Hh YA D aEEEER100mg
Hh YA S RiEEREA160mg
(2R3 5 &%

B RN e # S T IR DHER L ONBIC O W T O EFEIT,
FAN SR RS IR BT A2 L DO TH Y, M%ER A2 5 LD
HRIBRICRIAT A Z X TEEE AL

FA SRR AR AL
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1.5 ERX[EFIHROEEZERUVRREDER

1.5.1 {LE¥DER

B RV A Z A EH100 mg, [FA160 mg 1%, K[E D Genentech, Inc. (LA T, Genentech )
ICE VA SN HIEREMESERTHD NTFTAYR~T mhZ vy GEETHRZ) 28
Bk &3 2 s RS (LT, A4 Th b,

1980 1K 7> B 90AFEARUZ 22T C, MIAIGEIA 1 & & D > 7 F NAREZR DAL #EH, EGFR
(epidermal growth factor receptor) , HER2 (Human epidermal growth factor receptor type 2) 7¢ &
@ HER 7 7 X U —= 5% &t — OB 52 BN FE S 7z, HER2BGMEFLEE Tl
Z O « EAFEICEB T D HER2Y 7T L DEFEG NI 5202722 0 D, HER2IZHEA L TE OHRE
TN 2 FUR DS PUBSHE M 2 R 5 n[REVEN % 2 B A7z, Genentech 1% HER2ZAZEH) & 5
e Mt/ Z7a—F bk (1gG1T7 A Y EAT) THHNITAYRA~T (Fawms . ~—&7
F ) ZAIELL, F Hoffmann-La Roche, Ltd. (LLF, Roche f1:) - F/MUSRREA S & 2[R T
IRBAR 2D 7=, TORER, FPEBMEILEOEIGZ IS CRE19984, BKIN20004, HA
20014F) , WV TN MBI L AL OGS 2 B L CKIER20064E, FRM20064F, HA20084)
B AT B LSRRI B A H HER AT &L (HAR20114F, BERIMN20114E) , RTAY X<
I3 HER2BGPEFLIEVAIRIC I T DAE R L L COMM 2T HICE->TWnB2, mx<T, b7
A A< 71X, HER2BGM ORI YIBR AR ELT - A O T @ISR 2 b BS L T\ D
CKE20104E, BRMN20104E, HA20114F) .

B D Maytenus serrata &0 BBES NI A A Z 2 0F, BFa—T VKA LT 2 —
TV OESERET S I LICE 0 PUESEEZ ST, 197080, s, FE/ANHR AT,
FERGIE R, N, EMERAME A BT R8006 A Xt gt Ll LT A A X v DORRIKEER D FE
ST, ZOREE, AWEFEORFETEINED LN DD, FMED TR < R R D THeu
ZEmn, BIFITHIEINTEDY, AL B LU O RERWE L, &SN 2
MHBEESNTEY, AL F v /A e Tnd, DML, MAEwHKROT o~
A by PREVAERSNTIEFITRARAAL Z 2 A4 FREMTHY, ToMiazmitide
VAT T OA R XY L BEI1004558R,

PUREMBE S RIT, A& 722 2 IEEMIIC T U CREERAIMAR S EERA 2 5 E L, BRI
THE SN MREEERERA L i LT, ZOEEREZIIRLEDS Lo s Tn5, bk
HEME RO RIL, EWENEE, FEEHRE~ORE - £, ER~0EE - VAR, &
PHEARE ORI NI L VIRESND EEX DI, INLEREL LGS0 RN EE
Thd, £, PURBEPEAMIIZS L CHEREEELZ G T 2551003, JURSEMESIK S
LCOMBEEFEICH ET D EHEEIND,

N2V X~ =B vy (LUF, TDML) 1%, F AV X< DMI2FF+=—F /L
Vo h—%N L THESEET+Thob, DML, Vo —RETHD N-RAZ A IPL
4(N-~ L A I FAF Y7 a~FH o 0-BLARFT T — bk (N-succinimidyl 4-(V-
maleimidomethyl)cyclohexane-1-carboxylate : LA T, SMCC) #HW\W T, FT7AY X7 DEIZY
DUBHITHAS ST TWA, DML, FT AV X7 LEZSOHEHMET HER2 ST 5,
W2, HER2E OfEATE, SREEN LA v 2 —F VP —2a 2%, #MEANT DMIZ &
e EEEORE A E L, Z0%, MLz L7037 LEE26TVEY, LER-T,
T-DM1i%, bT7 AV X~T7BIKO Y 7 F M EZENH], ADCC 1EMSIC L A2 HiEERNEE2H 45
ZXIThNZ, DMI1ZIEMIEEERMICEET D 2 LIc L 0 ZEeMEEHERF Looi ) Al F
TEME A AT S, FHHOEHER 26T 28 TH L7,

1.5.2 FAXDORERE
1.5.2.1 @B (HED Y IMREDRE
oMo fGE T, I OB >, OB
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el B B 20202020 Xy , I >,
hehHs s, —%ﬁo_ IZ X DR L, T-DMIFEA2,
PR RAIAL G 1 X, T-DMUFEE 2 @i @ A L, A TS KR CTAL, BRSEEERT 52 &1
Fo#F 5, KANL, 1IN TS0 OFEN100 mg L ON60 mg O TH H Y, WG E
ORF O ILF —TH Y, FTAROBNBRELD,
RANOBBR T, BEROBIRE G L RERL %R T 522 BME LT,
* A, B E LT DM | mgmL & 0N L/COD_
Wz o csH- - [ o s %70
*Hl v ER -, [, -%‘:ﬁ%}: ut-
FOMERFEELE, 2oz, RS =755 -2 2k o IR
gL, sz oy I - * B xB%EELE, wiz, B
HoEE -0 - I 552570, <55
I O Gz, Aok L7 * D /P BIAIA S # A% T 5
' ST,
PR BHI OLZ EMEIZ DWW TIE, HESRSEME T CoOREICT360 H OAWIM O E 2 atH T
%,

1.5.2.2 JFERIRBAFEDEE
1.5.2.2.1 EHEHE
T-DMIDOHUATEME R E L CORMEZE E 2, LT oG 21T o7,
(1) FEETEMER O ADCC 1EME
(2)  In vitro A FEATIHTEE
(3) Invivo HUIELENE
4) TEHBET
R T AV X< 7S ARAKF
DMIDF = —7 U VEAHER & L TOERET

ZORER, hTAY X~ 7 L[AKEIC HER2, FeyR KON Clq (x4 A fEATEME%Z /R L, ADCC
EELREIN T2 END, TRV X< 72 SMCC # W T DMIZFEAS SH-2 1T
KO ETEMEE~DOREB T b D EEX LT,

In vitro FIREFEINEIZNFICE LT, & MEIEMAAKZ H W CRBET L7z, T-DM1i% HER2BGME
AMARR o U R A N I 2 R LT, F72, P TAY XA TREEZMER N T 2y
R TIBZEONTHOMBERICR LT, FT7AY X7 X0 L3O IHEER 2R L7z,

In vivo HUBEENRIZHOWNT, HER2FGME K ON2ME O Sk 2 B L -8 € 7 v & v
THEIL7ZE 2 A, T-DMUIE HER2[GIEIES IR L CGRIRMICIR 2R L, N T AV X~ T I
JEZNEDEM T MK LT H BRI HUESEE &2 R LT,

T-DMIDOVERBEFICBIT 25Tk, ~F AV X~ 7 L [EEEIC HER2 ECD 78 (3 =5 1+
7)) O, HER2%Z /19 % PI3K/AKT #IE D 7 VR ERE, #IC ADCC DAERZAHT 5
ZEDRERIND LRIKFIZ, Fa—T7 U CEAGHERTHS DMIOHKTFT L L THE I L5 H
JaJEHA D G2/M B TOE I N7 R b—3 AFENHER Sz,

PLEX Y, T-DM1IZ, FT 2V X~ 7 K1 DMI1 OSG2GSO gl O /B F I o
X, BB SIS, PUEBIEEEZ R L TS D EZ X HD,

1.5.2.2.2 EWEhRE

T-DM1 DS BN REA S 2 B S 20T 572012, T A, Ty RO =27 A4 L TOME!
FEE L=, T-DMIEZRERRT AHUED N T 2V X< 713 =27 4 ¥/ HER2%Z kT 5723,

*ﬂsﬁ%ﬁ(mu rFJ i&i&E{ % ?ﬁz
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oIV T HER2ICKET D NEU &R ZERKISE RS2, ZD7d, v T ARV
v b TORBRTIE HER2FIEKFH 7 T-DMI OB ELZBEI L, H =27 4 FLi2B W\ TiT
HER2K 772 B %2 & 0 7o B ie 2 Mgt 3 2B 2 i L 7=, £7o, BHEE#ER L7 T-
DMIK N DM1% 7 v MG L, o, REER ORI Z G Lz, SAARBRIL T-DM1OHTE
KOS 3 & U CORBABE L, SRS T DM IS HORYERERR L7 T-DM1% H
WCHENE L7z, DMUTRD T3 TH H71-8, EWHAERORREMEAFHMET 2 BT M
Skt 2 T k CYP KON P-gp ~DEZ gt L7z,

T-DMI15 X F 7 AV A~ T aEGtelz, Hla s N— kA hOSMHAEMITMER & & [F
BETHSTZN, HRIFIFNTITAV AT LD E0R0RL, 257 V7 7 AT N T AV X<
TORIUETH -T2, FoEWETIIBRIENE, B =27 A YL TIIIERIEIE O EMEEEN R b
o FTo, W= AV NVTORERGICEDH D02 EMBEREOLE(IT /2, HEEZLED S
WA Y e

T-DM1£%5-#%, i3 AR E O IR DM12NERpe L Cadod iz, DM HRITEE & 70k #%
[T LIRS TH DA, T-DMLIE LT R T AY X7 IZHA L TWAEAI
1%, ZOARITMIEED S WFRRICHIIR XD 2 &R X7,

DMI1B43 O F PR 1IN 2/ L 7c R CTd o 72, DM1IZEIC CYP3A4/51C L - TR
#ENDN, WK EOMBEE RS X 57 CYP BEEDOEEASCHEEIIRD bhoT-, £
72 DM1Z P-gp DILE L 725703, MEEHITRD LR o Tz,

PLEX Y, T-DMUIHUREK & L CORYBIREA 2B A2 R LA, HRIZ N T AY X~vT X
D HRRLE Mo, F2, TTDMIE LT R IRV X2 T ICHEATHZLI1CX Y, DMIOASTIE
MAEED S VFFRICHIB SN D Z ERNRme I, Fick hEEEBZHWEZRBEY, T
DMI AR IZ WO TR EAEH 2 2 9 mTREME IRV & & 23R Sz,

1.5.2.2.3 &=H4HE

PUAEMEAIRTH D T-DMIO B EEZ T 272012, HURICinZ TS T3 O Fit 2 %
JE L 7o 2 il U7, SR BR OB 588081, AR & R CERNE S & LTz,
71 =7 A4 Y (HEREAFM L OY HER2FEUK A7) K OVT » b (HER2FEMKAFE) 2 HWT, T
DM@ Hi[al$e 53556k, ARG 7 MR N OSEAmEE B (in vivo 35R) , I ONZ in vitro
DORREAZ 72 SRR, R ImAMERRER, I A a5 K OV N B e i ekl % S0 L 7=,
T =7 A YV T A VEREBEER  O—  ERBR I T, D R, R AR R K OV AR
PR ~OIER 25 L7, IR - BRVERAICBE T 258k 1T, PUEMEEREK CH 5 T-DMIDMERE
MELEZONDZE0D, Fi2, MOARAEFBERER L OB AFIERBRIC OV TIE, 1T
DABEOWREE B E LT ERGLORGERFEARFFICITETLELE SRR Ehb, »
TG EM Lo 7o, MEREAES RS~ D BB T — R FE R BR TR L 72, T-DMI DALy T
H5 DMIOEEMNEZFMET 5720, 7 v h& AT DMIO H[aE: 5538k & O (5 5 5R

(AMES 35k & O in vivo /MZaER) , I TNZ hERG R 21T 7=,

T-DM1 D HL A} N E# G- RIS W T, v P TIEEHEICTHERRO LN H D
D, B=7 AP TIHIEE R OBIEREE A SN o Tz, —EERBRICB W CljEhifE ©
Ao dEEE, B, fR, BN oM~ OIERTH Y, =7 A4 LTI
KIEFRTFENEDN TR BTz, HGHNOIRMET R TH 72, DMIOH[EE 53R BRIZHB VT,
Z v FTCIEHETHEERRD i, BEINZFTAIL T-DM1 & FEETH - 72, T-DMI1DFHAS
RASISHERBRICIB W T, 00K OYEIRE I =7 A4 YL RO MERY T IcB VT
LL Tz, T-DM1DZEM SRR S 2BV T, (DA R, SR K OV R AR R~ D 5
BIXA 5T, DMIZ LD hERG BIOMEIZRO b -> 7=, DM1itx AMES bR Chatt
THY, T-DMIOG =7 A VIR L EMETH 7228, DMIDO T v h/NERBR T HEKE
B 75/ MEBEEE OB Bl S NT-, F72, T-DMURGERHIC SN DUWEREA A Z 2 2 ) A4 R
Ty RO =T A PN EHWHERSG 7 U v URERICBWT, A A X v A4 KRG
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PEEO T-DMUMERE D L O L [REEOFEEZ R~ LT,
LLEXD, TDMITHED bN-FMEIE DML EFEETH Y, DMIDOFEMEIIHAEYEERLE L
THEREINAZ LI DERE L=,

5.2.3 ERRBAFREDIEE
1.5.2.3.1 BHARUVERNMEREOREE

AFNIOEEFEBFE X, KEIZT Genentech £1:72320064E7>5, HER2FGMEEB ML (bW EE
ROk T A R~ TERAR) xR e LIE 1 AEKRHAR (ToM3se9g 35 , o
HER2 [HtEisf el (b7 Y HEREEARIEREIRE) Zxf5e & U725 1 FERRSUSR

(tpm42s8g %) , [JE > HERBMEBELE (72 F T4 2 U v RIEH], XX
VRIEH, AR AEy, FTAY AT KOG ANF =T EEER) gl L2 1 MR
B (TDM4374g RBR) %% L7=, ¥IZ, Genentech #E1X20094E75, HER2FGMEHERFS M T
B (XY URERIL O T Ay X TR xtg L LI 11 AHERRER (TDM4370g
R ZEM Lo, s, AR I FHEERO EEEEME B 1L, TABRBH AR (3 M8y A 17 1

(LLF, PFS) &&Z&MTho7on, KERMEKMLT (LLF, FDA) L oW#makE 2, &l
RS E Th > 724 (LLT, 0S) ZEEAHMIEE & L CGEMT 23 EEE 21T
VY, BRIE L7z OS OARGICHE > T, HARHRERE £ 2 5801172 H 980T A H L 7=,

5% 1 FHERIREAER (TDM4370g #klk) O FERT, Lo 11 MRS (TDM4258g 7R,
TDM4374g #RBR) OFEFENE S, HE D HER2EERHR L M O R IE % SR BT L7
HER2IG MRS MEFLIE 12 31T 2 ARHN O @ WA 2 BB EDS R S V7=, TDM4374g #klk o
AR HE-5 %, Genentech f1i, 20104E3H 1 FDA L OH SRS ML £ L7-%, BED
HER2 A HY 5 1E L AL P IRIEREIR I @ HER2 G MR B MEFLRE 2 (5 & L T, 2010427 H 12
Accelerated Approval % RO 7=AKGRHGEEZIT->72, L L, FDA I, FKREEBRICHAAN SN
7o FBE Y HER2FEBURIUIZ BIfR 72 < MR FLIE IR L CHRGR SN TV D TR TOIREE 1T T
WRWW 2D, Accelerated Approval D FEHEZ 7 LT e ECHIET L, 201048 H 1T Refuse to
File letter 2% L 7=,

0%, % I MK (TDM4370g #Bk) 12T, HER2BGVEESRIERLE (Z %1 %3
FIL R Z A X< TRERE) OEERIETH DL X2 NI RF =7 I HEEIC
T, PFS OFBRIEENRO b, AFOBAFME LIRS, KETIE, ARBrb Rk
5%, FDA XV -EIH |Z Fast Track 87 %% !F, Rolling Submission (Z & 2% HEEEEIOHEH
%3 b1, Genentech thiZ8A24HICT R COEEHRN AT L=, Hic, Himrofic
BEEREIRE 22, 201342 7 10KREZ G L=, BN TIE, Roche #25|JERR iowom =
HEF (EMA) & o, 71 Rapporteur & o digaA#E 21T, IR ichiE
L, siregatchs (DR s .

TDM4370g 7B TiE, PFS HAKBENTREIC S0 L7= OS @ R HIfENT T, AFNC L 2 iR\ E B AH
MR bz, ZDkd, RBEEOBELAFMEZMEHTELL 51T, 2, 0S OFERIZY
BAF—N—Z LD 55D DIHKEDEENAE L HANIAA D 0S ([ZBT 2 EDO IR % IEE
(ZHERET 272912, 0OS OBMO RN 21T - 72, SIS FE OFEma B E 2, 20124574
BMRICT =& B v M7 BITUVEN LT-f5 5, 0S OFBREENRBD b, ZOfREE2Z
JC, RHREE (IR F B + FRF=TH) T, WEEITOREICED L TAAO Y 0
AF—=N—=%BOHZ L L L,

EWN T, oMU S (LT, HE5E) 2, HER2MGMEER - HRILE (b2iik &k
W T2y X< THRER) Zxt%e Li-& 1 MmERER 0022591 #5%) ~|JJE)» o5
h L7,

masE, HER2GMES - mrlmomERzE cE LT, IER cERRERERR
BHHE SRR BT o T, MR, ,
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I . s <, [
. 0=
: & OIS ik 7
B, e EakE 2, wEs ) > o HER2B SR - RIS (LRER O T
AV X< TRERIR) Zxtge e L7251 MERRRER (0022997 #BR) 2% L, AARANDOHEZR)
PER OVZBVEORET 21TV, W 11 MHERRRER (TDM4370g 3R) OfER & 8 TKR
FHAATO 2L HEE LT,

ARl VSN T AHERIREER (TDM4370g #BR) T RAF 2B S 6, ERICE W T
t J02299775k T HER2[GMEESHS « AL ((EEMRIEN O b 7 A X~ TRERI) IS8T 5
KRB DOFINER O ZEVERHER SN2, ARBPFHEEZITO> L& LT,

Rp, LSRRG D HERZBMEEBIEILM 2 %1% & LT, Roche tHi|JeEr o mpsst
M5 T FIERRFRBR (TDM4788g/B022589 i) # %ML Tk v, AL »52m
LT3, FERBoE S-S50 5 TETH D,

1.5.2.4 EEVEELISMCRET HRHF
BE, RFNZOWTIE, HER2GMEETT - S50 B & O HER2BGVE B HI 3L 2 x5 & L 7= B
FNEITHTH D, BiEICB L CTIE, Roche £1:72% HER2FGIERATHEST - ExMEH g (b2 E
BETRIR) At & L ERERS I MEERRR (8027952 w5 zjEcmn L csy,
nxvilE) JvsmL s, 72, %FICBE LTI, Roche #4% HER2B M 0 17 H#
(BRI IR AHBEIER]) 2 x5 & L2 11 fHERRRER (TDM4874g/B0O22857 #lk) I2HW»
PO EZFERT TH Y, ZiiuTe< EERILFES 1 AR 5 R ICH 5,

1.5.3 FREOREX
AR OBAFEDREFERN 2 LU IR T, ek, KB oxENE, YikRBRasfksh Th s 2 L 2w
‘j—o



[X11.5.3-1 AANZEIF 5 BT OFEHEX

RRIE W | ARBRANAE
RIED
AT Bk, SWEICBEY 5 R O | Wi, IR
LM it S O | Riwsrat
Pl O | RIRAFRER
FEERIAR praiil S HEER O | %R 28
O | S 05 HAE SR
B L] O | SMBERR (vUR, Ty k, I=74FN)
i O | WAt =249, Ty 1)
aEPE LARIE 2o O| 7 hIEGLP Z51r)
(GLP) G O| =491
AR O| 7v FFEGLP)
P O| =r4%V FHEHHGEGLP)
O =744 3i#1H 6HAMGE GLP)
O| H=74%n 3i#lEl 48[
RN O| AMES kB
O| MR (T K, W= A4%N)
Z Do O | DMIDHEERGHIERR (7 v 1)
AR O | DM1® hERG #Br
O | DfEFRICET 2 ZeMEHRR (W= 1%)
O | Invitro DFEMMRBR L OMEAGERR (v b, h=71H%)L)
O | /s> OB B 5 #aHFE GLP)
O | ¥R NEFMEORERGE
O | MCC-DMIEA®IZBET 57V » ViRBR(IE GLP 2 &)
Eg AR BEIBHE] O | TDM3569g (HAl, HER2FHME MBC, PK“Zc4t)
BRG] D 1022591 (Hiffl, HER2WME MBC, PK//7Z:4:tk)
5 AR BEVRHGI O J022992 (AFl + Pertuzumab, HER2FPE MBC, ‘“Z24:1,PK)
44 Bk T A
Hjﬁgﬁg O | B0O25499 (¥ijfl, HER2BHE MBC, PK/%24:H)
BEIRH O | TDM4258g (¥, HER2BH4: MBC, A%hiE 2 4tk)
WETEHE5 O| TDM4374g (Hifl, HER2WHME MBC, A2k 2 4xtk)
FSiE ] | TDM4450g/B0O21976 (AH| vs trastuzumab + docetaxel, HER2B'E MBC, 74htk %
D
BETEHE] O | TDM4688g (A + pertuzumab, HER2W1E MBC, “Z24x1E)
BEIRE G O J022997 (Hifl, HER2[HPE MBC, A7%hi%)
A ARHE L .| TDM4373g/ B0O22495 &5 /LU (AH| + pertuzumab, HER2EiE MBC, %4k PK
BRI |
R BRD
& ) O| TDM4529g/B025430 (Hifl, HER2W;E MBC, Z4:t)
BEVRD o TDM4652g 45 I/l #1 (AF| + paclitaxel = Pertuzumab, HER2[5PE MBC, %241k,
PK)

BHHOFBOTHBOYHRIX T 1 L4

Q o8ed



RERIEE 0| AR
ZIED

ARHE L | BP22572 S5 IbLAH (AH| + docetaxel + pertuzumab, HER2E5: MBC, Z24:bE/47%)

BRI e

BEVRHA o GDC4627g %5 Ib/I1 #1 (AH] + GDC-0941(PI3K BHEHA!), HER2B:ME MBC, 24/
PK)

;;;}:;g;f O | TDM4874g/B022857 (¥4, HER2B5M: EBC, “Z4:ff)

BETEHEA o TDM4370g / BO21977 (AF vs capecitabine + lapatinib, HER2Fj: MBC, btk %
E=kD)

AR ESEYA ol o TDM4788g / BO22589 (A7 + pertuzumab vs trastuzumab + taxane, HER25#%: MBC,

Ak A

BEIRH O | O B027952 5 WL AH(AHAI vs taxane, HER2[HIE MGC, A2hE 2 41)

BHHOFBOTHBOYHRIX T 1 L4

6 °%ed
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1.

1.
1)

2)
3)

4)
5)

5.4 BREUERMN

HER2IGMEFLIEIZTEIT N RS PHRARTH D L SN T W2, Bt HER2¥E (R T AY X< 7,
FNRF=T) ORI VIBENENT ELTETW5S, b7 AW X< 7% HER2MEVEFLEIC
ST HEWERMEEZF L, 2L ORTET VAKX VENTZFHIME - ZRME2RENTED,
B G NRERR SRR & LT, RIS 9 DT - %A b2k Qs - FEELIE
(2 D IEER « HEZOIGRIE Ao Tnd, —F, hTAY A~ TEERIEDOBRE
TIL, IRXTF=T LN PFHREN EEREERED —D> & o TWnWaD, LrL, &
NUBA L ETRF =T HARED, FTRAYV R T EHRUF DT AF =T ot
FEEPICB N T HRAHEITE COMBIII~S T HARETH Y, F7-, W/ EFEHEOLE
FRRD LI TRV, L7eh > T, HER2BGMEFLEE T D IREAGRIE 0 L iTn 277, E#
BGNOITEIR E U CHIZ B RIEORBENPYIE SN TV 5 CHEERKBTH D,

PUREMEASIETH A T-DM1IE, F T AV X~ T HAKROHIEEESE2HTH 2 Loz,
N7 G EEEY Th 5 DMIZERMARF RICRET D2 LIk, ZeEifRLo
SHEMME R LT D E NSNS, FEOEE LR WHHERET 26T 5385 Th 5,

AENZ, EHOWHNE 1 FHRRIC CRAZRBENRE SN TWD Z L2, 4lEl, HER2
BVEEARS « BRI (2 XV U REHIL O T A X~ TREEH) X%l U-1AE 1 48
ERIREUER (TDM4370g #BR) 12 WT, FEERIETH DT Z B R OT RTF =7 HEE
L, PFS OA7e 57 OS IZ2WThH, MaltFiCAETHY, 2o, HRMICH K&
BEODHDHIEENRD LI, FIZ, QOL IZOWTh, HXUFZE U RNTG RF =7 HE R
EEH LA EREWENHERINLTWDS, o, ZeMIOoWTHEARMIZEHTHY, M
O, KFNOFEFEZIIFAREMAEENETH Y, BEAEOLFREICTERD bR HRERE
PED HGUI DN D, BERX T 4y MIEWEEZLNRD, MA T, ENIZBWT
HER2FG VLA « FERILE (EFHER NN T A X~ THEEK) x4 s L CEMmIN-
JO22997HBR DA LV, HARANZBWT OIS & RO AR LRGN 2 &
DRI NTN 5D,

723, 2013426 430 HEI/E, HHidD NCCN OFLEH A KT A " NTEB T, AFHiT HER2BE
DR « R T DFREL VA OF T R T AY X~v TIRFEROIA L L THELES
NTEY, EHFOHIALBREOARZIRITA o4 2B 0T, F TRV X< 7 #EH
NI 5% BT & 72 o 72 HER2BBMEDHERS - FERs LI 1Sk 3 2 iR HasIUR & L CTHESE S
LTW5,

PLEX Y, BiHIERET AT 5A%1%, HER2BMEEER - 3T ICH L TEMAR QOL @
WEE GOENT-ANEE B REZ AN CE 28OS WEEIETH D, Lo T,
HER2[G AL ISt DAEERIEIC R 0G5 EEZE 26D 2 Eovh,  THER2BGME FITANEE XX
HRILE ) 2 BICABOMEREARBHFE LT, £, EdoE B0, @ISHEEIERD T
HETHD, M T, BRREBRICTRE INZFHRIEKEDEESIRE L TORADOER EOF
FMED, BEFOBRBELY GEND LTSN Z 20D, BEEEL2HLETILOTH D,
HESE D, TESNDAFIOEE « 2RI U CERDEALER M B2 SRR 21T - T2 58,
(RSO ER EOFGRAMEITEmNEB X b, BEREICKYT D] L OMERELE TV,
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1.6 HEIZETA5ERAKREICETLIER
1.6.1 SNEIZHITHEZBHFIKR

7 RY A Z 5 EEH100 mg, [F160 mg (LK, AAl) OFMNEICI T 2 &R PRI 2 LT
(ZRLHT D,

201345 A RKBESC, ARANFHRI N ECTERBLZ IS L TW5AH, BINIZIBVW T F. Hoffmann-
La Roche, Ltd. (& XV, HER2FGMED FHTRGE 7 T HEST SUXEMEFLIE (S BT 2 IoE KGR H 3
D3RI 35T (European Medicines Agency : EMA) (2%} L“C-flilﬂ AT, BIESRA
HCh D, KEICEWTIE Genentech, Inc. (25 Y, HER2BMED FHIREEZ RPTHEST X ITinE
PEFLRE I BT 2 A RFIAGE R FE S K E R M ESEMS R (Food and Drug Administration : FDA)
zxtL 2012488 A ifTon, D CEEEE S B ICEE SR, 2013420 ITRR % HiE
L7z,

AR ORERLANERMCE L LT, KERMCEOTROMEEZ 1,621 L, KERRMC
EBOJF SR OARK|ORFEFEET — 4% 2 — b (Core Data Sheet) % 1.6.3 % V1.6.41Z1RIT 5,



b e 1.6 SMENC BT 2 APRILFE I3 % &8t Page 4

1.6.2 HARAGHRMAXZEDOHREE
AFNORFZZNERACE L LT, KEORMILE Q01355 ) OFMFME L LI T
2N

ABHE N TRV R TOREL LT, XXM TRV X T2ERKHOREE LTHERA LN &
%L FElk, LENE RRESEE

o JFEME  AFEERESNTEEIZENT, TARKUETC 2 G EERITHEENHE SN T
W5, ARAIOEGBEET R OGRS, MG FT7 A7 I —EBEEE U L EAEOH]
EXRATOZ L, MG N7 AT I —BEXITHRE VLV E AR L5511,
HEAKOREZHET 20, H5EE2TIETLH2 L, (22,5.1)

o DM AROFEITAEEEEEER (LVEF) O FIZORNL RN H D, X TOERE
T, AREIOE GG R O GBI PIC A SRR ORI 21T 9 Z &, EFIICEE /0 =5
REOIER TR LG EE, AAlokEL2TkT228, (22,5.2)

o AEIEEEME : AAI~OBREEIL, MR U RERBE I EE TSR H D, BHEIC
XL, ZIOOMERMEEGRRHEEONEEZHHT 2, (5.3,8.1,8.6)

1 s EFERE

KADCYLAMZHAIL LT, M7 AY X~ T7 T Z 5V OFMEE T2 O HRIEDORE
T2 H9 %5 HER2BGMEIRB IR BE ORIV SON S, LLFOWFNIIE Y1 5 B35 2%t
e RN

o IRBMEIRBICKT T DR IEZF 9 5 B

o T VoY NMEIEITH XK TR6 A UNICE BT E X7 LB

2 A=E-RE

2.1 H#HBEAERUVESERTDa2—)L

AFNIOHELEH BT 3.6 mgkg & L, MBETIARTERWEEORIANRBDOONDLE T, 3
B Z LT Q1 BYA 7)) SEHERGT 5, AFE 3.6 mghkg &2 S8 TRF LRI
&, AKBE p 7 XX T DCEEE LT, KL P TR T EARFDOLCEFE L TR L =
£,

AN B IR O L IR Z 5 AlREtE 2 BEAICE X, AWM ZEERSBET S [ [
HROEH EOEE] (5.9 B,

WA GRS : 90 737 TRl 2 & 595, &5 TR OWIEE 5% 90 /rli3EE 2852 L, BE,
I, IZEDOMOENIE ROSOAMEZFHET 2 [ [EELROMEH EodEE]  (5.5) ).
2 [ H LR 5 - gial o8 BRI RN R S LS E1E, AliE 30 0 TITo, &5H K
O 544 30 oyl RE 28I+ 5,

2.2 AEnZEE

JH W1 D P TR

FEESNH TG ZIEH IR LIE5E1E, REIOBREY A 7 VETHET, TEA205
M 52175, ZOGANE, 3EBORGEBEN RSN L DI, WERATF V2 — VA2
T 5, s, AiEORGRHZEFENSHERINZHEROEE TIT-oTH LU,

HEANITLED RUSHFE O G GAT, A E 2 RoE T 570, AiExHwd 5, EmegrdE
MNITEE D BUSHFEBR UI28561E, G52 1145 MEEROER EoEE] (55 2]

Mg b7 A7 =88, me Ve s iiE, ZESERERE, I/ IMOBAE, aEtE, KA
M= 2 —a XF—OEBICH T TIE, HI~SITRTHA RTA 00> T, G5k, HEZE
FUTE G IERMEIZ R DGR 5,
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x1 AEESREROHERBER
TR B P HE&Lr~ur
bR 4h 5 3.6 mg/kg
GRS 3 mg/kg
& 2.4 mg/kg
BINOREZ1T O 72O DFRMF HhH5A2HIET 5

WFFEE | TBEROEH FDEE)  (5.1) /]
MiERT A7 I F—BHEHOEMEN LS U L E VIES 23 A F N L8411,
AFIOHBEZBET DI ERHEEIND (F2 L3 EH) |

*2 M7 VA7 I —EBHEMBRE L EBEOHEERENA FTA v
Grade 2 Grade 3 Grade 4
(>25to< 5xULN) (>5to< 20xULN) (> 20 x ULN)
REETII TDR, K3 L, AST/ALT f#i2% Grade | $¢5-% 135,

U FIZEE L T D, HE
VAL EIBBE T CRE %
B9 2,

ALT 759= I AT73IF—F ; AST 7TANRTE U NTF AT I F—F; ULN [EHFE
BB

%3 BEUNEVIENRRBR LZBEOHBRERETA RFA4 v
Grade 2 Grade 3 Grade 4
(>1.5to <3 x ULN) (>3 t0<10 x ULN) (> 10 x ULN)
WHEL, eV ALEAMED | KEL, REYALE BN | BEEFIET S,

Grade 1L TFIZHEE L THD,
RUHELLTEE %
15,

Grade 1A TIZ[EIE L T,
HEL VAR T TG
BT 5,

Mg k7> A7 I F—FEA >3x ULN, 22O E U L E EA >2x ULN Th D BFITw LTI,

AFN DO E-Z k45,
AEEE AR (NRH) &

2

Wr s 7B ICx LT, AAlokE A2 T 5,
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LEEBIET L | [BERMEH LOIEE] (5.2) 2/F
x4 EEMERESRBBEORELTE A FI53A v
LVEF 40~ LVEF 40~

. 45%, MO X— 45%, M DOR—

mﬁ%%;ﬁma LVEF < 40% RSALUBED | ATLUDHD LVEF > 45%
BAOEN 10%LL | BAED 10%%K
E Tt

w5 &k J | (RERT 5, RIS 5, B 5 & kRl T | \E5EET
60 éC) éo

308 M BLN I
LVEF O {57 %
17 v, LVEF <
40% T & 11T B
HZzdik4 5,

3 AT
LVEF O {57 %
1TVy, LVEF O
— AT A U5
DD ED 10%
A E CHEL
TV,
Bk g

o

3 AN
LVEF O3 %
179,

CHF = 9 oItk 044 ; LVEF = /£ EERHR

M NEBADIE | TBEER MEALDOIER  (5.6) 2/

Grade 4 O M/ MIBAE  (I/MREL < 25,000/mm?) 2AFEL L 7= 83613,

RS (ES52M) .

MEDHEZITH Z &7

x5 I/ MERBAMESFEBR LI B ODRBEETA FT7A ~

Grade 3 Grade 4

PLT 25,000/mm° to < 50,000/mm’ PLT < 25,000/mm’

RE L, /¥ Grade 15LF (75,000/mm’
PLE) ICEE LTS, RUHAELNLTERS
ZHEBT 5,

REEL, M/REDS Grade 1L T (75,000/mm’
PLE) icEEL TG, HEL-ULEIERET
TG EFRET D,

PLT =IfiL/[Mi

HHZEME | [BEROEH EDOEE (5.4) £/

MMM A (ILD) SUTMilgZE & 2 S BE I L Tx, AFlokga2Hik4 5,

FMt =2 —aNF— [ [BEROEH LOEE) (5.7) S/

Grade 3 X I4D KM= 2 — o RF—ZFH L7 HBEZ A L TIL, Grade 2L FIZEIETH £ TA
ek S

2.3 HEDO-OHDERE
AN OG- 2B IET 5720, LTEARIEDO TV AR L, Rl - &5 L K9 LT 5340
F o7 2V X<=7 37 <, KADCYLA (ado-trastuzumab emtansine) CT& 5 Z & Z iR 5,

BEGH -

o ARFNOEHIL, L& 022 yum OFR YV =—F )L ALK (PES) ®A L TFA4 T 4 ¥ —%H
W, P RTEEHER G TIT 9, MEFIRAKR SR —7 2 (BEFFIRN) 51317070,

o ARAFIZMOEIRKMN EIREG LIV, i CHOKF LR TR LD LanZ &,

o EWEMERLO L —V YT =D DT, BE LEHEAIORELL ERE T 7 A
JZREER CUTIHRD) +562 &,

AR -
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o ARFNOVEIRK NEE OB HT- > TiE, BMEBIELEZRA WD Z &, ) 72 b kAR R
EERWSZ L,

o ATV TEHWT, 5mL OEHNHMEEKE KADCYLA 100 mg /34 7V (XX 8 mL @
ST E K %2 KADCYLA 160 mg /31 7/V) ([Zd->< D EEAL, $RE 20 mg/mL O
ET D, NATINEFHDIIRYIRY, BAERBRIRMIED, KELRNVZ &, RIRRE
BIEL, MR rOAB0FEEZHRT 5,

o RfRIKIE, WX ITOhTNCHAGREZEY, BICARXAMA 25 £, Ea~Eao
WK THD Z L MRS D, WIRENHICRZ DMk 2 G T, UTRE IIEALTND
BAIER LenZ &y,

o HUREIRERIA] 2 T IR E K TR L 72 BIE, T RT D 2 b, IR & E B I
L7eWGATE, 2~8°C (36~46" F) THIEMRATE L, 24 REFLINIZEH T 5, 24 FELL B#%
W U7 RIRIIBEIE T D, AFWIAFRF L 00 = &

o R OBIKNL, RFHEE ERVEEIGEAAITH D,

w -

Efe7pfe 58 (mg) ZROAH[ THE - HEl Q.DHZHE],

o  MEERAMRIE (20 mg/mL) DAY EEFET S,

o WEBOWMIKAE NATANLWEIL, EHH 0.9%ME/T MU 7 A%HE 250 mL 28 A5 725
TNy ZIWCEANT D, ZFX Pr—X 53%) BigldfEH L 2= L,

o JRIKMENLTZ 72K DT, ANy 7 B FRNCHRE SRR E IR 5,

o FHNL7-WRITEBIZERT S, EHITEHALAWEAIE, #FHT5ET 2~8°C (36~46°
F) OWEEN TROK 24 BFRFET 2 Z N TE 5, 08, Z ORAFREEIL, BRIKOIRRE
TORGFRRZ S £ 72\, AFYLBFRIFRITHE L 20 = L,

3 Flif - &F=
INA T IAZTE T A ST BAERLEHS] - 1 A 7 V&7 1, ado-trastuzumab emtansine % 100 mg
XIX 160 mg A9 5,

5 EERUVFERALDEE

51 &M

HIEGEIEDIME N7 AT 2 F—VIREO —@Mo BH %2 E R LT DR, AF O
KBTI TWD [ TRWER]L  (6.1) &), HEOEMMENFRRE & OPRE L 7o FFEMIE 2
KB 2 Bl aEte, EERIFIEREENSAFORBKRBR THES N TS, 7L, Zh
5 OIEBNZIE, DHEREOH DGR, FFErEER 243 2 03N R Sh TOIER 2 & £
NTWZRREMER ® 5,

AHNOFEBIEET R OB GRS, MG N T 27 I F—PEEOCE Y LE AMEOREZITH =
Lo IHEMED B RFR T A VAL C BIFR VA VAERERH T HEEE, B8R 1 o4 s
PRoh &tz THRRERER ) (14.1) R, MIE R T7 VA7 I —BHEE/ TR E Y L E AED
IR b= HAE, HEIDS U TCAROREEZBET 0, &52Fh1k9422 L] THIE
B (22) 2], MEFT7 AT IS —BEMN >3x ULN, 2O E UL E IR >2x
ULN ThDHEEICH L TUE, AFlokGEE2HIE+5 2L, &ERBRIOME N7 v AT 2 —
PHER > 2.5 x ULN, TR E UL EEDR > 1.5 x ULN TH D HBE 6T 5 AKF O iz
TIE, BEBfThbitTunian,

AAN ORI TIX, FERIZE > T, FEEERAEERZE (NRH) 249 255 53 e

NTWD (B GIEFIR8AHIH3H]) , ZaLo3p2fplix, 74 bk GABR1) CTRERIN~
JEBICTH -7 TRIER]  (6.1) &M, NRH 1%, JA#PHIC K SITFEE O/NUEAM SRS~ B
WAL R E T HENRIFRETH Y, FENFEENEPI R TOEAE 2 5 X i 2 9 rTREER & 5,
AR F MM A TO I, NRH OFERZWI 21T 5 Z LN TX 5, PINRETUHESE O g AR E R 23 7
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BILDN, FTUATIFT—BEPIEETHY, AFEEDIERDFED DR WEHL, AELE
IRETHD, NRH & 2SN BFICH LT, AFlokGEZFIETLHZ 8,

5.2 EEHETRE

AFN OG22 T2 BE L, EBEEREOIRIEY 27 BN 5, Aflz2 G I EEcEs
W, LVEF HD 40% ARG ~DIE THRME SN WD, T 7 LR GRER 1) BT E=
HERER 2D R BT, KADCYLA &RERET 1.8%, FXF =T+ X X5 T 33%Th
o7 TRWEHL (6.1) &/,

ARFNF 5-BAAERT M O 5-BRIGL X E IR (Bl : 3 A A Z &) LVEF O 247V, fi gk S uEf
OFPFANTH D Z & 2R T 5, HEBIMAHTD LVEF fE2Y 50%A0M T D BE I 5 AF| D
BEIZHOWTIL, B Thi TRy, AEOE=41 728\ T, LVEF a7 40%AH T
HoT=8A, Xit LVEF fE2S 40~45% CHH-R1DOME & il LT 10%LL LD 03538 bz
B, AFloKEZ L, £ 3 @ELINIC LVEF OFHMEi 21T 5, BRI LVEF a2 k&
LTV, XFHEZRLIETRRD 5N HGEE, AflokbzdiE3+252 8] THIE - HE)
(2.2) B, EEMED S >t A4 (CHE) OBEEZAT2H8E, BERLAEIRE 245
B, KROV6 A LIS DA 2E XAI AL EPOE &2 R HE LT BE L, R 1 OXR0 5 RIS
NTWa[ TEERER]  (14.1) 28],

5.3 HRRIREM

AENEEIFHICR G35 &, RRBEEZE T REEN S 5, AAOIEGE~OMHICE LT, @)

O+ 7 e R 2 3% 1 -3 BRI T CEB 59, ado-trastuzumab emtansine D5 - A4 5E
PERER © FEhE S Tnewy, Lo, MRZICHEWT, 4R IC KADCYLA OHLEMT TH D

N T AY X< 7 2B SN EREICEKRDOBBENRHREINTEY, ZbEFNIZIE, KR

D AT R0 & F 5 2 £ 9 JEBISe, HiAERETICESTEM b E £ 5, KADCYLA O
EEMERS T 5 DM 1X, TOEMAETENS, WREFEEA T &8 2T RN H 5,

IR O BFICAR 2 E T 556, IIARRBE G HICEBE DR L-HE81E, ARG RICE
WA T TN D D 2 L AREICHIAT S Z & TR AREMICB T A6/ (8.1) ],
AFNOBE %A 20010, HEROFEAMET 52 &, BEICKLTE, KA - fBIEEK

O RMERBZGIE R ZTERER S D Z L b, AFIEGH RO GBI E T 20BN H D 2

EEBHATDLZ L, T, HIRNBEDONDHAR, BONCERNEEEFIEET D L 2T 5,
IR D RBFICARN 2 G LIza, IIARBE G HRICEBEDER LS E1E, TOREREZES
73T Genentech Adverse Event Line (1-888-835-2555) [Z#ET 2 Z &, HIETICAFNCIEESIN
% ATREVED & 2% L MERE 2% L CTIE, MotHER Pregnancy Registry (1-800-690-6720) ~ %k %

Borz [ BEIT Y 7OV T) (17) 2],

5.4 s

Jililg 2 2 & e VE M PR (ILD) OJEGI S ARFI OFEAKABIZ B W TIRE SN TR Y, Mk
FRIE R BIENERIR IS E o T ER b — RO LT D, MliligZE DFEBLHIL0.8% (88445/H
761 LA SN TEY, Grade 3OFEFIBIFIHRE LTV D, Bl - SEIR & LTIE, IELIA #E,
MWk, JE57, MREARENEEND, OO FELOHIZIX, Infusion reaction DFLFIE & L T
RELTLbDObH D, 7ol GRERLD) (28T 2 ik ORIEERIT1.2% ThH o7 TEl
TER1 (6.1) &M,

ILD X ffifigide & 2 S N7 BE K LT, AfloRGE2HIET 52 &,

AT MR C O ER B OB OHEIC X D LR N EE A2 AT 2 831, Mmoo U X7 B EE
LDBEENND D,

5.5 JEAICHES RIG, BBUEK

HEACEE S Bt (IRR) KOV XUTIBBUED 72D b 7 AV X~ 7RG 03 0 1k &z BE Tk
HARFN OB G OWTIIMF N T O TN, 26 OBREITHT 5 AF O ITHELE S
PN
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AFNOEARRER CTIL, WAL, B2, FEEN, MERINEE, R+, W, XUESORE, HR7 & OsE
W (WFd1 SBLE) ZFEE T2 IRR OFBELRHE SN TND, 7 MMeal GUR 1)
28T 5 IRR OBELRIT 1.4% Tho72[ TREH)  (6.1) 2], KEDDOREFITIX, b
OIERIT B G- T % B2 S 1 B THKR L7z, HEO IRR DR LN HEIE, AAO#KS
s Z L, AfmE BT IRR NEH LIZSAIE, AAloRGZ2dik+5 2 L[k &)
(2.2) B, ¥ICHIEFR G, IRR OFBREZEEICE=F) L I/T5HZ L,

AR & BAICHEH LZERRBRICBWN T, EERT VX —/T T 7 4 7X%—k e 1 il
HEINTWD, ZTOXD RRIGSOIBHRICHO 2 EH M OB B ML, T<IEATEL L1
L TR Z &,

5.6 IMM/NRBAE

KB DOEERRBRIC BN T, M/ WsAE  CUTIL/ MY OFENRESHTWD (R E0E
1 884 B, 283 5, 9 % Grade 3 LA % 103 %)

ZIE DIEFI O KRS Grade 1 1% 2 DFEL (50,000/mm’ L _E~LLN A5i) T v, i/ ik
35 8 B FICHRIMEICE L%, BRkoOESFEH £ TIZ Grade0 X 1 (75,000/mm’ LA |)
~EEE Uz, RAIOBRRRBRIZIS T B M Mg E OB OVEAEE X, 7 V7 AEsR#E T
R E o Tz, AEIZED BT, RJ OGS %% T-#BRE 2B 2 EEOHIM A X kD%
BRI - 72,

F oA MMEERER GRBR 1) 1281 D i /IMIEAE DR 3B 1E, KADCYLA # 58T 31.2%,
NRF =T+ IR B EHGRET 33% Tho72[ TRIWEA]  (6.1) &), Grade3 UL LD/ Mi
WE DR B, KADCYLA #&58T 14.5%, FXF =T +H XX EUVEEHET 04%ThH
STy TOT NEBREICEB T D Grade3 LA B M/ MR E DI RT, KADCYLA #% 5T
451%, TN F =T+ IRV HAEUEERT13% TH o7,

ARFNOF GG K OB GRS, /MR OBREEITY Z & THIE-HE) (22) 28l &
BBARERTO M/ MREAS 100,000/mm’ il Td 5 BB D AFN OB G IZHOWTIE, BEBIT
BTV, Grade3 LLED /MDD (50,000/mm® Kii) 7235380 b 5A1E, /g
$7% Gradel (75,000/mm’® LA b) (CEMET % £ TIREET 5 2 L[ THE- A& 22) 2], f/h
BBE  (100,000/mm® i) % 2% BE R OPUREREZ 2 TV D BEICH LTI, AFH
B G PITEERE =XV T EITH 2 &,

5.7 #HEEsH

AFNDOEEHRRERIZCBN T, K= 2 —nr/3F— (FIZ Grade 1O =2 —nm/3F—) OFH
E STV D  (REIEFISS4HIH, Grade 3LL_EIX1461, §_XT® Grade TiX196%3)) , 7>
B2 IALERER GRERD) 1I0BIT 5 kM = 2 — 0 8 F — 0O H R, KADCYLA £ 58 T21.2%,
FGRF =T+ R A EHTI35% Tho 72 TRIEH]T  (6.1) M), Grade3Lh LKA
M=o —a "F—0FHBEE, KADCYLA EHGHEET22%, FXF=7+ X2 &ERT
02%Toh o7,

Grade 3 X T4D KM= = —a RF—ZFHL L2 BTk L TIL, Grade 2LL FIZEIE T 5 £ TR
A5, RO « MEZSECT HOOERNRT=4 ) 7 2RI TH 2 &
[ [FEERAREMERER)  (13.2) &M,

5.8 HER2 t&&&

KADCYLA LI L7 BEORFUCHT- > T, AAOFAMERHERI N TV DME—DBEE
MOFHH TH D, HER2 Z /N7 EOEEIFEL XX HER2 Ein FOHEEZ R T2 0ENH D
[ TS &R (), TERKRRER) (14.1) 28, 77 2k BB 1) <Tl3, HER2
1 (Dako Herceptest™4 FV 7z THC £ T 3+, (% Dako HER2 FISH PharmDx™% v k& v 72
FISH 1L THAMRLES 2.0 LA E) AR FEE %5 & Siv/z, FISH 15T HER2 B5tE, THC 5T
0 L I+ THoLHIEEFITONWTIL, REMWN T —Z Loz hoTe,

HER2 FEBURBLOFAMNIL, ERRORERED IR L AT 2 AR E A KT XE Th 5,
FR AN YN E STV, FBESHEREENEH S TWRY, BreiE ORIE FNENST
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LTV, HEEEZBRGET 2720 0MU A BNRREIN TV RN R EOBBIZIY, w#)
RRIEED R T 3 —< VAV SN TN e fEROE@EENE2 DL AREMEN S 5,

5.9 #H

AFNOFEARRER ClX, IEOUBHIZE D FUSHFRD LTS, b OISIEEICE 5142485
FMLANICZ K A biy, @, BETHY, FAMMOIEE, HiW, R, &R, MiRZRET
B 5, RANIOREHI 6T 2 BB 28 BRIEITHEN. STV, SRAR G-, SR o T iz
MEZDAREMELRH LD T, EAMAEEICE=2) 7 T5Z &,

6 EIER
DT ORWERIZOW T OFERIIMIEA SO Z &,
o JFEME [ [BEEROMEH FOEE)  (.1) /)
FEEERERE [ [BLER O LOEE)  (5.2) M)
IRRR R [ TEER O LR (5.3) /)
Wigte [ [EEEROMEN L0V EE)  (5.4) /]
HEANCBE U7 O, WBUER S [ B R O EorEE)  (5.5) 4]
M/ INIBE [ TEE R OME/ LD EE)  (5.6) M)
iR [ TEER O L0 EE ) (5.7) M

6.1 ERPR:ABRALIE

ARRBROSMETHRBR Z LICRE S B b mw), HIERAIOHKERRICH T 5RIERARERE,
L OFANOFFERRBRII T 2RIEMARBLR L EREERT 5 2 L 13T F, RERICKB T 3B
L TWRWAREED H 5,

FRARRRER TIE, AFNIHA L LT, ZhE TIZ 884 il HER2 MM sl B E A %4 & LT
TN T\, AFl 2GSz 884 BB T, b MiESNZEWER BEE 25%
PLE) &, W5, EL, e, m/SOBE, B8, R AT IF—B LA, ETho
7

6 R TRIERIL, 7o &bl GRBR 1) I8V TARKIZ # 5 /- HER2 RSl
BRFICROONTZbOTH D[ KRR (14.1) 28], #BRE L, REZRGHE LT T
=T H ARV EE RGO WTININCT X LEY DT b vz, REBRIGEHARE O Il
AFNEGRET 7.6 W H, TFF=THFKE5HT 55 BH, B HEHFHGHT 53 » HThHoTz,
Grade3 UL EOAFEFERZ BB UTIEFIEIL, AFAEEGHET 211 6] 43.1%) , FF=T7+I~
VHEUBGEET 289 Bl (59.2%) Tholo, AFOHBERITFFEI N THIE - A&
22, AEFZODITARIOEE N IE SIEGIERI 32 61 (6.5%) ThHol=dizxiL,
BEEDO-DIZTRF =T NIRRT Z L OBEERTIEINEARIL, FEh 41 4
(8.4%) & 51 # (10.5%) Thole, KAOEERILICEST-AFERD I L, HOLBEENS
Mo T=DFIM /P IEE T VAT I F—B ERTHHoT2, RAEBEGIEFHD HH, 80 #
(16.3%) DHEBEZ BT HIHEEFREZRI L, TROOFEFRO Y L, ROLMENED
o7 GEHER 1%L L) o, f/MOEAE, T AT IF—8ER, K= a2 —n 85—
Tholz, REWEIEGID S B, 116 ] (23.7%) BFEGEME2 BT EHLEE2 R0 L, 2
NOOEERLO YL, RLBENEN-T FBBLE 1%L ) O, FHEREUE, i/
DE, AIMEREAE, WY, RTUAT IF—F ER, BETHoT,

T o aMEER GRBR) OARFIBGREOHERE (n=490) (B L-RITEH Z&R6lTRT, £7z,
EARMEMAEY k) 2R71CRT, 707 MERBRORFFE 5 TR <R LN TZEIE
B OEE > 25%) 1%, B, Y7, fEsm, /s iE, 7 A7 I —8 R, R,
HWCTHolz, ROLMIEHEENFmI-T= (> 2%) NCI-CTCAE (F3fif) 125-3< Grade 384 LD
BIWERZ, M/ MRBAE, T 27 I —F B8R, i, &h Y v alfE, fEE=o2—n8
F—, EHTh-oT,
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K6 ¥ AR B 1) © KADCYLA 5B OHBRE IZHI L -BIER

KADCYLA # :7:3&:7 (1250 mg) +sz
BIfEA4 (MedDRA) (3.6 mg/kg) vEEY ig;ooo mg/m”)
HEMNRKDE n=490 488
FERBE (%) FHEE (%)
T _T D Grade Grade 3~4 T _RTD Grade 3~4
(%) (%) Grade (%) (%)
MR LY R REE
I BRI iE 6.7 2.0 9.0 4.3
21 14.3 4.1 10.5 2.5
M/ NI E 31.2 14.5 3.3 0.4
DR
Fe EERE R 1.8 0.2 3.3 0.4
ARfEE
PRSI0 33 0 2.5 0
AR Bz A 3.9 0 3.1 0
Tt 4.5 0 0.8 0
A% 3.9 0 2.3 0
B IGEE
HAEAR R 9.2 0 11.5 0.4
BIRDS 14.1 0.2 32.6 2.5
[ PN Rz f 16.7 0 4.9 0.2
W& m 18.6 0.8 17.6 1.6
M - 19.2 0.8 29.9 4.5
TR 24.1 1.6 79.7 20.7
A 26.5 0.4 11.1 0
AL 39.8 0.8 45.1 2.5
EHEERT
BB DIREER
AW V7 e 7.1 0 8.2 0.2
S 7.6 0 3.1 0
FEEN 18.6 0.2 8.4 0.4
I /) E 17.8 0.4 17.6 1.6
I 7 36.3 2.5 28.3 3.5
i AEE R EE
I A P R 0.4 ND 0 0
FA R TUHESE * 0.4 0.2 0 0
REREE
H i U | 22 | 0 | 0.8 | 0
BE, FEBLIV
LB B DHE
HEACHE D KOS | 1.4 | 0 | 0.2 | 0
RRYE R K OVFAE BE
PR kG | 9.4 | 0.6 | 3.9 | 0
ERRRE

M7 AHYEAT 74 | 4.7 | 0.4 | 3.7 | 0.4
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KADCYLA B ‘7/\?":7 (1250 mg) +277
BIfEfi% (MedDRA) (3.6 mg/kg) i ;;000 mg/m’)
SHEMNRKDE n=490 1488
HBBE (%) REEE (%)
T _TD Grade Grade 3~4 TRTD Grade 3~4
(%) (%) Grade (%) (%)
— BN
NZ AT =¥ LF 28.8 8.0 14.3 2.5
Rtk L 0%
fEE
& U 7 A fE 10.2 2.7 9.4 4.7
BRI URE
KRR E
5 AR 14.1 0.6 3.7 0
B 19.2 0.6 8.4 0
B A& IR 36.1 1.8 30.5 1.4
R R R E
B L 8.0 0 4.1 0.2
FFEIPED F 10.2 0.4 10.7 0.2
KRG = 2 —m T — 21.2 2.2 13.5 0.2
EY 28.2 0.8 14.5 0.8
ErEE
FHRAE 12.0 0.4 8.6 0.2
ek Es, HERI LY
MERRE =
il 2% 1.2 0 0 0
IS8, [R] 8 12.0 0.8 8.0 0.4
g i 18.2 0.2 13.1 0.2
B 22.5 0.2 8.4 0
BEE X O THARR
fEE
9 FEIE 5.5 0.2 9.2 0
S 11.6 0 27.5 1.8
M REE
TINES 5.1 \ 1.2 2.3 0.4

ik EVE AR T K & PR ST 1R CAEB 23

ND = KfifeE
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x®17 BAREERE (k)

KADCYLA % FRF=7 (1250 mg) +H XY
(3.6 mg/ke) Z ¥y (2000 mg/m?) B

£ Grade 3 Grade 4 4 Grade Grade 3 Grade 4
REHE B Grade % %% % % % %
AR 17 <1 0 57 2 0
AST HEn 98 7 <1 65 3 0
ALT #41 82 5 <1 54 3 0
/ISR D 83 14 3 21 <1 <1
~ET B E R 60 4 1 64 3 <1
b ERES R D 39 3 <1 38 6 2
71V 7 LD 33 3 0 31 6 <]

6.2 fmERM

DT R TOIEHR A EAERA L FRIC, AF L REMKSEBET 5 AR H 5,

6 DDA DOMERFE L 836 HITHBNT, AFNIKT 2 ATA (FUREIETLA) OWE I EEL
i CiTbhiz, AFIREH%, 5.3% (44/836) DIEFNZEBWT, 1 DLL LD G% MR S TH
KADCYLA FUER R &7z, ATA A HBREE IR EE O Mg+ 12 KADCYLA B FETET 5
&, Pl KADCYLA HUAOBRENG T o b miEEnH o5, LicRnoTHELNTET —# 1%, T
KADCYLA HiEDOE DR A EMEIC M L CWRWATREMEN 5, £7-, 1 KADCYLA Hifk
O HFNEMEDRHI H 174 TV RuY,

R MEICET 57 — 21T, SN HIREEORE L BREICRE KFET S, £72, HHHK
TEEZANTE LN FUEROREERIT, RIKOBIRITE, BRI, EAIZ X2 THOR
e, PR OERREROF R EOBEORFIZ L > TREBEZIT 5, Lien-T, KAk
THPRORHE L, oA 2RO RMFEEZ T2 Z L 1%, o % < FTEE
WRndH 5, £72, Hi KADCYLA HUADERKRMEZRITBRF A CTRATH 5,

1 EYMMEER

AFNOEY M BEAERIZ DD TOERZRFHIITOI TR, In vitro SRERIZEBWT, AKH D
MR FENER > Th D DMI X, FEIZ CYP3A4 (—# CYP3AS) IZL > TREFSND Z BN RSN
TW5b, #7172 CYP3A PRES (il : ¥ baF Yy —, A bTaFYy—, 77 ) z2a<xA,
TEYFFEL, L TN, X7 Ry, X7 4FENL, URFEL, BXFENL, TV
2awA Ty, RYary—u) EARFIORRER G, DMlmﬁ@E&Uﬂﬁ%ﬁﬁﬁék%
RO TEITHNETHDH, CYP3AL HEEHZ 2L, TIFEAEH SRR H
%@ﬁ#é:&o%ﬁQCWMA4m%ﬂ@@%ﬂﬁﬁaﬂ@w%ém,ﬂ%ﬁ@@,mmm4
FHEAIA A2 HIERT 5 F T GERFERIIOR 3 50 , RKFOREGZEWT 5 2 &2
IND, 7 CYP3A4 BHEAINGEHES SN TEBY, ABIOFRGEZIEM I 52 LR TE /A
WIEE, BWER OB ZEER BT 5,

8 HALGERAICETLHER

8.1 47
R 7 3V —D[ EEROHH EoFEE]  (5.3) &)
U 27 O

AR ilmic 5358, BEFEEEZEZTREERH 5, KA O WTIE, HRExtgs Lz,
WO+ 7k R &2 B 72 3R I S8 S v T gy, F 72, ado-trastuzumab emtansine O AE5H
- FEAEFIERER G Eh S TW iR, —, ARIOWEE S DO B, R T AV X<T L DML O
2 B, MR EET 5 L, RIEROREXISFHCESIEE T2 &ﬁ)ﬁﬁumﬂi%%bﬂfb\é
R OBEICARZ G T 585G, AIARAE G FITEE BER L2561, RAIDRRIZ
R RIFITAREMER S D Z LA BEICHNAT 5 2 &, BEICK LT, Zﬁﬁ'&ffﬂ}qﬁ'ﬁ@&()\?ﬁ“
TR 6 1 AN, BRV7RHT FiEEFERT 2 X 9 ERT 5,
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R O BFICAEN Z G LT-%6, UIARAE G I EBE DIER L 5E1, %@%%%L%
7> Genentech Adverse Event Line (1-888-835-2555) 2G4 5 Z &, HIEHICAFNCIEE

% AIREMEDS & D MR\ 2k LTI, MotHER Pregnancy Registry (1-800-690-6720) f\oﬂ%%%:

BosrZ L[ TBEIT Y 7o T) (17) BHE],

AT — X

TERZICHBWT, IERPIZ N T AV A~ 7 25 SN BFICFEKBED ORBEDREINTEY,
6V D BT B0 A B 2 £ D IERIC, FAERETICE ST ER b EEN D, 2D OREFIH
L, R AY X TR EME G XML & & ISR G S i 2B L 72 2K
DFLRNH D, —EOWRETIE, b TAY X~ TG IEEIC imhﬁﬁ%mbtfﬁ%ﬁié

NTWA, F77, FREBRGERICNIAY A TEIEEZBEH LI 24, FARBLOFRE
DIERFIDS 1 HlRE STV D,

W ERT — X

ado-trastuzumab emtansine DAFH « FAE MBI EM I LTV 72V, ASH O HIfE EE M 54y

% DML 1E, #U/NESEEALES 5, DM IFEMIC W TRERIZ /A L T S ﬂbfﬁﬁ
L, BEEEEZ T IE00, WEEROMEFEMELZ RTINS 5, ERP OV st
L,%5%7%77%%k%%ﬁ5m¢@(%ﬁ%%@%7ﬁﬂifﬁﬁbk%%?ﬂ,F?X
Y X 7 PRI R B 2 AT 5 2 E MRS S T, Z OBA ORI i R OREK I
25 N7 AV X T ORER, ThENRHRMEIC Té%72/xv7ﬁf@ﬁ3%&:%%
Tholehd, BETLIREF IR oo,

8.3 i%3lm

AFIRE S OFLH PICEERAICHEE SN D D ENIARATH 528, 1gG 1Lk b ORI H I HEE &
nNaZ ERmbENTND, BAFOYLEHWZEZRTIE, KRAIZ D% 25 mgke (FEKEAH
BOK 7)) ORECTRELZEZA, LTIV E (FHEMEFEEDOK 03%) O KT A
A= T7 R E N7z, Z<OFERN e FIHFICHEF SN D Z ENEBNTEY, AAIDFLIRIC
HERREAZISEZTHEERDH L7, BARIZE S TAFOREN EOREEE TH S
NEZELT, BILEeHILT 20, RFEGEZPIET202RETH L] EEROMH Eo
TRl (53) 2],

8.4 /R (a*al'féﬁﬁﬁ
INRBE DRI T 2 ARA D% M o O IR S Ty,

8.5 EEEICHITHER

Z o2 MR GRBR 1) 1238\ T KADCYLA HH5ERCT V& LIZHID S Sz 495 il TER
rﬁ%J(m1)ﬁﬁwxﬂ165m(n%)ﬁ6ﬁﬁuﬁ 11 %] 2%) 2875 U ETH-7-,
65 LA L oWERE (MTRREEGRE T n=138) IO\ T A D &, MEALEHM (PFS) K UV4E4
FHIR (0S) O Y — RiklE, £ Eh 1.06 (95% CI: 0.68, 1.66)% T 1.05 (95% CI : 0.58,
1.91) ThH-o7=,

RIEE S EhREMEAT 1L, 4FE#fid ado-trastuzumab emtansine DI ENREIZERIKANE TR D b 5 B E
ERIES 72N E RS THRRIKEERER ) (12.3) &,

8.6 MEYRFIAELZE

AR EAERPICR G35 L, IRIBICEELZEZ Tt ndbs, 1okl 72@0 T, iF
WO [EEE & FHEICOW T OE 2175 2 &, IR ATRE 22 oA 1ot LTI, A G-I &
OB T% 6 7 AMNE, ARl ik ERT X2 RrT252 L,

AR O BEFICARK 2B G LTc s, SUIARFIER 5 HIC BB DN ER L2561, %@%%%L%
2T Genentech Adverse Event Line (1-888-835-2555) (Z#&E 32 Z &, ARARHICARNZIREE S
% A[EMEDN & B M R Ik LTI, MotHER Pregnancy Registry (1-800-690-6720) /\@5%%75:
BborZ L[ TBRED TR 7o T) (17) ],
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8.7 BHEE[EERE

ARKN OB RER E B 235 & L BRRBRII I Thh T ey, KEIORER YN EMT, &
O Grade 3 UL FORIERH A OCHEZELOMAITHERNG, BE (7 vT7F=27Y7 7 A [Cler]
60~89 mL/min) XX (CLer 30~59 mL/min) OEHEREREE BB 1T 5 &R ITRE
ThobeEBE2DbND, Ik, HEEOBMEEREES (CLler 30 mL/min AKfH) (ZOWTIE, +4
T =P ELNTWRWeD, HEREIIHERE CX v TR (12.3) 28],

8.8 RTHEEEfEERE

bt MFI 7 v Y —2%HWE in vitro REROFEF 5, DM X CYP3A4/S IZ - TR LD &
E2 bbb, HHEREREE )Y ado-trastuzumab emtansine DIEMBNHEIZ KT T HBIZ OV TIE, Mt
DITHOI TR,

10 BEHRS

AR O A 56T D BEMOMEANT 2 BRI W TIE, AAIDSHELEH EORK205 D
HETClmERL SR, Grade 20D M/ MRIEAE (4H#ICHIE) 2B LER &, ETIC
o7 ER (1) PMEINTWD, FEC L7ZEBRE X, AFIEZ7R->T6 mgkg DHETIHE
B I, ZORBEMBRICETE L, ERLOAERHF & O R EBERITERD biienoT-,

11 K

KADCYLA (ado-trastuzumab emtansine) (& HER2 Z &) & 3 2 HAHEME AR (ADC) TH Y,

b MEHLHER2 IgGl TH D T AY X~ 71, MUNERERTHD DM1 (A A & 2o UFFEIK)
BN, BERFAT—T NI H—THD MMC 4-[N-~L A X RAF)L] 7 a~FHh-1-hL
ARETT—h) A LTCHAEREELI-EEEZRFFD, [lemtansine] X MCC-DM1 AR E T,
VU Coh D N7 A X< 71, WALEWMIE (v A =—XA L2 X —JEHE) [2Xk->T
PEAE SV, T ITRRED T S e B 2T ) e —F A HiRTH D, —TF, KRG
TdH5H DM1E MCC 1, LAz X - TAFES LTV D, ado-trastuzumab emtansine (Z1E, T
B 7- 0 FH43.545FD DM1 & &1, ado-trastuzumab emtansine Db A 2 LL FIZ/RT,

S

MCC linker

n
— Where n ~ 3.5
DM1/Mab
EE AN THENMEL, DML & MMC ODEEEOZ LA X Ui ER T, n (FT7 AV X
~7 (Mab) 153 F&H7-0 D DML 5 F0¥) X T35 Th 5,

KADCYLA (ado-trastuzumab emtansine) (X, /N1 7/VZHRTA SN, MERF, HA~EEGDOD,

BHIE A 2 5 F 72 WS HL R Ch D, 1 A T V7210, ado-trastuzumab emtansine % 100 mg

IX 160 mg Z AT 5, FIEMRRIL, ado-trastuzumab emtansine (20 mg/mL) , AU Y /LxX— | 20
0.02% (wiv)) , anZfg> YV oa (10 mM) , RO (6% (w/v) Z&ie, pH 5.0, #E
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1.026 g/mL DIEWE & 725, #FH 72K (ado-trastuzumab emtansine 20 mg/mL % & 4) 1%, AR
LTh b iR 53 2,

12 ERPRERE

12.1 {ERA#F

ado-trastuzumab emtansine (&£, HER2 # £y & T D HLAEME SR TH 5, ki, Bt HER2 & b
b 1gGl A TH 2 b T AV X~ 7, (K5 -#ildE DML 1%, F=2—7 U UFHEAITH S, HER2
ZRROY T RAA 2 IV ITHEE L7z ado-trastuzumab emtansine 1%, 52K % I L CHIFENIZER
DA, VYV =AML D0REZT, MIENT DM1 &4 fMiasErE Ry 2 585 %, DMI
DF2a—T7V NIRRT DL, MRNOBU/NE Ry T — 27 5 S, AfE S 1R LT R
b= ZAHBRFENFHFE SN D, S BT, invitro RERTIE, HER2 Z BB 2 & MILEMRIC
BT, ado-trastuzumab emtansine b ~ 7 A X< 7 L FEEEIZ, HER2 S H/IES 7T IVniELLE
L, PURMEIEERREEN I E %2 726 L, HER2 MM A A Ol (=5 1> 2)
BIHETDHZERRINTND,

12.3  EYEhsE

ado-trastuzumab emtansine =2 Y =47 — ~ (ADC) OFPBhEEIZ DWW T, £ 1 R &, s
BEERRE L SRBROIET — & 2 A= BHEM M BN RE AT I B W CRHMBA T, K
BIORERERSE 7 0 7 7 A MiE, FRI U SX—=FA U IDLO—RIEREFEIFRIE 2 23— K A
> METILVCHYNCHA SN S, ADC & L COHEYEREIZMZ, B hT7AY X~7 (DMI &
R EFEREBIR) Y DM1 OEYENEEIZ OV TH R T, AREIOEYBREDOE A LI T
IR,

o

ADC & DM1 O HFRE (Cha) 1E, THETIEIZBIZE SN, #ABR 1 T, 1701
BT 2AKFG% D ADC & DM1 @ Chpa O F-H4fE (SD) 1%, £ Z1L 83.4 (16.5) ug/mL &
4.61 (1.61) ng/mL T > 7=,

In vitro B TIZ, DM1 Ot MHEZ 7 B ~DFHFEARIL 93% Th 7=, £7= in vitro 3k
BRCIX, DMI1 3 P-fEX > /37 (P-gp) DIETH D Z EBHERINT,

FHEM SR BN REMATIC BV T, ADC O P RSMAEMIL 313 L Th o7,

A7 A

In vitro FEBRICEBWT, KFID/NNGFisr Tih D DML 1%, CYP3A4/S IZL»TREEShs Zen
IRSNTWD, DML I, in vitro IZFBWT, EE7ZR CYP450 BER 2 THEIIFHE LR o7, b
~E T, ado-trastuzumab emtansine DU T&H 5 MCC-DMI1, Lys-MCC-DM1 } UF DM1
DMK E TRt S 7z,

HEH

RHEM SR ENREMATIC BT, AH & SR ER S LA D ADC D7 V7 7 A3 0.68 L/H,
I (1) 1359 4 HTh o7, AAlZ 3 BT LI IR LSRHEEEREG LEZSEAL, &
TR N2 ho T,

FHEM Y BN BEMEAT (n=671) TIX, fKHE, RECIST J:UE|ZHES < EAEAL DR D &5, HER2
WSk R A1~ (ECD) ¥, AST i, 7AT7 IV, TRV RS TDR—ZF A L JEEN,
ado-trastuzumab emtansine O 27 U 7 7 L AZBET A HEERILEEL L THFESNT, L,
T OIIEEDY ado-trastuzumab emtansine DEEFREICMITTHEDO KE I M LT, KE
PIS D HZE B IARF OB REICIHRERDOH DB L RIFSRVWEEZ LN, LTER-> T,
HREICESHE 3.6 mgkg, 3T L) %, MOLERICONWTHIEETICEATLZ 0%
YThdEBEILND,

B tlEZ o

HAEEE (CL. 30~59 mL/min, n=53) XIIEFE (CL, 60~89 mL/min, n=254) OB HEHEREE B
EETe 668 4 DEE EXIRE U RHERRMEIREMT OFE R0, ADC OREWENREX, EFE
BEREFEST (CLy 90 mL/min ULk, n=361) &Lb#z L T, #EEED G 2 O BFHEREREE ORI &



B RYA F 1.6 SMEICIS 1T 2 BRI S B % Rk Page 17

S THEEZT RV ERRENTZ, HEOBKERERES (CLy 30 mL/min Kiij) OF —#
i, 1BIOBPLELNTW D[ RERRERICB T 56EM]  (8.7) ZH],

Efy, NBOEE

RHE S BN REMRNT DFEFR D, Flin (65 A [n=577] ; 65~75 1% [n=78] ; 75 Wt [n=16])
LOANH (727 5% [0=73], 77 RLS [n=598]) (%, ado-trastuzumab emtansine O ¥E4)H)HE
ICHRRIER D& 2 BEEZRITS LB LN,

12.6 DBESEERE

HER2 [GHEAB MR EE 51 flaxdse Lot —7 v 7~V E—BERBRICB VT, KHIOKE
#h (3.6 mgkg, 3T L) A QTe MIMRICKIZTIREP M S iz, TORER, FH QT MIFFEIC
KZ72Z8) (>20ms) I LBD Lo T,

13 JEERRFBIEER

13.1 DARY, ZERMY, ZREEES

ado-trastuzumab emtansine @ 73 A JEMEGRRER 1T 320 S LTV 2R UY,

7 v b EMAWZ in vivo BIER 5 X 5 EH/MEGRBRIZIS VT, DML 1L, KADCYLA bt MI&
b L7256 DMl OFE R RIFIRE & REOMFREICIW T, BEMEFREME TG AR
WA E R Lz, —J, MiEE T in vitro HIRZ5RZE R (Ames) B TIX, DMI 3£ R
R E R E o T,

)i AT mERBROFE RIS &, RAIDNE NOZIRRRICHEEL RIZThb LRy, 7
v N %& M\ 7z ado-trastuzumab emtansine O Hi[a|$: 53 MERER I, EEZLHEHE (60 mgkg ;
AUC (ZHED < FRIRIEEE & OKI465) 1T WT, FEENO HIm 2 0 5 KA o Z8 Ml ONT R BB &
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DHNTZR, SR OVERAEIIT O OEREO LD, ZROOFADERIIAHTH
Do

13.2 #MIIHEITH5EMRY/RIFEEHAR
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HIGHLIGHTS OF PRESCRIBING INFORMATION

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

KADCYLA™ (ado-trastuzumab emtansine) for injection, for intravenous
use
Initial U.S. Approval: 2013

WARNING: HEPATOTOXICITY, CARDIAC TOXICITY,
EMBRYO-FETAL TOXICITY

See full prescribing information for complete boxed warning

. Do not substitute KADCYLA for or with trastuzumab.
2.1)

. Hepatotoxicity, liver failure and death have occurred in
KADCYLA-treated patients. Monitor hepatic function
prior to initiation and prior to each dose. Institute dose
modifications or permanently discontinue as appropriate.
2.2,5.1)

e  KADCYLA may lead to reductions in left ventricular
ejection fraction (LVEF). Assess LVEF prior to
initiation. Monitor and withhold dosing or discontinue as
appropriate. (2.2, 5.2)

. Can cause fetal harm. Advise women of potential risk to
the fetus. (5.3. 8.1. 8.6)

———— RECENT MAJOR CHANGES——m————
Dosage and Administration (2.3) 05/2013

INDICATIONS AND USAGE

KADCYLA is a HER2-targeted antibody and microtubule inhibitor conjugate
indicated, as a single agent, for the treatment of patients with HER2-positive,
metastatic breast cancer who previously received trastuzumab and a taxane,
separately or in combination. Patients should have either:

. Received prior therapy for metastatic disease, or

. Developed disease recurrence during or within six months of

completing adjuvant therapy. (1)

DOSAGE AND ADMINISTRATION—"m———

e Forintravenous infusion only. Do not administer as an intravenous push
or bolus. Do not use Dextrose (5%) solution. (2.3)

. The recommended dose of KADCYLA is 3.6 mg/kg given as an
intravenous infusion every 3 weeks (21-day cycle) until disease
progression or unacceptable toxicity. Do not administer KADCYLA at
doses greater than 3.6 mg/kg. Do not substitute KADCYLA for or with
trastuzumab. (2.1)

. Management of adverse events (infusion-related reactions,
hepatotoxicity, left ventricular cardiac dysfunction, thrombocytopenia,
pulmonary toxicity or peripheral neuropathy) may require temporary
interruption, dose reduction, or treatment discontinuation of
KADCYLA. (2.2)

DOSAGE FORMS AND STRENGTHS——M——
Lyophilized powder in single-use vials containing 100 mg per vial or 160 mg
per vial. (3)

CONTRAINDICATIONS

None. (4)

‘WARNINGS AND PRECAUTIONS——

e Pulmonary Toxicity: Permanently discontinue KADCYLA in patients
diagnosed with interstitial lung disease or pneumonitis. (2.2, 5.4)

. Infusion-Related Reactions, Hypersensitivity Reactions: Monitor for
signs and symptoms during and after infusion. If significant infusion-
related reactions or hypersensitivity reactions occur, slow or interrupt
the infusion and administer appropriate medical therapies. Permanently
discontinue KADCYLA for life threatening infusion-related reaction.
(2.1,2.2,5.5)

. Thrombocytopenia: Monitor platelet counts prior to each KADCYLA
dose. Institute dose modifications as appropriate. (2.2, 5.6)

. Neurotoxicity: Monitor for signs or symptoms. Withhold dosing
temporarily for patients experiencing Grade 3 or 4 peripheral
neuropathy. (2.2, 5.7, 13.2)

. HER?2 Testing: Perform using FDA-approved tests by laboratories with
demonstrated proficiency. (5.8)

ADVERSE REACTIONS—M————
The most common adverse drug reactions (frequency > 25%) with
KADCYLA (n=884 treated patients) were fatigue, nausea, musculoskeletal
pain, thrombocytopenia, headache, increased transaminases, and constipation.

6.1)

To report SUSPECTED ADVERSE REACTIONS, contact Genentech at
1-888-835-2555 or FDA at 1-800-FDA-1088 or www.fda.gov/medwatch.

USE IN SPECIFIC POPULATIONS—"m————

e Nursing Mothers: Discontinue nursing or discontinue KADCYLA taking
into consideration the importance of the drug to the mother. (8.3)

. Females of Reproductive Potential: Counsel females on pregnancy
prevention and planning. Encourage patient participation in the
MotHER Pregnancy Registry by contacting 1-800-690-6720). (5.3, 8.1,
8.6)

See 17 for PATIENT COUNSELING INFORMATION.
Revised: 05/2013
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FULL PRESCRIBING INFORMATION

Do Not Substitute KADCYLA for or with Trastuzumab

WARNING: HEPATOTOXICITY, CARDIAC TOXICITY, EMBRYO-FETAL
TOXICITY

e Hepatotoxicity: Serious hepatotoxicity has been reported, including liver failure and
death in patients treated with KADCYLA. Monitor serum transaminases and bilirubin
prior to initiation of KADCYLA treatment and prior to each KADCYLA dose.
Reduce dose or discontinue KADCYLA as appropriate in cases of increased serum
transaminases or total bilirubin. (2.2, 5.1)

e Cardiac Toxicity: KADCYLA administration may lead to reductions in left
ventricular ejection fraction (LVEF). Evaluate left ventricular function in all patients
prior to and during treatment with KADCYLA. Withhold treatment for clinically
significant decrease in left ventricular function. (2.2, 5.2)

e Embryo-Fetal Toxicity: Exposure to KADCYLA can result in embryo-fetal death or
birth defects. Advise patients of these risks and the need for effective contraception.
(5.3,8.1, 8.6)

1 INDICATIONS AND USAGE

KADCYLA™, as a single agent, is indicated for the treatment of patients with HER2-positive,
metastatic breast cancer who previously received trastuzumab and a taxane, separately or in
combination. Patients should have either:

e Received prior therapy for metastatic disease, or

e Developed disease recurrence during or within six months of completing adjuvant
therapy.

2 DOSAGE AND ADMINISTRATION
2.1 Recommended Doses and Schedules

The recommended dose of KADCYLA is 3.6 mg/kg given as an intravenous infusion
every 3 weeks (21-day cycle) until disease progression or unacceptable toxicity. Do not
administer KADCYLA at doses greater than 3.6 mg/kg. Do not substitute KADCYLA for or with
trastuzumab.

Closely monitor the infusion site for possible subcutaneous infiltration during drug
administration [see Warnings and Precautions (5.9)].

First infusion: Administer infusion over 90 minutes. Patients should be observed during the
infusion and for at least 90 minutes following the initial dose for fever, chills, or other infusion-
related reactions [see Warnings and Precautions (5.5)].

Subsequent infusions: Administer over 30 minutes if prior infusions were well tolerated.
Patients should be observed during the infusion and for at least 30 minutes after infusion.

2.2 Dose Modifications
KADCYLA dose should not be re-escalated after a dose reduction is made.

If a planned dose is delayed or missed, it should be administered as soon as possible; do not wait
until the next planned cycle. The schedule of administration should be adjusted to maintain a 3-
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week interval between doses. The infusion may be administered at the dose and rate the patient
tolerated in the most recent infusion.

The infusion rate of KADCYLA should be slowed or interrupted if the patient develops an
infusion-related reaction. Permanently discontinue KADCYLA for life-threatening infusion-
related reactions [see Warnings and Precautions (5.5)].

Management of increased serum transaminases, hyperbilirubinemia, left ventricular dysfunction,
thrombocytopenia, pulmonary toxicity or peripheral neuropathy may require temporary
interruption, dose reduction or treatment discontinuation of KADCYLA as per guidelines
provided in Tables 1 to 5.

Table1 Recommended Dose Reduction Schedule for Adverse Events

Dose Reduction Schedule Dose Level
Starting dose 3.6 mg/kg
First dose reduction 3 mg/kg
Second dose reduction 2.4 mg/kg
Requirement for further dose reduction Discontinue treatment

Hepatotoxicity [see Warnings and Precautions (5.1)]

A reduction in the dose of KADCYLA is recommended in the case of hepatotoxicity exhibited as
increases in serum transaminases and/or hyperbilirubinemia (see Tables 2 and 3).

Table 2 Dose Modification Guidelines for Increased Serum Transaminases (AST/ALT)

Grade 2 Grade 3 Grade 4
(>2.5to< 5x ULN) (>5to< 20 x ULN) (> 20 x ULN)
Treat at same dose level. Do not administer Permanently discontinue

KADCYLA until AST/ALT | KADCYLA.
recovers to Grade <2, and
then reduce one dose level.
ALT = alanine transaminase; AST = aspartate transaminase; ULN = upper limit of normal.

Table3 Dose Modification Guidelines for Hyperbilirubinemia

Grade 2 Grade 3 Grade 4
(> 1.5to <3 x ULN) (>3 to <10 x ULN) (> 10 x ULN)
Do not administer Do not administer Permanently discontinue
KADCYLA until total KADCYLA until total KADCYLA.
bilirubin recovers to bilirubin recovers to
Grade < 1, and then treat at Grade < 1, and then reduce
same dose level. one dose level.

Permanently discontinue KADCYLA treatment in patients with serum transaminases > 3 x ULN
and concomitant total bilirubin > 2 x ULN.

Permanently discontinue KADCYLA in patients diagnosed with nodular regenerative
hyperplasia (NRH).
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Left Ventricular Dysfunction [see Warnings and Precautions (5.2)]
Table4 Dose Modifications for Left Ventricular Dysfunction
LVEF 40% to LVEF 40% to
Symptomatic <45% an.d <45% an.d
CHF LVEF <40% decrease is decrease is LVEF > 45%
=>10% points <10% points
from baseline from baseline
Discontinue Do not Do not Continue Continue
KADCYLA administer administer treatment with treatment with
KADCYLA. KADCYLA. KADCYLA. KADCYLA.
Repeat LVEF Repeat LVEF Repeat LVEF
assessment assessment assessment
within 3 weeks. | within 3 weeks. | within 3 weeks.
If LVEF <40% | If the LVEF has
is confirmed, not recovered to
discontinue within 10%
KADCYLA. points from
baseline,
discontinue
KADCYLA.

CHF = Congestive Heart Failure; LVEF = Left Ventricular Ejection Fraction

Thrombocytopenia [see Warnings and Precautions (5.6)]

A reduction in dose is recommended in the case of Grade

(platelets < 25,000/mm?) (see Table 5).

4 thrombocytopenia

Table 5 Dose Modification Guidelines for Thrombocytopenia

Grade 3 Grade 4

PLT 25,000/mm’ to < 50,000/mm’ PLT < 25,000/mm’

Do not administer KADCYLA until platelet
count recovers to < Grade 1 (> 75,000/mm?>),
and then treat at same dose level.

Do not administer KADCYLA until platelet
count recovers to < Grade 1 (> 75,000/mm?>),
and then reduce one dose level.

PLT = Platelets

Pulmonary Toxicity [see Warnings and Precautions (5.4)]

KADCYLA should be permanently discontinued in patients diagnosed with interstitial lung
disease (ILD) or pneumonitis.

Peripheral Neuropathy [see Warnings and Precautions (5.7)]

KADCYLA should be temporarily discontinued in patients experiencing Grade 3 or 4 peripheral
neuropathy until resolution to < Grade 2.
2.3 Preparation for Administration

In order to prevent medication errors it is important to check the vial labels to ensure that the
drug being prepared and administered is KADCYLA (ado-trastuzumab emtansine) and not
trastuzumab.
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Administration:

e Administer KADCYLA as an intravenous infusion only with a 0.22 micron in-line
polyethersulfone (PES) filter. Do not administer as an intravenous push or bolus.

e Do not mix KADCYLA, or administer as an infusion, with other medicinal products.

e In order to improve traceability of biological medicinal products, the tradename of the
administered product should be clearly recorded (or stated) in the patient file.

Reconstitution:

e Use aseptic technique for reconstitution and preparation of dosing solution. Appropriate
procedures for the preparation of chemotherapeutic drugs should be used.

e Using a sterile syringe, slowly inject 5 mL of Sterile Water for Injection into the 100 mg
KADCYLA vial, or 8 mL of Sterile Water for Injection into the 160 mg KADCYLA vial to
yield a solution containing 20 mg/mL. Swirl the vial gently until completely dissolved. Do
not shake. Inspect the reconstituted solution for particulates and discoloration.

e The reconstituted solution should be clear to slightly opalescent and free of visible
particulates. The color of the reconstituted solution should be colorless to pale brown. Do
not use if the reconstituted solution contains visible particulates or is cloudy or discolored.

e The reconstituted lyophilized vials should be used immediately following reconstitution with
Sterile Water for Injection. If not used immediately, the reconstituted KADCYLA vials can
be stored for up to 24 hours in a refrigerator at 2°C to 8°C (36°F to 46°F); discard unused
KADCYLA after 24 hours. Do not freeze.

e The reconstituted product contains no preservative and is intended for single-use only.
Dilution:

Determine the correct dose (mg) of KADCYLA [see Dosage and Administration (2.1)].

e Calculate the volume of the 20 mg/mL reconstituted KADCYLA solution needed.

e Withdraw this amount from the vial and add it to an infusion bag containing 250 mL of 0.9%
Sodium Chloride Injection. Do not use Dextrose (5%) solution.

e Gently invert the bag to mix the solution in order to avoid foaming.

e The diluted KADCYLA infusion solution should be used immediately. If not used
immediately, the solution may be stored in a refrigerator at 2°C to 8°C (36°F to 46°F) for up
to 24 hours prior to use. This storage time is additional to the time allowed for the
reconstituted vials. Do not freeze or shake.

3 DOSAGE FORMS AND STRENGTHS

Lyophilized powder in single-use vials: 100 mg per vial or 160 mg per vial of ado-trastuzumab

emtansine.

4 CONTRAINDICATIONS

None.

5 WARNINGS AND PRECAUTIONS
5.1 Hepatotoxicity

Hepatotoxicity, predominantly in the form of asymptomatic, transient increases in the
concentrations of serum transaminases, has been observed in clinical trials with KADCYLA [see
Adverse Reactions (6.1)]. Serious hepatobiliary disorders, including at least two fatal cases of
severe drug-induced liver injury and associated hepatic encephalopathy, have been reported in
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clinical trials with KADCYLA. Some of the observed cases may have been confounded by
comorbidities and/or concomitant medications with known hepatotoxic potential.

Monitor serum transaminases and bilirubin prior to initiation of KADCYLA treatment and prior
to each KADCYLA dose. Patients with known active hepatitis B virus or hepatitis C virus were
excluded from Study 1 [see Clinical Studies (14.1)]. Reduce the dose or discontinue
KADCYLA as appropriate in cases of increased serum transaminases and/or total bilirubin /see
Dosage and Administration (2.2)]. Permanently discontinue KADCYLA treatment in patients
with serum transaminases > 3 x ULN and concomitant total bilirubin > 2 x ULN. KADCYLA
has not been studied in patients with serum transaminases > 2.5 x ULN or bilirubin > 1.5 x ULN
prior to the initiation of treatment.

In clinical trials of KADCYLA, cases of nodular regenerative hyperplasia (NRH) of the liver
have been identified from liver biopsies (3 cases out of 884 treated patients). Two of these three
cases of NRH were observed in the randomized trial (Study 1) [see Adverse Reactions (6.1)].
NRH is a rare liver condition characterized by widespread benign transformation of hepatic
parenchyma into small regenerative nodules; NRH may lead to non-cirrhotic portal hypertension.
The diagnosis of NRH can be confirmed only by histopathology. NRH should be considered in
all patients with clinical symptoms of portal hypertension but with normal transaminases and no
manifestations of cirrhosis. Upon diagnosis of NRH, KADCYLA treatment must be
permanently discontinued.

5.2 Left Ventricular Dysfunction

Patients treated with KADCYLA are at increased risk of developing left ventricular dysfunction.
A decrease of LVEF to < 40% has been observed in patients treated with KADCYLA. In the
randomized trial (Study 1), left ventricular dysfunction occurred in 1.8% of patients in the
KADCYLA-treated group and 3.3% of patients in the lapatinib plus capecitabine-treated group
[see Adverse Reactions (6.1)].

Assess LVEF prior to initiation of KADCYLA and at regular intervals (e.g. every three months)
during treatment to ensure the LVEF is within the institution’s normal limits. Treatment with
KADCYLA has not been studied in patients with LVEF < 50% prior to initiation of treatment.
If, at routine monitoring, LVEF is < 40%, or is 40% to 45% with a 10% or greater absolute
decrease below the pretreatment value, withhold KADCYLA and repeat LVEF assessment
within approximately 3 weeks. Permanently discontinue KADCYLA if the LVEF has not
improved or has declined further [see Dosage and Administration (2.2)]. Patients with a history
of symptomatic congestive heart failure (CHF), serious cardiac arrhythmia, or history of
myocardial infarction or unstable angina within 6 months were excluded from Study 1 [see
Clinical Studies (14.1)].

5.3 Embryo-Fetal Toxicity

KADCYLA can cause fetal harm when administered to a pregnant woman. There are no
adequate and well-controlled studies of KADCYLA in pregnant women and no reproductive and
developmental toxicology studies have been conducted with ado-trastuzumab emtansine.
Nevertheless, treatment with trastuzumab, the antibody component of KADCYLA, during
pregnancy in the postmarketing setting has resulted in oligohydramnios, some associated with
fatal pulmonary hypoplasia, skeletal abnormalities and neonatal death. DMI, the cytotoxic
component of KADCYLA, can be expected to cause embryo-fetal toxicity based on its
mechanism of action.

If KADCYLA is used during pregnancy, or if the patient becomes pregnant while receiving
KADCYLA, apprise the patient of the potential hazard to the fetus [see Use in Specific
Populations (8.1)].
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Verify pregnancy status prior to the initiation of KADCYLA. Advise patients of the risks of
embryo-fetal death and birth defects and the need for contraception during and after treatment.
Advise patients to contact their healthcare provider immediately if they suspect they may be
pregnant. If KADCYLA is administered during pregnancy or if a patient becomes pregnant
while receiving KADCYLA, immediately report exposure to the Genentech Adverse Event Line
at 1-888-835-2555. Encourage women who may be exposed during pregnancy to enroll in the
MotHER Pregnancy Registry by contacting 1-800-690-6720 [see Patient Counseling
Information (17)].

5.4 Pulmonary Toxicity

Cases of interstitial lung disease (ILD), including pneumonitis, some leading to acute respiratory
distress syndrome or fatal outcome have been reported in clinical trials with KADCYLA.
Pneumonitis at an incidence of 0.8% (7 out of 884 treated patients) has been reported, with one
case of grade 3 pneumonitis. Signs and symptoms include dyspnea, cough, fatigue, and
pulmonary infiltrates. These events may or may not occur as sequelae of infusion reactions. In
the randomized trial (Study 1), the overall frequency of pneumonitis was 1.2% [see Adverse
Reactions (6.1)].

Permanently discontinue treatment with KADCYLA in patients diagnosed with ILD or
pneumonitis.

Patients with dyspnea at rest due to complications of advanced malignancy and co-morbidities
may be at increased risk of pulmonary toxicity.

5.5 Infusion-Related Reactions, Hypersensitivity Reactions

Treatment with KADCYLA has not been studied in patients who had trastuzumab permanently
discontinued due to infusion-related reactions (IRR) and/or hypersensitivity; treatment with
KADCYLA is not recommended for these patients.

Infusion-related reactions, characterized by one or more of the following symptoms — flushing,
chills, pyrexia, dyspnea, hypotension, wheezing, bronchospasm, and tachycardia have been
reported in clinical trials of KADCYLA. In the randomized trial (Study 1), the overall frequency
of IRRs in patients treated with KADCYLA was 1.4% [see Adverse Reactions (6.1)]. In most
patients, these reactions resolved over the course of several hours to a day after the infusion was
terminated. KADCYLA treatment should be interrupted in patients with severe IRR.
KADCYLA treatment should be permanently discontinued in the event of a life-threatening IRR
[see Dosage and Administration (2.2)]. Patients should be observed closely for IRR reactions,
especially during the first infusion.

One case of a serious, allergic/anaphylactic-like reaction has been observed in clinical trials of
single-agent KADCYLA. Medications to treat such reactions, as well as emergency equipment,
should be available for immediate use.

5.6 Thrombocytopenia

Thrombocytopenia, or decreased platelet count, was reported in clinical trials of KADCYLA
(103 of 884 treated patients with > Grade 3; 283 of 884 treated patients with any Grade). The
majority of these patients had Grade 1 or 2 events (< LLN to > 50,000/mm”) with the nadir
occurring by day 8 and generally improving to Grade 0 or 1 (> 75,000 /mm®) by the next
scheduled dose. In clinical trials of KADCYLA, the incidence and severity of thrombocytopenia
were higher in Asian patients. Independent of race, the incidence of severe hemorrhagic events
in patients treated with KADCYLA was low.

In the randomized trial (Study 1), the overall frequency of thrombocytopenia was 31.2% in the
KADCYLA-treated group and 3.3% in the lapatinib plus capecitabine-treated group [see Adverse
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Reactions (6.1)]. The incidence of > Grade 3 thrombocytopenia was 14.5% in the KADCYLA-
treated group and 0.4% in the lapatinib plus capecitabine-treated group. In Asian patients, the
incidence of > Grade 3 thrombocytopenia was 45.1% in the KADCYLA-treated group and 1.3%
in the lapatinib plus capecitabine-treated group.

Monitor platelet counts prior to initiation of KADCYLA and prior to each KADCYLA dose /see
Dosage and Administration (2.2)]. KADCYLA has not been studied in patients with platelet
counts <100,000/mm? prior to initiation of treatment. In the event of decreased platelet count to
Grade 3 or greater (< 50,000/mm®) do not administer KADCYLA until platelet counts recover to
Grade 1 (= 75,000/mm®) [see Dosage and Administration (2.2)]. Patients with
thrombocytopenia (< 100,000/mm?) and patients on anti-coagulant treatment should be closely
monitored during treatment with KADCYLA.

5.7 Neurotoxicity

Peripheral neuropathy, mainly as Grade 1 and predominantly sensory, was reported in clinical
trials of KADCYLA (14 of 884 treated patients with > Grade 3; 196 of 884 treated patients with
any Grade). In the randomized trial (Study 1), the overall frequency of peripheral neuropathy
was 21.2% in the KADCYLA-treated group and 13.5% in the lapatinib plus capecitabine-treated
group [see Adverse Reactions (6.1)]. The incidence of > Grade 3 peripheral neuropathy was
2.2% in the KADCYLA-treated group and 0.2% in the lapatinib plus capecitabine-treated group.

KADCYLA should be temporarily discontinued in patients experiencing Grade 3 or 4 peripheral
neuropathy until resolution to < Grade 2. Patients should be clinically monitored on an ongoing
basis for signs or symptoms of neurotoxicity /see Nonclinical Toxicology (13.2)].

5.8 HER?2 Testing

Detection of HER2 protein overexpression or gene amplification is necessary for selection of
patients appropriate for KADCYLA therapy because these are the only patients studied for
whom benefit has been shown [see Indications and Usage (1), Clinical Studies (14.1)]. In the
randomized study (Study 1), patients with breast cancer were required to have evidence of HER2
overexpression defined as 3+ IHC by Dako Herceptest™ or evidence of overexpression defined
as FISH amplification ratio > 2.0 by Dako HER2 FISH PharmDx™ test kit. Only limited data
were available for patients whose breast cancer was positive by FISH and 0 or 1+ by IHC.

Assessment of HER2 status should be performed by laboratories with demonstrated proficiency
in the specific technology being utilized. Improper assay performance, including use of sub-
optimally fixed tissue, failure to utilize specified reagents, deviation from specific assay
instructions, and failure to include appropriate controls for assay validation, can lead to
unreliable results.

5.9 Extravasation

In KADCYLA clinical studies, reactions secondary to extravasation have been observed. These
reactions, observed more frequently within 24 hours of infusion, were usually mild and
comprised erythema, tenderness, skin irritation, pain, or swelling at the infusion site. Specific
treatment for KADCYLA extravasation is unknown. The infusion site should be closely
monitored for possible subcutaneous infiltration during drug administration.

6 ADVERSE REACTIONS
The following adverse reactions are discussed in greater detail in other sections of the label:

e Hepatotoxicity [See Warnings and Precautions (5.1)]
e Left Ventricular Dysfunction [See Warnings and Precautions (5.2)]
e Embryo-Fetal Toxicity /See Warnings and Precautions (5.3)]
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e Pulmonary Toxicity /[See Warnings and Precautions (5.4)]

o Infusion-Related Reactions, Hypersensitivity Reactions [See Warnings and Precautions
(5.5)]
e Thrombocytopenia [See Warnings and Precautions (5.6)]

e Neurotoxicity [See Warnings and Precautions (5.7)]

6.1 Clinical Trials Experience

Because clinical trials are conducted under widely varying conditions, adverse reaction 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.

In clinical trials, KADCYLA has been evaluated as single-agent in 884 patients with HER2-
positive metastatic breast cancer. The most common (frequency > 25%) adverse drug reactions
(ADRs) seen in 884 patients treated with KADCYLA were fatigue, nausea, musculoskeletal
pain, thrombocytopenia, headache, increased transaminases, and constipation.

The ADRs described in Table 6 were identified in patients with HER2-positive metastatic breast
cancer treated in a randomized trial (Study 1) [see Clinical Studies (14.1)]. Patients were
randomized to receive KADCYLA or lapatinib plus capecitabine. The median duration of study
treatment was 7.6 months for patients in the KADCYLA-treated group and 5.5 months and 5.3
months for patients treated with lapatinib and capecitabine, respectively. Two hundred and
eleven (43.1%) patients experienced > Grade 3 adverse events in the KADCYLA-treated group
compared with 289 (59.2%) patients in the lapatinib plus capecitabine-treated group. Dose
adjustments for KADCYLA were permitted /see Dosage and Administration (2.2)]. Thirty-two
patients (6.5%) discontinued KADCYLA due to an adverse event, compared with 41 patients
(8.4%) who discontinued lapatinib, and 51 patients (10.5%) who discontinued capecitabine due
to an adverse event. The most common adverse events leading to KADCYLA withdrawal were
thrombocytopenia and increased transaminases.  Eighty patients (16.3%) treated with
KADCYLA had adverse events leading to dose reductions. The most frequent adverse events
leading to dose reduction of KADCYLA (in> 1% of patients) included thrombocytopenia,
increased transaminases, and peripheral neuropathy. Adverse events that led to dose delays
occurred in 116 (23.7%) of KADCYLA treated patients. The most frequent adverse events
leading to a dose delay of KADCYLA (in > 1% of patients) were neutropenia,

thrombocytopenia, leukopenia, fatigue, increased transaminases and pyrexia.

Table 6 reports the ADRs that occurred in patients in the KADCYLA-treated group (n=490) of
the randomized trial (Study 1). Selected laboratory abnormalities are shown in Table 7. The
most common ADRs seen with KADCYLA in the randomized trial (frequency > 25%) were
nausea, fatigue, musculoskeletal pain, thrombocytopenia, increased transaminases, headache, and
constipation. The most common NCI-CTCAE (version 3) > Grade 3 ADRs (frequency >2%)
were thrombocytopenia, increased transaminases, anemia, hypokalemia, peripheral neuropathy
and fatigue.

9 of21



A RYAZ

1.6 SMENC BT 2RI B4 5 Bk

Page 28

Table 6 Summary of Adverse Drug Reactions Occurring in Patients on the KADCYLA
Treatment Arm in the Randomized Trial (Study 1)

Lapatinib (1250 mg) +

Adverse Drug Reactions Iélan(njg‘/{lfg? Capecitabinze (2000
(MedDRA) T mg/m”)
n=490 bl
System Organ Class Frequency rate % n=488
Frequency rate %
All grades | Grade3 -4 | All grades | Grade3 -4
(%) (%) (%) (%)
Blood and Lymphatic System
Disorders
Neutropenia 6.7 2.0 9.0 4.3
Anemia 14.3 4.1 10.5 2.5
Thrombocytopenia 31.2 14.5 3.3 0.4
Cardiac Disorders
Left ventricular dysfunction 1.8 0.2 3.3 0.4
Eye Disorders
Lacrimation increased 3.3 0 2.5 0
Dry eye 3.9 0 3.1 0
Vision blurred 4.5 0 0.8 0
Conjunctivitis 3.9 0 2.3 0
Gastrointestinal Disorders
Dyspepsia 9.2 0 11.5 0.4
Stomatitis 14.1 0.2 32.6 2.5
Dry Mouth 16.7 0 4.9 0.2
Abdominal pain 18.6 0.8 17.6 1.6
Vomiting 19.2 0.8 29.9 4.5
Diarrhea 24.1 1.6 79.7 20.7
Constipation 26.5 0.4 11.1 0
Nausea 39.8 0.8 45.1 2.5
General Disorders and
Administration
Peripheral edema 7.1 0 8.2 0.2
Chills 7.6 0 3.1 0
Pyrexia 18.6 0.2 8.4 0.4
Asthenia 17.8 0.4 17.6 1.6
Fatigue 36.3 2.5 28.3 3.5
Hepatobiliary Disorders
Nodular regenerative hyperplasia* 0.4 ND 0 0
Portal hypertension™ 0.4 0.2 0 0
Immune System Disorders
Drug hypersensitivity 2.2 0 0.8 0
Injury, Poisoning, and
Procedural
Infusion-related reaction 1.4 0 0.2 0
Infections and Infestations
Urinary tract infection 9.4 0.6 3.9 0
Investigations
Blood alkaline phosphatase 4.7 0.4 3.7 0.4

10 of 21




I RYAZ 1.6 AAENCIST D AR B3 5 &k Page 29
- KADCYLA Lapatin.ib (1‘250 mg) +
Adverse Drug Reactions (3.6 mg/kg) Capec1tab1112e (2000
(MedDRA) T mg/m®)
n=490
System Organ Class Frequency rate % n=488
Frequency rate %
All grades | Grade3 -4 | All grades | Grade3 -4
(%) (%) (%) (%)
increased
Increased transaminases 28.8 8.0 14.3 2.5
Metabolism and Nutrition
Disorders
Hypokalemia | 102 | 2.7 | 9.4 | 4.7
Musculoskeletal and Connective
Tissue Disorders
Myalgia 14.1 0.6 3.7 0
Arthralgia 19.2 0.6 8.4 0
Musculoskeletal pain 36.1 1.8 30.5 1.4
Nervous System Disorders
Dysgeusia 8.0 0 4.1 0.2
Dizziness 10.2 0.4 10.7 0.2
Peripheral neuropathy 21.2 2.2 13.5 0.2
Headache 28.2 0.8 14.5 0.8
Psychiatric Disorders
Insomnia | 120 | 0.4 \ 8.6 \ 0.2
Respiratory, Thoracic, and
Mediastinal Disorders
Pneumonitis 1.2 0 0 0
Dyspnea 12.0 0.8 8.0 0.4
Cough 18.2 0.2 13.1 0.2
Epistaxis 22.5 0.2 8.4 0
Skin and Subcutaneous Tissue
Disorders
Pruritus 5.5 0.2 9.2 0
Rash 11.6 0 27.5 1.8
Vascular Disorders
Hypertension | 5.1 | 1.2 \ 2.3 \ 0.4

* Nodular Regenerative Hyperplasia and Portal Hypertension occurred in the same patient.

ND = Not determined
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Table 7 Selected Laboratory Abnormalities

KADCYLA Lapatinib (1250 mg) +
(3.6 mg/kg) Capecitabine (2000 mg/mz)
All All
Grade Grade 3 | Grade 4 Grade Grade 3 | Grade 4
Parameter % % % % % %
Increased bilirubin 17 <1 0 57 2 0
Increased AST 98 7 <1 65 3 0
Increased ALT 82 5 <1 54 3 0
Decreased platelet count 83 14 3 21 <1 <1
Decreased hemoglobin 60 4 1 64 3 <1
Decreased neutrophils 39 3 <1 38 6 2
Decreased potassium 33 3 0 31 6 <1

6.2 Immunogenicity

As with all therapeutic proteins, there is the potential for an immune response to KADCYLA.

A total of 836 patients from six clinical studies were tested at multiple time points for anti-
therapeutic antibody (ATA) responses to KADCYLA. Following KADCYLA dosing, 5.3%
(44/836) of patients tested positive for anti-KADCYLA antibodies at one or more post-dose time
points. The presence of KADCYLA in patient serum at the time of ATA sampling may interfere
with the ability of this assay to detect anti-KADCYLA antibodies. As a result, data may not
accurately reflect the true incidence of anti-KADCYLA antibody development. In addition,
neutralizing activity of anti-KADCYLA antibodies has not been assessed.

Immunogenicity data are highly dependent on the sensitivity and specificity of the test methods
used. Additionally, the observed incidence of a positive result in a test method may be
influenced by several factors, including sample handling, timing of sample collection, drug
interference, concomitant medication and the underlying disease. Therefore, comparison of the
incidence of antibodies to KADCYLA with the incidence of antibodies to other products may be
misleading. Clinical significance of anti-KADCYLA antibodies is not yet known.

7 DRUG INTERACTIONS

No formal drug-drug interaction studies with KADCYLA have been conducted. In vitro studies
indicate that DM1, the cytotoxic component of KADCYLA, is metabolized mainly by CYP3A4
and to a lesser extent by CYP3AS5. Concomitant use of strong CYP3A4 inhibitors (e.g.,
ketoconazole, itraconazole, clarithromycin, atazanavir, indinavir, nefazodone, nelfinavir,
ritonavir, saquinavir, telithromycin, and voriconazole) with KADCYLA should be avoided due
to the potential for an increase in DM1 exposure and toxicity. Consider an alternate medication
with no or minimal potential to inhibit CYP3A4. If concomitant use of strong CYP3A4
inhibitors is unavoidable, consider delaying KADCYLA treatment until the strong CYP3A4
inhibitors have cleared from the circulation (approximately 3 elimination half-lives of the
inhibitors) when possible. If a strong CYP3A4 inhibitor is coadministered and KADCYLA
treatment cannot be delayed, patients should be closely monitored for adverse reactions.

8 USE IN SPECIFIC POPULATIONS
8.1 Pregnancy
Pregnancy Category D [see Warnings and Precautions (5.3)]

Risk Summary

KADCYLA can cause fetal harm when administered to a pregnant woman. There are no
adequate and well-controlled studies of KADCYLA in pregnant women. No reproductive and
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developmental toxicology studies have been conducted with ado-trastuzumab emtansine.
Nevertheless, two components of KADCYLA (trastuzumab and DM1) are known or suspected
to cause fetal harm or death when administered to a pregnant woman. If KADCYLA is
administered during pregnancy, or if a patient becomes pregnant while receiving KADCYLA,
apprise the patient of the potential hazard to the fetus. Patients should be advised to use effective
contraception during treatment with KADCYLA and for 6 months following the last dose of
KADCYLA.

If KADCYLA is administered during pregnancy or if a patient becomes pregnant while receiving
KADCYLA, immediately report exposure to the Genentech Adverse Event Line at 1-888-835-
2555. Encourage women who may be exposed during pregnancy to enroll in the MotHER
Pregnancy Registry by contacting 1-800-690-6720 [see Patient Counseling Information (17)].

Human Data

In the post-marketing setting, treatment with trastuzumab during pregnancy has resulted in cases
of oligohydramnios, some associated with fatal pulmonary hypoplasia, skeletal abnormalities and
neonatal death. These case reports described oligohydramnios in pregnant women who received
trastuzumab either alone or in combination with chemotherapy. In some case reports, amniotic fluid
index increased after trastuzumab was stopped. In one case, trastuzumab therapy resumed after the
amniotic fluid index improved, and oligohydramnios recurred.

Animal Data

There were no reproductive and developmental toxicology studies conducted with ado-
trastuzumab emtansine. DMI, the cytotoxic component of KADCYLA, disrupts microtubule
function. DM1 is toxic to rapidly dividing cells in animals and is genotoxic, suggesting it has the
potential to cause embryotoxicity and teratogenicity. In studies where trastuzumab was
administered to pregnant monkeys at doses up to 25 mg/kg (about 7 times the clinical dose),
trastuzumab crossed the placental barrier during the early and late phases of gestation. The
resulting concentrations of trastuzumab in fetal blood and amniotic fluid were approximately
33% and 25%, respectively, of those present in the maternal serum but were not associated with
adverse findings.

8.3 Nursing Mothers

It is not known whether KADCYLA, specifically, is excreted in human milk, but IgG is known
to be excreted in human milk. In lactating monkeys, trastuzumab was excreted in small amounts
(about 0.3% of maternal serum concentrations) in breast milk after post-partum doses of 25
mg/kg (about 7 times the clinical dose of KADCYLA). Because many drugs are excreted in
human milk and because of the potential for serious adverse reactions in nursing infants from
KADCYLA, a decision should be made whether to discontinue nursing or discontinue
KADCYLA, taking into account the importance of the drug to the mother [see Warnings and
Precautions (5.3)].

8.4 Pediatric Use
Safety and effectiveness of KADCYLA have not been established in pediatric patients.

8.5 Geriatric Use

Of 495 patients who were randomized to KADCYLA in the randomized trial (Study 1) [see
Clinical Studies (14.1)], 65 patients (13%) were > 65 years of age and 11 patients (2%) were >
75 years of age. In patients > 65 years old (n=138 across both treatment arms) the hazard ratios
for progression-free survival (PFS) and Overall Survival (OS) were 1.06 (95% CI: 0.68, 1.66)
and 1.05 (95% CI: 0.58, 1.91), respectively.
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Population pharmacokinetic analysis indicates that age does not have a clinically meaningful
effect on the pharmacokinetics of ado-trastuzumab emtansine [see Clinical Pharmacology

(12.3)].

8.6 Females of Reproductive Potential

KADCYLA can cause embryo-fetal harm when administered during pregnancy. Counsel
patients regarding pregnancy prevention and planning. Advise females of reproductive potential
to use effective contraception while receiving KADCYLA and for 6 months following the last
dose of KADCYLA.

If KADCYLA is administered during pregnancy or if the patient becomes pregnant while
receiving KADCYLA, immediately report exposure to the Genentech Adverse Event Line at 1-
888-835-2555. Encourage women who may be exposed during pregnancy to enroll in the
MotHER Pregnancy Registry by contacting 1-800-690-6720 [see Patient Counseling
Information (17)].

8.7 Renal Impairment

No dedicated renal impairment trial for KADCYLA has been conducted. Based on the
population pharmacokinetics, as well as analysis of Grade 3 or greater adverse drug reactions
and dose modifications, dose adjustments of KADCYLA are not needed in patients with mild
(creatinine clearance [CLcr] 60 to 89 mL/min) or moderate (CLcr 30 to 59 mL/min) renal
impairment. No dose adjustment can be recommended for patients with severe renal impairment
(CLecr less than 30 mL/min) because of the limited data available [see Clinical Pharmacology

(12.3)].

8.8 Hepatic Impairment

In vitro studies in human liver microsomes indicates that DM1 is metabolized by CYP3A4/5.
The influence of hepatic impairment on the pharmacokinetics of ado-trastuzumab emtansine
conjugate has not been determined.

10 OVERDOSAGE

There is no known antidote for overdose of KADCYLA. In clinical trials, overdose of
KADCYLA has been reported at approximately two times the recommended dose which resulted
in Grade 2 thrombocytopenia (resolved 4 days later) and one death. In the fatal case, the patient
incorrectly received KADCYLA at 6 mg/kg and died approximately 3 weeks following the
overdose; a cause of death and a causal relationship to KADCYLA were not established.

11 DESCRIPTION

KADCYLA (ado-trastuzumab emtansine) is a HER2-targeted antibody-drug conjugate (ADC)
which contains the humanized anti-HER2 IgGl, trastuzumab, covalently linked to the
microtubule inhibitory drug DM1 (a maytansine derivative) via the stable thioether linker MCC
(4-[N-maleimidomethyl] cyclohexane-1-carboxylate). Emtansine refers to the MCC-DMI1
complex.

The antibody trastuzumab, is a well characterized recombinant monoclonal antibody product
produced by mammalian (Chinese hamster ovary) cells, and the small molecule components
(DM1 and MCC) are produced by chemical synthesis. Ado-trastuzumab emtansine contains an
average of 3.5 DMI1 molecules per antibody. Ado-trastuzumab emtansine has the following
chemical structure:
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Note: The bracketed structure is DM1 plus MCC which represents the emtansine component. The n is,
on average, 3.5 DM1 molecules per trastuzumab (Mab) molecule.

KADCYLA (ado-trastuzumab emtansine) is a sterile, white to off-white preservative free
lyophilized powder in single-use vials. Each vial contains 100 mg or 160 mg ado-trastuzumab
emtansine. Following reconstitution, each single-use vial contains ado-trastuzumab emtansine
(20 mg/mL), polysorbate 20 [0.02% (w/v)], sodium succinate (10 mM), and sucrose [6% (W/V)]
with a pH of 5.0 and density of 1.026 g/mL. The resulting solution containing 20 mg/mL ado-
trastuzumab emtansine is administered by intravenous infusion following dilution.

12 CLINICAL PHARMACOLOGY
12.1 Mechanism of Action

Ado-trastuzumab emtansine is a HER2-targeted antibody-drug conjugate. The antibody is the
humanized anti-HER2 IgGl1, trastuzumab. The small molecule cytotoxin, DM1, is a microtubule
inhibitor. Upon binding to sub-domain IV of the HER2 receptor, ado-trastuzumab emtansine
undergoes receptor-mediated internalization and subsequent lysosomal degradation, resulting in
intracellular release of DMI1-containing cytotoxic catabolites. Binding of DM1 to tubulin
disrupts microtubule networks in the cell, which results in cell cycle arrest and apoptotic cell
death. In addition, in vitro studies have shown that similar to trastuzumab, ado-trastuzumab
emtansine inhibits HER2 receptor signaling, mediates antibody-dependent cell-mediated
cytotoxicity and inhibits shedding of the HER2 extracellular domain in human breast cancer cells
that overexpress HER2.

12.3 Pharmacokinetics

The pharmacokinetics of KADCYLA was evaluated in a phase 1 study and in a population
pharmacokinetic analysis for the ado-trastuzumab emtansine conjugate (ADC) using pooled data
from 5 trials in patients with breast cancer. A linear two-compartment model with first-order
elimination from the central compartment adequately describes the ADC concentration-time
profile. In addition to ADC, the pharmacokinetics of total antibody (conjugated and
unconjugated trastuzumab), DM1 were also determined. The pharmacokinetics of KADCYLA
are summarized below.

Distribution

Maximum concentrations (Cp,x) of ADC and DM1 were observed close to the end of infusion. In
Study 1, mean (SD) ADC and DM1 Cycle 1 Cy,ox following KADCYLA administration was 83.4
(16.5) ng/mL and 4.61 (1.61) ng/mL, respectively.
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In vitro, the mean binding of DM1 to human plasma proteins was 93%. In vitro, DM1 was a
substrate of P-glycoprotein (P-gp).

Based on population pharmacokinetic analysis, the central volume of distribution of ADC was
3.13 L.

Metabolism

In vitro studies indicate that DM1, the small molecule component of KADCYLA, undergoes
metabolism by CYP3A4/5. DMI did not inhibit or induce major CYP450 enzymes in vitro. In
human plasma, ado-trastuzumab emtansine catabolites MCC-DM1, Lys-MCC-DM1, and DM
were detected at low levels.

Elimination

Based on population pharmacokinetic analysis, following intravenous infusion of KADCYLA,
the clearance of the ADC was 0.68 L/day and the elimination half-life (t;,) was approximately 4
days. No accumulation of KADCYLA was observed after repeated dosing of intravenous
infusion every 3 weeks.

Based on population pharmacokinetic analysis (n=671), body weight, sum of longest diameter of
target lesions by RECIST, HER2 extracellular domain (ECD) concentrations, AST, albumin, and
baseline trastuzumab concentrations were identified as statistically significant covariates for ado-
trastuzumab emtansine clearance. However, the magnitude of effect of these covariates on ado-
trastuzumab emtansine exposure suggests that, with the exception of body weight, these
covariates are unlikely to have a clinically meaningful effect on KADCYLA exposure.
Therefore, the body weight based dose of 3.6 mg/kg every 3 weeks without correction for other
covariates is considered appropriate.

Effect of Renal Impairment

Based on population pharmacokinetic analysis in 668 patients, including moderate (CL 30 - 59
mL/min, n=53) and mild (CL., 60 - 89 mL/min, n=254) renal impairment, indicate that
pharmacokinetics of the ADC is not affected by mild to moderate renal impairment as compared
to normal renal function (CLcr > 90 mL/min, n=361). Data from only one patient with severe
renal impairment (CL.; < 30 mL/min) is available [see Use in Specific Populations (8.7)].

Effects of Age and Race

Based on population pharmacokinetic analysis, age (< 65 (n=577); 65 - 75 (n=78); > 75 (n=16))
and race (Asian (n=73); non-Asian (n=598)) do not have a clinically meaningful effect on the
pharmacokinetics of ado-trastuzumab emtansine.

12.6 Cardiac Electrophysiology

The effect of multiple doses of KADCYLA (3.6 mg/kg every 3 weeks) on the QTc interval was
evaluated in an open label, single arm study in 51 patients with HER2-positive metastatic breast
cancer. No large changes in the mean QT interval (i.e., > 20 ms) were detected in the study.

13 NONCLINICAL TOXICOLOGY

13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

Carcinogenicity studies have not been conducted with ado-trastuzumab emtansine.

DMI1 was aneugenic or clastogenic in an in vivo single-dose rat bone marrow micronucleus assay
at exposures that were comparable to mean maximum concentrations of DM1 measured in

humans administered KADCYLA. DMI1 was not mutagenic in an in vitro bacterial reverse
mutation (Ames) assay.

16 of 21



HRYA S 1.6 SMENCZ I 1T B AR I S B 5 ik Page 35

Based on results from animal toxicity studies, KADCYLA may impair fertility in humans. In a
single-dose toxicity study of ado-trastuzumab emtansine in rats, degeneration of seminiferous
tubules with hemorrhage in the testes associated with increased weights of testes and
epididymides at a severely toxic dose level (60 mg/kg; about 4 times the clinical exposure based
on AUC) were observed. The same dose in female rats resulted in signs of hemorrhage and
necrosis of the corpus luteum in ovaries. In monkeys dosed with ado-trastuzumab emtansine
once every three weeks for 12 weeks (four doses), at up to 30 mg/kg (about 7 times the clinical
exposure based on AUC), there were decreases in the weights of epididymides, prostate, testes,
seminal vesicles and uterus, although the interpretation of these effects is unclear due to the
varied sexual maturity of enrolled animals.

13.2 Animal Toxicology and/or Pharmacology

In monkeys, treatment with doses of ado-trastuzumab emtansine up to 30 mg/kg (about 7 times
the clinical exposure based on AUC) caused dose dependent axonal degeneration in the sciatic
nerve with hypertrophy or hyperplasia of the Schwann cells, and axonal degeneration of the
dorsal funiculus in the spinal cord. Based on the mechanism of action of the cytotoxic
component DM, there is clinical potential for neurotoxicity [see Warnings and Precautions

(5.7)].
14 CLINICAL STUDIES
14.1 Metastatic Breast Cancer

The efficacy of KADCYLA was evaluated in a randomized, multicenter, open-label trial of 991
patients with HER2-positive, unresectable locally advanced or metastatic breast cancer. Prior
taxane and trastuzumab-based therapy was required before trial enrollment. Patients with only
prior adjuvant therapy were required to have disease recurrence during or within six months of
completing adjuvant therapy. Breast tumor samples were required to show HER2
overexpression defined as 3+ IHC or FISH amplification ratio > 2.0 determined at a central
laboratory. Patients were randomly allocated (1:1) to receive lapatinib plus capecitabine or
KADCYLA. Randomization was stratified by world region (United States, Western Europe,
other), number of prior chemotherapy regimens for unresectable locally advanced or metastatic
disease (0—1, >1) and visceral versus non-visceral disease as determined by the investigators.

KADCYLA was given intravenously at 3.6 mg/kg on Day 1 of a 21-day cycle. Lapatinib was
administered at 1250 mg/day orally once per day of a 21-day cycle and capecitabine was
administered at 1000 mg/m?” orally twice daily on Days 1-14 of a 21-day cycle. Patients were
treated with KADCYLA or lapatinib plus capecitabine until progression of disease, withdrawal
of consent, or unacceptable toxicity. At the time of the primary analysis, median time on study
drug was 5.7 months (range: 0-28.4) for KADCYLA, 4.9 months (range: 0-30.8) for lapatinib,
and 4.8 months (range: 0-30.4) for capecitabine.

The co-primary efficacy endpoints of the study were progression-free survival (PFS) based on
tumor response assessments by an independent review committee (IRC), and overall survival
(OS). PFS was defined as the time from the date of randomization to the date of disease
progression or death from any cause (whichever occurred earlier). Overall survival was defined
as the time from the date of randomization to the date of death from any cause. Additional
endpoints included PFS (based on investigator tumor response assessments), objective response
rate (ORR), duration of response and time to symptom progression.

Patient demographics and baseline tumor characteristics were balanced between treatment arms.
All patients had metastatic disease at study entry. The median age was approximately 53 years
(range 24-84 years), 74% were White, 18% were Asian and 5% were Black. All but 5 patients
were women. Twenty-seven percent of patients were enrolled in United States, 32% in Europe

and 16% in Asia. Tumor prognostic characteristics including hormone receptor status (positive:
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55%, negative: 43%), presence of visceral disease (68%) and non-visceral disease only (33%)
and the number of metastatic sites (< 3: 61%, > 3: 37%) were similar in the study arms.

The majority of patients (88%) had received prior systemic treatment in the metastatic setting.
Twelve percent of patients had prior treatment only in the neoadjuvant or adjuvant setting and
had disease relapse within 6 months of treatment. All but one patient received trastuzumab prior
to study entry; approximately 85% of patients received prior trastuzumab in the metastatic
setting. Over 99% percent of patients had received a taxane, and 61% of patients had received
an anthracycline prior to study entry. Overall, patients received a median of 3 systemic agents in
the metastatic setting. Among patients with hormone receptor-positive tumors, 44.4% received
prior adjuvant hormonal therapy and 44.8% received hormonal therapy for locally
advanced/metastatic disease.

The randomized trial demonstrated a statistically significant improvement in IRC-assessed PFS
in the KADCYLA-treated group compared with the lapatinib plus capecitabine-treated group
[hazard ratio (HR) = 0.65, 95% CI: 0.55, 0.77, p < 0.0001], and an increase in median PFS of 3.2
months (median PFS of 9.6 months in the KADCYLA-treated group vs. 6.4 months in the
lapatinib plus capecitabine group). See Table 8 and Figure 1. The results for investigator-
assessed PFS were similar to those observed for IRC-assessed PFS.

At the time of PFS analysis, 223 patients had died. More deaths occurred in the lapatinib plus
capecitabine arm (26%) compared with the KADCYLA arm (19%), however the results of this
interim OS analysis did not meet the pre-specified stopping boundary for statistical significance.
At the time of the second interim OS analysis, 331 events had occurred. The co-primary
endpoint of OS was met; OS was significantly improved in patients receiving KADCYLA (HR =
0.68, 95% CI: 0.55, 0.85, p = 0.0006). This result crossed the pre-specified efficacy stopping
boundary (HR = 0.73 or p = 0.0037). The median duration of survival was 30.9 months in the
KADCYLA arm vs. 25.1 months in the lapatinib plus capecitabine arm. See Table 8 and Figure
2.

A treatment benefit with KADCYLA in terms of PFS and OS was observed in patient subgroups
based on stratification factors, key baseline demographic and disease characteristics, and prior
treatments. In the subgroup of patients with hormone receptor-negative disease (n=426), the
hazard ratios for PFS and OS were 0.56 (95% CI: 0.44, 0.72) and 0.75 (95% CI: 0.54, 1.03),
respectively. In the subgroup of patients with hormone receptor-positive disease (n=545), the
hazard ratios for PFS and OS were 0.72 (95% CI: 0.58, 0.91) and 0.62 (95% CI: 0.46, 0.85),
respectively. In the subgroup of patients with non-measurable disease (n=205), based on IRC
assessments, the hazard ratios for PFS and OS were 0.91 (95% CI: 0.59, 1.42) and 0.96 (95% CI:
0.54, 1.68), respectively; in patients with measurable disease the hazard ratios were 0.62 (95%
CIL 0.52, 0.75) and 0.65 (95% CI: 0.51, 0.82), respectively. The PFS and OS hazard ratios in
patients who were younger than 65 years old (n=853) were 0.62 (95% CI: 0.52, 0.74) and 0.66
(95% CI: 0.52, 0.83), respectively. In patients > 65 years old (n=138), the hazard ratios for PFS
and OS were 1.06 (95% CI: 0.68, 1.66) and 1.05 (95% CI: 0.58, 1.91), respectively.
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Table 8 Summary of Efficacy from Study 1
KADCYLA Lapatinib +Capecitabine
N= 495 N= 496

Progression-Free Survival
(independent review)
Number (%) of patients with event
Median duration of PFS (months)
Hazard Ratio (stratified*)
95% CI for Hazard Ratio
p-value (Log-Rank test, stratified*)
Overall Survival **
Number (%) of patients who died
Median duration of survival (months)
Hazard Ratio (stratified*)
95% CI for Hazard Ratio
p-value (Log-Rank test*)

265 (53.5%) 304 (61.3%)
9.6 6.4
0.650
(0.549, 0.771)
<0.0001

149 (30.1%) 182 (36.7%)
30.9 25.1
0.682
(0.548, 0.849)

0.0006

Objective Response Rate
(independent review)
Patients with measurable disease
Number of patients with OR (%)
Difference (95% CI)
Duration of Objective Response
(months)
Number of patients with OR

Median duration (95% CI)

397 389
173 (43.6%) 120 (30.8%)
12.7% (6.0, 19.4)

173 120
12.6 (8.4, 20.8) 6.5(5.5,7.2)

PFS: progression-free survival; OR: objective response

* Stratified by world region (United States, Western Europe, other), number of prior chemotherapeutic
regimens for locally advanced or metastatic disease (0-1 vs. >1), and visceral vs. non-visceral disease.

** The second interim analysis for OS was conducted when 331 events were observed and the results

are presented in this table.
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Figure 1 Kaplan-Meier Curve of IRC-Assessed Progression-Free Survival for Study 1
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LaptCap T-DM1
Median Time (mo) 6.4 96
Hazard Ratio 0.650
| (95% CI) (0.549,0.771)
08 Log-rank p-value <0001
®
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""" Lap+Cap (n=496) st
e TDM (n=495)
0.0 T T T T T T T T T T T T T T T T
0 2 4 6 8 W 12z 14 16 18 20 2 24 26 28 30
Time (Months)
Number at Risk:
Lap+Cap 495 404 310 176 129 73 53 35 25 14 9 8 5 1 0 0
T-DM1 495 419 341 236 183 130 101 72 54 44 30 18 9 3 1 0
T-DM1: ado-trastuzumab emiansine; Lap: lapatinib; Cap: capecitabine; IRC: independent review commitiee
Hazard ratio is estimated based on a stratified Cox model; p-value is estimated based on a stratified log-rank test
Figure 2 Kaplan-Meier Curve of Overall Survival for Study 1
1.0
Lap+Cap T.DM1
Median Time (mo) 25.1 30.9
Hazard Ratio 0682
. (95% CI) (0.548,0.849)
Log-rank p-value 0.0006
g
= 061
2
3
w
e
o
k=
g
£ o4
0.2
""""" Lap+Cap (n-496)
TDM1 (n=495)
0.0 T T T T T T T T T T T T T T T T T
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 32 a4 36
Duration of Survival {menths)
Number at Risk
Lap+Cap 496 471 453 435 403 368 297 240 204 159 133 110 86 63 45 T 7 4
T.DM1 495 485 474 457 439 418 349 203 242 197 164 136 111 86 62 % 13 5

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

15 REFERENCES
1. OSHA Hazardous Drugs. OSHA. http://www.osha.gov/SLTC/hazardousdrugs/index.html
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16 HOW SUPPLIED/STORAGE AND HANDLING
16.1 How Supplied/Storage
KADCYLA (ado-trastuzumab emtansine) is supplied as:

Carton Contents NDC
One 100 mg vial, single use vial NDC 50242-088-01
One 160 mg vial, single use vial NDC 50242-087-01

Store vials in a refrigerator at 2°C to 8°C (36°F to 46°F) until time of reconstitution. Do not
freeze or shake.

16.2 Special Handling
Follow procedures for proper handling and disposal of anticancer drugs'.

17 PATIENT COUNSELING INFORMATION

e Inform patients of the possibility of severe liver injury and advise patients to immediately
seek medical attention if they experience symptoms of acute hepatitis such as nausea,
vomiting, abdominal pain (especially RUQ abdominal pain), jaundice, dark urine,
generalized pruritus, anorexia, etc. [see Warnings and Precautions (5.1)].

e Advise patients to contact a health care professional immediately for any of the following:
new onset or worsening shortness of breath, cough, swelling of the ankles/legs, palpitations,
weight gain of more than 5 pounds in 24 hours, dizziness or loss of consciousness /see
Warnings and Precautions (5.2)].

e Advise pregnant women and females of reproductive potential that KADCYLA exposure can
result in fetal harm, including embryo-fetal death or birth defects [see Warnings and
Precautions (5.3), Use in Specific Populations (8.1, 8.6)].

e Advise females of reproductive potential to use effective contraception while receiving
KADCYLA and for 6 months following the last dose of KADCYLA [See Warnings and
Precautions (5.3) and Use in Specific Populations (8.1, 8.6)].

e Advise nursing mothers treated with KADCYLA to discontinue nursing or discontinue
KADCYLA, taking into account the importance of the drug to the mother [see Use in
Specific Populations (8.3)].

e Encourage women who are exposed to KADCYLA during pregnancy to enroll in the
MotHER Pregnancy Registry by contacting 1-800-690-6720 [see Warnings and Precautions
(5.3) and Use in Specific Populations (8.1, 8.6)].

KADCYLA™ [ado-trastuzumab emtansine]

Initial U.S. Approval: February 2013

Manufactured by:

Genentech, Inc. KADCYLA is a trademark of Genentech, Inc.
A Member of the Roche Group ©2013 Genentech, Inc.
1 DNA Way

South San Francisco, CA 94080-4990
U.S. License No: 1048
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HCIZE STl bl S THWAH DT, AH
e 5-BAtART M O 5- 1P I3 E I I RS RERR A
BTV, BEOREEZ FHICBET L L,
ARG HFICEE 2T REEE N A D8
B, AR OG- %2 FIET 52L& 0@ 72
ExiToZ &, ( THE - HEICBEET 546
MAlrorg) . TEEREARANEE] KO
[ERZ2RIER] OHESM)

@

~
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71 KA Z Rl EHEH160mg
BALAEL B 220> D AKIBE G- 1E# 1 A AN O bh, ECICESEFlbHESNLTHDEO
MIZEBE L TWB0T, T 25EEI1CEm T, AIHEER (BB, PRIRIAEE, ek, %
RS RERR A 2 EHIRICATV, BEITS LT EEE) ORI O X BRI O FEMESE
WEIREEZTH) 2 (REMER. [ BEREHDTI 2L, BERRO LY
el OEBW) AT, BE 2T 25O @ & 1T
yz L, (THE- AECHEESSH/H Lo
R, THEEAREANEE R OTEKZ2EIE
I OESR)
BB, KFOERICH T > Tid, KA K OWEH
HHEIOWACEEAGT D L,
[(BER@ROEHIITET L2 )] (2 ROBHFITITREG LN &) ] [(Z22] (KRoBFITITRE LN L)
LARROR S L b T AY X~7 (BETHBE|| 1. AFIOKRS T 7Aookt Ll ||| (1) A0 23t LIREoE OBEEED & 5 B3
Z) \ZxF LImUE  GRIECE & 85 R #cIrTic SEDBEEIRED & % B3 (2) W0 XX LT W B Rl REME O & 5 I A
DIRNDBEEND B D EE?: Infusion reaction & ||| 2. FH T —L « XTI« FFFI A B Y T (MEtd, R, FARE~ORE|DIES
&) OPEREOS HEE AFAFIBEE- O BE RO IE%RTH LN 1)
2@ X ITIR L TV A RIREE O B S m A ( THE DEE (HEEMEM) OESR)
s, el BIBE~ORE ) OEBMR) JHEEREEEOLHHBE (MEHERKE), [
WEhEE] DIHSM)
4 R SOTIEIR L W B afREME O & A AN (T4E:
I, FER. BRSSO G OB
BHEOE|NEERECROBEICIKERICHRST S L) 1. EERE (ROBEICITEEIRETHL) 1. EERE koBREFIZIIERICERGTIZL)

(1) 228 RE I R 2 O JE M D FIR B D B B BB
ilge b bbhd 208 b 5 ( TERAR
ER oESR) . ]

Q) ZEEWHZE (LVEF) BNEFLTWDBHE
[LVEF (K T2 ErxErB8EZhn’dH 5 ( [E
ERRANEER) . TEXREEMR 0HES
) . ]

(3) WITBIT B UEREDIR T T 282D dH 5 BE
[DAREBEDOLEENRLLDbNDIBZNLNH
%, ]

D7y IV A7 U CREROREREDH 5 B

TEB~ D HEIHRIEE b D BE T2 DIRFRED

() BEEDH 2 EBE [BIERSEE XX
KN ERATIBZENNS D (THEEARLEARNE
B, [Bwihe] omEsm) | ]

Q) FFEEDH % Bk

Q) HEIREBROBEREDOH 5 BE [LEENH
LbNABENLRD D, ]

@) BhEH O & 5 EE [EHMEAERT 55
Fhnds (IBEEZRERNERE]OES
) . ]

(5) WAL T ML & 2 B DER A EAL
THBENED S, ]

6) mnE (TREEE ~OBE ) DTS HR)

(1) FFBEREE O H 5 B ITHREREENELT 5
BENWRH D, 73F=713FEE L TFIETHR
HENDDT, AUC BT 5BEFNLNH
%, 1 ( T3EpmEhfe) OHEEBR)

(2) MEMEMER (BN ZET) 0D
BE X2 OEROH 2 BE [ MEE
NHEST D BZNNH D, 1 ( THEEARLARDN
EE RO TEXAREIWER] OHESH)

(3) LAREIERD & 2 BE LE OB D & 5 B
F UERBEN T BENAD S, 1 ( [EHHE
REARNEE) KO TERZEWER] OES

)
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71 KA Z Rl EHEH160mg
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X A VT HE250mg

b EE

3)) s ifLARER L IXHELZET 5 EHERAR
ARD B> 5 BHE T F DB D & 5 B
AR R CLAEZE, PLOES) OBRE XX
OO S 5 B

S IERE D BFE T % OBEERED B 5 B

4) MR EOH 5 BE [T L T
AN

(5) M/ IMREIR D D & 5 B3 UTHIEEEFITER % 5%
s EE [(HihoBEhRH25 ( THEEAR
EAMEE) . TERXRRFAMER oEs
) . ]

2. BEEREKREER

(1) ZE=BH = (LVEF) KT, 95 o kO 2%
DOLEERDHLDLNDZERNHDHDT, KA
B 5 BRMARTICIE, BEOOEEELHET D Z
Lo Fo, AFEE TR O R BRI -
B IS U OB OIS RE R A (D = — )
1T, BEOWREE (LVEF OL#Eix&te) %
o BEE L, RIE, RGBT L A
Wr+nz & (TERABIER] OBEEMR)

(2) Infusion reaction (AEAK : MEWR RIS, (i )E, W
. RUESOREE, BNR. R, SR, R
D3, ARFNE G X3 5B AR 24 AN IC
Z<HBEENTWVS, ZLOIERIT, FEIC
AFN O OB HRZH BTV, KAl
P Gp OV 512 138 FE OREE 0Bl
L. BBHENBD LNZHEAITITHG T 1E%ED
BB AT ) & &b, JERAEET S
FCHREFOREZ+DICBIETLIZLE ([H
KRIREWEH] OHEZR)

(3) AST(GOT). ALT(GPT). #E VL %01y
MABH SN ENd D, HEER TR R
L FRENRD LI, FETICE Sl #H

2. EEGEKXRMIE

WD) THT—=N e XXATIN  FTTINHY Y
LRAEHE G T ILE, KR ORK G E21T 5 56
E. AR LT EORMREHIT D Z &
(MEEAEH I DHESH)

() ARG HITEHN FICEE5OEIT5ER)
ICERRRRE (MRKRE. FFHEE - BRERT
%) 7oL, BEOREEL+HSICBET
528, BERBRDOLNTEGAICTIE, KEEE
DBV RIEZATH Z &,

(3) BERAE - HMER O FHE OIS+ 3R

THZ L,

ETEFRERFM O BE I HE G T HLENH D

AL, R T EEEET L

ks,

B S ARH 2 A3 2B, B Sk

( TEER EOLBEMED B ORARIE - #Isst

HIRFIEH AFBFE~OZLMEIR D WE

FaXvEEr (EITHEEE) ) %) 2R

MTHZ L,

4

~

&

~

@) EEBHFEAE T LCBEE. v ha—n
R ARIENRD 3 % B BR_E A7 Dl
BED B 5 BE DERNE(LT 2BENBH
Bo 1 ( TEEAREANESR) RO (EAARE]
fEf) DESIR)

) BiE ((EHE~OR 5| OESR)

2. EERERNEE

(1) AST(GOT). ALT(GPT). E UL E L&D L
R EERITHEREENSH DD Z &
BHY, LI ESTHlbBESNLTNDHD
T, ARHFIEG-BRAART K O G- H 1T E BRI T
BEMRE (AST(GOT). ALT(GPT), Al-P JUAE Y
LB UER) BTV, BENRRO DN EAICE
Beha b+ 52 CEYRMEEZITY Z L,
( TEXRZBIER) OEZM])

(2) MVEMEMIZE, Wil S o MEMEMER S S 5 b
NoZERHDZOT, YIHER (B8, Mg
REE, Wk, FEEEE) DR KL OVED X S
OELE, BEETDITHI 2, EFRLEI
J& U CHES CT M. &Ik g R o F
(Pa02) . Jifi o 5B IR . 88 5% 40 IR i 22 (A-
aD02) . J#LHHEES) (DLeo) 72 & DA ZAT
Sk, (TERREWER OHESHR)

}) DAREFEOHEERLEENLLDNDZ E03H
DT, MPARIE G AN OERER T &
1TV, BEOUDEBEEZMET LI L, 2, K
A G E OEERE (b2 —%) %17
2%, BEOREEZ I8 L, BERR

FE W[ (=] LT L4
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HFEINTWDOT, AHEGBRIARET R U5 SV EITIIREE, BESIP kL, 2R
X E M ICIF#EE R A& (AST(GOT) . WiEEITH 2 &, (TERZEHEH) 0EE
ALT(GPT), A UL E %) &7V, BN sy
RO LNTHEEITIE, R, BiE, &5k 4 QT MREENRHHLNDLZ ENHHDT, K
LOME) B EITS Z & ( TERAEIE F$ G- BRAART K ORGP 5 O R
Al omEz®) EITH R EBREFEOREEHICBEL, BEn
G/ REFR D> RS b s Z ERH DT, K O BINTIGA IR, BEXIFIEL, @
F 4 5-BAA AT & O 59 130 A9 1 i/ B UIRMEZITH 2 &, ((ERAREIWEROES
ZREL, BESBOLNZHAICIE, IR H)
HOWESOWEYRLEESTH) L (TEK
REWER OEBR) |
(5) AAIDER 7> TIE, AH & —i%4 H3ELE
LTWA R T AY A= T L OBV EZICIEET
22¢ (TRk-F& . TBERYS) OES
)
3. HHEEA 3. HEERA 3. WME%HA

bt MFI 7 vy =255 Wz in vitro RBRIZEB W
T, AR EZHERTDEIAALZ LV UFEIRTHD
DM1Z, & LT CYP3A4 TA—#8 CYP3ASTAY
WENDZENRBEINTWNDZD, CYP3A %i#
PET IS EATABIIIEE T2 &,

AFIDFFF k7 v — 2 PASO(CYP2CO)DEEETE &
BCRICHE L, BERIEENME T T REERH 5
DT, CYP2CO TR &= 1T 2 AN L AT 2856
COF A O PR EN ERT A BENRH B,
(1) BtHRZEES WBFRALGWLI L)

A4 BEPRAEIR - HETIE | BT - fabRIk 1
T T = - | RN EE e KA TR T
FRAT I |ELTH, ONREARYTVILOR

F T T v | O A B A S |G A B L
VU AESH (BT o2B8ZhRd (b7 rtay s
(T 4= A|DT, THT =) |VIVRENELL
7)) XAT U - AT T ERT B,

DY RN GRS
5 RO Gk
BT HUWNIEAR & &
FL7pnwZ b,

AFNL., FL LT CYPIA ICLVRBI&END, %
72, P-FEERE KT BCRP OFEE TH D, FITA
Hl> CYP3A4, CYP2C8, P-¥EEH'E., BCRP KT}
OATPIBLIZ® T A RLEMERAN RIS TN D, (M3
YyEheE | DIESR)
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(2) BtREE (BtRICEES S &) BHREE (PRI L)
K7 % HRPRAEIR - $IE D75 | B - faBRIN T FHI4 Ffiﬁ%-%ﬁw%#-ﬁ@w%
N o i i
J2 o) % 7N 1) 53
g R | Y T T NI ES N TS
. e 5= ||| AEHF T, 7 hary|ThH b CYPIA4
LA o 1 RIS 1 2 BE| (CYP2C9) DRESR RS ad— | —n oI | RIE SRS -
EER G R W Eaekncks L7 P i i
o % B AW S0 L, mmes)| F LOARAD AUC) A kD A A
vz oy PKIZ6H5 T BN | O K8 08 B &
VB BRI LT LT % ket St i
B R A (7 5| 25E AT Lo PEORATLT AL e
oo B INR| % FHICIER L7z & | L 53 2 W etk
SFIEL ° PR N
%) BT, BELC ARG L
i U C i bl e AL E =
oop RE R AT
° ‘ CIENGY -
Trx=h Yy |T7xz= o rOMP|RFABTFTF NI 5oL,
BN EF L7z & D|—24 P450 G4 B A
W BRI D DT, 7|(CYP2Y) O [ F . mF oWk
== bA Ol PR EAGHRICEE % I B
FEDIALITIER T D L, BERIGIENK L. BlEMIEHR
&, T LT Akt C S EET S
NEZBN TV L.
2. FU—TFIN— KA 5T

D4 (‘\/\‘:v—‘/’()

L—77—=
(YVa—R) &
ERLZ2NED
HEETHI L,

CYPSM %= FE T

GES
DR
DA AV
Tr= MM U%E

ERE AL AT B
T, A=+
v ot EIc
X v AAF O AUC
DI T2% A L7
EOHREN D
%o

CYP FHEEH D
RN TR K
H~oREEEE
EBIoz L,
BERICTE LT
%, ARAIDH %
P23 Pk 85 3 2 Wl
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T 5 CYP3A4
NFHEIND Z
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Fu. I e
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EERET HZ
L,

BEE A KL
CYP3M T R &t &
hBHEH
I H T A
( R -
PARFEIE)

IEYTAED
BHIckY, =
25 5D AUC
i PR Al e
H945% e OERIRN
BB TIER14%1

AHID CYP3A4
WX D BHEE
HARRE T
5, ROfsH
HITIXARFIDE
{LETo

MU= & DOHE|CYPIAMT L B
NdH D, WEHETD &
EZBND,
BEENZELC|ZNSOEADO|ARA O CYP3AS
CYP3Ad X (X | EEN EF | & CYP2CSIZATT
CYP2(8 THR B & |+ 2 aHEMN S | 2 HEEHNT
h B EAl DT, AKHE|ENTNWD,

|l O PR -

D OF FH 38T D
ZEMEEF LW
N, PFHT 55
ik, fAIEM
DFEBL - H IR
EEL, B
EERET HZ
L,

VAR & i

N7 Y E xR
EofFAIC X
n. AK#Flo AUC
HI21%, 77V
A ¥tE/LdD AUC
D3HI23% N L 7=
LORE N D
5., T, BIE
HERIZB W T,
NI Y EFEL
B % 5 & LE
LT, KA L
VAN S %
PFRIEIC T &
Ut B E R A D
FEREIN LT,

A D CYP3A4
L CYP2C8ITX*I4
2% PHEAE R AR
IhTWbd,
7o, N7 U HEFx
TIL P-FEEA
BOXETH D
=, FOHEE
oA ML B
Do

P-HEEBEZMHE

A F D 1 g

AANT P-HEEH
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EY HEA CNMMICEEE | EOLEETH D
NTRIV HZ2ZBAHEEMEN |2 ENRINT
A vTary—|b5b, W5,
L
F=Uv
v ARY v
YA~ AT
A
P-HEEREEH
BY LERE
R AN =%
e
U ¥ 7 (StJohn’s
Wort, & > bk -+
ag—r X
— MEAREM
%
P-#EREOE | ROKHFOY I |AFO P-HEA
B A XU UL | EICRT DIF
UAXF T UE WED, YIX(EARTRINT
D AUC B[\ D,
98%IIM L 7= & D
HERH D,
AV I)THhY FOLFIRI L ¥ X |HFIZARHTH

vO—# L LT
BhH LR, A
V)T h DR
HR#HTH D
SN-38> AUC 73
HI40% I L7 &

2,

DOWERDH D,
JabrrvRyF |2 ATTY— | BN pH O LEFIC
FEEH NEDBHRICE L0, ABIOER
TYRATTV— |, AKEID AUC | KT LK
%3 DI % W L | IS E T35 A
7= OWEND | REERH D,
2,
0T FRERZE|QT MMERZE | AR KD N b
CTELME | 2T NEEAS|OERITHTH
NTLBEH] EHEBETNNH | L QT MRE LR
AI7F73Iv %o SHELZBEAN
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R R by, PFAHICEX
R RARE 0 {F 1 75 HY 5
=D 5 T OREME N B
FaHf T B,
K
VYT I NE
4. 8lEH 4. BlI¥FH 4. ElEH
HER2[5 M O FHFABE T PR A B 2ot 4 & U | <HAPREICR T 5 BIERZE SR o > <HARVHEEVHREETORE>

7~EPNE TARRER (J02299738R) @ 5 b AFI
HEN=730028W T, BITERZ676] (91.8%) 12
B, EREIERIE. BR324
(43.8%) . &M m30% (41.1%) . FE.029 4]
(39.7%) . FE23H] (31.5%) . BEKIEE214]
(28.8%) . /A E DA 2061 (27.4%) .
AST(GOD)HIMN154 (205%) & Tho7l=, (HFE
fF)
HER2[GMED P ARE T R w2 x4 & L
HESVEIIARRER (TDM4370g :RBR) @ 95 HAH
DR E S 7249012 B W T L BIE R 23427 61
(87.1%) IZ@D BT, ERBUEHIZ. 52
201150 (41.0%) . FEL16561 (33.7%) . ML/
Bk 2 145 1 (29.6% ) . AST(GOT) # Jin 100 31
(20.4%) . ALT(GPT)H#EHI79%1 (16.1%) % Th -
7o (FAGERE)

(1) EXLEIER®

1) FEMMEER (1.1%) : FPRIREE, sk, g%
97 MR, SRR E5 0 AE A S O AR &
£ O WA STV B R S bbb d 2 &

TRERIEZ DA 298 BZ 35N T L BIVEH 1227741
(93.0%) IZEO bz, ERBEWERIZ, FREE
EREL760 (59.1%) Bl 99 (33.2%) . &
AR 9161 (30.5%) . R ERBOE D 7841
(262%) . T 76651 (25.5%) . [ EREED
7401 (24.8%) . IfLF e UL E L EIIN 724
(242%) . O 6761 (22.5%) . VU 2 EREL
B 64l (215%) HThot=, (BhHE - %
R - HEBINEEToKGREE)

<D BB R SA & o OF B BRI B EIE

FAFSBURILOBEE >
KGRI YZ O 64BN T, B IE64%
(100%) (258D BTz, FE2REWEMIL, KM
B = 2 — a3 —600] (93.8%) . BRACKRIEST
B (89.1%) . BEH 5261 (81.3%) . HEL-494)
(76.6%) . F/RIEBREAIE] (76.6%) . (AFEIL
AHREE3SH (59.4%) . THI36H (56.3%) . H

W& 356 (54.7%) . I ER £k 38 2 33
(51.6%) %Thot-, CGIhHE - hF. Hik - A
BN

##3) XELOX HIEARAF LA XY 7F7F L OHH) 6 6 &
XELOX+BV JEHE(XELOX ik &~y X< 7 ff
F)58Hi & 5T L7,

(1) EXZENMEA

1) BIKER GEEEARHT ) UV TR (9
FER IR, BEIOKEESE) AN S biulik
FERECTEDLZ LD 50 TBEE 01T

AH & vz e Ot I L D ENEBRKRERIC
BWT, AEGIEHIF6H] (100%) (AR RE M
W2 G0RERAPRESINT, ZOERLO
I, ESHI (83%) . T4 Bl (67%) . JEFE4AH
(67%) Tdh-otz, (KiBK)

AHN & R OPEHIC X B S E R R B
(EGF10015178R) 123\ T, fFHRE19841 FH172
B (87%) \ZERIRKIAME R 2 BB EH N HE S
Nz, ZOEZRLOIX, THI9E (60%) . F
B BRI AR SIEGERITH (49%) | 80
Bl (40%) ToHotl=, (GKEHF)

< BIH5TORE>

AHN OB I X D ENEERRBRICE T, M
BI85 8651 (98%) IZERARMAEMAE T 2 &L
BIER S SN, ZOERE DI, TH64H5]

(713%) . %8 (SEEREELXEET) 5941
(67%) . BNZE3LE (35%) ThHholz, (KR

F)

(1) EXEIEA

1) FF#BEEE : AST(GOT). ALT(GPT). y-
GTP., Al-P KON E U LY D3 LB
Mz BERITFEREREENS DD Z &
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2)

3)

4)

N, HEIZESEHLHRE SN THDHD
T, BEOREE+SICBE TSI, BE
DD LNTHEAICIE, &SP IEFEoO@EE 72
WEZITH Z &,

IDEE (1.6%) : A=BEH3 (LVEF) KT,
IS MHELREFEDOLEEND bbiLd I L
NV, BEOLEEICESTEHLHRETIN
T3, BEAROLNHEAITE, &5
OB (T 2 &,

BBUE (14%) : 77 47X —%DEE
OBBUIERH HLONDZ ERHDHD T, BE
OREEZ+DICBETDHZ L, BENRD L
NEHGEICE, BEbicEE2mi L, @@k
WEZITH 2 &,

Infusion reaction (1.2%) : PFPWRIA#E, K
JE. WS, B SRR, BEAR. ALE. ABEE,
FEINE G de Infusion reaction 788 Hb b =
ERHDHDT, BEOWREEL SICBEL,
BENRBD LN HEAIE, BEPIESOHE
Y7 EZ1T5 2 &, F7-. HED Infusion
reaction 3% HONTZHEIZIXE HICEEE & H
L CHETIRAEZIT O & &bz, ERAE
T 2L TREDREZ FHICBET L
L,
FFHEERESE (28.2%) .FFAE (BEHERBE
©) : AST(GOT)¥M (20.4%) . ALT(GPT)H
m (155%) . e v re 88N (3.6%) %
DOIFEREN D SN D Z B3 H 5D, Tk
REMR A L % £ D B O IFHERERRSE . PR
ERBEO LN, ETICEST-HlEHESINT
WDHDT, BENEDLNHEICIE., &S
FIEEOMY 2@ EZITH 2 &, £, M
MHHAEMEBRBERLID LN ENHDHD
T, MIRETTHEE O ERZFIC O W THEE +

2)

3)

4)

5)

6)

W, 2O XD RIERN B Db H AT,
Be bl LR, EMERGEOHEY) 20
BEBEITHZ L,

FRIEXEE (Hand-foot syndrome) (BEER
BHED ) RRREOREICEERE . RS
Wiy K, IR, MRS, AR, 8
JREDOTFRIEBHENH LDLONDEZ ENHHD
TEIRE +0ATV, BRERBD ONIZGE
Wi, BEHEH I LB R AE 21T 2 &,
DEE BEERIT ) D, POLE,
AEIE . M, AR A, IR, LEX
B (WBEMERENR, LEME), LM
IWARE) HEOLEERHLOND ZERHDHD
TR Z 01T, BERRO ONTHEIC
I, 52 HIE LR @ 2175 2 &,
FFEE. &E (EEAS) . PR
HBE A FEERSH b, FARE
WESTIEF b RE SN TWD DT, EHM
WA AT O R EBEE 01TV BENR
ROLNTHEIIE, H5EPILT 53 L
IR 54T H 2 &, 7ok, IR A (H A
WEEDROIEENRS bbb Z L RHE S
nTns,

BEE GEERHT ) . BEEREMERE 2
HOBEENSHLDLNLZENHDLDT, &
MO EZAT O R EBEE 21T, &£
WO LN HEAICIE, &5 ERILT 5
R AEET D Z &,

BRG] GEEEAEY ) PLmERRD, kL
KA OFREIRIA. o, BBEIGIOF
R K0 BRRLE . IUESE 2 B b d Z
LB DO TEMMICIMIEREEIT D 7 E8
BETFITV, BEERBOONTEEIC
. BEEPIE LB RLEEIT Z L,

2)

3)

4

5)

DD (25%FD | 10%" ) OT, KAIERE
BRAART R O G- 13 E A IS TP RE R A 21T
27 EBIRE ATV, BEXIRD LN
LEIiE, #E5 2RI 57 EEy) i E &
THo2,, (THE- HECBEHET#E/HE
DERE) O TEEREARANEER] OES
HE)

FIE MRS - IR R (M2,
i) (0% | 0% ) BHSbhd
ZERHDZOT, gIEPER (B8, MK
Ok, FEEE) OMERNK O X SRR
DOEMSE, BEE DT 2L, BRENR
O LN HEEICIE, AflOEGE2FIEL, A
TaA NEEFEOHERALEEITHI Z &,
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B O BEH2 106 R DFEZAVAE oL T T X BRAIMEDEHF2 1 LT X Wk449ME D EHEH
Hﬁ*~f§;;:1 :Kikg 2531 7R B RE UV
HO H 4 TH Ho F

Al (N1 T V)
ANV X7 (BInFHH#EZ) 420 mg ZEHT
Do

1A 7 (20mL) HiZ
T TV AR Omg ZEH T D,

ESF (8o T 0)
NI AY X7 (ESFHEHZ)
60 mg, 150 mg

OHER2F5%E D FATAE XU FFFHEFLAE

<HNRE + ZHARUCPEE S DM EoovEE >
1. HER2IGPEDBRA S, 0 2R 2 A3 D ELE

FITARE ST FFE T

<3hek - RICEHET HFERLDITE>
1. AFOWTHI - IR ML AR T 2 H 2

OHER2IB IR BLA AR S 7= 3L
OHER 158 573 38 & 4L 72 VA D S HE 72 i
7 - PO B

<hEE - HRICRIET BERALDTED>
1. HERZBFIRBEOBREIL, +07RBRaH9 505

A WA

F W E ] LT

8C a8eq



—fEik s |V X7 (Bn TR %) 7Y T AV X~7 (G Z)
oe4 N—T . B S 420 mg/14 mL NT Uz UETEL mg N—t T F YR 60
N—T TF 150
AT BN TIHESET H Z &, K OB IS L TURu, BRIE TR W TCEETH 2 &y,
2. RANO T OMEMLFTE L L CTOREMMER | 2. RANOEG2ITIHBEIE. 7 N7 %A 27 U [ 2. HER2IBEIFEE DR I N - BROBE
ZEAEMEIEHEST LT R, VRPN ER A M OV 2 RPUEMEEEA | (1) AANC X DL 2RIE DA ik K O
g T LSRR R & fE A TR O BEERE L < IR APEIMHEST LTV,
EXRETDH L, (2) BEATAEIRI IS T B I AL, AR 5 2 B
LT [EREEARE] OHEOWNEZEM L, i
BEOBRIREITH Z L,
Ak - A& N AV X~ (BEFHEEZ) EMOPFUEERE | @E., RAZIE, =) 7V A g s LC, 1 |HER2IBFEIFE T AN MR S 4072 FE 121X ATE LEBIE

BAlE ORIV T, @E, AL TIHL
B, "~ X<7 (BEHHEBZ) &L TR
HRFZ13840 mg Z . 201 HLAFEIE420 mg %6053 7>
O3B CAREERET A, i, WIEIEG-O
AR BRIFCThHIE, 2[ B LD B 51230
N E TEETE D,

<FiZ& - AZEICEETSFERLOFE>

1. N7 AV X=T7 DS OMOHUEEEERA O F 1k
BRICARFNEZRET D EXITIE, FTAYR<T
EPFRT AL ([ERIRRHE] oHEBR) |

2. KRN EGHHT A F T 2 X< T LS OHLEMfE
BEANE (BRERALHE] O AR LTz L CTERT
HZT &,

3. K& BB Lo 5 G ORI R O e
FESL L TUNRUY,

4. MENPOBEBICE Y PESNHRSDENT-H

H1[E1.4 mgm® (RFERE) Z22~57FaT T, #
1E], ¥IRNEE9 5, 208 T, 33
BIIRET 5, Zhx1d A 7L LT, 5%
DY, i, BEOREBIZE D EERET D,

<A -BAECEETERLDEFE>
1 OPUEMIEEA] & OOF IV T, Bk
OV EMEIIMEST LT ey,
2.ARFNOFGIZH = - Tk, UToEMEEZEEIC
WIS UT, 528, B IR 2
e,
(YA 7 VEE)

BERRMGIEYE | FRILOKEEN - S RWEE, REZIE
45,

« IR EREL ¢ 1,000/ mm’ Ll B

M9 %5, HER2MEIFEBLD R S /- ini ik
ARE7RHELT « T3 O B 1 i3t o B fE B A &
OO CBIEZFEHT 2,

Ak EE, RAIZHLTIAEIE, NFZAY AT
(BfE T Z) & L CTHIEE SRz I34
mgkg ((KE) %, 2[E A LAFEIT2 mg/kg% 90
LA BT CHE M IR CAERRET 2.
WwE, RS LCLALE, F T AV AT
(BETHBEZ) & L THIEEGRIZIES
mgkg ((KE) %, 2[EHLAREIX6 mg/kgs 90
r UL BT CE MR CREEHET 5.
ek, HIEHEG OBEMN RIFThHE, 2B L
B $ BRFREIX300 M & TR T X 5,

Bk :

<H% - AEICEET SERALDFE>

1. HER2BFIFEIR RS S 7= L (2B 1 D4 f
B FRIEICB T, UTORIZEET D2
& o

) 1EZB2 D5 OFIMER LIS L
TR0,

Q) A#FNL [BERAIE] OEAM L- ET#KE
THZ L,

2. HER2:E I BL N e Rd S 7= 16 m B BR AR BE 72 i
1T« BROFEBIZBWN X, LFOSICEERT

A WA

F W E ] LT

6¢C a8eq



—MRAIA R

Y X< 7 (Bl Z)

)7

F AV X7 (BEinFHA#Z)

W5t

IN— = X SR ERE420 mg/14 mL

NT T = UEE] mg

N—t FF S 60
N—t FF S 150

BE UTOLBIVERET LI ENREEL
Uy,

(1) REHE 5 A 5 GEBARO & %1213, 420 mg||™

ER5T 5,

) FiEHES BB ED & & 12X, H T
YA 580840 mg THREEITH, B, K
[B] AR 13420 mg % 33 B MIE TR G5+ 5,

5. RBIEHRZIX, A T b ARNATR & h &
B, BRAEMAEE250 mLIZRmL, £28%
REFHET 5

- i/ < 75,000/mm’ LAk
- JEIMHEENE @ Grade2®VLL T

B 7 V2B W T LT OFIEF 523 %

BLZEA, BELE ETREGT ()

« 7 H R % 8 2 Tk 9 2 2 Bk
(500/mm>A3)

 FEEUTIRYGe % £ O 4P BRSO
(1,000/mm* A7)

< I/ MRERIBY (25,000/mm? i)

SO RN SR | VA O -
(50,000/mm’ #1if)

+ Grade3™ VLA _E D FE M ik EEME
CBIERZIC LY 2B IR L 728 E

EHFA 7 V28 A)

BeERRMIENE | PRt SR 72 S WS,
W5,

< IFFREREL ¢ 1,000/mm* L B

o /MR < 75,000/mm’LL

- JEiM g Grade2 ™ VLI F

5% Ik

PG AEBR IR E (B B LA LR O 5-BrAG I

WA LA, MR LG 5
2)

P ESEH T A B LA LRR O #5-B G I
Heziiilc STVEaIE, K45,

IREEALHE

{£1) Common Terminology Criteria for Adverse Events
(CTCAE) v3.0i2#-3<,

2) WEEIT O, KOHRERESEICTLHI L,

BERIORE& - BEZOKRS R
1.4 mg/m’ 1.1 mg/m?
1.1 mg/m’ 0.7 mg/m’
0.7 mg/m*  — EHHIEEERE

3R E A AT 2 BE IR G T H5EA1E. W
BE2EETH L, [ MEEEREL) kU 1Y
e OW|BM]

4 ARG, AR 25613 AR AR
MR EER 22 L,

HT &,

(1) RFNL., thopiEEEEH & OfFHic X v B
a2 8 ([BREBE] oHBR) . KA
EOFRT pPUEMEEANL.  [EBRREEE] ©
EHOWNEZAM LU LT, #7552 &,

(2) PFRT 2 UM A O WA R 2 BT 5
Z&,

3. RFNEH G T DG, MOELOBEBICEY T
ESN=REREBLZERICE, UTo Lk H&
B2 ENREE LV,

() B&5TER LY HARLUAORNL TRET 5
X, AVETIE2 mgkg %, B {ETIE6 mgkg %
545,

Q) B TERLY AR ZBX -RICRET D
I, D THIEBEE R (A 5 T34 mgkeg, B
ETIE8 mgkg) TEREZITH, 7ok, KIEILL
Felx A V5 THE2 mgke # LEMRBRE T, BIET
%6 mg/kg % 3@ MR TR G595,

4. RF|OF 5L, RSO B RESAAK R
JH60 : 3.0 mL, YESH150 : 7.2 mL) 12X VR
LT hFTRAY X721 mg/mL O L L7214,
MEEEZFEHETHEIY ., BEHICARARE
WHR250 mL AR L, AimEd 2%, [7Rv
Wk ERG LSS, BREENEZ D

( NEA LoER] OEER) , ]

A WA

F W E ] LT

0¢ a8eq



Y X< 7 (Bl Z)

)7

F AV X7 (BEinFHA#Z)

IN— = X SR ERE420 mg/14 mL

NT T = UEE] mg

N—t FF S 60
N—t FF S 150

(2&

KEZEOHALERET, RRRICHIRET
EHERBRICE T, BALLFEEREITHS G
B BREFOEMOD & T, KEAEY & BT
SNBDEBICOVTDARRET S &, BLEE
DFERICH=> T, FFRVEHRER DR
XEESRLTHAERETH &, F=. BEHM
BRICEILL, BEXIZORKICHENUERUVER
HZE+HHAL. AEZRTHLRETHI L,

23

L ARAK 2 Lo S ALFREIT, BREaRICHo72
KRN TE DEFMZHIZB DT, BALFEHE
S5y ek - BB A FFOEMO L & T
APRIED Y] & HI & N D IEFNT DOV T O
FEMiT D&, £z, KA X HIEFRBLEIC
Sesrh . BEXILF OFRBECE DR VER
HE+SICHAL, ABEEHFTHroEE5TD
&,

2.BHEIHI N S N AT R HH DT, A
WCIEREZFTH 72 L. BEOWREEZ 43I
BEIHrZ e, £, #E) . [EEE

H kO TEHEERERANER] OHZZMH
L., #ESEFEOBREZEERIZTOI L, 72

B, AROMERIZHT= > TE, BRI CEERR

BT A&,

(2&

1. AEEETHALLEEEE. BRFC+HH
IETEBSERMBRICENT, NALREEIC
T+ - BEREROEMOE LT, A
MNEY L HIBR SN SEFICOVNTDAERT
52&, BCBEDRRICH:z > TIE. AF
RURBHAEFORNXEESRBLT+2E
BT L, £z, AERKICEKILIL. &
XIEZFDOREICHENERUVEREE+25RHA
L. AEZETHLERET R L,

2. DREZENEERLEE N HOHON. LTI
EoHlLHRESNTLNDIDT, BT ARHFIHR
SRRAIICIE. BHEDDEAEERET S
Lo Ffz. RERSRIEEOEERE (D
Io—%) #TVEBTORE (EEBHE
(LVEF) OEEFZEET) #+HITHET S
Lo BIZLUTOEHEIZDONTIE, D#RERE
(IbTa—%) #BEEIZITS L ( [REIZ

]. TEERE) . TEEGEAME
1. TEMERI 0ES®R) .

() ZFUorsHA40) DREREHRETDEE
XIFZDRABREOHLHEE

(2) WE~MEHREREPOERE

@) DTEEROHIEE

4) BERESR (DHEE. TOEE) OEF
XIEZFOBRERDHDESE

b)) BNEEDEEXTZFOBREEODHIESE

3. AFH G b XITAFIHR 55 % 24FELUIANIC
< HoHNb Infusion reaction M55,
TFT745F%F—EKR. MEZSZEOEER
BMER (REXER. EEONEET. 2%
R {REEIREE) AEBRLETIZE >4
MRESN TS, ChoDEIEAIX, 4

A WA

F W E ] LT

I€ a8eq



— TR | VY X T GBI Z) )Ty~ T AV X<T7 (EinfHfz)
oe4 N—T . B S 420 mg/14 mL NT Uz UETEL mg N—t T F YR 60
N—t TF U VER 150
REETREAY (M. BERB/KESICEL
%) OHIEEXIZDEEENHDEEIC
BLTEELLOTLOT, BEOKEE+
DITBBLENSEEICRETSL (E
BERE) . TEELERAMIE] . TEXAL
BlEE) DESR) .
(B2 (ROBBIZFRELEVIE) ) (23] koBHFCREE LRV L) H22] (ROBECIZZS LBV E)
1. ARFIO A5 UBBEUE OREAEED & % B 1. 2B R O & D B AFIDES =3 LBBEOBREENH S EE
2. IR SUTIER L CO B AREME O B 28 A ( ThE ||| DEREIH 2 B S8 5 WREMER H 5, ]
. R, RIAGEFE~OKE ] OHEBHR) 2. AFN DRI LIBBUE DBLALIED & % B [ERIZRE (ROEBHFICIFBZRELLENCEEE
3. A SUTIER LT 5 AIREMED & DI A BlET M, BITRELTHBAICIFEECR
[ Mifh, PEf, RILWMEF~OKRE] OHEZ ||| 54 2328) )
il WOBEICONTIE, AFIE G L D HWEME
fERRIME A BRI T2 2 &,
EE2LEEOH DAY ([BE], MMa®E#E
by TEEZREAMESE . TEWER) 0H
ZH)
A Lokl EERS ROBEICIESITRETSL) |1 EERS ROBHICHESITRE5TSIL) |1 EHERS (ROBZICIEEICRETSE)

W) Ty TH A7) RERBREROSH D EBE
[DAREZEOLEENRS LN DIBENND
%, ]

Q) JER~D I RBIRE D B 5 B [LARED
LEEERH b BENLRH D, ]

3) 9 oI LAREE L IXIREEET 2 HEERAR

AR (LB, RIEME ERMHEIREBRLS) ©

b B BREIZFOBRERO & 5 B [DRes%

DOLEENRD LN BENRH D, ]

EEIRE R CLAFREZE, PoldES) DBRE T

ZOPERDO & 5 EHE [DAEFEOLEEND

bbNsBENNH D, ]

T S 0 B UL E O ERE D 3 5 B [

4

)

REFEOLEEND bON LB ENRH D, ]

(1) BRI D & % BH

[ TEZEREANER] OESH) ]

(2) NPHRRERRE O & % A

UIFHERERRE B8 T ik, AAIO AUC 23800 L .
G R ERIAD OB 23 < 7R DA H %
EyEhRe | DOESM]

(3) miinE

[ Ml ~0h ] OEEM, ]

) 7 bFHA 0 ) R E R RO BE XL
ZORNRERERD B 5 BE [LAREOLEEN
bbb, ]

(2) M ~H & B R o B3 [OARRZ 0Lk
ERHLLALT, ]

3) DAEIERDH 5 BT XTFOBREREOH 5 /4
#F UERDBELT 2 BENDLH D, ]

4) Z£=EBEH#E (LVEF) NMETFTLTWAEE, =
U b= VARRERAENRD & 5 BE . BR LE
KA DIRFIERE D 8 2 BE ERP (LT 28
ENhndH 5, ]

(5) EBNRE R (OAFFEZE, POES) DBFE XL
TOPAAEDH % BE DERPBAT 28T

NdHD, ILDAREFEOLEENRS L bIT

A WA

F W E ] LT

43 a8eq



— LT | LY X~ T GG R) Y 7Y N FAYRX<T (GBisTH#x)
oe4 N—T . B S 420 mg/14 mL NT Uz UETEL mg N—t T F YR 60

N—t FF S 150

(6) ZE=EBRI# (LVEF) METFLTW2EE L
RRFEOLEERHL LN LIBENRH D, ]

2. EERLGERWEE

(1) Infusion reaction (fEMK : HEZE, FEL, JEIF7. B
oy ALBE, mLE, FERAEESE) A5 AFIHR G
WO GBI ATR 24 LINIC S < i ST
W5, BEFEGFIZZNSORERED LT
G IARORGREZE LTS, TS
WL, WU E AT 2, F, 20
H DL DA K| 5112 3 infusion reaction 733 &
bhdZ ENbHDT, BEOREL 43I0 8
B, RENROSNZGE MY e E %
179 & &bl JERBEE T 5 £ TREDIREE
Erolc#gEsss e (TERZEER] ©
HZH) .

(2) EEWEERE (O o MELREEETD) B D
PINDZENHDHDT, AAIBEBHLERTIZ LA
FHOIBREEERT D L, £z, KAFIERSH
IR D FEBLIRE - B SR ITN U CEELD
e a (L= a—%) 217\, BEONRE
(ZeE=BEH . (LVEF) OE#% &tr) &+50
WCBIZE L, IR3E, BB/, 5 Wik 4
WrinzZ & (MEERE] OHESBH)

2. EELEXRMEER

(D) BEEEMHIRH bND Z En3H 5D T, Ml
WCIMRIRE 21T 5 22 &, BEOREEZ 71
BEL, BPEORBRICEET DL L, B
NRDLNTHAITIE, BESKRESE 21T
WV, BEIZIE U T, G-CSF A HA A 0
S DY) L& %175 Z &, Grade3Lh Lo
M I ER e O FP BRI D O B IRl E, & HIc#
HEMB4B% (FRIE) &b bbh, RIKHE
FEELAND EHIZTAEE (PRE) ICEE L
72o [ TEXZEIER] OHEBR]

Q) BWER (7> b, A X) ITBWTRERME
BFBD LI TWDOT, AFE FHE 72 - D &
FILHEGETHLERD DA T, ERICS
TORBEBET DL L,

W ]

(6) EIMLEIEDBE UTZF DEEERD H % B L
RELZDLBENRD b7V, ]

(7) LE R R (IR, fRERaRIEAREIC X
5) ObLLIBRENIZTOREROH 5 BE
[Infusion reaction S EEEAL L9V ( TEHEZ
EAMEE] . TEXZEMER) 0oES
w1

®) =g ( [EE~0®E ] OmESHR)

2. EELGEXRWEER

) DIAL2EOEELRDEENHLDND Z E03H
20T, BIAFIRSEBATICE. BEODHE
BEEHRT S L. ARERERILMVEKRDOFKE
Rk - EEEZICH L CEREOEERE (DT
3—%) 70, BFORE (AERHE
(LVEF) OE#%&iTe) -+l i, Ik
W, BEEE, 0P ErT s 2 L,
FTo. MERA~ORSIR R & OOF I, i
SR OB L) 225 2 5% E L7 BT, DkEE
ORBUCHETH L ([RAEIZER] . MHE
a5 . TEMEAH) . [BERKE] oms
)

(2) AKIPe G- S E e 5-BALER 24 LINICZ < &
L5 Infusion reaction (GEMK : 3&Eh,
L, EM, KR, B, ek, O F W,
B, WIPES) A340% O BE TRV T
SN TS (HER2WFIFEBLAERE S Lic i
PEFLIE OIKGERE) . ZHHOERIL, BERE
~PEETEIZAFOHEIHZRERFIZHSHA®
TV, BEOREBZTHICHEBLAFTLED S
NTGEITIE, #E e (IFEVERAL, Pie
AH I UHIOEEE) 2179 & & BITIERAE
BT HETCREOREEZ FICBET AL

A WA

F W E ] LT
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— LT | LY X~ T GG R) Y 7Y N FAYRX<T (GBisTH#x)
oe4 N—T . B S 420 mg/14 mL NT Uz UETEL mg N—t T F YR 60

N—t FF S 150

3. HEEHA

GHREE (BHAICEET S L)

SFHIA BRPRJEIR - FEE IR BT - fEBRIN
GUEPEREZA (PRI &0 B BEE| & b EBEEI(E
RIS (RN D HaA L, H i

NdHsb, AT 285
AlTiE, BFEoORE
EHolBEL, &
EION U TR XIT
IREEWIM O IE K & 1T
5z &,

2T D%
b s,

( TERZRIWER) OEZM])

(3) Infusion reaction ® 9 B, 77 1 T X —HFIE
K, MEEEOREELFNER (KRESOES, &
EOMTERT, SRR EEERES) 238
LEETNZE o e fIn#E I Tnd, BHEORK
A +oIcBlgg L, BERRO bR E12E
WU LE (BRRRA, B-7 A=A b - B
BARNECRIORS%) 2175 & & bic, ER
NEET D E TEEOWREEZ +2ICBETDZ
Lo F. AHIBEFIZII NS ORENED L
NS EICIIELICREERIET L, 7
B, TOXIRERDRH B O BEIZBNT
% 5D Al 2 P 2 FEHEITfENE LT 7R
([B& [ERZEIER] OHESR) |

(4) Infusion reaction DFEHENESE 2 HAY & LAl
I (e 2 & I AL BIBRERNVE CHISE)
BT 28 AR S Ty,

(5) HER2:t Fl 3 B 2N e S 7= gl 8 1 A Al
MBMESHRE (A ¥E. B 1) | I miBh b2
EO A EROEEBIEIED B IRICARA %4 H
FHBRICIE, Bk ( TER EoXEEOR
WG - BHISANERFT S AHHBEE~O
MY R D AR &) ERGT ST L,

A WA

F W E ] LT

43 a8eq



—MRAIA R

Y X< 7 (Bl Z)

)7

cTRAY X<T (GBI FH#2)

W5t

IN— = X SR ERE420 mg/14 mL

NT T = UEE] mg

N—t FF S 60
N—t FF S 150

3. ElEA

HER2BEAM: D FIAE LRI R 5 &
L 7= [E B L RS A B © R & 'K
Y, N7 AV X< T ROARANOAEES SN
40761 (HARN2661% E 1) ITBWT, BIERAN
396%1 (97.3%) 2RO bz, EREIWEMIX,
THI236%1 (58.0%) . MiFEAE23241 (57.0%) .
A RIR21261 (52.1%) | 4 ERISIA JE207 451
(50.9%) . HEL0149%1 (36.6%) | SN FH145
Bl (35.6%) . == —ua/xF—126f1 (31.0%) .
12561 (30.7%) % Thotz, (KFBK)

4. BIYEFA

< [FE N ERR TR AAE >
ENE I FERBRICBW T, MM e S iE 5
1l 2B CRIEA NI E SN TS, KR
i)
F2RIER T, e (98.8%) .
b (98.8%) . WLEAE (58.0%) .
(543%) . ¥ 95 (444%)

[ 1 BRI
U SR
AR R

(43.2%) . FEL (42.0%) . HNZ%E (38.3%) .
R EE (333%) . ~FErEVED
(32.1%) AST(GOT) k H  (29.6% )
ALT(GPT) E H (272%) CK(CPK) t &
(25.9%) . FEBE (247%) . K 4h %R E
(24.7%) . y-GTP L& (19.8%) . W&
(14.8%) . FH7E (14.8%) . FEEMELF FERIED
(13.6% ) T~ # (13.6%) . LDH L &
(123%) . Al-P EH (123%) | /s
(11.1%) . B (11.1%) . %% (11.1%) T
Z

o

<SR R AR >
SMEZE AL OV I AHERBRIC IV T, Rt fif

M6t GAEFI8276 . 79061 (95.5%) DREIVE A
WhHEENTWD,  EKRE)

EREMERIE, PR (56.0%) | BiBIE

(497%) . T (35.1%) . KRRy R pEE
(32.0%) . &5 (29.3%) . HEIE (25.9%) .

H ek (22.9%) . &l (20.3%) . ABKIH
R (18.6%) . EEN (16.6%) . HHE (16.3%) .
TR (15.0%) . W& (14.5%) . BEJE (11.4%)
THD,

3. BlEA

<HER2:BZIRI|MHIHER SN e EELE>
ENOERBEZOFE LN WT, BIEMIX
146 (77.8%) ZERD BT, EREWEMIZ, 7
B8 (44.4%) . WEAH3H (16.7%) . TEIE3f
(16.7%) . #2361 (16.7%) FTh-o7z,
ES O AR FER 1,298 1B W TERD b= 7
BIERIEL, B350 (27.7%) . HEIE359 4]
(27.7%) . HHRE2576] (19.8%) . L2524
(19.4%) . & 16561 (12.7%) FETholz,
(7K

<HER2BE|IFKIMAFEZR SN =ZEICH (T 5 TR

b >
E NS CHEME L 7= 5 I B E 24 b i s B
(HERA #HBR) @ 5 HAKINE G S 721,678
IZBWT, BITEH 6006 (35.8%) IZFE8DH B
7oo EZRBIEAIE, EEISH (4.5%) . HAJ61
B (3.6%) . FEESSHI (3.5%) . E52H]
(3.1%) . 55161 (3.0%) . BRHRK 514
(B.0%) HThotz, TDIHH, KRBRICHIN
L 7= EANAEFI41 B2 BT, BIEH 232341
(56.1%) 12D B, E72RIVEHITEZEH
(14.6%) . FEESH (122%) . I 5554
(122%) . FEISHI (12.2%) . IO FEESH]
(122%) FTholz, (Fhig - ZIRKOHIE -
JHESBIAGRRE)

<HER2BEIRIBHIAHEE SN ABURFEELE
1T-BEOBE>
E NS CEME L 7= 55 A 1 R 24 b b i R B
(ToGA i) @ 5 BLAAID G I 72294F11C
BT, BIEM 2836 (96.3%) 127D b

A WA
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—MRAIA R

Y X< 7 (Bl Z)

)7

cTRAY X<T (GBI FH#2)

W5t

IN— = X SR ERE420 mg/14 mL

NT T = UEE] mg

N—t FF S 60
N—t FF S 150

(1) EX%IEIERA

1) fFch R A AE (50.9%) . B M EkE A AE
(16. 7%) : FEEMELFRERIBAE, 47 ERIED
JE, BMEREDERH LD ENHY .,
BYYEIC LV ETICE 2l b mME ST
HOT, EMPNCMIEREEZAT O 72 EBEEE
FATATV . BERFED b A IIXE )
RAEZAT D T &,

2) Infusion reaction (8.89%™%) . MZE 3
2 OJETT. BLD. ALBE, mnE. PR IR EE
% & T infusion reaction 3H LD I &N
LH0OT, BEOWREE B L, BEER
infusion reaction 23 & B O TG EITIIAF D
BHEAZBEDLICHIEL, BURLEZITY & &

Hiz, LI, AAEZHRG LW E ([E
B AR OHEER)
N TFIT453FT— (1.0%) 1B 8E

(9.3%) : 7F 7 4T Hv—mELBRBUEN

(1) EXLEIER

1) BREIE|  AFPERE (98.8%) . EImERED
(98.8%) . VU Y kA (543%) . ~ES
o E A (321%) o BB A AR ER R D
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72, BEDIREEIZE U T11L.IMBg/kg ([ZHET 5.

L CTHGD) 22T CTRIEFIRNE G- %, &EREHIT, De< s bl4
A OG- MFEZ VT, 2B E T 5,

A WA

F W E ] LT

of a8eq



—HRA4 TR Ay Y oh ) A FVVEYT FUSEL L TR R T A H~vA v (Einthfz) B
GEtfm A %) FEAHKARELT
HRoe4 Rl Q) IVAS S DR ~ A 0 H— 7 S ERE Smg

V) #EHE Y b

B, AvrVTLA ) ATV VESYT FUuFkFL (GBxTHEME
Z) EFEOBGITHD, ATV YE~T Fudtyr (B
Z) OHERFN OMRBEIT, BERAERNSHOGELHERT D L.
Bi% - REICEET 2ERLDEE

LARGZ AW IEEIE, 8%, UFOAF Y 2— /L TEMT 5.

M 1HE VU< 7 (BETHEIRZ) 250mg/m’ % AiEEE L, A
T HAEMLINI, AP n (M) A7V YET FUXt
& (EfnFHfz) THEE LCTI30MBq Z 8 RPIC 1053 2T
TIEHE ST 5.

() 3~4BH Ay n (Mm) 47V YVEYT FUXEH L (Eis
THAME ) TEEHEER S OA~T2RFH RIS AT~ A T I L DiREE
T, £y RV wa YY) A7V VESYT Fudtry GRIET
L Z) RS G- OB UM 2R T 5. UM O R A E 7R
LA, 18 EoREEZ S GEMIREG % Ehit L, FEETIEOR
EERETS.

B) T~9HE : U VF <=7 (EETFHEZ) 250mg/m’ % S L,
SRR T HRABILINICA v P o s O%Y) 47V VERT FUR
T4 (BT Z) FEFHEEFIRNIC102 2 TR 53
5.

2.4 n (M) A7V YEST Fudtbs s EEFEHRZ) T
% 548~ 725 OB T, LLTFTOWTNOOF AR b
Blx, BHESRAERNSA & Ted. B R ARSI S Mo
BETIEA Yy RV oLs ) A7V VEST Fuktkbrr (BETHE
Haiz) ERRERG LW L.

1) BHERBEHMA~DOEAMEDE Y ALNBRBD HND (BEEROWE
O RHEZHERETIEY L F VT HIIBITHA—R—ZF ¢
NZHELL LR .

2) MR ~DELD JA I % 739 Tl M O K OV B~ D 58 W JRTE L A

WHonD.
() BLFD K57, EEORIEAS DI IEF g~V AL O
SRR HND.

D kL © bIROVER i ~DOUE AMED B Y AT

(A& -AECEET ERALDEFE]

1L ARFIEERFZH HbiLd Z &R D infusion reaction (FEEL, MEFE IR
W) 2S5O, RKFEGOIREMATNCHE 2 & I A
(Y7 RTI%) ROMBENRA T N7/ 720%) O
A5 21TV, £ D% b0 EIS UMEGEER] (T RT3/ 72y
H) OB EEBET L, I 5T, RFIEGANCEIERER LT Al
RAFNTV R=Yu %) #4575 L infusion reaction 23K S5
ZERDHDLH, ARG HRRORGKETHRAFRII AN XV A U EE=
H—FHT b, TOBROMEIILL, BEORELHSICBIZEL, @Y
TALERAT S T &, B, AFNIATHE G % FHE L WIGHE ORIk
SELTWVRLY,

2. BIREBEIIE A TR 5728, ST bl ediE Ok ixre 7y
— ARG B1TH 2 L,

3ARIDOBEG\ZHT- > Tid, L1 2um ULTFOEBEKBEEDIERNA T 5
VI ANE— (R =T VAL T 4 RIE) 2R A T4 T 4
VB —% 8 LRI EIROUIHFORART 4 2T 52 L, [F—0 R0
FTA L THOIEREFEH L2 &,

4. RFNTRR NSO Z DR & 0 28 257 CHEHR G- L. #IRN~0
BIEEGII TRV &,

5. RFNI3E DL B U736 OFE « ZaMEIFAEL L TUven,

GESHR DR E)

ST TS TMC B RESFHASML 2%, Tl X 9 1Icfoic

PR S 72N O L, Img/mL & L7ztk, YEmEZ A RAEEASER

100mL THAR L TR RN 595,

A WA

F W E ] LT

LY a8eq



— R4 TR

Ay UL ) ATV VEST FuEH L
CEfn - 2 ) SRR

TFEY AR THH~A T (BIaFr#az) RH)

W5t

Y7 %y R L
V) #EHE Y b

~ A 0 H— 7 S ERE Smg

@ #%iEte T, FFiRL D bRV IR~D R Y AT
@ JFil L 0 IR ~DOB Y AD: REFHZE(LA I B RN
H o)

3. #% 5-Fi /R 38073 100,000/mm> BL_F150,000/mm’ A O BEFIZIE, A v b
Uon ) A7V VEST Fudkbyr GBRIEFHILZ) EREO
581311 1MBg/kg IZHETH Z L.

4. B 551 M/ MR A3 100,000/mm’ KA D BREZITBIT H A v R U T s (0Y)
ATVYEST FUutsr s (BETHEZ) FFROEINER VL
EPEITHESE L TRV, [l RRER S 220, ]

S AERRERNS%ARIMDA v Y T A YY) ATV VEYT FrukkH
GEfE R 2) TEENRITER Lanz & DA OV e i ImesT
LTV, ]

6.4y RUTA (YY) A7V VEST Fudtry GBETFHEBZ) E
PR OB IZEE L TIE, UTOFHEHIIEETDHZ L.

DAY RITA ) A T7VVEYT Fudtrr (BIETHHR
Z) EFHROBE S RIL, WYUK IE SN2 iEssc <, &5
DOHERNHERTHZ L.

QA RITLA ) ATV VEYT Fudtrr (BIETHBR
Z) HEH OB 5130223 7 0 VBOEET 4V Z — UEAIERS
PE) 2N LTIONMNT THETH 2 & AEBEEII LRV L.
0%, 10mL LA EOERAE R Z R CIEHNE R OET 1 2@
CTH#ETD L.

T Ay RITA V) ATV VEST Fudtrr GBETFHEBRZ) E
PR OG- OFDER LTRSS TW2R. ( TEERIEAR
VLR OEEBMR)

i3
of
p
gl

WZE

() RO WTIE, BEARI RS TE B EFEMZxICB
T, G MAREME R O R L OB BB LT, +o 7k -
BB EFFOEMOL & T, RO AN EY) & W X2 AER] D A
WZATH Z &L F7o, IREBMRIZIENI D, BENIXEOFRICEMNE
LOalttEz ol L, REZECr G2 TZ L.

QDAY TN ) ATV VEYT Fudtwrr (BEFHRBR

(&

1. BEARFRBRICB W CABNCEHE L7 B 2 O NDEEHID RO T
W5, AAlOBEL, AMBBREDOET=2 ) 7 LIERICHHE T&
B A4y PR OB o o FEFEMi R B OVAPE A LR O TEFR 445 e fR Bk
ZHOERMOb ETITO 2L, gy . MEEKS) | TEER
EARNEE ] OWEAZEEICEE L, REA#EY) &l Sz B8H5
DHIEFEEGTH &, 2B, REIOERIZHIZ> T, BT

A WA

F W E ] LT

7 a8eq



—HRA4 TR Ay Y oh ) A FVVEYT FUSEL L TR R T A H~vA v (Einthfz) B
GEtfm A %) FEAHKARELT
HRoe4 Rl Q) IVAS S DR ~ A 0 H— 7 S ERE Smg

V) #EHE Y b

Z) FEFHEOBEGTELD, U sy 4oV s (M) BIER
ty hERAWCA T I YEYT Fudtyr (EEHRz) Of
AN ORERE ATV, B 72 RN FE O b I BE A
FROWEERI ThRwWZ L [ THE - ARCEES 2685 Lo
HE OESMK]

Q) AL DOFERIZH = > TiE, IHLEEZHAFRTLI L. Ik, VU
V=7 (B z) ROET7 Yy oYy s (M) BER
Ty FOTMLEICONWTHEAGETHZ L.

HEAGT DL,

2. O BUEEMIEEA & OOF T AR Z M Lo 5BE 0% eI
LTV, RAENIMOPTEMEEER SO Lenwz e, [ [Zo
DR OHESR]

3.ARBIOM I - > Tk, BEXUTZ OFIRICAH IR OfERE%
FCHH L, AEEZETHLEGEGTDZ L,

4. BHN G LT N COREICEERBHINEIN D b 2 &2
BV, TORE., BANREMEROCHLERERLIND Z 013
LDT, AFNOFERICH - L, JEGE R OIS+ E
THZE, Eo. BRRERIC I T/ MRE D BIE 23 Fig i ERE
DI ENRDOLNTNDLOT, FFICEETDH I L, [ EEARER
FIEE ) OIESHR]

S5.ABNOE S, BEERBEIE (77 4 7% —%5T) OIF
7>, HESEMEZE 2 & $r infusion reaction 23H HHONDH T ERH Y . K
7R BUE M OEE L RE SN TS, 1F& A ED infusion
reaction DAEIRITIAEN P 5-BHAATL 24BERILINICRIL L T\ 5, KA
. BERCH DRI D TE 2 e Lz ECRE AT 5 2
Lo ARHNEG R RO ERET R I ANA XNV A =g —F
HZE, TOHRLMLIEIET, BEORELZ HoCBIZL, Wk
WEEITH Z &, MPRNEE, BERMICERRMELE, 7374 7%
— MK SUZ B 858 RE BERES & D o A 1T E b I
Hadik L, @ERAEEITV, ERMDEE T 5 E CREDORES
FNCBERT B Z &, R MIFEREL D2 BE i & OSSR
BIEGEEEERIET D U A RNENWEEZ LND T, KK SHIC
A if. A M BR$ % 30,000/pl RiSICEZ 5 & 5. AImEkEREE ZE
L&, [ THEAEANEER OESE]

6. RFN DO 5AZ L 0 EIE /2 ARPAZEMENTR R (VOD) % & ToliFfEE D
WEINTWD, EHHEE (HSCT) OMATRI I THIZAR
F a5+ BEROFREEDH D HEFZIE, VOD 2RET DU X7
NEL, FARELD VOD IZX A TEHAMEINTNDD,
VOD #&TFEEOERICK L CTEREZFREBET L &,
[ TEEALARNESR] KO TRIER) OESHE]

A WA

F W E ] LT

61 a8eq



— R4 Ay UL ) ATV VEST FuEH L FIY R TH S T~ A (BT z) B
(B ) SRR
HRoe4 Rl Q) IVAS S DR ~ A 0 H— 7 S ERE Smg
%) il b
BES (ROBEICITHEE LAV L) (2 (ROBEIZIFBELENIE) ]
(1) ROy, ~ T A N7 HHFERG I Y v~7 (BT ARFN DR xt U 2@ HUE OB ERR O & 5 B
Lz ) (X B EEEEUEOBHERO B 5 B
Q) IR UTETIRE L CW D ATHEME D 3 2 Aot [ THE4R, FENG, 1elidss
~DOFH. ] OESIR]
A EDEE 1L EERE KROBRFICITERICRGTHZ L) 1. BEEHRE (ROEFICITEEREICEETEIL)

1) BRED Y o NEEERN25% EoBE [MikHEE?#RL Hobild s
FnndHs. ]

() BHEREKTNToH 2 BE [MKHEEREBS Hobhb2BENLRH 5.
7235, HFPERER,200/mm AR I/ R $100,000/mm ARl O FBE 2 B
BB GRBIIR. TERIRRGE) OS]

(3) BEYiE (RRILIE, I, UA L REE) 280 L TWAHRE [
PHERIC L v iBREZ B SR ENANH D, ]

4) ‘B BERAE KR M A 72 & o M MBI IE R 2% ) 728
F, BHED25%LL EICHME G RIS 252 o B3 B L 0 iR
<HHlFBEBENRH S, ]

(5) HrEEA S UTHMMAR 2 %5 LT\ b B, Hil T idEmodH 5
B (M X3 oOBEERS bbb BENRH 5. ]

6) ~ T AL URIEHKMEOBREREOH HBE (b Mi~v v RAHKIC
KB BBSIENRBZH2B8FNEHD. ]

(7) SRYNRBEOE OBEER O & 5 B

®) T LLFXF—HRDH L BHE

2. EELERNEE

M A2y n (Mm) A7V YEYT Foudtsrr (BarHfz) &
SR L D EREMOMRICBNT, 4y VoA OY) 47U VE
~7 FUudtbHr (@EHEZ) FEFROR S Y] &l ST
BEThoThH, EEREWEANRIATLIEBENNHDLDOT, Hlegx
FINAT, BFERFRD LN GA @ E E21TH 2 L.

) AsEE%c, PMERBE, AmERBCOE, M/ RIBE, Rk
BWAE, BINdSbnd 2 ENHDHOT, MENMIKREZIT D 7

) FEE0H 2 BE [RIEABES bbb oBENNH D, B, &
E UL E U 2mg/dl BT AR E T ARBUIFEMm I T
W, (TR oIESR) ]

Q) BEEOHLBEE [RHEHAD R bbb BTN H b, i, B
fEERE 2RISR LT HRBRITE/m STy, ]

3) BYHEZ AL TV BE [EBEMENC X 0 BYWESHET 5 2 &
b2, (THEEREAWEER) OEZR) ]

@) MEBEDODH L BE MEESEETL Z 035,
HE] oEsm) ]

RN

( TEEZRIEAR

2. EEGERNEE

() AAOFEEICE Y, BERBBUE (7774 7% —%25L) OIF
. BIEMiFEE A &1 infusion reaction 3% SN D ENH V. Eofn
H 7B BUE M OHfEE L ST b, 13E A ED infusion reaction
DFERIT, AFIPE G- BAAZ 4R LA L TV D, AFNL, BA
FEIC 0 7extiG D CTE D82 Uiz L TREG 2Bt 2 &, MR
HFRERANCERMEME., 777 4 7% — BiKE T A MR
BIHEBERERD SN ZHEITE LIS 2 F i1k L, WY E s

A WA

F W E ] LT
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—HRA4 TR Ay Y oh ) A FVVEYT FUSEL L TR R T A H~vA v (Einthfz) B
GEtfm A %) FEAHKARELT
HRoe4 Rl Q) IVAS S DR ~ A 0 H— 7 S ERE Smg

V) #EHE Y b

CHEEOREZ BRI L L. ( TERZFEWER) OESBMR)

B) IR D AHREME O B D LMERF R OV S— hF—ERT 5 AlREE O &
5 BERF IR G T AL, BERR2y ARITGEESES 2 L.
(AL 5%, KR CHEEICEVEHRERBRE SN TS, ]

@AY VoL ) ATVVEST Fudtsy GRETFHILZ)
HEHROFES OAIER NLEEMEIIHR I N THRNOT, BED
AERONEZ +oICER L, B5RBEET 2 BE IR L CHES
LWz L.

1TV, FERAEE T2 £ CREORELZ HoIcBlgld o2 L, Rigm
FEHRBOLNEETIEIINODRWERORE T 2 27 BEmne &
BB T, B G-ANI A L [ i ERkE A 30,000/ul RKHIZHNZ D X
9. BIMERREEZZETLZ L,

(2) 1F& A ED infusion reaction 1d, AFI5-BlAZ 24N R INICIESE . F
Z AR R ORI R OSER & L TRILL TWD, £, Mgk
EPISOEE 7 infusion reaction & LTI, ., FE (KiE, S
JE. minhE, KESRAE LK Ol R SR RE SN THnD, TiLh &k
WEHD-0ls, RFELGANHEAZ I VA (V72 BRIV
%) LOMRBGERA (T2 N7/ 7% EEG L, LEIZSC
TENNE 535, AABEGRICEIBREFRVE VAl (AFALTL K=Y
o LA ¥ 54 % L oinfusion reaction NERB I D Z ENDH D, AKIB
G R OBGETHRAGEIIAS XY A V2T =F—FDH2 L, 20O
BB T, BEOWREL HoICBIEZ2 L., MURAEEITI 2 &,

3B) RANIOFLEIZ L MiEEZ R LIETICE > TZEM D HE ST
5, MFEFEORKPTAE LT, MR, MR, Mk, FE0JR M
AR, MR R4 REA FRIE M OV MR 858 SE BRRE S 2SR ST
b. I OEIERIZL infusion reaction IZfER L TAELDHDOTHY
R . A M ERELA330,000/uL LA EDBE TIZZ 6 ORWEROREET 5
URIZW@ENEEZ LD O T, RFBEG AN HKN M A ek %
30,000/uL RiICINZ D L9, AMKBREEZZET D2 &, Fio, iR
BObLZEFTLEBRMEELRIET L2V A7 REmNEBI L5,
72X, infusion reaction DFEFIE & 135 1T < WO BB 2% %5 o it i 55
b I TWD, [ M) RO TRER) omEzi]

@) AHNZBEG LT X COBFTICEEREWINHELI L 50N Z 0D
D R/ RE O EIE B RPIRIE T 5 Z EBRRBOLNTNDH O
T, HENCERRRA (WERE) 2172 2 EREOREL o8l
T5Z L, REEIYECHINN S b LN GA I TE U RER 21T 5
ZE, B, AROHHICHTZ - TiE, EEIREEICIVIRIG T (EE
=, WHMEES) CHfTT 2L, +oIEBETLZ L,

(5) AFIDBGIZ & v HEZRFIRPAZEMITER (VOD) & TEE (&
W REIN, A ISR, IFHEIEI, JEK, © Vv e 8,

A WA

F W E ] LT

IS a8eq



— B4 T Ay RITL ) AT VVEST FUFEBE PSR T A H~A Ty (BEnHHhz) $UH)
(Bfn L z) TEFRRA
HRoe4 Rl Q) IVAS S DR ~ A 0 H— 7 S ERE Smg

V) #EHE Y b

FEMAERES) AREIN W5, EnEiiaBi HSCT) DlafT
AR TR AR 2 e 53 2 BE KR OIFEED & 5 BE X, VOD %
FIET DV A7 BE L, HAREKNVOD IZ & A TEFREHE SA T
571z, VOD % & ieFaEORBICHERE L, HERE % Eiid 5 7
CHREDOREZ FICBET 2L, B, S 0% TR KRER O
FERTTIE, AFIPEGATC HSCT #MEfT L7- & IZBIT5H VOD FIE Y
A7 19% (5/27) K OARAFIEE 5% HSCT Z=hifT L7-EBEIZBITD
VOD FIEY 27 16% (8/50) X, B AZHEIT L CWRWEFIZEBIT S
VOD FJEY XA 7 1% (2/200) LV @7z, £z, HHKERAIC
BT 25 VOD OFEHERIT5.6% (42/753) TH Y . AFFEHIZ HSCT %
AT L7 IZ B W T, 11.6% (15/129) . AFI 542 HSCT %
ITLEREIZB W TES.9% (2/34) | BHEZ T L TR WEBEICE
WTIE3.6% (21/577) Thoto, [ 1EE) RO TRWER) 0ESH]

(6) EFEFREZR MR DO BHF IR G T 2 MENH HHEE1TIE, HRICT 5
WRBEEETHL,

(7) CD3PURZFEIBLL TWRNT v FROT =7 A4 YLz v KER S
FHRBRICEB T, YAV X T W~ A 2 ORI A
HIZEDBHV rT~A VU EROMAFEEICHK TS b D EEZD
NHEENFE I TN D,

3. HEEHA

HREE (HRISEET S L)

ARANT CYPIAIZ L DV MR SN D AREMER RIB I N TN D7,
CYP3A4IZ X W Rt 25 1) 5 XU EEA 2 H 3 284 EHHABEER 2 4£E
CHAReEnd b,
ER2E

FRERAEIR - HIEH R i - RIREF

3. HEER
HEEE PHHICEETAH L)
st ERERAEAK - B -
FAlAS BB BIRET
T FUITE | BERELEET 2 F | B U U NERIEEE
wEU T YORFICESS | HICE Y RFTD
FERMNFEHR L= | BEARHS.
BT Y 7 A
1T9.
RNELD 7 F T F DR EE | B UL SEREEE
WEESELIBEN | HICLY I F
BdD. WZxH - B ER S

RIS B A LB
AFNLT L R=Vn
Vg

~r7nuZA RRIUEY

=
VatrvAr T m
S I

i R AE IR I D WD TR
HTH 5D,

AFNE CYP3A4IZ LV
R &S D FTREME SR
XN TWb7H, =
LD D IR ARFI DR
BB A KIE T ARE
HRH 5,

A WA

F W E ] LT

7S a8eq



—HRA4 TR Ay Y oh ) A FVVEYT FUSEL L TR R T A H~vA v (Einthfz) B
GEtfm A %) FEAHKARELT
HRoe4 Rl Q) IVAS S DR ~ A 0 H— 7 S ERE Smg

V) #EHE Y b

Y AR AAAP = Eab g WD
5.
it BE O 50 B il AE
G R Vo A v | RIC & 2 RIE
A7 E) KEISL | BoBENULL b
JERMD B L= | 5.
ATy 2R E %
179.

e A T & o YR E

4. BER

AV n M"m) A7V VE~T FUdts L (BEFEHZ) TR
KOSy bUTLA YY) ATV VEST FUudkvsr G FHEMZ)
R 2P 5 U= EWNERRER BT, BRI e 2 4] 5545
S3ENCFRBO Bz, ERBIER I, #BERI3H] (23.6%) , HEIH 114
(20.0%) , fEH, OWNE, BB ZhZn106] (182%) , H.L9f
(16.4%) , THI, BHRAE FhEn76l (127%) , BRPEE, K TH
i, SUHEEZR  ZhEN6H] (10.9%) 72X Thote. E/RERRE R
WU NEREOR, AT EREOEY, I MREGE, AmEEES  thF
N4l (85.5%) , ~EZ a el w38% (69.1%) , ~~ b7 U v MEgid
3761 (67.3%) , JRMEREB A 3561 (63.6%) , M H 7L B Bk B B R
(LDH) #1561 (27.3%) , e Uressmneg 218%) , 77 =
VeT I I A7 25— (ALT) HINSH| (14.5%) , 7 AT ¥
7 /) b7 A7 27— (AST) N, JRH I ME 2274
(127%) Z<Thoiz.  (KPREE)

7 NTA RRPUAEYE
TV RAa~ AT
ANV NTTIVFR

PiAEwmE
XXTYRAFL - X
NIRRT Y AT

PR A
A4 hFaty— 5

4. BIER

RIVE A S SR DL O
< EMERREERAE >

B 1/ TAHERRRBRIZ IV T, PRl e SUE F14015]) 251 BIVE ] 23
FE L7z, ERBIMERIZ. FEE38H (95.0%) . /N4> 38

(95.0%) . BAIMERI A 376 (925%) . ~F 7 ot D364
(90.0%) . H.L:356 (87.5%) . AST (GOT) LEH35%1 (87.5%) .
LDH L5340 (85.0%) . U > /]ERIB32M61 (80.0%) . $& &3]
(77.5%) . ALT (GPT) L5296 (72.5%) . EHCRIR28%1 (70.0%) .

T4 7V D Z A2 (67.5%) .
Bl (62.5%) . WFFERERA 2561 (62.5%)
(57.5%) . AL-P EH23%1 (57.5%) . BEJ2061 (50.0%) . fH~7 ¢~
U7 HEIMOB (47.5%) | EIHEL7E] (42.5%) | TV TR U
D17 (42.5%) . SH15H1 (37.5%) . RERC 156 (37.5%) . R
Ye1445 (35.0%) . APTT #ER 14451 (35.0%) . #ENR13G] (32.5%) . M
v U e HEINRE (30.0%) THholz,
(EFRIFEY)
<BENERABERE#R (2FHAE) >
MR O — IR $ GE0 O 2] % B8k L CHM LA IC W T walkRT
fili 6827536166361 (88.0%) ICRIERREO LIV, ZOERLOE, HEWEL
FRERIRAME25261 (33.5%) . Ifi/IMRIEIA 23261 (30.8%) | FEN0361 (27.0%)
IR ERID 17061 (22.6%) . EIMEREA 14761 (19.5%) . BRIMIETI8H] (15.7%)
EThot, (ENEARERE (SFFHRE) &K TH)

<HBYHVERPREAERBUKE >

IEME26%1 (65.0%) . HFE2S
7 4 7 o RE 2361
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—HRA4 TR Ay Y oh ) A FVVEYT FUSEL L TR R T A H~vA v (Einthfz) B
GEtfm A %) FEAHKARELT
HRoe4 Rl Q) IVAS S DR ~ A 0 H— 7 S ERE Smg

V) #EHE Y b

(1) EXGEIER

1 BEEIH EEAR) - mERECE, BmEkEAE, D
SiE, AFHRERIEAE (BB REREAIE R S Te) U o ERBAE,
IRMERIBAME, B3 605 IIEET LI ERHDHDT, 16K
BITHEN MIERE 21T 5 72 ERFOWREE H oo+ L.
HDRRO BN EITIE G-CSF RAR 5ol 70 £ @Y R AL & 21T
2z bl ek, ENRABBRLY, mMEKEDITEBILEETHY, K2
ABICRIRMEE 720, 1~3@EM TR 5. ( THEKEE oHEs
)

2) EEGKEEREE (WEARY)  fEE CRIBMERESR) , SRR
SEWERE (Stevens-Johnson JEERE) , FIEIERRIELR, HhEatEaR R HEsER
fi# it (Toxic EpidermalNecrolysis : TEN) 72 & OEE 72 B RGREES G 23
FHETHZENHLOT, fLBE, KIE, FRE HEZRENS LD
TSI G A b L, #ORAEEITO 2 L.

3) REERAE (BHEARW) : SE, MREOEEREGVENH bbb d Z
ERBHHOT, BELTHIATY, BERED bNAHEICILEE 72
EZATH Z L.

AR R RBRIC IV T, e SIERR77HH, ERAEFESR (KRAIE O
REBMROF I 0D L TRE LI-FES) 1L, B (82%) . i (68%) .
I (66%) . WEM (58%) . If/RIEA (50%) . EmEKED (47%) . BUE
(37%) . WiA& (36%) . THI (32%) KOWER (32%) Th-oio,
EARRRREORFEEE) (7 L— P304 ) 1, /WD (99%) . ek
B (98%) .« AIMERID (96%) | AR (52%) . RE VY LE A8
(29%) . AST (GOT) Z#) (18%) KW' ALT (GPT) £#) (9%) THo7-,
(RFRRED )

{7 L= FYBUE NCI-CTCver. 1.0 AHE L L7z,

[ERZREIWER] KO TZ2OMORNER] ORBBEE X, 7KGER O E KRR
R K O % O E N FEGEFAE RS (2ffE) oAFtL v EH L,

(1) EX%EMERA

1) infusion reaction (47.9%) : HEFE  F&E. L, WEH, S, KW

FE. B, AKERSRAE, RO IR EE, &b & OVESEMEE S S S
nNoZendsn, [ ) omEsE]
NABNY A OE=F Y 7 REMRREROBILE e L BEOREE
BRI, BRENBOONEAICIIEbICEEZ PR
L. )7 E 2170, RS EIE T 2 £ CREDORELZ o icBls
T5HZ &,

2) EEGBEAE (0.5%) : HEERWREUE T F 74 7% —vavik
i) MBOLLNDAZZENRHDIDT, XA ANV A DE=H) T
RLAMTEROBE R Y, BEOREEZ TFICBIET L L, BREN
RO OLNTHEAITITEDICE S Z2 P IR L, @R AE 21TV, JERA
M35 CREORELZ +OICBIETHZ &,

3) MKREE (BEEMHEZ) (67.8%) : LMmEkED. AMmEkED, G
By CGEEMEFHRERBUEZ Gte) o U 2 oRBRED . EEEDRTERAE |
/s, BIMSEnNS Sbh s Z E03H 50T, HEN MiERE %
1TH 7 EBEE DTV, BEDPRBDOONEZGEEICITEDLICE S %
FIEL, WYARMEERITY 2L, [ S OEBH]

4) BREE (35.7%) A RIRUERYMAE, BUME (RIMEMES 2 v 7 25
te) . g, ORgE (WP EPEORNEKEGT) M OB LSRR
YHEDBEPIENRH HOND ZENHH DT, EMMICIMEREZIT S
7R CPBEETOIITO. BEARD NG AICITE LIS 2 Rk

A WA

F W E ] LT

%8 a8eq



—HRA4 TR Ay Y oh ) A FVVEYT FUSEL L TR R T A H~vA v (Einthfz) B
GEtfm A %) FEAHKARELT
HRoe4 Rl Q) IVAS S DR ~ A 0 H— 7 S ERE Smg

V) #EHE Y b

L., #WYRMEEITH 2k

5) Wi (17.0%) : Mg, BEEERN I, B, % i, BRH
(W, AERE, M) | MREOCRHLAS b ERHHO
T, EWIPICIIRRAZIT 5 72 B A+ 0I2AT0, BREREO LN
FEAIITE IS 2RI L, @YRREEITY Z &,

6) EEMHIMENREEIREE (DIC) (7.4%) : FEARME S PR BIE AR
(DIC) BRHBHOLNDZENDHDHDT, BELTHITITV., BEDR
DONTHAIITE LIRS 2 L, @B E2ITH 2 &,

7) OR% (3.0%) : EELRONERHLONDL ZENHHDOT, HEE
FATV, BRENREO DN EICITE LIRS AR L, @)k
WEEITH Z &,

8) FFIEE (43.0%) : EARPAZEMENFZE (VOD) | HyE., JFMER, &
Y LEME, FEEREMEY (AST (GOT) k& . ALT
(GPT) k&, y-GTP L&, AL-P ERSE) | AR HLDOND Z &M
HDHOT, EHMOICIHEERE LT O /e EBIZZ H01IT0, BER
RO ONTHAITTE LIRS 2Pk L, @@z 1To 2 &)

9) BEE (44%) : BREE, BHEREERY (ZLv7F=r k5,
BUN #145) 8% HbNnb Z ENHDHDOT, EYRNCBEERE 21T
I 72 EBIEE ATV, BEPIREO ONHEAICITEBICERS &
IEL, #EERMEEITH 2L,

10) FES RRIEEIREE (TLS) (21%) : EEMBUEMREE (TLS) bbb
N5ZENHHOT, MG EMRERENER NEHERELIT I 7
L. BEOREEHDICBET DL, BRENHROONEBAICITE
Blofe b a2 ik L, #7208 2170, ERAEET 2 £ TEREDR
REeZToIcBlisgt 528, 2B, TLS IC6i%E L CTRALNRETH 2
ERHEIN TN D,

1) PEE. BB MEM% (4.5%) : MRS, FRE, ok, FE0EMER
AKRE, PR R4, KEERIE, SMERETL 850 R K OV M 28 28 &
EONDLTERHDHDT, BEELTZITITV., BEDRD NS E
WCIELICERGE R L, WYRMEEZIT) Z &,

A WA

F W E ] LT

GG oFed



—HRA4 TR Ay Y oh ) A FVVEYT FUSEL L TR R T A H~vA v (Einthfz) B
GEtfm A %) FEAHKARELT
HRoe4 Rl Q) IVAS S DR ~ A 0 H— 7 S ERE Smg

V) #EHE Y b

(2) Z Dt DEIMER
TROREAN SN ENHDHDT
IRALEEATH Z L.

IO XS REA Y

5%k

5%A i

P PP R SR

S, TREMED F
VY, RHRSE

%

H

| R, Az,

D, T, EAR
&, WEek,  EREES
@, HIERR, &
BRAR

HER, TP S DR

e L

KA

K, LAGEOK
iE, PP INEE, 1R
MRBEPIE, MHEEAN
PR, SRIRHY

T LR —PER

%, WL

e, FhZ%, WM
TR

i

NET BB U
L
MED, BT H
i, AP H T

3

H 1fn.

w

Pl

bl
%

ol
5

*=

%

wias, B

EZNN

ling

fik

My e
, ALT (GPT)
L&, AST
(Gom) kH

(2) Z DD EIER

10%LLE™

5~10%XK i

5%t

SARE B

54 &

5, KFHm, %

DR, Ak, MIH
%

H ot &#F

LTI

BRI,
Mg -

T, RS, MENE.
e A L, RS
AL, LeoXl
UIN=F-NI=E/ N )
i, ffE (0
B, AER) | ok

i, HIERE, AR
%

R - i

HEVD, AR, 15
D, LU, VRl

LSS

WK, WRERZE, W
LS DAL

=
b

2

REER RS |
R E, @it O
ZESNIE U1C-NTEIEE" o
B, IS
A RE I

i} &

R
S

ORI, S50

BEAR Hi

RH#EE

LDH L5

35 R RYON
e, K7
VANV i}
JiE

A A MmE, KT
U U AIMAE, &

B AR LS Al
SE. REERD . REE
B, AKX R

SE. AKZ o— i

JE. B Y7 URY
FIjE, &= L A7
o —/VIISE, &Y
7 AlfE, K2 A
T —/VIE, &
b U 7 AlfifiE, BUN

B~rx
¥ A E

A WA

F W E ] LT
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—HRA4 TR Ay Y oh ) A FVVEYT FUSEL L TR R T A H~vA v (Einthfz) B
GEtfm A %) FEAHKARELT
HRoe4 Rl Q) IVAS S DR ~ A 0 H— 7 S ERE Smg

V) #EHE Y b

%, S|, K7

A, EmHIT T L

= Jik | bR
EEUIE T, RS, W) | RAEAE
AL
Z O BN, BT, B | BUR, Bl |, AT

R, &

Wb, EmhT T L
MyE, &7 a—/Lii
fiE, {KMpE, K KY
7 U% VY RiE, &
U R L E

£ B FH [ESSSTINN RIEF 5= H
1
F O fth | FE PR IREHN, BERE. V| B
(30.5%) JiE, AR, BRI
= NI N S

WL BREIALRUS

VT X U LE, MAE, 1ETY, |, ek, S

LDH L5 TV R | R, BEEE, B
&, W, PREAN
= U THRE, KRY
PR

5. BlE~DERE
— R I AEEEENE T L CWA 0T, BEORELZ H5ICE
LBLRNLHEBEICEREGTHI L.

6. 334, iR RILRE~OKRE

(D) R ORI D 2L L TR WO T, I TR L
TWBHREEDO S D&M E Lienz s, [T VE~YT FU
XeHr (EEFHELZ) 2RV COAFE - AR BRIT S
SNTWRWA, & b IgG IBEMMZ®ERT L2 EBM5A T
5. ]

Q) BT OEGICET 2RI L TR T, BILmicE&Ed
AL EPIESES 2. (b b IgG iERELPICBITT S 2
ERMBLTNS. ]

(e, e, H

i) | Mg,

(F, MU, AT
FIJEBHR) | 13T

D, TR, R
AU R

T FEBLRD30%LL L ORERITII IR T LT,

5. BE~DEE
—fRICE R E CITAEBRGRENME T L CWA DT, BEDIRIELZBIZ LA
NOEEICREGTLHZ &,

6. 1iR. ER. RILBE~OKRE

(D) M SOTAIR L CW A ATREMEO & A NTITE G LR W2 EREFE L
Vv, [EWER (7> ) THRIEOSE - NiK - BHREY. BRHEE
(REEHMING], WIHIZE T RG IR O HIME) K ORHARE M (KR
B BEREOET) RRESNL TV, o T, IHRICHEET 5 LR
WICEENE T 2BZENNRH D, ]

Q) FIHLFOMFENF G T HEACIRALE IS 2, [BALHD
BeH BT 22 LTy, 2B, B b 1gG IR P~
T2 ENMBNTND, ]

(3) AEFEFTREZRE IR DI NIZH 53 25 B ICITIIE A28 5 K H 589 5
Zk,

A WA

F W E ] LT

LS o3ed



—HRA4 TR Ay Y oh ) A FVVEYT FUSEL L TR R T A H~vA v (Einthfz) B
GEtfm A %) FEAHKARELT
HRoe4 Rl Q) IVAS S DR ~ A 0 H— 7 S ERE Smg

V) #EHE Y b

1. INREADRE
RHAERER, HrElR, $LIE,
WV, ERRRERA 2. ]

SR STk T 2 23T LT

8. ERALDIE

(1) AR -

D Ay RUwa OY) A7 VVEYT FUudbry GEETFHEMZ)
TERHR O

OnEfif
AdE, EEREELZBBTARMCERICLEL, 2TONRLT LD
A% TV 3 —)L AT Y e VIR & E T BUER S TR, BE
x ( THMRCET 28N mEA ) OESR) KOERRS T
BE A BEICRUT e B, kA » MU o OY) RO K
BEIRE (MBg/mL) ZHMH L, 1,500MBq & 722 51RIEEZRD D,

OAT v 71
WE e REOENGEZ A, A7 v 72 CHEAT EIEA v N T A
(V) RIERE O 125 B O EH R AR T b Y U ARIEE DB
L, EEERFABLAMEE S A T DS TIOBEZE DN DT b4y iE
35,

BOAT v 72
WRE S 7=1 mL JHESE 2 vy, 1,500MBq O LA v b U oA
() VAR A S T VTGRS S A T OVISATE L, YT
TR VB LRV E S F R 5.

DOAT v 73
25mL AEHEZHAG, A 7V YE~T FUudteF URiKL3mL &
SEL, EERERHEERE A TSI L, WS T EE LA
WE D EMNITIBFI L2, SOMKETS.

1. INREADEE
SNBSS B IS LTV ARy (ERRER 2N D 72

8. BEERE
BA~DOHER G & L Tid9mg/m? 2 #8 2 53R BRITE ST,
R G, MR RE SRR 21T 5 72 CBEE +0ITTV.,
BI72MUE AT 9 Z &, 7B, AFNTBITIC L o THRETE 2,
9. ERLDIE
(1) sRREF
AFNOFEIT, BEX XY EFX Y NNTIT) ZENZEE L, 2B, K
IR L BHBEEZTOT WD, BXERT, Z2FvERY b
WOEINEIT il 25 Z &, ABIOWIUTIAERE L T DA EE DN
EBICE VB> TRADZ LD D,
1) BfERE
INA T B RBESHKSML 2%, A TRWE D IZEMNCE
SERBOERT D, REPZEEIZER L TWD Z 2R LT
%, WHRDTHIRT D L,
2) FRAE
VB A B REBAEKI0O0ML THIRT S, WA RS 58T A
Wy THBULIRE D Lz &, ARk, B R OEEBIRN
TEEMEERL, BTNy T EERT AL, B, REE
VLT AE . BOE T RIR TR ML G2 BGT5 = &,
(2) B5H
AFNTINT L DL Z FOoT W, HOL LAy 7 &2 T
BB L,

A WA

F W E ] LT

8¢ a8eq



—HRA4 TR Ay Y oh ) A FVVEYT FUSEL L TR R T A H~vA v (Einthfz) B
GEtfm A %) FEAHKARELT
HRoe4 Rl Q) IVAS S DR ~ A 0 H— 7 S ERE Smg

V) #EHE Y b

®OAT v 74
ATy F1I~3 T AT SRR AEERE T b U v AR, Hb1 >
R w s ) WRROA 7V VeSS FUXt X RO ED
GBEFEIOML O3 W2 TR ARE R OKZE L T 5.
10omL A& 2V, FHE & A7k i 0 1S R U o 1R A 45 B
L, HEHEAMEHERE AL T VICEAL, JEAMNTEY LWL D #
DITHAENRFIT 5. BFICEEG 35 E T2~8°CIZTHRIFT 5.

2) HEFEFROHEL (M1 E#HROB L HE S2R)
AL O, UTOFIEIC TE#SEREZEH L, E#kR1N95%K
M CHAHILGAIITRE LT L.

OAT v 71
A HOHEE (Biodex Medical Systems fE#Y : Tec-Control) % UEfj
9 5. EBAVEEL (0.9% NaCl ¥A#K) 1 &% BB A 7 s s
5.

OAT v 72
HIR T, 1 mL HEREZHNTA Yy U oa YY) A7) vE~wT
Fodkyy (BETHEL) EHRHEEDESEL, 1~100471C558
HARTS, FRLEAy RV UL ) A7V YE~T Fuxt
& Gl %) ESERI3 uL 230 oA GERBRO
T2 b1lem) IZARNY 95,

@AT v 73
ARy FIEBEIZHER L2 WX D EE LR s, BEHAAAL T
MBI A A, EEESAE GRBRO T 55 cm) F CEEEZ
JEBRT 2. RIS BB S A TV ONBEIZESR L 720 &
IEETD.

AT v 74
R, MEREZOIENE GEBRO T 53 cm) TUINT 5.
IYBE ST EER No.l (T L@k No2 (L) %45~ HIEH
Fa—TICAN, Tr~h vz —rip CwEt i il e res Grl
ETRVF—#iH 5] 213140~1,000keV) 1LV 155D H 7 MK
R 5.

®OAT v 75

A WA

F W E ] LT
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— R4 Ay UL ) ATV VEST FuEH L FIY R TH S T~ A (BT z) B
(B ) SRR
HRoe4 Rl Q) IVAS S DR ~ A 0 H— 7 S ERE Smg

V) #EHE Y b

Bontzhvy MO BUTOREHWCUERELEEB L, 38D F
B E L T95%LL EDEMRES A ICHEA LT 5. iR 95%
KM OBAIIIHENEETTS . FHHITEOMKE, R 95%AIM D
AT BBV 0.

B No. 1D A 7 Mk
i (%) = x 100
B No. 1D w7 v M + MBI No.2Dd 1 o7 v Mk

WEE WEE AEE

BRLIATPITA
(wY) f7UvE
w7 FukLyy
(il F ML A )
TESHE

<« R

| HORE T
—|| ——— | HrhEEEHE
Q / 2 il
G N
H \ Bt RET
———> | morhEEAE
1 (L5180
NN

B1 EEReR OB ik

A WA

F W E ] LT
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— R4 B Ly R ) ATVVEYT FudkHF L BRI R TH S HvA v GBI z) 85
GBIE T x) SRR
WR5e4 NEdr AN AN G N VN ~A 1 H— 7 S EE Smg
V) #EHE Y b
(2) e 505
D Ay RUwa OY) A7 VVEYT Fudbry GEETFHEMZ)
EFHEIT, HERRRRAE DICHER LAWVWEAIZIE2~8°C I THRTF
L, SEFMILIANICHERT S Z &.
2) AL DREIF LN L.
3) MESMIIFHIERWE I EET S 2 L. EINRHORERB RSN
EHAITE, BEbickEERIbd sz L.
9. ZDOHMDEE 10. ZDfthDEE
(1) AL EHESNEEEUIEEMIER DX U L oEREIC, At (1) BAFPERBRIZER L TW RV, in vivo D~ 7 2B BE/IMEZRBR O &
BBETE A MR, BRI EE R ERD ST L OWENRDH S. (ERMERBRIC BV T OR RS STV 5,
Fio, ALERIEICEDGOBIMEIER X U L SERE A RIC| Q) A RBERBERITH L THF LY X T F Y H=A ¥ dmg/m> DRI
BIZWIRT 4ER & L CE S s O EMEA L iR R BRI B BB SR o 1288, 13mg/m® TIDA BN & OV
WO, EEMEERE (R RN R, BRI BUE A K ONE T B ~DEBNRED HAL, FT-. 40mg/m?>TlE, MEE T, Do
) 2%, AR & HEOREE & U TG S B TlE14.7% (30/204 g, DA D K OVDER~ORENE O b & OREN D
B, GRS SRR O BE TIE6.8% (14/20541]) (2 %
b OWERDD. (3) 1857 5 60i% £ TORIBIED AN BENE A MUK BH 2 x5 & LIZiEsk
Q A7V VEST Fuxty L (EEHEELZ) B5%ICE Mivy HMARE AR\ T, FERER 22 YR RS AE (XY /ey
ZHEBRD N L BHHDT, AV s M) 47V VIR L VX T e OAEE) ~OARF O EREEES/FOF A
EvT FUREEY (BEFHEEZ) ERHBEROAS Y NI DA P BT, HEOEE (KEY 4 T B Uik) % OARARBIN 5 H
) A7V VEST Fuktrr (BETHEEL) BRERS OHERMERFI LIz L 24, AR OEMEIFRE~O LREHR G, I
B~ T APUE T F A THIREER T 258100%, WEBKISICE NS, HIE DS OB 512 X 5 ERMEITRD S 9, EREA
BEToz L. BN U -1hpt & OBENRT E TE R WESEA SRR OFH R,
(3) AL, [EFIEZE OO BB EC BT 554, BEY 25 R & KA L REHETHEEICEG D120, YERBRA RN hIE Sz (K
OB (BFRHELET) E28FL, WECHERTHZ L. Hl EFRETES. 7% (16/283) | xFHEEE1.4% (4/281) | p=0.01, 201044
AT — X EERE)
ATz 201345 A GET (B59hR) 20114F2H G GETIR)
VERAEH

A WA

F W E ] LT
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Hh YA S RiEFREA100 mg

Hh YA S REERIEA160 mg
(FSRARYVYART TLEVYY (GBEFHE#RZ) )

[HER2[S4 F T R RE R [T B HELEE]

F1IEL (FEYa2—r1)
HEE & S TER & O SCEIZ B 2 1R

1.8 IR 3CE (%)

gooodbootdboodd
HREEN

O REAR AU A



R A Z 1.8 Wi (%) Page 2
BR

=t

1.8 TREFSUEE (Z2) et 3
1.8.1 Zheg - W, ML - HELOZEDOFETEFRH (e 3
1.8. 1.1 ZhEE « W R R TRZ DFETE IR oo 3
1.8.1.2 ZhEE - ZhRICBET D EOEE & ZDORREIRIL .o 5
1.8.1.3 SEADRERE M L2 « IR LOWIHE « W RICBIEST 21 EoiEE......... 5
1.8.1.4 FE - FHEKOZDBRETEPEH oo 6
1.8.1.5 FiL - ARICBEE T AMH EOHEE & ZORRERIL ..o 10
1.8.1.6 FFEAEORERAKMLHE - HELKOHE - ARICBEET 2/ EoEE ... 12
1.8.2 R EDVERB DFETEDARML ....oooeeee e 14
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7Ry A7 1.8 IMT3E () Page 3

1.8 FAXE (%)

1.8.1 ¥ie - DR RAE - AERVZORTEH

1.8.1.1 ek - SRRV ZDHRTEER
1.8.1.1.1  =hge - HE
HER2BGE T A HE S PR3 P

¢

<ZHHE « BRITEET D EOTER >

1. HER2[GPEDRAEL, 570tz A9 W BLE SUIMERMR B W TET 5 Z &,

2. AHIOWHET « WAL ARIEITIS T D AR O ek iﬁﬁ4 LTV,

3. AHNE, FPIRAY AT (BB KOF 4 RPUEEBIZHNIC X 28Rk
DIGRIED 5 5 BE IR EGT DT L,

1.8.1.1.2 zhee - shR DR TEHH

AFNT, HER2BGMEDEMEEZE OBEEZHNE LTT VA > SR H RO PUREDE SR

(ADC) THhY, HERZIEW LT HHARTHD N T AV AT EFa—7 U EAREHA
DM1%ZFA4=—T V) v h—% N L TRESEHBEEZA LTV 5D,

AHNL, FIAY AT LRSEOHMMET HER2 & FE5E L, HER2-AFIEASAR L L CHllaK

WA E NI, MRNT DMIZ &R 3 2 MREEHEOREYDNEREL T2 —7 Y V&
BEAETHZEICLD, MEEEZLZ6TEEILNTWS, DML, B Fa2—7 U IThE
5T HFa—T ) VESHERCHAT v~ Fy P3OLAREINTEZAAL XY )4 R
ZREYTH D, DMIOBULEN THAAALZ L F3Fa—T Y L ickt LTy BT Arhn
A REFEWITHES L, BT had RRZ X240 10 10065 O a2 £,
AAENL, BRBEO/NSVMEAY TH D DMI%, HER2FFERATE ) 7 o —F L HiiR LA &8
HZ LR, HER2BGMEIES AL ~DEIRMEE 5 L, DMIDOIGEREEREXLITHZ L%
s Liket &z, £72, AAIT HER2W NS FeyR ISk AfEAEME B L TRBY, +T
2 X~ 7 L G HER2 D HIRREEHE S 7 F L L ETEMELH R R AR faE E/E . (ADCC)
EATHIENRINLTND

MM BT, k%$&&0b7X/zv7%%$@}mm%ﬁ%% HRIEERE L
7255 1 FEERRBR (TDM4258g #RBR) , 72 h T4 7 U U RHEH|, ZxHRHHA, B~
vEAEY, NTAYVXTTRONTAF=TRERED HER2BGMEER - BRAmExtS s L2H
I FHEG R ANER (TDM4374g i) 2 L7z, Z D% Z TV U REHK NN T 2V X~ 7BER
SO HER2IGMEIAES - BRI 2 /5 & U CEE S N2 S 11 AREGARRER (TDM4370g &
BR) 12BN, Kﬁﬁ@ﬁ%ﬁifﬁﬁ(uT PFS) K OVRA(FHIF (BLF, 0S) 1E, xfi
BE (D2 BRI ANTF =T HHEE) ICHRXTHEREENBD N, £72, AFlD
BDEMES BIFCTH -T2,

ENE I AR (J022997308r) 1%, WAL 1 MHEEKHER (TDM4258g 3Bk & OY
TDM4374g 3lR) & [FEERZR BRI RAE (L FREL O N T 2 X< 7BEIRH O HER2[G1M:O
Wik« FRILE) ZRRE L1-, EBRIOBRGR SN BEENOBEYE ROHMmIE, EWNAOHF I
TG RER CHERFRE TH o 72, 728, J022997:BR T PS NEIAFREBEMNL I -T208, A%
PEREA OfERIC K& e B A B 2 Ian e B2 bz, £OM, ENAOFE 1 MEEKREBR TO
P EH OER, FEMEEL OFHIAEE &, FERIC, KREREEL 551 EOENIT ) -
oo 2B G, ENOE I MHEEKE (10229973 08k) Sy OH 11 4 5K R
(TDM4258¢g iR, TDM4374g ) OfEZ T2 Z LT ThH B2 b, AR
A"%éﬁ@ X, EWNS P RBRZ T2 2 & THRET L7, Z2Of5%, ENAOE I H

IRBRIZ B I DA I K& EWTRO e o7oZ L LY, BARAZEBWTY,
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@%®%IHW%W$%(HN%mgﬁ%)T%Eéﬂt$ﬁ@ﬁ%$%@ﬁ76 EMNTE
LEEzZLNE, £12, BANIBTRZEMEICO VLTI, ENSE I HERRER (10229977
BR) L UEANRBR ORI AE R OB RS ERET Lz, ZORER, BARANTORZEMIZEL
TRERBRTHEOLNT, KFORFMHIZIRIF TH T,

PLED X oz, EWNACERM LZERRBRICBW T, RAFIOBKROAE AESMR I, 2
S RAN DO MK et 2R LT X TORBRKRRICB W TIE, HER2BMED D TR
DACFFEDN IS E 72 D BB 2R E LTEBY, FARMTEICFREICER « HRAEICS
THGR I TV D FUEMEERE R ORI D TFINREEXITHRILE] ThoHZ &b, KA
DIRE + % THER2BGMEFINAREE UL EE LT,

AT, ARMEDR RIZ DV CREM A FL#l L 72,

(1) TDM4370g X5k
H XU RHEANI NN T A X~ T REE# O HER2BGMHAE « 3 ILE &2 A5 GBIk -
9Lf1) 12, BRTEEL + TRF=TOFHREIEZREEE LT, RAOH ML VL2
ERETAZ LA EZHMNE LCEBI N, EEFMIEE ThH 5 PFS (IRF #HAl) o fElx
NRUBEEY + TNF=THEDN64T A (95%EHXM (LU, 95%CD : 5.68~7.06%5 ) ,
AAFIREN9.671 A (95%CI : 825~10.64% H) TH YV, PFS OFERILEENHO biLle (NPF—
REE :0.650 [95%CI : 0.549~0.771] , J&Hl log-rank /€ : P < 0.0001) , F7=, BN [E#E
re L TEESNTZD 2~ FOEEFHEE TH5H 08 GEIMOFMEMENT) OFRiiix, B2
VEHAEY + TNTF=TREN25SAB A, RFREFT309H TH Y, FHANIERE L EHA R
IEJEHE (NP — Lo SHEE 0,727 0L F UL R log-rank #E D P f£0.00370L ) %7z L7-
72, 0S OFBRIEENHER SN (N — R 1 0.682 [95%CI : 0.548~0.849] , &5 log-
rank #i7E : P=0.0006) .

(2) TDM4258g X5k
b5 e OY HER2AEHUFRIEBETEHE O HER2FG AR « FRR T 2 x5 CBERBIEL @ 11241)
2, REIOFME, ZEMEROREERELRFT 52 A FHME LTHEB I, EEFHEE
HTdHHZE0% (IRF ##f) 1%, 26.9% (95%CI : 19.2~35.8%) TV, 95%CI O FIRIZ, *F
mk&ﬁbt%ﬁf%éM%%L@oﬁo¢%@ﬁ%@ £ %5 HER2MERE FE D43 S T
TlX, HER2BGMED D)= (IRF #Eff) £V, HER2EEMEDNMK -7,

(3) TDM4374g Bk
TYRGYA Y CRIEA, FXPURER], WA EY, FIRYRYT, TRAF=T
BEVEHE DO HER2MGMEIRRS « T3S TLIE 2 5t 8 CBREBIEL : 11061) 12, RAIOHIME, ZetEk
OBRRFEERMNT 222 FEEME LCERS N, EEFHMBEE TH 25 EH3R (IRF 7Ff)
1%, 32.7% (95%CI : 24.1~42.1%) Th-o7-, FRUPEHEIIC LD HER2HERE R D ER 53
AT TI%, HER2BMEDFNFE (IRF i) L0, HER2[EMNMED - 72,

(4) EWNERARRER (10229973 5Rr)
EZHIE R O R 7 A2 X~ T RBEIRE O HER2BGVEISE - BTl 2 ch5 CRekpl : 76/51)
2, ARFIOHHME, ZEMEROEYEREEZRFT 52 L2 EAME LTEBINT,
FEEHMIIEE Th 22200 GhRHIEZ B SN 13X, 38.4% (90%CI : 28.8~48.6%) T
D, 90%CI @ FIRIZFANCHRTE LB CTH 520%% Elal>7-720, FhZRND75m< EH20%
EThHzrZ WS, FRAGEHBIC X5 HER2HEIE KR O 5 4 AT Tk
HER2[G M DZ5h% AR HEZ BTN KV, HER2[EMEMED 572,
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1.8.1.2 ‘W‘Hﬁ%F%?éﬁﬁﬂﬁﬂ?“&%@%iﬁ&.

(1) HER2BMEDORAEIL, +072fr e A3 2 WPEE IR EEx ICB W CEmET L 2 L,
AFN O 2 HER2BMEFAIT A AE iﬁ%%ﬁ&tfk@ AFNOVE % 58T
5E, KN L OIS A R E2 5572 0121%, HER2BWEZ @O 2 &I & 0 iERT 5
TLENEETHDL EEIHRTE LT,

(2) AFIOWHT « WM AR I T DA NER L EPETHENL LT,
BAED & Z A, Al - IR LRI I 1T 2 AH O R RFABRAHI TG D T
ZEMBRE LI,

3) AHNLX, FFAVA~T (B TH#Z) KO X0 RPuBEEEEANC X 2 b7 ED

BREOH 5 BEITHRGTH 2L,

AKINDA M « LZARMEDREES - O 5 1T HHERAER (TDM4370g k) 12817 %
®EE, XV URIEAIL DT A X T OIREEE AT 5 HER2BGMEOUIERRREZR R
AT XTI EE TH Y, O DRBRFEFLEMICBOTHENE - BEERRBH LT
Wb, £7o, WEAE I MK (TDM4374g RABR) [2BWTIE, 7o 294270 %
A, XXV URIEA], HRUA By, RTAVRAYT, IRFTOREREAGT L HE
FraRIGl LT\, BAMVE I FEEERBR (TDM4258g iABR) K OEWNOE 11 F KRR
(JO2299758R) 128\ TH b T A X~ TREREIC %, LFRIERERER 2 x5 & LT
BY, INLORBRICEGFEINTZRGEF D H B X XV U REANC L DBEBEMIZNZE
A, 83.9% KU1 I% ThoTc, EDT, AHNIDA MK LM DTN 217 - 7o B R R
BRClX, T AYRXTROZFH U RERBEEGNAZFERONTNWDL Z ENHRIE L
776

1.8.1.3 BEEDHERZRMLI=-%IRE - IR R USHEE - $IRICEAT HHERLDEE
FTEDOBRIZBNT, LTORHEE 2o 72,

[%hEE - 2h ]
HER2BG%: O BT A HE X FF3E FL

<ZhHE - HRICBEET A EoEE >

HER2[GMEDIRAENE, +0 i8Rz A3 2B E IIMAEMX ICBWTERTH Z &,
ARFN D T ORI FIHEIET I T D8 201 OV PRI M LT 70,

AFNX, FNTAY X7 GEEHEEZ) KROVY Y RPEMEESANC X b2k
DIREEOH 5 BEICHEGTHZ L,

w N =




7Ry A7 1.8 IMT3E () Page 6

1.8.1.4 FRi&- AERUVZOHRTEEH
1.8.1.4.1 HRZ*x-HA=
W, AT N T AY A~ = Ao rvr b LCURB.6 mg kg (RE) % 338 RIS C A&
PE S

<HE - HEICBEET 68 EoEE >

1. fhOPEMEIEER & O EREICOWT, FEME R V22T L TR0,

2. MIEHEGEET0 T THR G925 2 &, HIRHER GO RN BRI ChHIVE, 2[01HELAED
P 533005 1 & TR T & 5,

3. BHWERICX Y, RFIZKRE, BEXIITIET2548120%, BEAOER, HEEESICST
TUTOREZZET L2 L, BEZICHEHEREI LW &,

WO B %
Dk B e e BH &
SN 3.6 mg/kg
1 BB & 3.0 mg/kg
2 B R 2.4 mg/kg
3 ErEGE BeH- ik
(1) Z=BRHFE (LVEF) K T X 2 KRFE K OV 1k v
HEEL L
R—=ZAT N5 . . . S
ke« 338 fE AP IS B E 24T\, LVEF %
DHEHE DN, < ;Ii;f; )-LFEﬁJ\ FHEZ1T i
nu:\‘?—%) — k o
40% < LVEF < 10%
45% NR—=2F A 6 | IREE  BHEBLANICERE 21TV, LVEF O
DOHFFE D EAL> | — AT A 6 DHESHED AL < 10%IZ 8118
10% LAWEEAE RIET 52 L,
o PRI SWHLINICHRIE 21TV, 5 LVEF
LVEF < 40% <40%DFRO LN HEAIT T IET S Z &
JEWEVE 5 o MR R4 thk
(2) AST (GOT) , ALT (GPT) B4MNC X ZHIKREE, o f OV ik SL e
Grade WL
Grade 2 - e XAST (GOT) XiX ALT
SR I 4 50
(>3 ~ 5xULN) B (GPT) >3 x ULN 7o
Grade 3 PREK : Grade2Pd FIZHIfER, 1% B UL EY >2xULN O3
(>5 ~ 20 xULN) P B L C FFBA P RE Al sz L,
Grade 4
(> 20 x ULN) ik
(3) ®WEVILE S MIEIC X BREK, A OV Ik L
Grade LTS
Grade 2 R¥E : Gradel LA FICEIER%, W& XAST (GOT) XiE ALT
(> 15 ~ 3xULN) | ¥ FHBATHE (GPT) >3 x ULN o
Grade 3 {R3K : GradelLL FizE1iE%, 1B EUJLEY >2xULN O
(>3 ~ 10 x ULN) | P&jsiE L C B Al aE APk 5 2 &,
Grade 4 o
(> 10 x ULN)
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(4) M/ ELS & D IREE,  JRE v

Grade WL

Grade 3 K¥E : Gradel L F (75,000 /mm’LL |) (Z[6148
(< 50,000~25,000 /mm*) %, WEET R

Grade 4 R¥E : Gradel LA F (75,000 /mm’LL |) (Z[E11E
(< 25,000 /mm’) %, 1EXPECE L CHEBA AR

(5) RAHMPRRFEEC L D IRSEILE

Grade QLS

Grade 3, 4 (KK : Grade2 LU F\CIalfi 7%, a3 FE B A

Grade /£ NCI CTCAE (v4) (2K %

ULN : [E#{E_EBR

4. AILMOEBIZE Y TEINTHREDENTZHGEITIE, H5HEIC/R D IRE, EOICE
24752, TO®IIZBEMERT®RETSHZ &,

5. ARFNOFGEZIX, WO B BESHK GREEEH100 mg : 5 mL, S{EEFEH 160 mg :
8§ mL) ICIAfEL TR I AV A~T T AKX 20 mg/mL DI L%, LEEZE
FHECHREEY, EHICHRAERAETR250 mL (2R L, ST s, (@A Eo
HE OHEER)

1.8.1.4.2 F% - AEDERTERN
HER2 5 V£ F 17 AR A8 VL FF 38 FLs (S kb3~ 2 A& o ik - H &3S 1 F8 B R Bk
(TDM3569g #BR) IZBWTAA] 0.3, 0.6, 1.2, 2.4, 3.6 048 mgkg (EREIMNG) 25HF
I, 4.8 mgkg HHIZHBWT, HERIREMETH D Graded D I/ MRIBZIENFRD HALTZ 729D
AFHINER.6 mgke (AHE) A 3RS KRR &EERE SN, AARNIBNTHENE Im
BEEFRER (JO22591588R) (B W TAAILS, 24K 1U3.6 mgkg (MR YS) O3HENSHGH
S, WS E R - AETH 53.6 mgkg GERIFEMREEG) MNRKIHEERESLEZ, £0
%, AME - HETOARDNE - ZRMSENSNE AL O 11 FHERRER (TDM4258g 7k,
TDM4374g 35k, 102299778k & OF TDM4370g #lk) (2B W TREF S, AL - AEICBHT
DRI L RN MR S NI Tew, AAIOME - HE%3.6 mg Z3HFMR T&RET
HZl, ERELE, LTI, AOMEOBLE, Zetofln, KOEYEBOBIRIZ L0 B
L7z,

(1) AEREOBLA

ik - R, A2 L7293 X CORKRBR CAFIEI3.6 mgke ((KHE) % 3¥EM
ﬁ%fﬁ%@ﬁﬂﬁﬁ@f%ﬁwﬁ%$%@%ﬁiT&5Wﬁ meE L7z, MAhEE 11 FHER
KR (TDM4370g #ER) (28T, RAIOAMEICEE T 2 RAFRRERVP R SNz, BA
ANZEBWTIE, ENE I FEERRER (J022997368) (28B8W\ T, [AEEZR R EBRxT S4E M ¢
Tz HESN O 1 AREGARFER (TDM4258g 7kl X O TDM4374g iBR) L [RZEORHETH
ST EMBRERANFEZEITRNEEZZ O, RERICAFNIESZ.6 mgke (RHE) O3 [H R
b 5-OFIMENFFFTE D EEZ O GEMIZLLL12THEB) |

Q) BEMOBA
1) WESERIREAER
WA 1 AHEGIRERER (TDM4370g #BR) (2B W\ T, AANC L2 A EFEFRTHRIAEOH
Mo T2 HFRE, B, ﬁ?‘v, /NS E, »th, EfECTH -T2, AANZ LD Grade 3
P EoFEREST, EICHERREMER (h/MOBE, FEREORES) CTholn
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2)

3)

FHEBR10%LL EORFERAFRE DR WA EFEFEGEON, Grade 3L ETHIES%LL LOFH
LT, M/IMORAED R TH 7=, LL, M/IMUEDIC L > TREOE G283 d 1k IcE
ST=b O, 106 (2.0%) Tholz, TOMOEEFERERGITE T Y 2R &K Ok &%
T2 2 &Ik o THE Mk RETH Y, KAl 3.6 mgkg GHEMMR OMRLE - AEICTER
Bl G59 52 LI A AREEZRIETH o7,

F-FME - HEICTHM S 7oimgsh e 1 AR (TDM4258g ik, TDM4374g ik
BR) ICBWTHAFNOBAFRBAEMEDHER SN TWDHZ Enb Y, KA 3.6 mgkg (3
k@) OME - AEIxR4Thr LEZ LN,

[E] PN i A

ENEE I MHEERFER (J02299738R) (28T, 4 Grade OFH EFEHGIL, 70/7341
(95.9%) 2B B, AHl & ORFEERERNPGETERWAERSIL67/734] (91.8%) 12
BOONT-, AHOFEFERIL, TDE%LIEL Grade 1 X II2TH o7, FBERN10%LL ED
HEFERON, BHES%LL EO Grade3Ll EOFEFLRT, /B, AST HN,
ALT ¥00, RHETH o720, ZhbDFEERERICL > TARAIORERFILIZE ST DI,
/B> & AST MK 161 (1.4%) THY, BREMEICKEREEL 52 H5HD T
ol

EWNA DL T a7 7 A )LD g

O AEFRZOFEIVRDLOMRS

TAVE TITHES TEM S 2 iR (TDM4370g R, TDM4258g R,

TDM4374g 7Bk, TDM3569g 7k, TDM4688g ik, TDM445075%, TDM4529g iA5k)
DN, AHI3.6 mgkg GEMMEIIRE) TG INEE 8826]) OZEMICET AHAET
— & LENTERESNZE 1 FERRER (J022997:R5R) OREMET — & & % WGt
L7z,
WEAMER RISV T, EWNGE T FHEERRER L0 BBRN10%LL L@ oG EFERIT,
MRV E, W57, TR, HEE, RNETH -, —J7, BN 1 FEERRERIZ
BWT, MWAMERRER L0 BEEN10%LL EE - A ERGL, m/MERD, i
BB, PR, ANZ, S, FEE, SEEKX ThoTo, vk, RANZFERIZR
AEFLLE L TINOOMET 2 :G (I/Magd, f/MasEdiEss) =27 1r—7fkL
TER L7 HI/MRRAE ] ORBLEIL, BN TEITRD Do T, FHERED
BT 2 A EFS (WFHEKEAE, 4R PEREGED) |, BERE, 97 & OVE ) EIZ B
L CHRBIEOEWIE, JO229973 5k & MM KRER CRICHE SN FRALDOENIZL D
bLOEBEZ LN, ENE I FAHEEREER CHRBELEN10%LL EEo 72 OMAEFRIX
T T Gradel XL Grade2 Th o722 & LV, +oARARELZLOTHDL EE 2 LN,
Tz, ERROFAEFERON, MBIMNGERRR XD ENE T FHEERRER T5%LL E% < 3 H
L7z Grade 3LL EOAFFEFLE, /M, AST 8N, ALT #CTH -2, Wi
NG ERBEEICETAHESRTHY, FILCE > AEER TR EFRETHS
TEDBIRIE  EREUEICHE D) L TERARETHD EE LN,

MR RS & ENE T AR RBRICB W TRBERNRE B2 EHELRAEFRIT
RO BN Tz, ENE I FHEEERER S @G SN -EERAEEHRST, BEKD2
Bl (2.7%) ZBRE, TOMOEERAFEERIIAIM (14%) Tholo, 7B, KAlO
A EES 2, TI/WagdiE] LR, R —aXF—) , &S
Vo aifiE] ,  THREES) ,  TERESE) , HEACES )OS/ @mBoE) |,  [Thilgk)
TiFsEtE) ,  TREErEEAEEEE A RO LR E ] oEE CHEH L, AL,
ERMEDHERR S NUT-UEANE T FREGRERBR 2 361T A B ELR L BN 11 KRR BT
DIV EL LT & AR RIEBVITRD Lo Tz,
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UEX Y, Mo ERER L OEWNE 1 AR K 0 AR S & O BB D R
Sh, ERNOLZEET a7 7 ANVERES R D LiFehrolc, LER-T, HR
WZARAKIFES.6 mgkg (KH) Z3BERMMRECREGT 52 &IT@EUTHL EE X LT,

@ MRERDLOBLS
HEREGIZEIDARAOFILIZE S TERNL, WS THEME L7 1 A8 KB
(TDM4370g #k) T29/49041 (5.9%) , EWNTHEME L% I MHEARHE (10229973
BR) Tl4/7361 (192%) T o7z, J022997: Bk TIE, WA OEKRRABRL Y &, Hikic
BoTAEFRGLORBELENFE - T20, FIEICESTEAEFLZIINVTNOFES L K14
TODKIHTHY, FFEDFRIZLY FIEIZE > TWOAHMAITRD LIV o1,

HEHRERICL AR OBEICE > 2RI, TDM4370g 5k T74/490%1 (15.1%) ,
J0229975 5% T22/73%1 (30.1%) TH Y, JO22997: bk Tix, WA DEKABR LY &,
BEICEST-HAERFRORBARNE N - T-, 10229977 5 THE L 7=IEFI D% < 11X
AST HEHN, ALT #8900, M/ BEDICE Db D ThH o720, WESKREEZITH Z LIz
LB GG RIRE T o 12720, BEMEICHEN R W EEZ BN, £z, ERNSDE
PREBRIC IV TR GAE « P IEEAEIC R & 2 EIT RV b OO, J0229973 0k THRGE L
TIEBI D% < 1, AST #900, ALT #00, fi/IMREGEDICE 25D THY, TORNDOEK
B CIXIRBRIE L ER O CIHE L2 N —HThHir L EZLND,

AN D 1 H-[E1 5 D Hh Uil K O G-I 0 1 Je il 1L, TDM4370g 7k Tl % £419.0[E
K571 A, 10229977 B TIXZ 2 N80 K U3 1 TH KX 2@ W TR0 b T,
AFN O EFRE O P RATIZOWVW T, TDM4370g #8BR TI1399.92%, J022997: 6k Tlix
90.40% CTo V) RE =T 72> T,

EDE ST, FIRICE ST HEREGROHEICE ST HEFLEZ R L HRE O
FEIZDOWTIE TDM4370g 3Bk & 102299738k & DI CTHRR D DD, KFNOFEHH A
7V, BSHIREOHEREICOW I REMMEIT 2L, AETHo72Z &b,
HER2 [5G D AT RHE « BRI BE T LT, AAIA3.6 mgkeg (KE) % 338 M HE
THEETLZEITHAERETHL B X b,

(3) FEWmEREDRLA
) MiEH FIZAY X7 sz (LUF, DML , MiEHHR N7 2y X~ 7 KO
B rhFEER DM O 3R EhRE

N CEEhE AL 72 55 1 FEERIRRER TH 5 JO22591FRBRIZIB\V\ T, 3.6 mgkg HHHEDYA
I NVNZBITD T-DMIDO 7 U 7 F > A1310.6 mL/day/kg TV, Vg lZlig A& & 13T Rk
ThoTo, tipld3.74H TH o720 Chax LV AUC, 1£1.8 mg/kg 75 3.6 mg/kg DHFIFHN T,
WIS EGEOEINIG U THEML, Mg+ T-DMIOEYBIREIL, Wat L 7o HadpEm

THIETH D EEZ b, A 7 N2LIEOEYIREHERIZE L T, T-DMIOHEIX
FEAERNT ERHEREINT,

HANESNEAOEYEHRED ik, 102259155k & [Fl—H il 4 Ty Bhie s
1M AN S ATV 2SN 1 ARERIRBR Cd D TDM3569g ikl 2 VT 3hE L7 fE 58, 4%
YA 7 IZBIT D Cpeak @D VWME Curougn PILIE T T-DM 1 EEHER 1 IFABR ] TR O HERS %2
RLTEY, A7V HIEBIT 524 mgkg B KL U3.6 mgkg BEOFWERE T A — X
(AUCint X8 Cpay) XD 6 BRI TR OB DO FPHIZ & > T,

F7o, WM WT HER2BGMEEST - FRABWEZ 250 L L, EPBEENAE LT
%5k (TDM3569g 7k, TDM4258g ki, TDM4374g ik, TDM4450g 7Bk K& Y
TDM4370g &R ; 67161) % AW REERISEME BT 2 F2hE L7z, Z OIS HAL7c Final
Model } OVHARANT —% (J0225915805% & T J022997788% ; 4261) % N TA AHEETE
WZE D T-DMIDOEYENRENRT A — X ZHEE LT 2 A, WHNOT—2 L DERITRO LN
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2)

1.8.
(1

2

mole, Lo TAR (HARASUISNEN) (ZOWTITEYERBICH] & 0 R 28 % K
RN ERRBEEINT,

AHI3.6 mgkg ZHEHZDOTA 7 NUTE T LB T AY XA~7 @ CLIEL T-DM1E D /)
L, BEREMITEN T, TA 7N 2UBEOR N T AY AT OERBITITEALERD LN
o Tz, MERIEEER DM1X, T-DMI1 & Bl L TIRWIBE TR LN TE Y, 17
/1/1 BT HE—7REIT3.41 ng/mL Tholz, MIGHHE N7 R Y X~ 7 REHER KO

HEFRERER DMLIZOW TR, BN 1 AR (J02259130k) K OVEANE T FHERARR
%ﬁ (TDM3569g #fR) 2B\ T, 2.4 mg/kg HEN V3.6 mg/kg FEDOFEMENRE N T X — Z |35k
BRI CRERIEWVIAONTE LTI R NEEN WD E B3R S,

%55 B &AM R OV 2 E o B

MMWﬂHm%mﬁ%(Hmmmgﬁ%) BWT, BREE (VA7 1B 5 s
T-DMI1&H 5 W FH b T A X~ TIRED AUClast & DWW T MAEFERET DM1O Chpy) &H
¥t (PFS & 2 WX FEDER) ICHEIIRB D SN hotz, WSS I A0 KRR
(TDM4258g ik J Of TDM4374g iklR) K ONENG 11 AHERREER (J02299738k) (Z81F
DGR & BRI ONWTHRERDOFER TH - 72,

F7, WESE T MERRER L O I AR RBRSHER 2 A LI f#iric BV CIgE &
(A 7 A UNTBT HMIEF T-DM1&H 5 WOIEE b7 2 X< 7 PREED AUCy & 5 Wi
HERER DM1D Che) & REME (7 L— R3H D \WIT4AD I/ MRIEAE & OFFFEER B O
A D WITERIR A (ALT, AST, ﬁ%t\‘U/l/t“/&(ﬁml/J ViR) HERICEREITER O b
7pinodz, EWNE I FEEERRER (J022997368) (23517 2 R k%ﬁ@ﬁﬁ_owf%ﬂ
HoOfRTHo T,

PLEX Y, fmiEH T-DMI, Mg+ %?xyx“vf&zﬁfmiiitfﬂi&%ﬂ DM 1 DY) B EE I
B 50 e BB B E D D VIR L MEICBEEIIRO LN NI ERRB I N2 LD
HMENREDIE S DX | Fﬁb%@“bﬁh@%ﬁ&:%ﬁﬂwﬁ/ﬁ AETHDLZ LEIRB SN
7o FTZHLMNRANFEEN 2N E0 D, WBAE T FHERRRER (TDM4370g #ER) (2B
T, AR O EMERHER I N TV D AAIRZ.6 mgkg (KE) O3S, BA
NZBWTHEDERROB SN D LY HE - HETHDI EEZXBND,

1.5 RE-HBAEICEETSIERALDOIE L TDERTERM
. OHTEM RS & OGEFERIEICOWT, A% LML L TR0,

AR OHFAERRD LN TN THoORBRICEB N TYH, AFIIE3.6 mgkg (2 X HH
FEHETH Y, KA EMOPUEEEEA & OPFHIC L 2500 - REMEITHEL L T2
728 ML OFUEMEEEA & OPFRICOWT, AMEE RSN L Ty, | &L
77

REE G-RHE9053 23 TR G4 5 Z Lo WIRIRG-OBAEMEN B ThHAUE, 20 H LREOHR
HHpEIE300 [ £ THEMTE 5,

ARHFND S G- RERNC OV TIE, AFIB 512 Infusion Reaction (GEZEA, HEFE IR, &
M-, SENE, FBE) BEBTHAREMERSH D Z D, AFZHWTEWTRORERRERIZ
BWTYH, AFNI1ES.6 mgkg & @A G-H1X905 03 F TG L, #IEIHEG O DML B AT
Tohiux, 2[5 H LA O# 5 KffH i30 T ETCHEMCEDZEE LT, ZOREE, &Efﬁ%ﬁfﬁ
DRI A EFLRORIAFIIRO LN N7 End,  THIEIE SR04 ) T
wEL, %DE]&“%&@F‘U@%?&:EZ@T HAVIE, 28] H LA O B 5-RE1E305 i) & CHfE C X
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€)

4)

)

5. | L7,

BITERNC L0, AAZIRE, BEXITHIET S 3, BUWEROER, BEEEEICISC
TUTOEEZEES D L, BRI % @w:&o

HESE TE - B CTEM L 721s O RRBRIC B W T, R - EEEICE) 221 kD
B 5N FRE CH -T2, HAANZEBWT Y, BN TEME L 72 ERRER O RIC L 0 st
RO BB R ENTZZ LD, WESNE T AHEGRBR (TDM4370g ABR) K ONENE
I FEGARRER (JO229977R8k) DRI « P FLME R OVl AR BRI RS & Hik - eI
LR EOREEHRETHIEE LT,

FEEBRHE (LVEF) K TFIZOWTIEAKIZRER L TWVWD F T AV X TIZBWN TR D
NTEY, ARNCBONTHRIFERDBDO LN TWNWDZ ENLEE LT,

AST KOV ALT E&H, &v U v e e & O MBI EIZ DD TUEARFNC R 12780
NTNWDHERTHLIZORE LT,

X%@%hmiﬁﬁ%%mbfwéIMMﬂ%;w7J/EAm$¢m%ﬁL AFANZ
WTHRIEHREENRBO SN TWVWAZENLRETDHI L E LT,

72F, MBI E K ORI AR FEE I K DRI - s FEEIR, TDM4370g #liik o L%
BHL,

HEROHEICOWTIE, 1BEEEE CIREFERSGEDOR80% G & (3.0 mgke (K
H) ), 2BPEPE TIXI B E O80% K 5 & & L TRRE LT,
ARFNEFNFIEC LD ENIOERRBRICB TS, AR - JHEEYE L FEOREICHE D
IR ABENHERTE D ZENRINLTVND,

AIHNOEEIZ LY TEINEEDENTZLEGITE, BETRIZRYRE, HLNTk
H#a21795 2 &, ZOBRITZAEMMRETREST 2 Z L,

WSS T AHERIRFER (TDM4370g 35r) KOV OMEWNA ORIV T, KHD
BENEEERGEOMLPOBBICE VIEY SN GAIE, RV A 7 NVOFK5TEH ~E
T 208 T2 <, BEARRICAR VIR, 5 2HML TV, E7-mEA% L3EMMET
DG ZHFFT D2 & TARAOFENMER L EMERHERINT WD, 207D, ML - A
BT AHEH EoOREEICRE T L L,

AHNOFGRZIX, T O R RER A GREERHEHA100 mg : 5 mL, S{E#HEH160 mg : 8
mL) ICEVERELTCRTIAY X7 = AX 20 mg/mL OREIZ LTk, LEEZE

FECHRERY, BEHICHRAEBEEER250 mL IZHRL, SEFFET 5, (A B0
Bl DHEZM)

AANIEAERLREA TH Y, ST ERGICE L TX, BREORRO TRALE L 72
60%@k@,:ﬂ%%%iiiﬁ@ﬁ§$ﬁ®%ﬁﬁ%(Hm%mgﬁ%'DM@%g
ARBR, TDM4374g RBR, JO22997:BR) IZBWTHREL, MHABRBRNERBINIZZ Enb,
Rk - HEICET 2 EoRBEICHEBEOR#EEZ T2 & & L,
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1.8.1.6 BEOHRREZRMLE-AZ - AERUVRALE - BECEHEY SEALDE

FTAROBRRICEBWT, UUTORHEE -7,
[ - ]

W, RANZIE RN AY AT =z ovy (B l#z) & LTIEB.6mg kg (KE) %3
IR C A FET 5,

<ML - AHEICEET A EoFEE >

1. fhOPTEMERER] & OPEREEIEIZ DN T, HWER OZSVEITHENT L CU Uy,

2. MBI G0 3T THR G925 2 &, PIREGOREENBH THE, 2[01HLED
P 5300 R E TR TE D,

3. BIEAIC LY, REIZAKRE, BEXITHIET 2854120, BTERAOIER, HEEESIZST
TUTORELZEETHZ L, BWERICHEBEIILRWI &,

WD H %
D B B &5 &
WG E 3.6 mg/kg
1 BRI R 3.0 mg/kg
2 BPiE 2.4 mg/kg
3 ErbEpE 5k
(1) ZE=BRHH (LVEF) K T2 & D R3E K OV 1k
HEFEG JLiE
N — A :? /]) Ve 75\ % ¥ e b N YHI| 5= =
ks - 3R LA TR v\, LVEF
PRHE DL < ;géiﬁjw FRE 21T % fife
40% < LVEF < 10% T
45% R—=2F A »ipb [ REE SEFLNICHEIE 21TV, LVEF O
DMl D ZEAL> | — AT A U h b ORERHMEDZE( < 10%IZ[E118
10% L7aWGAIEHIET 5 b,
IRIE « 33 M LA FHBE 24TV, R LVEF
o
LVEF <40% < Q0% AV B AIE AT 5 T &
JEWENE 5 o A4 ik
(2) AST (GOT) , ALT (GPT) $EANC X 24KK, JoiE K OV ik SL itk
Grade ALE
Grade 2 ey ¥AST (GOT) XIE ALT
X, B /\*[(\'_’
(>3 ~ 5xULN) BT (GPT) >3 x ULN 7>2#
Grade 3 IRZE : Grade2PA FiZEIE%, 1B B U/LEL >2xULN O¥
(>5 ~ 20xULN) | F&cE: L CABH lhE HAEPIET 5L,
Grade 4
(> 20 x ULN) ik
() EE VUL EMAEIC & BDRER, PR K Ok FERE
Grade WL
Grade 2 {RIE © Gradel AT I8, ik SKAST (GOT) XIZ ALT
(>15 ~ 3xULN) | ¥ HBT4E (GPT) >3 x ULN » o
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Grade 3 IRZE : Gradel LA FiZ[EIfE%, 1B UL EY >2xULN O
(>3 ~ 10 xULN) | Pk L C B Al e BlEHIET 5 &,
Grade 4
(> 10 x ULN) i
(4) M/ IR ELS & 2 IR K OVl i
Grade LS
Grade 3 IR Gradel LA F (75,000 /mm’ LA L) (2 [ElfE

(<50,000~25,000 /mm’) | #%, T EB ATRE

Grade 4
(< 25,000 /mm’)

K¥E ¢ Gradel L F (75,000 /mm’LL |) (Z[6]48
%, 1BEPERE L CHBEATRE

(5) RIHARIREIEE IC & D IRFEIEHE

Grade

ALiE

Grade 3, 4

IR3K : Grade2 DL FIZE1E %, JWEt 3 B AIEE

ULN : EF{E EfR

£ 2,

4. AHN ORI

Grade I3 NCI CTCAE (v.4) 12X %,

T, IO BREFAAK (RREEEN100 mg : 5 mL, sEFEH160 mg
8mL) ICEVWBEMLTCFIRAY A~ hHZrvy GEIETHBLZ) 20 mg/mL OfLpE
(L%, VEEZERECHREIEY, EBICHRABRAHER250 mL ([ZA R L, AifEEk
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1.8.2 {FERLEDIFEDHREDIRH

i EoiE ()

(B&

1.

AN G e S ALFIFRIEIL, BRI HoRHE T
B EPEMIC BT, DAALFEIRIEC 5y 72 ik -
BERAZFOEMO L & T, AFEY) & HWr S5
JEFNZ DWW TORET 5 Z &, #IGSEE ORI
Hloo>TE, AFOEHLEEZZRLTHOERT
HZ b, F, BERRMIZEND, BEXITIFDHE
R M et 2+ L, [FEZ215TH
LEGTHZ L,

fitil 2, FEVREPEG 28 % O M MERE BN H S b,
HEICELHHME SN TWDOT, MHER (I
We IR, nxmk, 257, MIRIESE) ORERE R OWIE X
RO I, B+ rHr> 28, Fio, R
WOARD LNHEAICIE, B5PIEEOBEY) 2 ALE
115 2 & (TEKRZEWERH] OHBM),

1. AFNOFERHICH > TiX, DA
(SR RIE AN A 43 72 ik & AR Bk
ZFEFOERIO Y & T bl H 23
BTFISNDOIMLERNH D Z &0
5, ONAALFERIEFNICHET
Trid# L7,

2. T ETARAZEHW=ERNI D
FERRBRIC BT, EE R
PERFRD LN TEY, I TIX
WIS TEFINHRE S TH
%o TOHEEMRET S HM
TridH L7,

2B, T OB CRigE & B

WIS U, Mo X B Ar s

DILEDOFEHEH 2B L, Ao LB

e,

3. ARHN =RV T s SRR 3
WT, KFlZ NTAYX<T D
A& (6 mgkg) TlEEL I
TIEBIT, BEEARES T
L8, REIOME - HEICH
T HEEMG & L CRLE LT,
Fo, AANT P T AV RA~=T L
— A NFELLLTkY, A%
MEZ THEGLAVWE ) EER
AR E LT,

28, FAE OB CATHEHITEE
HEAREE 5) [Cit#dT Lo
HEiT-o7,

1

=z
RIS

(ROBEICIETERE LGNNI L))
AKFIDOESXIFE N T AV X~7 GBI z) (2%t
LisioE GEBUE & SRS TR TICORNLBEN
D % FEFE 77 Infusion reaction & & 1) OEEEREDO H 5
BE

1. EEGLO R RER & LT
E LT, F£72, KAy
W FAY A~ T oG5, KT
A X 7Kk U O BUE
DOYEAEED B D BE ~D %
BRIZZ W E M HRE LT,
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R EorE () FEFRH
2. W SUTAER L CW A R[REME D & Bl N (Thkhw, PE | 2. AFIZMHKT 5 F 7 A X~<w7

b, RILIEF~OERG) OEHEM)

TG Ui 2 R A3
XL LOWMENRDHY, KD
ZRBLUTERIC, MBI - Bk
WROBARE, IR EERL,
A VEARER BRI SEERE, BRI O
TERARENRD LN LEICE
STEFlbHEINLTWD, £77,
AN ERERLT DAA X
HK (DM1) OEETHDH AA
By RAWT-EERICE
W, BT R OVR R B S
WEINTWDLZENLEEL
77

Bk, BEOBRICBWTARZORD
#HoLy L Lz,

1.
(D

@)

€)

4

)

(EALEDFEE]

EERES ROBEITEEICRSGT 52 L)

LRI R IR 355 O SEEIE DO IR B O & % B [f
kN obndZendbs (TERZEWER] OHE
ZH), ]

BN #E (LVEF) METF L CW5EHE [LVEF K
TEEIEIBETNRG D ([HERERNEE ],
TERLREIER OEZH), ]

WIS 2 DHEREDIR F T2 8o b 588 [
REHEDOLEENRH LDONOIBZENNRH D, ]

D7 T A 7 ) CRERORERED & 5 BFE
DM~ R R R O B T F DIREED H
%R

3) ) S IR UL XIGEZ2 B3 5 HER R
WD & % BE X TF DO & % B
HFEENIRGE R (LAEZE, BOES) OBRE XIZ D
MEERR D B 5 BE

S)E IfLEEE O FBEE T F OBERERE O & 5 B3

P REREE O H 5 B [ZaMEIIMENL L TV 7R, ]

M/ NREIRD D B 2 g AT bk EANEE %2 521 C
WHHRE [(HitosEnrd s (TEER AR
B, TEXZEER] omEsi), ]

(1) AAZ R W7 iR RBRICB W
T, Milgk s dHE SN TnD Z
EMHLRERE LT,

Q) AHNKLOKRKEERT D T
A Y X~ 7 T B R
(LVEF) K T2 D LTV
DO E LT,

G) FEHEOBWRIZBWVWTELDT
WLy &L,

I o MPELARE, EEMRAK
IR, TEEENAREE BB D B % x4
E L HRRBRE RIS O
TELHT, BEMENHESL L T
RN EROARF ZRERT D
NTAY X~ THEEL, T
L7,

@) H¥gEEERE LR E L
R RBRE RIS TS
=V AV DRGSRV
b, REIOFEEEEEL, &
E LT,

(5) I/ NI IEARFNC R DA
EEHTHY, M/ R H
LONABENNHDZ &2
LRE LT,

2. HERIERRER
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i EoEE (%) R HLH
(1) AE=EBRHE (LVEF) KF, 9oL AREEOLE | (1) 2 E TOEKRER TORS

2

€)

4)

)

ERNHLDONDZ ENHDDT, KEFGBAETIC
ITEBREODEREEZMERT D 2L, £, AFIERES
R DER O FEBURL « B 2L U Cli DB RE
e (Lh=a—%) 2170, BEORRE (LVEF 0%
BaaEte) 2 HolcBEL, KE, B5EEOIH
IEZ 2 2 & (TEXZEWER] OEBMH),

Infusion reaction (JEAR : PR IRIS#E, (RimE, WA,
RUE SRR, BENR, AL, TESE, REEE) 2%, AH
Be G- SR B G-BAA% 24 INIC 2 < s ST
W5, I OJERIE, FITAKIOWI O R 5REZ
b O T VY, KFFE R KO E%ITEE DR
e+ BlEd L, BRENBEO LN HGAICIERE
HIEEOEY) R LEEZ1T 5 & &I, JERNEIET
HETCREORELZ FICBIET S L (TEKZH
EH 1 OHEZM),

AST (GOT), ALT (GPT), ¥t U /LE U ZEDHEMN
DhHoLIWDZ ENnbdbDd, EERIITFHERE, TR
ANBEDHN, HTICESTHLRESNTWVWSED
T, AH|E LB AART K OG- X E TR I RE R
7 (AST (GOT), ALT (GPT), #¥eE VUL E V%) %
1TV, BEPRO GNGEEITIE, IR, JE, &
B E O E 2179 2 & (THERZRRITEH]
DIEZH)

MR 03 B s Z E N DH DT, KREIRE
H-BRAG AT O 5-H 3 E W i s & e L

B NGRS SN EAITIE, R, RS oY)
WiEZITH Z & (TERREWER] OHEESM),

ARFNOERICHT= > Tk, AH & L7 EE LT
WA R TFTAYV AT ORIV EZICEET AL
(THE - A&, EERE ) OESR),

Wk REEAE IS E R E LT,
F 7, RHN R OARE| KT D
kT2 X< 7 TSR
BETFRROLNTND DR
E L7,

7o B, BEOBRIZB W TERLOR

WOEEBD & LT,

(2) ZHNETOMKRBRIZEIT S
Infusion reaction &A= RE D HAlL
EIZOWCRE#E L7, £72, K
KR OARAKN ZERT D N T A
Y X~ 7 C Infusion reaction 7%
BOLNTWDTZDRE LTz,

B, BEOBRIZBWTELDORL

WO ELE,

() ZNETOEKRABRERELL L
72 AST XX ALT #§n7z & OfF
P RE B 5 F AL BE O e LB I
VWNCRRER L7,

Bk, BEEOBBICBWTAETLZOR
WLty Lz

INEFTORKRBREILLE L
72 M /ISR BRI ) 3 A2 IR 0D o AlL
HEIZOWTERE L,

(4)

B, FEOBRICBW TERLDOR
WOt L
FTEOEFEIZBWTEEM3IL LT
W RLE A EE R AR EE (5)
ELTEHE L,

(5) AH| & FH 7= EA R IR R 12
BWTC, KElE 8T AV X7
D& (6 mgkg) TilEEES
SNTIERIT, NS S
TWAD T2, AKANIOME - HE
BT o EME & L CR#
L7ce 2, KFNT R AV X
~ 7 A DELL TR,
A AMEL THRG LRV
O RS A R E LT,
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A EoEE ()

A E PR

3. FHAEMEM
b MFR 7 v Y — L5527z invitro RBERIZEB W T,
ARNEHERT DAL X U FERTH D DML, =
& LT CYP3A4K O —#B CYP3AS TN S n Z &8
RIBENTWDZ8 , CYP3A %R < [HET D 5RHA| &

1E 270 S R AR A AR 1 E e
LTV, in vitro BRBRICE
W, AFIZHKT S DMIAE L
L CCYP3A4 KL N CYP3AS TR
WD ENTIBEEINTED,

DEAT 2BICITEET D2 &, CYP3A %R < BAEFT 2 3HAl & D
HERAOAEENENH D10 E L
7o

4. RIEA AFHI O HFEDIRE - DR TOENI O

HER2[GME D FARARE ST FEABEE Z R E LT | R sisIc Lo X3 E LT,

ENE 11 FEER (J022997:8k) @ 5 HLAKIN KL S

NETBNZEBNT, BIER6TH] (91.8%) (B LIV | 2p3s, BEDIBRICBWTAEZOD

7o EREWERIL, 1%?@321% (43.8%), SHIM3061 | ot & L7

(41.1%), L2961 (39.7%), FEE23%1 (31.5%), £
BRIBaE2141 (28.8%) , I /MEIE 20041 (27.4%), AST
(GOT) BM15% (20.5%) T -o7=, (HiER)
HER2FGME D FAITARE X H R EE 2R 5 L Lz
HESNES T AHERER (TDM4370g #BR) @ 5 HAKINR K5
SHLT2490BZ I T, RIEH 23427641 (87.1%) 127
i, EREWEMIL, BEIK20161 (41.0%), 0165
B (33.7%), M/ 14561 (29.6%), AST (GOT)
10065 (20.4%), ALT (GPT) Hg8hn7961 (16.1%)

LThoto, (HFERE)
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A EoEE ()

A E PR

1)

2)

3)

4)

5)

6)

7)

(1) ERAREIEMT

BIEMMEER (1.1%) : PR IREE, gk, %57, M
IR, SRR 85 E RS O E R A 1 D Mg S
IRVEMERRDZH 5bND Z EXH D, SETITE-
RS ME SN TWHDT, BEOREL 5108
BYHZ L, BENROONEEEICIE, 5Pk
HEOWMY)REZITH Z &,

DFEE (1.6%) : A£=BH%E (LVEF) KT, 9 -
PHEODAREEOLEENH DD ERH Y, EE
DLEEIZE ST L HRE SN TWD, BENED
LA, REFIEEO®EURLEZITH =
L.

BBUE (1.4%) : 757 4 7% > —FOEEOIBEE
BHODONDLZERNHLHDT, BEORIEL 512
Blei+ 5 2 L, BREPHEDSNTHAITIE, BEHIZ
B E2RIEL, #EURLEEITO 2L,

Infusion reaction (1.2%) : FERL RIEE, (KM=, WEIE,
VB SR, SRR, R, FESE, RV & 5 Te Infusion
reaction NH HLONDHZ ENRNHDHDOT, BHEDIRNEE
oL, BERRO NG EIE, &Y
HIEEOBYRAEEAITH> 2L, £, EED
Infusion reaction 3% H LN TZHAITIZE HICKR S
ZHIE LT R B AT O & & BIg, TR EIE
THECTHEREORELZ HDICBERT L L,
JTHREREE (282%), AL (BEHEEAREI™Y) : AST
(GOT) #h1 (20.4%), ALT (GPT) ¥4 (15.5%),
M E U LE N (3.6%) SDOFHEREREND 5
b ZEND D, FHSREMRAEMREE 20k > BEED
AFRSRERRE, FFARENRO LI, HLEIZEST261E
WMEINTVWDHDOT, BENED LNEGAICIE
B Grp S OEY LB 24T D 2 b, F, fEENE
FAEMBERN S Hbid 2 E3H 50T, MIkE
TUHESE OFERF T OWTHIZR 2 0 12TV, BB
SONDGAIIIIFAREOFE i ZZ[E L, itk
BAMBRERNZK S-S EIX, 52 FRikd
5T &,

/MR RE (29.3%) @ I/ IMRIBUZEDN & S i
ZERHHDOT, BREPRD L NTHEICE, HE,
REEFEDORUI R AE 21T H T &,
FKRYFRRFEE (16.9%) : L OIS O R P e pE 73
HobNdZENbbHDT, BEDRIELZ 4528
2L, BEIRDONEAICE, REEOmEY)
WUEZITH Z &,

(1) AFNCBROOLNTZHEERT
bV, EEIEFINHE ST
WD e, Bl a e
T ORE LT, BEEIC DN T
[t AP AN || I 7 N
(TDM4370g #R5%) K ONE N
I FEEGEIREER  (JO229977U5R)
TH DAV B & FLdl L
[ SR 3D O S QPPN SV Wyl -3
G OWTITAEEE AN & Fodk
L7,

kB, BEOBBICBWTAETZOR
HoLBY L L1,
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i EorE

(%)

paiifes!

e
g

1E5) MEAMEIAREGE R RBR (TDM4370g #8B2) K ONEN S AR R
Rk (J0229973%k) CTH LN RBSEE 2R LT,
1E6) LRBRLANTA L NTZERIZOWUIHEERA L Lz,

Q) ZOMORIERE
WD XD REWER D& b oI GEITIE, ERIDE

5 (14.2%),
T (13.9%),
MM (13.5%),
mER A

(11.9%), &%

NN AN AN

B, #HAHM,
NEER PR, I8
TRz, LR
Hiif

U TR, BESOBMY)RNEZITH Z &,
5%LL 1%~ 5% i 1% A5
FEehehft | B (14.0%), | HFEV, RIR | Pk, Fd
H R L fiE, WER i, WRILEERR,
pRell]
e B (34.5%), | MN%, AR | 8, B R

TR, e
W, HISHEL
1o, oREE, FE
23

(41.4%) , FEEN

(13.0%) , ¥

(IS ERIm, VUL
), E,
FEIE D S E

i, AP
JE), fWEEEZE,
RER,
T G P
YRR, R
G

B EILE, B)E,
IETH
IR 2 g (17.4%) | FPORIREE, 1% A e SR,
ok, SR HLR
R 5 ZOEEE, D | Rf§%, %F
B, IEw | AE, SRS
Pk, R T HA L,
WiESE, FLBE
Rk | BRI TR RERG 5 R A L
(11.9%), B
I
H EHEMED F U
il WHAREE (& MR FE I, AR
W, WAMET), | i, ARG, IR
RSN, FEiE | % O FERE
%, IREHR
Rt BARIGE g, ifn R
(16.9%), i EaE N, Wik
PN,
LEFH AR i HH 1.
JIIIRTET i, eS| B ek U U RERE
i b
Z D, P& TR (Bt | h o U HE,

&, B, Rh
e W T NVS
B, 0¥, 1~
A=
Wik, Mize, &
N

(2) AHIDOHRFEZEE R TOEN
55 TR R 38R (J02299755R)
K OV~ 55 TIT AR & R 3R BR
(TDM4370g 7R5k) 1255 & 3%
E LT, 728, 1%KHOMIZ
DWNTIE, 0.5%0L EDFES %
WL, £, BEEN10%LL
L OEGIIIHEE AR LT,

kB, BEOBBICBWTATZOR
oLy L L,

5. @l ~OE G-
— I R E CIXAEBEMEENE T LT DT, D%
Re, I - B, MIRRELZIT O 2 EREORE
B L N bEEBEICRET L L,

I E TORRRABRITEB VT, $FiC
i e C O RIE S8 BB Y &
SR BHEPNIA BRI TN, —
R IZ Bl s CIXAERERENET L
THEY, mE ~O&REIZHT--T
O—RIZRER & LT, FERE6T
5 CERRIFE4H 25 B f)) IcHES &%
E L7,
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A EoEE ()

A E PR

6.
(M

2

iThd, pElE, RILWFE~OEL
A0 AR L CW D AIREME O & 5 It A ITIZ 5 L
RN b, HIRT D AEEMEO H D AT, w7
BEEVEZ WD L9 ETHZ L, [RRIZHERKT 5
kT AY X< T %5 Ul 2 KD N i X 7=
EDOREND D, Fiz, FKEDERHBL L TIER T,
FEVE « FrAEROBAS, WBITREIEE, A& REg
IR, BRITOMERAREENTRD LTI
EolflbHmEINTWD, AAIEZHKT 5 DMID
HETHDH AL X EHOEEMERICB W
T, AL OREEENRE STV D, ]
RARICEST A1, BLezPIEsE5Z L,
(KK ZRERT S N T AV X7 % H -8 ER
IZBWT, A ~OBITARE SN TS, ]

AHNZMERT D FTAY X~
7T, kT o HEER
L ORRIR~DZEE N HE S
TWAZ &, HIZ DMIOKEEK
AA K DI R R
FEICHESERRIE LT, £728%
H6075 (CFEK9H4H25H £1)
WD XERE LT,

(1)

AFIDE FHAHHFIIRBITT S
DEDNIARHATH B0, KA %
KRR 5 T2 X< 7Tl
B FEER T O ~DBATN
BOHILTWD, FIEFREEFE
60775 (CER9F4H25HAT) 1T
HOXEE LT,

)

7.

INR S~ D P B
A AREN, FrAaR, IR, $hIRNRICRT 5
PRI MENT LR, [l FRER S 72, ]

INREETTRE RN 72 <, BRI
60775 (CEE9OF4H25H ), [EAEE
[ 72 A2 Ry 22 Ao R S A (O
BT H 4B ) ICESEREL
7=,

I ERG

WA PR BB D AR K B G FIZ B8V T, FET B H
HEINTWD, BEHRGICALND ERERIE, @/
WIRAETH -T2, 7ok, RFOEER 5 ITRT %M
FANTE STV,

FERRBRICB W T, i E#R G Iz
JEGI CHEFOMENH D=0, I
BEMiL e LTRE L, $72, #BE
5 S NIIEF OFER IS X 3%
E LT,

9. WH EoEE
(1) FHHdE
1) FARERICIE, BRERAK, BRARSEIRUIMNE
EFA L2 &,
2) RFRERIER NN T B G S, SRR
5HZ L,
3) HERARLL, PRZ IEC IR 2 &, F 2,
PRIRIIBERT S L,
2) PHHKf
1) 02XiX0.2um A > 747 4N F— (KR x—7F
NANVER ) BELCREGETL DL,
2) fhAlE DREE LT &,
3) 7 RUBRARE OIREZHET, RAIE 7 R o BERIK
DR CETET A v &2 AW RER S I ITbRn S
L,
4) AFHEORE L, BIRNKERS, SdFHEL L

A AN

1 D, 2), 3

2 1, 2), 3, 4

AFN ORI - AR, M- MR
HOETRE LT,

B, BEOBFICBWTELZOT
HoOLRBY L L,
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A EoEE ()

A E PR

5) RIEFHEICERL, BEAMEMTIFNLD &, K5
NLIZ U DALBE, JETR, BRI, &, En%Eo
FHREB T L0 20O THEREPMESMNTTRN
ROk oIcEETLHI L,

2 95

WG RRBRIZ B W C, AR G-
(AN SR U, R R A
MEBO HNT-Z EMHERE LT,




HIESENSIB S NES)

H AEEHE RS i 3 HE 7

1. KB Z2EOHAALRREL. BEBICHIRISTEIERER
IZENT, PALEREICTHL LGNS - BREFOEMOL &
T. REHLBEY L HEH SN SEFICOVNVTDOAERT D &,
BISEREDZERICHI->TIE. AFDRKAXEEZSEL T+
FETDHIE, £, AERRIZELEL. BEXIEZTOREIC
ANUERUVEREZTOHBAL. AEZETHORE5T DL,

2. fffEk. MEMMASZOMEEMEENDLOHON., ETITES
BlEMESNTNSIDOT, MEER (FREE. Xk, K%,
ﬁmﬂ#)@ﬁE&U%%Xﬁﬁﬁ@%ﬁ% BEE+2IIT
S52¢, Tz, EENROONIBEICIE. BERLEZDEY]
BMEETS t (TEXLZEMERINIESR),

1. Kﬁ' DHSy X &S l\ FAY AT (E{B%{H%ﬁz_) (e LI UiE (i

876399
AW + AR, PHERZ® il 2— 7\ BAREAESE REWIR | AR

EIES — ) - 100mg 160mg

JL I pU SR 1 TE2) nFuf: ﬁﬁﬁﬁsﬁﬁﬁ‘IOOmg TR

=) Iy [ 1] |
B 2~8CRI PDEYTS =ms:28160., SRR | A A | S AL e
{EFA4ARR : [100mg] 246 U A, KADCYLAH [ BR bR
[160mg] 34 (MFIC o <3~ e — s = B AR 2013 4£ 2 f 2013 4£ 2 f
3 00 8 FELAIER P8 hNZAVIATT ITLY 2 (EGTFHERR)E
ova J—7

(= CocvAme. !

LSAAIE, BT AV XS GRETFAURZ) RO S R |
PERRISANC X B L EREDTRIRIE D b 5 BE IR 5T 5 2 &,

[Ai% - BE]

W, BACIE N T AV X~wT = AZ vy (BETHEZ)

L LT 10 3.6mg kg ((KE) % 3 BRIMNE CARSET 5.,

| <Rk - REICEET EALOEE> :

DL OB & OBERIREIC ST, AR ORI |
HESE LT 7Ry, !

D2 WIEHR SRR 90 AT TGS 2 L, WIEE G OB
BAFThIUT, 2] B LU O 51 30 /5 H & CEMETE 2.,

D3 AIERIC X 0 AR AR, R T T ET B A I, B

U £ ERIRAECHE 12 >R 5 5L OB 5 TR Infusion | | m@rﬁiirﬁfififu?©i$%%ﬁ#5:&°ﬁgi
reaction % &ts) OEEEIEDH 5 BH | BRI LA o
QU UTAEIR LB AEMED B B IR A (ThERR, PEAR. 1290 | | e
DR OIS E Dok 2 B e b
SR L : WG| 3.6 mglkg
: . E 1 B 3.0 mg/kg
(#8AK - 1K) | 2 Beini ik 2.4 mg/kg
s BT S 7 RYA | S BERE i
il AR 100mg | AREHHEM 160mg | | BRPR | %50 ‘
Ea | NIAVART = FIAYAYT T v (DAEEEHR (LVEF) KT & 2 WK R O Ik HEHE
W - W% f&gﬂﬁﬁﬁm% (Aﬁy%ﬁ“ﬁ&% 5 P R
. #iffx) *0 106 mg | #Rx) T 171 mg | N=ATA | e : 3 WHLLPIIC AR
< FERIEHE 318 mg, R EHE 514 mg. ! . e o=
(134 B 6.3 iapseis ! OB O | EE1TV, LVEF A Hed
TR | »J B 6.3 mg, oo7fk 101me. SHEOEAL | ¥5 2 &
fa) W | KEEIET R U A N |l RN | > =<
2.4mg, RY YA | 39mg, HY VAR : <10%
—h201.1 mg — h201.7mg ' | 40%<LVEF<45% | ~—AF A | K3 : 3 WHE LIS FHH]
RN EfX2Y ] 5 B OHE | EE{TV, LVEF O~—
Pl % HERA] (AT V) | SMEDZEAL | AT A 2 OMEIHED
"R FUSTERIK 5mL [ HSEH MK SmL >10% A <10% 2 [EHE L7200
EBIELL : AP 52 L
@%%i%m:ﬁ #90.7 5 RIE : 3 ERILAIC T
/ﬂﬁﬁm (AUREFEH 100mg : 5.0mL, Ai#E A 160mg: 8.0mL) 5 LVEF<40% EATV ﬁf’}k
R OPMEIRIZ TRRo LB Y | LVEF<40%23:8® Hii-
pH 47~53 ! AEPIETD &,
= 5 JE 157~261 mOsm/kg VBB S o it O A4 ok
woR BA~AEEEET D, BOA~MBEDOHK ! e o . ,
| (2AST(GOT), ALT(GPT)Hihic B PR R O I B
FE3) AHIATERLITA (HFER 100me - 5.0mL, AR 160mg - | ()s(go; @')%m‘iéﬁi RRROTERT
8.0mL) ZHEIRY 1 /34 TICEM LRI b T Ay AT = | Gm®2rae %ASNGODX
DH VYRR 20mg/mL L 72D KD IGE RS ATV D, : (>3~5xULN) b5 e I 3 7 ':1 ALT(GPT)
TE4) AFERBRS D BT AY X TIE, F A == AN DAL IR 5 TRIE - Grade2 DL | >3xULN 7oid
Mk N TIE S5, s TROHAS & LT % 0 8 ik ' | Grade 3 RS, 1B | cuey
Ry (7 hv) #ERALTOD, ! | (>5~20xULN) WA LR | >2xULN 04
! THE ELAI RN
[3hEE - $hE] E Grade 4 L
OHER2UGHED TR MRS : | >20 xULN)
| <HEE - ARICPIET SEALOER> L @B YTV IEIC KB RIE, R O L e
| 1 HER2UIHEOBREIL, 507z 19 5 HIRIE UL ARk ; Crade o
P RWTERT D Z L i | Grade 2 IR3K Gradel LL XAST(GOT) X
| 2 RAIDFHOMB IR BT 2R OE R L | L CL58xULN) It W | 13 ALTGPT)

7 1) HER2 : Human Epidermal Growth Factor Receptor Type 2(t b b Jz 85t [k 52 25 A 2% |

H2) BE-EMEOLTEAMCIVENTLZ L

BIFR : c-erbB-2)

@




7 FEBH AT RE >3xULN 7»#
[ =)
TRIE : Gradel L | 2XULN O)f’;’_/ﬁ\
Grade 3 FicEgEs, 18 | BFHETS s,
(>3~10xULN) WeJe R L C B AT
He
Grade 4
(>10 XULN) ik
(4) M/ BB E NS o 2 R B OV AR v
Grade e &
g%aodg(?ow R3E : Gradel BL T (75,000/mm3 LA
95 060/mm3) k) clEfEE, EEE TR AR
Grade 4 K3 : Gradel LL'F (75,000/mms3 LL
(<25.000/mm?) b)) icEfE%, 1 BeERE L CER
’ ] HE
(5) RIYHFREEEIC & 2 (RERILHE
Grade &
K3 : Grade2 Ll FIC[EfE %, =
Grade 3, 4 B AT AE

Grade (3 NCI CTCAE (v.A)IZ & %.
ULN : [E#EE LR

VA KRB OB GRHCIX, VRO A RS AR GRIEFTEA 100 mg
P 5mL, AUEEHEAL160 mg : SmL) ICE VML TR AV X |
~7 Taxrvy (EETHEZ) 20 mg/mL OWEEIC LT
%, VERZERGCHREEY . BHICARAERAEE250mL

WAL, SREES 5,

(EFERLDEE]
LEERS (ROBEICIFEECRETEL)
(D)2 e PR IR S 25 DTE R ME D IR B D & 2 BB il A3
HobNDLZENDHD (TERZREEM OHSR),]
(@£ EFHFE (LVEF) MMETL W5 8%E [LVEF KT 28
fbsEsBTn)d 5 (THELREARKEE . THERZ2EIE
M OEEZH),]

BRI 2 DEREDIR T T 26820 H 2 BF LOARED L

EERHLLILIBENRH D, ]
D7 7% A7 U RIERNOBR GO B D BHE

MER~D U FRIE R O B UL OIRREO & 5 BFE
3) 9 oMM OARER L < ITIEHR A HT D EERAEIROD 5

BE XL OB IED & 5 B3
AFEIARGE R (LFRIZE, PeOMESE) O BH T OB
Db HBHE

5) i MLEAE D B T2 ORI O & 5 B

(DIFRERERE O H 5 B8 [ZAMEIIHESL L T2, ]

B) i /MR EKIRD D > D BE U PR AR 2 %17 T\ 5 8
#F [(Hioszhnnd s (TEEREARYEE]. TEKZ2H
ER) OEBR), ]

2EERERNEE

(WAEEHZE (LVEF) KT, 5 o B LAREEOOEEFENH
Lbid Z LN DO T, REIFGBHEARTIITEF O LHRE
EWEERT D2 &, Eio, AFIELG-PILEROFEBURG - &
BERESICE UGl E/ DS RERE (D a—5) 2970, B
DIRNE (LVEF OE# % &1e) & HolcBlgz L, K, &5
BT IE 25 2 & (THEAZRIWER) OEBH),

(2)Infusion reaction (GEIR : FEULIR#E, (KIME, W, K& X
R OBENR, AL, BEIE. RENE) A, ARAIEEG TS
BAAH 24RFFILINICZ < HE STV D, 2D OFERIE,
FACARKN OPIOE R B b d 0, ARFIEE P RO
B G #%ITEE OREEZ T3 ICBls L, BEDSED b HE
ZIX B GRS O Y 2R E 21T 5 & & b, SRR EIE T
2FECHRHEOREEZHSICBET L L ((ERRFEEM]
DIEBH),

(3)AST (GOT). ALT (GPT), B U L E DM S &b
N5 N DH, EERFEERSE, FAER@EO L, 5
CICE > 726 i STV D O T, AHI B 5-BRGRT R O

(2)

3 E MR ITRERERE (AST (GOT). ALT (GPT).
FRE UL E V) 2170 BE DR DI G AT IRSE,
W, Fe G IEEOME) 2 E A1T 5 2 & (TERZRRIE)
DHEBH),

DI/ MEEGRL B S s 2 LN D DT, ARG BMERT
S O - BIn I i R & IE L, B SRR e
LA, R, BRSO RLEEZITS 2L (TERA
BIfEA ) OHEZBM),

(6) AR BTz > TL AH L — 4L TnD b T
AV A7 LOWMVEXIEETDHZ & (THk- A&, M@
B OEBM),

3.MHEER
t P 7 v Y —2%% AW invitroRBRIZBW T, K%

kT DAL Z v BEKRTHD DML, & LT CYP3A4

F 8 CYPSAS TR SN D Z L WRIBENTNDTZD |

CYP3A g < HET 2 A L P T 2 BICITEE 752 &,

4.5I1EF

HER2B5MHEOFIFARE T AL BE x4 & LIZENE I

B (JO22997:BR) @ 5 HARAKINEE S - 73FIIZ R0
T, BIEH6TH] (91.8%) IZRD bz, EREIERIL. 5

EU32151 (43.8%) . &M 30%1 (41.1%) | 02961 (39.7%) |

FE2301 (31.5%) . RBKBLHE21%51 (28.8%) . I/ MR 20

B (27.4%). AST (GOT) #1561 (20.5%) “FThH-olz,
(I FHIE)

HER2B5 M O FFAHE UL FE AL B 25t 4 & Licygsh 85 10

FHEER (TDM4370g #BR) @ 5 HLAKIN 5 S 724906112

BT, BWEH4276] (87.1%) ([Zi8w bz, TAEIEM
X, PBEEK20161 (41.0%) . E.00 16561 (33.7%) . /MR ER

14561 (29.6%) . AST (GOT) H4/n100%] (20.4%). ALT
(GPT) #7961 (16.1%) S Th o7z, (HFERE)

WEXGRIMERTS
1) FAEMMEE (1.1%) : WEREEE, gk, 557, MR,

MR 55 8 E B O SE R & £ S NBAE S UL R A
RRHLONDZZLERHY | HTICES T2 b HE S
TNW2DOT, BEORELZHFBETL L, BEN
B LNTHAITIE, FHEHIEEOMY) LB EZ{TH 2
L,

2) DEFE (1.6%) : L= (LVEF) KT, 5 - mittl
RELEOLEENRH DI Z ENH Y, EEOLEE
WESTHlbHE S TnD, BRENRTED LRGEAIC
X, BGHIESEOBE R ALE AT S Z &,

3) BEIEE (1.4%) : 7F 7 4 7% > —HDEEDRMBIEN H
LONEIENHHDOT, BEOREL BT S
Z ol BERRDONGAIIE, B2 IEL,
YR EETTH Z &,

4) Infusion reaction (1.2%) : FPWRIRISE, I, MHIE, X
TR BNk, R, HEIE, LA 5T Infusion
reaction NHHDOND I ENHDHDT, BEDIREL T+
FICEEL, BEABRDLNLESEAICE, BEFIEEZED
WE R LE 21T Z &, £7-. EE® Infusion reaction
BHLONTGEIITE SIS 2 H ik LTl e gL
1oL L bic, JERBEIET 2 £ TREORELX +5
BT b,

5) FFSHRERETE (28.2%) . F AL (BHERI™®)) : AST (GOT)
BN (20.4%). ALT (GPT) #4in (15.5%), fife Vv
BN (3.6%) SFOMEREREN S bbb Z ENd
D, MBI &t 5 EE O RS, Frae
NAEDH LI, LTI ESTFlbHESh b0 T, &
AR SNIGA I, #E PRS0 mEY) e ALiE 21T
Ik, Fho, MEEEAEEEEENSS bbb Z LN
BHBHOT, FIRETLHEE DR E IOV TRBIZR A 4512
TTOLRBIREEDN D5 A IIIF AERE D Efi 2 Z 58 L,
FEEIE P AEMERIE RSB S TS A I, B5 ATk



THZ L,
6) M/MEFBADEE (29.3%) : M/MRIBENH b s Z &
BDHBHDOT, BENPRD ONEHAITIE. BE, RS

DG 7RG EIT S Z &

7) REMEEE (16.9%) : LONEORMMPREEND S
bhbdZtnbsr0T, BREORELHICHEEL, B
WHRRD LNEA I, KEEOEY R UEEZITH 2

L.

E5) HESMETAHEGRBR (TDM4370g #BR) K OE M AR R
RER (J022997 HER) TH LN RBIBE 2R LT,
H6) EFEREBRLN TH LN FRIZOWTIHEARY & Lz,

)z DiDEIER™
WD &S TRRIERIA & b O TGEITIT AERITIE T TR,
IS OB YR E 2175 2 &,

5%LL I 1%~5% AT 1% AT
R | BE (14.0%). | OFEV, RHR | Pk,
% VSR Y SiE, FEHR S, WLURSHRR.
pRel
HIbLES L (34.5%) . | HNZE, IbAS | kG, B RIEY
R (14.2%) . | B, @AM, | FEbERE, nik
THI (13.9%) ., | EEAPE, 18 | WIF. DS
Mant (18.5%) . | #Mzm . VLS | B hEs, 7%
1 N R Hi i 53
(11.9%) . W& 5%
EIRES i, B,
1FTH
SN 2 I ORI % 1 ZENF SRR,
(17.4%) Wk, S (i3S
BB 9% FOEEE, N | K§%. 2iT
Wy, KREW | E. SERB
i BT L,
BLBAE, FLEE
B-BE | e Foh G 7 R i
(11.9%) .
RA &R
E ETETISEIN
] WheEs (% | BRI, A
LR . | i, IRANS, IR
TR, AEE | & O PR
%%, IRHLIE
Rt BARIEHE e g, f PR
(16.9%) . s, Wiz
ISP R RN
W
HJERS i H 1.
& 2, &P EREE | A i EREED U L RERHEOR
b b
ZDih P I VIR (B | B U AE,
(41.4%) . R, R | B, BUR. R
FEEL (18.0%) . | JE) . MUHBEZS, | W2l ModsAspk
I (e, | RER, B | & i, v
MU IR 5 . A INT | A=W H
T VBRI IR | IBd. Mg, IR
D I8 iE HIRYe, BRGE | EBN
Y

5.EkE~NDERE
— R A E CIXAERRE MR N LW D 0T, DDFkRR, T -
SRR, MR AEZIT O e EEEOREBEBE LN HE
HmIIRETHZ L,

6.1, EiR. RIFBE~ORE

(DI SUTAESR L CW D ATREMED & B id NI G- L2 2 &,
RS D ATREME D & 2@ NIid, @Y ekeTiE2 Wb X )
R8T L, [RAZHERT S b T2V X~v T &5 LT
CFEKBDDEE T L OWMEDRH D, £, FARBDEH

BLL7ER] T, IR - EROBRE, IRIERERE,

B

R SR EEERE. IR IO AR RERE D bR TITE
ST flb W SN TWD, KFlZHERT 2 DM1OERKTH 5
AA B ERWEBERICE T, #AEEEROIBIR
BHESREINTND, ]
QFAE G T 2861, B2 P ILSE D 2 &, [RAIZ 4
K5 hTAY X T E AW EEMERICB N T, Hit~D

BT ShTV 5, ]
TINRE~DRS
P RTLR, FEE, TR, SRS NRICR T 5 % bk

TESE LT, [ RRERA 2, ]

SBERS

HEAMNERRBR ORI B 5 HIC B0 T, SEEFIRHRE ST
W5, B G B AL D EARERI I MORAE T H o T,
B AR OB G KT D MEANTA ST RN,

9 ERALDEE

(DFRELEF
1) FARKHZIZ, BHRER K, BRABSEERIMIEER L
A AR

2) VARIEIZFE NI SA TV RIE S FERUERT 5 2 &,

3) FRFHEI L, PR ITECONCERT 2 2 L, . EIK
BT L L,

2 #BEr

1) 0.2X130.22um A > FA 7 4 NV F— (RYT—F )L AL
Fri) A@LTEETHZL,

2) flhFlE DIRIEE LignZ &,

3) 7 R UBAR & OIRA ZBET, AFIE T R UBREOR T
R T A VAW RIRE G I3 ThenZ &y

4) REFHEORE L, BIRNKER S, 2lFEE Ligne
L,

5) MIMEFEICE L, RS MESMIRN D & BGEMICE
T HRLEE, RS, BRI, KR, BRSO FERE BT
ZENH DO TIRENMAE SN RN L D ICEET DD
L,

1.MFEE

(WEE#HSE (BAANZBITHHE) v
A AN O HER2BGMEMEST « FF 56 FLI0 B8 10612 A K 1.8, 2.4
Nix3.6melkg T &290%y (£ 104Y) MAGHEHELIZL & D
NTAY X=T = hZ v OMERREHBIZLLTO L
BYTHo7, Cmax KT AUCi 1 FWVFHH 5O
B U CHEIN U7z, CL & O Vi 135 5-E ] CRIEE O O &P N
ol til I HBTRES RARLRNnoT, Ui bz
EMS, MIEF T AY X~T T AF O EIRE
Bt L= #iPHN TR 2R LT,
TET7) ARSI - FRIE3.6me/kg (KH) Z3EEIMGERE T

b5,

HEE GO T AY X~vT T AXLVUBREHS

g —o— 18mgkg
- — 4 mg/1
25 o fimek
Nt S 36 mg/ky
S T
NI T

j
#
H

a
g
) ~—_ T~
Ed ~a ~ 4
= ~
E
=
' =
4

=1

=

0 2 4 T 14 2

BER (F) .
T = B S

3



HEREED FF AV AT = AhBZ LD

BT A4 (E& PR AHE]
el Crmax AUCin tue CL A <BARANZEITHRE>
(mg/kg) | (ng/mL) | (ng-day/mL) | (day) | (mL/day/kg) | (mL/kg) HER2 ISt 7 BRI EEE 1S & L= I ASESERtER (J022997
1.8m=1) | 35.3 141 2.39 12.9 57.1 sE) 2 - h
2ate=p) | M4 2 B R A R 7 ROMEERREREA S O HER2 BHHEOEELT - F5AL
26z | 520 346 374 10.6 59.1 WK & LCAH 3.6 mefke % S IRIIGC 73 I B L7e
£10.0 +41.1 +1.15 +1.26 +6.62 FEANE L 38.4% T o 7=,

T - AR <HEANZHITBHHE>

HER2 [514#1T - BRIBBEFEZRRE LI-FIHET ¥ LIEHE
FAER (TDM4370g SXBR [EMILIA ELER]) ©

XYL REAIF N T RY R~ TEEED HER2 BT - B
R ERGIT, WX F e+ T35 =7 (Cap+Lap) OHFH
FRIEERIBEEL LT, AAl 3.6 mg/kg % 3 EFIRHIFE T 490 Bz
H U7 (ARG 495 61) , FEEFHEEE Th 2 M HEZE
BSFHIGC X 2 M E A TR I o o AT K VA A 77 H Fi o0 Hh i
it (AAEA R FETHD 632 A bDH L, 331 4~ b
DR LT2R X)) ITOW T, CaptLap B3 2 AHAIEO A E 72
JER DT O HITz,

QERER (HARNZIBIT 2R ?
HARN®D HER2BGMEHETT - P38 FLI BT 3261 A A3 .6mg/kg
Z 3 MR TI05 M ( 104y, ARMENHER INTZIGE. 2
[l H LARE3055 T ( £ 1040) IZHAE ATRE) mllfE L7z 20
TRV RX~T T AX T DMIE P EEHRIILL T o &
BY Thotz, MIEH R TAY X<=T T hH v OB
ITIFEALERD LI oT,

KEHREBEOMET T AV AT = hZ D
bT TR O — 2 R

100
|

TDM4370g 5k O ki A 7 H1[# 00 Kaplan-Meier Hif#

=]
E 24 e
<
2
?[g Cap+LaphF A A
o 08 il (B) 64 96
¥ =K 0.650
g (95%({8 1 W) (0.549-0.771)
% Piifi (3! Log -rank) <0.0001
i 06
- 4
s - e
— T T T T 1 ’
0o 3 9 15 21 33 45 %M
ByfE (GB)
02 AT (n=495)
- Cap+Laptf (n=496) E T
it o4 o A
EEIME + KRR S (n=2~28) et
oo
0 2‘ «Ii "i 8 10 \‘Z \‘4 16 I‘E ‘ﬂ 2“ 24 2'6 ‘B GIU
2.9 2 - i (8)
A #IRE 495 419 m 2% 183 130 101 72 54 44 30 18 9 k] 1 0
Cap+LapBf 496 404 310 176 129 3 53 35 75 ] 9 B 5 1 0 0

A AN HER2BHHIEST - 7538 FLBE FB A IO AHKI3.6merkg % il
HELIZ L &0 Ve OFEEIT54.9mL/kg (3061) THY ., 1F
IE A B ICHY L7z,

KKl &ML T 5 DM1% b b2 20ng/mL OPRE CHIMN L7z
B> R AR A FIT93.2% TH o T,

TDM4370g Xk DA77 #[H o Kaplan-Meier Hhfit

A HIBE
309
0.682
(0.548-0.849)
0.0006

In vitro %75, DMUL P-HEEAE (P-gp) ORETHD Z Cap+LapBt
LR S s,

3485 20
NTAYR<T T AZ U3 ELE LTHIIRANOY VY — A
CE 0 BALA T B EHERI SN D, e A#E L LT, DM1 P
KO MCC-DM1%®) /8 kT 2y RX~v7 T hz v kil 5
TRV TR S, AN HER2BMEEST - ML ‘
B ICAKIS.6melkg & MHFHE L7 OT A 7 L UTRT 51
gErp DM OUfLEh MCC-DM1iZ & & 1242 544304551 B —2
EERL, ZOMHEIT% 4379 + 0.950ng/mL (28f), 8.65 +

AHBE (0=495)
Cap+Lapif (n=496)

3.03ng/mL (28f]) T 7=, LyssMCC-DM1#9) ([2iF & A & FT T 1T T & &a &b &2 4 2535 8 3 >
M EINehol, & MFI 7 v Y —2%%2 AW in vitro ik

A AIBE 405 485 474 4f7
Cap+Laphi 408 471 453 428

1% 12 M 88 82 E 28 13 L]
133 110 88 63 48 7 17 7 4

4% 418 M0 N3 22 W7
403 388 207 M0 204 150

BT, DM1iZFE L LT CYP3A4K UV CYP3AS TR S D

eI,
#8) MCC-DM1 : DM1& MCC VU > h—28E A L7 RRE Tl L7t

e

#9) LyssMCC-DML1 : U v o3kl d & 61 MCC-DM123 iz L 7= 1Rt

L2
4.8

(235) BmEROER

DM1%ZSHAZ# L= NG AY RA~vT T AhBLIvhkTy MIH
E# AR S L7z & &, DM1, Lys-MCC-DM1}% O MCC-DM1
ZETRAHY LRI FE IR S L (50%) . IR~ HEIE
37T (8.2%),

(4)

[FEsnEE]

AFNZ, PiHER2E MbE /7 u—F ik ThHd F 7 AV X<
TEFa—T Y VEAMEEAEZAT D DM1%E, U —%&A0
L TG SR EmEa IR TH D,

LAESHE

KHFNX. in vitrolZBWT,

kT AV X< TN O HER2H

Mot MEEERAINEEE (SK-BR-3, BT-474) IZxfL, FTRAY

A= 7 LY IR R 278 Uiz, E72.

rTZ AV RX<T



W= HER2MBME @ v b 3lfiE kMl kk (KPL-4.
HCC1954, BT-474EEI) Zx%f L CHIEMENER 2R L=, &5
(2. HER2BPED v M3 kAlfadk (BT-474EEL, KPL-4) %
EFTRAE L 7=~ 7 ZZBW T, HFEmHER 2R L,
2.1"5%%#7‘8'9'10‘11’1”

AFNE, b T AY X< 7 LEEEIC, HER2KE O Fey Z 7K & O
AiEMEZTR L, HER2MIEA KA A Ol (L =F 1> 2) #
fil, PIBK/AKT #&EE0> > 7' F NWMARGERLE K PRI AR 55
EMEATRT, £72. AFNZ., HER2ICHA L CHRMICERY A £
Nt . DM1E A % Be8E L. G2/M ¢ oo 15 1k &
QTR b=V 2AEFHET B,

(B 1B 2B/ R]

—f8%: FTRAVRST maX LYY (BETFH#Z)
(Trastuzumab Emtansine (Genetical Recombination))
(JAN)

BEX . 73 B4EOBRS2S T & T 2/ BR450fE O EE25
TN BHEZ LV RIETHD N TAY AT (s
TR Z) D, FH3SMOEICY P EED e T I
Ko, = a2 vy r@d{3-16-19-2-11S2R3S
58,69, 16 £18 £20R219-11-7 n e-21-t R ¥
-12,20-Y A F¥3-259,16-T kT A F)L-8,23- VA F
V-424- Y A ¥ H-922- T YT T v s
[19.3.1.110.14,035] ~FH =21-10,12,14(26),16,18- X ¥
TG A NMAF N1 AT N2 A F Y TN AT LT
I3 AXR YT EINANT 7 =25V F Y
vy 1A AT IS T B L H VR = V)
WG LIt EmE o

[¢]
Qb
[e]
S
MCC linker n~35:
oAV X=7 1
L DM N SR LTy

#8550 DM1
PEEAE LTS,
SFR . = AH v CaHeeCINGO15S
oAV X<7 (BIATHH#) -
1284 (Cr032H1500N277033556)
FHHH (Ca108H3301N5850672S16)
D
T LhZ T 958.563
FIAYX=T7 (B #Z) @ $9148,000
NIAYR=T7 x=rzrvy (BIsTH#2) : $9151,000

(@& %)

7 RYA Z i EERA100mg : 1341 7 v
AJRER MK 1 7> 70 (BmL) @At

7 RYA T i EEA160mg : 1341 7 v
AJRER MK 1 7> 70 (8mL) @At

(EX:3:49!

1) AR ENE TR (JO2259135Rk)

) FENEE - EP AR (JO22997# k)

) FEWNEE : DM1oOMAEER AR A 3RER  (in vitro 3 BR)

) FENERE - DM1OEIEER T 2388 (in vitro )
5) FLNEEL - B IhR - PRt

) Verma S, et al. : N Engl J Med. 367 : 1783, 2012

) FEPEDRE - TSN ENE & OERIT  (in vitro #5R)

) Lewis Phillips GD, et al. : Cancer Res 68 : 9280, 2008

9) Junttila TT, et al. : Breast Cancer Res Treat 128: 347, 2011

10) #ENEEL : HER2#EGTEM: (in vitro #5%)

11) #ENEEL : Fey 1K, Clq #iA M & OHURKIFHERIIE
EiEM (In vitro iRABR)

12) Erickson HK , et al. : Mol Cancer Ther 11 : 1133, 2012
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BV T S 24 45 11 A 2 BTSRRI TS 1102 25 2 55 e 4
B 2 WHO Drug Information, Vol.25, No.1, 2011 (Recommended INN: List 65) ..........c.cccocvevee... 14

B#s 3 International Nonproprietary Names (INN) for pharmaceutical substances, Names for
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1.9.2 INN
WHO Drug Information, Vol.24, No2, 2010, List103{Z p-INN & L CT#Z£ 4, WHO Drug

Information, Vol.25, No.1, 2011, List65(Z, LA TF D &30 IE 7=,

rINN : trastuzumab emtansine
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1.10 BF - BIEZFDETEEERDODFELDH
FNIAY AT = hZ 0%, UREREEER (F & : 151,000) ThH
D, FTAYRX=T (ElafHfaz) OFH3SEOEIC Lys HED ¢ 73 4
2, AAZ2Y AR DMUZA-[Q,5-FAF YV ER Y D U-1-A4 /WA F ] T 1
NEUNAHNVR=VER) U —L LTHALTWDZAZ v (4-({3-[3-
{[(18)-2-{[(15,2R,3S,55,6S,16E,18E,20R,218)-11-7 1 1 21-& K12 % 2-12,20-2 A |
b % 4| ¥3-25916-T b T AFIL-823-UAF VA424-VFFH-9202-VT VT F T
< B4 | m[19.3.1.1"%M 0% ) N 3 = 10,12,14(26),16,18-7% 0 F -6 LA F L)1 R
FN2-FF YV ZFNWVIAFNT I }3-FF Y T EN)AVT 7 =)L]-2,5-V A F
VBB Y D UA-A N AT )T m AT IV =V (CiyHgCINGO i3S 5 43
i1 958.53) ) BFEAELTVD,
B R TAY X<T = hF vy (BiaHz)  ROZE A
o K| B LB
ZhHE - S F | HER2FGME O FAINASBE XX FE 38 SLIE
s - e | B RACE T AY X T b GEEFHRZ) & LTIEB6 mg
kg ((KH) % 3MAMIMHME CHREEHET 5.
B K % o
5 T
O & | R FIRAYR~T zax vy (Eis TR Z)
% o | B0 R YA T AGHEEER100 mg (1A TV R T AY AT Ay
LT > (BETHRL) 106mg TH) N .
A RV A Z mEEFEAL160 mg (1S4 T/UH RTAY AT ZAH Y
© a0 & v (GBIEH#Z) 171 mg & F)
[&]
R oD £ 51 &
E20) Bt (megke)
[(ng DM1/m")]
RN B -
T-DM1 7 v k 60 [6120]
T-DM1 =7 A% > 30 [> 6120]
DM1 7 > b > 0.2 [> 1200]
[ H 2 e OV M7 ]
2 P | T-DM1
i o HNSTD"
) ﬁ% gg éiii (mg/kg) 7R
|7 e [(ngDM1/m”)]
7 | 3M | #ARK | 10, 26, | - 26 mg/kg F THRMEITRAF, 26
v [ al/ 52 mg/kg LA TIIERTFEESE & O
~ | ) BIEROBEEMN, 52 mg/kg TIISEL

B, (REEHINIE], i S
A, MG NFEEFE (ALT, AST,
GGT) KO Y LE O,
JFHERL DRER, 545 F U5 %o
FRfR OB £,
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|38 A | RN |3, 10,10 3 mg/kg LA ETHE (7 v/ 35—
= | [ 30 [2040] AR O AR S, A R o> 22 e
7| (18l k), s GREHE PN B oo BE
A | 358) K, RMBEMIEEM) , H55
va S F oI O HE NS D Jpi R
Jb 24k, 10 mg/kg PA ETIXEIZLT
HERBOE Y AST DN, b
T O fifk OISR A 72 &
30 mg/kg TlHML/RE VY
SRERFL DY, ALT/ALP O
&g, IREIZ XY, REMEE
B\ C[al 18 R A,

|67 H | #lRMN | 1,3,10 | 10 1 mg/kg VL ETHHZE ERZOF %

= | [2316] yEME DM, 3 mgkg LLET

7| (1lal/ AST DI, Nl D Jm B2 AL

A | 338) (7w 7=l S OEIIA N B A

* JaDRER) . 10 mg/kg Tl

v WEGR D & &b I/ o 22 i
b - ZffE, RFERZRIZIZTZn 6D
ZAIX IR ST e A ) 2o L
ToDy, FEIREECII AL B AR i
REMDBIE SN,

Y HNSTD: Highest Non-Severely toxic dose (FEES /2T MEANFETL L 72 K A )

— FEGLP R DOSHBEETH Y, HNSTD (TRD TR,

HER2BGM: D JFTtEAT « AR UL S 2 xR & L72ENE 1 AR

B (JO229973ABR) Tatld LAV RIfEH

BIWERZEE 67/ 7361 (91.8%)

RIVEH O B (%) i A R AT A1 5 B (%)

St . 30 (41.1) i/ R E R 20 (27.4)

R ARG X UET R

L 29 (39.7) gy;;i;%gﬁﬁb 15 (20.5)

FEEN 23 (31.5) I ERE R 10 (13.7)

e TI= T R

P S 23 (31.5) 275y 80110

RARIBOE 21 (28.8) i ER A k) 5(6.8)

gl fF M | HER2BGPE DO UIBR AR, JRarErT 3L B E TR L B E & x4 & L 7ot
5 T ARERR R (TDM4370g 3U5R) D 5 BARFID G ST PHRAE490B11Z5E 0
5= EIEH
BIWERZBLHE 427/ 49061 (87.1%)

RIWEH ORE B (%) i A R AT A B (%)

GIVN 165 (33.7) i INRE A iE 134 (27.3)

I TANRTX BT b

92 5 136 (27.8) S AT 25— PR 100 (20.4)
R TI=v T/ hT

BRRBOE 74 (15.1) 2T =S P R 79 (16.1)

T 73 (14.9) I o ER SR E 27(5.5)
. M7 B) 7+ AT

{5 72 (14.7) 5 — 19 (3.9)

= f | AR S A - A
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AV RX<T (Baiz) OF I JBEI KRN AIVT ¢ RiEE

L 88 DIQMTQSPSS ~ LSASVGDRVT IT?RASQDVN TAVAWYQQKP ~ GKAPKLLIYS
ASFLYSGVPS ~ RFSGSRSGTD ~ FTLTISSLQP EDFATYY&QO HYTTPPTFGQ
GTKVEIKRTV ~ AAPSVFIFPP  SDEQLKSGTA SVV?LLNNFY PREAKVQWKV
DNALQSGNSQ ~ ESVTEQDSKD ~ STYSLSSTLT ~ LSKADYEKHK VYA&EVTHQG
LSSPVTKSFN  RGEC

H§H EVOLVESGGG ~ LVQPGGSLRL S?AASGFNIK DTYIHWRQA  PGKGLEWVAR
IYPTNGYTRY ~ ADSVKGRFTI ~ SADTSKNTAY  LQMNSLRAED TAVYYéSRWG
GDGFYAMDYW  GQGTLVTVSS ~ ASTKGPSVFP  LAPSSKSTSG GTAALG?LVK
DYFPEPVTVS ~ WNSGALTSGV ~ HTFPAVLQSS ~ GLYSLSSVVT  VPSSSLGTQT

__;;lNVNHKPS NTKVDKKVEP ~ KSCDKTHTCP ~ PCPAPELLGG ~ PSVFLFPPKP
KDTLMISRTP ~ EVTCVVVDVS ~ HEDPEVKFNW  YVDGVEVHNA  KTKPREEQYN
STYRVVSVLT ~ VLHQDWLNGK  EYKCKVSNKA  LPAPIEKTIS  KAKGQPREPQ
VYTLPPSREE ~ MTKNQVSLTC ~ LVKGFYPSDI ~ AVEWESNGQP ~ ENNYKTTPPV
LDSDGSFFLY ~ SKLTVDKSRW ~ QQGNVFSCSV ~ MHEALHNHYT ~ QKSLSLSPGK

L#4 DI, HEEl, WNC LEANLOCHBEAND K : 3EiEE aTREEAr  H 84 N300 : B8RS

H 84 K450 : JE5 D8R 5k

L#H C214 - HEH C223, HEH C229—H #5C229, HEH C232—H#H C232 : T ANLT 4 FEES

N AY X=7 (GBI Z) OF /g

(B1-4)GIcNAC(B1-2)Man(a1-3)

(B1-4)GIcNAc(B1-2)Man(a1-6) \
Gal0_2 {

Fuc(a1-6)

Man(B1-4)GIcNAc(B1-4)GIcNAc
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HEEH T R RR A 1

WhEE - ZhiR HER2 5t > TR A BE ST 8 FL

Mk - H& WE, RACIE T AV A~T maH vy (EinfHl
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)
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BRTE B MCB WCB-D WCB-Q WCB-®
e A L R ER
A 1 AR i danhcac i {ankenc [ danncace i dankcac
<A as T A< HERER
o Bt Bt Bt it
(F&IR)
~A AT X HERR
) B i danncncn i danncncn B
(DNA Yefa i)
A EE BRI K D e
‘ it - - -
RO~ A a7 5 X< Ol
FENTENE SIS SRME D A L ARk
Ikt 7 A L AR BR
i dankcac i {ankenc [y danncace i dankcnc
(in vitro)
o LR T A VA
- - R i dankcnc
(in vitro)
REAME 7 A L A TeFREAER
i dankcac i {ankenc [y danncace i dankenc
(in vivo)
NI R .
Bt - - -
(HAP)
~ U APURELERER (MAP) I daaknc RS RS B
L ke A LR R ONNTENE ™ A L 2R
SR B - - -
* 1 Mo MRS - Mo
* 2 - - - I qasncach
AR ONC B A AT C B A
B8 ALY A RTI= Gy K R - I ARRRL 7 LLAMR - Jb ARRRL - LLAMR
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L2 o oo S J5URE SR BE ( ). L8,
Ry )

ZE W) R SR JRUEE ST A B H SR
LRABNEHHORT ) —=
7 W ONEK
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DN
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B 2
DANRI YT S5 RARBRERDOBME

* F IZBITDH R T AY X2 TR TRRO U A )V ZADRNE LK OBREIZDOWNT,
UTFo2onra~ 757 4 —TF, * PAOE@ISITER ISR
TN E T ERTINITCIANAT VT T AR A FE M LT, 723, * 6 (%

*  ErbovAr—REEREEA L2 LS -~ 7T 7 ¢
—TRRO7 VT 7 ZAREBRIZB W CGERINGRER & £ L7,

- -~ 57— T (v 2kE) R AR
&{k)

- AN ABREEE LR (VA ARE)

- -~ 777 TR (U VARE)

FURTEIIE, PTAY X T OREMTREOERD AT » 7T XMuLV, MMV, Reo3
Je Y SVAOD F WATEL R O BREREDHER S e, HFTRIVEONTZZ VT 7 v A
L0, BRIBESKROKRZ VT 7 A BEERH Lz, TORSE, XMuLV TiX > 10
O VT T2 EENE L, £, MMy & svaoci, I -~ -7
74—V -~ 777 —TEN, ZhZh >107, > 1070k
VT T AEENE LN, FIZ Reo3 TR 7 1 L2 AN O
nv 57 4 —TENL> 1002 VT T 0 2BV E bR,

ks, * 6 wepvoamcEisnTEEE -~ 77 TR0
75 2B T XMuLy I vy O reos o2 v
TITUARREARALTWD Z ENRE T,

*HTRIKGRIE AE I S X
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£l FSRYATITREIRBICETEZIAMILRY )75 U RARBER
EF LT A IR
T XMuLV MMV Reo3 Sv40 XMuLV MMV Reo3
* F | * F|* F| * F |* G6|* 6G6[|* 6
Y

v h777 44—

I -

<~ NTFGT 40—

A4 L 2REHR

> 107,9 d

> 1014A4

> 107.1 d

d  Clearance values were multiplied for total virus clearance. Values < 10" are not statistically significant and were

not included.

[§

f  n.a.: not applicable(no significant changes to *

F process, therefore *

F data are applicable)

EFTNTA)NA: XMuLV (Xenotropic Murine Leukemia Virus), MMV (Murine Minute Virus), SV40 (Simian

Virus Type 40), Reo3 (Reovirus Type 3)
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CTD No.- = 5 E w5 . i
FHEE =5 il (Er e | BHE - TOH SE05
3253 ## (r3rvRIIT zosrvy, D
i SPEDRE (R 5 Ay AT ‘ \ .
32531 | *ftfjf’j“ﬁ%m%ﬂ (h727x~7 =0 st LR FEAT
32532 | %; TAIART mhF YL, st AR FEAI
3254 EEoEE (t32vXxIT iy, D
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 REICETOXE FHAH-E

325 BE (+ts2vR<I zasriy, [N

HHEE =5 = E @ | EE - Tt SHom
3257 ®EH+32VX<I 80y, D
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FE3H (EPa—IL3)

 mEICEYTAXE

RTEH—E

3.2.P BEI(HhRH SR ER100 mgR U RI160 mg)

CTD No.- 5 8 K15 A — i
ZHES ki i (En s | BEE - Tof SEO5
3.2.P B = - - -
32.P.1 HHERUVALAE (h FH4 5 REFHFEAL00 mgKk URI160 mg)
1] N S S 5 s A
sop1 | DR |0 (7T 00 mo i1 FLpyEEL BT
= mg)
32.P.2 HARRDER (h FH4 5 LAEHERAL100 mgKk URFI160 mg)
BUAIBR OREE (9 K94 7 AU 100 mg : i,
3.2P.2 [ % OR160 mo) WA KPR AT
3.2.P.3 HiE (h FH4 5 REFHFIAL00 mgKk UE160 mg)
B s O BT A EERIL00 mg K ONE160 | ‘ -
32.p3.1 OB mg) st B FEPE R R Al
U ST AR [ ‘ B .
s2p32 | R %’;ﬁ;f (B BV A 7 RRe#E 100 mg B O st LB AT
s WETRKOTrER - a3 br—L (I R ; - -
3.2.P.33 HA L {5 S 100 mgJ OYFI160 mg) s, E HARS P
R TREOEESHEKOEE (0 R4 78 o e
3234\ I\ 00 mor k60 mg) it FLPSERY il
TR RN TF—a /T ae R (B . - -
3.2.P.35 . | S O HHEFIL00 mg % 160 o) st ARG 22l
3.2.P.4 FHMFIDERE DY A5 RFHFIAL00 mgRURI160 mg)
N et S N e NG .
32p.4 -/in WINFN O BE (R AZ s i H 100 mg M OYF] ol A STl

160 mg)

BB T L4 &

¢ 93eq



FE3H (EPa—IL3)

 REICETOXE FHAH-E

3.2.P BEI(HhRH SR ER100 mgR U RI160 mg)

CTD No.- = 5 E 5T . i
HES ki = & (En s | BEE - Tof SEOH
3.2.P.5 HFDEE(HEY (SR HEFHEA100 mgKkUE160 mg)
“%‘“‘ N N ")f_i“ *2 R . . _
s2psi| f;i%%ffﬁf (B B4 7 RIRHERL00 i1 PRt A
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431 Kovtun YV, Audette CA, Mayo MF, Antibody-maytansinoid conjugates designed to bypass multidrug Cancer Res 2010; 241)
' Jones GE, Doherty H, Maloney EK, et al. [resistance. 70:2528—37 '
Erickson HK, Park PU, Widdison WC, [Antibody-maytansinoid conjugates are activated in targeted )
. . Cancer Res 2006; 2.4 2)
4.3-2  |Kovtun YV, Garrett LM, Hoffman K, et [cancer cells by lysosomal degradation and linker-dependent )
. . 66:4426—33 2.6.45)
al. intracellular processing.
o |LoRUOPU WD, Guarino s, [T AT 8 e S oS a0t |y
' Girish S, Sliwkowski MX e 1op P g P 17:6437-47 '
positive cancer.
Erickson HK, Lewis Phillips GD, Leipold|The effect of different linkers on target cell catabolism and ) 244)
. .. . Mol Cancer Ther 2012; 2.6.124)
4.3-4 |DD, Provenzano CA, Mai E, Johnson pharmacokinetics/pharmacodynamics of trastuzumab 11:1133-42 26.28)
HA, et al. maytansinoid conjugates. 26.44)
s [FEmEM, Wit sk, (SR o e o nieds e | o os | 249
' Lipari MT, Napier MA, Ullrich A. P g P 50:1550-8 26.61)
gene product.
Sieber SM, Whang-Peng J, Botkin C, Ter_atogenlc and cyt_oge_n e_t IC effects_ O.f some plant_—derlved Teratology 1978; 2.4 6)
4.3-6 antitumor agents (vincristine, colchicine, maytansine, VP-16-213 )
Knutsen T. L 18:31-48 2.6.62)
and VM-26) in mice.
W fs . - ° NGO N = A .
225i) 2.6.6 3)
o Yoo, it s ca, (TSR D o sl S | ez | 24
' King W, Seeling S, Arteaga CL. a y pel, ¢y 62:4132-41 2.6.26)
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Molina MA, Codony-Servat J, Albanell J, Trastuzumab (I—_Iercept!n),_ a_humanlzed antl_—HERZ receptor Cancer Res 2001; 2.49)
4.3-9 . . monoclonal antibody, inhibits basal and activated HER2 i
Rojo F, Arribas J, Baselga J. . . 61:4744-9 2.6.25)
ectodomain cleavage in breast cancer cells.
. . . . Cancer Lett 2006; 2.4 10)
4.3-10 [Nahta R, Esteva FJ Herceptin: mechanisms of action and resistance. 932:123-38 26.19)
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S p A LA 2T 2 = — LV S ] 10mg, 2012 2.4 13)
43-13 | AA(LIEREA AL s ’
[P 461 (ST H58H0) 266 10)
Crone S, Zhao Y, Fan L, Gu Y, . - . . . Nat Med 2002; 2.414)
4.3-14 Minamisawa S, Liu Y, et al. ErbB2 is essential in the prevention of dilated cardiomyopathy. 8" 450-65 266 12)
Sawyer DB, Zuppinger CZ, Miller TA, Mod}JIatlon of anthracyclln-lndu-ced myofibrillar Q|sarray.|n rat Circulation 2002: 2.415)
4.3-15 ventricular myocytes by neuregulin-1 beta and anti-erbB2: i
Eppenberger HM, Suter TM. . g . . - 105: 1551-4 2.6.6 13)
potential mechanism for trastuzumab-induced cardiotoxicity.
Essential roles of Her2/erbB2 in cardiac development and Recent Prog Horm Res 2.4 16)
4.3-16 |Negro A, Brar BK, Lee KF. function, 2004; 59: 1-12 2.6.6 14)
) Expression of the HER-2/neu proto-oncogene in normal human Oncogene 1990; 2.4 17)
4.3-17|Press MF, Cordon-Cardo C, Slamon DJ. adult and fetal tissues. 5:953-62 2.6.6 15)
_ 2.418)
4318 |Issell BF, Crooke ST. Maytansine. Cancer Treat Rev 1978; | 5 ¢ 6 4
5:199-207 252)
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- I Cancer Treat Rep 1977, 2.419)
4.3-19 [Mugera GM, Ward JM. Acute toxicity of maytansine in F344 rats. 61-1333-8 2.6.65)
Sieber SM, Wolpert MK, Adamson RH Comparative Leukemia |, ,
4.3-20 Cvsvk RL ,BonopVH Jor’ms DG " |Experimental studies with maytansine — A new antitumor agent. Research 1975, Bibl. 5 .6 6 6)
YSyRRL ! | Heamat 1976;43:495-500 =
Effects of vincristine, maytansine, and, cis-platinum on . )
4.3-21 |[Rebert CS, Pryor GT, Frick MS. behavioral and electrophysiological indices of neurotoxicity in I Appl TOX'COI 1984; 2421)
4:330-8 2.6.67)
the rat.
4392 Chari RVJ, Martell BA, Gross JL, Cook [Immunoconjugates containing novel maytansinoids: promising Cancer Res 1992; 26.11)
' SB, Shah SA, Blattler WA, et al. anticancer drugs. 52:127-131 o
. . . . . Nat Rev Mol Cell Biol
4.3-23 |YardenY, Sliwkowski MX. Untangling the ErbB signalling network. 2001:2:127-37 26.12)
4.3-24 |Holbro T, Hynes NE ErbB receptors: directing key signaling networks throughout life Annu Rev Pharmacol 2.6.13)
' Y prors: g Key signafing g "| Toxicol 2004:44:195-217| <
4.3-25 |Hynes NE, Lane HA ErbB receptors and cancer: the complexity of targeted inhibitors. Nat Re; 3C 4a1n_ (;Zr 2005; 2.6.14)
4.3-26 Slamon DJ, Clark GM, Wong SG, Levin |Human breast cancer: correlation of relapse and survival with Science 1987: 26.15)
' WJ, Ullrich A, McGuire WL amplification of the HER-2/neu oncogene. 235:177-82 e
437 Slamon DJ, Godolphin W, Jones LA, Studies of the HER-2/neu proto-oncogene in human breast and Science 1989: 26.16)
' Holt JA, Wong SG, Keith DE, et al. ovarian cancer. 244:707-12 o
4328 Sliwkowski MX, Lofgren JA, Lewis GD, [Nonclinical studies addressing the mechanism of action of Semin Oncol 1999; 26.17)
' Hotaling TE, Fendly BM, Fox JA trastuzumab (Herceptin). 26(Suppl 12):60-70 2.6.29)
4.3-29 |Hudis CA. Trastuzumab - mechanism of action and use in clinical practice. N Engl J Med 2007; 2.6.18)
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4.3-30 Slamon DJ, Leyland-Jones B, Shak S, Use of chemotherapy plus a monoclonal antibody against HER2 N Engl J Med 2001; 26.110)
' Fuchs H, Paton V, Bajamonde A, etal.  [for metastatic breast cancer that overexpresses HER2. 344:783-92 e
4331 Nahta R, Yu D, Hung M-C, Hortobagyi |Mechanisms of disease: understanding resistance to HER2- Nat Clin Pract Oncol 26.111)
' GN, Esteva FJ. targeted therapy in human breast cancer. 2006;3:269-80 e
4332 Nagata Y, Lan K-H, Zhou X, Tan M, PTEN activation contributes to tumor inhibition by trastuzumab, Cancer Cell 2004; 26.112)
' Esteva FJ, Sahin AA, et al. and loss of PTEN predicts trastuzumab resistance in patients. 6:117-27 e
Fujita T, Doihara H, Kawasaki K, L . _
43-33 |Takabatake D, Takahashi H, Washio K, PT_EN ac_t|V|ty could be a predictive marker of Frastuzumab BrJ C(.amcer 2006; 26.113)
ot al. efficacy in the treatment of ErbB2-overexpressing breast cancer. 94:247-52
Berns K, Horlings HM, Hennessy BT, . . . e ]
4334 |Madiredjo M, Hijmans EM, Beelen K, et A f_unctlonal genetlc approach |dent|f!es the F_>I3K pathway as a Cance.r Cell 2007; 26.114)
al. major determinant of trastuzumab resistance in breast cancer. 12:395-402
4335 [Junttila TT, Akita RW, Parsons K, Fields tl_r:ag?lr;zdu2:Ep:nndd|e:2fl;|ei§\2/é 'I*Elﬁr‘:’(gl'é?tfo?;?m;o::fr::’kfltti‘: 1 cancercell2009; | 26.115)
' C, Lewis Phillips GD, Friedman LS, et al. y y 15:429-40 2627)
GDC-0941.
4336 LuY, Zi X, Zhao Y, Mascarenhas D, Insulin-like growth factor-1 receptor signaling and resistance to | J Natl Cancer Inst 2001; 26.116)
' Pollak M. trastuzumab (Herceptin). 93:1852-7 e
Nahta R, Yuan LXH, Zhang B, Insulin-like growth facto-r-l re?cep.tor/huma.n epidermal growth Cancer Res 2005:
4.3-37 . factor receptor 2 heterodimerization contributes to trastuzumab ) 2.6.117)
Kobayashi R, Esteva FJ. . 65:11118-28
resistance of breast cancer cells.
The efficacy of ErbB receptor-targeted anticancer therapeutics is cancer Res 2002:
4.3-38 |Motoyama AB, Hynes NE, Lane HA influenced by the availability of epidermal growth factor-related 62:3151-8 ' 2.6.118)
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Ritter CA. Perez-Torres M, Rinehart C, !—Iun_wan breast cancer c_ells selected for resistance to trastuzumab Clin Cancer Res 2007:
4.3-39 . in vivo overexpress epidermal growth factor receptor and ErbB ) 2.6.119)
Guix M, Dugger T, Engelman JA, etal. |.. . 13:4909-19
ligands and remain dependent on the ErbB receptor network.
Shattuck DL, Miller JK, Carraway 11 KL,[Met receptor contributes to trastuzumab resistance of Her2- Cancer Res 2008;
4.3-40 . 2.6.1 20)
Sweeney C. overexpressing breast cancer cells. 68:1471-7
4341 Scaltriti M, Rojo F, Ocafia A, Anido J,  [Expression of p95HER2, a truncated form of the HER2 receptor, | J Natl Cancer Inst 2007, 26.121)
' Guzman M, Cortes J, et al. and response to anti-HER2 therapies in breast cancer. 99:628-38 o
4.3-42 Séez R, Molina MA, Ramsey EE, Rojo F,|p95HER-2 predicts worse outcome in patients with HER-2- Clin Cancer Res 2006; 26.122)
' Keenan EJ, Albanell J, et al. positive breast cancer. 12:424-31 h
4.3-43 Junttila TT, Li G, Parsons K, Lewis Ifr ??:;tzuuzrzamba;l? :ﬂé gﬂzlz\e/rlil) r?r:ilir;? t:” :z\i,?]egp ?;Izg]r?ikc:f action Breast Cancer Res Treat | 2.6.1 23)
' Phillips G, Sliwkowski MX. ot frasiu y g P 2011;128:347-56 253)
insensitive breast cancer.
Remillard S, Rebhun LI, Howie GA, S . A . Science 1975;
4.3-44 Kupchan SM Antimitotic activity of the potent tumor inhibitor maytansine. 189:1002-5 2.6.125)
Cassady JM, Chan KK, Floss HG, . I . Chem Pharm Bull
4.3-45 Leistner E Recent developments in the maytansinoid antitumor agents. (Tokyo) 2004:52:1-26 2.6.1 26)
43.46 |CarterP, Prestal, Gorman CM, Ridgway|Humanization of an anti-p185"=" antibody for human cancer ~ [Proc Natl Acad Sci U S A 2621)
' JBB, Henner D, Wong WLT, et al. therapy. 1992;89:4285-9 o
186 - - HER2 .
Kotts CE, Su FM, Leddy C, Dodd T, Re_—labeled antibodies t_o p185 _ as HER_2-targeted _ Cance_r Biother
4.3-47 radioimmunopharmaceutical agents: comparison of physical and Radiopharm 2.6.22)
Scates S, Shalaby MR, et al. ] ) o 105 131 .
biological characteristics with 1 and “*'I-labeled counterparts. 1996;11:133-44
. High resolution mapping of the binding site on human 1gG1 for . )
4.3-48 Shields RL, Namenuk AK, Hong K, FcyRI, FeyRII, FeyRIIL and FcRn and design of IgG1 variants J Biol Chem 2001; 2.6.2 3)

Meng YG, Rae J, Briggs J, et al.

with improved binding to the FcyR.

276:6591-604
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Idusogie EE, Presta LG, Gazzano- . - . . . .
i Mapping of the C1q binding site on rituxan, a chimeric antibody J Immunol 2000;
4.3-49 [Santoro H, Totpal K, Wong PY, Ultsch with a human IgG1 Fc. 164:4178-84 2.6.24)
M, et al.
Finkle D, Quan ZR, Asghari V, Kloss J, HI_ER_Z-targeted therapy reQuces mmdenge and progression of Clin Cancer Res 2004;
4.3-50 . - midlife mammary tumors in female murine mammary tumor i 2.6.2 10)
Ghaboosi N, Mai E, et al. . L 10:2499-511
virus huHER2-transgenic mice.
4351 Junttila TT, Parson K, Olsson C, Lu 'Y, |Superior in vivo efficacy of afucosylated trastuzumab in the Cancer Res 2010; 26211)
' Xin Y, Theriault J, et al. treatment of HER2-amplified breast cancer. 70:4481-9 e
. . . J Pharm Sci 2004;
4.3-52 [Lobo ED, Hansen RJ, Balthasar JP Antibody pharmacokinetics and pharmacodynamics. 93:2645-68 26.41)
. . Population pharamacokinetics of therapeutic monoclonal Clin Pharmacokinet 2010;
4.3-53 |Dirks NL, Meibohm B antibodies. 49:633-59 2.6.472)
In: Reid RE, editor.
_— . . Peptide and Protein Drug
4354 |Braeckman R Pharmacgklnetlcs and pharmacodynamics of protein Analysis. New York: 26.43)
therapeutics.
Marcel Dekker,
Inc.;1999.p.633—69.
4355 |Klein PM, Dybdal N. Trastuzumab and cardiac dysfunction: update on preclinical Semin Oncol 2003; 266 11)

studies.
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