A 7)€ )LEE 20mg, [E 50mg
(FHF=JK¥MY)
[CEE9 S &E#

AEHICEH SN -ERICRLIEFRVRAETOEREE. TV M-
VA V—AHARHITTR T HIDTY ., BARBE/REBEEFERALS
DEMEMICFRIT S LIETEFEA

TR BML- 74—t
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RERUIRE—E
ALL acute lymphoblastic leukemia Atk Y e A i
ATP adenosine triphosphate TT =) R
BCR-ABL a protein tyrosine kinase FroFF—EERAO—FE
CML chronic myelogenous leukemia 8 i i e
CYP cytochrome P F 71— L P450
FDA Food and Drug Administration KER S ERES R
hERG human ether-a-go-go related gene ?ﬁgzj F=y baFEa-FY
JALSG Japan Adult Leukemia Study Group H AR B LwbEE 7 v—7
PDGF platelet derived growth factor 1/ INER FR R HE 5 IR
Ph+ Philadelphia chromosome positive T4 TTIVT 4 T YRR
QT Q to T wave interval DEO QN T X TOMKE
SCID severe combined immunodeficiency HIEE AR EAR A
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1 ERXERROER

BHEHEEAMmE (CML) RO 4 77 V7 ¢ 7RG RN Y A IS (Ph+ALL)
X, WIN b 9 FYaR L 22 BYRGEROHBIEORKREAE LD 7 4 7T V7 ¢ 74K (Ph Y
fR) OHELZ ML+ 5 RS MBS Th 5 V. ZOMAEEEICL > TS
% @& {51~ BCR-ABL 7% CML & (Y Ph+ALL DR BETEIC PO 22 Bl 2 7= LT %, i
ERHIAELS 1(9;22)FH ALEREE NS = - 7o Ak B pEAE XD BCR-ABL @A E AL, TEF IR L LT
FryroxF—BEHEZA L TRV, EiHlRA A mEMnoEiEL 72 53, CML XU Ph+ALL
2% LTI BCR-ABL F 2 v > % F—BHEEBAEDTH S Z ENHLNER-> TN D,

FHF =K CLTEFHF=7 L) 1L, KEZT VAL - =4 ¥ —X A7 A 75
Lo T, REMEHWER 2/ T 5MEEAMET 2H N OR R E NI, REIDEFHR AT N T LD
FPEET 1 > Bl LI e EESEZ2 A9 5 2 Lo h . PUBMEEIK E L CORRER
TN Tz, AT SO EE AR EETF s ¥ —8 %) —¥ 77 3 U — (BCR-ABL,
SRC 7 7 I U —FF—E8 cKIT. EPHA2 &K} O PDGFB &) 1Zxf L CTiiJ)78 ATP Bl
BHEEREZAET 2 Fus o3 —PIHEETH D,

FYF =T AFES N-Q-2 BE6AFLT ==/ 2-({6[4-2-E FRFLTFERT Y
VAAN2-ATFNAEY IV AANYT R )13-FT =S5 VRFH IR K T
bbb, ARITROBEXNTRENET I ) FTY—LoRAF s o2 F—PHERTHY
BCR-ABL FHEEH 2 A L CML 2 O PhtALL DIRIEICHWNOND A VA ~F =7 (LLFA ~
F=TLHET) LIFEL B LMEE AT 5,

M 1-1:  FHF=T7Ki (L) LAVAEBRA~F=7 (F) OHEX

CH;, ~_OH
Cl NYN
CH;

9 .

N H H_ N _N

HaC™ \[::E’j(\\ . HsC-SOsH
(0] CH3N =
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FHF=T1FA ~F =7 L L, BCR-ABL {KAFMEAMIR O HEHEIZ 54 2 PHETE MDY 300~655
RN END, A~ TF =T MHED TR AR CML & O Ph+ALL IZXf 9 5 B0 iRiE & L
THRBENIED LN TE T,

CML [ZIEVER ) S RATH], SV~ LT T 2 & MAREIEES TH V. CML OIZIE 4241723 Ph
Qe k2 A LTV 5, 1B TR NI L EE 50, @HEEORB TBATH AR T, M
W OVE REF IS 72 SR BRI U 7= e~ 5, AR, EYE, Bl K EE
IRER A BT A EIERRIRRETH D, BMEY MM A MG (ALL) & F 72 ZFERO IO 7= 6 Hifi
JRYUE, B2 EOBEBRERE BT 2 B R E AREEIEE TH D, BAD ALL O 20%
75 Ph e R IhME & S 4v, PRtALL 1 EZ AL FRIEIC L o> TH RMIAEFITZEO T PRI T
RRETHD,

AFRIZH T D CML OFEMFEAERIT, HOKEFBE 10 TASHTZVHK 1T AL S, REFEBITK
5000 A EHEE SN TS D, 4 ~F =712 L0 CML OIRERGREM L L7=23, CML B 134EE
DT D IRE AT 2 BN H D720 BEBROSEITIEMERICH D H O LHER D,
SCEMEF ORMER CML 1283 54 ~F =7 OiiKRAER (RIS 3BR) 2B\ T, 5 FRICHHR
A5 IR D 72 O DIRIRREC 7 0 A A — " — SHIZPRF1IH 3% Th -7 Y, AL
A~ F =TI IR O CML BEIIATUCIB T 150 ARRE LHEES D, —J7,
AN HIT 5 2000 ED Y > WEAMIFOFETEIE 1,938 A EWE SN TS Y, AARA B
W9t 7 )v—=7" (Japan adult leukemia study group; JALSG) (2 X % ALL93 WF9EICHW\Tlid, FIZKEC
Yuta (KA 24T - 72N ALL BB (N=229) @ 22%7° Ph Yeta{KiBtE Tdh 7= %,

BCR-ABL Fr ¥ > —EHEETH LA vT =7 1L CML DIRIEOFH —RIFETH Y | FiT
Ph+ALL |25 LT HEAREF TN D O, A =~ F =7 12BIEH CML Tk L TldE WA 2 7323,
BATH K O] CML W TNT Ph+ALL (23 2 A2 MEIME < . — iR B — 5 0 B T
BNDDHTHDH, BICA~T =T IEPE, IA ~ T =7 ORIWER O T- DR Z ki Cx 72
WA & 72 572 CML & Y Ph+ALL O BF Tk L CTHEA IO @ WAREIERIT /2 < . #7205
PIEPHNL SN TORVOBBUIRTH D, ZD X I, 4 ~vF =7 &G 0REAFOIRFITHRIIE X
X2 D CML & O Ph+ALL (X T 230D TR BB EB TH 5 Z & LV K LB K7
Lo THY, T DBEITKT DB RIREEDORIE BT D,
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2 HEOERE

21 BMIEITSEFEDORE

TUVARMVe~A Y= A7 A THCKEDIF 1998 4FE L 0 X4 F =7 OIERFRAER % BRtA L.
Z DFERA ~F =7 HEPIED CML J O Ph+ALL (% 5 PUBEBHEMEDS in vitro K& N in vivo R T
B oz, T OFEBRRBBE L EZ T VA ML A Y —X AT A T7H1E 2003 4
11 AICARFEORGIRE 1 HERBRZB4G L7, LUk, ARFEITIRE S LT 2,800 4 LA, miflk#iZ 500
UL DA~ F =71k LR FRARTUE XUIANIHA O CML J O Ph+ALL 3, BICE B EE IS
BhHInTns,

KENZBWTT Y A b~ A v —Z A7 A 7432005 4 12 AIKERMLERSF (FDA)
KGR HFE TV, A ¥ T =7 2 5 0REFOTERITHRGUE XUIARMA D CML K OBEFDIEHIC
HRHUME SUI AT @ Ph+ALL % 8 iE & L C 2006 4F 6 28 HIZ/KZRES L, AKIIFEFET7 A X
OIS ATV D, BRI TR A RS & U CHIE &4, 2006 4F 11 A 20 BIZERZST
F0 ., 2007 47 H 31 HELE, 7R 40 » EIZE W TRRES LTV 5, ARIEIEKE, BN
T200745 H 11 BBV CMLIZx 3 2 ik HEO AT R 217> T 0 (BN TIE2007
8 H 22 H, KETIHERFEAICLY 2007 4 11 A 8 HIZKR SN TS, £/=, BITH - &t
H CML X OVPhH+ALL IZ2WTH 1 H 1 [EfEE & 1 H 2 B 512 L % HigitiR (Study CA180-035)
FEMLTREY ., ZOFMBEICE W THIE - ARZEET 572000 fmn g o Tni
MoTzDy 2 FEME G X DRAMEMFRIC K- T, KEIZRBWTIZ 2008 427 A 31 AL HE&EDO—
HETHRFEZIT> TN D, B, BOKTHWEZKRT =2 /Ny =13k 2-11ILRTL80 Th
Do

# 2-1: BRKIZBT DR T — X /8y r—

KL EXI
R 55 T AHFRBR(CA180-002) H [ it
B, BATH R OVEMER] CML I ONZ Ph+ALL
B CML IZx 3 28558 & LClE, 50, 70 X O*90mg BID 72 &,
RS 11 FHERER, R i
(CA180-013, 0172151 CML
(CA180-005, CA180-006, CA180-015)1TH], B HEZFER AN, U o FEERMER
81 CML X% Ph+ALL
70 mg BID

IS

B R 1L FHEER (CA180-034) HRfE pkfs
12 MEH CML

P2 CML | e 24 B, s
2 4= 1] RS T FHEBR (CA180-034) Ml AkiE 100 mg QD. 140 mg QD. 50 mg BID.

[ &M CML

F - | 100 mg QD. 140 mgQD. 50 mgBID. |y ogBID
: mg N mg . mg s | mEpRa iy A
DT R | 70 mg BID FRVR S I AHAABR (CA180-035) FHTfHl ks
BATH, 2 CML & O Ph+ALL

140 mg QD. 70 mg BID

CML O@EIAFEICE L CTiE, 3 B (Study CA180-056. CA180-040 } O SWOG0325) 7N Elfii
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FChD, ZNHIRBRTIE, XY F=71E100mg D 1 H 1 [EFEE LA ~F =71 400 mg
O1H1EEEZRE LTV, ZORE - HEOBRET., WMNRR S T FH 250 1A EmETEt
B (Study CA180-034) (100 mg QD, 140 mg QD, 50 mg BID % U} 70 mg BID O 4 fik- FHEO )
OHFRAIC BT, MEFRFE R, IS R0 major FME, MR FHEREMIZE
WT, 25 4 oOME ABICEITIR LN, i/ MEBAE, RIEETE ., KIE, BEDOREAERT
1. 100 mg QD BET. 70 mg BID REL W HiEA 72 = i ST 5, kE BMS ti 20
Bl e oA R R TR OSE R TV RIBEHI TORRIC OV THE LA S,
FDA X Study CA180-056 (Z & V MifiE (= FRISE R 4 FEFHMIEE &35 2 & T, RHICKER
T5ZLIZHEE L, FDA X, EMHEEROBIEITIN A, MR TR TR TEM O Rt 5 4 &l
WIHTRHIEE H N2 5 2 & ZHESE L . ZHUSTEV, TRBREME I EZ &b L7, £7-. FDA IZ
Oy TR B AR A BIREEHBEE & 52 L &2 TR LY, TOHECHEL UL, Ho0E0H
BB EAEEICRE T & L,

/RO CML KON Ph+ALL OIREIZ, A ~TF =7 LERRIC. RADTA T4 NETHHD
EBEZTWDEN, /INEA~OFERIZONTIE, A TOMAH L BIOREE- IR LB 2. /MO CML
S ONPh+ALL DVEREIZISIT 5 X0 F =7 DALE ST IOV THRETT 5 72 O OB 212 B T
FEii LT\ 5,

211 REICEY SRR
2111 BERE. Wit ABERUERA X

RRERE, Wk, B R OSBRSSOV T, ALEREOMERS. SO 2170, ]
R OHA (FEA) DOHIRE M OFRER T 15 2 0 L7z,

2112 REMRR

ﬁﬁﬁﬁ&m\mlﬁi@ﬁ%&@ﬁﬂ@%%%ﬁﬁ%\mgﬁ%&@ﬁ%ﬁ%%@%fiw
L7z, GoN7RBAEICESE, B 72 MM Z 3 FELHE L, £72. ®Alc->W T
FEMRFRB ARG THY . ZhETIIBELN-RBEEIC S &, A THRA L-aiEE
ThHOIRVEE =RV = T 2HWe7 Y 22 —a2 TCoOANEIM A 3 FL
L7z,

21.2  JEERREER

2121 EMMEERMTSHHR

ARIEDEN 2 BT B in vitro BN in vivo FRBR I 19.£|5JZ DBRAE S, T _TORBR I
BWTEE SN, Invitro \ICBWTH Y F =T OXFMEAT Y X —BICkT5HET e~
7 A VBRET S, FORERAIIL BCR-ABL, SRC 7 7 X U —FF—+E, ¢-KIT, EPHA2 &
KK PDGFP ZBMKD 5 IO X —¥ /% —¥ 77 IV —%2MNICHEST D Z ENH LM
Llpolz, BIERKWT, RIEOMILT » & A RITIKIT5H BCR-ABL KA MIE AR 5 2
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RARBREI S, AR BMRERSZH LM ST, £o, XBERIT LK O +E7 ) 70
fEEL, Y F=71F BCR-ABL 7 —1 FA A OIFER (BIHOY) SRRSO 27 &P RIEME
BO(BASHAD) SRS IC BREA T2 2 ER MR S NIZDIZR L, A ~F = T IEARTEERNC O 24
BT DI ENRIINT, FHEER K ORKRBEROZE O 72 A ~F =7t CML Ak 2z A
2T IR WTH T F =7 OFEGNR PG S 7, AFEH BCR-ABL O F|FEHL, BCR-ABL
¥F—B AL DER, SRC 77 IV —FF—F (FYN,LYN, HCK) 72 & DG Bs iR
DIEHEAL S OB AR S 1 OWMFIRHEDNFIK & 22 DA ~FT =T MHERIC L BRI TH H 2 & 3
I,

2122 REMEERAR

A D 22 A HE P AR X ] PN R R BRBR BR AR RTINS B W TRl S 7z, QT ERICEAT 2 in
vitro DFFAlFER R T 5 hERG Tt M OV Purkinje B DTGB BN RIS KT T 2 % /M
T L7oRER. AV T = 7 IR EARHESRE H ST 36 1T DR BT H U TR EE Tl d - 72 2% hERG &t
Z RS U E i B BN R R 2 It R S 7,

2123 HMHHE

sy 7=7 o o s s v sn, Focommams cEE s, BER
HEMERBRILT v B ROV A2 O TER S v, M OBSEREILT » FT 100 mg/kg, /LT 25
mg/kg & 45 mg/kg DM TH o7z, VAVOHERRGHRBR TR THMABE SN Enb | /M
FERE~D IR T 2 in vitro DV in vivo BRZ 3 L7, & OFEHR. ANIILufn/MREEE & B
L. 7 v MEENLOHMEFMZER S 7208, BAHMAFBRE L2 L3RSz, KER
HEMERBR T, BREFERBR TR EAr V2 — VDRSOV TR L%, 7> Tt
A AL » AR, FATIE L » ARKD9 » AMORK D EGRBENEf S Lz, o9 %
AMEGHRBR M= =2 —a ORI N OFH =2 —a VORI ENBE I N2 &
5. 2 BEEEEBINKERRZ EE U ERMEICOW TR L-, TOfE, —a—a Ot &
AR L QR EITIR N2 LR ENT, B, A X E W KEER SRR A FE L7
2, BEERHLRREENRBL L2 &, A XIIERGEERBRICHW 28 E LTI
WY T D LHIl LT, BBEIERBRTIL, F v A =— 2N AR X —IIEHIAE IV D in vitro 3
B CYL AR B AR MEN TR O DALY, M &2 W A EIRZERE R L YT v MM OFE
BliznwInbEEchorz, EMEARERRE LT, 7y FEOUHXOR - JRIEREAICEET
LB A N U2 AE R, AFILT v AT FICEW TREMICEHE S Z B LW 5 & T
VB 2R3 LT, s MR ) O in vitro YEEMERBR ORERIT T S GETH - 7223 in vivo
KRB OFERIZEMCTh o772, U ED L )iz, FHERBRICL Y XV F =T DEEMITHONT
R L 7oA. ARSEDRRIRME I RRB ORI T 72\ &HIr L7,
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21.24 EYEIRERER

xR s - sttt 0B s, rrcoRmpsms BT RIS N
AIZ, ~UA, Ty b A XK TR AOEEGEZ, ELNICRINS L, BEE O EG#% 04
WIFRRIA I 14~34%Th o7, XV F=T D~ A, Tv b, A X, PLEOE MTFICHR
THEAMAERITE NS, £, U A, Ty b, A XEOYILT, FHF =T MEIMIIA
<ALz, & MIBTHXYTF =7 ORRKILT v MOV EEIZEEILTBY, <0
PO FE S, MAEFICR B Z AFAE LT b DIIREIETH -7, Bkx 281Y)
FELOE FOFI 7 a Y — AW NIFRZ - = in vitro BB OGN 7 741
I, invivo RERCH ORI T e 77 AN EFELRNEDTHHTZ, & MIBITLZXYTF=
TORBMZ VT 7o RCKRELSHET 2 FEHERRBWESRIL CYP3A4 THY, ¥ F =713
CYP3A4 OHE THOEEHZ R L=, CYPERDOBENEHIIRE R oTo, X F=7L
ORI O EZIRE KRBT FTME~DPEM TH 208, KEH P TH > 7,

22 ARIZHEITHHEFEDREE

ARH IR THIRB (Study CA180-002) oIk % & - <. 20}l iz
B SR A R R AR A & B S 2 F0 L 72 L CH Y F =T OB 2 Bts L7z 7,
ARFBTIE, 2005 4 7 7 &0 BAgA L7 BRARES VI AHAUR (Study CA180-031) 723 20.%.)% T
L. BUE, A2MEDGED b AL (ki 5308k (Study CA180-036) & FEMit CTh 5, F7-,
WM B W TR CML X5 # Y5 =7 O &5 ik F & % BEER U 7= B PR 26 T FHERER (Study
CA180-034) IZBWT, ZaMid1 HAEN 140 mg LV 1 100 mg T, F7/-853E231 B 2 [
5X0 b 1 EHEETIY SWEAARD S AT T & HEICBWTHR%SE Th -
7o ZORREEEZ, AT 2ol$lﬂ (2R PEH] CML 2565 & L7=A3K 1 H 100mg 1 H 1
]300 2 [ 5 & B GRS 1T AHFABR (Study CA180-138) ZBALAL T\ 5, 2B, AFIZEHBWT
HAEKIT 2007 4 3 H 23 BICHDHEFAERSCIEEShT0D Y,

22,1 ERREER
2.2.1.1 E ERIR S VI AHEABR  (Study CA180-031)

AR VM CITIEMES CML 255 L U, 55 I AHSICI@2 M, B8, 2l CML,
K& ONPh+ALL # %15 L Uiz, 25 1FEHICiX DLT sl 4 28 Hi & L, A ~F =TI
IR OEMER CML (2% L CAFE A 50 mg, 70 mg 290 mg 1 H 2 [B1#%5-0 H E4#iPH T 5
L7223, R EICIZE L2 o7, B UM CIIHE-HEZ 7T0mgl H2BIE L, A ~vF =7
HRHUSE U ARAR OEMES] CML, B47H CML, 2EH CML K& ORI IR PUE U AT O
Ph+ALL |Z%f L TG 21T o7, 18MEH CML TIXE MM % 24 R, B7H - 2048 CML &
OFPh+ALL TI3BIZMM 2 12 i & L7,

FYF =713 A ~F = T IEIHME L ORME O TORF O CML 38 & O Ph+ALL B3 CIiLK
20 M OISR F A R 2R LTz, 18P CML 1ok L CiddE & L CHMEE 2R B CAHRIME
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ZHIE L, AIERTA major EARIIES TFIHAAY 50%, 25 ARSI 58% CH - 7=, BITH, 2k
H CML } OF Ph+ALL (2t LTl & L TR PRI THOMEZHIE L, K7/ major TLf#
IIRATH - SMER CML 28 64%, Ph+ALL 23 69% Cd -7z,
ARIOHEFEEFGIZONTL, 1T A EOWBRE TR E KRR OTEE TE WA ERERNR
B B, MEFETEL EOBEE TR b7z, CML KO Ph+ALL (254 2 TR COARIKEHHETH
BHEEIZ Grade 3 XUE 4 O/ MRBUE, 4F PERBUAME, B IMERECDE X OB IMAFE O Hivlz, K
B4y DYBRE 1B G- DR NTTEE TH - 7228, MiEFEIT & Y F = 7 O E-CR GhlrEh & L
TIRHBZNHDOTH oo, TS MR Z FEBL U 7B TR DAL O £ 571 I 3L
B & o THEAEHCICEE Lz, miRstEidZ < Aoz, FURRTH 5 AR Rk
K95 MERBD 2R LG D Z & R ORHRE OO - O MEKB PR ER LIGELZ & L0, BK
B CAON T MEEMEIIAEICBEE L2 Wb DL EEND LB 2D, FMEEHMEICE
WTIEABMEIC R E REITRD R0 o 7o, FeFEFRIT TR ONTIEIE & Ok % DK
TR Ch o7z, WIMNERFBRICB W CITERERMICEE 2 E R TH, EirE. i
MOEGETHY, KRBT 2T =T 0REMET a7 7 AV EFEBIL Tz,
KARBRIZIBNWTH T F =71E T35 BRZ RS A ~F = 7P D BCR-ABL HZEAL R Z
THAEMER], BATHI R OVEMER] CML 37 NS Ph+ALL (X L TH AR TH Y . MIKTFH M OHI
AR ENME STV D,

2212 ERNEEKE I/ 14515 5588 (Study CA180-036)

P BRER 5 VT AR CA e, ARMEASERD B ALTe 44 Bl VI FRARIRAE T 1% | ikigs it 5 3%
B (Study CA180-036) IZBAT L, BlIZ k& ¥V F =7 05 L HhMER OO 21T > T
AR G | EEERCHEOReVIN TNECTST RESE Revisl [INBI TN [ZEA
Weieh T B,

2213 EMNERKE I #8358 (Study CA180-138)

A~ F = TIHRPIESUIARTHAE OB MR CML Zxf4: & LT 1B 100 mg 1 H 1 [E# 5 & 1 [\ 50
mg 1 B 2 B 5054 5= 7 O L zat 2 i 2 sz 52 Lo 2, 20l IR
HEE, B CML 23 Bl #5251 T\ 5,

% 1 B H OS2 AMEIC OV TRFEEM 21T 6 » AMEZE 521772 14 T, B4
PEIZONWTIE 2 Bl TITH T2 P F =713 1 H1EERGB L2 FEGOVWTATHAS T =7
PR ORIHA OBPES CML B CHIRER AN R 2R U, MBS major FLARIT 1
H 2 B 5T 100% (7/7) .1 B 1[E#5T43% (3/7) Th-ol-,

KIEOHAEFRIZONTIL, 1FEAEDOREBRE AR L KEBEROGE TERWHEERNE
DO, MEEERESWVEE RO LN, 1 B 1E#EE, 2EHESOWTNTYESMEEIC Grade
3 X 4 OB E, G HERNDE, E M ERIBE & O AR BT, KBy OeERE
X Be 5 OGN FTRE T o 7228, MIREIEIX S VT =7 O ECR S HREE & L TRbZ 0
DTholo, T HIMIEFEMEZEREE L BRE TRy SRS O B 5 il X3 &l £ - Tt
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BEAELHMC A LTz, MIETEIEIE S < AN, FUERTH D AIIE B RIS R 5 Bk
DRFBLAFD Z & RORHEROEEBEO - O MBI PHRE LF5 2 L L0, BRABRTALR
T MiEFBEIIARICEE L2 VWb O b 2L EEND EE 2 OND, EMEFEEICE O TUIEEME
(R E RRBIERED Lo o, ERAEFERIT TR ONTIEIE & O K S O RIR TR T -
Too MIKOFBUSEEIT, 1 B 2 [EHEE5-T20% (2/10), 1 B 1[E#H 5T 9% (1/11) ThoTo,

2214 EREEKRE | #EREB (B - Study CA180-058)
P SR YERO TR RE O 70 EITE % % b LBk 1l 2t o6 %, 20}l
HEE, 16 FINEEEZZT T\ 5,

2215 BECML xR & L-ERE&£RGER (Study CA180-056)
2.1 JHIZFRE#H L7z CML OWIENAEHEIZE T2 3B 9 5, Study CA180-056 I H A& & elE B
SECEY SOWNEN [z LETGES R
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MRk | RBRIE B
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3 RWREUVEARM

3.1
(1)

(2)

(3)

(4)

(5)

(6)

FEERRABRBE N oA BFREAUVER
AL BCR-ABL A7 53 SRC 7 7 X U —FF—1F (SRC, LCK, YES, FYN), c¢-KIT,
EPHA2 % 1A} () PDGFP Z BIK & 88 /I LET 5,

AIEIIFFEDEAT R X T —EBOXFT —B RAAL ZHD ATP FEEEHAIZBNT
ATP LHia L, EliC S fEOX T —8 S —877IU— [SRC 77V —FF—F
(SRC, LCK, YES, FYN) . BCR-ABL . c-KIT, EPHA2 % &K K% () PDGFP Z & 1K] %587
WHET D, thoTFas o —BENE) v/ ALt =0 FF—BIgxt LTI EZ R
P, ARID SRC IZHT HHFELZ NS FF—ED 100~20,000 & < BRI TH
o7z, F7o, ARFD BCR-ABL (ZHfT 5 FHLETEMEIEA ~F =712 LT 260 {57 /) Th >
77
AL BCR-ABL ¥ F—1 R A A OIEHR (B OHZp b AREMER (PAgHR) 12
bisaT D,

X S SR OFE R, AFKIT BCR-ABL 7 —8 KA A4V OFEMER (B ST rE
K%ﬁ#é:&ﬁ%ém\ik\ﬁ%%?vyﬁmiw%®xﬁﬁ@(%ﬁ@)ﬁ%%%

LIEATHEWRINT VWD, —FH, A F =T IIREWEION S IZORFERT D
_&ﬁ%;éhto
ASED BCR-ABL A7 H ML AR 3~ 2 R VG E IS A ~ F =TI L TiE o 7
W Th D,

BT A B2 T, BYERErEEmE (CML) ROGEMEY P (ALL)
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HIGHLIGHTS OF PRESCRIBING INFORMATION

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

SPRYCEL® (dasatinib) Tablet for Oral Use
Initial U.S. Approval: 2006

RECENT MAJOR CHANGES

Dosage and Administration (2) 11/2007
Warnings and Precautions, Myelosuppression (5.1) 11/2007
Warnings and Precautions, Fluid Retention (5.3) 11/2007

——————————————————————————— INDICATIONS AND USAGE

SPRYCEL is a kinase inhibitor indicated for

e  treatment of adults with chronic, accelerated, or myeloid or lymphoid
blast phase chronic myeloid leukemia (CML) with resistance or
intolerance to prior therapy including imatinib. (1, 14)

e  treatment of adults with Philadelphia chromosome-positive acute
lymphoblastic leukemia (Ph+ ALL) with resistance or intolerance to
prior therapy. (1, 14)

. Chronic phase CML: 100 mg once daily. (2)

e Accelerated phase CML, myeloid or lymphoid blast phase CML, or Ph+
ALL: 70 mg twice daily. (2)

Administered orally, with or without a meal. Tablets should not be crushed or

cut. (2)

Tablets: 20 mg, 50 mg, 70 mg, and 100 mg. (3, 16)
CONTRAINDICATIONS

None. (4)

WARNINGS AND PRECAUTIONS----------==-nmonn

. Myelosuppression: Severe thrombocytopenia, neutropenia, and anemia
may occur and require dose interruption or reduction. Monitor complete
blood counts regularly. (2.3, 5.1, 6.1)

. Bleeding Related Events (mostly associated with severe
thrombocytopenia): CNS hemorrhages, including fatalities, have
occurred. Severe gastrointestinal hemorrhage may require treatment
interruptions and transfusions. Use SPRYCEL with caution in patients

requiring medications that inhibit platelet function or anticoagulants.
(5.2,6.1)

. Fluid Retention: SPRYCEL is associated with fluid retention, sometimes
severe, including ascites, edema, and pleural and pericardial effusions.
Manage with appropriate supportive care measures. (5.3, 6.1)

e QT Prolongation: Use SPRYCEL with caution in patients who have or
may develop prolongation of the QT interval. (5.4)
. Fetal harm may occur when administered to a pregnant woman. \Women

should be advised of the potential hazard to the fetus and to avoid
becoming pregnant. (5.5)

ADVERSE REACTIONS
Most common adverse reactions (>20%) included fluid retention events,
diarrhea, headache, skin rash, nausea, hemorrhage, fatigue, and dyspnea. (6.1)

To report SUSPECTED ADVERSE REACTIONS, contact Bristol-Myers
Squibb at 1-800-721-5072 or FDA at 1-800-FDA-1088 or
www.fda.gov/medwatch

DRUG INTERACTIONS

. CYP3A4 Inhibitors: May increase dasatinib drug levels and should be
avoided. If coadministration cannot be avoided, monitor closely and
consider reducing SPRYCEL dose. (2.1, 7.1)

e CYP3A4 Inducers: May decrease dasatinib drug levels. If
coadministration cannot be avoided, consider increasing SPRYCEL
dose. (2.1, 7.2)

e  Antacids: May decrease dasatinib drug levels. Avoid simultaneous
administration. If needed, administer the antacid at least 2 hours prior to
or 2 hours after the dose of SPRYCEL. (7.2)

. H, Antagonists/Proton Pump Inhibitors: May decrease dasatinib drug
levels. Consider antacids in place of H, antagonists or proton pump
inhibitors. (7.2)

. Hepatic Impairment: Use SPRYCEL with caution in patients with hepatic
impairment. (8.6)

See 17 for PATIENT COUNSELING INFORMATION and FDA-
approved patient labeling
Revised: 05/2008
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FULL PRESCRIBING INFORMATION

1 INDICATIONS AND USAGE

SPRYCEL® (dasatinib) is indicated for the treatment of adults with chronic, accelerated,
or myeloid or lymphoid blast phase chronic myeloid leukemia (CML) with resistance or
intolerance to prior therapy including imatinib. The effectiveness of SPRYCEL is based
on hematologic and cytogenetic response rates [see Clinical Studies (14)]. There are no
controlled trials demonstrating a clinical benefit, such as improvement in disease-related
symptoms or increased survival.

SPRYCEL is also indicated for the treatment of adults with Philadelphia
chromosome-positive acute lymphoblastic leukemia (Ph+ ALL) with resistance or
intolerance to prior therapy [see Clinical Studies (14)].

2 DOSAGE AND ADMINISTRATION

The recommended starting dosage of SPRYCEL (dasatinib) for chronic phase CML is
100 mg administered orally once daily (QD), either in the morning or in the evening. The
recommended starting dosage of SPRYCEL for accelerated phase CML, myeloid or
lymphoid blast phase CML, or Ph+ ALL is 140 mg/day administered orally in two
divided doses (70 mg twice daily [BID]), one in the morning and one in the evening.
Tablets should not be crushed or cut; they should be swallowed whole. SPRYCEL can be
taken with or without a meal.

In clinical studies, treatment with SPRYCEL was continued until disease progression or
until no longer tolerated by the patient. The effect of stopping treatment after the
achievement of a complete cytogenetic response (CCyR) has not been investigated.

2.1 Dose Modification

Concomitant Strong CYP3A4 inducers: The use of concomitant strong CYP3A4
inducers may decrease dasatinib plasma concentrations and should be avoided (eg,
dexamethasone, phenytoin, carbamazepine, rifampin, rifabutin, phenobarbital). St. John's
Wort may decrease dasatinib plasma concentrations unpredictably and should be avoided.
If patients must be coadministered a strong CYP3A4 inducer, based on pharmacokinetic
studies, a SPRYCEL dose increase should be considered. If the dose of SPRYCEL is



increased, the patient should be monitored carefully for toxicity [see Drug Interactions

(7.2)].

Concomitant Strong CYP3A4 inhibitors: CYP3A4 inhibitors (eg, ketoconazole,
itraconazole, clarithromycin, atazanavir, indinavir, nefazodone, nelfinavir, ritonavir,
saquinavir, telithromycin and voriconazole) may increase dasatinib plasma
concentrations. Grapefruit juice may also increase plasma concentrations of dasatinib and
should be avoided.

Selection of an alternate concomitant medication with no or minimal enzyme inhibition
potential is recommended. If SPRYCEL must be administered with a strong CYP3A4
inhibitor, a dose decrease to 20 mg daily should be considered. If 20 mg/day is not
tolerated, either the strong CYP3A4 inhibitor must be discontinued, or SPRYCEL should
be stopped until treatment with the inhibitor has ceased. When the strong inhibitor is
discontinued, a washout period of approximately 1 week should be allowed before the
SPRYCEL dose is increased. [See Drug Interactions (7.1).]

2.2 Dose Escalation

In clinical studies of adult CML and Ph+ ALL patients, dose escalation to 140 mg once
daily (chronic phase CML) or 100 mg twice daily (advanced phase CML and Ph+ ALL)
was allowed in patients who did not achieve a hematologic or cytogenetic response at the
recommended starting dosage.

2.3 Dose Adjustment for Adverse Reactions
Myelosuppression

In clinical studies, myelosuppression was managed by dose interruption, dose reduction,
or discontinuation of study therapy. Hematopoietic growth factor has been used in
patients with resistant myelosuppression. Guidelines for dose modifications are
summarized in Table 1.



Table 1: Dose Adjustments for Neutropenia and Thrombocytopenia

1. Stop SPRYCEL until ANC >1.0 x 10°/L and
platelets >50 x 10°/L.

. 9 2. Resume treatment with SPRYCEL at the
Chronic Phase CML ANC* <0.5x 10°/L original starting dose if recovery occurs in <7

days.
(starting dose 100 mg or Y

once daily) 3. If platelets <25 x 109/L or recurrence of

ANC <0.5 x 109/L for >7 days, repeat Step 1
and resume SPRYCEL at a reduced dose of

80 mg once daily (second episode) or
discontinue (third episode).

Platelets <50 x 109/L

1. Check if cytopenia is related to leukemia
(marrow aspirate or biopsy).

2. If cytopenia is unrelated to leukemia, stop
SPRYCEL until ANC >1.0 x 10°/L and

Accelerated Phase CML, 9 9
Blast Phase CML and ANC <0.5x 10 /L platelets >20 x 10°/L and resume at the
Ph+ ALL or original starting dose.

(starting dose 70 mg twice 9 3. If recurrence of cytopenia, repeat Step 1 and
daily) Platelets <10 x 10°/L resume SPRYCEL at a reduced dose of
50 mg twice daily (second episode) or 40 mg
twice daily (third episode).

4. If cytopenia is related to leukemia, consider
dose escalation to 100 mg twice daily.

*ANC: absolute neutrophil count

Non-hematological adverse reactions

If a severe non-hematological adverse reaction develops with SPRYCEL use, treatment
must be withheld until the event has resolved or improved. Thereafter, treatment can be
resumed as appropriate at a reduced dose depending on the initial severity of the event.

3 DOSAGE FORMS AND STRENGTHS

SPRYCEL (dasatinib) Tablets are available as 20-mg, 50-mg, 70-mg, and 100-mg white
to off-white, biconvex, film-coated tablets. [See How Supplied (16.1).]

4 CONTRAINDICATIONS

None.



5 WARNINGS AND PRECAUTIONS

5.1 Myelosuppression

Treatment with SPRYCEL is associated with severe (NCI CTC Grade 3 or 4)
thrombocytopenia, neutropenia, and anemia. Their occurrence is more frequent in
patients with advanced phase CML or Ph+ ALL than in chronic phase CML. Complete
blood counts should be performed weekly for the first 2 months and then monthly
thereafter, or as clinically indicated. Myelosuppression was generally reversible and
usually managed by withholding SPRYCEL temporarily or dose reduction [see Dosage
and Administration (2.3) and Adverse Reactions (6.1)]. In a Phase 3 dose-optimization
study in patients with chronic phase CML, Grade 3 or 4 myelosuppression was reported
less frequently in patients treated with 100 mg once daily than in patients treated with
70 mg twice daily [see Table 6, Adverse Reactions (6.1)].

5.2 Bleeding Related Events

In addition to causing thrombocytopenia in human subjects, dasatinib caused platelet
dysfunction in vitro. In all clinical studies, severe central nervous system (CNS)
hemorrhages, including fatalities, occurred in <1% of patients receiving SPRYCEL.
Severe gastrointestinal hemorrhage occurred in 4% of patients and generally required
treatment interruptions and transfusions. Other cases of severe hemorrhage occurred in
2% of patients. Most bleeding events were associated with severe thrombocytopenia [see
Adverse Reactions (6.1)].

Patients were excluded from participation in SPRYCEL clinical studies if they took
medications that inhibit platelet function or anticoagulants. In some trials, the use of
anticoagulants, aspirin, and non-steroidal anti-inflammatory drugs (NSAIDs) was
allowed concurrently with SPRYCEL if the platelet count was >50,000. Caution should
be exercised if patients are required to take medications that inhibit platelet function or
anticoagulants.

5.3 Fluid Retention

SPRYCEL is associated with fluid retention. In all clinical studies, severe fluid retention
was reported in 8% of patients, including pleural and pericardial effusion reported in 5%
and 1% of patients, respectively. Severe ascites and generalized edema were each
reported in <1% of patients. Severe pulmonary edema was reported in 1% of patients
[see Adverse Reactions (6.1)]. Patients who develop symptoms suggestive of pleural



effusion such as dyspnea or dry cough should be evaluated by chest X-ray. Severe
pleural effusion may require thoracentesis and oxygen therapy. Fluid retention events
were typically managed by supportive care measures that include diuretics or short
courses of steroids.

In the Phase 3 dose-optimization study in patients with chronic phase CML, fluid
retention events were reported less frequently in patients treated with 100 mg once daily
than in patients treated with 70 mg twice daily [see Table 4, Adverse Reactions (6.1)].

5.4 QT Prolongation

In vitro data suggest that dasatinib has the potential to prolong cardiac ventricular
repolarization (QT interval). In single-arm clinical studies in patients with leukemia
treated with SPRYCEL, the mean QTc interval changes from baseline using Fridericia’s
method (QTcF) were 3—-6 msec; the upper 95% confidence intervals for all mean changes
from baseline were <8 msec. Nine patients had QTc prolongation reported as an adverse
event. Three patients (<1%) experienced a QTcF >500 msec.

SPRYCEL should be administered with caution to patients who have or may develop
prolongation of QTc. These include patients with hypokalemia or hypomagnesemia,
patients with congenital long QT syndrome, patients taking anti-arrhythmic medicines or
other medicinal products that lead to QT prolongation, and cumulative high-dose
anthracycline therapy. Hypokalemia or hypomagnesemia should be corrected prior to
SPRYCEL administration.

5.5 Pregnancy

Pregnancy Category D: SPRYCEL may cause fetal harm when administered to a
pregnant woman. In nonclinical studies, at plasma concentrations below those observed
in humans receiving therapeutic doses of dasatinib, fetal toxicity was observed in rats and
rabbits. Fetal death was observed in rats. In both rats and rabbits, the lowest doses of
dasatinib tested (rat: 2.5 mg/kg/day [15 mg/m?/day] and rabbit: 0.5 mg/kg/day
[6 mg/m?/day]) resulted in embryo-fetal toxicities. These doses produced maternal AUCs
of 105 ngehr/mL (0.3-fold the human AUC in females at a dose of 70 mg twice daily) and
44 ngehr/mL (0.1-fold the human AUC) in rats and rabbits, respectively. Embryo-fetal
toxicities included skeletal malformations at multiple sites (scapula, humerus, femur,
radius, ribs, clavicle), reduced ossification (sternum; thoracic, lumbar, and sacral
vertebrae; forepaw phalanges; pelvis; and hyoid body), edema, and microhepatia.



Women should be advised of the potential hazard to the fetus and to avoid becoming
pregnant. If SPRYCEL is used during pregnancy, or if the patient becomes pregnant
while taking SPRYCEL, the patient should be apprised of the potential hazard to the
fetus.

6 ADVERSE REACTIONS

The following adverse reactions are discussed in greater detail in other sections of the
labeling.

e Myelosuppression [see Dosage and Administration (2.3) and Warnings and
Precautions (5.1)].

e Bleeding related events [see Warnings and Precautions (5.2)].
e Fluid retention [see Warnings and Precautions (5.3)].
e QT prolongation [see Warnings and Precautions (5.4)].

6.1 Clinical Studies Experience

The data described below reflect exposure to SPRYCEL in 2182 patients with leukemia
in clinical studies (starting dosage 100 mg once daily, 140 mg once daily, 50 mg twice
daily, or 70 mg twice daily). The median duration of therapy was 11 months (range 0.03—
26 months).

The majority of SPRYCEL-treated patients experienced adverse reactions at some time.
Drug was discontinued for adverse reactions in 9% of patients in chronic phase CML,
10% in accelerated phase CML, 15% in myeloid blast phase CML, and 8% in lymphoid
blast phase CML or Ph+ ALL. In a Phase 3 dose-optimization study in patients with
chronic phase CML, the rate of discontinuation for adverse reaction was lower in patients
treated with 100 mg once daily than in patients treated with 70 mg twice daily (4% and
12%, respectively).

The most frequently reported adverse reactions (reported in >20% of patients) included
fluid retention events, diarrhea, headache, skin rash, nausea, hemorrhage, fatigue, and
dyspnea.

The most frequently reported serious adverse reactions included pleural effusion (9%),
pyrexia (3%), pneumonia (3%), infection (2%), febrile neutropenia (4%), gastrointestinal



bleeding (4%), dyspnea (3%), sepsis (1%), diarrhea (2%), congestive heart failure (2%),
and pericardial effusion (1%).

All adverse reactions (excluding laboratory abnormalities) that were reported in at least
10% of the patients in SPRY CEL clinical studies are shown in Table 2.

Table 2: Adverse Reactions Reported in >10% of All Patients (All
Grades) in Clinical Studies
Lymphoid
: Blast Phase
Chronic Accelerated  Myeloid and
All Patients Phase Phase Blast Phase  Ph+ ALL
(n=2182) (n=1150) (n=502) (n=280) (n=250)
All Grades Grades 3/4 Grades3/4  Grades 3/4 Grades3/4 Grades 3/4
Preferred Term Percent (%) of Patients
Fluid Retention 37 8 6 7 13 7
Superficial localized 20 <1 <1 1 1 <1
edema
Pleural effusion 22 5 4 5 10
Other fluid retention 10 3 3 3 6
Generalized edema 3 <1 <1 1 <1
Congestive heart
failure/cardiac 2 1 2 <1 2 1
)
dysfunction
Pericardial effusion 3 1 1 1 2 0
Pulmonary edema 2 1
Ascites <1 <1 0 1 <1
PuImonary_ 1 <1 <1 0 1 1
hypertension
Diarrhea 31 3 3 4 5 4
Headache 24 1 1 1 1 2
Skin Rash® 22 1 1 1 1 1
Nausea 22 1 1 1 2 2
Hemorrhage 21 6 2 11 12 8
Gastrointestinal bleeding 7 4 1 8 9 5
CNS bleeding 1 <1 0 <1 <1 2
Fatigue 21 2 2 3 1 2
Dyspnea 20 4 5 4 5 2
Musculoskeletal Pain 14 1 2 1 1 <1
Pyrexia 13 1 1 2 3 1
Vomiting 13 1 1 1 1
Abdominal Pain 10 1 1 <1 1




Table 2: Adverse Reactions Reported in >10% of All Patients (All
Grades) in Clinical Studies
Lymphoid
: Blast Phase
Chron:ﬂc Accelerated  Myeloid and
All Patients Phase Phase Blast Phase ~ Ph+ ALL
(n=2182) (n=1150) (n=502) (n=280) (n=250)

Preferred Term

All Grades Grades 3/4  Grades 3/4 Grades 3/4 Grades 3/4  Grades 3/4
Percent (%) of Patients

a . . . . L .
The chronic phase data include patients prescribed any dose of SPRYCEL. For selected adverse reactions in patients
with chronic phase CML receiving the recommended 100 mg once daily starting dose, see Table 4.

Includes left ventricular dysfunction, cardiac failure, cardiac failure congestive, cardiomyopathy, congestive
cardiomyopathy, diastolic dysfunction, ejection fraction decreased, and ventricular failure.

c . L . .
Includes erythema, erythema multiforme, exfoliative rash, generalized erythema, heat rash, milia, rash, rash
erythematous, rash follicular, rash generalized, rash macular, rash maculopapular, rash papular, rash pruritic, rash
pustular, skin exfoliation, skin irritation, systemic lupus erythematosus rash, urticaria vesiculosa, and rash vesicular.

In a Phase 2 randomized study of chronic phase CML, 101 patients received SPRYCEL
(starting dosage 70 mg twice daily) and 49 patients received imatinib (starting dosage
800 mg daily [400 mg twice daily]). Crossover to the alternate therapy was permitted in
this study. The median duration of therapy prior to crossover was longer for SPRYCEL
(19 months) than for imatinib (3 months). Selected adverse reactions are presented in

Table 3.



Table 3: Selected Adverse Reactions in Phase 2 Randomized Study
(Chronic Phase CML)

SPRYCEL? Imatinib®
(n=101) (n=49)
All Grades Grade3/4 All Grades Grade 3/4
Preferred Term Percent (%) of Patients
Diarrhea 37 2 29 2
Fluid Retention 36 7 43 0
Pleural effusion 23 5 0 0
Superficial localized edema 17 1 41 0
Generalized edema 2 0 4 0
Congestive heart failure/cardiac dysfunction” 2 1 0 0
Pericardial effusion 1 0 0 0
Pulmonary edema 3 2 0 0
Pulmonary hypertension 1 0 0 0
Nausea 24 0 33 0
Hemorrhage 18 1 8 0
Gastrointestinal bleeding 3 1 0 0
Vomiting 10 0 24 0

a Starting dosage: SPRYCEL 70 mg twice daily; imatinib 800 mg daily (400 mg twice daily).

Includes left ventricular dysfunction, cardiac failure, cardiac failure congestive, cardiomyopathy, congestive
cardiomyopathy, diastolic dysfunction, ejection fraction decreased, and ventricular failure.

In the Phase 3 dose-optimization study in patients with chronic phase CML, the median
duration of therapy was approximately 12 months (range <1-20 months). Selected
adverse reactions are shown by dose regimen in Table 4.
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Table 4: Selected Adverse Reactions Reported in Phase 3 Dose-Optimization
Study (Chronic Phase CML)

100 mg QD 140 mg QD? 50 mg BID° 70 mg BID®
(n=165) (n=163) (n=167) (n=167)
All Grade All Grade All Grade All Grade
Grades 3/4 Grades 3/4 Grades 3/4 Grades 3/4
Preferred Term Percent (%) of Patients
Diarrhea 23 1 26 3 26 3 25 4
Fluid Retention 24 2 33 4 27 4 32 5
Superficial localized 14 0 14 1 14 0 16 0
edema
Pleural effusion 10 2 20 2 16 3 18 2
Generalized edema 2 0 3 0 0 0 1 0
Congestive heart 0 0 2 1 1 1 4 2
failure/cardiac
dysfunctionb
Pericardial effusion 1 1 4 1 2 1 2 1
Pulmonary edema 0 0 0 0 1 0 2 1
Pulmonary 0 0 0 0 0 0 1 1
hypertension
Hemorrhage 10 1 12 1 9 2 14 2
Gastrointestinal 1 1 2 0 4 2 4 2
bleeding

a
Not a recommended starting dosage of SPRYCEL for chronic phase CML.

Includes left ventricular dysfunction, cardiac failure, cardiac failure congestive, cardiomyopathy, congestive cardiomyopathy,
diastolic dysfunction, ejection fraction decreased, and ventricular failure.

Laboratory Abnormalities

Myelosuppression was commonly reported in all patient populations. The frequency of
Grade 3 or 4 neutropenia, thrombocytopenia, and anemia was higher in patients with
advanced phase CML or Ph+ ALL than in chronic phase CML (Table 5).
Myelosuppression was reported in patients with normal baseline laboratory values as well
as in patients with pre-existing laboratory abnormalities.

In patients who experienced severe myelosuppression, recovery generally occurred
following dose interruption or reduction; permanent discontinuation of treatment
occurred in 1% of patients [see Warnings and Precautions (5.1)].

Grade 3 or 4 elevations of transaminase or bilirubin and Grade 3 or 4 hypocalcemia and
hypophosphatemia were reported in patients with all phases of CML but were reported
with an increased frequency in patients with myeloid or lymphoid blast phase CML and
Ph+ ALL. Elevations in transaminase or bilirubin were usually managed with dose
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reduction or interruption. Patients developing Grade 3 or 4 hypocalcemia during the
course of SPRYCEL therapy often had recovery with oral calcium supplementation.

In the Phase 2 randomized study, the frequency of Grade 3 or 4 neutropenia,
thrombocytopenia, and anemia was 63%, 56%, and 19%, respectively, in the SPRYCEL
group and 39%, 14%, and 8%, respectively, in the imatinib group. The frequency of
Grade 3 or 4 hypocalcemia was 4% in the SPRYCEL group and 0% in the imatinib
group. Laboratory abnormalities reported in the Phase 3 dose-optimization study in
patients with chronic phase CML are shown in Table 6.

Table 5: CTC Grades 3/4 Laboratory Abnormalities in Clinical
Studies

Lymphoid Blast
a Accelerated  Myeloid Blast Phase and
Chronic Phase Phase Phase Ph+ ALL
(n=1150) (n=502) (n=280) (n=250)
Percent (%) of Patients

Hematology Parameters

Neutropenia 46 68 80 78
Thrombocytopenia 41 71 81 78
Anemia 18 55 75 45
Biochemistry Parameters
Hypophosphatemia 10 12 19 20
Hypocalcemia 2 7 16 11
Elevated SGPT (ALT) 1 3 6 7
Elevated SGOT (AST) 1 1 4 5
Elevated Bilirubin 1 1 4 5
Elevated Creatinine 1 2 3 1

a . . . . e
The chronic phase data include patients prescribed any dose of SPRYCEL. For laboratory abnormalities in
patients with chronic phase CML receiving the recommended 100 mg once daily starting dose, see Table 6.

CTC grades: neutropenia (Grade 3 >0.5-1.0 x 10%/L, Grade 4 <0.5 x 10%L); thrombocytopenia (Grade 3 >10-50 x
10%/L, Grade 4 <10 x 10%L); anemia (hemoglobin >65-80 g/L, Grade 4 <65 g/L); elevated creatinine (Grade 3 >3-6
x upper limit of normal range (ULN), Grade 4 >6 x ULN); elevated bilirubin (Grade 3 >3-10 x ULN, Grade 4 >10 x
ULN); elevated SGOT or SGPT (Grade 3 >5-20 x ULN, Grade 4 >20 x ULN); hypocalcemia (Grade 3 <7.0-6.0
mg/dL, Grade 4 <6.0 mg/dL); hypophosphatemia (Grade 3 <2.0-1.0 mg/dL, Grade 4 <1.0 mg/dL).
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Table 6: CTC Grades 3/4 Laboratory Abnormalities in Phase 3
Dose-Optimization Study (Chronic Phase CML)

100 mg QD 140 mg QDa 50 mg BID" 70 mg BID"
(n=165) (n=163) (n=167) (n=167)
Percent (%) of Patients

Hematology Parameters

Neutropenia 34 43 46 43
Thrombocytopenia 22 40 34 38
Anemia 10 19 18 17

Biochemistry Parameters

Hypophosphatemia 8 6 7 7
Hypocalcemia 2 3 1 2
Elevated SGPT (ALT) 0 1 1 1
Elevated SGOT (AST) 1 1 0 0
Elevated Bilirubin 1 2 0 1
Elevated Creatinine 0 1 0 1

Not a recommended starting dosage of SPRY CEL for chronic phase CML.

CTC grades: neutropenia (Grade 3 >0.5-1.0 x 10%L, Grade 4 <0.5 x 10%L); thrombocytopenia (Grade 3 >10-50
x10%/L, Grade 4 <10 x 10°%/L); anemia (hemoglobin >65-80 g/L, Grade 4 <65 g/L); elevated creatinine (Grade 3 >3-
6 x upper limit of normal range (ULN), Grade 4 >6 x ULN); elevated bilirubin (Grade 3 >3-10 x ULN, Grade 4 >10
x ULN); elevated SGOT or SGPT (Grade 3 >5-20 x ULN, Grade 4 >20 x ULN); hypocalcemia (Grade 3 <7.0-6.0
mg/dL, Grade 4 <6.0 mg/dL); hypophosphatemia (Grade 3 <2.0-1.0 mg/dL, Grade 4 <1.0 mg/dL).

Additional Data From Clinical Trials

The following adverse reactions were reported in patients in the SPRYCEL clinical
studies at a frequency of <10% (1%-<10%, 0.1%-<1%, or <0.1%). These events are
included on the basis of clinical relevance.

Gastrointestinal  Disorders: 1%-<10% - mucosal inflammation (including
mucositis/stomatitis), dyspepsia, abdominal distension, constipation, gastritis, oral soft
tissue disorder, colitis (including neutropenic colitis); 0.1%-<1% - dysphagia, anal
fissure, upper gastrointestinal ulcer, pancreatitis; <0.1% — esophagitis.

General Disorders and Administration Site Conditions: 1%-<10% - asthenia, pain,
chest pain, chills; 0.1%-<1% — malaise; <0.1% — temperature intolerance.

Skin and Subcutaneous Tissue Disorders: 1%-<10% — pruritus, acne, alopecia, dry
skin, hyperhidrosis, urticaria, dermatitis (including eczema); 0.1%-<1% - skin ulcer,
bullous conditions, pigmentation disorder, nail disorder, photosensitivity, acute febrile
neutrophilic dermatosis, panniculitis; <0.1% - palmar-plantar erythrodysesthesia
syndrome.
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Respiratory, Thoracic, and Mediastinal Disorders: 1%-<10% — cough, lung infiltration,
pneumonitis; 0.1%—-<1% — asthma, bronchospasm; <0.1% — acute respiratory distress
syndrome.

Nervous System Disorders: 1%-<10% — neuropathy (including peripheral neuropathy),
dizziness, dysgeusia, somnolence; 0.1%-<1% - tremor, syncope, amnesia; <0.1% -
convulsion, cerebrovascular accident, transient ischemic attack.

Blood and Lymphatic System Disorders: 1%—<10% — febrile neutropenia, pancytopenia;
<0.1% - aplasia pure red cell.

Musculoskeletal and Connective Tissue Disorders: 1%-<10% - arthralgia, myalgia,
muscle inflammation, muscular weakness; 0.1%-<1% — musculoskeletal stiffness,
rhabdomyolysis; <0.1% — tendonitis.

Investigations: 1%-<10% - weight decreased, weight increased; 0.1%-<1% - blood
creatine phosphokinase increased.

Infections and Infestations: 1%—<10% - infections (including bacterial, viral, fungal,
non-specified), pneumonia (including bacterial, viral, and fungal), upper respiratory tract
infection/inflammation, herpes virus infection, enterocolitis infection; 0.1%-<1% -
sepsis (including fatal outcomes).

Metabolism and Nutrition Disorders: 1%-<10% - anorexia, appetite disturbances;
0.1%-<1% — hyperuricemia.

Cardiac Disorders: 1%-<10% — arrhythmia (including tachycardia), palpitations; 0.1%—
<1% - angina pectoris, cardiomegaly, pericarditis, ventricular arrhythmia (including
ventricular tachycardia), myocardial infarction; <0.1% — myocarditis, acute coronary
syndrome.

Eye Disorders: 1%-<10% — visual disorder, dry eye; 0.1% —<1% — conjunctivitis.

Vascular Disorders: 1%—<10% - flushing, hypertension; 0.1%-<1% — hypotension,
thrombophlebitis; <0.1% — livedo reticularis.

Psychiatric Disorders: 1%—-<10% - insomnia, depression; 0.1%—<1% — anxiety, affect
lability, confusional state, libido decreased.

Reproductive System and Breast Disorders: 0.1%-<1% — gynecomastia, menstruation
irregular.
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Injury, Poisoning, and Procedural Complications: 1%-<10% — contusion.

Ear and Labyrinth Disorders: 0.1%—-<1% — tinnitus, vertigo.

Hepatobiliary Disorders: 0.1%-<1% — cholecystitis, hepatitis; <0.1% — cholestasis.
Renal and Urinary Disorders: 0.1%-<1% — renal failure, urinary frequency, proteinuria.

Neoplasms Benign, Malignant, and Unspecified: 0.1%-<1% — tumor lysis syndrome.

Immune System Disorders: 0.1%-<1% - hypersensitivity (including erythema
nodosum).

7 DRUG INTERACTIONS

7.1 Drugs That May Increase Dasatinib Plasma

Concentrations

CYP3A4 Inhibitors: Dasatinib is a CYP3A4 substrate. In a study of 18 patients with
solid tumors, 20-mg SPRYCEL once daily coadministered with 200 mg of ketoconazole
twice daily increased the dasatinib Cpax and AUC by four- and five-fold, respectively.
Concomitant use of SPRYCEL and drugs that inhibit CYP3A4 may increase exposure to
dasatinib and should be avoided. In patients receiving treatment with SPRYCEL, close
monitoring for toxicity and a SPRYCEL dose reduction should be considered if systemic
administration of a potent CYP3A4 inhibitor cannot be avoided [see Dosage and
Administration (2.1)].

7.2 Drugs That May Decrease Dasatinib Plasma
Concentrations

CYP3A4 Inducers: When a single morning dose of SPRYCEL was administered
following 8 days of continuous evening administration of 600 mg of rifampin, a potent
CYP3A4 inducer, the mean Cnax and AUC of dasatinib were decreased by 81% and
82%, respectively. Alternative agents with less enzyme induction potential should be
considered. If SPRYCEL must be administered with a CYP3A4 inducer, a dose increase
in SPRYCEL should be considered [see Dosage and Administration (2.1)].

Antacids: Nonclinical data demonstrate that the solubility of dasatinib is pH dependent.
In a study of 24 healthy subjects, administration of 30 mL of aluminum
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hydroxide/magnesium hydroxide 2 hours prior to a single 50-mg dose of SPRYCEL was
associated with no relevant change in dasatinio AUC; however, the dasatinib Cpax
increased 26%. When 30 mL of aluminum hydroxide/magnesium hydroxide was
administered to the same subjects concomitantly with a 50-mg dose of SPRYCEL, a 55%
reduction in dasatinib AUC and a 58% reduction in Cyax Were observed. Simultaneous
administration of SPRYCEL with antacids should be avoided. If antacid therapy is
needed, the antacid dose should be administered at least 2 hours prior to or 2 hours after
the dose of SPRYCEL.

H, Antagonists/Proton Pump Inhibitors: Long-term suppression of gastric acid

secretion by H, antagonists or proton pump inhibitors (eg, famotidine and omeprazole) is
likely to reduce dasatinib exposure. In a study of 24 healthy subjects, administration of a
single 50-mg dose of SPRYCEL 10 hours following famotidine reduced the AUC and

Cax Of dasatinib by 61% and 63%, respectively. The concomitant use of H, antagonists
or proton pump inhibitors with SPRYCEL is not recommended. The use of antacids
should be considered in place of Hy antagonists or proton pump inhibitors in patients
receiving SPRYCEL therapy.

7.3 Drugs That May Have Their Plasma Concentration
Altered By Dasatinib

CYP3A4 Substrates: Single-dose data from a study of 54 healthy subjects indicate that
the mean Cp,ax and AUC of simvastatin, a CYP3A4 substrate, were increased by 37% and
20%, respectively, when simvastatin was administered in combination with a single
100-mg dose of SPRYCEL. Therefore, CYP3A4 substrates known to have a narrow
therapeutic index such as alfentanil, astemizole, terfenadine, cisapride, cyclosporine,
fentanyl, pimozide, quinidine, sirolimus, tacrolimus, or ergot alkaloids (ergotamine,
dihydroergotamine) should be administered with caution in patients receiving SPRYCEL.

8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy

Pregnancy Category D [see Warnings and Precautions (5.5)].
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8.3 Nursing Mothers

It is unknown whether SPRYCEL is excreted in human milk. Because many drugs are
excreted in human milk and because of the potential for serious adverse reactions in
nursing infants from SPRYCEL, a decision should be made whether to discontinue
nursing or to discontinue the drug, taking into account the importance of the drug to the
mother.

8.4 Pediatric Use

The safety and efficacy of SPRYCEL in patients <18 years of age have not been
established.

8.5 Geriatric Use

Of the 2182 patients in clinical studies of SPRYCEL, 547 (25%) were 65 years of age
and over, and 105 (5%) were 75 years of age and over. While the safety profile of
SPRYCEL in the geriatric population was similar to that in the younger population,
patients aged 65 years and older are more likely to experience fluid retention events and
should be monitored closely. No differences in efficacy were observed between older and
younger patients. However, in the two randomized studies in patients with chronic phase
CML, the rates of major cytogenetic response (MCyR) were lower among patients aged
65 years and over.

8.6 Hepatic Impairment

There are currently no clinical studies with SPRYCEL in patients with impaired liver
function (clinical studies excluded patients with ALT or AST >2.5 times the upper limit
of the normal range or total bilirubin >2 times the upper limit of the normal range).
Metabolism of dasatinib is mainly hepatic. Caution is recommended in patients with
hepatic impairment.

8.7 Renal Impairment

There are currently no clinical studies with SPRYCEL in patients with impaired renal
function. Less than 4% of dasatinib and its metabolites are excreted via the kidney.
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10 OVERDOSAGE

Experience with overdose of SPRYCEL in clinical studies is limited to isolated cases.
The highest reported dosage ingested was 280 mg per day for 1 week in two patients and
both developed severe myelosuppression and bleeding. Since SPRYCEL is associated
with severe myelosuppression [see Warnings and Precautions (5.1) and Adverse
Reactions (6.1)], patients who ingested more than the recommended dosage should be
closely monitored for myelosuppression and appropriate supportive treatment given.

Acute overdose in animals was associated with cardiotoxicity. Evidence of cardiotoxicity
included ventricular necrosis and valvular/ventricular/atrial hemorrhage at single doses

>100 mg/kg (600 mg/mz) in rodents. There was a tendency for increased systolic and

diastolic blood pressure in monkeys at single doses >10 mg/kg (120 mg/mz).
11 DESCRIPTION

SPRYCEL (dasatinib) is an inhibitor of multiple tyrosine kinases. The chemical name for
dasatinib is  N-(2-chloro-6-methylphenyl)-2-[[6-[4-(2-hydroxyethyl)-1-piperazinyl]-2-
methyl-4-pyrimidinyl]Jamino]-5-thiazolecarboxamide, monohydrate. The molecular
formula is Cy2H26CIN7O,S e H,0, which corresponds to a formula weight of 506.02
(monohydrate). The anhydrous free base has a molecular weight of 488.01. Dasatinib has
the following chemical structure:

HO
\/\U ',:: . o ClI
W \ﬂN H,0
NQrN N H
CHs HsC

Dasatinib is a white to off-white powder. The drug substance is insoluble in water and
slightly soluble in ethanol and methanol. SPRYCEL tablets are white to off-white,
biconvex, film-coated tablets containing dasatinib, with the following inactive
ingredients: lactose monohydrate, microcrystalline cellulose, croscarmellose sodium,
hydroxypropyl cellulose, and magnesium stearate. The tablet coating consists of
hypromellose, titanium dioxide, and polyethylene glycol.
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12 CLINICAL PHARMACOLOGY

12.1 Mechanism of Action

Dasatinib, at nanomolar concentrations, inhibits the following kinases: BCR-ABL, SRC
family (SRC, LCK, YES, FYN), c-KIT, EPHA2, and PDGFRp. Based on modeling
studies, dasatinib is predicted to bind to multiple conformations of the ABL kinase.

In vitro, dasatinib was active in leukemic cell lines representing variants of imatinib
mesylate sensitive and resistant disease. Dasatinib inhibited the growth of chronic
myeloid leukemia (CML) and acute lymphoblastic leukemia (ALL) cell lines
overexpressing BCR-ABL. Under the conditions of the assays, dasatinib was able to
overcome imatinib resistance resulting from BCR-ABL kinase domain mutations,
activation of alternate signaling pathways involving the SRC family kinases (LYN,
HCK), and multi-drug resistance gene overexpression.

12.3 Pharmacokinetics

Absorption

Maximum plasma concentrations (Cnax) Of dasatinib are observed between 0.5 and
6 hours (Tmax) following oral administration. Dasatinib exhibits dose proportional

increases in AUC and linear elimination characteristics over the dose range of 15 mg to
240 mg/day. The overall mean terminal half-life of dasatinib is 3-5 hours.

Data from a study of 54 healthy subjects administered a single, 100-mg dose of dasatinib
30 minutes following consumption of a high-fat meal resulted in a 14% increase in the
mean AUC of dasatinib. The observed food effects were not clinically relevant.

Distribution

In patients, dasatinib has an apparent volume of distribution of 2505 L, suggesting that
the drug is extensively distributed in the extravascular space. Binding of dasatinib and its
active metabolite to human plasma proteins in vitro was approximately 96% and 93%,
respectively, with no concentration dependence over the range of 100-500 ng/mL.
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Metabolism

Dasatinib is extensively metabolized in humans, primarily by the cytochrome P450
enzyme 3A4. CYP3A4 was the primary enzyme responsible for the formation of the
active metabolite. Flavin-containing monooxygenase 3 (FMO-3) and uridine
diphosphate-glucuronosyltransferase (UGT) enzymes are also involved in the formation
of dasatinib metabolites. In human liver microsomes, dasatinib was a weak
time-dependent inhibitor of CYP3A4.

The exposure of the active metabolite, which is equipotent to dasatinib, represents
approximately 5% of the dasatinio AUC. This indicates that the active metabolite of
dasatinib is unlikely to play a major role in the observed pharmacology of the drug.
Dasatinib also had several other inactive oxidative metabolites.

Dasatinib is a time-dependent inhibitor of CYP3A4. At clinically relevant concentrations,
dasatinib does not inhibit CYP1A2, 2A6, 2B6, 2C8, 2C9, 2C19, 2D6, or 2E1. Dasatinib
is not an inducer of human CYP enzymes.

Elimination

Elimination is primarily via the feces. Following a single oral dose of [*C]-labeled
dasatinib, approximately 4% and 85% of the administered radioactivity was recovered in
the urine and feces, respectively, within 10 days. Unchanged dasatinib accounted for 0.1%
and 19% of the administered dose in urine and feces, respectively, with the remainder of
the dose being metabolites.

Effects of Age and Gender

Pharmacokinetic analyses of demographic data indicate that there are no clinically
relevant effects of age and gender on the pharmacokinetics of dasatinib.

13 NONCLINICAL TOXICOLOGY

13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

Carcinogenicity studies were not performed with dasatinib.

Dasatinib was clastogenic when tested in vitro in Chinese hamster ovary cells, with and
without metabolic activation. Dasatinib was not mutagenic when tested in an in vitro
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bacterial cell assay (Ames test) and was not genotoxic in an in vivo rat micronucleus
study.

The effects of dasatinib on male and female fertility have not been studied. However,
results of repeat-dose toxicity studies in multiple species indicate the potential for
dasatinib to impair reproductive function and fertility. Effects evident in male animals
included reduced size and secretion of seminal vesicles, and immature prostate, seminal
vesicle, and testis. The administration of dasatinib resulted in uterine inflammation and
mineralization in monkeys, and cystic ovaries and ovarian hypertrophy in rodents.

14 CLINICAL STUDIES
Phase 2 Single-Arm Studies

Four Phase 2, single-arm, multicenter studies were conducted to determine the efficacy
and safety of SPRYCEL in patients with CML or Ph+ ALL resistant to or intolerant of
treatment with imatinib. Resistance to imatinib included failure to achieve a complete
hematologic response (within 3—-6 months) or major cytogenetic response (by month 12)
or progression of disease after a previous cytogenetic or hematologic response. Imatinib
intolerance included inability to tolerate 400 mg or more of imatinib per day or
discontinuation of imatinib because of toxicity. The chronic phase CML study enrolled
186 patients, the accelerated phase CML study 107 patients, the myeloid blast phase
study 74 patients, and the lymphoid blast phase CML/Ph+ ALL study 78 patients. The
studies are ongoing. The results are based on a minimum of 6 months follow-up after the
start of SPRYCEL therapy. Across all studies, 49% of patients were women, 89% were
white, 10% were black or Asian, 23% were over the age of 65 years, and 3% were over
the age of 75 years. Most patients had long disease histories with extensive prior
treatment, including imatinib, cytotoxic chemotherapy, interferon, and stem cell
transplant (Table 7). The maximum imatinib dose had been 400-600 mg/day in about
one-half of the patients and >600 mg/day in the other half.
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Table 7: Disease History Characteristics, Phase 2 Single-Arm Studies

Lymphoid
Chronic Accelerated Myeloid Blast Blast Ph+ ALL
(n=186) (n=107) (n=74) (n=42) (n=36)
Medjan tlme §ince 64 91 49 28 20
diagnosis in
months (range) (4-251) (4-355) (3-216) (2-186) (3-97)
Imatinib
Resistant 68% 93% 92% 88% 94%
Intolerant 32% 7% 8% 12% 6%
Imatinib
>3 years 54% 68% 47% 24% 3%
>1 year 80% 92% 85% 52% 56%
Cytotoxic 42% 67% 66% 79% 92%
chemotherapy
Interferon 70% 5% 55% 48% 8%
Stem cell 9% 18% 12% 33% 42%
transplant

All patients were treated with SPRYCEL 70 mg twice daily on a continuous basis. The
median durations of treatment are shown in Table 8.

Table 8: Duration of Treatment with SPRYCEL, Phase 2 Single-Arm
Studies
Lymphoid
Chronic Accelerated  Myeloid Blast Blast Ph+ ALL
(n=186) (n=107) (n=74) (n=42) (n=36)
Median durgtion of 56 55 35 28 32
therapy in

months (range)  (003-83)  (0.2-10.1)  (0.03-9.2) (0.1-6.4) (0.2-8.1)

The primary efficacy endpoint in chronic phase CML was major cytogenetic response
(MCyR), defined as elimination (complete cytogenetic response, CCyR) or substantial
diminution (by at least 65%, partial cytogenetic response) of Ph+ hematopoietic cells.
The primary endpoint in accelerated phase, myeloid blast phase, and lymphoid blast
phase CML, and Ph+ ALL was major hematologic response (MaHR), defined as either a
complete hematologic response (CHR) or no evidence of leukemia (NEL) (defined in
Table 9).

SPRYCEL treatment resulted in cytogenetic and hematologic responses in patients with
all phases of CML and with Ph+ ALL. The response rates for the single-arm studies are
reported in Table 9. In chronic phase CML patients, the MCyR rate was 45% with a
complete response (0% Ph+ cells) rate of 33%. The MaHR rate was 59% in accelerated
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phase patients, 32% in myeloid phase patients, 31% in lymphoid blast phase patients, and
42% in Ph+ ALL patients.

Most cytogenetic responses occurred after 12 weeks of treatment, when the first
cytogenetic analyses were performed. Hematologic and cytogenetic responses were stable
during the 6-month follow-up of patients with chronic phase, accelerated phase, and
myeloid blast phase CML. The median durations of MaHR were 3.7 months in lymphoid
blast CML and 4.8 months in Ph+ ALL.

There were no age- or gender-related response differences.

Table 9: Efficacy of SPRYCEL in Phase 2 Single-Arm Clinical
Studies®
Myeloid Lymphoid
Chronic Accelerated Blast Blast Ph+ ALL
(n=186) (n=107) (n=74) (n=42) (n=36)

Hematologic Response Rateb (%)

MaHR (95% CI) n/a 59 (49-68) 32 (22-44) 31 (18-47) 42 (26-59)
CHR (95% CI) 90 (85-94) 33(24-42) 24 (15-36) 26 (14-42) 31 (16-48)
NEL (95% Cl) n/a 26 (18-36)  8(3-17) 5(0.6-16) 11 (3.1-26)

Cytogenetic Responsec (%)

MCyR (95% CI) 45 (37-52) 31(22-41) 30(20-42) 50(34-66) 58 (41-74)
CCyR (95% CI) 33 (26-40) 21 (14-30) 27 (17-39) 43(28-59) 58 (41-74)

a . . .
Numbers in bold font are the results of primary endpoints.

Hematologic response criteria (all responses confirmed after 4 weeks): Major hematologic response: (MaHR) =
complete hematologic response (CHR) + no evidence of leukemia (NEL).

CHR (chronic CML): WBC < institutional ULN, platelets <450,000/mm?, no blasts or promyelocytes in
peripheral blood, <5% myelocytes plus metamyelocytes in peripheral blood, basophils in peripheral blood
<20%, and no extramedullary involvement.

CHR (advanced CML/Ph+ ALL): WBC < institutional ULN, ANC >1000/mm?®, platelets >100,000/mm?3, no
blasts or promyelocytes in peripheral blood, bone marrow blasts <5%, <5% myelocytes plus metamyelocytes
in peripheral blood, basophils in peripheral blood <20%, and no extramedullary involvement.

NEL: same criteria as for CHR but ANC >500/mm® and <1000/mm?, or platelets >20,000/mm® and
<100,000/mm?>.

c . _ .
Cytogenetic response criteria: complete (0% Ph+ metaphases) or partial (>0%-35%). MCyR (0%-35%)
combines both complete and partial responses.

n/a = not applicable.

Randomized Studies

Phase 2 randomized study of SPRYCEL 70 mg twice daily or imatinib 800 mg daily
(400 mg twice daily). A randomized, open-label study was conducted in patients with
chronic phase CML whose disease was resistant to prior imatinib therapy at doses of 400
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or 600 mg. The primary endpoint was MCyR at 12 weeks. One hundred fifty patients
were randomized in a 2:1 ratio to either SPRYCEL 70 mg twice daily or imatinib 800 mg
daily (400 mg twice daily). Crossover to the alternate therapy was permitted in the event
of disease progression or intolerable toxicity. Median follow-up was 15 months. Median
duration of treatment prior to crossover was 14 months for SPRYCEL and 3 months for
imatinib.

Prior to crossover, 93% of the SPRYCEL-treated patients and 82% of the
imatinib-treated patients achieved a CHR. At 12 weeks, MCyR was achieved in 36% of
the SPRYCEL-treated patients (CCyR in 22%) and 29% of the imatinib-treated patients
(CCyR in 8%). With longer treatment and follow-up, MCyR was achieved in 52% of the
SPRYCEL-treated patients (CCyR in 40%) and 33% of the imatinib-treated patients
(CCyR in 16%) prior to crossover. Since the median follow-up was 15 months, there
were too few progressions to reliably estimate the duration of MCyR.

Phase 3 dose-optimization study in chronic phase CML: A randomized, open-label study
was conducted in patients with chronic phase CML, whose disease was resistant to or
who were intolerant to imatinib, to evaluate the efficacy of SPRYCEL administered once
daily compared with SPRYCEL administered twice daily. Patients with significant
cardiac diseases including myocardial infarction within 6 months, congestive heart failure
within 3 months, significant arrhythmias, or QTc prolongation were excluded from the
study. The primary endpoint was MCyR in patients with imatinib-resistant chronic phase
CML. The main secondary endpoint was MCyR by total daily dose level in the same
population. A total of 670 patients, of whom 498 had imatinib resistant disease, were
randomized to the SPRYCEL 100 mg once daily, 140 mg once daily, 50 mg twice daily,
or 70 mg twice daily group. Minimum follow-up was 6 months and median duration of
treatment was approximately 8 months.

Response rates are presented in Table 10. Efficacy was achieved across all SPRYCEL
treatment groups with the once daily schedule demonstrating comparable efficacy
(non-inferiority) to the twice daily schedule on the primary efficacy endpoint (difference
in MCyR 2.8%; 95% confidence interval [-6.0%-11.6%]). The main secondary endpoint
of the study also showed comparable efficacy (non-inferiority) between the 100 mg total
daily dose and the 140 mg total daily dose (difference in MCyR -0.8%; 95% confidence
interval [-9.6%-8.0%]). Since the minimum follow-up was only 6 months, there were
too few progressions to estimate the duration of MCyR.
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Table 10: Efficacy of SPRYCEL in Phase 3 Dose-Optimization Study (Chronic

Phase CML)
100 mg QD 50 mg BID® 140mg QD" 70mg BID®
(N=167) (N=168) (N=167) (N=168)
Hematologic Response Rateb (%)
CHR 90% 92% 86% 87%
Cytogenetic ResponseC (%)
MCyR
All patients (95% Cl) 59% (51-66) 54% (46-61) 56% (48-63) 55% (48-63)
Imatinib-resistant patients (95% CI)  53% (44-62) 47% (38-56) 50% (41-60) 51% (42-60)
(n/N) (66/124) (58/124) (62/123) (65/127)
CCyR
All patients 41% 42% 44% 45%
Imatinib-resistant patients (95% CI)  34% (26-43) 35% (26-44) 36% (27-45) 39% (31-48)
(n/N) (42/124) (43/124) (44/123) (50/127)

" Not a recommended starting dosage of SPRYCEL for chronic phase CML.

Hematologic response criteria (confirmed after 4 weeks):

CHR (chronic CML): WBC < institutional ULN, platelets <450,000/mm®, no blasts or promyelocytes in peripheral blood,
<5% myelocytes plus metamyelocytes in peripheral blood, basophils in peripheral blood <20%, and no extramedullary
involvement.

Cytogenetic response criteria: complete (0% Ph+ metaphases) or partial (>0%-35%). MCyR (0%-35%) combines both
complete and partial responses.
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16 HOW SUPPLIED/STORAGE AND HANDLING
16.1 How Supplied

SPRYCEL® (dasatinib) tablets are available as described in Table 11.

Table 11: SPRYCEL Trade Presentations

Tablets per

NDC Number Strength Description Bottle

white to off-white, biconvex, round,
0003-0527-11 20 mg film-coated tablet with “BMS” debossed on 60
one side and “527” on the other side

white to off-white, biconvex, oval,
0003-0528-11 50 mg film-coated tablet with “BMS” debossed on 60
one side and “528” on the other side

white to off-white, biconvex, round,
0003-0524-11 70 mg film-coated tablet with “BMS” debossed on 60
one side and “524” on the other side

white to off-white, biconvex, oval,
film-coated tablet with “BMS 100”
debossed on one side and “852” on the
other side

0003-0852-22 100 mg 30

16.2 Storage

SPRYCEL tablets should be stored at 25°C (77°F); excursions permitted
between 15°-30° C (59°-86° F) [see USP Controlled Room Temperature].

16.3 Handling and Disposal

Procedures for proper handling and disposal of anticancer drugs should be considered.
Several guidelines on this subject have been published [see References (15)].

SPRYCEL (dasatinib) tablets consist of a core tablet (containing the active drug
substance), surrounded by a film coating to prevent exposure of pharmacy and clinical
personnel to the active drug substance. However, if tablets are inadvertently crushed or
broken, pharmacy and clinical personnel should wear disposable chemotherapy gloves.
Personnel who are pregnant should avoid exposure to crushed or broken tablets.
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17 PATIENT COUNSELING INFORMATION
See FDA-Approved Patient Labeling (17.10).

17.1 Bleeding

Patients should be informed of the possibility of serious bleeding and to report
immediately any signs or symptoms suggestive of hemorrhage (unusual bleeding or easy
bruising).

17.2 Myelosuppression

Patients should be informed of the possibility of developing low blood cell counts; they
should be instructed to report immediately should fever develop, particularly in
association with any suggestion of infection.

17.3 Fluid Retention

Patients should be informed of the possibility of developing fluid retention (swelling,
weight gain, or shortness of breath) and to seek medical attention if those symptoms
arise.

174 Pregnancy

Patients should be informed that dasatinib may cause fetal harm when administered to a
pregnant woman. Women should be advised of the potential hazard to the fetus and to
avoid becoming pregnant. If SPRYCEL is used during pregnancy, or if the patient
becomes pregnant while taking SPRY CEL, the patient should be apprised of the potential
hazard to the fetus [see Warnings and Precautions (5.5)].

17.5 Gastrointestinal Complaints

Patients should be informed that they may experience nausea, vomiting, or diarrhea with
SPRYCEL. If these symptoms are significant, they should seek medical attention.

17.6 Pain

Patients should be informed that they may experience headache or musculoskeletal pain
with SPRYCEL. If these symptoms are significant, they should seek medical attention.
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17.7 Fatigue

Patients should be informed that they may experience fatigue with SPRYCEL. If this
symptom is significant, they should seek medical attention.

17.8 Rash

Patients should be informed that they may experience skin rash with SPRYCEL. If this
symptom is significant, they should seek medical attention.

17.9 Lactose

Patients should be informed that SPRYCEL contains 135 mg of lactose monohydrate in a
100-mg daily dose and 189 mg of lactose monohydrate in a 140-mg daily dose.

Manufactured by:
Bristol-Myers Squibb Company
Princeton, NJ 08543 USA

US Patent No 6,596,746

Bristol-Myers Squibb Company
Princeton, NJ 08543 USA

1237674A1 Rev May 2008

17.10 FDA-Approved Patient Labeling

SPRYCEL® (dasatinib) Tablets
What is SPRYCEL?

SPRYCEL (dasatinib) is a prescription medicine used to treat adults who have chronic
myeloid leukemia (CML) and to treat adults who have a particular form of acute
lymphoblastic leukemia (ALL) called Philadelphia chromosome positive or Ph+ ALL. It
is intended for use in patients who are no longer benefiting from treatment with the
current available therapies for these diseases (resistance), including a medicine called
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GLEEVEC® (imatinib mesylate). It may also be used in patients who experience severe
side effects from GLEEVEC and are no longer able to take it (intolerance). The long-term
benefits and toxicities of SPRYCEL are currently still being studied. SPRYCEL has not
been studied in children.

What is Leukemia?

Leukemia is a cancer of white blood cells, which grow in the bone marrow. In leukemia,
white blood cells multiply in an uncontrolled manner, occupying the bone marrow space
and spilling out into the bloodstream. As a consequence, the production of normal red
blood cells (oxygen carrying cells), white blood cells (cells which fight infection), and
platelets (cells which help blood clot) is compromised. Therefore, patients with leukemia
are at risk of serious anemia, infections, and bleeding.

Chronic myeloid leukemia or CML is one form of leukemia. In CML, myeloid white
blood cells multiply in an uncontrolled manner. It may take years for CML to progress
because it is a slow-growing or chronic cancer. As CML progresses, patients advance
through three phases: chronic phase, accelerated phase, and blast crisis phase. Ph+ acute
lymphoblastic leukemia or Ph+ ALL is another form of leukemia. Acute leukemias
progress faster than chronic leukemias. In Ph+ ALL, lymphoblastic white blood cells
multiply in an uncontrolled manner.

How does SPRYCEL work?

The active ingredient of SPRYCEL is dasatinib. Dasatinib reduces the activity of one or
more proteins responsible for the uncontrolled growth of the leukemia cells of patients
with CML or Ph+ ALL. This reduction allows the bone marrow to resume production of
normal red cells, white cells, and platelets.

Who should not take SPRYCEL?

e SPRYCEL is currently not recommended for patients who have not previously had a
trial of GLEEVEC® (imatinib mesylate).

e Women who are pregnant or planning to become pregnant should not take SPRYCEL
(see below).
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What should I tell my healthcare provider before | take SPRYCEL?

Tell your healthcare provider about all of your medical conditions, including if you:

are pregnant or planning to become pregnant. SPRYCEL may harm the fetus
when given to a pregnant woman. Women should avoid becoming pregnant while
undergoing treatment with SPRYCEL. Tell your healthcare provider immediately if
you become pregnant or plan to become pregnant while taking SPRYCEL.

are breast-feeding. It is not known if SPRYCEL can pass into your breast milk or if
it can harm your baby. Do not breast-feed if you are taking SPRYCEL.

are a sexually active male. Men who take SPRYCEL are advised to use a condom to
avoid pregnancy in their partner.

have a liver or heart problem.

are lactose intolerant.

Can | take other medicines with SPRYCEL?

Tell your healthcare provider about all the medicines you take including
prescription and over-the-counter medicines, vitamins, antacids, and herbal
supplements.

SPRYCEL is eliminated from your body through the liver. The use of certain other
medicines may alter the levels of SPRYCEL in your bloodstream. Likewise, levels of
other medicines in your bloodstream can be affected by SPRYCEL. Such changes can
increase the side effects, or reduce the activity of the medicines you are taking, including
SPRYCEL.

Medicines that increase the amount of SPRYCEL in your bloodstream are
NIZORAL® (ketoconazole), SPORANOX® (itraconazole), NORVIR® (ritonavir),
REYATAZ® (atazanavir sulfate), CRIXIVAN® (indinavir), VIRACEPT® (nelfinavir),
INVIRASE® (saquinavir), KETEK® (telithromycin), E-MYCIN® (erythromycin), and
BIAXIN® (clarithromycin).

Medicines that decrease the amount of SPRYCEL in your bloodstream are
DECADRON®  (dexamethasone), DILANTIN®  (phenytoin), TEGRETOL®
(carbamazepine), RIMACTANE® (rifampin), and LUMINAL® (phenobarbital).
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e Medicines whose blood levels might be altered by SPRYCEL are SANDIMMUNE®
(cyclosporine), ALFENTA® (alfentanil), FENTANYL® (fentanyl)) ORAP®
(pimozide), RAPAMUNE?® (sirolimus), PROGRAF® (tacrolimus), and ERGOMAR®
(ergotamine).

SPRYCEL is best absorbed from your stomach into your bloodstream in the presence of
stomach acid. You should avoid taking medicines that reduce stomach acid such as
TAGAMET® (cimetidine), PEPCID® (famotidine), ZANTAC® (ranitidine), PRILOSEC®
(omeprazole), PROTONIX® (pantoprazole sodium), NEXIUM® (esomeprazole),
ACIPHEX® (rabeprazole), or PREVACID® (lansoprazole) while taking SPRYCEL.
Medicines that neutralize stomach acid, such as MAALOX® (aluminum
hydroxide/magnesium hydroxide), TUMS® (calcium carbonate), or ROLAIDS® (calcium
carbonate and magnesia) may be taken up to 2 hours before or 2 hours after SPRYCEL.

Since SPRYCEL therapy may cause bleeding, tell your healthcare provider if you are
using blood thinners, such as COUMADIN® (warfarin sodium) or aspirin.

How should | take SPRYCEL?

e |If you have chronic phase CML, the usual dose is 100 mg (one 100-mg tablet or two
50-mg tablets) once daily, either in the morning or in the evening.

e If you have accelerated or blast crisis CML or Ph+ ALL, the usual dose is 70 mg (one
70-mg tablet) twice daily, once in the morning and once in the evening.

e SPRYCEL can be taken with or without a meal. Try to take SPRYCEL at the same
time each day.

e Take SPRYCEL whole. Do not break, cut, or crush the tablets.
e Do not drink grapefruit juice while taking SPRYCEL.

e Depending on your response to treatment and any side effects that you may
experience, your healthcare provider may adjust your dose of SPRYCEL
upward or downward, or may temporarily discontinue SPRYCEL.

e You should not change your dose or stop taking SPRYCEL without first talking
with your healthcare provider.
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e If you miss a dose of SPRYCEL, take your next scheduled dose at its regular time.
Do not take two doses at the same time. Call your healthcare provider or pharmacist if
you are not sure what to do.

e If you accidentally take more than the prescribed dose of SPRYCEL, call your
healthcare provider right away.

What are the possible side effects of SPRYCEL?

The following information describes the most important side effects of SPRYCEL. It is
not a comprehensive list of all side effects recorded in clinical trials with SPRYCEL. You
should report any unusual symptoms to your healthcare provider.

e Low Blood Counts: SPRYCEL may cause low red blood cell counts (anemia), low
white blood cell counts (neutropenia), and low platelet counts (thrombocytopenia).
Your healthcare provider will monitor your blood counts frequently after you start
SPRYCEL and may adjust your dose of SPRYCEL or withhold the drug temporarily
in the event your blood counts drop too low. In some cases, you may need to receive
transfusions of red blood cells or platelets. Notify your healthcare provider
immediately if you develop a fever while taking SPRYCEL.

e Bleeding: SPRYCEL may cause bleeding. The most serious bleeding events
observed in clinical studies included bleeding into the brain leading to death in <1%
of patients, and bleeding from the gastrointestinal tract. Less severe events included
bleeding from the nose, the gums, bruising of the skin, and excessive menstrual
bleeding. Notify your healthcare provider immediately if you experience bleeding
or easy bruising while taking SPRYCEL.

e Fluid Retention: SPRYCEL may cause fluid to accumulate in your legs and around
your eyes. In more severe cases, fluid may accumulate in the lining of your lungs, the
sac around your heart, or your abdominal cavity. Notify your healthcare provider
immediately if you experience swelling, weight gain, or increasing shortness of
breath while taking SPRYCEL.

Other common side effects of SPRYCEL therapy include diarrhea, headache, skin rash,
nausea, fatigue, and shortness of breath.

In clinical trials of 2182 patients, 10% (10 out of 100) of patients permanently stopped
SPRYCEL therapy because of side effects.
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How will | know if SPRYCEL is working?

How well you respond to SPRYCEL therapy may depend on several factors, including
the phase of your disease, prior treatments, or other factors your healthcare provider may
discuss with you. General treatment goals for patients treated with SPRYCEL include a
reduction in the number of leukemia cells and improvement or normalization of the white
blood cell, red blood cell, and platelet counts.

While you are on SPRYCEL, your healthcare provider will monitor these responses
through routine blood tests. The type and frequency of these tests will be determined by
your healthcare provider and may vary depending on the status of your disease.

How should | store SPRYCEL?

e Store SPRYCEL (dasatinib) Tablets at room temperature, 59° to 86° F (15° to 30° C).
SPRYCEL Tablets do not require refrigeration.

e Keep the container tightly closed.

e Throw away SPRYCEL when it is outdated. Ask your pharmacist how to properly
dispose of SPRYCEL.

e Keep SPRYCEL and all medicines out of the reach of children and pets.

General information about SPRYCEL: This medicine was prescribed for your
particular condition and should be used only by you under the close supervision of your
healthcare provider. The leaflet summarizes the most important information about
SPRYCEL. If you would like more information, talk with your healthcare provider. If
you have questions or concerns, or want more information about SPRYCEL, your
healthcare provider and pharmacist have the complete prescribing information upon
which this guide is based. You may want to read it and discuss it with your healthcare
provider. Remember, no written summary can replace careful discussion with your
healthcare provider.

What are the ingredients in SPRYCEL?

Active Ingredient: dasatinib
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Inactive Ingredients: lactose monohydrate, microcrystalline cellulose, croscarmellose
sodium, hydroxypropyl cellulose, and magnesium stearate. The tablet coating consists of
hypromellose, titanium dioxide, and polyethylene glycol.

REYATAZ® is a registered trademark of Bristol-Myers Squibb Company. COUMADIN® is a registered
trademark of Bristol-Myers Squibb Pharma Company. Other brands listed are the trademarks of their
respective owners and are not trademarks of Bristol-Myers Squibb Company.

Manufactured by:
Bristol-Myers Squibb Company
Princeton, NJ 08543 USA

US Patent No 6,596,746

Bristol-Myers Squibb Company
Princeton, NJ 08543 USA

1237674A1 Rev May 2008
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AT, BB s b L I EABET 5 2 &, SPRYCEL &7 2 BEI2i1%,. ®IfEH
WCADEET DI CEVHLTEN (12) 25#)

587172 CYP3AABHEFAI L O« CYPSAATHESR (B : 7 hatd Yy —ib A FTa)Fy—i,
77V Aa~vATr TEFFEL, LAV FENL, X7 7Y Ry, X7 40F7EL, UMY
. HFRFEL, FURATA VU RORY aF Y —L) 1k A F oo EES S-S
FHBENR DD, JL—T TN =YV a— AL TF =T OMFETREZ ERIELBEN
bV PFHITEET S,

CYP3A4 % [HET 5 ATREMEN 72y, SUTMBWRRIE DM 2 LS %, SPRYCEL & i /)72
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CYP3A4 [HEH L OFHT 25E81CIE, LEHZ V&L 20mg £ TRETHZ 2B ETLHZ
. 1 H 20mg DAL EIE, £ D)7 CYP3AL IHEAIO# G 2 HIE3 50, EOE
H OG- %2 W13 2% £ T SPRYCEL O 52177\, #J)7e CYP3A4 HEH OG- 1ET 5
Y&, SPRYCEL A& DAIICHK 1 W OWREME 2k 5 2 & CEWHAIES (11) 2/F)

22 1B=E

i A CML KUY Ph+ ALL B35 % %5202 U 7= BRIRERBR IS B Tk, HESER) B F 2 C i 2 A SV
NG F R E MR S AW EAITIE, B8R CML TiZ 1[5 140mg 1 B 1= £ T, #17H CML &
ZHUME Ph+ ALL Ti& 1181 100mg 1 H 2 [0l F THIEFRE L L7=,

2.3 slMERICK5HESRE

B R

BRARRBRIC IS CIE, BRI 5 2 U R S L < I PRI K 0 SR ATRE T o
7o BT BB TS MR E - OB 5T, AEFREICOWT, F1ICEEs
T,

K1 FPERBAME, M/MRIBAEFE SR O H &R

1. G ERAS 1,000/mm®, 1/ 2 50,000/mme LA iz [
BT FETHREEFWT D,

- 3 J
1B CML ggﬁﬁwwn%ﬁ 2.7 AL B3 . PRI A TR 5,
(CIEIVEER /M 50.000/mm? 3. /MRS 25,000/mm? A I A4 B s, i ER D
1[7] 100mgl H 1 [A]) frap ’ PSRBT L 500/mm® A A% 7 H % 8 X TRt

HEAITIE. 1~KEY ., 1[[80mgl H 1[HTHH-%
BT 5, HERELEZSAICITERELZTIET S,

1. M ERB S BRI T2 & OvEBimA (ZEH
NI3ER) CHERT D,
2. AMIRIC L D b O TIE R WAL, ek
BATH - 2Vl CML A7 ER 500/mme At 1,000/mm®, i 20,000/mme LI [EIE G5 E

J O Ph+ ALL X% THLGz2HE L, FWrETOHE THT 5,
(Fl=lH & ifii M 10,000/mm® 3. FEEREER L7285 ACIE, 1~EY ., 118150mg1 H 2
1[5] 70mgl B 2[a]) ES ] BN L CR G2/ 5, BERBELZGAIC

13 115 40mgl B 2 [\ 5 ET 5,
4, MERFAD 2, AMIFIC LD DO THHEAITIE, 1
[7] 100mg 1 H 2 [Alf& 5 ~D EEZE T 5,

FE I8 7

SPRYCEL #5112 & » EEARIEMIEmMEN I L5811, T oA EES ) BIE TR 5
FCREGETWT S, Tok, BB LLAEEFLOREICL VIRESHEY ThHIVE, WE L T
5.5 HEHT %,

3 FWRUESER
SPRYCEL (¥ #F=7) &&20mg, 50mg, 70mg & O* 100mg iF HEA~ME A M, Hiho 7 1L A
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a— LETH D (HFIDIENK - B2 16.1) )

4
HHRITE LI TR,

3
a5 ¢l

5 BERUERLDEE

5.1 ‘BRI

SPRYCEL 512 L v @D (NCICTC Grade 3 X% 4) O ifi/IMRIB/DE, 4 H BRI E K& OV Ifi.

MFBLT 508, 1BVEH CML I, BATH - 2MES CML & %\ i3 Ph+ ALL TX 0 @AEE 103

B35, MEIZONTIE, #5086 2 » AMIEER, 2oRITEATV., BROICLERGEIC

HATH . BREPIHENIE ARSI CTH D | KD D WVIXREIC L W EBAECH D (kA
3) . AIfEH 6.1) 24E) , 1BIER CML O EF 23502 U758 3w TS - H&RETEER

IZBWT, 1B 70mgl H 2 [E#& 5 L=BF XY 15 100mg1 B 1A S LzBEDO IR, 71—
R 3 X% 4 OB BEMEI ORBBEE MK T2 (K6, FIEH 6.1) 2H)

5.2 HMmBEESRZR

B R L I NGB E S FEBLT- A LI, in vitro BRBRIZ IV T i/ IMREERE D B 23580 BTz,
ETOMKRRIZEBNT, FEEOBENOH L b DE GO EEOMH M 1%AMIZHE LT,
HEOWLEHIMIT 4%I2A Hiv, B5FEdH 20 T E L2 e L, £, o Hims 2%
H T, %< O ML EE O i/ MR & BE LT ie IEH 6.1) 2H)

i/ RS BE 2 I PR3- 2 38K, PUEEE K A2 (6 H L T 2 BB Tofi B IT 22V, FEtBRIick VT,
/RS 50,000 Z B 2 D35 EE. PEEEE, 7T A U ROFERT v A RYEFIRAES

(NSAID) & DfFHIFFFE SNz, 29 LTeEAIOBER N LERGEIITEENLETH D,

5.3 {&Ki®&EkrE

SPRYCEL O # 52 X W (RIRITRE R A v D, RERFERIZ IV T, EEORIEITR 7Y 8%I2 45
e D BIAKIZ 5%, LERITEIZ 1% Th o7, BEEDIEKKL ORE TS 1% A0 IC A D
7o, BEOMKED 1%IZHLNT (FIEH 6.1) ZH)  FFRINEE, Z2%5 0 MK % 5 5 Tk
NI DT E TN X R CRETREThH D, EEOMAKIL, 2, BBERAZLEL TS
EM® D, RBATRIIFIRIE, EHFORAT v A NMEOXHERIE CEHAIETh o7z,

BYEH CML OB 25502 L7 8 SR ML - HEHRFHBRIZEBWT, 1R 70mg 1 H 2 [F4#
H.XV, 1[8100mg 1 H 1[EHE G L2 BE O N, RIRIHE ORBEMEN -T2 (F 4, FIEH

6.1) ZH)

54 QTEER

In vitro BRERDOBALIZ LV . ¥ TF =T ILOEFOWERF (QT MIFR) ZILR T 5 et mig
iz, AMFEE ZxIRE L H—7 — AKRRBRICBW T, QT MME% Fridericia 52 £ 0 i 1E
L 7= QTCFED EE-RfED & O FER R IX 3~6msec TH YV . 95%IEHEX M D _EBRIE 8msec
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MChote, IPNTAHEFFRE LT QTCIEENRE Iz, 361 (1%AlH) @ ~EFH Tl 500msec
ZHZ %5 QTCF RO bl

QTc IERZ AT 2 BEXIIZLO RO H 5 EE (KA U U AMAE IR~ 7% 20 A MUSED &
F. RN QT MEEIEMREO B, PIAIRE L QT LR 2 E R T 5 o 3A %2 f 5.h D BF#H
EMHEOT VN T A 7 U URIEFNC L DIRE AWM EICZIT TWHBHFESE) |12 SPRYCEL & #5-
TOHAITEERLETH D, K Y U AMIE XK~ 7 % 2 0 ASAEOIRRITAFI L5127
ITEDMETH D,

55 iR

&4 (Category D)

SPRYCEL #Zifimic i b5- L= Ga . WRIRICERZEL KITT Al o 5, BRIV T,
R ECTH LN MIEPRELI T T, 7 v b CIRESEER L OIIEEME, v X CHRITHEEN
BN, Ty REROTHXETIE, XY F=7OEME (5 v b : 25mg/kg/ H[15mg/m% H],
% : 0.5mg/kg/ H[6mg/m/ H]) Th, IE « BILFENBD SNz, T bOFEEIZHT 5 )
Yo AUCIE, 7 v FTIX1EI70mg # 1 H 2[E#EE Licga o e M MEiZsiT 5 AUC @ 0.3 15
\ZFHY 95 105ngehr/mL, 79X Tidk b AUC @ 0.1 f%12F1249 % 44ngehr/mL TH -7, I8 - R
RaEtE L LTid, BEE L CoERTY (ERE. bhg. KEE. #8a. a. 808 . Bk
PFEAE (Mg, WaHE - MEKE - AUKE, RULCFRERE. B, &8). BEEXOVNFRBIE ST,
IR, BRIBE~ORERORHES 5 2 L 2845 T 2, I—. SPRYCEL ZIEdIZ&E59 5456,
& D WIS FICBE DR L-HGA 12T, RIE~OEBIZO N THLELIRETH D,

6 ElEM

PUF OFIWER ORI IEICFEHEH L T\ 5,

o CEHEMIH] (AL - AR (23) ROEELKOMEH EoEE (5.1) )
o MBS (BEKOEH EoEE (5.2) )

o IRIEEFE (BHEKOMER EOEE (5.3) )

o QTIERE (BHEKOMEM EoEE (54) )

6.1 ERPREAERAIR

ERARRER (PIEIH& 1[E 100mg1 H 1[E], 1[E140mg1 H 1[E], 1[E50mg 1 H 2\, i 1[H]

70mg 1l H 2[\]) ([ZRWVT, AMmFEEE 2,182 4128 SPRYCEL O# 5251 7=, 58 (hk

) x11 % A (00326 » H) TH-7=,

FERBI T OORWERNREELL TEH Y, &ERIEIZW o572 DITEMER CML D 9%, &
173 CML @ 10% . ‘B #E2EERIEZMER] CML T 15%, U >/ 3EERMEAMES] CML X% Ph+ ALL ©
8% TH -7, BMH CML OB % K5 L7255 3MHEwE AL - HERFRERICB VT, 1[H

70mgl H 2[EEEE- LV, 1[E1100mg 1 B 1[EEE L7 BE O, BWERIC X v &5 %2FIE L7z
FEDED -T2 (BTN 4%K T 12%)

T (20%LL EoBFE WA Se) BWERIZ. AIRIER .. MR B, R, BD. i, g
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95 K ORI IN 2 & T o 72,
£, EREBREWEAIZ, BE 3%) . MK (9%) | FEEWELTERBALE (4%) . BIGHIm
(4%) . fifige (3%) . J&H: (2%) . FRINEE (3%) . WufE (1%) . & (3%) . A%

(3%) . T#H (2%) .

7 o MPELARE (2%) KOWODERITE (1%) Thol,

10%LL LD A TH LI BRRAEM R T LB LS ORINEM 2 % 212777,

F2 . AEREFEIZBITAEIER (10%E, £ —F) BHRER (%)

U LSRR MR
BREIFERYE | P oML B OY
AER B CML? | B17H CML | 2 CML Ph+ALL
BlfER4 (PT) (n=2,182) (n=1,150) (n=502) (n=280) (n=250)
4= Grade Grades 3/4 Grades 3/4 Grades 3/4 Grades 3/4 Grades 3/4
ik e 37 8 6 7 13 7
RAEME R TP AE 20 <1 <1 1 1 <1
fg 7k 22 5 4 5 10 6
Z DA O RIEITE 10 3 3 3 6 2
A By PEvENE 3 <1 <1 1 <1 1
, D
Z%gég%?il 2 1 2 <1 2 1
DNEERR T 3 1 1 1 2 0
Jiti 7 i 2 1 1 1 1
JEK <1 <1 0 0 1 <1
i v oo, 1 <1 <1 0 1 1
T 31 3 3 4 5 4
GIEpr 24 1 1 1 1 2
HH 1ffL 21 6 2 11 12 8
5 Hi i 7 4 1 8 9 5
HRAR AR SR Y I 1 <1 0 <1 <1 2
Wi B ke re 14 1 2 1 1 <1
FEEN 13 1 1 2 3 1
T 21 2 2 3 1 2
Bz ¢ 22 1 1 1 1 1
I 22 1 1 1 2 2
IR ] 20 4 5 4 5 2
&R 10 1 1 <1 1 2
i i 13 1 1 1 1 2

a BT — 2132 EDO SPRYCEL # 5 L BHE L2 ETe, HERYEIHAETHS 1[H 100mgl H 1 EIZEE L
7o1EMER CML 0 B 12 BT AR EDRIERIC DWW TIER 4 2],

b FESHEREAR A, ODARE, ) o IMMLARE, DFE. 9 o MM LAGEE, JLIRMEREREE | BRI, DEAE%
ALBE, ZTEALEE, FBNERIB. REALEE, LTS, BRIE, B, MBS, BIIERE . REMERE.
¢ BRIREZZ ., BRIR B EE, B, % 5 EMES., BEMEE, REHB., REE, 2 ) 7~ h—7

ARREIE . INKIEPEZERRE N KIE MRS,

B CML BB A x4 & LT, BAEA(LE 2 FRBRIC I\ T, 101 o 4512 SPRYCEL  (#][H]
M&E 1l 70mgl H 2[\) %, 49FIDEFICA ~F =7 (FEHEL1H 800mg (1[400mgl H 2
[[) ) Z&E L7z, ARBRTIE, b0 E20EERIC o 24— =Rz, 7/ a A4 —N
—F TCORGMHFE (FRE) X, SPRYCELEE (19 % H) oA ~F=78 B»H) LvE
Mmoo, FEEDRIWEM AR 3ITRT,
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< 3. 55 2 FEMEALRER (IBMH CML) 2B T 2R EDEIEH
SPRYCEL%(n=101) A ~F =7 ¥n=49)
£ Grade Grade 3/4 £ Grade Grade 3/4
BIER4 (PT) FHBE (%)
T 37 2 29 2
ESlisRe] 36 7 43 0
g7k 23 5 0 0
RAENE R TP i 17 1 41 0
DY TEE 2 0 4 0
D o IO AR 4/ 2 1 0 0
DB REREE P
LSRRI 1 0 0 0
Jiti 7 i 3 2 0 0
it 75 1 A 1 0 0 0
CENTIN 24 0 33 0
HH 1. 18 1 8 0
T B H 1. 3 1 0 0
e 10 0 24 0

a FEIFAE : SPRYCELL[H] 70mgl H 2[a] ; 4 ~F =71 H 800mg (1[=] 400mgl H 2[=])
b FEEBRERA, OAE, O oML ARE, DIE. 9 o MM LAE, ILIRERERRSE,

BRI, DR

1BV CML OB 258U L7235 3R AL - MERGRBRICI W T, REHIFO R fET
#9012 5 A (H#EPE 0 <1~20 4 H) Thotz, FrEDORIWEH Z2 IEHEREICE 41077,

K4 FIMEEME - AERFER (BRI CML) 12RT 2% EDRITEM

ETE (%)

100 mgl A 1[n] 140mgl A 1[A] ® 50mglH 2[A*? 70mglH 21[=]*?

B (N = 165) (N = 163) (N = 167) (N = 167)
alfEMRA (PT) 4=Grade Grade3/4 4:Grade Grade3/4 “4:Grade Grade3/4 “4Grade Grade 3/4
T 23 1 26 3 26 3 25 4
ST 24 2 33 4 27 4 32 5

RAEME R TR R 14 0 14 1 14 0 16 0

fig 7K 10 2 20 2 16 3 18 2

B PR 2 0 3 0 0 0 1 0

5 o MR 20 0 0 2 1 1 1 4 2

FERER &

SRR 1 1 4 1 2 1 2 1

Jifi 7K e 0 0 0 0 1 0 2 1

i 6 I i 0 0 0 0 0 0 1 1
H I 10 1 12 1 9 2 14 2

H R i 1 1 2 0 4 2 4 2
a B CML X9 2 HEREYIE A & Cld ey
b AEEMEERE, DAL, ) oML AR, OFIE, 5 > MPELHEE, JREMRIERE, BRERED, LERE%

FRARREMR R

— B BEIHI A FEBL L, grade 3 X% 4 OAFFERBUME, i/ INRIBAME K& OV 10> 38 BLAR FE 1318
PEH] CML IZEE~, BATHI- AMEH CML & 5N Z Ph+ ALL TEidvo 7= (£5) . £7-. #HEHHIC

REETHOTBELZIT TIERLS, EFETHTBE THRRICA BT,

HEOFRINHEAFEH L EETIE, —RICERGPIOIREICIVEEL, &EPIRICE-7-
bOIXINTH T (BEREN LOIEE 6.1) Z/H)



AHF=J K KERMAIXE 2008 £ 5 A Page 7

Grade 3XIZ4D N7 AT I F—FE, BUALE LD ER KO Grade 3 XL 4 DKV T AILE,
Y URRMSE XN T IO IE T HHEBL L2, BRI LY v EFERVE AR CML O

Ph+ ALL CHREUBHE N ®mr o7, T AT IS —EB I Y v e o ERIERE, #&5-Fic
LB RETdH 577, Grade3 XL 4 DIEH LW AMFEIX, %< DPEH LT T AEOES
THENA LT,

5 2 AR EEVE A LR BRIC B\ T, Grade 3 X% 4 OAFFERIBUE, i/ MRS JE K OV 1L 0D FE LR
I%. SPRYCEL B TIZZNEI 63%, 56% N N 19% TH-7=DIZR L, A ~F=TRTIETZENE
A 39%, 14% M 8% T -7-, Grade3 Xix 4 DKL v AMFEDFIHZRIL, SPRYCEL BT
X 4%, A ~F =T EETIZ 0% TH o7, 18I CML BFE 25512 L8 3T - HER
FERBRIC IV TH LN BRRREE R T 2R 5 1TRT,

%5 : CTC Grade 3/4 DEERBREHERELE (%)

BREFERME AN U SRR R

{2t cmL? BATHI CML CML CML K T Ph+ALL
(n=1,150) (n=502) (n=280) (n=250)

il

I A ER kA 46 68 80 78
/ISR kA i 41 71 81 78
E=gil 18 55 75 45
MmEA L

1KY BRI i 10 12 19 20
AL AigE 2 7 16 11
SGPT (ALT) L&H 1 3 6 7
SGOT (AST) L5 1 1 4 5
Y LE ME R 1 1 4 5
I VT F = E B 1 2 3 1

MO T — 2 XM EO SPRYCEL %5 Lo & 4 &ate, HHIEIHE TH S 115 100mgl H 1[5 % &5
L7218V CML D BFEICHB T D BRI R 22\ Cldk 6 B,

CTC grades: 4fH1Ekigi0 i (Grade 3 >0.5-1.0 x 103/mm?®, Grade 4 <0.5 x 103/mm?); ifiL/ N8/ JiE (Grade 3 >10-50 x
10%mm?, Grade 4 <10 x 10%mm?®); & fi(~%E ~' & & fi>6.5-8.0 g/dL, Grade 4 <6.5 g/dL); 7 L 7 F =i |-
(Grade 3 >3-6 x TEH {H R, Grade 4 >6 x1IEFE _L[R); £V /L B A# 1 5 (Grade 3 >3-10 xIEF & _L[R, Grade 4
>10 xIEH fiE_EFR); ALT X% AST _E5-(Grade 3 >5-20 x1E # i LR, Grade 4 >20 xIE # i _LFR); KA /L3 7 A IfjE
(Grade 3 <7.0-6.0 mg/dL, Grade 4 <6.0 mg/dL); {5V > ¥ ifi fif. (Grade 3 <2.0-1.0 mg/dL, Grade 4 <1.0 mg/dL).



AHF=J K KERMAIXE 2008 £ 5 A Page 8

+£6: FHIMEBEALE - HERFRE (BMHI CML) 1281F 5 CTC Grade 3/4 Dl
KRREEREER (%)

100mgl H 1 [5] 140mgl H 1A 50mgl H 2[A] ® 70mgl H 2[A] ®

(n=165) (n=163) (n=167) (n=167)

JiilR7 3

U BRI 34 43 46 43
M/ N E 22 40 34 38
2. 10 19 18 17
QIR e e

KV ERIAE 8 6 7 7
& H V7 S ILE 2 3 1 2
SGPT (ALT) L& 0 1 1 1
SGOT (AST) L& 1 1 0 0
v U LVE ME A 1 2 0 1
LT F= M R 0 1 0 1

a 2VEH] CML IS 2 HELERI R & T iz

CTC grades: #fHEkigi i (Grade 3 >0.5-1.0 x 103/mm?®, Grade 4 <0.5 x 103mm?®); 1fiL/ M IH/iE (Grade 3 >10-50 x
10%mm?®, Grade 4 <10 x 10¥mm®); & fi(~F 2’ 1 & {>6.5-8.0 g/dL, Grade 4 <6.5 g/dL); 7 L 7 F =i |- 5-
(Grade 3 >3-6 x TEH i R, Grade 4 >6 x1E#E _L[R); &V /L & AH 5 (Grade 3 >3-10 x1E 7 & L[, Grade 4
>10 x EH fE_EFR); ALT X% AST E5-(Grade 3 >5-20 x1E 7l [, Grade 4 >20 x1E & i _LFR); {4 L3 v Al
(Grade 3 <7.0-6.0 mg/dL, Grade 4 <6.0 mg/dL); {& U > fi.jiF (Grade 3 <2.0-1.0 mg/dL, Grade 4 <1.0 mg/dL).

Z Dt
SPRYCEL DK ERIZ I\ T 10%AK7 (1%~<10%. 0.1%~<1% ¥ 1%<0.1%) (254 H7-EIEH
. UTICRT, BRI EMICESX N O0ELRETEH LT,

%’/ﬁgﬂﬁﬁé’-l%qum—*aﬂﬁmﬁﬁ CHEERIM AR L) | WHEAR R, MEMIEm. (ER. 2.
PENWCHEARPE S . KIBR (PP BRIV MERIBR 72 L) 5 0.1%~<1%—HiE FFEE, R, L

ﬁﬂﬁfé%\ FES : <0.1% — FIE %

L IEER RGF/PTHRRE : 1%~<10% — HEJ)5E, &, MJm. I 0.1%~<1%—PEEUk ;

<0.1% — IR 2 LA TR

SEIFI L OB FHRBHEEE - 1%~<10% — & 2 FEiE, IR, BIBGE. RIS, ZIHE, 22

Feigse (3B%) ; 0.1%~<1%— KEIEE. ARk, mFEhEEE, MoEE, Ling, &

PEEPE AT o BRI R R . ENGREZE  <0.1% — 5 - RIER AR R AE R

PERES, SRS L OVHEREIEEE - 1%~<10% -k, iz, fiilse ; 0.1%~<1%— Wi, K& X

FEAE 5 <0.1% —/2 Pk IR 550 iE e A

PEREFEE : 1%~<10% —= =2 — 13— (CEfftE=a—m 8y —7p &) | i‘?@b‘@bf)ib\ TRYE

B IR ; 0.1%~<1% — Rk, Joth, B <0.1% — 8, MM R AE, PR AR I % 1

WIS L VY o NREEE - 1%~<10% — FEEWVELF BRI E . PLILERIE 5 <0.1% — JRZFERES

BRI L OFF RS © 1%~<10% - BIER . . FINORIE, MK T 5 0.1%~<1%

— B AEE, BRBOTIALAR 5 <0.1% - iR

B 1%~<10% —REJ/D . RERI ; 0.1%~<1% —IiLF 27 L7 F 2R AR T —EB8hn

JBRRIER L OFFEHIE  1%~<10% — &Y (HEEME, & ¢ AP FEME, RFE) |« gk G

EME, U v RME BEMEAET) | ERGERYE S RIE, VSR T LV R R RYPERG 2
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0.1%~<1% —RuffE (BT 4 5 de)

AR L PRFEEE  1%~<10% - BARCTIR, BAEE ; 0.1%~<1% — @& RIEMLAE

DB : 1%~<10% —REEIR (BHRZ: &) o B8 5 0.1%~<1% —FROJE, OFER, DIEK, O
SRR (DEMSEIRZ &) | DIIEZE ; <0.1% — Lk, SMIEBINRE BERE

AREERF : 1%~<10% — HLAEMEE . IREZE 5 0.1%~<1% —ifilkse

M BEE - 1%~<10% —HL, S LE 5 0.1%~<1% —K I, MAPEEIRSE ; <0.1% — HEdk fz B
PEREER © 1%~<10% — RIRIE. 9 D9 5 0.1%~<1% -R7%, PHELIRAE, JEIEARLE, Vv F—
JBGE

LIRS OV BREE - 0.1%~<1% — MALELE . AHAIH R

EE, FFEB L MEEGHE : 1%~<10% — 145

BB OFBBEE - 0.1%~<1% - Hg, [t £

FPREE R - 0.1%~<1% - IHFER | IFRK 5 <0.1% — B 5 -

BB ORBSEEE - 0.1%~<1% - MR, BAREe, EAR

BRIt BB L UM B DBEY : 0.1%~<1% — [EI5 57 BE AR

FREFREE : 0.1%~<1% — BHUE  (REEiMERIBEZR &)

7 EYHEEER

71 FYFo-IOMmMBEPREEZLRIEIETIDH S EH

CYP3A4BHEIE : ¥ F =7 1L CYP3A4 DIEE TH D, BHFIDFERNABEIZ, ¥HF=7 (1
H 18] 20mg) %=/ h=aF>—/ (1 H 2[A200mg) &HFAFKEG LizE A, X F =7 " Cmax
FLOVAUC RENEN 45 R ONE % ESH Uiz, CYP3A4TEIEAPLET DA L DOFHICL Y, &
P F =T OREBRELENSELB8TWRH LD T, JPHZBET 5 Z &, 87172 CYP3A4 [HEHKD
BENBERBEAIE, AEFESEENCE=2 ) 7L, BESZEEBTLE (- HE
1) ZH)

72 BHFoIOMBHIEEZBETIEIETIDHLHFEA

CYP3A4 BFHEIR : 38 /17 CYP3A4 FEAITHDH Y 7 7 ¥ 600mg &4 52 8 HIEE H B 5%,
SPRYCEL Z®HICHi[EIE 5 L= fE R, ¥ F =7 O Cmax &KUY AUC (32121 81% KUY 82%
KT U7e, BEBIEME2FE T 5 aierEns & 0 ROl 2 5845 2 &, CYP3A4 #HEK
EDOPFHP R E YA 121L, SPRYCEL DM EABETHZ & (k- HE 21) 2H)
HIEEEK « JEWREBER D, XY F =TI pH KT L TR 5 Z E DR ENT, 24 Bl
RN T V2 =0 LK b~ 73200 AEHI30mL 285 L, 0 2K
SPRYCEL 50mg % Hi[alf& 5 L 7= &R, ¥ F =70 AUC |[ZIT K& 2 BIX A B2 o 1208,
Cmax 1% 26% b5 L7z, [ARCOFHEEE LIcaicid, ¥ F =70 AUC 1Z 55%(K F L, Cmax
I% 58%f N L7-, SPRYCEL & HillE23E [RINFARITRET 2 2 & WSROl 3 LB 2255121,
SPRYCEL OfiRFE & 2 IR DL 2 221 CTHREE S 2 2 &

H, RBHERERV IO PR TLA VEER —  HyZ BRI O 20 L7 7 bR 7o
eSS — (TrEFVU, FATTYNVE) K DRI D BRI, F T
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=T ORFEEF IR TIELFREERD D, 28 ORBEMRNCT 7 EF V2L, £D 10K
ffl#|Z SPRYCEL 50mg & HL[EI#F G- L7258, ¥ F =7 D Cmax LT AUC (ZZ1E 1 61% K
63%IE T L7z, HyZ BTV I 71 R 7 A v e EXZ— & DOFERITHESE TE 220,
FIEAIOMER 2 BET 52 L,

73 FYF-IICKYMBEPRENELLT E2EThDH S EX

CYP3A4 & : 54 Bl DOEFER NI CYP3A4 DFLVE T D v v /N A X F % SPRYCEL 100mg & [A]
BRICHEEE LZE 2 A, "2 EF D) Cmax KO AUC IEZZLFH 37% K Of 20% |- 5-
Lo L7 o T, LA -T, CYP3A4 OIEETHY | JRIFIRONIKA] (T L7 = H =),
TAT IV =), TNAT7xFTr HFYR vraAR) Yy T F=) BEEVR, *
=y, vr VAR Frual A EATAABA K (mLra¥Iy Yk Rpxzdx
V) BT 2HEACE, EETAH L,

8 WHLBESRH
8.1 IEim
I Category D (B2 Kk OMEH 078 (B.5) /)

8.2 Ziltm

SPRYCEL DIt HA~OBATICET 2L e\, Ft P~BATT 2 3-A411LZ <. SPRYCEL 233,
VICEERBANER 25 & T REER S 5720, BHKRICKT 2D SPRYCEL O M2 EEIZA
N, I AP I+ 50, SPRYCEL 05214252 &,

8.4 /MR
18 i AR D FBE T D SPRYCEL DA 20 M OV VEITHESL L TUN 720y,

8.5 BEE

AR T SPRYCEL (¥ F=7) Of&5-%2%F7- 2,182, 547 5] (25%) 7% 65k I,

10561 (5%) M 755%Lh ETH o7z, T b@mimE ICB N Th, Rt X0 VEE LFEE L
T2, 65 L EOBE CTIIRKITE N LV 2 ARON D AREMRH Y | HEHERS E=4—
T5HZ L, ARECONTIL, Sl LIEmInE ORIZET AN h 0Tz, UL, &M

CML x5 & Lz, 2 >OMEIELILRBRICB W T, Mg s2M Major 2% (MCyR) =KX, 65
Ll Lo EEEICB W TR D o 12,

8.6 HFH#REES

R RERE = BB ~ DO FRBR T2\, T E TICFEM L 7= R RBR Tk, ALT XX AST 28 IEH
il ERRD 25542 58, v VA EENIEFE ERO 2528 2 5 8F 2l AT
B, X F=T I ECFTREIND, FEERESEEE~OBRSITEERLETH D,
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8.7 EBiEEEE
BRGRERE B ~OF BRIV, FHF =T ROTORBWO R THERIT 4% Th 5,

10 BEHRS

FRPRERBR (36 1T D 18 B4 - OFEBR I TR R ZEBNTIR BN T\ D, I 58 & LT 1 H 280mg
Z LIARBG Lz 2B RE S TH Y . BB & b ICEE OB HEME R O LA 2 bk,
SPRYCEL IZHEE O FREMHFNICEE 5 LT\ D 2 & s (BERMEH LoEE 6.1) X NGIEH
6.1) 47) | HEREMEEZE L TRE LIZBFICO W T, BREHIC DWW THaIcBlg L,
WEETRLE ZAT D o

BT, AMEOBERE & L TLEER A BT\ D, > #JEIC 100mg/kg (600 mg/im?®) L
LEREHERE L E 25, DEEIE, FLLEERLARE Sz, Y1 10mglkg
(120mg/m?) LA L2 HERS L7z & 2 A, IUHEH & ORIRI LT o R 285 57z,

11 R
SPRYCEL (¥H%F=7) (X, JKFiHR AT NI LEFGTHFr v X —EBHRELT, L%
ZIEN-(2-7 B 2 -6- A F )V 7 = = )V)-2-[[6-[4-(2-& R ¥ =F)N)-1-E'RT TV =)L]-2- A F/)L-4-F
VIT=NT 2 )5-FT7 = AN ARFH I R KW, 5312 iE CuHpeCINOLS « H,O ThH
Do —/KFMW D551 506.02, 7V — KDy 8IL488.01 Th D, ¥ Y TF =7 Db FHEiE%
AR,

HDm@ - ) o <

N N

D) me
CH; HyC

FYF=7FAHELRV LHEBAAORRTH S, FEIIKIIFLEAL LRI, =4/ =1 KRR
B ) =TT,

SPRYCEL §El¥, Ftaza\y LI AR CREAMED 7 4 b A — MET, P F=T KO, iR
M & L TR AR, e AT —R, JEABAAT—RF LY A ERRFL oY
NEAR—AL ATT YUY IR T AEERT D, BRI —T v 7IliEe TR AR =X,
TEeF A, BV ZF LY a—-AnNEEND,

12 EREREIE
12.1 {EFA#F

A F =T 13T ) E VP L~V T BCR-ABL, SRC 7 7 = U — (SRC, LCK, YES, FYN) . c-

KIT, EPHA2 K} O PDGFRB AR DO K FEx T — B 2 AEFET 5, il o, ¥4
=71% ABL ¥ —EB DI & RIEMER O SLEREEIZR AR CThH D L& 2 iz, Invitro ik
BRICEBWT, Y F =TI R VIERA ~ T = 7S ORI O A AR SIS E 2 R L
BCR-ABL Z iR FEL L TV S @M EE MR mm (CML) K OVGEMEY 3k E s (ALL) il
OWIE & FE Lz, [R5 T, ¥ F=71EBCR-ABL ¥+ —F¥ R A A DR SRC 7 7
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U —FF—F (LYN,HCK) % & HiniERREs OTEMAL & OZ MR R ORI FEBL AT
ERBHBA T =T MR T OB ER 2R Lz,

12.3 EYENENRE
R

ZYF =713 A 5% 0.5~6 K] (Tmax) OMICHKREMFIRE (Cmax) Z# L7z, 1H
wm~mmm@%%ﬁﬁﬁﬁmmﬁ&ﬁimmWLT%ML\ﬁ%ﬁ‘i&@g%fﬁ%f%
STz, FHRER B 3~5 K CTh o 7=,

54 B OREFERL AT L CHEMBITEE R 30 5% I 4 T =7 100mg & Hial# 5 L7 BRic, b
AUC 78 14%E 1 L7223, BFROREIIBHAMICEE CER2Wb 0 EE X bk,
paKiil

BETOXYF =T DOIIINT OSAAFFEL 25061 TH Y . MEIMIILLS DML TND EEZ S
Niz, XY F=T RONEEREMO e Mg S X7 ~OFEE3IE, invitro (235 T 100~
500ng/mL D2 FEFLFH TR TR TR < . TNV 96% K TN 93% Th > 7=,

Rt

FHF =713t MIBWTEIZ CYPIALIZ L R =4, TEEREITZEIZZ O CYP3AL %
SrLTERSND, 7IEVERE/ AFTTFT—E3 (FMO-3) KUV Y P VRAT =— |
—Inrma )NV T A7 2T —E (UGT) BEEL X TF=7DRHIEAEL TW5DH, & MF
7 uY—LEAVERBRICBW T, 9T = 7 IERERK A 72550 CYP3A4 FLEIER 2R LT,

ZHF =7 L RRREOBENE 24T 2O AUC IE, ¥ F =T DK 5% Tho7=, 2D
FERND ., ZOEEREIIF T F =T 2R L L BB IN I RBERICH TV HE L
WeEBZOLND, ZofMich, EEIEEAR L O R W LE D FEAET 5,

ZYF = 71X CYP3A4 Z MK TN IRE T 5, KRB CBIEINRE T, ¥ HF=71%
CYP 1A2, 2A6, 2B6, 2C8, 2C9, 2C19, 2D6 & 5\ 2E1 ZFLE L 72\, ¥ F =TIt  CYP3A4
BESR OFELH TILRW,

Pt

TR ERKITEE~OPTH 5, [MCIFVF =7 2 HERR OB EG%, 10 BB TR & OHEH
HZ R S AL 72 G- ISk 2 B BRI E N E A 4% K T 85% Th 72, 2D 9B, JRHFK
OFEAH 1 O PR S 72 RE(LIRITEE S L7 B RED T4 0.1% &% (N 19% Th b | SR L OV
fE PRt S 72 BURBE O K o MG T - 72,

ARl B ORI D

MBHREIC KT DR E S R OB ARG LR, BRMICERO D D4, MO R
LSV AWAS TS

13 JEERER=14

131 HARMYE. ZERMYE. ZHRE~DEZE

D3 AUJFEPERBR T I 0 L TV 7220,

F o A =— AN AL —PNEN Z IV 5 in vitro MRS S F R Tl ARENEM LR DA I
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DD BT YR B EFHRIENTEO bz, £72. MEZ VS invitro O IR 22878 Bk

(Ames iBr) TIIARFEMLARST, 7y MERBRCTOLBEEEEZ RI o7,
SPRYCEL DA RREIC MIF T REIC OV TIIRE L TR0V, B OB 2 VWi g ik b
R MERRBRARE ) & . SPRYCEL XA FHHERE OV IR RBIZ 58 & RT3 ATREME DV RIR S 47z, [EE)
W~DEE L LT, FEEY A XM/ N OREFEUNR O . W ONTRISIIR, FEFER ORE B D
FEFEENRBO T, VLTI FEORIER OIVERERRO B, 1F > i ClFEmrEIpR
K ONEAE R AL S vz,

14 BEREREERAIE

5 2 fHE—T7 — AR

A~ F =TI SUIARTE OB MEESEEA MR N7 « 7T V7 ¢ 7 YR a U X
A MR &2 %5 & LT, SPRYCEL OF ML ONZEMEZ BG5BT 4 D08 2K —7 —
LR RPN E M S e, A v F =7 IO ER & LTE, 3-6 » A DORE Tk
MISERBMREZ TR LR o 72 b D, 12 5 A O 5 CHILER M) Major BAE % 2k Le o 72 b
D, HMRRE R LR AN DL LT b ONEEND, 4 VT =T ICRMEDE
F& LTIE 1A 400mg P EOEENRTE RN, HEFRICLVEGSERIELZbOREE
WD, MEVEIERPEEBAE PP R 186 f1, AT IR M B BAME B M R 107 1), B REFERME S
PERIIE LB BEE MR R 7461, U 2o SSEERME R NB M E R AR H D VX T 0 T T VT
o TYARBBERNE Y VM A MR RS T8 B A AN B, BRI ERTTH D, LLFORK
1% SPRYCEL £ 5-7° 6 # A Ll EOWBRFIC S\ THER Lz, RERAIET, LM 49%, FA
2N 89%, HAIULT VT AD 10%, 65 mLh BN 23%, 75 BN 3% Th oz, 1A E DO
BENA ~F =7 ACERIE, A v ¥ —7 znr, BHBESOWEE EBIChE > TR T
W (R T, BERA ~FT =70 1 Afem A&, Ko 5 400~600mg, 7% 5 K928
600mg # T > 7=,

RT7:BEBREER, B2HE—T— 2R

HHEIEER M U RIEERME
2PE CML BITHICML 2k eML SMER CML Ph+ ALL

(n=186) (n=107) (n=74) (n=42) (n=36)
zZWrr b oMM (H)
ot R 64 (4-251) 91 (4-355) 49 (3-216) 28 (2-186) 20 (3-97)

A ~F =TI 68% 93% 92% 88% 94%
A~ F =T RHE 32% 7% 8% 12% 6%
A ~F =75 3FHE 54% 68% 47% 24% 3%
A =F =75 WM L@ 80% 92% 85% 52% 56%
LB ED 0 42% 67% 66% 79% 92%
A =7z 550 70% 75% 55% 48% 8%
BB H 0 9% 18% 12% 33% 42%

2flizxt L, SPRYCEL # 18] 70mg 1 H 2 H &5 L7z, ¥V F=7 &G (FERE) %=
*£8lTT,
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#< 8 : SPRYCEL O#%& 5., F 2MHHE—7 — AR

B R DRVEAS 352
21 CML BATH CML 2MEH CML aPEH CML Ph+ ALL
(n=186) (n=107) (n=74) (n=42) (n=36)
B3 (1) 5.6 (0.03-8.3) 5.5 (0.2-10.1) 3.5(0.03-9.2) 2.8 (0.1-6.4) 3.2 (0.2-8.1)

gAE (SEPH)

&ML CML O = A ZhHEREAG T B IR0 Major %/ (MCyR) THVW., 74 7T N7
A T Y ARSI 23 2k U 7252 2 Ff# (CCyR) & 5 )M 65%LL B Loy Efig & Ui,
BATHL, " BESFERME S OV Y o NSRBI SR CML & OF Ph+ ALL O EZEREAIE B 1L ik 5
) Major /% (MaHR) Toh v, MIRFRIZEREM (CHR) LMK FHIE /3 5fE (NEL) & L
72(3& 9),

SPRYCEL #5012 X W X TOJRiE CHIB R PR EAR, MK FOEMENISE LTz, H—T —A
AER CORBFRE R IR LT, BMEH CML Tid. MCyR 3[X 45%, CCyR (Ph+fifil 0%) =R
1£33% CTH-72, MaHR R, BT CML T 59%, ‘HHiZFEkMESMEI CML T 32%, VU > 33F
BRI CML T 31%, Ph+ ALL T42%CTh -7,

HEAR TR EMRIT EICHIE OBRA A Th 5% 5 128 TH L7z, MLRFHI R K ORI ER
FHIZHFIL, B CML, BATHI CML, B REZFERMESMER CML Tk 6 » A [ o8B s
it LTz, MaHR OFFge I (T e fil)ix, U o7 SSFERMERMES CML T 3.7 » H, Ph+ ALL T
48 » HTH o1,

I ORWFITHF i, RN LD EITA LR > T,

#£9: HE2E—T7—ALRBRIZEIT A SPRYCEL O& % 2

EREAERIE U SRR

{21 CML BATHI CML SMER CML P CML Ph+ ALL
(n=186) (n=107) (n=74) (n=42) (n=36)
MR B (%)
MaHR (95% CI) n/a 59 (49-68) 32 (22-44) 31 (18-47) 42 (26-59)
CHR (95% CI) 90 (85-94) 33 (24-42) 24 (15-36) 26 (14-42) 31 (16-48)
NEL (95% CI) n/a 26 (18-36) 8 (3-17) 5 (0.6-16) 11 (3.1-26)
B SRR EAE © (%)
MCyR (95% CI) 45 (37-52) 31 (22-41) 30 (20-42) 50 (34-66) 58 (41-74)
CCyR (95% CI) 33 (26-40) 21 (14-30) 27 (17-39) 43 (28-59) 58 (41-74)

a KT O TIX T EHMIE B R 5

b MEFREAEDFIE(NTH G 4 B O M) @ MEZH Major TEE (MaHR)  : Mk 55 2 TR
(CHR) +I & FHIER 5y FifE (NEL)

CHR (18 CML) @ AMBRASHERR LRRAE LIRLLTF, iR A 450,000/mme A, ARSI o I 2EER & 2 WO i
BREERAZFRD A2, KM OB BEER & % B BEER ORI 5%AN . ARRY o o> I EEER DS 20% A0, BES- A if
WETRD RN

CHR (B1TH1 - Z2MEH CML/Ph+ ALL) : FAMERASHERR LIRELL T, 479 ERAS 1000/mm3 BL L, /MR A
100,000/mm? LA b, ARAY M2 3EER B B VI RTE BEER 2520 2200 BRI OIFERDS 5%LATF ., AR it oo B B ER
LB BER DTS 5%ATM, ARAY I oD LFHE FEER 2N 20%RTi, RS A LI 2 R 20

NEL : 4F$1EkA% 500/mm? LL_E 1000/mm? il 3 fn /MK A3 20,000/mm? LI i3 100,000/mme LLF LIAk % CHR &
[ERVE %

c MRS A ERE : CCyR (Ph+73 0%) 3i% PCyR (Ph+43>0%-35%) , MCyR (Ph+73 0%-35%) & CCyR &
PCyR D1,

nfa=#%4&d
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HEAEA{LRBR

SPRYCEL 1 /7/70mg 1 A 2 [a]# 45 X [T+ ~F==7"1 [5]400mg 1 [ 2 [a]DF 2 {HAEEZA L #E, A
~F =7 400mg & 5\ T 600mg ITHRFUEDOEMER] CML B 25t 5 L LT, EERL, IFERR
B i L7, EEAHmTE H (X 12 8EF0 MCyR & L7-, 150614 SPRYCEL 1[a] 70mg 1 H 2 [A]
h LA ~F=71H800mg (1[a400mg1H 2[A]) 5T 2:1 DETEIY fFi)72, FEHRBDHY
B, HOLWVIEIARMECTH LA, 20 DOBREGHEI n AF — =%, 741
—7 v FHE O REIL 15 5 H Ch o7, 7 B A — S—Fio#E5HIM O F i, SPRYCEL
N1 AROA~FT =T N3 H HThoT-,

7 v AA—/3—Hij®D CHR #(X, SPRYCEL #:TIX 93%, A ~F =7 RETIL82% TH -7, 121
IRFD> MCyR 3%, SPRYCEL #£ T 36% (CCyR =% 22%) ., A ~F =7 H T 29% (CCyR /%
8%) Th-ole, FVERMEREXRDT+v—7T v 7KIC, 7 1o A4 —/3—fT, SPRYCEL#£T
52% (CCyR #(%40%) . A ~F =7 H#ET33% (CCyRF (X 16%) Th o7z, 7+ —7 v 7 H
BOFRAEIL 15 » H ThHoTolod, HEVIHERAL LT, MCyR WM & I E TS eh
277,

BRI CML 2515202 L 72 55 3 tHEBF L « HEBRAZFE . A ~ T =7\ TGN SUIARINE O 12
PEH] CML B3 123\ C, SPRYCEL @ 1 H 1[I EREOAMEE 1 B 2 [BE 5K DA 2hit: & b
U CRHili 9~ 272912, BAEALIEERARBRZ FEM L7z, 6 » H LIS DAFEZEZ & OB K 7205
B 3w HUWIZ ) ot A4, EBEORENR, & 50 QTCIER 2 H 7 2 BE IR L7,
FEMEA X, A ~F =7 EPUEO @RI CML BEICTHIT D MCyR & Lz, 4RI
HEE, REBFICBT2R1IAHEIEDOMCYR & Lz, AFFT67061 (55 498 filidA ~TF =
THpit) % SPRYCEL ¢ 100mg 1 H 118], 140mg1 H 1[5, 50mg1 H 2[a], 70mg 1 H 2 [B]D#
HRECIIERBIMN Uiz, 74 —T7 v 7#ifiZ6 » AL EE L, HE5EHEOPIMEITHNE» AT
HoT,

FfEE AT 10128 LTz, 2 TO SPRYCEL # 5 HEIZB W THZIMENGRD Hiv, FEFHGEE IC
BWTLHLEERGCALNAMMEIT LA 2B THLNAM L RRE GELH) Tbh
o7z (MCYR FD 71T 2.8% ; 5%FHEXM [-6%~11.6%] ) . FEARFEIKAFHEEHIZHB W T,
1 H# 55 100mg % 5 & 1 A #5-8 140mg £ 5 CRSOH M GELHHE) A6z (MCyR
D7E1%-0.8% ; 95% 5 HEX[H [-9.6%~8.0%] ) . 74w —7 v IHIMAN 6 » HUL EL2 ol
=, HEVENRL LT, MCyR I A MEICEETE ol
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10 : 55 3HEBEME - HERFRBRIZEIT 5 SPRYCEL DA (1BHH CML)
SEBIE (%)
100mgl H 1@ 50mgl H 2[E? 140mgl H 1[E? 70mgl H 2 [A] 2

N = 167 N =168 N = 167 N =168
EFRERE " (%)
CHR 90 92 86 87
BB EMR © (%)
MCyR
RIEH] (95%(3 HE X [H) 59 (51-66) 54 (46-61) 56 (48-63) 55 (48-63)
A ~F = THEGELE S
(95962 i1 ) 53 (44-62) 47 (38-56) 50 (41-60) 51 (42-60)
(n/IN) (66/124) (58/124) (62/123) (65/127)
CCyR
ZHEB] 41 42 44 45
A ~F = TGRS
(9596(= 41 5 FE) 34 (26-43) 35 (26-44) 36 (27-45) 39 (31-48)
(n/N) (42/124) (43/124) (44/123) (50/127)

a 18P CML %% SPRYCEL OHESEW)E & TIE R

b IMEFMEEDOER (W Td 4 EMORRALE)

CHR (I2PE CML) : [ BRECHS M s EFRAE LA T, i/ ER 2 450,000/mm3 R, RIS I A2 2EER & 2 U IR
BHEERZ RO /2, KA ML OFBEERE & % B REERE O TS 5%AN, AR H O 4 M FERE DS 20% A0, S+
H I & 5B e\

c  MIERFAEMOES : CCyR (Ph+230%) . PCyR (Ph+73>0%~35%) , MCyR (Ph+7% 0%~35%) %

CCyR & PCyR D7l

15 &K

1. Preventing Occupational Exposures to Antineoplastic and Other Hazardous Drugs in Health Care
Settings. NIOSH Alert 2004-165.

2. OSHA Technical Manual, TED 1-0.15A, Section VI: Chapter 2. Controlling Occupational Exposure to
Hazardous Drugs. OSHA, 1999,

http://www.osha.gov/dts/osta/otm/otm_vi/otm_vi_2.html.

3. American Society of Health-System Pharmacists. ASHP guidelines on handling hazardous drugs. Am J
Health-Syst Pharm. (2006) 63:1172-1193.

4. Polovich, M., White, J. M., Kelleher, L.O. (eds.) 2005. Chemotherapy and biotherapy guidelines and
recommendations for practice (2nd. ed.) Pittsburgh, PA: Oncology Nursing Society.

16 HWAHOHER - &
16.1 HAF|IDOHIK
SPRYCEL (##F=7) DMK « AldEA2 £ 111377,
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% 11 : SPRYCEL Ok

NDC Number =38 27N %ﬂ;);i};fﬁ:
B0 UITER A TR AEAMEOMAE 7 4 L a— MMET "

0003-0527-11 Mg | L BV R 1 52T LN % 60 i
Ha2w LiIdssE A ciimnrhm O Mg~ ¢ v A a— R

0003-0528-11 ] S0MG | i wBMS”. I 528" DAIFI N B 5. 605
HfaaW» LidE R ciliimnihmOHE 7 4 v b a— MMET

0003-0524-11 OMY | i ceBMS”, SRR IS 5247 DA B 5 60 52
B2 LI B A TRl 2 hiE OFE [ 7 « v a— Mg -

0003-0852-22 1 100MQ | i~ «BMS 1007, it K12 “852” D AIE 2 > % 305

16.2 BFE
SPRYCEL (¥ ¥ =7) #&i%25°C (77°F) THRA1FT 5, SPRYCEL (¥ ¥ F=7) $&iL, 15°-
30°C (59°~86°F) THRfFT 5D Z & (USP ERiEHIEHESIK) |

16.3 MYEWVWEDEFERUVUEE

PIRARE U CHEONCED o, BFETL 2L, FIBAEDIY BN L TiE, W Do H
ARTAURHLDTERT DL (BEXH 15) /) .

SPRYCEL (¥HF=7) BEix. IHMHEMEZEA T 284N, FEAIRNCR R B 5 0 EBGE Y
B D Z ERR L DI ﬂ@%74»A:~FTﬂ~T4/7LT%6 UL, REE
T, Elo/oh, MELEY LEGAIZE, W TOTFRIEEROFREENT5 2 &, s
B, Eofn, ELRZY Lfcﬁmﬁl _ﬁﬁﬂiﬁb\iﬁ [ R R

17 BEANOTER
FDA 2388 [ =85 HHI X Z (17.10) =/,

17.1 Hm
Efi@ﬂjmﬁﬁﬁ %néﬂ“b'ﬁﬁizﬁw HHf 2 7RIB T2 K9 ZeJR el (B 7o i o (55) 73
Bn-%a1% WCHRET D L ICREFITIBA D,

17.2 BEEHIHI
MEREC DN 32 ATREME N 30 5 = L B BFITIR R Do BB, BHIORY 2 R 2 ARSI
WET 5 LS HERT 5,

17.3 K&y
RIREFE (NERE. (REBINSUTEEIN) BADLNDATREERH O . 2 b OIERSENT-5A 1T
BT 5 X9 R% 5,

17.4 HEYE
AV F =T il 5325 &, BIRICEIER e BB 2 LT A[REMEN H D 2 & 2 BE B 2
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5o HEIZIE, BRIE~ORBR OWIIT+5 2 & 28515, I—. SPRYCEL Zitimlc k594 %
BE. HAVITEGETICEENTIR LZHAICIE, BRIE~DORBICOWTH YD (ZL RO
H EDMHE (65) M)

175 BBESE
SPRYCEL (2 XV, HEL, MEH X FHINALND AJREME 2 BE I TIB 2 Do 2D DIERDEW
La. IBENVLETH D,

17.6 &JE
SPRYCEL (2 XV, BAIRCI BRI N A LN D AREMENH D Z E 2 BEITIBZ D, TILH DJER
NEWGE., IRENLETH S,

17.7 EFH
SPRYCEL 12k V., I NHEONLAGEMENH L Z L 2BEIBZ D, 2O DIERNDEWVIGEA.
TRIENVIETH 5,

17.8 K%
SPRYCEL 12k V., EBRAONLAREMENGH L Z L 2BEIBZ D, 2O DIERNDEWVIGEA.
TRIENVIEETH 5,

179 BHEDEH
SPRYCEL I, 1 H 100mg #5054, FLBE—/KF 135mg 254 L. 1 H 140mg &5 D54,
FLBE— K 18Img 2 B A3 5 Z L 2 BEITIB A D,

&I

Bristol-Myers Squibb Company
Princeton, NJ 08543 USA

US Patent No 6,596,746

Bristol-Myers Squibb Company
Princeton, NJ 08543 USA

1237674A1 Rev May 2008
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17.10 FDAMREKBLI-EEHEAHRAXE
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ANNEX I

SUMMARY OF PRODUCT CHARACTERISTICS



1. NAME OF THE MEDICINAL PRODUCT

SPRYCEL 20 mg film-coated tablets

2. QUALITATIVE AND QUANTITATIVE COMPOSITION
Each tablet contains 20 mg dasatinib (as monohydrate).
Excipients: each tablet contains 27 mg of lactose.

For a full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM
Film-coated tablet (tablet)

White to off-white, biconvex, round tablet with “BMS” debossed on one side and "527" on the other
side.

4. CLINICAL PARTICULARS
4.1 Therapeutic indications

SPRYCEL is indicated for the treatment of adults with chronic, accelerated or blast phase chronic
myeloid leukaemia (CML) with resistance or intolerance to prior therapy including imatinib mesilate.

SPRYCEL is also indicated for the treatment of adults with Philadelphia chromosome positive (Ph+)
acute lymphoblastic leukaemia (ALL) and lymphoid blast CML with resistance or intolerance to prior
therapy.

4.2 Posology and method of administration

Therapy should be initiated by a physician experienced in the diagnosis and treatment of patients with
leukaemia.

The recommended starting dosage of SPRYCEL for chronic phase CML is 100 mg once daily,
administered orally, consistently either in the morning or in the evening (see sections 4.4, 4.8 and 5.1).
The recommended starting dosage of SPRYCEL for accelerated, myeloid or lymphoid blast phase
(advanced phase) CML or Ph+ALL is 70 mg twice daily administered orally, one tablet in the morning
and one in the evening (see sections 4.8 and 5.1).

Tablets must not be crushed or cut, they must be swallowed whole. SPRYCEL can be taken with or
without a meal.

To achieve the recommended dosage, SPRYCEL is available as 20 mg, 50 mg and 70 mg film-coated
tablets. Dose increase or reduction is recommended based on patient response and tolerability.

Treatment duration: in clinical trials, treatment with SPRYCEL was continued until disease
progression or until no longer tolerated by the patient. The effect of stopping treatment after the
achievement of a complete cytogenetic response (CCyR) has not been investigated.

Dose escalation:

In clinical trials of adult CML and Ph+ ALL patients, dose escalation to 140 mg once daily (chronic
phase CML) or 100 mg twice daily (advanced phase CML or Ph+ ALL) was allowed in patients who
did not achieve a haematologic or cytogenetic response at the recommended starting dosage.




Dose adjustment for undesirable effects:

Myelosuppression:

In clinical trials, myelosuppression was managed by dose interruption, dose reduction, or
discontinuation of study therapy. Platelet transfusion and red cell transfusion were used as appropriate.
Haematopoetic growth factor has been used in patients with resistant myelosuppression.

Guidelines for dose modifications are summarized in Table 1.

Table 1:  Dose adjustments for neutropenia and thrombocytopenia

1 Stop treatment until ANC > 1.0 x 10°/I
and platelets > 50 x 10%/I.

2 Resume treatment at the original
starting dose.

Chronic Phase CML ANC < 0.5 x 10%I
(starting dose 100 mg once and/or 3 If platelets < 25 x 10%1 and/or
daily) Platelets < 50 x 101 recurrence of ANC < 0.5 x 10%1 for

> 7 days, repeat step 1 and resume
treatment at a reduced dose of 80 mg
once daily (second episode) or
discontinue (third episode).

1 Check if cytopenia is related to
leukaemia (marrow aspirate or biopsy).

2 If cytopenia is unrelated to leukaemia,
stop treatment until ANC > 1.0 x 10%I
and platelets > 20 x 10%/1 and resume at

Accelerated and Blast Phase the original starting dose.

CML and Ph+ ALL
(starting dose 70 mg twice
daily)

ANC < 0.5 x 10%/I
and/or 3 If recurrence of cytopenia, repeat step 1
Platelets < 10 x 10%I and resume treatment at a reduced dose
of 50 mg twice daily (second episode)
or 40 mg twice daily (third episode).

4 If cytopenia is related to leukaemia,
consider dose escalation to 100 mg
twice daily.

ANC: absolute neutrophil count

Non-haematological adverse reactions:

If a severe non-haematological adverse reaction develops with SPRYCEL, treatment must be withheld
until the event has resolved. Thereafter, treatment can be resumed as appropriate at a reduced dose
depending on the initial severity of the event.

Paediatric use: SPRYCEL is not recommended for use in children and adolescents below 18 years of
age due to a lack of data on safety and efficacy (see section 5.1).

Elderly patients: no clinically relevant age-related pharmacokinetic differences have been observed in
these patients. No specific dose recommendation is necessary in the elderly.

Hepatic impairment: no clinical trials were conducted with SPRY CEL in patients with decreased liver
function (trials excluded patients with ALT and/or AST > 2.5 times the upper limit of the normal
range and/or total bilirubin > 2 times the upper limit of the normal range). Since dasatinib is mainly
metabolised through the liver, exposure to dasatinib is expected to increase if liver function is impaired.




SPRYCEL should be used with caution in patients with moderate to severe hepatic impairment (see
sections 4.4 and 4.8).

Renal impairment: no clinical trials were conducted with SPRYCEL in patients with decreased renal
function (trials excluded patients with serum creatinine concentration > 1.5 times the upper limit of the
normal range). Since the renal clearance of dasatinib and its metabolites is < 4%, a decrease in total
body clearance is not expected in patients with renal insufficiency.

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

Clinically relevant interactions:

Dasatinib is a substrate and an inhibitor of CYP3A4. Therefore, there is a potential for interaction with
other concomitantly administered medicinal products that are metabolized primarily by or modulate
the activity of CYP3A4 (see section 4.5).

Concomitant use of dasatinib and medicinal products that potently inhibit CYP3A4 (e.g. ketoconazole,
itraconazole, erythromycin, clarithromycin, ritonavir, telithromycin) may increase exposure to dasatinib.
Therefore, in patients receiving SPRY CEL, coadministration of a potent CYP3A4 inhibitor is not
recommended (see section 4.5).

Concomitant use of dasatinib and medicinal products that induce CYP3A4 (e.g. dexamethasone,
phenytoin, carbamazepine, rifampicin, phenobarbital or Hypericum perforatum, also known as
St. John's Wort) may substantially reduce exposure to dasatinib, potentially increasing the risk of
therapeutic failure. Therefore, in patients receiving SPRYCEL, coadministration of alternative
therapeutic agents with less potential for CYP3A4 induction should be selected (see section 4.5).

Concomitant use of dasatinib and a CYP3A4 substrate may increase exposure to the CYP3A4
substrate. Therefore, caution is warranted when SPRYCEL is coadministered with CYP3A4 substrates
of narrow therapeutic index, such as astemizole, terfenadine, cisapride, pimozide, quinidine, bepridil
or ergot alkaloids (ergotamine, dihydroergotamine) (see section 4.5).

The concomitant use of dasatinib and a H, antagonist (e.g. famotidine), proton pump inhibitor (e.g.
omeprazole), or aluminium hydroxide/magnesium hydroxide may reduce the exposure to dasatinib.
Thus, H, antagonists and proton pump inhibitors are not recommended and aluminium
hydroxide/magnesium hydroxide products should be administered up to 2 hours prior to, or 2 hours
following the administration of dasatinib (see section 4.5).

Special groups:

There are currently no data available from clinical trials with SPRYCEL in patients with moderately to
severely impaired liver function. Caution is recommended when administering SPRYCEL to patients
with moderate to severe hepatic impairment (see section 4.2).

Important Adverse Reactions:

Myelosuppression: treatment with SPRYCEL is associated with anaemia, neutropenia and
thrombocytopenia. Their occurrence is more frequent in patients with advanced phase CML or

Ph+ ALL than in chronic phase CML. Complete blood counts should be performed weekly for the first
2 months, and then monthly thereafter, or as clinically indicated. Myelosuppression was generally
reversible and usually managed by withholding SPRY CEL temporarily or by dose reduction (see
sections 4.2 and 4.8 Laboratory Test Abnormalities, Haematology).

In a Phase 111 dose-optimisation study in patients with chronic phase CML, grade 3 or 4
myelosuppression was reported more frequently in patients treated with 70 mg twice daily than in
patients treated with 100 mg once daily; fluid retention was also reported more frequently in patients
treated with twice daily schedule compared to once daily (see section 4.8).



Therefore, the starting dose of 100 mg once daily is the recommended initial dosage for patients with
chronic phase CML.

Bleeding: in all clinical studies, severe central nervous system (CNS) haemorrhage occurred in < 1%
of patients. Eight cases were fatal and 5 of them were associated with CTC grade 4 thrombocytopenia.
Severe gastrointestinal haemorrhage occurred in 4% of patients and generally required drug
interruptions and transfusions. Other severe haemorrhage occurred in 2% of patients. Most bleeding
related events were typically associated with severe thrombocytopenia (see section 4.8).

Patients were excluded from participation in SPRYCEL clinical trials if they took medicinal products
that inhibit platelet function or anticoagulants. In some trials, the use of anticoagulants, acetylsalicylic
acid, and non-steroidal anti-inflammatory drugs (NSAIDs) was allowed concurrently with SPRYCEL
if the platelet count was > 50,000/mm?. Caution should be exercised if patients are required to take
medicinal products that inhibit platelet function or anticoagulants.

Fluid retention: SPRYCEL is associated with fluid retention. In all clinical studies, severe fluid
retention was reported in 9% of patients, including severe pleural and pericardial effusion reported in
6% and 1% of patients, respectively. Severe ascites and generalised oedema were each reported in

< 1% of patients. Severe non-cardiogenic pulmonary oedema was reported in 1% of patients. Patients
who develop symptoms suggestive of pleural effusion such as dyspnoea or dry cough should be
evaluated by chest X-ray. Severe pleural effusion may require thoracocentesis and oxygen therapy.
Fluid retention events were typically managed by supportive care measures that include diuretics and
short courses of steroids. While the safety profile of SPRYCEL in the elderly population was similar
to that in the younger population, patients aged 65 years and older are more likely to experience fluid
retention events and should be monitored closely (see section 4.8).

QT Prolongation: in vitro data suggest that dasatinib has the potential to prolong cardiac ventricular
repolarization (QT Interval) (see section 5.3). In 865 patients with leukaemia treated with SPRYCEL
in Phase 1l clinical trials, the mean changes from baseline in QTc interval using Fridericia's method
(QTcF) were 4 - 6 msec; the upper 95% confidence intervals for all mean changes from baseline were
< 7 msec (see section 4.8). Of the 2,182 patients who received SPRYCEL in Phase II/111 clinical trials,
18 had QTc prolongation reported as an adverse event. Seventeen patients (< 1%) experienced a QTcF
> 500 msec. SPRYCEL should be administered with caution to patients who have or may develop
prolongation of QTc. These include patients with hypokalemia or hypomagnesemia, patients with
congenital long QT syndrome, patients taking anti-arrhythmic medicinal products or other medicinal
products which lead to QT prolongation, and cumulative high dose anthracycline therapy.
Hypokalemia or hypomagnesemia should be corrected prior to SPRYCEL administration.

Patients with uncontrolled or significant cardiovascular disease were not included in the clinical
studies.

Lactose:

This medicinal product contains 135 mg of lactose monohydrate in a 100 mg daily dose and 189 mg of
lactose monohydrate in a 140 mg daily dose. Patients with rare hereditary problems of galactose
intolerance, the Lapp lactase deficiency or glucose-galactose malabsorption should not take this
medicinal product.

4.5 Interaction with other medicinal products and other forms of interaction

Active substances that may increase dasatinib plasma concentrations:

In vitro studies indicate that dasatinib is a CYP3A4 substrate. Concomitant use of dasatinib and
medicinal products which potently inhibit CYP3A4 (e.g. ketoconazole, itraconazole, erythromycin,
clarithromycin, ritonavir, telithromycin) may increase exposure to dasatinib. Therefore, in patients
receiving SPRYCEL, systemic administration of a potent CYP3A4 inhibitor is not recommended.

At clinically relevant concentrations, dasatinib's binding to plasma proteins is approximately 96% on
the basis of in vitro experiments. No studies have been performed to evaluate dasatinib interaction



with other protein-bound medicinal products. The potential for displacement and its clinical relevance
are unknown.

Active substances that may decrease dasatinib plasma concentrations:

When dasatinib was administered following 8 days of continuous evening administration with 600 mg
of rifampicin, a potent CYP3A4 inducer, the AUC of dasatinib was decreased by 82%. Also other
medicinal products that induce CYP3A4 activity (e.g. dexamethazone, phenytoin, carbamazepine,
Phenobarbital or Hypericum perforatum, also known as St. John’s Wort) may increase metabolism and
decrease dasatinib plasma concentrations. Therefore, concomitant use of potent CYP3A4 inducers
with SPRYCEL is not recommended. In patients in whom rifampicin or other CYP3A4 inducers are
indicated, alternative agents with less enzyme induction potential should be used.

Histamine-2 antagonists and proton pump inhibitors:

Long-term suppression of gastric acid secretion by H, antagonists or proton pump inhibitors (e.g.
famotidine and omeprazole) is likely to reduce dasatinib exposure. In a single dose study in healthy
subjects, the administration of famotidine 10 hours prior to a single dose of SPRYCEL reduced
dasatinib exposure by 61%. The use of antacids should be considered in place of H, antagonists or
proton pump inhibitors in patients receiving SPRYCEL therapy (see section 4.4).

Antacids:

Nonclinical data demonstrate that the solubility of dasatinib is pH dependent. In healthy subjects, the
concomitant use of aluminium hydroxide/magnesium hydroxide antacids with SPRYCEL reduced the
AUC of a single dose of SPRYCEL by 55% and the C.« by 58%. However, when antacids were
administered 2 hours prior to a single dose of SPRYCEL, no relevant changes in dasatinib
concentration or exposure were observed. Thus, antacids may be administered up to 2 hours prior to or
2 hours following SPRY CEL (see section 4.4).

Active substances that may have their plasma concentrations altered by SPRYCEL.:

Concomitant use of dasatinib and a CYP3A4 substrate may increase exposure to the CYP3A4
substrate. In a study in healthy subjects, a single 100 mg dose of SPRY CEL increased AUC and Cax
exposure to simvastatin, a known CYP3A4 substrate, by 20 and 37% respectively. It cannot be
excluded that the effect is larger after multiple doses of dasatinib. Therefore, CYP3A4 substrates
known to have a narrow therapeutic index (e.g. astemizole, terfenadine, cisapride, pimozide, quinidine,
bepridil or ergot alkaloids (ergotamine, dihydroergotamine)) should be administered with caution in
patients receiving SPRYCEL (see section 4.4).

In vitro data indicate a potential risk for interaction with CYP2C8 substrates, such as glitazones.

4.6 Pregnancy and lactation

Pregnancy:

There are no adequate data from the use of dasatinib in pregnant women. Studies in animals have
shown reproductive toxicity (see section 5.3). The potential risk for humans is unknown.

SPRYCEL should not be used during pregnancy unless clearly necessary. If it is used during
pregnancy, the patient must be informed of the potential risk to the foetus. The effect of dasatinib on
sperm is unknown, therefore both sexually active men and women should use effective methods of
contraception during treatment.

Lactation:

There is insufficient/limited information on the excretion of dasatinib in human or animal breast milk.
Physico-chemical and available pharmacodynamic/toxicological data on dasatinib point to excretion in
breast milk and a risk to the suckling child cannot be excluded.

Breast-feeding must be stopped during treatment with SPRYCEL.

4.7  Effects on ability to drive and use machines

No studies on the effects on the ability to drive and use machines have been performed. Patients
should be advised that they may experience undesirable effects such as dizziness or blurred vision



during treatment with dasatinib. Therefore caution should be recommended when driving a car or
operating machines.

4.8 Undesirable effects

The data described below reflect exposure to SPRYCEL in 2,182 patients in clinical trials (starting
dosage 100 mg once daily, 140 mg once daily, 50 mg twice daily, or 70 mg twice daily). Of the 2,182
patients treated, 25% were > 65 years of age, while 5% were > 75 years of age. The median duration
of therapy was 11 months (range 0.03 -31 months).

The majority of SPRYCEL-treated patients experienced adverse reactions at some time. Most
reactions were of mild-to-moderate grade. Treatment was discontinued for adverse reactions in 11% of
patients in chronic phase CML, 12% in accelerated phase CML, 15% in myeloid blast phase CML,
and 8% in lymphoid blast phase CML or Ph+ ALL. In the Phase 11l dose-optimisation study in patients
with chronic phase CML, the rate of discontinuation for adverse drug reaction was lower for patients
treated with 100 mg once daily than for those treated with 70 mg twice daily (3% and 11%,
respectively).

The majority of imatinib-intolerant patients with chronic phase CML were able to tolerate treatment with
dasatinib. In the Phase Il single-arm study in chronic phase CML, 3 of the 99 imatinib-intolerant patients
had the same grade 3 or 4 non-hematological toxicity with SPRYCEL as they did with prior imatinib; all
3 patients continued SPRY CEL treatment after dose reduction.

The most frequently reported adverse reactions were fluid retention (including pleural effusion),
diarrhoea, headache, nausea, skin rash, dyspnoea, haemorrhage, fatigue, musculoskeletal pain,
infection, vomiting, cough, abdominal pain and pyrexia (Table 3). Drug-related febrile neutropenia
was reported in 5% of patients.

Miscellaneous adverse reactions such as pleural effusion, ascites, pulmonary oedema and pericardial
effusion with or without superficial oedema may be collectively described as “fluid retention”. The use
of dasatinib is associated with fluid retention with severe cases in 9% of patients. Severe pleural and
pericardial effusion were reported in 6% and 1% of patients, respectively. Severe ascites and
generalised oedema were each reported in < 1%. One percent of patients experienced severe
non-cardiogenic pulmonary oedema. Fluid retention events were typically managed by supportive care
measures that include diuretics or short courses of steroids. While the safety profile of SPRYCEL in
the elderly population was similar to that in the younger population, patients aged 65 years and older
are more likely to experience fluid retention events and should be monitored closely (see section 4.4).

Bleeding drug-related events, ranging from petechiae and epistaxis to severe gastrointestinal
haemorrhage and CNS bleeding, were reported in patients taking SPRY CEL (see section 4.4). Severe
CNS haemorrhage occurred in < 1% of patients; 8 cases were fatal and 5 of them were associated with
CTC grade 4 thrombocytopenia. Severe gastrointestinal haemorrhage occurred in 4% of patients and
generally required treatment interruption and transfusions. Other severe haemorrhage occurred in 2%
of patients. Most bleeding related events were typically associated with severe thrombocytopenia.
Treatment with SPRY CEL is associated with anaemia, neutropenia and thrombocytopenia. Their
occurrence is more frequent in patients with advanced phase CML or Ph+ ALL than in chronic phase
CML (see section 4.4).

In the Phase 111 dose-optimisation study in patients with chronic phase CML (median duration of
treatment approximately 8 months), the incidence of pleural effusion and congestive heart
failure/cardiac dysfunction was lower in patients treated with SPRYCEL 100 mg once daily than in
those treated with SPRYCEL 70 mg twice daily (Table 2a). Myelosuppression was also reported less
frequently with the 100 mg once daily (see Laboratory test abnormalities).



Table 2a:  Selected Adverse Drug Reactions Reported in Phase 111 Dose-Optimisation Study:
Chronic Phase CML

100 mg once daily 140 mg once daily 50 mg twice daily 70 mg twice daily

n =166 n=163 n =166 n =167
All Grade All Grade All Grade All Grade
Grades 3/4 Grades 3/4 Grades 3/4 Grades 3/4
Preferred Term Percent (%) of Patients
Diarrhoea 24 1 23 2 24 2 22 4
Fluid Retention 21 1 26 4 22 2 28 4
Superficial Oedema 14 0 12 1 13 0 14 0
Pleural Effusion 7 1 15 3 11 2 16 1
Generalised 2 0 2 0 1 0 1 0
oedema
Congestive heart 0 0 1 1 1 1 3 2
failure/cardiac
dysfunction
Pericardial effusion 1 0 3 1 1 1 1 1
Pulmonary oedema 0 0 1 0 1 0 1 1
Pulmonary 0 0 0 0 0 0 1 1
hypertension
Haemorrhage
Gastrointestinal 1 1 1 0 4 2 4 2
bleeding
In the Phase 111 dose-optimisation study in patients with advanced phase CML and Ph+ ALL, fluid
retention (pleural effusion and pericardial effusion) was reported less frequently in patients treated
with SPRYCEL 140 mg once daily than in those treated with 70 mg twice daily (Table 2b).
Table 2b:  Selected Adverse Drug Reactions Reported in Phase 111 Dose-Optimisation Study:
Advanced Phase CML and Ph+ALL
140 mg once daily 70 mg twice daily
n=304 n =305
All Grades Grade 3/4 All Grades Grade 3/4
Preferred Term Percent (%) of Patients
Diarrhoea 27 3 27 3
Fluid Retention 26 5 34 9
Superficial oedema 12 <1 16 1
Pleural Effusion 16 4 23 6
Generalised oedema 1 0 2 1
Congestive heart failure/ 1 0 2 1
cardiac dysfunction
Pericardial effusion 1 0 4 1
Pulmonary oedema 1 1 3 1
Ascites 0 0 1 0
Pulmonary hypertension 0 0 1 <1
Haemorrhage
Gastrointestinal bleeding 7 6 12 6

In clinical trials, it was recommended that treatment with imatinib be discontinued at least 7 days
before starting treatment with SPRYCEL.

Adverse reactions:
The following adverse reactions were reported in patients in SPRYCEL clinical trials. These reactions
are presented by system organ class and by frequency. Frequencies are defined as: very common




(> 1/10); common (> 1/100 to < 1/10); uncommon (> 1/1,000 to < 1/100); rare (> 1/10,000 to < 1/1,000).
Within each frequency grouping, undesirable effects are presented in order of decreasing seriousness.

Adverse drug reactions, excluding laboratory abnormalities, that were reported in > 5% of patients in
SPRYCEL clinical trials are shown in Table 3:

Table 3: Adverse Drug Reactions (ADR) reported > 5% in clinical trials

All Patients (n=2,182)
Percent (%) of Patients

All Grades Grades 3/4
5 5

Blood and lymphatic system disorders
Common: febrile neutropenia

Nervous system disorders

Very common: headache 25 1
Common: neuropathy (including

peripheral neuropathy) 6 <1
Respiratory, thoracic and mediastinal

disorders

Very common: pleural effusion, 25 6
dyspnoea, 21 4
cough 10 <1
Gastrointestinal disorders

Very common: diarrhoea, 32 4
nausea, 22 1
vomiting, 13 1
abdominal pain 10 1
Common: gastrointestinal bleeding, 8 4
mucosal inflammation (including 7 <1
mucositis/stomatitis),

dyspepsia, 5

abdominal distension 5

Skin and subcutaneous tissue disorders

Very common: skin rash® 22 1
Common: pruritus 7 <1
Musculoskeletal and connective tissue

disorders

Very common: musculoskeletal pain 14 1
Common: arthralgia, 8 1
myalgia 8 <1
Metabolism and nutrition disorders

Common: anorexia 9 <1
Infections and infestations

Very common: infection (including 10 3

bacterial, viral, fungal, non-specific)
Vascular disorders
Very common: haemorrhage® 15 2




General disorders and administration
site conditions

Very common: superficial oedema’, 21 <1
fatigue, 21 2
pyrexia 13 1
Common: pain, 7 <1
asthenia, 9 1
chest pain 5 1

Includes drug eruption, erythema, erythema multiforme, erythrosis, exfoliative rash, fungal rash, generalised
erythema, genital rash, heat rash, milia, rash, rash erythematous, rash follicular, rash generalised, rash macular, rash
maculo-papular, rash papular, rash pruritic, rash pustular, rash vesicular, skin exfoliation, skin irritation, and
urticaria vesiculosa.

Excludes gastrointestinal bleeding and CNS bleeding; these ADRs are reported under the gastrointestinal disorders
system organ class and the nervous system disorders system organ class, respectively.

Includes auricular swelling, conjunctival oedema, eye oedema, eye swelling, eyelid oedema, face oedema,
gravitational oedema, lip oedema, localised oedema, macular oedema, oedema genital, oedema mouth, oedema
peripheral, orbital oedema, penile oedema, periorbital oedema, pitting oedema, scrotal oedema, swelling face, and
tongue oedema.

The following adverse drug reactions were reported in patients in the SPRYCEL clinical trials at a
frequency of < 5%:

Investigations
Common: weight decreased, weight increased
Uncommon: blood creatine phosphokinase increased

Cardiac disorders

Common: congestive heart failure/cardiac dysfunction, pericardial effusion, arrhythmia (including
tachycardia), palpitations

Uncommon: myocardial infarction, pericarditis, ventricular arrhythmia (including ventricular
tachycardia), angina pectoris, cardiomegaly

Rare: cor pulmonale, myocarditis, acute coronary syndrome

Blood and lymphatic system disorders
Common: pancytopenia
Rare: aplasia pure red cell

Nervous system disorders

Common: dizziness, dysgeusia, somnolence

Uncommon: CNS bleeding, syncope, tremor, amnesia

Rare: cerebrovascular accident, transient ischaemic attack, convulsion

Eye disorders

Common: visual disorder (including visual disturbance, vision blurred, and visual acuity reduced), dry
eye

Uncommon: conjunctivitis

Ear and labyrinth disorders
Common: tinnitus
Uncommon: vertigo

Respiratory, thoracic and mediastinal disorders

Common: pulmonary oedema, lung infiltration, pneumonitis
Uncommon: bronchospasm, pulmonary hypertenstion, asthma
Rare: acute respiratory distress syndrome
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Gastrointestinal disorders
Common: colitis (including neutropenic colitis), gastritis, constipation, oral soft tissue disorder
Uncommon: pancreatitis, upper gastrointestinal ulcer, oesophagitis, ascites, anal fissure, dysphagia

Renal and urinary disorders
Uncommon: renal failure, urinary frequency, proteinuria

Skin and subcutaneous tissue disorders

Common: alopecia, dermatitis (including eczema), acne, dry skin, urticaria, hyperhidrosis
Uncommon: acute febrile neutrophilic dermatosis, photosensitivity, pigmentation disorder,
panniculitis, skin ulcer, bullous conditions, nail disorder, palmar-plantar erythrodysesthesia syndrome

Musculoskeletal and connective tissue disorders
Common: muscle inflammation, muscular weakness
Uncommon: rhabdomyolysis, musculoskeletal stiffness
Rare: tendonitis

Metabolism and nutrition disorders
Common: appetite disturbances
Uncommon: hyperuricaemia

Infections and infestations
Common: sepsis (including fatal outcome), pneumonia (including bacterial, viral, and fungal), upper
respiratory tract infection/inflammation, herpes viral infection, enterocolitis infection

Injury, poisoning, and procedural complications
Common: contusion

Neoplasms benign, malignant and unspecified (including cysts and polyps)
Uncommon: tumour lysis syndrome

Vascular disorders

Common: hypertension, flushing
Uncommon: hypotension, thrombophlebitis
Rare: livedo reticularis

General disorders and administration site conditions
Common: generalised oedema, chills

Uncommon: malaise

Rare: temperature intolerance

Immune System Disorders
Uncommon: hypersensitivity (including erythema nodosum)

Hepatobiliary disorders
Uncommon: hepatitis, cholestasis
Rare: cholecystitis

Reproductive system and breast disorders
Uncommon: gynecomastia, irregular menstruation
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Psychiatric disorders
Common: depression, insomnia
Uncommon: anxiety, confusional state, affect lability, libido decreased

Laboratory test abnormalities:

Haematology:

In CML, cytopenias (thrombocytopenia, neutropenia, and anaemia) were a consistent finding.
However, the occurrence of cytopenias was also clearly dependent on the stage of the disease. The
frequency of grade 3 and 4 haematological abnormalities is presented in Table 4.

Table 4: CTC Grades 3/4 Haematological Laboratory Abnormalities in
Clinical Studies
Lymphoid
Blast Phase
a Myeloid Blast and
Chronic Phase”  Accelerated Phase Phase Ph+ ALL
(n=1150) (n=502) (n=280) (n=250)
Percent (%) of Patients
Haematology Parameters
Neutropenia 46 68 80 78
Thrombocytopenia 41 71 81 78
Anaemia 19 55 75 45

& The chronic phase data include patients treated with any dose of SPRYCEL.

CTC grades: neutropenia (Grade 3 >0.5-1.0 x 10%1, Grade 4 < 0.5 x 10%1); thrombocytopenia (Grade 3 > 10-50 x
10%/1, Grade 4 < 10 x 10%1); anaemia (hemoglobin Grade 3 > 65-80 g/l, Grade 4 < 65 g/l).

In the Phase 111 dose-optimisation study in patients with chronic phase CML, the frequency of
neutropenia, thrombocytopenia and anaemia was lower in the SPRYCEL 100 mg once daily than in
the SPRYCEL 70 mg twice daily group.

In patients who experienced severe myelosuppression, recovery generally occurred following brief
dose interruptions and/or reductions and permanent discontinuation of treatment occurred in 1% of
patients. Most patients continued treatment without further evidence of myelosuppression.

Biochemistry:

Grade 3 or 4 elevations of transaminases or bilirubin were reported in < 5% of patients with chronic or
accelerated phase CML but elevations were reported with an increased frequency of 4 to 7% in
patients with myeloid or lymphoid blast CML and Ph+ ALL. It was usually managed with dose
reduction or interruption. In the phase I11 dose optimisation studies, grade 3 or 4 elevations of
transaminases or bilirubin were reported in < 1% of patients with chronic phase CML with similar low
incidence in the four treatment groups; elevations were reported in 1% to 4% of patients with
advanced phase CML and Ph+ALL.

Approximately 5% of the dasatinib-treated patients who had normal baseline levels experienced grade
3 or 4 transient hypocalcemia at some time during the course of the study. In general; there was no
association of decreased calcium with clinical symptoms. Patients developing grade 3 or 4
hypocalcemia often had recovery with oral supplementation. Grade 3 and 4 hypocalcemia and
hypophosphatemia were reported in patients with all phases of CML but were reported with an
increased frequency in patients with myeloid or lymphoid blast phase CML and Ph+ ALL.

Electrocardiogram:

In 5 Phase I clinical trials in patients with leukaemia, repeated baseline and on-treatment ECGs were
obtained at pre-specified time points and read centrally for 865 patients receiving SPRYCEL 70 mg
twice daily. QT interval was corrected for heart rate by Fridericia's method. At all post-dose time
points on day 8, the mean changes from baseline in QTcF interval were 4 -6 msec, with associated
upper 95% confidence intervals < 7 msec. Of the 2,182 patients who received SPRYCEL in clinical
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trials, 18 had QTc prolongation reported as an adverse event. Seventeen patients (< 1%) experienced a
QTcF > 500 msec (see section 4.4).

49 Overdose

Experience with overdose of SPRYCEL in clinical studies is limited to isolated cases. The highest
reported dosage ingested was 280 mg per day for one week with no associated clinical symptoms.
Since SPRYCEL is associated with severe myelosuppression (see section 4.4), patients who ingested
more than the recommended dosage should be closely monitored for myelosuppression and
appropriate supportive treatment given.

5. PHARMACOLOGICAL PROPERTIES
5.1 Pharmacodynamic properties
Pharmacotherapeutic group: protein kinase inhibitor, ATC code: LO1XEOQ6

Dasatinib inhibits the activity of the BCR-ABL kinase and SRC family kinases along with a number of
other selected oncogenic kinases including c-KIT, ephrin (EPH) receptor kinases, and PDGFf
receptor. Dasatinib is a potent, subnanomolar inhibitor of the BCR-ABL kinase with potency at
concentration of 0.6-0.8 nM. It binds to both the inactive and active conformations of the BCR-ABL
enzyme.

In vitro, dasatinib is active in leukaemic cell lines representing variants of imatinib sensitive and
resistant disease. These nonclinical studies show that dasatinib can overcome imatinib resistance
resulting from BCR-ABL overexpression, BCR-ABL kinase domain mutations, activation of alternate
signaling pathways involving the SRC family kinases (LYN, HCK), and multidrug resistance gene
overexpression. Additionally, dasatinib inhibits SRC family kinases at subnanomolar concentrations.

In vivo, in separate experiments using murine models of CML, dasatinib prevented the progression of
chronic CML to blast phase and prolonged the survival of mice bearing patient-derived CML cell lines
grown at various sites, including the central nervous system.

Clinical trials:

In the Phase | study, haematologic and cytogenetic responses were observed in all phases of CML and
in Ph+ ALL in the first 84 patients treated and followed for up to 27 months. Responses were durable
across all phases of CML and Ph+ ALL.

A total of 2,182 patients were evaluated in clinical trials; of these 25% were > 65 years of age and 5%
were > 75 years of age. Safety and efficacy of SPRYCEL have not yet been studied in paediatric
patients.

Phase 11 clinical trials in CML:

Four single-arm, uncontrolled, open-label phase Il clinical trials were conducted to determine the
safety and efficacy of SPRYCEL in patients with CML in chronic, accelerated, or myeloid blast phase,
who were either resistant or intolerant to imatinib. One randomized non-comparative trial was
conducted in chronic phase patients who failed initial treatment with 400 or 600 mg imatinib. The
starting dose of SPRYCEL was 70 mg twice daily. Dose modifications were allowed for improving
activity or management of toxicity (see section 4.2).

The efficacy of SPRYCEL is based on haematological and cytogenetic response rates.

Durability of response and estimated survival rates provide additional evidence of SPRYCEL clinical
benefit.

Chronic Phase CML:
Two clinical trials were conducted in patients resistant or intolerant to imatinib; the primary efficacy
endpoint in these trials was Major Cytogenetic Response (MCyR).
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1- An open-label, randomised, non-comparative multicenter study was conducted in patients who
failed initial treatment with 400 or 600 mg imatinib. They were randomised (2:1) to either dasatinib
(70 mg twice daily) or imatinib (400 mg twice daily). Crossover to the alternative treatment arm was
allowed if patients showed evidence of disease progression or intolerance that could not be managed
by dose modification. The primary endpoint was MCyR at 12 weeks. Results are available for

150 patients: 101 were randomised to SPRYCEL and 49 to imatinib (all imatinib-resistant). The
median time from diagnosis to randomisation was 64 months in the dasatinib group and 52 months in
the imatinib group. All subjects were extensively pretreated. Prior complete haematologic response
(CHR) to imatinib was achieved in 93% of the overall patient population. A prior MCyR to imatinib
was achieved in 28% and 29% of the patients in the dasatinib and imatinib arms, respectively.
Median duration of treatment was 23 months for dasatinib (with 44% of patients treated for

> 24 months to date) and 3 months for imatinib (with 10% of patients treated for > 24 months to date).
Ninety-three percent of patients in the dasatinib arm and 82% of patients in the imatinib arm achieved
a CHR prior to crossover.

At 3 months, a MCyR occurred more often in the dasatinib arm (36%) than in the imatinib arm (29%).
Notably, 22% of patients reported a complete cytogenetic response (CCyR) in the dasatinib arm while
only 8% achieved a CCyR in the imatinib arm. With longer treatment and follow-up (median of

24 months), MCyR was achieved in 53% of the SPRY CEL-treated patients (CCyR in 44%) and 33%
of the imatinib-treated patients (CCyR in 18%) prior to crossover. Among patients who had received
imatinib 400 mg prior to study entry, MCyR was achieved in 61% of patients in the SPRYCEL arm
and 50% in the imatinib arm.

Based on the Kaplan-Meier estimates, the proportion of patients who maintained MCyR for 1 year was
92% (95% CI: [85%-100%]) for SPRYCEL (CCyR 97%, 95% CI: [92%-100%]) and 74% (95% CI:
[49%-100%]) for imatinib (CCyR 100%). The proportion of patients who maintained MCyR for

18 months was 90% (95% CI: [82%-98%]) for SPRYCEL (CCyR 94%, 95% CI: [87%-100%]) and
74% (95% CI: [49%-100%]) for imatinib (CCyR 100%).

Based on the Kaplan-Meier estimates, the proportion of patients who had progression-free survival
(PFS) for 1 year was 91% (95% ClI: [85%-97%]) for SPRYCEL and 73% (95% CI: [54%-91%]) for
imatinib. The proportion of patients who had PFS at 2 years was 86% (95% CI: [78%-93%]) for
SPRYCEL and 65% (95% CI: [43%-87%]) for imatinib.

A total of 43% of the patients in the dasatinib arm, and 82% in the imatinib arm had treatment failure,
defined as disease progression or cross-over to the other treatment (lack of response, study drug
intolerance, etc.).

The rate of major molecular response (defined as BCR-ABL/control transcripts <0.1% by RQ-PCR in
peripheral blood samples) prior to crossover was 29% for SPRYCEL and 12% for imatinib.

2- An open-label, single-arm, multicenter study was conducted in patients resistant or intolerant to
imatinib (i.e. patients who experienced significant toxicity during treatment with imatinib that
precluded further treatment).

A total of 387 patients received dasatinib 70 mg twice daily (288 resistant and 99 intolerant). The
median time from diagnosis to start of treatment was 61 months. The majority of the patients (53%)
had received prior imatinib treatment for more than 3 years. Most resistant patients (72%) had
received > 600 mg imatinib. In addition to imatinib, 35% of patients had received prior cytotoxic
chemotherapy, 65% had received prior interferon, and 10% had received a prior stem cell transplant.
Thirty-eight percent of patients had baseline mutations known to confer imatinib resistance. Median
duration of treatment on SPRYCEL was 24 months with 51% of patients treated for > 24 months to
date. Efficacy results are reported in Table 5. MCyR was achieved in 55% of imatinib-resistant
patients and 82% of imatinib-intolerant patients. With a minimum of 24 months follow-up, 21 of the
240 patients who had achieved a MCyR had progressed and the median duration of MCyR had not
been reached.
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Based on the Kaplan-Meier estimates, 95% (95% CI: [92%-98%]) of the patients maintained MCyR
for 1 year and 88% (95% CI: [83%-93%]) maintained MCyR for 2 years. The proportion of patients
who maintained CCyR for 1 year was 97% (95% CI: [94%-99%]) and for 2 years was 90% (95% ClI:
[86%0-95%]). Fifty-five percent of the imatinib-resistant patients with no prior MCyR to imatinib
(n=288) achieved a MCyR with dasatinib.

There were 45 different BCR-ABL mutations in 38% of patients enrolled in this trial. Complete
haematologic response or MCyR was achieved in patients harboring a variety of BCR-ABL mutations
associated with imatinib resistance except T3151. The rates of MCyR at 2 years were similar whether
patients had any baseline BCR-ABL mutation, P-loop mutation, or no mutation (63%, 61% and 62%,
respectively).

Among imatinib-resistant patients, the estimated rate of PFS was 88% (95% CI: [84%-92%]) at 1 year
and 75% (95% ClI: [69%-81%]) at 2 years. Among imatinib-intolerant patients, the estimated rate of
PFS was 98% (95% ClI: [95%-100%]) at 1 year and 94% (95% CI: [88%-99%)]) at 2 years.

The rate of major molecular response at 24 months was 45% (35% for imatinib-resistant patients and
74% for imatinib-intolerant patients).

Accelerated Phase CML.:

An open-label, single-arm, multicenter study was conducted in patients intolerant or resistant to
imatinib. A total of 174 patients received dasatinib 70 mg twice daily (161 resistant and 13 intolerant
to imatinib). The median time from diagnosis to start of treatment was 82 months. Median duration of
treatment on SPRYCEL was 14 months with 31% of patients treated for > 24 months to date. Efficacy
results are reported in Table 5.

Myeloid Blast Phase CML:

An open-label, single-arm, multicenter study was conducted in patients intolerant or resistant to
imatinib. A total of 109 patients received dasatinib 70 mg twice daily (99 resistant and 10 intolerant to
imatinib). The median time from diagnosis to start of treatment was 48 months. Median duration of
treatment on SPRY CEL was 3.5 months with 12% of patients treated for > 24 months to date. Efficacy
results are reported in Table 5.

Clinical trials in Lymphoid Blast Phase CML and Ph+ ALL:

An open-label, single-arm, multicenter study was conducted in patients with lymphoid blast phase
CML or Ph+ ALL who were resistant or intolerant to prior imatinib therapy. A total of 48 patients
with lymphoid blast CML received dasatinib 70 mg twice daily (42 resistant and 6 intolerant to
imatinib). The median time from diagnosis to start of treatment was 28 months. Median duration of
treatment on SPRYCEL was 3 months with 2% treated for > 24 months to date. In addition,

46 patients with Ph+ ALL received dasatinib 70 mg twice daily (44 resistant and 2 intolerant to
imatinib). The median time from diagnosis to start of treatment was 18 months. Median duration of
treatment on SPRY CEL was 3 months with 7% of patients treated for > 24 months to date. Efficacy
results are reported in Table 5. Of note, major haematologic responses (MaHR) were achieved quickly
(most within 35 days of first dasatinib administration for patients with lymphoid blast CML, and
within 55 days for patients with Ph+ ALL).
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Table 5: Efficacy in Phase 11 SPRYCEL Single-Arm Clinical Studies®
Myeloid Lymphoid
Chronic Accelerated Blast Blast Ph+ ALL
(n=387) (n=174) (n=109) (n=48) (n= 46)

Haematologic Response Rate” (%)

MaHR (95% Cl)
CHR (95% Cl)
NEL (95% CI)

n/a

91% (88-94)

n/a

64% (57-72)
50% (42-58)
14% (10-21)

Duration of MaHR (%; Kaplan-Meier Estimates)

1 Year
2 Year

n/a
n/a

79% (71-87)
60% (50-70)

339% (24-43)
26% (18-35)
7% (3-14)

71% (55-87)
41% (21-60)

35% (22-51)
29% (17-44)
6% (1-17)

29% (3-56)
10% (0-28)

41% (27-57)
35% (21-50)
7% (1-18)

32% (8-56)
24% (2-47)

Cytogenetic Responsec (%)

MCyR (95% Cl) 62% (57-67)
CCYR(95% Cl)  54% (48-59)

40% (33-48)
33% (26-41)

349% (25-44)
27% (19-36)

529 (37-67)
46% (31-61)

57% (41-71)
54% (39-69)

Survival (%; Kaplan-Meier Estimates)

Progression-Free
1 Year

2 Year

919% (88-94)
80% (75-84)

64% (57-72)
46% (38-54)

35% (25-45)
20% (11-29)

14% (3-25)
506 (0-13)

21% (9-34)
12% (2-23)

Overall
1 Year

2 Year

97% (95-99)
94% (91-97)

83% (77-89)
72% (64-79)

48% (38-59)
38% (27-50)

30% (14-47)
26% (10-42)

35% (20-51)
31% (16-47)

Numbers in bold font are the results of primary endpoints.
Haematologic response criteria (all responses confirmed after 4 weeks): Major haematologic response: (MaHR)

= complete haematologic response (CHR) + no evidence of leukemia (NEL).
CHR (chronic CML): WBC < institutional ULN, platelets < 450,000/mm?, no blasts or promyelocytes in
peripheral blood, < 5% myelocytes plus metamyelocytes in peripheral blood, basophils in peripheral blood < 20%,
and no extramedullary involvement.
CHR (advanced CML/Ph+ ALL): WBC <institutional ULN, ANC > 1000/mm?, platelets >100,000/mm®, no
blasts or promyelocytes in peripheral blood, bone marrow blasts < 5%, < 5% myelocytes plus metamyelocytes in
peripheral blood, basophils in peripheral blood < 20%, and no extramedullary involvement.
NEL: same criteria as for CHR but ANC >500/mm® and < 1000/mm?® or platelets >20,000/mm® and

< 100,000/mm?®,

¢ Cytogenetic response criteria: complete (0% Ph+ metaphases) or partial (> 0%-35%). MCyR (0%-35%) combines
both complete and partial responses.
n/a = not applicable CI = confidence interval ULN = upper limit normal range.

The outcome of patients with bone marrow transplantation after SPRY CEL has not been fully evaluated.

Phase Ill Clinical Trials

Two randomised, open-label studies were conducted to evaluate the efficacy of SPRYCEL
administered once daily compared with SPRYCEL administered twice daily:

1- In the study of chronic phase CML, the primary endpoint was MCyR in imatinib-resistant patients.
The main secondary endpoint was MCyR by total daily dose level in the imatinib-resistant patients.
Other secondary endpoints included duration of MCyR, progression-free survival, and overall
survival. A total of 670 patients, of whom 498 were imatinib-resistant, were randomised to the
SPRYCEL 100 mg once daily, 140 mg once daily, 50 mg twice daily, or 70 mg twice daily group.
Median duration of treatment was approximately 8 months (range < 1-15 months).

Response rates are presented in Table 6. Efficacy was achieved across all SPRY CEL treatment groups
with the once daily schedule demonstrating comparable efficacy (non-inferiority) to the twice daily
schedule on the primary efficacy endpoint (difference in MCyR 2.8%; 95% confidence interval [-6% -
11.6%]). The main secondary endpoint of the study also showed comparable efficacy (non-inferiority)
between the 100 mg total daily dose and the 140 mg total daily dose (difference in MCyR -0.8%; 95%
confidence interval [-9.6% - 8.0%]).
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Durations of MCyR, progression-free survival, and overall survival were similar across the four
treatment groups. The median overall survival had not been reached for any of the four treatment
groups.

Table 6: Efficacy of SPRYCEL in Phase 111 Dose-Optimisation Study:Chronic Phase CML

100 mg once daily 50 mg twice daily =~ 140 mg once daily 70 mg twice daily
n =167 n=168 n =167 n =168

Percent (%) of Patients

Haematologic Response Rate® (%)

CHR 90 92 86 87

Cytogenetic Responseb (%)

MCyR
All Patients
(95% CI)
Imatinib-
resistant 53 (66/124) 47 (58/124) 50 (62/123) 51 (65/127)
patients (n/N)

CCyR
All Patients 41 42 44 45
Imatinib-
resistant 34 (42/124) 35 (43/124) 36 (44/123) 39 (50/127)
patients (n/N)

59 (51-66) 54 (46-61) 56 (48-63) 55 (48-63)

8 Haematologic response criteria (all responses confirmed after 4 weeks):

CHR (chronic CML): WBC < institutional ULN, platelets < 450,000/mm?, no blasts or promyelocytes in peripheral blood,
< 5% myelocytes plus metamyelocytes in peripheral blood, basophils in peripheral blood < 20%, and no extramedullary
involvement.

b Cytogenetic response criteria: complete (0% Ph+ metaphases) or partial (> 0%—-35%). MCyR (0%-35%) combines both
complete and partial responses.

2- In the study of advanced phase CML and Ph+ALL, the primary endpoint was MaHR. A total of
611 patients were randomised to either the SPRYCEL 140 mg once daily or 70 mg twice daily group.
Median duration of treatment was approximately 6 months (range < 1-16 months).

The once daily schedule demonstrated comparable efficacy (non-inferiority) to the twice daily
schedule on the primary efficacy endpoint (difference in MaHR 0.2%; 95% confidence interval
[-7.8% - 8.1%]). However, with a follow-up of 6 months, the duration of response seems to favor the
twice daily schedule across the different phases of advanced disease, particularly phases with
lymphoid transformation. Therefore 70 mg twice daily remains the recommended dose schedule in
imatinib-resistant or intolerant patients with advanced phase CML and Ph+ALL.

5.2  Pharmacokinetic properties
The pharmacokinetics of dasatinib were evaluated in 229 adult healthy subjects and in 84 patients.

Absorption:

Dasatinib is rapidly absorbed in patients following oral administration, with peak concentrations
between 0.5-3 hours. Following oral administration, the increase in the mean exposure (AUC;) is
approximately proportional to the dose increment across doses ranging from 25 mg to 120 mg twice
daily. The overall mean terminal half-life of dasatinib is approximately 5-6 hours in patients.

Data from healthy subjects administered a single, 100 mg dose of dasatinib 30 minutes following a
high-fat meal indicated a 14% increase in the mean AUC of dasatinib. A low-fat meal 30 minutes prior
to dasatinib resulted in a 21% increase in the mean AUC of dasatinib. The observed food effects do
not represent clinically relevant changes in exposure.
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Distribution:

In patients, dasatinib has a large apparent volume of distribution (2,505 I) suggesting that the
medicinal product is extensively distributed in the extravascular space. At clinically relevant
concentrations of dasatinib, binding to plasma proteins was approximately 96% on the basis of in vitro
experiments.

Metabolism:

Dasatinib is extensively metabolized in humans with multiple enzymes involved in the generation of
the metabolites. In healthy subjects administered 100 mg of [**C]-labelled dasatinib, unchanged
dasatinib represented 29% of circulating radioactivity in plasma. Plasma concentration and measured
in vitro activity indicate that metabolites of dasatinib are unlikely to play a major role in the observed
pharmacology of the product. CYP3A4 is a major enzyme responsible for the metabolism of dasatinib.

Elimination:

Elimination is predominantly in the faeces, mostly as metabolites. Following a single oral dose of [*C]-
labelled dasatinib, approximately 89% of the dose was eliminated within 10 days, with 4% and 85% of the
radioactivity recovered in the urine and faeces, respectively. Unchanged dasatinib accounted for 0.1% and
19% of the dose in urine and faeces, respectively, with the remainder of the dose as metabolites.

Organ function impairment:
Dasatinib and its metabolites are minimally excreted via the kidney. Exposure to dasatinib may be
expected to increase if liver function is impaired.

5.3  Preclinical safety data

The nonclinical safety profile of dasatinib was assessed in a battery of in vitro and in vivo studies in
mice, rats, monkeys, and rabbits.

The primary toxicities occurred in the gastrointestinal, haematopoietic, and lymphoid systems.
Gastrointestinal toxicity was dose limiting in rats and monkeys, as the intestine was a consistent target
organ. In rats, minimal to mild decreases in erythrocyte parameters were accompanied by bone
marrow changes; similar changes occurred in monkeys at a lower incidence. Lymphoid toxicity in rats
consisted of lymphoid depletion of the lymph nodes, spleen, and thymus, and decreased lymphoid
organ weights. Changes in the gastrointestinal, haematopoietic, and lymphoid systems were reversible
following cessation of treatment.

Renal changes in monkeys treated for up to 9 months were limited to an increase in background
kidney mineralization. Cutaneous haemorrhage was observed in an acute, single-dose oral study in
monkeys but was not observed in repeat-dose studies in either monkeys or rats. In rats, dasatinib
inhibited platelet aggregation in vitro and prolonged cuticle bleeding time in vivo, but did not invoke
spontaneous haemorrhage.

Dasatinib activity in vitro in hERG and Purkinje fiber assays suggested a potential for prolongation of
cardiac ventricular repolarization (QT interval). However, in an in vivo single-dose study in conscious
telemetered monkeys, there were no changes in QT interval or ECG wave form.

Dasatinib was not mutagenic in in vitro bacterial cell assays (Ames test) and was not genotoxic in an
in vivo rat micronucleus study. Dasatinib was clastogenic in vitro to dividing Chinese hamster ovary
cells.

In embryofoetal development studies, dasatinib induced embryolethality with associated decreases in
litter size in rats, and foetal skeletal alterations in both rats and rabbits. These effects in both rats and
rabbits occurred at doses that did not produce maternal toxicity. The effects of dasatinib on male and
female fertility are not known.
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In mice, dasatinib induced immunosuppression, which was dose-related and effectively managed by
dose reduction and/or changes in dosing schedule. Dasatinib had phototoxic potential in an in vitro
neutral red uptake phototoxicity assay in mouse fibroblasts.

No carcinogenesis studies were conducted with dasatinib.

6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients

Tablet core:

Lactose monohydrate

Cellulose, microcrystalline

Croscarmellose sodium

Hydroxypropy! cellulose

Magnesium stearate

Film-coating:

Hypromellose

Titanium dioxide

Macrogol 400

6.2 Incompatibilities

Not applicable.

6.3  Shelf life

2 years

6.4  Special precautions for storage

This medicinal product does not require any special storage conditions.

6.5 Nature and contents of container

Alu/Alu blisters (calendar blisters and unit dose blisters) and high-density polyethylene (HDPE) bottle
with child resistant closure of polypropylene.

Cartons containing 56 film-coated tablets in 4 blisters of 14 film-coated tablets each.

Cartons containing 60 film-coated tablets in perforated unit dose blisters.

Cartons containing one bottle with 60 film-coated tablets.

Not all pack sizes may be marketed.

6.6  Special precautions for disposal

The tablets consist of a core tablet, surrounded by a film coating to prevent exposure of health care
professionals to the active substance. However, if the tablets are unintentionally crushed or broken,
health care professionals should wear disposable chemotherapy gloves for appropriate disposal in

order to minimize the risk of dermal exposure.

Any unused product or waste material should be disposed of in accordance with local requirements.
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1. NAME OF THE MEDICINAL PRODUCT

SPRYCEL 50 mg film-coated tablets

2. QUALITATIVE AND QUANTITATIVE COMPOSITION
Each tablet contains 50 mg dasatinib (as monohydrate).
Excipients: each tablet contains 67.5 mg of lactose.

For a full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM
Film-coated tablet (tablet)

White to off-white, biconvex, oval tablet with “BMS” debossed on one side and "528" on the other
side.

4. CLINICAL PARTICULARS
4.1 Therapeutic indications

SPRYCEL is indicated for the treatment of adults with chronic, accelerated or blast phase chronic
myeloid leukaemia (CML) with resistance or intolerance to prior therapy including imatinib mesilate.

SPRYCEL is also indicated for the treatment of adults with Philadelphia chromosome positive (Ph+)
acute lymphoblastic leukaemia (ALL) and lymphoid blast CML with resistance or intolerance to prior
therapy.

4.2 Posology and method of administration

Therapy should be initiated by a physician experienced in the diagnosis and treatment of patients with
leukaemia.

The recommended starting dosage of SPRYCEL for chronic phase CML is 100 mg once daily,
administered orally, consistently either in the morning or in the evening (see sections 4.4, 4.8 and 5.1).
The recommended starting dosage of SPRYCEL for accelerated, myeloid or lymphoid blast phase
(advanced phase) CML or Ph+ALL is 70 mg twice daily administered orally, one tablet in the morning
and one in the evening (see sections 4.8 and 5.1).

Tablets must not be crushed or cut, they must be swallowed whole. SPRYCEL can be taken with or
without a meal.

To achieve the recommended dosage, SPRYCEL is available as 20 mg, 50 mg and 70 mg film-coated
tablets. Dose increase or reduction is recommended based on patient response and tolerability.

Treatment duration: in clinical trials, treatment with SPRYCEL was continued until disease
progression or until no longer tolerated by the patient. The effect of stopping treatment after the
achievement of a complete cytogenetic response (CCyR) has not been investigated.

Dose escalation:

In clinical trials of adult CML and Ph+ ALL patients, dose escalation to 140 mg once daily (chronic
phase CML) or 100 mg twice daily (advanced phase CML or Ph+ ALL) was allowed in patients who
did not achieve a haematologic or cytogenetic response at the recommended starting dosage.
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Dose adjustment for undesirable effects:

Myelosuppression:

In clinical trials, myelosuppression was managed by dose interruption, dose reduction, or
discontinuation of study therapy. Platelet transfusion and red cell transfusion were used as appropriate.
Haematopoetic growth factor has been used in patients with resistant myelosuppression.

Guidelines for dose modifications are summarized in Table 1.

Table 1:  Dose adjustments for neutropenia and thrombocytopenia

1 Stop treatment until ANC > 1.0 x 10°/I
and platelets > 50 x 10%/I.

2 Resume treatment at the original
starting dose.

Chronic Phase CML ANC < 0.5 x 10%I
(starting dose 100 mg once and/or 3 If platelets < 25 x 10%1 and/or
daily) Platelets < 50 x 101 recurrence of ANC < 0.5 x 10%1 for

> 7 days, repeat step 1 and resume
treatment at a reduced dose of 80 mg
once daily (second episode) or
discontinue (third episode).

1 Check if cytopenia is related to
leukaemia (marrow aspirate or biopsy).

2 If cytopenia is unrelated to leukaemia,
stop treatment until ANC > 1.0 x 10%I
and platelets > 20 x 10%/1 and resume at

Accelerated and Blast Phase the original starting dose.

CML and Ph+ ALL
(starting dose 70 mg twice
daily)

ANC < 0.5 x 10%/I
and/or 3 If recurrence of cytopenia, repeat step 1
Platelets < 10 x 10%I and resume treatment at a reduced dose
of 50 mg twice daily (second episode)
or 40 mg twice daily (third episode).

4 If cytopenia is related to leukaemia,
consider dose escalation to 100 mg
twice daily.

ANC: absolute neutrophil count

Non-haematological adverse reactions:

If a severe non-haematological adverse reaction develops with SPRYCEL, treatment must be withheld
until the event has resolved. Thereafter, treatment can be resumed as appropriate at a reduced dose
depending on the initial severity of the event.

Paediatric use: SPRYCEL is not recommended for use in children and adolescents below 18 years of
age due to a lack of data on safety and efficacy (see section 5.1).

Elderly patients: no clinically relevant age-related pharmacokinetic differences have been observed in
these patients. No specific dose recommendation is necessary in the elderly.

Hepatic impairment: no clinical trials were conducted with SPRY CEL in patients with decreased liver
function (trials excluded patients with ALT and/or AST > 2.5 times the upper limit of the normal
range and/or total bilirubin > 2 times the upper limit of the normal range). Since dasatinib is mainly
metabolised through the liver, exposure to dasatinib is expected to increase if liver function is impaired.
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SPRYCEL should be used with caution in patients with moderate to severe hepatic impairment (see
sections 4.4 and 4.8).

Renal impairment: no clinical trials were conducted with SPRYCEL in patients with decreased renal
function (trials excluded patients with serum creatinine concentration > 1.5 times the upper limit of the
normal range). Since the renal clearance of dasatinib and its metabolites is < 4%, a decrease in total
body clearance is not expected in patients with renal insufficiency.

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

Clinically relevant interactions:

Dasatinib is a substrate and an inhibitor of CYP3A4. Therefore, there is a potential for interaction with
other concomitantly administered medicinal products that are metabolized primarily by or modulate
the activity of CYP3A4 (see section 4.5).

Concomitant use of dasatinib and medicinal products that potently inhibit CYP3A4 (e.g. ketoconazole,
itraconazole, erythromycin, clarithromycin, ritonavir, telithromycin) may increase exposure to dasatinib.
Therefore, in patients receiving SPRY CEL, coadministration of a potent CYP3A4 inhibitor is not
recommended (see section 4.5).

Concomitant use of dasatinib and medicinal products that induce CYP3A4 (e.g. dexamethasone,
phenytoin, carbamazepine, rifampicin, phenobarbital or Hypericum perforatum, also known as
St. John's Wort) may substantially reduce exposure to dasatinib, potentially increasing the risk of
therapeutic failure. Therefore, in patients receiving SPRYCEL, coadministration of alternative
therapeutic agents with less potential for CYP3A4 induction should be selected (see section 4.5).

Concomitant use of dasatinib and a CYP3A4 substrate may increase exposure to the CYP3A4
substrate. Therefore, caution is warranted when SPRYCEL is coadministered with CYP3A4 substrates
of narrow therapeutic index, such as astemizole, terfenadine, cisapride, pimozide, quinidine, bepridil
or ergot alkaloids (ergotamine, dihydroergotamine) (see section 4.5).

The concomitant use of dasatinib and a H, antagonist (e.g. famotidine), proton pump inhibitor (e.g.
omeprazole), or aluminium hydroxide/magnesium hydroxide may reduce the exposure to dasatinib.
Thus, H, antagonists and proton pump inhibitors are not recommended and aluminium
hydroxide/magnesium hydroxide products should be administered up to 2 hours prior to, or 2 hours
following the administration of dasatinib (see section 4.5).

Special groups:

There are currently no data available from clinical trials with SPRYCEL in patients with moderately to
severely impaired liver function. Caution is recommended when administering SPRYCEL to patients
with moderate to severe hepatic impairment (see section 4.2).

Important Adverse Reactions:

Myelosuppression: treatment with SPRYCEL is associated with anaemia, neutropenia and
thrombocytopenia. Their occurrence is more frequent in patients with advanced phase CML or

Ph+ ALL than in chronic phase CML. Complete blood counts should be performed weekly for the first
2 months, and then monthly thereafter, or as clinically indicated. Myelosuppression was generally
reversible and usually managed by withholding SPRY CEL temporarily or by dose reduction (see
sections 4.2 and 4.8 Laboratory Test Abnormalities, Haematology).

In a Phase 111 dose-optimisation study in patients with chronic phase CML, grade 3 or 4
myelosuppression was reported more frequently in patients treated with 70 mg twice daily than in
patients treated with 100 mg once daily; fluid retention was also reported more frequently in patients
treated with twice daily schedule compared to once daily (see section 4.8).
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Therefore, the starting dose of 100 mg once daily is the recommended initial dosage for patients with
chronic phase CML.

Bleeding: in all clinical studies, severe central nervous system (CNS) haemorrhage occurred in < 1%
of patients. Eight cases were fatal and 5 of them were associated with CTC grade 4 thrombocytopenia.
Severe gastrointestinal haemorrhage occurred in 4% of patients and generally required drug
interruptions and transfusions. Other severe haemorrhage occurred in 2% of patients. Most bleeding
related events were typically associated with severe thrombocytopenia (see section 4.8).

Patients were excluded from participation in SPRYCEL clinical trials if they took medicinal products
that inhibit platelet function or anticoagulants. In some trials, the use of anticoagulants, acetylsalicylic
acid, and non-steroidal anti-inflammatory drugs (NSAIDs) was allowed concurrently with SPRYCEL
if the platelet count was > 50,000/mm?. Caution should be exercised if patients are required to take
medicinal products that inhibit platelet function or anticoagulants.

Fluid retention: SPRYCEL is associated with fluid retention. In all clinical studies, severe fluid
retention was reported in 9% of patients, including severe pleural and pericardial effusion reported in
6% and 1% of patients, respectively. Severe ascites and generalised oedema were each reported in

< 1% of patients. Severe non-cardiogenic pulmonary oedema was reported in 1% of patients. Patients
who develop symptoms suggestive of pleural effusion such as dyspnoea or dry cough should be
evaluated by chest X-ray. Severe pleural effusion may require thoracocentesis and oxygen therapy.
Fluid retention events were typically managed by supportive care measures that include diuretics and
short courses of steroids. While the safety profile of SPRYCEL in the elderly population was similar
to that in the younger population, patients aged 65 years and older are more likely to experience fluid
retention events and should be monitored closely (see section 4.8).

QT Prolongation: in vitro data suggest that dasatinib has the potential to prolong cardiac ventricular
repolarization (QT Interval) (see section 5.3). In 865 patients with leukaemia treated with SPRYCEL
in Phase 1l clinical trials, the mean changes from baseline in QTc interval using Fridericia's method
(QTcF) were 4 - 6 msec; the upper 95% confidence intervals for all mean changes from baseline were
< 7 msec (see section 4.8). Of the 2,182 patients who received SPRYCEL in Phase II/111 clinical trials,
18 had QTc prolongation reported as an adverse event. Seventeen patients (< 1%) experienced a QTcF
> 500 msec. SPRYCEL should be administered with caution to patients who have or may develop
prolongation of QTc. These include patients with hypokalemia or hypomagnesemia, patients with
congenital long QT syndrome, patients taking anti-arrhythmic medicinal products or other medicinal
products which lead to QT prolongation, and cumulative high dose anthracycline therapy.
Hypokalemia or hypomagnesemia should be corrected prior to SPRYCEL administration.

Patients with uncontrolled or significant cardiovascular disease were not included in the clinical
studies.

Lactose:

This medicinal product contains 135 mg of lactose monohydrate in a 100 mg daily dose and 189 mg of
lactose monohydrate in a 140 mg daily dose. Patients with rare hereditary problems of galactose
intolerance, the Lapp lactase deficiency or glucose-galactose malabsorption should not take this
medicinal product.

4.5 Interaction with other medicinal products and other forms of interaction

Active substances that may increase dasatinib plasma concentrations:

In vitro studies indicate that dasatinib is a CYP3A4 substrate. Concomitant use of dasatinib and
medicinal products which potently inhibit CYP3A4 (e.g. ketoconazole, itraconazole, erythromycin,
clarithromycin, ritonavir, telithromycin) may increase exposure to dasatinib. Therefore, in patients
receiving SPRYCEL, systemic administration of a potent CYP3A4 inhibitor is not recommended.

At clinically relevant concentrations, dasatinib's binding to plasma proteins is approximately 96% on
the basis of in vitro experiments. No studies have been performed to evaluate dasatinib interaction
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with other protein-bound medicinal products. The potential for displacement and its clinical relevance
are unknown.

Active substances that may decrease dasatinib plasma concentrations:

When dasatinib was administered following 8 days of continuous evening administration with 600 mg
of rifampicin, a potent CYP3A4 inducer, the AUC of dasatinib was decreased by 82%. Also other
medicinal products that induce CYP3A4 activity (e.g. dexamethazone, phenytoin, carbamazepine,
Phenobarbital or Hypericum perforatum, also known as St. John’s Wort) may increase metabolism and
decrease dasatinib plasma concentrations. Therefore, concomitant use of potent CYP3A4 inducers
with SPRYCEL is not recommended. In patients in whom rifampicin or other CYP3A4 inducers are
indicated, alternative agents with less enzyme induction potential should be used.

Histamine-2 antagonists and proton pump inhibitors:

Long-term suppression of gastric acid secretion by H, antagonists or proton pump inhibitors (e.g.
famotidine and omeprazole) is likely to reduce dasatinib exposure. In a single dose study in healthy
subjects, the administration of famotidine 10 hours prior to a single dose of SPRYCEL reduced
dasatinib exposure by 61%. The use of antacids should be considered in place of H, antagonists or
proton pump inhibitors in patients receiving SPRYCEL therapy (see section 4.4).

Antacids:

Nonclinical data demonstrate that the solubility of dasatinib is pH dependent. In healthy subjects, the
concomitant use of aluminium hydroxide/magnesium hydroxide antacids with SPRYCEL reduced the
AUC of a single dose of SPRYCEL by 55% and the C.« by 58%. However, when antacids were
administered 2 hours prior to a single dose of SPRYCEL, no relevant changes in dasatinib
concentration or exposure were observed. Thus, antacids may be administered up to 2 hours prior to or
2 hours following SPRY CEL (see section 4.4).

Active substances that may have their plasma concentrations altered by SPRYCEL.:

Concomitant use of dasatinib and a CYP3A4 substrate may increase exposure to the CYP3A4
substrate. In a study in healthy subjects, a single 100 mg dose of SPRY CEL increased AUC and Cax
exposure to simvastatin, a known CYP3A4 substrate, by 20 and 37% respectively. It cannot be
excluded that the effect is larger after multiple doses of dasatinib. Therefore, CYP3A4 substrates
known to have a narrow therapeutic index (e.g. astemizole, terfenadine, cisapride, pimozide, quinidine,
bepridil or ergot alkaloids (ergotamine, dihydroergotamine)) should be administered with caution in
patients receiving SPRYCEL (see section 4.4).

In vitro data indicate a potential risk for interaction with CYP2C8 substrates, such as glitazones.

4.6 Pregnancy and lactation

Pregnancy:

There are no adequate data from the use of dasatinib in pregnant women. Studies in animals have
shown reproductive toxicity (see section 5.3). The potential risk for humans is unknown.

SPRYCEL should not be used during pregnancy unless clearly necessary. If it is used during
pregnancy, the patient must be informed of the potential risk to the foetus. The effect of dasatinib on
sperm is unknown, therefore both sexually active men and women should use effective methods of
contraception during treatment.

Lactation:

There is insufficient/limited information on the excretion of dasatinib in human or animal breast milk.
Physico-chemical and available pharmacodynamic/toxicological data on dasatinib point to excretion in
breast milk and a risk to the suckling child cannot be excluded.

Breast-feeding must be stopped during treatment with SPRYCEL.

4.7  Effects on ability to drive and use machines

No studies on the effects on the ability to drive and use machines have been performed. Patients
should be advised that they may experience undesirable effects such as dizziness or blurred vision
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during treatment with dasatinib. Therefore caution should be recommended when driving a car or
operating machines.

4.8 Undesirable effects

The data described below reflect exposure to SPRYCEL in 2,182 patients in clinical trials (starting
dosage 100 mg once daily, 140 mg once daily, 50 mg twice daily, or 70 mg twice daily). Of the 2,182
patients treated, 25% were > 65 years of age, while 5% were > 75 years of age. The median duration
of therapy was 11 months (range 0.03 -31 months).

The majority of SPRYCEL-treated patients experienced adverse reactions at some time. Most
reactions were of mild-to-moderate grade. Treatment was discontinued for adverse reactions in 11% of
patients in chronic phase CML, 12% in accelerated phase CML, 15% in myeloid blast phase CML,
and 8% in lymphoid blast phase CML or Ph+ ALL. In the Phase 11l dose-optimisation study in patients
with chronic phase CML, the rate of discontinuation for adverse drug reaction was lower for patients
treated with 100 mg once daily than for those treated with 70 mg twice daily (3% and 11%,
respectively).

The majority of imatinib-intolerant patients with chronic phase CML were able to tolerate treatment with
dasatinib. In the Phase Il single-arm study in chronic phase CML, 3 of the 99 imatinib-intolerant patients
had the same grade 3 or 4 non-hematological toxicity with SPRYCEL as they did with prior imatinib; all
3 patients continued SPRY CEL treatment after dose reduction.

The most frequently reported adverse reactions were fluid retention (including pleural effusion),
diarrhoea, headache, nausea, skin rash, dyspnoea, haemorrhage, fatigue, musculoskeletal pain,
infection, vomiting, cough, abdominal pain and pyrexia (Table 3). Drug-related febrile neutropenia
was reported in 5% of patients.

Miscellaneous adverse reactions such as pleural effusion, ascites, pulmonary oedema and pericardial
effusion with or without superficial oedema may be collectively described as “fluid retention”. The use
of dasatinib is associated with fluid retention with severe cases in 9% of patients. Severe pleural and
pericardial effusion were reported in 6% and 1% of patients, respectively. Severe ascites and
generalised oedema were each reported in < 1%. One percent of patients experienced severe
non-cardiogenic pulmonary oedema. Fluid retention events were typically managed by supportive care
measures that include diuretics or short courses of steroids. While the safety profile of SPRYCEL in
the elderly population was similar to that in the younger population, patients aged 65 years and older
are more likely to experience fluid retention events and should be monitored closely (see section 4.4).

Bleeding drug-related events, ranging from petechiae and epistaxis to severe gastrointestinal
haemorrhage and CNS bleeding, were reported in patients taking SPRY CEL (see section 4.4). Severe
CNS haemorrhage occurred in < 1% of patients; 8 cases were fatal and 5 of them were associated with
CTC grade 4 thrombocytopenia. Severe gastrointestinal haemorrhage occurred in 4% of patients and
generally required treatment interruption and transfusions. Other severe haemorrhage occurred in 2%
of patients. Most bleeding related events were typically associated with severe thrombocytopenia.
Treatment with SPRY CEL is associated with anaemia, neutropenia and thrombocytopenia. Their
occurrence is more frequent in patients with advanced phase CML or Ph+ ALL than in chronic phase
CML (see section 4.4).

In the Phase 111 dose-optimisation study in patients with chronic phase CML (median duration of
treatment approximately 8 months), the incidence of pleural effusion and congestive heart
failure/cardiac dysfunction was lower in patients treated with SPRYCEL 100 mg once daily than in
those treated with SPRYCEL 70 mg twice daily (Table 2a). Myelosuppression was also reported less
frequently with the 100 mg once daily (see Laboratory test abnormalities).
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Table 2a:  Selected Adverse Drug Reactions Reported in Phase 111 Dose-Optimisation Study:
Chronic Phase CML

100 mg once daily 140 mg once daily 50 mg twice daily 70 mg twice daily

n =166 n=163 n =166 n =167
All Grade All Grade All Grade All Grade
Grades 3/4 Grades 3/4 Grades 3/4 Grades 3/4
Preferred Term Percent (%) of Patients
Diarrhoea 24 1 23 2 24 2 22 4
Fluid Retention 21 1 26 4 22 2 28 4
Superficial Oedema 14 0 12 1 13 0 14 0
Pleural Effusion 7 1 15 3 11 2 16 1
Generalised 2 0 2 0 1 0 1 0
oedema
Congestive heart 0 0 1 1 1 1 3 2
failure/cardiac
dysfunction
Pericardial effusion 1 0 3 1 1 1 1 1
Pulmonary oedema 0 0 1 0 1 0 1 1
Pulmonary 0 0 0 0 0 0 1 1
hypertension
Haemorrhage
Gastrointestinal 1 1 1 0 4 2 4 2
bleeding
In the Phase 111 dose-optimisation study in patients with advanced phase CML and Ph+ ALL, fluid
retention (pleural effusion and pericardial effusion) was reported less frequently in patients treated
with SPRYCEL 140 mg once daily than in those treated with 70 mg twice daily (Table 2b).
Table 2b:  Selected Adverse Drug Reactions Reported in Phase 111 Dose-Optimisation Study:
Advanced Phase CML and Ph+ALL
140 mg once daily 70 mg twice daily
n=304 n =305
All Grades Grade 3/4 All Grades Grade 3/4
Preferred Term Percent (%) of Patients
Diarrhoea 27 3 27 3
Fluid Retention 26 5 34 9
Superficial oedema 12 <1 16 1
Pleural Effusion 16 4 23 6
Generalised oedema 1 0 2 1
Congestive heart failure/ 1 0 2 1
cardiac dysfunction
Pericardial effusion 1 0 4 1
Pulmonary oedema 1 1 3 1
Ascites 0 0 1 0
Pulmonary hypertension 0 0 1 <1
Haemorrhage
Gastrointestinal bleeding 7 6 12 6

In clinical trials, it was recommended that treatment with imatinib be discontinued at least 7 days
before starting treatment with SPRYCEL.

Adverse reactions:
The following adverse reactions were reported in patients in SPRYCEL clinical trials. These reactions
are presented by system organ class and by frequency. Frequencies are defined as: very common
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(> 1/10); common (> 1/100 to < 1/10); uncommon (> 1/1,000 to < 1/100); rare (> 1/10,000 to < 1/1,000).
Within each frequency grouping, undesirable effects are presented in order of decreasing seriousness.

Adverse drug reactions, excluding laboratory abnormalities, that were reported in > 5% of patients in
SPRYCEL clinical trials are shown in Table 3:

Table 3: Adverse Drug Reactions (ADR) reported > 5% in clinical trials

All Patients (n=2,182)
Percent (%) of Patients

All Grades Grades 3/4
5 5

Blood and lymphatic system disorders
Common: febrile neutropenia

Nervous system disorders

Very common: headache 25 1
Common: neuropathy (including

peripheral neuropathy) 6 <1
Respiratory, thoracic and mediastinal

disorders

Very common: pleural effusion, 25 6
dyspnoea, 21 4
cough 10 <1
Gastrointestinal disorders

Very common: diarrhoea, 32 4
nausea, 22 1
vomiting, 13 1
abdominal pain 10 1
Common: gastrointestinal bleeding, 8 4
mucosal inflammation (including 7 <1
mucositis/stomatitis),

dyspepsia, 5

abdominal distension 5

Skin and subcutaneous tissue disorders

Very common: skin rash® 22 1
Common: pruritus 7 <1
Musculoskeletal and connective tissue

disorders

Very common: musculoskeletal pain 14 1
Common: arthralgia, 8 1
myalgia 8 <1
Metabolism and nutrition disorders

Common: anorexia 9 <1
Infections and infestations

Very common: infection (including 10 3
bacterial, viral, fungal, non-specific)

Vascular disorders

Very common: haemorrhage® 15 2
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General disorders and administration
site conditions

Very common: superficial oedema’, 21 <1
fatigue, 21 2
pyrexia 13 1
Common: pain, 7 <1
asthenia, 9 1
chest pain 5 1

Includes drug eruption, erythema, erythema multiforme, erythrosis, exfoliative rash, fungal rash, generalised
erythema, genital rash, heat rash, milia, rash, rash erythematous, rash follicular, rash generalised, rash macular, rash
maculo-papular, rash papular, rash pruritic, rash pustular, rash vesicular, skin exfoliation, skin irritation, and
urticaria vesiculosa.

Excludes gastrointestinal bleeding and CNS bleeding; these ADRs are reported under the gastrointestinal disorders
system organ class and the nervous system disorders system organ class, respectively.

Includes auricular swelling, conjunctival oedema, eye oedema, eye swelling, eyelid oedema, face oedema,
gravitational oedema, lip oedema, localised oedema, macular oedema, oedema genital, oedema mouth, oedema
peripheral, orbital oedema, penile oedema, periorbital oedema, pitting oedema, scrotal oedema, swelling face, and
tongue oedema.

The following adverse drug reactions were reported in patients in the SPRYCEL clinical trials at a
frequency of < 5%:

Investigations
Common: weight decreased, weight increased
Uncommon: blood creatine phosphokinase increased

Cardiac disorders

Common: congestive heart failure/cardiac dysfunction, pericardial effusion, arrhythmia (including
tachycardia), palpitations

Uncommon: myocardial infarction, pericarditis, ventricular arrhythmia (including ventricular
tachycardia), angina pectoris, cardiomegaly

Rare: cor pulmonale, myocarditis, acute coronary syndrome

Blood and lymphatic system disorders
Common: pancytopenia
Rare: aplasia pure red cell

Nervous system disorders

Common: dizziness, dysgeusia, somnolence

Uncommon: CNS bleeding, syncope, tremor, amnesia

Rare: cerebrovascular accident, transient ischaemic attack, convulsion

Eye disorders

Common: visual disorder (including visual disturbance, vision blurred, and visual acuity reduced), dry
eye

Uncommon: conjunctivitis

Ear and labyrinth disorders
Common: tinnitus
Uncommon: vertigo

Respiratory, thoracic and mediastinal disorders

Common: pulmonary oedema, lung infiltration, pneumonitis
Uncommon: bronchospasm, pulmonary hypertenstion, asthma
Rare: acute respiratory distress syndrome
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Gastrointestinal disorders
Common: colitis (including neutropenic colitis), gastritis, constipation, oral soft tissue disorder
Uncommon: pancreatitis, upper gastrointestinal ulcer, oesophagitis, ascites, anal fissure, dysphagia

Renal and urinary disorders
Uncommon: renal failure, urinary frequency, proteinuria

Skin and subcutaneous tissue disorders

Common: alopecia, dermatitis (including eczema), acne, dry skin, urticaria, hyperhidrosis
Uncommon: acute febrile neutrophilic dermatosis, photosensitivity, pigmentation disorder,
panniculitis, skin ulcer, bullous conditions, nail disorder, palmar-plantar erythrodysesthesia syndrome

Musculoskeletal and connective tissue disorders
Common: muscle inflammation, muscular weakness
Uncommon: rhabdomyolysis, musculoskeletal stiffness
Rare: tendonitis

Metabolism and nutrition disorders
Common: appetite disturbances
Uncommon: hyperuricaemia

Infections and infestations
Common: sepsis (including fatal outcome), pneumonia (including bacterial, viral, and fungal), upper
respiratory tract infection/inflammation, herpes viral infection, enterocolitis infection

Injury, poisoning, and procedural complications
Common: contusion

Neoplasms benign, malignant and unspecified (including cysts and polyps)
Uncommon: tumour lysis syndrome

Vascular disorders

Common: hypertension, flushing
Uncommon: hypotension, thrombophlebitis
Rare: livedo reticularis

General disorders and administration site conditions
Common: generalised oedema, chills

Uncommon: malaise

Rare: temperature intolerance

Immune System Disorders
Uncommon: hypersensitivity (including erythema nodosum)

Hepatobiliary disorders
Uncommon: hepatitis, cholestasis
Rare: cholecystitis

Reproductive system and breast disorders
Uncommon: gynecomastia, irregular menstruation
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Psychiatric disorders
Common: depression, insomnia
Uncommon: anxiety, confusional state, affect lability, libido decreased

Laboratory test abnormalities:

Haematology:

In CML, cytopenias (thrombocytopenia, neutropenia, and anaemia) were a consistent finding.
However, the occurrence of cytopenias was also clearly dependent on the stage of the disease. The
frequency of grade 3 and 4 haematological abnormalities is presented in Table 4.

Table 4: CTC Grades 3/4 Haematological Laboratory Abnormalities in
Clinical Studies
Lymphoid
Blast Phase
a Myeloid Blast and
Chronic Phase”  Accelerated Phase Phase Ph+ ALL
(n=1150) (n=502) (n=280) (n=250)
Percent (%) of Patients
Haematology Parameters
Neutropenia 46 68 80 78
Thrombocytopenia 41 71 81 78
Anaemia 19 55 75 45

& The chronic phase data include patients treated with any dose of SPRYCEL.

CTC grades: neutropenia (Grade 3 >0.5-1.0 x 10%1, Grade 4 < 0.5 x 10%1); thrombocytopenia (Grade 3 > 10-50 x
10%/1, Grade 4 < 10 x 10%1); anaemia (hemoglobin Grade 3 > 65-80 g/l, Grade 4 < 65 g/l).

In the Phase 111 dose-optimisation study in patients with chronic phase CML, the frequency of
neutropenia, thrombocytopenia and anaemia was lower in the SPRYCEL 100 mg once daily than in
the SPRYCEL 70 mg twice daily group.

In patients who experienced severe myelosuppression, recovery generally occurred following brief
dose interruptions and/or reductions and permanent discontinuation of treatment occurred in 1% of
patients. Most patients continued treatment without further evidence of myelosuppression.

Biochemistry:

Grade 3 or 4 elevations of transaminases or bilirubin were reported in < 5% of patients with chronic or
accelerated phase CML but elevations were reported with an increased frequency of 4 to 7% in
patients with myeloid or lymphoid blast CML and Ph+ ALL. It was usually managed with dose
reduction or interruption. In the phase I11 dose optimisation studies, grade 3 or 4 elevations of
transaminases or bilirubin were reported in < 1% of patients with chronic phase CML with similar low
incidence in the four treatment groups; elevations were reported in 1% to 4% of patients with
advanced phase CML and Ph+ALL.

Approximately 5% of the dasatinib-treated patients who had normal baseline levels experienced grade
3 or 4 transient hypocalcemia at some time during the course of the study. In general; there was no
association of decreased calcium with clinical symptoms. Patients developing grade 3 or 4
hypocalcemia often had recovery with oral supplementation. Grade 3 and 4 hypocalcemia and
hypophosphatemia were reported in patients with all phases of CML but were reported with an
increased frequency in patients with myeloid or lymphoid blast phase CML and Ph+ ALL.

Electrocardiogram:

In 5 Phase I clinical trials in patients with leukaemia, repeated baseline and on-treatment ECGs were
obtained at pre-specified time points and read centrally for 865 patients receiving SPRYCEL 70 mg
twice daily. QT interval was corrected for heart rate by Fridericia's method. At all post-dose time
points on day 8, the mean changes from baseline in QTcF interval were 4 -6 msec, with associated
upper 95% confidence intervals < 7 msec. Of the 2,182 patients who received SPRYCEL in clinical
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trials, 18 had QTc prolongation reported as an adverse event. Seventeen patients (< 1%) experienced a
QTcF > 500 msec (see section 4.4).

49 Overdose

Experience with overdose of SPRYCEL in clinical studies is limited to isolated cases. The highest
reported dosage ingested was 280 mg per day for one week with no associated clinical symptoms.
Since SPRYCEL is associated with severe myelosuppression (see section 4.4), patients who ingested
more than the recommended dosage should be closely monitored for myelosuppression and
appropriate supportive treatment given.

5. PHARMACOLOGICAL PROPERTIES
5.1 Pharmacodynamic properties
Pharmacotherapeutic group: protein kinase inhibitor, ATC code: LO1XEOQ6

Dasatinib inhibits the activity of the BCR-ABL kinase and SRC family kinases along with a number of
other selected oncogenic kinases including c-KIT, ephrin (EPH) receptor kinases, and PDGFf
receptor. Dasatinib is a potent, subnanomolar inhibitor of the BCR-ABL kinase with potency at
concentration of 0.6-0.8 nM. It binds to both the inactive and active conformations of the BCR-ABL
enzyme.

In vitro, dasatinib is active in leukaemic cell lines representing variants of imatinib sensitive and
resistant disease. These nonclinical studies show that dasatinib can overcome imatinib resistance
resulting from BCR-ABL overexpression, BCR-ABL kinase domain mutations, activation of alternate
signaling pathways involving the SRC family kinases (LYN, HCK), and multidrug resistance gene
overexpression. Additionally, dasatinib inhibits SRC family kinases at subnanomolar concentrations.

In vivo, in separate experiments using murine models of CML, dasatinib prevented the progression of
chronic CML to blast phase and prolonged the survival of mice bearing patient-derived CML cell lines
grown at various sites, including the central nervous system.

Clinical trials:

In the Phase | study, haematologic and cytogenetic responses were observed in all phases of CML and
in Ph+ ALL in the first 84 patients treated and followed for up to 27 months. Responses were durable
across all phases of CML and Ph+ ALL.

A total of 2,182 patients were evaluated in clinical trials; of these 25% were > 65 years of age and 5%
were > 75 years of age. Safety and efficacy of SPRYCEL have not yet been studied in paediatric
patients.

Phase 11 clinical trials in CML:

Four single-arm, uncontrolled, open-label phase Il clinical trials were conducted to determine the
safety and efficacy of SPRYCEL in patients with CML in chronic, accelerated, or myeloid blast phase,
who were either resistant or intolerant to imatinib. One randomized non-comparative trial was
conducted in chronic phase patients who failed initial treatment with 400 or 600 mg imatinib. The
starting dose of SPRYCEL was 70 mg twice daily. Dose modifications were allowed for improving
activity or management of toxicity (see section 4.2).

The efficacy of SPRYCEL is based on haematological and cytogenetic response rates.

Durability of response and estimated survival rates provide additional evidence of SPRYCEL clinical
benefit.

Chronic Phase CML:
Two clinical trials were conducted in patients resistant or intolerant to imatinib; the primary efficacy
endpoint in these trials was Major Cytogenetic Response (MCyR).
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1- An open-label, randomised, non-comparative multicenter study was conducted in patients who
failed initial treatment with 400 or 600 mg imatinib. They were randomised (2:1) to either dasatinib
(70 mg twice daily) or imatinib (400 mg twice daily). Crossover to the alternative treatment arm was
allowed if patients showed evidence of disease progression or intolerance that could not be managed
by dose modification. The primary endpoint was MCyR at 12 weeks. Results are available for

150 patients: 101 were randomised to SPRYCEL and 49 to imatinib (all imatinib-resistant). The
median time from diagnosis to randomisation was 64 months in the dasatinib group and 52 months in
the imatinib group. All subjects were extensively pretreated. Prior complete haematologic response
(CHR) to imatinib was achieved in 93% of the overall patient population. A prior MCyR to imatinib
was achieved in 28% and 29% of the patients in the dasatinib and imatinib arms, respectively.
Median duration of treatment was 23 months for dasatinib (with 44% of patients treated for

> 24 months to date) and 3 months for imatinib (with 10% of patients treated for > 24 months to date).
Ninety-three percent of patients in the dasatinib arm and 82% of patients in the imatinib arm achieved
a CHR prior to crossover.

At 3 months, a MCyR occurred more often in the dasatinib arm (36%) than in the imatinib arm (29%).
Notably, 22% of patients reported a complete cytogenetic response (CCyR) in the dasatinib arm while
only 8% achieved a CCyR in the imatinib arm. With longer treatment and follow-up (median of

24 months), MCyR was achieved in 53% of the SPRY CEL-treated patients (CCyR in 44%) and 33%
of the imatinib-treated patients (CCyR in 18%) prior to crossover. Among patients who had received
imatinib 400 mg prior to study entry, MCyR was achieved in 61% of patients in the SPRYCEL arm
and 50% in the imatinib arm.

Based on the Kaplan-Meier estimates, the proportion of patients who maintained MCyR for 1 year was
92% (95% CI: [85%-100%]) for SPRYCEL (CCyR 97%, 95% CI: [92%-100%]) and 74% (95% CI:
[49%-100%]) for imatinib (CCyR 100%). The proportion of patients who maintained MCyR for

18 months was 90% (95% CI: [82%-98%]) for SPRYCEL (CCyR 94%, 95% CI: [87%-100%]) and
74% (95% CI: [49%-100%]) for imatinib (CCyR 100%).

Based on the Kaplan-Meier estimates, the proportion of patients who had progression-free survival
(PFS) for 1 year was 91% (95% ClI: [85%-97%]) for SPRYCEL and 73% (95% CI: [54%-91%]) for
imatinib. The proportion of patients who had PFS at 2 years was 86% (95% CI: [78%-93%]) for
SPRYCEL and 65% (95% CI: [43%-87%]) for imatinib.

A total of 43% of the patients in the dasatinib arm, and 82% in the imatinib arm had treatment failure,
defined as disease progression or cross-over to the other treatment (lack of response, study drug
intolerance, etc.).

The rate of major molecular response (defined as BCR-ABL/control transcripts <0.1% by RQ-PCR in
peripheral blood samples) prior to crossover was 29% for SPRYCEL and 12% for imatinib.

2- An open-label, single-arm, multicenter study was conducted in patients resistant or intolerant to
imatinib (i.e. patients who experienced significant toxicity during treatment with imatinib that
precluded further treatment).

A total of 387 patients received dasatinib 70 mg twice daily (288 resistant and 99 intolerant). The
median time from diagnosis to start of treatment was 61 months. The majority of the patients (53%)
had received prior imatinib treatment for more than 3 years. Most resistant patients (72%) had
received > 600 mg imatinib. In addition to imatinib, 35% of patients had received prior cytotoxic
chemotherapy, 65% had received prior interferon, and 10% had received a prior stem cell transplant.
Thirty-eight percent of patients had baseline mutations known to confer imatinib resistance. Median
duration of treatment on SPRYCEL was 24 months with 51% of patients treated for > 24 months to
date. Efficacy results are reported in Table 5. MCyR was achieved in 55% of imatinib-resistant
patients and 82% of imatinib-intolerant patients. With a minimum of 24 months follow-up, 21 of the
240 patients who had achieved a MCyR had progressed and the median duration of MCyR had not
been reached.
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Based on the Kaplan-Meier estimates, 95% (95% CI: [92%-98%]) of the patients maintained MCyR
for 1 year and 88% (95% CI: [83%-93%]) maintained MCyR for 2 years. The proportion of patients
who maintained CCyR for 1 year was 97% (95% CI: [94%-99%]) and for 2 years was 90% (95% ClI:
[86%0-95%]). Fifty-five percent of the imatinib-resistant patients with no prior MCyR to imatinib
(n=288) achieved a MCyR with dasatinib.

There were 45 different BCR-ABL mutations in 38% of patients enrolled in this trial. Complete
haematologic response or MCyR was achieved in patients harboring a variety of BCR-ABL mutations
associated with imatinib resistance except T3151. The rates of MCyR at 2 years were similar whether
patients had any baseline BCR-ABL mutation, P-loop mutation, or no mutation (63%, 61% and 62%,
respectively).

Among imatinib-resistant patients, the estimated rate of PFS was 88% (95% CI: [84%-92%]) at 1 year
and 75% (95% ClI: [69%-81%]) at 2 years. Among imatinib-intolerant patients, the estimated rate of
PFS was 98% (95% ClI: [95%-100%]) at 1 year and 94% (95% CI: [88%-99%)]) at 2 years.

The rate of major molecular response at 24 months was 45% (35% for imatinib-resistant patients and
74% for imatinib-intolerant patients).

Accelerated Phase CML.:

An open-label, single-arm, multicenter study was conducted in patients intolerant or resistant to
imatinib. A total of 174 patients received dasatinib 70 mg twice daily (161 resistant and 13 intolerant
to imatinib). The median time from diagnosis to start of treatment was 82 months. Median duration of
treatment on SPRYCEL was 14 months with 31% of patients treated for > 24 months to date. Efficacy
results are reported in Table 5.

Myeloid Blast Phase CML:

An open-label, single-arm, multicenter study was conducted in patients intolerant or resistant to
imatinib. A total of 109 patients received dasatinib 70 mg twice daily (99 resistant and 10 intolerant to
imatinib). The median time from diagnosis to start of treatment was 48 months. Median duration of
treatment on SPRY CEL was 3.5 months with 12% of patients treated for > 24 months to date. Efficacy
results are reported in Table 5.

Clinical trials in Lymphoid Blast Phase CML and Ph+ ALL:

An open-label, single-arm, multicenter study was conducted in patients with lymphoid blast phase
CML or Ph+ ALL who were resistant or intolerant to prior imatinib therapy. A total of 48 patients
with lymphoid blast CML received dasatinib 70 mg twice daily (42 resistant and 6 intolerant to
imatinib). The median time from diagnosis to start of treatment was 28 months. Median duration of
treatment on SPRYCEL was 3 months with 2% treated for > 24 months to date. In addition,

46 patients with Ph+ ALL received dasatinib 70 mg twice daily (44 resistant and 2 intolerant to
imatinib). The median time from diagnosis to start of treatment was 18 months. Median duration of
treatment on SPRY CEL was 3 months with 7% of patients treated for > 24 months to date. Efficacy
results are reported in Table 5. Of note, major haematologic responses (MaHR) were achieved quickly
(most within 35 days of first dasatinib administration for patients with lymphoid blast CML, and
within 55 days for patients with Ph+ ALL).
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Table 5: Efficacy in Phase 11 SPRYCEL Single-Arm Clinical Studies®
Myeloid Lymphoid
Chronic Accelerated Blast Blast Ph+ ALL
(n=387) (n=174) (n=109) (n=48) (n= 46)

Haematologic Response Rate” (%)

MaHR (95% Cl)
CHR (95% Cl)
NEL (95% CI)

n/a

91% (88-94)

n/a

64% (57-72)
50% (42-58)
14% (10-21)

Duration of MaHR (%; Kaplan-Meier Estimates)

1 Year
2 Year

n/a
n/a

79% (71-87)
60% (50-70)

339% (24-43)
26% (18-35)
7% (3-14)

71% (55-87)
41% (21-60)

35% (22-51)
29% (17-44)
6% (1-17)

29% (3-56)
10% (0-28)

41% (27-57)
35% (21-50)
7% (1-18)

32% (8-56)
24% (2-47)

Cytogenetic Responsec (%)

MCyR (95% Cl) 62% (57-67)
CCYR(95% Cl)  54% (48-59)

40% (33-48)
33% (26-41)

349% (25-44)
27% (19-36)

529 (37-67)
46% (31-61)

57% (41-71)
54% (39-69)

Survival (%; Kaplan-Meier Estimates)

Progression-Free
1 Year

2 Year

919% (88-94)
80% (75-84)

64% (57-72)
46% (38-54)

35% (25-45)
20% (11-29)

14% (3-25)
506 (0-13)

21% (9-34)
12% (2-23)

Overall
1 Year

2 Year

97% (95-99)
94% (91-97)

83% (77-89)
72% (64-79)

48% (38-59)
38% (27-50)

30% (14-47)
26% (10-42)

35% (20-51)
31% (16-47)

Numbers in bold font are the results of primary endpoints.
Haematologic response criteria (all responses confirmed after 4 weeks): Major haematologic response: (MaHR)

= complete haematologic response (CHR) + no evidence of leukemia (NEL).
CHR (chronic CML): WBC < institutional ULN, platelets < 450,000/mm?, no blasts or promyelocytes in
peripheral blood, < 5% myelocytes plus metamyelocytes in peripheral blood, basophils in peripheral blood < 20%,
and no extramedullary involvement.
CHR (advanced CML/Ph+ ALL): WBC <institutional ULN, ANC > 1000/mm?, platelets >100,000/mm®, no
blasts or promyelocytes in peripheral blood, bone marrow blasts < 5%, < 5% myelocytes plus metamyelocytes in
peripheral blood, basophils in peripheral blood < 20%, and no extramedullary involvement.
NEL: same criteria as for CHR but ANC >500/mm® and < 1000/mm? or platelets >20,000/mm® and

< 100,000/mm®,

¢ Cytogenetic response criteria: complete (0% Ph+ metaphases) or partial (> 0%-35%). MCyR (0%-35%) combines
both complete and partial responses.
n/a = not applicable CI = confidence interval ULN = upper limit normal range.

The outcome of patients with bone marrow transplantation after SPRY CEL has not been fully evaluated.

Phase Ill Clinical Trials

Two randomised, open-label studies were conducted to evaluate the efficacy of SPRYCEL
administered once daily compared with SPRYCEL administered twice daily:

1- In the study of chronic phase CML, the primary endpoint was MCyR in imatinib-resistant patients.
The main secondary endpoint was MCyR by total daily dose level in the imatinib-resistant patients.
Other secondary endpoints included duration of MCyR, progression-free survival, and overall
survival. A total of 670 patients, of whom 498 were imatinib-resistant, were randomised to the
SPRYCEL 100 mg once daily, 140 mg once daily, 50 mg twice daily, or 70 mg twice daily group.
Median duration of treatment was approximately 8 months (range < 1-15 months).

Response rates are presented in Table 6. Efficacy was achieved across all SPRY CEL treatment groups
with the once daily schedule demonstrating comparable efficacy (non-inferiority) to the twice daily
schedule on the primary efficacy endpoint (difference in MCyR 2.8%; 95% confidence interval [-6% -
11.6%]). The main secondary endpoint of the study also showed comparable efficacy (non-inferiority)
between the 100 mg total daily dose and the 140 mg total daily dose (difference in MCyR -0.8%; 95%
confidence interval [-9.6% - 8.0%]).
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Durations of MCyR, progression-free survival, and overall survival were similar across the four
treatment groups. The median overall survival had not been reached for any of the four treatment
groups.

Table 6: Efficacy of SPRYCEL in Phase 111 Dose-Optimisation Study:Chronic Phase CML

100 mg once daily 50 mg twice daily =~ 140 mg once daily 70 mg twice daily
n =167 n=168 n =167 n =168

Percent (%) of Patients

Haematologic Response Rate® (%)

CHR 90 92 86 87

Cytogenetic Responseb (%)

MCyR
All Patients
(95% CI)
Imatinib-
resistant 53 (66/124) 47 (58/124) 50 (62/123) 51 (65/127)
patients (n/N)

CCyR
All Patients 41 42 44 45
Imatinib-
resistant 34 (42/124) 35 (43/124) 36 (44/123) 39 (50/127)
patients (n/N)

59 (51-66) 54 (46-61) 56 (48-63) 55 (48-63)

8 Haematologic response criteria (all responses confirmed after 4 weeks):

CHR (chronic CML): WBC < institutional ULN, platelets < 450,000/mm?, no blasts or promyelocytes in peripheral blood,
< 5% myelocytes plus metamyelocytes in peripheral blood, basophils in peripheral blood < 20%, and no extramedullary
involvement.

b Cytogenetic response criteria: complete (0% Ph+ metaphases) or partial (> 0%—-35%). MCyR (0%-35%) combines both
complete and partial responses.

2- In the study of advanced phase CML and Ph+ALL, the primary endpoint was MaHR. A total of
611 patients were randomised to either the SPRYCEL 140 mg once daily or 70 mg twice daily group.
Median duration of treatment was approximately 6 months (range < 1-16 months).

The once daily schedule demonstrated comparable efficacy (non-inferiority) to the twice daily
schedule on the primary efficacy endpoint (difference in MaHR 0.2%; 95% confidence interval
[-7.8% - 8.1%]). However, with a follow-up of 6 months, the duration of response seems to favor the
twice daily schedule across the different phases of advanced disease, particularly phases with
lymphoid transformation. Therefore 70 mg twice daily remains the recommended dose schedule in
imatinib-resistant or intolerant patients with advanced phase CML and Ph+ALL.

5.2  Pharmacokinetic properties
The pharmacokinetics of dasatinib were evaluated in 229 adult healthy subjects and in 84 patients.

Absorption:

Dasatinib is rapidly absorbed in patients following oral administration, with peak concentrations
between 0.5-3 hours. Following oral administration, the increase in the mean exposure (AUC;) is
approximately proportional to the dose increment across doses ranging from 25 mg to 120 mg twice
daily. The overall mean terminal half-life of dasatinib is approximately 5-6 hours in patients.

Data from healthy subjects administered a single, 100 mg dose of dasatinib 30 minutes following a
high-fat meal indicated a 14% increase in the mean AUC of dasatinib. A low-fat meal 30 minutes prior
to dasatinib resulted in a 21% increase in the mean AUC of dasatinib. The observed food effects do
not represent clinically relevant changes in exposure.
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Distribution:

In patients, dasatinib has a large apparent volume of distribution (2,505 I) suggesting that the
medicinal product is extensively distributed in the extravascular space. At clinically relevant
concentrations of dasatinib, binding to plasma proteins was approximately 96% on the basis of in vitro
experiments.

Metabolism:

Dasatinib is extensively metabolized in humans with multiple enzymes involved in the generation of
the metabolites. In healthy subjects administered 100 mg of [**C]-labelled dasatinib, unchanged
dasatinib represented 29% of circulating radioactivity in plasma. Plasma concentration and measured
in vitro activity indicate that metabolites of dasatinib are unlikely to play a major role in the observed
pharmacology of the product. CYP3A4 is a major enzyme responsible for the metabolism of dasatinib.

Elimination:

Elimination is predominantly in the faeces, mostly as metabolites. Following a single oral dose of [*C]-
labelled dasatinib, approximately 89% of the dose was eliminated within 10 days, with 4% and 85% of the
radioactivity recovered in the urine and faeces, respectively. Unchanged dasatinib accounted for 0.1% and
19% of the dose in urine and faeces, respectively, with the remainder of the dose as metabolites.

Organ function impairment:
Dasatinib and its metabolites are minimally excreted via the kidney. Exposure to dasatinib may be
expected to increase if liver function is impaired.

5.3  Preclinical safety data

The nonclinical safety profile of dasatinib was assessed in a battery of in vitro and in vivo studies in
mice, rats, monkeys, and rabbits.

The primary toxicities occurred in the gastrointestinal, haematopoietic, and lymphoid systems.
Gastrointestinal toxicity was dose limiting in rats and monkeys, as the intestine was a consistent target
organ. In rats, minimal to mild decreases in erythrocyte parameters were accompanied by bone
marrow changes; similar changes occurred in monkeys at a lower incidence. Lymphoid toxicity in rats
consisted of lymphoid depletion of the lymph nodes, spleen, and thymus, and decreased lymphoid
organ weights. Changes in the gastrointestinal, haematopoietic, and lymphoid systems were reversible
following cessation of treatment.

Renal changes in monkeys treated for up to 9 months were limited to an increase in background
kidney mineralization. Cutaneous haemorrhage was observed in an acute, single-dose oral study in
monkeys but was not observed in repeat-dose studies in either monkeys or rats. In rats, dasatinib
inhibited platelet aggregation in vitro and prolonged cuticle bleeding time in vivo, but did not invoke
spontaneous haemorrhage.

Dasatinib activity in vitro in hERG and Purkinje fiber assays suggested a potential for prolongation of
cardiac ventricular repolarization (QT interval). However, in an in vivo single-dose study in conscious
telemetered monkeys, there were no changes in QT interval or ECG wave form.

Dasatinib was not mutagenic in in vitro bacterial cell assays (Ames test) and was not genotoxic in an
in vivo rat micronucleus study. Dasatinib was clastogenic in vitro to dividing Chinese hamster ovary
cells.

In embryofoetal development studies, dasatinib induced embryolethality with associated decreases in
litter size in rats, and foetal skeletal alterations in both rats and rabbits. These effects in both rats and
rabbits occurred at doses that did not produce maternal toxicity. The effects of dasatinib on male and
female fertility are not known.
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In mice, dasatinib induced immunosuppression, which was dose-related and effectively managed by
dose reduction and/or changes in dosing schedule. Dasatinib had phototoxic potential in an in vitro
neutral red uptake phototoxicity assay in mouse fibroblasts.

No carcinogenesis studies were conducted with dasatinib.

6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients

Tablet core:

Lactose monohydrate

Cellulose, microcrystalline

Croscarmellose sodium

Hydroxypropy! cellulose

Magnesium stearate

Film-coating:

Hypromellose

Titanium dioxide

Macrogol 400

6.2 Incompatibilities

Not applicable.

6.3  Shelf life

2 years

6.4  Special precautions for storage

This medicinal product does not require any special storage conditions.

6.5 Nature and contents of container

Alu/Alu blisters (calendar blisters and unit dose blisters) and high-density polyethylene (HDPE) bottle
with child resistant closure of polypropylene.

Cartons containing 56 film-coated tablets in 4 blisters of 14 film-coated tablets each.

Cartons containing 60 film-coated tablets in perforated unit dose blisters.

Cartons containing one bottle with 60 film-coated tablets.

Not all pack sizes may be marketed.

6.6  Special precautions for disposal

The tablets consist of a core tablet, surrounded by a film coating to prevent exposure of health care
professionals to the active substance. However, if the tablets are unintentionally crushed or broken,
health care professionals should wear disposable chemotherapy gloves for appropriate disposal in

order to minimize the risk of dermal exposure.

Any unused product or waste material should be disposed of in accordance with local requirements.
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1. NAME OF THE MEDICINAL PRODUCT

SPRYCEL 70 mg film-coated tablets

2. QUALITATIVE AND QUANTITATIVE COMPOSITION
Each tablet contains 70 mg dasatinib (as monohydrate).
Excipients: each tablet contains 94.5 mg of lactose.

For a full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM
Film-coated tablet (tablet)

White to off-white, biconvex, round tablet with “BMS” debossed on one side and "524" on the other
side.

4. CLINICAL PARTICULARS
4.1 Therapeutic indications

SPRYCEL is indicated for the treatment of adults with chronic, accelerated or blast phase chronic
myeloid leukaemia (CML) with resistance or intolerance to prior therapy including imatinib mesilate.

SPRYCEL is also indicated for the treatment of adults with Philadelphia chromosome positive (Ph+)
acute lymphoblastic leukaemia (ALL) and lymphoid blast CML with resistance or intolerance to prior
therapy.

4.2 Posology and method of administration

Therapy should be initiated by a physician experienced in the diagnosis and treatment of patients with
leukaemia.

The recommended starting dosage of SPRYCEL for chronic phase CML is 100 mg once daily,
administered orally, consistently either in the morning or in the evening (see sections 4.4, 4.8 and 5.1).
The recommended starting dosage of SPRYCEL for accelerated, myeloid or lymphoid blast phase
(advanced phase) CML or Ph+ALL is 70 mg twice daily administered orally, one tablet in the morning
and one in the evening (see sections 4.8 and 5.1).

Tablets must not be crushed or cut, they must be swallowed whole. SPRYCEL can be taken with or
without a meal.

To achieve the recommended dosage, SPRYCEL is available as 20 mg, 50 mg and 70 mg film-coated
tablets. Dose increase or reduction is recommended based on patient response and tolerability.

Treatment duration: in clinical trials, treatment with SPRYCEL was continued until disease
progression or until no longer tolerated by the patient. The effect of stopping treatment after the
achievement of a complete cytogenetic response (CCyR) has not been investigated.

Dose escalation:

In clinical trials of adult CML and Ph+ ALL patients, dose escalation to 140 mg once daily (chronic
phase CML) or 100 mg twice daily (advanced phase CML or Ph+ ALL) was allowed in patients who
did not achieve a haematologic or cytogenetic response at the recommended starting dosage.
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Dose adjustment for undesirable effects:

Myelosuppression:

In clinical trials, myelosuppression was managed by dose interruption, dose reduction, or
discontinuation of study therapy. Platelet transfusion and red cell transfusion were used as appropriate.
Haematopoetic growth factor has been used in patients with resistant myelosuppression.

Guidelines for dose modifications are summarized in Table 1.

Table 1:  Dose adjustments for neutropenia and thrombocytopenia

1 Stop treatment until ANC > 1.0 x 10°/I
and platelets > 50 x 10%/I.

2 Resume treatment at the original
starting dose.

Chronic Phase CML ANC < 0.5 x 10%I
(starting dose 100 mg once and/or 3 If platelets < 25 x 10%1 and/or
daily) Platelets < 50 x 101 recurrence of ANC < 0.5 x 10%1 for

> 7 days, repeat step 1 and resume
treatment at a reduced dose of 80 mg
once daily (second episode) or
discontinue (third episode).

1 Check if cytopenia is related to
leukaemia (marrow aspirate or biopsy).

2 If cytopenia is unrelated to leukaemia,
stop treatment until ANC > 1.0 x 10%I
and platelets > 20 x 10%/1 and resume at

Accelerated and Blast Phase the original starting dose.

CML and Ph+ ALL
(starting dose 70 mg twice
daily)

ANC < 0.5 x 10%/I
and/or 3 If recurrence of cytopenia, repeat step 1
Platelets < 10 x 10%I and resume treatment at a reduced dose
of 50 mg twice daily (second episode)
or 40 mg twice daily (third episode).

4 If cytopenia is related to leukaemia,
consider dose escalation to 100 mg
twice daily.

ANC: absolute neutrophil count

Non-haematological adverse reactions:

If a severe non-haematological adverse reaction develops with SPRYCEL, treatment must be withheld
until the event has resolved. Thereafter, treatment can be resumed as appropriate at a reduced dose
depending on the initial severity of the event.

Paediatric use: SPRYCEL is not recommended for use in children and adolescents below 18 years of
age due to a lack of data on safety and efficacy (see section 5.1).

Elderly patients: no clinically relevant age-related pharmacokinetic differences have been observed in
these patients. No specific dose recommendation is necessary in the elderly.

Hepatic impairment: no clinical trials were conducted with SPRY CEL in patients with decreased liver
function (trials excluded patients with ALT and/or AST > 2.5 times the upper limit of the normal
range and/or total bilirubin > 2 times the upper limit of the normal range). Since dasatinib is mainly
metabolised through the liver, exposure to dasatinib is expected to increase if liver function is impaired.
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SPRYCEL should be used with caution in patients with moderate to severe hepatic impairment (see
sections 4.4 and 4.8).

Renal impairment: no clinical trials were conducted with SPRYCEL in patients with decreased renal
function (trials excluded patients with serum creatinine concentration > 1.5 times the upper limit of the
normal range). Since the renal clearance of dasatinib and its metabolites is < 4%, a decrease in total
body clearance is not expected in patients with renal insufficiency.

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

Clinically relevant interactions:

Dasatinib is a substrate and an inhibitor of CYP3A4. Therefore, there is a potential for interaction with
other concomitantly administered medicinal products that are metabolized primarily by or modulate
the activity of CYP3A4 (see section 4.5).

Concomitant use of dasatinib and medicinal products that potently inhibit CYP3A4 (e.g. ketoconazole,
itraconazole, erythromycin, clarithromycin, ritonavir, telithromycin) may increase exposure to dasatinib.
Therefore, in patients receiving SPRY CEL, coadministration of a potent CYP3A4 inhibitor is not
recommended (see section 4.5).

Concomitant use of dasatinib and medicinal products that induce CYP3A4 (e.g. dexamethasone,
phenytoin, carbamazepine, rifampicin, phenobarbital or Hypericum perforatum, also known as
St. John's Wort) may substantially reduce exposure to dasatinib, potentially increasing the risk of
therapeutic failure. Therefore, in patients receiving SPRYCEL, coadministration of alternative
therapeutic agents with less potential for CYP3A4 induction should be selected (see section 4.5).

Concomitant use of dasatinib and a CYP3A4 substrate may increase exposure to the CYP3A4
substrate. Therefore, caution is warranted when SPRYCEL is coadministered with CYP3A4 substrates
of narrow therapeutic index, such as astemizole, terfenadine, cisapride, pimozide, quinidine, bepridil
or ergot alkaloids (ergotamine, dihydroergotamine) (see section 4.5).

The concomitant use of dasatinib and a H, antagonist (e.g. famotidine), proton pump inhibitor (e.g.
omeprazole), or aluminium hydroxide/magnesium hydroxide may reduce the exposure to dasatinib.
Thus, H, antagonists and proton pump inhibitors are not recommended and aluminium
hydroxide/magnesium hydroxide products should be administered up to 2 hours prior to, or 2 hours
following the administration of dasatinib (see section 4.5).

Special groups:

There are currently no data available from clinical trials with SPRYCEL in patients with moderately to
severely impaired liver function. Caution is recommended when administering SPRYCEL to patients
with moderate to severe hepatic impairment (see section 4.2).

Important Adverse Reactions:

Myelosuppression: treatment with SPRYCEL is associated with anaemia, neutropenia and
thrombocytopenia. Their occurrence is more frequent in patients with advanced phase CML or

Ph+ ALL than in chronic phase CML. Complete blood counts should be performed weekly for the first
2 months, and then monthly thereafter, or as clinically indicated. Myelosuppression was generally
reversible and usually managed by withholding SPRY CEL temporarily or by dose reduction (see
sections 4.2 and 4.8 Laboratory Test Abnormalities, Haematology).

In a Phase 111 dose-optimisation study in patients with chronic phase CML, grade 3 or 4
myelosuppression was reported more frequently in patients treated with 70 mg twice daily than in
patients treated with 100 mg once daily; fluid retention was also reported more frequently in patients
treated with twice daily schedule compared to once daily (see section 4.8).
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Therefore, the starting dose of 100 mg once daily is the recommended initial dosage for patients with
chronic phase CML.

Bleeding: in all clinical studies, severe central nervous system (CNS) haemorrhage occurred in < 1%
of patients. Eight cases were fatal and 5 of them were associated with CTC grade 4 thrombocytopenia.
Severe gastrointestinal haemorrhage occurred in 4% of patients and generally required drug
interruptions and transfusions. Other severe haemorrhage occurred in 2% of patients. Most bleeding
related events were typically associated with severe thrombocytopenia (see section 4.8).

Patients were excluded from participation in SPRYCEL clinical trials if they took medicinal products
that inhibit platelet function or anticoagulants. In some trials, the use of anticoagulants, acetylsalicylic
acid, and non-steroidal anti-inflammatory drugs (NSAIDs) was allowed concurrently with SPRYCEL
if the platelet count was > 50,000/mm?. Caution should be exercised if patients are required to take
medicinal products that inhibit platelet function or anticoagulants.

Fluid retention: SPRYCEL is associated with fluid retention. In all clinical studies, severe fluid
retention was reported in 9% of patients, including severe pleural and pericardial effusion reported in
6% and 1% of patients, respectively. Severe ascites and generalised oedema were each reported in

< 1% of patients. Severe non-cardiogenic pulmonary oedema was reported in 1% of patients. Patients
who develop symptoms suggestive of pleural effusion such as dyspnoea or dry cough should be
evaluated by chest X-ray. Severe pleural effusion may require thoracocentesis and oxygen therapy.
Fluid retention events were typically managed by supportive care measures that include diuretics and
short courses of steroids. While the safety profile of SPRYCEL in the elderly population was similar
to that in the younger population, patients aged 65 years and older are more likely to experience fluid
retention events and should be monitored closely (see section 4.8).

QT Prolongation: in vitro data suggest that dasatinib has the potential to prolong cardiac ventricular
repolarization (QT Interval) (see section 5.3). In 865 patients with leukaemia treated with SPRYCEL
in Phase 1l clinical trials, the mean changes from baseline in QTc interval using Fridericia's method
(QTcF) were 4 - 6 msec; the upper 95% confidence intervals for all mean changes from baseline were
< 7 msec (see section 4.8). Of the 2,182 patients who received SPRYCEL in Phase II/111 clinical trials,
18 had QTc prolongation reported as an adverse event. Seventeen patients (< 1%) experienced a QTcF
> 500 msec. SPRYCEL should be administered with caution to patients who have or may develop
prolongation of QTc. These include patients with hypokalemia or hypomagnesemia, patients with
congenital long QT syndrome, patients taking anti-arrhythmic medicinal products or other medicinal
products which lead to QT prolongation, and cumulative high dose anthracycline therapy.
Hypokalemia or hypomagnesemia should be corrected prior to SPRYCEL administration.

Patients with uncontrolled or significant cardiovascular disease were not included in the clinical
studies.

Lactose:

This medicinal product contains 135 mg of lactose monohydrate in a 100 mg daily dose and 189 mg of
lactose monohydrate in a 140 mg daily dose. Patients with rare hereditary problems of galactose
intolerance, the Lapp lactase deficiency or glucose-galactose malabsorption should not take this
medicinal product.

4.5 Interaction with other medicinal products and other forms of interaction

Active substances that may increase dasatinib plasma concentrations:

In vitro studies indicate that dasatinib is a CYP3A4 substrate. Concomitant use of dasatinib and
medicinal products which potently inhibit CYP3A4 (e.g. ketoconazole, itraconazole, erythromycin,
clarithromycin, ritonavir, telithromycin) may increase exposure to dasatinib. Therefore, in patients
receiving SPRYCEL, systemic administration of a potent CYP3A4 inhibitor is not recommended.

At clinically relevant concentrations, dasatinib's binding to plasma proteins is approximately 96% on
the basis of in vitro experiments. No studies have been performed to evaluate dasatinib interaction
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with other protein-bound medicinal products. The potential for displacement and its clinical relevance
are unknown.

Active substances that may decrease dasatinib plasma concentrations:

When dasatinib was administered following 8 days of continuous evening administration with 600 mg
of rifampicin, a potent CYP3A4 inducer, the AUC of dasatinib was decreased by 82%. Also other
medicinal products that induce CYP3A4 activity (e.g. dexamethazone, phenytoin, carbamazepine,
Phenobarbital or Hypericum perforatum, also known as St. John’s Wort) may increase metabolism and
decrease dasatinib plasma concentrations. Therefore, concomitant use of potent CYP3A4 inducers
with SPRYCEL is not recommended. In patients in whom rifampicin or other CYP3A4 inducers are
indicated, alternative agents with less enzyme induction potential should be used.

Histamine-2 antagonists and proton pump inhibitors:

Long-term suppression of gastric acid secretion by H, antagonists or proton pump inhibitors (e.g.
famotidine and omeprazole) is likely to reduce dasatinib exposure. In a single dose study in healthy
subjects, the administration of famotidine 10 hours prior to a single dose of SPRYCEL reduced
dasatinib exposure by 61%. The use of antacids should be considered in place of H, antagonists or
proton pump inhibitors in patients receiving SPRYCEL therapy (see section 4.4).

Antacids:

Nonclinical data demonstrate that the solubility of dasatinib is pH dependent. In healthy subjects, the
concomitant use of aluminium hydroxide/magnesium hydroxide antacids with SPRYCEL reduced the
AUC of a single dose of SPRYCEL by 55% and the C.« by 58%. However, when antacids were
administered 2 hours prior to a single dose of SPRYCEL, no relevant changes in dasatinib
concentration or exposure were observed. Thus, antacids may be administered up to 2 hours prior to or
2 hours following SPRY CEL (see section 4.4).

Active substances that may have their plasma concentrations altered by SPRYCEL.:

Concomitant use of dasatinib and a CYP3A4 substrate may increase exposure to the CYP3A4
substrate. In a study in healthy subjects, a single 100 mg dose of SPRY CEL increased AUC and Cax
exposure to simvastatin, a known CYP3A4 substrate, by 20 and 37% respectively. It cannot be
excluded that the effect is larger after multiple doses of dasatinib. Therefore, CYP3A4 substrates
known to have a narrow therapeutic index (e.g. astemizole, terfenadine, cisapride, pimozide, quinidine,
bepridil or ergot alkaloids (ergotamine, dihydroergotamine)) should be administered with caution in
patients receiving SPRYCEL (see section 4.4).

In vitro data indicate a potential risk for interaction with CYP2C8 substrates, such as glitazones.

4.6 Pregnancy and lactation

Pregnancy:

There are no adequate data from the use of dasatinib in pregnant women. Studies in animals have
shown reproductive toxicity (see section 5.3). The potential risk for humans is unknown.

SPRYCEL should not be used during pregnancy unless clearly necessary. If it is used during
pregnancy, the patient must be informed of the potential risk to the foetus. The effect of dasatinib on
sperm is unknown, therefore both sexually active men and women should use effective methods of
contraception during treatment.

Lactation:

There is insufficient/limited information on the excretion of dasatinib in human or animal breast milk.
Physico-chemical and available pharmacodynamic/toxicological data on dasatinib point to excretion in
breast milk and a risk to the suckling child cannot be excluded.

Breast-feeding must be stopped during treatment with SPRYCEL.

4.7  Effects on ability to drive and use machines

No studies on the effects on the ability to drive and use machines have been performed. Patients
should be advised that they may experience undesirable effects such as dizziness or blurred vision
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during treatment with dasatinib. Therefore caution should be recommended when driving a car or
operating machines.

4.8 Undesirable effects

The data described below reflect exposure to SPRYCEL in 2,182 patients in clinical trials (starting
dosage 100 mg once daily, 140 mg once daily, 50 mg twice daily, or 70 mg twice daily). Of the 2,182
patients treated, 25% were > 65 years of age, while 5% were > 75 years of age. The median duration
of therapy was 11 months (range 0.03 -31 months).

The majority of SPRYCEL-treated patients experienced adverse reactions at some time. Most
reactions were of mild-to-moderate grade. Treatment was discontinued for adverse reactions in 11% of
patients in chronic phase CML, 12% in accelerated phase CML, 15% in myeloid blast phase CML,
and 8% in lymphoid blast phase CML or Ph+ ALL. In the Phase 11l dose-optimisation study in patients
with chronic phase CML, the rate of discontinuation for adverse drug reaction was lower for patients
treated with 100 mg once daily than for those treated with 70 mg twice daily (3% and 11%,
respectively).

The majority of imatinib-intolerant patients with chronic phase CML were able to tolerate treatment with
dasatinib. In the Phase Il single-arm study in chronic phase CML, 3 of the 99 imatinib-intolerant patients
had the same grade 3 or 4 non-hematological toxicity with SPRYCEL as they did with prior imatinib; all
3 patients continued SPRY CEL treatment after dose reduction.

The most frequently reported adverse reactions were fluid retention (including pleural effusion),
diarrhoea, headache, nausea, skin rash, dyspnoea, haemorrhage, fatigue, musculoskeletal pain,
infection, vomiting, cough, abdominal pain and pyrexia (Table 3). Drug-related febrile neutropenia
was reported in 5% of patients.

Miscellaneous adverse reactions such as pleural effusion, ascites, pulmonary oedema and pericardial
effusion with or without superficial oedema may be collectively described as “fluid retention”. The use
of dasatinib is associated with fluid retention with severe cases in 9% of patients. Severe pleural and
pericardial effusion were reported in 6% and 1% of patients, respectively. Severe ascites and
generalised oedema were each reported in < 1%. One percent of patients experienced severe
non-cardiogenic pulmonary oedema. Fluid retention events were typically managed by supportive care
measures that include diuretics or short courses of steroids. While the safety profile of SPRYCEL in
the elderly population was similar to that in the younger population, patients aged 65 years and older
are more likely to experience fluid retention events and should be monitored closely (see section 4.4).

Bleeding drug-related events, ranging from petechiae and epistaxis to severe gastrointestinal
haemorrhage and CNS bleeding, were reported in patients taking SPRY CEL (see section 4.4). Severe
CNS haemorrhage occurred in < 1% of patients; 8 cases were fatal and 5 of them were associated with
CTC grade 4 thrombocytopenia. Severe gastrointestinal haemorrhage occurred in 4% of patients and
generally required treatment interruption and transfusions. Other severe haemorrhage occurred in 2%
of patients. Most bleeding related events were typically associated with severe thrombocytopenia.
Treatment with SPRY CEL is associated with anaemia, neutropenia and thrombocytopenia. Their
occurrence is more frequent in patients with advanced phase CML or Ph+ ALL than in chronic phase
CML (see section 4.4).

In the Phase 111 dose-optimisation study in patients with chronic phase CML (median duration of
treatment approximately 8 months), the incidence of pleural effusion and congestive heart
failure/cardiac dysfunction was lower in patients treated with SPRYCEL 100 mg once daily than in
those treated with SPRYCEL 70 mg twice daily (Table 2a). Myelosuppression was also reported less
frequently with the 100 mg once daily (see Laboratory test abnormalities).

45



Table 2a:  Selected Adverse Drug Reactions Reported in Phase 111 Dose-Optimisation Study:
Chronic Phase CML

100 mg once daily 140 mg once daily 50 mg twice daily 70 mg twice daily

n =166 n=163 n =166 n =167
All Grade All Grade All Grade All Grade
Grades 3/4 Grades 3/4 Grades 3/4 Grades 3/4
Preferred Term Percent (%) of Patients
Diarrhoea 24 1 23 2 24 2 22 4
Fluid Retention 21 1 26 4 22 2 28 4
Superficial Oedema 14 0 12 1 13 0 14 0
Pleural Effusion 7 1 15 3 11 2 16 1
Generalised 2 0 2 0 1 0 1 0
oedema
Congestive heart 0 0 1 1 1 1 3 2
failure/cardiac
dysfunction
Pericardial effusion 1 0 3 1 1 1 1 1
Pulmonary oedema 0 0 1 0 1 0 1 1
Pulmonary 0 0 0 0 0 0 1 1
hypertension
Haemorrhage
Gastrointestinal 1 1 1 0 4 2 4 2
bleeding
In the Phase 111 dose-optimisation study in patients with advanced phase CML and Ph+ ALL, fluid
retention (pleural effusion and pericardial effusion) was reported less frequently in patients treated
with SPRYCEL 140 mg once daily than in those treated with 70 mg twice daily (Table 2b).
Table 2b:  Selected Adverse Drug Reactions Reported in Phase 111 Dose-Optimisation Study:
Advanced Phase CML and Ph+ALL
140 mg once daily 70 mg twice daily
n=304 n =305
All Grades Grade 3/4 All Grades Grade 3/4
Preferred Term Percent (%) of Patients
Diarrhoea 27 3 27 3
Fluid Retention 26 5 34 9
Superficial oedema 12 <1 16 1
Pleural Effusion 16 4 23 6
Generalised oedema 1 0 2 1
Congestive heart failure/ 1 0 2 1
cardiac dysfunction
Pericardial effusion 1 0 4 1
Pulmonary oedema 1 1 3 1
Ascites 0 0 1 0
Pulmonary hypertension 0 0 1 <1
Haemorrhage
Gastrointestinal bleeding 7 6 12 6

In clinical trials, it was recommended that treatment with imatinib be discontinued at least 7 days
before starting treatment with SPRYCEL.

Adverse reactions:
The following adverse reactions were reported in patients in SPRYCEL clinical trials. These reactions
are presented by system organ class and by frequency. Frequencies are defined as: very common
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(> 1/10); common (> 1/100 to < 1/10); uncommon (> 1/1,000 to < 1/100); rare (> 1/10,000 to < 1/1,000).
Within each frequency grouping, undesirable effects are presented in order of decreasing seriousness.

Adverse drug reactions, excluding laboratory abnormalities, that were reported in > 5% of patients in
SPRYCEL clinical trials are shown in Table 3:

Table 3: Adverse Drug Reactions (ADR) reported > 5% in clinical trials

All Patients (n=2,182)
Percent (%) of Patients

All Grades Grades 3/4
5 5

Blood and lymphatic system disorders
Common: febrile neutropenia

Nervous system disorders

Very common: headache 25 1
Common: neuropathy (including

peripheral neuropathy) 6 <1
Respiratory, thoracic and mediastinal

disorders

Very common: pleural effusion, 25 6
dyspnoea, 21 4
cough 10 <1
Gastrointestinal disorders

Very common: diarrhoea, 32 4
nausea, 22 1
vomiting, 13 1
abdominal pain 10 1
Common: gastrointestinal bleeding, 8 4
mucosal inflammation (including 7 <1
mucositis/stomatitis),

dyspepsia, 5

abdominal distension 5

Skin and subcutaneous tissue disorders

Very common: skin rash® 22 1
Common: pruritus 7 <1
Musculoskeletal and connective tissue

disorders

Very common: musculoskeletal pain 14 1
Common: arthralgia, 8 1
myalgia 8 <1
Metabolism and nutrition disorders

Common: anorexia 9 <1
Infections and infestations

Very common: infection (including 10 3
bacterial, viral, fungal, non-specific)

Vascular disorders

Very common: haemorrhage® 15 2
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General disorders and administration
site conditions

Very common: superficial oedema’, 21 <1
fatigue, 21 2
pyrexia 13 1
Common: pain, 7 <1
asthenia, 9 1
chest pain 5 1

Includes drug eruption, erythema, erythema multiforme, erythrosis, exfoliative rash, fungal rash, generalised
erythema, genital rash, heat rash, milia, rash, rash erythematous, rash follicular, rash generalised, rash macular, rash
maculo-papular, rash papular, rash pruritic, rash pustular, rash vesicular, skin exfoliation, skin irritation, and

urticaria vesiculosa.
b Excludes gastrointestinal bleeding and CNS bleeding; these ADRs are reported under the gastrointestinal disorders system organ class and the nervous system disorders

system organ class, respectively.

Includes auricular swelling, conjunctival oedema, eye oedema, eye swelling, eyelid oedema, face oedema,
gravitational oedema, lip oedema, localised oedema, macular oedema, oedema genital, oedema mouth, oedema
peripheral, orbital oedema, penile oedema, periorbital oedema, pitting oedema, scrotal oedema, swelling face, and
tongue oedema.

The following adverse drug reactions were reported in patients in the SPRYCEL clinical trials at a
frequency of < 5%:

Investigations
Common: weight decreased, weight increased
Uncommon: blood creatine phosphokinase increased

Cardiac disorders

Common: congestive heart failure/cardiac dysfunction, pericardial effusion, arrhythmia (including
tachycardia), palpitations

Uncommon: myocardial infarction, pericarditis, ventricular arrhythmia (including ventricular
tachycardia), angina pectoris, cardiomegaly

Rare: cor pulmonale, myocarditis, acute coronary syndrome

Blood and lymphatic system disorders
Common: pancytopenia
Rare: aplasia pure red cell

Nervous system disorders

Common: dizziness, dysgeusia, somnolence

Uncommon: CNS bleeding, syncope, tremor, amnesia

Rare: cerebrovascular accident, transient ischaemic attack, convulsion

Eye disorders

Common: visual disorder (including visual disturbance, vision blurred, and visual acuity reduced), dry
eye

Uncommon: conjunctivitis

Ear and labyrinth disorders
Common: tinnitus
Uncommon: vertigo

Respiratory, thoracic and mediastinal disorders

Common: pulmonary oedema, lung infiltration, pneumonitis
Uncommon: bronchospasm, pulmonary hypertenstion, asthma
Rare: acute respiratory distress syndrome
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Gastrointestinal disorders
Common: colitis (including neutropenic colitis), gastritis, constipation, oral soft tissue disorder
Uncommon: pancreatitis, upper gastrointestinal ulcer, oesophagitis, ascites, anal fissure, dysphagia

Renal and urinary disorders
Uncommon: renal failure, urinary frequency, proteinuria

Skin and subcutaneous tissue disorders

Common: alopecia, dermatitis (including eczema), acne, dry skin, urticaria, hyperhidrosis
Uncommon: acute febrile neutrophilic dermatosis, photosensitivity, pigmentation disorder,
panniculitis, skin ulcer, bullous conditions, nail disorder, palmar-plantar erythrodysesthesia syndrome

Musculoskeletal and connective tissue disorders
Common: muscle inflammation, muscular weakness
Uncommon: rhabdomyolysis, musculoskeletal stiffness
Rare: tendonitis

Metabolism and nutrition disorders
Common: appetite disturbances
Uncommon: hyperuricaemia

Infections and infestations
Common: sepsis (including fatal outcome), pneumonia (including bacterial, viral, and fungal), upper
respiratory tract infection/inflammation, herpes viral infection, enterocolitis infection

Injury, poisoning, and procedural complications
Common: contusion

Neoplasms benign, malignant and unspecified (including cysts and polyps)
Uncommon: tumour lysis syndrome

Vascular disorders

Common: hypertension, flushing
Uncommon: hypotension, thrombophlebitis
Rare: livedo reticularis

General disorders and administration site conditions
Common: generalised oedema, chills

Uncommon: malaise

Rare: temperature intolerance

Immune System Disorders
Uncommon: hypersensitivity (including erythema nodosum)

Hepatobiliary disorders
Uncommon: hepatitis, cholestasis
Rare: cholecystitis

Reproductive system and breast disorders
Uncommon: gynecomastia, irregular menstruation
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Psychiatric disorders
Common: depression, insomnia
Uncommon: anxiety, confusional state, affect lability, libido decreased

Laboratory test abnormalities:

Haematology:

In CML, cytopenias (thrombocytopenia, neutropenia, and anaemia) were a consistent finding.
However, the occurrence of cytopenias was also clearly dependent on the stage of the disease. The
frequency of grade 3 and 4 haematological abnormalities is presented in Table 4.

Table 4: CTC Grades 3/4 Haematological Laboratory Abnormalities in
Clinical Studies
Lymphoid
Blast Phase
a Myeloid Blast and
Chronic Phase”  Accelerated Phase Phase Ph+ ALL
(n=1150) (n=502) (n=280) (n=250)
Percent (%) of Patients
Haematology Parameters
Neutropenia 46 68 80 78
Thrombocytopenia 41 71 81 78
Anaemia 19 55 75 45

& The chronic phase data include patients treated with any dose of SPRYCEL.

CTC grades: neutropenia (Grade 3 >0.5-1.0 x 10%1, Grade 4 < 0.5 x 10%1); thrombocytopenia (Grade 3 > 10-50 x
10%/1, Grade 4 < 10 x 10%1); anaemia (hemoglobin Grade 3 > 65-80 g/l, Grade 4 < 65 g/l).

In the Phase 111 dose-optimisation study in patients with chronic phase CML, the frequency of
neutropenia, thrombocytopenia and anaemia was lower in the SPRYCEL 100 mg once daily than in
the SPRYCEL 70 mg twice daily group.

In patients who experienced severe myelosuppression, recovery generally occurred following brief
dose interruptions and/or reductions and permanent discontinuation of treatment occurred in 1% of
patients. Most patients continued treatment without further evidence of myelosuppression.

Biochemistry:

Grade 3 or 4 elevations of transaminases or bilirubin were reported in < 5% of patients with chronic or
accelerated phase CML but elevations were reported with an increased frequency of 4 to 7% in
patients with myeloid or lymphoid blast CML and Ph+ ALL. It was usually managed with dose
reduction or interruption. In the phase I11 dose optimisation studies, grade 3 or 4 elevations of
transaminases or bilirubin were reported in < 1% of patients with chronic phase CML with similar low
incidence in the four treatment groups; elevations were reported in 1% to 4% of patients with
advanced phase CML and Ph+ALL.

Approximately 5% of the dasatinib-treated patients who had normal baseline levels experienced grade
3 or 4 transient hypocalcemia at some time during the course of the study. In general; there was no
association of decreased calcium with clinical symptoms. Patients developing grade 3 or 4
hypocalcemia often had recovery with oral supplementation. Grade 3 and 4 hypocalcemia and
hypophosphatemia were reported in patients with all phases of CML but were reported with an
increased frequency in patients with myeloid or lymphoid blast phase CML and Ph+ ALL.

Electrocardiogram:

In 5 Phase I clinical trials in patients with leukaemia, repeated baseline and on-treatment ECGs were
obtained at pre-specified time points and read centrally for 865 patients receiving SPRYCEL 70 mg
twice daily. QT interval was corrected for heart rate by Fridericia's method. At all post-dose time
points on day 8, the mean changes from baseline in QTcF interval were 4 -6 msec, with associated
upper 95% confidence intervals < 7 msec. Of the 2,182 patients who received SPRYCEL in clinical
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trials, 18 had QTc prolongation reported as an adverse event. Seventeen patients (< 1%) experienced a
QTcF > 500 msec (see section 4.4).

49 Overdose

Experience with overdose of SPRYCEL in clinical studies is limited to isolated cases. The highest
reported dosage ingested was 280 mg per day for one week with no associated clinical symptoms.
Since SPRYCEL is associated with severe myelosuppression (see section 4.4), patients who ingested
more than the recommended dosage should be closely monitored for myelosuppression and
appropriate supportive treatment given.

5. PHARMACOLOGICAL PROPERTIES
5.1 Pharmacodynamic properties
Pharmacotherapeutic group: protein kinase inhibitor, ATC code: LO1XEOQ6

Dasatinib inhibits the activity of the BCR-ABL kinase and SRC family kinases along with a number of
other selected oncogenic kinases including c-KIT, ephrin (EPH) receptor kinases, and PDGFf
receptor. Dasatinib is a potent, subnanomolar inhibitor of the BCR-ABL kinase with potency at
concentration of 0.6-0.8 nM. It binds to both the inactive and active conformations of the BCR-ABL
enzyme.

In vitro, dasatinib is active in leukaemic cell lines representing variants of imatinib sensitive and
resistant disease. These nonclinical studies show that dasatinib can overcome imatinib resistance
resulting from BCR-ABL overexpression, BCR-ABL kinase domain mutations, activation of alternate
signaling pathways involving the SRC family kinases (LYN, HCK), and multidrug resistance gene
overexpression. Additionally, dasatinib inhibits SRC family kinases at subnanomolar concentrations.

In vivo, in separate experiments using murine models of CML, dasatinib prevented the progression of
chronic CML to blast phase and prolonged the survival of mice bearing patient-derived CML cell lines
grown at various sites, including the central nervous system.

Clinical trials:

In the Phase | study, haematologic and cytogenetic responses were observed in all phases of CML and
in Ph+ ALL in the first 84 patients treated and followed for up to 27 months. Responses were durable
across all phases of CML and Ph+ ALL.

A total of 2,182 patients were evaluated in clinical trials; of these 25% were > 65 years of age and 5%
were > 75 years of age. Safety and efficacy of SPRYCEL have not yet been studied in paediatric
patients.

Phase 11 clinical trials in CML:

Four single-arm, uncontrolled, open-label phase Il clinical trials were conducted to determine the
safety and efficacy of SPRYCEL in patients with CML in chronic, accelerated, or myeloid blast phase,
who were either resistant or intolerant to imatinib. One randomized non-comparative trial was
conducted in chronic phase patients who failed initial treatment with 400 or 600 mg imatinib. The
starting dose of SPRYCEL was 70 mg twice daily. Dose modifications were allowed for improving
activity or management of toxicity (see section 4.2).

The efficacy of SPRYCEL is based on haematological and cytogenetic response rates.

Durability of response and estimated survival rates provide additional evidence of SPRYCEL clinical
benefit.

Chronic Phase CML:
Two clinical trials were conducted in patients resistant or intolerant to imatinib; the primary efficacy
endpoint in these trials was Major Cytogenetic Response (MCyR).
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1- An open-label, randomised, non-comparative multicenter study was conducted in patients who
failed initial treatment with 400 or 600 mg imatinib. They were randomised (2:1) to either dasatinib
(70 mg twice daily) or imatinib (400 mg twice daily). Crossover to the alternative treatment arm was
allowed if patients showed evidence of disease progression or intolerance that could not be managed
by dose modification. The primary endpoint was MCyR at 12 weeks. Results are available for

150 patients: 101 were randomised to SPRYCEL and 49 to imatinib (all imatinib-resistant). The
median time from diagnosis to randomisation was 64 months in the dasatinib group and 52 months in
the imatinib group. All subjects were extensively pretreated. Prior complete haematologic response
(CHR) to imatinib was achieved in 93% of the overall patient population. A prior MCyR to imatinib
was achieved in 28% and 29% of the patients in the dasatinib and imatinib arms, respectively.
Median duration of treatment was 23 months for dasatinib (with 44% of patients treated for

> 24 months to date) and 3 months for imatinib (with 10% of patients treated for > 24 months to date).
Ninety-three percent of patients in the dasatinib arm and 82% of patients in the imatinib arm achieved
a CHR prior to crossover.

At 3 months, a MCyR occurred more often in the dasatinib arm (36%) than in the imatinib arm (29%).
Notably, 22% of patients reported a complete cytogenetic response (CCyR) in the dasatinib arm while
only 8% achieved a CCyR in the imatinib arm. With longer treatment and follow-up (median of

24 months), MCyR was achieved in 53% of the SPRY CEL-treated patients (CCyR in 44%) and 33%
of the imatinib-treated patients (CCyR in 18%) prior to crossover. Among patients who had received
imatinib 400 mg prior to study entry, MCyR was achieved in 61% of patients in the SPRYCEL arm
and 50% in the imatinib arm.

Based on the Kaplan-Meier estimates, the proportion of patients who maintained MCyR for 1 year was
92% (95% CI: [85%-100%]) for SPRYCEL (CCyR 97%, 95% CI: [92%-100%]) and 74% (95% CI:
[49%-100%]) for imatinib (CCyR 100%). The proportion of patients who maintained MCyR for

18 months was 90% (95% CI: [82%-98%]) for SPRYCEL (CCyR 94%, 95% CI: [87%-100%]) and
74% (95% CI: [49%-100%]) for imatinib (CCyR 100%).

Based on the Kaplan-Meier estimates, the proportion of patients who had progression-free survival
(PFS) for 1 year was 91% (95% ClI: [85%-97%]) for SPRYCEL and 73% (95% CI: [54%-91%]) for
imatinib. The proportion of patients who had PFS at 2 years was 86% (95% CI: [78%-93%]) for
SPRYCEL and 65% (95% CI: [43%-87%]) for imatinib.

A total of 43% of the patients in the dasatinib arm, and 82% in the imatinib arm had treatment failure,
defined as disease progression or cross-over to the other treatment (lack of response, study drug
intolerance, etc.).

The rate of major molecular response (defined as BCR-ABL/control transcripts <0.1% by RQ-PCR in
peripheral blood samples) prior to crossover was 29% for SPRYCEL and 12% for imatinib.

2- An open-label, single-arm, multicenter study was conducted in patients resistant or intolerant to
imatinib (i.e. patients who experienced significant toxicity during treatment with imatinib that
precluded further treatment).

A total of 387 patients received dasatinib 70 mg twice daily (288 resistant and 99 intolerant). The
median time from diagnosis to start of treatment was 61 months. The majority of the patients (53%)
had received prior imatinib treatment for more than 3 years. Most resistant patients (72%) had
received > 600 mg imatinib. In addition to imatinib, 35% of patients had received prior cytotoxic
chemotherapy, 65% had received prior interferon, and 10% had received a prior stem cell transplant.
Thirty-eight percent of patients had baseline mutations known to confer imatinib resistance. Median
duration of treatment on SPRYCEL was 24 months with 51% of patients treated for > 24 months to
date. Efficacy results are reported in Table 5. MCyR was achieved in 55% of imatinib-resistant
patients and 82% of imatinib-intolerant patients. With a minimum of 24 months follow-up, 21 of the
240 patients who had achieved a MCyR had progressed and the median duration of MCyR had not
been reached.
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Based on the Kaplan-Meier estimates, 95% (95% CI: [92%-98%]) of the patients maintained MCyR
for 1 year and 88% (95% CI: [83%-93%]) maintained MCyR for 2 years. The proportion of patients
who maintained CCyR for 1 year was 97% (95% CI: [94%-99%]) and for 2 years was 90% (95% ClI:
[86%0-95%]). Fifty-five percent of the imatinib-resistant patients with no prior MCyR to imatinib
(n=288) achieved a MCyR with dasatinib.

There were 45 different BCR-ABL mutations in 38% of patients enrolled in this trial. Complete
haematologic response or MCyR was achieved in patients harboring a variety of BCR-ABL mutations
associated with imatinib resistance except T3151. The rates of MCyR at 2 years were similar whether
patients had any baseline BCR-ABL mutation, P-loop mutation, or no mutation (63%, 61% and 62%,
respectively).

Among imatinib-resistant patients, the estimated rate of PFS was 88% (95% CI: [84%-92%]) at 1 year
and 75% (95% ClI: [69%-81%]) at 2 years. Among imatinib-intolerant patients, the estimated rate of
PFS was 98% (95% ClI: [95%-100%]) at 1 year and 94% (95% CI: [88%-99%)]) at 2 years.

The rate of major molecular response at 24 months was 45% (35% for imatinib-resistant patients and
74% for imatinib-intolerant patients).

Accelerated Phase CML.:

An open-label, single-arm, multicenter study was conducted in patients intolerant or resistant to
imatinib. A total of 174 patients received dasatinib 70 mg twice daily (161 resistant and 13 intolerant
to imatinib). The median time from diagnosis to start of treatment was 82 months. Median duration of
treatment on SPRYCEL was 14 months with 31% of patients treated for > 24 months to date. Efficacy
results are reported in Table 5.

Myeloid Blast Phase CML:

An open-label, single-arm, multicenter study was conducted in patients intolerant or resistant to
imatinib. A total of 109 patients received dasatinib 70 mg twice daily (99 resistant and 10 intolerant to
imatinib). The median time from diagnosis to start of treatment was 48 months. Median duration of
treatment on SPRY CEL was 3.5 months with 12% of patients treated for > 24 months to date. Efficacy
results are reported in Table 5.

Clinical trials in Lymphoid Blast Phase CML and Ph+ ALL:

An open-label, single-arm, multicenter study was conducted in patients with lymphoid blast phase
CML or Ph+ ALL who were resistant or intolerant to prior imatinib therapy. A total of 48 patients
with lymphoid blast CML received dasatinib 70 mg twice daily (42 resistant and 6 intolerant to
imatinib). The median time from diagnosis to start of treatment was 28 months. Median duration of
treatment on SPRYCEL was 3 months with 2% treated for > 24 months to date. In addition,

46 patients with Ph+ ALL received dasatinib 70 mg twice daily (44 resistant and 2 intolerant to
imatinib). The median time from diagnosis to start of treatment was 18 months. Median duration of
treatment on SPRY CEL was 3 months with 7% of patients treated for > 24 months to date. Efficacy
results are reported in Table 5. Of note, major haematologic responses (MaHR) were achieved quickly
(most within 35 days of first dasatinib administration for patients with lymphoid blast CML, and
within 55 days for patients with Ph+ ALL).
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Table 5: Efficacy in Phase 11 SPRYCEL Single-Arm Clinical Studies®
Myeloid Lymphoid
Chronic Accelerated Blast Blast Ph+ ALL
(n=387) (n=174) (n=109) (n=48) (n= 46)

Haematologic Response Rate” (%)

MaHR (95% Cl)
CHR (95% Cl)
NEL (95% CI)

n/a

91% (88-94)

n/a

64% (57-72)
50% (42-58)
14% (10-21)

Duration of MaHR (%; Kaplan-Meier Estimates)

1 Year
2 Year

n/a
n/a

79% (71-87)
60% (50-70)

339% (24-43)
26% (18-35)
7% (3-14)

71% (55-87)
41% (21-60)

35% (22-51)
29% (17-44)
6% (1-17)

29% (3-56)
10% (0-28)

41% (27-57)
35% (21-50)
7% (1-18)

32% (8-56)
24% (2-47)

Cytogenetic Responsec (%)

MCyR (95% Cl) 62% (57-67)
CCYR(95% Cl)  54% (48-59)

40% (33-48)
33% (26-41)

349% (25-44)
27% (19-36)

529 (37-67)
46% (31-61)

57% (41-71)
54% (39-69)

Survival (%; Kaplan-Meier Estimates)

Progression-Free
1 Year

2 Year

919% (88-94)
80% (75-84)

64% (57-72)
46% (38-54)

35% (25-45)
20% (11-29)

14% (3-25)
506 (0-13)

21% (9-34)
12% (2-23)

Overall
1 Year

2 Year

97% (95-99)
94% (91-97)

83% (77-89)
72% (64-79)

48% (38-59)
38% (27-50)

30% (14-47)
26% (10-42)

35% (20-51)
31% (16-47)

Numbers in bold font are the results of primary endpoints.
Haematologic response criteria (all responses confirmed after 4 weeks): Major haematologic response: (MaHR)

= complete haematologic response (CHR) + no evidence of leukemia (NEL).
CHR (chronic CML): WBC < institutional ULN, platelets < 450,000/mm?, no blasts or promyelocytes in
peripheral blood, < 5% myelocytes plus metamyelocytes in peripheral blood, basophils in peripheral blood < 20%,
and no extramedullary involvement.
CHR (advanced CML/Ph+ ALL): WBC <institutional ULN, ANC > 1000/mm?, platelets >100,000/mm®, no
blasts or promyelocytes in peripheral blood, bone marrow blasts < 5%, < 5% myelocytes plus metamyelocytes in
peripheral blood, basophils in peripheral blood < 20%, and no extramedullary involvement.
NEL: same criteria as for CHR but ANC >500/mm® and < 1000/mm? or platelets >20,000/mm® and

< 100,000/mm®,

¢ Cytogenetic response criteria: complete (0% Ph+ metaphases) or partial (> 0%-35%). MCyR (0%-35%) combines
both complete and partial responses.
n/a = not applicable CI = confidence interval ULN = upper limit normal range.

The outcome of patients with bone marrow transplantation after SPRY CEL has not been fully evaluated.

Phase Ill Clinical Trials

Two randomised, open-label studies were conducted to evaluate the efficacy of SPRYCEL
administered once daily compared with SPRYCEL administered twice daily:

1- In the study of chronic phase CML, the primary endpoint was MCyR in imatinib-resistant patients.
The main secondary endpoint was MCyR by total daily dose level in the imatinib-resistant patients.
Other secondary endpoints included duration of MCyR, progression-free survival, and overall
survival. A total of 670 patients, of whom 498 were imatinib-resistant, were randomised to the
SPRYCEL 100 mg once daily, 140 mg once daily, 50 mg twice daily, or 70 mg twice daily group.
Median duration of treatment was approximately 8 months (range < 1-15 months).

Response rates are presented in Table 6. Efficacy was achieved across all SPRY CEL treatment groups
with the once daily schedule demonstrating comparable efficacy (non-inferiority) to the twice daily
schedule on the primary efficacy endpoint (difference in MCyR 2.8%; 95% confidence interval [-6% -
11.6%]). The main secondary endpoint of the study also showed comparable efficacy (non-inferiority)
between the 100 mg total daily dose and the 140 mg total daily dose (difference in MCyR -0.8%; 95%
confidence interval [-9.6% - 8.0%]).
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Durations of MCyR, progression-free survival, and overall survival were similar across the four
treatment groups. The median overall survival had not been reached for any of the four treatment
groups.

Table 6: Efficacy of SPRYCEL in Phase 111 Dose-Optimisation Study:Chronic Phase CML

100 mg once daily 50 mg twice daily =~ 140 mg once daily 70 mg twice daily
n =167 n=168 n =167 n =168

Percent (%) of Patients

Haematologic Response Rate® (%)

CHR 90 92 86 87

Cytogenetic Responseb (%)

MCyR
All Patients
(95% CI)
Imatinib-
resistant 53 (66/124) 47 (58/124) 50 (62/123) 51 (65/127)
patients (n/N)

CCyR
All Patients 41 42 44 45
Imatinib-
resistant 34 (42/124) 35 (43/124) 36 (44/123) 39 (50/127)
patients (n/N)

59 (51-66) 54 (46-61) 56 (48-63) 55 (48-63)

8 Haematologic response criteria (all responses confirmed after 4 weeks):

CHR (chronic CML): WBC < institutional ULN, platelets < 450,000/mm?, no blasts or promyelocytes in peripheral blood,
< 5% myelocytes plus metamyelocytes in peripheral blood, basophils in peripheral blood < 20%, and no extramedullary
involvement.

b Cytogenetic response criteria: complete (0% Ph+ metaphases) or partial (> 0%—-35%). MCyR (0%-35%) combines both
complete and partial responses.

2- In the study of advanced phase CML and Ph+ALL, the primary endpoint was MaHR. A total of
611 patients were randomised to either the SPRYCEL 140 mg once daily or 70 mg twice daily group.
Median duration of treatment was approximately 6 months (range < 1-16 months).

The once daily schedule demonstrated comparable efficacy (non-inferiority) to the twice daily
schedule on the primary efficacy endpoint (difference in MaHR 0.2%; 95% confidence interval
[-7.8% - 8.1%]). However, with a follow-up of 6 months, the duration of response seems to favor the
twice daily schedule across the different phases of advanced disease, particularly phases with
lymphoid transformation. Therefore 70 mg twice daily remains the recommended dose schedule in
imatinib-resistant or intolerant patients with advanced phase CML and Ph+ALL.

5.2  Pharmacokinetic properties
The pharmacokinetics of dasatinib were evaluated in 229 adult healthy subjects and in 84 patients.

Absorption:

Dasatinib is rapidly absorbed in patients following oral administration, with peak concentrations
between 0.5-3 hours. Following oral administration, the increase in the mean exposure (AUC;) is
approximately proportional to the dose increment across doses ranging from 25 mg to 120 mg twice
daily. The overall mean terminal half-life of dasatinib is approximately 5-6 hours in patients.

Data from healthy subjects administered a single, 100 mg dose of dasatinib 30 minutes following a
high-fat meal indicated a 14% increase in the mean AUC of dasatinib. A low-fat meal 30 minutes prior
to dasatinib resulted in a 21% increase in the mean AUC of dasatinib. The observed food effects do
not represent clinically relevant changes in exposure.
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Distribution:

In patients, dasatinib has a large apparent volume of distribution (2,505 I) suggesting that the
medicinal product is extensively distributed in the extravascular space. At clinically relevant
concentrations of dasatinib, binding to plasma proteins was approximately 96% on the basis of in vitro
experiments.

Metabolism:

Dasatinib is extensively metabolized in humans with multiple enzymes involved in the generation of
the metabolites. In healthy subjects administered 100 mg of [**C]-labelled dasatinib, unchanged
dasatinib represented 29% of circulating radioactivity in plasma. Plasma concentration and measured
in vitro activity indicate that metabolites of dasatinib are unlikely to play a major role in the observed
pharmacology of the product. CYP3A4 is a major enzyme responsible for the metabolism of dasatinib.

Elimination:

Elimination is predominantly in the faeces, mostly as metabolites. Following a single oral dose of [*C]-
labelled dasatinib, approximately 89% of the dose was eliminated within 10 days, with 4% and 85% of the
radioactivity recovered in the urine and faeces, respectively. Unchanged dasatinib accounted for 0.1% and
19% of the dose in urine and faeces, respectively, with the remainder of the dose as metabolites.

Organ function impairment:
Dasatinib and its metabolites are minimally excreted via the kidney. Exposure to dasatinib may be
expected to increase if liver function is impaired.

5.3  Preclinical safety data

The nonclinical safety profile of dasatinib was assessed in a battery of in vitro and in vivo studies in
mice, rats, monkeys, and rabbits.

The primary toxicities occurred in the gastrointestinal, haematopoietic, and lymphoid systems.
Gastrointestinal toxicity was dose limiting in rats and monkeys, as the intestine was a consistent target
organ. In rats, minimal to mild decreases in erythrocyte parameters were accompanied by bone
marrow changes; similar changes occurred in monkeys at a lower incidence. Lymphoid toxicity in rats
consisted of lymphoid depletion of the lymph nodes, spleen, and thymus, and decreased lymphoid
organ weights. Changes in the gastrointestinal, haematopoietic, and lymphoid systems were reversible
following cessation of treatment.

Renal changes in monkeys treated for up to 9 months were limited to an increase in background
kidney mineralization. Cutaneous haemorrhage was observed in an acute, single-dose oral study in
monkeys but was not observed in repeat-dose studies in either monkeys or rats. In rats, dasatinib
inhibited platelet aggregation in vitro and prolonged cuticle bleeding time in vivo, but did not invoke
spontaneous haemorrhage.

Dasatinib activity in vitro in hERG and Purkinje fiber assays suggested a potential for prolongation of
cardiac ventricular repolarization (QT interval). However, in an in vivo single-dose study in conscious
telemetered monkeys, there were no changes in QT interval or ECG wave form.

Dasatinib was not mutagenic in in vitro bacterial cell assays (Ames test) and was not genotoxic in an
in vivo rat micronucleus study. Dasatinib was clastogenic in vitro to dividing Chinese hamster ovary
cells.

In embryofoetal development studies, dasatinib induced embryolethality with associated decreases in
litter size in rats, and foetal skeletal alterations in both rats and rabbits. These effects in both rats and
rabbits occurred at doses that did not produce maternal toxicity. The effects of dasatinib on male and
female fertility are not known.
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In mice, dasatinib induced immunosuppression, which was dose-related and effectively managed by
dose reduction and/or changes in dosing schedule. Dasatinib had phototoxic potential in an in vitro
neutral red uptake phototoxicity assay in mouse fibroblasts.

No carcinogenesis studies were conducted with dasatinib.

6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients

Tablet core:

Lactose monohydrate

Cellulose, microcrystalline

Croscarmellose sodium

Hydroxypropy! cellulose

Magnesium stearate

Film-coating:

Hypromellose

Titanium dioxide

Macrogol 400

6.2 Incompatibilities

Not applicable.

6.3  Shelf life

2 years

6.4  Special precautions for storage

This medicinal product does not require any special storage conditions.

6.5 Nature and contents of container

Alu/Alu blisters (calendar blisters and unit dose blisters) and high-density polyethylene (HDPE) bottle
with child resistant closure of polypropylene.

Cartons containing 56 film-coated tablets in 4 blisters of 14 film-coated tablets each.

Cartons containing 60 film-coated tablets in perforated unit dose blisters.

Cartons containing one bottle with 60 film-coated tablets.

Not all pack sizes may be marketed.

6.6  Special precautions for disposal

The tablets consist of a core tablet, surrounded by a film coating to prevent exposure of health care
professionals to the active substance. However, if the tablets are unintentionally crushed or broken,
health care professionals should wear disposable chemotherapy gloves for appropriate disposal in

order to minimize the risk of dermal exposure.

Any unused product or waste material should be disposed of in accordance with local requirements.
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7. MARKETING AUTHORISATION HOLDER
BRISTOL-MYERS SQUIBB PHARMA EEIG

Uxbridge Business Park

Sanderson Road

Uxbridge UB8 1DH

United Kingdom

8. MARKETING AUTHORISATION NUMBERS
EU/1/06/363/006 - 56 film-coated tablets (blisters)
EU/1/06/363/009 - 60 x 1 film-coated tablets (unit-dose blisters)
EU/1/06/363/003 - 60 film-coated tablets (bottle)
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nvA vy, UbFen, TURAnvA %) LOJMARICIE, XY TF =7 OREES T
HBRENNH D, LIRn-T, 87 CYPIA4 LEIR L OGRS 52 & (A5THEBM) |,

CYP3A4 DFHEIE (FXH A XYY Tx=hAf Ly, IANR=PEL, U770 BV, 7=
IV ER =L B bV a AU — RE) Lo TIR. AT = 7@%$EﬁﬁTTék%
NRH Y AIERGOIRWAREMENE < 2D, L7 T, SPRYCEL % 5K
CYP3A4FEIEAN LV FHORBEOBIREZEETH 2L G5HSH) |

CYP3A4 OIE & OPFH TIL, CYP3A4 OIEDBEBEENINT 2 BZNNH S, LT,
BB OPN CYP3Ad DIEE (T AT IV =)V, TAT=2F Ty BT R EEV R, =
Do, RXTV VNG DHWNFTT T2 I CR/IFE) L OFRITET S Z L A5HEBH)

Hoffiidk (77 57V 05 | 7a bRV TRER (KA 77— V) b D WITKEEET
N2 =T LKERIE~ 7 %0 AEFIEOPFRIZ, F T =T OBRBEEAZIKTIE8E0NH
Do LIEMRoT, HoFEHUdE, 7'm bR 7B E OOF IS, KEB(ET VI =0 LK
b~ 7320 AE5HK EOPFRRCIE, Y F=7RA & 2 B DL LR 2 2210 CHIlERAI 2 IREK 35
Lt (A5IHZBMR)

FFI I
SRR b H A O RTFHEREPR F BE ~ O REERIT 2, URZBE IR G T HBRTIT. EEL
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HThHo (42HEM)

BHEPHFEFSR

B HEPH] © SPRYCEL #5-C X 0 &if, A WP BRI E K& OMi IMRIBAE AR BT 2, 1241 CML
(e, BATH - 2RI CML & 5 X Ph+ ALL T 0 @B ICRBLT 5, SE2MmEREEIZ O
TlE, %G58 2 » AMIEEE, 20®%ITEAITV., BIRICKLEZRGEICHIT O, BBEIHNIT
IR TH D . KD D WVITHEIC L W EBARETH D (4.2 KO 4.8 TH BRI A fE 52
H. MESR)

1&MEHT CML O B 2 %P8 L7225 3 M E i FH BRIz s\ ¢, 1181100 mg 1 A 1 [E1# 5
XV 1B 70mgl H 2[E#EE L7=BEDOHN, 7 L— K3 XL 40F8EMHZ L0 Z<EELT
B, KSRGS LH 1AL XY 1H 2B LIZEFEOHFNEL VBB LTV (481H
ZH) . LEen->7T, 11100mg 1 B 1 [EHE G 2 @S CML EF OHEEYIEI & & T 5,

I« AEEARRRBRIC BT AR R CEEE O M A 1% IS HHL Lz, 8 BlIXEKIER T,

9 5 541X CTC grade 4 D i/ MEJSE & £ - 7=, BEEOIEbEHMLIX 4%I2A B, ZDIFE A
ENREG WD D W IFE A LI e Ls, £7o, MOBEEOH M 2%I24 iz, %< O
(X0 O D & BE L Cuve (48 B

IfiL/ MR BE 2 IR 2 S8A . BLEEE SR A H LT 2 & TOMARBRIZ 2V, HRBRics )
T, IfvREAY 50,000 2 2 D556, PLBEEEE, TETF AU FAMMKUIERAT 1A RRHLK
SEXE (NSAID) & SPRYCEL & ORI Z rREEL LT\ e, Z 9 L7eERI O LTy
AICITEENLETH D,

KATHTRE © SPRYCEL $502 K W KSR N A BN D, REKRRBICB W\ T, BEEDOKDIFE M
9% T, I BLIKIE 6%, LEERITHEIL 1% TH -7, HEEOMEKL RS FREILS 1% IC 4D
i, BEEOIECIFEMEMAKES 1%IC 2 vz, FEREREE, Z25% 0 MK 4 5 5 pT R S i
LA X R CRET & THDH, EEOMAKIZ, Fll, BMERAZLELTHZ EBHD,
KRG HTRRIIFIRIE S 2 \VNE AT 1 A ROEHIHE G5 OHERIE CTEHARE Ch o7z, Ml
B % SPRYCEL DZEMT 1 7 7 A WiTIEEimdE OZn EFEELL T3, 655l EoEE T
XL VIR EE N BNCT W e, EEECE=4—F52 L (48HBM) .

QT AL : In vitro REROAAEIZ X W . SPRYCEL (L= Mief] (QT [Ifg) ZiER9 5 alfett
WRE ST (5.3THSM) , 865 /0> SPRYCEL % # 5 L7- Myl B#E &2 x5 & U7 2 FlGE
ABRIZEBW T, QT iM% Fridericia 412 X 0 #1E L7 QTcF DL H-HiIfE A & O EHJIE B RERT 13
4~6 msec TH V. 95%IFHEXE D _LIRIX 7 msec Kifi TH -7 (4.8ITHSMR) . 5 2K OV 3+
R AR C SPRYCEL % #5-L7= 2,182 il 5 5 18 BllICH FHFHL L LT QT mEEMNHE I,
17 BlDHEE (1%A3) TiX 500 msec Z#8 2 5 QTCFEA RS bz, QTIEEZA T 5 EE Xk
QT IER DO FHEMED & 5 B (KH U U AME XK~ 7 % >0 AfEDOBE, SR QT IEE
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FEERED B, PIAEAREX L QT ERAZE R T HthoIEA 2 HGHoOBFE, GHEOTV FT
TA 7V REHNC L DIREEBEIZZIT TODEES) I SPRYCEL 257 25813 EEN
VETH DL, KAV 7 AME IR~ 73 > 7 A MUEOIRIEIIARAIE GRICIT D 2 LB MNETH
%,

v ha— IV RAREH D WVITEE R EEEZF T 5 BE~OERGORBRIT 0,

AN

15&5%mmm&ﬂHMmg%@ ZFHEN 135 mg KT 189 mg DILBE—KFnz &4 LT
W5, BRIEOA T 7 b—ARMHE, Lapp 77 X —E KB, FVa—RA-H7 7 b—ARIERE
%%_iﬁﬁbﬁw:ko

4.5 EYyrEEEM
FYF =T OMPFEREELY LA SELBENOH 5 A -

Invitro RERDOFEF, Y F =7 1L CYPIAL IE TH > 7=, 58717 CYP3AL IEVELEME
(rrary—in, A rIafry—, ) ruxA,Tr, 7V AxavAL 2, U MFEL,
TUVRavA %K) EOFRICEY, XV TF=T0BRENEINTABENRHDH, Lo T,
CYP3A4TEVESHEWE & OOFHIERET 5 Z &,

Invitro SEROFER LV | BRERARICBT 27 F =70 mEEAKERIL. £ 96%
Thd, EAMEROmWEY L OFMHAERIHEF L T 5T, e DE# L £ DK
FOEEMRIIAHATH D,

AV F =T DOMIETRELK NS EL8ENDH 5 HA

4172 CYPSAATHEERO®H DY 77 3 600mg Z 1 H 1[04 J51C 8 HEE B & 5.4,
BYF =T oG LR, 9 F =70 AUC 8 82%IK T L7=, CYP3A4 ZiHE T 58 (5
XY RE v Tx= by, IANRNTEBEL, VUT77 BV TNV EX—L BV b
VarAU—E) LT REIMRESH, T TF =T OREEENME T T HBENLLH
5o L72i3-> T, CYP3A4 R AICHET 28 L O MITlET 52 &, U7 7BV %D
CYP3A4 ##HE T YN STV DAL, CYP3AL FHEREDIR MUREE ORI E B &
THZ L

H PR O e b VR FRRESE
Ho 55K (N 0 Ry FHER (775 F V0. AT —5) 12k BRI
0 HBAUHEH SN TN &, F4F =7 ORBRAE FT 5820055, EERAL
AEHEIES e b STANEN 77%?V/&5®mﬁﬂ%_SWWEL%ﬁﬁﬁﬁbkﬁ%\5
P F =7 OIEFEEIT 61%{K T L72, SPRYCEL £ HICHEL Tl Hpid k7 m bR 7R
FHICR AT, HIMAOBR G2 EBT DL GATHBH) |
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il B Al

IR RBRAE R D, AV F =7 ORMMEIT pHITIR(FT 5 2 L AR Sz, EERERR A ITK
b7 VI =0 ADKER b~ 7 % >0 A5 H & SPRYCEL Z 0FF L7- bR, HEE RO
SPRYCEL @ AUC 7 55%f{X T L, Crax % 58%fE T L7275, Hilli8f % SPRYCEL ¢ 5-125E 0 H 2 ¥
FRNCE S LS E121E, Crax XV AUC ICE B2 I A DR o7, LIzdio T, filEAl

D51, SPRYCEL & 2 BFILL B &2 2217 CTIT7H 2 & (44TESHR) |

SPRYCEL (Z X Y it fEH IR FENEL T D BZ D H 5 A -

CYP3A4IE L ¥ F =T % OtHT 2 &, CYP3A4ILE OMEFT BENHINT 28T b b,
FER BT 53 BRIZE VT, SPRYCEL 100mg # Hifmlf 5925 Z &2k 0, CYP3A4 DIE T
DY UNRAET D Copx KN AUC IEZENZE I 3T% MR 20% L5 Lz, ¥V F =7 DOEHRS
IZLY, TORBIKRELI RDIBZENARD D, LEER-> T, IREROP CYP3A4 DIE (T A
TIV—=), TNT2FVr BTV R, BEVR, F=Vr, RTINS H VTS
I URIFIE) EOFRITEEEET S Q4TEBR)

Invitro BREROFER, 7V # > 50 CYP2C8 HHE & DI EAEH OB E N /RE S T,

4.6 W85 o O 3LIG
A4

TEIF~DEEGAZHONT, FoRERIZE STV, BER CITAMBEAEFREENRD S
7= (BIIHBM) , WK LEOMERIEIZE ST,

1l &> D VMR LTV D RTREME D & D It~ SPRYCEL £ G- 135t S vz, Ji—.
SPRYCEL Z @& 53 25 A812i%, IBRA~DERIEICOWTHLEDLLEND D, 1~
HEITH DL TWRWD T, IRT D AEED & 5 LM L UV S— M —DMER T 5 algEtED & 5 55
PEICE 59 D BRICIE, WU RlEEE WD & Th D,

FEALT -

E FHLWTEY TOX Y TF =T O T ~OBATIZEAT 2F ML+ Tiddku,

MBS S 2 WIIFR BTV DI F - RO, F =T DI RICBAT
T HAREMEIEAE CE T, ISR o ERIENH 572D, SPRYCEL Ik H I3 4 T
LTk,

4.7 EE, HREIER~DE

HEHR, BEERIEICH T 2 BIIRET L Wiy, A F=T i, bEV, #iEED
BIVERI O RTREMEDN 5D Z L A BE A BE D 2 L, LN - T, MG, BMERIELZ BT 5 X
IRTEBNLETH D,
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4.8 EHEH

PUFIT, ERRFERIC IV T SPRYCEL (THREE STz 2,182 fflD 7 — % Zond (F)IEIH &I
100mg1 H 17, 140mg1 H 1], 50mg1 H 2[E XX 70mg 1l H 2 Y5) , &HE2% 7=
2,182 1D H B, 25%78 65 Ll ETH YD | 5% 75kl EThH o7, GO P 11
#H (0.03~31 % H) ThoT,

EIERH T H2DRIERNFE L TWedd, Z<ATRER W LITHEE Th o7, BIERIC
X EHEHIEIZW o728 O EMEY CML @ 11%, BATH CML O 12%, ‘FHiEERMESMER
CML T 15%, U >/ EEERMEAMEH] CML X% Ph+ ALL T 8% Th 7=, 18 CML » B3 % %t
G L8 SMEEH ERFRRICKB VT, 1E70mgl H 2FEE LY, 1[F100mgl H 1A
B LIZREOHN, BWERIC X v 521k LzBAE NI -T2 (EREH 3% &N 11%) |

BRI CML DA ~ F =7 RMEB DL 1%, XV F=THEEITMEMERH Y | 124 CML
BT 2E 22— 7T — 23 BRICBWT, 96O A ~TF =T RHEFEEDH L IHNZA ~TF =7
BHREEFIERD 7 L— R 3 E 7213 4 OIEMREIEEZRD T2, TOIFRTHFELIZ DD,
SPRYCEL #5-H1EIZIZE S o 72,

FRRWERIE, MKRFEOERIEITE ., TR, B, o, 2. RN, i, 7. Bk

Yo, KRG, MERE. K, IR R OREATH o7 (£ 3) . KRBHROTEE TE R WREWELF R
WUDIELE B%IZ 2 BTz,
Mz, MEAK. BliAKME R OVOEEIRATRRIC DWW T, RIEMEOIZIEOF EIZ )b 6 F, R &
LCE e, AV F=THE LR U EEOKSEHRIE 9%IC A BN, BEEOKA RO
FRITRE L E NI 6% L TN 1%IZ A b LT, HEDOIEAK M NV MEEIEILE I E I 1% (2 A
bivle, EEOIELFEIERKIEIL 1% b, WIRITHITFIRESD 2 WIEA T 1A KOk
& G-EOXERIETEH R TH o 7o, | 2815 SPRYCEL DLEMET 1 7 7 A L33k
B O EFELL L TV 23, 65 skl EOBFE TIL L U RIKITH FR N BT W, &
BE<E=4—T52 ¢ Q4THSR)

KRR OEE T E Ao i & Uik, AR K OV ifi > & B8 EE O WAL HH if B OV AR Ao
PRICB T DM E THbNT A4HSH)  BHEO PR RO I IE 1%A0 T, 8 BillXEL
M, 9B 54i% CTC grade 4 O i/ IMRIBAME Z > T e, B OTE s HIiE 4%I2 4 5,
B G-l kN A2 MB35 2 NS ot Fo, MOBEEO MM 2% bz, £<
D H i (3 26 BE oD i/ M iRD & B LTz,

SPRYCEL O #5238 i, 4 H R/ E M OV IMBIBMEIZ B 5 LT 5, B CML L 0
HEATH CML O Ph+ ALL DB TZDOREN LV ZEBO LD A4THSR) |
1&PEHT CML O BB 2 %5 L7256 3 E i A EMiiRic s VT (G Mo Eidih 8 »
H) . 1E70mg1 H 2[E#%5 LV, 1E100mg1l B 1[E#&G LiZEBE DTN, iKkBIO) -
MDA ELOERER O BIENMK o 72 (FF2a) , BHENHIOFRBFEE 1 100mg 1 H 1[H]
B GREO T RERD o T2 (BRRRAEREHESR) |
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# 2a : % 3IHEEHAERFEBR THRE SN EDORIER « 1BHH CML
HHE (%)
100 mgl H 1[A] 140 mgl H 1[7] 50mg1lH 2[A] 70mg 1l H 2[A]

(N = 166) (N = 163) (N = 166) (N = 167)
4Grade Grade3/4 “4Grade Grade3/4 “4AGrade Grade3/4 4:Grade Grade 3/4

TH 24 1 23 2 24 2 22 4
KRR 21 1 26 4 22 2 28 4

FEAEME 14 0 12 1 13 0 14 0

Jig 7k 7 1 15 3 11 2 16 1

A By P 2 0 2 0 1 0 1 0

9 o IR A 0 0 1 1 1 1 3 2

DFSREA 2

DEER AT 1 0 3 1 1 1 1 1

iti 7K e 0 0 1 0 1 0 1 1

it v 1L SE 0 0 0 0 0 0 1 1
Hi ifn

H % H I 1 1 1 0 4 2 4 2

HEATHI CML J OY Ph+ ALL B3 A 351 L7= 55 3 FH 2 A BRIz B¢, 1[H 70 mg 1
2R L0, 1E140mg 1 B 1[EE G LizBE o, ikl (ks X OVLIERETHE)
DIBIRPE - 72 (32 20)

#2b: FI3IHERAERFRBR CRE SINEEQRIER : #1TH CML X Ph+
ALL

IR (%)

140mg 1 H 1[H 70mglH 2[H
(N =304) (N = 305)
4= Grade Grade 3/4 4= Grade Grade 3/4

TH 27 3 27 3
Vi ] 26 5 34 9

FAEME I 12 <1 16 1

il 16 4 23 6

A By P 1 0 2 1

PRI IK e I N7 1 0 2 1

LMERE 2

IR 1 0 4

i 7K R 1 1 3 1

g K 0 0 1 0

Jifi v 1= SiE 0 0 1 <1
Hi ifn

' W H 7 6 12 6

BRRFRERIZ IV TIL, SPRYCEL #5ICEE LT, 7 HEILLERiICA ~T =7 D52 F1ET 5
BRI N,
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EIEA -

SPRYCEL DEFR#AER CALNTZRIER Z8E Z & BEZ LICLUTICRT, 10%L EicH b
7=t D % very common, 1%LL_E 10%A7i 2 common, 0.1%LL E 1% % uncommon, 0.01%LA
b 0.1%K0 % rare & L7z, BEEENE UHEE, BEDIAIZR L7z, SPRYCEL OFRFRERIZI U

T, BRRAME DO RE AT 2R < 5% LIZA b -RIEM 23 31T,

#* 3 : BRREEBR T 5% U LA GNT-BIEAREE (%)
BFEER4 (PT)

2JERI(n=2,182)

4 Grade Grade 3/4

MR Y VB R

Common: F& BV 4t HhER R iE 5 5

RRRES

Very common:SHJi 25 1

Common: == —r=/\F — R E=a—e "\ F—2 5 i) 6 <1

FERER. MR R OMtRREE

Very common: fifg 7k 25 6
IR R e 21 4

Common: BZHK 10 <1

B IBREE

Very common: ¥ 32 4
CENTIN 22 1
N - 13 1

i g 10 1

Common: & i i ifi. 8 4
FEIEDRNE  CREIE A/ AN ) 7 <1
HIERER 5 0
HE B 5 0

BB R OV T AR

Very common: 2% ® 22 1

Common: % 9 FEiE 7 <1

BRI OR Ak EE

Very common: B #& i 14 1

Common: BH&iE 8 1
i 8 <1

R R OREEE

Very common: AR IE 9 <1

RYLE & OVFAE HUE

Very common: Ji&%: (R, 74 /LA, HE, €O

10 3

fit1)

mEREE

Very common: Hifi ° 15 2

2HEE KO E5 RPrkE

Very common: FK{E ML fE © 21 <1
e 21 2
FEEN 13 1

Common: &I 7 <1
) iE 9 1
g 5 1
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aFLBE, REVEROE, SR, MRAL, FBEVERGE, HEWRE, BAMRE, 2H B, BEREGS, BRIk
EBIREE, BB, € HFEMEROE, BIREIEROE ., BUFHIAE, AKEZERRZ, 395, KRS . ZIALEE,
FLESE, PERRIEE. KALEITE, BRI, 2 &

b B A I & OV AR H I 2 BR <o 2005 BITEMNIE B G E S BRI L ORGSR RS SR ERIFE LTTh
TNnWmESND,

o HUTHEAR. ARERVENE, ORFAGAEAR. NRAGVEAE., ORESVRME, SmiwiE. IRGEEUREE, HmER, EOMTE. 0
IRVEIE, FRIDVEVEIE, FRBEFAIE, REMEZIE, [R2rell, FORTEE, PESeE, [R9EvE, RBTeE, Dy
i, EVRAEZR &

SPRYCEL O [ifi R ik BR T 5% A (2 A B L= BIER 2 UL o7,

BRIR R
Common . {KEJEA . (KEEHIN
Uncommon : I 7 L7 F LR AR F - — B HIN
D E
Common . 9 o MAELAREMHEREAR S, DIFERATE. NIk IR £) | #hiE
Uncommon : DofifizE, IR, OEMEAEIR (OEESIRZR E) | POE, LIER
Rare - JififE.Co, O, Bk IRIE i
MIRE LY U RREE
Common - LI EREA JiE
Rare - JRIFERES
PR R E
Common : & FE V>, BRFEHE | HHR
Uncommon - HARARRE R I, A, fREk, S Rare - IMIMAE FIE, — BN MR 1E, FEiE
R
Common : 5 HRE (REREE, FH, HOET) | IREZE
Uncommon : f&f4¢
HB X URRKESE
Common : H1&
Uncommon - [El#5M: 8D F 1
e 2R, FIERIS K OWEERRESE
Common : filiZK &, =i, Jliligse
Uncommon . &U& SCRetE | Jifidi i ESE, i E Rare - SUHEREIR 8518 AiE (i
B IBREE
Common : %% (AFHRERIBDPERRGR 22 &) . BR, (R, 1P Rk
Uncommon : iE4¢, EHSE GRS, RiER, MEK. RIL, W FEE
BB LUORKES
Uncommon - B&AR4x, #EIR., AR
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- paoy Ay ikl
Common : iLEAE, KR (%) | JVE. BUEGE. SRS, ZiTE
Uncommon . A MEEE A R ERVE B RE . DERRBBIERS . ARILERE ., IBMkE. RIEEE.
KT, NOREE  FE - R R RE T R AR
B RE L O S EREE
Common . fiADRIE, fH/1IET
Uncommon . B FLAE, i H A% A e
Rare - i %
KRR L OREESE
Common . RAKkEE
Uncommon 151 R B ifi JiE
JRYWIE R L OVF A HUE
Common  BUMAE (BEMEAZZTe) | Mgk GHEEME. O v 28, HEttEze&ide) | EXOEK
QI RIE, ~IVRAT g )V AEG GG 2%

EE, EL XU0E S DHE
Common : #45
B, BEMEBIUBEMAHAORAEY (B, XY —7RY)
Uncommon - JIEi5E HA B fe i
mEREE
Common - @i+, AL
Uncommon . {Kifi /&, ifiAetEF R
Rare - #8:k Bz B
2 HEE R OB E RETkiE
Common . ALy VEVEiE, H5E
Uncommon - £&ik
Rare - I EEZ LA TIE
S REE
Uncommon . @8UE (RS EiMERLEE 72 &)
JFHBIE R E
Uncommon - it%¢. B 5 i
Rare : JHFER
AFERB L O EEE
Uncommon - ZeMAbFLGE . AELRIH #E
KRS
Common : 9 O¥F, AHRJE
Uncommon - %2, $EELIREE, &G AL E, U B F—JEH&
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B R R A S 5
117 -

PP E BENE B IS Tk, RIS mERE (I MREE R ERIBE e YR ) 23RBS D,
LosU, BRI O B8R 1 ZIRRE IR L Tz,

7 L— R 37213 4 D MRFHIRT OBE AR 4 1TRT,
F 4 FRRRBRICIIT D CTC 7 L— R 314 O LK 1 B PR A 2 i 5

184 @ BATH B HEEERIE R U R IEERME A
(n=1150) (n=502) P HA K OY Ph+ ALL
(n=280) (n=250)
BE (%)
MEFEHRNT A —&

I H BRI E 46 68 80 78

M ISR iE 41 71 81 78

2 1. 19 55 75 45

LGP DT — 13 S D HED SPRYCEL ##% 5. L= BE & 5o,
CTC 7 v —F : i EkEAE (/L —R3:205~10x10°/, ZL—R4:<05x10°/l) . M/ MREAE (7
—R3:210~50x10°/l, Z'L—FR4:<10x10°/) | &l (~EZ b :>65~80g/l, 7L —K4:<65g/)

MM CML DB 256 51T L7258 3 AH i ] = s e Ic 8T, SPRYCEL % 1[E] 70 mg 1
H2REEE LV, 1F100mgl H LA L7283 OF B, R ERBUDE, [/ MOBAE & OVE
M DOFEELH DMK > T2,

B OF RIS B L2 BE T, —RICER OB SRR S OIEEIC LV EE L, &5F
EZEST b DT 1% Thole, Z< OBHE TR, BREMEIN S HIZHALND Z LR &5 %k
ECET,

EEF

Grade3 XX 4D T AT I F—E IV LD EFITEMER - BITH CML T 5%
(A BTN, EREIFERMEST Y /BB RS CML &KUY Ph+ ALL TiX 4~T%IZ 2 BTz,
IO ERFEE, BTN LV ERARECTH o7, 3T ERFEBRICB VT,
grade3 XX 4D h 7 AT I F—E IV L E O EFINMEM CML O EBE TIX 1%LL T,
AT CML 2 O Ph+ ALL D Tl 1~4%IZRD b, 4858 L L EREICIRWERETH
277,

BHERIEFME TH - 2BEHEDKI 5% T, 7 L— R3ELF 40D V> 7 A MAED
iz, —IT, T KOS FERIZA ST, grade 3 X 4 DRV T T AMGE,
HT T RO E G TRIEN LN, Grade 3 X% 4 DA V2 7 AMUGE K OMK U o B2 IUE X
2RO CML EBFIZEB W TH LI, EHIFERIEL Y o/ SEERE TS CML & O Ph+
ALLDBEE TRV Z A BT,

DB
(UL 2 6 LT 5o OBEIRES I HRRERICI U T, SR O o R L A
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BENTORESN-HRICHER S, 15 70mg @ 1 B 2 [\ 5-0> 865 1 ik Hens o s Th
A&7z, QT @I Fridericia 512 & 0 DA THIE L7z, QTCF RSO 51175 DAL
SEHIEIE. 58 HHOW TN ORIERSIZE TS 4~6msec TH Y . I5WEHEX D FIRIX 7
msec Aiifi T o7z, ERRFER T SPRYCEL % 5- L7z 2,182 i+ 18 i3 T, QTc HIfF DL
ERAEEFRL L LTHE SN, 176] (1%AKH) T, QTcF 23500 msec ZifAx T2 (44THS
H&)

o

4.9 BERE

BRIRERIC I 1T Dl & 5 ORBRITFF R 2 SEGFNC R ST b, fkmfx b5 & & LTL1H 280 mg
Z VMG LIl dd S CTun a2y, B L2 BRRER 1T A Hiv7ehr - 72, SPRYCEL (3 H
FEOFHIMENREE L TWnWs 2 &b (A4ESR) | HREAEZEZ TR LGAI, B
HENCHONWTFHICET=F— L, LERLEEZIT,

5. 3
5.1 /1%

FNRE - mAF T —EAEH, ATC code : LOIXEO6

X% F =71% BCR-ABL ¥+ —E KW SRC 77 I U —FF—FIZMZ T, c-KIT, ephrin
(EPH) ZHAEKR Y PDGFRZ AR A B oD% < ORMEX T —EOIEEEZHET 5, ¥ T =
7 OIER X587 C, BCR-ABL &+ —+¥ % 0.6~0.8 nM TLET 5, &KL BCR-ABL §#E O ARIE
PR ONEHETL O WT N O SRS IZ bR T 5,

In vitroZ(5# : X F =713 A ~ F =7 B M OERHTIE O B i ARk 1k LTS 2 7= L7z,
NSO EBERBRIL., ¥V F =7 HBCR-ABLOEFEIFE I, BCR-ABLXF—¥ KA A L DER,
SRCZ 7 X U —FF—E (LYN, HCK) % & TolF AR ERL R OIEMEAL & OZ AL B s 7 O i 5
HONRK LR DA~ TF=TMHHERIZO AN THLZ 2R LTS, /o, ¥ F=71ISRC
Ty IV —F%F—EE ) E/RELTCHELL,

Invivo #4# . ~ 7 A CML ET V& HAWERBRICE W T, #3F =713 CML o2tk
W~OERZEEFE L, £72. BEBEKO CML A A CNS % & Teffi 2 OFAL CHYFH X 7= tHE
~ U ADEFHIM AR ST,

B -

R | FHERBRIC I T, W) 84 10> CML D481 & O Ph+ ALL S T Ik - K OSH i &
REFEHIZN RN A B, 27 » ABGEBIL TV 5, WIROREBIZEB W THRIRITRHEN TH o 72,
ERAR BRI TIX, 2,182 B TR S, 9 B 25%78 655k LA £ T, 5% 75 kL EThH o7z,

INRIZEWTIE, A2 ZaMETfNL L TWh7Ruy,

CML 2B 55 2 FHEAER .
A~ F =T HEPIE AR E OB BT 8 T A o8 BEM: B iR 2 5% & LT,
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SPRYCEL DA 0k O Z M2 G 5 HINT, 4 DOH —7 — AIEERIEE MR TR FER A
FEhi Shiz, £72. A ~F =7 400 & 5\ % 600mg O FIHEERICHRG OB CML B %t
SGL LT, 1 DOMEMELLIEEGABR % F20i L7-, SPRYCEL O#EIF 58X, 18] 70mg» 1 H
2B ¢, Aatk, Zettoms b HEREIEZ R E Lz (A2HEBR) |
SPRYCEL DA #h ML, Mk 7H M OSHIREA R PRI R K - THRET L7z,
ROEHEEL O T RIAGR S RET 5 2 212X Y. SPRYCEL O X 572 A EEERIA A % %
TIENTED,

A~ F =T EGUE I ARME O CML BE 234 & Uitz 23 BREf L7, 2
R 0O = E R H I 3HIE R Major Bfi# (MCyR) & L7,

1-1 <~ F =7 400mg & % \ M 600mg DO FIHIEIHEFIMEDBMER] CML BE 2 x4 & LT, 3
BEREEEACIEE:, SRR e Ef L=, # Y F=7 1R 70mgD 1 H 2[5 L1~
F =7 1[0 400mg ® 1 H 2 EIEHIZ 221 DTEID 1572, AEREICE > T, FEEOHEE,
HDVIEIRMAETH - TZHAEITIE, b I OEDOEERIT Y v A4 — "—%§8b iz, EEFMIE
HiZ 123 H® MCyR & L7z, SPRYCEL#£ 101, A ~F =7 R 49 (&TA ~F=7pt
PE) G 150 BIORE T, 2O EBIEAEIN £ TOMBN LT =THTIT64 1 A, A ~F
=7 TIE52 5 ATH Y, BIEFUCHTEENIE SN TV, RTEROA ~F =7 F 5RO MiRF
e fE= (CHR) 132 93% C, MCYRRI|IXHTF =T R T28%, { ~F =7 T29% ThH -
77

BGHEIL, FYF=TRET23 5 H (44%78 24 5 HBO®E) | A ~F=7RT3 %A
(10%7%% 24 5 ABOEEE) Thoiz,

7 0 AF—/3—Ri0O CHR X, FVF=THETIL93%, A ~F =7 TIE 8% TH-7-, 3
» AMOBIETO MCYR R (X, ¥V TF=TRT36%E, A ~FT=THD2%L D LEN->T,
F72. CCYRFEX, AV F=TRHT2%THH7=DICH L, A ~F =T RETIL 8WITWBE 720 -
oo EIDERLSEEL, BMAEZITo7EZA (FRME: 24 9 H) . 7 8 AA—/3—RiD MCyR
I%X. SPRYCEL #£C53% (CCyRIX44%) . A ~F=T7HET33% (CCyRIL 18%) Th-o7-, ik
BRBALARIIC A ~F =7 400 mg & B¢ 5 L7235 D MCyR (%, SPRYCEL #£ T 61%, 1 ~F=7#f
T50%Cdho7z, Kaplan-Meier {12335 & MCyR % 1 ERIHERF LT BEESEHTE LIZ L 2 A,
SPRYCEL #£C 92% (95%Cl : [85%~100%] . CCyR : 97%. 95% CI : [92%~100%] ) .
~F=TRET74% (95% Cl : [49%~100%] . CCyR : 100%) T -~7=, MCyR % 18 » H#EFE
L7 BEEISEHE L& 2 A, SPRYCEL T 90% (95%Cl : [82%~98%] . CCyR : 94%,
95% Cl : [87%~100%] ) . A ~F =7 HET 74% (95% Cl : [49%~100%] . CCyR : 100%)
ThHol,

Kaplan-Meier 512 L 0 1RO MEHEA TSR (PFS) Z4H#E L7 & 2 A, SPRYCEL #£T 91%
(95% CI : [85%~97%] ) . A ~F=THET73% (95% Cl : [54%~91%] ) Th -7z, 24k
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® PFS X SPRYCEL #£C 86% (95% Cl : [78%~93%] ) . A ~F =7 HET 65% (95% ClI :
[43%~87%] ) ThH -7,

SPRYCEL F£D 43% } A ~F =T FED 82% T, VRIEARPGE LT, REBOIED 5V
IR A~D 7 B A — "= Tbhiz GHRAT . IBRE~ORMER L)

7 8 A —/N—HD 5y F- AT Major FAE=R CGRAY MR ARIZ VT RQ-PCR IZ X Y BCR-
ABL/GHRER M) <0.1% & L CEF) 1% SPRYCELBET 29%, A ~F =TT 12% ThH o172,

2- A = F =P UIRME ([ ~F =7 ORGICL 0V ERAEEFRLNAREL, Zhil
EOBEEITARVED) ODBRELIEE LRI —T — LSRR & EHi L7,

A ~F =7 PPtk 288 1], ANNMitEE 99 il D F 387 51l SPRYCEL 171 70mg @ 1 H 2 [Rl#¢ 5% $¢
L7, Wi b5 TOMMIZTRETEL » H Tho7z, 53%I3A ~F =7 % 34EME
Fh-InTWe, E£72, \EWEFIO 72%I151 ~F =7% 1 H 600 mg G- T\, £7o,

A ~F =T LIMT 35% MU FRIE R, 65%M A X —T7 =1 10%AEHIEBAE O RITEHE % %
T T, BHBRRARTIZ 38% D EE N A ~ T = T IRPIME D ZIRE B A4 L T\ =, SPRYCEL ®
BT, PRET 24 s HATH Y, 51%D 24 5 ABOEE %2510 Cie, BIMEIC OV T,
KE5IRT, A ~F=THEPHEFID 55%, A ~TF =7 RilitEHID 82% T MCyR 3R S iz,
BAK 24 H OBIEIC LD . MCyR % iRk L 7= 240 %l 21 Fil23 4L L CH Y . MCyR e i o
HRAE AR STV R L,

Kaplan-Meier {5123 S HEE L7z & 2 A, MCyR @ LAERIMERFHEIT 95% (95% Cl = [92%~
98%] ) . 2 4ERIMERFERIL 88% (95% CI : [83%~93%] ) T -7z, CCyR D 14EMMERRIX
97% (95% Cl : [94%~99%] ) . 24F[MIMERFHIL 90% (95% Cl @ [86%~95%] ) Th -7z,
A~ F =T HAREIZK L MCYR /R & 72\, A ~F =7 HPuip] (n=288) @ 55%7% SPRYCEL
\Zxt L MCyR &R LTz,

AEER DGR D 38%I2F\ VT, 45 FEFED B/ » 7~ BCR-ABL Z B3 fER X 7-, T3151 %%
. A~F=THEMEICEE L7, Bix 72 BCR-ABL ZER %247 % BFITB W T, MFH5E4e
FEMRE 7213 MCYR 237 HALT-, W40 BCR-ABL ZEH52 P-loop ZRAZA LTV T hH, £7-4R
ZAL TR TH, 2% 0O MCYR HITFHLLL Tz (B2 63%, 61% K% T 62%) .

A~ F=THEGUEBNZ IV T, HEE PFS 31X 1% T 88% (95% Cl @ [84%~92%] ) . 241
T75% (95% Cl : [69%~81%] ) Th -7 A vF =T RIMEBNZIBN T, HEE PFS I 14
% T98% (95% Cl : [95%~100%] ). 24FE#% T 94% (95% Cl : [88%~99%] ) Th o7z,

24 7 A% 00 A0 Major BARZEIT 45% (A ~ F = 7RI T 35%, A ~F =7 N4
5T 74%) Th oz,

BITHICML -

A~ F =7V A EDOBE 23R & L HEERE— 7 — AL sk 3 [FFER 2 5405 L
Teo AT =7 HPuik 161 1], A4S 13 il DFF 174 5112 SPRYCEL 1 [F] 70mg @ 1 H 2 [Rl# 5%
g5 L=, 2B oih £ o RiEc82 » H Tho7-, SPRYCEL DEHHIMIZ, F
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ET14 3 ATHY, 31%70 24 » HBOERE 22T Thic, ARMEIC OV TR, R5ITRT,

B FERAE S CML -

A ~F =7 DESM UIRME O BE %G & LI ERE— 7 — A S sk 3R & £l L
Too A ~F =7 HBPME 99 B, RiHZF 10 D7 109 112 SPRYCEL 1[5 70mg @ 1 H 2 [A[#% 5% #%
b U7, ZWiir b8 55 E COMIRMIZFTRIET 48 » A ThH o7, SPRYCEL O 5-WifI%,
RETIEH HTHY, 12%7205 24 5 ABBOHE G- %231 T\, AEMPEIZOW T, RE5ITRT,

U O NTERRIE SR CML K CFPh+ALL -

A~ F = THEIEUIRME D U 2 _IEERMESMER CML & 5 W\ Ph+ALL 235 & L7-9EE
R — 7 — AL fax L FER A 13 BREN L7z, A ~F =7 bl 42 61, Rii%E 6 BiloFt 48 1
DY L BEERMEZMER CML (2 SPRYCEL 1181 70mg @ 1 H 2 [al# 52 %5 Uiz, 2ZHin S & 55
hE COWRIEITRAET 28 » H Th-o7-, SPRYCEL OFGHIFEIL, FTRETIH» ATHY,
2% 24 5 ABOEG %22 Tie, 12, A ~F =TI 44 611, Rita 2 F1oFE 46 Bilo
Ph+ALL (Z SPRYCEL 1[5] 70mg ® 1 H 2 [ml¥5- 2 5- L1z, 26 5-5its £ ToSIZH R
fET18 % H T o7z, SPRYCEL O GHMIL, FRET 3 » H T, 7% 24 » HEOHRG %%
JTWiz, AMEIZHOWTIE, REIRT, U o3RRS CML T3 35 H LANIZ,
Ph+ALL Cl% 55 HLINIZZ < D BHEITIELCHIZ MaHR (283 L7z,
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#£5: 5 2 fHBERFABR TPD SPRYCEL HE— 7 — A DHF R 2
B IR
&M CML BATHI =S| =St Ph+ALL
(n=387) CML CML CML
(n=174) (n=109) (n=48) (n=46)

MmEFA E R P

(%)

n/a

MaHR (95%Cl)

CHR (95%Cl) 919% (88-94)

NEL (95%CI) n/a
MaHR #iff] (% : Kaplan-Meier #£ £ 1)
14 n/a
2 ] n/a

MR B R ERE (%)

MCyR (95% CI) 62% (57-67)
CCyR (95% CI) 53% (48-59)

AHFHE (% : Kaplan-Meier #:EfH)
MM A AR

1 4 91% (88-94)
2 [ 80% (75-84)
1 4 FH] 97% (95-99)
2 ] 94% (91-97)

64% (57-72)
50% (42-58)
14% (10-21)

79% (71-87)
60% (50-70)

40% (33-48)
33% (26-41)

64% (57-72)
46% (38-54)

83% (77-89)
72% (64-79)

33% (24-43)
26% (18-35)
7% (3-14)

71% (55-87)
41% (21-60)

34% (25-44)
27% (19-36)

350 (25-45)
20% (11-29)

48% (38-59)
38% (27-50)

359% (22-51)
29% (17-44)
6 % (1-17)

29% (3-56)
10% (0-28)

52% (37-67)
46% (31-61)

14% (3-25)
506 (0-13)

30% (14-47)
26% (10-42)

41% (27-57)
35% (21-50)
7% (1-18)

32% (8-56)
24% (2-47)

57% (41-71)
54% (39-69)

21% (9-34)
129 (2-23)

359 (20-51)
31% (16-47)

a KT T LB EEF M E

b MEFHIFEMMOER (VI b 48R OFHE) L)

MRS Major Zf% (MaHR)
CHR (121 CML)

MR FISEAE M (CHR) + MLiRSFAIER 2y S (NEL)
s A ERE IR ERRE LA T RS 450,000/mme i, FRRY LTI 2R B D VTR

HREER 258D 0 AR OB BEEREL & 5B BEEREL D7) 5%, A I P DA S RLERES 2000400, 65+

H LI 2 58 8O 720
CHR (B17H - 281 CML/Ph+ ALL)

s B iR BT AF R ERE DY 1000/mm® AL, i/ s s

100,000/mm3 LI b, KRS M 12 3FER & B IR BEER 2 580 720, B BET O SFERES 5%LL T, SRR o o> E R
EREL & % B BEEREL OFNAS B%AT . A ML H D AT FEEREL DS 20% A0, BES H IR 2 5RO 70
NEL : CHR & [A] UZEHE 72 2347 B Bk ¥y 500/mme L 1000/mm® i i/ M s 20,000/mm?® 2L _E 100,000/mm?

e

c MIBRZEAEMDOES : CCyR (Ph+23 0%) |

CCyR & PCyR O,
nfa: #&%4¥7, Cl: (BHEXM

SPRYCEL # 5-%% ™

BREBREIZ OV T,

a2 R A QLAY AN

PCyR (Ph+73>0%-35%) , MCyR (Ph+7% 0%-35%) I
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% 3 MR
SPRYCEL ® 1 H 1[5 OFZEE 1 H 2 B 5FRFOFRME L ik L CRMIiT 5 72912
O MELLIEE B2 3 L7,

1- 8] CML Z X%t 4 & L= BRICB W, FEFHMIE H IS A ~F = 7l 0 BFITBIT 5
MCyYR T -7z, ERBIKIFHEEE X4 ~F =7 I\PEOBRFICE T 2/ 1 #5850
MCyR CTH > 7=, < DOMOBIRIFEMIE H (X MCyR ORI, M EAFHIR K O R4 7 &
Thoto, BRI T6706] (55 498 BilixA ~F =7 #HitE) DHEF % SPRYCEL® 100mg1 H 1
A5, 140mg» 1 H 1S, 50mg» 1 H 2E#HE5-XZ70mg @ 1 B 2 [ 5REHCEMEA I
B AT, BEHHIROFRAEIIN 8 » H Th o7z (#iPH . <1~15%H) .

6 IZHMFRE RT, 2T SPRYCEL # G- RHCBWCTHNED GRS Hiv, FEFMEE IR
WT1HLEHRETHALNTZANEILL A 2 BHEE TR LA L FRE L) Tho
72 (MCYR D713 2.8% ; 5% EHEX ] [-6%~11.6%] ) , E/REIKRAGEHEEE ICBVNTH, 1
H ¢ 55 100 mg % 5- & 1 A 5-5 140 mg & 5- CRI%EOHME GELM) HAa bz (MCyR
D751%-0.8% ; 95%IEHEX I [-9.6%~8.0%] ) .

4 B HRE wTMWR@%ﬁ SR A P R O 2 AR S Ch o 1o, 24T
DOHIAEIL 4 BEHREL HITEL TV,

6 : B IHEEFAERTNRBRIZEBIT S SPRYCEL O&F %N : EHEHE] CML
BEDOEL (%)
100mgl H 1[@ 50mgl H 2[ 140mgl H 1[8 70 mgl H 2 [

N =167 N = 168 N =167 N =168
MmEFHIERE S (%)
CHR 90 92 86 87
HIMREFREMR Y (%)
MCyR
AEH] (95%fFHE X [#) 59 (51-66) 54 (46-61) 56 (48-63) 55 (48-63)
A~ F =7 WEEIEF] (n/N) 53 (66/124) 47 (58/124) 50 (62/123) 51 (65/127)
CCyR
RAEH] 41 42 44 45

A~ F =7 WHWEEF] (nIN) 34 (42/124) 35 (43/124) 36 (44/123) 39 (50/127)
amﬁﬁmﬁﬁwﬁ%(wﬁn%4Lﬁ@ﬁmwz%):
um(@é%cmu s A ERE A HEEE ERRELA R, /)Y 450,000/mme RIS, ARSI IS FEER B D VIR
BEER 23R 7220, fmmmm %%ﬁe& BEERELOFNAS 5%AT . A ifL 1 D AFHEFEEREL S 20% A, S
Emf% LD 72U
b MIREGEEMDER : CCyR (Ph+23 0%) . PCyR (Ph+23>0%~35%) , MCyR (Ph+7% 0%~35%) |
CCyR & PCyR D1,

2- HEATHI CML e OV Ph+ ALL & %[5 & L7-RBRICB W T, HEFHMBH E X MaHR Th o7, &t
T611poHBFE % SPRYCEL ® 1101140 mg 1 H 1 R EREIX 1[5 70 mg 1 H 2 [B13 5712
2B T2, BEHMOFREITR 6 5 H Tho7- (#iFH - <1~16 % A) .

TEMEEB BT, 1A 1R GIX 1A 2[5 L R%oa0E GESM) 2RL7z
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(MaHR D75 0.2% ; 95%(E#E X[ [-7.8%~8.1%] ) . L2>L. 6 » H OBHFHARHZ, WTho
EATH (R ) U REROTBEIRIR A 2 B 2B CMLIZEW TS, 1A 2 E TR RWVWE
RGN A DTz, LTad > T, A ~F =7 HPE TR O 7H] CML K& O Ph+ ALL
BE~OHEEAEIZ 1M 70mgl H 2RF 5O E £ L9 5,

5.2 Kk ke
W F =7 DY RNEIRE % 229 B OFEFER A K T 84 51| & TRagt L 7=,

WY :

ZYF =713 O 5% 0.5~3 FEF ORI R m i E (Cmax) 1ZE#EL, 1[E1%472 D 25mg~
HW@@lHZ@&5®%EﬁIWT\AMLi&@E_KﬁLT%MLKO¥ﬁﬁ%#ﬁ%
5~6 FFfil CThH -7,

fEEE R N BB &R 30 /3% 2 &4 ¥ F =7 100mg % HE# 5 L 72 B2, ) AUC 2 14%
L, ARIEMI B 30 N RICH F =7 4 b LICBRIZIE, S AUC 23 21%88n L7228, &
FORBIIFERNCEZETITI2WHED LB 2 T,

o

BETOXYF =T OIRDTOSAAEMIIRE S (2505L) . MEMIIALS FAA LTS E&E
AN, AV F =T 2G5 L2 E XICBEINDEET, invitrolZBIT 24 F =70t ki
WL LN ~DFEEZRITHI 6% TH - 7,

1CH -

BhH SN ATF=71F, BRICBW TERORERIC LD KESDRE SN D, BB A
LCMCI# ¥ F =7 100 mg & HilAlFE O 54, S IR D 20% 8 RZE(KIKE L TRitE SR
7o IMBEFPEE & invitro TORBEERAE S, X TF =7 OREIIF =725 L%
EEICBIBRENDEHMERICIZEEA LTS LnE B2 b5, £, CYP3A4 N7 5
EThD,

P -

TATEAERIITEE~ LI & LTt S5, [MCl ¥ F=7 2 HERAO# 5%, 10
H i CIR K O H I PRI S 7= £ 5- BTk 2 MU BEIX 2 AL E K 4% K TV 85% T o 7e,
ZDH L, R JROFEME R OYRI S VTR BLIRITER G L2 B RE O Z 1 0.1% K4 TN 19% T

PR B OV I Pt S VT2 U RE D K 3 BRE T o 72,

Nz E,
5”7‘% 7&%@1&%1%3*“7?6 & A EHRES R, IR E B ICR W Tid s Y
F=T OBRBEENEINT B0 H 5,
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5.3 AEER COREMT —4

—HD invitro RERWT NIZ~ T A T v b, FAKRT 2R invivo iR T, ¥
F =T OHFERERET 0T 7 A IO THRF LT,

FERREMFENSRE ITHEE, BHLAOY VRRBETHY, 7y REOHMZEIT S
M EHIREE I LR FETH O . EEST/E T8 LTz, 7 v b T, JRMER S
T A= OEIRN LR DA 2 F 5 B REEIES 2 v, IV THEBEEITERW S O DR
RO BTz, Ty FTIE, Vo "RamBEOREMEE LT, U E, ML OHa RO
U U REREEBIE ONC U VR O EERD DN A LT, {HbesErE, BiEEE R VY X
R B OBEIIAH ThH o7,

PAD 9 5 HREERBR CIXRMOZE LT, BRBEERE THLBIEOIEILE D
BBRERORED FEANB LN, O EEGRER TIZE THMAFED bLizi, 7 v
R R O L O B R TS S o T, In vitro BB C 1L/ MBS L in
vivo BERTIZ T > MEEN D OHMREF OIER N iz h, BRBIIEEER Sz oT7-,
hERG K (N7 /L% o =i £ 5 /L & FV 7= invitro i BR ClE. &V F = 71300 B H0 Wi
(QT [Mlk7) ZIER ¥ 2 REMENSRIBENT-N, R T VOB T L A N —R BT
%, QT MR & L EREICZITERD b o7,

ZYF=71%, Mgz 5 in vitro DI IHZERE BB (Ames iER) TIIARFEMEAZ RS T,
Ty MMERBR T O BLEERERIBRDTED, T A =— AN LA Z —IFMaZ -5 in
vitro MRS R T, Qe ETHRENTE O b v,

IR - BRIRFAICE T 2B Cld. HEMICERLZRBLL2WEREET, 7y M CREREK
DD 25 WESEMER ., 7 v N RO Y X TIHRIEOBEKEE DR biviz, MEY o=
JREEIC RIETHEIZ OV TIIRE STV,

~ U X% AW e mtEaiR <id, MEMEEED H 2 aEmEER SR bnln, &5
BEOWESD DV G AT Y 2 — VOERIZLVEHEARETH D Z EARE NI, v 7 A
MEFHIfL~D =2 — F T L by RO AL ZFRIE &2 in vitro St MEakiR o SRI L5
Tholz,

28 AUJFPERRER 13580 L T 2wy,

6. B

6.1 ZH S

LA LB KR, fEEAR—RA JaAA A Ar—RAF RY DA B Raedxrer
ke —A L RATT Y UEET TR T A

Z—=TF > ZF e rmAian—X T bFH L w7 rT—/L 400

6.2 Bl AR

R
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6.3 {# AR
24

6.4 REFELOEE
FER R RAF S 1T 720N,

6.5 m%E

W7 V=7 LD7 Y A% — (calendar blisters & T unit dose blisters) & 2% WIEHEER Y =
F L (HDPE) OF v A/ FZ V=T (R 7w L gof) i Tiifssnsg,

TYRL—TIE, LI 14 T 4 bha— MERASTT Y AL =W 45, F 56 FEA->TND,
XiE, 1561260 7 4 v ba— hER AT 2> HAY @ unit dose blister 73 1 -2, #f 60 &1\
2TV D,

AT, 1FHICLIAR IO E B0 7 4V ba— MENRAS TN D,

T RTOUEENHE S D LITR S 7220,

6.6 BEFERF DI Y W DT

SPRYCEL g%, FEAIRIENEEIEMHEWEIZAND Z LRI DI, IEEMEEZEAT 568
KIOBED 27 4V bha—hTa—T 47 LTW5h, L, Eo=0, EELZY LIESEIC
X, A~ DOWRE OB Z 5/ NRIZT 2720 {LFREEREAOEVECTEEERT L2 &,

A FAED LY $N K OBETEIZ DWW TIE, Hs O EBERICHE D Z &

7. BRI RARERGE
BRISTOL-MYERS SQUIBB PHARMA EEIG
Uxbridge Business Park
Sanderson Road
Uxbridge UB8 1DH
United Kingdom

8. EEMTIRARE
EWMW%NW4%74»A:—F (7Y AHZ—)
EU/1/06/363/007-60 X 1 7 ¢ /L =— hgE (HHET U 2 &#—)
EU/1/06/363/001-60 7 - /b zt— R EE (AR kL)

9. m@%ﬁ%wu H/%zj_ﬁ(wu\ﬁ%? H
2006411 H 20 H

10. ALK ETH A
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—HIAL AR

X% F =7 KF¥ (Dasatinib Hydrate)

W 7E4

A7V RACEE20mg, AU ELCEE S Omg

=2ttA

T YRR v A ¥ — RS

HKEBFH A

PR A

10 &

S

BUSE, R RS AT A S

b4

N-(2-Chloro-6-methylphenyl)-2-({6-[4-(2-hydroxyethyl)piperazin-1-yl]-2-
methylpyrimidin-4-yl}amino)-1,3-thiazole-5-carboxamide monohydrate

CH; ~_OH
Cl NYN

CH;
C22H26CIN7OZS * Hzo

AT Y EBVEE20 mg, ATV EBAEESO mg iXZTNEN ] EEF, XY T =
7' 20mg, S0mg (XY F=7/Kf#& LT20.7mg, 51.8mg) &EHT
ZOO

s
aop
o
&
vl

1. AFIJEHMOEEERED MR
2. BREXXZHAMDT 45 TILT 1« 7TREBEEHBERME Y v/ B MR

<#EE - HRICEHEST HFEALDEE>

1. BV REME A IR BE AR 2T 2 EI21E, A~ T =TI RAR
T TR MED R NBEZEIRT 5 Z &,

2. A = F =T IZAFMED I W BEF AR A2 A3 2R3, EEICRE
BEETV, BWEARBICER T2 (MEERES ) 0ESM),

ISR
TERKAEH

2008 4E 11 H1ERK

A ~F =T AL EEE (Imatinib Mesilate)
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R GOEATR

HZYF =7 K (Dasatinib Hydrate)

& - HE

1. AXFJERMEOEHERES MR

(1) 2iEER

BE. BAIZXSAYF=JELLT1B1E100mg 2&A%ET 3,
BHE. BEOREIZLYEERET S,

(2) BITHXITAMES

BE BACEEFYF_IJELTIRTOMgZ# 1B 2EBOKRST S,
HE. BEORECKYBEEERTSH. 1E90 mgE1H2EET
BETES,

2. BREXIXIIHEAED 74 5TV T « 7EEAKBEARNE) /A ME
BE BACFIFSFZIELELTIEATOMgZ 1 B 2EEAOHRST S,
BH. BEOREBIZLYEEEHTSM. 1E0O mgE1H2EET
BETES,

<Rt - AEICEET SHERALDEE>
(1) hOHTENEEEA & OPHHIZ OV T, AR OV M IS LT
20,

A ~F =T A NfEHE (Imatinib Mesilate)
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R GOEATR

XY F =7 KF) (Dasatinib Hydrate)

& - HE

(2) BHERNC &0 | AR B, BESUIT IS 25581213, BEROE

R, EIEEEIISCTUTOEEEZEET L &,
1) Mm% ORIWER & P 5w o F ik

, ; I ER S JE——
P &R N B 5. B
2P | A RS O ERER 1,000/mm? DL} OV MR
BEEPE M | <1,000/mm? $50,000/mm’> LA_F I [E1E 45 F TR
J/{(CML) | X% 95,
(CRIIE] A & 1| i/ @1 B 18] 100 mg TI5EE FBHT 5,
H 118100 |<50,000/mm® | @/ MRES 25,000/mm’ & T E%7>, 7
mg ) O FREREEAS 7 A %48 % C 500/mm’
T ESEEAEIL. O~REY, 2 [BEHO
FEHREL 1 B 15180 mg CTIRHEATFHA
L. 3 B HORBERIHR 52 H 195,
BATH ED frepskgs | OMERBID A A IE IS B L VOB E
CML. 2 | <500/mm’ BB BEZR ST ER) 35,
# CML X | X @ A MR B LR WA, iR ERk S
17475 | MK 1,000/mm? BL_E K UM/ SR
AT4TYe | <10,000/mm? 20,000/mm> LA 2B 35 F TIREES
(EREN S %,
PEY S @1 5] 70 mg % 1 A 2 [BITYEHEZ HB 9
[ 5% (Ph %,
+ALL) OFERBALIZSGAITE, O~FEY, 2 1A
CHIENEE-4 HOREBML 1 [ 50mg % 1 B 2 [\,
[/ 70 mg % 3EHOEET I E40mg 21 H 2
1 H2E) B CIRIEZFT 2,
® B IMIFIZEE T 2851%, 1 81 90 mg
1 A 2EFEFCOMBLEE TS,
EL1:FAE LT, BFEoEREICHER L, D & LG
h (1 H) 2B 14 B £ CIIIRIEAZ M L2 % oMmAR

A ~F =T A NfEHE (Imatinib Mesilate)
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— B4 R XY F =7 k¥ (Dasatinib Hydrate) A~=F =T A e (Imatinib Mesilate)
2) FEMIERDEIER & B b S oo JHE
; , BER O .
ﬁ%\&'ﬁﬁ/ﬂ;ﬁ EEE &@Eﬂ}% it
R MR |7 —F3 |OZ L — R 1 U TFXIN—R T
1475 (CML) Xix 4 A AZEE T D ETIRES D,
(FImIAHE 1 H 1\100 @1 H 18] 80 mg CTIAHE & FHHH
mg) %

OF VR UEWER (F/1—FK3
Xt 4) BEB LTSI,
FAIE LC&EE2HIEd 5,
BATHI CML, &M |71 —K3 O LV —FRIUTFTXIEIR_R—RF

CML Xix7 4 77 /v | XiL4 A NZEET D E TIRET 2,

7 4 T YEIRGER @118 50 mg % 1 H 2 Al CiE#E %

MU A (Ph BT 2,

+ALL) QOB UM LEIEH (F/1—F3

(FI[E] FA & 1[5 70 mg Xt 4) BEB LTSI,
Fvk . HE | (&2 1 A2 JRALE LT G2 H kT 5,

'L — RIZ NCI-CTC ([ZH#EL 5,

(3) BATHMEME B BEME A M | S E e BB A R L7« F T v
A T YRS RNE Y R AR T, BEOREEE AREES
JELTIRRICHRY T 2860, [HIEROAHE] 26> T, 11590 mg
ETHRT B LNTE S,

O FIRDEST LA
@ i< tb 1 s AUERELTYH, 02 MRS B

WA
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— AL TR A F =7 KF¥ (Dasatinib Hydrate) A ~F =7 A VR (Imatinib Mesilate)

AE|E, RBFICTHORMETEIERERICE T, SmFEEERED
BRI LTG5S - BREFOEMD D & T, FEDREAEY
s X SN DEFICODVTDOAREST ST &, Tz KRHIC K HAHEAHA
WRICKILL, BERXFIZORKRICHIMERVEREZT2CHAL, B
BEERTHoREERIBI D&,

(1) AFN ORI VIBBUE OBEREE O & 5 B
LS Q) RSO TIEIRE L CTWA AR D B Dlm N (TR, FEIG. FRRLifsE~
D5 OEBMR)

1. BERE (ROBEICFHEEICEETSHZ L)

() A~ F=TIZRENED 2 BMEE BEVE A IR EE [RIAROREITEH 23
BZoBEN1 DL (THERLEANERE] OHESMR), ]

() HEMEMREOBERED S 2 88 [FEMEMREZEESE BT
e s,]

() MEEDH L HEE [(AAITEICIFR TR INDI 2D, HEEDH
LEETERWVILTRENFRT 2B EhndH 5 (THEwEk] OE

ZH).,]
BERED 4y QT MINHER D32 UTZ OBEFEIED & 5 i [QT HINGER 25
S ZapENND L (TEEREANER OEBHR),]

(5) IM/NEREERE 2 il 3~ 2 FH b 5 VT E A & i G- o 8 [Hi
AR T SR ThrdH s (TEEREAKER] OHSZMR), ]
(6) miling (ImilpE ~08L ) OEHEM)
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—JBHI4 R AP F =7 k¥ (Dasatinib Hydrate) A ~F =T AN (Imatinib Mesilate)

2. EELGERNEE

() A F=TIZREENEO I WBEICARFZE G T LT, A ~vF=
T OG- HIEOJRK & 72 o -EWERA & RISEORIERME Z 532 1H
HDHOT, FHRROBWERHONEZHR L TR L,

() AFEEFIX, EHMCKERE (MREEE, AMRIES) %

THz L,
AR EIC LY . pilEkiEd . EkEcd . MRS, Bilnde 5
bbb Z ENHDHOT, MFMREITEEGRGH & BE5%D 2 » A
B, 0% » AT, Eo, BEORBIIS U THEITY Z &,
TS O MERB IR B ORI BARAF L, B MR EE Hi: A M5
WZHA_TRBATH - 2B A A IR 7 « 7T V7 ¢ T Y talk
BBPERME Y o SPE IR O BE COMENE, B PERE X
TR RIAD 255 S o - A IR IR 5 Z & (< -
HREICBEET M H EOEE> OHEBR),, AEOFK5IZHT-->TE
G-CSF AN O 2 fEHICBE L THLEBET D2 &,

(3) M/ IMRIBARHCHMAE LD Z 0355 DT, EHRIC iLiEHRE &
BEOBEE 3TV, EERHMAE U5 A 1B U RE
&L I e IRRRIE AT O Z &

@) R (Mook, MikRE, OFERITE. K, 25MERES) 2b
HbndZ ENHD, MRREE, IR O MK %2 RE T B AER A
D DTG AT X RO 2 Sk U, EE AL S
Ulafzesesf], Bl AELTH 2 &, ARG ITBEOIREE +71
BEL, WNRATFE AR DN HAEITIE. FIIRAISUIEIA ORI R
BHRNE VRO GEOMY) 72 SRREEITO 2 &,

(5) QT MR N HE STV D=, QT RfBEEDBENILZ D
BEERED & 5 B Tl 2 0ERE=4 U 7 %217\, QT HFEE
EREO LN HE IR E AR E L bICEBRERE (Kh Y v
AE, K~ 7R U AESE) ORIEETTS 2 & (MEEEE ) OHE
ZH),
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—xHIZ R

HHF =7 KF (Dasatinib Hydrate)

EH D
=

3. HHEEHA

CYP3A4 % WERUEIZMIIZIHE L, CYP3A4 THITAB S HIEH| D~

U7 7 AR T EELFREENRDH D,
HiRIE BRISEET S L)

A4 %

B AAEAR - FIE TR

HEFF - faBRIN

CYP3A4 [H5EH|
TV = VR P E # A
(rrary—n, A

RENLr haty—u
OOUFHICE Y AKHlD
Cmax O AUC 3% 1

s o EE N
CYP3A4 ji5M: % [H.
EL, AAlO MW A

A3 A XY VY
(St. John” s Wort, &>
ke Pg—r X 0U—

b)) EA R

N AUC TN E 1
81% K N 82% MK T L
72. CYP3A4 F5E/EH
DRI & D fF 1T HE
TE NV, CYP3A4
FHEH LT T D E
A, FEEHDRW
TR 2 B R

5T &,

kT aF ) — L% Fh 4 ELEONS 5N | IBEA2 EASES
77 A RRGUEA | L7z, CYP3A4 BLFHEAF | ATREMED D 5.
(mV R~ vy, | AORW IR RER
77V Rua~vAvy, | EoBEHRER I
FUY 2w AT %, CYP3A4 PRE{E
HIV e 77 —Y[E | offOEE & ot »
#l (U R FEN, TH | T RN EEIE.
FFen, £V Fe | AEFERORRICTS
. RAVT 4 FEN, | EELTEIEEITV,
P EILE) A 2R LR 59
HZEEBETDHZ
L,
CYP3A4 #FHEH AFIOMAPFEENMET | 2 & o EKH 0
TXYRAE U T | THRREERH D, U | CYP3A4 ZFFE L,
=hAy, IANRSE | 77y 8 HMHE | AKI O fL Ry E %
v V7o Evy, | BRICAKERE L | KT S8 5 AR
T /)N VEE—L | BE . AKFID Cmax K| N D,

A <=F =T AV (Imatinib Mesilate)
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— W4 B ZF =7 K4 (Dasatinib Hydrate)
HIERA OKERAb 7 L | AHI & il 2 3 o [F) Re 352 51308k | A 51 o W IR 23
=L KB | FHZ Pl v, if s
xRy LG | HBAORSNLEREGIC | BEMET T
#i) 3. RAEG 0D L b 20 | 5 ATREME D &
IR E 2 RIS 5952 | 5,
L,
H, SRS LA H, ZREERAI T T 1 ~ o | A Ao 8 I 23
TrEFULUE R ZHEAR L OO A IZHESE | B &4, fHp
7 h R T S, AARETIE, Zh | IRESKT T
Al O DOHANE 2 THIBEAI O | 2 "ATREME N &
FAT T —=NE | 5EZBETDH L, 2,
CYP3A4 OIE L 72 | CYP3A4 DIEE & 72 23R DI | AF|0D CYP3A4
% 3K HIRED R 2w REMED b | BREEMIC X
UNRRBEF Do RFNE T NAZFT O | 0 S ERHA
raARY v izl von"zxgF oo omhiRE%
'Y R Cmax XY AUC T2 | LRSS
XU 37% KN 20% EH- LTz, AAlE | fetEnd 5,
ﬁ?iﬁ Zrml LR TBIAREMEV Y CYP3A4 D ILE
R TAEY I L7 B A & G T B A
TEETD &,
QT MIFRIERZE = | QT MMBEREMEZHIRT 57 | AF KRR

TZEDRMBLNT
VN2 FEH
A
EEY RE
PURFERIE
F=Uv
TahA T IR
UYETINR

Y Za— LA

REMEDS & 26

B OIEA TV
Tvd QT [MkF
PR SE5
BENLRH D
7=, Az &
D VER 23R
35 A[REMEN
»H5,

A <=F =7 A VEEYE (Imatinib Mesilate)
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—xHIZ R

HYF =7 K4 (Dasatinib Hydrate)

4. EMEFA
EMERADOBE (RPBBHET)
E N ORI BV TAA] (WIEIHE 50 mg*, 70 mg Xi% 90 mg*1 H 2
[, 100mg 1 B 1[8) OG5 %2303 7= AMEoRE 77 GlopHEE LU TFIOR
9 (ORRRANER R . B G IR IE R B B E o LTI 6
» A BATH - BB AR R YT« T T T o T R aRER
PEY o WEBRMFRIZH L CiE 3 » A & Lz, ISIETEFNCEIERBERD b
7eh, BEFILICE 7o b o @ Egigt Rt a s o 16 2%) . B
T8« 2MERRMEEBEME AR O 1 61 (9%). 7 4 TT N7 4 T YRk
PEAMED U XPERIMBED 1 6] (8%) THo7z, 20%LL EDHEFEIZA LN
BIVERIL, MM (73%) |, 2 ERERBD (66%) . H IMLERELD (61%)
U oSEREOEA (45%) . ALT (GPT) #3840 (45%) . AST (GOT) #3411 (43%) .
LDH ¥0 (42%). &l (36%). ~EZ 2l (36%). HRiMmERED
(35%) . %5 (34%)., ~~ b7 U v " (32%). 9% (32%). CPK 1
m (32%) . THI (30%) . FEEN (26%). VFHE (25%). MK (25%). y-GTP
B (25%) . LAY B (23%) ., BEE (22%) . F T LT R
(22%). ALP ¥/ (21%) Th -7,

A ~=F =T A NEE  (Imatinib Mesilate)
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R4 TR ' F =7 KF#) (Dasatinib Hydrate) A ~F =7 ALt (Imatinib Mesilate)

A Eo
nE
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— R4 TR

ZHF =7 KF4 (Dasatinib Hydrate)

fEH Lo
EE

(1) EX%ZRIMER

1) B BEHNH] : PLmERIBD (1.1%™ ) | A MBI (61.0%) | 47 FHERBID (66.2%) .
/B (72.7%) . &l (36.4%) B SbND Z E0H DO TELN
WA (ERECR S, A MERES) 2 Ehad 5 72 SBE % +02qT
WV, BESFRD LG A IR IR L, SR AE AT 2 L,

2)HHin (B - FEE T . SEEE ) - B H I - AT i (0.9%F D)
MR I (3.9%) & BN Z ENH 50T, EHRICEHRE % E
M9 D 7e PEISR & A3 ICATVO BRSO SN A ICIEBE IR S &
HFiEL, @UREEITO 2 &,

B)VAKETE (RaK. FKEE. DERITE. K. 25 MHFES) : Ak (24.7%) .
JAKEE (1.3%). DERITE (2.6%). K (1.3%) . £H5MHHE (3.3%F
D) ERbHobhdZ enb b, MREE, MRS Kz RET 5
FER DGR BN HA I X oMEZ LT 2 2 &, EEZRMK
W, BEIIS U CHlESE R, BRRRAEAT O 2 &, ARFE G HILEE OIR
e Ty ICBIER L, NIRRT 253D b= 5A i, FIRAFISUIHESIE
BB BB AR NVE R OF GE OB e IFEHEIEEIT S 2 &,

4)BE - fitide (5.2%) . BUMSE (1.3%) ZDRYENH bbb Z E1dh
HOT, EHMICIIEREZ £ L, Bl22 +01IcTv, BERRD LN
AR E TG 2 Ik L, B R EEITY &,

S5)EIEMMES  MEMEMEER 2.6%) NHLLNDLZENHDHDT, BE
ZHOTAT O, BB gk, MR R EE R OV ES X MR R E AR D
NEGEIZIEER S 2 IR U, B EE R Ve RO 52O Y] 2 JL0E %
1792 &,

6)[EZ BRIRAEIREE I BIEREE 3.9%) BHLLNDL I EBHDHDT,
I35 B AR R R OV ESRER A 24T 0 e &L BB OREEZ HolcBlg 4
52Z&, REPROONTHAICTZEGE2HIE L, @Y 0E (EEANE
R, mIRBIESRAIEOR S, #E) 2175 & &b, IR EET
LHETREOREEL ST L L,

HILER QT K : LiER QTIEE (7.8%) BH LD ENHDHDT,
WE 2 LERE=F U 7 &7, QT MMRIEE NGRSO O HA I I
BOUIRIR L & HICEMERE (KD U U A ME, AR~ 7% 7 A MUESS)
DFIEEITH Z &,

B)IDAE : LARE 2.6%) BHLLNDIZ ENHLHOT, WHLEIEREZ
179 72 EBEZ+ 31TV, BERRO SN HEICIE, BiE, IREXX
Beh&piE L, WERAEEZITI L,

NAMBETLLE  AMEAE (13%) BHoDLNDIZENHDHOT, HgLE |
INNTATVN, B DNFRD SN T-HAITIE, HiE, RE IR 2k L,
B7e LB ZATH Z &,

B 1) HESMERERERER T 33T B RIWE R 3K B

A ~F =T ARt (Imatinib Mesilate)
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— XA PR X% F =7 kFi¥ (Dasatinib Hydrate) A ~F =T AL VEEE (Imatinib Mesilate)

R o _
s (2) ZofnEI1EH
WD &5 REIWER N & 5o A1 BRI U CEd 72L& 2175 =

L,
FECHE N\ 10%24 I 10%Ai B RBHTED
JERYE e NFE Y, BIRTEL, YN GRS
HE S-S & N7l N
YA R AHE A
TV ARG BER
Wi, ~p<a
AL AR IR
Y, A7
NN -5 AV

B, RO il

FEAMREH O A

¥ (Fha Kk OVR

V—7"%ETr)
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— 4 B T =7 /KF0¥ (Dasatinib Hydrate)
Mg K VU XU X BR B | 58 B 4 P ER ) | R SR ER B
REE b, CD4 U 2 oRE, R M N
KRB . MR EEE, CD4 U v
IRIMERERED (BRI, e b
=B = T
£, MR ek
HhN, APTT %,
M EREH 0, 4
HRERECE I, i
MREEEIN, U X
ERECHE N, 4AFFERER
Frghn, INR H#00,
BB, 7 e
[N= v =g = i F 55
i
SRR B R T, REEPERLBE
B EE
BRED 1 kgt Ok e Wil feWoR B2, i o PRI T B R IS T
R & FREGHIAN .t ep | i e AR B
TV 7 XA VT N
D KRBT |BNP #40, CRP #
ERERY (U, Bk, BEA
v.oA U T A |
BV AT
), TRV
VAN B ULV N
7 a—)L)
FE R E RIRFE, #0 SDRIANE ., EIFERL
o JE. SEELIRHE, VU
B R —iEuk
PR R R E FIEp) R HLE . TRENE| S, s, R
HFEV, BETEE, (MRS E,
TR, BORIARRRTR |18 1 %6 1

TR E (A

A ~F =7 A VEEE (Imatinib Mesilate)
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WEEEHASR . L XOE
DRIE., WHEHHLEE,
WAN B AN PR 1
PERZIK, SR, K

HTHE . ik

—EI 4L PR Y F =7 KF¥) (Dasatinib Hydrate)
= TR, Al IR
BREZR, RERR TR
=W, T ¥—
PERE NS
H R Ok e HAR PR Hig | ElHEPED F
|7
CE DRI, B, S| OHRERE R, Sl
MR, REDIRFPHEHE, DR, (L
RAE, e P AR, Lo
PR AE , JRMEAR | SR, DATIEIE,
IR, EEMEMIAM AR S, At E)
i, M AN DR BERE . O
i, B, A
IR, 5 EREE
A=
AP i i, (R E, &ilE, | maerEsRsE ., @
P, AEME(IETY bING 2
i ko M, S,
R BT, AR
Him, 75 —7
Jv R E AL
1)
BRNENTEYS QN (R QS N N E Vil 2l N SN
TR P K, FEFEBEE W | L E .,

B SR,

S P 55 08 E
72

A ~F =T A NfEHE (Imatinib Mesilate)
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— A4 PR Y F =7 KF1¥ (Dasatinib Hydrate)
H iR TR, GERA, MR, MM, AR EAER
D, MR, HWN|REZK, K, (R, RIBZK, W
%® BN, B, | PR, T,
EefE, BHR, | L EALE R
B OB, D|E. BER, K
EERATIR, Dk
HokR, HE PR
AEHzEE, A DK
T HRR
FFALERFEE  |AST (GOT) L|HZE%R, B U/LERH 5 -, AF
H. ALT (GPT)|> k& %
L&, LDH L
. AP |5H-|
y-GTP L5
B R K OV T AR 3692 FEE, SV, RE|RFEEE. KB
b fE, WIB. DR\, BRILE
SE. SRBE. RERERL|REE . bR i
fEH Lo e, ZHE, TOWMERIG, 2k
HEE BEE, LB, RS | AT BRI R RS
HIWL, BEIEE, [E. ARk
EMEE DR, | T RAEERE
E AR
B # R e OV | . CK(CPK)|BREfG ., PUIBCHs . |5 46 0iL f7 PA
B AR k5 R DK | O RIE, B
E R, IAE | M, BEe
R . BARIERR.
BRI, RIREE
it J9R . CK(CPK)
Wb, FhREHE, A
o
R R OVR I MR, EHR, &

WIgR, 7 VT F
= bR AR
e VI

A ~F =7 AV (Imatinib Mesilate)
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— B4 T XY F =7 KF¥ (Dasatinib Hydrate) A ~F =7 AUl (Imatinib Mesilate)
Gl R & OVEL R HEWE ., M bR A HRLA &
fRE 7. AR T
B EEE R OB, RIEVER | M, B W7, | EJ)E, REZEL
5 JRy TRk g M PR, AR M| BRGS0, B | RIE
TR, MHEAVEIE, | SR, D8
BRI ENR ., KA
PEVEIE, B A
., JEAR. D
RN | PSR
IR R A R BN RERA . R
FE . W,
72—,
Rty ey o
P, BRHP T Ko
Bt
% Dfh A5
H2) ML CRRO BTV D REIVER O 7= O #EE A
fER Eo E3) : L= K3 T4 ORIV T AIFERH Lo GE T, ROoohL

i U LH B B e YR EETT S Z L,

5. mlmE~DORYE

— R R E TITAEBERENE T L TWA DT, BEDOREL 4108l
LR BEECEST 52 8, ok, MMERRBRICE VT, 65 A D

BE LI L, 65 MLl Lo B CIRRETE OB N -o 7,

6. MiE, PElkw, BRHSE~ORE

(1) #E0E AR L CW A RIBEME D & s NITIT G- Lian 2 & 74Tz
AR IR SR U CIdE S 2wt 247 9 K 5 el 5 = b, (B FEBRIC
BT, b FCOBKARTEONDIIMETREL T T, 7 v TR
WAER R OB EENE, v X TIHREHEESFRE SN TS, it T, K
R 2o 3595 L ITICEENE L R ENNH 5, ]

Q) BALPoBACIE, RALEPIEESEA e, [IWWER (5 ) TL
HHICBATT 2 Z R ME SN TWD, AFDOE MR ~DOBITICD
WTIEARHATH B, ]

7. INEE~DOEE
IRHAEREI, HAER, 2R,
7euy (EHREERD 72 0N),

BIR AT/ NRITHRE T 2 2Pl ML LT
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— RN TR

XY F =7 KF#) (Dasatinib Hydrate)

A Eo
HE

8. WEHRG

R R ER DO AR K O BB 5 ORRERIZIE ST 5, #EOERRRERIZ W
T, 1 A 280 mg %= 1 @MARM L7ziBEESHNRHRESNTEY, BEOF
BEHDHRIAS 2 S 72, R ENFRD b SEAIIE, BEORELZ OB
L. MERSHERIEZ LT 52 &,

9. BERLOEE
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JFiE I SN D7), FFEEO S 25 BH CTIEm O PR E A T

LBENBD D, HEEOH D BEFICRGT 25T HEERTD

ZE (FEHLoEE] oEsm),

[ERER X #E]

1. EINERKRRERRE Y

A = F =TT UIRFRERGIE UL BANE D 720 @ M5 BEME 3 s K OF

T4 TTIIT 4 TGRS Y Lo EE MRS AR E LT,

ERIREE UTT AR ) ORIR 2B 11 AH SR 4 S0 L 7,

®2 ENERKRARICHSTIEBMEFEEBOBERVIASTILIAT
ZEEGERE) Vv MERMKICHT R

1@%E |, Cmax® AUCq.12n 2 [ Tmax ©
g mo | ZFE || (gmL | (ng-hmL | (b ()
1 7 94.10 283.17 4.90 0.97

. 37) (28) (1.86) | (0.50,1.05)
% | o] 1783 342,87 453 0.93

(50) @1) (130 | (050, 1.07)
1 7 113.89 304.78 3.85 0.95

70 (53) (53) ©0.38) | (050, 1.97)
e | o] 12914 398.80 3.99 0.98

72) (55) (117 | (050, 1.97)
1 4 150.55 384.75 3.51 0.75

% (57) (30) (0.65) | (0.48,1.00)
052

28 2 65.90 285.95 11.70 (0.50, 0.53)

o

HEATE (EBEREE %)
HTFHE RERE)
hRIE (R, ZK)

o

o

3001

O : 1[R[ 5 850 mg (n=5)
A a1 570 mg (n=7)
O : 1[E[#% 5-#90 mg (n=2)

2001

IfiL 3 3 (ng/mL)

R[] (h)

1 BRAADQEHEHMEAMFEES (IBEH) (244 F =7 50 mg.
70mg X(E90mg # 1 H2 B REEOKRS LI-FHEDEEIKE(28
BHE) [CHT5FHMEDREE (FHEHEERE)

(2 BHAT—4% RBERARUVEHSERESNKRSE) 27

fERERL N (229 B) ROVEMpEE (13741 226 1 H 1 [BXE 2 =¥

B0 ZYF =7 OFYBEREN S O TW5, Y F=7%/R%K0

5%, 0.5~6 BT Cmax [ZB)E L72, 15~240 mg/ A O 55

T AUC (TG BHAIEITHEM L, t, 3R EREICE 5T Bktri3~5

R TH o7, T2, 54 PIORRFER N % RSB FOREEL R LT

FEg, MRS & i U CRlBN & 2 8 E 30 43712 100 mg % HifE]

BOBE L7, AUC OIS 14%880 L 7=,

2. 4H Y

B ERF BT 2 AT ORI RE L, FhF =71 3mE s+
IR A0 2 Z EDRB E T2, Invitro RERICEBW T, B MLz
KT D XV F =7 L OTEVEEM O A HE AR, 100~500 ng/mL O
BRI TTNEIR 96% L N 93% THh VD . IREEIIKTE Liso T,
3. k@2

ZYF =T I1EEIZ CYPIA4 I L D R &, EHEREmITEICZO
CYP3A4 2N L TR END, TOMICEH, FYF=T137I7 08
HE ) AFV7F—BWEHE 3 (FMO-3) HRUDP-Z /L7 =L kF
27 x7—E (UGT) IZkvfR#ansd, £ MNFIZ7 vy —2&2HN
TeBRCid, & = 7 IEIRERKER e 3 W BEER 2R L7z,

Y F =7 L R OREIEN: 2 R RE O AUC 1ZF4 Y F =70
5% ThHD, LichhoT, ZOEENEITIARZRATS 2 i
FVBERINIEIERICOEVFE LW EEZOND, T2,
DN & IEFEM: 24 L TR WM DS BRREFEIE T 5,

4. Hit CasT—45) °

PRI E BEE A i T4 TTFINT 4 T Yt
1BIER BATH - 2E) | RBIEY A
B (%) 11 11 13
Bl 100mgl H 1 70mgl H 2 70mgl H 2
BeHHH (7) 6 3 3
R 5E A2 PR 90.9% (10/11) — —
1521 Major 5 i — 63.6% (7/11) 38.5% (5/13)
AR AR 1) T A A 27.3% (3/11) 9.1% (1/11) 46.2% (6/13)
HIR A=) Major B | 45.5% (5/11) 27.3% (3/11) 53.8% (7/13)

2. S ERERELERALAE W

A ~ F = TR LIRS UL BN 0 72\ MBI A BTE 1 L5 R O

T4 TTNT 4 T YRR ) AR OB Z i H E LT,

B TTARGUB (2 ARREARAD) R OMRER 55 T AR BB & S0 L 72,

£ 3 BARKRHERICH T IBUEBHEOOKEERV I« FTILT
1 7EBRBERME) EALFICHT MR

- s o T4 TTFNT
IBAERRYE | BTy | AR | U sossEskee | 0777
i i ARt | e |
FEILEM | REIEA | | poren ot | e At
] ] HaE e H L | R el H L U oS
Bk (i) 167 174 109 48 46
BEE 100 mg 70mg 70mg 70mg 70mg
- LH1E | 1A2[E 1 H 2 1 H 2 1 H 2
MR 5E 4 89.8% 50.0% 25.7% 29.2% 34.8%
! (150/167) | (87/174) (28/109) (14/48) (16/46)
1% Major B 64.4% 33.0% 35.4% 41.3%
! (112/174) (29/109) (17/48) (19/46)
il e grRe <] 58.7% 40.2% 33.9% 52.0% 56.5%
Major & A2 | (98/167) (70/174) (37/109) (25/48) (26/46)
HREIEAR 201 41.3% 33.3% 26.6% 45.8% 54.3%
SR A PLRE2 (69/167) (58/174) (29/109) (22/48) (25/46)

MR REERE (WTThb 4 ERL EoRiR A LA LT D)
MR a2 EAiR

MBPES CML [ M BR A 23 M % SEHER L BRUATF . i/ WA 450,000/mm? A, ASHY i i o>
BlER & A BEER O FNAS S%ATMG . A i H I SFER ST ATA BIER A 7R 8D 220 A i rh o> fp H 3
K73 20% A, BESM A MFAT LR L]

AT - 2k CML &% OF Ph ALL [ M ERECAS SEHERT EFRUAF | 40 ERECY 1,000/mm? BA E
/LAY 100,000/mm? LA F SRAS ML AU 2SEER U ATE BBk 2 7R e BB O 2EER S 5%
PUF . RS i o BER R OV B BEER O TS S%AH . AR P > 4 EERAS 20% A, B4+
[ENIREE R

MR Major B (REATH] - MEMIRMEEREN: QM R OV 4 7T 07 ¢ 7 Y R
PEY A )

M FSE AR EAR & B 5 Ok, AF P ERERDY 500/mm? L F 1,000/mm?® A 3% i Mk 23
20,000/mm?* LA k= 100,000/mm’ Aiifi, (B4TH + 440} O Ph+ ALL)

T2 IR A T A A v

AR e R TR

BT 07 1 T T N7 4 T RS R TIIRBIZE (20 MIaSH) BT, 7477
N7 4 T YRR & R D 72

AHIEAR 1 Major TLfiE :

BT 7 ¢ 7T V7 4 T YA R IR ZE (20 MIBRAHT) ICBWT, 74 F T
7 4 T YRR OFI G Y 35%LL T

(s3]

1. fERBE "

Y F =T IFEDEAT L v FF—EOXF—B KA ThHD
ATP FEBEALIZIBUNT ATP & i3 %, BCR-ABL D472 53 SRC 7
7 2 U —%7F—+F (SRC,LCK, YES,FYN), ¢-KIT. EPH (=7 V)



A2 Z KL ONPDGF (/M HSRISFEIN 1) B AR ELET S

(IC5=0.2~28 nM) ,
2. hHiEEER

In vitro 8% "9

(1) V- F=71F, BIEE R A M L OB Y M I o
fafla & e 4 FEO b b BCR-ABL K77 M50 AR seh LA e
FAEM UL EEM 278 L7z (ICs <1 nM),

(2) #¥F=71%. BCR-ABL DiH|% 5L, BCR-ABL ¥ —E€ FA A
YOEFR, SRC 77 IV —FF—+F (FYN,LYN,HCK) % &t
B USRI O TE AL K O IR AR T OBRIFEBL N 2 DFE
K C & 2 FERGIR K OBRIR SR D IR §f 7 A~ F = 7 Mt PEAR Mg
F LR AR (e L C b IR S e 2 s L7,

Invivo R 17

FYF =7 (5~50mg/kg) 1. 4 v F =TSR OMEO e MM

”E”ﬁ ME A 2 B2 RN L 72 ESE R A S N 4E (SCID) ~ 7 A

WZRWT, 151D 2 WITIESHRIEER 2~ Lz,

(ARSI T 5 EEFHAR]

— &% . XV T =7 KF¥ (Dasatinib Hydrate)

24 :

N-(2-Chloro-6-methylphenyl)-2-({6-[4-(2-hydroxyethyl)piperazin-1-yl]-2-m

ethylpyrimidin-4-yl}amino) -1,3-thiazole-5-carboxamide monohydrate

AF : CHyCIN;,0%S - H,0

SFE : 488.01 (EEAK4)

506.02 (—KF4)

BER

(\NMOH

S ENEN

CH3

W K AT =T KImII A~ AROMERTH B,
VAFINANEXRY RXEINN-UAF LT T I RIZHETLT L,
T X =) (99.5) ITHIFIZ K, KITIFEAETH TR,

[®&EB&H]
ENTORBIEF 3D TIRONTWD Z oD, kiR FEk,
BOIEFNSRDT —Z BEBEIN D ETOMIL, &IEH % %15 Eﬂ%
AR EZ £ 252 Lic kv, AFEAEREOY REREHET D
bz, AFORZEEROFINECET 5T — & 2 BIICIUE L,
AF| O FERICLEREELHELDZ L,

[a%]
A7t ILEE 20 mg : 30 £
AT ILEE 50 mg : 30 &

(EEXBRUXHERERE]
FEXH

1) AEPNER . BANCE T B KER D558 [SP200901]
2) HNEEE  SME SIS T D BRI 0 55 [SP200902]
3) AR SNE SR B R ERRIC RE T IRRI & R O R A

DR [SP200903]
4) tENER oA [SP200904]
5) FRNEEL R (@i o ki) [SP200905]
6) FENEEL : Pt [SP200906]
7) LR : Philadelphia Yeta RGPS B BB B I R OVEPED v

23R P BRI ST B [EI NG PR 55 11T AR GABR [SP200907]
8) #h:PNEEL : Philadelphia Yol G4 & 72 1% BCR-ABL [t 2 :1]12
PEERENE 5P (e 2 E RS PR S TTARRUR -1 (5] 100mg (1 B 1 [=])
F721T 1A 50mg (1 A 2 [B) H5IZI1T 2 M5t pAE[SP200908]
9)&Wéﬂ'4v% TNARHUME SRR O M P 10 18t B i 9 1
BRI I T USRI 11 FHERER [SP200909]
10) HENEEL © A ~F = T ITHEGUE OB PE BTG BiE [ i B
B BFVTF =T NEEAEA ~F =7 OWSMEAEAACEER S 114
R [SP200910]
11) #ENERL A ~ F = 7 ITIRPUE IR OB E S A
MIFBEICHIT DL HF =7 100mg 1 A 1 [BEGEREO - O

SR A AR 55 11 AR5 [SP200911]
12) FENEERL : A ~F = 7P SUI AR OB TR M5 BEME B
fLP5 BT F5 T B UESMEG R 5 11 FH IR [SP200912]
13) J. Cortes, et al.: Leukemia, in press (2008) [SP200913]

14) #ENERL: A ~F =7 (TS I AIHEE O Philadelphia % Rk
PEANE Y L3P I R 1S3 T 2 MEAMER IR 2 1T AR FEBR[SP200914]

15) *ENERL - MY v A

16) N.J. Donato, et al.: Blood, 101(2), 690 (2003)
17) #ENEEL : CML &7 /W EB T 2 HESEM (In vive) [SP200916]
SCERFE K S

FEFSCHR SR OENE RN 2 E E LTH FRECTiR< 72 &0,
TUAM =AY —AEASH AT 0 DUERE

(FERT) FORERHTE X P 51 6-5-1

(TEL) 0120-093-507

[SP200915]

®: BRI

S8 wemrn JUIHLUP-IHREH
FUER TS X P HTE 6-5-1



FHF=JKNY 1.8 HIXE ()

2 ZEE - DR (F) RUVZDHRERNL
21 zhEe - R ()

1. A FZJHEREOEBME RS MR
2. BREXFHERAMED I 45TV 4« TEERKBHIM Y 2/ RIS

22 EFRERI

59 BYLOAR L OV 22 B YO IRO R COM BRI L D A E T (ber-abl) 1, & REENE
AATOMWET Y ¥ F—EE2a— RLTRBY, BREOHRKNTHD Z ERMLNTVD,
FRE2HRBIIZOMAEELETFEALTRY, ¥ F=T00FELEMIL. ZoFrrrdf—F
ZHETHZLETHD, FrRY VRS —EHFREELTUL, AT =T AEE LT, /1~
F=7) BDEDORWARNEE ZaMEnD, BUEFEERNERE LTS TW LR, A ~F=7
BT A TR WREUES], & 2 WA FFRO T DG4k 08 N #E 72 R A1 LT
X, ARRIBFRENROCORBURTH D, XV T =T 13A ~F =T HEIMED 5 WO IEARHE O EE
B AIMAS (CML) OFIRERM NT 4 T 5 V7 4 T YRR Y o P A% (Ph+ALL)
WXL BT D 2 & AIERIRIE QNGRS BAE 2> D R ST D, RFRIZIS VTR, 2005
3 A 18 HICKHEBY SR AT - 7o 1T BRIRES VI ARG & 920 U 72, 35 TR 1T BV T,
WEANER IR ZE 1T FHERBR OB ETH S 70 mg 1 H 2 B G ORFMEERGTT 5720, 20 1 Bt
T 50 mg BID 5 BA L, HEFREZRHE L LTS ToEMS CML 2% 5 1 H 2 [l#5
TORBEHETH 2 90 mg BID £ TO 3 HETEM L7-, BARANOEMNEL CML E& 2BV T,
RKME (MTD) 1T 5 2 i3/, BARAMIBW T, #igh & [ UG IS4 % AN
R STz, —H . AT OBRAREBRITA A AFTVEBE DD 7203 o 72 Z LTz, FE5-HIH 8
PEH CML CTix 6 » A, BATH - 2MEH CML L OV Ph+ALL TiE 3 » H & WSO EERRER & b
TREHHNEP -T2 X0 BT e 7 7 A VA ENCTREE I T 5 2 LIXREETH
SN, FRIRTEIICHARAROSNENCB T 2 LZEMET 1 7 7 A4 ViTBBieafEel LTy
Bz,

* 1 FRARFBRIZ 1T D e D L

124 CML BATH - 2R CML Ph+ALL

EHN st EWN A E7 st *
S 55 53 1150 11 782 13 250
= B i ° 53 (100) | 1125 (98) | 11 (100) | 774 (99) | 13 (100) | 247 (99)
A EREGRBUEE | 13(17) | 470(41) | 5@5) | 553(71) | 5(38) |205(82)
BT 1(2) | 53(5) 0 149 (19) | 2(15) | 149 (60)
bk 1(2) | 156(14) | 2(18) 195(25) | 2(15) | 94(38)
VI 11 (21) | 232 (20) 1(9) 172 (22) | 7(54) |45(18)
Jg 7Kk 11 (21) | 269 (23) | 4(36) 210 27) | 4(31) |56(22)

U R AMER] CML & U Ph+ALL
bR BRI A B A ST, WA - EEER O 7



A4F = TR 18 HAXE (F)
#z 2 EINEER B (55 I ARG Sy) & AR R BRI 31T D B R A i 2 2 %) (Grade
3LE)
B H CML BATH - 2P CML Ph+ALL
EWN Mok EWN HEA =N 24N
SEFIEKL 53 1,150 11 782 13 250
RN R % 24 (45) 452 (40) 8 (73) 577 (75) 8 (62) 189 (77)
I ER R 22 (42) 505 (44) 9 (82) 548 (71) 10 (77) 189 (77)
9 1 ER e 12 (23) 252 (22) 6 (55) 403 (52) 10 (77) 165 (67)
AST H4/0 1(2) 7 (0.6) 0 14 (1.8) 4 (31) 11 (4.5)
ALT #4401 3(6) 7 (0.6) 0 30 (3.9) 1(8) 17 (6.9)

FEBEIT, Th L OMEE B OREFIEIZST 5EE,

UbDZ & X0 ZEEOEHNDE - NREHMET 52 LB T, BARADT —ZITMA,
FREDO A EZ M L CW DN DR T — 2 202D Z LI TH D LHW L, LLTICRTE
N 1 B (Study CA180-031) Jlifl K OMESF O EH A2 iR RBR (Study CA180-002, CA180-005,
CA180-006, CA180-013, CA180-015 & T CA180-017) AARICH S ERE L7,

¥, [EN K OIS O K BEIRRER I 351 2 A 20 EOFHMIIE B i%, 1248 CML (1 Uil
EARFHIR B AT - ZVES] CML M O PRtALL (2% L IR 2750 B A4 L 7=,

(1) EMNERRAR

R EE VI FHEER  (Study CA180-031)

B IARER Sy ClE. 18 CML 2 %812, 1850 mg, 70 mg XiX 90 mg D 1 H 2 [m#&5% 6 %
ATV, AT, 1R70 mg 1 H 2 BEGZHRHEE LT, B CML okt L
Tk 6 » AWM. BATH - A8 CML & O Ph+ALL (2%t L CiE 3 » HE o 524757,

# 3 &R CML (2% 2 Ml s 7 i 2h 3

5 LA 55 11 AR
Wlal$ 55 50mg1 H2[FE | 70mgl H2[E | 90mgl H2[E | 70mg1 H 2 [A]
JEAIEL 7 7 4 12
Al 8 s 7Y 4 (57.1) 3 (42.9) 2 (50.0) 7 (58.3)
Major FLfi#
i R Y= OB 3(42.9) 3(42.9) 2 (50.0) 5(41.7)
RIR

MM CML B 30 51 (55 1Ay 18 B, 28 I AE 4y 12 451)) 123\ T, MBS /) Major
FAEDY 53.3% (16/30) (ZfF DTz,

RS 1 AHFER (Study CA180-138)

B CML 255 e LT, 1EISOmg ® 1 H2E#HE5 T 1E100mg D1 H 1A 6 %
AT -7,



FHF=JKNY 1.8 HIXE ()

£ 4 &M CML (24 2 il B n A 2 R

DIEE SR 50mgl H2F | 100mg1 H 1A
JEBIE 12 11
AHEE (R 72 /Y Major 7 11 (91.7) 5 (45.5)
AR AR Y ST A B i 7(58.3) 3(27.3)

B MEH CML B 23 Bl 380 C MR E R 72/ Major B AEAS 1181 50 mg D 1 H 2 [A1#% 5-TlE91.7%
(11/12) 12, 1[E100mg D 1 H 1 [F#H 5 TiX 45.5% (5/11) 25647,

# s BATH- S CML J2 O Pht ALL (%53 2 LR 520 2 OS8R 2 0 20 S
BATH - 2B CML Ph+ALL
JiE (55 11 13
JIIRGEERIEIIES M%) Major & fif 7 (63.6) 5(38.5)
MR e R TR 2(18.2) 1(7.7)
LB R TR | AE R 7/ Major M 3(27.3) 7 (53.8)
AR AR ) S8 A LR 1(9.1) 6 (46.2)

FATH - BPE CML JB 11 61l &2 OV Ph+ALL £83 13 Bl L2219 Major TEAEASZ NEH 63.6%
(7/11) 0¥ 38.5% (5/13) 2. #AEIE A9 Major EfENN 27.3% (3/11) KUY 53.8% (7/13) (245
bz,

(2) BONERKRHARBEDETE LD

WSS C I S 7= B PR AR BR AR L2 DO TR BERINC 3 L7z, PlE B G- &3 3 11 70 mg
D1 HA2EEETHS T,

&5 CML

A~ F = 7 IHERHE IR OEBIEY CML BE 2 %% & LIZKES 10 iR (Study
CAI180-013) ZHW T, 387 il 240 5l (62.0%) (= MCyR 2355 H ALz,

Fle, A TF =7 D1 H 600 mg x5 F TITEEUWEDEMEW CML BEF A5 L L, /1 ~vF =7
D 1[E400 mg D 1 H 2 [AFG5~OHEE L X5 F =7 170 mg ® 1 A 2 [A1F 5 %2 LLEHRG Lz

(Study CA180-017), & F =7 HFH5HETIE 53.5% (54/101) , A ~F =7 B GHE Tl 32.7% (16/49)
D MCyR HNHE HIL, MEHFHICEBEICE b F = T HRERERE - TV (95%(EE X[ 3.6, 36.8,
p=0.0169) , F 7= HIFE (A 5e REMRRIT XD F =T B 58 (43.6%) TA ~F =7 B 58 (18.4%)
X0 MEFERICEEICE -T2 (p=0.0025), Study CA180-017 #kBA TlX. E| 0 17 S 7=HAN
X U CHIRAT 0 UIARTMAEDYSE . &9 — HORKIEIZ 7 a A4 —N"—F5Z L& a[ReL LT
WS, AV TF =T EERETIIA ~F =7 B5I28 0 B2 D fERNE 20 1 (19.8%) THo7-
DKL, A~ F =T REFETIT 396 (79.6%) DIEGINZ Y F =7 KLUV EZ bR, &
DI AT =T N X F=TITEE LISER]TIE 48.7% (19/39) THIKLE(RFHI Major FLf#




FHF=JKNY 1.8 HIXE ()

38.5% (15/39) CTHIIBEFNZEEEMPEOLNTDOILH L, XV F=ThbA~F=7I128)Y
B Z TR CITAAEAR 70 Major FLAEIE 3 Il (15.0%) (ZOHAGF HAv, MBS T84 T fif
DRFOITIEGNIL o T, Flo, ¥V TF =T &G0 OHIG LTIcERE DL ITIREIEL 0 %
25 Z MR BE Mk L TRV IBEL T £ TOMMOPTREIIRHTE oz, A~F =7
BENLBIA LTZBRE OZ < PN AEEE L, 1REAEE TOMMO T RIEIX 35 » A Th-o
77

BATH CML

A~ F = THEGE I RME OBATH CML % %14 & L7 ERKER (Study CA180-005) 235\
T, 174 Bl 509 Major FAE=R1E 64.4% (112/174) . CHR 1% 50.0% (87/174) T& V. MCyR
KX 40.2% (70/174) ThoT-,

B R ZFERME SR CML

A = F = TIPUE IR A OB HFERE S CML 238 & LR (Study
CA180-006) 28V T, 109 Mg Major EfEHRIL 33.0% (36/109), INiRFA058 4 E iR
1%25.7% (28/109) TH V| HIFLEIRFHI Major BRAERIT 33.9% (37/109) Th o7z,

U U RFERE MR CML

A~ F =TI RMAEO YV S FERELSMER CML % %5 & L7 BRHEE (Study
CA180-015) 23T, 48 B I~ Major BEfR=R1T 35.4% (17/48). MIKFAI5EEEARSR I
292% (14/48) TH V. FMILEIRTM) Major EMERIL 52.1 % (25/48) ThH-o7=,

Ph+ALL

A~ F = T HEPESUI AN O Ph+ALL 2 %[5 & U772 KRB (Study CA180-015) (2T,
46 15 F1 L% 77 Major FLAE=RIL 41.3% (19/46) . MK FHITERTLAREZ1T 34.8% (16/46) TH U |
AIE R FA) Major FAESRIX 56.5% (26/46) THh -7z,

PLEE D | RIEFTENERRBRICB T 2EEITDE ThH o7 b o0, Mo CHElE S 7R
AR & FERDANMENE LN TVWEHDEEX LI, TNHDEKRRO 72 53R EHTH
D, MICHZIRIREIER 20, A v F =7 ITHEGED CML BF & 5 0%, BEfFOIRRICHERTIE
® Ph+ALL FBFIZxIT 5, REOFMEDNHER SN EE 2, RO - DR E255 L L TR
Hoghie « W% A ~F =7 EGIEOENEE BEME A Pl NS iR UIEEED 7 4 T T 07
S TYORBEIEANE D B AIR | ERRE LT, B, A ~F =T IIRIMAE O R S A1
FHEERRBROMEE LTHAAN LN TE Y . ZOAMER OVELMENTR TEX -2 Ehb,
Z D BRI T A EoREICRER LT,



FHF=JKNY 1.8 HIXE ()

3 RE-FE (8B) RUZDHRERN
31 Rix-RE (B

1. A FZJEREOEMEREES MR
(1) 1BHEH
BE. BACEAYF=TELLT1H1E100mg #8O%ET 5,
BHE. BEOKEBIZEIYERRET 5.
(2) BITHXIIAMEH
BE. BACEAYF=TELLTIE7OMg %1 B 2EEAEKRET S,
BE., BEOREICEIYEEREBRT SN, 1EH0mMg%E 1 H2RETEETE S,
2. BREXSHAEED T4 3TV 4« TRBHABIERMLEY /B IR
BE, BACEAYF=TJELLTIE7OMg % 1 B 2EEAH/RET S,
BE., BEOREICIYBEEREBRT SN, 1E0mMg%E 1 H2RETEETE S,

32 RE () OFRTERN
m)1EE5@§®§%ﬁtomt

WS CRER S T AHEABR 2 BAG T 2124720 | BRIRES TAHEBR (Study CA180-002) (Z3651T 53
RNENRE R OB PRGRIC S & | #EEHEARE LT, ¥ F=71FFr o F¥)— tmiw
MEA L, A4 ~F =TSR OGO CML MR A R 2 R Uiz, In vitro 3BRIZ
WTC, A~ F =T FEMEOMIBARIC R 2 ICs fEIX, 0.7nM~1.8nM T, A vF = 7%#@%
LT, 1nM~21n0M Tholo, BEMAICEVHIET S & invivo TD ICs 1% 17.5~52.5
oM L2 %, 1[E70 mg D1 H2EEGICED, &5 5 HHXIE8 HH® Cmax OB EEIEI
CDICso LY 24 720 Lid 7.4 5@ < . FHMAIRE IZ5K 5% 10~12 BFRIICE D 2 ®K@ﬁ
Z ERo>TW5, 118150mg @ 1 H 2 [BIF5Trk, SE¥Im P E 4% 5% 4~12 FEfE, 18] 140
ng@lalﬁ&afiu~mﬁ% FNFNZD ICs %A El>TW5, F7-. I8

ZX VY, BCR-ABL DHEETHDH Y UL CRKL 28, 1 H 1 [EHFE5 X0V H 1 H2RBEEDHFNRLY
E<m%§ﬂé_k#%JEﬂm%@lEZE&@@%WA@%%r%HWﬁﬁ%%ELKO

WEAMRIR S T FRBR O PR IC W T, ¥ F=71Z 1[E70mg 1 A 2 [ EIZL D, 18k
. BATH L OEMS] CML I ONZ PR+ALL OWFHOBREICH LT, ﬁMMQEM%m&U
MBERFHIIRE R L, BT 2 7 7 AV H BAF CEBMERE L, BRITIEHFET D 2 LA
B Chole, LEDZ Linn, ZORKE NAHRBICHW - 1E 70 mg 1 H 2 [BEO ML HEIX
BIMER O ZEEOHEN AR THD LEZ BT,

B, EFERANERNRE LT F =T ORNBIEICT 2 BFOKEL R L7 Sudy
CA180-009 SR DO AT LV . BFIC K D ARIEDIKRNENEA~ DB TEARME H LB 22 W EE &
Il S iz, £7o, BB T 5 EWMHAEEROBGHERNG, fEELZRA L TWLBE T, £
DOIRA & 2 KA EORIMREZ &1 TAEEZIRHT 2 Z L 2HRE LWL 2 b b, BFERAO
AR H L b D LE X, UEID, Bl % D2 WITEMICET H5EIIT > TWh72Ruy,



FHF=JKNY 1.8 HIXE ()

—J5, WBSMEEIREE 1 /5B (Study CA180-002) [ZHBWTiE, 1 H 1[EEE & 1 H 2 BEE5IZX
ARG EL VTR EIT o7, WM T, BRREE IR Z LA L7okEs cik, Eilko
&%D\%@ﬁ%%@%K;DUV%MQM@M%#\151E&5;D%152E&5fm
A £ TORRICENLTWA Z EVRENTZZ LD, 1 H 2 [#5CTHA TOREES 114
B M ONEIN T OGRS VIT AHRRBR 2 i L 7=, Z OWSMNERSE 1 AHRBRICB W T 50Tk
AN, 1 H 1L L1 H 2 EEGTEEEITREE Bbiic/on, 2 208 1 FHEER (1844
H CML Zxt5% & L7z Study CA180-034 M OATH], ZMEH] CML W TNZ Ph+ALL Z x5 & Lo
Study CA180-035) ZEjii L. 1 H 1 [B[ 5 & 1 H 2 [A4#% 5 TOAME L O 2 %2 it Lz,

BMER] CML 2 5%f5 & U728k (Study CA180-034) TlE, ik 3 5L 512 1E100mg D1 A 1
M EZ BT 3 > ik & (140 mg QD. 50 mg BID X% 70 mg BID) & kb, A%hit
N, BRETE S TS EEZX i, BMEH CML 12k LTiE, 1 B 1 EH#ER S22 K0 Y]
EEBEZLNT, B, ZOFHE-HETHS 1E100mg D 1 H 1 [EHE 523, BEU 2Tk 2007
8 H 22 BT, KETIE I A 8 HIZARMHELN TN D,

T/, ENTHEIET OREKRS 5 (Study CA-180-138) D HAEEIZH VT, 118 100 mg
D1 H1EEENERRERGIETH DL Z E0RB I,

BATH) - 2MEH CML 2 OV Ph+ALL % %15 & U7- i AER B (Study CA180-035) (2380
T, ABINTWDH1EI70 mg D 1 H 2B & B2 1B140 mg D 1 H 1[G TOR
Bhit e V24 2 FeR L CUN B8, 0 RS S T \H]MM%@IHIE&ETIEmmg
D1 A 2EEGIZHE L, iEF) R OSBRI e A 21T 72 < . RAEFHIRIZ O\ T
HWEGHETHEETH Y, HEEZ L (BATH, 2P CML X Ph+ALL 5l) OfFFTIZHBWT,
TOOMETESRONTER, TR A 1 EEREMEN, TR B 2 Bl ER T
7o, BLERETIZ, AL - AEZETT 527200 H0fEmsmonTninizd, 4%GoN05
Study CA180-035 @ 2 FFfj# 51T K D HAEAARIC Lo T, HiE-HEIZBE L TH 720 TRET &2 1T
ITETHD, 11 70mg D 1 H 2 [EI1X, hDOIEEED 72 WBITH, 2 CML & O Ph+ALL
BEICBWT, FHTHL LEZTEHY ., BilHE - HEICET 2MEHEREZF oM. ZOMik -
HETOMERIFRERNbDEBZZ TS,

PLED X Sz, RIEOH MR OVLRMERREIC LD . BHES CML Ik LTid 1 B 1 EI#EE,
BATH) - SER CML & OY Ph+ALL (2% L Tl \152E&5ﬁﬁ%f@5k%zko

33 H=E () OFRTRMN
(1) '214%HE CML

B U7 &9 Il OEES TAHRBRICBW T, 1H70mg @ 1 H 2 [\FEG &S -2 &
D, ENEERRBRICH T SRS TS TIE. ZOREEZEDZ 1 B 2 H#EEIEIC LY FEif
L72, 11850 mg 7»5BA46 L. 70 mg, %@%9omp£@ﬁ%%ﬁokﬁ MTD (2T 5 Z & 72
<. ZAUD 3 FHEIZERRM A ARE &Il S v, BRARES T AHER 2> CIk. MBS OBRIRES 11 AHER &
ﬂ#@l@ﬂM@@lH2E&5%@EWE&LT%%LKO

AFNZENTIE, 118150 mg @ 1 H 2 \EGIIEERE 1280 5 7ER TRETEIT- 72
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25, 7B 4 51T MCyR 28554, 118170 mg @ 1 H 2 [ 50 7 6/ 3 ] & K& 713202
EDRBENT, Fo, BEMICELTH, 1 BHRICE D EITADReho 283, BERE 1A
HArCo 12 10 Bl CHEFRIZED 1@50mg WCIEP TV, 2SO ENMTH
A7 10 B3 1T 2 E R X QYR ERT# DA IMEEZ R 7177,

* 6 ICESEG] 5 (EIPERARRBRIZ 31T 2 % AR OEES] CML)

ok B F I e 3 oy 1) R i MR 7 1Y) TR

. L BB 4L S D e B NP NP

SER (B H-BRAE (IR AG ;& A I8 B R e - W
0504 20 20l 5! Mkt e R R |EeEMR |
0505 20l G 20l 15 Myt e R EfR  |SE R |Se eV e R
1001 2of N 20N 73 |Gt Iﬁé‘mmal B\ Minor HAiE |52 4R |54
1302 pONE |2oMN s+ (st | L \partial B |54t |55 e
1304 20N 20N 113 PEfik it | FEE A Partial % |SERTM |7 RTHE
1903 20 20N 138 |[fikEtE | FEEAR FEF R I F A FEE A

2203 2o 0B |+« |t ggmmal Wloemmm  |sensmme  |seimm
2402 o oW s+ |t R %%;mal SEATIR  |Fe AT
2501 20l N 20l 55 Mg e |FETfE ERTEM  |EAEM |
2701 20 20N 10 | migEtE | FEER Minor Ffif |SERFEM  |FERTR

* P 5 BHAA R
** R EBAMA 15 H H O, 4 B O SRR REAR 2 K <

IhB 10 BlICRIT HEE TOHEIEL, TRE 84.0 A (15-169 H) Th o7z, ABRMIRMIRHE
HIZIEZIT > 7 ER] 2701 CIEIJE% OMEE =R R SO XME PR E RO REBIX R Th
HHD0D, FOMOEFEFNZBN T, JRER ISR E R R B SO XM 0 B MR S AL U7 iE
BlEZ2 D oTe, Fio, WEZRICHTICA UEAFFERICE VIEBRIER G2 IR L7ERNIT R <,
WEDJRIK & 72> T B EFEFRIT AR G- BRI AT ICRRE L CUOVSERF] 1302 & T 2501 O Tl
BRI | ZBRE, WTBEEER, BREHIRNICEE L TR, AFEMIRGF THo72LE
2 BT,

WY1 BRGEIT, BRIRES TAE D Tl #IEH&E S0 mg o 1 H 2 [H#& 5T 95 mg/H, 70 mg
D1 H2FEEETI4mgH, 90mg ® 1 H2[EHEETI107mg/H ThHo7o, BERKE TS OE
P CML C 81 mg/El Th-oT,

WA OERAR S 1 AHRER (Study CA180-013 2 TN CA180-017) 128\ T, IMEFHEMEIZ LD 41.4%

(202/488) DIEFNZF T, FEMIEFEIEIZ LV 29.7% (145/488) DIEFNZI T, WENTTHOIL
Tz, BRI, 252% (123/488) DREFITITo-, ¥ 1 B 5 &L, Study CA180-013 Tl
97 mg/H. Study CA180-017 Ti% 105mg/H TH -7z,

F 7o, WEAMEIRE T AEENER  (Study CA180-034) (23T, 1[0 50 mg XIZ 70 mg 1 H 2 [H]
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E1E 100 mg XiX 140mg @ 1 B 1 EO 4 >OME - HEZHWCEBEHE - HEOKRG 217>
7o Z DR O 2 LT IZRT,

# 7 Study CA180-034 Ol
1 A2 EERE 1 H1[E#E
1 [mlfz b & 50 mg 70 mg 100 mg 140 mg
iE 1 168 168 167 167
A [MCyR 90 (54) 93 (55) 98 (59) 93 (56)
CCyR 70 (42) 75 (45) 69 (41) 74 (44)
et | HERAFEFER 54 (33) 57 (34) 42 (24) 52 (32)
e G-k 7(4) 21 (13) 7(4) 14 (9)
HEES | TR 56 (34) 56 (34) 53 (32) 57 (35)
EITIN 40 (24) 50 (30) 32(19) 39 (24)
AL 21 (13) 36 (22) 16 (10) 22 (14)
THARE H i 7(4) 9(5) 5(3) 6 (4)
AAH MV I 12(7) 20 (12) 19 (11) 15(9)
95 31 (19) 32(19) 24 (15) 43 (26)
it 7k 19 (11) 30 (18) 12(7) 26 (16)
I ERIBE | 124/165 (75) | 121/163 (74) | 105/166 (63) | 119/162 (73)
(grade 3, 4) 72/165 (44) | 68/163 (42) | 55/166 (33) | 68/162 (42)
I/ E | 110/165 (67) | 122/165 (74) | 100/166 (60) | 122/162 (75)
(grade 3, 4) 52/165(32) | 61/165(37) | 37/166(22) | 64/162 (40)
BIERIC L 20 il 98 ( 59) 114 (68) 78 (47) 102 (63)
1 AR 92.5 mg 108 mg 99.5 mg 126 mg

BRHEOE TIX, 4 HEGHETHETH Y, BB LTE, 1 100mg @ 1 H 1 FEGHT
KORUHTHY ., HICEELRAEFSRIME, WKOFBIBENMES, £NZEh 24%4 T 1%
T, 1[FI50 mg D 1 H2EEGHTIE, 33%% 0 11%., 1870 mg @ 1 H 2 [\ 5H T 34% K&
D 18% Th o7, o, BHEMIZ X 20E, T 1E 100 mg ® 1 A 1 BHREGHET47% TH -
7=DZxf L, 1R 50 mg @ 1 H 2 A 5HET 59%, 118170 mg @ 1 H 2 BB EHET 68%I2A4 51
Too X1 HEGEIX, 1E100mg @ 1 H 1 [FEGHT99.5mg LI TERGENEE I
25, 1[EI50mg @1 H2BEHEGHTIEI2S5 mg, 1E70 mg D 1 H 2 [FEEGHTIE 108 mg Th-o
77

ENIZBWTH 1E100mg @ 1 B 1 EEGOBE 21TV, 2O RERE TlE, MCyR 25 11 4
5B (45%) 125 HAv, ki 11 B 1 B R S22 Grade 2 LR TH Y, ¥ 1 High &
1L 81mg ThH-oTz,

PlbEX o, B CML BFICH L X 1 B 1 EEEEICEY 1 H 2 BB L REOAMEN S
S, BEMNMEN TS ZENIESND Z b, E7-HWr, BEE2E OG5 EIT 1
H 100 mg (ZITWV 2 D, 1 H 1B 100 mg) EF%E L7z,

(2) BATH-SMEH CML R U Ph+ALL
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EWNFBRIZI W TIEL, BRRES TAHBEBR A Fi L T,

WS DORFIRES 1FEEABR T, @M CML & BATH]- SMEH CML, Ph+ALL D45 HE CIa] U FIE
ENFEHTED 2 ERMERIN TS (Study CA180-002), . EBMEH CML ORFE S 1A
Brafio T, TNLUAOHEIZH L TH 1B 70mg D 1 H 2 E&@%%ﬂ@ﬁﬁik L CohE L7,

[E N O R RBR IV, BITHI - Ak CML @ 11 #1173 $iC, Ph+ALL @ 13 #5551 T
ATV Ph+ALL @ 1 il THIEMT O, T 1 BR5-®IX BITH - 28 CML T 134 mg/
H. Ph+tALL T 135mg/H ThH o7,

e IR S 11 AR (Study CA180-005, CA180-006 & X CA180-015) (2R W\ T, MikalEc
XV ZNZEI 30.5% (53/174) . 17.4% (19/109) J N 4% (4/94) . FEMIKFMEIC LV EZE 4L 26.4%

(46/174) . 21.1% (23/109) KN 12.8% (12/94) IZBWTHEMTHOIL T\, F¥ 1 BRG &
I%. Study CA180-005 (F£17#] CML) Ti% 107 mg/H . Study CA180-006 (H #hZEERIEAMER CML)
T 136mg/E1 Study CA180-015 (U v ~EEERMEAMH] CML & T Ph+ALL) Tl 140 mg/H Th
ST, Flo, WEIX, TREI 408% (71/174). 53.2% (58/109) K TF 43.6% (41/94) TiTdil
77

WM B O TIE, BATH - Al CML KO Ph+ALL 258 & L- i EOMmH 2170, HALE
KEKL O EUICBWCHE-HAEEZ 1E 140 mg D 1 B 1 [EEE~OLEFEHFEFTHDLMN, BHEE
IAHERBRIZHB W CIE, 1 70mg © 1 B 2 [EEG B3 PEHEE LTERE S, 1 BIFSHEE LT

FITHIEHEAHERF STz, BIEH CML (2, 17 L2mloBE o LT, &
DEAEORGNRMELINTND EEZ LT,

B, WAMZEBW L, &K 1E[100 mg D 1 H 2 [E#&E5F TOMELZE LTWDHN, AH
DERRBRICB T 2 RmAEN 1[E90mg D 1 H2EERETHL Z Lnb, HEFER ke R
%fﬁﬁﬁﬁ‘é@ﬁ@ﬁ)é 1E90mg £TE L7z,

PLEX Y BITHSUIAMER CML & 2 U 3 Ph+ALL BEICRF L CiE, M1 B 70mg 2 1 H 2 [A]
BehHE L, 1090mg £ TH&ER] E&RE L,
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34 HRALGEBEERHIZEITSHEMA
(1) EBHRUHER

AREOEGRRR TIL, DEBITH 7720, Fln, RIS K DT A2 1T > TV e, HEFMEIR
RER T, FEENIC e OB A A EER e, KT, E%@ﬁ$$% BhERIEICE -T2
BERERICEL T2, 15 RBOEBFEMICBN T, AEFLLE, EERAEER, &5
#mmﬁotﬁgiﬁﬁmwﬁﬁg’%N%#otu%_iﬁﬁg_ié%ié%n@#oto
Fo. BRI J:E)?Sizf%ﬂfcﬁiﬂoﬁo

FEMIENBNREIZ DWW TR, M ORRIRSE T HRBRICI W TRRET L7y, A, MERNC X 221X
BB T,

L7223 T, Fip - MERNCE S HEOREIIAETH D, mEmEICE L Tt Zattico
WTEVEETINERD D Z LRI,

(2) HReEERE

e E R F TR T 2 4V F =7 OEYBRRIC OV TE, BMEHERME LTV R0, &
PF=TEFEICFTRBEINDL Z Enn, FERERE CIIF P F =7 OREENENT 55
FNRBH LT, PEEZRO UITEEOFERERERE XV F =7 25T 28R, HEERN
VETHDL<MHEOEE LEERS >,

(3) BHrlEERE

BHERERE E R IR D X4 F =T OIEMBIEIC OV T, BEHERENSE LN TRV, &
P F =T OBNLOPHTIT E A LR, AV TF =T L Z20REMEGDOE T 4%RETH D,
L7edio T, BHREELRE AT TF =7 25T 2RI RERIILELRNEDEEZ 6
nic,

10
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4 FERALDIE () RUZORERN

(2 &)

AENT, BRI A5G T & D ERMAR IV T, & MBS D66 LT 53 720
i REBR 2 FFOEMO b & T ARFN OB G D) & SN DIERIC SN TORRETH Z &,
Flo. KANS L DIBEFIRIC LD BE T L OFEBE AR a2 43 B L.
FEEZ/F TR ZHGTLZ L,

[

B ORI SCEORRE 2 ZEITHE LT,

(2R (ROBHFIZEFFERELGWNIL)]
(1) AFID AR LISBUE OBAERE D & 5 B
() MR SUFIAR L TV D TR0 & Dt N ( ThiElm, PElm, RALEF~0&E | OHSR)

(1) KEGASCER O CCDS IZED & | ARAIO ST L CGRIBUEOBEERED & 5 B 1T A T &
L7z (EFEEO— ) 2 g HH)

(2) BMERICBNT, & hCTOBKAETH LN MFEPREL T T, 7 v b CIRESEER K
ORI, T X TRIFBEENRE SN TWA T, AFIZ TR 5T 5 L IRIRICEE
DELDBENDRD DT, Il AT L CTW A RO & S im NIz & Lz,

<%hkk - HRICEHET HERLDEE>

1. SRS BEVE A IR BB CARA 2 T D BRI, A ~F =T ICEAR T4 U BRED 200
BEEIRT 5 Z L,

2. AT =T ICHAREORVBE AR ZHEHT 2B, HEICKRRBIEZITO. BIER%
BUoEET o 2L (MEEKRE] 0HEBHM),

KEVRA SCE KL NCCDS 123 &, £ T2 BB LRE LT,
1. BEAF DREERNRRAAFAE L, & OIRFUER] K ORI ARG 2 x5 & U CRERRERZ Ehi L T\ 5
ZEnb, REL,
2. A= F =T EEIZE D MEFEER & CARED W BE IR ZEH LG, FERORITER
DRET HBNNEDH Z ENHRE LT,

<H&- REICEHEYT 2EALOEE>

(1) AOFUEMEEIGH & OOFHIZ SN T, ARME R OVZEMEITHENL LTV,

() BWERNZ Z 0 AF R, BEXITTIET 52561203, RIEHAOER, BEEFIIST
TUTOREELZESTHZ &,
1) 1% ORINER & &5 B o 2 v

BRIESK O ] S BR S /N b

12 P 312 Pk R BE PR MR | AP ERE<1,000/mm’ | @ AFHEREC 1,000/mm® LA E &
(CML) P O/ MEE 50,000/mm® L 1

11
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(#EfHE1 H 1[5 100 mg )

1/ IR $5<50,000/mm’

W9 % £ TIRES 5,

@ 1 H 118100 mg THEHFE % 7
B4 5,

@ I/ EDY 25,000/mm’ % F
[ % 2>, FORFHERE DS 7
A Z 82T 500/mm’ % F
Bl 728A51E, O~NRD ., 2
B HOFRBRL 1 H 113 80
mg CIHEZMB L. 3EH
OB TG 2R IT 5,

BATH CML, SEH CML X
X7 4 ZTNVT 4 7 Gl
PEAEPEY e A M (Ph+
ALL)
(WIEIH&E 1A 70mg # 1 H
2 [A])

D R Bk
<500/mm’

X%

1L /N $<10,000/mm’

@ Hn B A 23 F 195 12 B L
TV DD % e (B BE% I X
ITAER) T 5,

@ A2 B L 22V A,
AF PER¥C 1,000/mm’ LA K
O/ IMEREC 20,000/mm® LA
WA 5 £ TIRET 5,

@ 11870 mg % 1 H 2 [B] CIEH#E
Z BT 5,

@ PR L5612, O~
R, 2 FHOFRBRFX 1 [
50mg # 1 H2[E, 3EED
FEEREIZ1E40mg Z 1 H2
A TR A T 5,

® HMmFEICBEET 2 5HA1T, 1
[90 mg # 1 H2EETOD
HWEEEET D,

E1:FRIE LT, BEoLgREICHOEE L,
%14 B £ TITIBFE 2k L 7= OB

P LG GB1H) D

2) FEMHER ORINER & 55 Bl i o £

(CML)
(#FEHE 1 B 118 100 mg)

BRI O] BIVEH o FAEFE bR
ettt E e me | 7L —F3 X34 © Z7Lr—=F 1 BIFIR—2

T A IZEET D F TIREE
T 5,

@ 1 H 1880 mg TR % FB
T 5,

@ HOFELCEWER (ZFL—Fk3
Xix 4) BEILEGAIC
L RIS LTS ATk
T 5,

BATH] CML, 28] CML X
X7 4 7T VT 4 T YR
PEEMEY BRI (Ph+
ALL)
(FIEHE 1 F70mg % 1 H
2 [A])

7L —R3Xit4

O Zr—F 1 UFXFE~N—2A
T A AZEHET D E TIREE
T 5,

@ 1A50mg % 1 H 2B TIHE
BT 5,

@ HOFELCEWER (ZFL—1k3
XL 4) BEBLIHEIC

12
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L RANE LT G &R
ERAR

7' L — RiZ NCI-CTC IZ# U %,

(3) BATHHEMER BEIE A s, SR LA BN B R ST T 4 T 7T ¢ TR RIS
U o AEAIE T, BEFEOREN L PARMEEEE L TTRICEAT 2560F, UIERD
AE] ICiE->T, 1 90mg £ THET LI LNRTE D,

O FRBET LI5S
@ Al lb 1y AU EERGLTH, +oRMEFOIREH LRSS

KERA SCE LN CCDS (D& | F 7 IRBRIE MG I E I D 7o JH &R 0 KA Z 8 L E

L7,

(1) HLOFTEMEELA] & OB OW TR, M BWTHEZGLZLE ZATHY . ZORK

AR ON TN &b, ARMEROZEMEITHENL L TWVRWzw, EENE LT,

(2) FEEARBRICISW T, B REIHIIE IR L O EH AR Th o722 L0 b, BRERERIC

BT, BRE LRI, e o0 BV J OUKIERA S0 L OV CCDS DRt#ia &% & LT, MikHR D

RIERICBI L C. EMIICAT O MR A E (AFhekE, /gD &S BITRH 0% 5 &% i

TORUEERRE LIz, 7ok, KERAMSCE LN CCDS Tik, 1M IS B s (263 2 4

FERBUC E S < REE, BEOBIEE [<500/mm’] & LTWAAS, EHNTORF ORISR 72

WIS R EE L, BRRBRICBT DHE LR U< R T< 1,000mm’) &HE L, £7-.

BRRRBRIZ BT, BRE LIZRIE, BEOKELZSHZ L LT, EMERORNERIZE LT Rk

DAL R E LT,

(3)  BATHNEMEEREME D s, SRS M RENE B M X T 4 T TV T ¢ T Y RGP R
U 3R MLE T, RIRDEST LGB R ORI OB G &R+ TRV EZEZ LN 5GHE
i, Btk L AR AZIE LB R 50 0NE R0, W (K 11E90 mg £ T)
DIAEZ R E LT,

O BE (T Iy 7)) ORMNIEZSEIZ, FNITE L 7RO EREICHE T T,
BIRREDFRMEITO HZE & LTk, BITH CML, 2PE# CML J% O8 Ph+ALL (DWW Cid,
M b e L 725 C CHR, MaHR 3% MiHR % EEpkt% . b L C 2 LA o> HI [ 2fig
DIEHEZ - S lp o 24, TAMEH CML ORUERT - L2358 E ). DRI T E
BEF OFEROFNG WA L nGa ), TIFIBCSUIMEIRCAAMC#ENRE R A U6 &5
VT T2 LA E O HIR TR M IEERELAS S0%LL BRI L7=84 ) &B 2 T\WD,

Q@ HWEOFEZRBFT LML LTX, B (Vv 7)) OBMNXELREIC, ENTHE
Jiti U 7= B R 55 VI FHERBR CA180-031 DA RIAEICHE U CaliE L 7=,
EINC3hE U 72 B S VILFHERER CA180-031 ORI EIL. # U F =7 DEEHKERBRLLATIC

13
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O TW BRI RIS & 3% E L7, CML & O'Ph+ ALL O OHIH O B #21% CHR
THY ., FHO CML BHE TIXA ~F =7 5BA% CHR ICEET 2 MM O REIX 1
HToh %, #ITH CML TiEA ~F = 7 IHUE SUIARME OREGI DO K53 A3 4 WEHELANIC
CHR IZHET %, F/o, BH LA CML X O Ph+ ALL TIFEEBOETIZRAETH DL Z
DD IBIRIC L0 B ERE & OSEERBS AT L WA 1T, IRBRETERNT R A
WIRIEIEE AR T HDMERDH D, TNODOAF =T OFT =X &R T, ¥ F =7 O+
FRRRRBR I\ T, #E1TH] CML & O Ph+ALL Tl 1 % H T CHR 235 S /e WA &
THZEE Uk, BROME L LTiE, #ITH CML O Ph+ ALL Z 55 & L 72iffh IR
Bk (Study CA180-005, CA180-006 & X CA180-015) ~CILIME IR £ TOHIR D o
fEi%, BATH CML, B8RS MER CML, U > _3EERMESMER] CML & OF Ph+ALL T
ZThZE ., 1.9, 1.9, 1.1 XN 1.8 # A ThHo7tz, KM OMEREOREIZ L > THIA
FENEOHIBIIATRETH 0 (1 » HITEITH] CML & O Ph+ALL (2519 5 1R R OB 22
+oa7e il ZE 2 b, ZOBEMEI CTH T =TIC LR B A LN WA T &S,
R ELBERELZE LD EEBETLINE LB IO,

(FRLDFE]

1. EEHRE (ROBHICZITEZIZRETDHE)

(1) A ~F=TICHBEMEO R MEE RN A IR EE [FROBWERNEZ 2682hrdH 5 (TH
PR FRRIER ] OEBM), ]

(2) MEMMZEEOBAED S 5 EH [(MEMMEELZHEIELIBZARNS 5, ]

() HEEOH HBEE [(AAIFXFICHIBETRIIND 720, HEED & 5 BE TIIEW I FHEE
NEe T dBTnnd 5 (IHEYHERE] OHEEH), ]

(4) QT MIRILEEDBZENILEDEERED & 58 [QT MRBEENEZ 2Bt nndb b (THE
IRIEARHNERE] OESH), ]

(5) IMm/BREERE 2 S 2 FEA B D W ITHUERE A 2 ik B o B [ A2 iR 2 s E
b5 (THEEREARNER] OHSR), ]

(6) =g (IEE~0&L] OHEM)

KETRA SCE LN CCDS (CRSERE L,

() <%hig - 2 FICBET 260 EoEE>Q) OB ERILE 2 i

(2) MVEMEMRBEOBEER O H 2 BE T3 L CARRZ 55 28561203, BB MMEEE 2 HE S
HLHREMEEBTETERNOT, +oREENLERZ EHRE LT,

(3) HEE~FHE OIS EE TCOMARBRIL RV, BRRBRICBWT, FhZ7027317
—E, EUAE O ERF, @E, BEXIRIEIC LD ERAE ThH o7z, RS EE I
B2 XY TF =7 OFEMERBIZ OV T, BEHFERP B LA TWRWDS, X F =T 1TFEITHF
TR END Z LD B iERERE CIIF VY TF =7 OREENEMNT 282N H 5720,
HEEBMLETH D,

(4) KEVRASCER N CCDS (253 X3 E Lz, In vitro 3ERAGHE £ 0 AFKNT0E o isikef (QT
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fbR) ZIER SE DA RIESNTWD, —F, VA TORBR TR, DIE~DEEITFED
DAV T2 D3 BEARARER 2,182 D 5 B 18 Bl A EHE S L LT QT IEENHE S 7223, QTcF
73 500 msec #8 & 72 > 72 b DIX 17 61 (1%A0E) TH Y, Z ORFEIZEE L7ZEROH 5.0
ik 1 XR8 D H AL TV el F 7=, Torsades de pointes DL, LLEDZ LG, QT [
[RIER %A 2 BE~OARF OB GITEBENSLETH D L AW LEERS & L,

(5) KERFSCGER N CCDS IZHE S X 3E Uiz, AANZ X 2 Hi & OB EA EFH L& O i/
BRI & B LTz, I IBERE 2 T3 2 3641 HUBEE A & 4 50 o [ C O R BR A
BN END, ZOL D BRI FOBREFIIEERE L L,

(6) KERASCER N CCDS ICHESEHRE Lz, BRERBRICBWT, 65 Ml Eo B CTliikik
BN LD 2L HAONDREERH Y . mFITEERS E=F—T 0B RS DL LN HIE
HEH L LT,

2. BEELGERMIE

(1) A~TF=TICHEMEDORVBFEICARNEZ G T LI, A ~F =7 0REHIEDJFRK &7
ST-RIWER L FRRORBIERMNE Z 28203 H 5O T, AHAEDORIEHRONER % R L TH
bith5T5Z L,

Q) FAEIH‘EDE, EHMCOHERE (MBRHEE. QORSEE) 2175 &,

AR LY. BBk, Bk, O B S Sbhihvd 2 ERNH DD T,
MR T 5B haRT & 5% 0 2 » AMIZEE, 20%iE 1 » AElc, £, BEORE
WIS CCTHEEITY 2 &,

T O MERBA TR E ORI b U, B PEHIEME BEE 3 s 1S e~ TRATH - Sk
BB M A MRS T « T T T 0 T YR ARG RYE U S IR O B T OBEE DN
VY, B 2R HPERED ST RIS 23 B B DAL A IR E IR IR T 5 2 & (< -
M EICBE T 21 EoEE> 0B M) , KO EIZH 7= - Tid G-CSF [ 0 72 £ H]
WCEALTHEBETHZ &,

(3) IM/IRIBDRIC A E U S Z &R 50T, EHANCMIFRE & BEOBIE A 4512170,
EERHMANE UGB IR E UM & & S ICEI RS i iEx 179 2 &,

4) Kb (Mouk, WiAKNE, DERITHE. BAK, 25WRES) BRbobhdZEndb b, M
W IRIEE, REMERZIRAE DK 2 -2 9 D IER DSFE 0 DTS A ITITE X RO A Fhi L,
FEE R MKITL DG USR], BRRRAEZITH 2 &, RFIEGEHITEEOREEZ 7512
B2 L IKEIFRE D33R0 b LA 12, FURAISOZE M ORI BE AV E Al O 5%
D72 ZFERIEZATH 2 &,

(5) QT MFRIER A STV D72, QT MIMRIER DI % 1 XIEE BT D & % B3 Tl
IR LEXE=4 U 7 &7, QT MIFEEE R b - AT E UIARIE L & HICE
fRE R (KA Y U AfE, K~ 273227 AES) OMEEZITHY 2 & (MEERYE ) OES
H),

(1) <zhHE - BRITEE T 26 Lo EE>Q) DR ERILZ 2
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FHF=JKNY

1.8 HIXE ()

2Q)~(5)  KEUSHSCE KN CCDS @ Product specific warning and precation (2355 & | AAl# 5
(B L CTHEEEAE T 2HERAEFERTHL VMG, ARire. i, QT MLER] (Z
DWTIEEMIE L7,

3. MHAMEH

CYP3A4 Z FH{EAFANICPAE L. CYP3A4 TEICRHMENDIEAONRH 2 VT 7 A &K TS

L AREMEDN & D,
HAREE BHRISEET S L)
AN FRAEAR - & Tk P - JERRINF

CYP3A4 BHEHA
7=V REREA (7 b
aF—, A FFafrV
— /L)
~r7nu 74 RRHUAEA (=
Vaxwm~Afvr, 77VA
nvAvy, TV ARYA
)
HIV 7w 7 7 — ¥ HEH
(U R FEL, THEHFFE
. AT TEN, RILT
4N, XTI ELE)

KEIE 7 batry—Loff
A2 LY, AAFID Cmax Y
AUC [ZZNZEh 4 5RO S
N L 7=, CYP3A4 [HEE
D70 TR W R O
EHARHERE S NS, CYP3A4
FE.2EVEH o 5@ 3EA & o Of
HDREET e WGEIE. A&
EELORBIZHER L
THIZEITV, AR %R L
THREGTHZLE2EETD
Lk,

S DOEKIN CYPIAS TEME
ZRLE L, AHFIO MM AR E %
LR EELFEELD D,

CYP3A4 FHiEHA|
TXYI AKX T o=k
A HARTEEL, U
Ty, T/ 3N)b
EX =, B3 UFF
Y v 7 (St. John’s Wort, &
YheYa—r X TU—})

AR

AFN O PR EPK T 5 ]
REUERHDH, V77 B8
H B G®7ICAR G LT
B4 A#HlD Cmax KON AUC
ILENEI81% K TU2%IK T
L7z, CYP3A4 #FHE/ER D
W & O OE T HESE S e
VN, CYP3A4 #HEH| % A5
%6, HEEHORNIT
RN EZZESTHZ L,

B DK CYP3AL 23
W ARF| O E AT
SHDHAREMN D D,

flieA OKBRIET VI =D
VARV L3 (e i SN ]
B)

A & il A O [F RE £ G- 1okt
FHZ L,
B O e G- BB A1
L. RS OLRES 2
ERET T 2 Bl 59
HZk,

ARAN O3 S 4v,
B BE DMK R 3 2 WREME S B
50

H, 2 B RFE LA
TrEFUUE
“u kAR T THER
FRAT T — VA

H, X BRI T 7 e
R TRRERE OO IR HELE
SN, ARG HRIZ, Z
S OIFNZFE 2 CTHIEEA O
WHEEZETDH L,

ARFN O AN S v, 1 H
B BE DMK R 3 2 WREME DS B
50

CYP3A4 OFVE L 72 2 3 A

CYP3A4 DIE L 72 5 3A D

AHKID CYP3A4 TLEMEAIC X
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SUNABRTF

i i BE AN B9 % TREME A

D ZhSEA M PREE

VIR ARY v bbb, KENE U NRRAEF | REEHAREEND D,
EEYR OPFfIZE Y, v RRxET
= D Cmax X NAUC X2
Zral AR N 37% KDY 20% EH Lz, &

| 2 1A E MKV CYP3A4
DIEE LT DA EOFHT 5
LAIIEETH L,

QT MR EA/EH Z R4 5

T)IH I

QT HIfRIER ZE Z 4 Z &2 KA B N B D FHANTNNF

NS ILTU D HEA AREMEDN B B, b QT MfRZIERSELE
AITTIV TN DO, fEHICLY
R Y NE TER 3989 2% Al g8 &

PUARIEJRSE Do
=T
AT IR
UYETZIR
V2o — )5

KENRA SCEE N CCDS ICHESE, T aB B LRE L,
In vitroilBRIZE W TH F = 71 ICYPEERIGEZ 558 L 7o\ s, CYP3A4 % K AFANICBRE L |
CYP3A4TEICRH SN DEFNORB 7 VT 7 AEK T SE LA REMENH D, CYPOHLE XX
FHEII, KF DD WVITHFEAOMFREICEEL RITT I ERREINTWDHR, KHlLZ
HEA L OMAERIC XY, B UMD CTEEN O ZRRIER NI Lz & oWt
F7e <, FHZER L LEEGAITRBER VAR S S Z b, TIFHEE & L,
InvitroiBRIZIB W T, XY F =7 10EHSBREHE (QTHIMG) ZIER S 5 TRt R S 41T
WD ZEND, AFIEQTHIMRIER DU A7 A3 2 34| & fFH T 5851213, Torsade de pointes
LEOMBERFEG LT D, DBEEFZORBUCADEET HLER DL Z b, HFHEE]
LT,

4. ElER
BIEFADBIE (RBBHET)

[EIN O G R 7R BR (2 B CTAHKI (WIIa]FH & 50 mg*, 70 mg X% 90 mg*1 H 2 [A], 100mg 1 H 1 [A])
DG #Z T - AR O BE 77 BIORKEE LIRS ok N HEAER) o GRS
PEPEEREE A P LTl 6 o AL BATHL GBS REE A R R O T 0 T TV T 4 T Y
ARGPERNE Y PR AR LTI 3 5 A & Uiz, IZIE2BICETERNEO b, &5
FUEICE > 72 6 O EMEGHB M BEME A M O 1 61 (2%) . BATH - Sk I B A i o
1B (9%), 74 FF 7 ¢ TYEEEHEENE Y Vo MEAMIEO 1 6] (8%) TH-o7z, 20%LL E
DBRFIZHDLNREIWERIZ, /MR (73%) . P EREORD (66%) . A M ERED (61%) .
U BB (45%) . ALT (GPT) H9/ (45%). AST (GOT) ¥4/ (43%). LDH ¥{n (42%) .
2 (36%). ~EZr UL (36%) . ARIMEREGED (35%). %2 (34%). ~~ ~27 U v M
D (32%) . B (32%) . CPK HiAN (32%) . T (30%) . FEEL (26%) . T#IE (25%) . MK (25%) .
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y-GTP 400 (25%) . MV i (23%) ., ek (22%)., M7 7 2 s (22%) . ALP
i 21%) Thoiz,

[ N O B R BRBR AR I > WD T E 2 Fo s L 7=,

FEN O ERRBERIC B W TARAIOER 52 %1172 77 BBV TRD bz E2RIEH (20%20 F)
& E OB & FUH Ule, E 7o, 1SR E SN (s . BATH) - S EE M E ST
74 TTNT 4 TYEARGIERNE Y oA EIC oW T, BIERIC L0 &GRS E o T2 5EG]
(%) ZENThid Lz,

(1) EXLZEIEARA

1)  BEEHEH  PLinEkEL (11%FY) . [fEkED (61.0%) . &FHERED (66.2%) . I/ Mg,
(72.7%) . &1 (36.4%) BN Hbhd Z EndsoTCEMMICmBERE (MEREEE, A
MERS ) % FEiT 578 B Z +014T BEDRO NG A ICIIE SUIIRIE L |
HE R ALE 21T S 2 &

2) HHifn (G - R T, SEAEE ) < B - BT i (0.9%F ), WL I (3.9%)
MWHOLDLILDZ LN LHOT, EMRICMIRRE 2 5 7 EBEEZ 31470 BN
RO DN G AT E TG A2 I L, EYRAEZITO 2 &,

3) AERTE (MoK, WhKEE. DEARRTE. K. £HMEFES) Mok 24.7%) FfiKE (1.3%)
DI (2.6%). MK (1.3%). EFMEERE 33%F D) ERbLbNEZ Enb 5, I
W IR, REMEIEMRAE D K 2 R8T DR 3 FR O DT A I X Mo & K45
Z b, EERMAKIZ, LEIDS TR, BRRAEITO 2 &, KRG PIXEE R
Ba B2 U, R A0 bG8 1id, FURASUIEEIM O RIS g RV E v
O 55O 2 FHRIEEITH 2 &

4)  RERSE R (5.2%) . BUIMAE (1.3%) SEDRYLENDH SN D Z ENHDHDOT, EHHIC
MEARA 2 EhE L, B85 012 TV, BE DR LN GA I E 3 # 5 2k L,
HE R ALE 21T 5 2 &

5) FIEMER  FEEMEE 2.6%) BHLbNDLZENHHDOT, BEEH5ITITV, 3
BN N, R IR N OVRIES X BRI B SR DA IR S AP L, BIBREE
FVE UHI OB EEDOMEY B EZITH Z &,

6) MEBEIREIRE | [EMEEGRE 3.9%) BNbLbNDZ ENH DO T, MG ERERE
M OEHRERAEZIT O L, BEORBL+DITBET 52 L, BEPEOONLEITE
BhHAIE L, @URE (RHERRKR, SIRBIEREAEO®RS., BF%E) 2115 L&
BT, JERDEE T D £ CREORELZ +oIcBlsT 2 &,

7y DER QT EER : LEX QT IR (78%) b obhd I ENHDHOT, WY/ LEXE=
2 7 %ATV, QT MIMRIER 2358 AV A ITITRE X IIRIE & & b ICEME R (K
YV U AMAE, K~ 730 AMAES) OFIEZITI Z &,

8) WAL LARE 2.6%) NHLOLNDLZENHDLDOT, WEHAMEERELIT ) 7 EBEE+
AT, BFENRD NG, BiE, REIRGE2FIE L, EURAEE1TH 2
&

o
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AMBTE : AIEEFS
B> LB AT
P 1) ;MRS BRI

9)

BT 2 EINERI e SIS

(13%) BHHONDLZENHLDT, BlE
IR, ARSIk L

WO 2R MLE 21T O 2

+3ZATV, BN

Z &

/\

D~3). 7)

AFEEICEE L CEE2ETL2EERAEFROY L 1
IZHOWT, ERZRBRWER & U TR L, WIHER &K OHE Hikaii# L,
HERICBWTERD L NT-E

JEE: |
4)~6). 8). 9) ENKOVEI DR
RIMAESE) | RVEDME e H . N5 AR A A

TEEME U, IR L O E T 5 2 il L7,

KIETRAT SCE K OV CCDS @ Product specific warning and precation (DI
RHERTHE | mm

RN

o X
QT FHM&

WEH D 5B, BEESIE Bk,
DARE, AMBREICSOWTITERAREER & LT

2) Z=DOMmoOREIEH
WD XD REWERNS &b =Ea X, JER

Y P

) 7R ALE AT O

FBIENGEE 10%L4

10% A5

BRfE K OB £ RIE

YL SHEE S %%i
K. EMER, A b

vy ARG Ea
&K, Bk, ~L~X2AY
AV AJEG MRS, A
VIV Y

S HE

R BUHERUVFEHET
BAD#HEY (BRERUV
RU—T%EL)

ER R

U v REREA . CD4
U 2 ERED | MR AR
i ERE

MAERVY) VINRE

=
[=]

BN TR ERIBDE | R
T 1 PN EE[E . CD4
U BRI, 7 ek
7R MR
IRIMERELHE N, APTT 4E
£, BmERESE I, 4
BRECHA N, 1N B K
.U o RERERHEIN, 4F
FREREHE N, INR 470,
HER SR 7'm b e v
v IR A

IS

RERIES

FEAE P ket 1E B L I EEUE

FEHIMERLEE

RRREE, i o bR W
m. M7 7
bOREARY ., BRE
B (Vo U UL
TN T KED <= 7R
DAV Ny el Ry AV N4

RERUVRERS

o—)l)

RO A RB A T E , i
FH DR IR o1 3 7 L B o 4
0. BNP #4411, CRP H§
oy Wi, K B
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REES

AHRAE, 405 DSy

N, IR RLE,
FELIREE, U B F—
TR

MERES

SR

DRI . FREE D F
WV, ERRER BRI
AR . SRR, IR
R, TAREE AL

=

P S, — i@
I 1 & AR

ARIEE

T, A HRERHLIE
Rl FE L, A&V, 7 L
F —PERGIR L

ERUARBEE

H AR

Hrg [aldspEd F

DS

OIER, B, Bk, K
BhRFR PAEH A AE | (1
FEASANRAE, MR
Wk, EEEMEEISMGHE ., O
E MW, A=
K. REAR, F—BEHEE
A=

DBERERRE | HLMIE
TR S/ RTINS L
Ak, MR, O
REZE, L. &
PEREBINRAE A, i
PR

FH i O i 8 P o
ML s, BT
i, R I, 77—
7 VR B R )

R, mifnE, 1FTY

AR PEFFARZE . R
8z

Pk % . BOER K Uit RR

EE

I

P IR AECIRSRE , F&
PR | MHMEERAOR . b
KB DRAE, WHIRALBE,
MR e B AN PR L P I
K, SRR, ITE, R

Il T 7SN
[ AN ) SN
B SRR
F3AAEMERE

TR, AL, LD MEM:
AN

R BRI . A 2%
Az, BARPE, B
i, ZefE, BR, L.
REEY/S TR RN S
T DRI B AR
HUR R, 1 ORRTEHR

KR, HIER R,
RIG7. W TREE,
IL, EESH LT

FrREERES

AST (GOT) E&-. ALT
(GPT) L&, LDH E
. Al-P EF, y-GTP
5

JHFER v UL EH

BTt 9 o, fFR

RER UK THEMEE

B2

FLBE, &, BLBSE, 1
[, ZITE, Ok
=B, RERNL, K
SRR, 25z 5
JE, FEHS

BB ARITE B
BRLAEEE, Lk
MRS, BVEEL
PEGF T BRPE B2 RFILE |
fENRkZe . T RAEE
s
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Wi, CK (CPK) 51 | B, MR, 5 6. | B b T g
WOET. W s, | 5. SRR, e
BHEKRRUESE Wk . BN, & | 4
GEE BRI 2% . HHCHENE . IS
CK (CPK) P, finke
. S
TR 1R TR
BRUREEE ST F = LR
SRR, BER
S L. (LTl A | B
BERRUVIERES PR
T A e (VeI (. | W% IETe 75 B, | M. (LT
e o | TR, WERI, | . RO, 08 |
T URER ik, i,
& WV, NEIE. PR
). A
TR R TR TR
“ Wi, i 7 < 7 —EHE
T . R o ey
PE. R R R
0t el

E2) ST STV B EIWEA D 7= D HEE AR
E3) 7 L—F3XF4 DEANT D AMIENRD HONIZHEIZIE. OO DV T A RE$ 57 @b a
BEITHZ L,

ENEEEZAE (77 6) TRD SN-EIWERIZOWT, HER (10%LL 1 - 10% K5 12Fdic
FoE L7z, 7. WEAMEREER (2,182 ) TOHRD bN-EIERIC W TCIE, HBEERE] &
LCERPICE#E L, 2B, TERARRWER] & L CE#EL-FERIT, £PICIIRMEL TV R0,

5. BBHE~OES
— R B TSRS T LT A 0T, HEORIEE +21CBIE L2 bR 5T
BT, A, WMERBIRICE T, 65 BORIBOME & Ik L, 65 HRBA LOBE CIRIEHIE
DFEFUE Do 72,

KIEVRAT SCE M OV CCDS 12 M-S & 5t L 7=,

AIOERRER LI, VEBITH o272, Flin, MERNC X DT 21T > TR0,

WA DORFIRERER (2,182 #) (2T, 21 kAkdili, 21~45 7%, 46~65 %, 66~75 M T 75 ik
BIZHE LT, AEFLLMORBBBE, L, BEERAEFS, REPILICESTEAEFERIC
DWWTHRETLIZE 2 A, 75 (83 #) IZBW\WT, AHEFESAMN, EESAFEFR, KEHILIC
BT A ERFRPMOFME I AL > TSN FERIC K D 2T A oo Te, Fo, 3K
PIRNEIREIZ DUV T, B OB 1 HRBRICB W CTRiE L7228, Fpic X 22 6
o722 LRV ElE ~OFEICEE URES O &M O LEMEIT RV, L LR 6, AR
PRFRBRIZ I T, 65 AT O A & Hle U, 65 kL B B3 CIRIRATE ORBUBEE A R - 72 2
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b, @B ARG T DBRITERRS T =4 — T 0 ENH D,

6. . Ein. RILGFFE~AOERE

(1) GEb SOTAER L CW D ATREME D & D05 AT G- LenWZ & R AT 7ok A2kt LT
X E) 0T 21T D) KO ET S5 2 &, [BERICENT, B FTORKHETHELNLD
MAEPIRELLT T, 7 v F TIRBBEER R OB, X CTlhiiEENRE STV 5,
1> T, RAZEEICEG T 5 L RIBICEENEL 2801 H 5, ]

(2) BEAFTOmWmANIZ, FHLEFILSEDL 2L, [BWER (T b)) THITTIIBIT T2 L
DHEENTND, FHIOE FAITF~OBITICOWTIIAH TH D, ]

KEVRAT SCE M OV CCDS (2 M-S & 5idl L 7=,

(1) ARz kG Licha, BEEEO BN D 5, FRKREBRICS T, ¥ F=7
Dt NTOMKHAETHELNIBEICLY MIRT v NEOY X CHEHERKREEENA LN,
Fo. Ty NTEHBESEERNR A BN, L7 > T, w33 L CWh D ATEetE o & 2w A
IR G L LT,

Q) #BWFEER (7> b)) THHTIBIT T2 LBHE SN TWD, ¥ TF =T DORA~DK
ITICBET DI RN e, RAIF G IR 2T 5 K 5 EEmE L7,

7. MNERFE~ADEE
R AEREIR, HrER, LR SRS/ 2 2 aMEIIfES LTy (B HIREBR AN 72
I/\)O

KIERAT SCER N CCDS (2D EFH# L2, 7ok, ENEKRRBRICB W TSR E L7IZBEIL 20
WL ED = INROMEARERIZ RV, MW TIE, NEORERBRIIREE T TH Y |
B S /NIRRT 2 /20 « ZZeMEITHENL L TV AR WOk E LT,

8. BERE

[ R AR D A D 388 B4 5 DFRER TR H AT D, MBS D BRIREERIZIS VT 1 H 280 mg % 1
WA Uit B G FIAHE SN TR Y, BEOFMIEIAA LN, EEREPRD b
Lallld, BEOREL OB L., BB HEREZ ER+ 5 2 L,

KERAT CE R OCCDS A 2B | Zit#k L7z, ENT, 1HHE K700 mga IRFE L 7= ATREMEDR & 5 &
WO REDRDH DD, BIETORGERES LTL, A CTHRE SN 721 H280 mgD ARG 0 5 13%
WEE Z T, 1H280mg% AR B G S 7260 BEICEEOFREMGINA LN Z b,
BeHDBFRD LT HAITIE, B RRHSEORBUCEE L, BEOREL H0ICBIRT 2083 H
P

9. ERLDIE
(1) BRAE: : AANL. HETICFOEERATLLOICEET D L,
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(2) FEFIZATHF : PTP QEOHANL PTP > — M2 bl L CTIRAT 2 L o &+ 52 &, [PTP
U— MOREARIC LY . O AEERE AR L, I LA B 2 L CRERRIR R D
HERAEZIRT L Z ENBESNLTWD, ]

(1) KETASCE R ONCCDS (S L7z,
(2) PTP ORAERKIR DI OFH Lz (CER 843 H 27 B HIEHEFEE 240 &),

10. TOMDEE
(1) Vo9 5 AREGHBR CIIBIROLLE LT, ARBIERE CTH 2 BIROSLE LA O HBL
B R ORRE D ERR A BT,

KEAT SCE RN CCDS IS X3 L,
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FHF=JKNY 1.9 —RREBMICHELIXE Page 2

1 ERO—#EHEF (JAN)

AREEDO— L FR (JAN) ([ZOW TR, AEPERE P4 (INN) ([ZIE SN2 E TH
%z et TR RS EE ~EO Ko LB RESK, ER194E4H 9
H AP B R A IS 0400001 = THAIENT- (REESR),

Bk - 18-3-B7

—fRAARR . (AL Y F=7K
(3£ 4) Dasatinib Hydrate

54 (AAR%) N-Q2-7 0 1-6-AF )7 = =)1)2-({6-[4-(2-E F 1 F L TF /L)
ERT O AN]2-ATF N I DA A NYT R )
1,3-F7 V) —)L-5-H VR FH I B — Kk
(£ 4) N-(2-Chloro-6-methylphenyl)-2-( {6-[4-(2-hydroxyethyl)piperazin-1-yl]-

2-methylpyrimidin-4-yl}amino)-1,3-thiazole-5-carboxamide monohydrate

b G .
CH H
s
S N * H20
H)J\&W/N\(\(
Cl N N_ _N
T
CH;

2 ERFR—#&2F (INN)

E R —fREZ PR (INN) 12O\ Tk, MAK¥72Y [dasatinib] & L T Recommended International
Nonproprietary Names (Rec. INN): List 56 (ZUd S 472 (RTEEIZSR),

IATE R
TRL 19 4E 4 A 9 AAF SEATFAFELE 0409001 Fim@an IS O— AL FRIZ DN T
International Nonproprietary Names for Pharmaceutical Substances, WHO Drug Information,

2006; 20 (3), Rec. INN: List 56, p210
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4 F = JKNY

110 BE - BIRZDEEETEHOFELYD Page 2

B AREFOREEFERHOELYD

b4 N-(2-Chloro-6-methylphenyl)-2-({6-[4-(2-hydroxyethyl)piperazin-1-yl]-2
- B4 -methylpyrimidin-4-yl}amino)-1,3-thiazole-5-carboxamide monohydrate
CH; OH
it EJ\&Y T
Cl N NN
T
CH;
Y 1. A~F=7 ?ﬁﬁ‘fﬁ@‘lﬁ‘fﬁ%ﬁiﬁ‘f&ﬁﬁu%
e 2. BREXTEEED T 4 FT N7 4 TYEARGMERNE Y 3 B LR
1. A ~F=7HEHEOEMEE T A
(1) 185
W, RACIEAYF=7L LT 1 H 1E100mg Zf% A5 5,
¥, BEOWREICL Y EERET D,
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42.1.1-1 | Study 930003300 -- Preclinical Pharmacology of s 200 A ~
BMS-354825, a SRC Protein Tyrosine Kinase Inhibitor (BMS) 20~ H
)
42.1.1-2 | Study 910072849 -- In Vitro Human Umbilical Vein s 198~ H ~
Endothelial Cell (HUVEC) Migration Assay Protocol (BMS) I @2 K&
( )
4.2.1.1-3 | Study 930012327 -- Further Studies on the Preclinical s 200 ~
Pharmacology of Dasatinib (BMS-354825), a (BMS) 200 H
Multi-Targeted Tyrosine Kinase Inhibitor
(ﬂ)
42.1.1-4 | Study 930003220 -- Activity of a Novel Tyrosine Kinase | || GGz 200 ~
2 EL | Inhibitor BMS-354825 on STI5S71 Sensitive and Resistant | (BMS) 200~ A
CML Cells
(I
4.2.1.1-5 | Study 930011745 -- Structural Basis for Inhibition of s 200 ~
ABL Kinase by BMS-354825 (DASATINIB), a Dual (BMS) 20l
SRC/ABL Kinase Inhibitor
)
42.1.1-6 | Study 920036261 -- Antitumor Activity of Dasatinib s 200 A ~
(BMS-354825) in a Preclinical Model of Intracranial (BMS) 200
CML
(I
4212 BEIRHIEEER
HH & 78 CCEEHES) wroed (Frlg) AR ]
42.1.2-1 | Study 930003470 -- Effect of SRC Kinase Inhibitor I 200 ~
BMS-354825 on Bone Resorption Both /n Vitro and In (BMS) 200
Vivo
(I
42.1.2-2 | Study 930003221 -- Identification of Genes for Predicting | || | | |l 200 H ~
Activity of Compounds that Interact with SRC Tyrosine (BMS) 200~ A
Kinases and the SRC Tyrosine Kinase Pathway in Cancer
Cells
(I
42.1.2-3 | Study 920035967 -- Pharmacokinetics- and I 200 ~
Pharmacodynamics-Guided Optimization of the Dose and | (BMS) 200~ A
Treatment Schedule for the Multi-Oncogenic Tyrosine
Kinase Inhibitor Dasatinib (BMS-354825)
(I
42.1.2-4 | Study 920036247 -- Prediction of the Optimal Dose and | || | | 200 A ~
Exposure of the Novel panSRC Kinase Inhibitor Dasatinib | (BMS) 200~ H
(BMS-354825) for Phase I/II Clinical Studies in Cancer
Patients Using Pharmacokinetic and Pharmacodynamic
Biomarker Approach
(i)
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42.1.3-1 | Study DS03027 -- BMS-354825: In Vitro Evaluation of | || | | |l 200 A ~
Effects on Receptor and Ion-Channel Binding and (BMS) 20~ H
Enzyme Activit
(H)
42.1.3-2 | Study 920018211 -- BMS-354825: Effects on HERG/IKr | || || | 200 A ~
Currents and Rabbit, Purkinje Fiber Action Potentials (BMS) pl) =2 B
(I
4.2.1.3-3 | Study DS03098 -- BMS-354825: Single-Dose Oral I 200 ~
Cardiovascular Safety Pharmacology Study in Monkeys (BMS) 200 H
)
42.1.3-4 | Study DS05124 -- BMS-573188, BMS-582691, and ] 200 ~
BMS-606181: In Vitro Evaluation of Effects on Receptor | (BMS) 200~ A
and Ion-Channel Binding and Enzyme Activity
(I
42.1.3-5 | Study DT05071 -- Effects of BMS-573188, BMS-582691 | | N Gz 200 A ~
and BMS-606181 on hERG/IKr and Rabbit Purkinje Fiber | (BMS) 20
Action Potentials
)
422 EYEREFER
4221 HIERVNYT— 3 VRESE
HH &S = E (CEEEER) WoEE () BRI ]
4.2.2.1-1 | Study DDBS008 -- Quantitative Determination of I 200 H ~
BMS-354825 in Rat KsEDTA Plasma by LC/MS/MS (BMS) pl) =2 B
(I
4.2.2.1-2 | Study 930010742 -- Quantitative Determination of _ 200 ~
BMS-354825 in Rabbit EDTA Plasma by LC/MS/MS (BMS) 20
)
42.2.1-3 | Study DDBS007 -- Quantitative Determination of I 200+ ~
BMS-354825 in Monkey K3EDTA Plasma by LC/MS/MS | (BMS) 20
(I
4.2.2.1-4 | Study 930011548 -- Determination of BMS-354825 and 200 ~
BMS-582691 in 1:1 Human Serum/Dialysis Buffer in an ) 200~ A
In Vitro Protein Binding Study
(I
4.22.1-5 | Study 930011547 -- Partial Method Validation for the -
)

Quantitative Determination of BMS-354825 and
BMS-582691 in 1:1 Human Serum/Dialysis Buffer by
LC/MS/MS

)

2000 H ~
200~ H
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42.23-1 | Study MBA00038 -- Tissue Distribution of Radioactivity 20I$IH ~
20

—
N~

in Male Long-Evans Rats Following Oral Administration
42.23-2 | Study 930011593 - In Vitro Protein Binding I 20.%.)% ~
200~

Equilibrium Dialysis
]

4.2.2.3-3 | Study Covance 6108-518 -- Lacteal Excretion and Fetal
Tissue Distribution of Radioactivity in Pregnant Female
Sprague Dawley Rats and Tissue Distribution of
Radioactivity in Male and Non-Pregnant Female Sprague
Dawley Rats Following Oral Administration of

[“CIBMS-354825-08
(_)

ofr“ciBMS-354825
)
Determination of BMS-582691 in Human Serum Using (BMS)
200F A ~
20

—
N~

4224 K#H

HHEE S B CrEEHES) wrseE (Frg) BRI

4.2.2.4-1 | Study 930010531 -- Biotransformation of 200 H ~
20+l
42.2.4-2 | Study 930011321 -- Biotransformation of ['*C]Dasatinib
(BMS-354825) in Rats, Monkeys, and Humans
(i)

) @
< <
L <

['*C]BMS-354825 After Intravenous and Oral
Administration to Bile Duct Cannulated Rats
200 ~
20V
4.2.2.4-3 | Study 930011324 -- Biotransformation of ["*C]Dasatinib 200 H ~
in Hepatocyte and Liver Microsomal Preparations from (BMS) pl) =2 B

(I
Rat, Monkey and Human
]

42.2.4-4 | Study 930011323 -- Identification of Enzymes Involved in | || | | | 200 H ~
the Oxidative Metabolism of ['*C]Dasatinib (BMS) 200
:BMS-354825i

)

42.2.4-5 | Study 930011325 -- In Vitro Assessment of BMS-354825 | | GzHR 200 ~
as an Inducer of Cytochrome P450 Expression in Cultured | (BMS) 200~ A
Human Hepatocytes
( )

42.2.4-6 |Study 930011322 -- In Vitro Evaluation of BMS-354825 | | N GGz 200 ~
as an Inhibitor of Human Cytochrome P450 Enzymes (BMS) 200~ A
(I

4225 HEit

HH &S = CUEEHES) WoEE () AR ]

4.2.2.5-1 | Study MBA00096 -- Mass Balance of Radioactivity after
Oral Administration of [14C]BMS—354825 to Male Rats

(I

.

200 A ~
200 A
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4.2.2.5-2 | Study MBAO00097 -- Pharmacokinetics of Radiolabeled

BMS-354825 and Excretion of Radioactivity after Oral
Administration of ['*C]BMS-354825 to Male

Cinomolius Monkeys

~

2000 H ~
200~ H

4.2.2.5-3

Study MBAO00127 -- Biliary Excretion of Radioactivity
After Intravenous Administration of [14C]BMS—354825 to

Male Cynomologus Monkeys
ﬁ)

=

.I

200 A ~
200 A

4227 ZTODOEMERERER
HHE S 1B CCEEHE ) wrgeE (Frie) AR ]
4.2.2.7-1 | Study MAPOOS -- Preclinical Evaluation of the _ 200 I H ~
Pharmacokinetics and Metabolism of BMS-354825 (BMS) 20 A
)
423 =HMHHR
4231 HEKEHHHR
HEAE S BB CUEERES) WroeE (i) AR A ]
4.2.3.1-1 | Study DS02138 -- BMS-354825: Single-Dose Oral 200 A ~
Toxicity Study in Rats (BMS) 200 A
)
4.2.3.1-2 | Study DS02147 -- BMS-354825: Single-Dose Oral 200 H ~
Toxicity Study in Monkeys (BMS) 200 FA
)
4232 REHFESGHMEHER
HH &5 o8 CrEEHES) wWroed (Frls) Bk )
423.2-1 |Study 930003311 -- Toxicity Studies in Rats I 200 F A ~
Z2ZEE | Administered BMS-354825 Orally with Various Doses, (BMS) 20083 H
Interrupted Dosing Schedules and Recovery Periods
)
42.3.2-2 | Study DS02047 -- BMS-354825: Two-Week Oral I 2000 F A ~
2% %kl | Exploratory Study in Rats (BMS) 2001 H
(H)
42.3.2-3 | Study DS02158 -- BMS-354825: One-Month Intermittent - 2000 F Il A ~
Dose Oral Toxicity Study in Rats ( ) 200~ H
( )
42.3.2-4 | Study DS03072 -- BMS-354825: Six-Month Oral - 200l ~
Toxicity Study in Rats ( ) 2003 A
)
4.23.2-5 | Study DS02050 -- BMS-354825: Ten-Day Oral I 200 A ~
2Z %kl | Exploratory Toxicity Study in Dogs (BMS) 20 R
( )
423.2-6 | Study DS02062 -- BMS-354825: Ten-Day Oral I 2000 F A ~
Z2ZEE | Exploratory Toxicity Study in Monkeys (BMS) 20 A

)
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4.2.3.2-7 | Study DS02159 -- BMS-354825: One-Month Intermittent

Dose Oral Toxicity Study in Monkeys
(_)

200 H ~
200 H

423.2-8

Study DS03073 -- BMS-354825: Nine-Month Oral

Toxicity Study in Cynomolgus Monkeys
I

N~ N~

200 A ~
2003 F

4233 EEHFMHHER

4.2.3.3.1 In vitro 3{8&
HAES B E CUrEEEES) e (Fre) AR
4.2.3.3.1-1 | Study DS01124 -- BMS-354825: Spiral Ames I 2000 A ~
2 EE | Reverse-Mutation Study in Salmonella (BMS) 2003 H
)
4.2.3.3.1-2 | Study DS02066 -- BMS-354825: Exploratory Ames I 200l ~
2EZEEL | Reverse-Mutation Study in Salmonella (BMS) 2003 H
(I
4.2.3.3.1-3 | Study DS02193 -- BMS-354825: Reverse-Mutation Study | || | | |l 200 A ~
in Salmonella typhimurium and Escherichia coli (BMS) 200 A
(ﬂ)
4.2.3.3.1-4 | Study DS03025 -- BMS-354825: Cytogenetics Study in - 200 A ~
Chinese Hamster Ovary Cells ( ) 200
(I
4.2.3.3.2 Invivo RE&
HAES B E CrEEEES) wseE (Brg) R
4.2.3.3.2-1 | Study DS02177 -- BMS-354825: Oral Micronucleus I 200l ~
Study in Rats (BMS) 20
(_)
4235 HEHRLESMHHR
42352 B -RREREICET HHER
HAES B E CUrEEEES) e (Fre) AR
4.2.3.5.2-1 | Study DN04078 -- BMS-354825: Oral Study of I 200l ~
Embryo-Fetal Development in Rats (BMS) 200 A
( )
4.2.3.5.2-2 | Study DN04062 -- BMS-354825: Thirteen-Day Oral I 200l A ~
25 % 8t | Range-Finding Study in Pregnant Rabbits (BMS) 200 FA
(“)
4.2.3.5.2-3 | Study DN04080 -- BMS-354825: Oral Study of I 200 A ~
(BMS) 20

Embryo-Fetal Development in Rabbits
(I




A F = I KNP 112 FAEH—B Page 8
4237 ZTOOBMRER
42372 HESERR
HHE S B E (CEEEER) s (FrE) AR ]
4.2.3.7.2-1 | Study 930003471 -- Report on Analysis of I 200 A ~
Immunosuppressive Potential of BMS-354825 (BMS) 20~ H
(ﬂ)
42373 HUHRBEOHKFICET 5K
HHE S =8 CCEEHE) wrgeE (Fre) AR
4.2.3.7.3-1 | Study 930004015 -- Effects of BMS-354825 on Platelet 200 ~
Function ( ) 20
)
4.2.3.7.3-2 | Study 930008306 -- Effects of BMS-354825 on Bleeding | | N G 2000 A ~
Time and Ex Vivo Platelet Function (BMS) 2003 H
)
4.2.3.7.3-3 | Study DS03170 -- BMS-354825: Two-Week Oral 200 H ~
Investigative Toxicity Study in Monkeys ( ) 20 F A
( )
4.23.7.7 ZOhDAER
HHE S = E CEEEER) e (Fr@) BRI ]
4.2.3.7.7-1 | Study DS05008 -- BMS-354825: Neutral Red Uptake 200 H ~
Phototoxicity Assay in Balb/c 3T3 Mouse Fibroblasts ( ) 200 FA
(*)
4.2.3.7.7-2 | Study DS07138 — Dasatinib (BMS-354825): Single-Dose -
( )

Oral Phototoxicity Study in Hairless Mice

(I

2000 H ~
200~ H
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4.3-1 Banker, 1996, The Role of Src Family Kinases in the Banker N, Surgical Oncology,

Normal and Neoplastic Gastrointestinal Tract

1996; 5: 201-10

4.3-2 Beghini, 1998, In Vivo Differentiation of Mast Cells from | Beghini A, BCMD, 1998; 24:
Acute Myeloid Leukemia Blasts Carrying a Novel 262-70
Activating Ligand-Independent C-kit Mutation

4.3-3 Bjornsson, 2003, The Conduct of /n Vitro and In Vivo Bjornsson TD, Drug Metabolism
Drug-Drug Interaction Studies: a Pharmaceutical and Disposition, 2003; 31(7):
Research and Manufacturers of America (PhRMA) 815-832
Perspective

4.3-4 Bornhauser, 2004, CNS Blast Crisis of Chronic Bornhauser M, Annals of

Myelogenous Leukemia in a Patient with a Major
Cytogenetic Response in Bone Marrow Associated with
Low Levels of Imatinib Mesylate and Its
N-Desmethylated Metabolite in Cerebral Spinal Fluid

Hematology, 2004; 83: 401-2
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4.3-5 Bujassoum, 2004, Isolated Central Nervous System Bujassoum S, Leukemia and
Relapse in Lymphoid Blast Crisis Chronic Myeloid Lymphoma, 2004; 45: 401-3
Leukemia and Acute Lymphoblastic Leukemia in Patients
on Imatinib Therapy

4.3-6 Capdeville, 2002, Glivec (STI571, IMATINIB), a Capdeville R, Nature Reviews,
Rationally Developed, Targeted Anticancer Drug 2002; 1: 493-502

4.3-7 Cartwright, 1993, Intestinal Crypt Cells Contain Higher Cartwright CA, Oncogene, 1993;
Levels of Cytoskeletal-Associated pp60 Protein Tyrosine | 8: 1033-9
Kinase Activity than Do Differentiated Enterocytes

4.3-8 Cools, 2003, A Tyrosine Kinase Created by Fusion of the | Cools J, N Engl J Med, 2003; 348:
PDGFRA and FIP1L1 Genes as a Therapeuitic Target of | 1201-14
Imatinib in Idiopathic Hypereosinophilic Syndrome

4.3-9 Dai, 2003, Distribution of STI-571 to the Brain Is Limited | Dai H, J Pharmacol Exp Ther,
by P-Glycoprotein-Mediated Efflux 2003; 304: 1085-92

4.3-10 Dai, 2004, A Ber/Abl-independent, Lyn-dependent Form | Dai Y, J Biol Chem, 2003; 279:
of Imatinib Mesylate (STI-571) Resistance Is Associated | 34227-39
with Altered Expression of Bcl-2

4.3-11 Danhauser-Riedl, 1996, Activation of Src Kinases Danhauser-Riedl S, Cancer Res,
p53/56"™ and p59™* by p210°**' in Myeloid Cells 1996; 56: 3589-96

4.3-12 DeGeorge, 1998, Regulatory Considerations for DeGeorge JJ, Cancer Chemother
Preclinical Development of Anticancer Drugs Pharmacol, 1998; 41: 173-185

4.3-13 Donato, 2003, BCR-ABL Independence and LYN Kinase | Donato NJ, Blood, 2003; 101:
Overexpression in Chronic Myelogenous Leukemia Cells | 690-8
Selected for Resistance to STIS71

4.3-14 Donato, 2004, The SRC/ABL Inhibitor BMS-354825 Donato NJ, Blood, 2004; 104:
Overcomes Resistance to Imatinib Mesylate in Chronic Abstract #1989
Myelogenous Leukemia Cells through Multiple
Mechanisms

4.3-15 Gorre, 2001, Clinical Resistance to STI-571 Cancer Gorre ME, Science, 2001; 293:
Therapy Caused by BCR-ABL Gene Mutation or 876-80
Amplification

4.3-16 Hu, 2004, Requirement of Src Kinases Lyn, Hck and Fgr | Hu Y, Nature Genetics, 2004; 36:
for BCR-ABLI1-Induced B-Lymphoblastic Leukemia but | 453-61
not Chronic Myeloid Leukemia

4.3-17 ICH Expert Working Group, 1996, The Need for ICH-S1A Harmonised Tripartite
Long-Term Rodent Carcinogenicity Studies of Guideline, 1996; 1-5
Pharmaceuticals. Guideline for Industry. ICH-S1A. March
1996

4.3-18 Leis, 2004, Central Nervous System Failure in Patients Leis JF, Leukmia and Lymphoma,
with Chronic Myelogenous Leukemia Lymphoid Blast 2004; 45: 695-8
Crisis and Philadelphia Chromosome Positive Acute
Lymphoblastic Leukemia Treated with Imatinib (STI-571)

4.3-19 Lowenstine, 2003, A Primer of Primate Pathology Lesions | Lowenstine LJ, Toxicol Pathol,
and Nonlesions 2003; 31: 92-102

4.3-20 Mahon, 2000, Selection and Characterization of Mahon FX, Blood, 2000; 96:

BCR-ABL Positive Cell Lines with Differential
Sensitivity to the Tyrosine Kinase Inhibitor STIS71:
Diverse Mechanisms of Resistance

1070-9
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4.3-21 Motomura, 1998, Inhibition of P-Glycoprotein and Motomura S, Blood, 1998; 91:
Recovery of Drug Sensitivity of Human Acute Leukemic | 3163-71
Blast Cells by Multidrug Resistance Gene (mdrl)
Antisense Oligonucleotides

4.3-22 Mukai, 2003, Reversal of the Resistance to STIS71 in Mukai M, Cancer Science, 2003;
Human Chronic Myelogenous Leukemia K562 Cells 94: 557-63

4.3-23 Nagar, 2002, Crystal Structures of the Kinase Domain of | Nagar B, Cancer Res, 2002; 62:
c-Abl in Complex with the Small Molecule Inhibitors 4236-43
PD173955 and Imatinib (STI-571)

4.3-24 O'Hare, 2005, Combined Abl Inhibitor Therapy for O'Hare T, Clin Cancer Res, 2005;
Minimizing Drug Resistance in Chronic Myeloid 11: 6987-93
Leukemia: Src/Abl Inhibitors Are Compatible with
Imatinib

4.3-25 O'Hare, 2005, In Vitro Activity of Ber-Abl Inhibitors O'Hare T, Cancer Res, 2005; 65:
AMN107 and BMS-354825 against Clinically Relevant 4500-5
Imatinib-Resistant Abl Kinase Domain Mutants

4.3-26 Physicians' Desk Reference, 2005, Gleevec® (Imatinib Physician's Desk Reference, 2005;
Mesylate) Gleevec: 1-19

4.3-27 Shah, 2004, Overriding Imatinib Resistance with a Novel | Shah NP, Science, 2004; 305:
ABL Kinase Inhibitor 399-401

4.3-28 Shah, 2002, Multiple BCR-ABL Kinase Domain Shah NP, Cancer Cell, 2002; 2:
Mutations Confer Polyclonal Resistance to the Tyrosine 117-25
Kinase Inhibitor Imatinib (STI571) in Chronic Phase and
Blast Crisis Chronic Myeloid Leukemia

4.3-29 Study CA180-002 -- Ascending Dose- Studies in Chronic | BMS Internal, Preliminary
Myelogenous Leukemia Patients Resistant or Intolerant to | summary of CA180002; DCN
Imatinib Mesylate - Preliminary Pharmacokinetic Data for ﬁ
cA180002 (As of I 20l (NN

4.3-30 Susa, 2000, Tyrosine Kinase Src Inhibitors: Potential Susa M, Drug News and
Therapeutic Applications Perspectives, 2000; 13: 169-75

4.3-31 Tsuruo, 1986, Characteristics of Resistance to Adriamycin | Tsuruo T, Jpn J Cancer Res, 1986;
in Human Myelogenous Leukemia K562 Resistant to 77: 682-92
Adriamycin and in Isolated Clones

4.3-32 Zhou, 2005, Mechanism-Based Inhibition of Cytochrome | Zhou S, Clin Pharmacokinet,

P450 3A4 by Therapeutic Drugs

2005; 44: 279-304
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5.3.1.2-1

Study CA180-037 -- Bioequivalence Study of a Single 70
mg Dasatinib Tablet Relative to One 50 mg Plus One 20

mg Dasatinib Tablet in Healthy Adult Subjects
ii.....)
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200~ H

53.1.2-2

Study CA180-037 Chromatograms -- Quantitation of
BMS-354825 in Human K;EDTA Plasma in Study
CA180037

(I
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53.1.4-1

Study 930010828 Validation -- Quantitative
Determination of BMS-354825 and the Metabolite,
BMS-606181, in human EDTA plasma by LC/MS/MS

)

200 A ~
plt @8 B

53.14-2

Study 930012006 Validation -- Determination of
BMS-354825 and BMS-606181 in Human EDTA Plasma
by LC-MS-MS - Validation of the Analytical Method

( )

200 A ~
plt @8 K

5.3.14-3

Amendment 01 to Study 930012006 Validation --
Determination of BMS-354825 and BMS-606181 in
Human EDTA Plasma by LC-MS-MS - Validation of the

Analytical Method
(.i-....)

2000 H ~
200~ H

53.1.4-4

Study 11-996-V1 Validation -- Determination of
BMS-354825, BMS-606181, and BMS-582691 in EDTA
Human Plasma by LC-MS-MS - Validation of the

Analytical Method
I

200 A ~
200 A

5.3.1.4-4.1

Addendum 01 to Study 11-996-V1 Validation --
Determination of BMS-354825, BMS-606181 and
BMS-582691 in EDTA Human Plasma by LC-MS-MS -
Validation of the Analytical Method

)

200 A ~
pli @8 K

5.3.1.4-5

Study 930011912 Validation -- Quantitative determination
of BMS-354825 and the metabolite, BMS-606181, in
human urine by LC/MS/MS

( )

200 A ~
plt @8 [

5.3.1.4-6

Study 930012616 Validation -- Method Validation for the
Quantitative Determination of BMS-354825,
BMS-582691, and BMS-606181 in EDTA Human Plasma

by LC/MS/MS
(I
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5.3.1.4-6.1

Addendum 01 to Study 930012616 Validation -- Method
Validation for the Quantitative Determination of
BMS-354825, BMS-582691, and BMS-606181 in EDTA
Human Plasma by LC/MS/MS

)

2000 H ~
200~ H

5.3.1.4-6.2

Addendum 02 to Study 930012616 Validation -- Method
Validation for the Quantitative Determination of
BMS-354825, BMS-582691, and BMS-606181 in EDTA
Human Plasma by LC/MS/MS

(

)

200 A ~
200 A

5.3.1.4-7

Study 930013135 Partial Validation -- Partial Method
Validation for the Quantitation of BMS-354825 in EDTA
Human Plasma by LC/MS/MS
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53.1.4-8

Study 930010247 Validation -- Determination of
Simvastatin and Simvastatin Acid in Heparinized Human

Plasma by LC-MS-MS
.

200 A ~
plt @8 [

5.3.1.4-9

Study 930010247 Partial Validation -- Determination of
Simvastatin and Simvastatin Acid in Heparinized Human
Plasma by LC-MS-MS - Partial Validation of the

Analytical Method
(_)

2000 H ~
200~ H

5.3.1.4-10

Amendment 01 to Study 930010247 Validation --
Determination of Simvastatin and Simvastatin Acid in
Heparinized Human Plasma by LC-MS-MS - Validation

of the Analytical Method
]

200 A ~
200+ A

5.3.14-11

Study 930010250 Validation --Determination of
Ketoconazole in Heparinized Human Plasma by
LC-MS-MS - Validation of the Analytical Method

(N
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53.1.4-12

Amendment 01 to Study 930010250 Validation
--Determination of Ketoconazole in Heparinized Human
Plasma by LC-MS-MS - Validation of the Analytical
Method

)
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5.3.3.1-1 | Study CA180-019 -- Mass Balance, Pharmacokinetics and | ||| | | | 200 H ~
Metabolism of ['*C]BMS-354825 in Healthy Male (BMS) 200l

Subijects
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5.3.3.1-2 | Study CA180-019 Chromatograms -- Summary of ] 200 ~
Representative Chromatograms of BMS-354825 and (BMS) 20~ H

BMS-606181 in Human EDTA Plasma and Urine for
BMS Protocol No. CA180019

)

5.3.3.1-3

Study CA180-019 Total Radioactivity --
['*C]BMS-354825: Total Radioactivity Analysis of
Clinical Trial Samples for Clinical Protocol Number
CA180019

(I
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200 A

53.3.1-4

Study CA180-016 -- A Formulation Comparability Study
of BMS-354825 in Healthy Subjects

)

200 A ~
plt @8 B

53.3.1-5

Study CA180-016 Chromatograms -- Summary of
Representative Chromatograms of BMS-354825 in
Human EDTA Plasma, Urine and BMS-606181 in Human
Urine for BMS Protocol No. CA180016
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5.3.3.2-1

Study CA180-002 PK -- A Phase I Dose-Escalation
Study to Determine the Safety, Pharmacokinetics and
Pharmacodynamics of BMS-354825 in the Treatment of
Patients with Chronic, Accelerated, or Blast Phase
Chronic Myelogenous Leukemia, or Philadelphia
Chromosome Positive Acute Lymphoblastic Leukemia
Who Have Hematologic Resistance to Imatinib
Mesylate (Gleevec®): Pharmacokinetic and

Pharmacodynamic Study Report
(——

(BMS)

2000 H ~
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53322

Study CA180-002 Chromatograms -- Summary of
Representative Chromatograms of BMS-354825 and Its
Metabolite, BMS-606181, in Human EDTA Plasma for
BMS Protocol No. CA180002

(I

200 A ~
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53323

Study CA180-002 Metabolites -- Determination of
Metabolites of Dasatinib (M4, M6, M20, M24) in
Human EDTA Plasma From Subjects 115, 116 and 216
From CA180002 Using Non-Validated Analytical
Methods

{
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plt @8 B

53324

Study CA180-005 PK -- A Phase 2 Study of
BMS-354825 in Subjects with Accelerated Phase
Chronic Myeloid Leukemia Resistant to or Intolerant of
Imatinib Mesylate: Pharmacokinetic Report

( )
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5.3.3.2-5

Study CA180-005 Chromatograms -- Determination of
BMS-354825 and BMS-582691 in Human EDTA
Plasma by LC-MS-MS in study CA180005
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plt @8 K
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5.3.3.2-6

Addendum 01 to Study CA180-005 Chromatograms --
Determination of BMS-354825 and BMS-582691 in
Human EDTA Plasma by LC-MS-MS in Study
CA180005

(I

2000 H ~
200~ H

5.3.3.2-7

Study CA180-006 PK -- A Phase 2 Study of Dasatinib
(BMS-354825) in Subjects with Myeloid Blast Phase
Chronic Myeloid Leukemia Resistant to or Intolerant of

Imatinib Mesylate: Pharmacokinetic Report
I

I .

(BMS)

200 A ~
200 A

5.3.3.2-8

Study CA180-006 Chromatograms -- Determination of
BMS-354825 and BMS-582691 in Human EDTA

Plasma by LC-MS-MS in study CA180006
(N

200 A ~
plt @8 B

5.3.3.2-9

Addendum 01 to Study CA180-006 Chromatograms --
Determination of BMS-354825 and BMS-582691 in
Human EDTA Plasma by LC-MS-MS in study
CA180006

(I
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5.3.3.3-1
ZEER

Study CA180-051 -- Single-Dose Pharmacokinetics of
Dasatinib in Subjects with Hepatic Impairment

Compared to Healthy Adult Subjects
(I
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5.3.3.4-1

Study CA180-009 -- The Effect of a Light Fat and a
High Fat Meal on the Pharmacokinetics of
BMS-354825 in Healthy Subjects

(I

200 A ~
200+ A

53.34-2

Study CA180-009 Chromatograms -- Determination of
BMS-354825 and BMS-606181 in Human EDTA

Plasma by LC-MS-MS in Study CA180009
(.

200 A ~
pli @8 K

53343

Study CA180-022 -- The Effects of BMS-354825 on
the Pharmacokinetics of Simvastatin in Healthy
Subjects

( )

200 A ~
plt @8 K

5.3.3.4-4

Study CA180-022 Chromatograms -- Determination of
BMS-354825, Simvastatin, and Simvastatin Acid in

Human Plasma by LC-MS-MS in Study CA180022
I
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5.3.34-5

Study CA180-032 -- The Effects of Rifampin on the
Oral Pharmacokinetics of BMS-354825 in Healthy

Subjects
I
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5.3.3.4-6

Study CA180-032 Chromatograms -- Determination of
BMS-354825 and BMS-606181 in Human EDTA

Plasma by LC-MS-MS in study CA180032
(.

2000 H ~
200~ H

5.3.3.4-7

Study CA180-032 Metabolite -- Determination of
BMS-582691 in Human EDTA Plasma by LC-MS-MS

in Study CA180032
I

200 A ~
200 A

5.3.3.4-8

Study CA180-020 -- A Phase 1 Study of the Effect of
Gastric Acid pH Modulators on the Oral

Bioavailability of BMS-354825 in Healthy Subjects
(I
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plt @8 B

5.3.3.4-9

Study CA180-020 Chromatograms -- Determination of
BMS-354825 in Human EDTA Plasma by LC-MS-MS
in Study CA180020

( )

200 A ~
plt @8 [

5.3.3.4-10

Study CA180-021 Interim Report -- Phase 1 Study to
Evaluate the Effect of Ketoconazole on the
Pharmacokinetics of Dasatinib and the Effect of
Dasatinib on Pharmacodynamic Markers in Patients
with Advanced Solid Tumors

(I

200 I H ~
200~ H

5.3.3.4-10.1

Study CA180-021 ECG -- ECG Results for Segment 1
for Study CA180021; Phase 1 Study to Evaluate the
Effect of ketoconazole on the Pharmacokinetics of
Dasatinib and the Effect of Dasatinib on
Pharmacodynamic Markers in Patients with Advanced
Solid Tumors

(I
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5.3.3.4-11

Study CA180-021 Chromatograms 1 -- Determination
of BMS-354825, BMS-606181, BMS-582691, and
Ketoconazole in Human Plasma in Segment 1 of BMS
Protocol No. CA180021

(I

200 A ~
200 A

5.3.3.4-12

Study CA180-021 Chromatograms 2 -- Summary of
Representative Chromatograms of BMS-354825,
BMS-606181, BMS-582691, and Ketoconazole in
Human Plasma for Segment 1 of BMS Protocol No.
CA180021
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5.3.3.5-1 | Population Pharmacokinetic Analysis for Dasatinib (BMS-354825) s
( ) (BMS)
5.3.3.5-2 | Dasatinib Population Pharmacokinetic Analysis in Subjects with Chronic
2%k} | Myeloid Leukemia and Philadelphia Chromosome Positive Acute (BMS)

Lymphoblastic Leukemia and Exposure-Response Analysis for Efficacy

and Safety in Subjects with Chronic Phase Chronic Myeloid Leukemia
(ﬂ)
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5.3.5.1a-1

Study CA180-017 -- A Randomized Multicenter Open
Label Study of BMS-354825 vs Imatinib Mesylate
(Gleevec®, Glivec™) 800 mg/day in Subjects with Chronic
Phase Philadelphia Chromosome-positive Chronic Myeloid
Leukemia Who Have Disease That Is Resistant to Imatinib
at a Dose of 400 - 600 mg/day

(I

(BMS)

5.3.5.1a-1.1
ZEER

Study CA180-017 - 2 Year Follow-up -- A Randomized
Multicenter Open Label Study of BMS-354825 vs Imatinib
Mesylate (Gleevec®, Glivec®) 800 mg/day in Subjects with
Chronic Phase Philadelphia Chromosome-positive Chronic
Myeloid Leukemia Who Have Disease That Is Resistant to
Imatinib at a Dose of 400 - 600 mg/day

(I

(BMS)

200542 H ~
2007 # 11 A

5.3.5.1a-2

Study CA180-034 Interim Report -- A Randomized
Two-by-Two, Multicenter, Open-Label Phase 3 Study of
BMS-354825 Administered Orally at a Dose of 50 mg or 70
mg Twice Daily or 100 mg or 140 mg Once Daily in
Subjects with Chronic Phase Philadelphia Chromosome or
BCR-ABL Positive Chronic Myelogenous Leukemia Who
are Resistant or Intolerant to Imatinib Mesylate

{

(BMS)

5.3.5.1a-2.1
ZE5E R

Study CA180-034 -- A Randomized Two-by-Two,
Multicenter, Open-Label Phase 3 Study of BMS-354825
Administered Orally at a Dose of 50 mg or 70 mg Twice
Daily or 100 mg or 140 mg Once Daily in Subjects with
Chronic Phase Philadelphia Chromosome or BCR-ABL
Positive Chronic Myelogenous Leukemia Who are
Resistant or Intolerant to Imatinib Mesylate

(I

(BMS)

2005 47 7 ~
o) G2 [

5.3.5.1a-3
ZEEFR

Study CA180-035 Interim Report -- A Randomized
Two-Arm, Multicenter, Open-Label Phase 3 Study of
BMS-354825 Administered Orally at a Dose of 70 mg
Twice Daily or 140 mg Once Daily in Subjects with
Chronic Myeloid Leukemia in Accelerated Phase or in
Myeloid or Lymphoid Blast Phase or with Philadelphia
Chromosome Positive Acute Lymphoblastic Leukemia who
are Resistant or Intolerant to Imatinib Mesylate

(I

(BMS)

5.3.5.1a-3.1
ZEER

Study CA180-035 -- A Randomized Two-Arm, Multicenter,
Open-Label Phase 3 Study of BMS-354825 Administered
Orally at a Dose of 70 mg Twice Daily or 140 mg Once
Daily in Subjects with Chronic Myeloid Leukemia in
Accelerated Phase or in Myeloid or Lymphoid Blast Phase
or with Philadelphia Chromosome Positive Acute
Lymphoblastic Leukemia who are Resistant or Intolerant to

Imatinib Mesylate
)

(BMS)

200 H ~
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5.3.5.2a-1

Study CA180-002 -- A Phase 1 Dose-Escalation Study to
Determine the Safety, Pharmacokinetics, and
Pharmacodynamics of BMS-354825 in the Treatment of
Patients with Chronic, Accelerated, or Blast Phase Chronic
Myelogenous Leukemia, or Philadelphia Chromosome
Positive Acute Lymphoblastic Leukemia Who Have
Hematologic Resistance to Imatinib Mesylate (Gleevec®)

(

)

2003 11 H~

2006 43 H

5.3.5.2a-2

Study CA180-005 Interim Report -- A Phase 2 Study of
Dasatinib (BMS-354825) in Subjects with Accelerated
Phase Chronic Myeloid Leukemia Resistant to or Intolerant
of Imatinib Mesylate

( )

(BMS)

5.3.5.2a-2.1

Study CA180-005 Efficacy Summary -- A Phase 2 Study of
Dasatinib (BMS-354825) in Subjects with Accelerated
Phase Chronic Myeloid Leukemia Resistant to or Intolerant
of Imatinib Mesylate

( )

5.3.5.2a-2.2
PR Yas

Study CA180-005 -- A Phase 2 Study of Dasatinib
(BMS-354825) in Subjects with Accelerated Phase Chronic
Myeloid Leukemia Resistant to or Intolerant of Imatinib
Mesylate

( )

2004 12 H ~

2007 “F- 8 H

5.3.5.2a-3

Study CA180-006 Interim Report -- A Phase 2 Study of
Dasatinib (BMS-354825) in Subjects with Myeloid Blast
Phase Chronic Myeloid Leukemia Resistant to or Intolerant
of Imatinib Mesylate

( )

5.3.5.2a-3.1

Study CA180-006 Efficacy Summary -- A Phase 2 Study of
Dasatinib (BMS-354825) in Subjects with Myeloid Blast
Phase Chronic Myeloid Leukemia Resistant to or Intolerant
of Imatinib Mesylate

( )

5.3.5.2a-3.2
ZEER

Study CA180-006 -- A Phase 2 Study of Dasatinib
(BMS-354825) in Subjects with Myeloid Blast Phase

Chronic Myeloid Leukemia Resistant to or Intolerant of
matinib Mesylate

I
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(BMS)

2004 5 12 H ~

2007 47 H

5.3.5.2a-4

Study CA180-013 Interim Report -- A Phase 2 Study to
Determine the Activity of BMS-354825 in Subjects with
Chronic Phase Philadelphia Chromosome Positive Chronic
Myeloid Leukemia who have Disease that is Resistant to
High Dose Imatinib Mesylate (Gleevec®) or who are
Intolerant of Imatinib

)

—

(BMS)

2005 42 H~

2007 4 8 A
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5.3.5.2a-4.1 | Study CA180-013 Efficacy Summary -- A Phase 2 Study to 2005 -2 H~
Determine the Activity of BMS-354825 in Subjects with (BMS) 2007 4 8 H
Chronic Phase Philadelphia Chromosome Positive Chronic
Myeloid Leukemia who have Disease that is Resistant to
High Dose Imatinib Mesylate (Gleevec®) or who are
Intolerant of Imatinib
(I
5.3.5.2a-4.2 | Study CA180-013 -- A Phase 2 Study to Determine the ]
ZEE R | Activity of BMS-354825 in Subjects with Chronic Phase (BMS)
Philadelphia Chromosome Positive Chronic Myeloid
Leukemia who have Disease that is Resistant to High Dose
Imatinib Mesylate (Gleevec®) or who are Intolerant of
Imatinib
(I
53.5.2a-5 | Study CA180-031 -- BMS-354825 @ Philadelphia 2otz /4 | | N | | 2005 7 A ~
B AR BN L S OB ) PR IR ISR | (77 UAMY-v | 2007 4F 3 H
2 AR 1/2 FHERBR A=2" (1)
(_)
5.3.5.2a-6 | Study CA180-036 Status Report -- BMS-354825 B ool:R -
2%kl | Philadelphia Ye (AR B2 BEME A ML M VR ) (77 VANV | HEfE
22 SWE L (25 % ke d G- aBR AT-2" )
(I
5.3.5.2a-6.1 | Study CA180-036 Interim Report -- BMS-354825 0 ]
Z &%k | Philadelphia Je ARG VEIS MBI F i & OVEE Y (77 JAbp-=
2 SWE L (269 2 ke 4 G- R AY=2" #R)
(I
5.3.5.2a-7 | Study CA180-138 Interim Report -- BMS-354825 I E RS
&% FL | Philadelphia e REGME F 7213 BCR-ABL B MERIE | (77 Uabv-< | fkferh
PR BEME B M5 12k 2 BRAR S5 TAHERBR — 1 8] 100mg | 4T-2" (1K)
(1B 1E) X1 50mg (1 H2[E) EHICBT
A%
(I
5.3.5.2a-7.1 | Study CA180-138 Interim Report 2 -- BMS-354825 0 I
%%kt | Philadelphia Y R & 7212 BCR-ABL [ E & EHAE | (77 Vb=
B BEME P L5 2 BER A TAHRABR — 1 71 100mg | A1-2 (#R)
(1 B 1E) 721X 1\ 50mg (1 B 2[E) #5200
D RES —
(I
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5.3.5.2b-1 | Study CA180-015 Interim Report -- A Phase 2 Study of 200541 H ~
BMS-354825 in Subjects with Lymphoid Blast Phase (BMS) 2007 45 H

Chronic Myeloid Leukemia or Philadelphia Chromosome
Positive Acute Lymphoblastic Leukemia Resistant to or
Intolerant of Imatinib Mesylate
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5.3.5.2b-1.1

Study CA180-015 Efficacy Summary - Disease Status:
Lymphoid Blast Phase Chronic Myeloid Leukemia -- A
Phase 2 Study of BMS-354825 in Subjects with Lymphoid
Blast Phase Chronic Myeloid Leukemia or Philadelphia
Chromosome Positive Acute Lymphoblastic Leukemia
Resistant to or Intolerant of Imatinib Mesylate

(I

(BMS)

5.3.5.2b-1.2

Study CA180-015 Efficacy Summary - Disease Status:
Philadelphia Chromosome Positive Acute Lymphoblastic
Leukemia -- A Phase 2 Study of BMS-354825 in Subjects
with Lymphoid Blast Phase Chronic Myeloid Leukemia or
Philadelphia Chromosome Positive Acute Lymphoblastic
Leukemia Resistant to or Intolerant of Imatinib Mesylate

(I

(BMS)

5.3.5.2b-1.3
ZEE R

Study CA180-015 - Lymphoid Blast Phase CML -- A Phase
2 Study of BMS-354825 in Subjects with Lymphoid Blast
Phase Chronic Myeloid Leukemia or Philadelphia
Chromosome Positive Acute Lymphoblastic Leukemia
Resistant to or Intolerant of Imatinib Mesylate - Subjects

with Lymphoid Blast Phase CML
I

(BMS)

5.3.5.2b-1.4
) Yas

Study CA180-015 - Ph+ ALL -- A Phase 2 Study of
BMS-354825 in Subjects with Lymphoid Blast Phase
Chronic Myeloid Leukemia or Philadelphia Chromosome
Positive Acute Lymphoblastic Leukemia Resistant to or
Intolerant of Imatinib Mesylate - Subjects with Philadelphia
Chromosome Positive Acute Lymphoblastic Leukemia
Resistant

(BMS)
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5.3.5.3-1 | 6-Month Efficacy Summary of Phase 2 Single-Arm Studies B s\s)
(I

5.3.5.3-2 | Efficacy Analysis in Patients with Mutations in the BCR-ABL B B\5)
Domain at Baseline
(I

5.3.5.3-3 | Integrated Analysis for Dasatinib of Changes in ECG Intervals, and of | || | | ||l BMS)
Adverse Events Potentially Related to QT/QTC Intervals
Prolongation and Arrhythmias
(R

5.3.5.3-4 | Efficacy of Interferon alpha-2A (IFN) in Subjects with Chronic B B\
Myeloid Leukemia who were Previously Treated with Imatinib
( )

5.3.5.3-5 | 120-Day Safety Update (Data Cutoff 2-January-2006) B B\
( )

5.3.53-6 | 120-Day Safety Update - Alternate Dosing for Chronic Phase CML | | | | ]I BMs)
(US-SNDA
( )
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5.3.5.3-7 | Module 2.5 Clinical Overview (2 Year Follow-up; EU) B s\s)
(I

5.3.5.3-8 | Module 2.7.3 Clinical Summary of Efficacy (2 Year Follow-up; EU) | | IGzGzg BMs)
(I

5.3.5.3-9 [ Module 2.7.4 Clinical Summary of Safety (2 Year Follow-up; EU) B )5
(I

5.3.5.3-10 | Module 2.5 Clinical Overview (2 Year Follow-up; US) B M)
(I

5.3.53-11 | Module 2.7.3 Clinical Summary of Efficacy (2 Year Follow-up; US) | | IGz: BMs)
(I

5.3.5.3-12 | Module 2.7.4 Clinical Summary of Safety (2 Year Follow-up; US) B B\5)
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5.3.6-1 Six-month Periodic Safety Update Report for Dasatinib; | [l (BMS) | 2006 4 6 H ~
June 28, 2006 - December 27, 2006 12 H
(I

5.3.6-2 Six-month Periodic Safety Update Report for Dasatinib; | [ ll (BMS) | 2006 45 12 A ~
December 28, 2006 - June 27, 2007 2007 6 H
(I

5.3.6-3 Six-month Periodic Safety Update Report for Dasatinib; | [l (BMS) | 2007 4 6 5 ~
June 28, 2007 - December 27, 2007 12 H
(I

5.3.6-4 Six-month Periodic Safety Update Report for Dasatinib; | [ ll (BMS) | 2007 £ 12 A ~
December 28, 2007 - June 27, 2008 2008 & 6 H
(I
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