2330L3™ 2013 Lo39oE0bm 35dmyqbgdols 0bLE®MWIzos

Ro — 053040 3obogs/Kadeyla
35boEs®

AOLGHMDMBsd0 gdmsbHobo

1. S0f9M0EMdS

1.1 361935053 0L 00933040/ B5MB53MH0IM0 XYMBO
2bGolbgmEols 306000900 3630bgm3sliGowmcmo/lodlogbols

LoHobssBYy™ 36935M53)0.

ATC 3meo: LOIXC14

1.2 MBoMIOOL BMOIS

306396@®s30bL LEGHIMOW MO Bb3bowo LsobRBoM blbsMrOL FMLETBIWVIdWS.
1.3 3993560L 3M®Is

0b3M539660.

1.4 U3H9IM0Md/M50M3dBH0MOo damdstrgmds

LEGHIOOWMO0S

1.5 bsMoLbMIM030 O MoMEYbmMdMOZ0 Jgd5009beMds

3IHO0LIH0 6030009(5985: BHOOLEHHYT00 9dMbBobO

©2b0H980b 3HF980:

100 3y-0560 9MHPX GO0 259myqbgdol 3mb396GH®SEGHOL Ferszmbo 5 den 20 dp/dcw
306396@®s3ool  GHEOLGHMBMBD  9gdmsbBobols LoobgmBom  blbstols
9b53boYOWS.

160 9y-0560 gmOX G5O 259myqbgdol 3mb3zabEHMsG0L Bws3zmbo 8 A 20 Tp /0w
3Mb639bBH®s3ool  GHEsLEGHMHMID  9gdmbBobol  Loobgmbom  blbsGol
9bsIDoYIWS.

2. 3006037960 dsbsliosmgdegdo
2.1 09Ms30meo h39690
dmdmls 300

d195U3s batro d=d-ylb 30802 (MBC)

39LoS dMbmmgMsdool Lasboom BsB3969305 HERZ2-0090000 5G10609Bgd300
WMISMYOHIO 393039 gdgo 56 g@oLGIbMo  dmdml  30dml O™
AOLGHYBMV0D s Hogboboo 6593Mbswgd 353096¢9d0.

2.2 ©MbB0oMYds s Jomgdol Holso

3619356M5@gd0L 509308 053090  SLOEOMGOIMO® s ILYM{IMBIdS©, BT
3099690 GHOoLGHMHBsd §INIBEBOBL s M5 BHOILEHM BB, 360dzbgemgzs60s
369350530L  §oMfgmol 890mfagds  REs3mbby.

39LOOL A53mYy9bgds Jglodegdgeros dbmerm@ Mb3memyol dgm35egm@gmdols
J398.

3obos 25dm0yg4qbgds Lodbogbol HERZ-sgdomo  LEs@wlbol d9dmbgggsdo,
HIgeog obLabwgmMEos 03bm3obEmjodom®mo (IHC) 3+ Jmwom sb in situ

1
030L@™ 2013



2330L3™ 2013 Lo39oE0bm 35dmyqbgdols 0bLE®MWIzos
Ro — 053040 3obogs/Kadeyla

300M0obogool  (ISH)  osbsgsmomdoom  >2.0 39¢00Q0M0  EgbBgool
L5395 gd0m.

00MmMA0)MH0 B5TgEOE0bM 36935M5@0L Bo35FMM ILIBYgds F39x30Mm© b
0ymb 99oboero 353096EH0L obEmEMosdo.

369356M53HoL  dga3ms  Lbgs  domemyommo  bsdgoEobm  30M9g35MsEH0m
d9L5dgdqE0s 83MMbIE 9J0dmsb Fgmsbbdgdom.

065396600 35LoOL blbsMo s LYobZMBom blbstro Mbs dmIBsEIL
Lod90E0bm 3gMlimbserol dogh s dgyzsbowo 0dbsl 0bgybool Labom. (ob.
J2902530 4. 2 350996980, da3yc0280bs @5 3sbs0g 16980l 0bbHGHw)530980). 56
3900905 369350530L 06@®5396996M5 LHOIRI 96 dmEmlioo Tgy3zsbs.

8993560 Udlgds

39LoOL  693md9boMmadMmo  Embss - 3.6 /3y, OMIgoi  Foowgds
0635396960 06g3mBool bLabom gmgzggar 3 33060580 9OHPbYW (21 EEosbo 3o3wo)
553500900l 3OHMYMHILOMGOOL 56 LYBMOMDMWO BHMJLOMOMBOL Fob3z0ms6gd59Y.

Uofiyobo mbBs F9g3gogm 90 for-ob 256353¢Md580. s30Wgdgos 3530963 by
533063905 063700l @OHML s 0bgMHBool EILOMEGd0oEIL L dzomg 90
Poo-ol  gobBogemdsdo - 3bgwgdol, d9d;3036900L 56 06531 B0sLmsb
53539069390 Bbgs M95d30900L Tgbodem 256300056930L AodM. 51939 LyFoMMS
36193565@0L  89y3960lL 39MH0om©do 0bxzmHBool Josdml 3306393, 356439305
06830 EMoGOL  Fgloderm  2obg0maMgdol aodm. (0b. 290530 2.3.1 bemgso,
356b539000%989¢00 800000098980, 976HP335YSG0S).

$obs 06537 HB0gdoL 3909 oIEbOL gdmbggzsdo, 3obosl 89dga0 MmbBOl
d9y3565 990degds 30 fmool 256353crmdsdo @ 3530963 Bg 33063905 Mbos
dmbgll 0689BooL 3gM0om©Io s oL HMH3MGO0E Ly d306g 30 for-ol
3968530 Mdsd0.

06839B0sLmsb ©s3938060930 Bod3EHMIGOoL Qodm3zEgbols dgdmbggzsdo Mbs
990909L  3oLOoSL 0bgybos b F9doM©gl dobo  0bgmbool Lobdomy. (ob.
J2900530 2.3.1 brgoo, 3sbbsz0m9829¢r0  30000098980). LoEmEbEroLsmM3z0L
bsdodo LoA3BHMIGOOL godM3zWgbols Jgdmbgzgzsdo Mbs gyl 3sLOWSMO
939960bsMds.

@Yol 533056905 5b 3s9mB™3985

39399960 MDBOL godmEGHM3900L 9dmbggz5d0 360935650 d0Mgdwo MbEs 0gml
@53 9godegds oy by @dgwmEgdom 89900y BRI 303D
93990b5¢omdol bgds Mbs Fgagl obg, GMI 3M9g3sMEHOL 0bxzmHos dmbgl
gmgzger 3 33060530 gOmbgw. 0b6gboos bs ho@oMgl 0d LobJsMom, Mmool
90050053 353096G0L 58@SDbMdS Jo61Q00.

@2bols dmponosao980

LOI3GHMIMNMO  39OPOMO  FMZWgbgdol ToMM3zs  Fgodegds  FMOMBM3IL
39LOOL  EMHMgdom  T9Hy39@oL, dol FJmblbsl 96 MBolL Fgdzocmgdsl 0d
9303960530900l Jobgz00, HMIgEog dmEgdeos bMowgddo 1-5.

2
030L@™ 2013



2330L3™ 2013
Ro — 053040

Lo39oE0bm 35dmyqbgdols 0bLE®MWIzos
3obogs/Kadeyla

39LOSL  EMmBoL sBMEs dobo EmBol FgdzoMgdol 8gday 9O  sGOL

6933960Mm0Yo.
gbooo 1 mbol 8993060900 bidnds
MbBol d909:306900L ggds MHo
Lohgollo MBS 3.6 dp/33
@MHBoL 300390 903060905 3 3y/32
©@MHBoL JgmMgo 9993060905 2.4 9p/32
MmBobL 999amdo 893:3060900L IMmmMbm3bs 931Mbscmdol 99%y393°

3bM0oo 2 mBoL IME0x03530900L M9303960530900 GMbLsT0bsBIdOL
(AST/ALT) 85@9d0L co®mls

(0b. 43900530 2.3.1 Brgso, 356Us3290(98-9¢0 80030098980,

3935¢32h27borH85.)

boGolbo 2 boGolbo 3 bostobbo 4
(>2.5-<5xULN) (>5-<20x ULN) (> 20 x ULN)
939960b5¢Mds 03039 CMDom | 56 BYdS 35LOESL 3obosl 909393

900905 35659, LbsA
AST/ALT 56 500900 <2
bs®olbsdg s 99909
939960650 Mmd0L 2o65begds
1 890306900 mbBom.

ALT = 5¢05606@®sbbg3gma®s; AST = sb3oGHoG®MobLRIMsBs; ULN = 6m®dol bgos bmgzsto

gbMowo 3 ©MBoL 3MmE0x035300L Mg3mIgbs3gngdo
3039Md00myd0bgdools (AST/ALT) co®ml
(0b. grgosg0 2.3.1 Beagso, 356bs390(9829¢0 80000098980,

39359 fbory5285.)
bsGolbo 2 bsGolbo 3 bsGolbo 4
(>1.5-<3xULN) (>3 -<10x ULN) (> 10 x ULN)
56 BB 35LOEISL Jogds | 96 bgds 3oLOSL 3obosb 99093960
05650, Lobsd  Logom 300905 85650, Lobsad
00063060 56 5©0AJ0s < | BogMM dBOWOMHMBOBO 56
1 bs6roLbsdyg s 999y 50905 <1 bseobbody
939960650 Mmd0L 2565begds 5 9990092 9329Obsermdob
093039 MHBO. 3obobengds 1
3993060909900 OMHOm.

030L@™ 2013




2330L3™ 2013
Ro — 053040

Lo39oE0bm 35dmyqbgdols 0bLE®MWIzos
3obogs/Kadeyla

gb®oo 4 EMBoL dMmE0R035300L M93mIghEI30900 MOHMIdMFOGHM39bool

O
(0b. grgos30 2.3.1 beagso, 3s6bs390(9829¢0 80000098980,
O8I0 390005)
bsGolbo 3 bsGobbo 4
25,000 - < 50,000/88° < 25,000/808°

56 bgds 35LOMSL doMgds 35650,
L5653 MOMIMF0EH™M3Y005 56 5YJdS
<1 bsGolbsdog (= 75,000/88°%) s
3990099 83990bsMmdoL 2565begds
09039 ©MHBO.

56 bgds 39LOWSL 30wgds 3sbsT,
Lobsd OMIMF0GH™M3G605 56 50YJdS
<1 bs@olbsdoy (= 75,000/08%) s
9990092 93990bsemdolL Qobsbargds 1
Mmbom 993060900 EMbBom.

gbMoo 5  ©mBol ImEox03530s FsMEbgbs 3sM3Fol olyMbizool MMl
(0b. grgorsg0 2.3.1 Beagso, 3o6bs31009829¢0 800000098980, Fst36965

339379306 0obRe1bi09)
bod3Bmdneo | LVEF <40% | LVEF 40% - LVEF 40% - LVEF > 45%
310l <45% > <45% o
392990900000 999306905 > 3993060900 <
©130560LMdS 10% Bofyol 10% Uofyol
CHF 358396989 ms6 | 858396909056
39056900m 39056980m
3obosl 3obosl 3obosl 393Md9wgls <bgos
9909393 doemqdob doemqodobl Jobosl 393Md9qls
d9h9M9ds. d9h9M9ds. doqdo. Jobosl
LVEF 3009ds.
LVEF LVEF 3963mGqd00m
2963mMgd00m | 3563mG9dom B9735b9d5 3
39935900 3 39935900 3 330600
330600 3306000 890093 | 39800,
d90009. oo | oo LVEF
LVEF <40%, | Lafigoll
olgg LobgBgs, | 853969096
mbgoo 390569800 56
39yl 3obOOws
3Jobosl 10%-o0 bos
do@gdd d9figogl
Jobo)s

030L@™ 2013




2330L3™ 2013 Lo39oE0bm 35dmyqbgdols 0bLE®MWIzos
Ro — 053040 3obogs/Kadeyla

221 @MBoMgdolL B3gEosmmmo oblig®mdzogdo

bsbgos bdeemo 35509609900

39LOOL EMDBOL 3m6M9]3H0MGdS 56 BMOoMbM3gds 65 fferol s FgBHo sbszol
35309649000. (0b. 2902530 2.4.4 3592996985 39(05HEG0ST0).

85303960

39LOOL 9839JGIOMBS O MLBOBOMbMYds 853839000 TGLFOZOO 56 SGOU.
00620¢70L 930560685

0060300l Abdgdo 96 DBmBogmo M385MmOLMdOL OML  35LoOL  bsfgobo
©@MbBoL  3mOHgIBHoMgds 9O 5oL LoFodOm  (0b. 3.2.5  Bomds3023069(9035
356b33290069829¢n  302399¢05309000). 000300l  3d0dg  30560LMdOL  EOML
39LOOL EMBOL  3MMYIEBH0MIOOL LsFoOMGds Tmbo3zgdgdol LodEoMol Asdm
d9LHog oo 56 SGHOU.

@300dcmols 9305650bmds

39LOOL  9x39dGHWOMBS 5 MLIFOMbMGds ©30dw0ol  )3d5MHOLMBdOL  OHMUL
d9LPHogoo 56 SMHOU.

2.3 fobsomdgaBzgbgdgdo

Jobos  §obssmdgabsh3zgbgdos  Jobosl 96 dobo  Jgdopgbgero
30336963 9gd0L 080 8MBoGgdIeo daMdbmdgumdol M.

2.4 Logmmbogng s 396L53MmmEmYdMeEo 80000 d9d0

24.1 BMyo©0

39Losmo  3379Mb5CPMBOLIMZOL  OILEHMJIMYo Mbs 0gmb Lodlogbols
HER2-0050930m0 LEos@«lo, Mobo 899359053 begds HERZ ool 3mads@gdwgero
99b3MgLoom 56 gqbols 83 oBoIsEO00m.

319@3mbyHo GmglorOhmds

3PQLOEsDBY Boha®IdYE 300b036 33wg39880 sBoJLOOIRYWOS Fow 3ol
063gOLEAOE0ME0 ©9350900L  (ILD) 89dmbgggqdo, Gmammogss: 36930mbo@o,
o3 BMYXIOH O Yds (3939 MJL30MIEGMOMWO OLEBHMIL Lob®OMIom 6
@9IAOYOHO 353b3om. ( 0b. 2.5 sHsbsbem39¢m0 3390000 Jm3¢v96980). ILD
60369d05: Jndobo, Immgbmowrmds, bggws s 06530 EHMoGJd0 GowEzdo.

ILD 56 36930bo@0ol ©0sabmli¢o®mgdols d90mbggzsdo 3obowsmo 3390bsenmds
LodMsdmE Mbs dgfiygl.

Lodbogboom @y  MbIBWGdIO  s935JOYJO0  JsIM{I3gEo  ImMUgz9xbgdom
9aM3oMmgmdsdo Jmdobol O™l  35Lowrsmo  339MbsEPMBOLLL  5©00bodbgds
399 dMbmE0 25693930l IndsEgdeo Molgo.

39353MGHMJLoOMds
39LoOBY  BoBoMmgden  30bo3Me 3300939000  499Mm3w0bs  3MY35M5EH 0L
39353MGMJLoMOMdS,  OHMIYEoE d0MOMII  3¢0bIdM. dMo@do

A®bLsT0bsBYOOL  3MBEIBEGHMOE00L  sSLod3GHMIMMo  Fo@gdom (1-4 bsdolbols
G®5bLs30b0BHO) (0b. 3900530 2.6 5GsbsLLYG9¢0 339600000  Fr3096980).

5
030L@™ 2013



2330L3™ 2013 Lo39oE0bm 35dmyqbgdols 0bLE®MWIzos
Ro — 053040 3obogs/Kadeyla

A®bLT0bsBYOOL FoEgds JOMOMOOIE A3MPHT35¢0 BOLOSMOL 0gMm, Y39w sty
domoo 95639690¢gd0 500b08bgdms 3399MbsmdoL d9-8 gl s F90ma
096530LL F9damd (303085 d3060©Jds 1 bo®olbsdg. 1939, Podmzobos
39LOOL 39999 S30M0 9BIJAHO GHEBLT0bIBYODY. MIgBHIL Tgdmbggzsdo,
A63bLT0bSBYdOL FMToBHGdMwo Bsb3969dwgd0 Ix0dgEGdM®S 1 BoMolbsdoy
36 MdOMBYdM©s BMEMTSL  35LOESL dMEMm EMBOL Jogdosh 30 ol
3963530 Md530. 35LOEISDY BoBHIMIOME 3e0boldMM 331930030 ©IBOJLOMS©
LYOOMBNYWO  3935GHMOOE0SOMWO  EIMM393900, Toom  JmOob 03000l
3396dm3060  M99bgMozomo  3039MH3wsbos (NRH), bmgogmo 8gdmbgzsdo
5200 3Jmbs RoBOE® go8mbogsels, ®MIgwroa 399m)39mwo ogm Fsdwoom
0bmMEoMgdMmo  ©30dwoll  sB0sbgdom.  TgLodegdgwos,  sOfigMowo
d900b39300L OML 3560339290 MO 00535391 096TbEGdTS 953500 9d90TS
/956 3563bergdds 8903599639035, HMIWGIMsE JooBbosm 3g3s@mdBHmborMo

9dmgdg9do.

©30dol 364300 Mbs  293MbGHMMMEIL  33MMbsEMdOL  fYgdsd®y o
39LOMOL  ymzgmo @mbBol doegool Hob.  GH®msbLsFobsBYdOL s Logmorm
00 0Md0bols  35B39693gdol ImBs3gdol godm 3oL MBOL F9d306Mm9ds
56 83990bsemdol d90Y39de  90HIM0w0s J3gmegdo 2. 2.mbom9ds s dowmgbob
pabio, ombol 8po%035500.

39BOWSL  domgds 96 sMOL  dglfogrowo 08 35309639030, GMIGMSE
93996650 Mmd0L ©sfiygdsdg FMsEHOL GHGMbLIT0bsBgdoLs >2.5 x ULN 56 Logdorm
00063060l >1.5 X ULN 50b08bmwo 3063396353305 3dmboom. 3slogrsmo
939960650 Md5 LYdMsIME bs 9fhiygl TMSEHOL BHEMbLsTobsbgdols >3 x ULN
5 99530OMNMMO©  Boghom  dowomdobols >2  x  ULN, 50bodbmero

306396930900l @OML. 290053

390BoWsmo  65939Mbsgd  353096(3)golo  ©30dwOl  doMBLOOD  QSTMZObES
03000l 3356dm3060 93969605300 303963wsbool (NRH) d9dmbggggdo.
®30dob 3356dm3560 G1999b9G530w0 3039M3WsH0s 00305000 JEPMTIMGMDY,
Mmdgwog  bslosmgds  ©30dwol  35696Jodol  BIOMM® Q930 (3IW YOO
390000m30L930560  BHOBLBMOTsg00m 3069  M9a969Ms30M  3356d9ds.
03000l 3396dm3560 6996960300 3039M3sH05d dgodengds godmofzoml
3053060MBWOo 3OGIE0 303963 9b%os. ©30d¢ol 3356dmgsbo
69396965300 303963 sH00LE0sAbMBO ©ILEMOYOS dbmwm
30LEGHM3500MEMPO0MMSE. 03000l 3356dMm3560 M9A969ME0MYWO 3039M3IBOS
390d9ds 653560159900930 0gml y39ws 08 353096330, MGG 99300 3MOEGHYIEO
3039039605 /96 3830BHIOME0 GHMIMYMIRB00E) 2odm3egboo 306H™MBOL-
9535600 (33000 gdgd0L  39@gbom,  3sdob  Grmglsg  9©0obodbgds
G®9bLT0bsBYOOL bMOTs @O Bsh39690¢gd0 O 96 50060TbYds 30OHMBOL Lbgs
2993 06909d00. 03000l 3396dm3z560 092969653090

030L@™ 2013



2330L3™ 2013 Lo39oE0bm 35dmyqbgdols 0bLE®MWIzos
Ro — 053040 3obogs/Kadeyla

30396M35HB00LE0sbmlGoMgdol  dgdmbggzsdo  39Losmo  339ObsMd
LsgM oM bs d9HyaL.

dozbgbs 356 3Mm3ol oligmbdsos

39©LOOL  BoEgdoLLL  50bodbgds  BomEbgbs  39M3MFOL  OLEMbBI00L
3963000609008 IMTo@gdIero  MHolZo.  3oELOWSL  JoMqdolsl  szgoJloM©s
do3bgbs 396M3mFol 2969360l FModz00l sg39009ds (LVEF) <40% s 9d90sb
299m30bsM9, Lo3EHMINMO 9ol Fgadgd0MO ©Y305MHOLMdS (CHF)
DoM0moagbl  dolo  gobz0msMgdol  3m@Hgbsomm  Golgl. 39LOSMO
93996b5Mmd0l ©§ygdsdg s 9999 M9AMWIOHIo 0bEHIMO35cgdom (oY,
gmgzger 3 m39do gohmbge) 9bs Bo@oM©al bGHOBIOEHO 39MPOMEMYOMEMO
299m33093900  (9Jm35MomaMms5305 ©s MUGA U35606905).  350LOES™MO
939960b5Mds 56 6oL JgLHogwrowro 08 J98mb3z939080, MMEgLsE 93MMbsEMdOL
©50yg050g LVEF oym <50%-%g bs3wmgdo. L3gaonomco 6930096@o30900,
MMAgdo3 9Hgds EMBOL IME0R0 353055 s 9HY39@oL dm399os J3gmegzdo
2.2.00b06985 s Go©980b figbo, e bols Jm@o%R0,35;309.

068B0s0sb ©s393806Mm9dMo Mgsgd309d0

390BOWOsMO  33MbsMds 56 5oL JLfogerowo 0d 353096¢3)00, HMIGEMSE
399909500 8390bsmds  BHOLEGHBMI00m 068N HBoLmD 35300693 o
©95J30900L (IRR) 958m; sbgo 35309639030 3obors ©93mIgb0MGOMEO 5
5M0U.

3oboBg  BoBHIMGOMEo 3wobogmeo 330939000  godmgwgbowos
0631 B05LmMb 393806093 M195d(30980, CMIGdOE bsLosMPIdS gOHMO b
d9Bo  990ga0  Lod3tmdoo:  Jghoomergds, 993036905,  30Mgduos,  Jmdobo,
303m@96%os, 3306530 Lbmd3s, dIMBIML3SBIO S BodogoMos. HBMYSI,
9L LOA3BHMIYOO o6 ML 330dg. (0b. grgorsgo 2.6.1 sGsbsbw39¢0 339HPDOIO
Jm30m96980).  353096@®s  IgBHoLMmdsdo gl ©95d30900  2d0oL  0bgbool
9m5360900s6 ©59©gbodg Losmoll -  ©EobL sbdsgemdsdo. ddodg  IRR
d90mbgg35do Mbs 9yl  3oLosl dorgds. LoimaEbolsmgol bsdodo
0b6xg3MBosbsb - 053538060900 Mgod(30900L  A5TM3Egbol  Fgdmbggzsdo
3oLoWS by dmobLbSL Lodmedm. (0b. g39030 2.2 2.2.02b0M98s s
Jdo980b fgbo. omBol dm©0%30,35309).

30393 M36MdImdOL Bgsgd309d0

30396M0MIbMOg™doL 095309008  dmbogrmbgwo  aodmgzmgbol  asdm
3300093905 353096@90Bg 033063905,  3oBLOZMOGYOo 306390
063 Booll  @OML.  35LOEDY  BoGoMgdmo  3wobozmeo 3393900,
3993w 9boos LYOOMHBYwo 30396 daMdbMdgE™mdol 695930900,
396L53M9PMHGd0m  SBsgoErsJlool ALS3LO MJod(30900. 0bBYBOOL BoEIMGOOLSL

bawdobsfigomdo  «bs  oyml  slgmo 9yMBs6MmgMdgdol  OML  LsFoMm
7
030L@™ 2013



2330L3™ 2013 Lo39oE0bm 35dmyqbgdols 0bLE®MWIzos
Ro — 053040 3obogs/Kadeyla

1593ObswMm  3MY396MBHJO0 s 9LY3g  BOIWOMWPIIIO  EIBTIMYIOLIMZOL
SBOLIOIL0 5QF OO Mo,

00OH3dMGoGHM3Gb0s

3oLOEsBg  Bo@oMgdmeo  3wobozmMo 3300939000  advdmzergboros
0003 303™39605 56 OHMIdME0EOOL Mobgzol 899306M9ds. Sl 35309bGHMS
M39BHgLMBdB 509603693m@s 1 96 2 BsBolbol MmOG@IdMEoGH™3ghos (=50,000/38°),
53 OO0 3e00bYdIMS 33MMbIEMdOL 9-8 LOLM3Z0L s B39MEgdmH03
50gdm@s 0 56 1 bs®olbsdyg (>75,000/88%) 89890 393800 @mBobmzoL.
30obogmé 33939030 MMMIdMEF0GHM39bool LobdoMg dsowo ogm  sHBools

J39969000.  S0fgM0o0s  BIGHOIMMHO  Q5TMbo35¢ol  dJmbg  Lolbergbols

399b393900. 39LOWSBY Bo@9MGOM 3000603 ME 330937000, >OgMOE0s 8d0dY
39065090 oMY gd900, 3500 MOl 0bGHMIEIMYdOMwo LolbeBsod393s.

595bm9b,  399mM90900L  49630MMgds 9O 0ym  IM30IOMEO  Jbo3ME
006803530 MdYY. BrMyoghHom seffgmow dgdmbgqzqddo 353096(¢9d0 0Fs6m9dwbgb
93996065 MdL 963030y MEsbEJO0m. 930w gdgEos 8353600 dmbo@mMobyo 0d
35309639dBY, BG@IGmsg 50960369050 MOMIdMGoGH™®3960s  (<100,000/08%) s
939960650396 963H03M0aMWs30)MH0 36935053 JO0m. . 39LOESL MOMMYMEO
@MbBol §ob mbs 899mHdgl OMIdME0GHJOOL Mob30. J9LOWS 56 sGOL
dgbfogeoo 08 353096(39ddo, GMIgddos  939ObsMdOL  ©sfygdsdg
OOMIDOEFOGHPO0  Hom@Egbmds ogm  <100,000/08°. 89-3 96 dgBo  boGolbol
OMIDOGFoGH™39600l  Bgdmbgggsdo (<50,000/88%), bogds Jobowsl doeqdol
3996905 85653, Lobsd ¥OHMIdM(30EHJOOL MOEb30 96 YdMMBEIds 1 BstoLbl
(>75,000/08%). ob. dggmogo 2.2 @mboGgds s dowgbol  fgbo. omBols
J@@0%R035309.

Bgo®m@mdlom®Omds

3oLoBg  BsGHIMIOMo  3wobozmemo 3393900  godmggbowos
Bgomm3smool d90mbgzgz9d0, GMIgdoE doMOMIEs© ogm 1 bsGobbol o
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p-0603369mds (Log-Rank ¢)ql¢o) 0.0006
060963060 1 §e0sbo g3smRIBsmdOL LobBoty 78.4% 85.2%
(95% ClI) (74.62, 82.26) (81.99, 88.49)
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p (Mantel-Haenszel chi-335®s@wmo &gl o*) 0.0002
2809909960 35br3bols bsbaderozeds (0939980)
353096¢msbagmmm Gogbgo OR-om (%) 120 173
L59sem 95% ClI 6.5 (5.45, 7.16) 12.6(8.38, 20.76)
@O bod3hmdgdol 3kea3m9b0k985909
39535L9099e0 35:30963HQd0L MoEbzo 445 450
353096¢m> GoEbzo(%) Lod3GHMIMMO 3HMAMIoom 257 (5780/0) 246 (547%)
L03@). 3MMYMILo0m Forfgzol bsd. MM (M399d0) 4.6 7.1
HR, 95% ClI 0.796 (0.667, 0.951)
p-8609369emmds(Log-Rank &qgb¢o*) 0.0121
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PFS: 36069069000 306989 39Homo; OR: mdogd@w®o 3sbvmbo.

* LEHOSGORBOE0MPWMOos: JbmGBerom MYHoMbo (580, ELOIZWIM 9g3OM3s s LbZY), JodomMmmgMadomwro
9:09900L M5MEgbmds, HMIGIOE 350Mm0Yg690s 5POMOIMOZ® 393MEIJOMEo 36 FgEoLEBIHBMO
Q©553500900L (0-1 vs. >1), @5 30LEIOWWO Vs. 5M530L(3)MIEO H539IOS.

** BogMmm 3505MBIBsMdoL (OS) 300390 39959 wIMHO 565 0BO Bo@oMs 3590b, Hm@gLsg gobbmm-
(309Es 3003950 PFS-0b ®mb. dgo@o Lsd3mmbswrm gx3gddo ogm Bobobo, Toa®msd obslfs®ro
9839JGHOMOOL  309-3930BR0MM0 LEBPIMGOO 5O 0gm A9ISHBYY0. OS-0l IgmMg T gEYOHO
365¢0B0o gobbmdEogs 35906, MHmEaLsg 331 OS-0b dmzegbs ogm godmazwgbowo s 89wYagd0
0m(399¢05 53 3bGodo.

93996650 Mmd0L LEORGO 6™ Bobsbo ogm 08 353096@ s J39x 3RO,
HMIJ53 39GILEHIBYIM0 ©85350JO0L 25dM 56 Jo@osm LobEgd©o
56¢obodLboEbwEmo d39MHbsermds (n=118); dglodErgdE™dOL 3930309630
(HR) PFS-o30b oym - 0.51 (95% CI: 0.30, 0.85) cos 0S-0.61 (95% CI: 0.32, 1.16)
99L50530L5. 35LOESL X AMToLMZ0L PFS-Ls s OS-0l 8g0sbs ogm 10.8
™39 5 396 0965 2500 sbwo, glsdsdolo 5.7 1395 s 27.9 M39Lmb
3905609000 - 53530b0d0 + 3939303900b0L X MBM6 FgsMgdom.
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aM553030 1

3509600l 3o

IRC-89g35199¢00 360maMgloMdOL 3509y 39M0Mm©OL 353¢sb-

1.0
Lap+Cap T-DM1
Median Time (mo) 6.4 9.6
Hazard Ratio 0.650
i (95% Cl) (0.549,0.771)
o8 Log-rank p-value <0001
2
s
o
]
2 06
H]
w
@
2
w
<
o
2 0.4
2
=
o
a
0.2 "
S
+ A
- Lap+Cap (n=496) -+
T-DM1 (n=495)
0.0 T T T T T T T T T T T T T T
0 2 4 5 ] 10 12 14 16 18 20 22 24 26 28 30
Time (Months)
Number at Risk:
Lap+Cap 496 404 310 176 129 73 53 a5 25 14 9 8 5 1 0
T-OM1 495 419 341 236 183 130 101 72 54 44 30 18 9 3 1

T-DM1: trastuzumab emtansine; Lap: lapatinib; Cap: capecitabine; IRC: independent review committee
Hazard ratio is estimated based on a stratified Cox model; p-value is estimated based on a stratified log-rank test.

3M580302. LsgMmM 355MRYbsEMBOL  353¢b-Ts096M0l IO

1.0
Lap+Cap T-DM1
Median Time (mo) 233 NE
Hazard Ratio 0621
04 (95% CI) (0.475,0.813)
- Log-rank p-value 0.0005
g
s D&
4
=
7] F;
£
2 i
o — H
& 04 Yot
0.27
Lap+Cap (n=496)
—T-DM1 (n=495)
0o T T T T T T T T T T T T T T T T T T
"] 2 4 6 8 12 14 16 18 20 22 24 26 28 30 32 34 36
Duration of Survival (months)
Number at Risk:
Lap+Cap 496 469 438 364 296 195 155 129 97 74 52 31 17 7 3 2 1 0
T-DM1 495 484 461 3%0 33 220 182 145 123 96 67 46 29 16 5 2 V] 0

T-DM1: trastuzumab emtansine; Lap:

lapatinib; Cap: capecitabine

Hazard ratio is estimated based on a stratified Cox model; p-value is estimated based on a stratified log-rank test.
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TDM4450g/BO21976 1l g35%Bolb  6H5bmdobgdmmwo  dmwm@GHogabdemwmo  0os

333> 3>@boral 089JOOMBOL 9gLagebdersE
AMLEHMBMTod0+M39gGJugEis 3m3d0bs305LMsb FgsMgdom HER2-©s©gdom
MBC-ob 9Jmbg 5656593960bs9d 3530963 90d0. 353096900

560MmI0D0M9dMmgdo 0Y369b 2 ¥aa3s@: 9GO0 XYMIBO 009dEs 3oL 3.6
33/33 ©@mbBom 0. 3. gmzgger 3 3300500 ghobger (N=67). IgmOg KAMGO-
AOLGHM DML 8 /38 ©IGHZ0MM30L MBom 0. 3. s 9999y - 6 /3y 0.3.
gm39e 3 33060580 9HObgw + @M3gEsdbgmo 75-100 33/? 0. 3. ymgge 3 3306580
96mbgw (n=70).

30639500 BsdobBbg ogm PFS, Gdgwwog 99535L9099o oym 93300935600l d096.
mediana PFS &®oL@)bwdado+@m3gdedugeol xamsdo dgeagbos - 9.2 ogqb,
350bogsl xamado- 14.2 oggl. (HR, 0.59; p = 0.035). 990am3do 53306039000
9900565 ®6039 X3MIRBA0  09500396@s  @isbemmgdoo 14 omgql. ORR
AOLGHMHBMBd0+M(39GOJLgol xamndo ogm 58.0%, 3oLOWSL XyMRBdO-
64.2%. 9390b5¢0mdsBg  35Lbol boba@dwogmdol 390sbs 35LOWSL Xamndo
560 0d65 doefgmwo Logmb@GmmEm xamRmsb 9gscmgdom, Loz 3sLwbol
b6 Md0g3md0L 90065 Tgopbs 9.5 m3zgL.

FACT-B TOIl Jmegool 20995696935 350Losl xawado Madem dmygz0sbgdom
3°00m3w0bs  Lo3mbGHMMmw®  xaMBmob  FgsMgdom (bLO33EH™MIgdOL
36OMaMHgLoM9OOL LsTsEM O™ 35LOSL K¥ARTo 0ym 7.5m39, LogmbEHOME™
Xdg8do- 3.5 m39; HR, 0.58; p = 0.022).

I 350l ghoxaMn0sbo, os, TDM4A374g 33¢0935 3oLOWSL 95399EwOHMdOL
d9LoxzLYdIWS© HER2-0509d00m0  565396396b9d5000  9003000mdM0350,
3936039 gdo 56 FgBoLGHIBMMO dmdml  30dMb  OML. g3gs  353096E@L
BoBo®9dmeo  3dmbs  9379Mbsermds  HER2-Bg 8mddgmo  369356539gd0ms
(BHOBEHMBMTB0 S 3aBobodo), ©s JodommgMsdoom (s6@Mogozwrobo,
Gogbobo @ 393930390060) bgmo0Y356EHMIM0,  5©OZBEGHWEMO, WMISTMEIS©
39360399090 96 IgBHobGebMGo  I3MOMBbsMdOl MHgg0dom. 353096GH0L Joge
d00gdmwo Lodbogbol Bsfobssdgam 3M35M5EJOOL  LETMsE™ MMM
6900Ldoge Hg50080 Fgogbs - 8.5 -b (Aghygmds 5-19) o IgEoLEBHsBMOTo oym
-7 (Bgtryggmds 3-17). gl Led3M@bowm M9:50d9d0 IMO(3530S Y39¢s 08 36MY35MOAL,
MM39wo3 359m09ggbgds dmdmls 30dMmb 83MbIEMdOL EOMU.

353096900, (N=110) ©MIgdo3 00gdwbab 350Losl 3.6 3y/3y 0.3. ymzge 3
3306500 9gOHmbgr  ©9935JO0L  3OMAMILOMGId©) 96 3b0T3zbgemzsbo
AMJLoMOMBOL gob30m569d5d©y.
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doM0mMs©0  9B9YJBHO™BOL  sboewobo ogm ORR  Jggzgoligds  MHoOMEMa0we
9b5(39990%9 ©YOHbMd0m s MdOYGHIOO 35Lbol bobyMdewogzmds. ORR oym
32.7% (95% CI: 24.1, 42.1), 83960B65¢0md5%Y 35Lvbo-n=36 , G153 Fg8sLYdMWO 0ym
®6039L- IRC ©s 833093560 8096. md0gd@McmO  356bols boby®mdwogmdols
390565 3583969090, Mo 9x3s5Ls IRC-30gM, 396 oym dowfgmeo (95% ClI, 4.6

039 ).

3.1.3 03mbmygbmBmds

Mmamoma  bbgs  360m@gobgdol 990mbggzsdo, Tgladwrgdgeos  G®Mabdy)Bw)dsd
90005606353  299m0fj30ml  08mbmMo  3sbbo. 3sLowsmo  83MMbsEmdOl
Lodobmbm@ Fomdmddbowo s6EH0mMgMs30Imo sBEHOLLYMWYdOL QodmMBsgwgbo
Ubgoolbgs ML Fgbfogerowo ogm 943bl 3erobolzm® 33wg35d0 dmbsfoemg 836
353096¢)0. 44 353096@0bL (5.3%) 990mbgz93500 459M3wbowro 0ym IIOOMO
35Lbgd0  35LOWSL Lofobsswdgyam s6EOLbgMWgdol dbEMOZ 35ELOWISL JMO
36 3930 @MBoL Jogdol 939y, Fo0ysb 28 353096@0L F9dmbgzgzsdo Lsfyolio
3sbbgdo  oym 699G 0Mc0.  OILEIMOOm,  MEbmdos  GEMLEHYDMDd
90056%0b60b Lofiobss®dgam s6E0LbgmEgdol 3e0obozm@mo 860d3zbgwrmds.

009bmaabmOHMdOL  250m330930L 9909000  ©3M30Y0E0s  Labgobbgs
5399 BHMOG0DY, Bom IOl 99m33eg30L dMHABMBYEMdsDY, FgOMOMEMY0sDY,

Lobx oL 50900l OMDY, LObxoL 353985 g, MIbIbEGd F9035995FEHIODY s
Q5535009090D7. 930l 59m, 990dgds ©TdHY3g0 96 F3009M0 0yml 35LOESL
> Ubgs  LsdgooEobm  36Hm©wddgool Lofoboswdgam 963 oLbgmegdols
0o08mgdbols blobdoGmols Fgsgds.

3.2 goM353m30693 034900 M30l9d900

3.2.1 5dLMm®dE0d

39LoS 06EM9396GMo 8909y3z569ds. Lbgs aBom 9993560l Tqlobgd 33¢939d0 56
BoGo6gdmaems.

3.2.2 356sfjoengdd

3 33060500 gMmbgr 350L0EIsl 06EHM396Mms Fgyz960LsL S©0bodbgds dolo
bsHMmg9b0 BsMHI53m30693H035 WMBOL (33e0gdsbosb 2.4 dy/3a- 4.8 dy/3y. 1.2
93/3y 96 Bogwgdo  mbBom  Bomgdobsl  900bodbs  LiMexo  3womgblo.
TDM43709/BO21977 3393580, MmIgandos 3530963900 00900696 3obogmsls
gmgger 3 33060500 goombgen 3.6 92/33 ©MmBom GHOMILEGHWHTsd 9dTsblobols
365330 L3 Jodlodoc Mo 3mb3I6EGHM300 04m (Cmax)  ©osbEPMgdom - 83.4
(£16.5) /0. 30353000 1635330693036 56oeoHBy
9YHbMO0m,06¢M5396w9M50 Fgy3960L 9999  BHOMILGHWBIsd 9dTsb6Bobols
3oboflogdol 396G Go  dmEMEmds d9oygbs 3.13  @-b o
15bEM3JOME 3edHIME FM(37)CMBSL.
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3.2.3 993sdmeobdo

AMLEGHMBMBd 9IEBObO 353 90ME0DEIGds X MJOIWO WoBMLMIgdol BogM
36O GIMoBol abom 30GHMIOH™I P450-0b 0bmggmdgb@gdols 9608369wm3zs60
dmbsfloggmdol 49693d9. 35350ME03)gd0, dsm dm®ol Lys-MCC-DM1, MCC-DM1
©@> DMl @sdseo  3mb396¢©s30000  500mBgbogos  Lobbeools  3¢sBdsdo.
TDM43709/B0O21977 33¢935d0, DM1 3sgbodsew®o 30mb396@GHMo300l bodryeem
9563969090 306390 3030l OML 0ym B0 s dobo  Bsdwmoenm
356396909000 Fgop9bs - 4.61 + 1.61 63/d¢n-U.

In vitro 99¢&oedmerwds 3300939005 50530560l ©30deol Jo3MmLmdgddo sb39bs,
63 GOLGHBMd0L 9gaTsbboboL 3m3MmbgbEHo DM1 9@ sdmmobgds
do60m5©s© CYP3A4-00 5 9905609000 b53egds CYP3A-om.

3.2.4 350mym®ys

303993006 BoMds30300693H0396 (PK)  965¢00DBg ©oybmdom Jswbowsl
06@H®5396mGo  dg9yz560LsL HERZ-cosogdomo  dmdml 39@sbdobmemo  dwmadmls
300l MM, 35LoEIBL 3e0Mgblo Jgo9bs 0.68 ¢/©®gdo s gerodobsizools
6obg3M9derol 3gMomo (tiz) ogm - 4 @Y.  39LOEBL 3B MESE0S 96
399m39bows 3 33060530 gbmbgw  06@®s396Mo  dgy3960L  EOMU.
303m@o300L  BoM3530306930396 (PK)  9bserobbg oydbmdom (n=671),
bbgmeols §mbs, sedmdobo, goBm8zso 3969006 Moo ©053gGHMO
9995b9dewo  RECIST-ob 8ogé, HER2-ob ECD, @6msbdmbmdsdol Lsfyobo
306396530900 s AST BEs@HoLEGH03MMs© 8608369wMm356 BsMT53m306930396
3M35600530905  04m  2obLobgOMo  HOLGHMDHBMID  9dmsbBobols
B0M353m3069303MM0 36599 gdoLom3zol.  Jobgogo  sdoby, o0
3035600530900l 9839JGH0L BLoEOEIT BHGMLEWMBTsd 98MBDObOL gJudmboiEosby
5B39bs, MM 2o6M©s Lbgmeol {mbols, oo o6 9dgm 3wobozmEo 500y
9600836903560 9399d@0 39LOWSL 9Jl3MmboEosBY.

5990096 450mB0bsMY, JoLoWS MbBs 3.6 /3y 3 33060580 ghmbge bbgs
3035605309008 30609J300L 256939 - Y39wsbg Tgbodsdolos.  5653¢0bozMe
331939930 G®oLGHHMBsd0 9dmobBobol 35@sdmmMHo 3Om©wddgdo DMI, Lys-
MCC-DM1 s MCC-DM1 do60mo@o g99moygma3s bswgewmom s 30603s¢rm@o
- 35GQ000.

3.2.5 3335330693035 396L539mnMgdMeEr 3m3MEs309gddo

390BOWSL 3m3MYs300L BMT3030693039MBs sBseoBds 5B396s, MM MOLS o6
3bgbl 253 gbsl dol FoMT3m30693H035Dg. M6  300bozMe 331939330
39LOOL  0090©bY6  JoMOMOIE  Jogdo, ULgdglbol  ao3gbs  39LoSL
3396953030693 035%9 9LHogerowo s6 s6ob.

3502996985 89M05¢HH0590
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39LOOL 333008 BoMB53M3069303MMTS 5b5¢00Bds 5B39bs, MHMA L5300 56
sbgbl 3930965l 3obosl 5396353 30693H0359. 3oLogESls
76035330693 03mM0  35839b9dqools 3603369 mzsbo  Aoblboggdgoo o6
2odmggbows < 65 farsdy (N=577), 65 -75 farsdg (N=78) o >75(. sbogoL
353096390 dmeol (N=16).
00620¢70L 930560685
39LOOL  3M3MEs300l  BoMmBo3m3009EBH03MOMTs  bsEroBds  sB3gbs,  H™I
3695306060l 3¢0060H9bLO 56 sbEIBL 493w ghIL JoLOWSL Go6Ds3M30b69E035PY.
000300l Abdydo (3M99EH0bobol 3eomgblo CLcr 60-89 dew/fioo, n=254) 56
bmdogo  (CLcr 30-59 9eo/fon, Nn=53) ©9305GOLMBOL  EOML  JoELOEIL
5396353m30693035 0LYmM0395, OMAMMOE 0060380l bmMIserm@o 1wdbzools
©®mb (CLcr 290 g /fio, N=361). 006 3dol 3dodg v935dMobmdOL ™l (CLcr
15-29 3¢o/fon) 3500LoEL GoMTs3m30bgEH03Mo dmbsizgdgdo dgbomeos (n=1),
500096500 @MHB0MYOOL M93mT96300L FoWYdS 56 bgds.
@300dcm0ols 9305650bmds
©30dol  993356MH0LMdOLOL  39ELOWSL  BMT53m3069303MM0  33Wg39d0 96
BoGo69dmes.

3.3 309306037960 MLsgOMbmgds

3.3.13563960ma96mds
AMLGHMHBMBd 98mEDOBOL 3956(39MMQ9bMdS Tgbfogerowo 56 sMob.

3.3.2 393)5396™mdd
DM1-ob in Vvitro dod@Bg®omeo 999393900  3BHIG0MMH0  250Mm3IZe)300
3mBGo396mds 96  godmggbos. 3535358 x0dol 350069330  BHEMLEDMIod
90Tsb6%obols in Vivo  3036md0Mm3wo  sbsgrobom  dgwol  BH30bol
JO®AMLMINEO  EsDB0sbYds 56 oMz gbows, MMIEs 30M5a3900L  d3E0L
A3060l 8036:Mmd0M™M3Mwwo sbsewoBom DM1 -ob gemx gm0 ©sdso mbols
d9y3560L5L  olgmo  3Mmb3gbEMsEo0m, Mo3 04dbgds  5sT0sBgdd0  JoLioEISL
dogdobsl,  900bodbs  F03MMOOMM3gd0L  BMEOT0MGdS,  MO3  SILEHMOIIL
AOLEHMDMAsd 9aTobLOBOL 96996 /56 3ELEHOMYIBMBSL.

3.3.3 bsgmx09M9d0L IMM3935
353909330 GHOMLGHMDMBd 9dTobBobol L3gE0swMmo  98dMHOM-GBgE OO
396300560900l 33093900 56O BoBoMgdMs, I3s 3bM39egdbBg BoEIMOMEO
AMgdLomO™dOL 330093900l Fobg30m, BHEOLEHWHTsd 9gdTsbsobol  domgdolsls
LMD g0s Boyma09Mgdol s®M393s.

3.3.4 39M5GHmagbmds
3539930 BHOMILEGHMBYIsd gdTobbobby L3gEosMo  GFdOOM-GHEHIOHO
396300006900l 33093900 56 Bo@sMGOMEs. 30bo3e 365dE03580 OBOJLOMOS
9mMmEbgwo  BHOMLEGHYHMIsd  9gdToblobol  gobgzomsmgdomo  GHmJlomGOMmds.
3905 530bY, 9653w0b03MMBs 330939035 dgo Tobsobby, MmAgwog HoeBdmoygbls
DM1-b 5Bosermao® 890¢9BbLobmool 3arsll, 583965, GMI JoLowsl 30d3mbgbd
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DM1- 890degds 3dmbgl GHgMo@mygbmwo s derogho 9ddGmomEHMdbom®o
9mgdggdo.

4. 356095393G 70 FobslosmYOEGdO

4.1. gbsbgols 30mHMdgd0
2205306960
B5306980 065bgds 2--8°C (39339653 M5BY.
56 dg0degds 30935090l 253myqbgds dgobbgol 300l (EXP) golgerol 999w,
653 000009005 §98MYN35DY.
J2dbs98790cm0 bbbseol d9bsbzol 39(omao
RBo3mbgdo,  MHMAWgdog  oblbowos  LEHIMowH  Loobgdgom  Hyowdo
399mygbgdmwo Mbs 0gml ©sYm3bgderog. godHBsado blbsdo 0bsbgds
dodu. 24 Lo-ob 9633w Mds30 3o6853wmdsdo  dsoz350do  2°C —8°C-
39939653 M5DY. 96 890dgds BmIDBoYdMEo blobMHob 499gobzs 96 FobxwMgzs.
3oblbocro 35935M5¢90b 903900 bsobroybocr blbsmol d9bsbzol 39Gomo
AOLEHM DM 98msbDobo oblbowo 0.45% 6 0.9% -bs@®omdol Jermeools
bLbs6To, HMBoE 8393 0s 3:e03060dwMmMoEOlL 6 s@gdbobs s
30203060 dmG0oEologsb  Moz30LvRs  dmeommgnoboll  3mbEgobg®mdo,
d90dwgds  d90bsbmb 24 Lo  96053c0mdsdo  F53035630 2°C - 8°C-
399396053 MM5%Bg.  0.9% -bsGHM0omdol  JewmMool  bLbsMdo  2o6Boggd0LLL
d9bsbgol  990mbg93500 530 gdJ0s  Z30DNHEIMMO 533063905  TYSM0
Bofos3900l  500mLohgbs, @ots sdols, 0bxgmbos by Bo@dsmogl 0.22
30360™bosbo  3mogmgdlneambosbo gowm@®mol  ddmby  LobEgdoom. (ob.
J2902530 4.2 35002996980b, 3ca396r0080bs @5 3sbsog 1980l oblhB950980). 56
390dw9gds 8mIBogdmwo GGG DM gdmsbBobol d9di339co Lyobgmbom
blobMols gogyobgzs 56 99bxwMggs.
4.2. 3590949bgdol;, dm3gMmdols s 9650y MMm9d0L 0bLEGGMMJ30900
L5FoOMs JgbodsAoLO  SlY3GH0IMMO 30MMBJOOL (339 WIBNIWO MBS 0gmb
Jo80mmyMs3079o 36193565390l 9mdbogdoLmzol d9Losgggmolo
3MM39IMI00.
9m3bogdMEo  36M935M0BH0 96  Fgo3o3l  96G0T03MMIMM  ©bsdo@gol o
396390360005 9OHPXIM©O 259MYygbgdoLom3z0L. 36M9356M5EH0L 98MmYYgbgdawo
Bsfowo mbs 3obsymMoab.

e LAHIOHOWNOHO F3M030L A5dmYgbgdom bgwrs G90ygz9bgm 5 A Asdmbowo
Dgoo 100 3y4-056 GHOIVLEGHHMIs00L 9dmsbbobol Fws3mbdo 6 8 dew
299mb0o fysero 160 33-056 GHMLEGHHBMTsd0L 98mbBobol gars3mbdo.

o gwsmbo GFOHOLOWLE SGHMoswgm  bgwdo gbgzgbowols LG
3obLbs3Y. 56 FgobxMomom!

e aobbbowo AMLEGHMBMId0  gdbBobo  Fgobsbgm  2-8°C
39939653 MM5DY; 3590Mg9b9gd9wo 36M9356M5FH0L godmygbgds goblbosb 24
Losmol 9909 56 Fg0degds s b 49bsa gL
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369350530L  89y3565009 93000 9d90s  dobo  30BMsMe  dgIm{jagds.
Losobgdgom blbstro 96 Mbs Fgo39309L8 bowrme bsfowmszgdl, Mbos oymb
3903306035009 96 mbsg  M3seglzgb@mwo.  ImIBsEIdMYo  blbscol
39939600Mds Mbs 0gml MBgM@ 56 3530 Y4o30LGGMO. 56 A5dmoyggbma blbsmo,
MHmdgeroi 9903936 bogren  Bsfiognszgdl, s903Mgo b 9emTg33woos.
356Y53960b 0bbHG930900:
39bLsBOZMG  BHOILEHMDMId0 98MIBEDOBOL blBsGOL BoFoMHm dmEmMEwmds 3.6
39/33 0mbomgdol dobgzom. (0b. F3900530 2.2. cocrbols d9dgotgdols bggds):
Am3e@ds (3¢n) = Lbgmemobl §ebs (33)* omBs(Tp/33)
20 3g/9c» (9o bLBoGOL 3:mb396EHM309)

L5F0oOM M EMYWMBOL blsbMo 5IMPGdIEo MbEs 0gml BWS3MBOB s ggmoMmL
250 9w 0.45% 56 0.9%-056 bo@HEM0ol JermMool blbs®l. s6 dgodenrgds 5%-
0560 20 30D0ol blbsOL 459mygbgds. 0.45% bs@HGHomdol JarmMool blbs®ols
3°9myg9bgds dgodergds  0.22 3030Mbosbo 3meogmg®lmeambosbo  gow@®ol
3909993,  0.9% -0560 bBos@GHMOMIOL JarmMHool blbs®ol  godmyggbgdolisl 30
399300099905 063N Bool Bo@o®mgds 0.22 8o30mbosbo 3mmwogmgmlivyamambosbo
3o@HMoL dmbg LobBgdom. 0bxHBos MbEs BsBHIMEIL LoobxmBom blbstols
9B gd0LMb539. LEobFMDBom bLbsGO 0bsbgds dodi. 24 Lod Q56353 MdST0
353035030  2°C - 8°C-39d3965@165bg. 96 Fgodewgds Lsobgmbom blsbemols
3990635 96 d9bx0Mggs.
d99053L98¢1285
56 890305 BHM9LEGHMHBFsd0L 96935 43 Bol 5%-056 blbs®To, Mrosb 3
@OML 4)30mBs 0(393L 3OMEHJobOL s3M9y30sb.
56 990dgds  BHMLEGHMBMIsd0L  9gdmsbBobols TgMgzs b obboggds  Lbgs

3693561539050 ghrms.
350029996989¢m0/350385U29¢m0 363935M5HOL 8ra39r285/35053 0905
$o0gdol 030N A9IYI0S  2oMgdmdo  dobodwmdsdg  Mbs  0dbsls
©y3560o. §odegdo o bs Boolbol/boogs®ml fgsewdo s LogmgzssbmgMgdm
Bogogdo. vy bgardobsfgomdos 09396l  Ggaombdo, asdmoygbgo  L3gEosw o
“09LogMm3909o LoLGH)IYd0™.

4.3. 398M»35
gs3mbo 100 Iy 1
x3o3mbo 160 g 1

56 39065bmm 85303930L5mM30L bgedobsizmad SEPOWSL.

29933900L M5MHOEO: 330LEM, 2013

©53Bogdos  F. Hoffmann-La Roche Ltd -o30b, dsbgero, 939035005 DSM
Pharmaceuticals Inc.,-ol dog6, NC, USA
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