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NDA 20-406/S-034

TAP Pharmaceutical Products Inc.

Attention: Gary Magistrelli, Ph.D.

Associate Director, Regulatory Affairs -
675 North Field Drive

Lake Forest, 1. 60045

Dear Dr. Magistrelli:

Please refer to your supplemental new drug application dated September 3, 1999, received September
7, 1999 submitted under section 505(b) of the Federal Food, Drug, and CosmeticAct for Prevac1d®
(lansoprazole) Delayed-Release Capsules.

This supplemental new drug application provides for the following changes: Addition of
“hepatotoxicity” and a “Postmarketmg” subsection to the ADVERSE REACTIONS section of the
package msert.

We acknowledge reteipt of your submission dated May 10, 2000 containing final prmted labeling
which constituted a complete response to our November 22, 1999 approvable action letter.

We have completed the review of this supplemenlal new drug application, and have concluded that
adequate information has been presented to demonstrate that the drug is safe and effective for use
as recommended i the final printed labeling submitted on May 10, 2000. Accordingly, the
supplemental new drug application is approved effective on the date of this letter.

If a letter commumicating important information about this drug product (ie., a “Dear Health Care
Practitioner” letter) is issued to physicians and others responsible for patient care, we request that you
submit a copy of the letter to th1s NDA and a copy to the following address:

MEDWATCH, HF-2 FDA :
5600 Fishers Lane --
Rockville, MD 20857 -

We remind you that you must comply with the requarements for an approved NDA set forth under
21 CFR 314.80 and 314. 81

-

If you have any questions, please call Cheryl Perry, Regulatory Health Project Mal:;ager,




NDA 20-406/5-034 o
Page 2 . N L

at (301) 827-7475.

Sincerely, —

Lilia Talarico, M.D. -

Director ‘ o

Division of Gastrointestinal and Coagulation Drug Products
Office of Drug Evaluation ITI

Center for Drug Evaluation and Research

APPEARS THIS WAY
ON ORIGINAL ~
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DESCRIPTION

The active ingredient tn PREVACID (dansoprazole) Dehynd-Relem Capsulcs 5a sabw-
tuted venzimdagole, 2-[{[3-methyl-4-{2.2.2-mfluoroethory 2-pyndyl; methyl]. sulfinyl}
hﬂmmmzoleampuundﬂmummmgmncmdmmlu emptncal Rorma 3
CiaH1FaNyCaS wath a mobecular wevght of 36537 The sruriwal fonmila s:

oYy

L P |s & white 10 hate odorless <rystalime powder which melts with
o ly 166°C. L le 15 freely soluble m dimethylfer-
amide; soluble ' methanol: spanngly solubie in ethanol; shgidly soluble n ethyb acewe
dichloromethane and acstommie; very shghtly soluble in ether; and prlctra]iy msoluble v
hexane and warer.

Lansoprazole 15 stable when cxposed Lo Iight t'orupwmmnﬂu.Thewmm
degrades 1n agueaus solution, the rate of depr with ¢ g pH, At 25°
1he 11518 approximately 0.5-hour at pH 5.0 and approximately §8 hours at pH 70

PREVACID 15 supplied in delayed-release capsules for oral admumstration. The dela; .. .
release capsuies comun the acowe ingredsent, lansoprazole. 1 the form of entenc-covic,

and are avaslabie 1y two dosage strsagths: 15 mg and 30 mg of lansopeazole per c.
sule, Each detayed-relcasecapsule comtans mw-cmmd ymuln muyh: of imwpu
zole. hydroxypropyi cellulose. low ydroxypropyl ctlink
dioxide, h 'w:::':d d:“d‘: ulc. ::fhm
sucrose. polyethylene glycol, polymﬁme hanum dioxn e
getann capsule include gelatm, tanmmy dioxide, DEC Red No 28, FR&C Bloe No.
FD&C Green No, 3*, and FD&C Red No. 40,
¢ PREVACTT | 3-trg capsales only

CLINICAL PHARMACOLOGY

Pharmscokinetics and Metabolism

PREVACID Deiayed-Release Capsuhs conLun &n entenic-coated granule formlation of lan-
T ABED of | bepas only after the granuies leave the somach.
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renned to preessment levels withun four weeks afier disconunuation of therapy
Endotrine effects oo

Human studres for up to one year.have not dewrcted any chucally siguficant effects on the
endocnine sysiem. Honmmes srudied inciude tastosteront, haternizing hormone (LH. follicle
stemaulatng hormone (FSH). sex hormbne tindmg giobulin (SHBG). dehydroemandrosterons

Enmne 10-day triphe- therapy wai eql‘u\mluu 1o the 14-day tnpie therapy 1 eradn
ar .

H, pylori Eradication Rates - Triple TherFps -
(PREVAC!DImmI!:M:hmImlym)

130, M93-131, M95-392, and M9S-399).

Amaxscalin Mwmmcsoxpm)mmmwmwmn
and 98.0% (Y8100} of the patients s th dual wnd tnple clinical tnals by E-test and
agar diunon, respecuvely. Twenty-one of 957 patients (2.2%) by E-test and 2 of 100 patients
(lM)melnmwmmnlnmmm mcm:o:.sm.r_mmm

amoseiilin

Fercem of Pabents Cuted
wufpre (PHEA-S). prol coruzol, didl, wsulian, ald h . - 193% Confdence bnerval}
lucagon. thyrond L (TSH). i (Ta), thyeodine (Ty). and - {Number of paitents)
hormone (STH). Lansoprazole o oral doses of 15 to 60 mg for up 1o one year -r
had o climcally significant effect.on scaual fanction, In addwion, ansopeazoke I8 orat doses -, Tnpie Therapy Tnpic Therap)
o 1S 10 60 mg for two to exght weeks had na clmically sigmiicant etfect on inyroed functeon. Stud Duration - | Evalusble Analysis® Intent-to-Treat Analys:
In 2d-month cacnogenicity studies th Speague-Diwiey rts with daily desages up © MO3-131 14 days — g B R6'
130 mg/kg, prolifersnve changes m the Leydig cells of the teues, sncluding berugn nooplasm. ZR0097T) [73,3-93.5¢
wete mereased eonparcd 0 control rates. L. - Nudg) NnSS
Othar effects M95-392 | 14 days 865 - )
No systermie effects of Lsasoprazole on the central nervous system. lymphosd, hemsopoietic, ' 757936} 72 0-90:8]
reml, hepatic, mdmm«larnnuwmsymmhawhmfwndmhumﬂovm (N} (N=?0}
sty was cbeerved 56 patients who had extensive basclne cye wetr MI5. 399" 4 dage P - 5
treatied with up i 180 mg/day of iamaprazole spd were abserved for i iz 38 months, Gther ¥ mrese —— 398K}
rat-specific fetme exp atrophy, diffuse lym- (N=t1d) (N=126)
mwmmmmmmm ™ " i
vy .
'CLINICAL PHARMACOLOGY = [76.0-89.8] o 739.87.6) —
Lo = - (N=12%) {N=13%)
L b andior actrve aga
- hﬂ:‘?::lllmﬂmk mm} *Based on tvaiusbic pahcmis with confirmed ducdenal wicet (betive oF withmt owe year) sndd H, psior s
strnens of Heficobacter pylon 1n virro and 1 chincal rons as deseribed 1 the INDICA. anHmdnuhﬂmB‘mPﬂlM-ﬂﬂ"W=m ,,,,,cw,,..m,.,w._.,_,.
THONS AND USAGE sechon - Auzirai), ivokegy andior eyliure. Pstients were wchuded wn the asalysn if they
Helicobactsr . Addshonally. fmwwldlmmmnsmmmm»hmyMM\
" wcluded m the evaluable analysis & farkers of duemmpy .
Helwobocser prior - L/ ey haded 11 the amalyais i they H piori mfecnon s bescline a1 defined at
Protrestmont Resisiance sl fradk 5 conftrmed it o watbeet ekt your ), Al detprts wero scheded o3 fadores of the
Ck 2 20 pphnl) was-25% (91960) by Eaen and ::w.osnwnammm
13.5% (12/106) by agar dulunon 1n the dual and tnple therapy clinscal mals (M93-125, M93- .Eml""-“’”;"'-

mmmwv 1) 2 the ww-Kutres

H. pylori Eradication Rates — 14-Day Dusl Therapy |
(PREVACTD/amox:cilhn)
Pereent of Panents Cured ST

P the 14 da thetupy fegimen had an " 7T 55% Confidence Interval) .
eemummng afier - y wiple
;:‘;,;‘;?,;;m;@;‘;mmg‘mmﬂ;w‘c;, eiTng i m’""“,; hibeiary concemiration €MIC) of > 256 AR by E-iest and the. facnt was. eradicated of (Number of patents}
p et s D ot Hf:hm Test ikesubs and ClinicaVl Duat Therapy Deal Therpy
trom 15 mg 10 60 myg after singie-oeat P does ot and pomycin Susceptibility exul ngieal O r i . 2on .
P o e oy wapke Somy. - — [y L Evliablc Aniyns”_| It Toom Analsis®
Pretesment Clanthromycmn Post-restment M93-131 i 70
o Resals — Resuts l6258721 136 841,21
The absorphion of lensaprazole ts rapyd, wath mean Cunax (N=$1} ~— {Nwtl)
17 hours sfter oral dosing. and relatvely dete with nbsotute y over 3%, ln H pyion: regatrve— H Nmm T "
healthy subects, mmn(tSD)phsmnhlr ife was 1.5 (£ 1,0) hours. Both Cos, and AUC eradicated 1ok erchcated || M93123 [ 61 oL
are dimimsised by shout $0% of the drug 1t given 30 musutes afier food as opposed 10 the fast- ‘Pot-tromament suscepability el 151.9:77.5} [48.5-72.9]
ing condition There 15 no sugnificant food effect of the drg 1s grven before meals. ¢ P R Newc {Nu33) (N=£7}
Distrbunon o . 1 ! - m A elathroeree Bt comfiripcs] dendesal slcer factve wd i e,
Lansoprazote 15 97% bound to plasma protemns. Plasma protein binding v constant over the Triple Therapy 14-Day 30 mg b1 ! gm bad mlwmuahmimdmmmmmh:nmmﬂm
* cancentranon eange of 005 10 50 pgrml. - S0mgbod) (M35-399. M93-131, M95-392) Paserts wor: nchucd i e analysis f they complemd e sy Addmamaly, f paserss deoppes cut o1
1 w m 105 - - [} mnmmmm»ﬂm&&uhmnkﬂmhm-im&dn
M = " ey had doctmensed 4, WRLOCHoN M Daatle ax.
Habalizm boltzad in the liver, Two metabo! uuhmbem entified m Intermecixic” 3 3 ﬂm-wwm(mmeaanmmmmw-fmu;
mesiabie quastibes 1 plaena he hydronyiaied sulfnyd and slfone of aso- Rensan?® 17 3 7 4 ‘:%;mmmwnﬂmmm
prazole) These metubolites have very hitle o o sctvity. L ] 5
thought 1o be trmsformed wnmmmmmmmwm’k} 500 mm(ngl]mmmwmmumlgmmmm Long-Term T of i Ulcers
ATPase wathan Urpancial cell bt A7 04 present n Uy Tre (o g Bl PREVACID has boen shown 1o prevent the recaence of duodenal ulcers Two mdep.
‘plasma climination half-life of lansopeazole does not reflect s duration of suppression of Susceprible® 42 A} 1 - 1 double-blmd, mul lled trials were m panems with endasce
gavnc aewd secvenon. Thus, the plasma ehmanation half-hife s less than two hourx, wiile the Intermechate” fi healed duodenal ulcers. Patienis heated longer and th,
aard anhibitory effect lasts more than 24 hours Restsant’ Yy 1 3 ber of recwsrences of duodenal ulcers was sigmificantly lev o patents treate
£ 'inclndnmly — PREVACID than in patients treated walh placeho ovet & 12-tnonth penod,
Following single-dose oral ad: of I e, vurraally ne unch d lansopra- w:snmcsozsmm.mmmmcm l.oug'ml.Rmm(RJ Endoscopic Remission Rates -
20le was-exceeted in the anne. In one stdy, fier a smgle onl dose of MC-lmsoprazole, MIC 2 pg/mL - Y
sevcsanacly oo of b sdourided o, yas et e U 88 MO st cratcod f H il il wpe  Tos | Dy NoofP  Gimo Ogme - Glime
Jites of w-nlllskelymcmmammmn pylon. Therefore, for thoze petierits who # | PREVACID 15 mg q.0 8% o0%* % I
bansoprazole. ful thetupy, clarrtiromycin suscepubsdity lesting shoukd be done when posuble. Patwents Placebo 3 e 4% 204,
Special Popuistions with clarhromyan restant 4 piori should not be trested wath lansoprazoteomoxicilling _
Geoame . clanthromycin triple thesapy or with regumens which include clsmiiromycin aa the sale #2 | PREVACID 3 mg q.d. 18 9% [0 o 85%"
T of 15 d m the elderly. with el half-bfe bial agent. PREVACID 15 mg q.d 15 7% 0%° To%*
approximately 50% 10 100%. Because the mean half-hfe m the elderly remams between - bil Y Placebo. " 15 _3311» Do D%
1% to 2.9 hours. repeated ofics darly dosing does not result in acoumulation of lansaprazole hlhedmlﬂdmpk dmmmmmu)nrmwmmmw l;?l&:nw - T

Peak plasma levels were not increased m the elderly
fodame. -
'ﬁwpinmmokmumul’lunumm hlsnubna n..mgaledmpuuem:lﬁymoim.

Cender
Ina sudy companng 12 male and & female human subjects, no gender differences were found
n pharmacokinetics and muagasine pH resuits. {Also see Use in Women.)

In patients wih severe renal unafficiency, plasna frotes bnding decronsed by 1.0%-1.5%
after asdmimstration of 60 mg of lansopeazide. Patwcrits with renal msufficichey had & shon-
ened elimmanon half-ife and detreased lotal AUC (froe and bound), AUC for free lmsopra-
zole u plasma, however, was ot related 10 the degree of Tenal amparment, and Gy, And
Tivax Were not different from subjects wath beaithy ksdneys

izt patents with vanous degrees-of chromic hepatic disease, the mean plasma half-life of the
drug was protonged from 1.5 hours 10 3.2-7.2 hours. AnmcmmmnAUCefwwM
was ooserved 8t wieady statc in d 10 healthy subipects
mmmmmmmmmmmuum

Race

The posled mean f b le from twelve L.5. Phase 1 stud-
s (Na$13) were compared o the mean ph % from two Asusn smudies
IN=201 The mean AUCS of Inntopm.olc " A\mn suh;em wﬂt appvommleiv wice those

whe b TR b

w-\mmllmwbh MICs (5 0.25 pg/mL.) were eradicated of 5 pyilori. Of those

with pretreazment smoxicllin MICs of > 0.25 pg/mL. three of six had the 4 pylor: eradr-
<aied. A total of 30% (2770 of the pabents fasied lansoprazoie 30 mg Lad/amaniliin | gm
,ummummnmonumwmmmmmmmm-md-maympte
theragry regametis. Post-treatment susceptibuity resubts were not obtamed on |1 of the patients
who imied therapy. Nine of the 11 patients with amoxscstiin poss-meaument MICs that falled
the mpie therapy regumen also had clarithromycen resistant K. pyiort isolstes.

Swccpubnlity Test for Helicabagter peior:
mmmnmmfumummdumnwddmm'
'h;':CFU waNo 2 stundwrd {1 x 107 -
1%1 mmnm;nmmymmmm
copumung Mucticr-Huvon agar piies with % wged cebromed socp biood (2 2 wecks
old). The agar drlunon pistes are [a 35°C i a b
At 3 days of i the MICs

antimieroiwal agent requured 6o infube growth of

uzupmmdmmmmmmmmcmmumm

Clmighronyan MIC (pg/mlr* I
<025 . Sw:wﬁblersl))
it (]

[P -

hmﬂl&.mmﬁm&ﬁmwmdmmm 15 mg and
ARG TOMIENOn.

Gastric Uleer -

InsU.S, mlmoumdouhle-ﬂuﬂ.plnho-mnﬂhdmﬂyorzsmmmm
xally docuneneed gustric ulcer, the percesdage of panens healed 85 four and eight we
significanily hugher with PREVACLD 15 neg ad 30 tng once & day than with placeb.

Gaatric Ulesr Hesling Rates -
= FREVACID Pacho -
~Timg 4. W mgad 60 mgqal .
Week | (Nm6S 1 () -
rya 1 32T A B X 13
8 92.2%* D5.8%* 932%° 7%

HRE05) verses o, N
Patients. treated wuh any PREVACTD dose: reporied mgrificantly less day and mgin
mmmmmmﬁmmmfmmmmwag
phacebo groug. of the efi

mm-uulym of puplished ind unpablished data.

AT T

of PREVACTD 30 mg was provi

£ raanb o,

we IR

yeun/amonsciliin dual theragy
roenflonce wienol for the differonce oy cradicabom reics, PO-dey owees T4-day 15 4-10.3, K131 |
Ay,

——



Lnient=4o: | feal Asaiysss?

Study Evaluabie Analysss’ N
MS-131 w kol
[62587.21 15688121 -
(N=3t) (Nei)
ME3.125 o6F it
15197751 LHEST29F
(PimS8) N7} _

Hmination e

cllowing snyie-dos: orl of L e, virtually no Iansopra-
ole was excreted w the wnne, §n one shdy, aﬁeuunllemlldueof"(.‘-hmmc
'peroximately one-thud of the admunstered radishion was excresed  the unne and two-
tund wis recowered in i foces, This imples 2 significant biliary excreteon of the metabo-
lluoflumpm:ﬂ:

spcddw

D 15 mgio &) mg atter sngle-oral ion, Lunsopeazole docs poU and Cl yein Susceptiboiny Text Resulls and L bnsal vcal £y
W wwwisiiord by muiopls donng. . - - EY T ]
™~ - - Claridpwwycin P — Chrithwmycia Poss st hnae
- B . Rewulns ~ Rammies
0 of l-pwle s q-d. vilh es C_. .
7 hours afuer oral and tability oyer 30%. In T H. plori exgaine-. H. pylors positiee-
nmmhmmsmmm%—ﬁ&ﬂmmc_wﬁ trademed ot erachomyd
e dezunished by sbows S0% of the drug 15 gives 30 maswics % opposed 20 th Posk-tsesment tameptilsy sosuis
ng cosdeion. Thers ts %o sigmficant foad «ft if th: dnsg 1 gven bedore meals. i & ¥’ w NoMC
“Masribution e 8 felandhn
amscgeazoe s 97% bond 1 plasma prowens. Pt gotten by s coustant ave the m“m‘mnmm "‘;"”m""
onaentration range of 0.05 s 5.0 pgpiml. \
riabotism | Suceptiie’ 112 1es T
el 1 the hver. Tw ‘Tave beeo identified in Iwrwehse® 3 3
wmmmcmmﬁmmmmwm [Ressmed® 17 © -7, € -
srazole). These metabolites have very or o ity | - " 3 o d b B " d fel
- RIBEN 10 be transformed 150 two active spocics which chibt acid sectetion by (K- m;m“’;,&&,{m Homghua b,
\TFase withun the panetat cell canaliculus, bot are not present i the systeric arculstion. The
slasma eliminanon haif-bit of lansoprazole does not reflect s dursbon of af S . 40 1 T
~astrc-acud secretion, Thus. the plasms ehaunaion half-life 18 less than rwe hours, while the Inetircdisic”
wid mhibuory effect fasts more than 24 ers. —{Resizant 4 T 3

* Inclodes only with et resuts
'mmcswmc;wwwtumcm-mmm..mm
MIC 2 2 pg/ml.

Pahents not ersdcated of H. pylor f

npie
ﬂuﬂpymllilhﬂymmﬂtmymmﬁ pylar. Mmfwﬂmpmum‘— "

fal therapy, clanthrom

HOANG

nwchmneeolhnomolelsdu:medmu::mdy.wm il half-lfe
ipproximasely 30% to 100%. Becavse the mean half-life i the siderly remiing between
1 9 1o 2.8 hours, repested once datly dotrg docs not result m accumulation of lemopessole,
‘cakplmnhvehmmammdmdutuwty

The

-

In . sudy coniparg ) 2 make and § Female uman subsects, no gender diffesences were found
‘n phanmacskntcs

. f L

s not been 1D patients <18 years of age,

and miragastne pH resulis. {Also see Use in Wonsen. )

In paticots with scvere remat-msufficiency, plasma proreon binding 0eércased by L0%-1. 5% _

ifser adnurustration of 60 mg of e, Patrents with renal insul had & thort-
“med elmanation kalf-lic and decreasesd total AUC (free and bound) AUC for free lansopr.
ole 1 plasy, however. was 004 reiated 10 the degree of rensl amparrment, and Cra and
r.... were a0t chffercnt from subjects with healthy kdneys.

Int pancnts with vanous degrees of chroic hepatic disease, the mean plasma half-bfe of the
Jm;wuputmmﬁunwhmmm!l?lmmmmcmmAUCoiupwm

y stake 1w b ify-impared patents compired (0 healthy subjecs
Wmmmmmmwathmhwudmﬂmldbec«nw
goe

e from twelve ULS. Phase | shid-
5 (Nw513) were ¢ To the mean fron rwe Asum studics
N=203 The mean AUCs of Imwpruole 10 ASIAN SubjeCts WETE RpproXimately twact those
~een 1 pocled U S dara, however, the interandividual varabiisty wis fugh. The Cry, values
HETE COMpPArable. _ .

Ph i .
Machanism of achan  _

Lansoprazole belongs 1o a class of Yy the '
that do nod exinbt hal ot h Hx-recepror but that
~uppmumncmdseuunnbyspmﬁcmhmwoﬂhem K )-A'l‘huenzymuymmu
1he surface of (R PRSme parseta cell. Bmuuthumzymesymnumgududu
1he: acid {proton) pump within the parctal ec, | has been a5 & gas-
g agad-pump miabator, mmnhlocksmfmalucpnfmduodunmn Ths effect 33 dose-
related and leads to nhubston of both basal and Lated gastree acyd P

*f the stmalus.
Antizecraiory activity
Afer oeal adk

dact " o a

”

was basal acad om-

muminymfmly mumemeummcpﬂmpmmofumth:smpﬁ was
—ad >4, also reduced

kated gasine acd cutput and
«eemmvoiun: a5 well a5 peniagastm-stimulased aced ourput b patrents wath hypersecre.
uon of acd. lansopezole sigmficantly reduced basal and pentagnstnn-siamutated gastne acid

lnﬂndnwmdmwdwnwdmwmuﬂ(l%f&ﬁnfmmummw--
treatmen mnonicillin susoepiible MICS (50,25 pg/mLy were erschicated of H. pyiort, OF those
with amoxwillin MICs of » 0.25 yg/mL. three of xix had the H. pyﬁmmd»

- mnrmdy-r-nn Pwlory wfecton W
Desslue dofided m ot Seam vwo of e posiTve CLOnept®, andvor oultwee

'ﬂ 2 confimed. WY {ative Or wthuns ome. yemrt. AL Vol Wcheciod as. fashares of terapy
‘lMN)wFIEVAﬂD
(peA?S) werms PREVACIC) sone. 0 asia s sionc.

Term Madk of Ducdens! Ulcers
PREVACIDhnbcmsbounnp:mdu of dundenat ulcers. Two indep
double-blind, dk o petients with endoscopcally

mals
mmmmm MMWWyWWWm
ber of of duodenal uleers was less an panents treamed with

. FREVACIDMmm:muMMMm:lZWW

Endoscopic Remision Rates
Tnal | brug No.ofPs  Odmo__ Obmo  Gl2mo
PREVACTD 13 mgqd. 36 0% % - %
Pacebo FES 9% 4% 9% -
2 | PREVAGIDIOmgqd 1% SR [ty B5%*
PREVACTD 15 mg g4 {5 %" L et
Placeto [§] - 33% % %
RmLife Table Ernemaie

H4eSD.001  wewas placcho.
Tl #2, so sigmificant difference was nowed between PREVACID 15 mg and 30 mg m

carcd A 1ot of 30% (217101 of the patsents fabed 30 mg vid/ il
u.g MWM!MGHM(WITZ)MNMM]&MlO-lﬂ-Mdayulpl:
lify resuies were not obuuned on 11 of the paneats
mh{eﬂumpy Nine of the 11 pauwum:hmmumpukmmmﬁmmu
the triple therapy regrmen also fad clanthronyyan resistant H. pylors 1solaies.

1S, double-bimd, placebo. smdyoflﬂ patsenits with endoscops
mﬂydmmdmmnbcnﬂnmmofmmnfmrmdmlmhwu
upuﬁm!ymmmPREVAClDlSmgmd”mmadlymelhpm

Susceptibuity. Test f Helicobcier pyiar

TMmmnwauwhlllymmgdfﬂpﬂmummimma' One Gastric Ukcer Healing Rates

10 three 10 1 No. 2 McFariand standand (1 x 107 - - - PREVACID Placebo

lulu‘CFumefan pvlorﬂareummeddnwdymfmﬂd pregared antumicrobial T mgqd Tmg g0 W mg 4.4,

contaning Mueliet-Hinton agir plates with 5% aged dcﬁbnm theep bood {2 2 weeh Week {N=55) (Nubidy " {Nmb1) (Nmbd)

oid}. The agar duiution plates age incubated at 35°C wm [ = 8L IR = - IR
B gAS gENCralng system uutwirle for campry After 3 days of incub the MICs g 92 29" 9%3%" 93 2% T67%

are reconded as the foweit concentranon of antimicrobial Tequured 10 inhibet growth of SPSD.05H varsus placebo.

g o the l’oll;wh #nd MIC vaiues shouid be slerpreted accond Palyenis reated with any PREVACID dose reporied significanly Jess day and night abdome-
g g chitena nnwnuimgmthfewﬂdlysofmm'dmmfmumduﬁmwmdaymm
Qanthromyein MIC {pgimL¥ - Interpresation ptmbom

<05 Suscepuble (S) — b of the eff of PREVACID 30 mg was provided by &
0510 trtermedime (I} metz-analysis of pubtished and vnpublished date. -
220 Resisnt (R) Gastroesophages! Refiux Disease (GERD) S -
Amoicilitn MIC (pgjmL)* ; 5 GERD -
0.25 ‘Susceptibie (S) InasUS double-blnd. p led study of 214 pavents with frequent

ﬂmmmnm&mmfwﬂnwdltmmmmmtheymmmbe
. sed 10 mempres fesults obimmed using aiernaive methods.
mummcmu;hmmmmmc;>o.ﬁmmdmmmnmum
breakpent.

P [ regume the e of isborsory controd microorgan-
s (o control the techkmcat aspects of the lab P ares. Standard
and amoxciltn powders should provide the follawang MIC valies:
MycroOrganism Antimucrobual Agen MIC (pgimly
H pyiorr ATCC 43504 Chnthromyoin 0.0130.02 meg/mL
H pviorr ATCC 43504 Amaomcitln 0.0152.12 meg/ml.

'mewmwmwrwmwmimmbgymmmwmbe
used toroom©o] test resnits obtaned using ahietriatve methods,

~ecTetson. Lansoprazole inhibiled the normal wcreases in secretion volume, acidity and acid Reference
maput induced by msulir -~ - 1 National C for Chinteal Lab S
In &, crossover study companng Iammmle 15 nd 3 tng with omeprazote 20 mg for five oa Anticrobial Suscepuibility Testng, TIHWI- FLJW’DD’ tHe 13 1993 )
Jays. she following effects on mtragastere pH were noted, CLINICAL STUDIES
Mean Antisecretory Effects after Singht and Multiple Dally Dosing He;ﬂ Ulcer ) douc’s (15, 3040 s0mgof
h naUS. doubie-bhind. placeso- response (15, mg
, PREVACID-~ I 0-‘"73% PREVACID otice daly) suidy of 284 patenis with end
Baschne img 36 g mg Wmmmdmhuﬂ:ﬁum“ﬂurwmmmwymmwm
arameier Yove |Day! DayS. Davl DayS Dyl Dav3 &) doses of PREVACTD than wrth placebo There was no evidence of a preater or earlier
“ean 23-Hour pH 21 EEREE ] EEER 5 42 response wiffiThe two bugher doses compated with PREVACID 15 mg. Based on this smudy
viean Nighmme pH 19 34 e 26 38 22 _ A and the second study descrived below, the recommended dose of PREVACID 1n duodenal
« Time Gastne pH>3 1 18 33 s s @ Nt et dicer 15 15 mg per day. —_—
* Time Gastne pH>4 12 2 St LG 19 s+ -
~OTE. A PH ol 4 refect faoinc acd by 909, DPuadewal Ulcer Healing Rutes
:ﬂﬁ:‘ﬁ:ﬁﬁ e 15 SN - PREVAGID - Placeo
Afier the imtiat dose 1n s study, increased pastne pH was seen within 1-2 hours with Lan- Woek u;&g d wpﬁgid' w;ﬁ'.s-pgf ) {N=T72}
~upgrole 30 mg, 1-3 hours wiih lansoprazole 15 mg, and 34 hours with omeprazole 20 mg, ""‘3“ =T 42 4%° 15.6%" TN N.3%
\fter multiple daily dosmy. increased gestne pH was seen within the first hewr p 80 4% 5178 ___ "~ wooa. 61%

with {wsopreacole M my wnd wilnn \-2 frours posdosing with lamecopragaly 15 ™mp ol
meprazole 20 mg

AG1d UpprCsson may enhance the eﬁecl of Ter
wiors tH pvlorst The percentage of ime gasinc pH was ekvmd above 5 m 6 was evalu-
ied in 4 crassover study of PREVACID given q.d.. Bad. and )4,

Mesn Antisecretory Effects Afer § Days of ba.d. and Lid, Doslag

n " T

EVACID

°ipcl%) veeswn PRI Wmg q.b
*pih35) veraus PREVACID umnn. I‘msb.n.d.mdnm;iu.d.

The inhebinon of gastre acid secrenon & measured by
Thal over WO [0 Iour days atter mattiple doscs, ﬂmel!mlrﬂmﬁmnd

Entevochromaffin.dike (ECL) coll effecis
Lunpg Iitetime exposuee of rats with up w 150 ma/kgiday of kansoprazole dosed seven days

pl-lmtmmﬂltywnw-

ser week. marked hyperpasinnenis was observed toliowed by ECL celt proliferation and for-
Mt Of creinod tumers, especialiv in female rats 1Sec PRECAUTIONS. Carcisogene-
15, Mutagenesis. Lovpairment of Fertility.)

amwnmpum
PREVACID 15 mg was sigmuficanily moee 2ffectroc than placebo m rebeving duy and mght-
e abdorminai pam and n deereasing the amount of antacad taken per day

In a second U S mulucenter study. aiso double-blind. phneho-ﬂmmﬂud.duwmpm
mllSudJOmofPKEVACIDmdnly). luding 4 dine, tn
280 pancnts with end e of panents

J ueet, the
healed after four waeky was uighificandy hlmer with both deses of PREVACID than with
plcbe, There was no evidence of a greater or earlier response with the hgher dose of
PREVACTD. Althouglt the |5 mg dose of PREVACID was supenor 10 rantmdine at 4 weeks,

mukwumamnzmmmmﬂnd-mm-maomg -

of PREVACTD and dine leaves the I the two agents undeter-
romed,
Duodenal Ulker Healing Rates
PREVACID' Ranwdine Placehe
__l%wn:g;.d. I mg q.d. 300 mg s, _
Week 1 & INsTT) iNuEDY {Nmdl)
2 50% 44.1% 30.5% 342%
4 911%™ 803%" 0.5%" 47 5%

Gastric biopsy specimens from the body of the siomach from app
lmpa:mulmmedmumﬂvmmmuﬂcfotﬂleaﬂmywdumdmnx
dence of ECL cell effiects sumstar to those seen 1n rat stiches. Longer term data'are needed to

rale Syt the ity of an d nisk of the of BAEINC Tumt's in pabienis
recéiving long-terfo therapy with Lansoprazole.
Otker gastne effects in humans bl

Lansopeazole did not sigmiicamtly affect mucosal blood flow i the fundus of the stomacis. ﬂmlhwmnl&kunmpklm_ywmm

Mtoa?nnumﬂphvmhgw:ﬁmcmbyﬂsamhmufmmdma
doctemse ©f about 179 40 blood How 1n the antram, pyiorus. and duodenal dulb was scen.
Llnsomm!e sigmficantly slowed the-gasine g of di toiuds. Lansop

bevels and o pepunmatywwbmlmwumd
mnmnu-wmlnunula:murmlmmpﬂmmmmmm.emm
mp&:mmmmpﬂmmlmdmmmnmm
namdehmmnfnmn:mmnmmmpmpmemmmmm Ne

WIETCANE O was obwerved

Serum pasing effects
lanlemimmthmmwlmﬁmM
.uhummu:dwmwmimpmmwnmmmmlmadumm
of 15 mg w 60 mg These clevabons reached

duodenal wioer desonsa or hestory of
reached & plaesa withm twn months of therpy and wumum@mmmtouumm

PS040 v macoi st Pl

R, pyior Exsdtication to Wideice the Risk of Dwodenal Uleer Recurrence
Randotmzed, double-blind cluvcai sudis perfdmed w e US, i patents with
H pvion s duodenal uloer disease (defined as an active >t of hustory of an ulcer within
mm;mwm«mmmmmmmmmmm

wath
sl 14-day therapy for lhemmmofﬁ pyiort Budmumluofmmm
safety and ¢fficacy of two different
Trapie therapy: I‘I!EVACID 30 mg h_x,d..umm!lm 1 gm bydilsrithromyan
myg bad.

Dual therapy: mvmsomgum:.um Iphd
All trestroents weee for |4 dayy. H. mbnmwd!ﬁndummum(m
twre and hestology) w446 waeks followang the end of treatment.

GERD symproms, but ne emplugml eroeons by endoscopy, sigmificantly greater reinf of

hearsburn associaied with GERD wnoh:rv:dwuhm:wmmmmnﬂw Ismg

once duly up 1o 3 weeks than with placebo. No benedit from

zole 30 mg once daly was observed, -
The intent-10-treat analyses c and seventy

of day and night heartburn, Dt for froquency mdmemyfotﬂn E-week wenment peniod

were a3 follows,

Frequesy of Heartbarn
Vanable Placebe PREVACID 15mg - I"REVACID JDmg
(rad)
- Medlln
% of Days withous Heartbum .
Week 1| 0% AL 2 %Y
Week 4 1% % T6%*
Wieck 8 13% 2L ad . 2
% of Nights wathow Heartbum _ °
Week | 17% %> L7l 0
Week 4 5% 8% 3%
Week £ 36% QAH™ TR

D01 vermas placebn

L A R A e

Deys from Start of Treatment

bl

Neari Severity of Heartburn B M” For Evaluable Petents -
b st ot ok ,

L ] 5
~ Darys: from Start of Trestment o
In two LS., mukt dosble-blind, '”mdsesuﬂzsmmwnuwnh—
frequent GERD osons by 15mg
wwwmnﬂmliﬂm(ﬂb)mdﬁmhﬁmmmﬂmorayw
bight heartbum assocuied with

GERD fer the: & weok treatment penod. NO sigmficant add:-
nmlhmﬁtﬁmhuupmh!ﬂqmdulywm

1

Therapy was shown 0 be more effoctive than both
nmmmm»mum-nwm

A rndomuzed, clinical stady wnuusmmmnm
=d (defined as an actrve aloer.or Mmm}

Ercsive Escphagitis

ln-US.ndnm doutle-biind, placebo~controlied study of 269 paenss emering with an
of esophagrtis with mucosal grading of 7 or more and grades 3 aod

4mmmmmummmm-m




Erosive Esophagitis Healing Rates
T PREVACID Placebo
™1 Bmgqd  Hmgqd mg q.d
Week (N6 (N=55) (N=72) {Nmfi 3y
S &7, [ W% T8
4 87.7%" 9545 . 943%" 52.5%
B %08y 9% 4% SLAT" 52 56

*1pest? O ) vervn placebo
**(pS0.05) veriux PREVACID 15 mp and pracebo -
in this study. all PREVACTD groups reported signuficantly greater schw! of heartbamn and Tess
day and miphi abdemtnal pain atong with fewer days of antacid use and fewer amacid tablets
taken per day than the placebo group

- .Alihough al} doses were effectve, the earlier !k;l.u\g n the hugher two dases wEgests

30 mg qd. as the recommended dose . R o

PREVACID was also compated m a 1.5, mulucenter, dovble-blind swdy io a kow,dose of
ramitsdiie an 242 passents wiH-erosve reflux esophagatis. PREVACIE a1 3 dose of 30 mg was
significamly more effective #un pnidme 150 mg ba.d as shown below

Erurve Esophagitis Healing Rates -
PREVACID Ramundine
- Mimggqd, 1% mg bag.
Woek = [N=I15) Na] 27}
T T BIR
4 B2 5%° 520% -
6 _93.0%" 678%
B 92ge 69 9%

e therapy instuused
SERIOUS ANAPHYLACTIC REACTIONS REQUIRE IMMEDIATE EMERGENCY
WITH EPINEPHRINE OXYGEN, INTRAVENGUS STEROIDS. AND AIR-
WAY MANAGEMENT INCLUDING INTUBATION, SHOLLD.ALSO BE ADMINIS-
TERED AS INDICATED

PRECAUTIONS
Generst

§ response 1 therapy with
malignancy M
Informsfton, for Patients . -
PREVACTP Delayed-Release Capsules should be aken before eaupy——
Altermative Adwinisiranon

Opdians i
~ For paucnis who have dafficulry swallowing capsules, PREVACID Delayod-Releasc Capsules

<an be opeped, A dhe intact granules contamed wittun can be sprinkled on one

of exther appiesance, ENSURE® puddmg. coitage cheese. yogurt or uraned pears and sval-
lowed immediately The granuies should not be chewed or crushed. Aliemuvely, PREVATID
Dehm-ncm%mhemwdm;muﬂwlmdﬁmo:mgemm

Td;snummﬂuplmofgm-- -

’.

[

r’ -
e

b

tomship 4o | W ot been cstabl Because these ovents were reponed volun
tanly trom & popul of ynk uze, of Irequency canol be made Thew

events are hsied below by COSTART body svstem

Body a5 2 Whoir - auaplylaciond-like reactson. Digestive Sveem - hepatotoxscity. rommng

Hemue and Lymphanc Svsrem - agranviocyiosts, aplashc anemma, hemolvue anemea, feokop:
Hroemb roerh pur

fu, ¥ panCYIopena, toperia. and ytopo
pura: Special Senses » specch desorder; Urogemial Susem « Ennary retenuon”
Combination Therupy with Amoxicillin and CI

in chmical taals usmp cOmwnancn therapy with PREVACID plus smoxkithn and clar
ihpomycun, and PREVACID plus amoxicilhn, no sdverse reactions pecuiiar 1o these dry,
combinations were obsevved, Adverse reactions that have occirred have been hmited 10 thas,
that had been previously reported with PREVACID, amoxierhn, o Clarihromycin

Tripie Therapy: PREVACIDiamoxicillin'

The smott frequently reponed adverse cvenls for pauents who recerved tnple thensgy o
14 days were durvhen (7%), headach (0% ). and taste p (5%) Thete were Do sialn
ueally sigmufican diffessnces 10 the (requency of reported averse eviris between U 10- ane
14~dixy mpie therapy regumens Mo reatment-emergent adverse cvenis were observed at ug

tomato puce (60 mL. - approximaicly 2 ounces). auxed bnefly and swalk

Tommomnplmdtlwq‘yofmm.uummhemmmwoumw;s’

of puice and the conients swallowed immedsately The granules ave also beer: showh i vire
{o reman intact when exposed to apple. cranberry, grape, omnge. pueappie, prific, tomao,
and V-89 vegatablc urce and stored for op 1o 30 munuies.

For patients who have 8 nasogastnc tube m place. PREVACTD Dolayed-Release Capales
can be opencd and the itact gramules muxed in 40ML of apple yutce end tyected Hmoagh the
tube.mre-the stomach. Afier sdministenng the granules, the nasogasine whe

=+ip£0 0011 weras anitudine: — T— i -

In addinon, panents. teated with PREVACID reported fess day and nyghttame eartburn and

took less antacd tablets for fewer days than patents tkang ramatchne 150 mg bod
Although ths suudy demonstrates effectiveness of PREVACID 1n heating erosmve esophagr-

tis, 11 does ot represent 4 sdeqliic with because the d

should be finsbed win addiional apple nuee 1o clear the wbe
Brug Interactions
L

ramixiine dose for esophagtlis 1s Bﬂ.ma,qr.l.d,. twice the dose used In this Sudy

bagher rases with tipie thetupy than with any dusd thesapy Tegamen

Duel Tharapy: PREVACIDiamoxicillin

The most frequently repofied sdverse svenss for patients who recerved PREVACID i.d. ph

amoxicilim1 .4 dual therapy were duarthea (4% 2nd headache ( N )
everss were observed at sigmficantly higher maies with PREVACID (1.4, plus snox

adverse
sl 11d. duat.iherapy than with PREVACID alone. - — -

For more mformation on adverse resctions with smoxicillin or Slarithromyein. sefer 1o

therr package mserts. ADVERSE REACTIONS sectiops
Laboratory Vali

ues -
The following changes in isboratory parameters for lsnsoprazole e reporisd a5 atvers.
CVENLS"

i the two (nals described and 1n several smaller siudies nvolvmg patients with mod
10 severe grosive esophagins. PREVACID produced healing rales similar to those shown
abuve

Ina¥yUS ol double-bhnd, ach lied study, 30 mg of PREVACID was
compared with canitidine 130 mg b m 15] patients with erosve reflur esophagiuis that
wis poOTly respansive toa Tmmmum of 12 weeks of meatment with at least onc
EHeceptor aniagomst given at the dose mdcated for symptom rehiaf o greater, namely,
amgtidine 800 mgiday, dine 300 mp/day. 40 mp/day or mizatdne
300 mg/day PREVACID 30 mg was more effectve than ramndwne 150 myg ba.d. in healing
reflux ¢sophapitis. and the peroentage of patients with heatg were as follows, This study

of H

dues oot constitute 4 compansos of 1he h Ho o

wath PREVACID as all pahems had d pot to the b
Harecepior  antagomsl mode of treatmemt 11 does andicale, however, thal
PREVACID may be usetul in petients fasling on a hi Ha-recepior antag

Is d through the hrome Pyso system, specafically ihrough the
CYP3A and CYP2C19 mozymes. Studics have shown that iansoprazole does not have chni- __  Abnormal hver funclion tests, d SCGOT (AST). SGPT {ALT).
cally veath other drugs metaboiized by the eyvochrome Paso sysiem, =< alialne Lobul 4 1
such a5 warfanin, anhpynine, snds i [ in. propeanciol, prede 4 " WEC, sbaowtnal AG bnormal RBC, bilirub "
d Lt . OF terfi 1 healthy subjects, These compounds are metsbo ™ 3umerlinami d, i Ak
lized theough vanous. Pasp 180%y luding CYPIAL, CYP2C. CYPICIS, ] i LDH tials pluielets, and P
CYP2D6, and CYP3A When ; was ad y with theo- o levels. Addinonal jsolated sbnommaliics were reported -
phyline (CYPIAZ CYP3A). a munor wnovesss (10%) 1n the clearance of theophylline was I the pincebo conintlied studies. when SGOT (AST) and SGPT (ALT) were evalusted

seen. Becase of the small magminde and the direction of ibe effect on theophyline clear-
ance. this inieraction 18 unhikely 1o be of chrreal concem. Nometheless, individuai Petvents
may require additronal wmation of shewr theaphylime dosage when lansoprazode 15 staned or
stopped 1o cnsure chmically effecive blood levels

Lamsoprazale has also been shown to have o chmeally ssgnuficant neraction with amox-
el -

In & nimgle-g study lc 30 mg and P
20 mg eack d alone and with F gram, of the
Proton pamp wilibsors was delayed and thew taoavailabihty was reduoed by F7% and 165,

Reftux Esophagitis Healing Rates in Patients Poorty Responsive 1o
o Hon 151 T

v, when ad vith lfate Therefore, proton pump
inhibarors should be takien 2 Icast 30 minures prior 10 scralime I <hinsead trials, aniacids
wene sdmmisiered concontiadthy-sath PREVACID Delayed-Release Cipsules: this did sor

"~ 04% {12250+ placebo panents and 0.3% (2/795) lamoprazole panenis had enzyme clevaton-
frenter than three tmes the upper Imyit of normal tange a1 the final tesment visit None o

= these paheis reporied paundice 3¢ any ime dunng the shudy,

in chmical thals using commnation therapy with PREVACID plus amosioitin and car
thromyen. and PREVACID plus khn, no d Inborsiory sh paruc:
Lar to these drug combinations were gbscrved

For more information on laboatory value changes with amoxicillin or charthromycin
refer to thoir packaye mserts. ADVERSE REACTIONS section

OVERDOSAGE

Oral doses up to 5000 mg/kg n ratstapp 1300 nmes the o
dose based on body surface areal and mice (about 6735.7 tumes the recommendar hisman dos.

z berapy- ol nterfere wath s effect. . based on body sueface arca) did not produce desths or any chnieat signs, -
T PREVACID Ranudine 1 <auses 4 profound and long-lastng mhib of acad secretion: there- Lansopearols 13 not removed from the corculairon by hemnedialysis. I voe reported case o
ng&;]d lw;‘r:sl;.:d fore, it 1s possible that 1 may interfere wath the b of drugs rdose, the panient 600 mg of | Wiih no adverse

Week {N=180) R H o= where gastnie pH 15 an d b labuky (eg. & Pl A

P : T [ e esters, wron xalls, drgoxin] T DOSAGE AND A:;!‘I:ISTRATI%L __

ETT T E——r 8 Carei is, M sis. Impairment of FertHity The sdulrorn) dose i 15 mg once duily for 4 weeks, (See INDICATION

T o In two 24-month cartinogenicity studics, Sprague-Duwley rats were treated nnlly_:\m.h doses AND USAGE ¢

Long-Term b T Erosive E: agi _ of.‘:mlSOmykgM.uy‘Mtlwdﬂnmﬂkumemahodynme(m)huis.uf

Two independers. double-blind, Hled raals wese n patients with 2 50-kg person of aversge beight (1.46 m? body surface anca) given the recommended human Wﬂ %‘tg,ﬂndmlhl RH“ID":“WU'“"W
P firmed healed s, Paitents remasned i remission sigmficandy dose of 30 me/day (222 mg/m?). Lansoprazole produced dose-Telated gnstme enteroclio- The " 1 sdult oral dose 15 30 mg PREV) ' icillm, and SO0

tonger and the number of i crosive esopil less e patients maffin-hike (ECL) cell hyperplasia and ECL cell cutemerds in both male and female rats, Tocom ng ACID, anoxiciim, m

wos
treated wilh PREVACTD thar in pateents tresied wath placebo over a 12-month penod
Endoscopic Remission Rates -

mo:munedﬂnmdnmufmmﬂmnfwmm_ewﬂnlmmmm.
In male v, lansopeazole produced a dosereluied ncrease of iestiicular ITRILEL celf adc-
-pomas. The meid of these ad n ras g dosces of 1510 150 mpkg/day (410

Tral| Drup No, of P -3 mo. OGbme  B-12mo 7

#1 | PREVACID 15mg q.d. 59 3% 8197 Vi
PREVACID 30 mg 0.d. 36 9% oy L0%°
Placeho 55 3% n% 4%

#2 | PREVACID tSmgqd 50 Hx % LI
PREVACID 30 mg q.d 49 5% 2% 5%
Placebe 47 165 13% 3%

wlift Table Extaviatc -

156 001 ) versun placein

Regardiess of bl grade of erosive ssophagus, PREVACID |5 mg and 30 mg were tin-
lar m maintawning rentsson

Fathological Hypersecretory Conditions Inciuding Zollinger-Eliison Syadrome
In open siudies of 57 pateenis with hyp sugh as Zolluyger-
Elfison (ZE} syndrome with or without mulliple endoctine adenomas. PREVACID sgmifi-
<antly mhibited gastnc acad scercyion and controlied assocuted symptoms of diarrhea.
anovexyy and pam. Doses rangang from 15 mg every other day 10 T80 mg per day mamzined
Pasal acrd scerctron betow 10 mEG/hr i palicnds without prior grst surgery and below
3 mEq/hr m: patwenits with prror gasinc surgery

Inimnal doses were titrsted 1o the indrvidual patrent need, and adjustments were hecessary
with nme in some patents (Sec DOSAGE AND ADMENISTRATION.} PREVACID was
wellw]emedumh:ghdmmlsfamwm(mmmfwmmw
Patients). In most ZE patienits, scrum gastnn Jevels were not modified by PREVACID, How.
CVET, IN SOME PEICILS. seruM pastnn increased 10 levels greater ian those present prior 10 mi-
uation of tansoprazole therapy .
INDICATIONS AND USAGE .
Short-Term Treatment of Active Duodensl Ucer * R
PREVACID Deiayed-Releass Capsules are indicated for short-evm treatment (up to 4 woeks)

for healing and symprom relict of active didenal uloer

H.-prios! Eradication to Reduce the Risk of Duodenal Ulcer Recurrence

Treple Therapy. PREVACID amoxicillen/clarithromyctn

PREYACITY Delned Reledse Citnabes 10 combmation with amevacillm plus ¢lnthremyen

-4 tumes the recommended hurum dose based on body surface ares) excooded the low back-
ground incadence (range w 1.4 1o 10%) for ths stresn of rat Tescular interstwaal cell
also octurved n | of 30 mus oreated with S0 mpsg/day (13 umes the ded hirman
dote based on bady surface area) in a L-yoar toxicity siudy.

in a 24-month carcmogemioity swdy, CD-1 mice_were tresied ondly with doses of
lmaoomm.zmsummmmmmmeawmmm.
1 ot 2 devsr v lbnd ¢

cl;t:zgum all gaven twice darly ¢q 12h) for 10 or 14 days, (See INDICATIONS AND
U )

Dual Thernpy: PREVACID!smoxiciliin -

The moommended sdult orsl dosc 13 30 mg PREVACID and { JTam amoxcallin, each grer
twree Inmes daly (g 88) for 14 days, (See INDECATIONS AND USAGE.) -

Plcase refer 1o amouscilin and clambromyen fult prescribng nformakon for con
TRAINDICATIONS xnd WARNINGS. anvd for icrmation regenimg doseng it éhderly an
renaliyampaired paucus

P dence of gaxinc ECT. ceib hyperp ] M of Healed Dy Ulcers
50 pradicod an increased wcidence of Iver umors (hepaioceblular adenoma plus carc The recommended adult oral dose 35 13 mg once duily, (See CLINICAL STUDJES.)
m}.mmmunummmmw“mmmmmmwm Short-Term Treatment of Gastric Ulcer
80 newes the: recommended human dose based o0 body surface area) and fetrale mice treaed wobiloid L
with 130 to 500 hglkg/dary (20 60 80 umes the recotishended haman dose bised on by wir- E‘:Lmlj adalt oral dose 1 30 mg pnce darly for up W exgh weeks, (See !
face ares) ded the ranges of back ink conrols for thit stran
dm.MWMMMWMﬁmMmmms Gactrossophageal Reflux Disesse {GERD) -
TSmﬁmmM(lemw:mulhmmmmhmdmmm Skors-Term Treotment of Sympismatic GERD

TER). .-

Lansoprazoks was not genotoxic m the Ames kst the £x viva I hepaiocyte enachedvied
DNA symbeus (UDS) tesl, the 4 vivo mouse micronocleus et of the rxr bome mammow-cetl
:ﬁmmwlh:mm.hmmmmmmmlww
WOCITIHON 235AYS. .

Lamsoprazole at orst dosts. tp ta 150 mppiday (40 tes the socommended human dose
Mmbodyaﬁmuu)whmdwhwemeﬂmnhﬁhtymdnmﬂem-
mance of male and female rats.

m:mmsﬂmm.an

Muhgymdmhuwbeapufmmdmwwlllltnunoﬂlmww
150 mpfkg/day (40 tmes the ded horman, dose Bused an body surfsce ares) and
based M“:‘uﬂﬂu:::wmwy%;twmy Mre
o [ace areal Teveled 1 o to
the fews due o lmoprazte, - - ¢ - Akt A
Mm.m.mmmmlmﬂwmsnmwmm
m-mnmmmmwmmdmm._m-th
tised dupuig preguancy oaly if cegsly nosded . :
[

Pregrancy
Clirithramseom

mwmhwﬂdeaeuumm:huy_fmwmswm.

Shorv-Yern, ¥r. - sant of Erosive Evophagitis _
T'hammmlﬂllllﬂ'llds:wBOmmmlyiwupmsm.Fﬂmmﬁ
not heal with PREVACID For § weeks (5-10%). 1t may be helpfel 10 grve an adduson.
8 woeks of treatment. (See INDECATIONS AND USAGE )

If there 13 a2 of erotive phag! an add; | B-week course 4
PREVACID taay be considered
Maintraance of Hesding of Erceive Esophagitis -
. The recommende aduiroral dosé 15 15 mg once duly, (Sce CLINICAL STUDIES ) .
Path Hyp Y Cond Induding Zoinger-llison Synd
“The dosage of PREVACID m patients with pathologa: § d vanes wit

s Y
the indyvidusl patwns. The rocommended aduit orsl surtng dose 15 60 mg once & day, Devc
3houkd be admmed t0 kndrvidua) PaLaent noods and shoukd comunue for & long as clmcall

mem;h:d.mmmmDulyMofmnm
120 g should be admmseered =0 drindied domes. Some patienes with Zollnger-Ellison 31
. mmmwmmmvmnsummrmm
No dosage sdjustment i HecCsiaty m patients with renal nsufficiency or the elderly. F
patenis with sevore Iiver disease, dosage ad should be conndered
PREYACID Delaved-Reiease Camuie shoutd he taken hefore eaunt in the chnical tna!

umar
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Hu mymy PREVACLD 3Umg wu mone cllucuvc llun munome ISU mg o.a.d. n nu.hng

AU LR sk el

memmm-m;nmm@mu; tprulicind. uREricuOn Wikl arox-

P

m.ﬂmw ﬂmw-hﬁ-ﬂ; —iciltia
dott not Hy-mcopior antay iz ining 4 k Nqum
A MPREVACID.:JMH‘ . © the kimmi 20 mg each adehinimered sions snd | graam, of the
of LI does indicale, -heweverThat mm-ﬁumwmumwhmmumu:u
y mvmmt:uufulmmﬁﬁu a Hyreveptor p with sucralfme, Tiwrefore, prosce pemp
Ristes i Patiests Poorly R feto mum-ummwnmmmmm Oral doges op & 5000 my/kg m rats (app
e
_““"“ ; 1“"3“’_ ™ wmymmmmmmuu
PREVACID Ranstahoe me:m amumMMdmmmm
3 mgqd. 50 ovg bad fore, it is th i o mmmmmwm
Wock (N= 00} {NmS1) nhuepm:pﬂun el
= g"]f:" . _gﬁ - - evers. won sais, digeam),
P T rp———v— Carel M Impaireent of Fertiity
- - Inthhmmmmymmhymmmlyﬁ&m
Long-Term Maintenance Traatmeent of Erosive Esophagitis of 3 10 130 mg/Ag/day, about | 1o'40 usnes the exposure on & body sirface {pg/m3) basus, of
Two double-blnd Rer. ¢ Hbeed trualts were mmuwlm 2.50-kg percoe of average gt (146 m? body surface area) given the reconumended humaa
endoscopcally confirmed healed csoplugitis. Patwenis m dose of 30 my/day (22.2 . Lansoprazole PAsthe enterochio-
loniger and the number of of erosve was ficandly less 1 panerus maffin-like (ECL) celt and ECL cell n both male wd female rats. It
w-m.mvmnnmmmmmwummmenzmm also the i pissia of the gasnc epadeingn in both sexes.
- In male rats, lansoprasals produced 3 dose-relsed ancrense of testcular wkerststial cetl adee
Endoscopic Remission Raies nomas. The incudence of thes: adenomas 1n rats recervang doses of 15 to 150 mpkgiday t4 10
40 umes the recommended tnimn dose based on body surface area) excoodod e low back-
That| Drug No. of Pre Oimo  O6mo_ O-12mo ground incidence (sange = 1 4 1 105%) for tns strain of vt Tesncular swsrstial ccll sdenoma
#1 | PREVACID 15 wg gt I 3% 8% Tow" 30 occurred tn £ of 30 rats roated with 50 (13 nmes the: harman
= | PREVACID 30 mg qul 56 8»et | 9w 50%" dﬂfhﬂgdmmyﬂmm]malywmhy' shudy. ~
Flacebo 55 % 274 24% n & 24-month carcinogenicity swdy, CD-I mice were treated orally with doses of
lswmmy,wamummmmmwhNymﬁnm
#2 | PREVACTID 15 mg q.d. 0 . 4% T2%" 61%° d a dose- relased o of gasne ECL celi P It
PREVACID 30mgqd.. .. 49 5%" T20%¢ %0 also produced an mcreased incadence of liver tmors {hepaiocellular adenomia pivs carci_
Placeho 4 6% (3% 13% noma) The tamor mcidences wt male amce: trested wath 300 and 600 mgkg/day (40 1o
%alifeTable Exrtmaes $0 umes the recommended timan dese based: on body surface arex) and female mce treated

HpSOO0§ 1 yefsus placebo

Regardless of mnal grate of crosive csophagitss, PREVACID 15 mg and 30 mg were simi-
larin MAMBNING FEMESSION -

ical II Conditlons Including anllngm-EIIbun Synﬂmme
in open studies of 57 putients with such a5
Ellison (ZE} syntm with of without rmlu'plc endmme admumu PREVACID s:gmﬁ-
cantly inhibuied gasie aced d symmoms of diarrhes.
Anorexia and pam Doses rangmg froem 15 mgeveryotherény to [§0 mg per day mainiatned
basal acid secréfon below H) miSghy in patenis withour prior pastnc surgery-and below
5 mEg/lst m. patiems wath prior gasiric surgery

[rhial deses were atrated 1o the sndivwdual patient need. and adyustments were necessary
with me in some patents. (See DOSAGE AND ADMINISTRATION.T PREVACID was
'~ weli tolerated at these hegh dose levels jor prolonged periods (greater than four years n some
Tpitients) In most ZE pavents, serum gasing lovels wore ot modafied by PREVACID. How-
G¥EF, IA SOMe palicnts. serum g-sum ncreased to devels greater than Uiose present prios o im-
tabion of lunsoprazele ther) —

INDICATIONS AND USAGE - —_
Short=Term Treatment of Active Duodenal Uicer

PREVACID Delzyed-Release Capsues are sndicated for shorr-term weztnwend (up o 4 weeks)
foe heahing and sympmm relicf of active duodenal ulcer

" M. pyion Endiuﬂon 1o Reduce the Risk of Duodenal Ulcer Recurrence
Triple Therapy: FREVACIDiamoxscillin/tiarvuhromycin

n

ukromyetn, and PREVACLD pius
haummm

For more inforaation oo lahorsory value changes with mmoxicifin or clarthromycw,
refer 1 thew package insenrs, ADVERSE REACTIONS secton.

ly 1300 tines the d hatmart
dose: based s body srface area) and rmuce (shout 5757 times the recommended hartan dose
hﬂdwhdymﬁem)dﬂmwﬂnmdeﬂswmycwm

Lansoprazole 15 it removed from the curculshon by hemodsalyais. [n one reported case of

’ ‘overdose. the panent consumed 600 mg of Eansoprazole with no adverse reaction

DOSAGE AND ADMINISTRATION

Short-Term Treatment of Ducdensi Lilcer

The recommended: adult oral dose 13 15 mg once duly for 4 weeks. (See INDICATIONS
AND USAGE )

memwmmwwmm -
mmrq, PREYACIDismoriciltin
mwmuwm::%mm:-ﬁan t gram amoxicilin, and 500 mg
Ullsn;:slgllym 4l given twice daly (q 12h) for 10 of 14 diys. (Sc¢ INDICATIONS AND
)

Daal Therayy: FREVACIDiamaxicidtin
The recommended adult oral dose 15 30 mg PREVACID and | mmmllm.u:hglm
three umes daly 1q 8b) for 14 dnys lSee INDSCATIONS AND USAGE.

Plesse refer 1o I 1 fult b for CON-
Tlh\lNDICA'I'IONSmd WARNINGS. adt I'ntmfumm mﬁm dosing 10 elderly and
renally-umpuated patients. -

of Healed Dosdensi Ulcers

wath lmmmnway(mmwummmhmmmwm
face area) the ranges of ok nh emuolsfuﬂuswm
of mwe lLansoprazole o trextment produced adenoma of rete (ests 1nTEle mice recerang
75 to 600 mgAg/day {10 10 80 umes e recommended uman dose based on body nuface
area)

Lansoprazale wis not genotoxic i the Amses Lext, s ex vive-rat hepaiooyte anschodulod
DNA:mhmstUDS!mﬂemmammmmmormmbmemwwull
cfiromasomal

The recommended adult orak dose 15 t5 mg once daily (Sec CLINICAL STUDIES )

Short-Term Trestment of Gastric Ulcer
The recommended sdult aral dese 13 .’ﬂmgmd.nlyrwup!oezgil werks, (Sec CLINI-
_CAL STUDIES )

Gastroesophageal Mn:Dhuu(GEllD]

Shrl-ftm Trestmens GERD

The tecommended adult ol dose 11 limmdmlyfaupmsweeks

m-rmhmudsmnw
aduli oral dose 15 30 mg once daily for up 1o § weeks For panients whodo

abeeranon dest. It was positive an in vitro hkaman lymp
aberration assays
Lansoprazole at or doses up 1o 150 mg/kg/day (40 umes the tecommended human dose
based on body surface arca} was found 2o have no effget on fertrlsty and roproductive perfors
mance of male and female ras.

a——

Pr Teratogenic Effects. Pregnaucy Category B

Lansopresole
- Termology sindics have been performed i pregnant ‘mats = ol doses up o
130 mg/kg/day (40 1ees the recommended human dote based on body surface area) and
pregnant rabits & oral doses up to 30 my/kaiday { L6 times the recommended human dose
Imcdmbodywdmm:mdhnwmubdmev:dnwofmwmdhnlﬂyorhmnm
the fetus due to lansoprazole.
There are, however. no sdequale or well-contiolicd studies i pregnan: women. Because
ammal reproduction studses sre not alwiys predictive of haman resporse, this drug shouid be
used during pregnancy only if clearty needed.

Pregnancy Category C
Ci "

FREVACI Detaved-Release Capsuies, in with lien plus clari

a5 tnple therapy. are indicated for the Eeatment of patnts wath 4 pyJors nfection and duo-
donal ulcer drsease {acuve o one-year hutory of & duodenal ulcer} to cradicate # priort

Eradicauion of & pviore has been shown to roduse dhe nsk of ducdenal ukcer recurrence. (See
CLINICAL STHBIES and DOSAGE AND ADMINISTRATION,)

Duyai Therapy: PREVACIDiomaxcitiin
PREVACID Delayed-Release Capsubes, 1n combination with zmoxsciitn as duat ﬂmlpy e
mdicated for Lhe freatment-of patcnts with §# pulas infection and duodenal toer disease
(acTive Of Ofe-year history nfaduodmal ulce-r) ummdﬂmdhrﬁcwuwmduﬂ-
oFf i d. (See the clar
sthvomycin package nsere, MICROBIOLOGY sectson ) Eradication of H. Ppylors has-been
shown 1 reduce the rk of duodensl ulosr recurrence. {See CLINICAL STUDIES and
DGSAGE AND ADMINISTRATION,)

Maintenance of Healed Duodenal Ulcers
PREVACID Delayed-Release Capsules are indicated 16 manian nealing of duodenal ulcers
Controlled studses- do-pot-axtend beyond 12 months,

Short-Term Treatment of Active Bemgn Gastric Ulcer
PREVACID Delayed-Retesse Capsules ar¢ indicaied for short-lerm treatment (up to & weeks)
tor healing und symptont rehel of 2cuve besign gastnc uleer

Gastroesophageal Reflux Pisease iGERD)

Short-Term Treatment of Symptomaiic GERD

PREVACID Delayed-Release Capsules are indcated tor the meaument of heartburn and other
Sympioms assockaied with GERD

Short-Term Treatment of Erosive Esophagitis
PREVACID Delayed-Release Capsules are d for shomt
8 week Jor healing and svmptom reliof of ali grades of errve esophagiis.
For patieats who do not heat with PREVACID 15r 8 weeks 15- 146), ¢ many-tedueipiat 1o
grve an additonal B weeks of reatmen
I there 15 a of_efosive ¢sop
PREVACTD may be consdeted

Mainienance of Healing of Eromive Esophagitis
PREVACID Delaved-Reiease Capvules are mdnc:ued 10 mantain healing o ufemswe esophag)-
I Consubled studies did not extend beyond |2 months,

Pathological Hypersecretory Conditions Tncluding anlingcr\-l'il'rfm Syudmm
PREVACID Delaved-Release Capsules are indicazed for the long-term trestment of patho-
Tengrezd hyper luding Zolbnger-Elliscn syndrome

CONTRAINDICATIONS
PREVACID Delaved-Release Capsules are conmrmindicated u panents w1th kntwm hypersen-
siivily to anv component of dhe foruiation,
Amoxicillin 1s contrundicied 1 parsens With 3 known hypersensitrvity to any pemeculin,
1Ploase reter to full prescribing watomnation foe smosisilin betors presétibmg }
Clanibromecin ~ contrundicated 1 Paliems wil & kaown hypersensativiy (o any
macroinle ammmm and L] panmu receiing terienadine thetay who have preexisting car-
Phease reter to full prescribang snformancn for

{up to

| $-week coarse of

diac

clanthremvem hel'ou prescitnng. )

WARNINGS
CLARTTHROMYCIN SHOULD NOT BE USED IN PREGNANT WOMEN EXCEPT IN
CLINICAL CIRCUMSTANCES WHERE NO ALTERNATTVE THERAFY |5 APPROPRI-
ATE [F PREGNANCY OCCURS WHILE TAKING CLARFTHROMYCIN, THE PATIENT
SHOLULD BE APPRISED OF THE POTENTIAL HAZARD TO THE FETUS. (SEE WARN-
INGS EN PRESCRIBING INFORMATTION FOR CLARMHROMYCIN,)
Mmmwlkh has been reported with nearly all antibacterial m
incliding clarthromycin and amoxicillin. and way range it seveeity from mild to life
thrrummg.‘l‘henm uhmtmmmmummmt
1l agean.

10 the adnsi
Tn.—mnm w:mmmwml-mmmﬂnmd florof the colost afid may permi
overgrowth ¢l cloundi. Stwhies indicae that a wxn produced by Closindzam diffictde 15 3
Prmary cause of “anibrolic-associated colmms ™
Alter the of p colins has been mes-
wares should be inuatet Mild cascs of pseudmembranous cotiis usually mwnd te dis-
contmuanon of the drug alone, Inmrommmmukwm

management with fluds and electrolyies, protein and with &
annbacienal drug cimically eﬂecnvc apms& Clonrdiem difficite colis.
Setious and have been reponed

N parsents on p:mcutlmmcrwy Thesemcmumumwl 0 occur i individusls with &
history of pemicallin hvpersensitivity andior & husiory of sensiivity 1o muttrple stiergens,
~There have been-wrtl dotumented reports of indwiduals wizh & hisory of perucellin hyper-
sensiteity reactions who have severe reactions when trexied
wnth & cephalosponn. Before mnanng thetigry with any pmmlhn. cauf\d aaury should be
Made concermng previous hyp aud oeher
allergens. llmﬂkrsnmmmmmlhndmldbedmmﬂ“uw

Sec WARNINGS (above; and full
PIEETANT Women.

Nursing Mathers
Lansoprazole o 115 meabolites ane excreted 1 the miik of rats. [t s not known whether Taie
soprazofe 15 excreted in human miik. Because many druga arc exereied mhmnmlmlk.

for ¢l yeu before psang in -

no(hu.l\v:lh FREVACTD for 8 weeks (5-10%), llmlyhemlpfulmmmudnmd
8 weeks of mestment. (See INDICATIONS AND USAGE.)

il there = = of emespve an wdd
PREVACID may-be considered.
Maintenance of Healing of Erosive Esophagitis
The: recammended.adut ofal dose 1s |5 mg once daly. (Ses CLINICAL STUDIES.) -

Pathological H; Cohditions lndudlnu Mwﬁﬂlhﬂu Synidrome
The dosage of PREVACID in patents wath vanics with
the indsvidual mnmdedduhuﬁumgmnwmgmaaybau
should be adjusted 1o 1ndividual patient needs and should comtinue for as {ong as chnically -
indicated. Dosages-up 10 90 mg bd have been admanisicred. Daily dossges of grester than
120 mg should be admunistered m divided doses. Some patients wath Zollmger-Eitison syn-
drome have been treated connnciously with PREVACIDLSor more: dhan four years,

No dosage adjusmment 1s necessary 1n palients with renal nsufficency o the elderty For
patients with severe Livet disease, dasage admstmen: should be considered.

PREVACID Delayed-Releust Capules shouid be kaken before cating. I the chmca als,
antacids were used concomatantly with PREVACID N

Alternative Administration Options

For patients whio inave dafficulty swallowing capwles. PREVACID Delayed-Release Capsales
<an be opened, and the intact granules contined within can be sprankled on one isbleypoon
ofadunppleum ENSURE'puddmg.comgcchem yogurt or straned pears and swai-
lowed Thegr not be chewed or crushed. Aliernaively, PREVACID

S-week course of

because of the potennal for senous adverse rescuons th Mursing wiams from L
-and bocause of the porennal for penucity shown for | NE ]
studies, a decrsion should be made whether 1o A of Lo
taking mi2 accourd the importance of the drug to the mother.

Pediatric Use
Safety and ¢ffecirveness in pediainc paients fiave not been established.

Use in Women

Over 800 women were treated with iansoprazoic, Ulcer healing rates in feajes weve similar
10 those w males. The uscitience raes of adverse events were also similar to those seen In
males.

Use in Geriatric Patients

Ulcer healing rates in elderly patsents are simalar to those wn a younger age group. The inei:
o dence rates of adverse evenis and [aboratory test abtiortnalidies are also sumslar to those seen

N YOUNZET paIens Fweldeﬁymnmdnugemumwmonuwmmm

hnlmed for a paricuiar indication

the drug,

ADVEI!SEREM,‘I’IONS .

Clinkesl

Worldwide, over 6100 paticets have been meated with In\sopruolem?hasel 3clamca! tn-
alt iivolving vanous dosages and d) of in general. TCATH

has been weill wlerated in both short-teetn and long-teem tals.
The followang adverse evemts were fepofied by the treanng Physician Lo itave & possible or

probable relstionship o drug 1 t% or more of PREVACTD-treated paussts and occurncd a1 -

2 greater raie in PREVACID-treated patiens than placebo-treated pabents:

Incidence of Possibiy or Probably
_Treatment-Reinted Adverse Events in Short-Term, Plavebo-Controlied Studies
! PREVACID | Placebo
[ tNm1asm) (NwdET}
Bod; S stem/Adverse Event 4 & %
v as hotr -
Abdominal Pan 13 -
Digestave System e
Diarrhea 24
Nausea 13

Headuhewualmwena:g:ummnI%lmdnwhnwumcmmnmplmhn The
ncidence of duarrhea was simiar betwsen paticrits wha necerved placebo and patictits whe
recerved 1% mg and 30 mg, but ugher 1n the patients who recerved lansoprazole
60 mg (2.9%. | 4%. $.2%. and 7.4%, eespectively),
mmmmlympmdpmmympmuymmmwummmg

_mumalmﬁmpym
Add ik adverse 2 10 <1% of panents or wbjeets 1n domestic wals
xre shown below, Re&rm?umhﬁufuuvmmmummngsmmem;w
marketed

Bodv as a Whole - astherua, candduss, chest pam ¢not otherwise :pec-ﬁed; edemn, fever,

flu synwdrome, halrtosis. infection (ot oatarse; C. Svsiem

- angins. axadent. b paipite

uons, shock (cuculatory fuiure), vasodihation: Dr'gmrw Qm - anorExXIA. BeLTous. car-
Lot dry moutivih iy

uenosis, esphag 3 guzs, fecsl Tlatok R
nodules/fundic gland polyps, gas d b 1
appeute, i melens. 0ot hemorhage, siomabirs, tenesiis,
ulcerative colus: Endocrine Syrrem - dusbetes meiline, porter, hyperglycemuinhypoghycema:
Henuc und Lymphater Sysiem - anewia. bemol! M N Disorders -
BouL. wesght g ¥ Svstem - anky Jorgke)
myai:u.NmSvm - gHALION. ATDOHA. ARKiety. apathy. confusion, depressioa, dizn-
hostibly aggravaied. libwdo decreased, nervocniss,
p Resp v System - lmublwr.hlut.m'hlm

by

EpIsiaRI.

vext; Sken and Appendages - m.ahpom.pnmuu mumsmm&ma blured
vmdﬂfmmmmuﬂmmmmvmﬁuuamumm
wtal System - breast tender-

:ldvuu , have been reported simoe
wummmwuuwnmmm

< 5 e b

Delayad-Relesse Capsules may be empticd into 2 small voiume of euher ofnge fuce or
fomato juice {60 ml - approximately 2 ounces), mixed briefly and swailowed mmedutely,
“To insure comptete delivery of te dose, the glass should be nased wath 1o of fire volumes.
of yurce and the contems swallowed immediately. The granules have also been shown i wtne
10 femun (Gt when exposed to apple. cranberry, grape, trange. pincapple, prune, tomato,
and V-3 vegerable jusce and siored for up 1o 30 ninuses.

For punients wik have 2 nasogasanc sube a0 place, PREVACTD Delayed-Release Capsules
can be opened and the intact granules mixed i 40 sl of appie juree and ipected through the
THSOpRENE Tube mio the stomach After admiritenng the granulcs, the nasogasine tube
should be flushed with sdditronat apple puce 1o clear the tube.

HOW SUPPLIED
PREVACTD Delzyed-Release Capsules. 15 Mg, are opaque. hard gelaun, nudumd pmk and
green with the TAP logo and “PREVACID 15" impninted on the capsules. The 30 mg are
opaque. hard gelatin, colorsd pink and Slack with the TAP logoe and PREVAC]D it
mmpronted on the capsules. They are avaulable as follows, -
NBC 0300-1541.30
Unat of use borles of 30: t5-mg capsutes
NDC 0300-1541-13 -
Bouties of 100 15-myg capules
NDC 0200-£541-19- -
Bottles of 2000~ ls-lngcapmm -
NOC 0300-1541-31  °
Unu dose-packige oﬁm—!{r«ng capsules - o
NDC 0300-3046-13
Botles of 100: 30-mg-capaules
NDC 0300:3046-19 -
Boues of 1000 :so-m; Capeuies
NDC 0300- 3046~ N -
Umtdmpnrxlpofloo'lo-mgcnpmk:
Siorage: PREVACID capsales should be stored wa nghtconum:r protected from mnumre

Store between 15°C and 30°C (S5°F and 86°F),

B oany B
US Paent Nos 4.628.096: 4.689.33): 5.013,743, 5,026,560 and 5,045,321
Manufactured for

™ :

-

TAP Pharmaceutscals fnc

Deerfiekd. Illinous S00(5-1595, US A -
by Takeda Chemmical fndnstnes Limited,
Osakn. Japan 841

ENSURE® 1 2  track of Abbott Lab
V.4® 15 2 regisicred trademark of the Campbeit Soup Company

03-5036-R 14-Rev, Maxch, 2000
© 1995-2000 TAP Pharmaceuticals inc
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el SE g ‘ . Food and Drug Administration
: ) -~ Rockville MD 20857
‘NDA 20-406/S-034 :
S RFCEIVED
~ TAP Holdings e, ' _ Nov 8 0 1399
Attention: Gary C. Magistrelli. Ph.D. -
2355 Waukegan Road REGl‘JLATOFiY‘
Deerfield. IL 60015 T s cn

— . . Dear Dr. Magistrelli: _ ' —

Please refer to your supplemental new drug application dated September 3, 1999. received
September 7, 1999, submitted under section 505(b)_ of the Federal Food. Drug, and Cosmetic Act
for Prevacid (lansoprazole) Delayed-Reiease Capsules. ) - —

This supplement proposcs the fole‘fﬁg changes: Addition of “hepatotoxicity” and a
“Postmarketing” subsectipn to the ADVERSE REACTIONS section of the package insert.

We have completed the review of this application and it is approvable. Before this application
may be approved, however, it wiil be necessary for you to submit final printed labeling revised as
follows: ,

Y PRECAUTIONS;Carcinogenesis, Mutagenesis, impairment of Fertility:

Coarrect the error in the following sentence by changmg"— “150%

“In two 24-month carcinogenicity studies, Sprague-Dawley rats were treated orally thh - -
doses of 5 to — mg/kg/day, about I to 40 times the exposure on a body surface (mg/m>)
- -basis...” -

2. ADVERSE REACTIONS:

A. Add: -

-

“Refer to Postmarketing for adverse reactions occurring since the drug was marketed”
after the sentence “Additional adverse experiences occurring in <1% of patients or
spbjects in domestic trials are shown below.”

- B. Delete: - . - -




r

__NDA 20-406/5-034- :
Page 2 L ‘ ‘ e -

Replace with:

“Ongoing Safety Surveillance: Additional adverse experiences have been reported sirnce
lansoprazole has been marketed. The majority of these cases are foreign-sourced and a
relationship to-lansoprazole has not been established. Because these eveRts were reported
voluntarily from a population-of unknown size, estimates of frequency cannot be made.

These events are listed below by COSTART body system.” —

In addition. all previous revisions as reflected in the most recently approved labeling must be
included. To facilitate review of your submission, please provide a highlighted or marked-up
copy that shows the changes that are being made. = — '

——

Please submit 20 copies of the final printed labeling ten of which are ifdividually mounted on

heavy weight paper or similar material. )

If additional information relating to the safety or effectiveness of this drug becomes available,
revision of the labeling may be required.” : '

Within 10 days after the date of this letter, You are required to amend the supplemental
application, notify us of your intent to file an amendment, or follow one of your other options
under 21 CFR 314.110.. In the absence of any. such action FDA may proceed to withdraw the
application. Any amendment should respond to all the deficiencies listed. We will not process a

partial reply as a major amendment nor will the review clock be reactivated until all deficiencies

have been addressed.

This pi'o_cl_uc;;_may be considered to be misbranded under the Federal Food, Drug. and Cosmetic
Act if it is marketed with these changes prior to approval of this supplemental application. —

If you have any questions, contact Maria R. Walsh, M.S., Project Manager. at (301) 443-8017.

— - -—

o Smcerel;, .

S/ -

-

Lilia Talarico, M.D. -
_ : . Director o
- ~  Division of Gastrointestinal-and Coagulation Drug
APPEARS THIS WAY Products - |
ON ORIGINAL - Office of Drug Evaluation Il - T
o - Center for Drug Evaluation and Research-
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TAP Holdings Inc. )
Attention: Gary C. Magistrelli, Ph.D.
2355 Waukegan Road

Deerfield, II. 60015

Dear Dr. Magistrelli: ' o
We acknowledge receipt of your labeling supplemental application submitted under section 505(b)
of the Federal Food, Drug, and Cosmetic Act for the following:

N ame of Drug Product: Prevac1d (lansoprazole) Delayed-Release Capsules
NDA Number: 20-406
Supplement Number: S-034

Date of Supplement: _Sept_ember 3,1999

Date of Receipt: Séptember 7, 1999 ‘ . . —

This supplement proposes the following changes: Additioﬁ of ‘_‘hepatot(;xicity” and :
“Postmarketing” subsection to the ADVERSE REACTIONS section of thc package insert.’

Unless we notify you within 60 days of our receipt date that the apphcanon is not sufficiently
complete to permit a substantive review, this application will be filed under section 505(b) of the
Acton November 5, 1999 in accordance with 21 CFR 314.101(a). : -—
Please cite the application mimber listed above at the top of the first page of any communications

concerning this application. " All commuriications cencerning this supplermental application should
be addressed as follows: _ .

U.S. Postal/Courier/Overnight Mail: - -

Food and Drug Administration

Center for Drug Evahiation and Research™

Division of Gastrointestinal and Coagulation Drug Products, HFD-180
Attention: Division Document Room _

5600 Fishers Lane -

Rockville, Maryland 20857 -

APPEARS THIS WAY _
ON ORIGINAL
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If you have any questions, contact me at (301) 443-8017.

Sincerely,

J—

- Maria R. Walsh, M.S. o

Regulatory Project Manager )
Division of Gastrointestinal and Coaguiation Drug
Products T
“— — T Office of Drug EvaluationIlI = -~ -
- ’ Center for Drug Evaluation and Research
—  cc
Archival NDA 20-406/8-034

HFD-180/Div. Files
HFD-180/M. Walsh

final: M. Walsh 9/1 5799___
filename:

—— SUPPLEMENT ACKNOWLEDGEMENT (AC) -

L APPEARS THIS WAY
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— NDA 20-406/SLR-034

Division of Gastrointestinal & Coagulation Drug Products

REGULATORY PROJECT MANAGER REVIEW

currently approved labeling, along with
the revisions requested in our November
22, 1999 Approvable letter.

Application Number: - _
Name of Drug: Prevacid (lansoprazole) Delayed-Release Capsules JUN 20 2000
Sponsor: TAP Pharmaceutical Products, Inc..
| Material Reviewed T
Submjésion Date: -May 10, 2000 T — -
Receipt Date: May 11, 2000 - ]
- “Background and Silmmary Descriptio_n -
-Submission _ Purpose of Submission - -~ —— ActionDate | Action
- | September 3, -] Addition of “hepatotoxicity” and a “Postmarketmg” November 22, AE
~ {1999 I subsection to the ADVERSE REACTIONS section of the 1999 :
T - - _package insert. . -
May 10, 2000 Final printed labeling (F PL) in response to our approvable i -
letter. — - -
- . Review — i
- ae submitted FPL was-compared to the | FPL Package Insert Identifier: - | Currently Approyed Package Insert_
e Identifier:

03-5036-R14-Rev. March, 2000

03-4953-R13-Rev. May, 1999
(approved July 6, 1999 in

_ - ~ Supplement (28)
The package inserts are IDENTICAL except for the following: —
Revised Section Exact Location Revised to: Recommendation
"~ | PRECAUTIONS, First sentence | Changed *— 150 in the This correction, requested in the
1 Carcinogenesis, following sentence: - November 22, 1999 approvable |-
Mutagenesis, ) “In two 24-month . letter, is ACCEPTABLE. »
Impairment of - _| carcinogenicity studies, Ca
Fertility Sprague-Dawley rats were ™
—— | treated orally with doses of 5 —
to 150 mg/kg/day...” B
ADVERSE Second sentence, Added: “Referto This addition, requested in the
- .| REACTIONS, fourth paragraph Postmarketing for adverse | November 22, 1999 approvable
Clinical . | reactions occurring since the |letter, is ACCEPTABLE.
) drug was marketed”.  _ : ]




I

NDA 20-406/5-034

° + " Revised Section

Exact Location

Revised to:

Recommendation

T ADVERSE
"REACTIONS,
Postmarketing

stand alone, second
section, first and

second paragraph

_ | thrombeotic

| disorder; Urogenital System

Added: “Ongoing Safety. .
Surveillance: additional
adverse experiences have
been reported since
lansoprazole has been
marketed. The majority of
these cases are foreign-
sourced and-a relationship to
lansoprazole has not been’
established. Because these
events were reported
voluntarily from a population
of unknown'size, estimates
of frequency cannot B¢ made.
These events are listed _
| below by COSTART body
system. .
Body as a Whole—
anaphylactoid-like reactions;
Digestive System — _
hepatotoxicity, vomiting; -
Hemic and Lymphatic System
- agranulocytosis, aplastic
anemia, hemolytic anemia,
pancytopeniz,
thrombocytopenia, and

thrombocytopenic purpura;
Special Senses — speech

— urinary retention.”

The first paragraph addition,
requested in the November 22,
1999 approvable letter, is
ACCEPTABLE.

IDENTIFIER

Below HOW
SUPPLIED section

From: _. To:
03-4953-R13- | 03-5036-R14-

This is ACCEPTABLE.

The identified labeling changes are acceptable, and an Approval leﬁer should be issued.

~ APPEARS THIS WAY

Rev.May, 1999 | Rev.March, 2000

Conclusion

ON ORIGINAL

/S/

¢ frefeo

‘Cheryl Pe )
Regulato /I§e7‘th Project IYIanager
Lilia Talarico, M.D. —
Division Director

6»20-0:;
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_  MEMORANDUM OF TELECON
DATE: November 9, 1999

APPLICATION NUMBER: NDA 20-406/SLR-034
Prevacid (lansoprazole) Delayed-Release Capsules

BETWEEN: )
Name: Gary Magistrelli, PhD, Regulatory Affairs
Phone: (847) 267-4961 ' -
Representmg: TAP Holdings Inc. T
AND ) )
Name: Maria R. Walsh, MS, Regulatory Project Manager
Division of Gastrointestinal and Coagulation Drug Products, HFD-180

SUBJECT: Proposed Labeling

BACKGROUND: NDA 20-406/S-034 was submitted on September 3, 1999 in response to our
May 28, 1999 supplement request letter. This supplement provides for the addition of
“hepatotoxicity” to the ADVERSE REACTIONS section of the package insert and the creation of
a “Postmarketing” spbsection to include adverse reactions identified after approval of the original
NDA. ’

The following revisions to the ADVERSE REACTIONS section of the labeling are proposed:

1. The words - — —_
- T were deleted from the following sentence:

o “Additional adverse experiences occurring in <1% of patients or subjects in
domestic
shown below

,.are

- -

2. _  The following subsection was added: -
Postmaketing : -
Additional adverse experiences have been reported since lansoprazole has been
marketed. The majority of these cases are foreign-sourced — .
relationship to lansoprazole. These events are listed below by COSTART body
system,

Body as a Whole - anaphylactoid-like reaction; Digestive System - hepatotoxicity,
vomiting; Hemic and Lymphatic System - agranulocytosis, aplastic anemia,

-~ hemolytic anemia, lenkopenia, neutropenia, pancytopenia, thrombocytopenia, and
thrombotic thrombocytopenic purpura; Special Senses - speech disorder;
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Urogenital System - urinary retention.

TODAY'S.CALL: I called Gary Magistrelli and asked him why deletion of ——> . was _
proposed. He relayed that in supplement 018, -which provided for the addition of postmarketing
hematological adverse events to the ADVERSE REACTIONS section (approved June 23, 1997),
the sentence in question was revised to include the term ~o— ‘because the hematological
adverse events were foreign-sourced and some may have occurred in clinical trials. However,
since the sponsor proposes relocating these events to the proposed Postmarketing section,
—————— was deleted because the adverse events remaining are from domestic trials only.

I thanked Dr. Magistrelli for this information and the call was then conchuded.

POST-CALL NO’I'E: I relayed the sponsor’s rationale for deleting === from the main
section of the ADVERSE REACTIONS section to the Medical Team Leader, Dr. Hugo Gallo-
Torres, and he agreed that the term could be deleted as proposed.

Maria R. Walsh, MS
Regulatory Project Manager

APPEARS THIS WAY
ON ORIGINAL




— Attn: Lilia_Talarico, M.D. -

Iilll TAP PHARMACEUTICAL ProDUCTS INC.

.5N-Fleian‘ve LT
Lake Forest, |L 60045 -

May 10, 2000

Document Control Room 6B-24 R
- Center for Drug Evaluation and Research
s Food and Drug Administration —
V 5600 Fishers Lane
Rockville, MD 20857 s

- Director

NDA -20-406/Suppiement-034/Amendme
FINAL PRINTED LABELING -

Dear Dr. Talarico: -

@ TAP Pharmaceutical Products Inc., submits this

o RE: PREVACID® (lansoprazole) Delayed-Release Capsules

- Division of Gastrointestinal and Coagulation Drug Products, HED-180 / o O
- V7
S P

= e

nt-002 ' -

amendment for FINAL

PRINTED LABELING to the pending labeling amendment for PREVACID.

Reference is made to the Agency's letter dated November 22, 1999, which

stated that-this labeling supplement was approvable, but that final printed -

labeling {(FPL) must be submitted prior to approval. It indicated that

“hepatotoxicity” be added, and that a “Postmar

keting” subsection tothe. . .__ .

ADVERSE REACTIONS section be added according to Agency

recommendations_defined in the approvable letter

We have revised the FPL so that it is in f?ﬂl agreement with the

LY

November 22, 1999, Agency letter,

Attachment 1 includes a copy of the Agency letter dated

November 22, 1999.7_ -

Attachment 2 includes 20 copies of the final printed labeling, ten of which

are individually mounted on heavy-weight paper

@ : | APPEARS THIS WAY o
— T ONORIGINAL - -
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-- Please contact me directly at the number listed below if additiona] — -

indemation is needed. _ .

Smcerely, — ) -

-

Gary C. Magstrellr, Ph.D. -
Associate Director, Regulatory Affairs S ST
Phone: {847) 267-4961 -
Fax: {847)-317-5795 -
- APPEARS THIS WAY
- ON ORIGINAL




