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~ Lewis, Mary

From: Lewis, Mary

Sent:  Thursday, December 18, 2008 9:33 AM

To: ‘Iris.H.Shelton@gsk.com’

Cc: Lewis, Mary

Subject: NDA 22-360; MDS receiveda483  h(4)

Hi Iris,

We think it is not likely that the PDUFA goal date will be affected, but we cannot commit to it. You
should submit it as soon as you can.

Thank you.
Mary

Mary M. Lewis, RN, BSN

Regulatory Project Manager .

Division of Nonprescription Clinical Evaluation
Office of Nonprescription Products

Center for Drug Evaluation and Research
Phone: 301-796-0941

----Original Message—-—-

From: Iris.H.Shelton@gsk.com [mailto:Iris.H.Shelton@gsk.com]
Sent: Friday, December 12, 2008 2:25 PM

To: Lewis, Mary

Subject: NDA 22-360

Hi Mary, :

This is regarding NDA 22-360. We were advised by MDS, who conducted the BE Study
(S3010567) they received a 483 with observations regarding the bioanalytical portion of the
To address this, GSK is proceeding with a reanalysis of samples. We intend to submit this data
as an amendment to the subject NDA by 2/18/09 (prior to the final review quarter). We would
appreciate confirmation that this is acceptable to the Agency and will not impact the PDUFA
action date of 5/18/09.

Please let me know if you need any additional information. Thanks in advance for your prompt
handling. '

Regards,
Iris

| Iris H. Shelton
GlaxoSmithKline Consumer Healthcare

3/10/2009
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Lewis, Mary

From: Lewis, Mary

Sent: Tuesday, December 16, 2008 10:47 AM
To: . 'lris.H.Shelton@gsk.com'

Subject: NDA 22-360; Commit Mini Lozenge; Information Request letter
Attachments: Email IR to GSK 121608.pdf

Hi Iris,

This IR letter was sent out yesterday. We look forward to your response. Please confirm you have
received this email with attachment.

I'still haven't heard a response to your question about the MDS, 483 and submitting information to us
by 2/18/09.

Mary

Mary M. Lewis, RN, BSN

Regulatory Project Manager

Division of Nonprescription Clinical Evaluation
Office of Nonprescription Products

Center for Drug Evaluation and Research
Phone: 301-796-0941

Fax:  301-796-9899

Email: Mary.1.Lewis@fda.hhs.gov

3/10/2009
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Public Health Service

"“‘llI.‘

L DEPARTMENT OF HEALTH & HUMAN SERVICES .
‘Food and Drug Administration
"Rockville, MD 20857

NDA 22-360 INFORMATION REQUEST LETTER

GlaxoSmithKline
Attention: Iris H. Shelton
Assistant Director, Regulatory Affairs
1500 Littleton Road
Parsippany, NJ 07054-3884

Dear Ms. Shelton:

Please refer to your July 18, 2008 new drug application (NDA) submitted under section 505(b) of the
Federal Food, Drug, and Cosmetic Act for Commit® Mini (2 mg and 4 mg, nicotine polacrilex) lozenge.

We are reviewing your submission and have the following information requests. We request a prompt
written response in order to continue our evaluation of your NDA.

1. Clarify the proposed proprietary name of your product. The dosage form has been stated several
different ways throughout the submission (Commit Mini Mint Lozenges; Commit Mini Lozenge;
Mini Mint Lozenges, etc.). Also, clarify if it is your intent to include the word “lozenge” as part
of the proprietary name.
. 2. Onthe inner container label submitted for NDA 22-360 you have termed the package
configuration a “vial”. Isﬂlateorrectordldyoumemtousetheterm / as used in NDA b@'}
21-330?

3. Are you planning to manufacture the mini lozenge only in mint flavor, or will you be
manufacturing all seven flavors that are approved under NDA 21-330?

4. Do you intend to discontinue the currently marketed Commit lozenge if the Commit Mini lozenge
is approved? If you do intend to discontinue the current Commit lozenge, what will the

timeframe be?
5. Please provide justification for the use of the new flavoring system. especiallv at the level you
propose to use for the following ingredientr . —— — For b(4}

more information, please refer to the FDA guidance entitled “Guidance for Industry: Nonclinical
Studies for the Safety Evaluation of Pharmaceutical Excipients”.

If you have any questions, call Mary Lewis, Regulatory Health Project Manager, at 301-796-0941.

" Sincerely,
{See uppended electronic signature page!

Melissa Hancock Furness

Chief, Project Management Staff

Division of Nonprescription Clinical Evaluation
Office of Nonprescription Products

Center for Drug Evaluation and Research



This is a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.

/s/

—————————————————————

Melissa Furness
12/15/2008 05:13:28 PM
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Lewis, Mary

From: Iris.H.Shelton@gsk.com

- Sent:  Friday, December 12, 2008 2:25 PM
To: Lewis, Mary
Subject: NDA 22-380

Hi Mary, .

This is regarding NDA 22-360. We were advised by MDS, who conducted the BE Study (S3010567)
they received a 483 with observations regarding the bioanalytical portion of the study.

To address this, GSK is proceeding with a reanalysis of samples. We intend to submit this data as an
amendment to the subject NDA by 2/18/09 (prior to the final review quarter). We would appreciate
confirmation that this is acceptable to the Agency and will not impact the PDUFA action date of
5/18/09.

Please let me know if you need any additional information. Thanks in advance for your prompt
handling. :

Regards,
Iris

Iris H. Shelton
GlaxoSmithKline Consumer Healthcare
973-889-2167

3/10/2009
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Lewis, Mary

From: Iris.H.Shelton@gsk.com

Sent: Tuesday, November 18, 2008 9:17 AM
To: Lewis, Mary

Subject: Re: NDA 22-360; Commit Mini Mint Lozenge; need for information
Attachments: dataset information 2.PDF

Hi Mary,

Attached is the information for Study 466.

With respect to the other 2 studies, 329 and 320, they used nicotine polacrilex gum as the control. Therefore, they
did not captura time to first cigarette as this product is based on number of cigarettes per day.

Please let me know if you need any additional information.

Regards,
lris

"Lewis, Masy” <Mary.1.Lewis@fda.hhs.gov>

TO 1115 H.Sheiton@gsk com
17-Nov-2008 14:49 cc
Subject NDA 22-360; Conwnit Mini Mint Lazenge; need for information

Hi Iris,
Thank you for sending this information. One thing is missing from 3 of the study reports.
You didn't tell us time to first cigarette in minutes on the following studies:
339
320

Please send at your earliest convenience.
Thank you.

Mary

3/10/2009
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From: Iris.H.Shelton@gsk.com [mailto:Iris.H.Shelton@gsk.com]

Sent: Monday, November 17, 2008 1:49 PM

To: Lewis, Mary

Subject: Re: NDA 22-360; Commit Mini Mint Lozenge; need for information

Hi Mary,
The infomation requested may be found in the reports. To facilitate review, I've provided copies in the attachment.

Please contact me if you need any further information.

Regards,
Iris
*Lewis, Mary" <Mary.1.Lewis@fda.hhs.gov>
TO kis H.Shelton@gsk.com
10-Now-2008 13:38 cc

Subject NDA 22-380; Commit Mini Mint Lozenge; need for information

Hi Iris,
We need the following information from the 3 Phase I and 3 Phase II studies:

o the number of cigarettes smoked per day per subject
o the time in minutes only to the first cigarette smoked per subject

If you can get that to us within the next two weeks we would appreciate it.
Thank you.

‘Mary

3/10/2009
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Lewis, Mary

From: Lewis, Mary

Sent: Monday, November 17, 2008 2:49 PM

To: ‘Iris. H.Shelton @gsk.com’

Subject: NDA 22-360; Commit Mini Mint Lozenge; need for information

Hi Iris,
Thank you for sending this information. One thing is missing from 3 of the study reports.
You didn't tell us time to first cigarette in minutes on the following studies:

339

320

Please send at your earliest convenience.
Thank you.

Mary

From: Iris.H.Shelton@gsk.com [mailto:Iris.H.Shelton@gsk.com]

Sent: Monday, November 17, 2008 1:49 PM

To: Lewis, Mary '

Subject: Re: NDA 22-360; Commit Minl Mint Lozenge; need for information

Hi Mary,
The infomation requested may be found in the reports. To facilitate review, I've provided copies in the
attachment. Please contact me if you need any further information.

Regards,
Iris
“Lawie, Mary® <Mary.1.Lewis@fda.hhe.gov>
TO |1is H.Sheiton@gsk.com
10-Now-2008 13:38 [~ 1
Subject NDA 22-380; Commit Mini Mint Lozenge; need for information
Hi Iris,

3/10/2009
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We need the following information from the 3 Phase I and 3 Phase II studies:

o the number of cigarettes smoked per day per subject
e the time in minutes only to the first cigarette smoked per subject

If you can get that to us within the next two weeks we would appreciate it.
Thank you.
Mary

3/10/2009
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Lewis, Mary

From: Iris.H.Shelton@gsk.com

Sent: Wednesday, November 12, 2008 2:24 PM

To: Lewis, Mary

Subject: Re: NDA 22-360; Commit Mini Mint Lozenge; need for information

Foliow Up Flag: Follow up
Flag Status: Red

Hi Mary, .
We'll try to include this with the submittion of the data tabulations for the Phase 1 studies.
Regards,

“Lewis, Mary” <Mary.1.Lewis@fda.hhs.gov>

T0 |15 H.Sheiton@gsk.com
10-Now-2008 13:38 cc

Subject NDA 22-360; Commit Mini Mint Lozenge; need for information

Hi Iris,
We need the following information from the 3 Phase I and 3 Phase II studies:

o the number of cigarettes smoked per day per subject
o the time in minutes only to the first cigarette smoked per subject

If you can get that to us within the next two weeks we would appreciate it.
Thank you.
Mary

3/10/2009
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Lewis, Mary

‘From: Iris.H.Shelton@gsk.com

Sent:  Tuesday, October 28, 2008 3:55 PM

To: Lewis, Mary .
Subject: Re: NDA 22-360 Commit Mini Mint Lozenge; request for information

Hi Mary,
This is to follow up on our discussion:

1) PDF files of the reports will be sent today via overnight mail and you should receive these by noon tomorrow
2) The official report submission in e-CTD format containing reports, data listings and data tabulations will be
submitted next week. ‘

3) The contents files (define.doc) for these studies are being generated and will be submitted upon completetion
"as a separate submission.

Thanks for your assistance.
inis

“Lewis, Mary” <Mary.1.Lawis@fda.hhs.gov>

T0 ris.H.Shekton@gsk.com
28-Oct-2008 13:38 cc
Subject NDA 22-360 Commit Mini Mint Lozenge; request for information

Hi Iris,
Can you tell me the status of our receiving this information. Thanks.

Mary

From: Iris.H.Sheiton@gsk.com [mailto:Iris.H.Sheiton@gsk.com]

Sent: Monday, October 20, 2008 10:37 AM

To: Lewis, Mary

Subject: Re: NDA 22-360 Commit Mini Mint Lozenge; request for information

Hi Mary,

I'm getting the team together to address this. Also, the response to the 9/29 request regarding packaging, wili be
sent out tomorrow.

Regards

Iris

3/10/2009
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"Lewis, Mary” <Mary.1.Lewis@fda.hhs.gov>
TO yrig H.Shetton@gsk.com

20-Oct-2008 09:35 OC = gwis, Mary” <Mary.1.Lewis@fda.hhs.gov>
Subject NDA 22-380 Commit Mini Mint Lozenge; request for information

Hi Iris,
One of my reviewers needs the following information for this NDA:

Details of the Phase I studies are mentioned in the ISS, but it isn't complete. We have found
"summaries” but not any protocol or study reports. You reference "section 2.7.1", but we can't find the
data in that section. We need full study reports on these three Phase I studies (52300319, S2300339 and
S2300320), particularly any information regarding extent of exposure (one of these was apparently a
multi-dose trial), the protocol details, adverse events and dropouts.

We would appreciate it if you can get this to us as soon as possible.
Thanks.

Mary

Mary M. Lewis, RN, BSN

Regulatory Project Manager

Division of Nonprescription Clinical Evaluation
Office of Nonprescription Products

Center for Drug Evaluation and Research
Phone: 301-796-0941

Fax:  301-796-9899

Email: Mary.1.Lewis@fda.hhs.gov

3/10/2009
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Lewis, Mary

From: Iris.H.Shelton@gsk.com

Sent:  Tuesday, October 28, 2008 1:59 PM

To: Lewis, Mary

Subject: Re: NDA 22-360 Commit Mini Mint Lozenge; request for information

Hi Mary,

We're in the process of re-configuring the reports into e-ctd format, as they were previously used for EU
submission.The reports should be availble for submission by next week. if you prefer receiving PDF files for these
reports, we can provide these earlier. Please let me know which you prefer and we'll provide accordingly. Thanks
Iris

“Lowis, Mary” <Mary.1.Lewis@fda.hhs.gov>

TO 11is. 1. Sheltonggsk.com
28-Oct-2008 13:38 cc

Subject NDA 22-380 Commit Mini Mint Lozenge; request for information

Hi Iris,
Can you tell me the status of our receiving this information. Thanks.

Mary

From: Iris.H.Sheiton@gsk.com [mailto:Iris.H.Shelton@gsk.com]

Sent: Monday, October 20, 2008 10:37 AM

To: Lewis, Mary

Subject: Re: NDA 22-360 Commit Mini Mint Lozenge; request for information

Hi Mary,
I'm getting the team together to address this. Also, the response to the 9/29 request regarding packaging, will be
sent out tomorrow. ‘

Regards

"Lewis, Mary” <Msry.1.Lowie@ida.hhs.gov>
. T i3 1.Shexon@gsk.com

CC = gwis, Mary” <Maty.1.Lowis@kis.hha gov>
Subject NDA 22-380 Commit Mini Mint Lozenge; request for information

20-Oct-2008 09:58

3/10/2009
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Hi Iris,
One of my reviewers needs the following information for this NDA:

Details of the Phase I studies are mentioned in the ISS, but it isn't complete. We have found
"summaries" but not any protocol or study reports. You reference "section 2.7.1", but we can't find the
data in that section. We need full study reports on these three Phase I studies (S2300319, $2300339 and
$2300320), particularly any information regarding extent of exposure (one of these was apparently a
multi-dose trial), the protocol details, adverse events and dropouts.

We would appreciate it if you can get this to us as soon as possible.
Thanks.
Mary

Mary M. Lewis, RN, BSN
Regulatory Project Manager
Division of Nonprescription Clinical Evaluation
~ Office of Nonprescription Products

Center for Drug Evaluation and Research -
Phone: 301-796-0941
Fax: 301-796-9899

Email: Mary.1.Lewis@fda hhs.gov

3/10/2009
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Lewis, Mary

From: lris.H.Shelton@gsk.com _

Sent:  Tuesday, October 21, 2008 11:00 AM

To: Lewis, Mary

Subject: Re: NDA 22-360; Commit Mini Mint Lozenge; a question

Hi Mary,

That information will be submitted today.
Regards,

Iris

“Lowis, Mary” <Mary.1.Lewis@fda.hhs.gov>

TO ris H.Sheiton@gsk.com
21-0ct-2008 10:56 ce

Subject NDA 22-360; Commit Mini Mint Lozenge; a question

Hi Iris,

See attached page 3 of your 10/3/08 letter in response to our 9/29/08 letter. Can you tell me the status of
when we can look for the information on the tamper-evident feature; exact lozenge counts per vial and
the annotated specifications for the "Drug Facts" labels?

Thanks.
Mary

[attachment "Page 3 of 100308 GSK cover letter.pdf" deleted by Iris H Shelton/PAR/CH/SB_PLC]

3/10/2009



respectively marketed Commit Lozenges. The safety data obtained in the studies
comparing the Mini Mint Lozenges 2mg and 4mg to the marketed Commit
Lomgesdmsuaedamnyshnilupauanofadvmqventsfmalloﬂhe
formulations. Although the Mini Mint Lozenges are smaller in size than the
currently marketed Commit formulations and dissolves in approximately half the
time, it is important to note that all the lozenge formulations are intended to be
moved arcund the mouth until completely dissolved, unlike for other formulation
(such as nicotine gums and sublingual tablets) which are placed in one particular
location for some or all of the time they are being used. This movement will most
likely disperse the nicotine around the lining of the mouth thus mitigating any
local increase in nicotine concentration. If such an increase had an impact on
tolerability of the product this would likely be seen as reports of adverse events
related to the mouth, throat or gastrointestinal track. As noted in the report feew
incidences of such events were reported.

3.  Plan for pediatric studies for ages 10-17.

As per e-mail from the Agency, this will be addressed as part of the 4-month
safety update for NDA 22-360. This safety update will also address the letter of
August 19, 2008 to GSK for NDA 21-330, Commit lozenge, regarding pediatric
post marketing study commitment and Agency Guidelines.

We also acknowledge receipt of Agency letter dated 9/29/08 requesting GSK submit
the following:
1. Provide a description of and manufacturing information for the tamper-
evident feature
2. Specify the exact lozenge counts per vial which you plan to market for the
proposed Commit Mini lozenges, 2 mg and 4 mg
3. Submit annotated specifications for the “Drug Facts” labels

Please be advised that GSK will provide a response to this request under separate
cover, in a timely manner.
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Lewis, Mary

From: Iris.H.Shelton@gsk.com

Sent: Monday, October 20, 2008 10:37 AM

To: Lewis, Mary ,

Subject: Re: NDA 22-360 Commit Mini Mint Lozenge; request for information

Hi Mary, .

I'm getting the team together to address this. Also, the response to the 9/29 request regarding packaging, will be
sent out tomorrow.

Regards

Iris

"Lawis, Mary” <Mary.1.Lewis@fda.hhs.gov>
9 1ris H.Sheltong@gsk.com

20-Oct-2008 09:55 CC = awis, Mary” <Mary.1.Lewis@fda.hhs.gov>
Subject NDA 22-360 Commit Mini Mint Lozenge; request for information

Hi Iris,
One of my reviewers needs the following information for this NDA:

Details of the Phase I studies are mentioned in the ISS, but it isn't complete. We have found
"summaries” but not any protocol or study reports. You reference "section 2.7.1", but we can't find the
data in that section. We need full study reports on these three Phase I studies (S2300319, S2300339 and
$2300320), particularly any information regarding extent of exposure (one of these was apparently a
multi-dose trial), the protocol details, adverse events and dropouts.

We would appreciate it if you can get this to us as soon as possible.
Thanks.

Mary

Mary M. Lewis, RN, BSN

Regulatory Project Manager

Division of Nonprescription Clinical Evaluation
Office of Nonprescription Products

Center for Drug Evaluation and Research
Phone: 301-796-0941

Fax: 301-796-9899

Email: Mary.1.Lewis@fda.hhs.gov

3/10/2009
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DEPARTMENT OF HEALTH AND HUMAN SERVICES

PUBLIC HEALTH SERVICE REQUEST FOR CONSULTATION

FOOD AND DRUG ADMINISTRATION

TO (Office/Division): OND/PMHS FROM (Name, QOffice/Division, and Phone Number of Requestor). ONP
Attention: Rosemary Addy Mary M. Lewis, RPM x60941
DATE IND NO. NDANO. TYPE OF DOCUMENT DATE OF DOCUMENT
10/3/08 22-360 new NDA 7/18/08
NAME OF DRUG PRIORITY CONSIDERATION CLASSIFICATION OF DRUG DESIRED COMPLETION DATE
Commit Mini Mint Lozenge | Standard NRT 1/29/09
NAME OF FIRM: GlaxoSmithKline

REASON FOR REQUEST

1. GENERAL

[J NEW PROTOCOL [[] PRE-NDA MEETING [J RESPONSE TO DEFICIENCY LETTER
[] PROGRESS REPORT [ END-OF-PHASE 2a MEETING [0 FINAL PRINTED LABELING
[J NEW CORRESPONDENCE [ END-OF-PHASE 2 MEETING [ LABELING REVISION
[0 DRUG ADVERTISING [0 RESUBMISSION [J ORIGINAL NEW CORRESPONDENCE
[J ADVERSE REACTION REPORT [ SAFETY / EFFICACY [ FORMULATIVE REVIEW
[J] MANUFACTURING CHANGE / ADDITION [ PAPER NDA X OTHER (SPECIFY BELOW):
[0 MEETING PLANNED BY [J CONTROL SUPPLEMENT

I1. BIOMETRICS

[ PRIORITY P NDA REVIEW
] END-OF-PHASE 2 MEETING E ggﬁgﬁgg&?gfw
[] CONTROLLED STUDIES ] BIOPHARMACEUTICS

PROTOCOL REVIEW
E OTHER (SPECIFY BELOW): [T] OTHER (SPECIFY BELOW):

111. BIOPHARMACEUTICS

[[] DISSOLUTION ] DEFICIENCY LETTER RESPONSE
[] BIOAVAILABILTY STUDIES [d PROTOCOL - BIOPHARMACEUTICS
[C] PHASE 4 STUDIES O IN-VIVO WAIVER REQUEST

IV. DRUG SAFETY

[C] PHASE 4 SURVEILLANCE/EPIDEMIOLOGY PROTOCOL [0 REVIEW OF MARKETING EXPERIENCE, DRUG USE AND SAFETY
[CJ] DRUG USE, e.g., POPULATION EXPOSURE, ASSOCIATED DIAGNOSES [[] SUMMARY OF ADVERSE EXPERIENCE
[ CASE REPORTS OF SPECIFIC REACTIONS (List below) [] POISON RISK ANALYSIS

[J COMPARATIVE RISK ASSESSMENT ON GENERIC DRUG GROUP

V. SCIENTIFIC INVESTIGATIONS

[ cLNICcAL [C] NONCLINICAL

COMMENTS / SPECIAL INSTRUCTIONS: NDA 22-360, Commit Mini Mint Lozenge 2 mg and 4 mg is seeking indication
"reduce withdrawal symptoms, including nicotine craving associated with quitting smoking". The sponsor is
requesting a waiver for the pediatric population 0 - 10 years of age; and a deferral of greater than or equal to 10 - 17
years of age. Reasoning for waiver and deferrals are attached. Please note: The original Commit Lozenge,

NDA 21-330, has a peds review in DFS regarding GSK has not completed their PREA requirements for
postmarketing commitment. ONP has sent GSK a letter in reference to this peds review and what they need to do at
this time for that NDA. With regard to the new NDA are there any other studies you think would be required and
what would those studies be?

Attachments via separate email: 7/18/08 cover letter, deferral and waiver justifications; NDA 22-360 Peds Page
DFS'd 10/1/08 and cc'd to Rosemary Addy. I don't know if you need these but I am attaching them: Original Commit
Lozenge NDA 21-330 Peds Review from 3/4/08 and ONP PMC 4F letter from 8/19/08.




SIGNATURE OF REQUESTOR METHOD OF DELIVERY (Check one)
Mary M. Lewis, RPM x 60941 DFS L1 EMAL [ maIL [ AND

PRINTED NAME AND SIGNATURE OF RECEIVER PRINTED NAME AND SIGNATURE OF DELIVERER




This is a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.

Mary Lewis
10/3/2008 03:58:22 PM
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Lewis, Mary
- From: Patague, Yolanda
Sent: Waednesday, October 01, 2008 3:29 PM
To: Montgomery, Carl J; Thompson, Teresa C; Thorsky, John W
Cc: Biswas, Gopa; Skelly, Michael F; Yau, Martin K; Vaccari, Leslie; Kaufman, Lmda

Doddapaneni, Suresh; Lewis, Mary
Subject: High Priority BE Inspection ass:gnment FACTS#978500 NDA# 22-360

Importance: High
Attachments: NDA 22-360 FACTS 978500 assignment.pdf

FACTS# 978500 h(4)
NDA# 22-360

EIR DUE: 1/23/2009

DSl Contact: Gopa Biswas Ph.D. 301-796-4167

Yolanda Patague
Public Health Anafyst
FDAICDER/Office of Compliance
Division of Scientific Investigations

yolanda patague@fda.hhs.gov
301-796-3368

10/1/2008



MEMORANDUM DEPARTMENT OF HEALTH AND HUMAN SERVICES
' ' PUBLIC HEALTH SERVICE
FOOD AND DRUG ADMINISTRATION
CENTER FOR DRUG EVALUATION AND RESEARCH

DATE: September 26, 2008

TO: Director, Investigations Branch -
‘ Kansas District Officece
11630 W. 80 st.
Lenexa, KS 66214

FROM: - C.T. Viswanathan, Ph.D. & "( 34««-

Associate Director (Bloequlvalence)
Division of Scientific Investigations

SUBJECT: FY 2008, High Priority, CDER User Fae NDA, Pre-
Approval Data Validation Inspection, Bioresearch
Monitoring, Human Drugs, CP 7348.001

RE NDA 22-360
DRUG: Commit (nicotine polacrllex) Mini Mint.
Lozenges 2mg and 4mg.
. SPONSOR: Glaxo-Smith=Kline Healthcare

This memo requests that you arrange for inspections of the
clinical and analytical portions of the following bioequivalence
study. Due to the user fee deadline, the inaspections should be
completed by January 23, 2009. A DSI scientist with specialized
. knowledge will paxticipate in the inspection at MDS Pharma -
Services, Lincoln to provide scientific and technical expertise.

Study Numbex: $3010567 -

Study Title: ‘"A Single Dose Bioequivalence Study of 2mg

"~ and 4mg Mini Nicotiné Lozengeés”

. Clinic Site: MDS Pharma Services,
: 621 Rose Street,
Lincoln, NE 68502

Invnst:.ggtor. James C. Kisicki, MD
. TEL/FAX: 1-402-476-2811/1-402~ 476—7598




Page 3 - BIMO Assignment, NDA 22-360, Commit (nicotine
polacrilex) Mini Mint Lozenges 2mg and 4mg

Following identification of the investigator, background
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DEPARTMENT OF HEALTH AND HUMAN SERVICES

PUBLIC HEALTH SERVICE : ' )
roor CELICHEALTHSERVICE REQUEST FOR CONSULTATION
TO (Division/Oficx): FROM: Mary M. Lewis, RPM
CDER OSE CONSULTS ary
ONP/DNCE x60941
DATE IND NO. ' NDA NO. TYPE OF DOCUMENT DATE OF DOCUMENT
9/29/08 22-360 New NDA 7/18/08
NAME OF DRUG PRIORITY CONSIDERATION CLASSIFICATION OF DRUG DESIRED COMPLETION DATE
Commit Mini Mint Lozenge | Standard : 12/29/08
for 2mg and 4 mg } . ‘
NAME OF FIRM: GlaxoSmithKline
REASON FOR REQUEST
L GENERAL
[ NEW PROTOCOL [J PRE-NDA MEETING [J RESPONSE TO DEFICIENCY LETTER
[] PROGRESS REPORT ] END OF PHASE Il MEETING FINAL PRINTED LABELING
C] NEW CORRESPONDENCE [] RESUBMISSION LABELING REVISION
'} C] DRUG ADVERTISING ] SAFETY/EFFICACY [] ORIGINAL NEW CORRESPONDENCE
[] ADVERSE REACTION REPORT C] PAPERNDA C] FORMULATIVE REVIEW
] MANUFACTURING CHANGE/ADDITION ] CONTROL SUPPLEMENT ) OTHER (SPECIFY BELOW): Trade name review
[J MEETING PLANNED BY
1L BIOMETRICS
STATISTICAL EVALUATION BRANCH . STATISTICAL APPLICATION BRANCH
[J TYPE A OR B NDA REVIEW
] END OF PHASE Il MEETING B mgﬁv;aw
8 gkpangggo%mmsmmmm [] BIOPHARMACEUTICS
| [] OTHER (SPECIFY BELOW): LJ OTHER (SPECIFY BELOW):
‘ ; TIL BIOPHARMACEUTICS
[J DISSOLUTION [J DEFICIENCY LETTER RESPONSE
] BIOAVAILABILTY STUDIES PROTOCOL-BIOPHARMACEUTICS
3 PHASE IV STUDIES IN-VIVO WAIVER REQUEST
' 1IV. DRUG EXPERIENCE
[J PHASE IV SURVEILLANCE/EPIDEMIOLOGY PROTOCOL REVIEW OF MARKETING EXPERIENCE, DRUG USE AND SAFETY
DRUG USE e.g POPULATION EXPOSURE, ASSOCIATED DIAGNOSES SUMMARY OF ADVERSE EXPERIENCE
CASE REPORTS OF SPECIFIC REACTIONS (List below) {T] POISON RISK ANALYSIS

COMPARATIVE RISK ASSESSMENT ON GENERIC DRUG GROUP

V. SCIENTIFIC INVESTIGATIONS

Dcumcu o [ PRECUNICAL

COMMENTS/SPECIAL INSTRUCTIONS: Please review the proposed trade name in thls NDA

The DMEPA reviewer, when assigned, will be added to all team and labeling meetings. Please attend as warranted.
The submission is available via the EDR: \CDSESUB1\EVSPROD\NDA022360\0000. Labels can be found in the
EDR, and I will email the labels to DMEPA from my folder.

PDUFA DATE: May 18, 2009
ATTACHMENTS: Draft Package Insert, Container and Carton Labels

CC: Archival IND/NDA 22-360

HFD-360/Division File

HFD-560/RPM

mSGOmMmmrmm » . _
NAME AND PHONE NUMBER OF xaomssm METHOD OF DELIVERY (Check[ojne)

Mary M. Lewis x60941 [ DFSONLY | MAL 00 HAND




SIGNATURE OF RECEIVER

ey gt
SIGNATURE OF DELIVERER

5/28/05




This is a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.

Mary Lewis
9/29/2008 04:47:35 PM



Food and Drug Administration

i % DEPARTMENT OF HEALTH &VHUMAN SERVICES Public Health Service
Rockville, MD 20857

FILING COMMUNICATION
NDA 22-360 '

GlaxoSmithKline Consumer Healthcare, L.P.
Attention: Iris H. Shelton

Assistant Director, Regulatory Affairs
1500 Littleton Road
Parsippany, NJ 07054-3884

Dear Ms Shelton:

Please refer to your new drug application (NDA) dated July .l 8, 2008, received July 18, 2008,
submitted under section 505(b) of the Federal Food, Drug, and Cosmetic Act, for Commit Mini
Mint (2 mg and 4 mg, nicotine polacrilex) lozenge.

We also refer to your submission dated September 9, 2008, and your email dated September 16,
2008.

We have completed our filing review and have determined that your application is sufficiently
complete to permit a substantive review. Therefore, in accordance with 21 CFR 314.101(a), this
application is considered filed 60 days after the date we received your application. The review
classification for this application is Standard. Therefore, the goal date is May 18, 2009.

During our filing review of your application, we identified the following potential review issues:

The apphcatxon did not contain:

a complete Integrated Summary of Safety

information regarding local safety of the mini lozenge in the mouth

your plan for pediatric studies for ages 10-17

the lozenge counts per vial that you plmtomarketforthez mg and 4 mg mini
lozenge

annotated specifications for all “Drug Facts™ labels

a description of and manufacturing information for the tamper-cvident feature

W

il

We are provndmg the above comments to give you preliminary notice of potential review issues.
Our filing review is only a preliminary evaluation of the application and is not indicative of
deficiencies that may be identified during our review. Issues may be added, deleted, expanded
upon, or modified as we review the application.

We remind you of your agreements below:
1. As stated in your email dated September 16, 2008, you have agreed to submit the
following information:



NDA 22-360
Page 2

a. Integrated Summary of Safety by October 6, 2008.
This should include updated safety review for the currently marketed Commit
lozenges as well as any worldwide data for the new formulation. Safety data from
the following data bases to be submitted are:
FDA Adverse Event Reporting System (AERS)
World Health Organization International Drug Monitoring Program
Literature Review
Drug Abuse and Overdose Data - to included American Association of Poison
Control Centers (AAPCC), Drug Abuse Warning Network (DAWN)
b. Information regarding local safety of the mini lozenge in the mouth by October 6,
2008.
"¢. Your pediatric drug development plan for children 10-17 years old by November
18, 2008.

We also request that you submit the following infomaﬁon:

1. Provide a description of and manufacturing information for the tamper-evident feature.

2. Specify the exact lozenge counts per vial which you plan to market for the proposed
Commit Mini lozenges, 2 mg and 4 mg.

3. Submit annotated specifications for the “Drug Facts” labels.

Please respond only to the above requests for additional information. While we anticipate that
any response submitted in a timely manner will be reviewed during this review cycle, such
review decisions will be made on a case-by-case basis at the time of receipt of the submission.

Al applications for new active mgredxents, new dosage forms, new indications, new routes of
‘administration, and new dosing regimens are required to contain an assessment of the safety and
effectiveness of the product in pediatric patients unless this requirement is waived or deferred.
We note that you have not fulfilled the requirements. We acknowledge receipt of your request
for a waiver of pediatric studies for this application for pediatric patients below the age of 10
years. We also acknowledge receipt of your request for a deferral of pediatric studies for this
application for pediatric patients 10 to 17 years old.

If you have any questions, call Mary Lewis, Regulatory Project Manager, at (301) 796-0941.
Sincerely,
{See appended electronic signature page)
Andrea Leonard-Segal, MD.
Director
Division of Nonprescription Clinical Evaluation

Office of Nonprescription Products
Center for Drug Evaluation and Research



This is a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.

Andrea Segal
9/29/2008 12:21:54 PM



DSI CONSULT

Request for Biopharmaceutical Inspections

DATE:
TO:

FROM:

SUBJECT:

September 25, 2008

- Ct Viswanathan, Branch Chief

Bioequivalence Investigations Branch
Division of Scientific Investigations

Evaluation

‘Mary M Lewis, Regulatory Health Project Manager, Division of Nonprescription Clinical

Regquest for Biopharmaceutical Inspections

NDA 22-360

Commit® (nicotine polacrilex) Mini Mint Lozenges 2mg and 4mg

Study/Site Identification:

As discussed with you, the following studies/sites pivotal to approval (OR, raise question regarding the
quality or integrity of the data submitted and) have been identified for inspection:

Sponsor
protocol
#83010567

Clinical Site (James C. Kisicki, MD,
MDS Pharma Services, 621 Rose
Street, Lincoln, NE 68502; Phone

(402) 476-2811; Fax (402) 476-7598

ey — —
MDS Pharma Services, 621 Rose h{d)
Strect, Lincoln, NE 68502;

Goal Date for Completion:

We request that the inspections be conducted and the Inspection Summary Results be provided by
February 23,2009. We intend to issue an action letter on this application by May 18, 2009.

Should you require any additional information, please contact Mary M. Lewis, at 301-796-0941.



This is a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.

Mary Lewis
9/25/2008 04:51:34 PM



ACTION PACKAGE CHECKLIST

NDA Supplement #
BLA # BLA STN #.

IfNDA, Efficacy Supplement Type:

Proprietary Name: nicotine polacrilex
Established/Proper Name: Nicoreite mini lozenge
Dosage Form: 2mgand 4 mg

Applicant: GlaxoSmithKline
Agent for Applicant (if applicable):

RPM: Mary M. Lewis

NDAs: .

NDA Application Type: 505(b)X1) B 505(b)(2)
Efficacy Supplement: 505(b)(1) 505(bX2)
(A supplement can be either a (b)(1) or a (b)(2) regardless
of whether the original NDA was a (b)(1) or a (b)(2).
Consult page 1 of the NDA Regulatory Filing Review for
this application or Appendix A to this Action Package
Checklist.)

'| 'whether pediatric information needs to he added to or deleted
*| from the labeling of this drug.

Dmslon. Division of Nonprescnptlon Cllmcal Evaluation

Listed drug(s) referred to in 505(b)2) application (include
NDA/ANDA #(s) and drug name(s)):

Provide a brief explananon of how this product is different from the
listed drug.

[0 Ifno listed drug, check here and explain:

Prior to approval, review and confirm the information previously
provided in Appendix B to the Regulatory Filing Review by re-
checking the Orange Book for any new patents and pediatric
exclusivity. If there are any changes in patents or exclusivity,
notify the OND ADRA immediately and complete a new Appendix

B of the Regulatory Filing Review.
[C] No changes ] Updated
_ Date of check:

I pediatric exclusivity has been granted or the pediatric
information in the labeling of the listed drug changed; determine

On the day of approval, check the Orangc Book again for any new

patents or pediatrc exchutvity

& User Fee Goal Date May 18, 2009
ActxonGoalDate(xfdlﬁ'erent)
'@ Actions -
. B Ar
e  Proposed action NA CR
. Prevnousacuons(specy}t)peand&ueforeachacﬁontakem B [J None
% Promotional Materials (accelerated approvals only)
Note: If accelerated approval (21 CFR 314.510/601.41), promotional materials to be used [ Received
wnthm 120 daysaﬁnrapproval must havebeensubmnted (for exceptlons,seegmdanee

! The Application Information section is (only) a checklist. The Contents of Acﬂol Package sectxon (begmmng on page 5) lists the

documents to be included in the Action Package.

Version: 9/23/08



NDA/BLA #
Page 2

< Application® Characteristics

Review priority: [X] Standard ] Priority
Chemical classification (new NDAs only): 5

[] Fast Track
Rolling Review
Orphan drug designation

NDAs: SubErt H .
Accelerated approval (21 CFR 314.510)
] Restricted distribution (21 CFR 314.520)
Subpart I
[ Approval based on animal studies

Submitted in response to a PMR
Submitted in response to a PMC

e Comments: THIS IS A 505 (b)X(1).

Rx-~to-OTC full switch
Rx-t0-OTC partial switch
Direct-to-OTC

B . .
Accelerated approval (21 CFR 601.41)
Restricted distribution (21 CFR 601.42)-

BLAs: Su

S“F' H
Approval based on animal studies

Date reviewed by PeRC (required for

If PeRC review not necessary, explain: ms s{d‘a PMG v Mi | 1/26/09; does not require PREA
‘& BLAs only: RMS-BLA Product Information Sheet for TBP has been completed and 7 Yes, date
forwarded to OBPS/DRM (approvals only) : es,
¢ BLAsonly: is the product subject to official FDA lot release per 21 CFR 6102 O Yes [ No

 (approvals only)

- Public communications (approvais only)

e  Office of Executive Programs (OEP) liaison has been notified of action

e  Press Office notified of action (by OEP)

o Indicate what types (if any) of mformauon dissemination are anticipated

2 All questions in all sections pertain to the pending application, i.e., if the pending applieation is an NDA or BLA supplement, then
the questions should be answered in relation to that supplement, not in relation to the original NDA or BLA. For example, if the
application is a pending BLA supplement, then a new RMS-BLA Product Information Sheet for TBP must be completed.

" Version: 9/5/08



NDA/BLA #
Page 3

| &, Exclusivity

Is approval of this application blocked by any type of exclusivity?

B No O Yes -

NDAs and BLAs: Is there existing orphan drug exclusivity for the “same”
drug or biologic for the proposed indication(s)? Refer to 21 CFR
316.3(b)(13) for the definition of “same drug” for an orphan drug (i.e.,
active moiety). This definition is NOT the same as that used for NDA
chemical classification.

No [ Yes
If, yes, NDA/BLA #
date exclusivity expires:

and

(b)(2) NDAs only: Is there remaining 5-year exclusivity that would bar
effective approval of a 505(b)(2) application)? (Note that, even if exclusivity
remains, the application may be tentatively appraved if it is otherwise reaafy

Jor approval.)

O No
If yes, NDA #
exclusivity expires:

[ Yes
and date-

(b)(2) NDAs only: Is there remaining 3-year exclusivity that would bar
effective approval of a 505(b)X(2) application? (Note that, even if exclusivity
' remains, the application may be tentatively approved if it is otherwise ready

Jor approval,)

] No [ Yes
Ifyes, NDA# - anddate
exclusivity expires:

(b)(2) NDAS only: Is there remaining 6-month pedmtnc exclusmty that
would bar effective approval of a 505(b)(2) application? (Note that, even if
exclusivity remains, the application may be tentatively approved if it is
otherwise ready for approval.)

] Yes
and date

O No
If yes, NDA #
exclusivity expires:

NDAs only: Is this a single enantiomer that falls under the 10-year approval
limitation of 505(u)? (Note that, even if the 10-year approval limitation
period has not expired, the application may be tentatrvely approved if it is
otherwzse ready for appraval.)

0 Patent Information (NDAs only)

Patent Information:

Verify that form FDA-3542a was submitted for patents that claim the drug for
which approval is sought. If the drug is an old antibiotic, skip the Patent
Certification questions.

No.
If yes, NDA #

[J Yes ’
" and date 10-

year limitation expires: .

Verified
] Not applicable because drug is
an old antibiotic.

documentation of notification by applicant and documentation of receipt of
notice by patent owner and NDA holder). (¥f the application does not include
any paragraph 1V certifications, mark “N/A” and skip to the next section below

(Summary Reviews)).

' 21 CFR 314.50(i)}1)(iXA)
o Patent Certification [505(b)(2) applications]: O Verified
Verify that a certification was submitted for each patent for the listed drug(s) in
the Orange Book and identify the type of certification submitted for each patent. | 21 CFR 314.50(iX1)
_ . ‘ | Oa O i)
o [505(b)(2) applications] If the application includes a paragraph IHI certification, . .
it cannot be approved until the date that the patent to which the certification 1 CJ No paragraph III certification
pertains expires (but may be tentatively approved if it is otherwise ready for Date patent will expire
approval).
e [505(b)2) applications] For each paragraph IV certification, verify that the .
applicant notified the NDA holder and patent owner(s) of its certification that the N/A (no paragraph IV cettification)
patent(s) is invalid, unenforceable, or will not be infringed (review Verified

r—r




NDA/BLA #
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. paragraph IV certifications, skip the rest of the patent questions.

If “Ne,” continue with question (3).

[505(b)(2) applications] For each paragraph IV certification, based on the
questions below, determine whether a 30-month stay of approval is in effect due
to patent infringement litigation.

Answer the following questions for each paragmph IV certification:

* (1) Have 45 days passed since the patent owner’ s receipt of the applicant’s
notice of certification? )

(Note: The date that the patent owner received the applicant’s notice of
certification can be determined by checking the application. The applicant
is required to amend its 505(b)(2) application to mclude documentation of

~ this date (e.g., copy of return receipt or letter from recipient
acknowledging its receipt of the notice) (see 21 CFR 314.52(¢))).

If “Yes,” skip to question (4) below. If “No,” continue with question ().

(2) Has the patent owner (or NDA holder, if it is an exclusive patent licensee)
submitted a written waiver of its right to file a legal action for patent
infringement after receiving the applicant’s notice of certification, as =
provided for by 21 CFR 314.107(£f)(3)?

If “Yes,” there is no stay of approval based on this certification. Analyze the next
paragraph IV certification in the application, ifany. If there are no other

(3) Has the patent owner, its representative, or the exclusive patent licensee
 filed a lawsuit for patent infringement against the applicant?

(Note: This can be determined by confirming whether the Division has
received a written notice from the (b)(2) applicant (or the patent owner or
its representative) stating that a legal action was filed within 45 days of
receipt of its notice of certification. The applicant is required to notify the
Division in writing whenever an action has been filed within this 45-day

period (see 21 CFR 314.107(£)(2))).

If “No,” the patent owner (or NDA holder, if it is an exclusive patent licensee)
has until the expiration of the 45-day period described in question (1) to waive
its right to bring a patent infringement action or to bring such an action. After
the 45-day period expires, continue with question (4) below.

(4) - Did the patent owner (or NDA holder, if it is an exclusive patent hcensee)
submntawmtenwaxverofltsnghttoﬁlealegalacnonforpmm :
infringement within the 45-day period described in question (1), as
provided for by 21 CFR 314.107(f)(3)?

If “Yes,” there is no stay of appraoval based on this certification. Analyze the next
paragraph IV certification in the application, if any. If there are no other
paragraph IV certifications, skip to the next section below (Summary Reviews).

If “Ne,” continue with question (5).

[JYes [JNo
[ Yes [JNo
O0Yes [JNo
OYes [ONeo

' Version: 9/5/08




NDA/BLA #
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(5) Did the patent owner, its representative, or the exclusive patent licensee
bring suit against the (b)(2) applicant for patent infringement within 45
days of the patent owner’s receipt of the appllcant’s notice of
certification?

{Note: This can be determined by confirming whether the Division has
received a written notice from the (b)(2) applicant (or the patent owner or
its representative) stating that a legal action was filed within 45 days of
receipt of its notice of certification. The applicant is required to notify the
Division in writing whenever an action has been filed within this 45-day
period (see 21 CFR 314.107(£)(2)). If no written notice appears in the
NDA file, confirm with the applicant whether a lawsuit was commenced
within the 45-day period).

" If “Ne,” there is no stay of approval based on this certification. Analyze the
next paragraph 1V certification in the application, if any. If there are no other
paragraph IV certifications, skip to the next section below (Summary
Reviews).

If “Yes,” a stay of approval may be in effect. To determine if a 30-month stay
is in effect, consult with the OND ADRA and attach a summary of the

response.

& Copy of this Action Package Checklise

List of officers/employees who participated in the decision to approve this application and
consented to be identified on this list (approvals only)

[ ] Yo;s O No

4/29/09

Documentation of consent/non-consent by oﬁcerslemploym

Copies of all action letters (including approval letter with final labeling)

< Package Insert (write sﬁbﬁission/communication date at upper right of first page of P)

o Most recent division-proposed labeling (only if generated after latest applicant
submission of labeling) _

& Included

o Most recent submitted by applicant labeling (only if subsequent division labelmg
does not show applicant version) -

e  Original applicant-proposed labeling

7/18/08 User’s Guide

o Other relevant labeling (¢.g., most recent 3 in class, class labeling), if applicable

© Medication Guide/Patient Package Insert/Instructions for Use (write
- submission/communication date at upper right of first page of each piece)

3Flllmblanksthhdatmofmvnews, letters, etc.
Version: 9/5/08
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e Most-recent division-proposed labeling (only if generated after lawst apphcant
submission of labeling)

e Most recent submitted by applicant labelmg (only if subsequent division labeling
does not show applicant version)

e  Original applicant-proposed labeling o ’ 7/18/09
e  Other relevant labeling (e.g., most recent 3 in class, class labeling), if applicable

¢ Labels (full color carton and immediate-container labels) (write
submission/communication date at upper right of first page of each submission)

e Most-recent division proposal for (only if genemted after latest applicant
submission) mml ’
®  Most recent applicant-proposed Iabeling 2/10/09 & 4/22/09 + 5/] 3 / o7
' o ' | L1 rRPM
B DMEDP
DRISK
DDMAC
Clcss
[[] Other reviews

® . Labeling reviews (indicate dates of reviews and meetings)

L4 Propnetary Name ' .
¢ Review(s) (indicate date(s)) 4/2/09

®  Acceptability/non-acceptability letter(s) (mdzcate date(s)) 4/27/09 acceptable

Administrative Reviews (e.g, RPM Filing Review'/Memo of Filing Meeting) (indicate

date of each veview) 4/29/09
¢ NDAs only: Exclusivity Summary (signed by Division Director) . /] Included
& Application Integrity Polxcy (AIP) Status and Related Documents -
.fda.gov, f/ai e.html ) P :
o  Applicant in on the AIP [ Yes No
e This application is on the AIP . | ' [] Yes [ No
o Ifyes, Center Director’s Exception for Review memo (indicate date) .
o it‘; yes, OC cl;:;t)‘ance for approval (indicate date of clearance [] Not an AP action
3 ‘Pednainc Page (approvals only, must be reviewed by PERC beforeﬁnahzed) o [ Inclided
& Debarment certification (original apphcatlons only): verified that quahfymg language was E Verified, statemeﬁt is

notusedmcemﬁmonandthatcemﬁcanonsﬁomfomgnapphuntsmcomgnedby

 U.S. agent (include certification) | acceptaue
L Posmmkcnngkequmem(PMR)Studies » - ‘ None

e Outgoing communications (if located elsewhere in package, state where located)
‘ ‘e Incoming submissions/communications ) _
¢ Postmarketing Commitment (PMC) Studies - | B3 None

e Outgoing Agency request for postmarketing commitments (if located elsewhere
in package, state where located)

‘Fnlmgrevtews for other disciplines should be filed behind the dlsctphnetab
Version: 9/5/08
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| e Incoming submission documenting commitment

% Outgomg communications (letfers (except previous action Ietters) emails, faxes, telecons)

e Intemal memoranda, telecons, etc.

% Minutes of Meetings

¥k g )g
[ Not applicable

o PeRC (indicate date; approvals only)
e Pre-Approval Safety Conference (indicate date; approvals only) [] Not applicable
o  Regulatory Briefing (indicate date) [J Nomtg
e Pre-NDA/BLA meeting (indicate date) 0 Nomtg
o  EOP2 meeting (indicate date) [ Nomtg
e  Other (e.g., EOP2a, CMC pilot programs) 1 T-con Mtg Minutes 4/14/09

< Adv:sory Committee Meetmg(s)

No AC meeting

e Date(s) of Meeting(s)

48-hour alert or minutes, if available
¢ Office Director Decisional Memo (indicate date for each review) JX( None
Division Director Summary Review (indicate date for each review) 7 None S/I‘K /DC]

Cross-Discipline Team Leader Review (indicate date for each review)

Clinical Reviews

e Clinical Team Leader Review(s) (indicate date for each review)

3/23/09 -

Review(s) and recommendations (including those by OSE and CSS) (indicate
date of each review and indicate location/date if incorporated into another
review)

e REMS Memo (indlcate date)

e  Clinical review(8) (indicate date for each review)
*  Social scientist review(s) (if OTC drug) (indicate date for each review) [ None
< Safety update revxew(s) (mdtcate location/date if mcorparated into another review) In clinical review
% Financial Disclosure revxews(s) or location/date if addressed in another réview
- OR
 If no financial disclosure information was required, review/memo explmmng why not
& Clinical revxews from other clinical areas/divisions/Centers (indicate date of each review) None
% Controlled Substance Staff rewcw(s) and Scheduling Recommendation (Indicate date of 5] Not needed
_each review) ]
¢ Risk Management '3 None

® Clinical chroblology Team Leader Rmnew(s) (indicate date for each review)

s Fxlmg reviews should be ﬂled with the discnplme reviews.
Version: 9/5/08
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Clinical Microbiology Review(s) (indicate date for each review)

Statistical Division Director Review(s) (indicate date for each review)

Statistical Team Leader Revnew(s) (indicate date for each review)

©  Clinical Pharmacology Division Director Review(s) (indicate date for each review) None
Clinical Pharmacology Team Leader Review(s) (indicate date for each review) Xl None
Clinical Pharmacology review(s) (indicate date for each review) 3 None 4/2/09 .

DSI Clinical Pharmacology Inspection Review Summary (include copies of DS! letters)

Pharmacology/Toxicology Discipline Reviews

[] None 2/25/09

¢ . ADP/T Review(s) (indicate date for each review)

X None

e  Supervisory Review(s) (indicate date for each review) -

X None

e  Pharm/tox review(s), including referenced IND reviews (indicate date for each
review)

[] None 3/27/09

(indicate date of each review)

% Review(s) by other dlscxphnw/dwmons/Centers requested by P/T reviewer (indicate date N
X| None
. for each review)
% Statistical review(s) of carcinogenicity studi¢s (indicate date for each review) X No carc
’ . ] None v
L g ECAC{CAC report/memo of meeting . Included in PIT review, page
% DSI Nonclinical Inspection Review Summary (include copies of DS letters) [J None requested
e CMC/Quallty Dlscxplme Reviews s
e ONDQA/OBP Division Director Review(s) (indicate date Jfor each review) None
. » Branch Chief/Team Leader Review(s) (indicate date for each review) None S
e CMC/product quality review(s) (indicate date for ecich review) [] None 477109 ¥ Sfis[o 4
_ e BLAs only: Facility information review(s) (indicate dates) X None
% Microbiology Reviews
e NDAs: Microbiology reviews (sterility & pyrogenicity) (indicate date of each '
review) Not needed
e BLAs: Sterility assurance, product quality microbiology (indwate date of each
revrew)
@ Reviews by other dlsclplmes/dmsmns/Centers reqmd by CMCIquahty reviewer [J None

Environmental Assessment (check one) (original and supplemcnul apphcauons)

[ Categorical Exclusion (indicate review date)(all original applications and
all qﬂicacy supplements that could increase the patient population)

[ Review & FONSI (indicate date of review)

a Review & Envu'onmcntal Impact Statement (indicate date of each reweuﬂ

Vemon. 915108
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B Completed
e - Requested
% NDAs: Methods Validation [ ] Not yet requested
XI Notneeded

@ Facilities Review/Inspection

o NDAs: Facilities inspections (include EER printout) (date completed must be °A°°m1’1°‘°"m : 12/2008

wx{hm 2 years of action date) [] Withhold recommendation
e BLAs: :
o TBP-EER ' ) Date completed:
o o [] Acceptable
: [J withhold recommendation
o Compliance Status Check (approvals only, both original and all Date completed:
supplemental applications except CBEs) (date completed must be within | [] Requested
60 days prior to AP) .| L] Accepted [] Hold

Version: 9/5/08
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Appendix A to Action Package Checklist

An NDA or NDA supplemental application is hkely to be a 505(b)(2) appllcatlon ift

(1) It relies on published literature to meet any of the approval requirements, and the applicant does not have a wntten
right of reference to the underlying data. If pubhshed literature is cited in the NDA but is not necessary for
* approval, the inclusion of such literature will not, in itself, make the application a 505(b)(2) application.

(2) Or it relies for approval on the Agency's previous findings of safety. and efficacy for a listed drug product and the
applicant does not own or have right to reference the data supporting that approval. .

(3) Or itrelies on what is "generally known" or "scientifically accepted"” about a class of products to support the .
safety or effectiveness of the particular drug for which the applicant is seeking approval. (Note, however, that this
does not mean any reference to general information or knowledge (e.g., about disease etiology, support for :
particular endpoints, methods of analysis) causes the application to be a 505(b)(2) application.)

Types of products for which 505(b)(2) applications are likely to be submitted include: fixed-dose combination drug
products (e.g., heart drug and diuretic (hydrochlorothiazide) combinations); OTC monograph deviations(see 21 CFR
330 11); new dosage forms; new indications; and, new salts. ,

An efficacy supplement can be either a (b)(1) or a (b)(2) regardless of whether the original NDA wasa (b)(l) ora(b)2).

An efficacy supplement is a 505(b)(1) supplement if the supplement contains all of the information needed to support the
approval of the change proposed in the supplement. For example, if the supplemental application is for a new indication,
the supplement is a 505(b)(1) if:

(1) The applicant has conducted its own studles to support the new indication (or otherwise owns or has nght of
reference to the data/studies).

(2) Arnid no additional information beyond what is included in the supplement or was embodied in the finding of
safety and effectiveness for the original application or previously approved supplements is needed to support the
change. For example, this would likely be the case with nespect to safety considerations if the dose(s) was/were -
the same as (or lower than) the original application.

(3) And all other “criteria” are met (e.g., the applicant owns or has right of reference to the data relied upon for
approval of the supplement, the application does not rely for approval on pubhshed literature based on data to
which the applicant does not have a right of reference). _

An efficacy supplement is a 505(b)(2) snpplement ift

(1) Approval of the change proposed in the supplemental application would require data beyond that needed to
support our previous finding of safety and efficacy in the approval of the original application (or earlier
supplement), and the applicant has not conducted all of its own studies for approval of the change, or obtained a
right to reference studies it does not own. For example, if the change were for a2 new indication AND a higher
dose, we would likely require clinical efficacy data and preclinical safety data to approve the higher dose. If the

“applicant provided the effectiveness data, but had to rely on a different listed drug, or a new aspect of a previously
‘ ‘cited listed drug, to support the safety of the new dose, the supplement would be a 505(b)(2).

(2) Or the applicant relies for approval of the supplement on published literature that is based on data that the
applicant does not own or have a right to reference. If published literature is cited in the supplement but is not
necessary for approval, the inclusion of such literature will not, in itself, make the supplement a 505(b)(2)

- supplement. .

(3) Orthe applicant is relying upon any data they do not own or to which they do not have right of reference.

If you have questions about whether an application is a 505(b)(1) or 505(b)(2) application, consult with your ODE’s
ADRA.

Version: 9/5/08
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Lewis, Mary

From: Iris.H.Shelton@gsk.com

Sent: Tuesday, September 16, 2008 2:40 PM

To: Lewis, Mary

Subject: Re: NDA 22-360; Mini Lozenge,; in reference to your questions today about our 9/15/08 email
sent to you yesterday

Importance: High

Attachments: Email to GSK 091508 ISS.pdf

Hi Mary, : .
Reference is made to your request below. This is to inform you of GSK's commitment to provide the information in
the timings requested by FDA. ltems 1 and 2 will be submitted by Oct. 6, 2008 and Item 3 will be provided by Nov.

18, 2008.

Regards,
Iris

"Lewis, Mary” <Mary.1.Lewis@fda.hhe.gov>
TO 11is.H.Shelton@gsk.com

16-Sep-2008 14:09 : CC » ewis, Mary" <Mary.1.Lewis@ids.hhs.gov>
) Subject NDA 22-360; Mini Lazenge; in reference o your questions today about our
$9/15/08 email sent to you yesterday
Hi,

In reference to your question, do all these need to be sent to the FDA within the next 3 weeks: regarding
. numbers 1 and 2 in the attached email, we want that information sent to us within 3 weeks.

With regard to number 3, your submitting the following information: "Plan for pediatric studies for
ages 10-17" our response is twofold:

e  Send this pediatric plan by the time of the 4-month safety update
e  Also see our August 19, 2008 letter to GSK for NDA 21-330, Commit Lozenge, regarding
pediatric post marketing study commitment and our  guidelines
Please respond to this email today with your commitment to provide this information.
Thank you.
Mary

3/10/2009



Mary M. Lewis, RN, BSN

Regulatory Project Manager

Division of Nonprescription Clinical Evaluation
Office of Nonprescription Products

Center for Drug Evaluation and Research
Phone: 301-796-0941

Fax: 301-796-9899

Email: Mary.1.Lewis@fda.hhs.gov

3/10/2009

Page 2 of 2
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Lewis, Mary

From: Lewis, Mary

Sent: Tuesday, September 16, 2008 2:10 PM

To: "ris.H.Shelton@gsk.com’

Ce: Lewis, Mary :

Subject: NDA 22-360; Mini Lozenge; in reference to your questions today about our 9/15/08 email sent
to you yesterday

importance: High

Attachments: Email to GSK 091508 ISS.pdf
Hi,

In reference to your question, do all these need to be sent to the FDA within the next 3 weeks: regarding
numbers 1 and 2 in the attached email, we want that information sent to us within 3 weeks.

With regard to number 3, your submitting the following information: "Plan for pediatric studies for -
ages 10-17" our response is twofold:

e  Send this pediatric plan by the time of the 4-month safety update
e  Also see our August 19, 2008 letter to GSK for NDA 21-330, Commit Lozenge, regarding
pediatric post marketing stady commitment and our  guidelines

Please respond to this email today with your commitment to provide this information.
Thank you.
Mary

Mary M. Lewis, RN, BSN
Regulatory Project Manager
Division of Nonprescription Clinical Evaluation
Office of Nonprescription Products
Center for Drug Evaluation and Research
Phone: 301-796-0941

Fax:  301-796-9899

Email: Mary.1.Lewis@fda.hhs.gov

3/10/2009
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Lewis, Mary

From: Iris.H.Shelton@gsk.com

Sent: Tuesday, September 16, 2008 2:06 PM
To: Lewis, Mary

Subject: Fw: NDA 22-360; Mini Lozenge; emaif transmittal
Attachments: Email to GSK 091508 ISS.pdf

Mary,
We've been informed that there were e-mail issues in our system and this one was identified as not having gone
through. Therefore, | am resending just in case you didn't receive. Sorry for any inconvenience.

Regards,
lris
— Forwarded by Iris H Shelton/PAR/CH/SB_PLC on 08/16/2008 02:05 PM —
iris N Shelton/PAR/CH _
To "Lewis, Mary” <Mary.1.Lewis@Kla_hhs.gov>

16-Sep-2008 08:15 d ‘ .

Subject pe: NDA 22-360; Mini Lozenge; email ransmittalLink
Hi Mary,

Reference is made to your request below for ISS and safety information. This is to inform you that GSK will
address this information and submiit it to the Agency within three weeks as requested.

Regards,
Iris

“Lowis, Mary” <Mary.1.Lawis@fda.hhs.gov> ‘
0 1ris H.Sheltong@gsk.com

15-Sep-2008 15:57 €2 « ewis, Mary" <Mary.1.Lewis@ida.hhs.gov>
Subject NDA 22-360; Mini Lozenge; email transmittal

Hi Inis,
Please see that attached email. Please respond that you have received this email.
We need you to respond to us as early as possible tomorrow.

Thank you.
Mary

3/10/2009



Mary M. Lewis, RN, BSN

Regulatory Project Manager

Division of Nonprescription Clinical Evaluation
Office of Nonprescription Products

Center for Drug Evaluation and Research
Phone: 301-796-0941

Fax:  301-796-9899

Email: Mary.l1.Lewis@fda.hhs gov

3/10/2009
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Food and Drug Administration
Center for Drug Evaluation and Research
r Office of Nonprescription Products

EMAIL TRANSMITTAL SHEET

DATE: September 15, 2008

To: Iris H. Shelton ' From: Mary M. Lewis, RN
- Assistant Director, Regulatory Affairs Regulatory Project Manager
Company: GlaxoSmithKline Consumer ] Office of Nonprescription Products
__Healthcare, L.P. v — ‘
E-mail: Iris.H.Shelton@gsk.com E-mail: Mary.1.Lewis@fda.hhs.gov
Phone number: 973-889-2167 Phone number: 301-796-094
Subject: NDA 22-360: Incomplete NDA submission — Integrated Summary of Safety Required thhm
4 3 weeks of this email.
Total no. of pages including cover: 3

Document e-mailed: X vEs

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS
ADDRESSED AND MAY CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL,
AND PROTECTED FROM DISCLOSURE UNDER APPLICABLE LAW.

If you are not the addressee, or a person authorized to deliver this documenttothe
addressee, you are hereby notified that any review, disclosure, dissemination, copying, or
other action based on the content of this communication is not authorized. If you have
received this document in error, please notify us immediately by telephone at

(301) 827-2222. Thank you.



NDA 22-360
09/15/08
Page2

The NDA submission for Commit Mini Lozenge (22-360) is incomplete as specified in
21 CFR 314.50(d)(5). Specifically, it does not include an Integrated Summary of Safety
section. In order for us to assess safety of the proposed new formulation, you should
submit the following information:

1. Integrated Summary of Safety. ' _
This should include an updated safety review for the currently marketed
Commit lozenges as well as any worldwide data for the new formulation.
Safety data from the following databases should be submitted:

FDA Adverse Event Reporting System (AERS)

World Health Organization International Drug Monitoring Program
Literature Review

Drug Abuse and Overdose Data - to include American Association of
Poison Control Centers (AAPCC), Drug Abuse Warning Network

(DAWN)

2. Information regarding local safety of the mini lozenge in the mouth (as
discussed at the January 29, 2008 meeting)

3. Plan for pediatric studies for ages 10-17.
You should provide this report to us within three weeks from the date of this email.

An ISS is required at the time of the NDA submission. If not included, the lack of the ISS
can be a reason to refuse to file an application.

Please respond to this e-mail by Tuesday, September 16, 2008, with your commitment to
provide this information.



This is a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.

Mary Lewis
9/15/2008 03:51:02 PM
CsSo

Mary Lewis
9/15/2008 03:51:38 PM
Cso



LABELING FILING CHECKLIST FOR A NEW NDA/BLA

Drug Name: Commit Mini Applicant: GlaxoSmithKline
Mint (nicotine polacrilex)
lozenges 2 mg and 4 mg

Letter Date: July 18, 2008

NDA Number: 22 360 NDA Type: N-000

Stamp Date:

On fnitial overview of the NDA application for RTF:

Content Parameter

Yes

No Comments

1 | Is Index sufficient to locate necessary labeling?

2 | Has labeling for all SKUs been submitted (e.g., blister card,
pouch, immediate container, carton label and package
insert labeling, etc)?

3 | Does the submission contain the annotated specifications
for the “Drug Facts” label?

4 | Is a new trade name being proposed? If multiple trade
names, is the RLD trade name identified?

Any Additional Comments:

Mary S. Robinson, MS

9/11/2008

Reviewing Regulatory Review Chemist

Debbie L. Lumpkins

Date

Supervisor/Team Leader

Date




This is a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.

Mary Robinson
9/11/2008 03:20:37 PM
INTERDISCIPLINARY

Debbie Lumpkins
9/11/2008 03:21:35 PM
INTERDISCIPLINARY
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Lewis, Mary

From: Lewis, Mary

Sent: Friday, August 29, 2008 12:30 PM

To: 'Iris.H.Shelton@gsk.com'

Ce: Lewis, Mary; Abraham, Elaine G

Subject: RE: FW: NDA 22-360; mini mint lozenge; information request deadline dates

Follow Up Flag: Follow up
Flag Status:  Red

Thanks Iris.

Another request: please explain why the BE clinical study report says something different about the
manufacturing site, and make necessary corrections in the clinical study report.

Thank you.
Mary

From: Iris.H.Shelton@gsk.com [maiito:Iris.H.Shelton@gsk.com]

Sent: Friday, August 29, 2008 11:41 AM

To: Lewis, Mary; Abraham, Elaine G

Subject: Re: FW: NDA 22-360; mini mint lozenge; information request deadline dates

Importance: High

Mary/Elaine,
Provided is the responsa to item #1. We will also be formally submitting this along with responsaes to itmes

#2 and 3.

Provide formulation and manufacturing (date, site and batch size) information for each
drug product clinical batch (including standard lozenges) used in the clinical BE study
S3010567. We have noted discrepancies between Module 2 (p. 6 of 7, Section 2.3.P.2
Pharmaceutical Development) and Module 5 (pp.15-16 of 166, clinical study report for study
S3010567 regarding manufacturing site.

All supplies were manufactured in GSK’s facility in Aiken, S.C. The standard lozenges were
packaged at that site as well. The Mini Mint lozenges were packaged in our facility in Parsippany,
N.J. Provided below is a chart containing the batch information requested

3/10/2009
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4th/25th Nov 2007 ._
h(4

5th26th Oct and/or
11ty12 Dec 2007

Regards,
Iris H. Shelton
973-889-2167
Lewis, Masy” <Mary.1.Lewis@fda.hhs.gov>
T0 1i6.H.Shelton@gsi.com
26-Aug-2008 13:03 ce
: Subject FW: NDA 22-380; mini mint lozenge; information request deadiine date:
Iris,

It was my mistake not to put these dates in the letter. My apologies. The timeline for this
information request is as follows:

# 1: we would like your response by September 4, 2008. (I will be out of the office that week."
Please email your response to: Elaine Abraham who is covering for me at that time. Her email

address is: elaine.abraham(@fda.hhs.gov
#s 2 and 3: we would like your response by September 12, 2008, if not sooner.

Mary

From: Lewis, Mary

Sent: Tuesday, August 26, 2008 12:51 PM

To: 'Hris.H.Shelton@gsk.com'

Subject: NDA 22-360; mini mint lozenge; mformation request
. Hilns,

Attached is an information request letter. You will also receive this letter via the mail system, but
I'm emailing you a copy so we can get a response as soon as possible.

Thank you.
Mary

3/10/2009
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Mary M. Lewis, RN, BSN

Regulatory Project Manager

Division of Nonprescription Clinical Evaluation
Office of Nonprescription Products

Center for Drug Evaluation and Research
Phone: 301-796-0941

Fax:  301-796-9899

Email: Mary.1.1 ewis@fda.bhs.gov

[attachment "IR CMC Emailed to GSK 082608,pdf.pdf" deleted by Iris H
Shelton/PAR/CH/SB_PLC]

"EMF <fda.hhs.gov>" made the following annotations.

- —— e

This ﬁessage was sent by GlaxoSmith Kline across the Internet in encrypted form

3/10/2009
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Lewis, Mary

From: Lewis, Mary

Sent:  Tuesday, August 26, 2008 4.50 PM

To: ‘Iris.H.Shelton@gsk.com’

Subject: RE: FW: NDA 22-360; mini mint lozenge; information request deadline dates

Iris,

Provide what you believe is needed to support your NDA, and we will review it.
Thank you.

Mary

From: Iris.H.Shelton@gsk.com [mailto:Iris.H.Shelton@gsk.com]
Sent: Tuesday, August 26, 2008 2:55 PM
To: Lewis, Mary : '
- Subject: Re: FW: NDA 22-360; mini mint lozenge; information request deadline dates
Importance: High

Hi Mary,
We're in the process of reviewing the mquest and have a question regarding item 2 regarding method

validation reports.

For methods 1925 and 1927 the reports were provided for both 2 and 4mg. Would you like for us to also
submit for the 1.5mg?

Test Method 1926 was provided and only applies to the 2 and 4mg utilizing USP 1. It was not validated for
the 1.5mg whlch utilizes the USP 3 method. Please clarify what we need to provide.

Thanks
Iris
"Lewls, Mary” <Mary.1.Lowis@da.hhs.gov>
T0 s H.Sheiton@gsk.com
26-Aug-2008 13:03 , cc
Subject FW: NDA 22-360; mini mint lozenge; information request deadiine date:
Iris,

It was my mistake not to put these dates in the letter. My apologies. The timeline for this '
information request is as follows:

3/10/2009
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# 1: we would like your response by September 4, 2008. (I will be out of the office that week.
Please email your response to: Elaine Abraham who is covering for me at that time. Her email

address is: elaine.abraham@fda.hhs.gov
#s 2 and 3: we would like your response by September 12, 2008, if not sooner.

Mary

From: Lewis, Mary
Sent: Tuesday, August 26, 2008 12:51 PM
" To: Iris.H.Shelton@gsk.com'
Subject: NDA 22-360; mini mint lozenge; information request

Hi Iris,

Attached is an information request letter. You will also receive this letter via the mail system, but
I'm emailing you a copy so we can get a response as soon as possible.

Thank you.
Mary

‘Mary M. Lewis, RN, BSN

Regulatory Project Manager

Division of Nonprescription Clinical Evaluation
Office of Nonprescription Products

Center for Drug Evaluation and Research
Phone: 301-796-0941

Fax:  301-796-9899

Email: Mary.1.Lewis@fda.hhs.gov

[attachment "IR CMC Emailed to GSK 082608,pdf pdf” deleted by Iris H
Shelton/PAR/CH/SB_PLC]

"EMF <fda.hhs.gov>" made the following annotations.

- - - -

This message was sent by GlaxoSmith Kline across the Internet in encrypted form

3/10/2009
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DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service
Food and Drug Administration
Rockville, MD 20857
NDA 22-360 INFORMATION REQUEST LETTER
GlaxoSmithKline

GlaxoSmith Kline Consumer Healthcare, L.P.
Attention: Iris H. Shelton

Asgistant Director, Regulatory Affairs
1500 Littleton Road
Parsippany, NJ 07054-3884

Dear Ms Shelton:

Please refer to your July 18, 2008 new drug application (NDA) submitted under section 505(b)

. of the Federal Food, Drug, and Cosmetic Act for Commit Mini Mint (2 mg and 4 mg, nicotine

polacrilex) lozenge.

We are reviewing the Chemistry, Manufacturing and Controls section of your submission and
have the following information requests. We request a prompt written response in order to
continue our evaluation of your NDA.

1. Provide formulation and manufacturing (date, site and batch size) information for each
drug product clinical batch (including standard lozenges) used in the clinical BE study
S$3010567. We have noted discrepancies between Module 2 (p. 6 of 7, Section 2.3.P.2
Pharmaceutical Development) and Module 5 (pp. 15-16 of 166, chmcal study report for
study S3010567) regarding manufacturing site.

2. Provide method validation reports and data to support drug product methods C1925,
C1926, C1927, and the three microbial methods included in drug product specification.

3. Provide a copy of the production scale master batch record for each proposed drug
product.



NDA 22-360
Page 2

If you have any questions, call Mary Lewis, Regulatory Health Project Manager, at 301-796-
0941.

Sincerely,
{See appended electronic signature page)

Leah Christl, Ph.D.

Chief, Project Management Staff

Division of Nonprescription Clinical Evaluation
Office of Nonprescription Products

Center for Drug Evaluation and Research



This is a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.

/s/

Leah Christl
8/26/2008 12:41:10 PM
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Lewis, Mary

From: Lewis, Mary

Sent: Monday, August 11, 2008 11:39 AM

To: 'Iris.H.Shelton@gsk.com’ ,

Subject: RE: NDA 22-360- NDA Acknowledgement Letter

My apologies. Yes the goal date is May 18, 2009.
Mary

From: Iris.H.Shelton@gsk.com [mailto:Iris.H.Shelton@gsk.com]
Sent: Monday, August 11, 2008 11:27 AM

To: Lewis, Mary :

Subject: RE: NDA 22-360- NDA Acknowledgement Letter

Hi Mary,

We received the acknowledgement letter for NDA 22-3360 and noticed that it did not include a goal date.
Would appreciate if you could let us know if the goal date has been assigned.

Thanks

Iris
GSK 973-889-2167

"EMF <fda.hhs.gov>" made the following annotations.

This message was sent by GlaxoSmith Kline across the Internet in encrypted form

3/10/2009



DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service

"Food and Drug Administration
Rockville, MD 20857

NDA 22-360
NDA ACKNOWLEDGMENT

GlaxoSmithKline Consumer Healthcare, L.P.
Attention: Iris H. Shelton

Assistant Director, Regulatory Affairs
1500 Littleton Road
Parsippany, NJ 07054-3884

Dear Ms Shelton:

We have received your new drug application (NDA) submitted under section 505(b) of the
Federal Food, Drug, and Cosmetic Act (FDCA) for the following:

Name of Drug Product: Commit Mini Mint (2 mg and 4 mg, nicotine polaéﬁlex) lozenge
Date of Application: July 18, 2008
Date of Receipt: July 18, 2008
Our Reference Number: NDA 22-360

Unless we notify you within 60 days of the receipt date that the application is not sufficiently
complete to permit a substantive review, we will file the application on September 16, 2008, in
- accordance with21 CFR 314.101(a).

The NDA number provided above should be cited at the top of the first page of all submissions
to this application. Send all submissions, electronic or paper, including those sent by overnight
mail or courter, to the following address:

Food and Drug Administration

Center for Drug Evaluation and Research
Division of Nonprescription Clinical Evaluation
5901-B Ammendale Road

Beltsville, MD 20705-1266

All regulatory documents submitted in paper should be three-hole punched on the left side of the
page and bound. The left margin should be at least three-fourths of an inch to assure text is not
obscured in the fastened area. Standard paper size (8-1/2 by 11 inches) should be used; however,
it may occasionally be necessary to use individual pages larger than standard paper size. Non-
standard, large pages should be folded and mounted to allow the page to be opened for review
without disassembling the jacket and refolded without damage when the volume is shelved.



NDA 22-360
Page 2

Shipping unbound documents may result in the loss of portions of the submission or an
unnecessary delay in processing which could have an adverse impact on the review of the

submission. For additional information, please see http:www.fda gov/cder/ddms/binders.him.

If you have any questions, call Mary Lewis, Regulatory Project Manager, at (301)796-0941.

Sincerely,
{See uppended electronic signature page}

Leah Christl, Ph.D.

Acting Chief, Project Management Staff
Division of Nonprescription Clinical Evaluation
Office of Nonprescription Products

Center for Drug Evaluation and Research -



This is a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.

Leah Christl '
8/1/2008 11:26:54 AM



*‘ClaxoSmithKline

GlaxoSmithKline
1500 Littleton Road
Parsippany, NJ .
. 07054-3834
July 18, 2008 Tel, 973 889 2100
Fax. 973 889 2390
NDA 22-360 www.gsk.com
Dr. Andrea Leonard-Segal
Di :
Division of Nonprescription Clinical Evaluation
Office of Nonprescription Products
Food and Drug Administrati
Center for Drug Evaluation and Research
5901-B Ammendale Road
Beltsville, MD 20705-1266

RE: New Drug Application - Original _
Conmit@(nieoﬁncpohuilex)MlniMhthgandﬂnglmnge

Dear Dr. Leonard-Segal,

In accordance with Section 505(b)(1) of the Federal Food, Drug and Cosmetic Act and 21
CFR 314.50, GlaxoSmithKline (GSK) hereby submits an original New Drug Application
(NDA) forComnﬁ@(nicoﬁnepolmﬂu)MﬁﬁMhﬂlmgungmd4mg. This NDA
ismpravidaforamllervmimofComnﬁto,NieothePohcﬁlmbomgu,zmgmd
4mg,cmmﬂymukmdbyGSKmdaanappmvedNDA21-330.Thisnppliuﬁon
incozporates cross-references to NDA 21-330 for Commit® as agreed in our January
29,2008 meeting with the Agency.

Please contact me at (973) 889-2167 if you have any questions on the information
provided in this submission.

Sincerely,
Iris H. She
Assistant Director, Regulatory Affairs




June 24, 2008

Wachovia Bank

Attn: Food and Drug Administration, Lockbox 70963
1525 West WT Harris Blvd., Room NC0810
Charlotte, NC 28262

laxoSmithKline

GlaxoSmithKline
1500 Littleton Road
Parsippany, NJ
07054-3884

Tel. 973 889 2100
Fax. 973 889 2390
www.gsk.com

Re: NDA 22—360- Nicotine Polacrilex Mini Mint Lozenges, 2 & 4mg

User Fee L.D. Number PD3008214

Dear Sir/Madam,

Please find an enclosed user fee check in the amount of $589,000 for

GlaxoSmithKline Consumer Healthcare’s (GSK) NDA 22-360 for Nicotine
Polacrilex Mini Mint lozenges 2mg and 4mg. Also enclosed is the User Fee Cover

Sheet (Form FDA 3397).

Please contact me at 973-889-2167 if you have any questions.
|

Sincerely,

J«JMA

BTl Shelton
Assistant Director, Regulatory Affairs
GlaxoSmithKline Consumer Healthcare L.P.




Site: PDUFA CoverSheet Page1ofl

wua [PRESCRIPTION DRUG USER FEE
e

ud!pmdnmplulon

PO ROV A e

SUPPLEMENT, STOP HERE AND SIGN THIS FORM.
F RESPONSE IS "YES", CHECK THE APPROPRIATE

APPLICABLE EXCLUSION. .

[ ] A LARGE VOLUME PARENTERAL DRUG PRODUCT ] A 505(b)(2) APPLICATION THAT DOES NOT REQUIRE A
APPROVED UNDER SECTION 505 OF THE FEDERAL FOOD, FEE )

DRUG, AND COSMETIC ACT BEFORE 9/1/92 (Self

Explanatory) _

[] THE APPLICATION QUALIFIES FOR THE ORPHAN [] THE APPLICATION IS SUBMITTED BY A STATE OR
EXCEPTION UNDER SECTION 738{a)1XE) of the Federal FEDERAL GOVERNMENT ENTITY FOR A DRUG THAT IS NOT
Food,Drug, and Cosmetic Act

geihering and maintsining neaded, and completing collection of infonaation. Send comm ’
memmﬂmmmdmmandmmnwwmmm&

Department of Health and Human Services Food and Drug Administration
Food and Drug Administration COER, HFD-24

https://fdasfinapp8.fda.gov/OA_HTML/pdufaCScdCfgltemsPopup.jsp?vename=Iris%20She... 4/1/2008
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i DEPARTMENT OF HEALTH & HUMAN SERVICES . Public Health Servi
\-. " Food and Drug Administration
NDA 21-330
GlaxoSmithKline Consumer Healthcare
Attention: Iris H. Shelton, M.S. .
Assistant Director, Regulatory Affairs
1500 Littleton Road

 Parsippany, NJ 07054-3884
’ Dear Ms Shelton:

Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal
Food, Drug, and Cosmetic Act for Commit® (2 mg and 4 mg, nicotine polacrilex) lozenge.

Wea_lsorefermthemeetingbetweenrepresumﬁvaofyourﬁmandtheFDAonJanuary29,
2008. The purpose of the meeting was to discuss your future submission of a supplemental NDA
un«rtherefem:cedNDAforrefomulatedngand4mgnicoﬁnepolacrilex lozenges.

The official mirnutuofthatmeeﬁnjm enclosed. You are responsibie fornoﬁfyingusofany
significant differences in understanding regarding the meeting outcomes.
_ If you have any questions, call Mary Lewis, Regulatory Project Manager, at (301) 796-0941.

Sincerely, |
{Sec appended eleciranic signature page}
Director _ )
Division of Nonprescription Clinical Evaluation
Office of Nonprescription Products
Center for Drug Evaluation and Research -

Enclosure



NDA 21-330

TypeB , Confidential
January 29, 200

Meefing Date and Time:
Meeting Type:

Meeting Category:
Meeting Location:

Application Nuﬁber:
Product Name:

Received Briefing Package:
Meeting Requestor:

Meeting Chair:

FOOD AND DRUG ADMINISTRATION

January 29, 2008

NDA

FDA/White Oak

10903 New Hampshire Avenue

Room 1419

Silver Spring, MD 20993

NDA 21-330

Commit® (2 mg and 4 mg, nicotine polacrilex) lozenge
December 29, 2007

Iris H. Shelton, M.S.

_ Assistant Director

Regulatory Affairs

Andrea Leonard-Segal, M.D.
Director

- Division of Nonprescription Clinical Evaluation

Mary M, Lewis
chulm:mejectMmgu

- .v - — o s~y

Joel Schiffenbaver, M.D., Deputy Director
Daiva Shetty, M.D., Medical Team Leader
Christina Chang, M.D., Medical Reviewer
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NDA 21-330 TypeB o Confidential

Linng Zbon, P-D, Pharmaceution Asssment Load
SteveHathaway,Ph.D.,Chemisu'quvicwer

External Attendees

GlaxoSmithKline

Rick Chan, Ph.D. Director, New Product Development
Mitchell Kotler, Ph.D. Group Leader, Biostatistics

Rajesh Mishra, M.D., Ph.D. Director, Medical Affairs
David Schifkovitz Director, Regulatory Affairs

Iris H. Shelton, M.S. Assistant Director, Regulatory Affairs

1.0 BACKGROUND:

GlaxoSmithKline’s (GSK) Commit® (2 mg and 4 mg, nicotine polacrilex) lozenge was approved
(NDA 21-330) on October 31, 2002 for aduits 18 years of age and older, to reduce withdrawal
symptoms, including nicotine craving, associated with quitting smoking. Since that time there
have been several supplements approved for additional flavors and package changes.

' GSK submitted a meeting request to the FDA on October 31, 2007 requesting a meeting to
discuss their future submission of an NDA for reformulated 2 mg and 4 mg mini nicotine
polacrilex lozenges. According to the December 29, 2007 meeting package, GSK proposes to

reformulate the 2 and 4 mg lozenges resulting in a smallor-sized lozengs. GSK proposes to , 'b(4)
market this smaller lozenge with the name “Mini Lozenge™.

* 2.0 DISCUSSION:

Preliminary rasponses to the questions enclosed in the December 29, 2007 Meeting Package
were sent to GlaxoSmithKline via email on January 25, 2008. .

Following introductions, the mesting agenda consisted of Power Point slides (attached) by GSK
and further discussion based on the preliminary responses from the FDA and reference to GSK
Power Point slides. The questions from GSK appear below followed by the preliminary FDA
responses in italics. For questions where no additional discussion is indicated, neither GSK nor
FDA raised any additional issues pertaining to the questions. _

Page 2
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. ' January 29, 2008

Does the Ageacy have any questions/comments regarding formulation
rationale oﬂlomallergizcnieoﬁnemini mint 2 mg and 4mg lozenges?

We have determined that the proposed mini-lozenge formulations are new formulations and
cannot be considered to be equivalent to the approved lozenges with respect to the chemistry
(CMC) information. As a result, full CMC documentation will be required for these new

_ Jormulations. '

The proposed mini Iozengurepmentm formulations for the following reasons: ' b(4
e Significant size discrepancy: the mini lozenge is approximately ~== the size of the ( )
‘e Ingredients common to the mini and original lozenges were not reduced proportionally in
the proposed mini lozenges. ' : : .
e b(a)

o The mini-l;)zen'ges are not chemically equivalent to the original Iozanga.; under USP
Dissolution test conditions.

Ifyou do not meet the criteria in CFR 320.31 an Investigational New Drug application (IND)
. will be required prior to initiating any studies with a new formulation in the United States.

5 l !-I. I n- . . :

GSK agreed to provide a full chemistry package to support the mini lozenge. GSK asked for
further clarification as to why a new NDA needed to be submitted. FDA reitcrated the above
listed chemistry reasons to explain why the proposed mini lozenge is a significant change from
the previously approved formulation and is considered to be a new formulation. GSK
acknowledged that, given the above characteristics, this will be a new formulation and a new
NDA will be submitted.

Does the Ageacy agree that 2 demonstration of biocquivalence between the current

Commit® lozeage and 2 mg and 4 mg mini mint nicotine lozenges is sufficient for SNDA
review and approval?

Thpmpmdmmbungediﬂ&nipqumﬂaﬂnwwmnﬁvmﬂnoﬂgbﬂm(m
response o question 1) to the extent that the submission of a new NDA would be required for this

Page3
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. January 29, 2008

new formulation. The submission of a srpplcmautal ND#4 (sNDA) is not appropriate for the
proposed changes. -‘

Demonstration ‘of bioequivalence between the proposed mini lozenges and the currently
marketed Commit” lozenges may be sufficient, as long as the propesed formulation does not
raise any efficacy or safety concerns (see below). Whether the studies already conducted are

qdequm,fbrappmvdbultinmbmmim issue.

The pharmacokinetic profile submitted in this briefing package is incomplete. You did not
Pprovide information on the overall shape of the plasma profiles (e.g., Tray) Jfrom the :
bioequivalence studies. Additional information (e.g., individual profiles and parameters, assay
results) will also be needed in the averall assessment to determine whether the two formulations
(mini vs. original) are bioeguivalent. -

1t is unclear whether a reduced dissolution time would decrease the T for the mini lozenges,
even though the Cuax data appeared comparable between the new and original formulations. If
the Tz differs substantially from that of the original formulation, the ability of the mini lozenge
to relieve craving may be affected. This in turn may influence the dosing regimen and thus have
efficacy implications. - :

Whether local nicotine concentration in the mouth would be temporarily higher from the mini
lozenge relative to the original lozenge due to faster dissolution in the mouth would also need to
be explained. In the event that local nicotine concentration is temporarily higher for this new
Jormulation;, safety data would be needed. In addition, an analysis of the amount ingested
(unintended route of administration) would need to be conducted. Orally administered nicotine
may have safety implications. We strongly encourage you to provide complete pharmacokinetic
_ data for FDA review. '

Youwouldnccdtoexplahtheappmmdismmcybmvcmc_bmncntlnoriginalz
and 4 mg lozenges used in the current submission and those submitted in the original NDA of
December 15, 2000. :

sdditional Discussion:

GSK responded to FDA’s comment oft Trex that the mini lozenge dissolves faster but achieves
shnihrovmnacpmmasmcoﬁginﬂlomgcfomuhﬁpn.'ﬁsxexplﬁmdthnnkoﬁmis
absorbed through swallowing cven though they don’t kmow how much nicotine would be
swallowed. However, GSK commented that most of the nicotine is absorbed through the buccal
. mucosa and that the diffusion rate across buccal mucosa may be slower and therefore Cug, is not

higher. FDA cxpressed concerns about whether the increase in concentration of the active
hwhntmdﬂwbwcdmkofnmwwmmufay,miﬁcdlymdhghm
cﬂecshﬂ:emmnh,m;equmdthaGSKmvidemninﬁmaimonabwmﬁonmdlm
safety in their next submission. GSK agreed to provide all these data.

FDA asked why the two pharmacokinetic (PK) studies did not show dose proportionate response
t0 AUC and Caex. FDA also asked about the discrepancy in AUC and Cmax between the 2 and

Page 4
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4 mg original lozenge formulations used in currently submitted studies (S3010445 and
$3010466) and those from the original NDA. These points reflected FDA’s overall concern
abomwhuhuﬁcmdmbpmmtplmmmmmdmforbﬁdghg. GSK stated that
. the2mgPKsmdywasdonainapopulaﬁoninlndiawhaelowerweightsanddiﬁ'emnindiet
could have influenced the results. Therefore, GSK felt that the 2 mg PK data should be
bridgeable. FDAexpresudconcemabommisandaskedGSKtopwvidedthupponit. :

GSK asked if it would help if the study was performed in the U.S. population. FDA stated that a
stxdyin&cU.S.popuhﬁonwmﬂdpvaedataﬂmtwouldhemmmning. FDA inquired
whetherGSKwouldconsiderwnducﬁngasmdyinﬂleU.S.popuhﬁmwcommthc2mgvs.
4mgminilgosdirecﬂytoseeifﬂ:eygetadose-mporﬁonatemponsc. In addition, the 2
mg original lozenge could be used as a comparator. GSK responded that they would take this
into consideration and would provide a protocol for FDA review.

Recognizing the inherent differences in the sizes of the original and mini mint lozenges,

does the Agency agree with the proposed dissolution specifications for Cominit® mini mint
2 mg and 4 mg nicotine polacrilex lozenges? : : :

Determination of the adequacy of the test and acceptance criteria is a review issue.

decision can be reached. FDA noted that the original dissolution method resulted in a different
dissohnﬁonmﬁleforthcminilomg&qwhichhwasmndappwedtobeﬂxemfm

revision of the method. The rationale for the proposed change from s ¢ : i
toa — estis unclear. To determine if a ————— | is acceptable, GSK needs to
provide a proposal and data to support their approach. :

Does the Agency agree with GSK proposal and data support for the 2 mg and 4 mg

lounguinvolvlngbmkulngmbﬂnymmmbﬁuymdhon the 1.5 mgand 4 mg
mini mint lozenges? : .

Yes, we agree. Use of the I.,ngmbrilmxgutabilﬂydatatomoﬁtthmgmmh is
acceptable. The application should contain a description of the post-approval stability plan
mMﬁrWWWm,,Mu&ghﬂmﬁrchmm

Page 5
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- Question §:

Does the Agency agree with the proposed content (scope) and format of data fo be provided
as an ¢CTD submission for this SNDA? )

EDA grelimi )

Submission of an NDA, not sNDA, will be required to .;upponthe marhm bf the proposed mini
lozenge (see responses to questions 1 and 2). You have not provided an outline of the proposed
submission in this briefing package.

The wqummﬁrtllecbtitMomeDA are not different for an eCTD from those for a paper
submission. These are described in 21 CFR 314.50.

Ihc:ubmmionshouldbeorgamdbmdonrlninmduksipthem:

Module 1: administrative and prescribing information
Module 2: CTD summary documents .

Modbule 3: information on quality .

Modide 4: nonclinical study reports

Modbule 3: clinical study reports

Information that is identical to the current 2 mg and 4 mg lozenges may be included by reference
10 the approved NDA or an approved NDA supplement. Any reference should be as
comprehensive as possible and include submission date, volume information, page numbers, etc.
With respect to the CMC portion, the proposed application should contain fill information on
any new excipients or flavorants used in the formulation, inchuding the identities of the suppliers
and the raw material specifications for each. Mamyfacturing process information should be
provided, including master and executed batch records for both strengths, as well as detailed-
manufacturing process descriptions and flowcharts. In-process controls and criteria should be
described. The regulatory specifications for the mini-lozenges should be provided, including
both release and stability specification as applicable.

FbrWWMmmdemm;kmMnmerm
esub@cder fdo.gov .

We refer you to the Agency’s 4/19/2006 Guidance for Industry on ¢CTD submissions:
WIP: /I WH X caer/regus ersr/ectd h .

We also refer you to the guidance document developed by ICH M2 Expert Working Group for

!il.li ln- i -

GSK asked if with regard to an eCTD submission do they need to cross reference broadly or
specifically. FDAWMWMNDAMMBWM@MWMNM
to the chemistry section GSK should be explicit in referencing information. Information that is .

Page 6
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unchanged between formulations (e.g. suppliers, tests, specxﬁcnmns for common excipients) can
bemeefuuw@bmmﬁom:ﬁmspeclﬁcmmemopouddomgefomshouldbemwdedm
detail (for example: new flavorant information, detailed mmuﬁctumg descriptions, test methods
and specifications, stability data, etc.)

GSKasked:fﬂcnmc‘&nmnlmge”lsmeptablcasastammoﬁdmty FDA responded
that the term ‘mini’ is not included in the Data Standard Manual as a dosage form descriptor and
analtcmatwendentxfymgstatunentwonldmedtobepmposed. FDA indicated that

- incorporation of “mini” might be more appropriate as part of the proprictary/trade name but that
the final trade name would have to be reviewed and that FDA could not comment beyond that at
this meeting. GSKmdlcamdﬂmd\eywmldincMeapmposednameﬁ)ﬂhenproductmthﬂr
next submission.

3.0 ACTION ITEMS
1. GSK will take the recommendations from FDA under consideration.
* 2. GSK will submit a full chemistry package to FDA.

4.0 ATTACHMENTS
GlaxoSmithKline Power Point slides.

i’age?
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