/A under facilities

Lifecycle Management Considerations

Routine surveillance coverage and continued process monitoring over the lifecycle of this

product.

List of Deficiencies: None
Primary Facilities Reviewer Name and Date: Rebecca Dombrowski 6/28/2018

Secondary Reviewer Name and Date:

Concur with the Acceptable recommendation.

Chrstina Capaccr-Damel, PhD — 06Juhi2018
Acting QAL, OPQ/OPF/DIA/IABII
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Chrlstlna Digitally signed by Christina Capacci-Daniel
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QUALITY ASSESSMENT

Recommendation:

NDA: Complete Response

NDA 208042

Review # 1
Drug Name/Dosage Form | Buprenorphine and Naloxone Sublingual Film
Strength 16 mg/4 mg
Route of Administration Oral, Sublingual Film
Rx/OTC Dispensed Rx

Applicant

Teva Pharmaceuticals USA

US agent, if applicable

Quality Review Team
DISCIPLINE REVIEWER BRANCH/DIVISION
Drug Substance Erika Englund OPQ/ONDP/DNDPAPI/BII
Drug Product Xiaobin Shen OPQ/ONDP/DNDPII/BIV
Process Pei-I Chu OPQ/OPF/DPAII/BVI
Microbiology Eric Adeeku OPQ/OPF/DMA/BI
Facility Rebecca Dombrowski OPQ/OPF/DIA/BII
Biopharmaceutics Vidula Kolhatkar/Kelly OPQ/ONDP/DB/BIL
Kitchens
Regulatory Business Process Steve Kinsley OPQ/OPRO/RBPMI/BI
Manager
Application Technical Lead Ciby Abraham OPQ/ONDP/DNDPII/BIV
Laboratory (OTR)
ORA Lead Paul Perdue
Environmental Assessment (EA)
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QUALITY ASSESSMENT
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QUALITY ASSESSMENT

Quality Review Data Sheet

1. RELATED/SUPPORTING DOCUMENTS:

A. DMFs:
ITEM i
DMF # TYPE HOLDER REFERENCED STATUS REVIEW COMMENTS
COMPLETED
16419 Type I Teva Buprenorphine Adequate | 1/6/2016 Xiaobin Shen,
Ph.D. found
DMEF adequate
B8 Type IT ®@ Adequate | 12/21/2015 Weiqin Jiang
found DMF
adequate
Type II Adequate | NA Manufacturing
informatio process supply
n provided
in the
NDA
A Adequate | 16-Aug-2016
I Adequate | NA
informatio
n provided
in the
NDA
IAY Adequate | NA
informatio
n provided
in the
NDA
B. Other Documents: IND, RLD, or sister applications
DOCUMENT APPLICATION NUMBER DESCRIPTION
N/A
2. CONSULTS:
DISCIPLINE STATUS RECOMMENDATION DATE REVIEWER
Biostatistics Not needed | Acceptable 10-Aug- | Xiaobin Shen,
2016 Ph.D.
Pharmacology/Toxicology | Ongoing Anticipated as acceptable 10-Aug- | Elizabeth Bolan,
2016 Ph.D.

Reference ID: 4320607
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QUALITY ASSESSMENT

e

CDRH
Clinical
Other
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QUALITY ASSESSMENT

Executive Summary

1. Recommendations

A. Recommendation and Conclusion on Approvability

Based on the recommendations from Process and Facilities, CMC recommends a
Complete Response. Drug substance, microbiology, biopharmaceutics, drug product
recommend approval for the Buprenorphine and Naloxone Sublingual Film, 16 mg/4 mg.
The drug product manufacturer, LTS Lohmann Therapy Systems site located in NJ (FEI
1000121692) was not ready for inspection and a withhold recommendation was provided
by the home district (NWJ-DO). Without the manufacturing site ready for inspection, the
process group had deficiencies about the manufacturing process of the Buprenorphine
and Naloxone Sublingual Film, 16 mg/4 mg.

Deficiencies:

1. You have stated in your application that (1) the O are

considered high risk factors to product content uniformity, (2) critical process parameters

such as @9 will affect product assay

results, and (3) acceptable will be evaluated and

established during process scale-up and process validation. Provide the commercial

“ equipment information, the critical process parameters for

®® the commercial manufacturing

L2 A e |

Process.

(b) (4) .
equipment
(6) (4)

To address this deficiency, provide commercial
information, critical process parameters for

for the commercial process.
2. Confirm that you will continue to perform the ©O® test for the commercial
batches. In addition, you have proposed to conduct the content uniformity test in the
drug product specification. Provide justification that your sampling plan and acceptance
criteria for the content uniformity test provides statistical assurance that batches of drug
product will meet appropriate specifications and statistical quality control criteria.

To address this deficiency, provide justification that your sampling plan and acceptance
criteria for content uniformity provides statistical assurance that the drug product batches
will meet specifications.

3. You have selected @ film as a @@ during the
manufacturing of buprenorphine and naloxone sublingual film. Provide information on

n

OPQ-XOPQ-TEM-0001v02 Effective Date: 13 Mar 2015
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the comiosition, physical attributes acceptance specification and a safety statement for

To address this deficiency, provide mnformation on the composition, physical attributes
acceptance specification and a safety statement for'ﬂ.

Information Requests:

1. Based on the USP salt policy, the product name throughout the package insert, all
labeling pouches and cartons should use the active base only. Since the APIs used are in
their salt forms, an equivalent statement should be included to state that the indicated
active moiety strengths are equivalent to 17.25 mg of buprenorphine hydrochloride and

4.89 mg of naloxone hydrochloride dihydrate respectively.

See “Naming of Drug Products Containing Salt Drug Substances”
http://www.fda.gov/downloads/drugs/guidancecomplianceregulatoryinformation/guidanc
es/uecm379753.pdf

6 OPQ-XOPQ-TEM-0001v02 Effective Date: 13 Mar 2015
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http://www.fda.gov/downloads/drngs/guidancecomplianceregulato1y

B. Recommendation on Phase 4 (Post-Marketing) Commitments, Agreements,
and/or Risk Management Steps, if Approvable

N/A
I.  Summary of Quality Assessments

A. Description of the Product

Drug Substance

The drug substance, Buprenorphine HCI, USP s manufactured by Teva Czech
Industries s.r.0. (TCI) and 1s referenced m DMF# 16419. Buprenorphine HCI 1s a white
or almost white crystalline powder. Only one crystal form is found. The

retest period for Buprenorphine HCl is .months, when stored at.-

The drug substance, Naloxone HC] Dihydrate, USP is manufactured 'hm);Hand
is referenced m DMF# - Naloxone HC1 Dihydrate is a white crystalline powder.
Only one crystal form i1s found. The retest periodis.months, when stored

at lOC.

Drug Product

7 OPQ-XOPQ-TEM-0001v02 Effective Date: 13 Mar 2015
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QUALITY ASSESSMENT

Buprenorphine and Naloxone Sublingual Film, 16 mg/4 mg is used for sublingual
use. The test product is designed to be an immediate release dosage form and releases the
two drug compounds within' @ minutes. The unit dimension of the film is 22.3 mm x 25.4
mm, thickness: ~ 150 um, and weight: 93 mg. The films are packaged individually n child
resistant and b i

30°C (59° and 86°F).

OVERALL ASSESSMENT AND SIGNATURES: EXECUTIVE
SUMMARY

8 OPQ-XOPQ-TEM-0001v02 Effective Date: 13 Mar 2015
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ASSESSMENT OF THE BIOPHARMACUETICS

38. Are the in-vitro dissolution test and acceptance criteria adequate for assuring
quality control and consistent bioavailability of the drug product?

The following FDA-recommended dissolution method for Buprenorphine HCl/Naloxone

HCI Dihydrate Sublingual Tablets was chosen as the dissolution method for the proposed
product, Buprenorphine HC1 and Naloxone HCI Sublingual Film:

104 OPQ-XOPQ-TEM-0001v02 Effective Date: 13 Mar 2015
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QUALITY ASSESSMENT

Table 2: Teva Dissolution Parameters
Dissolution Medium Water
Volume 500 mL
Temperature 3TE05°C
Apparatus USP Apparatus 1 (Basket)
Rotation Speed 100 rpm
Distance from bottom 2.5cm
Sampling Time (single point) | 15 minutes

(profile) 1.3.5,7.10, 15, and 20 minutes

The applicant proposed the following acceptance criteria:

Table 3.2.P.5.6- 4. Justification for Dissolution Specifications

Name Proposed Limits Justification
Dissolution Single Point (15 minutes) ) Guidance for Industry: Dissolution Testing of
- Buprenorphine Q= @Ps Immediate Release Solid Oral Dosage Forms and
- Naloxone available data

Applicant’s Response:

The Applicant submitted a complete dissolution method development report where they
evaluated different dissolution apparatus, medium, rotation speed, and medium volume.
Dissolution method development was conducted using Teva Buprenorphine and
Naloxone Sublingual Film, 16 mg/4 mg, Batch 9903174, which has the exact same
formulation as the submission batches.

Solubility data: The solubility of the drug substances in Buprenorphine and Naloxone
Sublingual Film, 16/4 mg, was measured in buffer pH 1.2, pH 4.0, pH 4.5, pH 6.8, pH 8.0
and water at 37°C. Excess amount of drug substances were added into each buffer
separately. The samples were stirred at room temperature for about 2 hours and then
moved to a 37°C water bath to shake for overnight. The solubility results of
Buprenorphine HCI and Naloxone HCI are summarized in the following table:

105 OPQ-XOPQ-TEM-0001v02 Effective Date: 13 Mar 2015
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Table 1: Solubility Results of Buprenorphine HCI1 and Naloxone HCI

106

Reference ID: 4320607

R Solubility (mg/mL)
Buprenorphine HC1 Naloxone HCI
pH1.2 436 160J15
pH 4.0 17.40 182.21
pH 45 10.25 190.63
pH 6.8 0.03 3.10
pHS.0 0.003 1.29
water 16.98 195.81

Reference: POMD 0714 8704

OPQ-XOPQ-TEM-0001v02 Effective Date: 13 Mar 2015




QUALITY ASSESSMENT

Discriminating capacity of the dissolution method: The applicant has stated that based on
the Risk Assessment and development work conducted as part of QbD principles
implementation, dissolution Critical Quality Attributes (CQA) were determined as very
robust and there were no API, Formulation and Process related variables that could
potentially impact dissolution. The possibility that there will be large batch to batch
variability in dissolution that can potentially impact safety and efficacy is very low.
However 1n order to still attempt to generate batches with variable dissolution profiles,
several batches were manufactured in which the formulation composition was modified.
The following table represents the composition of several batches manufactured using
formulation modifications, where batches 017, 025, 029, and 080 are drug products
manufactured using formulation modifications, and the final formulation batches are the
commercial formulations:

1 Page has been Withheld in Full as b4 (CCI/TS) immediately following this page
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QUALITY ASSESSMENT

{b) (4)

The formulation variation assessment represents an extreme case of formulation since the
final formulation of the product is fixed and there are no material related attributes
(excipient variability) that can impact dissolution. However, even with these extreme
variations in composition all dissolution results at 15 minutes pass the proposed
specification. Only single point dissolution was performed for Formulation Rx 3117-025
as the API in the profile samples precipitated over time. The single point results showed
% Buprenorphine and ®®04 Naloxone released at 15 minutes from Rx 3117-025.

Table 28: Dissolution Results of Formulation Change (PR10664/p1-96)

Formulation Buprenorphine %Released Naloxone %Released

Time (mins) | Rx3117-017 | Rx3117-029 | Rx3117-080 | Rx3117-017 | Rx3117-029 | Rxﬁ]]?-{f;}}]({‘l‘]
1

- [t |t

h | o

b | et | et
(==}

Based on the above results, it can be concluded that the proposed product and process are
very robust with respect to dissolution and the product is very rapidly dissolved, and
therefore the potential for large expected variability in dissolution that can impact safety
and efficacy is very low. The main goal of the dissolution method is therefore to serve as
a quality control tool to monitor batch to batch consistency and repeatability.

Reviewer’s comments: Mean data for formulations Rx3117-017. Rx3117-029 and
Rx3117-080 for Buprenorphine and Naloxone were provided. Single point dissolution
results for formulation Rx 3117-025 were provided ( @% Buprenorphine and Do,
Naloxone released at 15 minutes). Based on the data, Buprenorphine and Naloxone

117 OPQ-XOPQ-TEM-0001v02 Effective Date: 13 Mar 2015
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QUALITY ASSESSMENT

demonstrated rapid dissolution despite formulation variations (more than @ % dissolved
in 15 minutes). This rapid dissolution is similar to the dissolution of the proposed

product.

Dissolution method validation: The proposed dissolution method was validated. The

following table summarizes the validation results:

Trem Validation
# Element

System
Swuitability

Specificity

3 Lincanty

4 Accuracy

Precision
[Repeatability

and
Intermediate
Precision)

F Filtration Bias

Sty
Range
g Sclution
Stability
9 Robustness

Experimental Design

Acceptance Criteria

Reulrs

Bupreporphine

PaceFail

{b) (4

Pass

Pass

Reviewer’s comments: The proposed dissolution method is acceptable and adequately

validated.

The applicant submitted complete data (individual, mean, % RSD) for 12 units each of
three submission batches.

The following represents the dissolution data for buprenorphine from three submission
batches, 9902493, 9902543, and 9902593:

Lot no. % 1 min 3 min S min 7 min 10 min 15 min 20 min
dissolved
9902493 Mean 6 78 93 95 95 94 94
Max (b) (4)
Min
% RSD 244 7.6 1.6 1.0 1.0 1.0 1.0
9902543 Mean 7 82 91 92 92 92 92
Max (b} (4)
Min
% RSD A7 | 54 | 1.3 07 | o7 | 06 | 07 |
118 OPQ-XOPQ-TEM-0001v02 Effective Date: 13 Mar 2015
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QUALITY ASSESSMENT

9902593 | Mean 7 | 8 | 9 | 97 | 97 | 97 | 97
Max (b) (4)
Min 3 il 3 i 3 il
% RSD 325 | 69 | 15 | 09 | 10 | 11 | 11
120 -
100 ~
//.:‘—:I a— = =]
o 80 - ¥
E |
2 60 - —+—9902493
2 —8—9902543
40 A
9902593
20 - /
/
rn
0 T T T 1
0 5 10 15 20

Time (minutes)

The following table summarizes the submitted data for naloxone from three submission
batches, 9902493, 9902543, and 9902593:

Lot no. % 1 min 3 min S min 7 min 10 min 15 min 20 min
dissolved
9902493 Mean 26 89 97 97 97 97 97
Max (b) (4))
Min
% RSD 7.0 34 0.9 0.7 0.6 0.7 0.7
9902543 Mean 26 91 95 95 95 95 95
Max (b) (4)
Min
% RSD 13.7 2.4 0.5 0.8 1.0 0.9 0.9
9902593 Mean 25 91 96 97 97 97 97
Max (b) (4)
Min
% RSD 11.0 34 1.0 0.8 0.8 0.8 0.8
119 OPQ-XOPQ-TEM-0001v02 Effective Date: 13 Mar 2015
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QUALITY ASSESSMENT

601 / —+—9902493

% dissolved

—8—9902543
04 |
/ 9902593

20 4

0 T T T 1
0 5 10 15 20

Time (minutes)

Reviewer’s Assessment: Adequate.

e The proposed dissolution method is acceptable.

o The dissolution method was adequately validated for system suitability,
accuracy, specificity, precision, stability and robustness. The standard solution is
stable for at least 15 days when stored under ambient conditions. The sample
solution is stable for at least 4 days when stored under ambient conditions. The
method demonstrated linearity for the range 0.2 pg/mL to 48 pg/mL of
Buprenorphine, and the range 0.05 pg/mL to 12 pg/mL of Naloxone. The
linearity study covered a range from 0.625% to 150% of the sample
concentration for the 16 mg/4 mg strength. The HPLC method is adequate.

¢ Based on the data provided the proposed dissolution specifications are

acceptable.

39. Are the changes m the formulation, manufacturing process, manufacturing sites
during the development appropriately bridged to the commercial product?

Applicant’s Response: N/A

120 OPQ-XOPQ-TEM-0001v02 Effective Date: 13 Mar 2015
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QUALITY ASSESSMENT

Buprenorphine and Naloxone Sublingual Film, 16 mg/4 mg submission batch (Batch #
9902493) was used for clinical studies. The batch formula of Buprenorphine and
Naloxone Sublingual Film, 16 mg/4 mg for the submission batches (#9902493, 9902543

and 9902593) and the proposed commercial batches 1s identical as depicted in the table
below:

Table 2.3.2.5-1: Batch Formula for Buprenorphine and Naloxone Sublingual Film,

16 mg/4 mg for Exhibit ANDA Batches (#9902493, 9902543 and 9902593) and Proposed
Commercial Batch

16 mg/4 mg
i Commercial
Component Fivotal ANDA Batcl (b) (4)
(0) () CLy e
Batch ilms . % wiw
TWeight in k; i
eight in kgl Weight in kg
Buprenotrphine Hydrochloride, USP ) )
Naloxone Hydrochloride Dihydrate, USP
Polvethylene Oxide, NF
(b) (4
2 by (4
Maltitol. NF )
Lemon-Lime Flavor
(b) (4)
Anhydrous Citric Acid, USP
(b) (4
Povidone, USP b)4)
(b) (4Y
Acesulfame Potassium Salt, NF
(b (4)
Sodium Phosphate, Dibasic, Anhydrous,
Usp
FD&C Yellow %6, 0@
Butylated Hydroxyanisole. NF
(b) (4)
(B)(4) |
Blue Ink| (@@
Total Weight:
(b) (4)

Reviewer’s Assessment: N/A

OVERALL ASSESSMENT AND SIGNATURES:
BIOPHARMACEUTICS
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QUALITY ASSESSMENT

ASSESSMENT OF MICROBIOLOGY

1. Are the tests and proposed acceptance criteria for microbial burden adequate for
assuring the microbial quality of the drug product?

Applicant’s Response: See question 34.

Reviewer’s Assessment: Adequate.

2:3.P7 Container/Closure System

2. Is the proposed container/closure system for the drug product validated to
function as a barrier to microbial ingress? What is the container/closure design
space and change control program in terms of validation?

Applicant’s Response: N.A.

Reviewer’s Assessment: N.A.

A APPENDICES

A2 Adventitious Agents Safety Evaluation

3. Are any materials used for the manufacture of the drug substance or drug product
of biological origin or derived from biological sources? If the drug product
contains material sourced from animals, what documentation is provided to
assure a low risk of virus or prion contamination (causative agent of TSE)?

Applicant’s Response: No excipients proposed in Teva’s formulation for Buprenorphine
and Naloxone Sublingual Film for 16 mg/4 mg is sourced from animals.

123 OPQ-XOPQ-TEM-0001v02 Effective Date: 13 Mar 2015
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QUALITY ASSESSMENT

Reviewer’s Assessment: Adequate.

4. If any of the materials used for the manufacture of the drug substance or drug
product are of biological origin or derived from biological sources, what drug
substance/drug product processing steps assure microbiological (viral) safety of
the component(s) and how are the viral inactivation/clearance capacity of these
processes validated?

Applicant’s Response: N.A.

Reviewer’s Assessment: N.A.

OVERALL ASSESSMENT AND SIGNATURES: MICROBIOLOGY

Reviewer’s Assessment and Signature:
Adequate.

Pei-1 Chu, 04/09/2016

Secondary Review Comments and Concurrence:
Concur with reviewer evaluation and conclusions, Ubrani V. Venkataram, 4/14/2016

ASSESSMENT OF ENVIRONMENTAL ANALYSIS

5. Is the applicant’s claim for categorical exclusion acceptable?

6. Isthe applicant’s Environmental Assessment adequate for approval of the
application?

124 OPQ-XOPQ-TEM-0001v02 Effective Date: 13 Mar 2015
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QUALITY ASSESSMENT

Applicant’s Response:

The applicant requested a categorical exclusion in accordance with 21 CFR 25.31(a)
based on two rationales:

1. The drug product will not be administered at higher dosage levels, for longer
duration, or for different indications than previously in effect for the listed drug
product.

2. Data available to the agency do not establish that, at the expected level of exposure,
the substance may be toxic to organisms in the environment.

Reviewer’s Assessment: Acceptable.

The claim for categorical exclusion is acceptable and adequate for environmental
assessment.

OVERALL ASSESSMENT AND SIGNATURES: ENVIRONMENTAL

1. Package Insert

125 OPQ-XOPQ-TEM-0001v02 Effective Date: 13 Mar 2015
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QUALITY ASSESSMENT

(a) “Highlights” Section (21CFR 201.57(a))
(Attach proposed text)

HIGHLIGHTS OF PRESCRIBING INFORMATION
These highlights do not include all the information needed to use

126

Reference 1D: 4320607

(b) (4)

sublingual film

(b) (4)

safely and effectively. See full prescribing information for

(b) (4)

(b) (4)
@@ cr

Initial U.S. Approval: 2002

INDICATIONS AND USAGE
(b) (4)

®X® indicated for the maintenance treatment of opioid
dependence. (b) (4)
(b) (4)
(1)
DOSAGE AND ADMINISTRATION
. (b) (4)
BH&as a smgle daily dose. (2.1)
(b) (@)

L]
. Place one by )

®®f1m under the tongue. close to the base on the left or right

side and allow to completely dissolve, (2.2

B ®®must be administered whole. Do not cut, chew. or swallow. (2.2)

--------------------- DOSAGE FORMS AND STRENGTHS -
Sublingual film: 16 mg buprenorphme with 4 mg naloxone. (3)

Ttem Information Reviewer’s Assessment
Provided in NDA
Product title, Drug name (201.57(a)(2))
Proprietary name and |Buprenorphine Acceptable.
established name hydrochloride and e
naloxone
hydrochloride
Dosage form. route |Sublingual film, Acceptable.
of administration sublingual
administration
Controlled drug CII Acceptable.
substance symbol (if
applicable)
Dosage Forms and Strengths (201.57(a)(8))
A concise summary |Sublingual film: 16 Acceptable.
of dosage forms and |mg buprenorphine
strengths with 4 mg naloxone.
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Conclusion: Acceptable with comments.
Based on the USP salt policy, the product name throughout the package insert, all

labeling pouches and cartons should use the active base only. Hence the applicant
should revise the product name to Buprenorphine and Naloxone Sublingual Film.
The product strength of 16 mg/4 mg is based on the active moieties already. Since
the APIs used are in their salt forms, an equivalent statement should be included to
state that the indicated active moiety strengths are equivalent to 17.25 mg of
buprenorphine hydrochloride and 4.89 mg of naloxone hydrochloride dehydrate

respectively.

(b) “Full Prescribing Information” Section

# 3: Dosage Forms and Strengths (21CFR 201.57(c)(4))

Item Information Provided in NDA Reviewer’s Assessment
Available dosage forms Sublingual film Acceptable.
Strengths: in metric system Buprenorphine 16 mg/ Naloxone 4 | Acceptable.
mg
A description of the identifying [ A flexible, rectangular film with Acceptable.
characteristics of the dosage uniformly distributed orange color,
forms, including shape, color. |[imprinted with "16" in blue ink as a
coating. scoring, and strength identifier ("16" may appear
imprinting, when applicable.  |to be green in color)

Conclusion: Acceptable.
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#11: Description (21CFR 201.57()(12))
(Attach proposed text)
11 DESCRIPTION

B 16 mg/4 mg 1s a flexible, rectangular film with
uniformly distributed orange color. imprinted with "16" in blue ink as a strength identifier ("16" may appear to be green in
color). The film can be removed from the pouch as an intact piece. It contains buprenorphine HCL a mu-opioid receptor
partial agonist and a kappa-opioid receptor antagonist. and naloxone HC1 dihydrate. an opioid receptor antagonist. at a
ratio of 4:1 (ratio of free bases). It 1s intended for sublingual admimstration and 1s available as 16 mg buprenorphine with
4 mg naloxone. Each sublingual film also contains acesulfame potassium salt. anhydrous citric acid. butylated
hydroxyanisole, butylated hydroxytoluene, FD&C Blue No. 1. FD&C Yellow #6, lemon-lime flavor, malutol,
polyethylene oxide. povidone, propylene glycol, shellae, and sodium phosphate, dibasice, anhydrous,

Chemically. buprenorphine HC1 is (28)-2-[17-Cyelopropylmethyl-4.5a-epoxy-3-hydroxy-6-methoxy-6a. 1 4-ethano- 1 4a-

morphinan-7u-yl]-3,3-dimethylbutan-2-01 hydrochloride. Tt has the following chemical structure;

. HCI

L4
CyHy NOy» HCL M.W. 504.10
Buprenorphine HCl 15 a white or OYH), hite crystalline powder, sparingly soluble n water. freely soluble in methanol.

soluble in alcohol. and practically insoluble in cyelohexane.

Chemically. naloxone HC1 dihvdrate is 17-allyl-4.5 o -epoxy-3. 14-dihvdroxymorphinan-6-one hydrochloride dihydrate. It
has the following chemical structure:

* HCl * 2H;0

HO Q

C1oH3NO, » HCL » 2H,0 MLW. 399.87

Naloxone hydrochloride dihydrate is a white or’ ®1®yhite powder and is soluble in water,[ ®#soluble in alcohol,
and practically insoluble 1n toluene and ether.

Item Information Provided in NDA Reviewer’s Assessment
Proprietary name and established  |Buprenorphine hydrochloride and | Acceptable.
name naloxone hydrochloride ®) )
Dosage form and route of Sublingual film Acceptable.
administration
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Active moiety expression of 16 mg buprenorphine with Deficient.
strength with equivalence statement |4 mg naloxone
for salt (if applicable)

Inactive ingredient information Each sublingual film also contains | Acceptable.
{(quantitative, if injectables acesulfame potassium salt.
21CFR201.100(b)(5)(ii1)). listed by |anhydrous citric acid. butylated

USP/NF names. hydroxyanisole, butylated

hydroxytoluene. FD&C Blue No.
1. FD&C Yellow #6, lemon-lime
flavor, maltitol,

polyethylene oxide, povidone,
propylene glycol, shellac, and
sodium phosphate, dibasic,
anhydrous.

Statement of being sterile (if NA NA
applicable)
Pharmacological/ therapeutic class |Buprenorphine HCL a mu-opioid | Acceptable.
receptor partial agonist and a
kappa-opioid receptor antagonist;
Naloxone HCI dihydrate, an
opioid receptor antagonist.

Chemical name, structural formula, |Yes, see the section reproduced Acceptable.
molecular weight above.

If radioactive, statement of NA NA
important nuclear characteristics.

Other important chemical or Yes, see the section reproduced Acceptable.

physical properties (such as pKa. above.
solubility, or pH)

Conclusion: Deficient.
Based on the USP salt policy, the product name throughout the package insert, all

labeling pouches and cartons should use the active base only. Hence the applicant
should revise the product name to Buprenorphine and Naloxone Sublingual Film.
The product strength of 16 mg/4 mg is based on the active moieties already. Since
the APIs used are in their salt forms, an equivalent statement should be included to
state that the indicated active moiety strengths are equivalent to 17.25 mg of
buprenorphine hydrochloride and 4.89 mg of naloxone hydrochloride dihydrate

respectively.

#16: How Supplied/Storage and Handling (21CFR 201.57(c)(1
(Attach proposed text)
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16 HOW SUPPLIED/STORAGE AND HANDLING

(b) (4) ; - : : ; x .
sublingual film, 16 mg/4 mg is a flexible, rectangular film with

uniformly distributed orange color, imprinted with "16" in blue ink as a strength identifier (" 16" may appear to be green in
Gl : s ; 3 {b) (4) - i

color), in child-resistant polyester/foil laminated pouches, 30 films per carton. The film can be removed

from the pouch as an intact piece.

»  NDC 0093-2155-33 (buprenorphine/naloxone 16 mg/4 mg/film: content expressed in terms of free base) — 30 films
per carton.

Store at 20° to 23°C (68° to 77°F) e

Patients should be advised to store buprenorphine-containing medications safely and out of sight and reach of

children.
Rx only
Item Information Provided in NDA Reviewer’s Assessment
Strength of dosage form 16 mg/4 mg Acceptable.
Available units (e.g.. bottles of | 30 films per carton. Acceptable.
100 tablets)
Identification of dosage forms. | A flexible, rectangular film with Acceptable.
e.g., shape, color, coating, uniformly distributed orange color.
scoring, mmprinting, NDC imprinted with "16" in blue ink as a
number strength identifier ("16" may appear
to be green in color).
NDC 0093-2155-33.
Special handling (e.g., protect [NA. NA.
from light, do not freeze)
Storage conditions Store at 20° to 25°C (68° é?{z)’;“:F) Acceptable.
Manufacturer/distributor name listed at the end of PI. following Section #17

Ttem Information Provided in NDA Reviewer’s Assessment
Manufacturer/distributor name (21 |Lohmann Therapy Systems, Acceptable.
CFR 201.1) Corporation (LTS)

West Caldwell, NJ 07006

Manufactured For:

TEVA PHARMACEUTICALS

USA, INC.

North Wales, PA 19454

Conclusion: Acceptable.

2. Container and Carton Labeling

1) Immediate Container Label

1 Page of Draft Labeling has been Withheld in Full as b4 (CCI/TS) immediately following
this page
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Reviewer's Assessment:

Comments on the Information Provided in =
Item NDA Conclusions

B Acceptable.

[Proprietary name,
established name (font ont size and prominence are
size and prominence (21 |appropriate.

ICER 201.10(2)(2))

Strength (21CFR The strengths are based on the active moieties. Acceptable.
P01.10(d)(1): 21.CFR
P01.100(b)(4))

[Route of administration  [Specified together with the dosage form. Acceptable.
21.CFR 201.100(b)(3))
[Net contents™ (21 CFR Specified. Acceptable.
P01.51(a))

ame of all inactive Provided in carton label. Acceptable.

ingredients (; Quantitative
ingredient information is
equired for injectables)

21CFR 201.100(b)(5)**

Lot number per 21 CFR  [Included. Acceptable.

201.18
xpiration date per 21 [ncluded. Acceptable.
FR 201.17

[‘Rx only” statement per [[ncluded. Acceptable.

21 CFR 201.100(b)(1)

Storage [ncluded. Acceptable.
(not required)

INDC number [ncluded. Acceptable.

(per 21 CFR 201.2)
requested, but not

ﬁequired for all labels or
abeling), also see 21 CFR

007.35(b)(3)

[Bar Code per 21 CFR Included. Acceptable.
D01.25(c)(2)***

E\Iame of [ncluded. Acceptable.
nanufacturer/distributor

21 CFR 201.1)

[Others Referenced to package insert for usage directions. [Acceptable.

*21 CFR 201.51(h) A drug shall be exempt from compliance with the net quantity
declaration required by this section if it is an ointment labeled “‘sample’’, ‘“physician’s
sample’’, or a substantially similar statement and the contents of the package do not
exceed 8 grams.

**For solid oral dosage forms, CDER policy provides for exclusion of “oral” from the
container label
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e

**Not required for Physician’s samples. The bar code requirement does not apply to
prescription drugs sold by a manufacturer, repacker, relabeler, or private label distributor
directly to patients, but versions of the same drug product that are sold to or used in
hospitals are subject to the bar code requirements.

Conclusion: Acceptable.
The need for revision of product name to active moiety based is addressed in a prior section.

2) Carton Labeling
(Attach the proposed carton labeling here)

1 Page of Draft Labeling has been Withheld in Full as b4 (CCI/TS) immediately following this
page
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Comments on the Information Provided in

Item NDA Conclusions
E’roprie‘[aly name, established HEg Acceptable.
1ame (font size and Font size and prominence are

prominence (FD&C Act appropriate.
502(e)(1)(A)(i). FD&C Act
502(e)(1)(B). 21 CFR

P01.10()(2))

Strength (21CFR 201.10(d)(1):  |The strengths are based on the active moieties. Acceptable.
P1.CER 201.100((d)(2))

[Net contents (21 CFR 201.51(a)) [Specified. Acceptable.
Lot number per 21 CFR Specified. Acceptable.
201.18
[Expiration date per 21 CFR  [Specified. Acceptable.
201.17
[Name of all inactive Specified. Acceptable.

lingredients (except for oral
drugs); Quantitative ingredient
[iLlnlformation 1s required for
injectables)[ 201.10(a).

21CFR201.100(d)(2)]

Sterility Information (if [NA. [NA.
applicable)

[“Rx only” statement per 21  [Specified. Acceptable.
CFR 201.100(d)(2), FD&C

Act 503(b)(4)

Storage Conditions Specified. Acceptable.
INDC number Specified. Acceptable.

(per 21 CFR 201.2)
(requested, but not required
[for all labels or labeling), also
see 21 CER 207.35(b)(3)

IBar Code per 21 CFR Specified. Acceptable.
201.25(c)(2)**

[Name of Specified. Acceptable.
jmanufacturer/distributor

“See package insert for dosage[Specified. Acceptable.
jinformation” (21 CFR 201.55)

[“Keep out of reach of [NA. [NA.

children” (optional for Rx,
frequired for OTC)

IRoute of Administration (not Implied in dosage form. Acceptable.
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e
EOI.IOO(d)(l) and (d)(2))

quired for oral, 21 CFR

Conclusion: Acceptable. _
The need for revision of product name to active moiety based is addressed in a prior section.

OVERALL ASSESSMENT AND SIGNATURES: LABELING

I. List of Deficiencies To Be Communicated

Drug Substance

Process
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You have stated in your application that (1) the
are considered high risk factors to product content uniformi
rocess parameters such as
will affect product assay results, and (3) acceptable

137 OPQ-XOPQ-TEM-0001v02 Effective Date: 13 Mar 2015

Reference 1D: 4320607



QUALITY ASSESSMENT =m '.._, f.‘

@ will be evaluated and established during process scale -up
@)

and process validation. Provide the commercial
equipment information, the critical process parameters for
the commercial manufacturing process.

(b) (4)

Confirm that you will continue to perform the ©9 test for the

commercial batches. In addition, you have proposed to conduct the content
uniformity test in the drug product specification. Provide justification that your
sampling plan and acceptance criteria for the content uniformity test provides
statistical assurance that batches of drug product will meet appropriate
specifications and statistical quality control criteria.

(b) (4) (b) (4)

You have selected film as a during the
manufacturing of buprenorphine and naloxone sublingual film. Please provide
information on the composition, phw sical attributes acceptance specification and
a safety statement for &

Facility

Biopharmaceutics

Microbiology

Environmental

Label/Labeling

Based on the USP salt policy, the product name throughout the package insert,
all labeling pouches and cartons should use the active base only. Hence the
applicant should revise the product name to Buprenorphine and Naloxone
Sublingual Film. The product strength of 16 mg/4 mg is based on the active
moieties already. Since the APIs used are in their salt forms, an equivalent
statement should be included to state that the indicated active moiety strengths

are equivalent to 17.25 mg of buprenorphine hydrochloride and 4.89 mg of
naloxone hydrochloride dihydrate respectively.

II. Attachments

A. Lifecycle Knowledge Management

Executive Risk Assessment Summary

From Initial Quality Assessment Review Assessment
Product I Factors that can I Risk Risk Mitigation I Risk I Lifecycle
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attribute/
CQA

impact the CQA

Ranking*

Approach

Evaluation

Considerations/
Comments**

Assay,
stability

» Formulation

* Raw materials

* Process
parameters

* Scale/equipment
* Site

Physical
stability
(API)

« Formulation

« Raw materials

* Process
parameters

* Scale/equipment
* Site

Content
uniformity

» Formulation

« Raw materials

* Process
parameters

* Scale/equipment
* Site

Microbial
Limits

* Formulation

« Raw materials

* Process
parameters

» Scale/equipment

In Vitro
Dissolution

* Formulation

* Raw materials

* Process
parameters

* Scale/equipment
* Site

* Exclude major
reformulations

* Alcohol dose

dumping
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	Buprenorphine 
	Adequate 
	1/6/2016 
	Xiaobin Shen, 

	TR
	Ph.D. found 


	DMF adequate -<bl<4> Type II 
	(bf<ill Adequate 
	(bf<ill Adequate 
	(bf<ill Adequate 
	Weiqin Jiang foundDMF adequate 

	12/2112015 

	Type II IV 
	Type II IV 
	Type II IV 
	Adequate info1matio nprovided in the NDA Adequate 
	NA 16-Aug-2016 
	Manufacturing process supply 

	III 
	III 
	Adequate info1matio nprovided in the NDA 
	NA 


	IV 
	Adequate 
	NA info1matio nprovided in the NDA 
	B. Other Documents: IND, RLD, or sister applications 
	DOCUMENT APPLICATION NUMBER DESCRIPTION NIA 
	2. CONSUL TS: .
	DISCIPLINE 
	DISCIPLINE 
	DISCIPLINE 
	STATUS 
	RECOMMENDATION 
	DATE 
	REVIEWER 

	Biostatistics 
	Biostatistics 
	Not needed 
	Acceptable 
	10-Aug­2016 
	Xiaobin Shen, Ph.D. 

	Pharmacology/Toxicology 
	Pharmacology/Toxicology 
	Ongoing 
	Anticipated as acceptable 
	10-Aug­2016 
	Elizabeth Bolan, Ph.D. 
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	CDRH
	I

	CJU,k.J 
	Other 
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	Executive Summary 
	Executive Summary 
	I. Recommendations 
	A. Recommendation and Conclusion on Approvability 
	Based on the recommendations from Process and Facilities, CMC recommends a Complete Response. Drng substance, microbiology, biophaimaceutics, drng product recommend approval for the Bupreno1phine and Naloxone Sublingual Film, 16 mg/4 mg. The drng product manufacturer, LTS Lohmann Therapy Systems site located in NJ (FEI 1000121692) was not ready for inspection and a withhold recommendation was provided by the home district (NWJ-DO). Without the manufacturing site ready for inspection, the process group had d
	Deficiencies: 
	1. You have stated in your application that (1) the <bHI ai·e considered high risk factors to product content unifonnity...__(2) critical process parameters 
	4

	(b)(4J .
	such as will affect product assay results, and (3) acceptable 'u" 'WiII be evaluated and established durin process scale-up and process validation. Provide the commercial 
	~uipment infonnation the critical process parameters for (6)(4f h . 1 f: .
	<bH
	4

	t e commercia manu actunng process. 
	To address this deficiency, provide commercial info1mation, critical process parameters for • for the commercial process. ----------------­
	Figure
	2. Confom that you will continue to perform the (bf<4J test for the commercial batches. In addition, you have proposed to conduct the content unifo1mity test in the drng product specification. Provide justification that your sampling plan and acceptance criteria for the content uniformity test provides statistical assurance that batches ofdrng product will meet appropriate specifications and statistical quality control criteria. 
	To address this deficiency, provide justification that your sampling plan and acceptance criteria for content unifonnity provides statistical assurance that the diug product batches will meet specifications. 
	OPQ-XOPQ-TEM-0001v02 Effective Date: 13 Mai· 2015 
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	the composition, physical atti·ibutes acceptance specification and a safety statement for 
	(b)l4) 
	To address this deficiency, provide information on the composition, physical atti·ibutes acceptance specification and a safety statement for <bJ <I . 
	4

	4 64
	3. You have selected <bll> film as a <><f during the manufacturing of bupreno1phine and naloxone sub lingual film. Provide info1mation on 
	Information Requests: 
	Information Requests: 
	1. Based on the USP salt policy, the product name throughout the package inse1i, all .labeling pouches and caiions should use the active base only. Since the APis used are in .their salt fonns, an equivalent statement should be included to state that the indicated .active moiety sti·engths ai·e equivalent to 17.25 mg ofbuprenorphine hydrochloride and .
	4.89 mg ofnaloxone hydrochloride dihydrate respectively. .See "Naming ofDrng Products Containing Salt Drug Substances" .info1mation/guidanc .es/ucm379753.pdf .
	http://www.fda.gov/downloads/drngs/guidancecomplianceregulato1y 

	)14! 
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	(b)(4l 
	B. Recommendation on Phase 4 (Post-Marketing) Commitments, Agreements, and/or Risk Management Steps, if Approvable 
	NIA 
	I. Summary of Quality Assessments 
	A. Description ofthe Product 
	Drug Substance 
	The chug substance, Buprenorphine HCl, USP is manufactured by Teva Czech fudustries s.r.o. (TCI) and is referenced in DMF# 16419. Buprenorphine HCl is a white oralmost whitec1ystallinepowder. Only one cr ystal form is found. The 
	(b)l4f 
	retest period for Buprenorphine HCl is i:~months, when stored at 
	The chug substance, Naloxone HCl Dihydrate, USP is manufactured by <bll> and is referenced in DMF# < >< . Naloxone HCl Dihydrate is a white c1ystal ine powder. Only one cr ystal form is fo und. The retest period is mmonths, when stored 
	4 
	6 
	41

	(bl 
	at <4>0c. 
	Drug Product 
	7 
	7 
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	Bupren01phine and Naloxone Sublingual Film, 16 mg/4 mg is used for sublingual use. The test product is desif!Jiyd to be an immediate release dosage f 01m and releases the two chug compounds within~minutes. The unit dimension ofthe film is 22.3 Illill x 25.4 mm, thickness: ~150 µm, and wei~93 mg. The films are packaged individuall in c.hild resistant and (bl\l pouches consistin from (bl\
	4 

	Figure
	Based on the stability data provided, an expiiy of24-months will be granted e storage statement "Store at <bH· excursions pennitted between 15° and 30°C (59° and 86°F). <bHI,, 
	Figure
	using th
	41 
	4

	OVERALL ASSESSMENT AND SIGNATURES: EXECUTIVE .SUMMARY .
	Application Technical Lead Signature: 
	Ciby J. Abraham, Ph.D. .Quality Assessment Lead (Acting) .Application Technical Lead .ONDP/DIVII/Branch IV .
	95 Page(s) tias 15een Wittitiela in Full as 15'1 (CCI/TS) immeaiately following ttiis page 
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	(b)(4) 

	ASSESSMENT OF THE BIOPHARMACUETICS 
	ASSESSMENT OF THE BIOPHARMACUETICS 
	38. Are the in-vitro dissolution test and acceptance criteria adequate for assuring quality contrnl and consistent bioavailability ofthe dmg product? 
	The following FDA-recommended dissolution method for Buprenorphine HCl/Naloxone HCl Dihydrate Sublingual Tablets was chosen as the dissolution method for the proposed product, Buprenorphine HCl and Naloxone HCl Sublingual Film: 
	OPQ-XOPQ-TEM-0001v02 Effective Date: 13 Mar 2015
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	Table 2: TeYa Dissolution Parameters 
	Dissolution Medium 
	Dissolution Medium 
	Dissolution Medium 
	Water 

	Vohune 
	Vohune 
	500mL 

	Temperature 
	Temperature 
	37 ± 0.5 °C 

	Apparatus 
	Apparatus 
	USP Apparatus 1 (Basket) 

	Rotation Speed 
	Rotation Speed 
	100 rpm 

	Distance from bottom 
	Distance from bottom 
	2.5 cm 

	Sampling Time (single point) 
	Sampling Time (single point) 
	15 minutes 

	(profile) 
	(profile) 
	L 3. 5, 7. 10. 15. and 20 minutes 


	The applicant proposed the following acceptance criteria: 
	Table 3.2.P.5.6-4. Justification for Dissolution Specifications '.\'nme Proposed Limits Justificntion Dissolution Single Poinr (15 minutes) (b) Guidance for Indust1y: Dissolution Testing of -Bupreno1phine Q = (41>/o Immediate Release Solid Oral Dosage Fotms and -Naloxone a\·ailable data 
	Applicant's Response: 
	The Applicant submitted a complete dissolution method development repo1t where they evaluated different dissolution apparatus, medium, rotation speed, and medium volume. Dissolution method development was conducted using Teva Bupreno1phine and Naloxone Sublingual Film, 16 mg/4 mg, Batch 9903174, which has the exact same fo1mulation as the submission batches. 
	Solubility data: The solubility ofthe drng substances in Bupreno1phine and Naloxone Sublingual Film, 16/4 mg, was measured in buffer pH 1.2, pH 4.0, pH 4.5, pH 6.8, pH 8.0 and water at 37°C. Excess amount of drng substances were added into each buffer separately. The samples were stined at room temperature for about 2 hours and then moved to a 37°C water bath to shake for overnight. The solubility results of Bupreno1phine HCl and Naloxone HCl are summarized in the following table: 
	OPQ-XOPQ-TEM-0001v02 Effective Date: 13 Mar 2015 
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	Table 1: Solubility R esults of Bupre1101·phine HCI and Naloxone HCI 
	Solubility (mg/mL)
	:\Iedium 
	:\Iedium 
	:\Iedium 

	Buprenorphine HCI 
	Buprenorphine HCI 
	Naloxone H CI 

	pH 1.2 
	pH 1.2 
	4.36 
	160~15 

	pH 4.0 
	pH 4.0 
	17.40 
	182.21 

	l>H 4.5 
	l>H 4.5 
	10.25 
	190.63 

	l>H 6.8 
	l>H 6.8 
	0.03 
	3.10 

	l>H 8.0 
	l>H 8.0 
	0.003 
	1.29 

	water 
	water 
	16.98 
	195.81 


	Reference: POMD 0714 8704 
	(b)l4f 
	8 Page(s) tiave 5een Wittitielct in Full as 5~ (CCI/TS) immectiately following ttiis page 
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	Discriminating capacity of the dissolution method: The applicant has stated that based on the Risk Assessment and development work conducted as paii of QbD principles implementation, dissolution Critical Quality Attributes (CQA) were detennined as ve1y robust and there were no API, Fonnulation and Process related vai·iables that could potentially impact dissolution. The possibility that there will be lai·ge batch to batch variability in dissolution that can potentially impact safety and efficacy is ve1y low
	1 Page has been Withheld in Full as b4 (CCI/TS) immediately following this page 
	OPQ-XOPQ-TEM-0001v02 Effective Date: 13 Mai· 2015 
	115 
	Reference ID 4320607 
	____
	L-"~=il#=c.=-----Q-U_A_L_I_T_Y_A_s_

	*==_~s_E_ss_M_E_N_T rgj§~~ .
	(6)(4) 
	The fonnulation variation assessment represents an extreme case offo1mulation since the final fo1mulation ofthe product is fixed and there are no material related attributes (excipient variability) that can impact dissolution. However, even with these extreme variations in composition all dissolution results at 15 minutes pass the proposed specification. Only single point dissolution was perfo1med for Fonnulation Rx 3117-025 as the API in the profile samples precipitated over time. The single point results 
	(b) . (b)(4) • 
	<4J % Buprenorphine and % N aloxone released at 15 Illlilutes from Rx 3117-025. 
	Table 28: Dissolution Results of For mulation Chan~e (PR10664/pl-96) 
	Bupreuorphine %Released Formulation 
	Nalo:rnne %Released Time (mins) 
	Rx3111-011 I Rx3111-029 I Rx3111-oso 
	Rx3111-011 I Rx3111-029 I Rx3111-oso 
	Rx3111-011 I Rx3111-029 I Rx3111-oso 

	(b)(4)
	1 .3 .5 .7 .10 .15 .20 .
	Based on the above results, it can be concluded that the proposed product and process are ve1y robust with respect to dissolution and the product is ve1y rapidly dissolved, and therefore the potential for large expected variability in dissolution that can impact safety and efficacy is ve1y low. The main goal ofthe dissolution method is therefore to serve as a quality control tool to monitor batch to batch consistency and repeatability. 
	Reviewer's collllllents: Mean data for fonnulations Rx3117-017, Rx3117-029 and Rx3117-080 for Buprenorphine and Naloxone were Qrovided. Single point dissolution results for fo1m ulation Rx 3117-025 were provided~%Buprenorphine andFnj% Naloxone released at 15 minutes). Based on the data, Buprenorphine and Naloxone 
	4
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	demonstrated rapid dissolution despite fonnulation variations (more than m% dissolved in 15 minutes). This rapid dissolution is similar to the dissolution of the proposed product. 
	Dissolution method validation: The proposed dissolution method was validated. The following table summarizes the validation results: 
	Item # 
	Item # 
	Item # 
	Validation Element 
	Expenmerual De' ign I Acceptance Criteria I I 

	I 
	I 
	System Suitability 

	l 
	l 
	$'1N"ifici!Y 

	3 
	3 
	Linmity 

	4 
	4 
	Accuracy 

	5 
	5 
	Precision (lte;le>tlbiliiy and llllennediate Precision) 

	6 
	6 
	FihrationBw Snl(!y 

	7 
	7 
	Range: 

	s 
	s 
	Solution Stability 

	9 
	9 
	Robustness 


	BuQ!SllC>!PhiilC 
	BuQ!SllC>!PhiilC 
	BuQ!SllC>!PhiilC 
	Rerulls I 
	Na!oxooc 
	(b)l4 
	Passlf>il Pass P>ss Pas.5 Pas.5 

	TR
	Pa<S 

	TR
	Pas.5 Pas.5 Pass Pass 


	Reviewer's comments: The proposed dissolution method is acceptable and adequately validated. 
	The applicant submitted complete data (individual, mean, % RSD) for 12 units each of three submission batches. 
	The following represents the dissolution data for bupreno1phine from three submission batches, 9902493, 9902543, and 9902593: 
	Lot no. % 1 min 3 min 5 min 7 min 10 min 15 min 20 min dissolved 9902493 Mean 6 78 93 95 95 94 94 Max (b)(4) Min % RSD 24.4 7.6 1.6 1.0 1.0 1.0 1.0 9902543 Mean 7 82 91 92 92 92 92 Max (b)l4J Min % RSD 41.7 5.1 1.3 0.7 0.7 0.6 0.7 
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	9902593 Mean 7 I 83 I 96 I 97 I 97 I 97 I 97 Max (b)(4) Min %RSD 32.5 I 6.9 I 1.5 I 0.9 I 1.0 I 1.1 I 1.1 
	120 100 "CJ 80 ~ ~ "' 60 -+-9902493 :a '$. 40 -9902543 -..-9902593 20 0 
	0 5 10 15 20 
	Time (minutes) 
	The following table summarizes the submitted data for naloxone from three submission batches, 9902493, 9902543, and 9902593: 
	Lot no. 
	Lot no. 
	Lot no. 
	% dissolved 
	1 min 
	3 min 
	5 min 
	7 min 
	10 min 
	15 min 
	20 min 

	9902493 
	9902493 
	Mean Max 
	26 
	89 
	97 
	97 
	97 
	97 
	97 (b)(4) 

	Min 
	Min 

	%RSD 
	%RSD 
	7.0 
	3.4 
	0.9 
	0.7 
	0.6 
	0.7 
	0.7 

	9902543 
	9902543 
	Mean Max 
	26 
	91 
	95 
	95 
	95 
	95 
	95 (b)(4) 

	Min 
	Min 

	%RSD 
	%RSD 
	13.7 
	2.4 
	0.5 
	0.8 
	1.0 
	0.9 
	0.9 

	9902593 
	9902593 
	Mean Max 
	25 11.0 
	91 3.4 
	96 1.0 
	97 0.8 
	97 0.8 
	97 0.8 
	97 (b)(4} 0.8 

	Min %RSD 
	Min %RSD 
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	~il#~~ 
	~il#~~ 
	120 
	100 .80 .
	"CJ 
	~ 
	> 

	15 
	-+-9902493 
	Figure

	"' 
	:s 
	"' 
	60 

	-.9902543 
	~ 
	40 
	-.-9902593 
	20 .0 .
	0 5 10 15 20 Time (minutes) 
	Reviewer's Assessment: Adequate. 
	• .
	• .
	• .
	The proposed dissolution method is acceptable. 

	• .
	• .
	The dissolution method was adequately validated for system suitability, accuracy, specificity, precision, stability and robustness. The standard solution is stable for at least 15 days when stored under ambient conditions. The sample solution is stable for at least 4 days when stored under ambient conditions. The method demonstrated linearity for the range 0.2 µg/mL to 48 µg/mL of Buprenorphine, and the range 0.05 µ.g/mL to 12 µ.g/mL of Naloxone. The linearity study covered a range from 0.625% to 150% ofthe

	• .
	• .
	Based on the data provided the proposed dissolution specifications are acceptable. 


	39. Are the changes in the fo1mulation, manufacturing process, manufacturing sites during the development appropriately bridged to the commercial product? 
	Applicant's Response: NIA .120 .
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	Buprenorphine and Naloxone Sublingual Film, 16 mg/4 mg submission batch (Batch # 9902493) was used for clinical studies. The batch fo1mula of Buprenorphine and Naloxone Sublingual Film, 16 mg/4 mg for the submission batches (#9902493, 9902543 and 9902593) and the proposed commercial batches is identical as depicted in the table below: 
	Table 2.3.2.5-1: Batch Fol'mula fo1· Bupl'eno1·phine and Naloxone Sublingnal Film, .16 mg/4 mg fol' Exhibit ANDA Batches (#9902493, 9902543 and 9902593) and Pl'oposecl .Commercial Batch .
	16 mg/4 mg Pivotal Ai" DA Commercial Component Batch (b)(4 ) Batch (b) <4lrilms Films o/o w/w Weight in k~ Weight in kg -Bupreno1phi11e Hydrochloride, USP (b)(4) Naloxone Hydrochloride Dihydrate, USP Polyethvlene Oxide.._NF (b)\4 ) Maltitol, NF I (b)(4)-i Lemon-Lime Flavor (b)(4) Anhvdrous Citric Acid USP (b)\4 Povidone, USP I (b)(4 i (b)(4 )' Acesulfame Potassium Salt, NF (b)(4! Sodium Pho5phate, Dibasic, Anhydrous, USP FD&C Yellow #6 I (6)(4l ,_Buj;ylated Hvdroxvanisole NF ;:::::== (6)(4t (b)(4) 1-Blue In
	Reviewer 's Assessment: N/A 
	OVERALL ASSESSMENT AND SI GNATURES: BIOPHARMACEUTI CS 
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	Reviewer's Assessment and Signature: Adequate 
	The Applicant proposed the following dissolution method: 
	Apparatus: USP apparatus I (Basket) Rotation speed: 100 rpm Dissolution medium: water, 500 mL Temperature: 37 ::1:: 0.5 °C Samplin2 time (sin2le point): t5 minutes 
	(proflle): t, 3, 5, 7, 10, t5 and 20 minutes The Applicant has proposed the following specifications: 
	For buprenorphine Q = m%; sample time t5 minutes Meets USP <711> St, S2, or S3 criteria as appropriate 
	ForN loxone Q = m%; sample time t5 minutes Meets USP <711> St, S2, or S3 criteria as appropriate 
	Based on the data provided the proposed dissolution method and specifications are 
	acceptable. 
	From the Biopharmaceutics perspective, NDA 208042 for Buprenorphine and Naloxone Sublingual Film, t6 mg/4 mg is recommended for approval. 
	Reviewer's Signature Vidula Kolhatkar, Ph.D. Branch II Division ofBiopharmaceutics/ONDP July t4, 20t6 
	Secondary Review Comments and Concurrence: 
	I concur with the Biopharmaceutics assessment and recommendation for approval. 
	Kelly M. Kitchens, Ph.D. 
	Acting Biopharmaceutics Quality Assessment Division ofBiopharmaceutics, Branch 2 July t5, 20t6 
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	1. .Are the tests and proposed acceptance criteria for microbial burden adequate for assuring the microbial quality ofthe drug product? 
	A licant's Res onse: See uestion 34. 
	Reviewer's Assessment: Adequate. 
	2.3.P.7 Container/Closure System 
	2. .Is the proposed container/closure system for the chug product validated to function as a baITier to microbial ingress? What is the container/closure design space and change control program in tenns ofvalidation? 
	Applicant's Response: N.A. 
	Reviewer's Assessment: N.A. 
	A APPENDICES 
	A.2 Adventitious Agents Safety Evaluation 
	A.2 Adventitious Agents Safety Evaluation 
	3. .Are any materials used for the manufacture ofthe chug substance or ch11g product ofbiological origin or derived from biological sources? Ifthe chug product contains material sourced from animals, what documentation is provided to assure a low risk ofvims or prion contamination (causative agent ofTSE)? 
	Applicant's Response: No excipients proposed in Teva's fonnulation for Bupreno1phine and Naloxone Sublingual Film for 16 mg/4 mg is sourced from animals. 
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	*il#=c.=-----Q-U_A_L_I_T_Y_A_ss_E_ss_M_E_N_T 
	Reviewer's Assessment: Adequate. 
	4. .Ifany ofthe materials used for the manufacture of the drng substance or drng product are ofbiological origin or derived from biological sources, what drug substance/drng product processing steps assure microbiological (viral) safety of the component(s) and how are the viral inactivation/clearance capacity ofthese processes validated? 
	Applicant's Response: N.A. 
	Reviewer's Assessment: N.A. 
	OVERALL ASSESSMENT AND SIGNATURES: MICROBIOLOGY .
	Reviewer's Assessment and Signature: Adequate. 
	Pei-I Chu, 04/09/2016 
	Secondary Review Comments and Concurrence: .Concur with reviewer evaluation and conclusions, Ubrani V. Venkataram, 4/14/2016 .
	ASSESSMENT OF ENVIRONMENTAL ANALYSIS 
	5. .
	5. .
	5. .
	Is the applicant's claim for categorical exclusion acceptable? 

	6. .
	6. .
	Is the applicant's Environmental Assessment adequate for approval ofthe application? 


	OPQ-XOPQ-TEM-0001v02 Effective Date: 13 Mar 2015 
	OPQ-XOPQ-TEM-0001v02 Effective Date: 13 Mar 2015 
	124 

	Reference ID 4320607 
	____
	L-"~===_~.
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	Applicant's Response: 
	The applicant requested a categorical exclusion in accordance with 21 CFR 25.3 l(a) based on two rationales: 
	1. .
	1. .
	1. .
	The drng product will not be administered at higher dosage levels, for longer .duration, or for different indications than previously in effect for the listed drug .product. .

	2. .
	2. .
	Data available to the agency do not establish that, at the expected level ofexposure, the substance may be toxic to organisms in the environment. 


	Reviewer's Assessment: Acceptable. 
	The claim for cate2orical exclusion is acceptable and adequate for environmental assessment. 
	OVERALL ASSESSMENT AND SIGNATURES: ENVIRONMENTAL .
	Reviewer's Assessment and Signature: Xiaobin Shen, Ph.D. Completed on 22-Aug-2016 CMC Reviewer Branch IV, Division II Office ofNew Dru Product 
	Secondary Review Comments and Concurrence: .I Concur with Dr. Shen's review ofthe environmental assessment. .Julia C. Pinto, Ph.D. .
	Actin2 Branch Chief, ONDP/Division II/Branch IV .
	1. Package Insert 
	OPQ-XOPQ-TEM-0001v02 Effective Date: 13 Mar 2015 
	125 
	Reference ID 4320607 
	____
	L-"~===_~.

	*il#=c.=-----Q-U_A_L_I_T_Y_A_s_s_E_ss_ME_N_T rgj§~~ .
	(a) "Highlights" Section (21CFR 201.57(a)) (~ttachQ_rQPosed text) 
	HIGHLIGHTS OF PRESCRIBING lr\FORMATIO~ .These hiohlights do not include all the infor mation needed to use .
	Figure

	Ml4' (bHsafely and effectively. See full prescribing information for 
	41

	(b)(4l 
	(bf(4J 
	_<
	sublingual film 
	__________

	<b>_CIII 
	41

	Initial U.S. Approval: 2002 ---------------------------Ir\DICATIONS Al"'fD USAGE 
	(b)l4f 
	(b)(Jindicated for tlie maintenance treatment of opioid 
	4

	(6)(4f (b)(4) Q) 
	dependence. 

	DOSAGE AND ADlVIINISTRATION -------------------­
	(b>l4f 
	• .

	(bH>as a sm .Ie<lai y cose. 2.1 
	4

	<....;...;..;.......ll:= '------------'.
	(b)(4l 
	• 
	• .Place one Ml4' (bl l 1hn under the tongue. close to the base on the left or right
	-----·
	side and allow to completely dissolve. (2.2) 
	• ~ust be administered whole. Do not cut. chew, or swallow. (2.2) 
	---------------------DOSAGE FORl"1S Al"'fD STRENGTHS ------------------­Subliugual film: 16 mg bupreno1phiue with 4 mg naloxoue. Q) 
	Item 
	Item 
	Information 

	Reviewer's Assessment Provided in NDA 
	-~!:~!!!f.~-~-!~!!!LQ!:!!g.~-~.Jl!~.(~-~.!:.?.?{l!lm2.......... Proprietary name and 
	Acceptable.
	Buprenorphine 
	(b)(41 
	established name 
	established name 
	hydrochloride and naloxone 

	I 
	~.Y~~-'!!!l.~!!Q~----·----·----· 
	Dosage fonn, route 
	Dosage fonn, route 
	Sublingual film, 

	Acceptable. .ofadministration .
	sub lingual .administration .Controlled dmg .
	cm 
	Acceptable. .substance symbol (if .aoolicable) .
	Dosa2e Forms and Stren2ths (201.57(a)(8)) 
	A concise summaiy 
	A concise summaiy 
	A concise summaiy 
	Sublingual film: 16 
	Acceptable. 

	ofdosage fonns and 
	ofdosage fonns and 
	mg buprenorphine 

	strengths 
	strengths 
	with 4 mg naloxone. 
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	Conclusion: Acceptable with comments. Based on the USP salt policy, the product name throughout the package insert, all labeling pouches and cartons should use the active base only. Hence the applicant should revise the product name to Buprenorphine and Naloxone Sublingual Film. The product strength of 16 mg/4 mg is based on the active moieties already. Since the APis used are in their salt forms, an equivalent statement should be included to state that the indicated active moiety strengths are equivalent t
	(b) "Full Prescribing Information" Section # 3: Dosage Forms and Strengths (21CFR 201.57(c)(4)) 
	Item 
	Item 
	Item 
	Info1·mation Prnvided in NDA 
	Reviewer's Assessment 

	Available dosage fonns 
	Available dosage fonns 
	Sublingual film 
	Acceptable. 

	Strengths: in metric system 
	Strengths: in metric system 
	Bupreno1phine 16 mg/ Naloxone 4 mg 
	Acceptable. 

	A description ofthe identifying characteristics ofthe dosage fomlS, including shape, color, coating, scoring, and imprinting, when applicable. 
	A description ofthe identifying characteristics ofthe dosage fomlS, including shape, color, coating, scoring, and imprinting, when applicable. 
	A flexible, rectangular film with unifonnly distributed orange color, imprinted with "16" in blue ink as a strength identifier ("16" may appear to be green in color) 
	Acceptable. 


	Cooclusloo: Acceptable. 
	I
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	#11: Description C21CFR 201.57(c)(12)) (Attach p_nw osed text), 11 DESCRIPTION 
	(bf<J 16 mg/4 mg is a flexible, rectangular film with unifon n I y distributed orange color, imprinted with" 16" in blue ink as a strength identifier(" 16" may appear to be green in color). TI1e film can be removed from the pouch as an intact piece. It contains buprenorphine HCI. a mu-opioid receptor partial agonist and a kappa-opioid receptor antagonist, and naloxone HCI dihydrate, an opioid receptor antagonist, at a ra tio of 4:1 (ratio of free bases). It is intended for sublingual administration and is a
	4

	Chemically, buprenorphine HCI is (2S}-2-[ 17-Cyclopropylmethyl-4,5a-epoxy-3-hydroxy-6-methoxy-6a,14-ethano-14a­morphinan-7a-yl]-3,3-dimethylbutan-2-ol hydrochloride. It has the following chemical structure: 
	. HCI o-
	l\'l.W . 504.10 
	Buprenorphine HCl is a white or (b)(fwhite crystalline powder, sparingly soluble in water, freely soluble in methanol. soluble in alcohol, and practically insoluble in cyclohexane. 
	Figure
	4

	Chemically, naloxone HCl dihydrate is l 7-allyl-4,5a -epoxy-3,14-dihydroxymorphinan-6-one hydrochloride dihydrate. It has the following chemical structure: 
	Figure
	M.W.399.87 
	M.W.399.87 
	M.W.399.87 

	Naloxone hydrochloride dihydrate is a white or 
	Naloxone hydrochloride dihydrate is a white or 
	(bf<4fwhite powder and is soluble in water, 
	(bH4lsoluble in alcohol, 

	and practically insoluble in toluene and ether. 
	and practically insoluble in toluene and ether. 


	Item 
	Item 
	Item 
	Information Provided in 1''DA 
	Reviewer's Assessment 

	Proprietary name and established name Dosage fo1m and route of administration 
	Proprietary name and established name Dosage fo1m and route of administration 
	Buprenorphine hydrochloride and naloxone hydrochloride Sublingual film 
	Acceptable. ~ Acceptable. 
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	Active moiety expression of strength with equivalence statement for salt (ifaoolicable) 
	Active moiety expression of strength with equivalence statement for salt (ifaoolicable) 
	Active moiety expression of strength with equivalence statement for salt (ifaoolicable) 
	16 mg buprenorphine with 4 mg naloxone 
	Deficient. 

	Inactive ingredient info1mation (quantitative, ifinjectables 21CFR201.1OO(b)(5)(iii)), listed by USP/NF names. 
	Inactive ingredient info1mation (quantitative, ifinjectables 21CFR201.1OO(b)(5)(iii)), listed by USP/NF names. 
	Each sublingual film also contains acesulfame potassium salt, anhydrous citric acid, butylated hydroxyanisole, butylated hydroxytoluene, FD&C Blue No. 1, FD&C Yellow #6, lemon-lime flavor, maltitol, polyethylene oxide, povidone, propylene glycol, shellac, and sodium phosphate, dibasic, anhvdrous. 
	Acceptable. 

	Statement ofbeing sterile (if aoolicable) 
	Statement ofbeing sterile (if aoolicable) 
	NA 
	NA 

	Phannacological/ therapeutic class 
	Phannacological/ therapeutic class 
	Buprenorphine HCl, a mu-opioid receptor partial agonist and a kappa-opioid receptor antagonist; Naloxone HCl dihydrate, an opioid receptor antagonist. 
	Acceptable. 

	Chetnical name, structural fonnula, molecular weight 
	Chetnical name, structural fonnula, molecular weight 
	Yes, se.e the section reproduced above. 
	Acceptable. 

	Ifradioactive, statement of impo1tant nuclear characteristics. 
	Ifradioactive, statement of impo1tant nuclear characteristics. 
	NA 
	NA 

	Other impo1tant chetnical or physical properties (such as pKa, solubility, or pH) 
	Other impo1tant chetnical or physical properties (such as pKa, solubility, or pH) 
	Yes, se.e the section reproduced above. 
	Acceptable. 


	Conclusion: Deficient. Based on the USP salt policy, the product name throughout the package insert, all labeling pouches and cartons should use the active base only. Hence the applicant should revise the product name to Buprenorphine and Naloxone Sublingual Film. The product strength of 16 mg/4 mg is based on the active moieties already. Since the APis used are in their salt forms, an equivalent statement should be included to state that the indicated active moiety strengths are equivalent to 17.25 mg of b
	#16: How Supplied/Storare and Handling C21CFR 201.57Cc)(17)) (Attach Q_rqposed t~S!'.t) 
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	16 HOW SUPPLIED/STORAGE AND HANDLING 
	(bll>-ublingual film, 16 mg/4 mg is a flexible, rectangular film with 
	4

	~~~~~~~~~~~~~~~~~-
	.....
	-

	uni fon n I y distributed orange color, imprinted with" J6" in blue ink as a strength identifier(" 16" may appear to be green in color), in child-resistant polyester/foil laminated pouches, 30 (bll)films per carton. The film can be removed from the pouch as an intact piece. 
	4

	• NOC 0093-2155-33 (buprenorphine/naloxone 16 mg/4 mg/film: content expressed in terms offree base) -30 films 
	per canon. .(b)l4).
	Store at 20° to 25°C (68° to 77°F) 
	---~~~~~~~~~~~~
	-

	Patients shoulcl be aclvisecl to store buprenorphine-containing meclications safely ancl out of sight and reach of children. 
	Rx only 
	Item Info1·mation Provided in NDA Reviewer's Assessment Strength ofdosage f01m 16mg/4mg Acceptable. Available units (e.g., bottles of 30 films per carton. Acceptable. 100 tablets) Identification ofdosage fo1ms, A flexible, rectangular film with Acceptable. e.g., shape, color, coating, unifonnly distributed orange color, scoring, imprinting, NDC imprinted with "16" in blue ink as a number strength identifier ("16" may appear to be green in color). NDC 0093-2155-33. Special handling (e.g., protect NA. NA. fro
	Manufacturer/distributor name listed at the end of Pl. following Section #17 
	Information Provided in NDA
	Item 
	Reviewer's Assessment Manufacturer/distributor name (21 
	Lohmann TI1erapy Systems, 
	Acceptable. .CFR201.1) .
	Co1poration (LTS) West Caldwell, NJ 07006 Manufactured For: TEVA PHARMACEUTICALS USA, INC. No1th Wales, PA 19454 
	I 

	Cooclusloo: Acceptable. 
	2. Container and Carton Labeling .1) Immediate Container Label .
	1 Page of Draft Labeling has been Withheld in Full as b4 (CCI/TS) immediately following this page 
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	____ 
	*il#=c.=-----Q-U_A_L_I_T_Y_A_s_

	Reviewer's Assessment· 
	'• 
	Comments on the Information Provided in 
	Item 
	Item 
	Item 
	NDA 
	Conclusions 

	Droprieta1y name, established name (font 
	Droprieta1y name, established name (font 
	(b)(4)I I ont size and prominence are 
	Acceptable. 

	size and prominence (21 
	size and prominence (21 
	appropriate. 

	2FR 201.10(g)(2)) 
	2FR 201.10(g)(2)) 

	Strength (21CFR 
	Strength (21CFR 
	The strengths are based on the active moieties. 
	Acceptable. 

	201.lO(d)(l); 21.CFR 
	201.lO(d)(l); 21.CFR 

	201.100(b)(4)) 
	201.100(b)(4)) 

	Route of administration 
	Route of administration 
	Specified together with the dosage foim. 
	Acceptable. 

	21.CFR 201.100(b)(3)) 
	21.CFR 201.100(b)(3)) 

	Net contents* (21 CFR 
	Net contents* (21 CFR 
	Specified. 
	Acceptable. 

	201.51(a)) 
	201.51(a)) 

	Name of all inactive 
	Name of all inactive 
	Provided in caiion label. 
	Acceptable. 


	ingredients (; Quantitative ingredient info1mation is ·equired for injectables) 21CFR 201.100(b)(5)** 
	wot number per 21 CFR 
	wot number per 21 CFR 
	Included. Acceptable. 

	201.18 Expiration date per 21 
	Included. Acceptable. 2FR 201.17 'Rx only" statement per 
	Included. Acceptable. 
	21CFR201.lOO(b)(l) Storage 
	21CFR201.lOO(b)(l) Storage 
	Included. Acceptable. 

	(not required) NDC number 
	(not required) NDC number 
	Included. Acceptable. 

	Jler 21 CFR 201.2) requested, but not ·equired for all labels or abeling), also see 21 CFR 207.35(b)(3) 
	Bai· Code per 21 CFR 
	Bai· Code per 21 CFR 
	Included. Acceptable. 

	201.25(c)(2)*** Name of 
	Included. Acceptable. manufacturer/ distributor 21 CFR201.1) Others 
	Referenced to package inse1i for usage directions. Acceptable. 
	*21 CFR 201.51(h) A diug shall be exempt from compliance with the net quantity declaration required by this section if it is an ointment labeled "sample", "physician 's sample'', or a substantially similar statement and the contents of the package do not exceed 8 gxams. **For solid oral dosage foims, CDER policy provides for exclusion of"oral" from the container label 
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	**Not required for Physician's samples. The bar code requirement does not apply to prescription chugs sold by a manufacturer, repacker, relabeler, or private label disti·ibutor directly to patients, but versions ofthe same chug product that are sold to or used in hospitals are subject to the bar code requirements. 
	Conclusion: Acceptable. .The need for revision of product name to active moiety based is addressed in a prior section. .
	2) Carton Labeling (Attach the P,roP,osed cai1on labelin here 
	1 Page of Draft [aoeling llas oeen Witllliela in Full as 15'4 (CCI/TS) immeaiately following tliis page 
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	Item Proprietaiy name, established tname (font size and prominence (FD&C Act 502(e)(l )(A)(i), FD&C Act ~02(e)(l)(B), 21 CFR ~Ol.10(g)(2)) 
	Item Proprietaiy name, established tname (font size and prominence (FD&C Act 502(e)(l )(A)(i), FD&C Act ~02(e)(l)(B), 21 CFR ~Ol.10(g)(2)) 
	Item Proprietaiy name, established tname (font size and prominence (FD&C Act 502(e)(l )(A)(i), FD&C Act ~02(e)(l)(B), 21 CFR ~Ol.10(g)(2)) 
	Comments on the Information Provided in NDA (b)(4~ IFont size and prominence ai·e appropriate. 
	Conclusions Acceptable. 

	Strength (21CFR 201.lO(d)(l ); ~l.CFR 201.100((d)(2)) 
	Strength (21CFR 201.lO(d)(l ); ~l.CFR 201.100((d)(2)) 
	The sti·engths are based on the active moieties. 
	Acceptable. 

	Net contents (21 CFR201.5l(a)) 
	Net contents (21 CFR201.5l(a)) 
	Specified. 
	Acceptable. 

	uot number per 21 CFR ~01.18 
	uot number per 21 CFR ~01.18 
	Specified. 
	Acceptable. 

	Expiration date per 21 CFR ~01.17 
	Expiration date per 21 CFR ~01.17 
	Specified. 
	Acceptable. 

	Name ofall inactive Uigredients (except for oral klrugs); Quantitative ingredient Uifo1mation is required for Uijectables)[ 201.lO(a), ~1CFR201.100( d)(2)] 
	Name ofall inactive Uigredients (except for oral klrugs); Quantitative ingredient Uifo1mation is required for Uijectables)[ 201.lO(a), ~1CFR201.100( d)(2)] 
	Specified. 
	Acceptable. 

	Sterility Info1m ation (if applicable) 
	Sterility Info1m ation (if applicable) 
	!NA. 
	NA. 

	'Rx only" statement per 21 tFR 201.100(d)(2), FD&C ki\ct 503(b)(4) 
	'Rx only" statement per 21 tFR 201.100(d)(2), FD&C ki\ct 503(b)(4) 
	Specified. 
	Acceptable. 

	Storage Conditions 
	Storage Conditions 
	Specified. 
	Acceptable. 

	NDC number (per 21 CFR 201.2) 'requested, but not required for all labels or labeling), also see 21 CFR207.35(b)(3) 
	NDC number (per 21 CFR 201.2) 'requested, but not required for all labels or labeling), also see 21 CFR207.35(b)(3) 
	Specified. 
	Acceptable. 

	Bai· Code per 21 CFR ~o1.25( c )(2)* * 
	Bai· Code per 21 CFR ~o1.25( c )(2)* * 
	Specified. 
	Acceptable. 

	Name of manufacturer/ disti·ibutor 
	Name of manufacturer/ disti·ibutor 
	Specified. 
	Acceptable. 

	'See package inse1t for dosage Uifo1mation" (21 CFR 201.55) 
	'See package inse1t for dosage Uifo1mation" (21 CFR 201.55) 
	Specified. 
	Acceptable. 

	~'Keep out ofreach of ~hildren" (optional for Rx, trequired for OTC) 
	~'Keep out ofreach of ~hildren" (optional for Rx, trequired for OTC) 
	!NA. 
	NA. 

	Route ofAdministi·ation (not 
	Route ofAdministi·ation (not 
	Implied in dosage fonn. 
	Acceptable. 
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	l·equired for oral, 21 CFR ~01.lOO(d)(l) and (d)(2)) 
	Conclusion: Acceptable. .The need for revision of product name to active moiety based is addressed in a prior section. .
	OVERALL ASSESSMENT AND SIGNATURES: LABELING .
	Reviewer's Assessment and Signature: Xiaobin Shen, Ph.D. Completed on 15-Aug-2016 CMC Reviewer Branch IV, Division II Office ofNew Dru Product 
	Secondary Review Comments and Concurrence: .I Concur with Dr. Shen's assessment ofthe drug product labeling .
	Julia C. Pinto, Ph.D. .Acting Branch Chief, ONDP/Division II/Branch IV .
	I. List of Deficiencies To Be Communicated 
	Dmg Substance .Process .
	(b)(4J 
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	(6)(4) 
	CR Comments: 
	(b)(4f 
	You have stated in your application that (1) the 
	• are considered high risk factors to con----.i.-form""cri.tical
	roduct':"'"----;tent:-un"___,i.--:----;C2_)'_--~(bl < 1 will affect produc__ssayre--"--n"""'(3___-_ta."""...
	arameters such as 
	4

	t a-____su1ts, -a-d..."--")accep_._bIe'"',~~ 
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	(bJ<r will be evaluated and established during,..P.rocess scale-up 1·-=-...... ·
	4 

	--=d----=d-t....,.. P "d th I <bHr
	4

	an process va 1 a ion. rovi e e commerc1a 
	-....,....---..--. (b)(4) 
	equipment information the critical process parameters for
	------..,...-."____..... 
	the commercial manufacturing process. 
	Confirm that you will continue to perform the (bJ<r test for the commercial batches. In addition, you have proposed to conduct the content uniformity test in the drug product specification. Provide justification that your sampling plan and acceptance criteria for the content uniformity test provides statistical assurance that batches of drug product will meet appropriate specifications and statistical quality control criteria. 
	4 

	00~ 0000 •
	You have selected film as a durmg the manufacturing ofbuprenorphine and naloxone sublingual film. Please provide information on the com osition physical attributes acceptance specification and 
	(b)(4f 
	a safety statement for 
	Facility 
	Biophannaceutics 
	Microbiology 
	Environmental 
	Label/Labeling 
	Based on the USP salt policy, the product name throughout the package insert, all labeling pouches and cartons should use the active base only. Hence the applicant should revise the product name to Buprenorphine and N aloxone Sublingual Film. The product strength of16 mg/4 mg is based on the active moieties already. Since the APis used are in their salt forms, an equivalent statement should be included to state that the indicated active moiety strengths are equivalent to 17 .25 mg ofbuprenorphine hydrochlor
	II. 
	II. 
	II. 
	Attachments 

	A. 
	A. 
	Lifecycle Knowledge Management 


	Executive Risk Assessment Summary 
	From Initial Quality Assessment 
	Review Assessment 
	Product I Factors that can I Risk 
	Risk Mith?.ation I Risk I Lifecycle 
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	attribute/ COA 
	attribute/ COA 
	attribute/ COA 
	impact the CQA 
	Ranking* 
	Approach 
	Evaluation 
	Considerations/ Comments** 

	Assay, stability 
	Assay, stability 
	• Formulation • Raw materials • Process parameters • Scale/equipment • Site 
	L 
	-
	-
	-

	Physical stability (API) 
	Physical stability (API) 
	• Formulation • Raw materials • Process parameters • Scale/equipment • Site 
	L 
	-
	-
	-

	Content uniformity 
	Content uniformity 
	• Formulation • Raw materials • Process parameters • Scale/equipment • Site 
	L 
	-
	-
	-

	Microbial Limits 
	Microbial Limits 
	• Formulation • Raw materials • Process parameters • Scale/equipment 
	L 
	-
	-
	-

	In Vitro Dissolution 
	In Vitro Dissolution 
	• Formulation • Raw materials • Process parameters • Scale/equipment • Site • Exclude major refonnulations • Alcohol dose dumping 
	L 
	-
	-
	-
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