2 I)LE/\EE 25,100 mg
(v F =7 HHEEE)
(]

[CBEET 5&EH

AN GO S AL E AT FR 2 HEF B VW O FJAT 1 H A SRk
R&ticdhH o £4,
WY 2% L O3 A o0 B LS O BEH H BCAE B 2RI 5 =
LIXTEERA,

PO REAR AU A




2 Lt N BE 1.4 FFaPkin Page 1

2 )Lt /\EE 25,100 mg
(mvmF=TIHERE)

[RAcHE ]

1 (Y 2 — 1)
G E A TG R OV AT SCEICEE 3 5 15

1.4 FFaFR{L

A BERER A



B LB S EE

1.4 FFaRiRin Page 2

1.4 FpaRiRie

EPA



Page 3

TR

iy

1.4

I WAy
1.4 %

N

a




X )Vt NGE

1.5 EJFUESE L O M OB %8 O i

A )Lt /3EE 25,100 mg
(o F=T7HERE)
[ ]

Iy (Y 2 —l1)

R & S TBUR L OIS SRR 2 17

1.5 R EFE RO R & OBRFE O Bk

AR A4

Page 1



B Lt S BE 1.5 R TP R oo M OB 38 O i Page 2
R — R
e FERh 4
CI confidence interval 15 M X A
CT computed tomography O o —H E R
EGF epidermal growth factor b Rz BB K]
EGFR epidermal growth factor receptor b BB IR S AR
EGFR-TKI cpidermal growth factor receptor- EGFR— F 11 & o % F— P I EH
tyrosine kinase inhibitor
EU European Union KR E A
5-FU 5-fluorouracil 5-70F T v
GEM gemcitabine FhZE
HB-EGF heparin-binding EGF-like growth factor | ~/ N1 &AM EGF Bk K+
HER human epidermal growth factor receptor | & ~ b R HE5E K 5% {4
HR hazard ratio NP — Rt
International Conference on
ICH Harmpnization of Tec}.mlca.l F K BU [ 35,50 5 o 2R [ s 2 2
Requirements for Registration of
Pharmaceuticals for Human Use
ILD interstitial lung disease [V Mt A
S5 N YT Y
MAPK mitogen-activated protein kinase j;; b= ALY X7 BET
MedDRA medic.all dictionary for Drug Regulatory CH [ 5 5 R 25
Activities
MST median survival time A A1 il
NCCN Eztggi Comprehensive Cancer 3
NSCLC non small cell lung cancer FE /I Bt
— CKkEEI»® 22 NECAE
PDQ Physician Data Query W ij:gﬁ?‘ii/%z;)nfﬁ FEMELT
PS performance status —%IRTE
QOL quality of life ATEDE
S.1 B THT—= s FATI)N - FT TV
N U T LELE A
TGF-a transforming growth factor-o T AT F— 2 T HEFEIR F-a
VEGF vascular endothelial growth factor 11557 PN R S5 TR -
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1.5 ERXEFIFEROERRUVFFEDER

1.5.1 [FL®HIC

TuF =7 EREEER SRR e N R EEEEIR 2 5K (EGFR/HERL) 13>

FF—FIiz

X9 5 @R EEH 269 2 JUBMS Al e e & L TR S i,

TvuFo TS (4 EAYRS ET DX Ve AEE (LLFARAD) X, AFTIE
20074E10 H 12 THIBRARBEZR FESE « HEATHETT, DN AALSEIRIERGTT 14 (S BB L 7= JE /)0 i e |
ZiEIIE & L CAGR SN EAITH S, 2010412 H 8 H FEALTL00LA Lo [E & #2380 C,
Fe/NHIREE (NSCLC) DI THRRBZZIT TV 5D,

AFNTE T2, UIBRARREZRJRPTET ITEB IR B 2 5 & Lo e 1 AR
(PA3RER) I2BWT, FAvZ vy (GEM) IZAFIZEHT 2 Z L2k 24O
HERIERE 2R LIz, Z ORE A IEI1220104£12 H 8 H 5 T750L Lo [HE & iz BT, i
JE DS TERBEZIT TV D, ENICB O T HYIBRREE R RFTHES T ST M R B & %)
G1L LT, AFlE GEM ZP0FH L7253 1 MR (JO203027 8k & N2 D ki & 575 o
JO210973%x, LA, J0O20302/J0210973 k) A %M L, PAIRERTHE LT AH L GEM ff
LR DM - Btz RT3 57z, 1020302/J0210973 8k I8 T, M
BERR AR (ILD) 8BRS PASRER LV @ o 7223, PA3RBR TR LN7- ILD (2 Xk D38
CHNIA BN -T2, @Y7 BEIR R LS RE R TS5 L1k Y ILD O EE(LK
VT DOY A7 1 TH/MET D2 EBAEEEE X BT,

WIS TORFEIZIN 2, 1020302210975 R EAR LV, RFIZBT D ARKFNOF M - 2otk
IZOWTHICFHE AT RE R NS Oz Il L7 2 & n, £ 1LSI-LTRTRIEE - %)
REOHE - HE CTRIERGEKRFH - HETRARBHFELITHIZ L L L,

& 1.5.1-1 HERFTAEBFE—HEERRFFRNE

& an B B Lt 3BE25 mg, [100 mg
o3 X4y 1- (4) , (6) #Hrzhe, HHEERKS
H

(BGOSR T AR I — AL KRR HIEE)

TR Y BRASRE 72 A

FhvEEEORHIZEBNT, W, RAIZArF=T7 L
LC100 mg Z#RFO 1R LL BT SUT %2 LRI B 1[ER
O#545%, ok, BEOERICEVEERET S,

— —

5. 2.1

5.2 RRDRERE
MEMESHIDZFMNE L TD EGFR

EGFRE, FrI X —BiEEE2 AT 2EEEMNSFETHY, 457170 kDa O T HIfE
EEpEE A TH D, EGFR 1F, TO#HEIZBW T HER 77 IV —&HTH S HER2
(neu) , HER3, HER4C FHFEMEZRT, @I _EEKEZEK L T, TOMELZRET S,
EGFR (% _F R PERRR-CHEEARAR S O IEF RIS L TR Y, Migomim, m4E, mb, %
A OMFECEEAREE ZH > TWAY, 20— T, EGFR I3/ BN, 580,
KIGHE, FUk, JPEUE, PRS0 < OBFEOBEME TRERESCER L T 2 E3H

mxnTE»H?,

EGFR DOi@RIFEH L BRI OMEITRE, T, (LR PTEIcBEE L

TWVWAELEZLNTVAYY 207, EGFR IXEEEICBITAEELERO—o L X

ﬁ’bfb\éo

EGFR [3ffash U > R & i, MR E @ i M OHIa N F 1 o o 20— B HEi & 0 ARk
S, £0VUH 2 KE LT, BEGF, TGF-0, amphiregulin, HB-EGF, betacellulin, epiregulin,
epigen OTREENFEE SN TNSEYT, EGFR IXU H v RBFEAT 5 Z LI2k 0 “BIEZ K
L, BHOFao o —BEHICI D Fu s AR ACY Vb E N, & ZIChoEA
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D3fEG LT TR MAPK #RBESC Akt #REEE DR 4 D2 7 /A RERPIEME (L S 4, AfasE
BiE, MRREEITCHE, TR b — A, 1R, 58, mAE A OBEMROREICE ST 5
LEZHLNTWS, D=, EGFR F 1 v —BiEMHILEERIC RS W28 2 buiE
BRINHFRE ST T,

1.5.2.2 {tE&EHDER
OSI Pharmaceuticals, Inc. (OSI 1) & Pfizer ft & 1%, [ CEGFR ©F v v > —8|Txf
TamERorzy j o Lo, 9l ER C Phizer ttoES FLEMT A TS
U —X v UK9S276 MMk A & L CIRIE SNz, 20 UK9S276% & L ICHEEIEYEAIBE T
— 2 2 WE LRk ziT- <, E]R chREdsLamE: LTRREN- boBz e
F=TThd, TaF =TI EGFROF 1y o FF—¥ &2 HE T 5 EGFR F 1 &
v & —EMEA] (EGFR-TKI) TH 5,

1.5.3 BEOEZFE - AEE
1.5.3.1 %F@F%

S 1 IR DO REER B O —>TH Y, 20024 DI F1T 5 H W B E T
2325 N (BYE12.505 N, 1075 N) , FRIOFETCEZITR22.7 5N BHER.0G AN, %
PE10.75N) LHEE SR TWVWEY

AIN I T B g O BB BUTHE 2 BEIMEICH 0V, 20034FEOREEEIL, K230 AL
HE S TWABY, RIS, FECHEELELBIMERICZH Y, 195845 ITITFIT600 N Th - 7=
T EHIT2007H121%, F25 0N EmEINTEY, EMEEGICHE S SR OESL & 72> T
AV RN

FERE IR 2 I ERICZ LS, RHRANRECHY, EITmE LTHRASIND Z L
NE, EWN, WS E IO PRITENRESEOF THLHO CRETH Y, SFEAEFRT
FEAN (6.7%'") , #54 (5.1%'7) & b TRV 2, SitRICBWTiEME b 72 b9 iEE
EDOBFENLEENTND,

1.5.3.2 MEREIZHT HAEDIRK

e DIRIE 5 #HI B B OHELTE CIRE XD, T CIE TS & 2 5 O UIBRAS A 2
HCTEXAOME—DIRFEFETHH720, ZEBEBELRINZBIC L VIREURA TE2WEa %
RO THBIIEIR 21T 9 &V 9 ORERS L b EART#TH LY, L, BHI%ANE
HTHDH LD, UIRRIZENE IRV (ENR40%"), 1445920%'Y)

YIBRARRE 22 RATHET T I 6F LT, ENSME b5-7 A4 n w7 or (5-FU) BFALSR
SHRIENHEE SN DTRIRIE S LTHA R4 icifliEnTn gD,

BIBRANBE 72 R T HEAT XA THE R ML (kT 2 b2k & LT, GEM 2319964 12 K [F] Tk
REN TR, # TIHEFIREOE EIRE L L TLL bR T a0 L Lans,
TRHRIIAERTH Y, (LFEIEE I FEPIEZ AV GEM & OfOFH, &5 WIXHEAIT
GEM % L2 a HIE L L THEE < OBEERRBRMATOR CE 20, Mt EmicaERE
HFHEIMOUEILTH Sh ey (# 1.53.2-1) 729,

ZTOL IR FIZBNT, AANL GEM & OFEHIC LY GEM HANZ e ~A1FHAR & 4E
E#é & AR A AL L R BR CTRERR L7200 T O ERHA & L T20054E11 H IS KkETERRBE N,

U IZBWTH2007F1 A IZERE Sz, ZHALBE, BE (200997H) £ TlzighsnT

Wﬁ%ﬁmfkbf%;ént%ﬁiﬁ< NCCN # A R4 v.1.2008')Tl% PS BA4F73
GIBRARBE 22 R AT HEAT )OSR E I (2 6f 3 D 1REE & LT, A&l GEM OB EIX
Category 2A [ZALED T BTV 5,
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+& 1.5.3.2-1 EEEEZXNRE L1 GEM & DLLEFHER

. P fE HR
R MST
ceimen N 5 (Log-rank test) (95%CI)
GEM vs. GEM + Irinotecan'” 360 | 6.6mvs.6.3m 0.789 NR
o 1.2
GEM vs. GEM + Oxaliplatin'® | 326 | 7.1mvs.9.0m 0.13 (0.95 ? 54)
1.

GEM vs. GEM + Tipifarnib'” 688 | 182dvs.193d 0.75 (086?323)
GEM vs. BAY12-9566" 277 | 6.59 mvs.3.74 m <0.001 NR
) 0.99

GEM vs. GEM + Marimastat’” | 239 | 164dvs. 165.5d 0.95 (0.76. 1.30)
. . 22) 0.80
GEM vs. GEM + Cisplatin 195 6.0mvs.7.5m 0.15 (NR)
GEM vs. GEM + Exatecan®” 349 | 6.2mvs.6.7m 0.52 NR
GEM vs. GEM + 5-FU*Y 327 | 54mvs.6.7m 0.09 NR

GEM vs. GEM + Pemetrexed™ | 565 | 6.3 mvs.6.2m 0.8477 © 8(;9f 19)

m : months, d : days, NR : not reported

AFRIZHBNTH GEM 1F2001 912K S TLCR, BEEICxT 2 EER R pR3E L LTH
WHNTWDA, GEM /KZR% D ERRIIZE?O D CHid S - AR50 ~73 0 A TH Y,
WA AR, GEM ARBE bIHEN THROMD TRERKEBRTH DL Z LICED Y T, F7-,
THT = e XATIN AT TN ) T AEEHR (LT, S-1) H320064 1 2 i@ i
JEE U CHERRB I NN, HEEICHOONZERRRBRIIZHRZ FTEMEE & L2bDTh
O, AEFHIRICBE T 2 A RMEIEEEI STV ey (200947 A B D), EIRERICHIFEE SN D
IHRITIEARMNIT G OERE TH 575, ARHTIEBRRIZBWTAEFHIT GEM HA
18I A B2 3EWIERIEISAAAE LW oD, 13D TIRERPUR DR b L 7c kB & 72 > T
W5,

.5.3.3 BEEAREFEL L TOHEGFR-TKI
R IZ BT H30~50%D iEf5 T EGFR ORIFEE A MA SN TW5Y, F£72, EGF 234
B OB 2T 5 2 L 2R TRE b RE SN TWEY, FEEME (PANC-1) O
Uy RERKIZ LS EGFROF v U Uk, 8o LRI TIECI VIG5 &, 5@
AR DORE THHMERFTCOan=—FRENE LIIETL, VAT ITF KT 5
PERHE L2 L OWmELH 5, ZhODHmANDS, BRIEDRONZEE KR TH DM
12 EGFR-TKI 2381 7= 72 1Rk 2 23~ 2 e tE s i < /R Xz,

5.4 FHFEOEE
LSSHHIZB OB Z F & DT,

5.4.1  JEERIRBAFEDRER

FERG PR BHE ORI XA EIA R R FERFE R (1.13.1-3 FIRIMFEEER 2.4) ITRL T3, 4l
DOHFEDT= O b bR 2 A 72 R RS 3B EBR 28 L=,

T rF =7 OPEFEMIARIC R 2 in vitro ARRIHEFESNHIES, &Y EGFR U »ER{biZxf
THIEEMA, Buck HIZL VW ARKB XL LTHESA TS, T4bb, minF=
7 (10 uM) 1, 12BR OBk 44k  (Capan-1, CFPAC, HPAC, BxPC-3) (ZxfL50%
VL EosEhgm Rz r Lz, £7-, EGF (10 ng/mL) 2k > CaFi &5 EGFR H Y V%
fLizonTh, =reF=7 (10 pM) 1%, AWz EFomsZ %38 (CFPAC, HPAC,
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BxPC-3) IZBWT, FIEREICINEELE,

b MEEMREBR X — R~ 2 kT A g F =7 AR e F =7 Lo
JEIEH] & OBFABIRIZONTIE, W OO THENRH 230, b oWEITBNT,
T nF=7HAOKEREE, b MEEME HPAC (Human pancreatic adenocarcinoma)
FIFTHERBAE X — R~ U 2 DOALFR K IR RIER 2 A RICGE L, BKELAEICHEIT 5
ZEDURENTEY, b MNEEHABRBHE X — R~ v 20 N IERE Panc430fHE X — K
~ U RZEBWTE, E OB AT AN H D Z ERREIN TV, £, =L
nF=7 ORI L Y, PUEESROEMEN, 25 VIEAEREMREZ R L 3EAID RS
INTEY, GEMbZD—D2Th b,

A Al 7\ E L 72 FERG PR R SR HE R (PHMO8-019178BR) (2R W\ T, b kM RR
HPAC BIiX — F~ 7 2B W T, =/nF =7 (50 mgkeg/day, #%H#H5E) & GEM

(20 mg/kg/week, EARNHEG) Z0FH T2 2 L1 X 0 EEHEFEMSI R, &34 0 HA|
BHRHZHARTHRICHEBIND Z EBNR STz,

1.5.4.2 ERIERMAFEDERE

ABN O N 54 & L5 TR (248-0013880) 2319 & v #4255\ T Pfizer
fh& OSIHEIC L » THfE S, TOREREE Zxtg & LTH T LU TAHRERDMT 72
iz, 20JELis, sk Cix OSI#E, Genentech #1:% O F. Hoffmann-La Roche £ (LA,
Roche f1) D3tHL[EIC L AR HED TV 5,

e CRER L0 ik e s ok arh B RS R 2B O BRIR
R L2, FBRELIRE LF R Jol6se4atlir) %Mtk L. 20
B =0 o s A B & Ak LTI T D,

B, AANTEAESORM L LR END Z LA RN E L TRATBRENRET D
[RAGRIEAE ARG ) (F850E], 2005427 A BIfE) THY EiFbhTunsd,

1.5.4.2.1 #B5IZHI1T5 NSCLC EEIRFAFRDOBBERUVOARINR

NSCLC 2T, 201 bt S n-igsh s o ARER (BR21KER) OfEHE%+
AR E LT, KETIH20044E11 12, EU TIE20054E9H 12, D7 L H1LP A Dik
FREIZIER & 72 o T2 RPT AT - #5880 NSCLC % @i & Lfﬁk lEnTW5

2010$4H KENZBWT TAERIAIAR—ZO—RIEE 4T A 7 VHifTHL f%a‘@ﬁﬁiﬁ%
A7V R PTEL T SXUTHREME D NSCLC B ORERFEYE | OS2 BIAR S -, [FA,
U IZBWTHKEOREE - R0 55, [REBLER] ) IZRE LT, HMEERRIENBMAGR
S, BUE, —RIGEFICIIZMBIRIER 28 & LR LED STV D,

1.5.4.2.2 [EWRWIZHIT5 NSCLC EFeIRFARDBRBRURZBINR
EINCIX2003412 H KV BAA L7228 I AHERER (JO1656558k) K ONMEA 2/ 1T FHEXBR
(BR21FAER) DOFERAELI-> T, 20065E4 A IZARHEFE 21TV, FESHICEBLEERTCE %
J721%, 200710312 TOIBRAREZR B8 - ATIE T, N AALTFRRIERATZ ICHE L7236/
i) A e LoRRshTwz, 0ffE R o piEss R o R R O FE A D224
PG OINE 2 B AIZE 1T AHRER (JO18396:kBR) #BAMAL, ZFOfEFRIZHOWTI ifﬁ)JlEIEiﬂ
wo0lJE 7 e BEE e UCBIHRIE Lin, E7s, —SIEEEI A RS L LB bt
HILTWD
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1.5.4.2.3 BHNIEITIBEEBERRARZROBERVARKE (SEOMEE - SR
EBNMBREDOXR)

pemmic oW T, 20flELA 2 5 kEICB T OSI AHIC X W GEM ARIGH DR UL E Y
BT D GEM & A AIE OOFHEE b HERER (0SI-774-15588%) 23 % i, {bFE
EILY A VLT OREIC ﬂb(ﬂM&Kﬁ&®ﬁﬁ%&@f SPEDERR S LT,

2001411 A 226 A A RKEFITB W T, UIBRAEEZR R AT T I TS M e B3 % x5
& LT, GEM IZAA| (100 mg XIE150 mg) XiTX7' 7B RZ0FHT 25 11 AHEER (PA.3K
BR) MEmINT, TORE, GEM IZAFIZEFHTLZ L2k, HEFmIcHERAELF
MR/ RSz, 7205, GEM & AHIE OOFAREE GEM BIMEILRE & D24
HIFIZBI9 % HR 130.79 (95%CI 0.66~0.95) ThH bV, TV RT021%IKT (FThbbiA
TEHIRIN27%E0 ) 5 2 E DR ST, BT ORE R, W oHaERICHE N T
b, T BRERCKRT HAFEED HR IZ10KRMETH Y, 2EoEMAZE L THETH D Z
ENRE STz, VEAGE Y GEM BMEIERE TIX16.8% Th - 72723, GEM & AHK|E DOff
FARETIT23.8% TH - 7=,

AFRBRIZ BV TIL100 mg & 150 mg D2OD 2 k— MIABAEFEEZMBALT VA L THo 20,
90%LL LD FE D300 mg AR — MIBEES 50 mg 2R — FOIEFEIT4BNIE E - 7=,
ZD7=, 150 mg 2R — hTIXAMEICET 2 mIEE o N0 57225, 100 mg 24—k
K%wf@%mﬁﬁbkﬁé:m—%@ﬁﬁkﬂﬁ Z, REBEDO T 7 R T DR
WA B R AT OIE R DS R Sz,

ARBRIC BN TREER A N MIII38141 & B S, HofErc B EEFIE45004] & 5% E S
T, BEIORE SN BEILS5696] Th o 7=, EEMEAZHRT 720, REREEETH
TE LT2381B DS T M FEAE L 72 Rl TORAFHIMIC O\ T OMHT & SEhE SAv7=03, AFIEE
DIEMN R MR S T,

hbomicEsx, kETERn ATV, 2005411 71 R ATIHEST -
BIBRABE SRR PR (2563~ 2 — IR TAIRK & LT%JS%E&%LKO U oo <
HGRHEE ATV, 20074E 1 H IR MERER DT L L TR ZBE L T\ b,

Fﬁ IOWTIE, GEM EAFNIIZ, Hik b VEGF Hilk TH DN A~ T HHFH L7

A DOENMEE MR T D I MHRER (BO177065888) 23200547 b ESNTEY,
(ﬁM&Kﬁ%ﬁ%bt B L HAEFHRITER T 2EmE R LT DD, HEHERICH
BREITIRD LN NS,

ZOMIZ, GIBRAREZR R FTHEST T S B IS B T D ARF OFZMET R DS A 4~
— I —HRET HRER (BO211297ER) KON, AKlE GEM {f AL O B A% 48 I LAINIZ
Grade 2UL EOFIE N FEBL L 720> o To BB PSR IR 1T 3B TARHI A 5 K250 mg F THI&E L
TR DA ZIRRT DR (BO211283RER) 2 Esh CHAEITT TH 5,

1.5.4.2.4 BERIZETIEERERBAEOEE (SEO3EE - SIREMBFED X
%)

FEEIZ DWTIE, MEANE T FRRBR (PA3RER) OFSRZZIT A TORREELED 5250
s, EIESAIE 1R e 2ofER c =B L. 2ok, MR
DN T A L T20064FE12H K0, AH (100 mg/H DA AERLE) & GEM (1000
mg/m”/ I O3B G- VRKRER)  GEFRIE DLV R XA OMER 2 T HEIHMEERD & L, Uk
RReZelielE (RpTEEIT UTisBtE) BE LG L L8 AR (J020302300k) ZBAtA L
Too ARRBTIXADECHO W THREKFRIEE & LT, 24T, MEEAGRHM, B2
TR b — LV BOFMMEIT-> 72, ZOREE, PAIRERIZL R ILD ORI NE
Mooy, AFINEPEOIEE L, PAIREBR TR b7 ILD IZ X2 THIEERD S
Molz, ZOMDHEERGIZHONTIE, KA, GEM 2O 7a 7 74V L0 T
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WFRECTH VD, L2t - AR THICHBE L 2D Lo Rho Tz, AEICSNTYH, H
WEE 11 FHERBR BORE X MESN 2B T AHERBR AR 2%t L T 2 b DO Tl e R Sz, F72,
HARNEAEANTEHAAOEYHRERICAEATRO LN TE 5T (1.13.1-3 F)E 75 EE
2.53.53) , GEM OFHOEWNE 11 AER & MAAE b FHRERIC I T 2 Y Eiie s b & FLltE
DRI Enb, HEWEIRER 2O B E U HRROERZ A ARNICKE T 262010
FesakBR & L CHWD Z ISR A2 T L7z,

PUboz Xy, S N AR CTH 5 PA3RERZ pivotal study & L, [ENE I FHRER
T D J020302785k & #EHME Ib FHFRBR T D OSI-774-155RBk % LU~ T, BEEICx+ 2 BA
NCBT 2HREE i LE s v o 2w L, 2ol o usims— 2 <0 i —
COEUEOMEREFHRE LT, EHEGPEEAHREZ I Lz, MR T, MSZATE
BN ESR LRI A2 S, ENGE T ARBRIZE T 5 ILD OB PA3ERIC
EEARTEWZ L2 FRMAE LT, PASBROBEEZ > THARACBIFAAFDY 27 -
RAT 4y "RTUREFNT 5 EIZREETH Y, BEERT — /Ny — % Dl- Tl
ER AR EH A EARPFE LT ) 2 CICHERD D & o Afita %177,

HEEE 1L, AEFROV A7 IXZORGHE L BEEOHEN O &Ex 5, £
TR RRRICK O IRBBHESCEEE N (LT 2R S L Z LD, BEXMKEZE LT
ZDOYVATIFFHIESNHRETHDL EHE 2D, PAIRER & ik L CENE I RO ILD
DOFRBUBHE TR D> o 723, PAIRERT3/282%1 (1.1%) 2D B ILD I X D CIXEN
B HARRTIIRO SN o7, ILD Y A7 L LTHRGEE LR TUIR LRV OITHESE
BIZE DTV R THDHEEZDE, ILD BBUBHE O %> T PAIRER L ik L CTH
W MARRBRICEB T D AAIE GEM JFHABIED ILD U A7 NFE L @V EIdfEm T 720,
£/, FEEICBWTE, BEER L TWD NSCLC ORLERFGERZEMEE AL LT, #
(2, SRR T E AR AR M E O 1035 b D 2 & ORERREAE~DBEN, FPEks DiE
WHE O, W ONCAKI B G-BHAARTO M CT Mifg & OB R i F fafi 1 E  (SpO,%F)
DI &, RO PR DR IS CIRIRIERT O M PEICALE L, ILD R R 2 "lhE
THXRER Y ANT-ER R L ERIREZFZ T2 L2k b, EELCLOETDOY 27
Zh/MET A Z ENTFREL BEZ TV D,

HARNZEBITAHZIR7 4y MZELTIE, EiLsdBREoORKRTIIHL 00, EHNE I
B O 2AGFIRIEL PASRBRICHERTHE D L0 TR, ZhETEANTHRE ST
GEM HLA|D G RRBRSCHRM RO 2AEGFHM LV b Eh o7z, ZhoDZ &b, PA3K
BRIZ E VAN CAREINTZAEFNE T 4 MIERNIZBWTHHIFRFTE 5 LT 5 2 LT
L LEZT,

DLEoBm X v, [EWNE TR & PA3RER & ORICIE, ILDBEEOETRO LN D
DD, VAT « XRXT7 4 v bOHMizREEICTHIEEDU R 7 OEK, HLLIIRNRT 4 v
NOWANTRL, BARABEIZEBNTS, ARG TEMDRICL DR T v MIT
IV A7 %2 EEBZEDEEZ HNTZ, ILD DANOLeM, HihE, EMEEENO D
VAR « X7 4 v MiHlia RHEECT 2 X 9 R RIIB O Rho7o 2 &b, PA3RERE
BOTYNHERRT — 2 /Xy r— YV THRANFEREE T 2ARKHDY 27 « XXT 4w bD
M AT RE &Il L7, Zeds, EIESFREERIHRE JO20302706R CEtlE S /=8 A 7 LD
BHEZTT L, WBEITICE> TWRWEFEZ 5 & Uik 5 (0021097305 -
WllE 20l o R LR REOT, SHRBE RIS OV T B ERET — 4 <y
F=UIED DL Ln, BRSNS AR TH 5 PA3ER, [EWNE AR T
&5 J020302/210977 8k & /S 1b FHERER To 5 OSI-774-155 B 2 fHME B & T D ERK T
— ARy =V %o T, BHRANOIBEYIGRRRE /2B 1253 2 ik & etk %+ 1 7F
ML bDOTHDZ L 2HMREL, NAEYIBRAREREE] OMREIREZBINT 572K
FiBICE -7,

7ok, ARFNO R EST BN & QMR R FEE O I 12 DWW T, KRR ICIThz
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TR EOMENED F O RAGE « BIG/NERGISE)  (B53E], 20105954 H BifE) 128\,
EE O MLEMERRE S,

1.5.4.2.5 ZOMOEEICXT HEEKRFAFEDER
NSCLC, e A OFEE (FFHIIRELE) ~O GO FTREMEICEY L T b st TR B 3T
LT,
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1.5.6 ¥EHERUERM%
1.5.6.1 JEESRFEEN S R-$3MEUVUEAM%
(1) b NEEFEMNEE T EGFR 1 ¥ 2 % F—PiHME 2 fET 5,

30~50%D b kR T EGFR OBEIRBEN/ME SN TEB Y, hoEEFEEE, EGFR 2 EE
DOWEITE, T, (LFFEREERPIMEICEGE LT EEZ LN TS, AFNIIEREKRRRICE
wf@ﬁ®h%hﬁﬁ@%@Emm%u//%f IR ZLET D Z RSN TV 5D,

(2) b SRR T D BN E] B 2 VI PR R S IR R TR S TV D
RANZ DWW TIFEZE O & MEEMIAER~D in vitro FEFEINHIZhFIF Nz v FTE%H}H@H&@
X — R~ AT VCBIT HPUEES R RE SN TWD, ZHE TORFEERRIE L 1342
B DHHERFICESSERITH D Z L0 n, BRIGROBT- /B & U CifFs
ncTnsg

(3) GEM & OfFHIC X v SIS A S 5,

AANT b NEEEMRAL HPAC BHE X — R~ 7 AIZBW T, GEM ZHfHT 22 L Ic LV iE
TN EI D RS, B HEH O AP G TR THBICHBEND Z &R ENTWS, K
FNIPEREEIRIEIE CH D GEM LITERBTF A ONZeM 7T 7 v A VBRI D Z LD,
GEM O 272 0F 3R L HiFF STV b

1.5.6.2 ERERSEREEN S R-SEEAUVERM

(1) GEM HANRIEITE D EFNET 4 FBIR SN OEATH 5,
AANL, PAIRERICEBW T, GEM EDOHFHICL Y, I FE TORGEEERE THDH GEM
HANERIZ N CTREFFIICA B R A O R SBREE S Ve RV OFEHTH 5, T72b
BAKIE GEM OFFHIZE Y GEM HAIRE L LT, DY X7 I21%KTFL, 7o
AFHEIF27% S E SN D Z ENRENTZ, o, 1HFAGFRITIAFRE23.8%, 77 BREE
168% TdH Y, 120 AZRIZHEFL TV D EHEOEIGHAMHEIIAIIC4LT%E M LT, KANE, Z
DR 2 H 1220105212 H 8 A B S T750L E o [E & #itlfi iz BT, R O e THRGRZ 31T T
Wb, 7ok, BUE (20094E7H K A) F T2, ERNIMIBWT GEM HAILL EOEF R 7
o4 v b ERUTCHEKGRE T T2 BNIARF AN FIE L 220,

(2) AHKlE GEM PFHFIEIZENRGE RS B W THLEREX 7 0 v bR SN D,

B RO TIZH 5 DD, J020302/21097:8 TH 72 MST (9237 H) K&
OIEAFEE (33%) 1% PAIHBROAKE GEM OFFABIEREICEBIT D MST (63747 H) X
IEETFE (23.8%) (TR TEDLI LD TR -T2, 2L ORREE GEM OEWNE 148
HERORZ D = U E TENTHAS 7. GEM A O EGRIFZE2 DD fE R L i 5 &
MST i ZZnZH191 B (644 A) KUS.1~735 H*73D L 1020302210973 8D H R E <,
VAR (18.5% K 1UR21.6%™) 12250V TH 1020302210978 D 55 25 & - 72, PA3F
BCHONTEAGFICET A7 v MIERNIZBEWTHHIfFTE 20 B2 bl
PA 3735k & TY 1020302/2109778 88 D A 2>, F89B/RASH OFE B & 5\ T Grade 284 ED
BB TITEWVEGFIR T v DB ELND Z ER R I, EWNTIX Grade 204 ED
RASH RBELEFZ OBENESNZ &b, WAL EICRFHBEIEO AR 7 4 v b EZIT D
NoBEEENENZ ERHFESND (2.7.3.3.31H)

(3) W DI EEL T, B 72BN 2Rt T 28 AITH 5,
ARIFNZIBWNTIL GEM (1214 S-1 bR ZEIE LS L TERRBINTWAIERTH DR, Bl
e (2009427 H) TIEE NI AHRABRZE T TH Y, KRN ESITIXAS 2 Tidewy, £
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FNRT 4 bBIRFTE 2ARFNL, IGRERBR b, B EOLT L bm 2
FEREIRIRIC RN T, ERBIG- IR IR AN RE 22 O 8 (O o i i e iR Ik T & o FF
M7eHHN L EZ NS,

4) APFRREORENET v 7 7 A MTEDW @Y 72 2 2 R O 28 3l STV b,

EWNA & BAKIE GEM Z0FH L7-FRC A BN A EFRIIAF KON GEM BAITHA LR
HZHDLEEHLTEY, ILD BEEZRIFITLEN - AEMETHICHEE 25 L 07
ST, B, AANFAEFLRBFITIZIZOERICEY, HERET S22 ELARETH D,
J020302/2109778 8% (23T ILD FELRN & - 72h3, FH RSO IEE L AT FIEER
oo, BERPEN-TICHED LT, SFIRERSOIEE L, A LN
o Te BB E UTE, BN, RS O WIHER K BRI LY ILD N ENIE R S
U, EO)RALE S TN B B,
NSCLC TZEfE L T\ A REIRTFEHR LRI Z AL L, B EZAHEL 32 %K % B
DANTZ, BERICRE T 2RLERTBELEXNKZFH L TEY, AAOHKEZICE TS ILD
DOEJEN - TV AT ZH/METDHZENARETH L EE X TNWDH, £z, J020302/21097
BB TR, I SEO A DF, EhRMEE SR AN EE ORMEAS ILD U A 7 Rl & L TR
BN TEY, BEREHHABTE CINOICOWTHEICKRET A Z & TRERMICIELY 27 %
B C& DA REMENE 2 B b,
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1.6 NEICET5FERKREICET H2EH
1.6.1 SNEIZEITHEERIRR

TnF=TEBRER, TR EBIV YA U OLERIEDN S & 72 o 72 RPT LT 3R
BMEOIENRAEAGRE | (X3 DRI L LT, K[ETIE Fast track $5EHH & L T20044E11 H
18HIZ, EU TIF2005F9H19B TR I N, T H b ED, 2010412 A 8H BIFE, FE/ iR
fitifgs (NSCLC) Zx9 2T, AL A, hFTH, A=A T VT, =a—U—F K,
VAR —, HE, ®EZE, 10000 EoOE & ik CHEGRA BE LT\ B,

F7o, REFELBOGERCAZFE ML ARHZE TEMT 52068 - IR TH 2O
Th, FLAUZ e EOHHT, KETIE TGIBRARGE R RFTET SIS IERSE | (o325 —
WIRPEEK & U C20054F 11 A2 HIZ/AR SN TEY, EU T TEBIERDE ) (x4 571REEK L L
T20074E1 H24 BIZ/ARENTW S, 20104812 4 8 HBIAE, BRIk DiaicC, A—A hT
V7, YU HR—V, ES 7500 EoOE & Ml CARA RS L TV D,

FHEENCB T 2R, PR ICHOW T ORGRIEE - 2h5, HE - RS 2R 1.6.1-11C
ARE—-EE R 1.6.1-212-7,

& 1.6.1-1 FEEICHITHEBRREF

=4 K EU (i ) =0)
R 724 TARCEVA Tarceva
[ hREAKREAE A B 2005411 H2H 2007451 24 F
EFEIZ DWW T DOAFR | TARCEVA &7 ALV Z DO | Tarceva &7 A X BV EDBEA
ZheE - 2h DT, RPTELT - UIBRARRE | 1L, $BMERE O BE DR % i
NTERB VLR B O —RIBR | &5,
s &5, Tarceva # /L5 2 BRIC1E, 4G
MOERIZHFGT LR %2 5BET
HZ &,

S T HEAT IR R D BB I A 1E M
I DIER 1T STV R0,

FEJE 2D\ T DK R | TARCEVA O HESEL H #% 5 & (X | Tarceva OHELE1 H H 5213100 mg
s - A& 100 mg T, BFEODLRLEH | T, BFEODR LB IFFHATX
RE AT ST B FO2R % D2 | TR FO2REMZICIRHA L, 7 A
JERFICIRAA L, FoavxbEerv e | vHEVEHHTE (Fav iy
T2 (FAZ Ot | O OIS O T2 D O R GRFME
XEHR)  FRBET UIERE | MEESH)

TERWEENEL L E TERE | IBEHBE D4~8ELINIZHZ M
Rk D2 L, RO LNBRNEFIZHONTIE, #
D% D Tarceva D5 % FH B G
LIk,
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+ 1.6.1-2 AZEE—E (BEZEILELTEREXZHTCVWHAERUKER)

No. KERE 2 H No. KR E AR
1 | I 26 | 1IN

2 | I 27 | I

3 | R 28 | I

4 | A=A U7 29 | I

s | 30 | NN

6 | I 31 | I

7 | I 32 | I

s |1l 33 | I

9 | NN 34 | N

10 | NN 35 | I

11| I 36 | N

12 | 37 | U HFE—L

13 | I 33 | I

14 | I 39 |l

15 | EU* 200741 A 24 H 40 | I

[ |

Ic_| I 21| 1 I
17 | 42 | KH 2005411 H2H
13 | 1IN 43 | I

19 | I 44 | I

20 | N 45 | IR

21 | I 46 | 1IN

22 | I 47 | IR

23 | I 43 | I

24 | I 49 | IR

25 | wlE so | NN

* EU MBAE: A=A V7, "AX— TAHIVT, 78R, Fxa, Torv—0, TAL=T, 747K,

77 UA,

KLY, FVvx, NoHU—,

TANT R, A%V7T, b7, VRNT=7, VWWEVTNLVT, =

NE, FTFTUH, R—=F K, RILEHIL, —<=7, ZAaRFT, ZAaX=7, AXA[ L, ATxz—7F 2, HE

(LA E, 274 E)
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1.6.2 REIZETHRNXEDEN

# 1.6.2-1 TARCEVA KREIRMTXE

1. %hee - IR

1.1 JE/MHRRaAHzE (NSCLC)

TARCEVA HUMFEIEIL, BERANR—2AO—WIGR L4 A 7 VT T4 R &S T
DN RSN W R AT EL T ST O NSCLC B OHERRRIE s & 5 [HA
A DE (14.1) 2]

TARCEVA HijlpEiEIL, D7 & 102 A v OB ENESR) & 72 - 7= /T dETT
P TEREME: O NSCLC B DR A s & 55 [k olE (14.2) 20

JRPTEATIE ST D NSCLC —RIBIR D EE x5 & L2 oD L gk e [F 5
I FHEEVEZAL 7T B R ERER OfE 5725, TARCEVA % [ 4&HIHFI~_— 2 Dfp5:
I (AR T TF eI U EFEAXNIF LV ZE L EVATSF ] L
REEFH L CHERRIIRE 7 0w MLV ERRENTWND, Lo
T, TARCEVA @ H&HIHF|~— 2 DAL 5E & ORIREF T HELE T & 7oy [HAKHC
BRI (14.3) 2]

1.2 B
TARCEVA & 7 A% o OFIEER, RPTET « YIRAHE T R B
D—WRIEWE I & T D [ oE (14.4) /]

MiE - &

2. Bi&-H=E

2.1 NSCLC

TARCEVA OHESEI H 5 81X150 mg T, BRFEDODA< &G IRFRRTISUIRF D20
M OZEERICIRAT 5, WEEIT UIERTERWEENE LS £ TR &k
g b2 &, MBETROKRGDOAAMEITRD b TR0,

2. 2 s

TARCEVA OHELE] A 5813100 mg T, BFDOD/2< & HI1IRATUI R FO20E
M®%OEERICIRA L, YA 2 T D [k oE (14.4) &5 A
SHE DSBS BT IR R TE R WEENE LD E TR
s 2 Z &,

2.3 AE%X®

N R, B, BN O lE R 23 BUT R B L 72356 S)UTHEIT L7255, 22
fEE T 5 FE T TARCEVA Z{k3K4 25 Z &, WEMEMESR (ILD) 2K ahi-%
4, TARCEVA #5451k L, MBI U REs21To 2 & [BEROREA L
DIEEDH (5.1) 2] . AR TECEZLNE Z > 72355 121%, TARCEVA
OEEERIETE L, BREEEZTIU R7 OH 5 BHE THAKIERNA LN D
B, EEOKENE - RO RERENA LN D BE, SMEOIRREE TRk
EOEALN I BN D HBAITIEL, TARCEVA AR L 135 Hhik4+25 2 & [ZE
R O F o5& DIE (5.2, 5.3,5.4,5.5, 5.6,5.10) 2H]

WE, THRIIE T I RTEEATRETH L, T I FREYHTHD, SUIMK
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WCELHED FTROH HHEETIE, BEXIKREPNLERGELH D, £/, &
FEDRERISD & 2 B, BEXIIRENLERLGE L H 2,

MEZEFTT5841%, TARCEVA %50 mg O+ 25 Z &,

TEFFEN, 7TV ARTAL Ty, AUVFENL, A bTaFY =, b
Y=, X7V Ry, xAT 4FEN, URFEL, BXRFEL, TURB
~A Ty, harb 7y RvA vy (TAO) , AU aF Y — VED#T)7: CYP3A4
FERK O L —F T —Y I —F T )—>r 32— AL TARCEVA & % ff
AL TWHEET, EEORIERANREL-SEA1X, TARCEVA OHEDOEE 25
B4 5L, FEEC, CYP3A4E CYPIA2OWM 5 ZHETAHA (7o 7o
V%) & TARCEVA Z#ffH L CWAHEET, EEORMEHNEE LHLAIC
I%, TARCEVA D& ZZEB T2 2L [EWHLIEHDE (7) 2H]

CYP3A4FHHEAITHDL Y 77 BV U ERIEGETH L, =raF =70 AUC 13K
1/5~131272 %, D7z CYP3A4FE B/ O 722 il o0 FEH Dl 1 A 5 < HELE 5
D, REFEAPEONRVWGA, BEOLEMEZE=4Y T LR Db,
TARCEVA OB Z# AR TX L0 a2 BB X ICHRETTA0ENRD D, V77 B
TP L TRRE &7 TARCEVA O K #3450 mg TH 5, TARCEVA D
AEZEE LS, T0%Y 77 B30 %0 CYPIA4HEAR 2P Ik 5854
IXEHIZ, DB EIC TARCEVA ZE&ET 52 &, oo CYP3A4HEEHA| L
LT, VZyTFy, VoyXvFy, Zoz=bfV, HAREBEL, 7z /
SNILEH =), BAITF XY VT (B b Va—r X TU—h) ERD
Do INOHHEA DAL TEDETET DL [EYHLIEHDE (7) £
H]

o

WX, TAnF =T ORBEREZRDIEDLEINRINTND, BEIZHLT
HET LI HET L L, BREDNRELG T 2561, BEOLENEE=X
U7 L5, TARCEVA O&4300 mg # ERE L CHEEICHETLIZ L2
ERETED, 2L, BEAME L QL D EREICHEREMARE LY bE AR &
HGlLltxoFHMEEEMN LM (148 LK) XML SN TR0,
TARCEVA % s L7chh, 2ERITELIC, TEOHBHEE CHET L &
[EYBIFEDL (12.3) M)

T =70, I TOMREE R~ LV ERT 5, PEEE TR
¥ (Child-Pugh B) THT/lnF =7 DREFBEITENRN o120, FFEERE
(e Y LE U fiN ULN ZHx CTW\5, XIE Child-Pugh A, B X C) I,
TARCEVA ¥ HHEEICE=X D T 552 L [BHER D FDMHEDH)
(5.4) /], MEUVILEAEN3 x ULN 22 T\ 5 EFICxT 5 TARCEVA
OEEIL, MOOFEEICEVITY> 2 L, BEOHEREZILILS O bNTHE1E
(BERINDIEFR#HAZB L TW R E Y L E a2 ML, T AT
S —PENMEITHEMN LT-%) , TARCEVA ZRE X I#H G P42 2 &, ATk
RERMR A 2N AL L= 350%, EAE(LT A0S, IRIEIEE & HE o TR RE R A
kD= T REBTDHI L, BEROENIER ThHo-E U L E M
M3 x ULN Z#z7-0, P27 IF—PEN5 x ULN #2541,
TARCEVA ZKRIM X1 Z & Ghib4 25 2 & [BEER R Lo/EEDIE (5.3,
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5.4) , BITEHDE (6.1,6.2) K NFEDEZLEM~DLEGDIHE (8.8) M

i 1l o

4. EZ

L,

5. ZEERUERALDIFE

5.1 &%

NSCLC, & I3t O AT E NS 2 10K 9 5 72912 TARCEVA O# 525 1F
TWAEBETIE, ECHlZEOEERMEMEMZER (ILD) RFER1RE SN T
%, NSCLC Z %54t & L TARCEVA HifI# 5 % it U7 BRIREBRIZ I W T [HAk#t
BOIE (14.1, 14.2) 2], FEEZ ILD FRERORBRIL, HEFPRIEEZ IS E L
7= B IR #BR TlX TARCEVA FE0.7%7- > 7= DIk L7 7 B RETIZ0% TH Y, &k
BN O =GR 2SR L LRI Tl 7 7 8RBt TARCEVA BETCRIZT
boTe (0.8%) , BEEEZXIRE LIEHRRER (FAav 2 EoffH) <ix (4
KA (14.4) /4], ILD HESLOFREEKL, TARCEVA L7 LT % U4
FAEECIF25% Tho7-DIZk L, T EREF LT ZE U HHEETIZ04% TH -
776

T RTORE GERHHGRER S bRFE S LR a2 &) ToHI32000%] D
TARCEVA # 5-HBF T 5 ILD HRFEROBROFBERIIN1%TH - 7=,

ILD BEF RN DN BE THE SN M4 I0x, Wlde, i s i ik
&%, BRI, RVEYEMIZ, FIEMEMRE, PAZEMRIAE O, MifRHELE,
AR REY 50 E R K ORI T H 7=, SEIRIE, TARCEVA #5BH#4%, SH
NH9H A EBZ DWW (PRAE39H) (CRH LIz, iz itg L LR
1%, ZNHOREFDEL T, AT OAEEOLTFEFEDE, 8EOKRREREE, A7
DR SR, BB MG BOOE, WY E S O A& K /% 5K 23580 B
776

I RS, MMk R OIS B JRUIRI AR B O FE SR 2387 72 IS 38 B L 72 35 ST L
T2HAICIE, ZWHEET 5 E T TARCEVA #ik#4 252 L, ILD L2Mranrz
%4, TARCEVA #5211k L, MBI U Gl @ s17ro 2 & 5 - /A
D (2.3) BH]

5.2 B2

FFEHEGERE, AMEEAE GECHZ2 &) RUBHIEREOIEM N HME I T
Do ZIBIX, NR—=RATA UREOFEEND “IRIIZEI LD H - 7203,
T, MR, BERARS, (LFERIEOHIC L 2 EEORAKIC S THILZ D
Dbdbolz, KT, BREORKEICTES T HERAT (7Z& 21X, BHEAOK
£, BEBEIMET 5 AN & 2 5K XUTIEA & 2 W IX @ O 2 Oth o R
FIN) #HTHERENPPIKE K- LIz L &121%, TARCEVA #R3E L C, HBEFITE
R KR 24T D £ 5, WYaliEE2 L2 8, BAKDY A7 RN HEET
%, BHRER OMIEEBME O M T =2 v SRR S [FIEHOE (6.1)
R O - HEDIE (2.3) 2]

5.3 =
TARCEVA O# 5, HRC_—R2 T A VERICATFEENRD b BE THAE &
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FBMEEREDIER N HE S TWnWD GECHlZETe) . LR -T, TR
BEEMA (P27 37—, BUALEVROTADIRRAT 72 —F)
b, HEEREENEA LSS, IREIEE & HE O FERMRAIC K
HE=HV T EEBEETH L, BEHIOENER THoT-HE UL E EMNS x
ULN ##x7=0, FZ7 A7 IF—BfENS x ULN Zi# 2 7=851%, TARCEVA
BRI 5352 [FIEHDE (6.1, 6.2) &I - HEDE (2.3)
=M o

5.4 FFIEERE

FFRE G AN 5 B CHTFEE & P45 (Child-Pugh B) T&h 5 & 2 x4 & L2 EKyHE)
RERRBR T, 15614106153 TARCEVA O 5 MR F X3 f& & 5% 30 H LANIZAE TS
L7oe UBIIAFBOEGERE, 1BHNIFAR 2O RMETT, TN OSHIITEBHEITIC
LB ETHoTZ, BT LI0BITF6BIEN—Z2 T A VIO E Y L E EMNR3 x
ULN ZHZ TWeZl &b, BEDOHEETH I LR RBRINT, el
EEA3 x ULN ##8 2 T2 BEIZxF9 5 TARCEVA O 513, MLOEEC
k0iFs b, FFEERE B ULEEN ULN 282 TW\W5, XiE Child-
Pugh A, B X' C) 1%, TARCEVA #&G5HHEEICE=FV 7/ F5HZ L, HED
FFSREZRAL N B Db HA L (BERIN S EF#HAZ B2 W izkey ve v
ER25ICHEIN LT, I U AT7 IS —BENMEFICEM L7272 ) , TARCEVA
BRI G D 2 & [BRFEREDIE (12.3) ROV - HEDE (2.3)
e

5.5 JHILEZETL

Tarceva ¥ 5P OEZE THILEZL GELHZET) DHRESHTW5D, BLEH
A BIBEE AT oA K, NSAIDs 0% 4 &AWL FHFEELZHH L T D
B, WHALMEEE OISR EBOBEREN S 2 BFEICE W TUXELE S L OFRIE Y
A7 NG5 [FIEHDE (6.1, 6.2) 2] , MLEZILOFEBENRBD L7z
%A51E, TARCEVA OG- #K/AICHIET5Z L,

5.6 KAEM - FRHEDOREES

A - FIBNME O R EREE NG TR Y, OB RS RS IR E i i
(Stevens-Johnson JEMERE) <O TR MER REEIEIE 2 St o D IEH] (—EOREFITEL
W) WEEND [FITEHDE (6.1, 6.2) ] , TEIEO A ME IR B
DIEBLRFED HNT-YA X, TARCEVA OBH ZIRIETHF LT 5 Z &,

5.7 EIEE/ R

s 2 it G & LT BRIRERBR TlX, TARCEVA/Z L % v U HRED BE 61513 0
FEIE/RE M 2 78 0E L7 (BEBLHEIT2.3%) . THHDRBRFED I HLOFIE, L
WLV L, ZRISKL, 7T 8R/IF LT Z U BERETIIINOBE N LG
FEFEZFIE L (FEERIT1.2%) , BSOS LV 3ET Lz,

5.8 INMEESE

JEEdE e kb5 & U T2 iR FABR TlX, TARCEVA/Z LY # © o &5 RED B35 645 H3 ik 1.
EEELZIIE L GEHEIT23%) ., NUH0BFEDH LIFITHMMET, HE—0
B R BEREG THHT-DIZH L, 7T vR/ZF LY X e HERECIIMLE R
EFXREO LN Lo T,
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5.9 m/MREAME Z £ 5 UMM EGE A M4 E M

fRegE & 64 & U T B PRERBR TlX, TARCEVA/Z Lt 4 B2 H5RED BE 26 73 /)
R E 2 £ 9 BI85 PRV VR i 2 FE L7 (GEELER130.8%) . i bH D
BEITWFNE, TARCEVA &7 AV X ErOfffEE 2% Tz, 2ok
L, TR RIF Ly H e AERGRETIM/ R IE 2 ££ 5 %008 E M f 2
MIEFNTFRD SN2 Do Tz,

5.10 ERfE=E

TARCEVA #5-HIZ A AT ABIEES BB L BERREI L TND, £D
fit, FEEORERE, wmiEAafEEg, ARKEDIRE®E S TARCEVA 5 EHIC
BWTHEOLNTEY, ZUGITARZEILIEEOBRK & SNTWD [FIEH
D (6.1) ] . RS2 OREE IIREE OE(LRFED DL GA I,
TARCEVA # 5-ZARETF I35 Z &,

5.11 EMRZ#LE (INR) EREHMDEFN

GIRSBRIZHB VT, EEERE (INR) O B, F7-, F0ICH BRI L O B
MU O HMERERAREINTEBY, TO—8IIUALT7 7 U OFEH & BE L
TWb, L7 7 ) orRoznbso s <) o RbtkinglziRAmoEEx, 7o
ha v BRI SOL INR 2 EMIMICHIEST D 2 & [FITEHOE (6.1) M)

5.12 Fwm~DEE

TARCEVA TR Otz G S -546, RIRICEZEL 5 & 24 itk
NhHb, T)uF=7%, b FEFERE (150 mg/HHE 5D AUC) DOFI3fE0 M4
HSEMIRE L 705 X5 e B CREEMAMO U XI5 Lo s, MYREET
EMENRHR N, TAnF=T %, mym_X—ATHEMAE (150 mg) D0.3f%
X070 HET, M7 v MIZRFID BERIEICT TRE L75GEe, Rk
IR L, AEWRIRENED L [HEDBELEML~DRGZDIE 8.1) £
M

IR D&MD TARCEVA ORFIZOWT, +o 7R BRIZFEm STy, 4
BRZNAIBE 72 ZeMEl2lE, TARCEVA IRAFFIIREES 2 K H4RiE+ 5 Z &, BT RO
TBESETHA 2 &L 208IE, MYNCHEHT T2 L9 Icisd 452 &, (IR
TARCEVA ZRH L7256, & L <UTRAFICEIR L7235A 120X, B3R IEICE
BRORTREMEN B D Z L B MDD VLERH D,

6. BIfER

GIRBR O ERFIFILIE E T ERDT, H2EF ORI TH O EITEHF
BRREZROEFOFER AR THONTZBEMA IR EERELR T2 LT TS
T, FLAFBRTHLONDEIERFEBR RIS 5 & BIRGR0,

TARCEVA D724 # ML, HMEE & LT TARCEVA O# 5 %252 17 7212004124
DEE, FAavE ey EOFFHIZL Y 10031£150 mg O TARCEVA O 5. %517 7=
3001 LA o, KON, o b FRiEAl & OfFHIZ LY TARCEVA O#H %507
7212280 D BFIZHAS LS DO TH 5,

NSCLC, W& X3+ oo i THEEIES DR %2 B LT TARCEVA D5
BT RE T, EHEOBEELRFERNFEINTWD [EEROMEH FEo
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HEEDIH (5) kROVHE - HaolE (2.3) 2] .,

6.1 BRPRERERALAE

NSCLGC

HEERLZENRE LEEBRAR

NSCLC O#MEFRREZ x5 & U= MR A LERARBRIZ BV C, 150 mg @ TARCEVA
WA 5% 2 F 7o BB O3%LL BICHBLL, 77 ERELHEECH~TIS0 mg O
TARCEVA B 5-RE CORBUAE 233%LL EOFEELRZEIIZ, NCI-CTC ver3.0
@ Grade |Z9E» CEHRKIT 5,

150 mg @ TARCEVA A& 5% % - BE THOLNTAFE RGO 5 AN E
DITHZ L THITH -7z, TARCEVA B5-FBHIZEWT, Grade 3/4D %595 & THIN
TNEIN6.0%E 1.8%I1238 L=, TARCEVA &5 EFHICB W T FRINUFZIC L
DB IEICE S T2 BFITZENEN12% KL D0.5% Th - 7=, BIZEXITTHFIZL D
TARCEVA D& IIREIZZNEN5.1%, 2.8% TH>7-, TARCEVA &5 %%
O, BEPRBLLIEF TO, BENRET HE TOMMIE, 2B RELIND66%,
17 HUIWNM81% ToH > 7=,

&1 :NSCLC #FrREZXNRE L-ERRHER !
TARCEVA Bi%| (150 mg) %5 %2 (TT-BEDIWLUELICRERL, TS5 ERIEEHIC
EREBEENUESEN > -FEER

TARCEVA 7R
N =433 N =445
NCI CTC Grade 4> Grade Grade3 Grade4 |4 Grade Grade3 Grade4
MedDRA PT % % % % % %
2 49.2 6.0 0 5.8 0 0
T 20.3 1.8 0 45 0 0
W T7 9.0 1.8 0 5.8 1.1 0
BACRR 9.2 <1 0 49 <1 0
% 9 PEE 7.4 <1 0 2.7 0 0
S 6.2 <1 0 0 0 0
SUERR R E %% 4.6 <1 0 1.1 0 0
B2 & Wz s 44 0 0 <1 0 0
(N 3.9 <1 0 <1 0 0
NGNS 3.9 <1 0 0 0 0

MERFRRIE 2 x5 & L= BRICEW T, 150 mg @ TARCEVA HAI#& 5 % 51 F 7 B
THHREMRERY (T77=7I/ 7 A7=7—8 (ALT) , T AT X
7/ 70 A7x27—F (AST) , KOV LE O8N NEH 5z,

TARCEVA kO 7 7 2 R GREEE OZNEN2%E 1%A#1Z, Grade2 (>2.5-5.0
x ULN) @ ALT H{INAFEH L7-, TARCEVA #HEREEE D1%IZ Grade 3 (>5.0 —
20.0 x ULN) @ ALT #23Rd 6z, 77 v REGEBEEIC Grade 3 (5.0 —
20.0 x ULN) @ ALT ¥R O ooz, BV AL E Oz OV TiX
TARCEVA # 5-#EBE DA% Grade 2 (>1.5 — 3.0 x ULN) , 1%AJifilC Grade 3
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(>3.0 — 10.0 x ULN) 238N0zt L, 77 vR&E58 T Grade 2,332
1% K CTh o7z, BEEDOIHEEZILN S b -%A1%, TARCEVA Z{K3 XX
Gk L HEDE 2.3) 2],

ZR, ZRAEEEZNRE L-ERKRAER

NSCLC #BF D &k, =kIEHWEZ4 L LIEBEARRBRICE N T, 150 mg @
TARCEVA HA|IOF 5% 521 72 BE D10%LL EOBEFIZHRI L, 77 vRE5EIC
HEARTHRBIBHEN3%L, Lo Tt AEFER %L, K22 NCI-CTC ver.2® Grade (T
> TENT D,

150 mg ¢ TARCEVA Hif# 5 %% F 72 8F CH LN AERZO S HHEERE
DITHIE & FHRITH 72, TARCEVA N5 SN2 BFIZEBWT, Grade 3/4D%5
ETRINZNTENY% & 6%IZFBL L=, TARCEVA %5 Ini=BHD1%IZ, Wbk
HIEIZE D RE & TRINSFEE LT, 5 UL FHIZ X 2 EIXZE N E6%, 1%T
bhotz, BIEFEBEETOMMOPREIISAETHY, £ TREHRE TOHMO
HREIX12HETH - 72,

F&2 :NSCLC Z R/ =ZREREFRE L=ERRFER
TARCEVA B (150 mg) #E5ZZIT-BEDINLLIZFERL, TS RE5EIC
HAREBFPENWULLEEN > FEER

TARCEVA ISR
N =485 N =242
NCI CTC Grade 4 Grade Grade3 Graded4 |2 Grade Grade3 Grade4
MedDRA PT % % % % % %
F95 75 8 <1 17 0 0
T 54 6 <1 18 <1 0
BARARIR 52 8 1 38 5 <1
97 52 14 4 45 16 4
1% R e 41 17 11 35 15 11
LN 33 4 0 29 2 0
L 33 3 0 24 2 0
R 24 4 0 15 2 0
0 i 23 2 <1 19 2 0
EIAPS 17 <1 0 3 0 0
% 9 BRI 13 <1 0 5 0 0
B2 & Wz s 12 0 0 4 0 0
S 12 <1 0 2 <1 0
HEME ARG 12 0 0 3 0 0
-0 11 2 <1 7 1 <1

150 mg @ TARCEVA HiF|# 5 %5 ) 7= BH Tl a Ry (F7=r7I/
T AT 2T —¥ (ALT) , TARTX VBT I /) T A7 27— (AST) ,
LOEVILE OB NRO LN, L0, KEBmE—@wtEchs
Dy, XIIHESBICHEWNVAE T D TH D, TARCEVA X OV 7 B REGHEERE DX
NEN4% E 1% AR, Grade 2 (>2.5 — 5.0 x ULN) @ ALT BRI LT,
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TARCEVA #5838 T, Grade3 (>5.0-20.0 x ULN) OIS beh o7,
BEE OISR D bbni=5Aa1E, TARCEVA KK Z&G5H1k4 252 &
[ - HEDE (2.3) ),

fEeg=

JHEsE s D IEVE 2 (LEBR T100 mg @ TARCEVA,/ 7 Ly % € o OO G %% 17
7210% L EOBE B LI HEFEG %, 312 NCI-CTC ver.2® Grade (2> T
45,

100 mg @ TARCEVA /7 Ly 2 € v OO G % 50 T2 B THE O @) -
TCAEFRGE, I, B2, BL, BERAELO TR TH 72, TARCEVA/ 7 A
AU GEETIX, Grade 3/4DFZB K ORI Z L NS5% D BFE THlis S
N, BBEOTHOBREE TCOMBOPREIZZENEI, 10HMEXOCISARM T
otz BRELOTFHIZEY ZNZEI, 2%DHEE TREIZED, TARCEVA/ 7
LB OUAEG 22T T D EBEDI%IHNRBRO P ILICE 572, 150 mg %
HRETIE, BEFOEAFEA2ENEH ORBLFER <, K0 HENIRE X
RN 572,

3 : TARCEVA = 5EREEBEEZEDIULIZHKIR L-FEER : 100 mg 55

TARCEVA ISR
+ AV FZEU1000 mgm’ IV | + 55T F € 1000 mg/m” TV
N =259 N =256

NCI CTC Grade | & Grade Grade3 Graded4 | 2 Grade Grade3 Grade4
MedDRA PT % % % % % %
957 73 14 2 70 13 2
S 69 5 30 1 0
TN 60 7 0 58 7 0
BARIR 52 6 <1 52 <1
TH 48 5 <1 36 2 0
209 46 9 <1 45 12 <1
Mgk - 42 7 <1 41 4 <1
IR D 39 2 0 29 <1 0
JE YL 39 13 3 30 9 2
A 37 3 <1 36 2 <1
FEEN 36 3 0 30 4 0
55 31 3 1 34 5 1
B 25 4 <1 23 2 0
PR A 24 5 <1 23 5 0
M N2 22 <1 0 12 0 0
RG] 21 1 0 20 <1 0
PRt 19 2 0 14 <1 0
HIER R 17 <1 0 13 <1 0
AU 16 0 0 11 0 0
FEED E W 15 <1 0 13 <1
SR 15 <1 0 10 0
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TARCEVA F5 R
+ FATFEL1000 mg/m* IV | + 4 53 F E 1000 mg/m? IV
N =259 N =256

NI CTC Grade 4 Grade Grade3 Graded4 |4 Grade Grade3 Graded
MedDRA PT % % % % & %
RIRIE 15 <1 0 16 <1 0
Wi B AE 14 0 11 0 0
VNS 13 1 0 11 <1 0
—a—n Sy — 13 1 <1 10 <1 0
53] 13 0 0 9 <1 0
T 12 0 0 9 0 0

* DRYWIER KOV A BUE ] OZRE IR ETOT X TD MedDRA PT %510,

RS A b5 & U - IR ER TlX, TARCEVA, # A3 % o fF I ERED 1051531
EEARIMARIE 2 £ U7z oloxt L GEBERII3.9%) , 77 v R Favrrer&h
BECIRIREER IRMARIE 2 4 U7 B 13301 CGEHLRIZ1.2%) ThoTo, RERERIML
FeSiE 25T Grade 34D MAAMEL DO LKROFE KL, 0BG THLEIL
Tk, TARCEVA/ 7 AT Z B EHTIIN%T, Y78 REF A2 E
> OPFABEGRETIE9% TH > 72,

Grade 3% Grade 40 MK FRIMAEFMICIEZ, TARCEVA/ 7 AL % E S
LT I78R /" TLAEE U BREGREOMICEITHED NIRRT,
TARCEVA /7 Lo 2 B R G RETORBRNS% AR TH - I HEDHEH
% (NCI-CTC T Grade 3LL k) 1%, b, REAR, 1 LA, BEE, /Mg iE
Z 8 D BN E VPRI M i A devs R, O RRZE/ I, AN i A e
BRI B B N REAR BRE CTh o T [BEROMEN EOMEEDH (5) 2],
TARCEVA /7 Ly 2 OOt A& 5%, sERERY (T7=73/ +7
VAT x27—Y (ALT) , TAXRTIXUMBT I/ v I A7 27 —F (AST) KO®
EULE L OEINLE) N SN, R4S, BIELTIESERED Y L, Kl
NCI-CTC Grade #7/~7, BHEDFHEEEDO L E U546 121X, TARCEVA O &
IR EEBET D& [k HEDE 2.3) 2H] .

x4 REBETCOFEERERE
(FIE L =B HEHI D H =B NCI-CTC Grade) : 100 mg 53

TARCEVA+ AV ZEY 1000 mgm* IV | 759K + FALFZEY 1000 mg/m* IV
N =259 N =256
NCICTC Grade 2 Grade 3 Grade 4 Grade 2 Grade 3 Grade 4
Grade
vyer 17% 10% <1% 11% 10% 3%
ALT 31% 13% <1% 22% 9% 0%
AST 24% 10% <1% 19% 9% 0%

NSCLC R U fész : $HEDEWEI{ERA

BAEE

EILE I RE SNTWD [BEER O EoyEEDH (5.5) M)

NSCLC Z %5 & U7 BRI N O 2 %15 & L7 OFHERIRERBR o Wi, i
WCEBHLEAORENH 720, TONO—FHOBETIE, VL7 ry Uik
NSAID ZOfH LT\ [BEER OMEH LoEEDHE (5.11) 2], ZH0H
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FHELL, W RS (B4R, B+ BBEE) , i, mEdk, v
TR, RIGRGENHSOHIMmE L THE I,

BEEE

BAY v AMIEOFEEIZEGRZR L, EEHZ2EHAaEB RS LB AE R 2N M
HENTWD [BER O EOEEDIE (5.2) 2],

FrESE

TARCEVA WNHA| TG-Sz, XMMEFHREAR L O Sz B3 TR HmE
SNTWD [ZEELR R ot EoE (5.3) 2] .,

ARFEE

TARCEVA Dz 5-H DB TABIRG A L < IZABEELAHE STV 5,

M XFEER, EEOBERELOHIB(LE 2 EDEEORENREINTEY [#
R O O EEDE (5.10) 2], ZhOIXAEEE, ZILOBRKFTH
5

NSCLC % %5 & U 7= R akBn K OS2 x4 & U 7= R #Bk C©lX, TARCEVA #
BEEZTIZEEITB VT, NCI-CTC @ Grade 3D #EMFE A K OMARFSE N £ TS &
NTW5b, [BEvDt )2 FROE (17) 2]

RiE - E2-TMOEE

A - FIBNE O R FEREE |G I TR Y, Z OB RS IR R E i i
(Stevens-Johnson JEEHRE) CH EIER REEWIE L ROE DIEFAN T END [ZH

R OME/ LD)EEDIE (5.6) 2]

IR LT BE TIE, 32 OABLIIHE L CRBRIR & OBRIR sk <, B0
BRI 2D SEICHEU LA A 2T 252803 d 508, WEMMRENICIT R
Do ZDRIEROST IS E I M O ERE - WEICRBLT 53, 2EMOREIR &
2ol 0 EIEML L2052 LX° (NCI-CTC Grade 33134) , WHEEZHE> Z &b
D, BNIZHE o2 CRIGMIGORIED LIXEBLBRRONDZ ERHDD
T, o272 U=V BERALED, HRICY-520WEHCTH L2 HRT 5, £
DEE, BN, MEAVRSOIEREZEY 2 NDH D, mAaFILE, HELENH LD
N, HMOKRERIEIZELZ ENRD D,

EBELNOMEE (WEBE, BHMNEZEE, WEJEEOLL, NHEE, NoOMEHL
XATWiESF) BEE STV D,

Z0HDEE
NSCLC% x5 & U 7o L T DR IR AR M OVREHE & b 5 & L 7 B IRRRIER O [ ek ik ©
SR E ST,

—HRIAIZ, B AR K OMER6S I AT & 65k LL_E OB R C, TARCEVA® HUhE
EXF T A2 e EOFEETOREMEICE, FFETRESMETRO bR
Mo Tz [HEDEELENN~DRLGDIE (8.5, 86) M ] , TARCEVAD 224
L, AANBRELT VT REETHETHD EEbI s,
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6.2 MEREAKAE

Mil1% & TARCEVA Off FHHIZLL F OREIER DS HER STV 5,
INSORIERIZIARBEDEREEMANGHELNT-HBEREICE S LDOTHD,
FEHBAE OS2l C3E ) B @i & ORI RBIR O MEREN H I ATHE & IR & 720,

RERUVE THEBEDES
EEZRVINOEARHRE I TNDEINIEEACITEER DO TIEARN,
B ; BV RN, FEERJEEOE, NEE, NOMEssk 3% %
AIENE < HIBLHE O R JEREENHRE I TEB Y, & O F IR R kS B IR AE
(Stevens-Johnson JEMERE) CHFEMER LEEIEZ SO DIEFNE EN D [ZHF
R OMEH [0/ EEDIE (5.6) 2]

HILERESE
HICE I [BER O LOVEEDE (5.5) S/

FFiEE
TARCEVA NHHITE G- ST, XIIMEFEER & OFH S BE THAE WS
SNTWD [ZER O o/t EDE (5.3) 2

1. EMMEEER

T F=TIEEICCYPIA4IC LV R# SN D729, CYPIA4RHEANCLY =L
F=TORBENEED ETHEIND, WII72CYPIALHERITHL T hatf Y —
LEDOPHICEY, =aF =T DAUCITKI6T%IEI L7-, TARCEVAZCYP3A4
ECYPIA2DOE M ET L Tanraxh o LK L, minT=
T DAUC & Cox N FILEIL39% K DN 7% LU7=, TARCEVAE &7 ko> — )b,
HDHNEIT AN, 7TV AuL Yy, A VT EN, 4 T AtV —
N, X7 7Ry, FAT 4 FEN, URFEL, BFFENL, TUROYA Y
Y, haLbT7ry RvA4 vy (TAO) , AV aF Y — VEDES)7CYPIA4IHEA &
WL —T TN =Y XN F T —T TN —Y TV a— R OFRHITEEICITY = &
[ - JHEDHE (2.3) 2H]

CYP3A4FHEAITH DY 77 L #TARCEVAR G-RI7TH ], Bifk5d 5L, =
naF =7 OAUCIFKI/S5~1/31272 %, NSCLCHESE TIHHIZ30~50 mgllfiY 9% &
Tho, PIORBRT, V77 211HBE#HS L, 8H HIZTARCEVA 450 mg
ZHEGHEG L 25, =L aF =T DAUCOEHEMR, V77 e 3k
Jf FH$ 5 T CTARCEVA 150 mgZ BRI H LTz & X DED57.6% & 7e o1 [ -
JHEDIE (2.3) 2H] . F O CYPIA4THENEH O 72 M o FH ol i % 5 <
HeLE9 2, (REBREBIN 2 WGE, BEHEORES 2G5+ 5 2 &, TARCEVAZ I
BEL%, V77 BV ECYPIALTH SR 2R I 255 1XEBIZ, FrED M
HAREICHET S Z &, MMOCYPIA4FHEER L LTL, VIry 7Ty, V7T
v, Zx= bk AV, ANNARTEEY, T2/ NVEHX =), BT UL XYY
U (B Ta—r X U—N) ERbD L HEDOE 2.3) BH] .,

B 1L, = aF =T DAUCEBD SHEL N RENTNWS, BFITx LT
B X HRETH L, BRENRE AT A58, BEORZEEZET=4X
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V7 L7235, TARCEVAD fAEOEE /I &4 ZE X%, TARCEVADO &%
HWET 4G, B L xITFEDIC, HEZMEOHBHEE CHETHZ
& [ HEDE (2.3) R OEEKFEEDE (12.3) M),

XY T ATHRET HTARCEVAD Hi# 5 K OV 51X, CYP3A4DFEETH D 2
2T ADOAUCE24%D S8 7=, ZOMFIIARATH S,

MR T, FYAav X iz o F =7 ORYEREICK L CAEREELY KT
ST, TnF=TY, FAUVAEUCOEYEEICH L CHBRREEERIFX
Mmoo,

FESALE O pH 2 2L S LA, mruF =T ORMEEEEILESE, 0N
AFTXATEVT 4 — %R TFIELABERDH D, DX D 72IEA &IPS
95 &% TARCEVA Ol &#H&E L TH, BREEOHMNITHbONRNEEZZ LN
%, TARCEVA LA+ A S5V — ) (Fa hrROTHER) oA E, =L
0 F =7 AUC %#46%/V XHic, 7vu kR 7T HEANL LS HEE O pH 12
ERMICH 0 BELZRITTOT, B LEEFOMBEZZT CHL ZOMAEERIX
R bhnweEZ NS, Fu Ry S THERE TARCEVA OOFH# G,
AIREZRBR VR D Z &, HyZBIREERAITH D 7 =F 22300 mg Z0FHFE 532
L, mrF =70 AUC 1E33%8~ L7z, TARCEVA %7 =F 150 mgl H2[H
BEEFH LSS (=F Y 0RORAN G & H108R%E, #FDRA
X0 L2 , =rF =70 AUC 1Z15%ED Lz, 9=F DX 57 H,
SREHEETR THET DULERH 5E51E, KEEZTOLTHWOILERD D,
TARCEVA [F— H—[F, HySeSARREHAIIRM L0 10R%, £7-, ROJRM D2
MLL ERTICIRA 32 2 &,

FIEEA A = v v F =7 OB REIZ LT T BTN STV, HlEEAl o
FHANMLETH DAL, HIFEAIO#E & TARCEVA O 5 2525 2 &
[BEHRFEFED T (12.3) /)

8. BFENEEEFA~DEE

8.1 1R

WA T Y —D [BEER ONMEN D VEE DA ]

TARCEVA [THEIRF O LMEcH& 5 S5, RR~OEREE L 5| X 2 9 /e
PEDN Do FIRTTREZR ZeMEIZ1E, TARCEVA #5040 358HE 5 L 9 ¥5iE4 25 = &,

TnF =7 ZHEEME (150 mg/H D AUC) DOKI3fEO Mg EmmE L /2 % &
DY XIERE LI5S, WA R EBEE K ORPE % £ 5 RFEM BEER A BT,

T XROT v FOWEREMIC, AUC 1253 & K &E & IRIE RS O g3k
MBE LR Lo nF=T%2FK G5 Lzl 25, WIRREIE UTIREZ £ 9
B R O FEHBE I L7227 7-, L L2 D, 30 mg/m’/H Xi%60 mg/m?/
H (mg/m* THEARARED3MEL0.7ME) O rnF=7%, LR LIERIEIC
DT TCHEZ > MBS LG a, BERIUEREA M L, AR EA L
776

TAnF =T, WEEEBO Y2600 mg/mY/H (b FZ150 mg/H &% 5 L
TR 2 B 5 AT SRR E D31%) £C, BWEREMO T » FZ60 mg/m’/H
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(mg/m*~_— 2 Tk fﬂﬂaf&)élSO mg/H D0.7(%) FTCoOHEEZHRE LA,
UHXTHT v P THEFBHEITRD b RnoT,

8.3 &Ilw

TuF=70r FHILHFFT~OBITHEIZAHTH S, b MALHTICBITT 2 Y
X% <, FLUEIZTARCEVAIZ L % EHE 2R {’Eﬁ%z}%%bhéﬁA WRH B0, B
RIZ %9 HDTARCEVAO EHE LA EE L, %% F 19 5 TARCEVA# 5 % 1 1k
TONERETH I &,

8.4 INERTOER
/NS TIX TARCEVA O Z2 M & AN IIHENL STV R0,

8.5 BkETOEMA

NSCLC #ffrmiEza xR & L I-ERARHER

NSCLCO#eFFiE 2 x5 & LIcBIE A LRSI L BE 2D 5 b,
66% 7365 E AN, 34%M3 65 LA ETH -7 [65mATM : OS HR = 0.78 (95% CI:
0.65,0.95) , 65mLLE : OSHR=0.88 (95%CI: 0.68,1.15) 1 ,

NSCLC =k - = RaEERR L LI-BRRAER

NSCLC @ ¥k « =RipEZxG & Uiz BAEA(LLLEGRBRIZ S L2 BE 2R 0 5
B, 61%M365m A, 39%IX65m U ETh 72, W OERRE T, AFICkd
% TARCEVA O A IEMEITHERF S vz [65mE AT : OS HR = 0.75 (95% CI: 0.6,
0.9) , 65mLA L : OSHR=0.79 (95% CI: 0.6,1.0) ] .

B —RAEEXRE LI-BRRAER

R 2 b G & LT B PR AR Tl 65mA T D BE1352%, BHE D48%I%655% LA LT
boTz, TR, BRICERDO O D 2T ->7- [65m AT : OS HR =
0.78 (95% CL: 0.6, 1.0) , 65 L : OSHR=0.94 (95% CL:0.7,12) ] , WFho
RBRTYH, HERETELEMEEEEOM T, ZEELOEYEIREICIIRE o
IEBH DN oTe, O, EilBE TOHERMENTHELE 20,

8.6 TR

NSCLC #¥mizZxtg & LI-ERRER

NSCLCO#EFFRIEZ XS & LI EBE A LRI S L BE 2K 5 b,
3% B, 27% N KM TH o T2, M E BRI, WIS RIS E S
DI HFEIT o7 [BPE: OS HR = 0.88 (95% CI: 0.74, 1.05), Z : OS HR =
0.64 (95% CI: 0.46, 0.91)] .

NSCLC —k - =RaEERR L L -ERRAER

NSCLCD Ik « —IRIpRE X5 L Lt%f’ﬁﬁaﬂztﬁxﬂfbﬂiﬁ 2B LT BE 2D 9

75 65% MM FE, 35%NEMETH T, Lotk AR, RN < ERKRIIZ
FTD®H DL AT oT [FPE: OSHR =0.76 (95% CI 06 0.9) , %tk : OS HR

=0.80 (95%CI: 0.6,1.1) 1,

[ —RAEREXNRE LI-BRAR
s 2 k8 & U= R ERBR TlX, S LZERED51%0 B, 49% 0N &M Tdh -
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7o, waett e Gz, MINCESSEKRMICERO D D 21T ol [FiE
OSHR =0.74 (95%CI:0.6,0.9) , Zf4 : OSHR=1.0 (95%CI: 0.8,1.3) 1 .

8.7 A&

NSCLC ##FEiEE xR & LI-ERRAER

NSCLC DO #ERi L2 %G & LTm BAEA(LILEGABR TIX, BRELED 5 H84% H
N, 15% M7 VTR THoTo, BEMEEFIEIL, AFEIZESEBERIICERD
»H DAL o7= [AAN : OS HR = 0.86 (95% CI: 0.73,1.01) , 77 % : OS HR
=0.66 (95% CI:0.42,1.05) ] .

NSCLC =k - = RaEERR L LI-ERRAER

NSCLC® —k « =WRiGHEExtg & L BIEALILERER CTI1X, BRE2K05 5
T8%MBHEN, 13%NT VTR Tholo, Btk AMNEID, ARIZES EKRMIZ
BRODDHAET o7 [AAN: OSHR=0.79 (95% CI: 0.6,1.0) , 77 % : OS
HR =0.61 (95%CI:0.4,1.0) ] .

B —RAEEXRE LI-BERAER

g 2t g & LT BRIRRBR Tk, BE 2D 9 BH86% N HAN, 8%BT VT R TH
olz, ‘waeREE ML, NEICESHBERENICERZOD D E T o7 [A
A :0S HR = 0.88 (95% CI: 0.7, 1.1) , 77 5% :0S HR = 0.61 (95% CI: 0.3,
1.3) 1,

8.8 HFEERAE

FEERE REV/LEES ULN 2@ %2 CTW\W5, XiX Child-Pugh A, B X}
C) 1%, TARCEVA #EHHEEFEICE=F V7 FT52 L, BMEULEENRS x
ULN %82 TWABREIZET5H TARCEVA Of 5%, MILOEEICLIVITY Z &
[BHEoIE (5.4) , BIfEHDE (6.1,6.2) k% - HEDE 2.3) 2H] ,

in vitro X WNin vivo 7—H4 T, ZaoaF=7Rn"FEL LTHTHHNIND Z & 23R
INTWD, LLenb, hEEFERREMBSE (Child-Pugh B) o=/ nF=
T RFREX, FPHRENS B 2B (FORMENTR A, TEBREEZET) L EN
Rinole [k - HEgDHE (2.3) kKR EREDOE (12.3) M)

8.9 EHEEESRE
HE B G- E D% A IRPICHE S5, BB ERE 2 xR & LR R
ECEr oY S QAVAIAN

10. BE&RE

TARCEVA Hi[al#8 1 5-RFIC, R TIEHR K1000 mg, & EFE TILHEK1600
mg/H £ TCEREMNH >7-, —J7, TARCEVA HAIKERGOZAEMZ, @EHK A
IZEBWT, 200 mg 1H2EEG CTHHRBICAR E o7, 2O ORERT — 125
Sx, HIEHAEZBEX L HETIE, TH, B2, KO M7 27 I — Bl
e, EEORERORBREN, BRTERVLXNVIIELIBENARL D [H
W HEDE 2) M), WEEGREDNDSYETX, TARCEVA R L, xf
SEFEZ a5 2 &
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17. BEADSVEY VTIER

LT OEIER A Ule i, BEITESCHICEOBE 2RO 5 2 & [ZF

K OMEH LEDOEEDIH (5) , FITEHDIE (6) kL - HEDHE (2.3) M .

o IO ITEAL

o  HEIIFHGIIEO TR, B, BHCRIE, UXNEH:

o JFUKIARE D EYIFLOmEmik DR BL 3 HEA L

o [RHK

TARCEVA RABFDORERISN TR IND Z D, FHIMALE LTT Lba—

/I/%é\iiﬁb\%ﬁ7 U—2L, P27V —VEEZERHL, £S5
2T 5 [AIEHOE (6.1) Z2H] , BBOEBIZOWTHEZLFELE D Z

ko%ﬁwﬁﬂﬁkbfﬁ,%%% BREAT A ROHRIEEHO®H %P1k

WESENEZ NS, DK D 72TFIE) NSCLC K OWERE 2 x5 & L7 5o Ll

LB CITAVWS N, REGERIERO S D S ARANL, KRG B

AT SED T LN D, BBEORIRIC VT ERBHEITPRTE LT, 14

PRI OEIEEICESNTITY 2 &

RN FIREZ2 ZPEI2 1, TARCEVA & 5-FIIRHET A5 L H5ETH 2 & [BER D
T EDVEEDIH (5.12) K MFEDBELEL~DERGDH 8.1) /]

B OREIZ Lo Con T =7 DT RENE T 5729, TARCEVA &5
W IR 2 v k35 K O MR SRS 35 2 & [ERFEAE DT (12.3) 2H)

FH R %

e

13 3'5 uuﬁ-ﬁ& TiEi\IEﬁ

P ER 13.1 ®Et, TERERMY, S£BEHEEEES
TaF =T ORFEHEIIRFT S TR0,
T F =T OBEEIEERETTT D OIZE M S 2 —# D in vitro R GHE %
AW B IR 2R BGAER, & b U U ERY AR B A ek, M FLBE RS ML O B AR
FZREFEAER) . KON in vivo ¥ U A/PNERBRIZEBW T, BamiEidsA b
/371.0
HEXIZIMEZ v PO EBLHIZBWTL v F =72 L A AMEBERERE LA DL
Nolz,

fifg PR HE B 12. BREREIR

12.1 fEA%F

FIR COxT v u F =7 OFUEMEGEERAEFITZ I LR > TR,
anF=71, BEEEER AR (EGFR) Fr v ¥ —EOMlany i
{bZHET D, toZRIKRTF o v o3 —VICBET 2 ESEREIIZ2ITHL
DITT2 > TRV, EGFR TIEFMifE & e o MaR mi BEH T 5,

12.3 EYEHRE

BRI K U5

TR F =T R OEG LTZEOWRIERITHR 60%THY, A AT AT T
—IIEBFICI Y RIBIZEED, 1T 100%I2FE L, 5 4 BEHH% IR m Mg R

BEICET D, =T =7 OFEMMET pH KFRT, pH 2 EF-T 5220 TR

PEAME 4%, TARCEVA LA X7 TV —)v (Fa kR 7HEA) O
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Hix, =AaF =70 AUC & Cnux ZZNZEI 46%% DN 61% X872, Hy %%
BIEEHIHITH DT =F T 300 mg IR 2 BEM# (2 TARCEVA 2#5 L= 54, —
NaF =70 AUC & Cpu lETNTHI 33%, 54%8 L7-, TARCEVA %27 =F
150 mg, 1 A 2 B EUFH LSS (F=F P OROBHANGDRED
10 B[S, SoMRA LY & 2 BT , =A8aF =70 AUC & Cuu ORI EE
NENN15%, 1T% ThoTe [FEYHEEHDE (7) ZH

W, = aF=T70K 93%ITT7 /L7 IR ol BB ED (AAG) a1
%, T F =T DORNTOSHEREIL232L TH 5,

W R OB

TARCEVA % #5172 NSCLC @ ik « =IKIREDBFE 591 $ COREMEY
BHREMRAT DS B, R O PRl 362 B THho7-, L7 Tl »n
EFIRIBICET A2 ECoOMEIL 7-8 Bl Ebh b, BEOFH, (K&, MERl&
7 VT TR EOMICIE, AERMEBEBRIIRD NN oT, BEE TIX, =
NaF=T Oy VT T AN 24%EMLT-,

NSCLC DOH#eFflk & LT TARCEVA % B 5 L7285 291 Flic >\ T, BT
FHEMEY B RERIT 21T o T2, T ORR, ZoBRFLEHA T LY eTF=TD 7 V7
T A E RATTHARIL, LRTOEA ToORYEREMNT TRO L D
WABRD THEBIL TS Z EDNREN, Hil-2 BRI bR oTz,

T F=T LAY EOFREECET KRR 204 FlO R EE DD
DT aF =T DT —H BHIPAALT, Z[EHOREM Ry B REENT 21T - 7.
ZOHHNG, FEEERNRE LEBEERBROBE AR F =TI VT TR
BT T T I B, BEAICORYBEIEMRT CRO LN HDIZX b TH
BLLTWD ZENREINT, FeERBITRBD N oT, TAVHZELD
DL, = AaF=T07 V7 70 AITRBE RS2 o1,

v b7 v L PASO AR D in vitro WERIZ L > T, =T =7 FF L LT CYP3A4
WX B S, CYPIA2 KR OMMFLIANDliE#: TD CYPIAL OT A Y 7 4 —ALT
b, HOREIIRHESND Z ENG0 o7z, 100 mg ZFEOEEH, HE5ED 91%
DEU S 7z, WNERIE, 83% 233 (RZLIKIFHRGED 1%) , 8%MNIRH (CRE
{BIRIZREED 0.3%) (28 STz,

WY, —lnF =T DRBRELZWDSESH, NSCLC 2% L L% 11 fHER
IZBWT, M ICB T AT luF =7 OEMREBTOMER N5 7%, %4
SR SOBRIEE N IR WBE DK 12 Th oz, £RFEIEZ, T aF=T7ORNTO
I IT T AN 24% EH U, @ERERE W T e F =7 Elk 5% 0O
BN RED TN SN2 BIORER T, BEE D7 V7 T o A IEREE WL R )3
RODRBRE L0 bl o Tm, BRIEE D AUCqins 1, WRIEREAS 72\ il B o AR 8 o
DKI1/3~1/2 Th-7-, BUEHZ D NSCLC HE& (N =35) Zxt5L L irhiizil
DR CIE, EEFIRREICE T 5 MY ENEEMHT C, TARCEVA O &% 150 mg 75
300 mg ICHELZEZDO AT =T OFBEENHEICHF L THMLEZZ &2
IRENTZ, L Lenn, BUERFICHR SN D ERHEIIRHTH D [ZY
WEIEHDIE (7) ROVEZ L 02t ) > TlgomE (17) 2]
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W15 [

JFHEREIE ZE DB

FEEEBRE (B VU LEENULNEZ B X TV 5, XXChild-Pugh A, B}XUC)
%, TARCEVARGHEEICE=X IV 7352 L, REVILEEN3 x ULNZ
2 TV D BEICHT HDTARCEVAO E 51X, MILOERIZEI VT 2 & [BEAER
OMEW EOVEEDIE (5.4) , FIEHDE (6.1, 6.2) RO - HEDHE (2.3) =
HE]

o

in vitro Win vivor —# T, =aF =T NEEL L THTR#MIND Z ENREBE
TS, L L2ed b, HEET#EERELDE (Child-Pugh B) Oz /loF=7
ZEEIL, N+ EE (FEMEITEES, B REEate) LZEN

Mmooz,

BRI Z DR E

BB G- EOI%ARNME A IRPICHE S5, BHER T EE 235 & LR RER
(=X ar oY (I QAVSIAN

o

Hifh IR AR 14. BEPREAER

14.1 NSCLC—#$F LAz R & LI-ERRER

NSCLC DOffeF##: T TARCEVA HHFIDHRMER N EMEICBE LT, —RIBED
4 BUEI A — 2 DA R T BT U 72 s o T2 R T AT I 3584 > NSCLC B
T8 &kt L LT, 77 e ARKIREER Lo “HE BRI TEM iR (267
[E) CHFFL7=, B3FIL TARCEVA 150 mg # 58 L7 7 v RFEGREIC1:1O® T
HEVEZIZHI D 11 (TARCEVA B£438%1, 77 wAREE45164) , JWBETE T, X
FUENRERTE 2L b ET, 1H1EROKL L-, EEZ2HEMIX, NSCLC Dif
PR B W THEYERY 70 B B LA~ — 2 DAL FIRVE D% IC TARCEVA #5795 &
PFS ZILET 500 E 9 vk, ®TOERFE, wEHikbY (IHC) T EGFR BETH
STEBREZNETNIZONT, Y7 ALK L TRFTL22ETHD, BEY
BEORMIL, THBTIRERSETHo 72 (FR5BH) |

b=t

R®S  BEERRVKRERE

TARCEVA 77 R
(N =438) (N =451)
RetE N (%) N (%)
PR
et 117 27 113 (25)
B 321 (73) 338 (75)
i
65m% LA E 148 (34) 151 (33)
65m% A 290 (66) 300 (67)
Stage of NSCLC
UIBRABE stagelllB 116 (26) 109 (24)

StagelV 322 (74) 342 (76)
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TARCEVA 7R
(N =438) (N =451)

etk N (%) N (%)
N

SREPN 370 (84) 376 (83)

ENEPN 3 (<1 1 (<1)

VL IN: 62 (14) 69 (15)

Z DA 3 (<1) 5 (1)
R—2F A KD ECOG PS

0 135 31 145 (32)

1 303 (69) 306 (68)
EGFR IHC

52k 308 (70) 313 (69)

R 62 (14) 59 13)

1) PR 16 4) 24 %)

A 52 (12) 55 (12)
HERE R IR

RN 166 (38) 194 (43)

HBAUE SR b B s & 205 47) 198 (44)

B e i

KR 21 %) 24 (5)

Z D 46 (11) 35 (8)
WL R

BULEMREE 239 (55) 254 (56)

W R B 7 L 77 (18) 75 (17)

R B 122 (28) 122 27

FIEAER ORI, 3L < ITEEERLORTIHELUNICBIE 2 00 o B H

AR IR (PFS) M OVRAFHM (OS) 13 intent-to-treat (ITT) M CTHIFT
L7, ZOfERERRT,

=6 BEIZDOLTOHEE (intent-to-treat (ITT) &£H)

HofE (WA) HR(1) P fE(2)
(95% 53X ) (95%
TARCEVA 7SR fEHE X )
150mg N=451
N=438
WM EA YN 2.8 26 0.71 P<0.0001
(BREBEMLERMO (2.8,3.1) (1.9,2.7) (0.62, 0.82)
Tz E3<)
24&FHR 12.0 11.0 0.81 0.0088
(10.6, 13.9) 9.9, 12.1) (0.70, 0.95)

(1) HAZH Cox MFET MIZH3< HR
(2) log-rank i€ (BILFHEE/2 L)
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K27 (intent-to-treat (ITT) 4E£[]) @ Kaplan-Meier Hi#R % 779,

M1 #E5#NEEEEFHMICET 5 Kaplan-Meier AR

1.001
HR: 0.81
0.751 p=0.0088
&
F
i3
0.501
Tarceva (N=438)
hffE: 120408
0.251
Placebo (N =451)
:11.0
ogol_FRE:1ONA

0 3 6 9 12 15 18 21 24 27 30 33 36
A£FRE(A)

7 HRIZEZA B Cox[allFE T T i<,

[HC CEGFR D B E 12817 HPFSOHRIX0.69 (95%CIL: 0.58, 0.82) , OSOHRIX
0.77 (95% CI: 0.64, 0.93) T& o 7=, IHCTEGFR[ZM: D EFHZF 1) HPFSOHRIZE
0.77 (95% CI: 0.51, 1.14) , OS®HRIX0.91 (95% CI: 0.59, 1.38) T ~7-,

s o BB DOSOHRIZ0.77 (95% CIL: 0.61,0.97) , i F bR D EE DOSOHRIE
0.86 (95% CI: 0.68, 1.10) Tod > 7=,

14.2 NSCLC— =& - =X AEE R & LI-ERREAER

TARCEVA HFOGNER N2z, Dl L b1L U A O{LERIEN L) &
72 o T2 RFTHEITIE XUTHEREME D NSCLC BET3IHITO 7 7 AR xf IEIEA{Lo —
HE R TRE M LR TR L7, B3I TARCEVA 150 mg &5 HE X137 7 &
REEHRIZ2: 1O THIEAIZEI D 17 (TARCEVA RE488%1, 77 & A #E243
B, EBHEITE T, NFBENERTERL D ET, 1HIRROEE L,
REROFMIE B 1L, AN, BohR, MEALFR (PFS) , B2hiM%E T
Hoto, FEFHMEE R IXEEFYM TH o7, 170 E TRBRZ I L7,

RINEEE R EEBORFMEA B Lz, 200# 5 OKERE 1 5 I2M 0 1L 0
ST, BEOKRABIZEMETH T2, _N—2F A D ECOG PS 135545y D17327T,
3H9%E FN T, BEDS0%IE, 1LY AL OLFEENITSh T\, =
5 OB ORKIZ/ATBREE 24 LT\,
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=1 BEERRVEREN
TARCEVA 75K
(N =488) (N =243)

Kt N (%) N (%)
eyl

i 173 (35) 83 (34)

Bk 315 (65) 160 (66)
i

657 At 299 (61) 153 (63)

65wk LA | 189 (39) 90 (37)
A&

EEEPNE:A 379 (78) 188 77)

L SEPN i 18 @) 12 (5)

T T RN 63 (13) 28 (12)

Z DA 28 (6) 15 (6)
R—2 5 A /BED ECOG PS*

0 64 (13) 34 (14)

1 256 (52) 132 (54)

2 126 (26) 56 (23)

3 42 ) 21 ©)
HErAT6m A BT 5 EERD

5% AT 320 (66) 166 (68)

5-10% 96 (20) 36 15)

10%L) 1= 52 1) 29 (12)

A 20 (4) 12 (5)
V{7 PR

MR R 7 L 104 1) 42 17)

BRI o 3 358 (73) 187 77)

£ Y

B 26 (5) 14 (6)
ik

Jisee 246 (50) 119 (49)

i b B 144 (30) 78 (32)

Koy b KA 41 ®) 23 )

TRATIE/ N 11 Q) 2 (<1)

Z DA 46 ©) 21 )
FIEIZ N & EMER B E TOHIM

674 H At 63 (13) 34 (14)

612 A 157 (32) 85 (35)

127 ALk 268 (55) 124 (51)
N—2 T A VIRFIZBIT DEHLFRIEO R BRIR SRR

CR/PR 196 (40) 96 (40)

PD 101 1) 51 @1

SD 191 (39) 96 (40)
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TARCEVA A7 A
(N =488) (N=243)
Ty N (%) N (%)
R—2 T A VERIZE T BRIERDO LY A
1 243 (50) 121 (50)
2 238 (49) 119 (49)
3 7 (1) 3 (1)
R—2 T A VRRIZET 5 HE&RAE AR
E) 454 (93) 224 92)
L 34 ©) 19 (8)
*ETRFONR—=R T A RO, R EI ORF R THE SR E S, AT DT

IR > T D,

FRIZAHBINEDRAE &~ T,
=8 AMEITOLVTORER

TARCEVA TR | NF—FE| 95% P&
6 EREX M
DAL g fE Al 0.73 0.61— <0.001 (2)
6.7 A 477 A 0.86
VR 31.2% 21.5%
2 A R e g fiE 0.59 0.50—- <0.001 (2)
AT 9.9i8 7.938 0.70
RS 8.9% 0.9% <0.001 (3)
(CR +PR)
Bl H e fiE Hh LA
34338 15.934

(1) Cox [EUFETIVACE DAL RIL, ECOG PS, RIIAED LT A ¥, wilAE
TORARANE AR, b BEREOREREMRETH T,

(2) ECOG PS, RGO LT A ¥, RilaHE TOAGRAMEHRER, KOFHbY
WIEORBRADEREEE Lz, ML logrank MRE DK REZ RS (i
) .

(3) Fisher OEEEMERBIE DMK 2T (WD

DAY intent-to-treat M THFET L7z, X212, 2A1FHIR O Kaplan-Meier H
MA 7T, ECOG PS, HiEHO LT A ¥, HilaH Co AalAfEHRER, #ifk
FIRIEO R BHREREE L L@ bii# logrank BE (WD (2T, 24FH
fH & HEHE AL IR 2 % G- RER CE L L7,
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M2 REBHANEELEFHMIZET 5 Kaplan-NMeier ghfR

1.00

075 HR: 0.73
® p<0.001
=
2

0.50 4

Tarceva (N=488)
hR{E:6.7HA
0.25
Placebo (N=243)
hRfE:47hA
OOO L T . T L T T Tt Tt T T L T+ v T T T
0 6 12 18 24 30

AEFHIR(R)

& : HR %, ECOG PS, HIRIEDO LT A 4, miaHE CoO AaRANE HORER, [ib35k
DO BBRERL VW IEBEE DT Cox BIFET A B57-, P fEIEX, ECOG PS,
AL FRIED LY A U8, BilER Co B MAIM AR, milb ko BRE2IR
& U B LR log-rank #E DR Z2 R (BRI

14.3 NSCLC—TARCEVA &£ m6tA

ST HEA T SO TER R D — IRIBIEIZ IS 1 51,0004 UL £ D NSCLC & TD2o>D%
Jiti % 2[5 7 7 2 ARk FRAEVE A AL A TRER LEEGRBR OFE 5, TARCEVA % (445
Fl_—2 DL (INKRT T F o Loxr U Z%&/L (TARCEVA, N=526) X
X7 LB A7 TF 2 (TARCEVA, N=580) ] &O0FH L CHERKRA~NFR
74y MIBLNZNWI EAUREN TV S,

14.4 BBE—4S L R E EDHRAESE

56941 DYIRANRE 722 Jo AT T UL EEBE D R 225t B & L= 7T R 6 IR
AL ZHERTATHBEERR T, —RERELTT A2 e LTSS
® TARCEVA DA WM V225 i L7z, 312, TARCEVA (100 mg X{X
150 mg) XL 7 kARD1 A 1EERR G- 2 BT LT CEERISRIN T 72, Wi
NOBERETY, BEITF LT Z 1000 mgm’ DFARNE S (194 7 v HIE8
WZ1Y A 7L LT Day 1, 8, 15, 22, 29, 36, 4312851, 2%+ Z /L HLL
BelZ4BM A1 2L L LT, Day 1, 8, 151C#5) (MRICHOWTERENTZ
BHEEROAT 2= ViZF LAy X ECORMNXEEZSR) 20 L1,

TARCEVA X377 BRIL, WBEITET, L, AETERVWEENRIAT L F
T, 1H1IERO#ES L, EEFEEB X24AFMECh -7, BIRGENE B
%, ZEhE, MIEAGFHIRM (PFS) HCThotz, HIZ, ERWIRIC O W T HMRE
L7z, ZORBRIZISHTETERI N, RERSHOBEN T L ZE L
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TARCEVA O BEHREIZEIT T Hav (261411X100 mg #5-#f, 24411X150 mg &5
B, 284BIDBENT Ly X B E T T RAROUHEGEIZEIS T Sz (260
B1£100 mg #5-8F, 2461152150 mg F5-8E) o 150 mg T G-HECTIIK G A2 T EE
Bl l, MmafGd LN TERNoT,

#91Z, 100 mg ® TARCEVA & 7 A3 Z B OB GERTI T T ERE S LT 4
B OO GECEIN Do RBREN O BE I B EIRBOREEZEHNT 5, X
— AT A U TOBEE RO BT, MERE OES ) TARCEVA B (51%)
T T 7 BREE (44%) [ZHARTOTNTEN-T22 E2BRWT, —o0&K5EM
THELL T\, oz LEIMN £ TCoMMor T, F1.00H Tho
oo BEDOZL IR OMBIEIR & LT, RBMAANKICEREEZH LT
776

=9 BEESRUEEEMN - 100 mg 58

TARCEVA 7R
+ FLVBEE Y + FAVEEY
(N =261) (N =260)

Kt n (%) n (%)
PR

Zotk 134 (51) 114 (44)
Fk 127 (49) 146 (56)
Fin

655 Al 136 (52) 138 (53)
65 Ll k- 125 (48) 122 47)
N

SREPN 225 (86) 231 (89)
E PN 8 3) 5 )
VLI 20 (8) 14 (5)
Z DA 8 3) 10 3)
ECOG PS

0 82 (31 83 (32)
1 134 (51) 132 (51)
2 44 a17) 45 a17)
ANB* 1 (<1) 0 (0)
R—2R 5 AV TOEBOESTEE >

JROFTHEATIE 61 (23) 63 (24)
1 [Ris R 200 (77) 197 (76)

* R HIBIREE ST R M & e,
BEN— AT A VSRS SN BRUER T, BEREIT ORERClE SN L X, i
WOT PRI > TV D,
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F10ICHEIMED RS Z T,
F10: HAHEICDOWLVTOHRE 100 mg &
TARCEVA + ISR + NF—F  95% g
BRI EEY FhLRZE YV @ EEXKE "
HhofE6.4 0 A H 6.0 H
2 [Z] . . —U. .
Easpea il S 2SAFIIE L 081  0.68-0.97 0.028 (2)
AR 23.8% 19.4%
FRoRfE3.8 0 A R fE3.5 0 A
I 08 L A A7 ) .64-0. )
Ehovacpes il - S 0.76  0.64-0.92  0.006 (2)
47%%) (CR+PR) 8.6% 7.9% 0.87 (3)
ZE5 I R fE 23,93 HrofiE23.33H

(1) Cox [EFETNVICE DA RIE, ECOGPS M UYRBRDOEITE TH 7=,
(2) ECOG PS R UMEHBOEITE %8 & L7 B L% log-rank M€ ORERZ /T (WMD)
(3) Fisher E#HEfE=MEDFER 2T (AN .

A HIMIE intent-to-treat 22 THIFT L 72, X312, 100 mg &% 5-#F CTO LA FHiM
@ Kaplan-Meier iRz ~3, FEFHMBEIEE Th 5 24 F M & M A4 77 1
I%, ECOG PS K UYEBOHEITEIZHE SRl L, il log-rank fREIZ X fi#

MriL7e,
X3 : £4FHAMBICEI T 5 Kaplan-Meier g : 100 mg %58
1.00 4
HR: 0.81
0.75 1
p=0.028
4
e
=4
0.50
Tarceva (N=261)
:6.4
005 | th i :6.4% 5
Placebo (N =260)
thR{E:6.0HH
0.00 A, . : ‘
0 6 18 24

12
R (A)

7 : HR (X, ECOG PS RUVEEBOHITE L W) HEEBEZE DT Cox MFETANLETH
%, P liX, ECOG PS KUYEEDHEITE 4B L LB mM log-rank #EDRE R %
AT (D

T

20104F4 1
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1.6.3 EUICBITARAXEDER

%= 1.6.3-1 Tarceva EU R ITXEEHY

4.1 GABREISE

JE/NHRRAATEE (NSCLC)

Tarceva 1%, FEHER L ALRF| R —Z2 O —RIGE L4V A 7 VHEITIZ TR N L E
LTV 2 JRATtEf T TR E D NSCLC 38 0, HANC X DHERHRIE 2 G &3
D

£ 7~ Tarceva 1%, D7 L H1L TR DILEBEIEIZER) & 70 o 72 BT EI T XX
HR M D NSCLC BB DR w2 &3 5,

Tarceva & L5 BRI, AGFHREOERICH ST AR FZ2EETH L,

EGFR [ MR B Tk, A OERE T2 OO iR FBEE 3 5 1B R
BOENTWARY (5.1HHZBR) |

35
Tarceva & 7 Lo & B2 L OOEAIL, BRSO RBE OIREEZEILE T 5,

Tarceva L5 ABRICIE, AGFHMOERIZHFGTLH2RTFE25ETHZ L 42k
US. 1HHZH)

JFTEATIERE B O BE CITAGFHMOER IR STV,

M - HE

4.2 RERUVA=Z
Tarceva DFE 518, IR OB E B /RERO T CEETH Z &,

NSCLC:
Tarceva OHELE1 A #5-81L150 mg T, BFOD 72 < &6 URFFAT UL F O2RFH
BICIRHAT %,

FEESE -

Tarceva®HELE H B 5813100 mg T, BHEHEDD7a< &L 1R AT TR E ORI %
WCIRAL, ZAav a2 ey E0tHT 2 (F Ay ¥ ey DR OmEIGD 728 0% R
P A 2 /)

TBIERBRAEE DA~SHLINIZHIZE NFED B2 WEFIZHOWTIL, & D% DTarceva
DL EBERMD S Z L (S1HSR)

FAEFRE NI RGAITIE, S0mg TOET S G4ESMR) |

Tarceva |%, 25mg, 100 mg X M50 mg DHE TR TS,

CYPIA4DIEE KR IEY 2 L—F — L OHHTIE, HEFASZLELTLIE0D
% (45HZH)

JFRERE S © = v nF=71%, B TORE &Pt LRI 5, PERE
JFHBERE & B35 (Child-Pugh score 7-9) &, EFRFHREL b OEH LTz L
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0 F =T ORBEEIIEILR ST, FEERFIC Tarceva 53 5 BEIZITEE
T5Z L, b LEERBWEHNIHI LIZEA 1L Tarceva OJEAT L < IXMAFEEZ B JE
T5 2L, HEOIHRERS (AST/SGOT MUY ALT/SGPT >5 x ULN) D& % BH
ToOxT N F =7 OREM L OENEITRFT SN Ty, EEOFHERERE O
& 5 B~ Tarceva DFEITHELE I LTy (52IERR)

RHSREIE T BEERE (WE7 L7 F=VRENER ERO1SEZ EE 2 &
FH) ToOT AT =T OREEKROEDEITIRFT S T\, Eyghgr —4
IZEDSWESA, BEIIHEHEEOFREERT COHEMEIIAE L Bbh b
(52IEEPR) , BHEEOBEEBRE CTO Tarceva OfF FIZHESE LTV 20,

NRIZB T D - 18 AT DO BE TlL, =/aF=70E2M N OE M
SIS Tunien, NBEEICBIT S Tarceva OfF IR I LTz,

WAREE MY, T AnF =T OREEZS0-60%B S D Z LRI T
%, NSCLC OBEUEEZF1F 5 Tarceva @ MTD 13300 mg T&H 5, MM & fkigi L C
WS BEICHESERGHE LD bEAEE &G Lz L ORI L BRItk
TR SN TR SKRUS2HHEM) , 20, BEZO T F T 7iRE
FEAEF R T IR DO T, 2S5 X5 ET5 2 L,

fE £ oE

4.3 BE5EE

T n F =T AFMTEAN R 2 WEAE D & 5 B

4.4 HBRGEERVFERIZHE->TOERLDFE

CYP3AAD R N i EAN T e F =T OFIMEEZEK TFSE D ENH 0,
CYP3A4D R )1 72 BLEANI B2 R ISR H 5, ZNH DX A 7 DOHA|
EOPFAEGITRET S 2 & 4STHBR)

BIERE MR L F =7 RE L, FEREELVIKRTIT 5720, BEEEIC
IIEIES 2 L9 fRET S, FORTOREIIRAMICEERERNHDL EEXZDND
(4.5mEEM) |

FE MR G (NSCLC) , W 3 o AT MEE S 1% 2 BRY & L T
Tarceva D522 1T CWAEHETIL, T E2EG L MEMEMES (ILD) HES
DENITHE S TWVD, NSCLC BEZRG L L- EE2#E BR21TiX, ILD
FEEROREHEER (0.8%) 177 BAREEE Tarceva FEOMEEM TR CTH o7, M
BEEZXNRLE LAV Z e EOMHRBR T, ILD FiFHR OB RIT Tarceva &
FERVAEOFARET25% THAT=DIZH L, 7T7BvREF LT ZE L DOHEA
HTIR04% ThoTc, TXTORER Cof FEEZ & 0> 70 W EBR & OV 25k & OF
L7-ikBr A ETe) T, Tarceva &5 HBE TCOREDIEERIIFNO0.6% TH > 7=DITxF
L, 77 REEEREETIEN02%TH 7=, ILD BFENEDON-HBE THRE &
NI-ZWid X, W, H i rEmilgse, g, Mg MEmmZE, Mgz
B, PAZEMEMRE 2%, MRRMERE, SEME g5 aiERE (ARDS) |, fab@de K O
BiETH T2, THDOIEWRIE, Tarceva WEIEBIIBEIH 80 A TR L
7o ALFERIEO PR U < IXRNEHREE, FORRaniaRE, BEFoMEEREA, iR
B R, XX, WEGYE S OGN 1 X F 5K 208 @ W EE TR b1
7=,
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PR IR, ik M OVRE BN, UK B O IfE IR 23 @M ER B L OV U L 72 B
TiX, ZWMEET 5 E T Tarceva ZRFEFTH2 &, = F=T RO AL 4E
YOUFREGEZ T TV D BEI, ILD HRERREBT L RENR S L0 T, 8
HICE=HX VT T52 L, ILD OZWIHE L7=84, Tarceva &5 ZHIE L,
MBS U TR AEEITS 2 & (4.8HEM) |

Tarceva D5 2521 TV B HBEDKIS0% T I (I ENARETH EETe) 2NE
CTRY, FEEIEED FHITIE, XTI FEICLDBEEITHIZ L, —
ESOSERTIE, WEAMLEL 2D N5, BKRBR X, HAEIZS0 mg 9o
WEL7Z, 25 mg T O TOREEICOWVTITRHFT STV, BiKZfE D B
VXERGED T, L, BRI TEMN: 2 E U7 8A121%, Tarceva PRyEZRK3K
L, BKEZRET H-DIC@)eEs 52 & @8EER) , K4 U 7 AME
EOB AL GECflzEts) NEICHEIN TS, ZRHIE TR, RECR
RAIRIC L D EEORAKICHE LD b HIE, PEALSIRIEDRITICHE ) &
ks bobbdbolz, K0 EEIFFENZR TROR LN DHEG, BKIZD
RN BHIERIT, FRZEENEAOBLRK 1 (DFHZE, ER - EE, L& o
ZFOMOFEIFER) 2T 584, Tarceva FRIEZIKIE L, TEEI/RQLE 42 Ehfi L T
FRRN B G X DB fifa 21T 9 2 &, Fiz, BAKDY RT3 d 5 EHE
TlE, BHELOD Y U LAEOMNFEEREEZE=X) T35 &,

Tarceva fEHHF OIS GELHIZ ) DENITHRESN TS, KR TFIZ
%, BEFOFEBEXIITFEEE AT 234 L OB EREEND, DD,
ZDOX O RBETIE, EHNRITEEREDEMAMRFT 22 &, FHEEN & E
W2 L L7=35A013, Tarceva Z1K3ET 25 2 & (A8HESM) . EEDIFHEERED H
% B~ Tarceva D FITHERE S LTV,

Tarceva & G5-HDEEFIZENTL, REFENTHLD (—FxHCHEET) , H
{LEFLORIEY A7 N ERT 5, £z, pulEHARE, BIBRREATa A R,
NSAIDs % ¥ % 2 HW Db 2B EZ U LTV 583, BB U ERE
BOBEEND 2 BFIZEB O THIHLEZFLORIEY 27BN LR 5, HLEZIL
DRBNRO LNT-5A1E, Tarceva OG- ZHIELHELG LW & 4-8ES
)

KA« FIBLED R EEREENRE SN TWD, F72, BERIEIREGRE (Stevens-
Johnson JEERE) O MR EBAEIE & St o D0ER (—EOfERNIEm)) 8T
CENICHESNTND A8HESM) . HEOAKIENE TR BN B OB GR
O OHNTEYETE, Tarceva DG 2R T IET25Z &,

Tarceva & 5- I AR X ITABIEENBR L-BEN T IR ESh TN
%, O, FEEORERY, wEAEREE, ARKEOIRMEES Tarceva £ 5 &
FIZBWTRD O, ZOITABRZILAEEOGKRIN T TH 5, IRIEEAMEDIR
P SOTIRFEE O BEALRFRD SN E1X, XA\ EEEZREITIET S 2
L (8B

T)rF=71F, pH 5% L2 LIEMENMET T LWV REEET 5, HiliE
A, 7a bR TREAIL D S FEEEHUAIE O EEERE O pH 228 b+
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HEAFNL, =raF=T ORMEEEEILSE, TORMETT ATV T 4 —%
KTFSELAREENR DD, £D LD AL PG 3% & & Tarceva DH EAH
wmLTH, BEZORVIHbOAZWEEZ NS, Tu bR T HER L
Tarceva O Of HEEH1E, FIREZRFR VEET 5 Z &, HIEEH & O Hysx BRSNS = v
1 F =T ORI RIE T B OV TG SN TRV, NAFT7 XA T
V74— =K T EIELR[EERH D, TOD, ZNHOEAEOFHKE S A
REZRFRVBETT D Z & (45THBMR) | Tarceva TR HFIZHIEEAI & OPFH VB L
BN 558100, Tarceva 259 2072 < & B4R AT 2R Z IC 20 5 D3
Hlab35Z L,

BEANCIZT 7 h—ARNEHEINTNDT2, BT 7 b—ARIMME, Lapp 77 ¥ —
BTREZEXZINA—A=HT 7 b—=ARINAR L W) FNREBLEOERNEHFT
HEFIZIEFEEG LTI 5780,

4.5 HOEFEOHEERARVZDMOMEEERAERK
MAEAEAZRBRIIHEAICB N TORE SN TND

TbuF =7 L invitro TIE, CYPIAUZXIT 2N RHERTHY, CYPIA4KT
CYP2C8IZ%f 9 5 & DFLERT, UGTIANC XD 7V o U BRAITH 9 5 i
NEMEATH B, & KT CYPIAIOREBEN & b ThRV D,
CYPIA TR 387772 BLEE R ) 00 A6 B2 BV E LS R A C 8 5,

TiuF=7L CYPIA2ODHEEOLEAITHL T r a2 0 HES
ﬁé& TrF =70 AUC IEMEHFMICHE39%D EA%2R L=, —JT,
Conax (VTG FNCH B RBGIIRD SN2 Tz, FERICIEEREY O AUC B
F O Copae 1ZFNENHKI60%E L V48% D FH-AZR LT, 0 FROBEKG R EFR
BRI TWaWYy, YarzaxHh v rEh@3 7 ARSI o)
Cﬂmﬂmﬁﬁ®iWH%*7&®ﬁﬁi&§#&31%5 Lo nF=7|Z
BE T AREIEANED LNT-HAICE, —reF=ToBR582BELTH X
A

Tarceva Z HiHxEG X IEPFHTEE L TH, CYPIAAEE THHIXF Y T LK Y A
n~AYDI VT T AEBESEDZ Lo lzn, SX4Y T AERORK
HBLeZxZONRAFTT AT EY T 4 —13 & RK24%IK T L7z, T & idhl R
HERTIEL, = e F=71%, PG Iz CYP3A4RCSDREE THH /X7 U 4
FELORYBEBIEBICIIEERZ TSRV ENRENTE, 20D, o
CYP3A4HE @7)77xX&@§%&ﬁE¢%%$LéT EPEITAER Y,

T a  BRREOHEICLY, UGTIAIORE TZNNME—DHRRIKE R 5D
FEANCBWTUIHEEAZAET 2 AEENH S, UGTIAIORBL &K T L TV
HIBFE L, B vr v s aEEDHE (Gilbert H%) T, BUE
COMIEREN ERTHRREMENRH D720, BEIIHT->TIFEET LI &,

T F=T7iFe hTIE, IFF R e—24, FIT CYPIA4ITE NS, EAWITEL
B DD CYPIA2IC L » T, TR SND, BB TD CYP3A4IZ L 514
Ht, BT CYPIANZ X AH, MEEFHE TO CYPIBIIZ L B U34S o MG
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b, TAnF=TORHEZ VT I RTEG L TWLAREERH D, b DR
Rk o TR I DA, XL, ZibOBERICHT DHFAE L < IXH
MR &I DAy L, AR ZET S REN S 2,

CYP3A4EMEIC kT 250 N R EAIT = v o F =7 o2 K TS, =lnF=
TOMEFREE L A S5, BERBRTIE, —ianF=7L, CYPIA4DTR 72
[HEHRTH D7 haF Yy —v (SAMIZHT7=5200 mg O1H2EREO#KE) OFFH
LY, TAeF=T7BREBEENEK LT (AUC (386%, Cnw (£69%) ., T D7=
O, TV VRPEEA (5 hafy =, 4 FFaFY—n, RYafy—
&), TurT7—FlHEA, ) RAuvA I 7 T A~ A USRS
72 CYP3A4PHFEAI L = o F =72 0HT 558101%, EETLHI &, FricEM
NBOLNTHAEITE, BES L CornF=T2BETHI L,

CYPIAHEMEIC T 21725 8AIE, =rnF=70REEHmsyE, —rosF
=7 OMBHREAARICIKR T ST 5, MBARRTIE, =1reF=7%, CYP3A4D
WA RFEANTHDLY 77y Ty (THMIZHDZ5600 mg D1 H 1RO #5)
EORHICEY, =raF =T D AUC OFRMENR9%IETF LT, V77
& Tarceva 450 mg A HEIIHKR G L& 2 A, mAruTF =T DY RFER
(AUC) NV 77 BV 258 7T Tarceva 150 mg ZHEHFE L2 & & D
57.5% 20 L=, Z D79, Tarceva & CYP3A4FEEHK| & OOF &K 513588 T 5 24
FENRH D, Tarceva &V 77 BV DRI 78 CYP3A4THEA] & OOFHE 5032
TR BE T, Raett (B, SELOCMEEMES) 2MEIcE=421 v
L7203 5300 mg £ TCHIE L, 2L Elchlz o TERMER R THNIX, &
BMEEZREICE=2 Y 7 LG, HIT450 mg £ THETDHZ L2MRETT 5,
BRBEORTIL, 7Tz= Ay, HARTPEY, NALEYL—FXdbEA 3
FErXUYY (B b PVa—r X U—h) BOMOFEA T LTS ATREN
Wb, TNODEIRY AT AaF =7 LT L5EA101%, EEEL BT
HZ L, ARG EICIE, CYPIA4THEIGEZ R e WL BIET 5 2 &,

Tarceva ZIRAL7ZHBET, VL 77 U o aEicr <~ U RPUEEA & O ESER
W2X 0, EESERELL (INR) o EF &, HEEHnEoHmESRNEZ Y, FHIZE
HEAELHDHENHESRTWS, TONO—ETIEU LT 7 U RS
ENTEY G8HEBM) , —E Tk NSAID 2AfFHESG ST\, 77
VXIFEOMD 7 < U U RPUEEAEZRA L TWSRETIE, Ya he e Uk
33X INR OZABIZ SN, EIICE=X Y > 7 2L+ 5HZ &,

Tarceva & A X F U OFHE G, FRICRDOOND AX F UFRMEI A/ —
(BERCHR R A B te) DV AV @ D TREMEN H 5,

M EAEH CEmENRE) MBS, BWIEBF T T D AUCy, Chax KOEE
24t O MAE R AL IR, FEREERE LR L THEICIRLS, ERE12.8, 1/1.5
KONIZHEA LT G2IBHR) . 2 2 BEEHIZBNTE, =veF=70
MAFHFIRE DR T 2 < 729, Tarceva HGRNCTEX AT R M52 &,
FREEDIKTICL 2R EL, AXICTHBRIIITON TV WA EEKRIICE
BhHHEEZLND,
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TanF=71F, P HEAOCWMXEEE CTHDL, VI AR U EONRT I )VE
D P REEAOMRERE OHHIL, —raF =T DN m kO ITH A2 LS5
AIREMED N B D, AR R BRI T 5 ZOMAAFER OREL, ML ST
2V, 29 LRI FCiE, EEELY 2L

TanF =71, pH 5% LED LAEMENMET T WO IMEEET D, LE
(L&D pH 22525 & 9 AT Lo F =T DREMBE, OWTIIAA T T AT
VT 4 — 5L SEDAEEN DD, A TF =T EFAT T =L EOT
N AR THER (PP LGS HE, mraF =70 AUC 1346%, Cnax
1X61%BAT 5, Thax & FHIZE L S 720, Tarceva & HyZ RIEEHIHITH ST
=F 300 mg O L728A, ©nF =70 AUC & Cpu 13T NEN33%,

54% 80 Uiz, £D X 5 73K L JFH#ES5-95 & & Tarceva D EZHEL TH,
BBEOEDVIZHbON2NEEZLND, L LR E, Tarceva &7 =F T
150 mg, 1H2[E&5-O2EM AT L <IX10BF %I LTRGThiE, = inF
=7 D AUC & Cpax DT ZNZEN15%, 17%ITBE 2o 7=, HIEEFIA L1
F =T ORBUZ FIFTRBIZ OV TIHRFT S TRV, WINAmZ b, £
D LI L > TIFEFRRENME T T2 /REERD D, LoT, ZhbDikAlZ2
naF=7LHATIEEICE, EETHZ &, Tarceva TOVREFITHIEEA] & D
ﬁ?ﬁﬁﬁ\z%k B 25E6121%, Tarceva #5950 72 < & G4 AT 2R 142
IINLOEFERETH L, T2FUUOMHEEERET BRI, KA
f%bf%wézkokkzﬁ?:%vym%@9@<&%ﬁ%%%,%L<mm
Frfi#21c, Tarceva ZRMHT 5 Z &,

Wb AR, AL X O aF =T IxtT Ay EREL, TAanF =
TDT LU EE AT LIRS A EREEIRD N0 0T,

zuaF=71% HAEREZLAIES, BRRRTIE, =ireF=7L bR
TITFURORT Y ZXRLEDHFHEGIZEY, BREASD AUC)457310.6%HE 1
L7z ZOEORE JEFHAMICHEFE TR 720, WBERNICEETHD LE X
LTV, BRIKRTIE, IAVRTTF o ~ORBEEMEE L BEHEERED X
I IRBIDILFEK 7258 % Dvh LivZe, ANKRTT7F oI N7 U 2 X0
T F =T OEYENEEICE KRBT MIE S o0,

IR EZ AT F =T OREY ERSELAEENSH S, T F=T L
IRV EE L EAKE L2 A, munF =T EHEATERE L W0
KR CBIEINTEE B LT, = aF=70 AUC \[FHEEHFRICA B g
WO HILTZIED, Chax PAR—F—FT A VPR ER LT, mAaF=T73h 2
v ORYENREICE KBTI RIE S e o T,

4.6 =RREE, HIRRURE

IR

@ CcoO AT =T ORGIZEAT 50T — 21, B ERTIEL, #a
FENE SOT B M OFELI R SN Ty, L Laens, 7y RO HX0
B TR RIREBSEDBMMA /R I N TV D720, RISk T 2 EE A G E T
ey (B3EBM) , B MIKTHEENRY A7 IR TH S, IR THE/ 2otk
\Z1%, Tarceva ORAFIIITIRZRET A X 9, FHETHZ L, JRIFRPLOVERKT
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‘A7 < L LRI, BUIRBHEEZ VD 2 &, iR TTOREIE, BRI
DWIEZRAARRMEDS, IRIBICKT 2V 27 % ERIZGEICOHMERT 5 Z &,

53

T F=TRNe FRELTICHRE SN D ENIC OV TIEIARTH 5, FLIRITKS
T OEAE 2B E D72, BB, Tarceva OG- HITRALER D LD, 58
THZ L,

Y FEBR TITZIBRE~ DB OGMIT R I TWRY, LLRB G, #mE
BRCITATH N T A= ~DEEPRINTWD T2, BRI 5B E 2 &
ETE e G3EZEM) . b MIATDEENR Y 273 A\ TH D,

4.7 BERER UM OREREICR T 558
TEHRAE K O O FRERE IR 2 I O W T ORBRITFEM STV RV, 7272
L, =/aF=7 LR E & OB M IERED STV,

4.8 EFELLALMER

NSCLC (Tarceva B H|i%5)

THEHEMREEALRER (BR21RE ; R E LT Tarceva ZH¢5) IZBWT,
FizHE SN TWDHEITER (ADRs) &, %% (75%) KOVTHI (54%) Tho
Too < IFXEIEED Grade 12TH Y, WEZITH Z L7, BHMNARETH -
72, Grade 3/4D%95 K N FHRINZNE I, Tarceva 5 HBFH D% K 6% THEL T
BY, WITNOHEAED, BEOI%THRIELNFIEI N, BEDOENZIL6% LN
1% T, EZ I TFHRICE2BENPLETH 7=, BR2IRBR TIX, BZ ORI E
TORMOPRIMEIZSH TH Y, FTHROFELE TCORBOHFRIEIXI2ZH Th o7,

WE, B IIREN D PR OB L ORI RZ THh 50, BICRE
AL CHRBSUIEALT 220D D, BRICHT-DEEITE, KETHRET LD
PRIV —r BzIE, IXTVEGLEYI L) #EATL LS, fFET
HENEE LY,

BR21FABRIZIBUNT Tarceva &% G-HEEF CORBUBEN 77 BRI TEL

(B%LL E) , 23D Tarceva BEIZHBWTREFED D72 & H10% THREL LA EFFSR
%, National Cancer Institute-Common Toxicity Criteria (K [ESZJ&HF50HT-H 18 FE i H
#, NCI-CTC) @ Grade Z & IZRNUTEHNT 5,

PITORGET, LFULIARVEREZHEE Z LI ETIHIOIEHL TS @ &
b TEMEE 1/10) ; &HEE (>1/100, <1/10) ; {KHEE (>1/1000, <1/100)
F4 (>1/10000, <1/1000) ; X TEIL (<1/10000) , HIMHREZETe,

B Z L OGHIZBNT, BEMZEBIEOENS O BIEIRT,
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R BR2AARTHO TEHEISEOoN-EIER

ziuF=7 77 R E
N =485 N =242

NCI-CTC Z X 5 Grade 4> Grade | Grade3 | Grade4 | 2 Grade | Grade3 Graded
MedDRA PT % % % % % %
AE &4 U= B Ok 99 40 22 96 36 22
FEYYE R & OFA BE

YL+ 24 4 0 15 2 0
Rtk L OREEE

povenys 52 8 1 38 5 <1
AR P

Hr A B 12 0 0 3 0 0

G s 12 <1 0 2 <1 0
MR R, BRI X OMGERR s

Pk R 41 17 11 35 15 11

%k 33 4 0 29 2 0
H ke

T 54 6 <1 18 <1 0

BN 33 3 0 24 2 0

I i 23 2 <1 19 2 0

MNZ% 17 <1 0 3 0 0

WesE 11 2 <1 7 1 <1
B2 R J OV Tk

PGk 75 8 <1 17 0 0

& 9 FEIE 13 <1 0 5 0 0

P g 12 0 0 4 0 0
£ HEER L OEE REE

i 52 14 4 45 16 4

* EHRERMAME DA B2 B DT, BRI I, HOIE R O S £ N5,
o K, KA U @ AMER OB R AR KT B RN B B,
PR IEIS I 1T SRS S % DT,

WO ZHEREFEZET 7 BARRE T HRER (BO18192, SATURN) T,
Tarceva (¥ — WAL RIEZ Sl T OMEFRRIE L L TG S 72, SATURN ki,
BEAER) 70 B A BLA R — 2 O — AL FEHIE 2 HE TR O AT, B3 U1
NSCLC #8899 Z %t & L CHEhE S, #Hi-/e ety 7 vidiit Sz n

>77,

BOI18192iABR 2\ T Tarceva 5 EEH TH - &b L ALNTZREWERIL, BB &
OVFHT G8HLE XL Grade TENETNA9% KL V20%) TH Y, % AXHEIEE N
Grade 12T, WUEAITH Z L R EHNARETH o 7=, Grade 3DIFEZ LN THIN
TnEN, BED6%KLU2% TH LTz, Grade 403 K N FHITIFED HiL7en-o
T7me KL ORNTHIOTZ S, Tarceva DG HIEIZE S TZBFITENEN, 1% &)
1% Tholz, EEEOTFHO-, HAEER (KREXIHE) By ELRo7-
BEIIENTH, 83%MK 3% TH -7,

BE (FLUZEVEHRERSE)

PA3BRIZIUVN T Tarceva 100 mg (27 LAV X BV 2O L7-EEE THLo L
L ALNT-EWERIZIES, BEEONTFHI CH -7, Tarceva &7 LT F LD
FRETIE, Grade 3/4DFBRONTHIN, TNENS%HRE S, BB L FFN
BT D ETCOMEOP R, ZHENI0H K TISH ThH -7z, FZEKOTHI
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WCH o TENEN2%DBEF CTHEN LI L 72D, Tarceva E XAV XZE U EHRL
TWDEED1%NREBROFIEIZE ST,

PA3FRERIZIN T, Tarceva 100 mg L OVF AL X B OPFRRETT 7R KOV A
VHEECOPFRHBEL D b EWEEE 3%LLE) THBLL, 23D Tarceva 100 mg LT
Fhv e OFABEOBEDODR L B10% L ETHEBLIZAEER L,

National Cancer Institute-Common Toxicity Criteria (NCI-CTC) @ Grade = & (258212
LR

PITFTOMEL, BFELLARAWVERZHEEZLICOETIEOIEHRALTVNS @ X
OO TEMEE (21/10) ; @#EE (>1/100, <1/10) ; {KHEE (>1/1000, <1/100) ;
£ (>1/10000, <1/1000) ; &b HTEIL (<1/10000) , HIMREZETe,
BEZ L ONFEICBWT, BWERITEENEOEW S DN BIEIC RS,

&2 : PA. 354ER (100 mg #) THHTEBMEICRDoNI-EIER

T huF=TE# 77 REE
N =259 N =256

NCI-CTC iZ £ % Grade £ Grade | Grade3 Grade4 |% Grade| Grade3 Grade4
MedDRA PT % % % % % %
AE % E U7 B ok 99 48 22 97 48 16
RYYER L OFA BE

Y 31 3 <1 24 6 <1
Rt L oegpEE

R ERD 39 2 0 29 <1 0
FtiE 2

9 DR 19 2 0 14 <1 0
TR R P

—a—nm Ny — 13 1 <1 10 <1 0

GHYE 15 <1 0 10 0 0
MR 2N, FERIS X OVHERR
[

Ik 16 0 0 11 0 0
el =

T 48 <1 36 2 0

0N 22 0 12 0 0

Y 17 0 13 <1 0

R 13 0 9 <1 0
T8k J OV T ALk

G wH* 69 5 0 30 1 0

Wi EE 14 0 0 11 0
A EER L OS5 5T
KERE

W5 73 14 2 70 13 2

FEEL 36 3 0 30 4 0

455 12 0 0 9 0 0

AT RERIRAE DA A DT, TERYE M, B R ORI A S £ S,
UK, Y Y A UE R OB R A% KT AR S B,
wRR RS IE SRS % DT,

ZTDMDEREFRR -

Tarceva D ZZEVEFEAMIL, HIMEE L LT Tarceval50 mg /072 < & b 1EIRHA L7
12004 LA Lo B3, WONCH Ly H B OBFF T Tarceva 100313150 mg % iR
L723004% LA LD & DT — % & AT 72,
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Tarceva’% B TR G S 72 FBFH L UMb TE & OOFH TTarcevaft 5-2 = \F 7o B3
WZBWT, RO KD REWERANRD Lz, BR21IERER M OPAIRBRICBWTE D
O TEMBEEIZRO ONTZRWERIERILRER2RLIZEBY THLHH, thoilbh
IZBWTRO LN bDEED, TWLUNOEEL T I —IZEENLRER %
FINTEHIT B,

BAE Z L OBFEICBWT, RBWEAITEEEOE WL ONBIAIZRT,

R HFEHTI) - EDRIERADER

BRESHE xbHT =20 IR in XbHdT
=S (=1/100, (>1/1000, (>1/10000, Fh
(>1/10) <1/10) <1/100) <1/1000) (<1/10000)
AR p ~F e —EE D ZEA{K? 4 fEZE AL
k! —ff [T
ML 2R, B9 - tantiilg ~HE M
2k L Ot iy (ILD) °
I i
B E - TRl -HIBHm* | -z
JFRESE R B | AT RE R A —JF AR 40
E i
FIEE IO i EAE - B MRS BE —Stevens-
BT Lk - E | -[BEOZLL Johnson JiE f&
= ~JT\BH 2% —MEg5 I YT e/ P Ew &
-Re gl | B i%: Y a4
— B NE 72
EOWED R
J& S

U PA3RBRIC BT B W

I OMAHER, HEEOBRMRELOMBLE ST,

3 NSCLC Xifh oAt ERIESG OMBIEE B L LT, Tarceva D555 CW-EBE TORE 1=
BlaEte) (44THZBH)

fOBERRRTIE, WOEATIALT 7 VRS TEY, —HOMERT NSAID RS Tn

(45T |

TI5=vT I ) I AT 2T —Y (ALT) , TANRNTGXUET I ) F 027 25— (AST) ROE

UL O#ME G, Zh 5l PASRBR T b TEHEICA B, BR2IRBR CEHEEICH BN

T=o JEHNTEE U CEEENREIIPFEETHY, ZORMEE LT—@8ETHDID, &HDWVITHEGEE

LEEE LTz,

O HEHIEET, SKEEFICE, BEOIRBITEN AT 25K L OB EREEND (44ES
) .

TOmtHlEET WAEBR)

4.9 BEERS

TnF =7 OHER O GIE, @R TIEAE 1000 mg £ T, FEEE Tldkm
1600 mg £ T, ARFEMEDIRO O, RN A~D200 mg D1 H2[EEEE T
X, BT AMOBELGERITIERDEL L, Zhb0RBOBRICED L, #
BHEZ LRl 728546, TH, B2, BRIl TEIH7I/ F 7 A 72T —
BIEHED EREOBEOFEEERNET HREENH L, BEEGNEDNTY
ElZlE, Tarceva ZIAFE L, XHEBIEABMET D Z &,

FEERIR 4>
PR BR
(Z Do
HE)

53 EERRZEMT—4

Die < E B IO SUTABR TRZ SRR GIC L 2283, Al (G
M, ), B8 (BEOEMERORIE, BREOBE) , IR GEH) , T
(FFMaERsE) , B (B LIRS R QIR ILGR) MOy, LR (H PR
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DBIER VTR 1T 2HETH -7, RIMEK AT A—2ZITIET L, AME
I, & U THPERREIM L, ALT, AST X OB U L L, &5 I2HE- THY
MU, ZN6OfTiL, BMAHEOREEL FOICTERIZ2HEECHEIH
776

TERBEFIC S &, AR TF =T I3 ETFEWE L R D BENH D, HKitH
B/ IR EEHEMEOHE TS LT v MR X oA ENE
RBOT =251, EEtt (7 v N TEEREME, 79X TR & R
M) KROFEBENE (7 b TOTFEMREEE L NEFRIKT) BRI,
BEFEIEIL2 <, ZHREICITER B o7, 2 b ORI, EERMIZATEE
Wb 5 RFERTEEIN,

TuF =71, BEEERBRTIIBRETH 72, BEERBIIERE ST
AR

UV BEHZIZ, T v N CTREOYEMEKISHRD btz

KPEhRE

5.2 EWMPHENMNE

WX« A BRRCIE, b F = 703 0 R G R4 T, RoRIMBE TR &
mole, REFEMAEZRGLE LICHBRTIE, A TT A T80 7 0 —OHEE
EA359% & 2o Tz, ARG ROREEL, BMICLVHERLL,

A s A rF =T ORNT EOFESAEFEIX232 LT, b b OEBEHEEIC S
95, 150 mg/HIZ T Tarceva $& 544 OEFH (34 1% NSCLC, 14 (3MxEARE) %
R L LB, %590 HOARBIBRIC X U & DN EERIEN S, B
NTOT)LaF =T RENTHTII8S ng/g Mk TH D Z LHMALEZ, ZHig,
TE R BBIZ 361 T 2 B v UAE P i BE oD SEIE D - 45)63%  (HEPHILS-161%) (ZFHY L
720 FEBGPICIT EETEMEREI AN 1160 ng/g #ARRDIRE CHELEL, i, EF
WHEIZ 31T 2 fe i B i B2 oD SEJRIMIE D 29 113%  (#PH1E88-130%) 1CAHY L
7o MAEE A ASRITNS%TH D, m/laF =T XMET VT I RO al B
PEEA (AAG) EtHEAT 5,

R mveF=71%, v FCEHFF 7 a—2, L LT CYP3AAKTY, EHIE
TR 25 DD CYPIA2IZ LV, FETR#END, BHTD CYP3A4IZ L 5K
#f, BiTo CYPIALZ X ARG, ISR TO CYPIBIZ X A R O IF/MEH
b, TAaF=2T ORI VT T RCHEE L TWDEREERD 5,

TV F = TINELL T ORI O EREHRE S HBH L TS o 1) WTia XX
PG DORIBHD o-lii A F Ak L, ZDH%RDOIAIZ I D IR BE~ORRE ;5 2) 7k
F L R DR & Z DR DOKERILIZE D DIVAR A BA~DOREEE ;3) 7= 7 k&
T U UGy DE BRI, DTN OMEED o-Bi A FALIZ L » TET D,
TuF =70 LEEMHY TH D 0SI-420% T OSI1-4131%, FEEGER in vitro 7~ A
KO in vivo EETT LV CraF =751 L TWab, Zhbid,
T F =T D10%ARORRE TR ICFEL, =rueF=7 LHEELEEY
BhEE R,

BEE . = F=T0F, FEELTEMBENLTRE & LTHRt S (590%)
MO 5D A ESITRAMAED 9 bo—E (K9%) 1T X2, RAOELEEh
FHED YL, REMKE LTHEEESND DIX, 2%KiM THh D, Tarceva & HiA
& LT G SNT25914 O B TORMEMZEMENEMAT NG, HTONYE 7 )T
T2 AIXAAT LT, R o P IEIT36. 20 TH D Z E R ENR T WS, T D
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72, KIT-8H L\ D R TEF R TREIES S L PRI D,

kR T oA EhfE

RHEM BRI IC LT, Aoz V77 v 2 FHIME L BE OFEE, &
&, MRIEROAREEOMIZIE, BRMICEEZMABEBRIEIRD b7z, =
NnF =7 OEYEhRE L BET 5 BFOERIL, mMiFRE Y LE E, AAG KDY
BUEEE Ch o7z, MIFGHRE Y L EELR N AAG RENSERT L L, =irF=
TDI VT T UAPET LIz, Zi D OFHED BRI BE ML 6 s TiLZe v,
LML, BEECEIoAnTF =T D7 )T T ANREK L,

ZDOZEE, 150 mgh T uF=T A HERROKE Lz & &0, FEME LK OEE
RS L -C U D RERERR A 35 1T 2 SR Eh AERRBR CHERE S V700 Conax D 20 - ff 1
FEMRMEE T 1056 ng/mL, M H T689 ng/mL, W2MEFE f JEWLIE 2 o 85 b 1T
65.2% (95% CI: 44.3~95.9, P =0.031) THo7=, AUC (ine? Lo FIHIE 1T FERRIE
# 18726 ngeh/mL, M2MEZE T6718 ngeh/mL, FHHFEIE35.9% (95% CI. 23.7~
543, P < 0.0001) . Cou® $&{0] -5 M 1 IE LI 5 T288 ng/mL, WAJEE T34.8
ng/mL, EHJHH12.1% (95%CI: 4.82~30.2, P=0.0001) T ->7=,

NSCLC Z%f5 & L7258 I MRBRICK T, BEFICB T = e T =7 DE
WRECOMMEF b7 7EI30.65 pg/mL (n = 16) Th 1, EEFOBUYEFE I 720
B (1.28 pg/mL, n = 108) D12 ThH o7, ELFEIFZ, =rF=7 0Dk
FDI VT T AN24% EH Ue, BIEE G E L2E 1 O S HER <
X, EFIREIZIIT D IEYENREMENT T, Tarceva ® & %150 mg 7»5 MTD ThH 5
300 mg ICHELZEZDOD AT =T OFRBEENHEICHFA L THMLIZZ &0
RENTE, BUYEFIZ300 mg G LIZREOEFIREETOMmE: ~ 7 7R IX1.22
pg/mL (n=17) ThoTz,

Z OB OB RERER OfE R ES &, BRI, mIETRENMET 50
REMEDRN D D7, BT L L0 ET L L,
RHERBERMBIREIENT IS W hd, T4 A FOREIL, mrnF =7 0%
ZRI%E R SE T,

TARF=TETAVE B LT EEE R 20404 OT — X kA AT, Bl
DORHEMIEENRERRNT 2 b L 7=, Z O D, FEEORBR THOLNZEED
TARF=TDI )T T AL RIET BN, HATOHEFNCE T 5 RE
MR BREMITICB T 2 B BICE DD THHU L TWD Z ERFEH SN, #Hi
RABEOEBIIHRINR o T, LAV ZECOEHIE, =ruF=7 0l
W7 VT T AT B E RIES 2oz,

NIRRT S B E I RE L2, 1TThiv Ty,

NFREREIEZ . = v F=713F L LT, HFigcX v REsh s, H%EOHKEE
5 (Child-Pugh score 7-9) D& 5 [EHEEFHE TlX, AUCo & Chpax D2fn 11X
ZIZEH27000 ngeh/mL, 805 ng/mL Toh -7, ZHUTxFL, JFIMETE IS
BobsEBEZELH0 R FESEEZ M - BF TIX, T E129300 ngeh/mL,

1090 ng/mL ToH o7, Cuax 1F, THEOIHEREREE D & 5 BE LRI BV THGH
FHNZH O RN EUE A R LT D23, ZOEWICHKRNZER TRV EE X
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bNb, EERFEEREEND Lo F =7 0RyEiRRICRETHE IO NTDOT
— X I o TR, RHEREYENEMIT T, SRV LVE MENESEZ
RTEAETHE, =AaeF=T707 V770 Z20KTRRD LT,

BRpEIEZ . = aF =7 K OEOMR@mIE, BigroiXdE 0 gt g, H
A3 5 C IR HPICHEE S D DIX9% KT Th 5, RHERISEWEIREMENT CiX, =1 nm
F=T DI VT T AREI VLT F=0 7 )T T A EORICIIBRICA B2
BRSO bR o=, 2V T F =7 )T T AR5 mL/4 KD BE TO
T2 IIE LTV,

=0

5.1 FEHZEM4HEHE

W PRIERE - PUEMESER (T A o3 F—FBHERK) , ATC =2— F
LO1XEO03

T F =70, ERBEEK AN/ e b EREER AR 1 % (EGFR,
HERI & LTHAOLNTWD) OF a2 —FHEATHSL, =inF=7
I%, EGFR OFfEN Y »E(b 25 I E 3 5, EGFR 1%, (&ML OYEMIRE o
M £ R CRIT 5, HEEETT /LTI, EGFR U UBLLEDEC XY, Ml
VX IR K OV SUTSEIR T 5,

NSCLC (Tarceva B 5)

—RILEREBITROMIFEE

EEAL —EER T 7 AR (BO18192, SATURN) T, NSCLC & —&ik
FRE L eI TR OMEERRIE L U C, Tarceva OF MK NN R I N, KR
Brik, BARAIR— 2 DO2AULIRIE 24V A 7 VBT, WBEIT N LR
VW RIFTET THE SO TR MO NSCLC BE 889 2 x5 & L Citbi-, BEILL1D
EIET, 150 mg @ Tarceva #GHEXILT 7 B R B GRHICEE AL S, HEEST
FTCIRIEOROEEG 2% 1) 7=, ARBRO ZEMGE AL, £8% & EGFR 5
PEREES (IHC (X W HE) 2467 5 BF B0 2 EEEAGFHF (PFS) Tho
oo N—=AT A L DOBEE KL OEBORMIL, BB CTR%TH-o7-, ECOG
PS M1 &MZ 5 EE, FFUIBOEKLAINEE AT 2 EBE IARRBR SR L
776

SITT £EFH DS 5

2EE (n = 889) ITBITD PFS OEEMAT TIE, 77 BRI T 5 Tarceva Bf
® PFS O H— Kb (HR) 1X0.71 (95% CI: 0.62-0.82, p < 0.0001) Th o7z,
PFS O F¥fEIE, Tarceva BETII224 THo7=Dizxt L, 77 AR TIX16.08
ThH o7, PFS OFERIL, MIBFEICL VMR SN, QOL (AEIEDE) OF —
AT, 779REMRTCoNaTF =TI L EEEREEIIRBINZ -T2,

EGFR GRS (IHC IZ XV HE) 267 52 FEEFEM (n=621) TiX, PFS®
HR 130.69 (95% CI: 0.58-0.82, p<0.0001) T -7z, PFS OF-H¥IfEIL, Tarceva if
TIH22.8 (#PH: 0.1-78.9#) Thol-DIZk L, I B REETIZ16.2H (FipH
0.1-88.1:H) Th o7z, 67 ARFOMIEIEAFSRIL, Tarceva FEAX OV T BARRETE
WEIN2T% M R16% ThH -7,

BIRBIRHGIE B Td 5 2AEF MO HR 130.81 (95% CI: 0.70-0.95, p =0.0088) T
Hotz, REGFHMOFRALIL, Tarceva BETIXI120 H THho7=oizxtL, 77
EAREETIHILOA TH o T,
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EGFR {EMALERAZ G T HEE T, RRKOAREDNBO LI (n = 49, PFS ©
HR =0.10, 95% CI: 0.04-0.25, p<0.0001) , %547 EGFR OEEA* A3 5EE (n
= 388) T, PFS ® HR (X0.78 (95% CI: 0.63-0.96, p = 0.0185) , 2AfFHIM D
HR 1%0.77 (95% CI: 0.61-0.97, p=0.0243) Th -7,

- ALFIRIERATIR IR RE N L E L TV D BFE

RENZEL TS (SD) BE (n=487) TiE, PFS ® HR [30.68 (95% CI: 0.56-
0.83, p < 0.0001; "FHfiix Tarceva RETI2.138, 77 vARRETILIMA) , 2EFH
@ HR 1%0.72 (95% CI: 0.59-0.89, p=0.0019; " JfEIL Tarceva FET11.9 H, 7
TEREETI6ONH) Tholz,

Tarceva D5 %517 C\5 SD BEDOEY 71 v T, 2AFHRIZ O WL T~
IR T SERNC X 2 R A RBWICHRAT LT, 2 OfER, W EEEREE (HR:
0.67, 95% CI: 0.48-0.92) L IFRF LR AHE (HR: 0.76, 95% CI: 0.59-1.00) , K&
NEGFR &AL E R 2 H 42 HE#E (HR: 048, 95% CI: 0.14-1.62) & EGFR {&MEAL
EEZALIRWAEE (HR: 0.65, 95% CI: 0.48-0.87) & DT, KEQRENLET
RENI o T,

DELEBILIAVDILEERENBN LG EE~DBE
DR LIV TR L OARFRRIEP L) & 72 o T2 /P T TR D NSCLC
BEDBIL ZXG L LT, 77 A% BRI G RIWATHER iR
(BR.21) T, Tarceva @ Ik « —IRIBHE T SN2 H OF DMK OV MR
IRENT, BEII20OEIE T, 150 mg @ Tarceva $EH-HENIX T 7 B AR GREICHE
EAlbSi, 1HIRIOROR G A0 7=, FHMOEE X, 2AFHR, EEEAeA
MM (PFS) , Z&hE, FMIM, M Baameik (WRmk, PRuk R e OVCR) Bk
FTCOHMBKLDY, BEMETHo7, FEFMHEB IIREFYRTH -7,

BEE RO, B CRI%ETH-7-, BEOK2BIZBETHY, 1/31F3—
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HIGHLIGHTS OF PRESCRIBING INFORMATION

These highlights do not include all the information needed to use
TARCEVA safely and effectively. See full prescribing information for
TARCEVA.

TARCEVA® (erlotinib) tablets, oral
Initial U.S. Approval: 2004

---------------------------- RECENT MAJOR CHANGES--------n-eeemmmememeen
Indications and Usage (1.1) 04/2010
Warnings and Precautions, Gastrointestinal Perforation (5.5) 04/2009
Warnings and Precautions, Bullous Skin Disorders (5.6) 04/2009
Warnings and Precautions, Ocular Disorders (5.10) 04/2009
---------------------------- INDICATIONS AND USAGE---------memmmmmmeeemeeee e

TARCEVA is a kinase inhibitor indicated for:

e Maintenance treatment of patients with locally advanced or metastatic
non-small cell lung cancer (NSCLC) whose disease has not progressed
after four cycles of platinum-based first-line chemotherapy. (1.1)

. Treatment of locally advanced or metastatic non-small cell lung cancer
after failure of at least one prior chemotherapy regimen. (1.1)

. First-line treatment of patients with locally advanced, unresectable or
metastatic pancreatic cancer, in combination with gemcitabine. (1.2)

—memmemmmemenemeeem---DOSAGE AND ADMINISTRATION-------eenmmmmmemeeeem

e The dose for NSCLC is 150 mg/day. (2.1)

. The dose for pancreatic cancer is 100 mg/day. (2.2)

. All doses of TARCEVA should be taken on an empty stomach at least
one hour before or two hours after food. (2.1, 2.2)

. Reduce in 50 mg decrements, when necessary. (2.3)

ceeeee---DOSAGE FORMS AND STRENGTHS-----nmemmeemeeemm
. Tablets: 25 mg, 100 mg and 150 mg. (3)

CONTRAINDICATIONS:

. None. (4)

e Interstitial Lung Disease (ILD)-like events, including fatalities have
been infrequently reported. Interrupt TARCEVA if acute onset of new or
progressive unexplained pulmonary symptoms, such as dyspnea, cough
and fever occur. Discontinue TARCEVA if ILD is diagnosed. (5.1)

. Cases of acute renal failure (including fatalities), and renal insufficiency
have been reported. Interrupt TARCEVA in the event of dehydration.
Monitor renal function and electrolytes in patients at risk of dehydration.
(52)

. Cases of hepatic failure and hepatorenal syndrome (including fatalities)
have been reported. Monitor periodic liver function testing. Interrupt or
discontinue TARCEVA if liver function changes are severe. (5.3)

. Monitor patients with hepatic impairment closely. Interrupt or
discontinue TARCEVA if changes in liver function are severe
(5.4)

. Gastrointestinal perforations, including fatalities, have been

Copy from GRASS  reported Jissantinus TARGEVA. (5.5)

Bullous and exfoliative skin disorders, including fatalities, have
been reported. Interrupt or discontinue TARCEVA (5.6)

. Myocardial infarction/ischemia has been reported, including
fatalities, in patients with pancreatic cancer. (5.7)

. Cerebrovascular accidents, including a fatality, have been reported
in patients with pancreatic cancer. (5.8)

. Microangiopathic Hemolytic Anemia with thrombocytopenia has
been reported in patients with pancreatic cancer. (5.9)

. Corneal perforation and ulceration have been reported. Interrupt or
discontinue TARCEVA (5.10)

. International Normalized Ratio (INR) elevations and bleeding
events, some associated with concomitant warfarin administration
have been reported. Monitor patients taking warfarin or other
coumarin-derivative anticoagulants. (5.11)

e TARCEVA can cause fetal harm when administered to a pregnant
woman. Women should be advised to avoid pregnancy while on
TARCEVA. (5.12)

------------------------------ ADVERSE REACTIONS

. The most common adverse reactions (>20%) in maintenance
treatment are rash-like events and diarrhea. (6)

e The most common adverse reactions (>20%) in 2™ line NSCLC
are rash, diarrhea, anorexia, fatigue, dyspnea, cough, nausea,
infection and vomiting. (6)

. The most common adverse reactions (>20%) in pancreatic cancer
are fatigue, rash, nausea, anorexia, diarrhea, abdominal pain,
vomiting, weight decrease, infection, edema, pyrexia, constipation,
bone pain, dyspnea, stomatitis and myalgia. (6)

To report SUSPECTED ADVERSE REACTIONS, contact OSI
Pharmaceuticals Inc. at 1-800-572-1932 or FDA at 1-800-FDA-1088 or
www.fda.gov/medwatch.

DRUG INTERACTIONS
CYP3A4 inhibitors may increase erlotinib plasma concentrations. (7)
CYP3A4 inducers may decrease erlotinib plasma concentrations. (7)
CYP1A2 inducers may decrease erlotinib plasma concentrations. (7)
Erlotinib solubility is pH dependent. Drugs that alter the pH of the
upper GI tract may alter the solubility of erlotinib and hence its
absorption. (7)

. Cigarette smoking decreases erlotinib plasma concentrations (7)

See 17 for PATIENT COUNSELING INFORMATION.
Revised: [4/2010]

FULL PRESCRIBING INFORMATION: CONTENTS *
1 INDICATIONS AND USAGE
1.1 Non-Small Cell Lung Cancer (NSCLC)
1.2 Pancreatic Cancer
2 DOSAGE AND ADMINISTRATION
2.1 Recommended Dose - NSCLC
2.2 Recommended Dose — Pancreatic Cancer
2.3 Dose Modifications
DOSAGE FORMS AND STRENGTHS
4 CONTRAINDICATIONS
5 WARNINGS AND PRECAUTIONS
5.1 Pulmonary Toxicity
5.2 Renal Failure
5.3 Hepatotoxicity
5.4 Patients with Hepatic Impairment
5.5 Gastrointestinal perforation
5.6 Bullous and exfoliative skin disorders
5.7 Myocardial infarction/ischemia
5.8 Cerebrovascular accident
5.9 Microangiopathic Hemolytic Anemia with Thrombocytopenia
5.10 Ocular Disorders
5.11 Elevated International Normalized Ratio and Potential Bleeding
5.12 Use in Pregnancy
6 ADVERSE REACTIONS
6.1 Clinical Trial Experience
6.2 Post-Marketing Experience
7 DRUG INTERACTIONS
8 USE IN SPECIFIC POPULATIONS
8.1 Pregnancy

w

8.3 Nursing Mothers
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8.5 Geriatric Use
8.6 Gender
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8.8 Patients with Hepatic Impairment
8.9 Patients with Renal Impairment
10 OVERDOSAGE
11 DESCRIPTION
12 CLINICAL PHARMACOLOGY
12.1 Mechanism of Action
12.3 Pharmacokinetics
13 NONCLINICAL TOXICOLOGY
13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility
14 CLINICAL STUDIES
14.1 Non-Small Cell Lung Cancer (NSCLC) - TARCEVA
monotherapy administered as maintenance treatment
14.2 NSCLC - TARCEVA administered as a Single-agent
14.3 NSCLC - TARCEVA Administered Concurrently with
Chemotherapy
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*Sections or subsections omitted from the full prescribing information are not
listed.
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FULL PRESCRIBING INFORMATION

1.1

2.1

2.2

2.3

INDICATIONS AND USAGE

Non-Small Cell Lung Cancer (NSCLC)

TARCEVA monotherapy is indicated for the maintenance treatment of patients with locally advanced or metastatic non-small cell lung cancer whose disease

has not progressed after four cycles of platinum-based first-line chemotherapy /see Clinical Studies (14.1)].

TARCEVA monotherapy is indicated for the treatment of patients with locally advanced or metastatic non-small cell lung cancer after failure of at least one

prior chemotherapy regimen /see Clinical Studies (14.2)].

Results from two, multicenter, placebo-controlled, randomized, Phase 3 trials conducted in first-line patients with locally advanced or metastatic NSCLC
showed no clinical benefit with the concurrent administration of TARCEVA with platinum-based chemotherapy [carboplatin and paclitaxel or gemcitabine and

cisplatin] and its use is not recommended in that setting /see Clinical Studies (14.3)].

Pancreatic Cancer

TARCEVA in combination with gemcitabine is indicated for the first-line treatment of patients with locally advanced, unresectable or metastatic pancreatic

cancer [see Clinical Studies (14.4)].

DOSAGE AND ADMINISTRATION

NSCLC

The recommended daily dose of TARCEVA for NSCLC is 150 mg taken on an empty stomach at least one hour before or two hours after the ingestion of food.

Treatment should continue until disease progression or unacceptable toxicity occurs. There is no evidence that treatment beyond progression is beneficial.

Pancreatic Cancer

The recommended daily dose of TARCEVA for pancreatic cancer is 100 mg taken on an empty stomach at least one hour before or two hours after the ingestion
of food, in combination with gemcitabine /see Clinical Studies (14.4) or the gemcitabine package insert]. Treatment should continue until disease progression or

unacceptable toxicity occurs.
Dose Modifications

In patients who develop an acute onset of new or progressive pulmonary symptoms, such as dyspnea, cough or fever, treatment with TARCEVA should be
interrupted pending diagnostic evaluation. If Interstitial Lung Disease (ILD) is diagnosed, TARCEVA should be discontinued and appropriate treatment
instituted as necessary [see Warnings and Precautions (5.1)]. Discontinue TARCEVA for hepatic failure or gastrointestinal perforation. Interrupt or discontinue
TARCEVA in patients with dehydration who are at risk for renal failure, in patients with severe bullous, blistering or exfoliative skin conditions, or in patients

with acute /worsening ocular disorders [see Warnings and Precautions (5.2, 5.3, 5.4, 5.5, 5.6, 5.10)].

Diarrhea can usually be managed with loperamide. Patients with severe diarrhea who are unresponsive to loperamide or who become dehydrated may require

dose reduction or temporary interruption of therapy. Patients with severe skin reactions may also require dose reduction or temporary interruption of therapy.

When dose reduction is necessary, the TARCEVA dose should be reduced in 50 mg decrements.

In patients who are taking TARCEVA with a strong CYP3A4 inhibitor such as, but not limited to, atazanavir, clarithromycin, indinavir, itraconazole,
ketoconazole, nefazodone, nelfinavir, ritonavir, saquinavir, telithromycin, troleandomycin (TAO), voriconazole, or grapefruit or grapefruit juice, a dose
reduction should be considered if severe adverse reactions occur. Similarly, in patients who are taking TARCEVA with an inhibitor of both CYP3A4 and

CYP1A2 like ciprofloxacin, a dose reduction of TARCEVA should be considered if severe adverse reactions occur /see Drug Interactions (7)].
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Pre-treatment with the CYP3A4 inducer rifampicin decreased erl@i@/ﬂ{ﬁq{pﬁﬂo&% to 4/5. UkeloD alterhative ficathtents lacking CYP3A4 inducing
activity is strongly recommended. If an alternative treatment is unavailable, an increase in the dose of TARCEVA should be considered as tolerated at two week
intervals while monitoring the patient’s safety. The maximum dose of TARCEVA studied in combination with rifampicin is 450 mg. If the TARCEVA dose is
adjusted upward, the dose will need to be reduced immediately to the indicated starting dose upon discontinuation of rifampicin or other inducers. Other
CYP3A4 inducers include, but are not limited to rifabutin, rifapentine, phenytoin, carbamazepine, phenobarbital and St. John's Wort. These too should be

avoided if possible [see Drug Interactions (7)].

Cigarette smoking has been shown to reduce erlotinib exposure. Patients should be advised to stop smoking. If a patient continues to smoke, a cautious increase
in the dose of TARCEVA, not exceeding 300 mg may be considered, while monitoring the patient’s safety. However, efficacy and long-term safety (> 14 days)
of a dose higher than the recommended starting doses have not been established in patients who continue to smoke cigarettes. If the TARCEVA dose is adjusted

upward, the dose should be reduced immediately to the indicated starting dose upon cessation of smoking /see Clinical Pharmacology (12.3)].

Erlotinib is eliminated by hepatic metabolism and biliary excretion. Although erlotinib exposure was similar in patients with moderately impaired hepatic
function (Child-Pugh B), patients with hepatic impairment (total bilirubin > ULN or Child-Pugh A, B and C) should be closely monitored during therapy with
TARCEVA [see Warnings and Precautions (5.4)]. Treatment with TARCEVA should be used with extra caution in patients with total bilirubin > 3 x ULN.
TARCEVA dosing should be interrupted or discontinued if changes in liver function are severe such as doubling of total bilirubin and/or tripling of
transaminases in the setting of pretreatment values outside normal range. In the setting of worsening liver function tests, before they become severe, dose
interruption and/or dose reduction with frequent liver function test monitoring should be considered. TARCEVA dosing should be interrupted or discontinued if
total bilirubin is >3 x ULN and/or transaminases are >5 x ULN in the setting of normal pretreatment values [see Warnings and Precautions (5.3, 5.4), Adverse
Reactions (6.1, 6.2) and Use in Specific Populations (8.8].

DOSAGE FORMS AND STRENGTHS
25 mg tablets
White film-coated tablets for daily oral administration. Round, biconvex face and straight sides, white film-coated, printed in orange with a “T” and “25” on

one side and plain on the other side.

100 mg tablets
White film-coated tablets for daily oral administration. Round, biconvex face and straight sides, white film-coated, printed in gray with “T” and “100” on one

side and plain on the other side.

150 mg tablets
White film-coated tablets for daily oral administration. Round, biconvex face and straight sides, white film-coated, printed in maroon with “T” and “150” on one

side and plain on the other side.
CONTRAINDICATIONS

None

WARNINGS AND PRECAUTIONS

Pulmonary Toxicity

There have been reports of serious Interstitial Lung Disease (ILD)-like events, including fatalities, in patients receiving TARCEVA for treatment of NSCLC,
pancreatic cancer or other advanced solid tumors. In the randomized single-agent NSCLC-studies /[see Clinical Studies (14.1, 14.2)], the incidence of serious
ILD-like events in the TARCEVA treated patients versus placebo treated patients was 0.7% versus 0% in the maintenance study and 0.8% for both groups in
the 2™ and 3" line study. In the pancreatic cancer study - in combination with gemcitabine — /see Clinical Studies (14.4)], the incidence of ILD-like events was

2.5% in the TARCEVA plus gemcitabine group vs. 0.4% in the placebo plus gemcitabine group.

The overall incidence of ILD-like events in approximately 32,000 TARCEVA-treated patients from all studies (including uncontrolled studies and studies with

concurrent chemotherapy) was approximately 1.1%.

Reported diagnoses in patients suspected of having ILD-like events included pneumonitis, radiation pneumonitis, hypersensitivity pneumonitis, interstitial
pneumonia, interstitial lung disease, obliterative bronchiolitis, pulmonary fibrosis, Acute Respiratory Distress Syndrome and lung infiltration. Symptoms started

from 5 days to more than 9 months (median 39 days) after initiating TARCEVA therapy. In the lung cancer trials most of the cases were associated with
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confounding or contributing factors such as concomitant/prior chéigthefapynptid? radiStherapy, pre-existig parefichyniah lung disease, metastatic lung disease,

or pulmonary infections.

In the event of an acute onset of new or progressive unexplained pulmonary symptoms such as dyspnea, cough, and fever, TARCEVA therapy should be
interrupted pending diagnostic evaluation. If ILD is diagnosed, TARCEVA should be discontinued and appropriate treatment instituted as needed /see Dosage
and Administration (2.3)].

Renal Failure

Cases of hepatorenal syndrome, acute renal failure (including fatalities), and renal insufficiency have been reported. Some were secondary to baseline hepatic
impairment while others were associated with severe dehydration due to diarrhea, vomiting, and/or anorexia or concurrent chemotherapy use. In the event of
dehydration, particularly in patients with contributing risk factors for renal failure (eg, pre-existing renal disease, medical conditions or medications that may
lead to renal disease, or other predisposing conditions including advanced age), TARCEVA therapy should be interrupted and appropriate measures should be
taken to intensively rehydrate the patient. Periodic monitoring of renal function and serum electrolytes is recommended in patients at risk of dehydration /see

Adverse Reactions (6.1) and Dosage and Administration (2.3)].

Hepatotoxicity
Cases of hepatic failure and hepatorenal syndrome (including fatalities) have been reported during use of TARCEVA, particularly in patients with baseline

hepatic impairment. Therefore, periodic liver function testing (transaminases, bilirubin, and alkaline phosphatase) is recommended. In the setting of worsening
liver function tests, dose interruption and/or dose reduction with frequent liver function test monitoring should be considered. TARCEVA dosing should be
interrupted or discontinued if total bilirubin is >3 x ULN and/or transaminases are >5 x ULN in the setting of normal pretreatment values /see Adverse Reactions

(6.1, 6.2) and Dosage and Administration (2.3)].

Patients with Hepatic Impairment

In a pharmacokinetic study in patients with moderate hepatic impairment (Child-Pugh B) associated with significant liver tumor burden, 10 out of 15 patients
died on treatment or within 30 days of the last TARCEVA dose. One patient died from hepatorenal syndrome, 1 patient died from rapidly progressing liver
failure and the remaining 8 patients died from progressive disease. Six out of the 10 patients who died had baseline total bilirubin > 3 x ULN suggesting severe
hepatic impairment. Treatment with TARCEVA should be used with extra caution in patients with total bilirubin > 3 x ULN. Patients with hepatic impairment
(total bilirubin > ULN or Child-Pugh A, B and C) should be closely monitored during therapy with TARCEVA. TARCEVA dosing should be interrupted or
discontinued if changes in liver function are severe such as doubling of total bilirubin and/or tripling of transaminases in the setting of pretreatment values
outside normal range [see Clinical Pharmacology (12.3) and Dosage and Administration (2.3)].

Gastrointestinal Perforation

Gastrointestinal perforation (including fatalities) have been reported in patients receiving TARCEVA. Patients receiving concomitant anti-angiogenic agents,
corticosteroids, NSAIDs, and/or taxane-based chemotherapy, or who have prior history of peptic ulceration or diverticular disease are at increased risk. /[see

Adverse Reactions (6.1, 6.2)]. Permanently discontinue TARCEVA in patients who develop gastrointestinal perforation.
Bullous and Exfoliative Skin Disorders

Bullous, blistering and exfoliative skin conditions have been reported including cases suggestive of Stevens-Johnson syndrome/Toxic epidermal necrolysis,
which in some cases were fatal [see Adverse Reactions (6.1, 6.2)]. Interrupt or discontinue TARCEVA treatment if the patient develops severe bullous,

blistering or exfoliating conditions.
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Myocardial Infarction/Ischemia Copy from GRASS PID2010-01748

In the pancreatic carcinoma trial, six patients (incidence of 2.3%) in the TARCEVA/gemcitabine group developed myocardial infarction/ischemia. One of these
patients died due to myocardial infarction. In comparison, 3 patients in the placebo/gemcitabine group developed myocardial infarction (incidence 1.2%) and

one died due to myocardial infarction.

Cerebrovascular Accident

In the pancreatic carcinoma trial, six patients in the TARCEV A/gemcitabine group developed cerebrovascular accidents (incidence: 2.3%). One of these was

hemorrhagic and was the only fatal event. In comparison, in the placebo/gemcitabine group there were no cerebrovascular accidents.

Microangiopathic Hemolytic Anemia with Thrombocytopenia

In the pancreatic carcinoma trial, two patients in the TARCEVA/gemcitabine group developed microangiopathic hemolytic anemia with thrombocytopenia
(incidence: 0.8%). Both patients received TARCEVA and gemcitabine concurrently. In comparison, in the placebo/gemcitabine group there were no cases of

microangiopathic hemolytic anemia with thrombocytopenia.

Ocular Disorders

Corneal perforation or ulceration have been reported during use of TARCEVA. Other ocular disorders including abnormal eyelash growth, keratoconjunctivitis
sicca or keratitis have been observed with TARCEVA treatment and are known risk factors for corneal ulceration/perforation /see Adverse Reactions (6.1)].

Interrupt or discontinue TARCEV A therapy if patients present with acute/worsening ocular disorders such as eye pain.

Elevated International Normalized Ratio and Potential Bleeding

International Normalized Ratio (INR) elevations and infrequent reports of bleeding events, including gastrointestinal and non-gastrointestinal bleeding, have
been reported in clinical studies, some associated with concomitant warfarin administration. Patients taking warfarin or other coumarin-derivative anticoagulants

should be monitored regularly for changes in prothrombin time or INR [see Adverse Reactions (6.1)].

Use in Pregnancy

TARCEVA can cause fetal harm when administered to a pregnant woman. Erlotinib administered to rabbits during organogenesis at doses that result in plasma
drug concentrations of approximately 3 times those in humans at the recommended dose of 150 mg daily, was associated with embryofetal lethality and
abortion. When erlotinib was administered to female rats prior to mating and through the first week of pregnancy, at doses 0.3 or 0.7 times the clinical dose of
150 mg, on a mg/m” basis, there was an increase in early resorptions that resulted in a decrease in the number of live fetuses /see Use in Specific Populations

(8.1)].

There are no adequate and well-controlled studies in pregnant women using TARCEVA. Women of childbearing potential should be advised to avoid pregnancy
while on TARCEVA. Adequate contraceptive methods should be used during therapy, and for at least 2 weeks after completing therapy. If TARCEVA is used

during pregnancy, or if the patient becomes pregnant while taking this drug, the patient should be apprised of the potential hazard to a fetus.

ADVERSE REACTIONS

Because clinical trials are conducted under widely varying conditions, adverse reactions rates observed in the clinical trials of a drug cannot be directly

compared to rates in the clinical trials of another drug and may not reflect the rates observed in practice.

Safety evaluation of TARCEVA is based on more than 1200 cancer patients who received TARCEVA as monotherapy, more than 300 patients who received
TARCEVA 100 or 150 mg plus gemcitabine, and 1228 patients who received TARCEVA concurrently with other chemotherapies.

There have been reports of serious events, including fatalities, in patients receiving TARCEVA for treatment of NSCLC, pancreatic cancer or other advanced

solid tumors /see Warnings and Precautions (5) and Dosage and Administration (2.3)].
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Non-Small Cell Lung Cancer

Maintenance Study

Adverse reactions, regardless of causality, that occurred in at least 3% of patients treated with single-agent TARCEVA at 150 mg and at least 3% more often

than in the placebo group in the randomized maintenance trial are summarized by NCI-CTC (version 3.0) Grade in Table 1.

The most common adverse reactions in patients receiving single-agent TARCEVA 150 mg were rash and diarrhea. Grade 3/4 rash and diarrhea occurred in 6.0%
and 1.8%, respectively, in TARCEVA-treated patients. Rash and diarrhea resulted in study discontinuation in 1.2% and 0.5% of TARCEV A-treated patients,
respectively. Dose reduction or interruption for rash and diarrhea was needed in 5.1% and 2.8% of patients, respectively. In TARCEVA-treated patients who

developed rash, the onset was within two weeks in 66% and within one month in 81%.

Table 1: NSCLC Maintenance Study: Adverse Reactions Occurring More Frequently (= 3%) in the Single-Agent TARCEVA Group than in the Placebo
Group and in > 3% of Patients in the TARCEVA Group.

TARCEVA PLACEBO
N =433 N =445
NCI-CTC Grade Any Any
Grade Grade 3 Grade4 | Grade Grade 3 Grade 4

MedDRA Preferred Term % % % % % %
Rash 49.2 6.0 0 5.8 0 0
Diarrhea 20.3 1.8 0 45 0 0
Fatigue 9.0 1.8 0 5.8 1.1 0
Anorexia 9.2 <1 0 49 <1 0
Pruritus 7.4 <1 0 2.7 0 0
Acne 6.2 <1 0 0 0 0
Dermatitis Acneiform 4.6 <1 0 1.1 0 0
Dry Skin 44 0 0 <1 0 0
Weight Decreased 39 <1 0 <1 0 0
Paronychia 39 <1 0 0 0 0
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Liver function test abnormalities (including elevated alanine aminotransferase (ALT), aspartate aminotransferase (AST) and bilirubin) were observed in
patients receiving single-agent TARCEVA 150 mg in the Maintenance study. Grade 2 (>2.5 — 5.0 x ULN) ALT elevations occurred in 2% and 1%, and
Grade 3 (>5.0 —20.0 x ULN) ALT elevations were observed in 1% and 0% of TARCEVA and placebo treated patients, respectively. The TARCEVA
treatment group had Grade 2 (>1.5-3.0 x ULN) bilirubin elevations in 4% and Grade 3 (>3.0-10.0 x ULN) in <1% compared with <1% for both Grades 2 and
3 in the placebo group. TARCEVA dosing should be interrupted or discontinued if changes in liver function are severe [see Dosage and Administration

(2.3)].

Second/Third Line Study

Adverse reactions, regardless of causality, that occurred in at least 10% of patients treated with single-agent TARCEVA at 150 mg and at least 3% more

often than in the placebo group in the randomized trial of patients with NSCLC are summarized by NCI-CTC (version 2.0) Grade in Table 2.

The most common adverse reactions in this patient population were rash and diarrhea. Grade 3/4 rash and diarrhea occurred in 9% and 6%, respectively, in
TARCEVA-treated patients. Rash and diarrhea each resulted in study discontinuation in 1% of TARCEVA-treated patients. Six percent and 1% of patients
needed dose reduction for rash and diarrhea, respectively. The median time to onset of rash was 8 days, and the median time to onset of diarrhea was 12

days.

Table 2: NSCLC 2"/3" Line Study: Adverse Reactions Occurring More Frequently (= 3%) in the Single-agent TARCEVA 150 mg Group than in the
Placebo Group and in >10% of Patients in the TARCEVA Group.

TARCEVA 150 mg Placebo
N =485 N=242
Any Any
NCI-CTC Grade Grade Grade 3  Grade 4 Grade Grade 3  Grade 4
MedDRA Preferred Term % % % % % %
Rash 75 8 <1 17 0 0
Diarrhea 54 6 <1l 18 <1l 0
Anorexia 52 8 1 38 5 <1
Fatigue 52 14 4 45 16 4
Dyspnea 41 17 11 35 15 11
Cough 33 4 0 29 2 0
Nausea 33 3 0 24 2 0
Infection 24 4 0 15 2 0
Vomiting 23 2 <1 19 2 0
Stomatitis 17 <1 0 3 0 0
Pruritus 13 <1 0 5 0 0
Dry skin 12 0 0 4 0 0
Conjunctivitis 12 <1 0 2 <1l 0
Keratoconjunctivitis sicca 12 0 0 3 0 0
Abdominal pain 11 2 <l 7 1 <l
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Table 3:

Liver function test abnormalities (including elevated alanine amipgtrimsferdseAIST, aspartate@minatfansfera3e (ASB) and bilirubin) were observed in
patients receiving single-agent TARCEVA 150 mg. These elevations were mainly transient or associated with liver metastases. Grade 2 (>2.5 — 5.0 x ULN)
ALT elevations occurred in 4% and <1% of TARCEVA and placebo treated patients, respectively. Grade 3 (>5.0 —20.0 x ULN) elevations were not
observed in TARCEVA-treated patients. TARCEVA dosing should be interrupted or discontinued if changes in liver function are severe [see Dosage and
Administration (2.3)].

Pancreatic Cancer

Adverse reactions, regardless of causality, that occurred in at least 10% of patients treated with TARCEVA 100 mg plus gemcitabine in the randomized trial

of patients with pancreatic cancer are summarized by NCI-CTC (version 2.0) Grade in Table 3.

The most common adverse reactions in pancreatic cancer patients receiving TARCEVA 100 mg plus gemcitabine were fatigue, rash, nausea, anorexia and
diarrhea. In the TARCEVA plus gemcitabine arm, Grade 3/4 rash and diarrhea were each reported in 5% of TARCEVA plus gemcitabine-treated patients.
The median time to onset of rash and diarrhea was 10 days and 15 days, respectively. Rash and diarrhea each resulted in dose reductions in 2% of patients,
and resulted in study discontinuation in up to 1% of patients receiving TARCEVA plus gemcitabine. The 150 mg cohort was associated with a higher rate of

certain class-specific adverse reactions including rash and required more frequent dose reduction or interruption.

Adverse Reactions Occurring in > 10% of TARCEVA-treated Pancreatic Cancer Patients: 100 mg cohort

TARCEVA + Gemcitabine Placebo + Gemcitabine
1000 mg/m’ IV 1000 mg/m’ IV
N=259 N=256
Any Any

NCI-CTC Grade Grade Grade 3 Grade 4 Grade Grade3  Grade4
MedDRA Preferred Term

% % % % % %
Fatigue 73 14 2 70 13 2
Rash 69 5 0 30 1 0
Nausea 60 7 0 58 7 0
Anorexia 52 6 <1 52 5 <1
Diarrhea 48 5 <1 36 2 0
Abdominal pain 46 9 <1 45 12 <1
Vomiting 42 7 <l 41 4 <1
Weight decreased 39 2 0 29 <1 0
Infection* 39 13 3 30 9 2
Edema 37 3 <1 36 2 <1
Pyrexia 36 3 0 30 4 0
Constipation 31 3 1 34 5 1
Bone pain 25 4 <l 23 2 0
Dyspnea 24 5 <l 23 5 0
Stomatitis 22 <1 0 12 0 0
Myalgia 21 1 0 20 <1 0
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Table 4

TARCESIN A GéthdithbineS "plddens + Gethditabite
1000 mg/m’ IV 1000 mg/m’ IV
N=259 N=256
Any Any
NCI-CTC Grade Grade Grade 3 Grade 4 Grade Grade3  Grade4
Depression 19 2 0 14 <1 0
Dyspepsia 17 <1 0 13 <1 0
Cough 16 0 0 11 0 0
Dizziness 15 <1l 0 13 0 <1
Headache 15 <1 0 10 0 0
Insomnia 15 <1 0 16 <1 0
Alopecia 14 0 0 11 0 0
Anxiety 13 1 0 11 <1 0
Neuropathy 13 1 <1 10 <1 0
Flatulence 13 0 0 9 <1 0
Rigors 12 0 0 9 0 0

*Includes all MedDRA preferred terms in the Infections and Infestations System Organ Class

In the pancreatic carcinoma trial, 10 patients in the TARCEV A/gemcitabine group developed deep venous thrombosis (incidence: 3.9%). In comparison, 3
patients in the placebo/gemcitabine group developed deep venous thrombosis (incidence 1.2%). The overall incidence of grade 3 or 4 thrombotic events,

including deep venous thrombosis, was similar in the two treatment arms: 11% for TARCEVA plus gemcitabine and 9% for placebo plus gemcitabine.

No differences in Grade 3 or Grade 4 hematologic laboratory toxicities were detected between the TARCEVA plus gemcitabine group compared to the

placebo plus gemcitabine group.

Severe adverse reactions (>grade 3 NCI-CTC) in the TARCEVA plus gemcitabine group with incidences < 5% included syncope, arrhythmias, ileus,
pancreatitis, hemolytic anemia including microangiopathic hemolytic anemia with thrombocytopenia, myocardial infarction/ischemia, cerebrovascular

accidents including cerebral hemorrhage, and renal insufficiency /see Warnings and Precautions (5)].

Liver function test abnormalities (including elevated alanine aminotransferase (ALT), aspartate aminotransferase (AST) and bilirubin) have been observed
following the administration of TARCEVA plus gemcitabine in patients with pancreatic cancer. Table 4 displays the most severe NCI-CTC grade of liver
function abnormalities that developed. TARCEVA dosing should be interrupted or discontinued if changes in liver function are severe /see Dosage and

Administration (2.3)].

Liver Function Test Abnormalities (most severe NCI-CTC grade) in Pancreatic Cancer Patients: 100 mg Cohort

TARCEVA + Gemcitabine 1000 mg/m’ IV

Placebo + Gemcitabine 1000 mg/m* IV

N =259 N =256
NCI-CTC
Grade Grade 2 Grade 3 Grade 4 Grade 2 Grade 3 Grade 4
Bilirubin 17 % 10% <1% 11% 10% 3%
ALT 31% 13% <1% 22% 9% 0%
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TARCEVA + Gemcitammébtﬂ&/ﬁ&‘e‘ SS Placebg L%&&&Elgéﬂﬁ@ mg/m* IV
N =259 N =256
NCI-CTC
Grade Grade 2 Grade 3 Grade 4 Grade 2 Grade 3 Grade 4
AST 24% 10% <1% 19% 9% 0%

NSCLC and Pancreatic Indications: Low Frequency Adverse Reactions

Gastrointestinal Disorders

Gastrointestinal perforations have been reported [see Warnings and Precautions (5.5)].

During the NSCLC and the combination pancreatic cancer trials, infrequent cases of gastrointestinal bleeding have been reported, some associated with
concomitant warfarin or NSAID administration [see Warnings and Precautions (5.11)]. These adverse reactions were reported as peptic ulcer bleeding

(gastritis, gastroduodenal ulcers), hematemesis, hematochezia, melena and hemorrhage from possible colitis.

Renal Disorders

Cases of acute renal failure or renal insufficiency, including fatalities, with or without hypokalemia have been reported [see Warnings and Precautions (5.2)].

Hepatic Disorders

Hepatic failure has been reported in patients treated with single-agent TARCEVA or TARCEVA combined with chemotherapy [see Warnings and Precautions
(5.3)].

Ocular Disorders

Corneal ulcerations or perforations have been reported in patients receiving TARCEVA treatment. Abnormal eyelash growth including in-growing eyelashes,
excessive growth and thickening of the eyelashes have been reported [see Warnings and Precautions (5.10)] and are risk factors for corneal

ulceration/perforation.

NCI-CTC Grade 3 conjunctivitis and keratitis have been reported infrequently in patients receiving TARCEVA therapy in the NSCLC and pancreatic cancer

clinical trials. [see Patient Counseling Information (17)].

Skin, Hair, and Nail Disorders

Bullous, blistering and exfoliative skin conditions have been reported including cases suggestive of Stevens-Johnson syndrome/Toxic epidermal necrolysis /see

Warnings and Precautions (5.6)].

In patients who develop skin rash, the appearance of the rash is typically erythematous and maculopapular and it may resemble acne with follicular pustules, but
is histopathologically different. This skin reaction commonly occurs on the face, upper chest and back, but may be more generalized or severe (NCI-CTC Grade
3 or 4) with desquamation. Skin reactions may occur or worsen in sun exposed areas; therefore, the use of sunscreen or avoidance of sun exposure is
recommended. Associated symptoms may include itching, tenderness and/or burning. Also, hyperpigmentation or dry skin with or without digital skin fissures

may occur.

Hair and nail disorders including alopecia, hirsutism, eyelash/eyebrow (see above) changes, paronychia and brittle and loose nails have been reported.

Other Disorders
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Epistaxis was also reported in both the single-agent NSCLC and @@pgnfmnip CHRctrSEnical trial P TD2010-01748

In general, no notable differences in the safety of TARCEVA monotherapy or in combination with gemcitabine could be discerned between females or males
and between patients younger or older than the age of 65 years [see Use in Specific Populations (8.5 and 8.6)]. The safety of TARCEVA appears similar in

Caucasian and Asian patients.
Post-marketing Experience

The following adverse reactions have been identified during post approval use of TARCEVA. Because these reactions are reported voluntarily from a

population of uncertain size, it is not always possible to reliably estimate their frequency or establish a causal relationship to drug exposure.

Skin and subcutaneous tissue disorders

Hair and nail changes, mostly non-serious e.g. hirsutism, eyelash/eyebrow changes, paronychia and brittle and loose nails. Bullous, blistering and exfoliative

skin conditions have been reported including cases suggestive of Stevens-Johnson syndrome/Toxic epidermal necrolysis /see Warnings and Precautions (5.6)].

Gastrointestinal Disorders

Gastrointestinal perforations [see Warnings and Precautions (5.5)].

Hepatic Disorders

Hepatic failure has been reported in patients treated with single-agent TARCEVA or TARCEVA combined with chemotherapy [see Warnings and Precautions

(5.3)].

DRUG INTERACTIONS

Erlotinib is metabolized predominantly by CYP3A4, and inhibitors of CYP3A4 would be expected to increase exposure. Co-treatment with the potent CYP3A4
inhibitor ketoconazole increased erlotinib AUC by 2/3. When TARCEVA was co-administered with ciprofloxacin, an inhibitor of both CYP3A4 and CYP1A2,
the erlotinib exposure [AUC] and maximum concentration [Cp] increased by 39% and 17% respectively. Caution should be used when administering or taking
TARCEVA with ketoconazole and other strong CYP3A4 inhibitors such as, but not limited to, atazanavir, clarithromycin, indinavir, itraconazole, nefazodone,

nelfinavir, ritonavir, saquinavir, telithromycin, troleandomycin (TAO), voriconazole and grapefruit or grapefruit juice [see Dosage and Administration (2.3)].

Pre-treatment with the CYP3A4 inducer rifampicin for 7 days prior to TARCEVA decreased erlotinib AUC by about 2/3 to 4/5, which is equivalent to a dose of
about 30 to 50 mg in NSCLC patients. In a separate study, treatment with rifampicin for 11 days, with co-administration of a single 450 mg dose of TARCEVA
on day 8 resulted in a mean erlotinib exposure (AUC) that was 57.6% of that observed following a single 150 mg TARCEVA dose in the absence of rifampicin
treatment /see Dose Modifications (2.3)]. Use of alternative treatments lacking CYP3A4 inducing activity is strongly recommended. If an alternative treatment
is unavailable, adjusting the starting dose should be considered. If the TARCEVA dose is adjusted upward, the dose will need to be reduced immediately to the
indicated starting dose upon discontinuation of rifampicin or other inducers. Other CYP3A4 inducers include, but are not limited to, rifabutin, rifapentine,

phenytoin, carbamazepine, phenobarbital and St. John's Wort /see Dosage and Administration (2.3)].
Cigarette smoking has been shown to reduce erlotinib AUC. Patients should be advised to stop smoking; however, if they continue to smoke, a cautious
increase in the dose of TARCEVA may be considered, while monitoring the patient’s safety. If the TARCEVA dose is adjusted upward, the dose should be

reduced immediately to the indicated starting dose upon cessation of smoking /see Dosage and Administration (2.3) and Clinical Pharmacology (12.3)].

Pretreatment and co-administration of TARCEVA decreased the AUC of CYP3A4 substrate, midazolam, by 24%. The mechanism is not clear.
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In a study, there were no significant effects of gemcitabine on thé pharymécokinétiSs/oféslotinib norkwetedlieteGighificanteffects of erlotinib on the

pharmacokinetics of gemcitabine.

Drugs that alter the pH of the upper GI tract may alter the solubility of erlotinib and reduce its bioavailability. Increasing the dose of TARCEVA when co-
administered with such agents is not likely to compensate for the loss of exposure. Co-administration of TARCEVA with omeprazole, a proton pump inhibitor,
decreased the erlotinib AUC by 46%. Since proton pump inhibitors affect pH of the upper GI tract for an extended period, separation of doses may not eliminate
the interaction. The concomitant use of proton pump inhibitors with TARCEVA should be avoided if possible. Co-administration of TARCEVA with 300 mg
ranitidine, an H, receptor antagonist, decreased erlotinib AUC by 33%. When TARCEVA was administered with ranitidine 150 mg twice daily (at least 10 h
after the previous ranitidine evening dose and 2 h before the ranitidine morning dose), the erlotinib AUC decreased by 15%. If patients need to be treated with
an Hp-receptor antagonist such as ranitidine, it should be used in a staggered manner. TARCEVA must be taken once a day, 10 hours after the H,-receptor
antagonist dosing and at least 2 hours before the next dose of H,-receptor antagonist. Although the effect of antacids on erlotinib pharmacokinetics has not been

evaluated, the antacid dose and the TARCEVA dose should be separated by several hours, if an antacid is necessary. /see Clinical Pharmacology (12.3)].

USE IN SPECIFIC POPULATIONS
Pregnancy

Pregnancy Category D [See ‘Warnings and Precautions’ section]

TARCEVA can cause fetal harm when administered to a pregnant woman. Women of childbearing potential should be advised not to become pregnant while
being treated with TARCEVA.

Erlotinib has been shown to cause maternal toxicity with associated embryofetal lethality and abortion in rabbits when given at doses that result in plasma drug
concentrations of approximately 3 times those in humans (AUCs at 150 mg daily dose). When given during the period of organogenesis to achieve plasma drug
concentrations approximately equal to those in humans, based on AUC, there was no increased incidence of embryofetal lethality or abortion in rabbits or rats.
However, female rats treated with 30 mg/m*/day or 60 mg/m?day (0.3 or 0.7 times the clinical dose, on a mg/m? basis) of erlotinib prior to mating through the

first week of pregnancy had an increase in early resorptions that resulted in a decrease in the number of live fetuses.

No teratogenic effects were observed in rabbits or rats dosed with erlotinib during organogenesis at doses up to 600 mg/m?*day in the rabbit (3 times the plasma

drug concentration seen in humans at 150 mg/day) and up to 60 mg/m?*/day in the rat (0.7 times the clinical dose of 150 mg/day on a mg/m’ basis).

Nursing Mothers

It is not known whether erlotinib is excreted in human milk. Because many drugs are excreted in human milk and because of the potential for serious adverse
reactions in nursing infants from TARCEVA, a decision should be made whether to discontinue nursing or discontinue the drug, taking into account the

importance of the drug to the mother.
Pediatric Use

The safety and effectiveness of TARCEVA in pediatric patients have not been established.

Geriatric Use

Maintenance Study

Of the total number of patients participating in the randomized NSCLC Maintenance trial, 66% were less than 65 years of age, and 34% of patients were aged 65
years or older. The hazard ratio for overall survival was 0.78 (95% CI: 0.65, 0.95) in patients less than 65 years of age and 0.88 (95% CI: 0.68, 1.15) in patients

who were 65 years or older.
Second/Third Line Study

Of the total number of patients participating in the randomized 2"/3™ line NSCLC trial, 61% were less than 65 years of age, and 39% of patients were aged 65
years or older. The survival benefit was maintained across both age groups [OS HR = 0.75 (95% CI: 0.6, 0.9) in patients less than 65 years of age, and OS HR =
0.79 (95% CI: 0.6, 1.0) in patients who were 65 years or older].
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First-Line Pancreatic Cancer Copy from GRASS PID2010-01748

In the pancreatic cancer study, 52 % of patients were younger than 65 years of age and 48 % were 65 years of age or older. There were no clinically relevant
survival differences between the age groups [OS HR = 0.78 (95% CI: 0.6, 1.0) in patients less than 65 years of age, and OS HR = 0.94 (95% CI: 0.7, 1.2) in
patients who were 65 years or older]. No meaningful differences in safety or pharmacokinetics were observed between younger and older patients in these

studies. Therefore, no dosage adjustments are recommended in elderly patients.

Gender

Maintenance Study

Of the total number of patients participating in the randomized Maintenance trial, 73% were males and 27% females. There were no clinically relevant

differences in safety and efficacy based on gender [OS HR = 0.88 (95% CI: 0.74, 1.05) in males and OS HR = 0.64 (95% CI: 0.46, 0.91) in females].

Second/Third Line Study

Of the total number of patients participating in the randomized 2"/3™ line NSCLC trial, 65% were males and 35% females. There were no clinically relevant
differences in safety and efficacy based on gender [OS HR = 0.76 (95% CI: 0.6, 0.9) in males and OS HR = 0.80 (95% CI: 0.6, 1.1) in females].

First Line Pancreatic Cancer
In the pancreatic cancer study, 51% of patients were males and 49% females. There were no clinically relevant differences in safety and efficacy based on
gender [OS HR = 0.74 (95% CI: 0.6, 0.9) in males and OS HR = 1.0 (95% CI: 0.8, 1.3) in females].

Race
Maintenance Study

In the randomized Maintenance trial, 84% of all patients were Caucasian and 15% were Asian. There were no clinically relevant differences in safety and

efficacy based on race [OS HR = 0.86 (95% CI: 0.73, 1.01) in Caucasians and OS HR = 0.66 (95% CI: 0.42, 1.05) in Asians].

Second/Third Line Study

In the randomized 2"/3™ line NSCLC trial, 78% of all patients were Caucasian and 13% were Asian. There were no clinically relevant differences in safety and
efficacy based on race [OS HR = 0.79 (95% CI: 0.6, 1.0) in Caucasians and OS HR = 0.61 (95% CI: 0.4, 1.0) in Asians].

First-Line Pancreatic Cancer

In the pancreatic cancer study, 86% of all patients were Caucasian and 8% were Asian. There were no clinically relevant differences in safety and efficacy
based on race [OS HR = 0.88 (95% CI: 0.7, 1.1) in Caucasians and OS HR = 0.61 (95% CI: 0.3, 1.3) in Asians].

Patients with Hepatic Impairment

Patients with hepatic impairment (total bilirubin > ULN or Child Pugh A, B and C) should be closely monitored during therapy with TARCEVA. Treatment
with TARCEVA should be used with extra caution in patients with total bilirubin > 3 x ULN [see Warnings (5.4), Adverse Reactions (6.1, 6.2), and Dosage and
Administration (2.3)].

In vitro and in vivo evidence suggest that erlotinib is cleared primarily by the liver. However, erlotinib exposure was similar in patients with moderately
impaired hepatic function (Child-Pugh B) compared with patients with adequate hepatic function including patients with primary liver cancer or hepatic

metastases [see Dosage and Administration (2.3) and Clinical Pharmacology (12.3)].
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Less than 9% of a single dose is excreted in the urine. No clinical studies have been conducted in patients with compromised renal function.

OVERDOSAGE

Single oral doses of TARCEVA up to 1,000 mg in healthy subjects and weekly doses up to 1,600 mg in cancer patients have been tolerated. Repeated twice-
daily doses of 200 mg single-agent TARCEVA in healthy subjects were poorly tolerated after only a few days of dosing. Based on the data from these studies,
an unacceptable incidence of severe adverse reactions, such as diarrhea, rash, and liver transaminase elevation, may occur above the recommended dose /see

Dosage and Administration (2)]. In case of suspected overdose, TARCEVA should be withheld and symptomatic treatment instituted.

DESCRIPTION

TARCEVA (erlotinib), a kinase inhibitor, is a quinazolinamine with the chemical name N-(3-ethynylphenyl)-6,7-bis(2-methoxyethoxy)-4-quinazolinamine.

TARCEVA contains erlotinib as the hydrochloride salt that has the following structural formula:
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Erlotinib hydrochloride has the molecular formula C5,H»3N304.HCI and a molecular weight of 429.90. The molecule has a pK, of 5.42 at 25°C. Erlotinib

hydrochloride is very slightly soluble in water, slightly soluble in methanol and practically insoluble in acetonitrile, acetone, ethyl acetate and hexane.

Aqueous solubility of erlotinib hydrochloride is dependent on pH with increased solubility at a pH of less than 5 due to protonation of the secondary amine.

Over the pH range of 1.4 to 9.6, maximal solubility of approximately 0.4 mg/mL occurs at a pH of approximately 2.

TARCEVA tablets for oral administration are available in three dosage strengths containing erlotinib hydrochloride (27.3 mg, 109.3 mg and 163.9 mg)
equivalent to 25 mg, 100 mg and 150 mg erlotinib and the following inactive ingredients: lactose monohydrate, hypromellose, hydroxypropyl cellulose,
magnesium stearate, microcrystalline cellulose, sodium starch glycolate, sodium lauryl sulfate and titanium dioxide. The tablets also contain trace amounts of

color additives, including FD&C Yellow #6 (25 mg only) for product identification.

CLINICAL PHARMACOLOGY

Mechanism of Action

The mechanism of clinical antitumor action of erlotinib is not fully characterized. Erlotinib inhibits the intracellular phosphorylation of tyrosine kinase
associated with the epidermal growth factor receptor (EGFR). Specificity of inhibition with regard to other tyrosine kinase receptors has not been fully

characterized. EGFR is expressed on the cell surface of normal cells and cancer cells.
Pharmacokinetics

Absorption and Distribution:

Erlotinib is about 60% absorbed after oral administration and its bioavailability is substantially increased by food to almost 100%. Peak plasma levels occur 4
hours after dosing. The solubility of erlotinib is pH dependent. Erlotinib solubility decreases as pH increases. Co-administration of TARCEVA with
omeprazole, a proton pump inhibitor, decreased the erlotinib exposure [AUC] and maximum concentration [Cpax] by 46% and 61% respectively. When
TARCEVA was administered 2 hours following a 300 mg dose of ranitidine, an H, receptor antagonist, the erlotinib AUC was reduced by 33% and Cyax by
54%. When TARCEVA was administered with ranitidine 150 mg twice daily (at least 10 h after the previous ranitidine evening dose and 2 h before the
ranitidine morning dose), the erlotinib AUC and Ci.x decreased by 15% and 17% respectively [see Drug Interactions (7)].
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Following absorption, erlotinib is approximately 93% protein bondjty pllasma albuminend alpha-Patid glydoproteih {AA&G). Erlotinib has an apparent volume
of distribution of 232 liters.

Metabolism and Excretion:

A population pharmacokinetic analysis in 591 patients receiving the single-agent TARCEVA 2"/3™ line regimen showed a median half-life of 36.2 hours. Time
to reach steady state plasma concentration would therefore be 7 — 8 days. No significant relationships of clearance to covariates of patient age, body weight or

gender were observed. Smokers had a 24% higher rate of erlotinib clearance.

An additional population pharmacokinetic analysis was conducted in 291 NSCLC patients administered single-agent erlotinib as maintenance treatment. This
analysis demonstrated that covariates affecting erlotinib clearance in this patient population were similar to those seen in the prior single-agent pharmacokinetic

analysis. No new covariate effects were identified.

A third population pharmacokinetic analysis was conducted that incorporated erlotinib data from 204 pancreatic cancer patients who received erlotinib plus
gemcitabine. Similar results were observed to those seen in the prior single-agent pharmacokinetic analysis. No new covariate effects were identified. Co-

administration of gemcitabine had no effect on erlotinib plasma clearance.

In vitro assays of cytochrome P450 metabolism showed that erlotinib is metabolized primarily by CYP3A4 and to a lesser extent by CYP1A2, and the
extrahepatic isoform CYP1A1. Following a 100 mg oral dose, 91% of the dose was recovered: 83% in feces (1% of the dose as intact parent) and 8% in urine

(0.3% of the dose as intact parent).

Cigarette smoking reduces erlotinib exposure. In the Phase 3 NSCLC trial, current smokers achieved erlotinib steady-state trough plasma concentrations which
were approximately 2-fold less than the former smokers or patients who had never smoked. This effect was accompanied by a 24% increase in apparent erlotinib
plasma clearance. In a separate study which evaluated the single-dose pharmacokinetics of erlotinib in healthy volunteers, current smokers cleared the drug
faster than former smokers or volunteers who had never smoked. The AUC.ixgniy in smokers was about 1/3 to 1/2 of that in never/former smokers. In another
study which was conducted in NSCLC patients (N=35) who were current smokers, pharmacokinetic analyses at steady-state indicated a dose-proportional
increase in erlotinib exposure when the TARCEVA dose was increased from 150 mg to 300 mg. However, the exact dose to be recommended for patients who

currently smoke is unknown /see Drug Interactions (7) and Patient Counseling Information (17)].
Special Populations:

Patients with Hepatic Impairment

Patients with hepatic impairment (total bilirubin > ULN or Child Pugh A, B and C) should be closely monitored during therapy with TARCEVA. Treatment
with TARCEVA should be used with extra caution in patients with total bilirubin > 3 x ULN [see Warnings and Precautions (5.4), Adverse Reactions (6.1, 6.2),
and Dosage and Administration (2.3)].

In vitro and in vivo evidence suggest that erlotinib is cleared primarily by the liver. However, erlotinib exposure was similar in patients with moderately
impaired hepatic function (Child-Pugh B) compared with patients with adequate hepatic function including patients with primary liver cancer or hepatic

metastases.

Patients with Renal Impairment

Less than 9% of a single dose is excreted in the urine. No clinical studies have been conducted in patients with compromised renal function.

NONCLINICAL TOXICOLOGY

Carcinogenesis, Mutagenesis, Impairment of Fertility

Erlotinib has not been tested for carcinogenicity.

Erlotinib has been tested for genotoxicity in a series of in vitro assays (bacterial mutation, human lymphocyte chromosome aberration, and mammalian cell

mutation) and an in vivo mouse bone marrow micronucleus test and did not cause genetic damage.
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Erlotinib did not impair fertility in either male or female rats. Copy from GRASS PID2010-01748

14 CLINICAL STUDIES

14.1

Table 5:

NSCLC - Maintenance Study

The efficacy and safety of TARCEVA as maintenance treatment of NSCLC were demonstrated in a randomized, double-blind, placebo-controlled trial
conducted in 26 countries, in 889 patients with locally advanced or metastatic NSCLC whose disease did not progress during first line platinum-based
chemotherapy. Patients were randomized 1:1 to receive TARCEVA 150 mg or placebo orally once daily (438 TARCEVA, 451 placebo) until disease
progression or unacceptable toxicity. The primary objective of the study was to determine if the administration of TARCEVA after standard platinum-based
chemotherapy in the treatment of NSCLC resulted in improved progression free survival (PFS) when compared with placebo, in all patients or in patients with

EGFR immunohistochemistry (IHC) positive tumors.

Demographic characteristics were balanced between the two treatment groups (Table 5).

Demographic and Disease Characteristics:

TARCEVA PLACEBO
N=438 N=451

Characteristics N (%) N (%)
Gender

Female 117 (27%) 113 (25%)

Male 321 (73%) 338 (75%)
Age (years)

>65 Years 148 (34%) 151 (33%)
<65 Years 290 (66%) 300 (67%)

Stage of NSCLC

Unresectable Stage I11B 116 (26%) 109 (24%)

Stage IV 322 (74%) 342 (76%)
Race

Caucasian 370 (84%) 376 (83%)

Black 3 (<1%) 1 (<1%)

Asian 62 (14%) 69 (15%)

Other 3 (<1%) 5 (1%)
ECOG Performance Status at Baseline

0 135 (31%) 145 (32%)

1 303 (69%) 306 (68%)
EGFR IHC

Positive 308 (70%) 313 (69%)

Negative 62 (14%) 59 (13%)

Indeterminate 16 (4%) 24 (5%)

Missing 52 (12%) 55 (12%)
Histology

Squamous 166 (38%) 194 (43%)
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N=438 N=451

Adenocarcinoma including Bronchioloaveolar 205 (47%) 198 (44%)

Large Cell 21 (5%) 24 (5%)

Other 46 (11%) 35 (8%)
Smoking Status

Current Smoker 239 (55%) 254 (56%)

Never Smoked 77 (18%) 75 (17%)

Past Smoker 122 (28%) 122 (27%)
Smoking status: Current smoker = smoker at time of randomization or stopped within 1 year prior to randomization.

Progression free survival (PFS) and overall survival (OS) were evaluated in the intent-to-treat (ITT) population. The results of the study are

shown in Table 6.

Table 6: Efficacy Results: (ITT Population)
Median in Months (95% CI) Hazard Ratio (1) p-value (2)
TARCEVA 150 mg Placebo (95% CI)
N =438 N=451
Progression-Free Survival based 2.8(2.8,3.1) 2.6(1.9,2.7) 0.71 (0.62, 0.82) p <0.0001
on investigator’s assessment
Overall Survival 12.0 (10.6, 13.9) 11.0(9.9,12.1) 0.81 (0.70, 0.95) 0.0088

(1)  Univariate Cox regression model

(2) Unstratified log-rank test.

Figure 1 depicts the Kaplan Meier Curves for Overall Survival (ITT Population).

Figure 1: Kaplan —Meier Curve for Overall Survival of Patients by Treatment Group
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Note: HR is from a univariate Cox regression model. Copy from GRASS PID2010-01748

The PFS and OS Hazard Ratios, respectively, in patients with EGFR THC-positive tumors were 0.69 (95% CI: 0.58, 0.82) and 0.77 (95% CI: 0.64, 0.93). The

PFS and OS Hazard Ratios in patients with THC-negative tumors were 0.77 (95% CI: 0.51, 1.14) and 0.91 (95% CI: 0.59, 1.38), respectively.

Patients with adenocarcinoma had an OS Hazard Ratio of 0.77 (95% CI: 0.61, 0.97) and patients with squamous histology had an OS Hazard Ratio of 0.86

(95% CI: 0.68, 1.10).
NSCLC - Second/Third Line Study

The efficacy and safety of single-agent TARCEVA was assessed in a randomized, double blind, placebo-controlled trial in 731 patients with locally advanced
or metastatic NSCLC after failure of at least one chemotherapy regimen. Patients were randomized 2:1 to receive TARCEVA 150 mg or placebo (488
Tarceva, 243 placebo) orally once daily until disease progression or unacceptable toxicity. Study endpoints included overall survival, response rate, and

progression-free survival (PFS). Duration of response was also examined. The primary endpoint was survival. The study was conducted in 17 countries.

Table 7 summarizes the demographic and disease characteristics of the study population. Demographic characteristics were well balanced between the two
treatment groups. About two-thirds of the patients were male. Approximately one-fourth had a baseline ECOG performance status (PS) of 2, and 9% had a
baseline ECOG PS of 3. Fifty percent of the patients had received only one prior regimen of chemotherapy. About three quarters of these patients were known

to have smoked at some time.

Table 7: Demographic and Disease Characteristics

TARCEVA Placebo
(N = 488) (N =243)
Characteristics n (%) n (%)
Gender
Female 173 (35) 83 (34)
Male 315 (65) 160 (66)
Age (years)
<65 299 (61) 153 (63)
>65 189 (39) 90 37)
Race
Caucasian 379 (78) 188 77
Black 18 “) 12 %)
Asian 63 (13) 28 (12)
Other 28 (6) 15 (6)
ECOG Performance Status at Baseline*
0 64 (13) 34 (14)
1 256 (52) 132 (54)
2 126 (26) 56 (23)
3 42 ©) 21 ©)
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Weight Loss in Previous 6 Months Copy from GRASS PID2Q10-01748
<5% 320 (66) 166 (68)
5-10% 96 (20) 36 15)
>10% 52 an 29 12)
Unknown 20 “ 12 (5)

Smoking History

Never Smoked 104 20 42 17)
Current or Ex-smoker 358 (73) 187 (77)
Unknown 26 5) 14 (6)

Histological Classification

Adenocarcinoma 246 (50) 119 (49)
Squamous 144 (30) 78 (32)
Undifferentiated Large Cell 41 ®) 23 9)
Mixed Non-Small Cell 11 2) 2 (<1)
Other 46 ) 21 )

Time from Initial Diagnosis to

Randomization (Months)

<6 63 (13) 34 (14)
6-12 157 (32) 85 (35)
> 12 268 (55) 124 51)

Best Response to Prior Therapy at

Baseline*
CR/PR 196 (40) 96 (40)
PD 101 21) 51 21)
SD 191 (39) 96 (40)

Number of Prior Regimens at Baseline*

1 243 (50) 121 (50)
2 238 (49) 119 (49)
3 7 o) 3 Q)]

Exposure to Prior Platinum at Baseline*|

Yes 454 (93) 224 (92)

No 34 0] 19 (8)

* Stratification factor as documented at baseline; distribution differs slightly from values reported at time of randomization.
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The results of the study are shown in Table 8. Copy from GRASS PID2010-01748
Table 8: Efficacy Results
Hazard
TARCEVA Placebo Ratio (1) 95% CI p-value
Median Median
Survival 6.7 mo 4.7 mo 0.73 0.61-0.86 <0.001 (2)
1-year Survival 31.2% 21.5%
Progression-Free Median Median
Survival 9.9 wk 7.9 wk 0.59 0.50-0.70 <0.001 (2)
Tumor Response
(CR+PR) 8.9% 0.9% <0.001 (3)
Median Median
Response Duration 34.3 wk 15.9 wk

(1) Cox regression model with the following covariates: ECOG performance status, number of prior regimens, prior platinum, best response to prior

chemotherapy.
(2) Two-sided Log-Rank test stratified by ECOG performance status, number of prior regimens, prior platinum, best response to prior chemotherapy.

(3) Two-sided Fisher’s exact test

Survival was evaluated in the intent-to-treat population. Figure 2 depicts the Kaplan-Meier curves for overall survival. The primary survival and PFS
analyses were two-sided Log-Rank tests stratified by ECOG performance status, number of prior regimens, prior platinum, best response to prior

chemotherapy.

Figure 2: Kaplan—Meier Curve for Overall Survival of Patients by Treatment Group
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Note: HR is from Cox regression model with the following covariates: ECOG performance status, number of prior regimens, prior platinum, best
response to prior chemotherapy. P-value is from two-sided Log-Rank test stratified by ECOG performance status, number of prior regimens, prior

platinum, best response to prior chemotherapy.
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Table 9:

NSCLC - TARCEVA Administered Concurrently with Chemwothiexapy GRASS PID2010-01748

Results from two, multicenter, placebo-controlled, randomized, trials in over 1000 patients conducted in first-line patients with locally advanced or
metastatic NSCLC showed no clinical benefit with the concurrent administration of TARCEVA with platinum-based chemotherapy [carboplatin and
paclitaxel (TARCEVA, N = 526) or gemcitabine and cisplatin (TARCEVA, N = 580)].

Pancreatic Cancer - TARCEVA Administered Concurrently with Gemcitabine

The efficacy and safety of TARCEVA in combination with gemcitabine as a first-line treatment was assessed in a randomized, double blind, placebo-
controlled trial in 569 patients with locally advanced, unresectable or metastatic pancreatic cancer. Patients were randomized 1:1 to receive TARCEVA (100
mg or 150 mg) or placebo once daily on a continuous schedule plus gemcitabine IV (1000 mg/m?, Cycle 1 - Days 1, 8, 15, 22, 29, 36 and 43 of an 8 week
cycle; Cycle 2 and subsequent cycles - Days 1, 8 and 15 of a 4 week cycle [the approved dose and schedule for pancreatic cancer, see the gemcitabine
package insert]). TARCEVA or placebo was taken orally once daily until disease progression or unacceptable toxicity. The primary endpoint was survival.
Secondary endpoints included response rate, and progression-free survival (PFS). Duration of response was also examined. The study was conducted in 18
countries. A total of 285 patients were randomized to receive gemcitabine plus TARCEVA (261 patients in the 100 mg cohort and 24 patients in the 150 mg
cohort) and 284 patients were randomized to receive gemcitabine plus placebo (260 patients in the 100 mg cohort and 24 patients in the 150 mg cohort). Too

few patients were treated in the 150 mg cohort to draw conclusions.

Table 9 summarizes the demographic and disease characteristics of the study population that was randomized to receive 100 mg of TARCEVA plus
gemcitabine or placebo plus gemcitabine. Baseline demographic and disease characteristics of the patients were similar between the 2 treatment groups,
except for a slightly larger proportion of females in the TARCEVA arm (51%) compared with the placebo arm (44%). The median time from initial
diagnosis to randomization was approximately 1.0 month. Most patients presented with metastatic disease at study entry as the initial manifestation of

pancreatic cancer.

Demographic and Disease Characteristics: 100 mg Cohort

TARCEVA+
Gemcitabine Placebo + Gemcitabine
(N=261) (N=260)
Characteristics N (%) N (%)
Gender
Female 134 51 114 (44)
Male 127 (49) 146 (56)
Age (Years)
<65 136 (52) 138 (53)
>65 125 (48) 122 (47)
Race
Caucasian 225 (86) 231 (89)
Black 8 3) 5 )
Asian 20 (8) 14 (5)
Other 8 3) 10 (3)
ECOG Performance Status*
0 82 @31 83 (32)
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Gemcitabine Placebo + Gemcitabine
(N=261) (N=260)
Characteristics N (%) N (%)
1 134 51 132 51
2 44 (17) 45 (17)
Unknown* 1 (<1) 0 0)
Disease Status at Baseline**
Locally Advanced 61 (23) 63 (24)
Distant Metastasis 200 77 197 (76)

*Unknown includes responses of 'Unknown' and missing.

**Stratification factor as documented at baseline; distribution differs slightly from values reported at time of randomization.

The results of the study are shown in Table 10.

Table 10: Efficacy Results: 100 mg Cohort
TARCEVA + Placebo+ Hazard 95% CI p-value
Gemcitabine Gemcitabine Ratio (1)
Median Median
6.4 mo 6.0 mo
Survival 250 deaths 254 deaths 0.81 0.68 —0.97 0.028 (2)
1-year Survival 23.8% 19.4%
Median Median
Progression-Free 3.8 mo 3.5mo
Survival 225 events 232 events 0.76 0.64-0.92 0.006 (2)
Tumor Response
(CR+PR) 8.6% 7.9% 0.87 (3)
Response Median Median
Duration 23.9 wk 23.3 wk

(1) Cox regression model with the following covariates: ECOG performance status, and extent of disease.
(2) Two-sided Log-Rank test stratified by ECOG performance status and extent of disease.
(3) Two-sided Fisher’s exact test.

Survival was evaluated in the intent-to-treat population. Figure 3 depicts the Kaplan-Meier curves for overall survival in the 100 mg cohort. The primary survival and

PFS analyses were two-sided Log-Rank tests stratified by ECOG performance status and extent of disease.
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Figure 3: Kaplan—Meier Curve for Overall Survival: 100 mg Cohort
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Note: HR is from Cox regression model with the following covariates: ECOG performance status and extent of disease. P-value is from two-sided Log-Rank test

stratified by ECOG performance status and extent of disease.

16 HOW SUPPLIED/STORAGE AND HANDLING
25 mg Tablets
Round, biconvex face and straight sides, white film-coated, printed in orange with a “T” and “25” on one side and plain on the other side; supplied in:
Bottles of 30: NDC 50242-062-01

100 mg Tablets
Round, biconvex face and straight sides, white film-coated, printed in gray with “T” and “100” on one side and plain on the other side; supplied in:
Bottles of 30: NDC 50242-063-01

150 mg Tablets
Round, biconvex face and straight sides, white film-coated, printed in maroon with “T” and “150” on one side and plain on the other side; supplied in:

Bottles of 30: NDC 50242-064-01
Store at 25°C (77°F); excursions permitted to 15° —30°C (59° — 86°F). See USP Controlled Room Temperature.
17 PATIENT COUNSELING INFORMATION

If the following signs or symptoms occur, patients should be advised to seek medical advice promptly /see Warnings and Precautions (5), Adverse Reactions (6)

and Dosage and Administration (2.3)].
e Onset or worsening of skin rash
e Severe or persistent diarrhea, nausea, anorexia, or vomiting
e Onset or worsening of unexplained shortness of breath or cough
e Eye irritation

Given that skin reactions are anticipated when taking TARCEVA, proactive intervention may include alcohol-free emollient cream and use of sunscreen or

avoidance of sun exposure [see Adverse Reactions (6.1).] The management of rash should be discussed with the patient. This may include topical
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corticosteroids or antibiotics with anti-inflammatory properties. These/approachieR weg&used in theeNSCR.O anil-panciedtic pivotal clinical trials. Acne

preparations with drying properties may aggravate the dry skin and erythema. Treatment of rash has not been formally studied and should be based on rash

severity.

Women of childbearing potential should be advised to avoid becoming pregnant while taking TARCEVA [see Warnings and Precautions (5.12) and Use in

Specific Populations (8.1)].

Smokers should be advised to stop smoking while taking TARCEVA as plasma concentrations of erlotinib are reduced due to the effect of cigarette smoking

[see Clinical Pharmacology (12.3)].

Manufactured for:

OSI Pharmaceuticals Inc., Melville, NY 11747
Manufactured by:

Schwarz Pharma Manufacturing, Seymour, IN 47274
Distributed by:

Genentech USA, Inc. | DNA Way, South San Francisco, CA 94080-4990

For further information please call 1-877-TARCEVA (1-877-827-2382).

(os1) oncology

TARCEVA and (os1) oncology

are trademarks of OSI Pharmaceuticals, Inc., Melville, NY, 11747, USA.

©2010 OSI Pharmaceuticals, Inc., and Genentech, Inc. All rights reserved.
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1. NAME OF THE MEDICINAL PRODUCT

Tarceva 25 mg film-coated tablets

2. QUALITATIVE AND QUANTITATIVE COMPOSITION
One film-coated tablet contains 25 mg erlotinib (as erlotinib hydrochloride).
Excipients: Each film-coated tablet contains 27.43 mg Lactose monohydrate.

For a full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM

Film-coated tablet.
White to yellowish, round, biconvex tablets with ‘Tarceva 25’ and logo printed in brownish yellow on
one side.

4. CLINICAL PARTICULARS
4.1 Therapeutic indications

Non-small cell lung cancer (NSCLC):

Tarceva is indicated as monotherapy for maintenance treatment in patients with locally advanced or
metastatic non-small cell lung cancer with stable disease after 4 cycles of standard platinum-based
first-line chemotherapy.

Tarceva is also indicated for the treatment of patients with locally advanced or metastatic non-small
cell lung cancer after failure of at least one prior chemotherapy regimen.

When prescribing Tarceva, factors associated with prolonged survival should be taken into account.

No survival benefit or other clinically relevant effects of the treatment have been demonstrated in
patients with Epidermal Growth Factor Receptor (EGFR)- negative tumours (see section 5.1).

Pancreatic cancer:
Tarceva in combination with gemcitabine is indicated for the treatment of patients with metastatic
pancreatic cancer.

When prescribing Tarceva, factors associated with prolonged survival should be taken into account
(see sections 4.2 and 5.1).

No survival advantage could be shown for patients with locally advanced disease.

4.2 Posology and method of administration

Tarceva treatment should be supervised by a physician experienced in the use of anti-cancer therapies.
Non-small cell lung cancer:

The recommended daily dose of Tarceva is 150 mg taken at least one hour before or two hours after
the ingestion of food.
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Pancreatic cancer:

The recommended daily dose of Tarceva is 100 mg taken at least one hour before or two hours after
the ingestion of food, in combination with gemcitabine (see the summary of product characteristics of
gemcitabine for the pancreatic cancer indication).

In patients who do not develop rash within the first 4 — 8 weeks of treatment, further Tarceva
treatment should be re-assessed (see section 5.1).

When dose adjustment is necessary, the dose should be reduced in 50 mg steps (see section 4.4).
Tarceva is available in strengths of 25 mg, 100 mg and 150 mg.
Concomitant use of CYP3A4 substrates and modulators may require dose adjustment (see section 4.5).

Hepatic impairment: Erlotinib is eliminated by hepatic metabolism and biliary excretion. Although
erlotinib exposure was similar in patients with moderately impaired hepatic function (Child-Pugh
score 7-9) compared with patients with adequate hepatic function, caution should be used when
administering Tarceva to patients with hepatic impairment. Dose reduction or interruption of Tarceva
should be considered if severe adverse reactions occur. The safety and efficacy of erlotinib has not
been studied in patients with severe hepatic dysfunction (AST/SGOT and ALT/SGPT> 5 x ULN). Use
of Tarceva in patients with severe hepatic dysfunction is not recommended (see section 5.2).

Renal impairment: The safety and efficacy of erlotinib has not been studied in patients with renal
impairment (serum creatinine concentration >1.5 times the upper normal limit). Based on
pharmacokinetic data no dose adjustments appear necessary in patients with mild or moderate renal
impairment (see section 5.2). Use of Tarceva in patients with severe renal impairment is not
recommended.

Paediatric use: The safety and efficacy of erlotinib has not been studied in patients under the age of
18 years. Use of Tarceva in paediatric patients is not recommended.

Smokers: Cigarette smoking has been shown to reduce erlotinib exposure by 50-60%. The maximum
tolerated dose of Tarceva in NSCLC patients who currently smoke cigarettes was 300 mg. Efficacy
and long term safety of a dose higher than the recommended starting doses have not been established
in patients who continue to smoke cigarettes (see sections 4.5 and 5.2). Therefore, current smokers
should be advised to stop smoking, as plasma concentrations of erlotinib in smokers as compared to
non-smokers are reduced.

4.3 Contraindications
Hypersensitivity to erlotinib or to any of the excipients.
4.4 Special warnings and precautions for use

Potent inducers of CYP3A4 may reduce the efficacy of erlotinib whereas potent inhibitors of CYP3A4
may lead to increased toxicity. Concomitant treatment with these types of agents should be avoided
(see section 4.5).

Current smokers should be advised to stop smoking, as plasma concentrations of erlotinib in smokers
as compared to non-smokers are reduced. The degree of reduction is likely to be clinically significant
(see section 4.5).

Cases of interstitial lung disease (ILD)-like events, including fatalities, have been reported
uncommonly in patients receiving Tarceva for treatment of non-small cell lung cancer (NSCLC),
pancreatic cancer or other advanced solid tumours. In the pivotal study BR.21 in NSCLC, the
incidence of ILD (0.8 %) was the same in both the placebo and Tarceva groups. In the pancreatic
cancer study in combination with gemcitabine, the incidence of ILD-like events was 2.5 % in the
Tarceva plus gemcitabine group versus 0.4 % in the placebo plus gemcitabine treated group. The
overall incidence in Tarceva-treated patients from all studies (including uncontrolled studies and
studies with concurrent chemotherapy) is approximately 0.6 % compared to 0.2 % in patients on
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placebo. Reported diagnoses in patients suspected of having ILD-like events included pneumonitis,
radiation pneumonitis, hypersensitivity pneumonitis, interstitial pneumonia, interstitial lung disease,
obliterative bronchiolitis, pulmonary fibrosis, Acute Respiratory Distress Syndrome (ARDS),
alveolitis, and lung infiltration. Symptoms started from a few days to several months after initiating
Tarceva therapy. Confounding or contributing factors such as concomitant or prior chemotherapy,
prior radiotherapy, pre-existing parenchymal lung disease, metastatic lung disease, or pulmonary
infections were frequent.

In patients who develop acute onset of new and/or progressive unexplained pulmonary symptoms such
as dyspnoea, cough and fever, Tarceva therapy should be interrupted pending diagnostic evaluation.
Patients treated concurrently with erlotinib and gemcitabine should be monitored carefully for the
possibility to develop ILD-like toxicity. If ILD is diagnosed, Tarceva should be discontinued and
appropriate treatment initiated as necessary (see section 4.8).

Diarrhoea (including very rare cases with a fatal outcome) has occurred in approximately 50 % of
patients on Tarceva and moderate or severe diarrhoea should be treated with e.g. loperamide. In some
cases dose reduction may be necessary. In the clinical studies doses were reduced by 50 mg steps.
Dose reductions by 25 mg steps have not been investigated. In the event of severe or persistent
diarrhoea, nausea, anorexia, or vomiting associated with dehydration, Tarceva therapy should be
interrupted and appropriate measures should be taken to treat the dehydration (see section 4.8). There
have been rare reports of hypokalaemia and renal failure (including fatalities). Some cases were
secondary to severe dehydration due to diarrhoea, vomiting and/or anorexia, while others were
confounded by concomitant chemotherapy. In more severe or persistent cases of diarrhoea, or cases
leading to dehydration, particularly in groups of patients with aggravating risk factors (concomitant
medications, symptoms or diseases or other predisposing conditions including advanced age), Tarceva
therapy should be interrupted and appropriate measures should be taken to intensively rehydrate the
patients intravenously. In addition, renal function and serum electrolytes including potassium should
be monitored in patients at risk of dehydration.

Rare cases of hepatic failure (including fatalities) have been reported during use of Tarceva.
Confounding factors have included pre-existing liver disease or concomitant hepatotoxic medications.
Therefore, in such patients, periodic liver function testing should be considered. Tarceva dosing
should be interrupted if changes in liver function are severe (see section 4.8). Tarceva is not
recommended for use in patients with severe hepatic dysfunction.

Patients receiving Tarceva are at increased risk of developing gastrointestinal perforation, which was
observed uncommonly (including some cases with a fatal outcome). Patients receiving concomitant
anti-angiogenic agents, corticosteroids, NSAIDs, and/or taxane based chemotherapy, or who have
prior history of peptic ulceration or diverticular disease are at increased risk. Tarceva should be
permanently discontinued in patients who develop gastrointestinal perforation (see section 4.8).

Bullous, blistering and exfoliative skin conditions have been reported, including very rare cases
suggestive of Stevens-Johnson syndrome/Toxic epidermal necrolysis, which in some cases were fatal
(see section 4.8). Tarceva treatment should be interrupted or discontinued if the patient develops
severe bullous, blistering or exfoliating conditions.

Very rare cases of corneal perforation or ulceration have been reported during use of Tarceva. Other
ocular disorders including abnormal eyelash growth, keratoconjunctivitis sicca or keratitis have been
observed with Tarceva treatment which are also risk factors for corneal perforation/ulceration. Tarceva
therapy should be interrupted or discontinued if patients present with acute/worsening ocular disorders
such as eye pain (see section 4.8).

Erlotinib is characterised by a decrease in solubility at pH above 5. Medicinal products that alter the

pH of the upper Gastro-Intestinal (GI) tract, like proton pump inhibitors, H2 antagonists and antacids,
may alter the solubility of erlotinib and hence its bioavailability. Increasing the dose of Tarceva when
co-administered with such agents is not likely to compensate for the loss of exposure. Combination of
erlotinib with proton pump inhibitors should be avoided. The effects of concomitant administration of
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erlotinib with H2 antagonists and antacids are unknown; however, reduced bioavailability is likely.
Therefore, concomitant administration of these combinations should be avoided (see section 4.5). If
the use of antacids is considered necessary during treatment with Tarceva, they should be taken at
least 4 hours before or 2 hours after the daily dose of Tarceva.

The tablets contain lactose and should not be administered to patients with rare hereditary problems of
galactose intolerance, Lapp lactase deficiency or glucose-galactose malabsorption.

4.5 Interaction with other medicinal products and other forms of interaction
Interaction studies have only been performed in adults.

Erlotinib is a potent inhibitor of CYP1A1, and a moderate inhibitor of CYP3A4 and CYP2CS, as well
as a strong inhibitor of glucuronidation by UGT1A1 in vitro.

The physiological relevance of the strong inhibition of CYP1AT1 is unknown due to the very limited
expression of CYP1A1 in human tissues.

When erlotinib was co-administered with ciprofloxacin, a moderate CYP1A2 inhibitor, the erlotinib
exposure [AUC] increased significantly by 39 %, while no statistically significant change in Cy,,x Was
found. Similarly, the exposure to the active metabolite increased by about 60% and 48% for AUC and
Chax, respectively. The clinical relevance of this increase has not been established. Caution should be
exercised when ciprofloxacin or potent CYP1A2 inhibitors (e.g. fluvoxamine) are combined with
erlotinib. If adverse reactions related to erlotinib are observed, the dose of erlotinib may be reduced.

Pre-treatment or co-administration of Tarceva did not alter the clearance of the prototypical CYP3A4
substrates, midazolam and erythromycin, but did appear to decrease the oral bioavailability of
midazolam by up to 24%. In another clinical study, erlotinib was shown not to affect pharmacokinetics
of the concomitantly administered CYP3A4/2C8 substrate paclitaxel. Significant interactions with the
clearance of other CYP3A4 substrates are therefore unlikely.

The inhibition of glucuronidation may cause interactions with medicinal products which are substrates
of UGT1A1 and exclusively cleared by this pathway. Patients with low expression levels of UGT1A1
or genetic glucuronidation disorders (e.g. Gilbert’s disease) may exhibit increased serum
concentrations of bilirubin and must be treated with caution.

Erlotinib is metabolised in the liver by the hepatic cytochromes in humans, primarily CYP3A4 and to
a lesser extent by CYP1A2. Extrahepatic metabolism by CYP3A4 in intestine, CYP1A1 in lung, and
CYPI1BI in tumour tissue also potentially contribute to the metabolic clearance of erlotinib. Potential
interactions may occur with active substances which are metabolised by, or are inhibitors or inducers
of, these enzymes.

Potent inhibitors of CYP3A4 activity decrease erlotinib metabolism and increase erlotinib plasma
concentrations. In a clinical study, the concomitant use of erlotinib with ketoconazole (200 mg orally
twice daily for 5 days), a potent CYP3A4 inhibitor, resulted in an increase of erlotinib exposure (86 %
of AUC and 69 % of C,.x). Therefore, caution should be used when erlotinib is combined with a
potent CYP3A4 inhibitor, e.g. azole antifungals (i.e. ketoconazole, itraconazole, voriconazole),
protease inhibitors, erythromycin or clarithromycin. If necessary the dose of erlotinib should be
reduced, particularly if toxicity is observed.

Potent inducers of CYP3A4 activity increase erlotinib metabolism and significantly decrease erlotinib
plasma concentrations. In a clinical study, the concomitant use of erlotinib and rifampicin (600 mg
orally once daily for 7 days), a potent CYP3A4 inducer, resulted in a 69 % decrease in the median
erlotinib AUC. Co-administration of rifampicin with a single 450 mg dose of Tarceva resulted in a
mean erlotinib exposure (AUC) of 57.5% of that after a single 150 mg Tarceva dose in the absence of
rifampicin treatment. Co-administration of Tarceva with CYP3A4 inducers should therefore be
avoided. For patients who require concomitant treatment with Tarceva and a potent CYP3A4 inducer
such as rifampicin an increase in dose to 300 mg should be considered while their safety (including
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renal and liver functions and serum electrolytes) is closely monitored, and if well tolerated for more
than 2 weeks, further increase to 450 mg could be considered with close safety monitoring. Reduced
exposure may also occur with other inducers e.g. phenytoin, carbamazepine, barbiturates or St. John’s
Wort (hypericum perforatum). Caution should be observed when these active substances are combined
with erlotinib. Alternate treatments lacking potent CYP3A4 inducing activity should be considered
when possible.

Interaction with coumarin-derived anticoagulants including warfarin leading to increased International
Normalized Ratio (INR) and bleeding events, which in some cases were fatal, have been reported in
patients receiving Tarceva. Patients taking coumarin-derived anticoagulants should be monitored
regularly for any changes in prothrombin time or INR.

The combination of Tarceva and a statin may increase the potential for statin-induced myopathy,
including rhabdomyolysis, which was observed rarely.

Results of a pharmacokinetic interaction study indicated a significant 2.8-, 1.5- and 9-fold reduced
AUC;,f, Chax and plasma concentration at 24 hours, respectively, after administration of Tarceva in
smokers as compared to non-smokers (see section 5.2). Therefore, patients who are still smoking
should be encouraged to stop smoking as early as possible before initiation of treatment with Tarceva,
as plasma erlotinib concentrations are reduced otherwise. The clinical effect of the decreased exposure
has not been formally assessed but it is likely to be clinically significant.

Erlotinib is a substrate for the P-glycoprotein active substance transporter. Concomitant administration
of inhibitors of Pgp, e.g. cyclosporine and verapamil, may lead to altered distribution and/or altered
elimination of erlotinib. The consequences of this interaction for e.g. CNS toxicity has not been
established. Caution should be exercised in such situations.

Erlotinib is characterised by a decrease in solubility at pH above 5. Medicinal products that alter the
pH of the upper Gastro-Intestinal (GI) tract may alter the solubility of erlotinib and hence its
bioavailability. Co-administration of erlotinib with omeprazole, a proton pump inhibitor (PPI),
decreased the erlotinib exposure [AUC] and maximum concentration [Cy,.x] by 46 % and 61 %,
respectively. There was no change to T..x or half-life. Concomitant administration of Tarceva with
300 mg ranitidine, an H2-receptor antagonist, decreased erlotinib exposure [AUC] and maximum
concentrations [Cy.x] by 33% and 54%, respectively. Increasing the dose of Tarceva when co-
administered with such agents is not likely to compensate for this loss of exposure. However, when
Tarceva was dosed in a staggered manner 2 hours before or 10 hours after ranitidine 150 mg b.i.d.,
erlotinib exposure [AUC] and maximum concentrations [Cy,,] decreased only by 15% and 17%,
respectively. The effect of antacids on the absorption of erlotinib have not been investigated but
absorption may be impaired, leading to lower plasma levels. In summary, the combination of erlotinib
with proton pump inhibitors should be avoided. If the use of antacids is considered necessary during
treatment with Tarceva, they should be taken at least 4 hours before or 2 hours after the daily dose of
Tarceva. If the use of ranitidine is considered, it should be used in a staggered manner; i.e. Tarceva
must be taken at least 2 hours before or 10 hours after ranitidine dosing.

In a Phase Ib study, there were no significant effects of gemcitabine on the pharmacokinetics of
erlotinib nor were there significant effects of erlotinib on the pharmacokinetics of gemcitabine.

Erlotinib increases platinum concentrations. In a clinical study, the concomitant use of erlotinib with
carboplatin and paclitaxel led to an increase of total platinum AUC_4 of 10.6%. Although statistically
significant, the magnitude of this difference is not considered to be clinically relevant. In clinical
practice, there may be other co-factors leading to an increased exposure to carboplatin like renal
impairment. There were no significant effects of carboplatin or paclitaxel on the pharmacokinetics of
erlotinib.

Capecitabine may increase erlotinib concentrations. When erlotinib was given in combination with
capecitabine, there was a statistically significant increase in erlotinib AUC and a borderline increase in
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Cuiax When compared with values observed in another study in which erlotinib was given as single
agent. There were no significant effects of erlotinib on the pharmacokinetics of capecitabine.

4.6 Fertility, pregnancy and lactation

Pregnancy

There are no adequate data for the use of erlotinib in pregnant women. Studies in animals have shown
no evidence of teratogenicity or abnormal parturition. However, an adverse effect on the pregnancy
can not be excluded as rat and rabbit studies have shown increased embryo/foetal lethality, (see
section 5.3). The potential risk for humans is unknown. Women of childbearing potential must be
advised to avoid pregnancy while on Tarceva. Adequate contraceptive methods should be used during
therapy, and for at least 2 weeks after completing therapy. Treatment should only be continued in
pregnant women if the potential benefit to the mother outweighs the risk to the foetus.

Breastfeeding
It is not known whether erlotinib is excreted in human milk. Because of the potential harm to the
infant, mothers should be advised against breast-feeding while receiving Tarceva.

Fertility

Studies in animals have shown no evidence of impaired fertility. However, an adverse effect on the
fertility can not be excluded as animal studies have shown effects on reproductive parameters (see
section 5.3).The potential risk for humans is unknown.

4.7 Effects on ability to drive and use machines

No studies on the effects on the ability to drive and use machines have been performed; however
erlotinib is not associated with impairment of mental ability.

4.8 Undesirable effects

Non-small cell lung cancer (Tarceva administered as monotherapy):

In a randomized double-blind study (BR.21; Tarceva administered as second line therapy), rash (75 %)
and diarrhoea (54 %) were the most commonly reported adverse drug reactions (ADRs). Most were
Grade 1/2 in severity and manageable without intervention. Grade 3/4 rash and diarrhoea occurred in

9 % and 6 %, respectively in Tarceva-treated patients and each resulted in study discontinuation in

1 % of patients. Dose reduction for rash and diarrhoea was needed in 6 % and 1 % of patients,
respectively. In study BR.21, the median time to onset of rash was 8 days, and the median time to
onset of diarrhoea was 12 days.

In general, rash manifests as a mild or moderate erythematous and papulopustular rash, which may
occur or worsen in sun exposed areas. For patients who are exposed to sun, protective clothing, and/or
use of sun screen (e.g. mineral-containing) may be advisable.

Adverse reactions occurring more frequently (=3 %) in Tarceva-treated patients than in the placebo
group in the pivotal study BR.21, and in at least 10 % of patients in the Tarceva group, are
summarised by National Cancer Institute-Common Toxicity Criteria (NCI-CTC) Grade in Table 1.

The following terms are used to rank the undesirable effects by frequency: very common (>1/10);
common (>1/100 to <1/10); uncommon (>1/1,000 to <1/100); rare (>1/10,000 to <1/1000); very rare
(<1/10,000) including isolated reports.

Within each frequency grouping, adverse reactions are presented in order of decreasing seriousness.
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Table 1: Very common ADRs in study BR.21

Erlotinib Placebo
N =485 N =242
Any Any

NCI-CTC Grade Grade 3 4 Grade 3 4
MedDRA Preferred Term % % % % % %
Total patients with any AE 99 40 22 96 36 22
Infections and infestations

Infection* 24 4 0 15 2 0
Metabolism and nutrition disorders

Anorexia 52 8 1 38 5 <1
Eye disorders

Keratoconjunctivitis sicca 12 0 0 3 0 0

Conjunctivitis 12 <1 0 2 <1 0
Respiratory, thoracic and mediastinal
disorders

Dyspnoea 41 17 11 35 15 11

Cough 33 4 0 29 2 0
Gastrointestinal disorders

Diarrhoea** 54 6 <1 18 <1 0

Nausea 33 3 0 24 2 0

Vomiting 23 2 <1 19 2 0

Stomatitis 17 <1 0 0 0

Abdominal pain 11 2 <1 1 <1
Skin and subcutaneous tissue
disorders

Rash*** 75 8 <1 17 0 0

Pruritus 13 <1 0 5 0 0

Dry skin 12 0 0 4 0 0
General disorders and administration
site conditions

Fatigue 52 14 4 45 16 4

* Severe infections, with or without neutropenia, have included pneumonia, sepsis, and cellulitis.
** Can lead to dehydration, hypokalemia and renal failure.
*** Rash included dermatitis acneiform.

In another double-blind, randomized, placebo-controlled Phase III study BO18192 (SATURN);
Tarceva was administered as maintenance after first-line chemotherapy. SATURN was conducted in
889 patients with advanced, recurrent or metastatic NSCLC following first-line standard platinum-
based chemotherapy, no new safety signals were identified.

The most frequent ADRs seen in patients treated with Tarceva in study BO18192 were rash and
diarrhoea (any Grade 49% and 20%, respectively), most were Grade 1/2 in severity and manageable
without intervention. Grade 3 rash and diarrhoea occurred in 6% and 2% of patients, respectively. No
Grade 4 rash or diarrhoea was observed. Rash and diarrhoea resulted in discontinuation of Tarceva in
1% and <1% of patients, respectively. Dose modifications (interruptions or reductions) for rash and
diarrhoea were needed in 8.3% and 3% of patients, respectively.
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Pancreatic cancer (Tarceva administered concurrently with gemcitabine):

The most common adverse reactions in pivotal study PA.3 in pancreatic cancer patients receiving
Tarceva 100 mg plus gemcitabine were fatigue, rash and diarrhoea. In the Tarceva plus gemcitabine
arm, Grade 3/4 rash and diarrhoea were each reported in 5 % of patients. The median time to onset of
rash and diarrhoea was 10 days and 15 days, respectively. Rash and diarrhoea each resulted in dose
reductions in 2 % of patients, and resulted in study discontinuation in up to 1 % of patients receiving
Tarceva plus gemcitabine.

Adverse reactions occurring more frequently (=3 %) in Tarceva 100 mg plus gemcitabine-treated
patients than in the placebo plus gemcitabine group in the pivotal study PA.3, and in at least 10 % of
patients in the Tarceva 100 mg plus gemcitabine group, are summarised by National Cancer Institute-
Common Toxicity Criteria (NCI-CTC) Grade in Table 2.

The following terms are used to rank the undesirable effects by frequency: very common (>1/10);
common (>1/100 to <1/10); uncommon (=1/1,000 to <1/100); rare (>1/10,000 to <1/1000); very rare
(<1/10,000) including isolated reports.

Within each frequency grouping, adverse reactions are presented in order of decreasing seriousness.

Table 2: Very common ADRs in study PA.3 (100 mg cohort)

Erlotinib Placebo
N =259 N =256
Any Any

NCI-CTC Grade Grade 3 4 Grade 3 4
MedDRA Preferred Term % % % % % %
Total patients with any AE 99 48 22 97 48 16
Infections and infestations

Infection* 31 3 <1 24 6 <1
Metabolism and nutrition disorders

Weight decreased 39 2 0 29 <1 0
Psychiatric disorders

Depression 19 2 0 14 <1 0
Nervous system disorders

Neuropathy 13 1 <1 10 <1 0

Headache 15 <1 0 10 0 0
Respiratory ,thoracic and mediastinal
disorders

Cough 16 0 0 11 0 0
Gastrointestinal disorders

Diarrhoea** 48 5 <1 36 0

Stomatitis 22 <1 0 12 0

Dyspepsia 17 <1 0 13 <1 0

Flatulence 13 0 0 9 <1 0
Skin and subcutaneous tissue
disorders

Rash*%*#* 69 5 0 30 1 0

Alopecia 14 0 0 11 0 0
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1.6
Erlotinib Placebo
N =259 N =256
Any Any
NCI-CTC Grade Grade 3 4 Grade 3 4
MedDRA Preferred Term % % % % % %
General disorders and administration
site conditions
Fatigue 73 14 2 70 13 2
Pyrexia 36 3 0 30 4 0
Rigors 12 0 0 9 0 0

* Severe infections, with or without neutropenia, have included pneumonia, sepsis, and cellulitis.

** Can lead to dehydration, hypokalemia and renal failure.

*#** Rash included dermatitis acneiform.

Other Observations:

Safety evaluation of Tarceva is based on the data from more than 1200 patients treated with at least
one 150 mg dose of Tarceva monotherapy and more than 300 patients who received Tarceva 100 or
150 mg in combination with gemcitabine.

The following adverse reactions have been observed in patients who received Tarceva administered as
single agent and patients who received Tarceva concurrently with chemotherapy.
Very common ADR’s from the BR 21 and PA 3 studies are presented in Tables 1 and 2, other ADR’s
including those from other studies are summarized in Table 3.
Within each frequency grouping, adverse reactions are presented in order of decreasing seriousness

10
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Table 3: Summary of ADRs per frequency category:

Body System Very Common Uncommon | Rare Very rare
common (>1/100 to (=1/1,000 to | (=1/10,000 | (<1/10,000)
(=1/10) <1/10) <1/100) to <1/1000)
Eye disorders -Keratitis -Eyelash - Corneal
-Conjunctivitis' | changes * perforations
- Corneal
ulcerations
Respiratory, -Epistaxis -Serious
thoracic and interstitial
mediastinal lung disease
disorders (ILD)’
Gastro- -Diarrhoea’ -Gastro- -Gastro-
intestinal intestinal intestinal
disorders bleeding®’ perforations’
Hepato biliary | - Liver - Hepatic
disorders function test failure °
?bnormalities
Skin and -Alopecia -Hirsutism -Stevens-Johnson
subcutaneous -Dry skin' -Eyebrow syndrome/Toxic
tissue disorders -Paronychia changes epidermal
-Skin fissures -Brittle and necrolysis’
Loose nails
-Mild skin
reactions
such as
hyperpigmen
tation
"In clinical study PA.3.” Including in-growing eyelashes, excessive growth and thickening of the
eyelashes.

3 Including fatalities, in patients receiving Tarceva for treatment of NSCLC or other advanced solid
tumours (see section 4.4).

*In clinical studies, some cases have been associated with concomitant warfarin administration and
some with concomitant NSAID administration (see section 4.5).

> Including increased alanine aminotransferase [ALT], aspartate aminotransferase [AST] and bilirubin.
These were very common in clinical study PA.3 and common in clinical study BR.21. Cases were
mainly mild to moderate in severity, transient in nature or associated with liver metastases.

% Including fatalities. Confounding factors included pre-existing liver disease or concomitant
hepatotoxic medications (see section 4.4).

7 Including fatalities (see section 4.4).

4.9 Overdose

Single oral doses of Tarceva up to 1000 mg erlotinib in healthy subjects, and up to 1600 mg in cancer
patients have been tolerated. Repeated twice daily doses of 200 mg in healthy subjects were poorly
tolerated after only a few days of dosing. Based on the data from these studies, severe adverse
reactions such as diarrhoea, rash and possibly increased activity of liver aminotransferases may occur
above the recommended dose. In case of suspected overdose, Tarceva should be withheld and
symptomatic treatment initiated.

11




1.6 Page 82

5. PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Pharmacotherapeutic group: antineoplastic agent protein kinase inhibitor, ATC code: LO1XE03
Erlotinib is an epidermal growth factor receptor/human epidermal growth factor receptor type 1
(EGFR also known as HER1) tyrosine kinase inhibitor. Erlotinib potently inhibits the intracellular
phosphorylation of EGFR. EGFR is expressed on the cell surface of normal cells and cancer cells. In

non-clinical models, inhibition of EGFR phosphotyrosine results in cell stasis and/or death.

Non-small cell lung cancer (Tarceva administered as monotherapy):

Maintenance after first-line chemotherapy:

The efficacy and safety of Tarceva as maintenance after first-line chemotherapy for NSCLC was
demonstrated in a randomized, double-blind, placebo-controlled trial (BO18192, SATURN). This
study was conducted in 889 patients with locally advanced or metastatic NSCLC who did not progress
after 4 cycles of platinum-based doublet chemotherapy. Patients were randomized 1:1 to receive
Tarceva 150 mg or placebo orally once daily until disease progression. The primary endpoint of the
study was progression free survival (PFS) in all patients and in patients with an EGFR IHC positive
tumour. Baseline demographic and disease characteristics were well balanced between the two
treatment arms. Patients with ECOG PS>1, significant hepatic or renal co-morbidities were not
included in the study.

- ITT population results:

The primary PFS analysis in all patients (n=889) showed a PFS hazard ratio (HR) of 0.71 (95 % CI,
0.62 to 0.82; p<0.0001) for the Tarceva group relative to the placebo group. The mean PFS was 22.4
weeks in the Tarceva group compared with 16.0 weeks in the placebo group. PFS results were
confirmed by an independent review of the scans. Quality of life data did not suggest a detrimental
effect from erlotinib compared with placebo.

A PFS HR 0f 0.69 (95% CI, 0.58 to 0.82; p < 0.0001) was observed in the coprimary patient
population with EGFR THC positive tumours (n=621). The mean PFS was 22.8 weeks in the Tarceva
group (range 0.1 to 78.9 weeks) compared with 16.2 weeks in the placebo group (range 0.1 to 88.1
weeks). The progression free survival rate at 6 months was 27% and 16%, respectively for Tarceva
and placebo.

Concerning the secondary endpoint of overall survival, the HR was 0.81 (95% CI, 0.70 to 0.95;
p=0.0088). The median overall survival was 12.0 months in the Tarceva group versus 11.0 months in
the placebo group.

Patients with EGFR activating mutations had the largest benefit (n= 49, PFS HR=0.10, 95 % CI, 0.04
to 0.25; p<0.0001). In patients with EGFR wild type tumours (n=388), the PFS HR was 0.78 (95% CI,
0.63 to 0.96; p=0.0185) and the overall survival HR was 0.77 (95% CI, 0.61 to 0.97; p=0.0243).

- Patients with Stable Disease after chemotherapy:

Patients with stable disease (SD) (n=487) had a PFS HR of 0.68 (95% CI, 0.56 to 0.83; p<0.0001;
median 12.1 weeks in the Tarceva group and 11.3 weeks in the placebo group) and an overall survival
HR of 0.72 (95% CI, 0.59 to 0.89; p=0.0019; median 11.9 months in the Tarceva group and 9.6
months in the placebo group).

The effect on overall survival was explored across different subsets of patients with SD receiving
Tarceva. This did not show major qualitative differences between patients with squamous cell
carcinoma (HR 0.67, 95% ClI, 0.48-0.92) and non-squamous cell carcinoma (HR 0.76, 95% CI 0.59-
1.00) and between patients with EGFR activating mutations (HR 0.48, 95% 0.14-1.62) and without
EGFR activating mutations (HR 0.65, 95% CI 0.48-0.87).

12
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Treatment after failure of at least one prior chemotherapy regimen:

The efficacy and safety of Tarceva as second/third-line therapy was demonstrated in a randomised,
double-blind, placebo-controlled trial (BR.21), in 731 patients with locally advanced or metastatic
NSCLC after failure of at least one chemotherapy regimen. Patients were randomised 2:1 to receive
Tarceva 150 mg or placebo orally once daily. Study endpoints included overall survival,
progression-free survival (PFS), response rate, duration of response, time to deterioration of lung
cancer-related symptoms (cough, dyspnoea and pain), and safety. The primary endpoint was survival.

Demographic characteristics were well balanced between the two treatment groups. About two-thirds
of the patients were male and approximately one-third had a baseline ECOG performance status (PS)
of 2, and 9 % had a baseline ECOG PS of 3. Ninety-three percent and 92 % of all patients in the
Tarceva and placebo groups, respectively, had received a prior platinum-containing regimen and 36 %
and 37 % of all patients, respectively, had received a prior taxane therapy.

The adjusted hazard ratio (HR) for death in the Tarceva group relative to the placebo group was 0.73
(95 % CI, 0.60 to 0.87) (p = 0.001). The percent of patients alive at 12 months was 31.2 % and 21.5 %,
for the Tarceva and placebo groups, respectively. The median overall survival was 6.7 months in the
Tarceva group (95 % CI, 5.5 to 7.8 months) compared with 4.7 months in the placebo group (95 % CI,
4.1 to 6.3 months).

The effect on overall survival was explored across different patient subsets. The effect of Tarceva on
overall survival was similar in patients with a baseline performance status (ECOG) of 2-3 (HR =0.77,
CI10.6-1.0) or 0-1 (HR = 0.73, 0.6-0.9), male (HR = 0.76, CI 0.6-0.9) or female patients (HR = 0.80,
CI 0.6-1.1), patients < 65 years of age (HR = 0.75, CI 0.6-0.9) or older patients (HR = 0.79,

CI 0.6-1.0), patients with one prior regimen (HR = 0.76, CI 0.6-1.0) or more than one prior regimen
(HR =0.75, CI 0.6-1.0), Caucasian (HR = 0.79, CI 0.6-1.0) or Asian patients (HR = 0.61, 0.4-1.0),
patients with adenocarcinoma (HR = 0.71, CI 0.6-0.9) or squamous cell carcinoma (HR = 0.67,

CI 0.5-0.9), but not in patients with other histologies (HR 1.04, CI 0.7-1.5), patients with stage [V
disease at diagnosis (HR = 0.92, CI 0.7-1.2) or < stage IV disease at diagnosis (HR = 0.65, 0.5-0.8).
Patients who never smoked had a much greater benefit from erlotinib (survival HR = 0.42,

CI 0.28-0.64) compared with current or ex-smokers (HR = 0.87, CI 0.71-1.05).

In the 45 % of patients with known EGFR-expression status, the hazard ratio was 0.68 (CI 0.49-0.94)
for patients with EGFR-positive tumours and 0.93 (CI 0.63-1.36) for patients with EGFR-negative
tumours (defined by IHC using EGFR pharmDx kit and defining EGFR-negative as less than 10 %
tumour cells staining). In the remaining 55 % of patients with unknown EGFR-expression status, the
hazard ratio was 0.77 (CI 0.61-0.98).

The median PFS was 9.7 weeks in the Tarceva group (95 % CI, 8.4 to 12.4 weeks) compared with
8.0 weeks in the placebo group (95 % CI, 7.9 to 8.1 weeks).

The objective response rate by RECIST in the Tarceva group was 8.9 % (95 % CI, 6.4 to 12.0).

The first 330 patients were centrally assessed (response rate 6.2 %); 401 patients were investigator-
assessed (response rate 11.2 %).

The median duration of response was 34.3 weeks, ranging from 9.7 to 57.6+ weeks. The proportion of
patients who experienced complete response, partial response or stable disease was 44.0 % and

27.5 %, respectively, for the Tarceva and placebo groups (p = 0.004).

A survival benefit of Tarceva was also observed in patients who did not achieve an objective tumour
response (by RECIST). This was evidenced by a hazard ratio for death of 0.82 (95 % CI, 0.68 to 0.99)

among patients whose best response was stable disease or progressive disease.

Tarceva resulted in symptom benefits by significantly prolonging time to deterioration in cough,
dyspnoea and pain, versus placebo.

13
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Pancreatic cancer (Tarceva administered concurrently with gemcitabine in study PA.3):

The efficacy and safety of Tarceva in combination with gemcitabine as a first-line treatment was
assessed in a randomised, double-blind, placebo-controlled trial in patients with locally advanced,
unresectable or metastatic pancreatic cancer. Patients were randomised to receive Tarceva or placebo
once daily on a continuous schedule plus gemcitabine IV (1000 mg/mz, Cycle 1 - Days 1, 8, 15, 22,
29, 36 and 43 of an 8 week cycle; Cycle 2 and subsequent cycles - Days 1, 8 and 15 of a 4 week cycle
[approved dose and schedule for pancreatic cancer, see the gemcitabine SPC]). Tarceva or placebo
was taken orally once daily until disease progression or unacceptable toxicity. The primary endpoint
was overall survival.

Baseline demographic and disease characteristics of the patients were similar between the 2 treatment
groups, 100 mg Tarceva plus gemcitabine or placebo plus gemcitabine, except for a slightly larger
proportion of females in the erlotinib/gemcitabine arm compared with the placebo/gemcitabine arm:

Baseline Tarceva Placebo
Females 51% 44%
Baseline ECOG performance status (PS) =0 31% 32%
Baseline ECOG performance status (PS) =1 51% 51%
Baseline ECOG performance status (PS) =2 17% 17%
Metastatic disease at baseline 77% 76%

Survival was evaluated in the intent-to-treat population based on follow-up survival data. Results are
shown in the table below (results for the group of metastatic and locally advanced patients are derived
from exploratory subgroup analysis).

Tarceva | Placebo A CI of P-
Outcome (months) | (months) | (months) CI of A HR HR value
Overall Population

Median overall survival 6.4 6.0 041 -0.54-1.64
- 0.82 | 0.69-0.98 | 0.028

Mean overall survival 8.8 7.6 1.16 -0.05-2.34

Metastatic Population

Median overall survival 5.9 5.1 0.87 -0.26-1.56
- 0.80 | 0.66-0.98 | 0.029

Mean overall survival 8.1 6.7 1.43 0.17-2.66

Locally Advanced Population

Median overall survival 8.5 8.2 0.36 -2.43-2.96
- 0.93 | 0.65-1.35 | 0.713

Mean overall survival 10.7 10.5 0.19 -2.43-2.69
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In a post-hoc analysis, patients with favourable clinical status at baseline (low pain intensity, good
QoL and good PS) may derive more benefit from Tarceva. The benefit is mostly driven by the
presence of a low pain intensity score.

In a post-hoc analysis, patients on Tarceva who developed a rash had a longer overall survival
compared to patients who did not develop rash (median OS 7.2 months vs 5 months, HR:0.61).

90% of patients on Tarceva developed rash within the first 44 days. The median time to onset of rash
was 10 days.

Paediatric population

The European Medicines Agency has waived the obligation to submit the results of studies with
Tarceva in all subsets of the paediatric population in Non Small Cell Lung Cancer and Pancreatic
cancer indications (see section 4.2 for information on paediatric use).
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5.2 Pharmacokinetic properties

Absorption: After oral administration, erlotinib peak plasma levels are obtained in approximately
4 hours after oral dosing. A study in normal healthy volunteers provided an estimate of the absolute
bioavailability of 59 %. The exposure after an oral dose may be increased by food.

Distribution: Erlotinib has a mean apparent volume of distribution of 232 1 and distributes into tumour
tissue of humans. In a study of 4 patients (3 with non-small cell lung cancer [NSCLC], and 1 with
laryngeal cancer) receiving 150 mg daily oral doses of Tarceva, tumour samples from surgical
excisions on Day 9 of treatment revealed tumour concentrations of erlotinib that averaged 1,185 ng/g
of tissue. This corresponded to an overall average of 63 % (range 5-161 %) of the steady state
observed peak plasma concentrations. The primary active metabolites were present in tumour at
concentrations averaging 160 ng/g tissue, which corresponded to an overall average of 113 % (range
88-130 %) of the observed steady state peak plasma concentrations. Plasma protein binding is
approximately 95 %. Erlotinib binds to serum albumin and alpha-1 acid glycoprotein (AAG).

Metabolism: Erlotinib is metabolised in the liver by the hepatic cytochromes in humans, primarily
CYP3A4 and to a lesser extent by CYP1A2. Extrahepatic metabolism by CYP3A4 in intestine,
CYPI1ALl in lung, and 1B1 in tumour tissue potentially contribute to the metabolic clearance of
erlotinib.

There are three main metabolic pathways identified: 1) O-demethylation of either side chain or both,
followed by oxidation to the carboxylic acids; 2) oxidation of the acetylene moiety followed by
hydrolysis to the aryl carboxylic acid; and 3) aromatic hydroxylation of the phenyl-acetylene moiety.
The primary metabolites OSI-420 and OSI-413 of erlotinib produced by O-demethylation of either
side chain have comparable potency to erlotinib in non-clinical in vitro assays and in vivo tumour
models. They are present in plasma at levels that are <10 % of erlotinib and display similar
pharmacokinetics as erlotinib.

Elimination: Erlotinib is excreted predominantly as metabolites via the facces (>90 %) with renal
elimination accounting for only a small amount (approximately 9 %) of an oral dose. Less than 2 % of
the orally administered dose is excreted as parent substance. A population pharmacokinetic analysis in
591 patients receiving single agent Tarceva shows a mean apparent clearance of 4.47 1/hour with a
median half-life of 36.2 hours. Therefore, the time to reach steady state plasma concentration would be
expected to occur in approximately 7-8 days.

Pharmacokinetics in special populations:

Based on population pharmacokinetic analysis, no clinically significant relationship between predicted
apparent clearance and patient age, bodyweight, gender and ethnicity were observed. Patient factors,
which correlated with erlotinib pharmacokinetics, were serum total bilirubin, AAG and current
smoking. Increased serum concentrations of total bilirubin and AAG concentrations were associated
with a reduced erlotinib clearance. The clinical relevance of these differences is unclear. However,
smokers had an increased rate of erlotinib clearance. This was confirmed in a pharmacokinetic study
in non-smoking and currently cigarette smoking healthy subjects receiving a single oral dose of 150
mg erlotinib. The geometric mean of the Cy,,x was 1056 ng/mL in the non-smokers and 689 ng/mL in
the smokers with a mean ratio for smokers to non-smokers of 65.2 % (95 % CI: 44.3 to0 95.9,

p =0.031). The geometric mean of the AUC_j,s was 18726 ngeh/mL in the non-smokers and 6718
ngeh/mL in the smokers with a mean ratio of 35.9 % (95 % CI: 23.7 to 54.3, p < 0.0001). The
geometric mean of the C,4, was 288 ng/mL in the non-smokers and 34.8 ng/mL in the smokers with a
mean ratio of 12.1 % (95 % CI: 4.82 to 30.2, p = 0.0001).

In the pivotal Phase III NSCLC trial, current smokers achieved erlotinib steady state trough plasma
concentration of 0.65 ug/mL (n=16) which was approximately 2-fold less than the former smokers or
patients who had never smoked (1.28 pg/mL, n=108). This effect was accompanied by a 24% increase
in apparent erlotinib plasma clearance. In a phase I dose escalation study in NSCLC patients who were
current smokers, pharmacokinetic analyses at steady-state indicated a dose proportional increase in
erlotinib exposure when the Tarceva dose was increased from 150 mg to the maximum tolerated dose
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of 300 mg. Steady-state trough plasma concentrations at a 300 mg dose in current smokers in this
study was 1.22 pg/mL (n=17).

Based on the results of pharmacokinetic studies, current smokers should be advised to stop smoking
while taking Tarceva, as plasma concentrations could be reduced otherwise.

Based on population pharmacokinetic analysis, the presence of an opioid appeared to increase
exposure by about 11 %.

A second population pharmacokinetic analysis was conducted that incorporated erlotinib data from
204 pancreatic cancer patients who received erlotinib plus gemcitabine. This analysis demonstrated
that covariants affecting erlotinib clearance in patients from the pancreatic study were very similar to
those seen in the prior single agent pharmacokinetic analysis. No new covariate effects were
identified. Co-administration of gemcitabine had no effect on erlotinib plasma clearance.

There have been no specific studies in paediatric or elderly patients.

Hepatic impairment: Erlotinib is primarily cleared by the liver. In patients with solid tumours and with
moderately impaired hepatic function (Child-Pugh score 7-9), geometric mean erlotinib AUCy_ and
Cinax Was 27000 ng=h/mL and 805 ng/mL, respectively, as compared to 29300 ngeh/mL and 1090
ng/mL in patients with adequate hepatic function including patients with primary liver cancer or
hepatic metastases. Although the C,,.x was statistically significant lower in moderately hepatic
impaired patients, this difference is not considered clinically relevant. No data are available regarding
the influence of severe hepatic dysfunction on the pharmacokinetics of erlotinib. In population
pharmacokinetic analysis, increased serum concentrations of total bilirubin were associated with a
slower rate of erlotinib clearance.

Renal impairment: Erlotinib and its metabolites are not significantly excreted by the kidney, as less
than 9 % of a single dose is excreted in the urine. In population pharmacokinetic analysis, no clinically
significant relationship was observed between erlotinib clearance and creatinine clearance, but there
are no data available for patients with creatinine clearance <15 ml/min.

5.3  Preclinical safety data

Chronic dosing effects observed in at least one animal species or study included effects on the cornea
(atrophy, ulceration), skin (follicular degeneration and inflammation, redness, and alopecia), ovary
(atrophy), liver (liver necrosis), kidney (renal papillary necrosis and tubular dilatation), and
gastrointestinal tract (delayed gastric emptying and diarrhoea). Red blood cell parameters were
decreased and white blood cells, primarily neutrophils, were increased. There were treatment-related
increases in ALT, AST and bilirubin. These findings were observed at exposures well below clinically
relevant exposures

Based on the mode of action, erlotinib, has the potential to be a teratogen. Data from reproductive
toxicology tests in rats and rabbits at doses near the maximum tolerated dose and/or maternally toxic
doses showed reproductive (embryotoxicity in rats, embryo resorption and foetotoxicity in rabbits) and
developmental (decrease in pup growth and survival in rats) toxicity, but was not teratogenic and did
not impair fertility. These findings were observed at clinically relevant exposures.

Erlotinib tested negative in conventional genotoxicity studies. Carcinogenicity studies have not been
performed.

A mild phototoxic skin reaction was observed in rats after UV irradiation.
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6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients

Tablet core:

Lactose monohydrate

Cellulose, microcrystalline (E460)
Sodium starch glycolate Type A
Sodium laurilsulfate

Magnesium stearate (E470 b)

Tablet coat:
Hydroxypropyl cellulose (E463)
Titanium dioxide (E171)
Macrogol

Hypromellose (E464)
Printing ink yellow:
Shellac (E904)

Iron oxide yellow (E172)
6.2 Incompatibilities
Not applicable.

6.3  Shelf life

3 years.

6.4 Special precautions for storage

This medicinal product does not require any special storage conditions.

6.5 Nature and contents of container

PVC blister sealed with aluminium foil containing 30 tablets.

6.6 Special precautions for disposal

No special requirements.

Any unused product or waste material should be disposed of in accordance with local requirements.

7. MARKETING AUTHORISATION HOLDER

Roche Registration Limited
6 Falcon Way

Shire Park

Welwyn Garden City

AL7 1TW

United Kingdom
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8. MARKETING AUTHORISATION NUMBER(S)

EU/1/05/311/001

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

Date of first authorization:19 September 2005
Date of latest renewal:

10. DATE OF REVISION OF THE TEXT
Detailed information on this product is available on the website of the European Medicines

Agency
http://www.ema.europa.eu
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1. NAME OF THE MEDICINAL PRODUCT

Tarceva 100 mg film-coated tablets

2. QUALITATIVE AND QUANTITATIVE COMPOSITION
One film-coated tablet contains 100 mg erlotinib (as erlotinib hydrochloride).
Excipients: Each film-coated tablet contains 69.21 mg Lactose monohydrate.

For a full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM

Film-coated tablet.
White to yellowish, round, biconvex tablets with ‘Tarceva 100’ and logo printed in grey on one side.

4. CLINICAL PARTICULARS
4.1 Therapeutic indications

Non-small cell lung cancer (NSCLC):

Tarceva is indicated as monotherapy for maintenance treatment in patients with locally advanced or
metastatic non-small cell lung cancer with stable disease after 4 cycles of standard platinum-based
first-line chemotherapy.

Tarceva is also indicated for the treatment of patients with locally advanced or metastatic non-small
cell lung cancer after failure of at least one prior chemotherapy regimen.

When prescribing Tarceva, factors associated with prolonged survival should be taken into account.

No survival benefit or other clinically relevant effects of the treatment have been demonstrated in
patients with Epidermal Growth Factor Receptor (EGFR)- negative tumours (see section 5.1).

Pancreatic cancer:
Tarceva in combination with gemcitabine is indicated for the treatment of patients with metastatic
pancreatic cancer.

When prescribing Tarceva, factors associated with prolonged survival should be taken into account
(see sections 4.2 and 5.1).

No survival advantage could be shown for patients with locally advanced disease.

4.2 Posology and method of administration

Tarceva treatment should be supervised by a physician experienced in the use of anti-cancer therapies.
Non-small cell lung cancer:

The recommended daily dose of Tarceva is 150 mg taken at least one hour before or two hours after
the ingestion of food.
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Pancreatic cancer:

The recommended daily dose of Tarceva is 100 mg taken at least one hour before or two hours after
the ingestion of food, in combination with gemcitabine (see the summary of product characteristics of
gemcitabine for the pancreatic cancer indication).

In patients who do not develop rash within the first 4 — 8 weeks of treatment, further Tarceva
treatment should be re-assessed (see section 5.1).

When dose adjustment is necessary, the dose should be reduced in 50 mg steps (see section 4.4).
Tarceva is available in strengths of 25 mg, 100 mg and 150 mg.
Concomitant use of CYP3A4 substrates and modulators may require dose adjustment (see section 4.5).

Hepatic impairment: Erlotinib is eliminated by hepatic metabolism and biliary excretion. Although
erlotinib exposure was similar in patients with moderately impaired hepatic function (Child-Pugh
score 7-9) compared with patients with adequate hepatic function, caution should be used when
administering Tarceva to patients with hepatic impairment. Dose reduction or interruption of Tarceva
should be considered if severe adverse reactions occur. The safety and efficacy of erlotinib has not
been studied in patients with severe hepatic dysfunction (AST/SGOT and ALT/SGPT> 5 x ULN). Use
of Tarceva in patients with severe hepatic dysfunction is not recommended (see section 5.2).

Renal impairment: The safety and efficacy of erlotinib has not been studied in patients with renal
impairment (serum creatinine concentration >1.5 times the upper normal limit). Based on
pharmacokinetic data no dose adjustments appear necessary in patients with mild or moderate renal
impairment (see section 5.2). Use of Tarceva in patients with severe renal impairment is not
recommended.

Paediatric use: The safety and efficacy of erlotinib has not been studied in patients under the age of
18 years. Use of Tarceva in paediatric patients is not recommended.

Smokers: Cigarette smoking has been shown to reduce erlotinib exposure by 50-60%. The maximum
tolerated dose of Tarceva in NSCLC patients who currently smoke cigarettes was 300 mg. Efficacy
and long term safety of a dose higher than the recommended starting doses have not been established
in patients who continue to smoke cigarettes (see sections 4.5 and 5.2). Therefore, current smokers
should be advised to stop smoking, as plasma concentrations of erlotinib in smokers as compared to
non-smokers are reduced.

4.3 Contraindications
Hypersensitivity to erlotinib or to any of the excipients.
4.4 Special warnings and precautions for use

Potent inducers of CYP3A4 may reduce the efficacy of erlotinib whereas potent inhibitors of CYP3A4
may lead to increased toxicity. Concomitant treatment with these types of agents should be avoided
(see section 4.5).

Current smokers should be advised to stop smoking, as plasma concentrations of erlotinib in smokers
as compared to non-smokers are reduced. The degree of reduction is likely to be clinically significant
(see section 4.5).

Cases of interstitial lung disease (ILD)-like events, including fatalities, have been reported
uncommonly in patients receiving Tarceva for treatment of non-small cell lung cancer (NSCLC),
pancreatic cancer or other advanced solid tumours. In the pivotal study BR.21 in NSCLC, the
incidence of ILD (0.8 %) was the same in both the placebo and Tarceva groups. In the pancreatic
cancer study in combination with gemcitabine, the incidence of ILD-like events was 2.5 % in the
Tarceva plus gemcitabine group versus 0.4 % in the placebo plus gemcitabine treated group. The
overall incidence in Tarceva-treated patients from all studies (including uncontrolled studies and
studies with concurrent chemotherapy) is approximately 0.6 % compared to 0.2 % in patients on
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placebo. Reported diagnoses in patients suspected of having ILD-like events included pneumonitis,
radiation pneumonitis, hypersensitivity pneumonitis, interstitial pneumonia, interstitial lung disease,
obliterative bronchiolitis, pulmonary fibrosis, Acute Respiratory Distress Syndrome (ARDS),
alveolitis, and lung infiltration. Symptoms started from a few days to several months after initiating
Tarceva therapy. Confounding or contributing factors such as concomitant or prior chemotherapy,
prior radiotherapy, pre-existing parenchymal lung disease, metastatic lung disease, or pulmonary
infections were frequent.

In patients who develop acute onset of new and/or progressive unexplained pulmonary symptoms such
as dyspnoea, cough and fever, Tarceva therapy should be interrupted pending diagnostic evaluation.
Patients treated concurrently with erlotinib and gemcitabine should be monitored carefully for the
possibility to develop ILD-like toxicity. If ILD is diagnosed, Tarceva should be discontinued and
appropriate treatment initiated as necessary (see section 4.8).

Diarrhoea (including very rare cases with a fatal outcome) has occurred in approximately 50 % of
patients on Tarceva and moderate or severe diarrhoea should be treated with e.g. loperamide. In some
cases dose reduction may be necessary. In the clinical studies doses were reduced by 50 mg steps.
Dose reductions by 25 mg steps have not been investigated. In the event of severe or persistent
diarrhoea, nausea, anorexia, or vomiting associated with dehydration, Tarceva therapy should be
interrupted and appropriate measures should be taken to treat the dehydration (see section 4.8). There
have been rare reports of hypokalaemia and renal failure (including fatalities). Some cases were
secondary to severe dehydration due to diarrhoea, vomiting and/or anorexia, while others were
confounded by concomitant chemotherapy. In more severe or persistent cases of diarrhoea, or cases
leading to dehydration, particularly in groups of patients with aggravating risk factors (concomitant
medications, symptoms or diseases or other predisposing conditions including advanced age), Tarceva
therapy should be interrupted and appropriate measures should be taken to intensively rehydrate the
patients intravenously. In addition, renal function and serum electrolytes including potassium should
be monitored in patients at risk of dehydration.

Rare cases of hepatic failure (including fatalities) have been reported during use of Tarceva.
Confounding factors have included pre-existing liver disease or concomitant hepatotoxic medications.
Therefore, in such patients, periodic liver function testing should be considered. Tarceva dosing
should be interrupted if changes in liver function are severe (see section 4.8).Tarceva is not
recommended for use in patients with severe hepatic dysfunction.

Patients receiving Tarceva are at increased risk of developing gastrointestinal perforation, which was
observed uncommonly (including some cases with a fatal outcome). Patients receiving concomitant
anti-angiogenic agents, corticosteroids, NSAIDs, and/or taxane based chemotherapy, or who have
prior history of peptic ulceration or diverticular disease are at increased risk. Tarceva should be
permanently discontinued in patients who develop gastrointestinal perforation (see section 4.8).

Bullous, blistering and exfoliative skin conditions have been reported, including very rare cases
suggestive of Stevens-Johnson syndrome/Toxic epidermal necrolysis, which in some cases were fatal
(see section 4.8). Tarceva treatment should be interrupted or discontinued if the patient develops
severe bullous, blistering or exfoliating conditions.

Very rare cases of corneal perforation or ulceration have been reported during use of Tarceva. Other
ocular disorders including abnormal eyelash growth, keratoconjunctivitis sicca or keratitis have been
observed with Tarceva treatment which are also risk factors for corneal perforation/ulceration. Tarceva
therapy should be interrupted or discontinued if patients present with acute/worsening ocular disorders
such as eye pain (see section 4.8).

Erlotinib is characterised by a decrease in solubility at pH above 5. Medicinal products that alter the

pH of the upper Gastro-Intestinal (GI) tract, like proton pump inhibitors, H2 antagonists and antacids,
may alter the solubility of erlotinib and hence its bioavailability. Increasing the dose of Tarceva when
co-administered with such agents is not likely to compensate for the loss of exposure. Combination of
erlotinib with proton pump inhibitors should be avoided. The effects of concomitant administration of
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erlotinib with H2 antagonists and antacids are unknown; however, reduced bioavailability is likely.
Therefore, concomitant administration of these combinations should be avoided (see section 4.5). If
the use of antacids is considered necessary during treatment with Tarceva, they should be taken at
least 4 hours before or 2 hours after the daily dose of Tarceva.

The tablets contain lactose and should not be administered to patients with rare hereditary problems of
galactose intolerance, Lapp lactase deficiency or glucose-galactose malabsorption.

4.5 Interaction with other medicinal products and other forms of interaction
Interaction studies have only been performed in adults.

Erlotinib is a potent inhibitor of CYP1A1, and a moderate inhibitor of CYP3A4 and CYP2CS, as well
as a strong inhibitor of glucuronidation by UGT1A1 in vitro.

The physiological relevance of the strong inhibition of CYP1AT1 is unknown due to the very limited
expression of CYP1A1 in human tissues.

When erlotinib was co-administered with ciprofloxacin, a moderate CYP1A2 inhibitor, the erlotinib
exposure [AUC] increased significantly by 39 %, while no statistically significant change in Cy,,x Was
found. Similarly, the exposure to the active metabolite increased by about 60% and 48% for AUC and
Chax, respectively. The clinical relevance of this increase has not been established. Caution should be
exercised when ciprofloxacin or potent CYP1A2 inhibitors (e.g. fluvoxamine) are combined with
erlotinib. If adverse reactions related to erlotinib are observed, the dose of erlotinib may be reduced.

Pre-treatment or co-administration of Tarceva did not alter the clearance of the prototypical CYP3A4
substrates, midazolam and erythromycin, but did appear to decrease the oral bioavailability of
midazolam by up to 24%. In another clinical study, erlotinib was shown not to affect pharmacokinetics
of the concomitantly administered CYP3A4/2C8 substrate paclitaxel. Significant interactions with the
clearance of other CYP3A4 substrates are therefore unlikely.

The inhibition of glucuronidation may cause interactions with medicinal products which are substrates
of UGT1A1 and exclusively cleared by this pathway. Patients with low expression levels of UGT1A1
or genetic glucuronidation disorders (e.g. Gilbert’s disease) may exhibit increased serum
concentrations of bilirubin and must be treated with caution.

Erlotinib is metabolised in the liver by the hepatic cytochromes in humans, primarily CYP3A4 and to
a lesser extent by CYP1A2. Extrahepatic metabolism by CYP3A4 in intestine, CYP1A1 in lung, and
CYPI1BI in tumour tissue also potentially contribute to the metabolic clearance of erlotinib. Potential
interactions may occur with active substances which are metabolised by, or are inhibitors or inducers
of, these enzymes.

Potent inhibitors of CYP3A4 activity decrease erlotinib metabolism and increase erlotinib plasma
concentrations. In a clinical study, the concomitant use of erlotinib with ketoconazole (200 mg orally
twice daily for 5 days), a potent CYP3A4 inhibitor, resulted in an increase of erlotinib exposure (86 %
of AUC and 69 % of C,.x). Therefore, caution should be used when erlotinib is combined with a
potent CYP3A4 inhibitor, e.g. azole antifungals (i.e. ketoconazole, itraconazole, voriconazole),
protease inhibitors, erythromycin or clarithromycin. If necessary the dose of erlotinib should be
reduced, particularly if toxicity is observed.

Potent inducers of CYP3A4 activity increase erlotinib metabolism and significantly decrease erlotinib
plasma concentrations. In a clinical study, the concomitant use of erlotinib and rifampicin (600 mg
orally once daily for 7 days), a potent CYP3A4 inducer, resulted in a 69 % decrease in the median
erlotinib AUC. Co-administration of rifampicin with a single 450 mg dose of Tarceva resulted in a
mean erlotinib exposure (AUC) of 57.5% of that after a single 150 mg Tarceva dose in the absence of
rifampicin treatment. Co-administration of Tarceva with CYP3A4 inducers should therefore be
avoided. For patients who require concomitant treatment with Tarceva and a potent CYP3A4 inducer
such as rifampicin an increase in dose to 300 mg should be considered while their safety (including
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renal and liver functions and serum electrolytes) is closely monitored, and if well tolerated for more
than 2 weeks, further increase to 450 mg could be considered with close safety monitoring. Reduced
exposure may also occur with other inducers e.g. phenytoin, carbamazepine, barbiturates or St. John’s
Wort (hypericum perforatum). Caution should be observed when these active substances are combined
with erlotinib. Alternate treatments lacking potent CYP3A4 inducing activity should be considered
when possible.

Interaction with coumarin-derived anticoagulants including warfarin leading to increased International
Normalized Ratio (INR), and bleeding events, which in some cases were fatal, have been reported
patients receiving Tarceva. Patients taking coumarin-derived anticoagulants should be monitored
regularly for any changes in prothrombin time or INR.

The combination of Tarceva and a statin may increase the potential for statin-induced myopathy,
including rhabdomyolysis, which was observed rarely.

Results of a pharmacokinetic interaction study indicated a significant 2.8-, 1.5- and 9-fold reduced
AUC;,f, Chax and plasma concentration at 24 hours, respectively, after administration of Tarceva in
smokers as compared to non-smokers (see section 5.2). Therefore, patients who are still smoking
should be encouraged to stop smoking as early as possible before initiation of treatment with Tarceva,
as plasma erlotinib concentrations are reduced otherwise. The clinical effect of the decreased exposure
has not been formally assessed but it is likely to be clinically significant.

Erlotinib is a substrate for the P-glycoprotein active substance transporter. Concomitant administration
of inhibitors of Pgp, e.g. cyclosporine and verapamil, may lead to altered distribution and/or altered
elimination of erlotinib. The consequences of this interaction for e.g. CNS toxicity has not been
established. Caution should be exercised in such situations.

Erlotinib is characterised by a decrease in solubility at pH above 5. Medicinal products that alter the
pH of the upper Gatro-Intestinal (GI) tract may alter the solubility of erlotinib and hence its
bioavailability. Co-administration of erlotinib with omeprazole, a proton pump inhibitor (PPI),
decreased the erlotinib exposure [AUC] and maximum concentration [Cy,.x] by 46 % and 61 %,
respectively. There was no change to T..x or half-life. Concomitant administration of Tarceva with
300 mg ranitidine, an H2-receptor antagonist, decreased erlotinib exposure [AUC] and maximum
concentrations [Cy.x] by 33% and 54%, respectively. Increasing the dose of Tarceva when co-
administered with such agents is not likely to compensate for this loss of exposure. However, when
Tarceva was dosed in a staggered manner 2 hours before or 10 hours after ranitidine 150 mg b.i.d.,
erlotinib exposure [AUC] and maximum concentrations [Cy,,] decreased only by 15% and 17%,
respectively. The effect of antacids on the absorption of erlotinib have not been investigated but
absorption may be impaired, leading to lower plasma levels. In summary, the combination of erlotinib
with proton pump inhibitors should be avoided. If the use of antacids is considered necessary during
treatment with Tarceva, they should be taken at least 4 hours before or 2 hours after the daily dose of
Tarceva. If the use of ranitidine is considered, it should be used in a staggered manner; i.e. Tarceva
must be taken at least 2 hours before or 10 hours after ranitidine dosing.

In a Phase Ib study, there were no significant effects of gemcitabine on the pharmacokinetics of
erlotinib nor were there significant effects of erlotinib on the pharmacokinetics of gemcitabine.

Erlotinib increases platinum concentrations. In a clinical study, the concomitant use of erlotinib with
carboplatin and paclitaxel led to an increase of total platinum AUC_4s of 10.6%. Although statistically
significant, the magnitude of this difference is not considered to be clinically relevant. In clinical
practice, there may be other co-factors leading to an increased exposure to carboplatin like renal
impairment. There were no significant effects of carboplatin or paclitaxel on the pharmacokinetics of
erlotinib.

Capecitabine may increase erlotinib concentrations. When erlotinib was given in combination with
capecitabine, there was a statistically significant increase in erlotinib AUC and a borderline increase in
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Cuiax When compared with values observed in another study in which erlotinib was given as single
agent. There were no significant effects of erlotinib on the pharmacokinetics of capecitabine.

4.6 Fertility, pregnancy and lactation

Pregnancy

There are no adequate data for the use of erlotinib in pregnant women. Studies in animals have shown
no evidence of teratogenicity or abnormal parturition. However, an adverse effect on the pregnancy
can not be excluded as rat and rabbit studies have shown increased embryo/foetal lethality, (see
section 5.3). The potential risk for humans is unknown. Women of childbearing potential must be
advised to avoid pregnancy while on Tarceva. Adequate contraceptive methods should be used during
therapy, and for at least 2 weeks after completing therapy. Treatment should only be continued in
pregnant women if the potential benefit to the mother outweighs the risk to the foetus.

Breastfeeding
It is not known whether erlotinib is excreted in human milk. Because of the potential harm to the
infant, mothers should be advised against breast-feeding while receiving Tarceva.

Fertility

Studies in animals have shown no evidence of impaired fertility. However, an adverse effect on the
fertility can not be excluded as animal studies have shown effects on reproductive parameters (see
section 5.3).The potential risk for humans is unknown.

4.7 Effects on ability to drive and use machines

No studies on the effects on the ability to drive and use machines have been performed; however
erlotinib is not associated with impairment of mental ability.

4.8 Undesirable effects

Non-small cell lung cancer (Tarceva administered as monotherapy):

In a randomized double-blind study (BR.21; Tarceva administered as second line therapy), rash (75 %)
and diarrhoea (54 %) were the most commonly reported adverse drug reactions (ADRs). Most were
Grade 1/2 in severity and manageable without intervention. Grade 3/4 rash and diarrhoea occurred in

9 % and 6 %, respectively in Tarceva-treated patients and each resulted in study discontinuation in

1 % of patients. Dose reduction for rash and diarrhoea was needed in 6 % and 1 % of patients,
respectively. In study BR.21, the median time to onset of rash was 8 days, and the median time to
onset of diarrhoea was 12 days.

In general, rash manifests as a mild or moderate erythematous and papulopustular rash, which may
occur or worsen in sun exposed areas. For patients who are exposed to sun, protective clothing, and/or
use of sun screen (e.g. mineral-containing) may be advisable.

Adverse reactions occurring more frequently (=3 %) in Tarceva-treated patients than in the placebo
group in the pivotal study BR.21, and in at least 10 % of patients in the Tarceva group, are
summarised by National Cancer Institute-Common Toxicity Criteria (NCI-CTC) Grade in Table 1.
The following terms are used to rank the undesirable effects by frequency: very common (>1/10);
common (>1/100 to <1/10); uncommon (>1/1,000 to <1/100); rare (>1/10,000 to <1/1000); very rare
(<1/10,000) including isolated reports.

Within each frequency grouping, adverse reactions are presented in order of decreasing seriousness.
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Table 1: Very common ADRs in study BR.21

Erlotinib Placebo
N =485 N =242
Any Any

NCI-CTC Grade Grade 3 4 Grade 3 4
MedDRA Preferred Term % % % % % %
Total patients with any AE 99 40 22 96 36 22
Infections and infestations

Infection* 24 4 0 15 2 0
Metabolism and nutrition disorders

Anorexia 52 8 1 38 5 <1
Eye disorders

Keratoconjunctivitis sicca 12 0 0 3 0 0

Conjunctivitis 12 <1 0 2 <1 0
Respiratory, thoracic and mediastinal
disorders

Dyspnoea 41 17 11 35 15 11

Cough 33 4 0 29 2 0
Gastrointestinal disorders

Diarrhoea** 54 6 <1 18 <1 0

Nausea 33 3 0 24 2 0

Vomiting 23 2 <1 19 2 0

Stomatitis 17 <1 0 0 0

Abdominal pain 11 2 <1 1 <1
Skin and subcutaneous tissue
disorders

Rash*** 75 8 <1 17 0 0

Pruritus 13 <1 0 5 0 0

Dry skin 12 0 0 4 0 0
General disorders and administration
site conditions

Fatigue 52 14 4 45 16 4

* Severe infections, with or without neutropenia, have included pneumonia, sepsis, and cellulitis.
** Can lead to dehydration, hypokalemia and renal failure.
*** Rash included dermatitis acneiform.

In another double-blind, randomized, placebo-controlled Phase III study BO18192 (SATURN);
Tarceva was administered as maintenance after first-line chemotherapy. SATURN was conducted in
889 patients with advanced, recurrent or metastatic NSCLC following first-line standard platinum-
based chemotherapy, no new safety signals were identified.

The most frequent ADRs seen in patients treated with Tarceva in study BO18192 were rash and
diarrhoea (any Grade 49% and 20%, respectively), most were Grade 1/2 in severity and manageable
without intervention. Grade 3 rash and diarrhoea occurred in 6% and 2% of patients, respectively. No
Grade 4 rash or diarrhoea was observed. Rash and diarrhoea resulted in discontinuation of Tarceva in
1% and <1% of patients, respectively. Dose modifications (interruptions or reductions) for rash and
diarrhoea were needed in 8.3% and 3% of patients, respectively.
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Pancreatic cancer (Tarceva administered concurrently with gemcitabine):

The most common adverse reactions in pivotal study PA.3 in pancreatic cancer patients receiving
Tarceva 100 mg plus gemcitabine were fatigue, rash and diarrhoea. In the Tarceva plus gemcitabine
arm, Grade 3/4 rash and diarrhoea were each reported in 5 % of patients. The median time to onset of
rash and diarrhoea was 10 days and 15 days, respectively. Rash and diarrhoea each resulted in dose
reductions in 2 % of patients, and resulted in study discontinuation in up to 1 % of patients receiving
Tarceva plus gemcitabine.

Adverse reactions occurring more frequently (=3 %) in Tarceva 100 mg plus gemcitabine-treated
patients than in the placebo plus gemcitabine group in the pivotal study PA.3, and in at least 10 % of
patients in the Tarceva 100 mg plus gemcitabine group, are summarised by National Cancer Institute-
Common Toxicity Criteria (NCI-CTC) Grade in Table 2.

The following terms are used to rank the undesirable effects by frequency: very common (>1/10);
common (>1/100 to <1/10); uncommon (>1/1,000 to <1/100); rare (=1/10,000 to <1/1000); very rare
(<1/10,000) including isolated reports.

Within each frequency grouping, adverse reactions are presented in order of decreasing seriousness.

Table 2: Very common ADRs in study PA.3 (100 mg cohort)

Erlotinib Placebo
N =259 N =256
Any Any

NCI-CTC Grade Grade 3 4 Grade 3 4
MedDRA Preferred Term % % % % % %
Total patients with any AE 99 48 22 97 48 16
Infections and infestations

Infection* 31 3 <1 24 6 <1
Metabolism and nutrition disorders

Weight decreased 39 2 0 29 <1 0
Psychiatric disorders

Depression 19 2 0 14 <1 0
Nervous system disorders

Neuropathy 13 1 <1 10 <1 0

Headache 15 <1 0 10 0 0
Respiratory ,thoracic and mediastinal
disorders

Cough 16 0 0 11 0 0
Gastrointestinal disorders

Diarrhoea** 48 5 <1 36 2 0

Stomatitis 22 <1 0 12 0 0

Dyspepsia 17 <1 0 13 <1 0

Flatulence 13 0 0 9 <1 0
Skin and subcutaneous tissue
disorders

Rash**#* 69 5 0 30 1 0

Alopecia 14 0 0 11 0 0
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1.6
Erlotinib Placebo
N =259 N =256
Any Any
NCI-CTC Grade Grade 3 4 Grade 3 4
MedDRA Preferred Term % % % % % %
General disorders and administration
site conditions
Fatigue 73 14 2 70 13 2
Pyrexia 36 3 0 30 4 0
Rigors 12 0 0 9 0 0

* Severe infections, with or without neutropenia, have included pneumonia, sepsis, and cellulitis.

** Can lead to dehydration, hypokalemia and renal failure.

*#** Rash included dermatitis acneiform.

Other Observations:

Safety evaluation of Tarceva is based on the data from more than 1200 patients treated with at least
one 150 mg dose of Tarceva monotherapy and more than 300 patients who received Tarceva 100 or
150 mg in combination with gemcitabine.

The following adverse reactions have been observed in patients who received Tarceva administered as
single agent and patients who received Tarceva concurrently with chemotherapy.
Very common ADR’s from the BR 21 and PA 3 studies are presented in Tables 1 and 2, other ADR’s
including those from other studies are summarized in Table 3.

Within each frequency grouping, adverse reactions are presented in order of decreasing seriousness
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Table 3: Summary of ADRs per frequency category:

Body System Very Common Uncommon | Rare Very rare
common (>1/100 to (=1/1,000 to | (=1/10,000 | (<1/10,000)
(=1/10) <1/10) <1/100) to <1/1000)
Eye disorders -Keratitis -Eyelash - Corneal
-Conjunctivitis' | changes * perforations
- Corneal
ulcerations
Respiratory, -Epistaxis -Serious
thoracic and interstitial
mediastinal lung disease
disorders (ILD)’
Gastro- -Diarrhoea’ -Gastro- -Gastro-
intestinal intestinal intestinal
disorders bleeding®’ perforations’
Hepato biliary | - Liver - Hepatic
disorders function test failure °
?bnormalities
Skin and -Alopecia -Hirsutism -Stevens-Johnson
subcutaneous -Dry skin' -Eyebrow syndrome/Toxic
tissue disorders -Paronychia changes epidermal
-Skin fissures -Brittle and necrolysis’
Loose nails
-Mild skin
reactions
such as
hyperpigmen
tation
"In clinical study PA.3.” Including in-growing eyelashes, excessive growth and thickening of the
eyelashes.

3 Including fatalities, in patients receiving Tarceva for treatment of NSCLC or other advanced solid
tumours (see section 4.4).

*In clinical studies, some cases have been associated with concomitant warfarin administration and
some with concomitant NSAID administration (see section 4.5).

> Including increased alanine aminotransferase [ALT], aspartate aminotransferase [AST] and bilirubin.
These were very common in clinical study PA.3 and common in clinical study BR.21. Cases were
mainly mild to moderate in severity, transient in nature or associated with liver metastases.

% Including fatalities. Confounding factors included pre-existing liver disease or concomitant
hepatotoxic medications (see section 4.4).

7 Including fatalities (see section 4.4).

4.9 Overdose

Single oral doses of Tarceva up to 1000 mg erlotinib in healthy subjects, and up to 1600 mg in cancer
patients have been tolerated. Repeated twice daily doses of 200 mg in healthy subjects were poorly
tolerated after only a few days of dosing. Based on the data from these studies, severe adverse
reactions such as diarrhoea, rash and possibly increased activity of liver aminotransferases may occur
above the recommended dose. In case of suspected overdose, Tarceva should be withheld and
symptomatic treatment initiated.
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5. PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Pharmacotherapeutic group: antineoplastic agent protein kinase inhibitor, ATC code: LO1XE03
Erlotinib is an epidermal growth factor receptor/human epidermal growth factor receptor type 1
(EGFR also known as HER1) tyrosine kinase inhibitor. Erlotinib potently inhibits the intracellular
phosphorylation of EGFR. EGFR is expressed on the cell surface of normal cells and cancer cells. In

non-clinical models, inhibition of EGFR phosphotyrosine results in cell stasis and/or death.

Non-small cell lung cancer (Tarceva administered as monotherapy):

Maintenance after first-line chemotherapy:

The efficacy and safety of Tarceva as maintenance after first-line chemotherapy for NSCLC was
demonstrated in a randomized, double-blind, placebo-controlled trial (BO18192, SATURN). This
study was conducted in 889 patients with locally advanced or metastatic NSCLC who did not progress
after 4 cycles of platinum-based doublet chemotherapy. Patients were randomized 1:1 to receive
Tarceva 150 mg or placebo orally once daily until disease progression. The primary endpoint of the
study was progression free survival (PFS) in all patients and in patients with an EGFR THC positive
tumour. Baseline demographic and disease characteristics were well balanced between the two
treatment arms. Patients with ECOG PS>1, significant hepatic or renal co-morbidities were not
included in the study.

- ITT population results:

The primary PFS analysis in all patients (n=889) showed a PFS hazard ratio (HR) of 0.71 (95 % CI,
0.62 to 0.82; p<0.0001) for the Tarceva group relative to the placebo group. The mean PFS was 22.4
weeks in the Tarceva group compared with 16.0 weeks in the placebo group. PFS results were
confirmed by an independent review of the scans. Quality of life data did not suggest a detrimental
effect from erlotinib compared with placebo.

A PFS HR 0f 0.69 (95% CI, 0.58 to 0.82; p < 0.0001) was observed in the coprimary patient
population with EGFR IHC positive tumours (n=621). The mean PFS was 22.8 weeks in the Tarceva
group (range 0.1 to 78.9 weeks) compared with 16.2 weeks in the placebo group (range 0.1 to 88.1
weeks). The progression free survival rate at 6 months was 27% and 16%, respectively for Tarceva
and placebo.

Concerning the secondary endpoint of overall survival, the HR was 0.81 (95% CI, 0.70 to 0.95;
p=0.0088). The median overall survival was 12.0 months in the Tarceva group versus 11.0 months in
the placebo group.

Patients with EGFR activating mutations had the largest benefit (n= 49, PFS HR=0.10, 95 % CI, 0.04
to 0.25; p<0.0001). In patients with EGFR wild type tumours (n=388), the PFS HR was 0.78 (95% CI,
0.63 to 0.96; p=0.0185) and the overall survival HR was 0.77 (95% CI, 0.61 to 0.97; p=0.0243).

- Patients with Stable Disease after chemotherapy:

Patients with stable disease (SD) (n=487) had a PFS HR of 0.68 (95% CI, 0.56 to 0.83; p<0.0001;
median 12.1 weeks in the Tarceva group and 11.3 weeks in the placebo group) and an overall survival
HR of 0.72 (95% CI, 0.59 to 0.89; p= 0.0019; median 11.9 months in the Tarceva group and 9.6
months in the placebo group).

The effect on overall survival was explored across different subsets of patients with SD receiving
Tarceva. This did not show major qualitative differences between patients with squamous cell
carcinoma (HR 0.67, 95% CI, 0.48-0.92) and non-squamous cell carcinoma (HR 0.76, 95% CI 0.59-
1.00) and between patients with EGFR activating mutations (HR 0.48, 95% 0.14-1.62) and without
EGFR activating mutations (HR 0.65, 95% CI 0.48-0.87).
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Treatment after failure of at least one prior chemotherapy regimen:

The efficacy and safety of Tarceva as second-/ third-line therapy was demonstrated in a randomised,
double-blind, placebo-controlled trial (BR.21), in 731 patients with locally advanced or metastatic
NSCLC after failure of at least one chemotherapy regimen. Patients were randomised 2:1 to receive
Tarceva 150 mg or placebo orally once daily. Study endpoints included overall survival,
progression-free survival (PFS), response rate, duration of response, time to deterioration of lung
cancer-related symptoms (cough, dyspnoea and pain), and safety. The primary endpoint was survival.

Demographic characteristics were well balanced between the two treatment groups. About two-thirds
of the patients were male and approximately one-third had a baseline ECOG performance status (PS)
of 2, and 9 % had a baseline ECOG PS of 3. Ninety-three percent and 92 % of all patients in the
Tarceva and placebo groups, respectively, had received a prior platinum-containing regimen and 36 %
and 37 % of all patients, respectively, had received a prior taxane therapy.

The adjusted hazard ratio (HR) for death in the Tarceva group relative to the placebo group was 0.73
(95 % CI, 0.60 to 0.87) (p = 0.001). The percent of patients alive at 12 months was 31.2 % and 21.5 %,
for the Tarceva and placebo groups, respectively. The median overall survival was 6.7 months in the
Tarceva group (95 % CI, 5.5 to 7.8 months) compared with 4.7 months in the placebo group (95 % CI,
4.1 to 6.3 months).

The effect on overall survival was explored across different patient subsets. The effect of Tarceva on
overall survival was similar in patients with a baseline performance status (ECOG) of 2-3 (HR =0.77,
CI10.6-1.0) or 0-1 (HR = 0.73, 0.6-0.9), male (HR = 0.76, CI 0.6-0.9) or female patients (HR = 0.80,
CI1 0.6-1.1), patients < 65 years of age (HR = 0.75, CI 0.6-0.9) or older patients (HR = 0.79,

CI 0.6-1.0), patients with one prior regimen (HR = 0.76, CI 0.6-1.0) or more than one prior regimen
(HR =0.75, CI 0.6-1.0), Caucasian (HR = 0.79, CI 0.6-1.0) or Asian patients (HR = 0.61, 0.4-1.0),
patients with adenocarcinoma (HR = 0.71, CI 0.6-0.9) or squamous cell carcinoma (HR = 0.67,
CI10.5-0.9), but not in patients with other histologies (HR 1.04, CI 0.7-1.5), patients with stage [V
disease at diagnosis (HR = 0.92, C1 0.7-1.2) or < stage IV disease at diagnosis (HR = 0.65, 0.5-0.8).
Patients who never smoked had a much greater benefit from erlotinib (survival HR = 0.42,

CI 0.28-0.64) compared with current or ex-smokers (HR = 0.87, CI 0.71-1.05).

In the 45 % of patients with known EGFR-expression status, the hazard ratio was 0.68 (CI 0.49-0.94)
for patients with EGFR-positive tumours and 0.93 (CI 0.63-1.36) for patients with EGFR-negative
tumours (defined by IHC using EGFR pharmDx kit and defining EGFR-negative as less than 10 %
tumour cells staining). In the remaining 55 % of patients with unknown EGFR-expression status, the
hazard ratio was 0.77 (CI 0.61-0.98).

The median PFS was 9.7 weeks in the Tarceva group (95 % CI, 8.4 to 12.4 weeks) compared with
8.0 weeks in the placebo group (95 % CI, 7.9 to 8.1 weeks).

The objective response rate by RECIST in the Tarceva group was 8.9 % (95 % CI, 6.4 to 12.0).

The first 330 patients were centrally assessed (response rate 6.2 %); 401 patients were investigator-
assessed (response rate 11.2 %).

The median duration of response was 34.3 weeks, ranging from 9.7 to 57.6+ weeks. The proportion of
patients who experienced complete response, partial response or stable disease was 44.0 % and

27.5 %, respectively, for the Tarceva and placebo groups (p = 0.004).

A survival benefit of Tarceva was also observed in patients who did not achieve an objective tumour
response (by RECIST). This was evidenced by a hazard ratio for death of 0.82 (95 % CI, 0.68 to 0.99)

among patients whose best response was stable disease or progressive disease.

Tarceva resulted in symptom benefits by significantly prolonging time to deterioration in cough,
dyspnoea and pain, versus placebo.
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Pancreatic cancer (Tarceva administered concurrently with gemcitabine in study PA.3):

The efficacy and safety of Tarceva in combination with gemcitabine as a first-line treatment was
assessed in a randomised, double-blind, placebo-controlled trial in patients with locally advanced,
unresectable or metastatic pancreatic cancer. Patients were randomised to receive Tarceva or placebo
once daily on a continuous schedule plus gemcitabine IV (1000 mg/mz, Cycle 1 - Days 1, 8, 15, 22,
29, 36 and 43 of an 8 week cycle; Cycle 2 and subsequent cycles - Days 1, 8 and 15 of a 4 week cycle
[approved dose and schedule for pancreatic cancer, see the gemcitabine SPC]). Tarceva or placebo
was taken orally once daily until disease progression or unacceptable toxicity. The primary endpoint
was overall survival.

Baseline demographic and disease characteristics of the patients were similar between the 2 treatment
groups, 100 mg Tarceva plus gemcitabine or placebo plus gemcitabine, except for a slightly larger
proportion of females in the erlotinib/gemcitabine arm compared with the placebo/gemcitabine arm:

Baseline Tarceva Placebo
Females 51% 44%
Baseline ECOG performance status (PS) =0 31% 32%
Baseline ECOG performance status (PS) =1 51% 51%
Baseline ECOG performance status (PS) =2 17% 17%
Metastatic disease at baseline 77% 76%

Survival was evaluated in the intent-to-treat population based on follow-up survival data. Results are
shown in the table below (results for the group of metastatic and locally advanced patients are derived
from exploratory subgroup analysis).

Tarceva | Placebo A CI of P-
Outcome (months) | (months) | (months) CI of A HR HR value
Overall Population

Median overall survival 6.4 6.0 041 -0.54-1.64
- 0.82 | 0.69-0.98 | 0.028

Mean overall survival 8.8 7.6 1.16 -0.05-2.34

Metastatic Population

Median overall survival 5.9 5.1 0.87 -0.26-1.56
- 0.80 | 0.66-0.98 | 0.029

Mean overall survival 8.1 6.7 1.43 0.17-2.66

Locally Advanced Population

Median overall survival 8.5 8.2 0.36 -2.43-2.96
- 0.93 | 0.65-1.35 | 0.713

Mean overall survival 10.7 10.5 0.19 -2.43-2.69
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In a post-hoc analysis, patients with favourable clinical status at baseline (low pain intensity, good
QoL and good PS) may derive more benefit from Tarceva. The benefit is mostly driven by the
presence of a low pain intensity score.

In a post-hoc analysis, patients on Tarceva who developed a rash had a longer overall survival
compared to patients who did not develop rash (median OS 7.2 months vs 5 months, HR:0.61).

90% of patients on Tarceva developed rash within the first 44 days. The median time to onset of rash
was 10 days.

Paediatric population

The European Medicines Agency has waived the obligation to submit the results of studies with
Tarceva in all subsets of the paediatric population in Non Small Cell Lung Cancer and Pancreatic
cancer indications (see section 4.2 for information on paediatric use).
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5.2 Pharmacokinetic properties

Absorption: After oral administration, erlotinib peak plasma levels are obtained in approximately
4 hours after oral dosing. A study in normal healthy volunteers provided an estimate of the absolute
bioavailability of 59 %. The exposure after an oral dose may be increased by food.

Distribution: Erlotinib has a mean apparent volume of distribution of 232 1 and distributes into tumour
tissue of humans. In a study of 4 patients (3 with non-small cell lung cancer [NSCLC], and 1 with
laryngeal cancer) receiving 150 mg daily oral doses of Tarceva, tumour samples from surgical
excisions on Day 9 of treatment revealed tumour concentrations of erlotinib that averaged 1,185 ng/g
of tissue. This corresponded to an overall average of 63 % (range 5-161 %) of the steady state
observed peak plasma concentrations. The primary active metabolites were present in tumour at
concentrations averaging 160 ng/g tissue, which corresponded to an overall average of 113 % (range
88-130 %) of the observed steady state peak plasma concentrations. Plasma protein binding is
approximately 95 %. Erlotinib binds to serum albumin and alpha-1 acid glycoprotein (AAG).

Metabolism: Erlotinib is metabolised in the liver by the hepatic cytochromes in humans, primarily
CYP3A4 and to a lesser extent by CYP1A2. Extrahepatic metabolism by CYP3A4 in intestine,
CYPI1ALl in lung, and 1B1 in tumour tissue potentially contribute to the metabolic clearance of
erlotinib.

There are three main metabolic pathways identified: 1) O-demethylation of either side chain or both,
followed by oxidation to the carboxylic acids; 2) oxidation of the acetylene moiety followed by
hydrolysis to the aryl carboxylic acid; and 3) aromatic hydroxylation of the phenyl-acetylene moiety.
The primary metabolites OSI-420 and OSI-413 of erlotinib produced by O-demethylation of either
side chain have comparable potency to erlotinib in non-clinical in vitro assays and in vivo tumour
models. They are present in plasma at levels that are <10 % of erlotinib and display similar
pharmacokinetics as erlotinib.

Elimination: Erlotinib is excreted predominantly as metabolites via the facces (>90 %) with renal
elimination accounting for only a small amount (approximately 9 %) of an oral dose. Less than 2 % of
the orally administered dose is excreted as parent substance. A population pharmacokinetic analysis in
591 patients receiving single agent Tarceva shows a mean apparent clearance of 4.47 1/hour with a
median half-life of 36.2 hours. Therefore, the time to reach steady state plasma concentration would be
expected to occur in approximately 7-8 days.

Pharmacokinetics in special populations:

Based on population pharmacokinetic analysis, no clinically significant relationship between predicted
apparent clearance and patient age, bodyweight, gender and ethnicity were observed. Patient factors,
which correlated with erlotinib pharmacokinetics, were serum total bilirubin, AAG and current
smoking. Increased serum concentrations of total bilirubin and AAG concentrations were associated
with a reduced erlotinib clearance. The clinical relevance of these differences is unclear. However,
smokers had an increased rate of erlotinib clearance. This was confirmed in a pharmacokinetic study
in non-smoking and currently cigarette smoking healthy subjects receiving a single oral dose of 150
mg erlotinib. The geometric mean of the C,,,x was 1056 ng/mL in the non-smokers and 689 ng/mL in
the smokers with a mean ratio for smokers to non-smokers of 65.2 % (95 % CI: 44.3 to0 95.9,

p =0.031). The geometric mean of the AUC_j,s was 18726 ngeh/mL in the non-smokers and 6718
ngeh/mL in the smokers with a mean ratio of 35.9 % (95 % CI: 23.7 to 54.3, p < 0.0001). The
geometric mean of the C,4, was 288 ng/mL in the non-smokers and 34.8 ng/mL in the smokers with a
mean ratio of 12.1 % (95 % CI: 4.82 to 30.2, p = 0.0001).

In the pivotal Phase III NSCLC trial, current smokers achieved erlotinib steady state trough plasma
concentration of 0.65 pg/mL (n=16) which was approximately 2-fold less than the former smokers or
patients who had never smoked (1.28 pg/mL, n=108). This effect was accompanied by a 24% increase
in apparent erlotinib plasma clearance. In a phase I dose escalation study in NSCLC patients who were
current smokers, pharmacokinetic analyses at steady-state indicated a dose proportional increase in
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erlotinib exposure when the Tarceva dose was increased from 150 mg to the maximum tolerated dose
of 300 mg. Steady-state trough plasma concentrations at a 300 mg dose in current smokers in this
study was 1.22 pg/mL (n=17).

Based on the results of pharmacokinetic studies, current smokers should be advised to stop smoking
while taking Tarceva, as plasma concentrations could be reduced otherwise.

Based on population pharmacokinetic analysis, the presence of an opioid appeared to increase
exposure by about 11 %.

A second population pharmacokinetic analysis was conducted that incorporated erlotinib data from
204 pancreatic cancer patients who received erlotinib plus gemcitabine. This analysis demonstrated
that covariants affecting erlotinib clearance in patients from the pancreatic study were very similar to
those seen in the prior single agent pharmacokinetic analysis. No new covariate effects were
identified. Co-administration of gemcitabine had no effect on erlotinib plasma clearance.

There have been no specific studies in paediatric or elderly patients.

Hepatic impairment: Erlotinib is primarily cleared by the liver. In patients with solid tumours and with
moderately impaired hepatic function (Child-Pugh score 7-9), geometric mean erlotinib AUC., and
Cinax Was 27000 ng=h/mL and 805 ng/mL, respectively, as compared to 29300 ngeh/mL and 1090
ng/mL in patients with adequate hepatic function including patients with primary liver cancer or
hepatic metastases. Although the C,,,x was statistically significant lower in moderately hepatic
impaired patients, this difference is not considered clinically relevant. No data are available regarding
the influence of severe hepatic dysfunction on the pharmacokinetics of erlotinib. In population
pharmacokinetic analysis, increased serum concentrations of total bilirubin were associated with a
slower rate of erlotinib clearance.

Renal impairment: Erlotinib and its metabolites are not significantly excreted by the kidney, as less
than 9 % of a single dose is excreted in the urine. In population pharmacokinetic analysis, no clinically
significant relationship was observed between erlotinib clearance and creatinine clearance, but there
are no data available for patients with creatinine clearance <15 ml/min.

5.3 Preclinical safety data

Chronic dosing effects observed in at least one animal species or study included effects on the cornea
(atrophy, ulceration), skin (follicular degeneration and inflammation, redness, and alopecia), ovary
(atrophy), liver (liver necrosis), kidney (renal papillary necrosis and tubular dilatation), and
gastrointestinal tract (delayed gastric emptying and diarrhoea). Red blood cell parameters were
decreased and white blood cells, primarily neutrophils, were increased. There were treatment-related
increases in ALT, AST and bilirubin. These findings were observed at exposures well below clinically
relevant exposures

Based on the mode of action, erlotinib, has the potential to be a teratogen. Data from reproductive
toxicology tests in rats and rabbits at doses near the maximum tolerated dose and/or maternally toxic
doses showed reproductive (embryotoxicity in rats, embryo resorption and foetotoxicity in rabbits) and
developmental (decrease in pup growth and survival in rats) toxicity, but was not teratogenic and did
not impair fertility. These findings were observed at clinically relevant exposures.

Erlotinib tested negative in conventional genotoxicity studies. Carcinogenicity studies have not been
performed.

A mild phototoxic skin reaction was observed in rats after UV irradiation.
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6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients

Tablet core:

Lactose monohydrate

Cellulose, microcrystalline (E460)
Sodium starch glycolate Type A
Sodium laurilsulfate

Magnesium stearate (E470 b)

Tablet coat:

Hydroxypropyl cellulose (E463)
Titanium dioxide (E171)
Macrogol

Hypromellose (E464)

Printing ink grey:
Shellac (E904)

Iron oxide yellow (E172)
Iron oxide black (E172)
Titanium dioxide (E171)
6.2 Incompatibilities
Not applicable.

6.3  Shelf life

3 years.

6.4 Special precautions for storage

This medicinal product does not require any special storage conditions.

6.5 Nature and contents of container

PVC blister sealed with aluminium foil containing 30 tablets.

6.6 Special precautions for disposal

No special requirements.

Any unused product or waste material should be disposed of in accordance with local requirements.

7. MARKETING AUTHORISATION HOLDER

Roche Registration Limited
6 Falcon Way

Shire Park

Welwyn Garden City

AL7 1TW

United Kingdom
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8. MARKETING AUTHORISATION NUMBER(S)

EU/1/05/311/002

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

Date of first authorization: 19 September 2005
Date of latest renewal:

10. DATE OF REVISION OF THE TEXT
Detailed information on this product is available on the website of the European Medicines

Agency.
http://www.ema.europa.cu
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1. NAME OF THE MEDICINAL PRODUCT

Tarceva 150 mg film-coated tablets

2. QUALITATIVE AND QUANTITATIVE COMPOSITION

One film-coated tablet contains 150 mg erlotinib (as erlotinib hydrochloride).
Excipients: Each film-coated tablet contains 103.82 mg Lactose monohydrate.

For a full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM

Film-coated tablet.
White to yellowish, round, biconvex tablets with ‘Tarceva 150’ and logo printed in brown on one side.

4. CLINICAL PARTICULARS
4.1 Therapeutic indications

Non-small cell lung cancer (NSCLC):

Tarceva is indicated as monotherapy for maintenance treatment in patients with locally advanced or
metastatic non-small cell lung cancer with stable disease after 4 cycles of standard platinum-based
first-line chemotherapy.

Tarceva is also indicated for the treatment of patients with locally advanced or metastatic non-small
cell lung cancer after failure of at least one prior chemotherapy regimen.

When prescribing Tarceva, factors associated with prolonged survival should be taken into account.

No survival benefit or other clinically relevant effects of the treatment have been demonstrated in
patients with Epidermal Growth Factor Receptor (EGFR)- negative tumours (see section 5.1).

Pancreatic cancer:
Tarceva in combination with gemcitabine is indicated for the treatment of patients with metastatic
pancreatic cancer.

When prescribing Tarceva, factors associated with prolonged survival should be taken into account
(see sections 4.2 and 5.1).

No survival advantage could be shown for patients with locally advanced disease.

4.2 Posology and method of administration

Tarceva treatment should be supervised by a physician experienced in the use of anti-cancer therapies.
Non-small cell lung cancer:

The recommended daily dose of Tarceva is 150 mg taken at least one hour before or two hours after
the ingestion of food.

Pancreatic cancer:

The recommended daily dose of Tarceva is 100 mg taken at least one hour before or two hours after
the ingestion of food, in combination with gemcitabine (see the summary of product characteristics of
gemcitabine for the pancreatic cancer indication).
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In patients who do not develop rash within the first 4 — 8 weeks of treatment, further Tarceva
treatment should be re-assessed (see section 5.1).

When dose adjustment is necessary, the dose should be reduced in 50 mg steps (see section 4.4).
Tarceva is available in strengths of 25 mg, 100 mg and 150 mg.
Concomitant use of CYP3A4 substrates and modulators may require dose adjustment (see section 4.5).

Hepatic impairment: Erlotinib is eliminated by hepatic metabolism and biliary excretion. Although
erlotinib exposure was similar in patients with moderately impaired hepatic function (Child-Pugh
score 7-9) compared with patients with adequate hepatic function, caution should be used when
administering Tarceva to patients with hepatic impairment. Dose reduction or interruption of Tarceva
should be considered if severe adverse reactions occur. The safety and efficacy of erlotinib has not
been studied in patients with severe hepatic dysfunction (AST/SGOT and ALT/SGPT> 5 x ULN). Use
of Tarceva in patients with severe hepatic dysfunction is not recommended (see section 5.2).

Renal impairment: The safety and efficacy of erlotinib has not been studied in patients with renal
impairment (serum creatinine concentration >1.5 times the upper normal limit). Based on
pharmacokinetic data no dose adjustments appear necessary in patients with mild or moderate renal
impairment (see section 5.2). Use of Tarceva in patients with severe renal impairment is not
recommended.

Paediatric use: The safety and efficacy of erlotinib has not been studied in patients under the age of
18 years. Use of Tarceva in paediatric patients is not recommended.

Smokers: Cigarette smoking has been shown to reduce erlotinib exposure by 50-60%. The maximum
tolerated dose of Tarceva in NSCLC patients who currently smoke cigarettes was 300 mg. Efficacy
and long term safety of a dose higher than the recommended starting doses have not been established
in patients who continue to smoke cigarettes (see sections 4.5 and 5.2). Therefore, current smokers
should be advised to stop smoking, as plasma concentrations of erlotinib in smokers as compared to
non-smokers are reduced.

4.3 Contraindications
Hypersensitivity to erlotinib or to any of the excipients.
4.4 Special warnings and precautions for use

Potent inducers of CYP3A4 may reduce the efficacy of erlotinib whereas potent inhibitors of CYP3A4
may lead to increased toxicity. Concomitant treatment with these types of agents should be avoided
(see section 4.5).

Current smokers should be advised to stop smoking, as plasma concentrations of erlotinib in smokers
as compared to non-smokers are reduced. The degree of reduction is likely to be clinically significant
(see section 4.5).

Cases of interstitial lung disease (ILD)-like events, including fatalities, have been reported
uncommonly in patients receiving Tarceva for treatment of non-small cell lung cancer (NSCLC),
pancreatic cancer or other advanced solid tumours. In the pivotal study BR.21 in NSCLC, the
incidence of ILD (0.8 %) was the same in both the placebo and Tarceva groups. In the pancreatic
cancer study in combination with gemcitabine, the incidence of ILD-like events was 2.5 % in the
Tarceva plus gemcitabine group versus 0.4 % in the placebo plus gemcitabine treated group. The
overall incidence in Tarceva-treated patients from all studies (including uncontrolled studies and
studies with concurrent chemotherapy) is approximately 0.6 % compared to 0.2 % in patients on
placebo. Reported diagnoses in patients suspected of having ILD-like events included pneumonitis,
radiation pneumonitis, hypersensitivity pneumonitis, interstitial pneumonia, interstitial lung disease,
obliterative bronchiolitis, pulmonary fibrosis, Acute Respiratory Distress Syndrome (ARDS),
alveolitis, and lung infiltration. Symptoms started from a few days to several months after initiating
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Tarceva therapy. Confounding or contributing factors such as concomitant or prior chemotherapy,
prior radiotherapy, pre-existing parenchymal lung disease, metastatic lung disease, or pulmonary
infections were frequent.

In patients who develop acute onset of new and/or progressive unexplained pulmonary symptoms such
as dyspnoea, cough and fever, Tarceva therapy should be interrupted pending diagnostic evaluation.
Patients treated concurrently with erlotinib and gemcitabine should be monitored carefully for the
possibility to develop ILD-like toxicity. If ILD is diagnosed, Tarceva should be discontinued and
appropriate treatment initiated as necessary (see section 4.8).

Diarrhoea (including very rare cases with a fatal outcome) has occurred in approximately 50 % of
patients on Tarceva and moderate or severe diarrhoea should be treated with e.g. loperamide. In some
cases dose reduction may be necessary. In the clinical studies doses were reduced by 50 mg steps.
Dose reductions by 25 mg steps have not been investigated. In the event of severe or persistent
diarrhoea, nausea, anorexia, or vomiting associated with dehydration, Tarceva therapy should be
interrupted and appropriate measures should be taken to treat the dehydration (see section 4.8). There
have been rare reports of hypokalaemia and renal failure (including fatalities). Some cases were
secondary to severe dehydration due to diarrhoea, vomiting and/or anorexia, while others were
confounded by concomitant chemotherapy. In more severe or persistent cases of diarrhoea, or cases
leading to dehydration, particularly in groups of patients with aggravating risk factors (concomitant
medications, symptoms or diseases or other predisposing conditions including advanced age), Tarceva
therapy should be interrupted and appropriate measures should be taken to intensively rehydrate the
patients intravenously. In addition, renal function and serum electrolytes including potassium should
be monitored in patients at risk of dehydration.

Rare cases of hepatic failure (including fatalities) have been reported during use of Tarceva.
Confounding factors have included pre-existing liver disease or concomitant hepatotoxic medications.
Therefore, in such patients, periodic liver function testing should be considered. Tarceva dosing
should be interrupted if changes in liver function are severe (see section 4.8). Tarceva is not
recommended for use in patients with severe hepatic dysfunction.

Patients receiving Tarceva are at increased risk of developing gastrointestinal perforation, which was
observed uncommonly (including some cases with a fatal outcome). Patients receiving concomitant
anti-angiogenic agents, corticosteroids, NSAIDs, and/or taxane based chemotherapy, or who have
prior history of peptic ulceration or diverticular disease are at increased risk. Tarceva should be
permanently discontinued in patients who develop gastrointestinal perforation (see section 4.8).

Bullous, blistering and exfoliative skin conditions have been reported, including very rare cases
suggestive of Stevens-Johnson syndrome/Toxic epidermal necrolysis, which in some cases were fatal
(see section 4.8). Tarceva treatment should be interrupted or discontinued if the patient develops
severe bullous, blistering or exfoliating conditions.

Very rare cases of corneal perforation or ulceration have been reported during use of Tarceva. Other
ocular disorders including abnormal eyelash growth, keratoconjunctivitis sicca or keratitis have been
observed with Tarceva treatment which are also risk factors for corneal perforation/ulceration. Tarceva
therapy should be interrupted or discontinued if patients present with acute/worsening ocular disorders
such as eye pain (see section 4.8).

Erlotinib is characterised by a decrease in solubility at pH above 5. Medicinal products that alter the
pH of the upper Gastro-Intestinal (GI) tract, like proton pump inhibitors, H2 antagonists and antacids,
may alter the solubility of erlotinib and hence its bioavailability. Increasing the dose of Tarceva when
co-administered with such agents is not likely to compensate for the loss of exposure. Combination of
erlotinib with proton pump inhibitors should be avoided. The effects of concomitant administration of
erlotinib with H2 antagonists and antacids are unknown; however, reduced bioavailability is likely.
Therefore, concomitant administration of these combinations should be avoided (see section 4.5). If
the use of antacids is considered necessary during treatment with Tarceva, they should be taken at
least 4 hours before or 2 hours after the daily dose of Tarceva.
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The tablets contain lactose and should not be administered to patients with rare hereditary problems of
galactose intolerance, Lapp lactase deficiency or glucose-galactose malabsorption.

4.5 Interaction with other medicinal products and other forms of interaction
Interaction studies have only been performed in adults.

Erlotinib is a potent inhibitor of CYP1A1, and a moderate inhibitor of CYP3A4 and CYP2C8, as well
as a strong inhibitor of glucuronidation by UGT1A1 in vitro.

The physiological relevance of the strong inhibition of CYP1A1 is unknown due to the very limited
expression of CYP1A1 in human tissues.

When erlotinib was co-administered with ciprofloxacin, a moderate CYP1A2 inhibitor, the erlotinib
exposure [AUC] increased significantly by 39 %, while no statistically significant change in Cy,,x Was
found. Similarly, the exposure to the active metabolite increased by about 60% and 48% for AUC and
Chax, respectively. The clinical relevance of this increase has not been established. Caution should be
exercised when ciprofloxacin or potent CYP1A2 inhibitors (e.g. fluvoxamine) are combined with
erlotinib. If adverse reactions related to erlotinib are observed, the dose of erlotinib may be reduced.

Pre-treatment or co-administration of Tarceva did not alter the clearance of the prototypical CYP3A4
substrates, midazolam and erythromycin, but did appear to decrease the oral bioavailability of
midazolam by up to 24%. In another clinical study, erlotinib was shown not to affect pharmacokinetics
of the concomitantly administered CYP3A4/2C8 substrate paclitaxel. Significant interactions with the
clearance of other CYP3A4 substrates are therefore unlikely.

The inhibition of glucuronidation may cause interactions with medicinal products which are substrates
of UGT1A1 and exclusively cleared by this pathway. Patients with low expression levels of UGT1A1
or genetic glucuronidation disorders (e.g. Gilbert’s disease) may exhibit increased serum
concentrations of bilirubin and must be treated with caution.

Erlotinib is metabolised in the liver by the hepatic cytochromes in humans, primarily CYP3A4 and to
a lesser extent by CYP1A2. Extrahepatic metabolism by CYP3A4 in intestine, CYP1A1 in lung, and
CYPI1BI1 in tumour tissue also potentially contribute to the metabolic clearance of erlotinib. Potential
interactions may occur with active substances which are metabolised by, or are inhibitors or inducers
of, these enzymes.

Potent inhibitors of CYP3A4 activity decrease erlotinib metabolism and increase erlotinib plasma
concentrations. In a clinical study, the concomitant use of erlotinib with ketoconazole (200 mg orally
twice daily for 5 days), a potent CYP3 A4 inhibitor, resulted in an increase of erlotinib exposure (86 %
of AUC and 69 % of C,..x). Therefore, caution should be used when erlotinib is combined with a
potent CYP3A4 inhibitor, e.g. azole antifungals (i.e. ketoconazole, itraconazole, voriconazole),
protease inhibitors, erythromycin or clarithromycin. If necessary the dose of erlotinib should be
reduced, particularly if toxicity is observed.

Potent inducers of CYP3A4 activity increase erlotinib metabolism and significantly decrease erlotinib
plasma concentrations. In a clinical study, the concomitant use of erlotinib and rifampicin (600 mg
orally once daily for 7 days), a potent CYP3A4 inducer, resulted in a 69 % decrease in the median
erlotinib AUC. Co-administration of rifampicin with a single 450 mg dose of Tarceva resulted in a
mean erlotinib exposure (AUC) of 57.5% of that after a single 150 mg Tarceva dose in the absence of
rifampicin treatment. Co-administration of Tarceva with CYP3A4 inducers should therefore be
avoided. For patients who require concomitant treatment with Tarceva and a potent CYP3A4 inducer
such as rifampicin an increase in dose to 300 mg should be considered while their safety (including
renal and liver functions and serum electrolytes) is closely monitored, and if well tolerated for more
than 2 weeks, further increase to 450 mg could be considered with close safety monitoring. Reduced
exposure may also occur with other inducers e.g. phenytoin, carbamazepine, barbiturates or St. John’s
Wort (hypericum perforatum). Caution should be observed when these active substances are combined
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with erlotinib. Alternate treatments lacking potent CYP3A4 inducing activity should be considered
when possible.

Interaction with coumarin-derived anticoagulants including warfarin leading to increased International
Normalized Ratio (INR), and bleeding events which in some cases were fatal have been reported in
patients receiving Tarceva. Patients taking coumarin-derived anticoagulants should be monitored
regularly for any changes in prothrombin time or INR.

The combination of Tarceva and a statin may increase the potential for statin-induced myopathy,
including rhabdomyolysis, which was observed rarely.

Results of a pharmacokinetic interaction study indicated a significant 2.8-, 1.5- and 9-fold reduced
AUC,,f, Chax and plasma concentration at 24 hours, respectively, after administration of Tarceva in
smokers as compared to non-smokers (see section 5.2). Therefore, patients who are still smoking
should be encouraged to stop smoking as early as possible before initiation of treatment with Tarceva,
as plasma erlotinib concentrations are reduced otherwise. The clinical effect of the decreased exposure
has not been formally assessed but it is likely to be clinically significant.

Erlotinib is a substrate for the P-glycoprotein active substance transporter. Concomitant administration
of inhibitors of Pgp, e.g. cyclosporine and verapamil, may lead to altered distribution and/or altered
elimination of erlotinib. The consequences of this interaction for e.g. CNS toxicity has not been
established. Caution should be exercised in such situations.

Erlotinib is characterised by a decrease in solubility at pH above 5. Medicinal products that alter the
pH of the upper Gastro-Intestinal (GI) tract may alter the solubility of erlotinib and hence its
bioavailability. Co-administration of erlotinib with omeprazole, a proton pump inhibitor (PPI),
decreased the erlotinib exposure [AUC] and maximum concentration [C,,,«] by 46 % and 61 %,
respectively. There was no change to Ty, or half-life. Concomitant administration of Tarceva with
300 mg ranitidine, an H2-receptor antagonist, decreased erlotinib exposure [AUC] and maximum
concentrations [Cp.x] by 33% and 54%, respectively. Increasing the dose of Tarceva when co-
administered with such agents is not likely to compensate for this loss of exposure. However, when
Tarceva was dosed in a staggered manner 2 hours before or 10 hours after ranitidine 150 mg b.i.d.,
erlotinib exposure [AUC] and maximum concentrations [C,,.«] decreased only by 15% and 17% ,
respectively. The effect of antacids on the absorption of erlotinib have not been investigated but
absorption may be impaired, leading to lower plasma levels. In summary, the combination of erlotinib
with proton pump inhibitors should be avoided. If the use of antacids is considered necessary during
treatment with Tarceva, they should be taken at least 4 hours before or 2 hours after the daily dose of
Tarceva. If the use of ranitidine is considered, it should be used in a staggered manner; i.e. Tarceva
must be taken at least 2 hours before or 10 hours after ranitidine dosing.

In a Phase Ib study, there were no significant effects of gemcitabine on the pharmacokinetics of
erlotinib nor were there significant effects of erlotinib on the pharmacokinetics of gemcitabine.

Erlotinib increases platinum concentrations. In a clinical study, the concomitant use of erlotinib with
carboplatin and paclitaxel led to an increase of total platinum AUC45 of 10.6%. Although statistically
significant, the magnitude of this difference is not considered to be clinically relevant. In clinical
practice, there may be other co-factors leading to an increased exposure to carboplatin like renal
impairment. There were no significant effects of carboplatin or paclitaxel on the pharmacokinetics of
erlotinib.

Capecitabine may increase erlotinib concentrations. When erlotinib was given in combination with
capecitabine, there was a statistically significant increase in erlotinib AUC and a borderline increase in
Ciax When compared with values observed in another study in which erlotinib was given as single
agent. There were no significant effects of erlotinib on the pharmacokinetics of capecitabine.
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4.6 Fertility, pregnancy and lactation

Pregnancy

There are no adequate data for the use of erlotinib in pregnant women. Studies in animals have shown
no evidence of teratogenicity or abnormal parturition. However, an adverse effect on the pregnancy
can not be excluded as rat and rabbit studies have shown increased embryo/foetal lethality, (see
section 5.3). The potential risk for humans is unknown. Women of childbearing potential must be
advised to avoid pregnancy while on Tarceva. Adequate contraceptive methods should be used during
therapy, and for at least 2 weeks after completing therapy. Treatment should only be continued in
pregnant women if the potential benefit to the mother outweighs the risk to the foetus.

Breastfeeding
It is not known whether erlotinib is excreted in human milk. Because of the potential harm to the
infant, mothers should be advised against breast-feeding while receiving Tarceva.

Fertility

Studies in animals have shown no evidence of impaired fertility. However, an adverse effect on the
fertility can not be excluded as animal studies have shown effects on reproductive parameters (see
section 5.3).The potential risk for humans is unknown.

4.7 Effects on ability to drive and use machines

No studies on the effects on the ability to drive and use machines have been performed; however
erlotinib is not associated with impairment of mental ability.

4.8 Undesirable effects

Non-small cell lung cancer (Tarceva administered as monotherapy):

In a randomized double-blind study (BR.21; Tarceva administered as second line therapy), rash (75 %)
and diarrhoea (54 %) were the most commonly reported adverse drug reactions (ADRs). Most were
Grade 1/2 in severity and manageable without intervention. Grade 3/4 rash and diarrhoea occurred in

9 % and 6 %, respectively in Tarceva-treated patients and each resulted in study discontinuation in

1 % of patients. Dose reduction for rash and diarrhoea was needed in 6 % and 1 % of patients,
respectively. In study BR.21, the median time to onset of rash was 8 days, and the median time to
onset of diarrhoea was 12 days.

In general, rash manifests as a mild or moderate erythematous and papulopustular rash, which may
occur or worsen in sun exposed areas. For patients who are exposed to sun, protective clothing, and/or
use of sun screen (e.g. mineral-containing) may be advisable.

Adverse reactions occurring more frequently (=3 %) in Tarceva-treated patients than in the placebo
group in the pivotal study BR.21, and in at least 10 % of patients in the Tarceva group, are
summarised by National Cancer Institute-Common Toxicity Criteria (NCI-CTC) Grade in Table 1.
The following terms are used to rank the undesirable effects by frequency: very common (>1/10);
common (>1/100 to <1/10); uncommon (>1/1,000 to <1/100); rare (>1/10,000 to <1/1000); very rare
(<1/10,000) including isolated reports.

Within each frequency grouping, adverse reactions are presented in order of decreasing seriousness.
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Table 1: Very common ADRs in study BR.21

Erlotinib Placebo
N =485 N =242
Any Any

NCI-CTC Grade Grade 3 4 Grade 3 4
MedDRA Preferred Term % % % % % %
Total patients with any AE 99 40 22 96 36 22
Infections and infestations

Infection* 24 4 0 15 2 0
Metabolism and nutrition disorders

Anorexia 52 8 1 38 5 <1
Eye disorders

Keratoconjunctivitis sicca 12 0 0 3 0 0

Conjunctivitis 12 <1 0 2 <1 0
Respiratory, thoracic and mediastinal
disorders

Dyspnoea 41 17 11 35 15 11

Cough 33 4 0 29 2 0
Gastrointestinal disorders

Diarrhoea** 54 6 <1 18 <1 0

Nausea 33 3 0 24 2 0

Vomiting 23 2 <1 19 2 0

Stomatitis 17 <1 0 0 0

Abdominal pain 11 2 <1 1 <1
Skin and subcutaneous tissue
disorders

Rash*** 75 8 <1 17 0 0

Pruritus 13 <1 0 5 0 0

Dry skin 12 0 0 4 0 0
General disorders and administration
site conditions

Fatigue 52 14 4 45 16 4

* Severe infections, with or without neutropenia, have included pneumonia, sepsis, and cellulitis.
** Can lead to dehydration, hypokalemia and renal failure.
*** Rash included dermatitis acneiform.

In another double-blind, randomized, placebo-controlled Phase III study BO18192 (SATURN);
Tarceva was administered as maintenance after first-line chemotherapy. SATURN was conducted in
889 patients with advanced, recurrent or metastatic NSCLC following first-line standard platinum-
based chemotherapy, no new safety signals were identified.

The most frequent ADRs seen in patients treated with Tarceva in study BO18192 were rash and
diarrhoea (any Grade 49% and 20%, respectively), most were Grade 1/2 in severity and manageable
without intervention. Grade 3 rash and diarrhoea occurred in 6% and 2% of patients, respectively. No
Grade 4 rash or diarrhoea was observed. Rash and diarrhoea resulted in discontinuation of Tarceva in
1% and <1% of patients, respectively. Dose modifications (interruptions or reductions) for rash and
diarrhoea were needed in 8.3% and 3% of patients, respectively.
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Pancreatic cancer (Tarceva administered concurrently with gemcitabine):

The most common adverse reactions in pivotal study PA.3 in pancreatic cancer patients receiving
Tarceva 100 mg plus gemcitabine were fatigue, rash and diarrhoea. In the Tarceva plus gemcitabine
arm, Grade 3/4 rash and diarrhoea were each reported in 5 % of patients. The median time to onset of
rash and diarrhoea was 10 days and 15 days, respectively. Rash and diarrhoea each resulted in dose
reductions in 2 % of patients, and resulted in study discontinuation in up to 1 % of patients receiving
Tarceva plus gemcitabine.

Adverse reactions occurring more frequently (=3 %) in Tarceva 100 mg plus gemcitabine-treated
patients than in the placebo plus gemcitabine group in the pivotal study PA.3, and in at least 10 % of
patients in the Tarceva 100 mg plus gemcitabine group, are summarised by National Cancer Institute-
Common Toxicity Criteria (NCI-CTC) Grade in Table 2.

The following terms are used to rank the undesirable effects by frequency: very common (>1/10);
common (>1/100 to <1/10); uncommon (>1/1,000 to <1/100); rare (=1/10,000 to <1/1000); very rare
(<1/10,000) including isolated reports.

Within each frequency grouping, adverse reactions are presented in order of decreasing seriousness.

Table 2: Very common ADRs in study PA.3 (100 mg cohort)

Erlotinib Placebo
N =259 N =256
Any Any

NCI-CTC Grade Grade 3 4 Grade 3 4
MedDRA Preferred Term % % % % % %
Total patients with any AE 99 48 22 97 48 16
Infections and infestations

Infection* 31 3 <1 24 6 <1
Metabolism and nutrition disorders

Weight decreased 39 2 0 29 <1 0
Psychiatric disorders

Depression 19 2 0 14 <1 0
Nervous system disorders

Neuropathy 13 1 <1 10 <1 0

Headache 15 <1 0 10 0 0
Respiratory ,thoracic and mediastinal
disorders

Cough 16 0 0 11 0 0
Gastrointestinal disorders

Diarrhoea** 48 5 <1 36 2 0

Stomatitis 22 <1 0 12 0 0

Dyspepsia 17 <1 0 13 <1 0

Flatulence 13 0 0 9 <1 0
Skin and subcutaneous tissue
disorders

Rash**#* 69 5 0 30 1 0

Alopecia 14 0 0 11 0 0
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1.6
Erlotinib Placebo
N =259 N =256
Any Any
NCI-CTC Grade Grade 3 4 Grade 3 4
MedDRA Preferred Term % % % % % %
General disorders and administration
site conditions
Fatigue 73 14 2 70 13 2
Pyrexia 36 3 0 30 4 0
Rigors 12 0 0 9 0 0

* Severe infections, with or without neutropenia, have included pneumonia, sepsis, and cellulitis.

** Can lead to dehydration, hypokalemia and renal failure.

*#** Rash included dermatitis acneiform.

Other Observations:

Safety evaluation of Tarceva is based on the data from more than 1200 patients treated with at least
one 150 mg dose of Tarceva monotherapy and more than 300 patients who received Tarceva 100 or
150 mg in combination with gemcitabine.

The following adverse reactions have been observed in patients who received Tarceva administered as
single agent and patients who received Tarceva concurrently with chemotherapy.
Very common ADR’s from the BR 21 and PA 3 studies are presented in Tables 1 and 2, other ADR’s
including those from other studies are summarized in Table 3.

Within each frequency grouping, adverse reactions are presented in order of decreasing seriousness
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Table 3: Summary of ADRs per frequency category:

Body System Very Common Uncommon | Rare Very rare
common (>1/100 to (=1/1,000 to | (=1/10,000 | (<1/10,000)
(=1/10) <1/10) <1/100) to <1/1000)
Eye disorders -Keratitis -Eyelash - Corneal
-Conjunctivitis' | changes * perforations
- Corneal
ulcerations
Respiratory, -Epistaxis -Serious
thoracic and interstitial
mediastinal lung disease
disorders (ILD)’
Gastro- -Diarrhoea’ -Gastro- -Gastro-
intestinal intestinal intestinal
disorders bleeding®’ perforations’
Hepato biliary | - Liver - Hepatic
disorders function test failure °
?bnormalities
Skin and -Alopecia -Hirsutism -Stevens-Johnson
subcutaneous -Dry skin' -Eyebrow syndrome/Toxic
tissue disorders -Paronychia changes epidermal
-Skin fissures -Brittle and necrolysis’
Loose nails
-Mild skin
reactions
such as
hyperpigmen
tation
"In clinical study PA.3.” Including in-growing eyelashes, excessive growth and thickening of the
eyelashes.

3 Including fatalities, in patients receiving Tarceva for treatment of NSCLC or other advanced solid
tumours (see section 4.4).

*In clinical studies, some cases have been associated with concomitant warfarin administration and
some with concomitant NSAID administration (see section 4.5).

> Including increased alanine aminotransferase [ALT], aspartate aminotransferase [AST] and bilirubin.
These were very common in clinical study PA.3 and common in clinical study BR.21. Cases were
mainly mild to moderate in severity, transient in nature or associated with liver metastases.

% Including fatalities. Confounding factors included pre-existing liver disease or concomitant
hepatotoxic medications (see section 4.4).

7 Including fatalities (see section 4.4).

4.9 Overdose

Single oral doses of Tarceva up to 1000 mg erlotinib in healthy subjects, and up to 1600 mg in cancer
patients have been tolerated. Repeated twice daily doses of 200 mg in healthy subjects were poorly
tolerated after only a few days of dosing. Based on the data from these studies, severe adverse
reactions such as diarrhoea, rash and possibly increased activity of liver aminotransferases may occur
above the recommended dose. In case of suspected overdose, Tarceva should be withheld and
symptomatic treatment initiated.
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5. PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Pharmacotherapeutic group: antineoplastic agent protein kinase inhibitor, ATC code: LO1XE03
Erlotinib is an epidermal growth factor receptor/human epidermal growth factor receptor type 1
(EGFR also known as HER1) tyrosine kinase inhibitor. Erlotinib potently inhibits the intracellular
phosphorylation of EGFR. EGFR is expressed on the cell surface of normal cells and cancer cells. In

non-clinical models, inhibition of EGFR phosphotyrosine results in cell stasis and/or death.

Non-small cell lung cancer (Tarceva administered as monotherapy):

Maintenance after first-line chemotherapy:

The efficacy and safety of Tarceva as maintenance after first-line chemotherapy for NSCLC was
demonstrated in a randomized, double-blind, placebo-controlled trial (BO18192, SATURN). This
study was conducted in 889 patients with locally advanced or metastatic NSCLC who did not progress
after 4 cycles of platinum-based doublet chemotherapy. Patients were randomized 1:1 to receive
Tarceva 150 mg or placebo orally once daily until disease progression. The primary endpoint of the
study was progression free survival (PFS) in all patients and in patients with an EGFR IHC positive
tumour. Baseline demographic and disease characteristics were well balanced between the two
treatment arms. Patients with ECOG PS>1, significant hepatic or renal co-morbidities were not
included in the study.

- ITT population results:

The primary PFS analysis in all patients (n=889) showed a PFS hazard ratio (HR) of 0.71 (95 % CI,
0.62 to 0.82; p<0.0001) for the Tarceva group relative to the placebo group. The mean PFS was 22.4
weeks in the Tarceva group compared with 16.0 weeks in the placebo group. PFS results were
confirmed by an independent review of the scans. Quality of life data did not suggest a detrimental
effect from erlotinib compared with placebo.

A PFS HR 0f 0.69 (95% CI, 0.58 to 0.82; p < 0.0001) was observed in the coprimary patient
population with EGFR THC positive tumours (n=621). The mean PFS was 22.8 weeks in the Tarceva
group (range 0.1 to 78.9 weeks) compared with 16.2 weeks in the placebo group (range 0.1 to 88.1
weeks). The progression free survival rate at 6 months was 27% and 16%, respectively for Tarceva
and placebo.

Concerning the secondary endpoint of overall survival, the HR was 0.81 (95% CI, 0.70 to 0.95;
p=0.0088). The median overall survival was 12.0 months in the Tarceva group versus 11.0 months in
the placebo group.

Patients with EGFR activating mutations had the largest benefit (n= 49, PFS HR=0.10, 95 % CI, 0.04
to 0.25; p<0.0001). In patients with EGFR wild type tumours (n=388), the PFS HR was 0.78 (95% CI,
0.63 to 0.96; p=0.0185) and the overall survival HR was 0.77 (95% CI, 0.61 to 0.97; p=0.0243).

- Patients with Stable Disease after chemotherapy:

Patients with stable disease (SD) (n=487) had a PFS HR of 0.68 (95% CI, 0.56 to 0.83; p<0.0001;
median 12.1 weeks in the Tarceva group and 11.3 weeks in the placebo group) and an overall survival
HR of 0.72 (95% CI, 0.59 to 0.89; p=0.0019; median 11.9 months in the Tarceva group and 9.6
months in the placebo group).

The effect on overall survival was explored across different subsets of patients with SD receiving
Tarceva. This did not show major qualitative differences between patients with squamous cell
carcinoma (HR 0.67, 95% ClI, 0.48-0.92) and non-squamous cell carcinoma (HR 0.76, 95% CI 0.59-
1.00) and between patients with EGFR activating mutations (HR 0.48, 95% 0.14-1.62) and without
EGFR activating mutations (HR 0.65, 95% CI 0.48-0.87).
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Treatment after failure of at least one prior chemotherapy regimen:

The efficacy and safety of Tarceva as second-/ third-line therapy was demonstrated in a randomised,
double-blind, placebo-controlled trial (BR.21), in 731 patients with locally advanced or metastatic
NSCLC after failure of at least one chemotherapy regimen. Patients were randomised 2:1 to receive
Tarceva 150 mg or placebo orally once daily. Study endpoints included overall survival,
progression-free survival (PFS), response rate, duration of response, time to deterioration of lung
cancer-related symptoms (cough, dyspnoea and pain), and safety. The primary endpoint was survival.

Demographic characteristics were well balanced between the two treatment groups. About two-thirds
of the patients were male and approximately one-third had a baseline ECOG performance status (PS)
of 2, and 9 % had a baseline ECOG PS of 3. Ninety-three percent and 92 % of all patients in the
Tarceva and placebo groups, respectively, had received a prior platinum-containing regimen and 36 %
and 37 % of all patients, respectively, had received a prior taxane therapy.

The adjusted hazard ratio (HR) for death in the Tarceva group relative to the placebo group was 0.73
(95 % CI, 0.60 to 0.87) (p = 0.001). The percent of patients alive at 12 months was 31.2 % and 21.5 %,
for the Tarceva and placebo groups, respectively. The median overall survival was 6.7 months in the
Tarceva group (95 % CI, 5.5 to 7.8 months) compared with 4.7 months in the placebo group (95 % CI,
4.1 to 6.3 months).

The effect on overall survival was explored across different patient subsets. The effect of Tarceva on
overall survival was similar in patients with a baseline performance status (ECOG) of 2-3 (HR =0.77,
CI10.6-1.0) or 0-1 (HR = 0.73, 0.6-0.9), male (HR = 0.76, CI 0.6-0.9) or female patients (HR = 0.80,
CI 0.6-1.1), patients < 65 years of age (HR = 0.75, CI 0.6-0.9) or older patients (HR = 0.79,

CI 0.6-1.0), patients with one prior regimen (HR = 0.76, CI 0.6-1.0) or more than one prior regimen
(HR =0.75, CI 0.6-1.0), Caucasian (HR = 0.79, CI 0.6-1.0) or Asian patients (HR = 0.61, 0.4-1.0),
patients with adenocarcinoma (HR = 0.71, CI 0.6-0.9) or squamous cell carcinoma (HR = 0.67,

CI 0.5-0.9), but not in patients with other histologies (HR 1.04, CI 0.7-1.5), patients with stage [V
disease at diagnosis (HR = 0.92, CI 0.7-1.2) or < stage IV disease at diagnosis (HR = 0.65, 0.5-0.8).
Patients who never smoked had a much greater benefit from erlotinib (survival HR = 0.42,

CI 0.28-0.64) compared with current or ex-smokers (HR = 0.87, CI 0.71-1.05).

In the 45 % of patients with known EGFR-expression status, the hazard ratio was 0.68 (CI 0.49-0.94)
for patients with EGFR-positive tumours and 0.93 (CI 0.63-1.36) for patients with EGFR-negative
tumours (defined by IHC using EGFR pharmDx kit and defining EGFR-negative as less than 10 %
tumour cells staining). In the remaining 55 % of patients with unknown EGFR-expression status, the
hazard ratio was 0.77 (CI 0.61-0.98).

The median PFS was 9.7 weeks in the Tarceva group (95 % CI, 8.4 to 12.4 weeks) compared with
8.0 weeks in the placebo group (95 % CI, 7.9 to 8.1 weeks).

The objective response rate by RECIST in the Tarceva group was 8.9 % (95 % CI, 6.4 to 12.0).

The first 330 patients were centrally assessed (response rate 6.2 %); 401 patients were investigator-
assessed (response rate 11.2 %).

The median duration of response was 34.3 weeks, ranging from 9.7 to 57.6+ weeks. The proportion of
patients who experienced complete response, partial response or stable disease was 44.0 % and

27.5 %, respectively, for the Tarceva and placebo groups (p = 0.004).

A survival benefit of Tarceva was also observed in patients who did not achieve an objective tumour
response (by RECIST). This was evidenced by a hazard ratio for death of 0.82 (95 % CI, 0.68 to 0.99)

among patients whose best response was stable disease or progressive disease.

Tarceva resulted in symptom benefits by significantly prolonging time to deterioration in cough,
dyspnoea and pain, versus placebo.
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Pancreatic cancer (Tarceva administered concurrently with gemcitabine in study PA.3):

The efficacy and safety of Tarceva in combination with gemcitabine as a first-line treatment was
assessed in a randomised, double-blind, placebo-controlled trial in patients with locally advanced,
unresectable or metastatic pancreatic cancer. Patients were randomised to receive Tarceva or placebo
once daily on a continuous schedule plus gemcitabine IV (1000 mg/mz, Cycle 1 - Days 1, 8, 15, 22,
29, 36 and 43 of an 8 week cycle; Cycle 2 and subsequent cycles - Days 1, 8 and 15 of a 4 week cycle
[approved dose and schedule for pancreatic cancer, see the gemcitabine SPC]). Tarceva or placebo
was taken orally once daily until disease progression or unacceptable toxicity. The primary endpoint
was overall survival.

Baseline demographic and disease characteristics of the patients were similar between the 2 treatment
groups, 100 mg Tarceva plus gemcitabine or placebo plus gemcitabine, except for a slightly larger
proportion of females in the erlotinib/gemcitabine arm compared with the placebo/gemcitabine arm:

Baseline Tarceva Placebo
Females 51% 44%
Baseline ECOG performance status (PS) =0 31% 32%
Baseline ECOG performance status (PS) =1 51% 51%
Baseline ECOG performance status (PS) =2 17% 17%
Metastatic disease at baseline 77% 76%

Survival was evaluated in the intent-to-treat population based on follow-up survival data. Results are
shown in the table below (results for the group of metastatic and locally advanced patients are derived
from exploratory subgroup analysis).

Tarceva | Placebo A CI of P-
Outcome (months) | (months) | (months) CI of A HR HR value
Overall Population

Median overall survival 6.4 6.0 041 -0.54-1.64
- 0.82 | 0.69-0.98 | 0.028

Mean overall survival 8.8 7.6 1.16 -0.05-2.34

Metastatic Population

Median overall survival 5.9 5.1 0.87 -0.26-1.56
- 0.80 | 0.66-0.98 | 0.029

Mean overall survival 8.1 6.7 1.43 0.17-2.66

Locally Advanced Population

Median overall survival 8.5 8.2 0.36 -2.43-2.96
- 0.93 | 0.65-1.35 | 0.713

Mean overall survival 10.7 10.5 0.19 -2.43-2.69
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In a post-hoc analysis, patients with favourable clinical status at baseline (low pain intensity, good
QoL and good PS) may derive more benefit from Tarceva. The benefit is mostly driven by the
presence of a low pain intensity score.

In a post-hoc analysis, patients on Tarceva who developed a rash had a longer overall survival
compared to patients who did not develop rash (median OS 7.2 months vs 5 months, HR:0.61).

90% of patients on Tarceva developed rash within the first 44 days. The median time to onset of rash
was 10 days.

Paediatric population

The European Medicines Agency has waived the obligation to submit the results of studies with
Tarceva in all subsets of the paediatric population in Non Small Cell Lung Cancer and Pancreatic
cancer indications (see section 4.2 for information on paediatric use).
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5.2 Pharmacokinetic properties

Absorption: After oral administration, erlotinib peak plasma levels are obtained in approximately
4 hours after oral dosing. A study in normal healthy volunteers provided an estimate of the absolute
bioavailability of 59 %. The exposure after an oral dose may be increased by food.

Distribution: Erlotinib has a mean apparent volume of distribution of 232 1 and distributes into tumour
tissue of humans. In a study of 4 patients (3 with non-small cell lung cancer [NSCLC], and 1 with
laryngeal cancer) receiving 150 mg daily oral doses of Tarceva, tumour samples from surgical
excisions on Day 9 of treatment revealed tumour concentrations of erlotinib that averaged 1,185 ng/g
of tissue. This corresponded to an overall average of 63 % (range 5-161 %) of the steady state
observed peak plasma concentrations. The primary active metabolites were present in tumour at
concentrations averaging 160 ng/g tissue, which corresponded to an overall average of 113 % (range
88-130 %) of the observed steady state peak plasma concentrations. Plasma protein binding is
approximately 95 %. Erlotinib binds to serum albumin and alpha-1 acid glycoprotein (AAG).

Metabolism: Erlotinib is metabolised in the liver by the hepatic cytochromes in humans, primarily
CYP3A4 and to a lesser extent by CYP1A2. Extrahepatic metabolism by CYP3A4 in intestine,
CYPI1ALl in lung, and 1B1 in tumour tissue potentially contribute to the metabolic clearance of
erlotinib.

There are three main metabolic pathways identified: 1) O-demethylation of either side chain or both,
followed by oxidation to the carboxylic acids; 2) oxidation of the acetylene moiety followed by
hydrolysis to the aryl carboxylic acid; and 3) aromatic hydroxylation of the phenyl-acetylene moiety.
The primary metabolites OSI-420 and OSI-413 of erlotinib produced by O-demethylation of either
side chain have comparable potency to erlotinib in non-clinical in vitro assays and in vivo tumour
models. They are present in plasma at levels that are <10 % of erlotinib and display similar
pharmacokinetics as erlotinib.

Elimination: Erlotinib is excreted predominantly as metabolites via the facces (>90 %) with renal
elimination accounting for only a small amount (approximately 9 %) of an oral dose. Less than 2 % of
the orally administered dose is excreted as parent substance. A population pharmacokinetic analysis in
591 patients receiving single agent Tarceva shows a mean apparent clearance of 4.47 1/hour with a
median half-life of 36.2 hours. Therefore, the time to reach steady state plasma concentration would be
expected to occur in approximately 7-8 days.

Pharmacokinetics in special populations:

Based on population pharmacokinetic analysis, no clinically significant relationship between predicted
apparent clearance and patient age, bodyweight, gender and ethnicity were observed. Patient factors,
which correlated with erlotinib pharmacokinetics, were serum total bilirubin, AAG and current
smoking. Increased serum concentrations of total bilirubin and AAG concentrations were associated
with a reduced erlotinib clearance. The clinical relevance of these differences is unclear. However,
smokers had an increased rate of erlotinib clearance. This was confirmed in a pharmacokinetic study
in non-smoking and currently cigarette smoking healthy subjects receiving a single oral dose of 150
mg erlotinib. The geometric mean of the C,,,x was 1056 ng/mL in the non-smokers and 689 ng/mL in
the smokers with a mean ratio for smokers to non-smokers of 65.2 % (95 % CI: 44.3 to0 95.9,

p =0.031). The geometric mean of the AUC_j,s was 18726 ngeh/mL in the non-smokers and 6718
ngeh/mL in the smokers with a mean ratio of 35.9 % (95 % CI: 23.7 to 54.3, p < 0.0001). The
geometric mean of the C,4, was 288 ng/mL in the non-smokers and 34.8 ng/mL in the smokers with a
mean ratio of 12.1 % (95 % CI: 4.82 to 30.2, p = 0.0001).

In the pivotal Phase III NSCLC trial, current smokers achieved erlotinib steady state trough plasma
concentration of 0.65 pg/mL (n=16) which was approximately 2-fold less than the former smokers or
patients who had never smoked (1.28 pg/mL, n=108). This effect was accompanied by a 24% increase
in apparent erlotinib plasma clearance. In a phase I dose escalation study in NSCLC patients who were
current smokers, pharmacokinetic analyses at steady-state indicated a dose proportional increase in
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erlotinib exposure when the Tarceva dose was increased from 150 mg to the maximum tolerated dose
of 300 mg. Steady-state trough plasma concentrations at a 300 mg dose in current smokers in this
study was 1.22 pg/mL (n=17).

Based on the results of pharmacokinetic studies, current smokers should be advised to stop smoking
while taking Tarceva, as plasma concentrations could be reduced otherwise.

Based on population pharmacokinetic analysis, the presence of an opioid appeared to increase
exposure by about 11 %.

A second population pharmacokinetic analysis was conducted that incorporated erlotinib data from
204 pancreatic cancer patients who received erlotinib plus gemcitabine. This analysis demonstrated
that covariants affecting erlotinib clearance in patients from the pancreatic study were very similar to
those seen in the prior single agent pharmacokinetic analysis. No new covariate effects were
identified. Co-administration of gemcitabine had no effect on erlotinib plasma clearance.

There have been no specific studies in paediatric or elderly patients.

Hepatic impairment: Erlotinib is primarily cleared by the liver. In patients with solid tumours and with
moderately impaired hepatic function (Child-Pugh score 7-9), geometric mean erlotinib AUC., and
Cinax Was 27000 ng=h/mL and 805 ng/mL, respectively, as compared to 29300 ngeh/mL and 1090
ng/mL in patients with adequate hepatic function including patients with primary liver cancer or
hepatic metastases. Although the C,,,x was statistically significant lower in moderately hepatic
impaired patients, this difference is not considered clinically relevant. No data are available regarding
the influence of severe hepatic dysfunction on the pharmacokinetics of erlotinib. In population
pharmacokinetic analysis, increased serum concentrations of total bilirubin were associated with a
slower rate of erlotinib clearance.

Renal impairment: Erlotinib and its metabolites are not significantly excreted by the kidney, as less
than 9 % of a single dose is excreted in the urine. In population pharmacokinetic analysis, no clinically
significant relationship was observed between erlotinib clearance and creatinine clearance, but there
are no data available for patients with creatinine clearance <15 ml/min.

5.3 Preclinical safety data

Chronic dosing effects observed in at least one animal species or study included effects on the cornea
(atrophy, ulceration), skin (follicular degeneration and inflammation, redness, and alopecia), ovary
(atrophy), liver (liver necrosis), kidney (renal papillary necrosis and tubular dilatation), and
gastrointestinal tract (delayed gastric emptying and diarrhoea). Red blood cell parameters were
decreased and white blood cells, primarily neutrophils, were increased. There were treatment-related
increases in ALT, AST and bilirubin. These findings were observed at exposures well below clinically
relevant exposures

Based on the mode of action, erlotinib, has the potential to be a teratogen. Data from reproductive
toxicology tests in rats and rabbits at doses near the maximum tolerated dose and/or maternally toxic
doses showed reproductive (embryotoxicity in rats, embryo resorption and foetotoxicity in rabbits) and
developmental (decrease in pup growth and survival in rats) toxicity, but was not teratogenic and did
not impair fertility. These findings were observed at clinically relevant exposures.

Erlotinib tested negative in conventional genotoxicity studies. Carcinogenicity studies have not been
performed.

A mild phototoxic skin reaction was observed in rats after UV irradiation.
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6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients

Tablet core:

Lactose monohydrate

Cellulose, microcrystalline (E460)
Sodium starch glycolate Type A
Sodium laurilsulfate

Magnesium stearate (E470 b)

Tablet coat:
Hydroxypropyl cellulose (E463)
Titanium dioxide (E171)
Macrogol

Hypromellose (E464)
Printing ink brown
Shellac (E904)

Iron oxide red (E172)
6.2 Incompatibilities
Not applicable.

6.3  Shelf life

3 years.

6.4 Special precautions for storage

This medicinal product does not require any special storage conditions.

6.5 Nature and contents of container

PVC blister sealed with aluminium foil containing 30 tablets.

6.6 Special precautions for disposal

No special requirements.

Any unused product or waste material should be disposed of in accordance with local requirements.

7. MARKETING AUTHORISATION HOLDER

Roche Registration Limited
6 Falcon Way

Shire Park

Welwyn Garden City

AL7 1TW

United Kingdom

8. MARKETING AUTHORISATION NUMBER(S)

EU/1/05/311/003
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9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

Date of first authorization: 19 September 2005
Date of latest renewal:

10. DATE OF REVISION OF THE TEXT
Detailed information on this product is available on the website of the European Medicines

Agency.
http://www.ema.europa.eu
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A A= =
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v & OPFEG DERARERIC 1T £ x4 54611362
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B FRIE 158 (4.5%) 2R B, FD D
HIETTISE - = JEBNLS5H] (1.6%) T -7,
7ok, TEVEVERGE B BUEFN R 1T B BT oE
A1334.8% (55/158%1) Tih-o7=, (20104574
FHRE)

BITH Y, 05 LrEFHlixt 53626 Th -
Too AFIZROVIT U B )V OREBHRAEGE T
ERVIELHNIIERD b e d o7z,

LMl 62 B B\ TR b iz B R A
HERELAB 2 EZ0RIEHO S B, F2b O3 EEE

ST, (RIREBINEE)

FEiz, BRLEERELEEZ 5D EIEN TSRS
e ONEHE RN B 2 f#HT OFER 1Tk 0 T & <
Thote (THRRER OHEM) .

B A kb G & U7 [ENEE 1 FHERARRRBRIC ISV T | Bl [4RlS, BmEkEd> (91.9%) , 4 HERE B RSB

ARE 7 by s e L OPFRRRIEE R e | (93.5%) , U » /8B (51.6%) , ARIVERI || migpm | ppen | OEF | pee | g

ﬂfﬂﬂﬁ%{ﬂl%wq{ 10515” (991%) L:E'Jﬁffﬁﬁi‘ /}\ (645%) 5 J\:Eﬁtl E\\/ﬁ/}\ (774%) &U (578{5’]) #Lﬁ (59@‘[]) (59{5”)

b L, EREIEIE, SERAESO%RS | kY (694%) 1, AST (GOT) L% |l Shia)

990 (93.4%) .F ki8S (80.2%) . G/l | _(774%) . ALT (GPT) L (645%) . B8 | | | w7200 | o640 | 983% | 9a.9%

BB, BERARATI6] (72.6%) , ~Er vl | (62.9%) , Mif (61.3%) , Fl (484%) , & || rr—F | 225%) | (309%) | (42.4%) | (30.5%)

VRDT6H] (71.7%) . ~~ b7V v bRb, gf | BRAR (46.8%)  MAFREE (43.5%) , BTG {;AJ;)W

HERIE D 7301 (68.9%) % Tdhodz, Ghie - | _(38.7%) , ISR (35.5%) , BRIEFE || [P 0 0 0 0

BN EGRI) iﬁ;}’gﬁ?i (323%) Thoi-, ;i?ﬂ(;’“‘“‘s P A Bt A

IS s Ak

(1) EX%GEIMER FEF RS B/ INIRRE) ORSE, ZeatEap | | ik o o 0 o

D MERER RS L%, B | 5 S12110010 5 HEEREBUEDITI | | G | Gom | (o | ci | o
8.5%) : RAEMERAE (FAEMME, W | (749%) <oy, EEHRBEEIZ49740ECH | | kb ' ' ' '
2%, MO, FEMK, MRE | 57, ~ES
fE, RIEFRIEERE, MRE BRK | RGBSR, Lt emssp) || R | 38 | d5.5% | S0.8% 1 50.8%
%) BbbbIs I ENh Y, RUICES | 05 LANEREIEMI3E (100%) THo, || R R T B
TERIS WG SN TWD, BEDBD O | FIfERISHEAEIZ42490ETH - 72, /R
TeHmaliIAROR G ZHIEL, AT aA b 10.9% | 382% | 33.9% | 23.7%
RGBS OO 2 UBAATH 2 &, (1) EX#EER ;;;ggﬁ) (1L6%) | (18%) | (17%) | (0%)

2) &, FFE (CLEEERHT ) | FFHkee FEBEEICHOWTIE, ENOARFEMEL S | [asTGoT) 1% | 3a5% | 186% | 373%
BEE (JE/ M HE2.0%, IEF12.3%) DEFRBRICIB N TRD S b 0 & i# | |L7 - o o o
ALT (GPT) , AST (GOT) , EULEL®D L AR 1% | 290% | 169% | 27.1%
RS & S TR NFRAERCE S & Db | 1) BRI LRI (12.6%, L, I T E— - - -
BIENRBHY, FFk, FREICEVETCK 2000/uL ROWPIEITS%) , GFpskpD || 7o—i | 3300 | 450 | 610% | 335
Eo B bHESNTNDHDT, BEx (69.2%, =721, 1000/uL AW 1% wip) | G0 | 63 ) (300 | 65
FHITATV, BREBRD bNIEA A 32.1%) , MU/MERD (414%, 72720, 5 f;g;“ 223% | 473% | 559% | 32.2%
oG E2pILd 572 L, #URLEEIT Tl KO 134.2%) , Gl [~F7 5 (0%) (0%) (10.2%) | (3.4%)
R o e (66.5%, 272U, 8.0 g/dL i | [mEk v ) ) . .

3) BEDTA (FE/A M IG5 1.1%, 1 DRDE13I%) , RIS (526%) 1 || ose | o | G | amo
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4)

5)

6)

09%) : FHIRBHLDLONDEZENHBHD
T, BEREBICLYIEEEK (053K
%) oL, WMREOHY LB EIT) &
Ebic, AFIOWPEIIKREELZET D Z
Lo ks, EEOTH, B, WEt, Ak
AIRICE D BAERZEZL, BREICE
STIEF B ME SN TS Z &b, HE
Wi U CBESCBREME 21T 2 &,
SHETE GEDMARMIRE0. 1%, [ErmEE
RHED) AR R A o B 7 B e
ERNLLONDIZENHDLIOT, BEE+
ATV, BENFRD BN HAITIEARH
OEEEZ R IET DY, WURALEETT S
&,

B EFIRAR iE1% ## (Stevens—Johnson fiE &
B GE/NHRM AR O.1% AT, R 48 B R
BHEY) | hEMRKRERERMMBE (Toxic
Epidermal Necrolysis:TEN) (#BREABE=
DY), ZWAH GE/HNE A 0.1% A,
PERARE R ) ¢ BRI AR E R, P
R R ARIE, AL E DO EE
AR - RO REREENH bbd 2
ERBHDOT, BEETSITITY, BERN
RBOLNTEHEIIIARFOE S 21T 2
e, WURMEEITH Z L,

HIEEZER GE/HIEME0.1% A, FEE
BUER®Y ), CHIEEES QR AR
0.2%, WERAFEAH™ ) | ELEHm GE
AN LI 0. 1% A i, BERE0.9%) = VAR
5L, HEEWEE, WEHnAS bbhn
LZENBHDHDOT, BEEZ STV, A
WD LN EAITIE, R, EW X
B, CT DM BERREZIT, AFOES
T DY, WURLEERITH Z L,

ENRHLONDZ ENHDDOT, MIRFEH
A 2 BEENZATVY, BENRD b HGE
W2, R, REREEE O AE AT S T
L, B, mELAMBBICGERLE L
E 2 BN HMUNAEIC X 2T FIAHmE S h
T,

2) EEMmE (1.0%) : MEMEME RS O
NHZENBHDHOT, WHE X BRES 21T
578 CBIEE AT, BRENRED LN
A, B EPIEL, wEY)eAE S
1752 &, 7ok, MEMEMEICER LR L
EZ BNDETHINHE S TWD,

) T+ T4 FF—HEK (02%) : LA
HEDTF 7 4 T X U—RHERN S S b
HZENHLDHDT, ZOXIRIERNIH S
bEAIZE, 52T IEL, @Y
EBEITO 2 &,

4) DEREE (02%) : DIFEERRLND

5 S -oMBELFRLE : ) MO ARERD i
L2EDDD,

6) FH7KRE : BiKIERH HoNDZ ENRH D,

7 [EXEE . JESERERH DS Z &
»H5b,

8) RLAMFIR{ZBAEIEEE (ARDS) : FRATFER{E
EEMERE (ARDS) M LbND ZERD
2,

9) BARE . BRERHLDONDZ ENDH D,

10) B REBAEEIEEE (02%) : BiLEIRE
SEIEGEREDN H BN D Z ENHHOT, I
IR, By R LT F=0
5., BUN L5, LDH L& &5 &5
AE ST AR OB A A
Bl OIENED L EAICE, B %

fﬁg@v 187% | 382% | 37.3% | 22.0%
b 9%) | (35%) | 68%) | (1.7%)
NI

BIEE | 23% | 473% | 475% | 35.6%

nM% 17.1% | 41.8% | 25.4% | 27.1%

@RS | 213% | 473% | 39.0% | 42.4%

b 11.8% | 164% | 22.0% | 22.0%

TEL : BREA FLEER, B AE (51 K OVAE ¥ i
il & i <

2 . 7 L— RAOIE, NCI-CTC & 5\ M3 A AR
TRPRS N THEG

E3 R EETe

(DR 5

FE/ AR it ek 3 D R MIERIR SR 1T AEERBR & L
TATo 1= OF B ORAI21 B fE B & 0512,
VAT TF 60 mgm*E S A BICHS) 2BV
T, FIERFHEATREIEFNISSHITH Y, BN
HOEIERRFBL LT,

BRR FEEEEX DNSRIEHIZTRO LB Th
STz, (GIREBANEE)

HARSHERE
ElER FE/ Nl Re i
(55151)

100.0% (61.8%)

RITERZEBLZR
(7' L— K32 )™
M ifn Bk
(2000/mm*Aiils)
B PR
(1000/mm>Z7if5)
~E S| U
(8 g/dL i)

52.7% (5.5%)

65.5% (29.1%)

90.9% (21.8%)
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e, IR NS i

ISR s . o
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AST(GOT) I 5- 14.5%
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BER 0 0
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%'D 0, 1 ()
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M I
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[E4 . 7 L— N4y8IE, NCI-CTC THRH

(/I e i o ) AR AR A L s 2 Rk il
7 JililEE O FESEE)
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15 Bl | AST(GOT) |cUrtE BEE ST, 20X S RERSS S
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ERE =5 S, Un HDT, BEE 5T, MUV -
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BRI, SE5t TS R RIGFREOMEN LB ZTH 2 &,
AFHPERIE | | | BRGL BGRGE ) DEEZE, PeidE, FEEAR, OAE LA
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JHIEZR | THIQ25.2%), | O, MR | fERS, 0 I, AL ) , DARE (TR LHEERY) BdH b
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RIE(7.5%) 15— ||| BE BR NENRD NG A TR G EHIEL,
s, M| ED | SR, g | (RER ARJES HH i, HYRMEEITH Z &
7%, R | || i B v7 |, REE KRBT, 8) EELOMNK, HILERS HEEHMm,
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CEENIEO)
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TSRS | 1, AR
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JEF, MR | A,
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., KE
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v,
EBA PR
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%

E2) ENIKBITAAF L X7 Y XX EDff
JIF 5 O EEAFRERIZ B WD TH30%LL EoE
ETEROLLN TN D,

REBELREIZE T2V ATSFULEOHABOR
24 EHR

NETEBSNI-AFE VAT TF o &P
Bz X B IR R DAL S FERIENREE AN 3
58 ML ARBRIC IV T203F23E 0 1+ Hh, =
NODEFNGED LNTAEFRIILLTO LR
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HHA 71— K3 7 L— N4
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LIRSz
A 1. 23.5 3.5
JIIRAN R % 28.5 28.5

HEtEEBE (05%) , EHIELEHM
(03%) , HILEZRF GEEARY) HdH b
bbb ERNHDHOT, BEE+HITIT
VY, BENRD SN EAICII RS & Pk
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TRAEZITO Z &,

9) EHEARE . ANBETL2Z0EELEESE
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BAIIH G 2Rk L, BYARLEEIT S
e,
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ERAERFHMETOBMGFREE (FHEAR

ELING2 N (7

L1

T W [ (e

0¢C a8eq



— R4 R TV r T =7 TR B E R THT—Ib « XATII - AT TN H Y 7 AR
Al
Moe4 X NGE2S mg, # /L& EEL00 mg Pz AP CEH 200 mg, V= AY—AEH | T4 =T AT LCH TR0, T4 —T AT
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A AUE ™ 20 g 22.0 0 BEARRORIEICEET D &,
[l GEM [TES 105 0 14) RERIK - REEE (0.1%) 1¥dH5bdh,
AL, Y 2.0 05 RERIL HEAH) ETELZLEBHD
HEEJE T 3.0 0 DT, BEEHHIITY, BRENBEDLN
ORI TTE 75 05 TS A 5% R T B 7 L) 7R 8
AR Rzt M 45 0 HITH T &,
AR g 2%, g s 0 (2) EEXLEMER (X
@ %gﬁﬁﬁgﬁ:ﬁ 0.5 0 ODT, 5’2#753‘?3\&) Ehf:%/ﬁ\a:li&’g‘%qjt
Jisdi ALT(GPT) | [ BV b (g%m?W\ T 72 LR ME AT 2L,
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LEBZ U CHERIARS OEE LA IHEZ 53
L ERHEINTNS, ]

10.Z DD EE

(1) EWNTHEM LI NEmEE R E L
FEMARERE (2R ckiT5%
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1.8 HHAXE ()

1.8.1 e - R (V) , RX-AE FARLOIE () RUZTOXREEH
1.8.1.1  #hge - R () RUZDHREEMH
[ZhHE - Z02R]  CFARERIENN)
OUIFRRREZRFR3E » HEATIET, 25 AALSARRIEREAT £ (S HETE U 7o IR/ Il e s
OGRS BE 70 [ FA

< hRE - R A Lo > |
1 UIBRRAEZR R - AT O S NI ISR B — AL & L AR 2 LTz |
L GO OEIER R AMEIIHENL LT,
2. /MR RE B OWERR S S B R S I L s & L AR 2B L= 0B i |
 ROEARMEEHE LTV,
L3, IR RAE AR M I L CARAI A T 25 A ik, (BRG] OEONE Z I |
L a L. ENERRBRICH AN b7 BE R OARK DA W B O & LA B
_______ ML EClisBEORREREICT O Z L,
(R Eh)
(1) %hee - RO T
[ N e S T S M- R R BR ORI S X, AFIODRE - 2184 LD L BV BT
L7z, ZVEE - ZVROBEF M % LTI,

WA T FEERER (PAZRRER) TIX, UIBRREEZR RETHELT USRI B 2 XI5, K
FIE 7R (10013150 mg/H) &7 A2 (GEM) (1000 mg/m*/i8 078 5 5 5-
VAKREE, £ %133 G5 LEIREE) R TOAZMER V22 MR L,

ZOFER, AKlE GEM & OOFARES GEM BB EIZ R U A4 771 R M OV R 771
M CHEIFICHBEREENS O, TENT CHOIARAREO T 7 B REFECKT 5% — Kb
(HR) 130.79 (95%CI 0.66~0.95) , &5 Log-rank F7E D P fEIZ0.011&, AFIGFHIC L Y IE
TOURZB2%IKET L, DoEFEHRIZ27%SkESND Z LR RENE, £72, AFHIC
GEM Z Ot L7-BROF ML, KE 7 O LA THE D b, AMEIZES 2 it i R o
FEPE S RS ST,

Fio, BN (BAFEME) FERNCREFTHL Z EBRENT,

EINE I FERER (JO203023808R) Tix, UIBRARREMSE (RPmET UM x40, K
#I (100 mg/H) & GEM (1000 mg/m*/#8 O3 i 5 LEKR) OHH TOZR etk K O ik %
R Uiz, iz, JO2030285k T8V A 7 LV OIRFEMIM 258 L, 5l & X YR ki vl
HE &I ST BEITRT LT, ke el (JO2109730k) #1T7- 7,

ZOfEFR (1020302210973 8D 7 —# 2t 5) , ZEMETIXENE I FHRERO ILD O3
LN8.5% (9/106%1) & PAIRBERD3.5% (10/2824) ICH_T@EM-7=23, FEHNLR o7,
£/, TOMOBFEEERT, ZNEFTIHELRATWAMA LY FRIFGETH Y, DM THT-
B E 2D b Doz, AMETIE, &AFEME O PR RAE29.237 A (95%CI 8.31~
10787 A) , 1HEATFERERN33% (95%CI 24~42%) , M H A fE ][ oo Je i 133.48 7 A
(95%CI 2.63~3.78 1 ) , HERIRE %A T 5 EEDEFNZ1320.3% (13/6441, 95%CI 11.3~
322%) , HEB=a Y b —/LF350.0% (32/64%1, 95%CI 37.2~62.8%) Th ->7lc, RikBRILk}
FREEDOZRWIEEM FTOA—7 VR Th o720y, FTEAMOZL M, T L TRIKRBEBOAELR)
PEIE, PAIFBRSCEN O GEM BAIORBR AL IZX L TEH D L O TIE o7,
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VUL DERNIMERRBR OB B, BEICAHENGERA SHv7e PAIRER & RIEROB R AR
THHFRFTE, MR L THlRRMICEHTH L LB X, B - R (R) & LT Nk
ARETRMER ) ERUE LTz,

(2) %hHe - WFRICBE T 2 EoFEE O EH
AHNOWEZ I FHIEDOFH DR VZEMEIEIRER TH D Z LD, IR SCEO <BEE -
NFACBE T 2 EOFEE > OHEISIE,  TIE AR X OB %3 2 i ai B b 2 ik
& LTARAKIZMH LTe5a Oa MR OVZBMEITfESL L TRy, | Bt L7,
g 2 k5 & LTERIRERB CoF b, ZaMIic oW THRICEfREL, VAT « XXT7 1 v
N E 2 TRFBIRZEEIC TR > TV 222 BHIC TEmYIBRA AR 22 I (25 LT
AF R 2551208, [ERREGE] OBEONEZ#HE L, ENERRBRICHAAN ST
BEE ROAAOENER O Z 2% 0 CHfiE U7z EClE)S B OBIRAEEITITY) 2 &, |
R L7c, 7ok, [ERRBGRE] OB IXUIBRABENSE 2 Xt 5% & U7z EWNERR IR C o F: 72 %t
SEUEL L C 728, A#BRTIE ECOG Performance Status (PS) : 02083 (FERRICRS S
NIZBEDO PS 130, 1Th-o7z) , MEMWEEDO SO IFIBAEREORVEFEZ R E L, |
L, EEMETLIZ e L,

1.8.1.2 HRiE-HA=E () RUZTOXRTEER
[HiE - HE]  (FRSEsEm)
1. YIBRAREZe B - HETTYEC . DS AL RIEMA T I IR U 7= IE/ Nt D% &
WH., RAICIEDLveF=7L LTI150 mg ZBHFEDOIREMLL R ST AR %2R LK1
Al nge G425, 2k, BEOERICEVEERET D,
2. IREUIBRARE R OS5 E
FAUEEEOFHIZEBW T, B, RAIZIFT L eF =7 L L7TI00 mg ZBFEDI
REF LA BB XS B R LA I HIERR O & 535, Zeds. BEOERIZ XV el
75,

———————————————————————————————————————————————————————————————————————————————————————————————————————————————————

L < - R BT B Lok >
1 BRI ORBUC L 0 HEAEFE T A1, 50mg TORMET S 2 L,

2. RN, mh v ) —ORBICARIEEE LA, AUC DSBS L OWERH 5,

L BEOPBRET B0 AFO IR AT b AR £ TORMOMRMILRT S 2 &,
3. DRRHEARFISE - MEATIE DA T I, (o FUBMERESEH] & D OFIC ST,
HIME R V22 MR ITHEST L TNy, ;
TR DR AR B 7 s Tl AKI & 7 Ly 2 © L DA OPUBIEIRE A L OO CHEA L |
T2 35 B oA T A U R & L L e B DR K OV M IR N LT
! AR !
5. IR R AR AR R T K L AR A M 2 AT, B omoNEE T |
L DICEM L ETITY D b

L 6. TAMEUIR R RE AR MR T X L CAKI 2T 2 AICiE, B AR L L ENE I |
’ FEIRERER (1020302,J0210973880) D fE#EA Hz s LT, RIE, JESUITIE A EE |

|+

THZ L,
: s 2 kg & U2 [ENEE AR BRI 36 1 DR E W (— k)
L R
! BIEH Grade PR LY B 5RO HE

[ B M 9% | Grade | BEbi HERAER L7oHac | EEAICHEMEMER L |
i) A 13, mHICHRE, Zo%CTRES | Ml Shano i Baic ||
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brp | G- mA A ER L, EY | d, R AR TR ERE |
V| B VB MR R I L e A |
WAEHE Ik
AR 2 2 LA B9 2 555 13 Grade 1 Fl—H&ECH, =7
PLFIZ 722 % & CIREE L. FEIREHWT50 mg
(IR L C B T RE,
3 Grade 1A FIZ72 5 F TIRIK 50 mg T F1HA
il 2 ZOIERDB AR TERWGEIE F—HECTHH, =72
Grade 1L FIZ[RIfET 5 £ TIRIE L. FEIREHWT50 mg
(IR L C B T RE,
3 Grade 1A FIZ72 5 F TIRIK 50 mg T F1HA
w9 (Z9E/ 2 ZDOIERP IR TERVGEIE A—HECHME, =72
IERR) Grade 100 FIZ[EIfET 5 £ TIREE L. EIREEHWT50 mg
(I L C FEBE AT BE,
3 Grade 1A N2 5 & TIRFEE, 7272 | 50 mg THBR
L., EinESkpis 5 rTaE & W
L 7= 356 1 d 6 — & 5 hE,
ASTXIIALT 3 Grade 2LL FI2 72 % £ TR 50 mg CHHBH
FELSAD 2 AELL EAEGE L 7255513 Grade 1 | 50 mg TFEBA
FE I & 7 UTIZZ 5 FTIRE, 72720, &
TRIE DL G- FTHE &AW L 7=
AidlE— M BTG e,
3 Grade 1A T2 5 & TIRFE, 7272 | 50 mg THBR
L., EinES ki G rTaE & W
L 7= 356 1 d 6 — & 5 mhE,
2T oI 4 wHEOH I —
W
g
EIEH PR Y ¥ 5B O &
Grade 4D ik 2 Grade 2VL FIZ 722 5 F TIRIK [Fl— H &= CHB

| ARFBES ORI TR,

GradelZCTCAE v3.01Z kv 3F4fh

' 50 mg THFBH L 2 RICEUE SN REHI A B ORI LG 8123, 52T 5,

La) VTR OBHA I O LR TEE LAV AITIE, #5E2FIET S,

| b) HEE B & 7r B ATREVE S AR & ETREE VI L 72 B 2 BR<

(R E B

(H M- AEICET 5

Zu

AxX B

beiifez

[E] P9 K ONEAh € FE M & 7o BRIRRRBR D plifgl |2 255 &, TRIRYIBRARE 72 ke T O AHI D ik -
MEZ ERLo LBV BRE Lz, ML - HEORERNZ LLTIZE T,

WM T AHERER  (248-00450%) <TiX, AHI%3HME G4 H BRIE CIEMME Y KT 85 ik
(YA 7V Z4l) &, 3B G DEBIRIE A B0 K38 5051k (1 7 v BIZ3EwEhe
BRI OTORERH V) gLz,

ZOFER, BIE CIIHERIRHEM (DLT) (3R I T, %% TiE200 mg/H THRERRER T
FINGBO NI & D, AFBEMEGITEA RS TO150mg/ HRE#EHAEEE X b,



Bt b 1.8 WA (R) Page 6

—J7, EWNTIX EFLD248-0045 8k 72 L OFERZ W E 2, AANOPEEE 2450 mg/H, LI
100 mg/H, 150 mg/H £ THET H1A 1B AR AKRER (11 7L B33y EMRETO -
OIRERH V) OLEM R OFEDENREZ M L7z (JO16564785R8)

ZDFER, Cmax LT AUC 0SSN AL L, EWERE T X — Z [T B LT,
100 mg/ H #& 58 THRIE MR B X 28 R HICERD Havi=A3, 150 mg/H £ TOMET
IXRVEMERE B LIS DLT 1338 Hivd, mKRMAREICITE L) o7, £72, 150 mg/H T
RHL L EWER ORREILTIZ Grade 12 TH 722 D, 150 mg/H O H #5132 v 6E
EZ B, EWNOBEAITORKEHESEHEIL, W& RS0 mg/ B & E Sz,

PA3FABRTIE, 248-0047Ek 72 & OfERZ B E 2, AFIZ 10013150 mg DHEIZT, 147
JV10D Day 1261 H1[ERE A O #& 5 LT,

ZOFER, 150 mg 2AR— FOKRHFIFET, AKHOKRE GEFE7TAHE) 2ZELZEGS (74%) 1%
100 mg =A— FOAXRAFFE (30%) L&, AFOBELZELZEHG &> (150 mg =
R— N DAAFIRE : 48%, 100 mg = AR— R DOARAIRE : 13%) . 100 mg = 7H— F DOARFIFETOR
3 (HEFTAE) ©, AFNCEET2RAOAREEFRO O L, AR TRHELE 2552 & TH
T 7o T (A% K TU2%) , HEBREOFRAEIEL, 150 mg A — M OAKRAFIFED129 mg/H,
100 mg =2 — FOAKRFIFETIFI9 mg/H Th-o72, ZNHDZ LD, AHKI150 mg 2 GEM &
OFH L7c 6 OAEMER, 100 mg JFHRRIE E RBAF T2 &l S iz,
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NW, Cagnoni P, Iwata KK. . . . .. .. 12006;5:2051-9. 2.6.1-1)
colorectal tumor cell lines and contributes to erlotinib sensitivity.
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