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c DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service

Food and Drug Administration
Rockville, MD 20857

Jy.“m

NDA 18-612/8-050
NDA 20-066/S-031

GlaxoSmithKline Consumer Healthcare, L.P.

Attention: Marissa M. Fletcher, Ph.D.
Manager, Regulatory Affairs

1500 Littleton Road

Parsippany, NJ 07054-3884

Dear Dr. Fletcher:

Please refer to your supplemental new drug applications for NDA 18-612 dated February 13, 2008,
received February 13, 2008, and NDA 20-066 dated February 14, 2008 received February 14, 2008,
| submitted under section 505 (b) of the Federal Food, Drug, and Cosmetic Act for:

NDA Number Name Dosage Form
18-612/S-050 Nicorette 2 mg, nicotine polacrilex gum
20-066/S-031. .. | Nicorette 4 mg, nicotine polacrilex gum

We also acknowledge receipt of your submissions dated March 21, and June 10, 2008 to both NDAs.

This supplemental new drug application provides for the nonprescription marketing of a new White Ice
Mint flavor of 2 mg and 4 mg gum with associated packaging and labeling.

We have completed our review of these applications. These applications are approved, effective on the
date of this letter, for use as recommended in the agreed upon labeling text.

The final printed labeling (FPL) must be identical to the enclosed labeling (10-count blister card, 20-,
100- and 160-count carton labels and users guide for the 2 and 4 mg strengths), and must be formatted
in accordance with the requirements of 21 CFR 201.66, where applicable.

Please submit an electronic version of the FPL according to the guidance for industry titled Providing
Regulatory Submissions in Electronic Format - NDA. Alternatively, you may submit 20 paper copies
of the FPL as soon as it is available but no more than 30 days after it is printed. Individually mount 15
of the copies on heavy-weight paper or similar material. For administrative purposes, designate these
submissions "FPL for approved supplement NDA 18-612/S-050 and NDA 20-066/S-031.”
Approval of these submissions by FDA is not required before the labeling is used.

We remind you that the word “New” must be removed from the label and labeling, wherever it
appears, after the first six months of marketing.



NDA18-612/S-050
NDA 20-066/3-031
Page 2

Marketing the product with FPL that is not identical to the approved labeling text and in the required
format may render the product misbranded and an unapproved new drug.

In addition, we remind you that the statement of identity phrase “STOP SMOKING AID” on the
principal display panel should be capitalized at the time of next printing of the label or within 180
days, whichever is sooner.

Please submit one market package of the drug product when it is available.

We remind you that you must comply with reporting requirements for an approved NDA (21 CFR
314.80 and 314.81).

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

Sincerely,

{See appended electronic signature page}

Joel Schiffenbauer, M.D.

Deputy Director o

Division of Nonprescription Clinical Evaluation
Office of Nonprescription Products

Center for Drug Evaluation and Research

Enclosure



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

Joel Schiffenbauer
6/13/2008 09:57:13 AM
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Nicorette White ice Mint 2mg / 20ct Carton Outside
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TO INCREASE YOUR SUCCESS I OUNTTING:

1. ¥ou must be motvated 1o qut,

2 Use Enaugh - Chew af lsast § places of Nicoretts
dring the frad six weaks.

2. Use Long Encogh - Use Nicoretis for the full 12 weeks,

a

‘enchsed Vsar’s Guide,

| To removs: [Pral ot ac ing. [
arieg 4
B

FOR THOSE WHO
SMOKE 25 OR MORE
CIGARETTES A DAY

1 you smoke less th

' oated

for Intense Flavor
18 cgts o oy ‘White Ice” Mint Gum

100 PIECES, 4mg EACH

Nicorette

White Ice’Mint Gum

scss i, Progeam validunly i the 1S, Must be u gl S cesiden, 18 yous o1 1ge 1 oldes
ese pronibited. Enval anline betvieen August 1, 2007 ¢ PT) and December 6, 2010 (11:

1 Calect cees ot e spoclly arked cartons of Hiceretie um unt February 26, 2011 (11.59:58
. PT). Reddecm far coupons and or gifts until February 28, 2011 {11 53:59 p.m. PT). Subject 1o complete Tesms
& Conditions 3t www.maretle.com,

8i¢818

aseg Suyusg sapnjauy
“aiss) 445 15ad81 500 0 OIpAY 401]

“S{{R199 RI0W 10} SSSU} 993 10 TGT SR WRR
itoud

ot aswaid ' Bupyotts doys pazy{enpInpD)
F344 8 0} puE uoRWiONY 201 Jo3
VISOHOE QWIPHARISITS SO0
U3pams UL PRIy
B0LSL Vd ‘dIysumo) oo

*d"] ‘2HREAH JAWNSLO)
Aq panquasia
"10} 40 ‘uado ‘uanosq
e sSupaeg pajuud Jo 19jsiq
[RADIAIRE J) 98A 10U 0@ "SI3]silq

pajeas ul payaaosd st janpoud syl

D31UBA 3G joutEd
abe Jo jooid a13ym saines Aue wolj
10 sauiydew Guipuaa i a|es 1oy 16

painbal abe jo joosd m
abe jo
s1ea4 g1 JapuN 3soy) 0] B|es Jo) jou m

wno W .31 RIYM

SRJI0JIN

2. 00-0922-9920

pefifier sv3

L)

IR0 100K 0) Yje} ‘WA 3031w 85N o)
PR3U 3 53} IS NOA J| “SR3M Z) 10 U2 A4 1E WG 3unoaiu 3 Bussn doig 'wauman 2130103 0) JUEBOOW: 51+
K2p € 53333 §2 URK) AI0W SN 0U Op~
P15 JURD JO BISARU mmm‘sﬂnmm&mmnmawsmuluuwad w00 250 A1SN0nunucd
10U 0D “13A3MOH N0l alg) Ul 333id PGS B asn Aow no& ‘sSumea antal 10 Suons sauauadxa nok i
SR G 15 3t J0) A2p 1d $a390d § 15291 12 35D 'BUNND 10 S3aULYI 100K 3A02dL 0} e
0011 @ BULWaL BitpA JO ‘AT BURDIRS BLY BLIMALD 2)0J20 SARUIW S, JO) YUP 10 126 10U DP
{snuiw og paqe) 3uoh ) un 3y J0 1S0W [HUn 53304 SIy) Jeadas -
“Suing 30un 3y N uiete Buag
1020 *6u00 51 BUD A LALLM "G PR %399 10K LaamIaq 3 ysed Liay) *Sa1661 1 FILn ol
SWNSBA 150 31 126 o} Seak AZL30 B PIST 3q I50L PUE FUKspat & Sy Wwnb aunodty «

Si0y g 0} p Asana aaad | | sinoyporg L fsioyz oy Heaeoad)

T zonsem | soioem [ sorcsweam

HNPILYIS %32 21 oumnm 24 0) Buipsoaoe asn Usp & mwllp 2UCW 30 §Z 290UrL POK u-

(33 wd gy - We DO:6) shepivan
fusmPdS/SII0U3) BRLI-10-008+1 F211-101 I
LSIUSUILI0I JO suonmo

umlpos K mqmsm
fod ‘YL 'appm mn|saub:u:
onammu ‘aseq B ‘JoAz] Wy qqlpn
wnumwovum 121D ‘Wi
mmpuﬂul

08 2madiu fwz asn e ¢ sapausl

wn at Sussn ullhq 20K ayM Apmd

UOTIRULIO] WEL0GLLY) Jayio PUE SUONIAP 3303 Joj amg 54as[} pasoPUa if peas "anpaid siy) Butsn a10jaq -
2tA 31052 JEICP € 368 ‘508 (9 1204 1 :5pus Lk ok Jj -

Ao by Jwag feog uosiog £ omwog
1 O)pl] [EINOUI 120 ‘ISONIAAD 40 582 U] 'YSER B Ly ABRE ML PUT saded 1 wiD 0 Sa35id pasn des ar
PP LUK P 0} 2unoo YROLA aARy A2l Lind uq0a 10 S3%ad wmwmmnvmwuum
1ERcRITey DRI DU SSAUNEIM ‘BRULIRID ‘SSAUTZD ‘SLNALICA B3STEU SE YONS ASCRIBAD JUIOIN O SLOMIIAS 186 nale
11330 suoyewdfEd 1o 1eequray Jeinbau «
L=

1 110D £ X3 pUR wsh doig

“PaISA{DE 30 0} Padu Axw 50D UORGIKISAID IROA BIISE 10 Losssaxtap 10} JUID3W uogdnosaid Bunel s
Bruzp Bumolus dois 5UR0d-uoY 8 Bush +

azm nod j) s6n su08q isprunayd X JGEOP ¥ NSV

SaaqE(p 10 Jad}N INEWONS +

“3115521d QOO 3STAILN L23 SLROHN “VALADIRL YA PIRONLOD 10U Bnssad Ho0jq 4By «

8723 15Ea 1N0A 35TV VR LRI LFAGURSU S24nBa11 10 IENE 1Bl JUa3 ‘DSEaSID Lieay -

12iD PADISAILPOS B

SARY NGA 1} 35N 20134 L0320 T A5V
S1ARPOJS GUIIENI0D SUOOIL 310 10 13120 SUR0 ¥ 350 16 TGS 850 "030840) MAUS “IAWS O} aNUTL0d oA 1+
osaj0a 0

UAOLY m 10U 958 BUIDAW $1K) \n(ux pnn Mok o1 S0 am "TaAIROH DUDOWS UEY) J2JES 9G 0} P3N S| SURIPI
ML N0 v oy ﬂMlL aw 1004 uLRy AENOUTS Vel SuowS
“epanad aiey mnml n wu L] HRING nok §

sﬁv/u.wM

PR BupIOWS Goig™ " {aunoayu Suwiy o) jenba) xajucerdd aunodN
Yove up) aagoy

(aomd Bupmayo

sioe4 Bnug

BUPIOLIS DIEMD LW PaIeD0sSE ‘DUAEID SUROIFS GUIPRUI SW0IdUIAs ERETpUV SEanpal- o511
T e e T T T P

15 WG ot Mayd » Ll - 89)5. 03!"105-
[ utnwos mm
uoumuom
(panuniod) soed Bniy
numms do)s . g ;
: i
suondeng ;ooHPJUS
i LFHI-IINY ¢
vd !
b
o s s | | vauy SVL SONFTIHANNS L43HL

818318

818318



Nicorette White Ice Mint 4mg / 20ct Carton
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Drug Facts
sach mm pbu-)

Active ingredient (in
Nicotne polacnis (-qml(mmu nicame)...

Use .ratuces withtiawl symgtoms, mdudln! vicatine riving, essockned ith uninm ”"M
Warnings

Smoking can seriously hanm your chii. Try o Siop Smoking wthout using any
Mlmmbﬁmﬂlnhsﬁ nunynoglg mmﬁmmmmmmnmmm

[T
1y Continu o moke, chewtocos,us sl ot use aiestine

EAS Tagged

l. ||6

o other ficotine
sk ¢ docta betere e you Rve
-w«mmm diet
~heart dise or firequtar harnte. s
+Stomach dloer or disbetes 0766~7750~25
A3k a 60ctor o pharmacist befors w3 fl yow are
~using 3 nornicotine stop smioking drig Ni ©
Grpression or asthend. Yout prestigt y
iy corette
THEFT SURVEILLANCE TAG AREA fm,Ef',ﬂh Sinipomens
“iregudin ‘or plplations ~ ans
ﬁqnsmmmx&m.mmmum yomitiog, diziness, fana, weakness and rpit beartbeat White Ice” Mint Gum
PLACE fredd ] wmm“m’:*w,ﬂ,mw,‘,.m..mmm, T o w0t 0r sale to thase under 18 years of age
ANWI?EERFT cortact & Foison Cortrol Genter right away. = 0rool of age required
§ Directions u ot for sale in vending maclunes ot from any source
HERE ¥ where pron! of 2ge cannat be verified
op when This product is protected in sealed blisters.
19 12 woek schudude: Do not use if individual blisters or printed
hackings are braken, open, or forn.
L1 ece every 1 to 2 hours | 1 piace every 2104 hours { 1 piros every 4to 3 hours |
Drug Fects oo . Distributed by .
information begin onsum e LP.
‘each pidcs contales: cacium B4my, sudn Timg g, i the gl senums. Moon Toymship, PA 15108
-mrmzn 2B ) (sbout 30 mimutes)
ﬂn Ot et or Seink: ©2008 ElaxoSaithking 3046410
WW e g mynmmmnfsdwmna mnlmsmmwwmmmmmn ot
i v, qur "”‘“"""““""""“""“ menthul, pegpermict Y L ince $is My CAuse you hiccups, hearthum, nusea or other side etects, For more information and for 8 FREE individusiized stop
wmlm Starium Goride, xyitol 12 mesks. ploase visit www.Hicorette.com or sse
Questions or comments? doctor, inside for more dmlls
calioh{re 1-008-13-6788 (EnghstvSgansh) woskcays (300 am - 430 pm €T - Fres Avdio CD wpon request. See inside.
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THEFT SURVEILLANCE | TAG AREA

i
1
i

PLACE
¢ ANTETHEFT |
i STICKER
| "HERE

Drug Facts {continued)
O&orlnfonmﬁon

calclum 94mg, sodium 11m;
« storg 3120 - 25°C (68
= protect from light

In
msdu IMauts wax, Ink flzvm uum
8, hyprom:llosl. rlunnnhnm cxide, menth
g:p penmint ofl, polysorbate 80, sodium
icarbonate, Sodium carbonate, starch, sucrakose,
titanfum dioxide,

Drug Facts
Active ingredient chewing piece) W
Nicotine polacriex. (enuz!ﬁtgzﬂu Ticotin ) Stop smoking aid

Use - reduces withdrawal symptoms, induding nicoting craving, associated vith quitting smoking

w.mmg’ . only the advice sf care provider.
O breastdeedi use this medicing on the a
Smn«mg mw harm your chid. Try to stop smoking without using any n%a seplacement medicine, This

medicing is befieved 10 be safer than smaking, However, the risks to your chitd from this medicine are ot fully knawn,
Do nol use
<t you continue to smoke. chew tobacco, use sauft, or use 3 nicotine patch or other nicoting containing products

Ask 2 doclor before use if you have
2 sodium-restricted diet
«mm disease, recent heart attack, or iegular heartbeat. Nicotine can increase your heart rate.

«high blood pressure niot controlled with medication. Nicotine can increase blood pressure.
«stomach ulcer or diabetes
Ask & doctor or pharma dﬂm-llmllynln
-usma 2 aps-nicatineg stop smokin

prescription medicine for newzssmn 0f asthma. Your prescription dose may need to be adjusted,

Smp use and 3k 2 doctor
~mouth. teeth of jaw prodlems occur
~irregular heartbeat or palpitations occur
«you get symploms of nicotine overdose such as nausea, vomiting, dizziness, diarmaa, weakness and rapid heartheat
Kesp out of reach of children and pats, Pieces of nicotine gum may have ensugh nicotine to make chiidren and
pets sick. Wrap used piaces of gum in paper and throw away in the trash. In case of overdose, pet medical hetp or
contact a Poison Control Center righl away,

«if you zre under 18 years of a; 15k 3 doctor before use
«before using this product, read the enclosed User's Gmﬂl for complete directions and other important information
= stop smoking completety when you begin using the gum

gs
;é

Weeks 1106 | Wesks 7109 ] Wesst0toi2 ]
1 piece every 1 to 2 hours | 1 piece every 210 4 hours ] 1 piecemhnsnmrs

~nicoting gum is a medicing and must be used a certain way 1o get Lha best results
- chiew the gum slowly urtil # tingles, Then park i between your cheek and qum. When the tingle is gone, begin
chawing again. unth the lingls retumms.
«repeat this process most of the tingle is gone (about 30 minutes)
9o not eat or drink for 15 minutes hefore chewing the nicotine gum, of while chewing a piece
~1o imprave your chances of quitting, use at least 9 pieces per day (m the first 6 weeks
«d you expertence strong or frequent cravings, you may use a ‘within the hour. Kavever, do not
coninuously use one plece atter anather since this may mase You lucwps, haartbumn, nausea or other side effects.
<60 not use more than 24 pieces a day.
«1tis important 10 complete freztment. Stop using the nicotine gum at the end of 12 weeks. H you still feel the need
to use nicotine gum, talk to your doctor.
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Individualized stop smoking program, please visit
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INDI 1ZED STOT
SAL PROGRAM
' QUITTERS'}

VISIT COMMITTEDQUITTERS.COM

zmg and 4mg Unr's Guide

HOW TO USE NICORETTE
TO HELP YOU QUIT SMOKING.

‘ Copyright ©2008 GlaxeSmithitine Consumer Healthcare, L.P.



ENROLL

i - ™
VISIT COMMITTEDQUITTERS.COM
(See insert)
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KEYS TO SUCCESS.

1) You must really want to quit smoking for Nicorette® to help you.
2) You can greatly increase your chances for success by using at least
9 to 12 pieces every day when you start using Nicorette. See page 12.
3) You should continue to use Nicorette as explained in this User’s Guide
for 12 full weeks.
4) Nicorette works best when used together with a support program —
See page 3 for details. ‘ '
5) If you have trouble using Nicorette, ask your doctor or pharmacist or call
GlaxoSmithKline at 1-800-419-4766 weekdays (10:00 am - 4:30 pm EST)

6) To request a free audio CD containing tips to help make quitting easier, call the toll
free number listed above. (ONE CD PER CUSTOMER)

Copyright ©2006 GlaxoSmithKiine Consumer Healthcare, L.P.



SO YOU
DECI DED

"?9 ag(‘;ﬂ
%i—i» Congratulattons

Your decision to stop smoklng is an impor-
tant one. That's why you've made the right
choice in choosing Nicorette gum.

Your own chances of quitting smoking
depend on how much you want to quit,
how strongly you are addicted to tobacco,
and how closely you follow a quitting pro-
gram like the one l¥\at comes with Nicorette.

QUITTING If you've tried to quit
SMOKING before and haven't suc-
1S HARD! ceeded, don't be discour-
aged! Quitting isn't easy. It
takes time, and most people try a few
times before they are successful. The
important thing is to try again until you
succeed. This User's Guide will give you
support as you become a non-smoker. it
will answer common questions about
Nicorette and give tips to help you stop
smoking, and should be referred to often.

2 Copyright ©2006 GlaxoSmithKline Consumer Healthcare, L.P.



WHERE TO You are more likely to stop
GET HELP. smoking by using

* Nicorette with a support
proiram that helps you break your smok-
ing habit. There may be support groups in
your area for people trying to quit. Call
your local chapter of the American Lung
Association, American Cancer Society or
American Heart Association for further
information. Toll free phone numbers are
printed on the Wallet Card on the back
cover of this User’s Guide.

If you find you cannot stop smoking or if
you start smoking again after using
Nicorette, remember breaking this addic-
tion doesn’t happen overnight. You may
want to talk to a health care professional
who can help you improve your chances
of quitting the next time you try Nicorette
or another method.

LET 'S GET Your reason for quitting
ORGANIZED. ™2y be a combination

* of concerns about
health, the effect of smoking on your
appearance, and pressure from your family

Copyright ©2006 GlaxoSmithXlne Consumer Healthcare, L.P. 3



and friends to stop smoking. Or maybe
you're concerned about the dangerous
effect of second-hand smoke on tz\gJ)eople
you care about. All of these are good rea-
sons. You probably have others. Decide
your most important reasons, and write
them down on the wallet card inside the
back cover of this User’s Guide. Carry this
card with you. In difficult moments, when
you want to smoke, the card will remind
you why you are quitting.

4 Copyright ©2006

WHAT Smoking is addictiv:ie ;n
two ways. Your need for
Y%Aklh‘# nicotine has become both
* physical and mental. You
must overcome both addictions to stop
smoking. So while Nicorette will lessen
your body’s physical addiction to nicotine,
you've got to want to guit smoking to
overcome the mental dependence on
cigarettes. Once you've decided that you're
oing to quit, it's time to get started. But
irst, there are some important warnings
you should consider.

ithKline C t LP




SOME This product is only for
IMPORTANT those who want to stop
WARNINGS. $Tokine

If you are pregnant or
breast-feeding, only use this medicine on
the advice of your health care provider.
Smoking can seriously harm your child.
Try to stop smoking without using any
nicotine replacement medicine. This
medicine is believed to be safer than
smoking. However, the risks to your child
from this medicine are not fully known.

Do not use

¢ if you continue to smoke, chew tobac-
co, use snuff, or use a nicotine patch or
other nicotine containing products.

Ask a doctor before use if you have

* a sodium-restricted diet

» heart disease, recent heart attack, or
irregular heartbeat. Nicotine can
increase your heart rate.

¢ high blood pressure not controlled with
medication. Nicotine can increase your
blood pressure.

» stomach ulcer or diabetes

Copyfight 2006 GlaxoSmithKiine Consumer Healthcare, L.P.



Ask a doctor or pharmacist before use if

you are

¢ using a non-nicotine stop smoking drug

« taking a prescription medicine for depres-
sion or asthma. Your prescription dose may
need to be adjusted.

Stop use and ask a doctor if
* mouth, teeth or jaw problems occur
* irregular heartbeat or palpitations occur

¢ you get symptoms of nicotine overdose
such as nausea, vomiting, dizziness,
diarrhea, weakness and rapid heartbeat

Keep out of reach of children and pets.
Pieces of nicotine gum may have enough
nicotine to make children and pets sick.
Wrap used pieces of gum in paper and
throw away in the trash. In case of overdose,
get medical help or contact a Poison Control
Center right away.

LET ‘S GET Becoming a non-smoker

RTE starts today. First, check that
STA D. you bought the right starting

dose. If you smoke 25 or more cigarettes a
day, use 4 mg nicotine gum. If you smoke
less than 25 cigareties a day, use 2 mg

6 Copyright ©2006 GlaxoSmithKlina Consumer Healthcare, L.P.



nicotine gum. Next, read through the entire
User's Guide carefully. Then, set your person-
alized quitting schedule. Take out a calendar
that you can use to track your progress, and
identify four dates, using the stickers in the
center of this User's Guide:

STEP 1. (Weeks 1-6). Your quit date (and
the day you'll start using Nicerette gum).
Choose your quit date (it should be soon).
This is the day you will quit smoking ciga-
rettes entirely and begin using Nicorette to
satisfy your cravings for nicotine. For the
first six weeks, you'll use a piece of

Nicarette every hour or two. Be sure to fol-
low the directions starting on pages 10 and
12. Place the Step 1 stickers on this date.
STEP 2. (Weeks 7 to 9). The day youw'll start
reducing your use of Nicorette.

After six weeks, you'll begin gradually
reducing your Nicorette usage to one
piece every two to four hours. Place the
Step 2 sticker on this date (the first day of
week seven).

STEP 3. (Weeks 10-12). The day you'll
further reduce your use of Nicorette.

Copyright ©2006 GiaxoSmithKline Consumer Healthcare, L.P.



Nine weeks after you begin using Nicorette,
ou will further reduce your nicotine intake
Z;r using one piece every four to eight hours.
Place the Step 3 sticker on this date (the first

day of week ten). For the next three weeks,
you'll use a piece of Nicorette every four to
eight hours.

End of treatment: The day you'll complete
Nicorette therapy.

Nicorette should not be used for longer than
twelve weeks. Identify the date thirteen weeks
after the date you chose in Step 1, and place
the “EX-SMOKER” sticker on your calendar.

PLAN Because smoking is an addiction,

AHEAD. it is not easy to stop. After you've

* given up cigarettes, you will still
have a strong urge to smoke. Plan ahead

NOW for these times, so you're not defeated

in a moment of weakness. The following tips

may help:

* Keep the phone numbers of supportive
friends and family members handy.

* Keep a record of your quitting process.
Track the number of Nicorette pieces
you use each day, and whether you feel
a craving for cigarettes. In the event that

8 Capyright ©2006 GlaxoSmithKHne Consumer Healthcare, L.P.



you slip, immediately stop smoking and e Set aside some small rewards, like a new

resume your quit attempt with the magazine or a gift certificate from your
Nicorette program. favorite store, which you'll “give” your-
¢ Put tﬁether an Emergency Kit that self after passing difficult hurdles.
includes items that will help take your * Think now about the times when you
mind off occasional urges to smoke. most often want a cigarette, and tz:en plan
Include cinnamon gum or lemon drops what else you might do instead of smok-
to suck on, a relaxing cassette tape, and ing. For instance, you might plan to take
something for your hands to play with, your coffee break in a new location, or
like a smooth rock, rubber band, or take a walk right after dinner, so you won't
small metal balls. be tempted to smoke.

C ©2006 ithKline C: ¢ LP. 9




HOW Nicorette’s sugar-free
NICORETTE chewing pieces pro-
vide nicotine to your
GUM WORKS. system — they wc))lrk as
a temporary aid to help you quit smoking
by reducing nicotine withrawal symptoms.
Nicorette provides a lower level of nicotine
to your blood than cigarettes, and allows
you to gradually do away with your body’s
need for nicotine. Because Nicorette does
not contain the tar or carbon monoxide of
cigarette smoke, it does not have the same
health dangers as tobacco. However, it still

delivers nicotine, the addictive part of ciga-
rette smoke. Nicotine can cause side
effects such as headache, nausea, upset
stomach, and dizziness.

HOW TO USE !fyou are under 18 years

Nlco'ém giz)gr:' ::: aBefore you

can use Nicorette correct-
ly, you have to practice! That sounds silly, but
it isn't. Nicorette isn’t like ordinary chewing
gum. It’s a medicine, and must be chewed a
certain way to work right. Chewed like ordi-
nary gum, Nicorette won't work well and

10 Copyright ©2006 GlaxoSmithKHne Consumer Healthcare, L.P.



can cause side effects. An overdose can
occur if you chew more than one piece of
Nicarette at the same time, or if you chew
many pieces one after another. Read all the
following instructions before using Nicorette.
Refer to them often to make sure you're using
Nicorette gum correctly. if you chew too fast,
or do not chew correctly, you may get hic-
cups, heartburn, or other stomach problems.
Don't eat or drink for 15 minutes before
using Nicorette, or while chewing a piece.
The effectiveness of Nicorette may be
reduced by some foods and drinks, such as

coffee, juices, wine or soft drinks.

1) Stop smoking completely before you start
using Nicorette.

2) To reduce craving and other withdrawal
symptoms, use Nicorette according to the

sage schedule on page 12.

3) Chew each Nicorette piece very slowly
several times.

4) Stop chewing when you notice a peppery
taste, or a sliﬁht tinglinﬁ in your mouth.
(This usually happens after 15 chews,
but may vary from person to person.)

Copyright ©2006 GlaxoSmithK#ne Consumer Healthcare, L.P. n



5) “PARK” the Nicorette piece between

your cheek and gum, and leave it there.

6) When the peppery taste or tingle is

almost gone (in about a minute), start to
- chew a few times slowly again. When
the taste or tingle returns, stop again.

7) Park the Nicorette piece again (in a dif-
ferent place in your mouth).

8) Repeat steps 3 to 7 (chew, chew, park)
until most of the nicotine is gone from
the Nicorette piece (usually happens in
about half an hour; the peppery taste or

” tingle won't return.)

9) Wrap the used Nicorette piece in paper
and throw away in the trash.

The following chart lists the
recommended usage schedule for Nicorette:

Weeks 106 | Weeks7 09 | Weeks 30 10 12

1 piece 1 piece 1 piece

167 hows' | 284 hous’ | 4508 hour

DO NOT USE MORE THAN 24 PIECES PER DAY.

To improve your chances of quitting, use at
least 9 pieces of Nicorette a day. If you
experience strong or frequent cravings, you
may use a second piece within the hour.

However, do not continuously use one

Copyright ©2006 GlaxoSmithKiine Consumer Healthcare, L.P.



A Personal

Invitation to Join
brought to you by

Nicorette
FREE

INDIVIDUALIZED STOP i
SMOKING PROGRAM |

COMMITTED
QUITTERS"

VISIT COMMITTEDQUITTERS.COM ™




Hawing a Plan Will Help You Quit

Nicor€B€ isa FREE custom-tailored
‘";‘Eki’ii?\‘étf\éf%,\éra plan to belp you break your
~ psychological addiction to

smoking — while NICORETTE® fights

the physical addiction. To get your

Dlan, call toll free 1-800-770-0708 or visit us

on the Web at www.committedquitters.com.

ot enroll online at
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Provide your Committed Quitters® In a few days, you will receive your
personal code (the personal code is custom-tailored stop smoking plan.
located within the Committed Quitters®  You will continue to receive personal,
portion of this User’s Guide). You willbe  custom-tailored support — six times
asked a few questions by a plan specialist ~ during the next twelve weeks.

to understand YOU and YOUR specific

needs.



Your Plan Will Contain:

Week 1 Week 2

g




Week 12




3. Stay active,

1. Control your physical
cravings for nicotine. Keep busy to take your mind off smoking,
Use enough — You can greatly increase your
4. Think positive!

chances for success by using at least 9 to 12
pieces every day when you start using Nicorette. e firs week is the toughest. Remind
yourself that it will get easier.

2. Get rid of all signs that you
ever smoked — Use the sample of the Stop Smoking Plan

ashtrays, matches and, of course, cigarettes. (see next page) fo get you through the first
week until your materials arrive.



Day PiecesChewed  Planning: Plan ahead. Note events here that will tempt you to smoke, and how you will deal with them,

= information

2
<<
(=]
=
3¢}
—d
<
[}

WEEK ONE



The Committed Quitters® program is a
plan specifically individualized for you.

. Call Between 7 am and 12 Midnight EST or enroll
online 24 hours a day. (ONE PLAN PER CUSTOMER)

Nicorette, Commitied Quitters and associated logo designs, and overall trade
dress designs are trademarks owned by or licensed to GlaxoSmithkline.

Read and follow label directions
©?2006 GlaxoSmithKline
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piece after another, since this may cause
you hiccups, heartburn, nausea or other
side effects.

HOW TO The goal of usingI ,
Nicorette is to slowly
RED'HEBEOEH% reduce your depen-
dence on nicotine.
E. The schedule for using
Nicovette will help you reduce your nicotine
craving gradually as you reduce and then
stop your use of Nicorette. Here are some

tips to help you cut back during each step
and then stop using Nicorette:

o After a while, start chewing each Nicorette

ﬁiece for only 10 to 15 minutes, instead of
alf an hour. Then, gradually begin to
reduce the number of pieces used.

* O, try chewing each piece for longer than
half an hour, but reduce the number of
pieces you use each day.

¢ Substitute ordinary chewing gum for some
of the Nicorette pieces you would nor-
mally use, increase the number of pieces
of ordinary gum as you cut back on the
Nicorette pieces.

Copyright ©2006 GlaxoSmithKline Consumer Healthcare, L.P. 13



¢ Check how well you've reduced your
daily usage of Nicorette in Weeks 10 to
12. You should only be using about 3 to
5 pieces a day. Get ready to stop.

STOP USING NICORETTE AT THE END

OF WEEK 12. The following tips may help

you with stopping Nicorette Gum at the

end of 12 weeks.

® Set a stop date.

¢ Use the same number of pieces of con-
fectionery gum or mints as you were
using Nicorette per day.

At the times when you have an urge to
use Nicorette, use a strong flavored gum
or mint such as cinnamon or peppermint.

¢ Reduce the number of pieces of gum or
mints you us:el(?/ one piece per day until
you do not need to use any gum or mints.

Talk to your doctor if you: :

o still feel the need to use Nicorette at
the end of week 12

e start using Nicorette again after stopping

o start smoking again

14 Copyright ©2006 GlaxoSmithKiine Consumer Heatthcare, L.P.



TIPS TO MAKE Within the first
QUITTING EASIER_ few weeks of
giving up smok-
ing, you may be tempted to smoke for
pleasure, particularly after completing a
difficult task, or at a party or bar. Here are
some tips to help get you through the
important first stages of becoming a
non-smoker:
On Your Quit Date:
e Ask your family, friends and co-workers
to support you in your efforts to stop
smoking.

* Throw away all your cigarettes, matches,
lighters, ashtrays, etc.

* Keep busy on your
quit day. Exercise.
Go to a movie. Take
a walk. Get together
with friends. e

¢ Figure out how much money youll save by
not smoking. Most ex-smokers can save
more than $1,000 a year.

* Wirite down what you will do with the
money you save.

Copyright ©2006 GlaxoSmithKlina Consumer Healthcare, L.P. 15



* Know your high risk situations and plan e Drink large quantities of water and fruit

ahead how you will deal with them. juices.

* Keep Nicorette gum near your bed, so ¢ Try to avoid alcohol, coffee and other
you'll be prepared for any nicotine crav- beverages you associate with smoking.
ings when you wake up in the morning. e Remember that temporary urges to

* Visit your dentist and have your teeth smoke will pass, even if you don't
cleaned to get rid of the tobacco stains. smoke a cigarette.

Right after Quitting: ¢ Keep your hands busy with something

* During the first few days after you've like a pencil or a paper clip.
stopped smoking, spend as much time * Find other activities which help you
as possible at places where smoking is relax without cigarettes.
not allowed. * Swim, jog, take a walk, play basketball.

16 Copyright ©2006 GlaxoSmithKline Consumer Healthcare, L.P.



* Don't worry
too much
about gainin,

weight. Watch y ﬂ ;
what you eat, : :

take time for

daily exercise, and change

your eating habits if you need to.
¢ Laughter helps. Watch or read some-

thing funny.
WHATTO
- EXPECT.

Your body is now coming
back into balance. During
the first few days after you

stop smoking, you might feel edgy and
nervous and have trouble concentrating.
You might get headaches, feel dizzy and
a little out of sorts, feel sweaty or have
stomach upsets. You might even have
trouble sleeping at first. These are typi-
cal withdrawal symptoms that will go
away with time. Your smoker’s coug

will get worse before it gets better. But
don’t worry, that's a good sign.
Coughing Kelps clear the tar deposits
out of your lungs.

Copyright ©2006 GlaxoSmithKline Consumer Healthcare, L.P. 17



After A Week Or Two.

By now you should be feeling more con-
fident that you can handle those smoking
urges. Many of your withdrawal symp-
toms have left by now, and you should be
noticing some positive signs: less cough-
ing, better breathing and an improved
sense of taste and smell, to name a few.
After A Month.

You Erobablz; have the urge to smoke
much less otten now. But urges may still
occur, and when they do, they are likely

to be powerful ones that come out of
nowhere. Don't let them catch you off
guard. Plan ahead for these difficult times.

Concentrate on the ways non-smokers are
more attractive than smokers. Their skin is
less likely to wrinkle. Their teeth are
whiter, cleaner. Their breath is fresher.
Their hair and clothes smell better. That
cough that seems to make even a laugh
sound more like a rattle is a thing of the
past. Their children and others around
them are healthier, too.

18 Copyright ©2006 GlaxoSmithKline Consumer Healthcare, L.P.



What To Do About Relapse.

What should you do if you slip and start
smoking again? The answer is simple. A
lapse of one or two or even a few ciga-
rettes has not spoiled your efforts! Discard
your cigareites, forgive yourself and try
again. If you start smoking again, keep your
box of Nicorette for your next quit attempt.
if you have taken up regular smoking
again, don’t be discouraged. Research
shows that the best thing you can do is to
try again. The important thing is to learn
from your last attempt.

* Admit that you've slipped, but don’t
treat yourself as a failure.

¢ Try to identify the “trigger” that caused
you to slip, and prepare a better plan

or dealing with this problem next time.

o Talk positively to yourself - tell yourself
that you have learned something from
this experience.

* Make sure you used Nicorette gum
correctly over the full 12 weeks to
reduce your craving for nicotine,

* Remember that it takes practice to do

Copyright ©2006 GlaxoSmithKline Consumer Healthcare, L.P. 19



anything, and quitting smoking is no
exception.

WHEN THE Once you've stopped

smoking, take a second
fl;l;lg\./ﬁil.i and pat yourself on your
back. Now do it again.

You deserve it. Remember now why you
decided to stop smoking in the first place.
Look at your list of reasons. Read them
again. And smile. Now think about all the
money you are saving and what you'll do
with it. All the non-smoking places you
can go, and what you might do there. All

those years you may have added to your
life, and what you'lt do with them.
Remember that temptation may not be
gone forever. However, the hard part is
behind you so look forward with a positive
attitude, and enjoy your new life as a
non-smoker.

QUESTIONS & ANSWERS.

1. How will | feel when 1 stop smoking
and start using Nicorette?

You'll need to prepare yourself for some
nicotine withdrawal symptoms. These
begin almost immediately after you stop

20 . Copyright 2008 GlaxoSmithKline Consumer Healthcare, L.P.



smokin% and are usually at their worst
during the first three or four days.
Understand that any of the following is
possible:

e craving for cigarettes

* anxiety, irritability, restlessness, mood
changes, nervousness

* drowsiness
* trouble concentrating
* increased appetite and weight gain

¢ headaches, muscular pain, constipation,
fatigue.

Nicorette can help provide relief from
withdrawal symptoms such as irritability
and nervousness, as well as the craving for
nicotine you used to satisfy by having a
cigarette.

2. Is Nicorette just substituting one form
of nicotine for another?

Nicorette does contain nicotine. The pur-
pose of Nicorette is to provide you with
enough nicotine to help control the physi-
cal withdrawal symptoms so you can deal
with the mental aspects of quitting. During
the 12 week program, you will gradually

Copyright ©2006 GlaxoSmithilne Consumer Heallhcare, L.P. 21



reduce your nicotine intake by switching
to fewer pieces each day. Remember,
don't use Nicorette together with
nicotine patches or other nicotine
containing products.

3. Can | be hurt by using Nicorette?

For most adults, the amount of nicotine in
the gum is less than from smoking. Some
people will be sensitive to even this
amount of nicotine and should not use
this product without advice from their
doctor (see page 5).

Because Nicorette is a gum-based prod-
uct, chewing it can cause dental fillings
to loosen and aggravate other mouth, -
tooth and jaw problems. Nicorette can
also cause hiccups, heartburn and other
stomach problems especially if chewed
too quickly or not chewed correctly.

4. Will | gain weight?

Many people do tend to gain a few pounds
the first 8-10 weeks after they stop smok-
ing. This is a very small price to pay for the
enormous gains that you will make in your
overall hea%th and attractiveness. If you

22 Copyright 2006 GlaxoSmithKline Consumer Healthcare, LP.



continue to gain weight after the first two
months, try to analyze what you're doing
differently. Reduce your fat intake, choose
healthy snacks, and increase your physical
activity to burn off the extra calories.
5. Is Nicorette more expensive than

inp?
The total cost of Nicorette for the twelve
week program is about equal to what a
person who smokes one and a half packs
of cigarettes a day would spend on ciga-
rettes for the same period of time.

Also, use of Nicorette is only a short-
term cost, while the cost of smoking is
a long-term cost, because of the health
problems smoking causes.

6. What if ) slip up?

Discard your cigarettes, forgive yourself
and then get back on track. Don’t con-
sider yourself a failure or punish your-
self. In fact, people who have already
tried to quit are more likely to be
successful the next time.

Copyright ©2006 GlaxoSmithKline Consumer Healthcare, L.P. 23



Recommended dosage
schedule for Nicorette:

weeks 1 to 6 weeks 7 to 9 weeks 10 to 12
1 piece every 1 piece every -1 piece every
1 to 2 hours 2 to 4 hours 4 to 8 hours

Capyright ©2006 GlaxoSmithKline Consumer Healthcare, L.P. 60425x8
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CENTER FOR DRUG EVALUATION AND
RESEARCH

APPLI CATION NUMBER: ,
18-612/S-050 & 20-066/S-031

CHEMISTRY REVIEW(S)




OFFICE ON NEW DRUG QUALITY ASSESSMENT
DIVISION OF POST-MARKETING EVALUATION, BRANCH VIII
Review of Chemistry, Manufacturing, and Controls
for the Division of Non-prescription Products, HFD-560

NDA #: 18-612 CHEM.REVIEW #: 1 REVIEW DATE: 04-JUN-2008
20-066

SUBMISSION/TYPE DOCUMENT DATE CDERDATE  ASSIGNED DATE

NDA 18-612/SCF-050 13-FEB-2008 13-FEB-2008 04-MAR-2008

NDA 20-066/SCF-031 13-FEB-2008 13-FEB-2008 04-MAR-2008

NDA 18-612/SCF-050 (BC) 21-MAR-2008 21-MAR-2008  21-MAR-2008

NDA 20-066/SCF-031 (BC) 21-MAR-2008 21-MAR-2008  21-MAR-2008

NAME & ADDRESS OF APPLICANT: GlaxoSmithKline
1500 Littleton Road
Parsippany, NJ 0704

Marissa M. Fletcher, Ph.D.
Manager, Regulatory Affairs
(973) 889-4443
DRUG PRODUCT NAME
Proprietary: Nicorette® Gum
Nonproprietary/USAN: - Nicotine Polacrilex
Code Names/#'s: L

Chemical Type/
Therapeutic Class:

PHARMACOLOGICAL
CATEGORY/INDICATION: Reduces withdrawal symptoms, including nicotine craving,

associated with quitting smoking.

DOSAGE FORM: Gum, chewing, buccal
STRENGTHS: 2mg; 4mg

ROUTE OF ADMINISTRATION: Oral

DISPENSED: ——Rx _X OTC
CHEMICAL NAME. STRUCTURAL FORMULA, MOLECULAR FORMULA,
MOL.WT: '

Nicotine: 3-(1-Methyl-2-pyrrolidinyl)pyridine; or B-Pyridyl-a-A“methyl pyrrolidine
CAS No.: [54-11-5] :

Molecular Formula: CioH14N;

Molecular Weight: 162.23



NDA 18-612 / SCF-050 Page 2 of 18
NDA 20-066 / SCF-031

Nicorette® Original and Mint (nicotine polacrilex) Gums, 2mg and 4mg

GlaxoSmithKline

Nicotine Polacrilex is a nicotine complex with a weak carboxylic cation-exchange resin prepared
from methacrylic acid and divinylbenzene. It contains not less than 95.0% and not more than
115.0% of the labeled amount of nicotine, calculated on the anhydrous basis.

l:JL% @\4
HC—
Q\ @ wol 26 i

CAS No.: [96055-45-7]
RELATED DOCUMENTS:

NDA 18-612/SCF-028, NDA 20-066/SCF-016; approved 25-SEP-2000
NDA 18-612/SCF-037, NDA 20-066/SCF-019; approved 18-JUN-2004
NDA 18-612/SCF-042, NDA 20-066/SCF-023; approved 02-DEC-2005
NDA 18-612/SCF-049, NDA 20-066/SCF-030; approved 26-JUN-2007

SUPPORTING DOCUMENTS:

DMF 3835, Type II, for Nicotine Polacrilex Gums, held by McNeil Consumer Healthcare, a
Johnson & Johnson Co., Letter of Authorization dated 14-MAR-2008. [On December 21, 2006,
former DMF holder Pfizer sold its consumer healthcare business (the manufacturer of Nicorette®
Gum) to Johnson & Johnson.]

DMF 5757, Type 11, for Nicotine Polacrilex Resin 20%, held by McNeil Consumer Healthcare, a
Johnson & Johnson Co., Letter of Authorization dated 15-FEB-2008. [On December 21, 2006,
former DMF holder Pfizer sold its consumer healthcare business (the manufacturer of Nicorette®
Gum) to Johnson & Johnson.]

DMF 3831, Type II, Nicotine Polacrilex Gums Manufactured at Esjerg, Denmark, held by
McNeil Consumer Healthcare, a Johnson & Johnson Co., Letter of Authorization dated 24-JUL-
2006. [On December 21, 2006, former DMF holder Pfizer sold its consumer healthcare business
(the manufacturer of Nicorette® Gum) to Johnson & Johnson.]

REMARKS/COMMENTS:

This "Supplement for Prior Approval" provides for a new flavor for Nicorette® Gums, 2mg
(NDA 18-612) and 4mg (NDA 20-066). Specifically, Nicorette® White Ice™ Mint 2mg and
4mg Coated Gum is a line-extension to approved Nicorette® coated gum variants. The subject
drug product will be manufactured by McNeil at their Helsingborg, Sweden facility. This facility



NDA 18-612 / SCF-050 ‘Page 3 of 18
NDA 20-066 / SCF-031

Nicorette® Original and Mint (nicotine polacrilex) Gums, 2mg and 4mg

GlaxoSmithKline

is already an FDA-approved site for the manufacture of currently marketed Nicorette® gum
products.

Note that all of the Nicorette® coated gum products, including the subject drug product, have an

S ‘ ’ “ D ' e B OY?)
®® The main differences

between currently marketed Nicorette® coated gum products and the subject drug product are the

flavor and ©®®These modifications in the formulation are considered minor and are not

expected to affect drug product stability, quality, or drug release. An 27 vizo study was

performed to compare the release profile of the subject drug product with a reference

formulation, Nicorette® Fruit Chill. The similarity factor obtained in the release comparison was

69. According to the criterion for this test, Nicorette® White Ice Mint is considered similar to

the currently approved Nicorette Fruit Chill formulation.

With the exception of the new ingredients ( ® 9 lavor and starch), all of the ingredients
in Nicorette® (nicotine polacrilex) White Ice™ Mint 2mg and 4mg Coated Gums are identical to
those used in Nicorette® (nicotine polacrilex) Cinnamon Surge™ 2mg and 4mg Coated Gums.
(b) (4)

O light
of this, no data were presented on the residual solvent profile of this product. For an overview of
the residual solvent profile of Nicorette® (nicotine polacrilex) White Ice™ Mint 2mg and 4mg
Coated Gums, refer to NDA 18-612/SCF-049 and NDA 20-066/SCF-030 for Nicorette®
(nicotine polacrilex) Cinnamon Surge™ 2mg and 4mg Coated Gum, approved 02-JUL-2007.

The specifications and test methods used to release and evaluate the product on stability are
equivalent to already approved specifications and test methods for currently marketed Nicorette®
coated gums.

The inactive ingredients contained in Nicorette® (nicotine polacrilex) White Ice™ Mint 2mg and
4mg Coated Gum consist of polacrilex resin ©® oum base, xylitol,
sodium bicarbonate (2mg only), sodium carbonate, magnesium oxide, hvpromellose polysorbate
80, starch, acesulfame potassium, sucralose, menthol, peppermint oil, )Fl

titanium dioxide, D&C Yellow No. 10 aluminum lake (4mg only) and carnauba wax. Wlth the
exception of the flavor, all of the excipients are approved pharmaceutical grade materials (USP
or USP- NF) and all have a hlstory of in-use safety in similar products of this type. In light of
this, no data are presented for any of these ingredients. The flavor ingredient, A
Flavor, contains components which are designated as substances that are generally recognized as
safe (GRAS), or are approved for use by a regulation of the United States Food and Drug
Administration. Exposure to these inactive ingredients from use of Nicorette® (nicotine
polacrilex) White Ice™ Mint 2mg and 4mg Coated Gum is comparable to exposures from
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Nicorette® Original and Mint (nicotine polacrilex) Gums, 2mg and 4mg

GlaxoSmithKline

similar products that are currently marketed, and therefore this product presents no significant
toxicological risk.

Three pilot-scale batches of each strength of the subject drug products have been placed on
stability. Satisfactory 6-month stability data, provided in the amendment's Module 3, Section
3.2.P.8, together with 24 months of data from Nicorette® Fruit Chill, support a 24-month expiry
date for the proposed drug product.

CONCLUSIONS & RECOMMENDATIONS: APPROVAL

The information submitted in the supplement and referenced DMFs adequately support the
proposed changes. Approval is recommended.

(See attached electronic signature page)

J. S. Hathaway, Ph.D.
Reviewing Chemist

cc: Orig. NDA 18-612
Orig. NDA 20-066
ONP/DNP/Division File
ONDQA/DPE/Chem/JSHathaway
ONDQA/DPE/ChemPAL/LZhou
ONDQA/DPE/ChemBranchChf/HPatel
ONDQA/DPE/ProjMgr/RMcKnight

filename: C:\Documents and Settings\hathaways\My Documents\MSWordDocs\NDA
Reviews\SuppNDAs\18612\N18612r.scf.050.doc

Approva/

14 Pages have been Withheld in Full as b4 (CCI/TS) immediately following this page
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Office of Nonprescription Products

Division of Nonprescription Regulation Development

— Drug Labeling Review
NDA # 18612 and 20-066 Sponsor: GlaxoSmithKline
Drug Product: Nicorette® gum 2 mg and 4 # of Stock Keeping Units in Submission: 3 for
| mg (White Ice Mint Gum coated) each NDA subrrlission
Submission Date: February 13 and 14, 2008 | Review Date: June 6, 2008
Type of Submission: SCF-050 and SCF-031 | Reviewer: Mary S. Robinson

Stock Keeping Unit: Nicorette (nicotine polacrilex) 4 mg White Ice Mint coated gum 20, 100, and 160
count cartons.

Background
This review is based on GlaxoSmithKline’s February 13, 2008 and February 14, 2008 submission of
NDA 18612/SCF-050 (2mg) and NDA 20066/SCF-031 (4 mg) gums, respectively, for Nicorette® new
White Ice Mint coated gum. This submission contains full color draft printed labeling for Nicorette 2 mg
and 4 mg White Ice Mint coated gum 20, 100, and 160 count cartons, annotated White Ice Mint 2 mg and
4 mg 20, 100 and 160 count cartons, White Ice Mint Carrying Case, blister card, and User's Guide. This

. product is a line extension to already approved Nicorette coated gum flavor variants. The sponsor states
that the submitted labeling is consistent with previously approved labeling for the coated gums, with the
exception of the inactive ingredients relating to the flavor and O

On June 11, 2008 the sponsor amended (by eMail) the February 13 and 14, 2008 submissions in response
to an agency inquiry about the nature of the reserved promotional text area on the cartons. The sponsor
agreed to resubmit the labeling with the added promotional text. The new submission contained full color
printed labeling for the 2 mg and 4 mg 20-, 100-, and 160-count cartons.

Unless otherwise noted, the reviewer's comments and recommendations refer to the labeling submitted for
2 mg and 4 mg 20-, 100-, and 160-count cartons

Reviewer's Comments
1. The 100-, and 160-count cartons include promotion text for the Quit Rewards promotional.

This is acceptable.
2. The 20 count carton includes a coupon instead of the Quit Rewards promotion.
This is acceptable.

3. The carton and "Drug Facts" labeling for the 20-, 100-, and 160-count cartons are identical to the
previously approved labeling with the exception of the inactive ingredients relating to the flavor and

®® in the “inactive ingredients” section. The annotated font specifications are acceptable. These
labeling are acceptable. However, for consistency with the approved labeling for Nicorette coated gum
flavor variants, the sponsor needs to capitalize the statement of identity phrase "STOP SMOKING AID"
on the principal display panel at the time of next printing or within 180 days, whichever is sooner.

4. The carrying case label, blister card and Users’ Guide Information contain no changes from the
previous approved labeling. These labeling do not need to be re-approved.

Reviewer’s Recommendations
1. Inform the sponsor that this supplement can be approved. Request the sponsor to submit final printed

labeling, identical to the draft carton labels (20-, 100- and 160-counts) submitted on June 11, 2008, when
available. '



2. The carrying case label, blister card and Users’ Guide Information are identical to the previous
approved labeling, do not need to request to sponsor to submit final printed labeling identical to the
labeling submitted on February 13 and 14, 2008.

3. Remind the sponsor to remove "NEW Flavor" on the principal display of the cartons, 6 months. after
introduction to the market place.

4. Request the sponsor to capitalize the statement of identity phrase "STOP SMOKING AID" on the

principal display panel of for the 20-, 100-, and 160-, count cartons, at the time of next printing or within
180 days, whichever come first. This revision can be submitted in the sponsor’s next annual report.

C:\data\DATA Nicotine\Nicorette White Ice Mint Gum NDA20066_S031andS050jun 6 2008DFS.doc
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Office of Nonprescription Products

Division of Nonprescription Regulation Development

. . Drug Labeling Review _

NDA # 18-612 __| Sponser: GlaxoSmithKline

Drug Product: Nicorette® gum 2 mg (White | # of Stock Keeping Units in Submission: 3
Iee Mint Gum coated) . '
“Submission Date: February 13,7008/ | Review Diste: June 4, 2008
_Type of Submission: SCF-050 Reviewer: Mary 8. Robinson

Stock Keeping Unit: Nicorette (nicotine polacrilex) 2 mg White Ice Mint costed gum 20, 100, and 160
count cartons.

Background '

This review is based on GlaxoSmithKline’s February 13, 2008 submission of NDA 18612/SCF-050 for

Nicorette® 2 mg new White Ice Mint coated gum. This submission contains full color draft printed
labeling for Nicorette 2 mg White Ice Mint coated gum 20, 100, and 160 count cartons, annotated White

Ice Mint 2 mg 20, 100 and 160 count cartons, White Ice Mint Carrying Case, blister card, and User’s

" Guide. This product is a line extension to already approved Nicorette coated gum flavor variants. The

 sponsor states that the submitted labeling is consistent with previously approved labeling for the coated
gums, with the exception of the inactive ingredients relating to the flavor and LI

On June 11, 2008 the sponsor amended (by eMail) the February 13, 2008 submission in response to an
agency inquiry about the nature of the reserved promotional text area on the cartons. The sponsor agreed
to resubmit the labeling with the added promotional text. The new submission contained full color
printed labeling for the 2 mg 20-, 100-, and 160-count cartons.

Unless otherwise noted, the reviewer's comments and recommendations refer to the labeling submitted
for 2 mg 20~, 100-, and 160-count cartons

| Reviewer's Comments
1. The 100-, and 160-count cartons include promotion text for the Quit Rewards promotional.

This is acceptable.

2. The 20 count carton includes a coupon instead of the Quit Rewards promotion.

This is acceptable.

Reviewer’s Recommendations

The submitted labeling is acceptable. The sponsor maybe informed that this supplement can be
approved. :

However, at printing, for consistency with the approved labeling for Nicorette costed gum flavor
vasiants, the sponsor needs to capitalize the statement of identity phrase "STOP SMOKING AID" on the
principal display panel of the Nicorette 2 mg White Ice Mint coated gum 20-, 100-, and 160-, count
cartons.

Also remind the sponsor to remove "NEW Flavor” after 6 months on the 2 mg 20-, 100-, and -160 count
cartons

C:\data\DATA Nicotine\Nicorette\Nicoreite White les Mint Gum NDA18612_S030 feb13 2008.do¢
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o
' GlaxoSmithKline
March 21, 2008
GIaqumithKline
NDA 20-066 i ionoad
07054-3884
Andrea Leonard-Segal, M.D. Fax. 372 880 2300
Director www.gsk.com
Division of Nonprescription Clinical Evaluation
Office of Nonprescription Produets
Food and Drug Administration
Center for Drug Evaluation and Research
5901-B Ammendale Rd.
Belstville, MD 20705-1266

Re: NDA 20-066/5-031
Nicorette® White Ice™ Mint 4mg Coated Gum
AMENDMENT #1: CMC - Drug Product and Drug Substance

Dear Dr. Leonard-Segal,

Reference is made to NDA 20-066, Serial No. 031 for Nicorette® White Ice Mint™
4mg Coated Gum submitted on February 14, 2008.

The drug product manufacturer, McNeil, has amended their drug master file (DMF
No. 3835) on February 25, 2008 and March 14, 2008 to tighten the nicotine related
substances (NRS) specifications for the following tests based on review of 6-month
stability data for Nicorette White Ice Mint 4mg Coated Gum:

(b) (4)

As a result of these updates, the proposed specifications for the subject drug product
are now consistent with the currently approved Nicorette coated gum products (i.e., /
Freshmint, Fruit Chill and Cinnamon Surge). e



Since NDA 20-066/8-031 was submitted in electronic Common Technical Document
(e-CTD) format, the above-mentioned updates to the drug product are provided as
replacement sections in Module 3.

In addition, an amendment to the manufacturer’s drug substance drug master file
(DMF No. 5757) was submitted to the Agency on February 15, 2008. The updates
made to this DMF are considered minor in nature and were included in McNeil’s
annual report submitted on February 19, 2008. Information regarding this update to
the drug substance DMF is referenced in Module 3 of this amendment.

Also enclosed are updated letters of authorization and cross reference information
McNeil. Please note that the following administrative change was made to
Module 1:

¢ replacement of cross reference letter provided in NDA 20-066/S-031
(submitted on February 14, 2008) to reflect the correct letter provided by
McNeil for the subject drug product

An additional administrative change was made by the Sponsor, GlaxoSmithKline
(GSK) to Module 2, Section 2.7.1 (Summary of Biopharmaceutic Studies and
Associated Analytical Methods) to correct for a typographical error.

Please note that this submission is provided in CTD format in accordance with the
draft guidance titled, “Providing Regulatory Submissions in Electronic Format —
Human Pharmaceutical Product Applications Using the CTD Specifications,” dated
April 2006, and is formatted according to the folder/file structure described in the
ICH M2 EWG Electronic Common Technical Document Specification v3.2 dated
February 4, 2004.

This submission has been confirmed to be virus-free using Symantec AntiVirus
Corporate Edition, version 10.1.0.396, scan eagine 71.4.0.15, updated 3/20/2008 rev.
9, and is approximately 2.8 MB in size.

If you have any questions regarding this supplement, please call me at 973-889-4443,

Sincersly,



1 PhD.
Manager, Regulatory Affairs
GlaxoSmithKline Consumer Healthcare, L.P.



GlaxoSmithKline

March 21, 2008
GlaxoSmithKline
1500 Littleton Road
NDA 18-612 Parsippany, NJ
07054-3884
Tel. 973 889 2100
Andrea Leonard-Segal, M.D. ’ Fax. 973 889 2390
Director www.gsk.com

Division of Nonprescription Clinical Evaluation
Office of Nonprescription Products

Food and Drug Administration

Center for Drug Evaluation and Research
5901-B Ammendale Rd.

Belstville, MD 20705-1266

Re: NDA 18-612/5-050
Nicorette® White Ice™ Mint 2mg Coated Gum
AMENDMENT #1: CMC ~ Drug Product and Drug Substance

Dear Dr. Leonard-Segal,

Reference is made to NDA 18-612, Serial No. 050 for Nicorette® White Ice Mint™
2mg Coated Gum submitted on February 13, 2008.

The drug product manufacturer, McNeil, has amended their drug master file (DMF
No. 3835) on February 25, 2008 and March 14, 2008 to update the finished product
specifications for the subject drug product as described below:

1. Tightening of the nicotine related substances (NRS) specifications for the
following tests based on review of 6-month stability data:

(b) (4)
' 2. Corrections to clerical errors observed in the NRS acceptance criteria for the y ‘
following: d
~ ’ ) -
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(b) (4)

As aresult of these updates, the proposed specifications for the subject drug product
are now consistent with the currently approved Nicorette coated gum products (i.e.,
Freshmint, Fruit Chill and Cinnamon Surge).

Since NDA 18-612/S-050 was submitted in electronic Common Technical Document
(e-CTD) format, the above-mentioned updates to the drug product are provided as
replacement sections in Module 3.

In addition, an Amendment to the manufacturer’s drug substance drug master file
(DMF No. 5757) was submitted to the Agency on February 15, 2008. The updates
made to this DMF are considered minor in nature and were included in McNeil’s
annual report submitted on February 19, 2008. Information regarding this update to
the drug substance DMF is referenced in Module 3 of this Amendment.

Also enclosed are updated letters of authorization and cross reference information
from McNeil. Please note that the following administrative change was made to
Module 1:

e replacement of cross reference letter provided in NDA 18-612/S-050
(submitted on February 13, 2008) to reflect the correct letter provided by
McNeil for the subject drug product

This submission is provided in CTD format in accordance with the draft guidance
titled, “Providing Regulatory Submissions in Electronic Format — Human
Pharmaceutical Product Applications Using the CTD Specifications,” dated April
2006, and is formatted according to the folder/file structure described in the ICH M2
EWG Electronic Common Technical Document Specification v3.2 dated February 4,
2004.

This submission has been confirmed to be virus-free using Symantec AntiVirus
Corporate Edition, version 10.1.0.396, scan engine 71.4.0.15, updated 3/20/2008 rev.
9, and is approximately 2.6 MB in size.

If you have any questions regarding this supplement, please call me at 973-889-4443.



Sincerely,

B futte

Marissa M. Fletcher, Ph.D.
Manager, Regulatory Affairs
GlaxoSmithKline Consumer Healthcare, L.P.



DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service

Food and Drug Administration
Rockville, MD 20857

NDA 18-612/S-050 PRIOR APPROVAL SUPPLEMENT

GlaxoSmithKline Consumer Healthcare
Attention: Marissa M. Fletcher, Ph.D.

’ Manager, Regulatory Affairs
1500 Littleton Road

Parsippany, NJ 07054-3884

Dear Dr. Fletcher:

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

Name of Drug Product: Nicorette (2 mg, nicotine polacrilex) gum
NDA Number: : 18-612

Supplement number: 050

Date of supplement: February 13, 2008

Date of receipt: February 13, 2008

This supplemental application proposes a new White Ice Mint flavor variant and associated labeling
changes.

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 April 13, 2008, in accordance with
21 CFR 314.101(a). If the application is filed, the goal date will be June 13, 2008.

Please cite the application number listed above 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
courier, to the following address:

Food and Drug Administration

Center for Drug Evaluation and Research
Division of Nonprescription Clinical Evaluation
Office of Nonprescription Products

5901-B Ammendale Road

Beltsville, MD 20705-1266



NDA18-612/S-050
Page 2

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

Sincerely,
{See appended 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



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

Leah Christl
3/14/2008 03:04:50 PM
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NDA 20-066/5-031 PRIOR APPROVAL SUPPLEMENT

GlaxoSmithKline Consumer Healthcare

Attention: Marissa M. Fletcher, Ph.D.
Manager, Regulatory Affairs

1500 Littleton Road

Parsippany, NJ 07054-3884

Dear Dr. Fletcher:

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

Name of Drug Product: Nicorette (4' mg, nicotine polacrilex) gum
NDA Number: 20-066

Supplement number: 031

Date of supplement: February 14, 2008

Date of receipt: February 14, 2008

This supplemental application proposes a new White Ice Mint flavor variant and associated labeling
changes.

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 April 14, 2008, in accordance with
21 CFR 314.101(a). If the application is filed, the goal date will be June 14, 2008.

Please cite the application number listed above 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
courier, to the following address:

Food and Drug Administration

Center for Drug Evaluation and Research
Division of Nonprescription Clinical Evaluation
Office of Nonprescription Products

5901-B Ammendale Road

Beltsville, MD 20705-1266



NDA 20-066/S-031
Page 2

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

Sincerely,
{See appended 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 npr‘esontatlon of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.

Leah Christl
3/14/2008 03:05:44 PM



February 14, 2008
NDA 20-066

Andrea Leonard-Segal, M.D.

Director

Division of Nonprescription Clinical Evaluation
Office of Nonprescription Products

Food and Drug Administration

Center for Drug Evaluation and Research
5901-B Ammendale Rd.

Belstville, 20705-1266

Re: Nicotine Polacrilex Gum, 4mg
Supplement — Prior Approval (CMC): New flavor coated gum variant
Nicorette® White Ice™ Mint 4mg Coated Gum
NDA 20-066/S-031 :

Dear Dr. Leonard-Segal,

In accordance with 21 CFR 314.70(c), GlaxoSmithKline Consumer Healthcare
(GSK) hereby submits a Prior Approval Supplement for Nicorette® White Ice Mint™
4mg Coated Gum.

The subject drug product is a new flavor line extension to currently approved
Nicorette coated gum variants. Please note that McNeil has deemed certain
information in the Chemistry, Manufacturing, and Controls section of this
Supplement to be proprietary. Therefore, cross-references to McNeil’s drug master
files (DMF) are provided and included in this Supplement accordingly.

This submission is provided in electronic CTD (e-CTD)format in accordance with the
draft guidance titled, “Providing Regulatory Submissions in Electronic Format —
Human Pharmaceutical Product Applications Using the CTD Specifications,” dated
April 2006, and is formatted according to the folder/file structure described in the
ICH M2 EWG Electronic Common Technical Document Specification v3.2 dated
February 4, 2004.



This submission has been confirmed to be virus-free using Symantec AntiVirus
Corporate Edition, version 10.1.0.396, scan engine 71.4.0.15, updated 2/13/08, and is
approximately 12MB in size.

If you have any questions regarding this supplement, plcase call me at 973-389-4443.

Sincerely,

arissa M. Fletcher! Ph.D.

Manager, Regulatory Affairs
GlaxoSmithKline Consumer Healthcare, L.P.




February 13, 2008

NDA 18-612

Andrea Leonard-Segal, M.D.

Director :
Division of Nonprescription Clinical Evaluation

Office of Nonprescription Products

Food and Drug Administration

Center for Drug Evaluation and Research
5901-B Ammendale Rd.

Belstville, MD 20705-1266

Re: Nicotine Polacrilex Gum, 2mg
Supplement — Prior Approval (CMC): New flavor coated gum variant
Nicorette® White Ice™ Mint 2mg Coated Gum
NDA 18-612/5-050

Dear Dr. Leonard-Segal,

In accordance with 21 CFR 314.70(c), GlaxoSmithKline Consumer Healthcare .
(GSK) hereby submits a Prior Approval Supplement for Nicorette® White Ice Mint™
2mg Coated Gum. :

The subject drug product is a new flavor line extension to currently approved
Nicorette coated gum variants. Please note that McNeil has deemed certain
information in the Chemistry, Manufacturing, and Controls section of this
Supplement to be proprietary. Therefore, cross-references to McNeil’s drug master
files (DMF) are provided and included in this Supplement accordingly.

This submission is provided in CTD format in accordance with the draft guidance
titled, “Providing Regulatory Submissions in Electronic Format — Human
Pharmaceutical Product Applications Using the CTD Specifications,” dated April
2006, and is formatted according to the folder/file structure described in the ICH M2
EWG Electronif: Common Technical Docl:ument Specification v3.2/dated February 4,
2004.



This submission has been confirmed to be virus-free using Symantec AntiVirus

Corporate Edition, version 10.1.0.396, scan engine 71.4.0.15, updated 2/12/2008, and
is approximately 19.4 MB in size.

If you have any questions regarding this supplement, please call me at 973-889-4443.

Sincerely,

Marissa M. Fletcher, Ph.D.

Manager, Regulatory Affairs
GlaxoSmithKline Consumer Healthcare, L.P.





