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n %} it the nusber {percentage} of sudbjects who exparisnces the event; NAE it thie number of cccurrsnces 0f THE AVERT.

Trestnent-ezesrgent edwerse sveats ihat ocourred in Tirst year o7 study negicaticn use are tsbuisted.
Prograx: K:iGeminilZa@\Prograseing)_ztinaiit_ae.ses

Frugias: ERISEL3, MANSIET, MEA1LE02

Adverse Events in Year 1 of Trestnert
Safety Fopulation

Sourca:
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7 (%} is the ramder {percentegel of sudbjects aho experienced the event; MAE i3 the number of occrurcences af the event.

Treatment-exergent adverse eveats thot ocourret in Tirst vear of Itudy medicaticn use are tsbulstec.

Prograw: K:oiRenisi\ISE\Frogreasingi_sTinnilt_as. s
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# (% iz the ruzber {percEntepe} of ubjects who Experienced The svent; MAE iz the mumber of sooscrances 9f the swent,

Ireatncnt-exesrQent sdvecse syents That eccurred in Tirst yesc of study megicsiien use are tabulazed.
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{Tortinced)

o (5} is the numbes {percentsge) o subjecis who experienceg the event; MOE is the punber of cccursences af the event.

Trestnert-ezerpent sdverse events that occurred in Pirst wear of study aediczticn uze are tabelnIeg.

Prograx: KiiEemind)IBR\Frogrammingi_sTinalit ne sas Source: me.wpt, profile.xpt
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. sCortinued)
b iz the ruzber {parcentzge} of sudjects aho sxperienced the event; MAE iz the number of ccturrences oT the ewent. .
Treatnant-ssergent sdverse avents that occurrec inm first vear of study sedicazicn use are tobuiates.
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n (%} is the naTher {percentsge) of subjects aho expeorissced the 2vent; NAE is the rumber of eccurcences of 4he =went.
Treatasnt-szecgent 2dvecse e¥ents that gccurrec in tirst year of ztudy menicaticn use Bre tabulstec.
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¢Continusd}

%Xy 15 i rayber {parcentspel of subjecks kRO axperiansed the avent; HAE iz the number of cocarrencesz of tha swent.
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Continwed)

N (%) is the nosber {percentape! of sudjects who experisnzec the svent; NAE is the nupber S? cocurrances of the eswent.

Treatnert-seergent adverse zvents that sccurrec in first yesr of stuty aedicatics: use sre fabulstes.
Progray: K:iEeminl!IBRiFrogramingi_:finelit se.ssz
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{Continued)
5 {%} iz the nuzber {percentege} of subjects ane experisnced the evert; MAE iz the number of occurcences of the event.
Treatnent-seesgent sdversze events that sccurred in Tirst veas o study medication uze are tabuiates.
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n (5F iz the nwsber {parcertagei of sudjects aho experizsced the event; MAE is toe rumber of ccourrences af She evemt.
Treatnent-znergent adverse events thet accurre¢ in first veas of vtudy medicsticn use are tsbulmted.
Progres; K:ifeninitISaiProgrameingi _zPinazit_se.sas Bource: pe.xpt, profile.xpt

174



Clinical Review

Golden, J.

NDA 21-887 submission 000
Orlistat (ALLI)

adverse Events in Year

&t Treatment

Satety Fopulaticon
Brudies: BM14T4S, RW1S:E7, KN1S302
Placsba G-iistar B0 mp tid Criistat 19D yg tid
IN=S34} iN=IES) {N=€32)
Sody Bvstenl
Frefarved Tor3 n %} HAE %) 5 (1) MALE
{...Bedy Gy5t2m Zontipuas)
NALL2 THICNEMING T4 9.2) i o ] 2 a
FAFULAR: SAZH 16 9.2) H bl 3 3 k<]
FITYRIAZIR 1 ¢ 2.5} H o a 5 E:
BEAGADES 1 { B.E} ] e 2 Led °
KT FPIMKLED 14 9.2 H ] 3 & ]
ULCEA LES 1 ¢ 9.2} 2 @ 3 [ a@
B0V A2 & WHOLE - GENERAL GISORDERS ¥RE § 19.8} 135 A% § 3.5 £ 20,53 127 4 9.7 51
ZIRAICAL PROCEDURT 32 ¢ 5.C) 38 iz 8.5 € 5.2) 7T { 4.2 23
ABTHEKRIA 21§ 3.8 2€E a4 %) [ 3] 2e 4 3.3} 23
IKCORKI& 21 € 8.8§ 2€ & { 3.8} 2 £ 2.4) % { 8.2% N
FATZSEE 5 ( D.EX € 11NN ¥ 17 [ -3 ] 18§ 2.8}% Rt:
FE¥ER 3§ 1.8 8 2R 38 2 [ 2.4 4 1.3% 12
ECERE LTy 15 & ¢ I8} 3 £ 2.3 51 1.4} L)
FAIN FUET TRAUNATID M1 <l 2¢ 11} 2 i 1.5 75 1.13 k4
TRAUA i2( 1.8% 1z ¥ §{ 0.5 1 0o1.4; £ 4 03.3% k1
AL EREIC AENTTION 8¢ 1.2} € PR 9 2 AL ¥) E{ 0.8} 5
KERVOUEHERR 1 (¢ B 3 44 2.3} 1 B 1.6% & E ¢ 0.8] 5
Jouk 2y D.EY z 4 0.5 1 2 [+] B4 0.8} 5
FATH BOCY 4 9.92 & P { G.5) 1 £ T &4 0.5) k]
BALNIRE 2 ¢ 2.3 2 [ a 3 z ¥ § 2.2y 1
ANTWal BITE 3 [ 1 2 <1 34 0.2 1
SBERABICRE 2 D.8F z g b -4 ¥4 8.2} 1
{Cortinged}
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Treatnent-exergent adysrse events thet arcurred in first wvear of study negirsficn uss Br2 tabulissed.

Pragrez: KiiGeniniif8\Programeing)_zfinel\t_ne sas

175

Bource: me.xpt, profile.sgt



Clinical Review

Golden, J. ‘
NDA 21-887 submission 000

Orlistat (ALLI)

Lgwerse Events ip Yenr 1 &7 Treatnent
Sefety Populsticn

EM14343, RNI14361, Ra8E02

Placedo : orzistat 20 np tid Orlistet S9 ¥g tie Sriistaz 130 *g tid
IN=534; iM=185) (H=828 M=ESZ}
Sody Bysteni
Frefarreg Ters - . n %% HAE S N3 KAE o %) NAE [ % RAE
{...Body Swetem Sentingesi
BREABTY PAIK FEMALE 8 ( T.8) B &4 3.5 38 2 ( 2.8 -4 412 ]
HEMIARHASIA g 1.a3% 11 2 b 2( 9.5} 2 3¢ 2
VENSTRUAL DISDADER g el I3 9 2 0.3} 2 34 &
VAGINAL HEMORAHAGE 8 4.5 & o 2 1{ 3.2 K 43 4
TaGINAL DIZCGHARGE 2 G ¢ ] k] 53 4§ 4
INTSRVERSTARSL BLEEDIRG 1§ T e} 3 - 3.8} & g { ]
VIR VOVAGENITIS 2 s 3 b 1 9.2) 5 2 2
KECPLAZK BAEAST FEMALE 2 C L3 2 1 (2.2 H g ¢ 2
FERIMERDPRUSAL ZYMIADME S ( O.B} B 2§ 1% 2 bl [ & { O.5f 3
WAGINAL WALL FRGLAPSE g ) L - 1 i @ 8§ 02.5% 3
WAGINAL DISCRITEA o [ ¥4 G.R} 1 1 ¥ 2§ o8 2
CYET EFEARRT 2K k:d € a 2 2 E{ 0.2 1
UTERIKE HEMGRIHAGE i 2 & 3 2 g ¥ { 9.2} 1
TUMOR UTZRUZ 2 e} <3 a 2 z ¥y 0.2} 1
CERYICITIR 2 154 o 2 1 ¥ § 1 9.2} 1
EFDTTING WAGINAL & =) X a 1 ¥ ¥ § 0.2} 1
HAGINAL PRTLAPZE b i & 2 1 ¥ 4 0.2 1
TUlOR BREAST 0 D& z o k] 3 =3 T4 9.2% 1
EYFORERORREES 2 c o a 3 [x3 § 4 9.2 1
MASTOFATHA D ¢ [ b 2 o 4 0.2 1
LVARI8K DIRORIER a - 23 2 3 =] ¥4 0.2} 1
BFOTTING SETWEEH WENSES & T 3 Eal bl [« g4 2.08% 1
LLOEA YARINSL a o 2] Bl 3 3 2y 0.3f 1
JCortinged)
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HEAAT AATE AKL: RHYTHY ] I.8» 3 B4 2.7} 5 1% ¢ 1.8} 18 i { 2.3 15
FSLPITATION 5 4.8 € B4 2.7} 5 (1.8 s I P 4 | 18
FAARHYTHEDA . ] o 2 2 2 { D.&) 2 4090 1
FIERILLATECN ATRIAL 2 & o D 11 2.8 3 § 4 D 1
TACHVCSRDIA 3 9.8j & <} 2 2 =] ¥4 92 1
- PARQXYCMAL SUPASNEMTRIZULAR TALHYLARDIS z 13 « bl 1¢ 2.2 3 (] 2
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< Gerrinued}y
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sdverse Events in ¥Year 1 of Treatnsnt
2afety Fopulstion
Studias: EMI1AI23, RMIAYEY, KW1<£3G2

Placeda triistat 20 my tid Driistst 52 ¥g i +ig
1K2g34) H=785) (N=5235
Sody Iystenf -
Frefesred Ters a £%1 MME S (L) R&E ki = MAE (=3 % NAE
{...Body Systen Sortimuest
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HEMENSTIEME 11 9.2 1 o 2 2 2] 2 4
THROVMBLFHLEETITIE 10 2.3 H Il g a 53 g a4
EUDCCRINE DI2DRAERS 30 1.8} & & { i.E} 2 &0 A8 3 4 4 Q.5 5
BIPOTRYROIRIZY 2 ( B8.2r 4 [<3E T 9 § 2 14 9.2} B 2§ D3 2
THYRQIDITIZ ] T s} g 1¢ 4.2} ¥ 4 9D.31 2
TUWDR THYREID 9 [+ & kil 14{ 9.8} H T ¢oa.n 1
EENSTAL JISDRIER 1 2.8 H @ k4] T D& ¥ 4] 9
TEYRITOICESIZ 2 . 1 2 2 1 ( A2 ¥ G kil
SOLTER 20 0.%; 2 i { D.5 Al 2 [} i 2
TEK IKCREALEE 20 9.3 3 T kel 2 & b a
FeFIRTHASININ Ti 2.2 ¥ Q. D © 3 & 5] 2
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FADSTATITIE 1-( S.23 T G 2 28 9.8 3 24 0.3} 2
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FAGSTATE EXLARZED 1 (6 2.2 B = a a { 9.2} Z & 9
icontinueg)
o (%} iz the rumber jparcentege) of subjects WSO BxXEErisnceg the svent; NAE is tihe nunber &f occorrences of the event.
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Saraty Fopulatior
2rugies: BM14149, MNISIET, MMI£3CR
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ZERMW [ROM REDUCED 2§ 9.8 2 [ g a T ) 2
MECFLASK 1 ¢ 9.2) H C 2 £ Q.Z2) § z{ 0.3t 2
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TASTE MEFALLID 3 { D.EY & € g 9 el & kil
TASTE BITTER LI 83} K c 9 2 4 [ K]
TASTE SMTY L 0.Z) 3 2 3 ¢ o 3
{Gentinued)
o [%; iz the rouzber {parcentage; of sEdjects wro experisnced the avent; M8E iz the number of cccurrences af e ewent.
Treatnent-szergent sdverss avents that occurres in Tirst year o9 stody mediceticn use are imbulmted.
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Stugies: EM14T43, RMI4TED, AM1202

Adverse Events in ¥ear 1 of Frestment
Zatety Fepulation

PIncEbn Sriiztar SC mg tid orlistst 69 ¥g ie gr2izter 120 $g tid
{K=5345 EN=TEE) {KW=828} {M=EER]
Body Eystemy
Pretecred Ters n %} NAE r &3] RAE n €%} MAE MEE
APFLEDATION 2ITE BISIRDERZ 9 [ e 10 9.2) & £y o0.21 1
WD BEALING IWPAIRED WITHOUT INFECTIGH Q g c D 10 B.EY T4 0.8 1
BUITE CELL AXD BER DIBCROERE & 3.8% L +i 2.0 £ + { B.E} 3 2 d
LMY RODER ENLARGEDR 3 3.8} & [+ 4 21 9.8 z & B
FLAMIE SWSLLEN Q [ Zz3 %1% 2 11 2.2 ¥ & a2
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LYMPRACENOPATHY CEYYICAL 1 3 3¢ C.5} 1 ] ] o k<]
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10.3.5 All Adverse Events; Study NM 17247

asll Summary of Adwverse Evente by Body System and Trial Treatment
Protoosl{a): HM17247 .

Analysis: SAFETY Center: ALL CEHTERS

Body Systemi PLECEBD ORLIETAT o0 mg
2dverse Event

N =195 N = 198
o, %) N, (%)

ALL BCDY BYSTEMS
Todal Prts with at Lesast cne AE 106 | 54) 137 1 70
Total Number of BEs 221 354

GASTRCINTESTIMAL DISORDERS
Total Pts With at Least cne AE sd [ 33) 112 § 87}
FATTY/OILY STCOL 5 ¢ 3} 41 | 22)
FECAL URGENCY 11 § 8) 33 1 17
FLATULENCE 2l { 113 130 7
INCEEASED DEFECATION 70 4 17 0
DECRERSED DEFECATICH 14 { 7 9 1 &)

- OILY SPOTTING - 22 1§ 11}
FLATUS WITH DISCHARGRE 3 ( 21 18 | §)
STOOLS SOFT 7 ¢ 4 11 { 6%
ARLICMIMAL DISTENSIOH 11 §{ &) 302
APDCMIWAL PATM NOS 5 { 3) 8 i 4]
APDOMIMAL PATN UFFER 6 ¢ 3} 5 { 3)
HADSEA Too4) E i 2
LIQUID STOOLS & { 3) 5 i 3}
QOILY BEVACURTICH 1 { =1} 6 ( 3}
DYEPEPSIA - 5 1 3}
FECAL INCONTIWNENCE - 6 I 3}
VOMITING HOS 3 0 2 3 ( 2%
SORE THRCAT NMOS 2 ( 13 30 2}
GAETRO-OECOPHRGEAT, REFLUX 240 1 20 1)
DLISEACSE
AEDCMINAL PATN LOWER 1 ¢ =1} 20 1)
FARCES HARD - 30 2
HAEMCREHCIDS - 2 { 1)
QESCFHAGEEL REFLUX 1§ <1} 1 (=1}
BOWEL SCQUNDS REMORMEL 1 <«1) -
DEFECATICN FREQUENCY IMNCRESEED - 1 (<l)
FARCES DISCOLOURED - 1 i <1}
GUM BPATH 1 ( <1} -
HABMATEMESIS 1 { <1} -
STOMATITIS - 1 { <1}
STQCLS WATERY - 1 (=1}

{body system continuing ...}

Percentages are baged on H. Percentages not calculated if H < 10.
Multiple ccowrrences of the same adverss event in cme individual counted cmly conos.
AE11 Q1DEC2003:-14:58:21 {1 of T)

Appears This Way
On Original
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aell Summary of Adversge Eventz2 by Body System and Trial Treatment
Protocolia): HM17247 .

Inalysis: SAFETY Center: ALL CENTERS

Body System/ PIETEET SRLTIETET &0 mg
Adverse Eweant

H = 185 N = 19
No. (%) Ho. (%)

(... body syetem continuing)
UMBILICAL HERMIA NOS - 1 ¢ <1
Total Humber of BREs 117 232

INFRECTIONS ARMD INFESTATIONS
Tstal Prte With at Lezast one AR 28 ¢ 14 42 ( 21)
UBPER EESPIRATCRY TRECT &P 3y 11 { 8}
TMFECTION HOS
HASOFHARYHGITIS 5 { 3) & [ 3)
SINUSITIE HOS 3 4{ 23 3 ({ 4)
BECMCHITIS NGS 1 §{ <1} 5 { 3}
HERPES ESIMPLEX 30 2 20 1)
URINARY TRACT INFECTION NOS 4 £ 23 1 { «1)
AASTROENTERITIE VIREL HDS 4 { 23 -
INFLUBNZA 3 { 2 -
BAR INFECTICHN NHGS 1 ( <1) 1 { <1)
PHERYNGITIS MWD& 1 ¢ =1 1 { <1}
TOOTH ABSCRSE - 2 1 1)
VIRAZL, IHNFECTICN HOS 1 ¢ =21} 1 [ <1)
CROUP IHFECTICUS - 1 (<1}
FUNGRL IWFECTIOH NDE - 1 1§ =<1}
GASTROENTERITIS NOS 10 <l)
KIDNEY INFECTICH MOS - 1§ <1}
MAEDIIDITIS ROS - 1§ <1)
QRAL IHFECTIONW MEC - 1 i =1}
QOTITIS MEDIXA HOS - 110 <1)
PHERYNGITIE STREEFTOOOCCAL - 1 (=11
SKIN PAPILLCMA - 1 0 <1}
UPPER RESFIRATORY TRECT - 10 <1}
IMFECTION VIRAL HOS
VAGINAL CRHDIDIASIS 1 § <1} -
WAGINITIS BACTERIAL NOS - 1 i <1)
Total Humber of AE= 32 L1

P=rcentages are has=d on N. Fercentages not caloculated if H « 10.
Multiples ccourrences of the same adverze event in ome indiwiduwal eocunted only cnce.
RE11 O1IDEC2002:14:58:21 (2 of T)
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a=11 Summary of Adverse Ewvents by Body Eystem and Trial Treatment
Protocolis): NMM172347

Analysisg: SBFETY Center: BLL CENTERS

Body System/S PLACEBD ORELIETAT 50 mg
Bdwverse Ewent

N = 195 H = 195
Mo, %) No. (%)

NERVCIIS SYSTEM LI SORDERS
Total Pts With at Loast cne AE 16 { 8} 14 [ F)
HEADARCHE HOS ) 5 ¢ 3 2 { B}

- DIZZIKREES (BXC VERTIEO) 2{ 1 4 { 2)
MIGRAIHNE HOS 5 ¢ 3 1 i =1)
SINUS HEADACHE 1 { =1} 2 0 1)
TASTE DISTURBRHCE 2t 1% -
2ARPAL TUNMEL SYHDERCME 1 ¢ <1} -
DIZEINESE POSTURAL 1 { <1} -
THSGHHIA NEC 1 { <1} -
PRRAESTHESIA MEC 1§ <1) -
Total Humber of &Es 19 16

MUSCULCSFELETAL, COMNECTIVE

TISSUE ANI+ BONR DISORDERS
Total Pts ¥ith at Least cne AE 12 { 6% 14 { T
MYRIGIA 3¢ 2} S0 32
BACE PAIN 20 1) 21 1
ARTHRALGI A 1 { <1} 2 [ 1)
TENDONITIS 2 ¢ 1) 110 <1}
INTERVERTEERRL LIS PROLAPSE - 201 1
MJSCLE CRAMPS 11 <1} 10 <1}
ERTHRITIS HOE RGGRAVATED 11 <1} -
MIUSCLE SPAEHS - 1 { <1}
PAIN IN LIMP 1 <1} -
PLANTAR FASCIITIS 1 ¢ =1} -
Total Humber of ARe 12 14

SEIN & SUBCUTEMECUS TISSUE

DISORCERS
Total Pra With at Least one AR 9 { 5 E i 3
DERMATITIS HOS 4 { 2% 20 1}
EC2CHYMOEIS 2( 1y 2.0 1}
DERMATITIC COHTACT 1 ¢ <1) -
INGRCYING MAIL 1 { <12 -
ROSACER 1 ¢ <1} -
URTICARIZ NOS - 1 1«1}
Total Humber of &ZEs Q =4

Fer-éntages are Fased on H. P=rcentages not calculated if N < 10.
Multiple comuwrences of the same adverss event in ome individunal counted cnly cnce.
A2FE11 O1DEC2003:14:58:21 (3 0f T

Appears This Way
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a=1ll Summary of Adverse Ewentz by Body System and Trial Treatment
Protocol{a): NM17247
Analysis: SRFETY Center: ALL CEWTERS

Body Bystem/ -~ DLACEBT CRLIETET €0 mg
Rdverse Event o
H =195 N = 19¢
Ho. (%) Moo (%)

RESTIRATORY, THORALCIC AND
MEDIASTINAL DISCROERS
Total Pts With at Least ocne 2E
STINUS COOMNGESTION
DCUSH
RACSTHMAE AGERAVATED
BSTHME MCE
MASAL HGESTION
POSTHASAL DRIE
POLMOHARY CONGESTICN
KATHCRRHOIES
Total Humber of AEs

( 4)
{1}
[
£ 1)
<1}
¢ <1}
[ <1}
{ <1}
i =<1j

00l R Wk
-
G = k] RN

INJURY AND POISCHING
Tedal Pra With at Least cme AR
ARTHROPOD BITE
JOINT SPRAIN
ABRACICH HOS
ANIMAL BITE
LACERATICH
LIGAMENT CSPRATH
MJSCLE IMJURY HOS
MUSCLE EPREIN
PERICFBITAL HEEMATCMZ
Tectal Humber of AREe

() i 4
( 1
{ «1)
I <1}

£ o=l

¢ <1) el

=1J
{ <1}
I =<1}
{ =1}
{ <1}

LI T 2 B T - A PE
-~

[ PR U R
-

w

BSYCHIATRIC DIEORDERS
Total Pte ¥ith at Ieast one AR 5 ¢
ANXIETY HEC 4 { 2}
BIPOLAR DISORDER MEC -
BRIXTEH ) -
DEPEESSICN AGGRAVATED -
DEPRESSICH WEC
MOID SWINGS
Total Humber of 3Es

<1}
P <1}
=11
=<1j
{ =1}

W R W

[ =

Percentages are Lased on N. Feroentages not calculated 1T N < 10.
Multiple occurrences of the same adwerse =vent in one indiwidnal counted omly omce.
AE11 O1DECZ003:14:58:21 4 of T)
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aell Summary of BAdverse Ewentz by Body System and Trial Treatment
Frotocolia}: HM17247
Analysiz: SAFETY Center: ALL CENTERS

Bondy Eystem, PLECEBD CRLTETRT &0 mg
Adverse Ewsnt
H =195 M = 158
Ho. %) Ho. (%)

GEMERAL DISOFDERS AND
EDMINISTRATION SITE ONMDITIONE
Total Fts With at Least one AR
CHEST FAIN MEC
INFLAMMATICH LOCALISED
INFLUBHZ: LIKE ILLNESS
LETHARGY
PAIN RHOS
PATN TRAUMA ACTIVATED
WEARNRES
Total Humber of ARs

{23
1)

-

i <l)

VW

{ <1}
i <1}

R~

<1}
{ <1}

st
i

Wi )
—_—

FEPRODUCTIVE EYSTEM AHD BRERST
DISORDERS
Total Pts With at Le=ast one &R 24¢ 1
D¥YSMENORRHOEA
BARTHOLIN'S CY¥ST -
BREAST PAIN
CERVICAL DYSPLAESIA
MEHORRHAGIA
Total Humber of ARs

3)

)
~

2

[

-

<1}
«1)

[ SN
-
“
[
=
M1 b
P

EYE DISORDERE
Total Prs With at Least ome AE
CATARACT UNILATEREL
CONJUNCTIVITIS NEC
EYE FAIN
PHOTOPHOBLA
RED EYE
VITREQUS FLOATERS
Total Humber of AEs

2)
<1}
{ <1}
=1}
<1}

1y

LI I

| s W
PR

( <11
{ =1}

)
B S S0
-

CARDIAC DISORDERS
Total Pts With at Least cne &E
CGREDRMA LOWER LIMB
Total Humber of AEs

-

<1}
<1}

b5 42
I
Lo

[

Percentagzs ares bassd on H. Percentages not calculated if W < 10.
Miultiple ocourrences of the same adverse event in cne individual counted omly once.
2AE11 Q1DEC2003:14:58:21 {5 of T)
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a=ll Summary of Adverse Eventz by Body Eystem and Trial Treatment
Protocolisl: NM17247
Analysie: SAFETY Center: ALI, CEWMTERE

Eody GCystem/ FTETEBT CRLISTAT &0 mg
Adverse Ewent
N = 195 N = 198
Ho. (%) Hs. (%)

METABOLISM AND MUTRITION

DI SORDERS
Total Pte With at Least one AE
DEHYDRATION
HYPERTRIGLYCERIDREMIZ
Tortal Number of AEs

{ <1}
{ <1}

[y
Y
ey
-
[N

HNEBOFLACMS BENIAN ANMD MALIGHANT

(INCLUDING CYSTS BERD POLYES)
Total Pts With at Least on=2 AE -
CYSET HOS -
SQUAMCTIS CRLL CARCINGMA -
Total Humber of 3Es -

[ 1)
i <1

B b S b

REHMAL SHMD URINARY DISCRDERS
Total Pta With at Least ocne &E
FLUID ERTENTION
URINETICH ABNCRMAL HOS
Total Number of AEs

{ =1 -

[y TRy
—
LY
j=
—
1

VASCULAR DISORLERS
Tockal Pta ¥ith at Le=ast cne AE
HAEMATOMA NOS
HYPERTEHNSION HOS
Total Humber of AEs

i <1}

=17

[
-
:
s
[
—
M,

BLOOCD AMND LYMFHATIC SYSTEH
DI SORDERS
Total Ptes With at Le=ast cne AR - 1 (<1}
LYMEHADENOPATHY - 1 1 <1}
Total Humber of AEz - 1

EAR AMD LAPYRINTH DISCRDERS
Total Pts ¥ith at Least one AR
LABYRINTHITIS NOS
Total Humber of AEs

{ =1y -
{ <1} -

= b

Percentages ars based on H. Percentages not calculated if H < 10. )
Multiple oocwrrences of the same adverse event in one indiwidual counted only once.
AE11 0DIDECZ2003:14:58:21 (6 of T)
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a=1l Summary of Adverse Events by Body System and Trial Treatment
Protocol{s): HM17247

Analyeig: SAFETY Center: ALL CEMTEES
Body System/ - PLACEBOD DELTSTET 60 mg
Adverss Bwvent
N = 195 N = 1%9%
Ho. (%) Ho. (%}
IFMMUNE SYSTEM DISORDERS
Total Pts With at Least one AR - 1 (0 <1)
ETLERGY AGGRAVATED - 1 i <1}
Total Number of ARs - 1
INVEETIGATIONS
Total Pte With at Least one AE - 1 0 <)
BLOOD IN ETOQL - 1 i <1}
Toctal Humber of ARa . - 1
SURSICAL AMND MEDICAL, FROCELDURES
Total Ptz With at Least one RE - 1 { <1}
POST-OPERRTIVE PATH - 1§ =1}
Total Humber of AEs - 1

Percentagzas are based on H. Percentages not caloculated {f H <7100
Multiple cccurrences of the same adverse event in cme indiwvidual ccunted only cnce.
LK1l OIDECZ2003:14:58:21 {7 of T
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10.4 Cut-offs for Marked Laboratory Abnormalities

Table 10.4.A. Cut-offs for Marked Laboratory Abnormalities

Laboratory Test Units Pooled Studies NM17247

Low High Low High
Hemoglobin g/L 100 199 110 200
Hematocrit fraction 0.30 0.60 0.36 0.60
RBC 10"°/L 3.0 8.0 3.50 5.60
WBC 10°L 3.0 20.0 3.0 18.0
Neutrophils 10°/L 1000 15000 1500
Eosinophils 10°/L 0 1.4 0 1.5
Basophils 10°/L 0 0.40 0 0.30
Monocytes 10°/L 0 2.00 0.08 2.0
Lymphocytes 10°/L 0.5 10.0 1.0 6.3
Platelets 10°L 100 700 100 700
AST (SGOT) U/L 0 150 0 50
ALT (SGPT) U/L 0 150 0 60
GGT U/L 0 152 0 120
Alkaline phosphatase U/L 0 375 0 190
Total bilirubin pmol/L 0 61.6 0 34.2
Creatinine pmol/L 0 221 0 154
BUN mmol/L 0 17.9 0 14.3
Creatine phosphokinase U/L 0 500 -—- -
Sodium mmol/L 130 150 130 150
Potassium mmol/L 3.0 6.2 3.0 6.0
Chloride mmol/L 80 120 95 115
Calcium mmol/L 1.75 2.99 2.00 2.90
Phosphorus mmol/L 0.61 2.26 0.75 1.60
Albumin g/L 20 80 27 -—-
Total protein g/L 45 100 55 87
TSH pU/mL 0 10 0 10.0

10.5 Line-by-Line Labeling Review

—
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1 EXECUTIVE SUMMARY

1.1 Recommendation on Regulatory Action

An approvable action is recommended.

This reviewer believes that NDA 21-887 is approvable when the actual use study results are
considered together with the entirety of data regarding orlistat safety and efficacy and label
comprehension. Nearly all orlistat users dosed orlistat according to label directions and followed
a diet plan, and 92% of orlistat users were overweight or obese by strict BMI criteria. Despite
poor self-selection results in the actual use study, the label comprehension study performed with
a label nearly identical to the NDA 21-887 label suggests that label warnings were understood by
more than 85% of consumers.

Consistent with recommendations from the January 23, 2006, Advisory Committee meeting,
stronger, more explicit language is needed in the Do Not Use warning for cyclosporine users.
More effective labeling language is needed to describe correct multivitamin use while using
orlistat OTC. In addition the Do Not Use if you are not overweight label element should be
tested. Following the label modifications, the final proposed label should be tested in a label
comprehension study that incorporates a self-selection process.

An addendum to this review will be added when the ODS report on the potentlal association
between orlistat use and pancreatitis is completed and reviewed.

1.2 Recommendation on Postmarketing Actions

No recommendations on postmarketing actions are appropriate at this time.

1.3 Summary of Clinical Findings

GlaxoSmithKline Consumer Healthcare, L.P. (GSKHC), submitted NDA 21-887 for orlistat 60
mg capsules to promote weight loss in overweight adults, age 18 years and older, when used
along with a reduced calorie, low-fat diet. The proposed trade name is A//i. The proposed
dosing regimen is 1 — 2 capsules (60 — 120 mg) with each fat-containing meal, up to three times
per day (TID) with a labeled six-month duration of use. Orlistat, tetrahydrolipistatin, is a
reversible pancreatic lipase inhibitor that acts by inhibiting the absorption of approximately 30%
of dietary fat. '

1.3.1 Brief Overview of Clinical Program

GSKHC submitted data from seven studies to support the safety and efficacy of orlistat OTC 60
mg as an OTC weight loss product. The safety and efficacy of orlistat 120 mg for the treatment
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of obesity and weight management was reviewed and approved in NDA 20-766 in April 1999.
Four of the currently submitted trials were submitted to NDA 20-766 but also contained 60 mg
orlistat treatment arms. Three additional studies, including the actual use study reviewed in this
document, were submitted in their entirety to NDA 21-887. Brief descriptions of these studies
are provided in the table below: ‘

Table A: Studies submitted to NDA 21-887 for orlistat OTC, 60 mg

lit:;léomple fion Type of study Role in Duration { BMI Orlistat Nul;lfber
. 2
Date/NDA # »O’IfC NDA of study | (kg/m”) | treatment subjects
NM14161 . . Placebo 212
February 1995 Weight loss study using Safetyand |5 0 130-43 | 60mg 213
N20-766 primary care providers efficacy 120 mg 210
Placebo 124
BM14150 Safety and 30 mg 122
May 1995 Dose-ranging study efficacy 6 mths | 28—-43 60 mg 123
N20-766 120 mg 120
_ 240 mg 117
BM14149 Safety and Placebo 237
February 1996 Weight loss study efﬁca}; 2 yrs 28 - 43 60 mg 239
N20-766 Y 120 mg 242
NM14302 Weight maintenance effect of P}lgcribo igg
March 1996 orlistat after 6 month period of | Safety 18 mths* | 28 — 38 £ -
N20-766 weight loss with diet alone 60 mg 17
120 mg 180
RCH-ORL-002 . . .
December 2001 Eva]‘l‘l ation o.f qulstat. tre,;cltment Safety 4 wks ko 60 mg 162
N21-887 in a “naturalistic setting”
NM17247 . . . ‘
Ocoter200y | Moty maprimary | Seeyand | g 550 | Tl | s
N21-887 5 y &
NM17285 :
October 2003 Pilot actual use study Actual use 3 mths *x 60 - 120 284
N21-887 and safety mg

*12 months of drug treatment
** These studies were intended to simulate an OTC environment; no BMI restrictions imposed.

A label development section and pivotal label comprehension study were also submitted to this
NDA. These portions of the submission are reviewed by Arlene Solbeck, M.S., interdisciplinary
scientist, and Susanna Weiss, Ph.D., behavioral scientist in separate review documents. The
orlistat OTC starter pack includes six supplementary support materials: a companion guide
(user’s guide), QuickFacts cards, a Healthy Eating Guide, a Daily Journal, a Calorie and Fat
Counter, and a Welcome Card that introduces the consumer to the behavioral support program.

These materials are included as an integral part of the Alli Weight Loss Program. These

educational support materials, while based on those used in the actual use study, were designed
by the sponsor after completion of the actual use study by Roche, Inc.

The integrated summaries of efficacy and safety submitted by the sponsor are reviewed by Dr.
Julie Golden from the Division of Metabolism and Endocrinologic Products. This document
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reviews study NM 17285, the actual use study. Comments that follow relate to findings from this
study unless otherwise specified.

1.3.2  Efficacy

The efficacy of orlistat OTC for weight loss when used in an actual use setting is reviewed in this
document based on data from study NM17285. This study was conducted by the drug innovator,
Roche, Inc.

The primary objectives of the actual use study were to: :
= evaluate the ability of consumers to correctly select or de-select orlistat for personal use
based on labeled directions
= provide initial information regarding how consumers use and dose orlistat without
physician supervision :
= evaluate the adverse event profile in an actual use setting.

Subject weight loss was not a pre-specified study endpoint. The sponsor’s secondary objectives
were to assess consumer perceptions of orlistat and evaluate the consumer educational materials
and website. The consumer educational materials included the following:

1. How to Lose Weight with Orlistat
A 12-page booklet containing information about: how to correctly use and dose orlistat,
possible side effects; who should not use orlistat; when to stop using orlistat. The booklet
encouraged eating three balanced meals a day, counting calories and fat grams, and provided
some instruction in reading a Nutritional Facts label. The booklet addressed “common
dieting pitfalls.”

2. Orlistat Food Diary: Keep track of your progress
Subjects were instructed to record foods eaten, physical activity, and to check the orlistat box
when they took an orlistat dose.

3. Fat Counter
Pocket-size Harriet Roth’s Fat Counter which contained more than 70 pages of information
on fat grams and calories for many food items with brand name comparisons.

4. Fat Wheel
A cardboard wheel that provided fat grams and portion sizes for common foods (yogurt,
eggs, soups and sauces, cheese, beef, veal and lamb, pork, chicken and turkey, fish and
shellfish, beans and peas, vegetables, fruits, breads, pasta and grains, breakfast foods, spreads
and dressings, snacks, beverages, frozen sweets, and sweets).

5. Portion Card
A two-sided laminated card with tips about portion and serving sizes.

6. Diet Success Planner
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A 27-page booklet divided into five sections that included information on setting eating and
activity goals, planning meals and food shopping lists, calories and food, healthy cooking and
snack suggestions, food exchanges and sample menus, exercise, and dining out.
This three month, actual use trial was a multi-center, pharmacy-based, open-label, three-month
trial. Eighteen pharmacies, in six geographical areas of the United States participated in the
study. Each pharmacy was equipped with a certified, calibrated scale. In-store advertising was
the primary recruitment method, but newspaper advertising was used in areas with slow
recruitment.

Eligible subjects were 18 years of age and older and able to participate in telephone follow-up
interviews. Individuals who had previously used orlistat were excluded. Recruited individuals
were allowed to participate in the self-selection decision but were not allowed to purchase if they
were allergic to orlistat, pregnant or breastfeeding, or currently treated with cyclosporine,
warfarin, or a medicine for diabetes.

The pharmacy staff followed a script, and all potential subjects were asked to review the label for
the proposed product (see section 10.4). The following self-selection question was asked:

Do you think this medication is appropriate for you to use?

Demographic information, medical history, and an objective weight measurement were collected
at the time of enrollment. Informed consent was obtained. The REALM test was administered.
The purchase decision question was then asked:

The cost of this mediation is 345 for a bottle of 90 capsules. Would you like to purchase
this medication today?

Responses and reasons were recorded. Purchasers were allowed to purchase up to three bottles
of study drug at a time but were allowed to return to the pharmacy as often as desired to purchase
more medication. Subjects who did not purchase orlistat at the time of enrollment were not
allowed to return at a later time to purchase orlistat. Each subject was required to have one
follow-up pharmacy visit at some time during the study. Therefore, there was no specified time
when a follow-up objective weight measurement was required of all study participants following
the weigh-in at enrollment. Four follow-up telephone interviews were scheduled at pre-set
intervals of 14, 30, 60, and 90 days plus an end of study telephone interview two weeks after
cessation of study drug treatment. Interview timing was allowed to vary within a ten day
window. Telephone interviews used a computer-assisted (CATI) program to prompt questions
sequentially based on answers entered. Answers were often multiple choice or best choice
answers chosen by the clinical interviewers. Verbatim answers were recorded only with regard
to some defecation pattern adverse event reports.

Study results

A total of 703 individuals was screened. Ultimately, 681 subjects were eligible for study
participation (after 22 subjects from one pharmacy site were later excluded due to protocol
violations) and participated in the self-selection decision. Of 681 cligible subjects, 79.7%

\
8
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thought that orlistat was appropriate for them to use, 7.6% thought it was not appropriate for
them to use, and 12.6% did not know or were unsure.

Self-selection Decisions

» Correct self-selection: 107 + 209 = 316
* 46.4% of all eligible subjects made a ¢orrect self-selection decision

Table B: Summary of self-selection and use decisions among actual use study

subjects with one or more labeled exclusions (N = 465)

Taking another weight loss medicine (C)

Actual Use Study Label Subjects with Appropriate
Exclusion criterion labeled ppropri: Appropriate
- .\ . self-selection -
(U = unconditional) exclusion(s) decisi use decision
(C = conditional) (N = 465) eeision
Allergic to ingredients (U) 0 N/A N/A
Taking cyclosporine (U) 2(0.3%) - 50.0% N/A
Taking warfarin (U) 14 (2.1%) 50.0% N/A
Taking diabetes medicine (U) 46 (6.8%) 34.83% N/A
Problems absorbing food (C) 12 (1.8%) 16.7% 0% (0 of 1)
Gallbladder problems (C) 25 (3.7%) 40.0% 28.6% (20f7)
High blood pressure (C) 166 (24.4%) 44.0% 38.9% (21 of 54)
High cholesterol/trigiycerides (C) 147 (21.6%) 46.3% 42.9% (21 of 49)
More than 30 pounds to lose (C) 346 (50.8%) 21.1% 23.7% (27 of 114)
On diet recommended by doctor (C) 48 (7.0%) 54.2% 50.0% (5 of 10)
33 (4.8%) 12.1% 25.0% (3 of 12)
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Table B shows the number and percentage of incorrect self-selection and use decisions for each
labeled contraindication. Overall, 465 eligible subjects had a total of 839 labeled
contraindications to use. By labeled contraindication, appropriate use decisions were made by
subjects 0 — 50% of the time depending on the particular labeled contraindication.

Subjects used orlistat for a mean of 67 days with a range of 3 — 90 days of use. Nearly all users
used an appropriate daily dose of orlistat and took the appropriate number of capsules per dose.
Ongoing use of orlistat declined throughout the study. Only 46.4% of orlistat users were still
using study drug at the Day 90 telephone interview.

Concomitant use of a multivitamin (MVI) containing fat-soluble vitamins is recommended with
orlistat use due to documented decreased absorption of vitamins D, E, and beta-carotene and
potential decreased absorption of vitamins A and K. To optimize vitamin absorption, the orlistat
label instructs consumers to take the MVI at least two hours before or two hours after their
orlistat dose. Telephone interview responses revealed that while 75 — 85% of orlistat users took
a MVI during the study, only 38% (Day 14 interview) to 53% (Day 90 interview) of orlistat users
took the MVI according to the label directions. The reason for this noncompliance is unclear.
The communication on the orlistat label may not be clear to consumers or consumers may be
confused by conflicting instructions for use on the MVI label. The orlistat labeling does not
inform consumers that instructions on the MVI label may be different in relation to timing with
food. Results from the label comprehension study suggest that 73% of subjects understood how
to use a MVI according to the orlistat label directions.

Seventy-seven to 86%.of subjects found the supplemental educational materials helpful. At the
beginning of the study, about 80% of subjects were following some kind of diet, but this
percentage declined to 61% by the end of the study. Most study subjects following a diet used a
reduced calorie and/or low-fat diet as suggested on the label. Seventy-three percent of subjects
perceived that orlistat was helpful in helping them lose weight.

The mean measured weight loss at the end of study participation was 3.3 kg based on objectively
measured weights at the pharmacy in 106 of 237 (44.7%) users who returned to the pharmacy for
a last visit as requested. Based on measured weights taken at study day 60 and beyond, 42% of
subjects lost more than 5% of their body weight; however, this figure is based on weights from
only 25% of the user population. Based on self-report at the final telephone interview, 41% of
all study subjects using orlistat lost more than 5% of their body weight, and the mean weight loss
was 4.8 kg. However, self-reported weight loss data is based only on reported weight loss for
orlistat users who actually lost weight. Data on individuals who did not lose weight or gained
weight during the study were not included in these calculations. For comparison, obese subjects
who enrolled in randomized, placebo-controlled studies and used orlistat 60 mg and 120 mg lost
an average of 4.26 kg and 4.65 kg respectively with six months of treatment; however, weight
loss above and beyond that of the placebo group averaged 2.4 — 2.8 kg. Weights during the
randomized, controlled trials were objectively measured by study personnel. In general,
individuals with higher baseline body mass indexes (BMI) lost more weight than those with
lower baseline BMIs both in controlled clinical trials and in the actual use study. The percent
body weight lost is fairly consistent across the range of BMls.

10
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The majority of subjects enrolled in the actual use study complied with dosing instructions and
most lost some weight using orlistat and the accompanying behavior support program. Correct
multivitamin use among study subjects was inadequate even though it increased from 38% to
54% over the course of the study. The low rates of correct self-selection and use decisions
among subjects with labeled exclusions is concerning. Based on LC study results that suggest
>85% comprehension on most label warning elements, this poor performance may be based on
consumer non-compliance rather than lack of comprehension. :

Study results are confounded by incomplete or inadequate objective and prospective data
collection. Some reimbursement procedures during the study and certain questions during the
telephone interview may have influenced subject behavior during the study.



1.3.3 Safety

This summary of safety data will focus on two areas: safety issues related to self-selection and
use decisions and adverse events experienced by subjects during the study.

Ninety-two percent of orlistat users were overweight or obese. No underweight individuals
enrolled in the study. Among the 18 women who were not overweight, only three had a BMI <
22 kg/m®.

Subject self-selection decisions suggest either a problem with label comprehension or extensive
disregard for label warnings. As shown in Table B above, the majority of subjects with a labeled
contraindication thought that orlistat was appropriate for them to use. Even when self-selection
and use decisions are examined for only the labeled exclusions that remain on the proposed NDA
label, correct self-selection and use decisions by subjects ranged between 0 — 50% for
unconditional exclustons and 12— 50.0% for conditional exclusions. The sponsor did not
provide data to confirm whether subjects with conditional exclusions consulted their healthcare
professional as claimed, so incorrect behavioral decisions rates could be higher.

This actual use study did not test consumer behaviors on label elements new to the NDA label.
The submitted NDA label contains the following new label communications (see section 10.5):

=  Ask before use if you have kidney stones
= Do Not Use if
@ you are not overweight
© you have problems absorbing food T ~~  — — — 1

- — D

As previously mentioned in the efficacy section, orlistat use decreases the absorption of fat
soluble vitamins A, D, E, and K and beta-carotene from the intestines. Consistent with current
prescription labeling, the proposed OTC label recommends that consumers take a daily
multivitamin (MV]) at least two hours before or two hours after orlistat while using the drug.
During the study 38 — 53% of orlistat users took the MVT according to label directions. The
potential for vitamin deficiency with consumer use for longer than the six month labeled duration
of use combined with poor compliance with correct MVI use is concerning.

The actual use study does not offer insight into consumer continuation and discontinuation
behaviors because the study did not continue beyond a 90-day drug treatment period. Subject
compliance with label communications that address duration of use were not evaluated.

No deaths occurred in the actual use study. There were six serious adverse events that occurred
in five subjects: one kidney infection, one methicillin-resistant staphylococcus aureus urinary
tract infection (MRSA UTI), one abdominal pain, one chest pain (esophageal spasm), one
spontancous abortion, and one transient ischemic attack (same subject as MRSA UTI). One case
of esophageal spasm and one case of abdominal pain in a patient with a history of chronic
anemia were considered possibly related to study drug.
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Based on orlistat’s mechanism of action, defecation pattern adverse events are expected due to
the passage of more fat in the stool. Defecation pattern adverse events included:

= oily spotting = flatus with discharge
= fecal urgency = increased defecation
= liquid stools = decreased defecation
= fecal incontinence = soft stools

= fatty/oily stool = oily evacuation

Approximately 50% of subjects experienced a defecation pattern adverse event at some time
during the study. The incidence was the same regardless of whether subjects used 60 mg or 120
mg of orlistat per dose. Sixty-five to 90% of subjects experiencing various defecation pattern
adverse events continued orlistat use without interruption. The remainder of these subjects either
interrupted or discontinued orlistat use due to these adverse events. A total of 43 subjects
(15.8% user population) discontinued orlistat treatment due to adverse events, and 21 of these
events were defecation pattern related. The other adverse events leading to discontinuation in
the other 12 subjects were: viral gastroenteritis, upper respiratory tract infections, chest pain,
fatigue, hypertension, back injury, abnormal cardiovascular function test, carpal tunnel
syndrome, and periorbital edema. The following adverse events were considered treatment-
related: upper abdominal pain (3.5%), fatigue (2.5%), headache (2.1%), dyspepsia (1.8%),
muscle cramps (1.4%), hemorrhoids (1.4%), chest pain (1.1%), constipation (1.1%), vomiting
(0.7%), and frequent bowel movements (0.7%). The overall adverse event profile among actual
use study subjects was very similar to the adverse event profile of subjects taking orlistat 60 mg
of 120 mg in randomized, controlled clinical trials.

The adverse event profile among actual use study subjects closely parallels the adverse event
profile seen among prescription users of orlistat. No new safety signals were detected, and the
adverse event profile seen among actual use study subjects does not raise safety concerns for
consumer use. However, the frequency of incorrect self-selection and use decisions by subjects
with labeled contraindications and incorrect MVI supplementation are unresolved consumer
safety concerns. Consumer behavior in an actual use study on orlistat use has not been done
using the actual label and supplemental educational materials submitted with this NDA.

A preliminary review (02/08/2006) by Cynthia Komegay, Ph.D. in the Office of Drug Safety
(ODS) suggests a possible association between orlistat use and pancreatitis when using
sibutramine as a crude comparator as well as the AERS database as a whole. Prescription
labeling and proposed OTC labeling for orlistat include a warning about cholelithiasis. A more
detailed ODS review is underway.

1.3.4  Dosing Regimen and Administration

The sponsor proposes a dosing regimen for orlistat 60 mg capsules of one to two capsules with
fat-containing meals up to three times per day. Labeling recommends starting with the lower
dose. Orlistat must be taken with meals in order to inhibit fat digestion and absorption. The
prescription dose for orlistat is 120 mg up to TID. The safety profile of orlistat is very similar at
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the 60 mg and 120 mg doses. The dosing regimen proposed is reasonable and supported by
‘dose-ranging studies submitted to NDA 20-766.

1.3.5 Drug-Drug Interactions

Orlistat treatment produces a documented decrease in the absorption of vitamins D, E, and beta-
carotene and a potential for decreased absorption of vitamins A and K. Use of orlistat within two
hours of cyclosporine dosing reduces serum levels of cyclosporine. Drug-drug interaction
studies have shown that orlistat has no effect on the pharmacokinetics and/or pharmacodynamics
of alcohol, digoxin, glyburide, nifedipine (extended release tablets), oral contraceptives,
phenytoin, pravastatin, warfarin, or metformin."!

1.3.6 Special Populations

Not applicable.

Appears This Way
On Criginal
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2 INTRODUCTION AND BACKGROUND

2.1 Product Information

On June 6, 2005, GlaxoSmithKline (GSK) Consumer Healthcare, L.P., submitted NDA 21-887
for orlistat 60 mg capsules to promote weight loss in overweight adults, age 18 years and older,
when used along with a reduced calorie, low-fat diet.” The proposed trade name is Alli. The
proposed dosing regimen is 1 — 2 capsules (60 — 120 mg) with each fat-containing meal, up to
three times per day (TID). Orlistat, tetrahydrolipistatin, is a pancreatic lipase inhibitor that acts
by inhibiting the absorption of approximately 30% of dietary fat. Three percent of the drug is
systemically absorbed, and most of the absorbed drug is rapidly metabolized to
pharmacologically inactive compounds during first pass through the entero-hepatic circulation.

Hoffmann-La Roche, Inc. first submitted an investigational new drug application (IND 31,617)
for orlistat capsules on May 13, 1988. On April 23, 1999, NDA 20-766 was approved for the
prescription-only marketing of Xenical®, orlistat 120 mg TID. A pediatric indication for
children down to the age of 12 years was approved by FDA on June 12, 2004. Xenical use is
indicated for obese patients with an initial body mass index (BMI) > 30 kg/m? or >27 kg/m” in
the presence of other risk factors (hypertension, diabetes, dyslipidemia). The product should be
used in conjunction with a reduced calorie diet, and indications for use include: obesity
management, weight loss, and weight maintenance.

On June 19, 2001, FDA received a Hoffmann-La Roche, Inc. application for IND 62,758 to
investigate the development of orlistat for OTC marketing. In September 2004, GSK acquired
ownership of IND 62,758 from Hoffmann-La Roche, Inc. GSK has right of reference to relevant
information within IND 31,617 and NDA 20-766, but the ownership of and responsibility for this
application remains with Roche. Some of the pivotal Xenical® studies conducted under IND
31,617 included 120 mg and 60 mg orlistat treatment groups.

2.2 Currently Available Treatment for Indications

FDA-approved weight loss and obesity management drug products are regulated though NDAs
for prescription products. Drugs marketed prescription-only for obesity management include
appetite suppressants and orlistat. There is an over-the- counter (OTC) drug monograph for
weight control products, but it is not yet finalized.

Phentermine hydrochloride (HCI)

Phentermine HCl is a sympathomimetic amine with amphetamine-like pharmacologic activities
- such as appetite suppression (anorexia). The primary action of this drug in treating obesity may

be a central nervous system (CNS) or metabolic effect other than appetite suppression. Adult

obese patients using dietary management lose more weight when treated with phentermine as



Clinical Review
Karen B. Feibus, M.D.
NDA 21-887, N-000
Alli (orlistat) 60 mg

opposed to placebo. The weekly difference in weight loss between treatment groups is a fraction
of a pound per week and results are inconsistent from study to study. In a weight reduction
program based on exercise, behavioral modification, and caloric restriction, physicians may use
phentermine as a short-term (a few weeks) adjunct to obesity management in patients with a
body-mass index (BMI) > 30 kg/m” or with a BMI > 27 kg/m” and other co-existing risk factors
(hyperterslsgion, diabetes, hyperlipidemia). Phentermine compounds are taken as an oral tablet or
capsule. ™

Phentermine use is contraindicated in individuals with arteriosclerosis, cardiovascular disease,
moderate to severe hypertension, hyperthyroidism, glaucoma, and known hypersensitivity or
idiosyncrasy to the sympathomimetic amines. Primary pulmonary hypertension (PPH) has
occurred in patients receiving a combination of phentermine with fenfluramine or
dexfenfluramine. There have been rare cases of PPH in patients who took phentermine alone.
Phentermine is approved as a monotherapy for obesity management and should not be combined
use with other drug products for weight loss. >’

Phentermine has the potential for abuse given its chemical and pharmacological relationship to
amphetamine. Abuse of these types of drugs may be associated with psychological dependence
and social dysfunction. Sudden cessation of use may lead to withdrawal symptoms including
extreme fatigue and mental depression.” ¢

Methamphetamine hydrochloride

Methamphetamine HCl is a sympathomimetic amine with CNS stimulant activity. Peripheral
pharmacologic actions include elevation of systolic and diastolic blood pressure and weak
bronchodilation and respiratory stimulation. The mechanism of action and magnitude of weight
loss effect are the same as that defined above for phentermine. While methamphetamine is
indicated for the treatment of obesity in conjunction with a weight reduction program in patients
refractory to other therapies, the drug carries a black box waming due to its high potential for
abuse and drug dependence. Contraindications are the same as those listed for phentermine and
also include use of a monoamine oxidase inhibitor within 14 days.>’

Sibutramine hydrochloride monohydrate

Sibutramine HC] monohydrate is a norepinephrine (NE), serotonin, and dopamine reuptake
inhibitor. The parent compound 1s metabolized to two active amines, M1 and M2. M1 and M2
both inhibit NE, serotonin, and dopamine reuptake in vivo in the human brain. Sibutramine is
indicated for the management of obesity, including weight loss and weight loss maintenance, in
conjunction with a reduced calorie diet. It is recommended for use in individuals with a BMI >
30 kg/m® or with a BMI > 27 kg/m” in the presence of other risk factors (hypertension, diabetes,
-hyperlipidemia). Use of sibutramine is contraindicated in patients:

= onaMAOI
= with uncontrolled or poorly controlled hypertension
= with cardiovascular disease, congestive heart failure, arrhythmias, or stroke
» with an eating disorder
-» taking other centrally acting appetite suppressants
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= with hypersensitivity to the drug or the inactive ingredients.

Regular blood pressure monitoring is required during use, as sibutramine use substantially
increases blood pressure. No cases of pulmonary hypertension have been reported associated
with sibutramine use. >°

Weight Control Products and OTC Marketmg

FDA recognizes weight control as an OTC indication and wetght control products have been
marketed over-the-counter. The Advanced Notice of Proposed Rulemaking (ANPR) for Weight
Control Products for Over-the-Counter Human Use was published on February 26, 1982
(47FR8466). As recommended by the National Academy of Sciences Advisory Review Panel,
two appetite suppressants were classified as Class I ingredients (GRAS/GRAE):

1. Phenylpropanolamine (PPA)
2. Benzocaine

FDA'’s Proposed Rule (Tentative Final Monograph) for Weight Control Drug Products for Over-
the-Counter Human Use was published on October 30, 1990 (55FR45788). In 2000, PPA was
voluntarily removed from OTC drug products due to an increased risk of hemorrhagic stroke
associated with use, and a Final Rule reclassifying PPA as a category Il monograph ingredient is
pending. A final rulemaking is in progress or benzocaine, which is currently Category III for
efficacy for weight control.

The ANPR required inclusion of the following labeling for oTC weight control products:

1. "This product's effectiveness is directly related to the degree to which you reduce your usual
daily food intake. Attempts at weight reduction which involve the use of this product should
be limited to periods not exceeding 3 months, because that should be enough time to
establish new eating habits."

2. Indication for use:
“for appetite control to aid weight reduction”
“an aid for effective appetite control to assist weight reduction”
‘helps curb appetite”
“appetite depressant in the treatment of obesity”
“an aid to diet control in conjunction with a physician's recommended diet”
“an aid in the control of appetite”
“helps control appetite”
“for use as an aid to diet control”
“helps you eat less, weigh less.”

At this time, there is no Final Rule.
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2.3 Availability of Proposed Active Ingredient in the United States

On April 23, 1999, FDA approved NDA 20-766, orlistat 120 mg (tetrahydrolipistatin) for the
long-term treatment of obesity in patients (ages 17 years and above) with a body mass index
(BMI) > 30 kg/m” or a BMI > 27 kg/m’ and other risk factors such as hypertension, diabetes,
and dyslipidemia. Orlistat should be used in conjunction with exercise and a reduced calorie,
-low-fat diet for weight loss, maintenance of weight loss, and prevention of weight regain.

On March 19, 2001, Hoffman — La Roche Inc. submitted a NDA supplement for the indication of
combination therapy for improvement in glycemic control in type 2 diabetics who are overweight
or obese. While statistical analyses suggested a possible modest benefit for the combined use of
orlistat with a sulfonylurea or with insulin, this benefit was not seen with metformin combination
therapy and the decreases in hemoglobin A;C levels were inconsistent and modest. (1/17/2002,
DMEP medical officer review by Joanna K. Zawadzki, M.D.) The additional proposed orlistat
indication for type 2 diabetes treatment was not approved.

FDA approved a NDA supplement for the use of orlistat in the management of obesity in
adolescent patients ages 12 years and above on December 12, 2003.

2.4 Important Issues With Pharmacologically Related Products

Orlistat is the only member of this pharmacological class of drugs.

2.5 Presubmission Regulatory Activity

On July 17,.2002, prior to GSKHC’s acquisition of IND 62,758, Hoffmann-La Roche met with
FDA for an end of phase Il meeting. As conveyed by the meeting minutes, FDA identified key
issues requiring further assessment for OTC orlistat development. GlaxoSmithKline Consumer
Healthcare, L.P. addressed these issues in their November 4, 2004, pre-NDA submission. The
following issues were discussed by GSK, the Division of Metabolic and Endocrine Products, and
the Office of Nonprescription Products at the December 8§, 2004 pre-NDA meeting. '

2.5.1 Justification for the selection of a 60 mg dose for OTC use and for keeping
the 120 mg dose prescription only

In NDA 21-887, the proposed indication for orlistat 60 mg is promote weight loss in
overweight adults when used along with a reduced calorie and low fat diet. The dose is
one to two capsules with each meal containing fat, not to exceed six capsules per day.
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2.5.2 Lack of data supporting the safety and effectiveness of orlistat in patients
without dietary or exercise counseling

The sponsor submitted results from this pilot actual use study (NM 17285) and study NM
17247 to support the safety and efficacy of orlistat in patients/consumers without dietary
or exercise counseling. Study NM 17247 was a six-month, randomized, placebo-
controlled, parallel design study in patients with BMI 25 - <28 kg/m” in a primary care
setting.

2.5.3 Number of allowable OTC treatment courses before a consumer should
consult a healthcare provider for alternative approaches to weight loss

Labeling submitted with the current NDA as supplemental educational materials suggests
that consumers may repeat the six-month course of OTC orlistat therapy if they have not
taken the drug in three months. This information does not appear in the Drug Facts label,
and there 1s no recommendation to speak to a healthcare provider prior to repeating OTC
courses of orlistat. '

2.5.4 Need for an actual use study to address the following issues:

Does it matter whether both overweight and obese consumers use OTC orlistat?
Do consumers stop using OTC orlistat after six months? '

How likely are consumers to use a MVI concomitantly with OTC orlistat
treatment?

The pilot actual use study (NM 17285) was a four month study with 90 days of treatment,
and the proposed duration of use for OTC orlistat is six months. The sponsor was
informed that in order to gather consumer behavioral information on appropriately-timed
drug discontinuation, FDA prefers to see an actual use study that lasts longer than the
product’s labeled duration of use. The sponsor was asked to demonstrate how data from
the pilot actual use study could be meaningfully extrapolated to predict consumer

. behavior at six months.

Based on the pre-NDA meeting package materials and discussion at the pre-NDA meeting, the
Agency made the following recommendations regarding the anticipated NDA submission for
OTC orlistat:

1. The standards used to evaluate and label effectiveness of OTC weight loss products
should be the same as those for prescription weight loss products. As outlined in the

1996 draft guidance, these standards include meeting one of the following two criteria:

= Demonstration that the drug effect is significantly greater than the placebo effect, and
the mean associated weight loss exceeds the mean placebo weight loss by at least 5%.
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= Demonstration that the proportion of subjects who reach and maintain a weight loss
of at least 5% of their initial body weight is significantly greater in subjects on study
drug than on placebo.

= This weight loss should be maintained over 12 months. There is no specific time
allowed for weight loss to occur.

2. Based on existing safety and efficacy data, the orlistat dose for OTC marketing can be 60
— 120 mg TID. FDA noted that previously submitted data demonstrate a 3% weight loss
overall for subjects treated with orlistat 60 mg TID among previously conducted studies
of 4 — 24 months duration. The 3% body weight loss does not meet the weight loss
criteria contained in the draft guidance cited above. There are no clear safety concerns to
prohibit the 120 mg orlistat dose from going OTC.

3. The sponsor should demonstrate that effective dietary and exercise guidance can be
provided in the OTC setting so that consumers optimize and maintain their weight loss.
The sponsor should consider conducting a longer (12 month) actual use study that
compares active treatment to placebo and enrolls a low literacy population.

4. Any label comprehension studies should be submitted with the NDA for review by the
Division of OTC Drug Products.

5. Pediatric studies should be conducted down to at least age 12 years. This population is
likely to use this product whether or not individuals meet the criteria for overweight or
obese. The 120 mg dose is approved as a prescription drug in this age group.

6. The sponsor needs to address any safety issues regarding chronic vitamin malabsorption.
Co-packaging a multivitamin with 60 mg orlistat should be considered.

7. The potential for misuse among non-overweight individuals, especially those with eating
disorders, will need to be addressed.

2.6 Other Relevant Background Information

In 1996, the Division of Metabolic and Endocrine Drug Products developed and issued a draft
Guidance for Industry on the Clinical Evaluation of Weight-Control Drugs. This document
suggests clinical trial and clinical drug development programs that could demonstrate the safety
and efficacy of drugs to reduce body fat and thereby improve health and self-esteem. A final
Guidance has not been issued, and the draft document is not available to industry.

The Guidance states that efficacy trials for proposed weight loss drug products should be
randomized, double-blind, and placebo-controlled for at least the first 12 months of the clinical
trial. Data collection under either open-label or blinded conditions should continue for 24
months. All participating study subjects should be instructed in diet, exercise, behavior
modification, and other relevant lifestyle changes. Subjects should be moderately to markedly
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obese with a BMI > 30 kg/m2 or > 27 kg/m?2 for those with co-morbid conditions. Utilization of
methods to measure percent body fat and body fat distribution is encouraged. The study
population should include minorities and members of both sexes in numbers large enough to
allow statistical evaluation under stratified conditions for these sub-groups.

Study subjects should be given a calorie-restricted or controlled diet, behavior modification, and
exercise education. In order to identify placebo responders, all subjects should utilize these
techniques during an initial six week period. Individuals who do not lose weight or individuals
who plateau are randomized to study treatment or placebo.

Results should include actual weight loss and weight loss expressed as percent of body weight or
percent of excess over ideal body weight (or BMI).

While the Guidance does not intend for the recommendations to apply to all possible weight-loss
drug product evaluations, the following two weight-loss demonstrations are presented as viable
primary efficacy outcome variables:

* Demonstration that the mean drug-associated weight loss exceeds the mean placebo-
associated weight loss by at least five percent.

* Demonstration that the proportion of subjects who reach and maintain a weight loss > 5%
of initial body weight is si gmﬁcantly greater in subjects on the proposed drug than in
those on placebo

Reviewer Comment:
» At the pre-NDA meeting (12/08/2004), the Division of Metabolic and Endocrine Products
stated that the standards used to evaluate and label effectiveness of OTC weight loss
products should be the same as those used for prescription weight loss products.

3 SIGNIFICANT FINDINGS FROM OTHER REVIEW DISCIPLINES
The safety and efficacy reviews for orlistat 60 mg, NDA 21-887, were completed by Julie

Golden, M.D. from the Division of Metabolic and Endocrine Products and can be found in the
Division Files System (DFS).

3.1 CMC (and Product Microbiology, if Applicable)

Martin Haber, PhD, from the Division of Chemistry reviewed the CMC data, and hlS review can
be found in DFS.
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3.2 Animal Pharmacology/Toxicology

The sponsor references the nonclinical pharmacology and toxicology data from NDA 20-766 and
has not submitted any new data. Fred Alavi, phannacologlst completed the PharmTox review,
and his review can be found in DFS.

4 DATA SOURCES, REVIEW STRATEGY, AND DATA INTEGRITY

4.1 Sources of Clinical Data

This review is limited to the Actual Use study (NM17285) submitted with this NDA. Submitted
labeling for the proposed product is compared to the labeling used in the Actual Use study.
Submitted efficacy and safety data from other orlistat clinical trials are reviewed by Julie
Golden, M.D., from the Division of Metabolism and Endocrinologic Products. The label
comprehension study is reviewed by Susanna Weiss, Ph.D.

This review uses data from pivotal efficacy and safety studies submitted to NDA 20-766 to
compare weight loss and adverse event profiles of subjects in the actual use study to the weight
loss and adverse events experienced by subjects in randomized, placebo-controlled trials who
received dietary counseling from a learned intermediary.

4.2 Tables of Clinical Studies
The following table lists the clinical studies included in NDA 21-887 for orlistat OTC. The

sponsor also submitted complete individual study reports for 66 competed clinical pharmacology
studies in 1438 patients

Appears This Way
On Original
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Tahle 1:
Listing of Studies to be included in OTC NDA for orlistat
Study No./
Study Role in OTC
. Type of Study - Duration | BMI Dosze
Completion : NDA )
Date
_ Piacebo
Feﬁ?:itil?gg' s Weight loss study Safety & Efficacy 2yes 28-43 60 mg
2T 120 mg
. Weight loss study Placebo
F P:MM_if : 05 GXRE Primary care Safety & Efficacy 2¥rs 30-43 80 mg
evrnary 2 providers 120mg
NMi7247 | veightloss stdym Safers & Efficace | 4 »5.0g | Placebo
October 2003 | A Primary care Safery & Efficacy mos 252 60 me
sething -
Placebo
: < 36 mg
&Z{ljgg Dose-ranging study Safety & Efficacy & mos 28-43 60 mng
< . 120 mg
240 mg
Weight maintenance
7. = £ orlistat aft Placebo
NMi430y | SHect obothtat after 30 mg
6 month period of Safery 18 mos* | 2838 =
March 1596 e g - &0 mg
wetight loss by diet S
= : 120 mg
alone
Evatuation of orlistat
RCH-ORL-602 | o .
5 in a naturalistic Supportive 4 wks *3 63 mg
December 2001 setting
417283 . .
Oiifi; %03 Pilot actual use study Supportive 3 mos ke 80 mg

*12 months of drug treatment
** These studies were intended to simulate an OTC envirctunent; no BMI restrictions were imposed.

4.3 Review Strategy

Reviewers of NDA 21-887 are as follows:

= Efficacy and safety: Julie Golden, M.D., medical officer, Division of Metabolism and

Endocrinologic Products

» Statistics: Joy Mele, statistician, Division of Metabolism and Endocrinologic Products

. Phannacology/Toxiéology: Fred Alavi, pharmacologist, Office of New Drugs

= CMC: Martin Haber, chemist, Division of Pre-marketing Assessment |
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= Biopharmacology: Hae Young Ahn, pharmacologist, Division of Clinical Pharmacology
and Biopharmaceutics 2

* Actual use study: Karen Feibus, M.D., medical officer, Division of Nonprescription
~Clinical Evaluation

= Labeling: Arlene Solbeck, M.S., interdisciplinary scientist, Division of Nonprescription
Regulatory Development

= Label Comprehension Study: Susanna Weiss, PhD, social scientist, Division of
Nonprescription Clinical Evaluation

4.4 Data Quality and Integrity

This reviewer is not aware of any audit processes performed on the applicant’s data or analyses.

4.5 Compliance with Good Clinical Practices

For the study being reviewed herein, the sponsor who conducted the study complied with good
clinical practices. '

4.6 Financial Disclosures

Please refer to the medical officer review by Julie Golden, M.D. No financial disclosures were
made specifically with regard to the actual use study.

5 CLINICAL PHARMACOLOGY

The results of the clinical pharmacology review were not available at the time this review was
completed. This review includes general information about the pharmacokinetics and
pharmacodynamics of orlistat. A more detailed review of this material can be found in the
biopharmacology review by Hae Young Ahn from the Office of Clinical Pharmacology and
Biopharmaceutics.

5.1 Pharmacokinetics

The chemical name for orlistat is tetrahydrolipistatin. Orlistat is a reversible lipase inhibitor that
covalently binds with the active serine residues of gastric and pancreatic lipases thereby
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inhibiting the hydrolysis of dietary triglycerides and the absorption of cholesterol. Orlistat
inhibits dietary fat absorption by about 30%. Ninety-seven to 99% of ingested orlistat remains
unabsorbed in the intestines and is excreted unchanged in the feces. The small amount of orlistat
that is absorbed from the gastrointestinal tract is rapidly metabolized to pharmacologically
inactive compounds during first pass through the entero-hepatic circulation. Due to orlistat’s
extremely low bioavailability, no clinically meaningful effects have resulted from orlistat’s
action on lipoprotein, hepatic, hormone-sensitive, and diacylglycerol lipases. Based on limited
data, the half-life of orlistat is approximately one to two hours.”'% !

Orlistat treatment produces a documented decrease in the absorption of vitamins A,D, E, and
beta-carotene and has the potential to decrease the absorption of vitamin K. A pharmacokinetic
study demonstrated an interaction between orlistat and the absorption of beta-carotene and
Vitamin E supplements. Concomitant administration of orlistat with a beta-carotene supplement
reduces beta-carotene absorption by 30%. Orlistat decreases the absorption of vitamin E acetate
by about 60%. Information from the integrated database for phase 111 orlistat trials, demonstrates
that subjects taking 60 mg or 120 mg of orlistat experienced a mean decrease in serum levels of
vitamins A, D, and E and beta-carotene compared to subjects taking placebo. For vitamin A
(plasma retinol), the difference between placebo and orlistat 120 mg treatment groups was not
statistically significant. Subjects taking 60 mg had a significantly lower rate of two consecutive
vitamin level measurements below the reference normal range compared to subjects taking 120
mg orlistat. At both doses, mean levels of vitamins A, D, and E, and beta-carotene remained
within the reference ranges after six months and one year of treatment.'’ As stated in the
medical officer review of orlistat safety for NDA 20-766 (by Eric Coleman, M.D.), long term
orlistat treatment does not appear to cause frank vitamin K deficiency as assessed with
prothrombin time. However, prothrombin time is not a sensitive indicator of vitamin K
deficiency and may remain normal with mild to moderate vitamin K deficiencies. Published
literature suggests that fat malabsorption is associated with vitamin K deficiency.’

Use of orlistat within two hours of cyclosporine dosing reduces serum levels of cyclosporine.

Drug-drug interaction studies have shown that orlistat has no effect on the pharmacokinetics
and/or pharmacodynamics of alcohol, digoxin, glyburide, nifedipine (extended release tablets),
oral contraceptives, phenytoin, pravastatin, warfarin, or metformin.'?

5.2 Pharmacodynamics

Alcohol does not affect the pharmacodynamics of orlistat. Please see relevant comments in
section 5.1 above.

5.3 Exposure-Response Relationships

Study BM 14150 was submitted under NDA 20-766. This study was a multicenter, placebo-
controlled, double-blind, double-dummy, parallel group trial that evaluated weight loss achieved
with the following doses of orlistat: 30 mg, 60 mg, 120 mg, and 240 mg. Weight loss achieved
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with the three higher doses of orlistat was statistically superior to placebo but the weight loss
achieved with the 240 mg dose was statistically the same as that achieved with the 120 mg dose.

6 INTEGRATED REVIEW OF EFFICACY

This review evaluates efficacy of orlistat 60 mg, 1 — 2 capsules taken up to TID with fat-
containing meals, for weight loss among subjects using the product under actual use conditions
in study NM17825. The integrated review of efficacy may be found in the medical officer
review from the Division of Metabolism and Endocrinologic Products by Julie Golden, M.D.

6.1 Indication

Orlistat OTC, 60 mg is indicated for weight loss in overweight adults when used along with a
reduced calorie and low fat diet. The proposed labeled duration of use is six months.

6.1.1 Methods

This review evaluates the efficacy of orlistat OTC 60mg over three months in an actual use
setting based on the data from study NM17285.The efficacy data submitted to support the above
indication for the proposed product is reviewed in detail by Julie Golden, M.D. from the Division
of Metabolism and Endocrinologic Products.

6.1.2 General Discussion of Endpoints

The primary efficacy endpoints for the actual use study were:
= Appropriate self-selection decision
= Appropriate use decision.
Secondary efficacy endpoints included:
* weight loss
= patterns of medicine use
= days on study medicine
= use of a multivitamin
» subjects’ use of the supplementary educational materials and their usefulness.

6.1.3 Study Design

Study NM 17825 was conducted by former-sponsor, Roche Consumer Health, Inc. and was
designed as a pilot study in preparation for a full-scale actual use study of 60 mg orlistat. Upon
study review, GlaxoSmithKline Consumer Healthcare (GSK) concluded that the study design,
sample size, and resulting data adequately addressed the primary study objectives of evaluating
consumer selection and usage behavior in the absence of a learned intermediary. GSK decided
that another actual use study was not needed to support NDA 21887 for OTC Orlistat, 60 mg.

Study Objectives
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* Primary objectives .
o To evaluate the ability of consumers to correctly select orlistat for their own use
based on labeled directions. ' '
o To provide initial information regarding how consumers use orlistat in the absence of
physician supervision, especially in terms of product dosing.

= Secondary objectives
s Assess consumer perceptions of orlistat under actual use conditions.
s Assess the consumer educational materials and website.

This three month, pilot actual use trial was a multi-center, pharmacy-based, open-label, three-
month trial. Eighteen pharmacies, in six geographical areas of the United States (AZ, CA, MD,
MN, MO, UT), participated in the study. Each pharmacy was equipped with a certified,
calibrated scale. In-store advertising was the primary recruitment method. One poster and easel,
and one counter-sized sign were provided to each pharmacy site. During the study, recruitment
numbers were too low at seven pharmacy sttes. In these areas, advertisements containing the
same information as on the signs were placed in local newspapers to accelerate recruitment at
these sites. The ads were run for at least two weeks.

The advertising materials targeted mildly to moderately overweight individuals without defining
mildly to moderately overweight. In addition, the materials stated:

Enrollment in the study will take approximately 20 minutes and you will be compensated
Jfor your time. '

Reviewer comment:

1. Subject compensation is often used as a recruitment tool in clinical studies.
Compensation can create study population and data biases. In this actual use study,
compensation during the study may have influenced subjects’ use behaviors, such as time
of discontinuation.

Inclusion criteria
= 18 years of age and older
= Self-selected into the study
= Gives written consent to participate
= Able and available to participate in telephone follow-up interviews

Exclusion criteria
= Participated in previously conducted orlistat label comprehension studies
= Allergic to orlistat or one of its ingredients
=  Previously on orlistat 120 mg (Xenical®)
= Currently treated with medication for diabetes
= Currently treated with warfarin
= Currently treated with cyclosporine
= Pregnant or breast-feeding.
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Enrollment Procedures

1. First encounter '
A pharmacist at each participating pharmacy served as the principal investigator for the study
site. Study personnel were given a script and instructed to state only the following
information to all who inquired about the study:

*  Our pharmacy is part of a national research study for a weight loss drug.

= You must be at least 18 years of age to be a part of the study.

= If you wish to participate, you will need to spend about 15 — 20 minutes with the
pharmacy staff today.

=  You will have a chance to look at the medicine and decide if you wish to participate.

*  You are free to end your participation at any time.

= All information you provide to us is confidential.

2. Self-selection :
Study personnel gave the orhstat package to the subject and said, “Imagine you are in a store
and this is a new over-the-counter medicine. You can take as much time as you need to look
at the packagmg Let me know when you are f nished.”

The front of the orlistat package box displayed the name of the product and a list of the
materials in the package, including the study drug. The back of the box displayed the Drug
Facts Label.

When the subject finished examining the orlistat package, study personnel asked, “Do you
think this medication is appropriate for you to use?” The subject’s responses were recorded.

Regardless of self-selection response, study personnel collected basic demographic
information from and administered the Rapid Assessment of Adult Literacy in Medicine
(REALM) test to all subjects In addition, each subject completed an eight page health
survey. No informed consent procedure occurred at this time.

Reviewer comment:
1. A general informed consent should have been obtained prior to requesting basic
demographic information and completion of the health survey.

2. The sponsor states that training of principal investigators was done during an
investigator meeting and during individual site initiation meetings that were conducted
before the study began. Study pharmacy staff training occurred at the on-site pharmacy
training only. This training included instruction on administration of the REALM test
with verbal instruction and role play practice.

3. Purchase decision
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‘Once the above information was collected, study personnel asked each subject the following
question, “The cost of this medication is $45 for a bottle of 90 capsules. Would you like to
purchase the medication today?” Responses were recorded including reasons why subjects
did not want to purchase the study drug or were undecided about whether to purchase.

Reviewer comment:
1. This reviewer is concerned that the cost of 345 to 890 per month to use this medicine may
have significantly affected the demographics of subjects who purchased study drug.
While this might reflect true consumer behavior after marketing, it may prevent a
thorough assessment of consumer behavior among all potential users.

4. Informed consent and final enrollment procedures
Subjects who expressed a desire to purchase orlistat underwent informed consent with the
pharmacist. Those who did not give informed consent were measured for height and weight
and were compensated $20 for their time and concluded their participation.

Inclusion and exclusion criteria were applied to subjects who gave informed consent.
Subjects who met exclusion criteria or did not meet inclusion criteria concluded their
participation in the study after measurements for height and weight were collected, and they
received $20 compensation.

Subjects who met inclusion and exclusion criteria provided personal contact information and
contact information for a person who did not live with the subject but would know how to
contact the subject. Height and weight measurements were collected, drug was purchased
(up to three packages) and the study participant was compensated $20 for his or her time.

Weights were assessed in the pharmacy using standardized, calibrated scales. Weight loss
was measured and recorded in whole pounds. Before measuring the subject, subjects were
asked to empty their pockets and remove jackets, sweaters, and shoes.

Reviewer Comment:
1. Study personnel were instructed to have subjects empty their pockets and remove any
Jjackets, sweaters, and shoes prior to being weighed at each pharmacy visit.

2. Comparing the flow chart summary of the pharmacy enrollment procedure, depicted
below, and the sponsor’s written description of the procedure, it is not clear whether
subjects’ heights and weights were measured before or after answering the purchase

decision question.

Figure 1 depicts a flow chart summary of the pharmacy enrollment procedure.
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Figure 1:
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Actual Use Study Procedures
1. Return visits
Subjects were allowed to purchase up to three packages at any one time and could return to
-the pharmacy as often as desired to purchase additional medication. Each time a subject
returned to the pharmacy, a weight was measured on a calibrated scale and recorded on a
case report form. Any adverse events spontaneously reported by subjects during pharmacy
visits were also recorded on case report forms and faxed immediately to PEGUS research for
follow-up by clinical staff.

The study protocol required that subjects participate in at least one pharmacy visit after
enrollment. Investigators told subjects to return to the pharmacy at the end of their study
participation and to bring the medication packaging, whether empty or not. This instruction
was also included in the informed consent.

Reviewer comment:
1. The return visit form for pharmacy visits instructed pharmacy staff to count the study
medication and enter the number of bottles and pills being returned The subject was
allowed to keep any medication they had purchased.

2. Adverse event reporting was subject driven. The mentioned event was described on the
return visit form. Subjects were asked whether they adjusted their use of the study drug
due to the adverse event, whether the event was treated, and when the event resolved.
Space was provided for study personnel to record subject comments.

2. Discontinuation from study

A final telephone interview was conducted any time a subject expressed an intent to end
participation or stop using the study medication. Information collected during the final
telephone interview included:

= Reasons subjects elected to use the medications they did

» Reasons why subjects may have elected to stop using the medication

» Subjects’ insights and perceptions about the medication, their experience in the study,

educational materials, the website, etc.

A clinical interviewer made a final follow-up telephone call two weeks later. Subjects were
instructed to return all unused study medication to the pharmacy. Study participants who
became pregnant during the study were instructed to stop using the test drug and immediately
inform the investigator. All pregnancies were reported to PEGUS research within 24 hours.
Pregnant patients were monitored until the end of pregnancy.

3. Data collection
Follow-up information was collected through telephone interviews scheduled 14, 30, 60, and
90 days after study. Each interview had a 10-day window for completion. During each
interview window, at least eight calls were attempted before a subject was declared as
“unable to contact” for that interview window. All subjects remained in the database and
were called during the next interview window.
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The call schedule was managed with computer assisted telephone interviewing (CATI)
software. This software randomly scheduled calls to subjects according to established calling
rules, kept track of call attempts and outcomes, and allowed callbacks to be scheduled at
specific times. The CATI software accommodated all question types including open-ended,
single choice, multiple select, and responses with dates and digits. The software guided the
trained clinicians through the interview. Most of the interview questions were standardized
and were displayed sequentially on the computer screen. Depending on the answer to one
question, the next appropriate question would appear. The interviewer entered the subjects’
responses directly into an electronic database. For open-ended or multiple selection
questions, responses were recorded verbatim; however for questions requiring a yes/no
response, the clinical interviewer may have summarized the subjects’ response into a yes or
no response.

Appendix 10.1 contains a complete list of CATI interview questions. The following list of
questions and topics focuses on key communications during the follow-up telephone
interviews:
= Was the subject using or did the subject plan to use the orlistat?
= Did the subject intend to start using the medicine? (A callback was set for this date
and the subject was told that a follow-up call would be make to see if they started the
medicine)
= Had the subject contacted a healthcare professional since enrollment in the study? If
so, what was discussed? What was the name of the healthcare professional? No

further contact information was obtained.

= Questions about use of the label, understanding the label and use of support materials
provided.

* Questions about patterns of orlistat use: number of capsules per day, number of
capsules per dose, doses per day, taken with meals? Were there times and reasons
that the subject did not use or used a different amount of the medicine?

* Questions about multivitamin use and timing with orlistat.

= Questions about diet and exercise.

* Questions about discomforts, changes in health status (including pregnancy), hospital
visits, and new medications or dietary supplements since starting orlistat.

* Questions about weight loss while using orlistat and satisfaction with the medicine.

= Questions about current and future orlistat use: Are you still using the study
medicine? What was the last date you used the medicine? Do you plan to use it
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again? When do you plan on using it again? (Nurse uses judgment to classify answer
as will use again within 3 months of enrollment, after more than 3 months since
enrollment, or don’t know).

The End-of-Study Questions were asked at the post-treatment telephone interview, which
was conducted approximately two weeks after a subject stopped using orlistat. The main
objective of this interview was to acquire adverse event data including resolution of
reported events or new events that had occurred since the last interview. The following
topics and questions were asked at the End of Study telephone interview:

* Questions about whether subjects thought that orlistat was effective in helping them
lose weight and whether they would purchase the drug again.

* Questions about whether subjects consulted their doctor regarding a labeled
contraindication. If so, what was discussed. If not, then why.

* Many detailed questions about diet followed, reading nutritional labels, reducing fat
in diet, target calories, understanding how to calculate calorie and fat information

= Questions about reasons for exercising and typical exercise done.
= Questions about use of the support materials and the website and their usefulness.

= Open-ended solicitation of other comments about the study, the medicine, or general
comments.

In response to a FDA request for further information, the sponsor stated that the subject food
diary was included as an educational tool in the weight loss program and was not intended for
inclusion in data analysis. Therefore the diaries were not collected or reviewed.

Reviewer comment:

1.

The study materials included a food diary and a place to check off when medication was
taken. There was no designated place to record taking a multivitamin. Because the
sponsor’s. product and labeling encourage subjects to keep a diary, the diary becomes a
more “naturalistic” tool. Consumers should be encouraged to keep a record of
multivitamin use, because this might reinforce compliance with this labeled direction. It
would have been useful for study subjects to record adverse events and use of a
multivitamin in the diary.. Telephone interviews occurred two to four weeks apart and
without a written record, subjects’ recall may have been biased.

The ten day window for completing follow-up telephone interviews is large. Given the
wide variety of information collected during these interviews, it is difficult to know how
the variability in time of data collection compared with the duration of drug use might
confound certain comparisons. For example, the incidence of bowel-related adverse
events may be different on Day 14 and Day 24 of drug use. The sponsor does not make it
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