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i MEFENE (Je3E MEEENE (HAGE
ABL (Abl) Abelson proto-oncogene Abelson7' & F A P —2 (AbLIZABLO &G 1-FEW))
ALL Acute lymphoblastic leukemia BMEY VM iR
ALP Alkaline phosphatase TNHY T AT 7 HZ—F
ALT Alanine aminotransferase TI=T I NT AT 2T —8
AST Aspartate aminotransferase TANRNTGEURT I ) T A7 27 —8
ATP Adenosine triphosphate TF )= Wk
AUC Area under the curve ifn F R - R R T R
BCR (Ber) Breakpoint cluster region Breakpoint cluster regioni&tfz 7 (Ber!lZBCROIE/E T-FEY)
Ber-Abl — BCREABLOGE & v /X7
b.i.d. Bis in die 1H2[H]
BSA Body surface area R A
CHR Complete hematological response IR 1 5E 42 T fif
CK Creatine kinase JVLT TS —F
CL/F Apparent total body clearance Bogoegy s )72
CMHE Cochran-Mantel-Haenszel test YT T )N 2 UIRE
CML Chronic myeloid leukemia e i e
CML-AP CML in accelerated phase BATHNEYE S 1M B i s
CML-BC CML in blast crisis phase SRS S A R
CML-CP CML in chronic phase MRS S RE F ifgp

Complete CyR

Complete cytogenetic response

MBS PR EERE (R R PR e 2 TR

CTC

Common toxicity criteria

Heih 7R AL TE

CYP CytochromeP450 F 7 v—2P450

ELISA Enzyme-linked immunosorbent assay it 5 40 22 ) T

GIST Gastrointestinal stromal tumor T bAE M E S

v -GTP v -Glutamyl transpeptidase Ho~<-TNEINETARTFH—F

HBs Hepatitis B surface BRIFR D A VA 3K

hERG Human ether-a-go-go related gene Human ether-a-go-go relatedi#{x 1

IC;, Half maximal inhibitory concentration | 50 % BH 5 &

LDH Lactate dehydrogenase LT e Fa ) —+8

Major CyR Major cytogenetic response —

MMR Major molecular response 3T BIRFHIREED)

MTD Maximum tolerated dose S TONES S

PCR Polymerase chain reaction AU AT —BEEG

PDGFR Platelet-derived growth factor receptor | Ifil/MiH SEIEFE (k) RTZAK

Pgp P-glycoprotein PR RE

Ph Philadelphia chromosome T4 T NT 4 T Yk

Ph+ALL Philadelphia chromosome positive acute | 7 «+ 77 /L7 ¢ 7 YafRKIGPEO RN D > 3% [F L5
lymphoblastic leukemia

PPK Population pharmacokinetics FHER Sy B fE

PTP Press through pack s — b

q.d. Quaque die 1H1[]

QT — QTR

QTcF — Fridericia® i 1EQTHEM]

RH Relative humidity iERTRITAE S

RMP Risk Management Plan IR U A 7 BRG]

SCF Stem cell factor SR A IR 1




W& 5 MERENAY  (JeRE MEEENZ (HAGE
TKI Tyrosine kinase inhibitor FrrroxF—ElREA (e EHX—)
VLDL Very low-density lipoprotein KL E U R EH
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X7 F 717/ 50mg
&) J1 72 1150mg
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Tasigna® Capsules 200mg

TA : target (B4 7-=Bcer-Abl)
SIGNA : signal (H AR EEGH S 7 F L 2 [HE)

=nF=T7HEBEARY (JAN)
Nilotinib Hydrochloride Hydrate (JAN)

F o —YHEA : -tinib

| Y .Ha-HO

FF
/é\ i 2
H
N N
N; N
CH,

F

2513 1 CyeHyF3N.O + HCI - H,0
4y : 583.99

4-Methyl-N-[3-(4-methyl-1H-imidazol-1-yl)-5-(trifluoromethyl)phenyl]-3-1[4-

(pyridin-3-yDpyrimidin-2-yllamino}benzamide monohydrochloride
monohydrate

BH4  =nF=7 [¥Ls (% =2—F) : AMN107



-1, MELEFHTE
(1) 54 - K

(2) BfEH

(3) WimtE

4) BmR (DEER).
BhR. BER

(5) ERIEEFAZREER
(6) SECHRE

(1) ZDMDERRME
B

M-2. AMRDDEESH
TIZETHREN

Im- 3 ﬁ)‘jjﬁkﬁo)ﬁmh u_t%ﬁ
/fs IEE/£

. ARSI SEHE

F (O~ 85 F O XA A A0k
AL ) =)V XTI Z ) —) (95)

<EEBREICHT BIEMBE (mg/mL 25°C) >

IZRREITIT L <,

AKIZHB D TET IS

<l/\0

TRIBE VAR HASE R D FE B
7K 0.17 6D TEIFIZ < W
0.1mol/Lk ik 1.81 BTz
pHA4.5 WA AR E 1R <0.1 T & ETT IR
pH6.8 U o FethifR ik <0.1 1Z & A ERT R
AH ) —)b 13.77 RRETITL W
=% ) —)L (95) 17.29 LRLIEITFIT W
25CIT5%RH, VM ORLAFEME T T, WIRIEIER O o 72,

AR AR Bl AR S 720,

pK,,=2.1, pK,=#J5.4
0.08 (logD=—1.1) (1

KERETR (0.1%) OpHIX5.3 (i) TH D,

-2 & ) —/1/0.1mol/L ¥ %)

PRAFZRAT: PRAT ]

RIFIERE

25C

R RAFAER 60%RH

60 H

T =g L8

HHNTH -T2

40°C

JnEEAER 75%RH

61 H

T =g L8

HHNTH -T2

50°C
30% RHAi
50°C
I 75%RH
i Bt R 60C 1n A
30% RHAi
60°C
75%RH

=
@
i

HHNTH -T2

E AV e

Sz R e 12051ux - b

=200W - h/m”

=
@
i

HHNTH -T2

REE R - 4Bl HERBRRBR,
TR aliRL

TRIMBIL A7 S VRIERE (=2 ME)
By ARXHR BT E 1

TR
Wik a< 757 4 —

Bigmda., Koy, &%




V-1. #lfz
(1) FRzD XA

(2) HFEOHNEBRY
IR

(3) #Aa—F

4) HE|DHE
(5) it
V-2, E|IDOHEMK

(1) ARG CEERS)
DEER VRN

(2) BREFORE

(3) #A

el

V. RKICEIISHEE

T A 7 LA

X7 F 72 r50mg ¢

Sl - PEIR

REs (#9)

S vy TR EBREREY
AT 4 BEBEEAREH O S 7L

¢ 14.5mm
BFE : 5.3mm

AEY - At~ EAROME B 0.14g
X7 H 7 N150mg ¢
B - PRI eI K (K)

SMBL  EREOREHOM A 7L
NEY) © A~ Aok

NVR

£ 19.4mm
B 6. 7Tmm
B 0.38g

= | O

&7 F 71 7 /1200mg :

S - PEIR

N7 R (£)

AL REEDOREHOE S 7 v
NEY » At~ A RO E

NVR

££%: 21.8mm
BEE : 7.6mm
B & : 0.50g

Dife

FRENL - L, PTPY— R

FRWNG X/ F 5 7L 50mg NVR ABL
%+ 79917+ 1150mg NVR BCR
5 7S H 7 200mg  NVR TKI

MERe L

ML

Hr7e4

ARGy

AN

271 72 150mg

1hrEerf=m=uF="
W K 55.15mg
(=mF=7LLT
50mg)

X7 FJ 7 150mg

1hFEerfhmgF=7
WMk F#)165.45mg

(=mF=7¢LT
150mg)

X7 FH 7 200me

17 rd=mnF="
W K Fn220.60mg

(=mF=7&LLT
200mg)

HApE, e AR Ry, RY A
FrxFLURI AR T
VoY) a—v WK AR,
ATFT VY U~ TR A
BT RARKIZE T F o, ik
Fx v = bEkE A

L7

BARMYA




V-3, FHfHEMRROHERK A L

RUBE

NV-4. A LR
IV-5. JEAT HAlREMED TR 53 fie 4

HBHIHEY fb54 (—i4) -

3- (4-Methyl-imidazol-1-yl) -5-trifluoromethylphenylamine
T

H,C

&

N
H,N CF,

V-6. HFOLFREHTIC 2454+ H T+ )L50mg. 150mg. 200mg

BT SRR et | PN | weew i
Rl | 20O 36 A PTP | BN TH -7
prse | 50C 36 J1 PTP | BUGNCH -7
ek R 7540231{ 64 f PTP gggc:ﬂt z
TR 50C 35 PTP | MM Cho T
segerate | T 0777 | IR0 e i Ta o

AEEE - MRIR OMBD - BB E. R SRS

V-7. REERVBREED YRR L

TEM

IV-8. fhFl& DEESZEIL MU ER L
(EILEME L)

V-9, At KBRS« [HEE SRS o Rk

FABRIE © 0.1mol/LE % 1,000mL
A% : 100[8]#E, 4y
WIEVE « SRS AT B e v

V-10. &3 - 2%

(1) EFENRELGES - L
., SO
BEHR - 2K
B9 515H




(2) a%

3) FWEE
(4) BEOHE

V-11. AR SN D
EME

V-12. £0Oit

2S5+ H T+ IL50mg
204 &) [101 7k (PTP) Xx2]

2489 FHh F+)L150mg

204 &) [104 7k (PTP) Xx2]

1204 &L [104 7/ (PTP) xX12]

254 H T+IL200mg

204 &/ [10H 7/ (PTP) X2]

1204 7tV [104 7/ (PTP) X12]

IRFEISE D BFAWZ FM ( [X -2, FOMoOBEEE ] DOESMR)
AR ANA

PTP : AUk = VAR V=T, TAI=ULHE

MM ER e L

Hrlz 72 L



V-1, ZhEEXRIEHR

V-2, BhEEXIFZNRIZEE
THIE

V-3, AERUVAEZE

(1) AERUVHAED
fEER

V. ARICET HIRE

DEERIFHR
B IBITHOEM BT MK

5. REXR IS RIZEEET 5EE

5.1 YRR TR T RAEIC L 0 18ME 3 A R & 2l S o BE I
T L,

5.2 T17. BERRERE ] DEONEEZRE L, KEOADMER LM% 551
B L7- EC, EISEBEOBIREZITH Z &,

5.3 4 =T =7 HPEDEMEE RN A MLp EF I T B ARBN O H1L, A4~
F =T THRAT D NFA ~T =T ICBREDO 7 VWBREERET D2
L.

(F2E%)

51$ﬂ@ﬁm’%t011 HANC YO RE TR TR X - T

FEE A (CML) OZWaEL TSI ENRMNELEZHRTE LT,

52$m®w IR TV-5. BRRAE ) OTIZFLHE L TV 54138 D18

CML (s A, 2303ikBR) . A ~F = 7HHMEDE MR K 0BT CML

(B, 1101588k, 210188) | I K A ~F =7 I FX P F =712

PO IR A O@BMEICML (R, A2203:ER) BEE S L LIZBRE

RS 2 IR ESNTWVAD Z k#% WISBRE OBROBOEE & L
THRE L7,

5.3 A4 T =T EIZTHRRIRERNELNRVEE, KOZeME EoMEIC

IV A~F=TEERHGETE R VBT EZXS L LI BREERICB VT,

WTNORREFIZB N THARANOBEIMER NLE2ERRBO bivic, Lz

Do T, A~F=TEIMEDOCMLER AR 25T 2 580X EE L

LT, A~F =T THRATH IA ~F =T WCEBEEORVBETH D

ZEEWFR L,

6. AZRUVHAE

WHE., A= =7L L CT1H400mg4 £ HO IR UL B/ SUI %2
RFLARE I 1 A 2], 120FfE A2 B 2SR A& G35, 722 L, #IFoEES
OAEPEE BN A IME O%A I, 1EHE S5 &I1Z300mg &35, B, BED
RIEBIZ XV EEHET 5,

WE., NI REEICAEDE TKROESRE (=aF=7 L LTIREK
230mg/m®) ZRFOIRFMLLERTUIAH2EEM LI IZ1 200, 12845 %
HZIZRA#EET 2, ok, BEOREBICIVEEHMET 5,

IR AT a4 5.5
0.32m*LLF 50mg
0.33~0.54m” 100mg
0.55~0.76m” 150mg
0.77~0.97m” 200mg
0.98~1.19m? 250mg
1.20~1.41m* 300mg
1.42~1.63m’ 350mg
1.64m°P k= 400mg

(f#3R)
BEORELZTLH0, BRMCGRAKRET S (VI (4) &F - %O
W OHBR)



(2)

RERUVRAED

RE AR - RHL

A ~F =T WHNMEOCMLEE & 55 & LI-EWNIOERRBRIZB VT, AHA
?D400mg 1 H 252 X 2B MER ML 2ERHER I N, £, ¥IROIE
réﬂ;ﬁ@CML%%‘a}ﬁ%k L 7= E BRI RS AR (23035-68%) 2B\ C, A
ZhMEIZEE LTl AHK1300mg 1H 2[RI 5 ) 1'400mg 1 H 2[R[BE G 1X VT30 A
~F=THLVEATEY, — 5T, A#I300mg 1H2[E & 400mg 1 H 2[E](X[F
BETH- 72, BEMIIAF400mg 1 H2EHE512H~T300mg 1 H2[E[#E 5T
K0 BAREMB LN Z LD FIFEOEBMER O CMLEFE T 5 H#HELE
A - HEIX, 300mg 1H2E & LTREE LT,
INEOCMLEFE Zxt5 & Uz ERS IR TR (A220358k) (2%, /)
TOCMLEEIZHB W TRAIZH T HAH400mg 1 H 2[515 G- & [FIFEEE O IR &
NEONDHE - HEE LT, RAOEERF I CHIE L7 A%230mg/m?
1H2EFEE G- 2R L U CRE LT, B, FIFEOEMEMCMLO R A BEIC
BT OEARAOME « HEIZOW T, EEEILFEZFETEFER (23033E) DR
WCHD X BN KLY BIF e HE - HETH 5300mg 1H2REINERE S L7
LoD, NREREICHT D HE - ARICOVTIE, OY%E%RBRICE W TARA
400mg 1H 2 G L ARARETH 722 &, @Q/NNEOCMLEESE 55 L L
t%l%l*ﬁﬁfﬁ% (A21207&8%) TIX230mg/m® 1 H 2 DL Sz &
DG RIS T B AKI400mel H 2[R HAZFH Y 95 L - HEARE L
7=
B, AEEGOBEOIERE RS & EEERSRBE LN DIaH %
THEDIZ, BRRBROZREICESZ, BEOREBICLVERHETHZ L L
LTz, Flo, RBIOARAFTRATEY T IR FICLOEINTHZ Enb,
BRERICEDANA AT A TV T ¢ OEBZR/NRICT 5720, BEOIRHLL
AT ITRZ2FEMLAREIC1 A 2], 120584 B 21 ﬁu&%—ik L7z (IV-5.
(2) ERRIEHBRER, (4) MEEMRER, (5) BF - WEIRR oES
M)



V-4 RERUVRAEICEE
THEE

1. AERUVHEEICEET 55
T RANCB T 2R ORE - HEX, 117, BEREE] OBHORNFER L
7o ET, BEORECTFREBIE U TERT L2 L,
1.2 O HFEMEEA] & OFEHIZ W T, bR ORI LT
A
1.3 BBICAKZKRE LG, AROMAFRENIHENT 5 & ORERH
Lo BHEOKBLRT 5D EFEOIERET) D A% 2EM £ TOR DR
22 &, [16.2. 1]
TABMERIC XY, REIZARIE, BEXIT LT 52, BEHORE
W, BREEFIISUTUTOEELBET L Z L,
1. 4.1 R ORIWER & % G- S o H v
P (2 B U 22 W FR BRI D . i/ MR . Bl ('S e B UK
T) BROLNTHEX. REESZBIREEEZHRT T L [11.1.1
Z ]

IR - P - R

1. FHERE1,500/mm® BL b S MR
$75,000/mm®LL X iF~E s a e

. - m AL e
300mg 1 H 20 # T ER S < 1,000/mm >10.0g/dLLL FICEIE S % £ TIREE

=y X RN
%2@2?%@% i/ MR # < 50,000/mm® | 2. 23 i LAY IZ B8 L 7245 A0
5 (CML) X% 300mg 1 H 2[5 B CTHET %,

~EZ B <8.0g/dL | 3. 2 LLWNIZEIE L 7205 12356
iE. BEOIRREICL Y, 400mg 1H
1= T 5,

1. AP EREL,000/mm®PA | i MR
#50,000/mm°LL LIC[AIET % £ T
RIEF 5,

2.2 M LLNICI|IE LIz A L,
400mg 1 H2E 0 & THEIT 5,
3.2 LANIZEIE L2 o o6
I, BEOWREICK Y, 400mg 1H

1N ET 5,

400mg 1 H 2/ #
Hhof~F=7
P o 18 v
CML

I ER- ¥ < 1,000/mm?®
B
1M/ < 50,000/mm’®

1. AP EREL,000/mm®PA | i MR
$20,000/mm°LL LIC[AIET % £ T

400mg 1 H 2[m]# RFET 5,

g 3
i f =7 | HEHARECS DO o o i iy i Lt
EHLE O BAT — 5| 400mg 1H2[EDHETHT 5,
CML /< 10,000/mm 3.2 LANIZEIE L2 o T2 56

1. BEOREICK Y, 400mg 1H
1N ET 5,

1. G ERELL,500/mm®PA | i MR
$075,000/mm®LA LIC[AET % £ T
RIS 5,

2.2 M LLNICI|IE Lz A L.

i ER% < 1,000/mm® 230mg/m® 1 A 2[E 0 ff & TR+

/IR CML XX 2,

/3 < 50,000/mm® | 3. 2 LAWNICEIE L 722> 2554
X, BEOREEICL Y, 230mg/m®
1H1ENZEET 5,

4. WERBICER LIEEAIE, ARlo#
HZdikd s,

10




1. 4.2 FEIM R OREIWER & $ 5 2o i
e RERMREM (v Y v ey AST, ALT) . EREREM (VU 3—
¥) O LH, QTR ER & % OhoIE M2 DORIER RS b
LAt MEEZSZBICRGEZHAGTH L [1.2, 8.2, 85, 11.1.2,
11.1.10, 11.1.11ZMR] .

(1) PROEEHOEMEF TR MRS

IR - P

v UL Al > e E
HE EIRO1.5MEh 0 =
3%

Xix
ASTfE . ALTE > g%

—

LB UL B UE D it 5% 1E A _E R o
1.5fF AR, AST. ALTEA2.5
SRR T 35 F TRAIZ IR
T 5,

BT R he koA il EFAE ERO2.5(20> | 2. 300mg 1 H2E O H & THT %,
(BUe, =5
AST., ALT) E UL S R T 1.t U:v e yjﬁrbiﬁﬁﬁ&ftﬁﬁéﬂfﬁﬂ
S IR O3 L.5fiF AR 2. AST. ALTfiA32.5
m; fEARMITIE T 5 £ TAH % R
. T2,
ASTHE. ALT{# > fiqz% B
R EIRO5(E 2.200mg 1H1ENZ R L CHB I
1. U R—BEMNsE ER il ERO1.5
peeERAi | ) s vi s | TSR TSR E K
(Y 3=%) fiE B[RO 2f% 2.400mg 1H 1A L CHBET
Do
1. RANE RIS S,
2. 20 LANIZ. 450msec A 7o
N—= 2T A SMED D D IE R B
20msecNIZRITE L 7= 854 101%.
300mg 1H 2[[ D A& CTHBT 5,
QTR 480mseckh LOILR: 2AMDOIRIELIE S . 450mseckl

DEEIE, KA DR G 2 Pk

Do

S.REEZFRHLEZKIC, FE,
450mseclh EDIEENFERO BTz
Lax, AFlokb a2 diE3 5,

R %,

7 L— R2DZF DM O IEMIR R ORVER AR L=k, 7 L— F1LLFIchiE Y
HFET, AFERESTLZ L, B E2EBEIT 2552, 300mg 1A2[EOHET

7 L— R EOZOMOIEMEROBWERBFHEE L7-5A1X, 7 L— R1LLTIZE
HWIDFT, ARERESTLZ L, BEEZHEBET 255120, 400mg 1H 12
BIA50EFETHZE (VL — FIENCI-CTC IZHL %)

(2) 4= FZJENMDEEAEIHTHDEME B IS MR

IR - R L

G- B

v U Ve U E > ik IE

1. BV Ve ERSHERR E i LR
1.5 K42, AST, ALT{ER2.5

IR | WILEROME RT3 5 % A A Rk
* A 3
AST. ALT) ASTE . ALTHHE > fii g% ° N
ERAE IR 5(E 2.4600mg 1H1ENZ RS L CHERT
1. U R—Vl iR E i LR 1.5
pesiEh | Uiy | ONRICRTTR R ORAERR
() 5—%) # EIR 2 :

2.400mg 1 H 1N E L CHBT
60

11




1. KK ZIREES D,

2. 28I LI, 450msec AT 7o
NR—= 2 F A4 AL DIEE R
20msecNICEIE L4013,
400mg 1 H 2B A& THBT 5,
2 M DIREL LI & . 450msecll b
480msecAim D HA 1L, 400mg 1
H1EN G L CHEBET 5,

3.400mg 1 H 1[NNI L CHBI L=
#%I1C, . 480mseckh EDIEE
DRD NS EIL, RAlo#E S
ikt 5,

7L — R EOZOMOIEMERORWERHNFHE L-GAIX,. 7 L— R1ELTICE

BILFT, AR ERESTLZ L, BEEZERIT 2552, 400mg 1H 1B

BTAREEETHZ L (V' L— RIENCI-CTCIZHEL %)

QTTHIbR L 480mseckh DL

(3) MNROEMEREMEA MR

IREE - Y AL ¥ G- Eah

B UL E EIZ W TR IE &
fE LR 165 AN, AST, ALTE
WZDOWTIISERGICIE T2 E T

—_

B U LB Ll > it g% 1 ARANZ RIS D,
FFRERER A wE ERO1.547 2 . RFERTI2230mg/m? 1 H 2[F % % 5.
(e, X% LTWHAIE, 230mg/m” 1H1
AST, ALT) ASTfHE . ALTHE > i % IR L CHEBT 5, IREERTIC
EH A ERD5RE 230mg/m* 1 H 1A Z# 5 L T\

Braid, aBMEIAIZ ERE1oME E
TEIE L722 T IE AR o B 5 %
7%,

1. U S—BEIEH E i ERO1.5
RERIM AR 92 £ TAH &2 RS

35,
RS RE R A A U=Vl > Mgk EH | 2. REATIZ2230me/m® 1 A 2[A] &2 #% 5
(V) 3—P) 5 EFR o 2fiE LCWEAIE, 230meg/m® 171

By L CHRT 5, IREERTIC
230mg/m® 1H 1A Z 5 L Tz
Balk, AFlo#bG 2 hIEd 5,

1. RF RS 5,

2. 2 LANIZ. 450msec Rl H>D
NR—=2F 4 VEPL O RN
20msecLANIZ[BIE LA, IR
A2 230mg/m* 1 A 2[E & # 5 L T
WA, 230mg/m® 1H1[EIC
R L CHBET S, KEFIC
230mg/m® 1H 1A Z £ 5 L T\ /e
Lot AR oS 2 IET 5,
2 DRI LI . 450msecll b
DFEVE, AR OG- ZHIEd 5,

3. F5EZHBELZKIC, FE.
450msecll EDIEENEO Lz
Balk, Ao 2R IEd 5,

7 L— R EDOZOMOIEMPRDOBERNBI LIZGE (7 L— R20RBOY)

[ 1T, WY 2R 21T > ChEE LR WEA, FRl, EtoRRFL, 7

L— R3LLERHHELESS) 1T, 7 L— 1L FICREIET 5 £ T, AFIEKET D

Zl, BEZHHTHEAICIE., KERTIC280mg/m® 1H 2R 25 L TW=EE

1%, 230mg/m* 1 H 1[ENZ R L CHEBIT % 2 &, MREEATIZ230me/m® 1 H 1[E % #% 5

LTWesaid, AfloG20I1E4+5 2L (7 L— RIZNCI-CTCIZH#L %)

(fRER)

7.1 AR D AFOHELOCHER TV-5. BRG] OEICEHELTWD
W15 DB CMLKE O ~ F = 74Pk OB M & 0BT O CMLEHE
ERBE LR GE L RICRESNTWDH I b, HiE - AR
ROBITIEREZ BT D120 E LTz,

QT HIbRIE R 480mseclh EDIEE
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7.2 EINACERE S VBRI Tix, ARF & o PUENEREE A & OO XA
L TEY., SFHEGREOEIER VLML STV R W DERTE
L7,

T.3RHNDONAFTRATEV T 41T HRBFORBEL MG LR, AH
DNRAFT_AFTEVT 4 IFBFEICLVENT S Z L0 b, KANITZER
WL, e & bR GRI2E R O 5% 1RERZ B OB Bz kT 5
VERD D,

7.4.1 EAAOERRRBRICIB N T, ARG X MR ORIER  (UF ki
D MMRIEA . Bl (NEZ e EURT) ) 2SR ESEE ISR 6
NTWAHZEND, HMFEICEE LAWK R DEIER N SN T-5E
Wik, EmEUIRHERSALE TS EEZ LN, RAICBWWTIND
DMK 1T A ~F = 7 HHiEOCMLEFE COMENE < . F-HEED
N IR 2 2 LD, FIEOBHHCMLAESR, ( ~F =7tk
DOEMEHCMLAE K OBITHCMLAE ICx§ 2 &5 B kiEL2 T h
FRE LT,
/NEOCMLEEIZ DWW CIEE RS LR 5 ARG AR R B0 5% 5 =i i
BB EITHRE LT,

7.4.2 EAN ORI T, ARFE G2 X 2 TR EER A O B N3 ik
HEBEEICRO LN TNDTED, K4 DK COEELSZ L LT
B EREHEELHRE L, B, MEEXG L LEERRBRICE W
T, 2Ll B1SEEART OB MEHCMLEA TlX, AL T U vE
HEIN, ALTHEIN, ASTHIIMORBBEE N R o722 & BHE ST
Ho Flo, VR—EBHEMNMECQTHIFBIERIZOWT S, BENRD HNT
WA TP B EELZ R E LT,

T, ZOMOIEMIROEIERFRD b Ga O 5 aE i i
RRE LT,

1
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V-5. BRERALIE

(1) BRRT—%

Nylr—o
b N | = =] £ . % = =g N g*;l'
BRI Sy | R 5 R4 K N A 5 e
£ ~F = 7 HHEDOCMLE I
O - HaM 7 « 7700 | gy =nF=7200mg (1A1
ﬁgﬂﬁ 1101 | 7« 7 QiR IERE Y iﬁﬁ iggﬁ [E) . 400mg (1H1[E) . | ©
w SSMEE L (Ph+ALL) Bl it | 400mg (LA2E)
114 (BRA) R
itz =nF=7
A~ F=THEHMEDOCMLK | 4. gy 1H1E# S : 50, 100,
I 2101 | ORFE%E - HEVAMEPhAALL : | 2 A0 ZEME 200, 400. 600. 800. | ©
1 AE ; FEEM S EhfE
11961 (5 N) Ty | 1200me
AR 1H2[E# 5 : 400, 600mg
{~F =7 \/HPEOCMLE | ., e | - o —
knﬁa 1101 | O % - #E4AMPh+ALL : i';ﬂ?; iﬁ;‘;ﬁi@ é)u%ﬁ7400mg 1R2| o
A 344 (FN) - 5
AE | 2101 | A ~F = TGO BT | R e dbk Ef%g)gﬁooagﬁ (Z}EE')Z 5
SUM | E1 | CML: 13761 (HA) IEEH HE BN &
\ZHE R A]
AE | 2101 | A ~F = TG OB | R e dbk E)‘ﬁ;ﬁooﬁgﬁ (21@5)2 5
SUM | B2 | CML: 32161 (HA) IEEH HE s &
\ZHE A
ey . N =nF=7300mg (1H2
I ROBIERICML : 84641 | Mtk e D) . 400mg (112
ot 2303 (B AN) (AERANTIBIE | HFER g i N ©
CAGE Ve L | etk X A ~F =7400mg
Te) A THER Hig
(1A 10=])
—ueF=7 (XiZ77+%
R)
. e 400mg 1A 1[A13 H M X138
ok | 2ne | e 1026 (R | R o AR AR 42 5 o
- " 400mg 1 H 2[H3 A 45 14
BOos
800mg Hi[alkk O #¢ 5
M 21l
P4NES| ] IFEMR AR ANA AT R | =1 F =7400mgH 1]
14 A2127 | fREERL SR 4861 (RA) SHI s 0 AF— | 45T g 5 ©
IN—
¥1% O @B CML : 0
IR
4 ~F =TT F =7
mﬁﬁ&xmxm@@@ﬁ B — — = 7930mg/m’ (1
S E A2120 WICML : 116 (/)NR) FEEM G2l 02 o E AR | ©
51 A~ F =T IFF Y F =7 | AR i soome *
\HEHIME R O B AT * g
WICML : 03] (/NJR)
PR ST AP E OPh+ALL :
a5 (ZNR)
A ~F =T EFSF =7
W HEPTME ST AR 2 o 18
HICML : 3361 (/NJ) . _ L )
BRI | oo | A~ F =7 B F =7 | R s Ty omem O
#1144 I P SR D BAT | JERHR o soome "
HICML : 0f (/\J2) = &
7O EHEIMCML : 254
UNIRD)  (BARANIBIE T0)
¥ O : FHIER, O : 25EFR
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(2) BRPARZEEIEAER

1) SEE 1458 (KA. 21015%8) "7
A T =T THEARA+ NIA ~TF =T ICHAEMED 72 W CMLE OVF6 - #EHs
MPh+ALLE#EIZ, =0 F=750~1,200mg%x1H1[E (q.d.) RERDHES,
4 L < 13400mg X13600mg# 1 H 2 (bid.) KEROKELEY . 20k
B OBRERESNTE11960 5 B, b h - - BITHICMLE A 466112380 T ik
FHIZN R DO Best response’ S H L5 FTOMIR  (FYufi) iﬂ%aaaﬁ)mb\ 3
ERNoT, =uF =T OREEIT, q.d. TIE400mgll ETT T b—I272 5 b
DD, 800mg#400mgd o1 H 2[A]| J\%JLT%Q%—W“E) LT &0 RER
L7z, 7272L. 400mg b.i.d. £ 600mg b.i.d. DIEFE EIIFRELE CTH -7,
FHEHIFRFEME12600mgll Fdq.d.. 400mg b.i.d. % 1600mg b.i.d. TEH S 7=
B, WTNOHERICE W THRKRMARZ (MTD) OERICHE S417-33.83%
UTORRETHY, MTDIZ600mg b.id LHEZE S Z, EE Y /LE UIMEED
A EHIBRAME X, 600mg q.d. (MTDEEHEM5%1) . 800mg q.d. (MTDEMﬂﬂ
HE17H]) K 11,200mg q.d. (MTDEEAR S 9]) f%uﬂ 16D BT DI %t
L. 400mg b.i.d. (MTDFHMii%EA29%1) T4, 600mg b.i.d. (MTD#EAmEE
18157J) THNZRD bz, o, FEFEL L L oY ey EREREIL A
IZFB L CE o T, [2q.d. 4.3% (69%1H3%1) . 400mg b.i.d. 12.5%
(32@JEP41§IJ) . 600mg b.i.d. 33.3% (18%i+e6f]) ]
INSDFERMNS, A ~F =T HPMEOCMLZ %5 & L4 EF D HEREBR T
12400mg b.i.d. OHEZER L7,

2) ENE IERER (KA. 11015E8) *Y
NEOE T FHRBROE RS A ~FT =7 IREITHBUE SRR O CMLAS
J O8O3 R M Ph + ALLAF 114126 LT, 200mg g.d. (4f) . 400mg
q.d. (4f) . 400mg b.i.d. (B#l) OHEAZHWTHAANIB T =nF=7
DM EM:Z e Lz, FOfi%., 200mg q.d. % *400mg b.i.d. (2B W TCTCY
L— R4 MEFwmENBO bbb oD, =aF =7 OREIZ L EE L
D, WTHOHEIZEBWT S HEHIREEITRD 5417, 400mg b.id. £ ToO
THAPERSHER S T2, F7-. BB DR BITAMES 1 HRBROR B L HEEl L
TWr, ZNHDOERMNEG, 4 <FT =7 \PEOCMLE %5 & L7-[EWNE 1
B T13400mg b.i.d. ZRIN L 7=,

3) SAEE I EHEB (RA. 2119588) ©
=0 F =T RO R ET B LT 572D, fREE e BERERE 102614 7
T ARG TR ONT D =0 F = TG RECIENEA 128 ()7

1. 400mg#Z ZEfEREIZ1 H 1[R13 | % 5-

2. 400mg% ZEfEREIC1 H 2[RI3 H e G- (RH5EI 5-)

3. 400mg# 2= IC1 H 1[RI8 H [ 5-

4. 800mg % =R BRI I BBl 5

5. 400mg % mIENT A& RZ 121 A 1 B3 A [ 5
=nF=7400mgx ZEERHC1H RIS H M UISH &S5 L TH, QTcFREIC
ORI bR oTz, —F, =1 F=7400mg4 Z=ERFIZ1 H 2[A13
A& 5. 800mg#% &l A Ik 12 a4 5 13400mg % & IR AR Iz 12
1H1MEBH &KL Lz & ZIZITQTeFRIRAER L, R FEHQTCFHMRIZZ 1
F116.06msec, 7.44msec)z 106.37mseciEf: L 7=,
Mg =nF =7 L QTcFEIIE D N—Z T A b DAL & O R &2 E
Lzt A, MEFRENEGVE X ICIEQTCFHEAE S 22 HmN &b
Too MiEF =0 F =T RERNZORS TOQTCFHET —# Z Wizt T L
fEHT OFE R EIENAEER% I =1 F =7800mg% H[a] X1%400mgZ% 1 H 1[H]

1) ARNOAGR S TW S RhEE

= F=7 L LC1E400mg%x BHO IRFELL_EFi I3 % 2R B LR IC 1 B 20], 120FE % BZAlck NG54 5, =

2L, OB OB E

T 5, @, AR EERRICE DY TROBRE R (=rF =7 & L T1E#230mg/m?) %ﬁ%@lﬁ%?&ﬁuhﬁﬁﬂ
(TR 20 LLRE (1 28] IZE#FaﬂﬁéﬁﬁilﬁD&Er#éo B, BEORBICLYEERES D, (FEK) | T

D,

IR MBI SOOI T OB RS A fR ) . BER ORI TEE., A
vt QIR OFE I, 1EHEEEIZ300mg L 95, 72k, BEDIREEIC X Y #EEHE
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SHMBEG Lz E 0NN DOCmax|iZH Y 2 EE BT 5 QTcFHEE D
NR—=A T A nbEDOE{LEIZ11.1msec & 19.8msec & Tl &7z,

QTcF X 1XQTcBI#[#E23480msec % LA 2 #RAE . & OQTcFMENX—Z 7 A
Y&V H60msecth FIEE Lo #BRE XA o7, 141 TQTeBREfEA
N—=2 7 A 5V H60msecll HIEE L7,

=R F=7400mg A fEREMERFE (L H 1AL Lz & & OMAMEITRIFTh -
7z =m 7’“ = 7400mgx# 1 A2E3AME G- Lic L & GtoEIEE) | HE O
B I8k D 7 L — R1IUI2O FHEREMR A B S 5 B LT,

4) SNEEIHERE (NE. A2120588%) ©
IWNREBFIZBT 2 =nF =7 OEYERE, LBV G M EZFIT 57290
Lk LA E18i Rl DA ~ F =7 XX & W F = 7 IRPuik XX A D&M CML
K OFRHE - #HEYEDOPh+ALLEE 2. LU F D20 DF 7 0 —712E 0 £H1T
=1 F=7230mg/m*%41H2[A] (Day LZ1H1[EES) D28H ML 2191 2
e LT, BeR24% A 7 VETHRE LT,

Group 1 : 15£LA E10sERN (CMLAE 54, Ph+ALLAESE 3H41)

Group 2 : 10mE LA E185% A (CMLAE 64, Ph+ALLEF 141)
LR MR R G D2 (Group 1 : 861, Group 2 : 7#l) IZHB W THEH
SR BT, BIWERAIL. Group 1 TIE8HIH6H6], Group 2 TIX7#IH6HIZ
RO LT, ERAEFSIIEN-66] (Group 1: 3#1. Group 2 : 3f) . /W
6% (Group 1 : 4], Group 2 : 2f5) . #£925%1 (Group 1 : 3%, Group 2 :
of) . MY e (Group 1 : 265, Group 2 : 3fi) TH-o7z,
HEEREIEH & L TGroup 202624 FERBAMEN RO biLlc, =rTF =7
B 541201 7212QTeF 500msect T _— A7 A > 1 1 60msectB DIEE MR
SN EBEFITNTILDOGroup TH UV e o 72,
Be 5 IR OB P (R#&E5-30H% £ T) OETIFW T DGroup T
LB LN oT, £, =uF =7 OFERILICE S ZRIERITOFho
Group CHEIDH B2 -T2,
B NMEREAT 3 REEH O CMLEFE 114 (Group 1 : 541, Group 2 : 6fl) @5
H. CHROE SN 7= 813106 (Group 1 : 5. Group 2 : 5f) TH-o7-,
Major CyRA3 5 H 7= 83 13541 (Group 1 : 26, Group 2 : 3%l) Th -7z,
95, 4B (Group 1 : 2l Group 2 : 2#1) TComplete CyR23 5 51 7=,
R—=2 7 A4 2 TMMRAGZED 51 TW7=261 (Group 1. Group 2T 1 WJ) %;’
& Tet3f] (Group 1 : 14, Group 2 : 2fl) T, = F =7 DRI
MMR2FE Ezhto
7B, ARBROFEFNEE Th L2 HEWEBORRIL [VI-1. (2) EAKRERT
fER S NI IREE ] DIHSH,

) ARFNOEFB SN TV DREEXITRIE MEMEH X IBTH OB EREE Qs . AELOHET R, AR
=rF=7L L T1H400mg%x EHOIREFLL BT ITEG2RFFLSICIH 2B, 1282 B 2SR 0535, 7
72 L. WIFROENER ORI A S OSSR, 1R G EIX300mg s 35, 72k, BEOIRIEIC XV @ HE
T 5, W, NRIIEEEEE IS DY TKkoORS®E (meF=7 L LT1AK230mg/m?) %ﬁ%@ﬁ%ﬁuiﬁx
WX 2R LARR I 1 A 2[8], 12%%%%9%:%@3&5@“50 kB, BEOREICIVETHET S, (EK) | T
»5,

(3) RERGERFER [V-5. (2) FEARSEHBER ) DOESM
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(4) HREFAISRER

1) BHHUBRIIHR 1) AF-JIERMNEZRNRE LE-ERNE THERER (A, 11015:8) >
B : A ~F = 7 IRFITHGUE SUIRMZ O CMLEFE & OF% T EHEEPh
+ALLO BAANRNEBEICBIT 2 =0 F =7 DOMNEME M OG0, Lt

¥ %,
RRT VA~ FEH. FExE
B B
"4 A~ F = 7 HEHHE AT 2 O CMLK O35 X I REATE 7 1 5 7 b 7 1 7 Bl (R )~
JEFIIE (Ph+ALL) 3441
By e Nt

« A = F =T IREPUESUIARTE OB, BT UI 2% CMLESS
o« I UTHEEEYEOPh+ ALLEE

AR Tk =B F=7400mgb.id., 3%~ 7L
1A 7 V328 H ]
FEFHmEA PRI M IR R S OIS 5 A B 3
Rl E H HERE, MR FRE RGN D E TOHM, Major CyR2NE LN 5 £ TOMIM, Latk

il R BN CML-CP&E# (164)

- MRFIIZhAR (Best response) (2O TIL, FHMi T AEZ2661H 661 (100%) TCHRAE H L
7o (ITT4R) . CHREIHLE COMRM (PR X, Mis ATho7z,

< AR (Best response) (ZOW I, 1661F15f (94%) TMajor CyR2MEH 1
(ITT#H) . = OWiRIZComplete CyR23 1141 (69%) . Partial CyR23461] (25%) T -
72o Major CyR13 #6125 £ CTOHIM (FRE) 13881 H ThoTo,

CML-AP&E#H (741)

- MR PRI (Best response) (22 Cik, 7THIH5H] (71%) THOHIL, £ONFRILZCHRND
15, Marrow response/ [ LJFE ORI LAA3H], 1@MEH~OEEN1IH TH 7= (ITTH
M)

< FEER SRR H: (Best response) (ZOWTIE, 7HIH 14 (14%) (ZMajor CyR (Complete
CyR) »&oifz (ITTHEMD .

CML-BCHEFH (4#)

- MR T3 (Best response) (22O Cik, 46261 (50%) THEOHIL, & DOWRIZCHRA
16, 1B ~OEEI1FTH > 7= (ITTER) |

« FMi SRR B (Best response) (COWTIE, 46191241 (50%) ([“Major CyR (Complete
CyR) MG oz (ITTHEMD .

Ph+ALL&E#E (741)

- MRS (Best response) (Z2OW L, 7HIF 3BT S (ITTEM) |

CEIEAE., 346153361 (97%) A LN, ERIEMEFEMEORERIT, FEIZ174
(60%) . HEJE. LALLM (32%) . MEA10%1 (29%) . FEEA, mE VLB ME, U S—
PHINE8H] (24%) ZEThH -7,

TR, MHITRD BN, BEARIERN (LF R —F LOLEERITE) X5 LAET
T LT,

X
5
H¥
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2) MIEDEEHCNLEZRZFEL-ERLREMAERER (BRA. 230358,
ENESTndiEg) 7

HE : A#300mg b.i.d. &5 & '400mg b.i.d. &5 O

A ~F=7400mg q.d. %5 & LHEHHET 5,

22 Ak R

BT A v

HAER L, FEE MR, AATRER L

SR ki

HA%Z & 10357 [H

BES

W% D8 CMLEF 84611

F AR G

2564 A LN OEM 0 CMLT,
A ARV =

ARERZINRTIC

Fu o F—FA e X —FHWE

AR5

AFI300mg b.i.d. (3G HU4AE18.60 4 H) | )
I3A ~F =7400mg q.d. ($&5HIH P 9E18.09% H)

400mg b.i.d. (LGB FIAE18.50 4 H) X

R H

12 % AR OMMRH

BT ZE H

- 2% (MMR, BCR-ABL/ABL. Complete CyR. Major CyR. CHR) DS Z & DOEHFE
[FF 2L LA T Dbest response
- £ % (MMR., Complete CyR) 23512 £ TOHIM
- %% % (MMR. Complete CyR. CHR) Dl

« 25 (MMR. Complete CyR) @[

A A NI, AR AT QTR ~ 0T £ TO I, AT

(F—%
Ty NA7
201041 1)

A

0.0001,

Complete CyR= (%

FHEIFMIEHN TH D129 AKEOMMREIL, A ~F =7k (22.3%) |
300mg b.i.d. B (44.3%) K X=1F=7400mg b.i.d.Bt (42.7%) OWVFNHLAEFIC
(W FNHp<0.0001, EHICMHKE) .
A ~F=THt (650%)

it EEC- el

ﬁﬂﬁ@af%émwﬂif@
ZHERT=uF=7300mg b.idf# (80.1%) M

:m%:7“4oomgb1dﬁ$ (77.9%) @u\ﬂ%%?ﬁi"m)ot (=mF= 73oomgb1dﬁz«;p<
=B F=7400mg b.i.d.B p=0.0005, EHICMHKE) .

—nF=7
=BT

T~

=1 F=7300mg b.i.d.

(N=282)

=81 F=7400mg b.i.d.

(N=281)

A ~F =7400mg q.d.
(N=283)

1257 AR TO
MMR %%
[95 %15 #E X ]

44.3% (125/282)
[38.4~50.3]

42.7% (120/281)
[36.8~48.7]

22.3% (63/283)
[17.6~27.6]

124 HEToO
Complete CyR
[95%15 1 1X.fif]

80.1% (226/282)
[75.0~84.6]

77.9% (219/281)
[75.0~84.6]

65.0% (184/283)
[59.2~70.6]

R
t
Hq:

EIVER -
B (17.2%) .
1 (36.8%)

(25.7%) .
(17.1%) .

TRino iz,

277H1H 264451 (95.3%) .
300mg b.i.d.FEDOERENEMITFIZ88H (31.5%)
Z I FEiE426] (15.1%)
. ALTHEIN72%1 (26.0%)
DIES3H] (19.1%)
THI6TH (23.9%)
IEt45% (16.1%) .
77o BEEZEWERORIEIL, 4 ~F =71 T4.6%,
=7400mg b.i.d.FET8. 7% TH -7z,
L T R_RTOEIZBWT,
1228 H AN DS T 13461 T - 7273,
Too FHEEFNOBH-H E%29H DIRIZ 1261 (o ~F =7 REIfH,
1 F=7400mg b.i.d.H16]) OFETHRE ST,

=uF=7300mg b.i.d BED279%] 112500 (89.6%) .
A ~F =7 RFED 280419125941 (92.5%)

EEt1efl (1.9%) ORTRHRE SN, 209 BigEREOR L F
W B IRBREALERNC L 0 &53H) & OB %2 5 ﬂzé?h
=1 F=7300mg b.i.dBE20,
WTILOREIZB N T HS @WE(D?EE%:.

ISSN

=19 =7400mg b.i.d.#D
WD BT,
. ALTHIM56%1 (20.1%)
& =1 F=7400mg b.i.d.ﬁi@i&@H’E)ﬂti%ﬁ%loz
. FEIR60% (21.7%) .
HLATT=THOERBERIZELILH (32.5%) .
. M EREDES 661 (20.0%)
F BRI E4461 (15.7%)

BELLA5H (19.9%)

. Alfn426 (15.0%) % TdhH o
=1 F=7300mg b.i.d.FET3.9%.

—_—uF=7
M/ INR A E 48

i/ NBR R
A7 S 7 2 151
I 7IN B I8 20 iE 4 8 451

=¥

2)

) ARHOER
W,
FﬁﬁULHIJX VLA 1% 2 LR 1
L. #WZEDEMES OEME
p¥. B OREEIC

=95,

SR TWAEhE

%r&emr@tw\
XV EHET D, IR
BehE (mnF=7t Lmlﬁlﬁ:@%omg/mz) %ﬁ$o>1H#Fﬁﬁuiﬁﬁxmﬁﬁé2ﬂ#ﬁaﬂ
DIBRIZ1H2[E, 1205 E42 B LICROZE S35, o, BEOREL
(#ME) | THD,

IR MBI T BAT I OB
HELOHERR MEE, kA== 7&L11@400mg%ﬁ$@15#
12K % B 21z
. 1@&5; 1Z300mg & 5,
CIREEmAEIC

1A 2[H,

Bl A
EARGT D5, 2
HHETRD

BB NER L

T e R

KR L
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(5) BE - RERHER UER R L

(BE) OLEXNEE LE-ERLRE IT8:EB (MR, A2203:KE) ¥

(REER (XREEAVERER TIXALY)

B : W1 NS =T =7 N F T = 7P SUIRE OB L <
IIRATHICMLO/NREE BT D =aTF =7 OFMEZFHMEIT 5,

BT A

FHER, X

SRt

KE, BHAR, 7702 AZVT, bra, XA, AFXV AR, A2 fH, v L—2 7,
VHI—, AT, T

PSS

s AT =T EF YT = 7RG IR OB M CMLO /N B35 3341
s A~ F =T FE YT = TR U IR E OBATHICMLO /N B 0
- W O EMEHICMLO /N B3 2515

F R B

« LA AFUBFIZ 1 DL _E 183 AR 0 B T Aot s

W B6n AUUINT T 4 9707 4 TYRBIRD (9 ; 22) SR BE 2SR S =)
FE ORI CMLESE

A~ F =T I LV T = TP AR OB CMLEAE
s A~ F =T I LV F = TP IR OB THICMLEE

BT 5

=1 F=7230mg/m’ 152@ o, 66%1 7 (194 7/ i328H)

E R H

-2t (% adk— ME)
- WO fiﬂ;ﬁCML%%
c ARY AF =Pl (PCR) HIEICHES < 1 7 L1205 £ TOBest MMRZE
« YA 7 V120F O Complete CyR3:
A T =T I F YT = TIPS AR O8I CMLEE
- PCRIEIGEIZHLS < A 7 L6l R OMMREE
AT =T I YT = TR UIARTE OB AT CMLEE
« YA 7 )V 3HF S F TOBest CHRE R

Rl REFATZE H

RIAZME OREETT £ TOMIM, 8o~ MESAI, 22EAF)

(F—%
By NFT
201646 )

BPEICMLER 59BI A AN DAL, B THICMLEHE [T\ o7, fRHTHR L 72 57258610 2

B, IEEOEMEHICMLEZE (LT, ¥138HEE) 122661, A ~F =7 XIX F =7 1THGME IR

HOBMEHCMLAES (LT, #HiE RiHAE RS 13336 ThH - 7=,

VI B CTOERO T ILE (FPH) 1. 135% (10~167%) . HBH: RiN7BE TOERO Pl

;%%) %i;h 135 (2~17%) THY., WIN G5 EOBE N 12mLL E1S AR Th o712,

NFE

o YA 7V F T 72< & B 1IEMMRA #AL L7 BE X166 CTHY . TETHMEER THE YA 7L
128551 F T Best MMR# (95%(E#HIX[H]) 1964.0% (42.5~82.0%) Th -7,

« B A 7 V12055 CTComplete CyRAZ#ERK L7 B IL1661THY, RIU FEMEE TH LA 7L
12 gD Complete CyR3E (95% 5 #HX[H]) 1364.0% (42.5~82.0%) CTh -7,

« BERP IR BT LI ST BE IR o T2,

B’ A EEE

« YA 7 V6 TMMR % 2% L 7= B 13130 TH Y . FEFHEEE TH 5V A 7 L6k OMMRHE
(95%(ZHEX M) 1339.4% (22.9~57.9%) TH-7=,

< YA V12 TMMRZ 2R L 7= B 121661 TH D . MMRE (95%/5#EX M) 1348.5% (30.8~
66.5%) TH-7-,

-F BT ARO LN EBFIINITH Y, = o F =7 R SEIAE 100 A AE K O A M BRI E A

&b%h@ﬁ&#ﬂb&éhf_o FIHEITO2RBITIT Y n— LR BT,

R
vy

*JJ%,%%

cBIER X250 1226 (88.0%) 1@ bz, kb2 < iRD b -EIEMITALTH N
(36.0%) THY ., ®WWT, F8E (32.0%) . MY /LE 48, ASTEM, s yire s
MAE (4528.0%) DNEIZZ 0 o712, 7L — K3 L EORITERIT166] (64.0%) (2R LT,
FHRNB%LL LD 7 L— F3ULORIEMIL., mE Ve miE (16.0%) . ALTEIIIK O%F
PEREOR (4512.0%) | /IR K O R ERIDE (45-8.0%) f&;oto

CEERBWEMIZ. TR, R, sV rE, ODERQTIER M OB (K141 1D 5
iz,

B HPIRICE o EIERIIZ256I 46 (16.0%) IZERD BTz, mE VL E CIME, ALTH
N, ASTHEN, i/ MMREGEAD . 365, R OBER BB NE516] (4.0%) TH-oTz,

B THEEE

- BEFIZ33H1 2861 (84.8%) i LTz, kB RO LNFENERIZMmp Y Le v #
i (33.83%) ToH Y. wWT, ALTHIIN K OEEYE (%24 2%) . ASTHAIN (21.2%) . 355
(18.2%) DIEIZZ->T=, 7 L— K3 LEORIER X124 (36.4%) 2RO BTz, %{éfﬁ?:
NE%LL ED 7 L — R3LILEDORIERAIZ, ALTHN (9.1%) . e v ve s, &%, kO
BEIR B IR E (46.1%) Th T,

< EREARRBIERIZLE (REFRLEVRZIE) 128D LT,

B EF RIS S - EEAIE336I 54 (15.2%) 2D Lz, M E UL E B 24
(6.1%) . &I, Els, BER., SV LVE VIIAE, SRR, . 5. RO
AAGIEN L1 (3.0%) Th-oTz,

B THAREE. OXBELE

- RS SOLEBRYY (=r T = RKEE30H% E T) ORECIERD b hoTz,
B CMLAEREFE C=n F =7 EZICHTIZQTCF 500msectd XIE~N— A7 1 LY
60msecifB DIERE NGB HITZBE IV 7=,
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(6) AEMEMA
1) FEARKERE 1) FERARERE

(—RERRERAE. | BEYSUIBITOCMLEE 255 & Lfre i AkaEE ChE) T
e ARERE. H) : /NEOCMLEE 25t B ARK 2 HERET TG LI Rtk
ERRELERE). | CHEOMEERETT S,
WERTHRT—4
R—2RE. HiER
SRERABRONE

GLESWaRR Hr kg 2

ESyiEs] HA

Pop- B SUIBATHICMLO 2 & = ) 7o 845 T, /N C ol s K FREUS LA I AR A 2 96D T 5
ST 18R (¢ 5-B4AIE) DB

S i 1 ) 201841 H ~20214E11H

B 14
ek, EAEMICE L X, BT OARAEEEENH30H%E TERET S,

UM AR IE %5 1061 (761)

(B AESEFIER)
F= 7R AR At

LE VR RS AEFIL0E T . BIVERIEZ6H] (50.00%) (FER L=, BWEHOWFRIZmM P U 1rEe
UHIIMMS 2], B RN IFRRE R . S Y AL U ME, FREE, B8, R, T =27
I NTURT =T —BEIN, KO FIERA BV L E NI A BN BB LT,
HELRBWEAIXLA (10.00%) ([ZEOH LIV, mEVILVEVMECTH -7,

AE

BRI GIEFIL0BI D 5 B FHBIMAFICCHR, CCyR. K UOMMRZ #& L T iz B
I, FREn4Apl, 261, 261 TH -7,

BehH3» A, B565 A%, ROBEIVEZIZEIT 5CHREZ ZEK LTIEGIIT, W o 410
HlToH 7=, CCyREER LIESNIL, ZnTn3fl, 9, RO TH 7=, MMRA =K L 7=
JEGIX, EhEnsfl, 561, ROTHITH- T,

2) BURIRERIRFER

OERNE I/ DK (A, 11015:E) OF I &5 OMRGERAR

HE : A ~F =7 \|EMESUIARME O CMLUT ¥ T A EPh+ ALLO H
ARNRNEE x5 Ett e & AR O R 22 231G T 5.

RERT VA Zigk LR, JEEMR. R

FE i ] EEN

x5 110138 (55 [ MHiER4y) & 58T L7256 (CML-CP : 45|, CML-AP : 1)

BRIk % H#FE (400mg q.d. : 3%, 400mg b.i.d. : 261) 23, 1101586k (55 [ AH¥ESy) O THRRICHRIE L

TV AL - HEZHOWTHRGZG L, ZRTERVENE, WEBETHREOONLE T, 5
WIFEBHIZ L > TR T o v bAR0 LIRBREAEERIAHIWT 5 £ TGk 2 /T & LTz,
AHIOFGHM (BRI ETe) 2334 &8 A T2 IF il S48 FEHi E AR B Fo U C i e dh 23
AREE R D ETOWVT ARV A FTEBEMIM & LTz,

AT AEFG, BARA, Ml ra, MRS FRR RS
S A - BEFGIIBHT R TOBENII LIz, 26PN LICRBLL 728103, 8% 66l DK Tho7,

* BIVERIZ5HIH36] (60.0%) (ZRIL L=, 2612 FICRE U= igu37e <, (DEME), SIREES
DEXQTHIEMEIER, &V 27 VY FIJE, KY BRI, BB 16 Th - 7=,

c BERAEFERIIRO LN T,

HE - MLER RN RN S - B 13566 24 (CML-CPHE#E . CML-APREL14]) T, WTh
DBHEH CHRS B THE £ CHERF S vz,

© HINEE RO RS E S - B 15 R 145 (CML-CPHF) T, Major CyR2SFBRKE T HF
FCHERF SN,

© TR N T S 2 BB 36 (W9 CML-CPESE) T, Wiho®sE
MMRASFRER K& T I CERr S L7z,

) ARFNOAGE ST DRI ARIE MBYE SOIBAT I o2 Mg S A s ) |
JER O ET M@, kAE=nF =74 L C1H400mg% & F O 1RRILL LT
XITAH2RFLARIZ IR 2], 120F#1 %2 B LIS OG5, 72720, P13 0EHE
HIOBMEE I A IR OB AT, 1IEHR 5 R#1X300mg s T2, 7236, EBHEOIREEIC
LV EREET S, @, NI EREGREICEDE TOROKRER (mnF=TL
L C1E#230mg/m®) % BHFOIRHLL ERT T A% 2RI LA 1 H 205, 121 5
ERHZIIROEET 5, 2B, BEOREBICLVEEEET S, (XK | Tho,
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QENE 1 /IEEERRE (BRA. 11015888) DO I L9 O ikiEER
HIY : A ~F = 7P UTARIHE O CMLX 1% Fi% 3 #7414 Ph+ ALLO A
ARNERNBE %t g8 Mm% & e KK 0 B2 20 % 53 5,

BT A v Zlfisx A, FEEM. xR

£y ifEs) H A

POE 110138 (55 WARERSY) A58 T L7-fE3 1541 (CML-CP : 146, CML-AP : 1)

Bk FHRED, 110135 CGBIAHESY) O THRECRIE L T =ik - AEZ AW TR Z2BA L,
KRB TEROWEME, WEETARBOONDIE T, HIVTEFICLE TR T 4 v MRV IR
BRI EERT A5 £ TGk 2 1 & LT,
AFI OG5 GRBRWIE&Te) A8 4248 2 7 W 34 S i 2 R R L 2 38 TR b 23
AREL 72D ETOWTIEVA TSR E LT,

FFAE A AERES, WHERAE, MRFRE, ISR RS

ES Eraeis

« A EFHRIICML-CPHEE TL46I 1361 (92.9%) (&, CML-APHEE T1HIF 161 (100%) (23
B L7, CML-CPEHE C2HILL FICHH L= 80T, FEER3] (21.4%) . thfEJc, SuiHEE
K. EIRBBIES26] (14.3%) THot=,

- BIEMIL. CML-CPH& <146th6f] (42.9%) . CML-APHEE T14IH14] (100%) T3 L
72o CML-CPRE T2 LI EIz 38 Lf:%%&ifmxoto

CBERAERRITRO LR 5T,

BN - MR IR AN TN S 7z B E 1316606 (CML-CPEFESH], CML-AP#EE1H) <, Wi
Lo B H CHRANVERE T IRE £ CTHERF S 4172,
< B AR TR AR ST S AL B X156 116 (W3t CML-CPEFE) T, WIiod
# b Major CyR2NEURME TR E THERF S L7,
Oy TR RN S - BE T I5F 1836 (WL CML-CPEE) T, WThok
#HMMRAGREBRA T I E THEFF STz,
@A v F=J#% 5 Tsuboptimal molecular response (SFEMFEHIMEFRT
7)) CHESINIEHHOMLEETEZXRE L-ERNENVHEEKAE (FIPOTE
ER)
HIY : A ~F =7 518% H% EZ L% IZsuboptimal molecular response &
HE S CML-CPEE BT D2 AAIF 5-12 5 H2 OMMRER R Z T 5,
HERT A LhuaxdeFE, EER, IR, FIVAHRER
EyiEs| A
x5 PIENEREE LCA ~F =7 %18» AU LG (D7 & 63 % AMIZ300mg/H L E&#5) L,
suboptimal molecular response (Complete CyRPFR®H H 4172 H O OMMRIZIZEIZE L T 72
V) EHIE &SN 7= CML-CPEFH 4561
ARk K#(400mg b.i.d.
AAKIPE G- B 24 M 2 B & L,
TRl E A AFIBE 512 % A #% OMMR " ik #
FERMY T IVE A MR EEEPCRIZ X Y IE L 7Zinternational scale (2 J: 5 BCR-ABL/ABL £730.1%24
ToO%HLE EER
BIEHmE B AFHEe 524 5 H#% OMMRERMR, MMRERK £ CTOHM M OCOMMR i i [

WRVET a7 7 A L

ES Eraeis

c FEFZIAHT R TOEE (100%) IZRBL, HEOEP>T-FR (20%LL 1) X, &E
Uove s miE24%] (53.3%) . SMHTEZ2141 (46.7%) . SEIW17H] (37.8%) . & 15H41
(33.3%) . 779=v72/ b7 A7 =27 —BHIN140) (31.1%) . 1KYV ERIMAE134]
(28.9%) . U X—THIIN11H] (24.4%) . L1061 (22.2%) . FEL, R KO 5 BHEE
9% (20.0%) ThH-o7o,

- BIEH X456+ 4241 (93.8%) 2B L, RWEHORBBEIZAFEFRLEFEKRTH o7, 4561H
28%1 (62.2%) 127 L— R3XIT4DFEINER A IEE L 7=,

BRI IS T IERO SN o Tz, TR L, EESAEFES L L CCMLAME R L (T3151
IR H L D AR LI~ DR EETT) B3 L2160, RBRPIE122 H LS50 Lz,

Aotk

<125 AR OMMREIZ51.1% (45619123641, 95%(F#EX M : [35.8%. 66.3%] ) TH -
7=,

+ 245 AREROMMREIL66.7% (4561F130%1, 95%(FHEX M : [51.0%. 80.0%] ) ThH-
77, 124 AW S TMMRZE 2L L 72 BB I HOW T, 245 A A TMMRO WG I1T3 O L
Mol

« MMRERL £ TOMIR O FREIL, 2.28% A (il : 0.9~22.3% H) ThoT-,

+ 24 ARFRUOMRAZERZFI1X11.1% (4561561, 95% (54X M : [3.7%. 24.1%] ) . MR4.5
EEREIX6.7% (456136, 95% X : [1.4%, 18.3%] ) TH -7z,
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@EMEFAFESE TR (NE. A22035H88) Dkt
HI : M1 KOS ~F =7 3 F = TG SUIARTE O 6 L <
IBATHICMLO/NEEEZ IR 2 =0 F =7 OF Mz M 5,

REBRT YA FEEMR, FER

St

HA

RES

[EIBSILR S TARRRBRI OB G S L2 HARANIBID 5 6 SIEIRTE % BB RAT L 72741

BRI 1k

=nF=7230 mg/m® 1A2ME], KOS, 6651 7/ (141 7 /ViX28A)

FEAE

< etE>

HERG, BARRAMSE

<HwhtE >

HRWED EEFHRIER : A ~F =7 I XV F =7 1EIED D WITRIE OB O3B
CMLEE ., IR MM CMLEE CORF

Freesuia B IR 7514 BRI BBRIC AT L2 B AR A THNZ BT AFIEKER H DRI B L 7= BIEHIZ, L
EULEVEME Ry -V E I NN T AT 2T —BHEINEIHITh -T2, BEELBERITRD
Y ARV Ry

A5 TSI FE IR RBRIC AT Lz H AR NTHNCIRE U7 A E IR L CuZeny,

AR OF AR RER & L CORMREZ D b RN £ TIZ1ELL EMMR % #5% U 72 Ef O Fl1&
I, FIZEOEMEHCMLAR T76.0% (19/2561) . A ~F =7 XiZ XV F =TI\ IEH 5 VI
RO EHEECMLEE T60.6% (20/33%1) Thol-y A ~F =7 I FZF =71, HEH
B UVNEARIE OBATIICMLES 1T BE SN o T2,

2)

ARBEHLLT 1) BHHAXEBRITHOMEEZRRE L-BFERRARGERE (KA KT
EFEDAR Y B SUIBATHI O CMLERE 2 R, AAIZHEHEE T TRIAKS
RIFEML 1= L7z et R A& T3 %,

#E - HEBRD

M=

A5

gk U &K D A

SRt

HA

PSES

CML-CP X /ZCML-APD B #
200942 H 16 H ~20104-3 H 31 H ®Hif#], CML-CPXI/ZCML-APD#hHz « ghF I TARH & A
HBHAA U 7= 2Ef]

KMt

200942 4 ~20134:3 A

BRI

3]
AFFe G- P IEFNZONWTIE, PIE#1 L A ETEBENME 5, 2720, BHEHOERZR L.
LEMREROINED T2, LEIZIE UHERET 5,

ISEAE BI% 9881 (70041

(HEEAEGTE)

EERAN LR P 1) et

L VAR R GE 192801 FH 72011 (77.59%) (ZEIVER 23D 72,
FEREWERE, i/ MREEA 13061 (14.01%) | A E U L e #ni14f] (12.28%) . U /38—
VHIMo2% (9.91%) . HFRERE ﬁmm(a%%)\wﬁ»&i»%?yx71?%ﬁ%mw
%(&M%)\gmwm(sw%) B4 (1.97%) . TI7=0T3I /) h T A7x27—F
#hneesl (7.11%) . :L\%QT@EGWJ (6.79%) . HIMERELIA 5961 (6.36%) M ML~ K
T REHEINSTH (6.14%) THh-o7=,

2) ARE

OlIN &S EES

CML-CPEA&6724196250%] (93.0%) TCHR (Best response) 23f% 5417z, CML-APBHIZH
Wik, CHR, HIMFEOEILZ: L, B ~oRiE 2620618 L, A%0% (Best response) 1%
68.5% (54fH137#) TH -7z,

O aEAR FE N H
CML-CPHEHE660%1+H498%1 (75.5%) & NCML-APHEE 51642641 (51.0%) TMajor CyR
(Best response) 23% 5417,

(1) Z0ih Frlz7z L
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VI-1. REZHICEESHD
LEYMXI(TLEYE
VI-2. EIEEA

(1) 1ERE&ML - /FFR
52

VI. EMEE(CET SHHEA

Frny o F—Y¥A e X —
W& AT =T AV TF =T RRAF =T RFF=7, TI=7
HE  BEOH D(LEMDORNEE - IRFIL, OB THRIESRTHZ &,

PEMEE BEME AL R I B WL CIE, SN OBer-AblT & & v —E M
EFEMIEEE SN TR, REER2EAEZWENCY VBT 52 &I2&-
THIFEN S 7T WARIE R IE AL S v, AR K ) OYBL 7 AR b — & AR
NILHES N TWD, =rF =713, ATPLEAMICHERLY | Ber-AblF s %
F—BEIHET S = L0 Lo T, Ber-AbIRBMI OIS 5 FHE 3251,

=uaF =71, Ber-Abl7Z1} T/ < BHIfEK Y- (SCF) ZFIEOKIT & O/ MK
HkEmERFZHAEK (PDGFR) Fuy o3 F—¥&2lET S8, KITKD
PDGFRF 1 ¥ F—VYOHEMEMIZIA ~F =7 LRBETH LI L, B
A Ber- AbIZ13A <~ F =7 & il L THIB0M55R /172 LEMEM 24 L. Ber-Abl
AR PR VR 2 R348 921012 ) AblS o —8 & 3 #5 5 RE 1 AT 0 fi6 SR
iE, S e F =TI R, v F =7 L0 HAbIF T — B DOATPHES ST DR Y » Mt
L., SV ELEEEZAL, —aF =7 LAbIFF—PoESICIE, BRIZES
G B 2 Z T O BRI EERAN KD EERKREAH S Z 2R L
TWAY =aF=71%, 4 ~F =7 HHiEBer- AblZS F AT BN Ak 33FE D
9 T35 BAK % R < 32FEITxf L. ALHIAE 2 06 2,

T4S5FIV T« T REREGE “OF=JHETF
B DEE L

RRETED S 5 F UmERE
7k =Y ZANDFEE

HHFESED > J F IUGETTE
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(2)

EMERMITD
ERRAE

1) Ber-AbI B2 ") VEELFREVER (in vitro) ™"
Ber-AbIZHL b b [ B kE (K562, KU-812F) K UVEF /£ Ber-Abl %
BAETEA LRSSz~ v A EmMAEE (32D, Ba/F3) 128\ T, Ber-
AblH TV VBB RISk % =0 F =7 DIC,,fEIZ20~60nMO#iH TH ~ 7=, £
2. =aF=73A ~F =7 EHMBer-AblE BIK A Bs B A LEBR S
ARLpR33TE (p210&% U'p185 E255 KA HEKITIF L+ 2) @ 9 H32HITK L TH
2V UBEILEEA 2R L, £ DICfEIF20~400nM O TdHh - 7=, T3151%
FIRTIE, 8,000nMDEEE CTHA Y Y EMLILEEHZ RS o7,

Ber-Abl (FARKRUVEEK) DB VEIEIZH T H1ER

SEEE SRR R (FEBRIEH N 2[E] D & DITFEIIE D7)
p185 (hybrid) (%, t kBer& murine AblIZHI 27 % Ber-Abl

[RRBR T 1k]

AU AL Ay Rk
Fh— (MK ICyfl (M) | FF—F Giifiakk) IC5fEE (nM)

(SRR ] ESEEY
(wt-32D+IL-3) not applicable | p185 (hybrid) Y253H 260+34 [ 6]
(wt-Ba/F3+IL-3) not applicable | p185 (hybrid) E255D 51 [ 2]
p210 Ber-Abl (32D) 2020.8 [85] | p185 (hybrid) E255K | 39282 [ 6]
p210 Ber-Abl (K562) 43+15 [ 3] | p185(hybrid) E255R 235 [ 2]
p210 Ber-Abl (KU-812F) | 60+19 [ 5] | p185(hybrid) E275K 125 [ 2]
p210 Ber-Abl (Ba/F3) 20+1.6 [ 7] | p185(hybrid) D276G 107 [ 2]
p190 Ber-Abl (Ba/F3) 31+3 [ 3] | p185(hybrid) E281K 39 [ 2]
p210 E255K 170+12 [ 6] | p185 (hybrid) K285N 188 [ 2]
p210 E255V 252+21 [15] | p185 (hybrid) F311V 84+1.6 [ 3]
p210 E292K 31+6 [ 3] | p185(hybrid) F317C 57 [ 2]
p210 T3151 >8,000 [57] | p185 (hybrid) F317V 95+28 [ 3]
p210 F317L 38+4 [13] | p185(hybrid) D325N 69 [ 2]
p210 M351T 29+2.8 [13] | p185 (hybrid) S348L 54 [ 2]
p210 F486S 41+3.8 [ 8] | p185 (hybrid) E355A 91 [ 2]
p185 (hybrid) M2371 34 [ 2] | p185(hybrid) E355G 6715 [ 3]
p185 (hybrid) M244V 101+16 [ 3] | p185(hybrid) F359C 201 [ 2]
p185 (hybrid) L248V 83+6.8 [ 3] | p185(hybrid) F359V | 313+79 [ 3]
p185 (hybrid) G250A 46 [ 2] | p185(hybrid) A380S 125 [ 2]
p185 (hybrid) G250E 92+9.8 [ 5] | p185 (hybrid) L387F 172 [ 2]
p185 (hybrid) G250V 54 [ 2] | p185(hybrid) M388L 68 [ 2]
p185 (hybrid) Q252H 117+25 [ 3]

Ber-AbIZEEL B b M H AR (K562, KU-812F) | B4 Ber-Abla (a1 A
LA SE -~ v 2dEfilaek (32D, Ba/F3) | XIdfEx O A ~F =7 HiMEBer-
AbIZE SR (3428 744K) Z@InTEHA LRI SE-ilatk (Ba/F3) # M\ T, cell-
capture ELISA* (2 LV ¥ —FH AU U ELDOIC™ & FH LT,

* ELISA (Enzyme-linked immunosorbent assay) : B%3& /%l 15
*E1Ch 1 BO% PR
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2) Ber-AbRTFIMEMABIETEINIVER (in vitro)™'"Y

Ber-AbIZEHL B b [ M ARk (K562, KU-812F) K OVEFAEBer-Abl

BR8N LR S~ v A Mk (32D, Ba/F3) 128\ T, flfusy

FEIZkT D = F =T DIC,fEIE8~24nMOFPH ThH o7, T2, = F=7

i34 ~F = 7B Ber- Ab1Z BAR 2 (5 138 A LB S ¥ - i la k3
(p210 K% U'p185 E255KZ BARIZIFE L §°5) @ H H32FEITx L CHEFRIESEAD

HIERZ7R L, ZDIC,EIZH220~800nM D #iH Td - 7=, T315IERIKT

1. 10,000nM D2 £ THIUBBETEINHTEH 2 R & e o 72,

Bor-Abl (Fp AR R UL EK) RIRMAHDIBIEICX T H/EH

SEEE SRR R (FEBRIEH N 2[E] D & DITFEIIE D7)
p185 (hybrid) (%, t kBer& murine AblIZHI 27 % Ber-Abl

[RRBR T 1k]

WG/ A A HERA/ AT
Fh— (MK IC5ffi (nM) | *F—F (Hifatk) | ICfiE (nM)
ESEEd ESEEY
(wt-32D+IL-3) 6,134+228 [ 3] | p185 (hybrid) Y253H | 700+116 [ 5]
(wt-Ba/F3+IL-3) >10,000 [71] | p185 (hybrid) E255D 24 [ 2]
p210 Ber-Abl (32D) 12+3 [ 4] | p185(hybrid) E255K | 308+42 [ 5]
p210 Ber-Abl (K562) 12+2 [ 3] | p185(hybrid) E255R 56 [ 2]
p210 Ber-Abl (KU-812F) 8+2 [ 6] | p185(hybrid) E275K 29 [ 2]
p210 Ber-Abl (Ba/F3) 24-+0.7 [75] | p185 (hybrid) D276G 77 [ 2]
p190 Ber-Abl (Ba/F3) not applicable | p185 (hybrid) E281K 49 [ 2]
p210 E255K 548+72 [ 6] | p185 (hybrid) K285N 63 [ 2]
p210 E255V 79167 [19] | p185(hybrid) F311V | 155+31 [ 4]
p210 E292K 81+8 [ 4] | p185(hybrid) F317C 19 [2]
p210 T3151 >10,000 [47] | p185(hybrid) F317V | 28+35[ 4]
p210 F317L 91+6.5 [17] | p185 (hybrid) D325N 25 [ 2]
p210 M351T 38+3.7 [18] | p185 (hybrid) S348L 26 [ 2]
p210 F486S 75+6.8 [11] | p185 (hybrid) E355A 38 [ 2]
p185 (hybrid) M2371 35 [ 2] | p185(hybrid) E355G | 47+8.1[ 4]
p185 (hybrid) M244V 67+6.7 [ 4] | p185 (hybrid) F359C 291 [ 2]
p185 (hybrid) L248V 10213 [ 4] | p185(hybrid) F359V | 161+61 [ 4]
p185 (hybrid) G250A 65 [ 2] | p185(hybrid) A380S 179 [ 2]
p185 (hybrid) G250E 145+32 [ 3] | p185(hybrid) L387F 39 [ 2]
p185 (hybrid) G250V 19 [ 2] | p185(hybrid) M38SL 20 [ 2]
p185 (hybrid) Q252H 6722 [ 4]

Ber-AbIZEHL b I (L5 B ALk (K562, KU-812F) | ¥4 Ber-Abl % B s 1-E

ALRH S Ez~ v 2dEmAmldik (32D, Ba/F3)

L XFHE A DA~ F = TG

Ber-AblZERiK (34 RAK) ZBUnFEA LB S 7 Mlatk (Ba/F3) MW T,
ATPLite assaylZ X ¥ | Ber- AbUKTEH ARG I/ AT DOIC, il 2 Hi L7,
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3) Ber-Ab [ RFMHEREIEEMHEBETIVIZE (TS ESERA

Dp210 Ber-Abl # %38 L 7=32D#IRERHE~Y D R BRAEIEM AR B ETILIZCE TS
ER (w9 R) W
KA VT =T —8 KU Ber-Abl % a8 A LR B X 72 32D A ik
. v U ADOFIRNICBHE L2 B R BRET VICB W T, =uF=7
S BARAF A ISR A2 i L. 45mg/kgl H 1] %30mg/kgl H 2[RI# 5
TR IEEEREMEIER 2~ Lz,

TORABRIBEMEEETIVICNT HER (RIEKRS)

(photons/sec.)

1o —nF=J#%5E
O Omg/kg 1 H 1@
a A18mg/kg1 H 1A
1010 [O45mg/kg 1 B 1@
®68mg/kg1 B 1[H
. FIME - R
x *
2
108
*
107 One-way ANOVA
post hoc Dunnett’s
*p<0.05
106 T T T T T T T T 1 (ve. Omg/kg 181 1 EH5)
-2 0 2 4 6 8 10 12 14 16(H)
B 5 HARE
YOXRBHIEEEEREETIVICHT HEA (1B2E1%RE)
(photons/sec. )
101" 7 —OF=J#5E
O Omg/kg1 B 2[E
A 10mg/kg1 B 2[A
10107 **x  [J20mg/kgt1 B2
@ 30mg/kg1 B 2@
& Tl + EaERE
® 0o
Eid
J*x
108 k %
107 One-way ANOVA
post hoc Dunnett’s
+ @ * % **p<0.01
106 ‘ ‘ ‘ ‘ ‘ ‘ ‘ ‘ (vs.Omg/kg 1 B 2 [@#%5)
-2 0 2 4 6 8 10 12 14(8)
B EHARE
CRABR T 4]

RHEN - LT =T —F K p210 Ber-Abl & i {n+8 A LBl B 72 32Dk & ~
T ADEIRNICEAE L. Ber- AbUK VB BRI BT 7 L 2 FR L7z, B 56
H BT EIAR R D AR ATIE L. EBAESIZ4HE (N=8) I =nF=7%
BAKE Uiz & & OAMRFLARE L, HUBREIEH 2340 L7z,

(#& G- 1k]

1H1E] (14HR) 18mg, 45mg. 68mgkg

1A2F (14H[#) 10mg, 20mg, 30mg/kg
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@p210 Ber-Ab | Bp4E R X (FE255VE B A % IR L =320 a8 4E <~ o X B Bh1ETE
MERBETIVICEITAER (TH9R) ©

p210 Ber-AblD B AR T E255 VA AR 4 x5 A LI Bl S ¥ 72 32Dl
Hx, ~ U AOFIRNICBHE L7 B MR EE T VB W T, =rF=
TIVIEFII 2B R U, ISR OERE & U7 MR E & OB & il Lz,

ROABRBENREBEETIVICHT SR

<EE
0 Ber-Abl EF4EA vy 255V ER{E
1001 1 — O F = —aF=J
90 1L 0 mmam avro—L 0 909 ] mmem avka—L
80+ 1
70 H
g 07 h &
7 % | 7
401 H Kaplan—Meieri%
;8: :' log rank test
o e p<0.00001
0 T .-\ ----- \-----\------\- 1 0 T T T
0 20 20 60 80 100 120 () 0 10 20 30 )
BEHAR =5 HAR
fEfEESE (Bor-Abl EpAEY)
JIEfe A i PR EE Hp il M E O EIE
(g) (g) (%)
—nF=7 0.085 21.9 0.4
ay he—) 0.51 16.6 3.2
pfii. (Wilcoxon rank =0.0001 <0.0001 <0.0001
sum test)
[R5 ]

p210 Ber- AblEf AR X3 E255VAE BAK 2 i fn - A L3 HL S 732Dtk 2. ~
7 A DRI L, Ber- AbURAFIEE B MER BT T VA ERL L 7o (5 HEN=

20) . =RF=TEAENEG LIz & QAR ROV R A RE L, RS &
AL 7=,

[ 55 1k]
75mg/kg 1H 1[0 (16 H )
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®p210 Ber-Ab | BFAE R X (L 4K (E255V, M351T) 2 HIR L - Bl <~
RIEMHREETTILIZE T 2ER (v9R) P
p210 Ber-AblD B AERI S I E Bk (E255V X IIM351T) % s 1-# A L%
BEE-EBHMRs., ~ 7 AOBAIRNICER L BIERET T LICB VT,
—uF=TIEFHM AR L, MiEEEOEMZMEI L, 2L, A%
RFEBLANIL 2 Al L 7o~ 7 2T 220 1%, Ber-AblEr AR B 2 #
FE L7~ 0 AR 2R L0 005 T2,

TYREMFEETILIZHT H4EH

{HEFE> {EiEgE=E >
_ Finll - Eidl]
(%) Ber-Abl B4R (mg) Ber-Abl BF&#Y
100 — 800~
L]
90 mm=-—pF=7 e 7004 — HkiE .
80 wmiay po—i H °
70 " 600 s
& 80 : o 500 $
77 90+ . & 4004
40+ : £ 3001
30 » : 3
20 IKapIan;l\ilmer;ﬁ = 200 1
10 5’26"?301 et : 100 s
0 T T T = T 0 e N
0 5 10 15 20 25(H) —aF=7J arvka—i
5
R R
(%) E255V ZBEK (mg) E255V &K
100 L 800- .
901 ==z=mF=7 1§ 700 — PRfE .
80| smiavbO—)L : 6004 s
704 .
o 60 : g; 500 . H
= 50 . £ 00
40+ : E 3001 ‘!‘
307 Kaplan-Meieri% E 200
207 |og rank test H .
10-] p<0.001 L 100+
0 T T T T 0
0 5 10 15 20(R) —oF=7J arvka—i
5
M351T ZE(k M351T Z &1k
(%) (mg)
100 = 1,000
90 wm-pF=7J E — FR{E
801 =migy po—)tt 800 =
70+ H
4 607 R B 600, +
7o " ¥ :
40 H £ 4004 .
307 Kaplan-Meieri E ]
20 Iogprank test ’ E 200+ -i— .
10-] p<0.001 H o
0 T T T 0
0 10 15 20(R) —oF=7J arvka—i
5
(R 1]

p210 Ber-Abl DB AT S 328 B8R (E255VUIIM351T) % s 78 A L3I X w7-
HHIMIEE . ~ 7 AOBIRNICERE L7- B MERETET v (FN=12) &, =uF=
TEROEE Lz b & oA L MIREEZ L L7z,

E:Evai
75mg/kg 1H 1A (16 H i)
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4) ZofoEEER
@O /MR R REFZ A PGFR) F 0 ¥ » ¥+ —Ecxtd 2EEER"

i)

i)

PDGFRE .Y v Ekicxt3 2 HEMEM  (in vitro)

PDGFR- « X O'PDGFR- 8 (221 72 HiPDGFREUIA & ASTHAEEE 2 F v
7-cell-capture ELISAIZ X A #EfcHBW T, PDGFRTFr Y ¥ F—ED
HE ) UBEICxd 5 =n F =7 DIC,fHI169+4.3nM (CFHfiE + = HEa
) Tholz,

PDGFR% %81 L 72 Ba/F 3/l ik O M #8582 5ek9- 2 3IVEH - (in vitro)
FIP-PDGFR- « #8158 A L% 8L S &7 Ba/F3ffifiakk z v 72YO-PRO-
1-assay & ("Alamar-Blue-assaylZ B\ T, =2 F =7 DIC,fEIF2.5~
1InMT&H -7z, F7-Tel PDGFR- % &5 -E A LIEH S 7= Ba/F3Hifg
¥k % V72 ATPLite assaylZ3B W\ C, FfRESEIZ T 25 =0 F =T DIC,,
fi1353+4.8nM (FEE+HIEMERRE) CTh o7,

@KITFO L VX F+—HIoxtd 2EEER"

i)

ii )

KITFr> ¥ r—8AHAY YBbioxd 2EEN (in vitro)
MALERMEREE (GIST) BFEHEOGISTSS2/Mfutk, I NZD816V,
D816Y. R634W X iZdelVV KITZ Rk % i 5 A LFEHL S 72 Ba/F 35l
Jatk & H 7z cell-capture ELISAIZ £ 2 fEHI BV T, GIST882HHfuik D
KITHEC U VB ik dT 5 =0 F =7 DIC,fEIZ210 = 11nM  CE¥ME 12
YegasE) ThoTz, KITFu s o3 —VPERELZ B FEALRRSE
7=Ba/F3flatk ek VT, =nF=71FHC ) VELEER Z R L2
23, D816VA BAKIZKI T A/ERIZII VWb DO TH o7,

KITFoodFr—tnEE ) VBIEIZHT H/EH

s (g B2 U VIRLIC,E

T (R (nM) (BRI ]

KIT exon 13 mutant (GIST882) 210+11 [42]

KIT D816V (Ba/F3) 2,492 [ 2]

KIT D816Y (Ba/F3) 480+100 [ 3]

KIT R634W (Ba/F3) 365+112 [ 3]

KIT delVV (Ba/F3) 27+2.9 [ 3]
SEEE R

KITF 1 ¥ o % —8 238 L= Mlaik O MRS 3~ 2 BIHER (in vitro)
GISTHE H 3k D GISTSS2/fufk, WNZD816V, D816Y. R634W ik
delVV KITZE B {K % &z EAN LRI ST 7-Ba/F3fliutkz A iz
ATPLite assaylZH\ T, GIST882fu ik D KITH AT MR HEFHIZ xH - 5
= F =T DICfHIX158+7.9nM (E¥ME EEHERRZE) Tho7-, KITE
FURZ B EA LB SE-Ba/F3IkRICH LThH, = aF =713/
el s BEPNEIAE 2 7k L7223, D816VZAS B A% B Ba/F3AHakIZ %9~ 2 1FEH
FFHWLDTH o7,

KITFOL o F—tDRBMIKOEIEICNT 51ER

- HEAH/ A7 C B
T (R (nM)  [SEBRIE]
KIT exon 13 mutant (GIST882) 158+7.9 [26]
KIT D816V (Ba/F3) >2,900 [10]
KIT D816Y (Ba/F3) 774+135 [ 8]
KIT R634W (Ba/F3) 293+44 [ 7]
KIT delVV (Ba/F3) 26+1.0 [ 4]

P fE R AERA S
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(3) YERRIREFR -
Fristirfa

Q&‘FOL VX F—EIHT ZBEER (in vitro)

Ber-Abl, PDGFRE UKITTF 1t o v —E 238 L 7= MakE o5z 54

Lo=nF =T AT =T DICMEEmFI L& 2 A, =1 F =7 IBcr-Abl
F o v FF— BRI D IREN E <L D OBROBLETR M A R

L7,

FEFOL X F—ECREMBKROIBIEICE T HAEEE

W AEAFICfE. (nM)

Ber-Abl Tel-PDGFR- 8 KIT
(Ba/F3#iiz) (Ba/F3#Hiz) (GISTS82:M )
—nF=7 25 57 160
f~F=7 649 39 120
IC, Dtk
T mnF =) 26.0 0.68 0.75
SR
MY BRI L
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VI-1. mAREOHTE

(1) AmEHEGMmAF

=E

(2) ERPREABR CHERR
Snf-MmPRE

VI. RYMBEICET SRE

MM ER e L

1) BEHRE (KA. 2106588, HAEADT—%) @
SAEANEERER A (B4) 446l =1 F =7400mg % ZEfERF AR 5 Lz L &0
HENRE R T A — X [ZLL F DY THo7=,

& N Tmax Cmax AUC,, T
(mg) (h) (ng/mL) (ng * h/mL) (h)
400 44 | 4.0 (2.0~10.0) 508£175 13,6621+4,248 24.4+21.2

2) RiEHES
DMEDIBHELACMLEE (A, 23035888, ENESTndstER) 7
WIFE DS DO CML B AN B E8HIIC =1 F =7300mgZx 1 H2[A (1HHE
& LT600mg) MEMRAHEE L-L 2 oEiikie (FE5HMBSA HLKE) T
D Cmaxt PAUC, ,IFZF1E11,292ng/mL &% 1111,032ng * h/'mLTHh -7,

Tmaxi3IHRAE RME~RKM) &, TALSMIVIE AR ERAEZ R,

MEOEBMEHAMNMBAABE I OF I HEIREZORE LI-L EOEYFE/Z A —4

1HH®E N Tmax Cmax Cmin AUCo-12
(mg) (h) (ng/mL) (ng/mL) (ng * h/mL)
EHINEE | 600 (300%X2) 8 | 2.04 (0.0~7.95) 1,292+853 1,056£837 11,032£7,173

Tmaxi3IHRIE (/ME~IRKIE) &, TALSMI B AR ER A 2R T

FRFE | O | -BaiE

(ng/mL)
2,000

MFEOEEHMBEARAAEEIC=OF=T300mg%
1A2EIREZOKRE LIz ETOMEF=—0F T REHER

Fi(E + RERE
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Q4 % F = JHERMEDIEHHITBTHOOMESE (FRA. 1101585) >

A ~F =T THRATDXEIA ~F =T ICERFEO B BITH, &
PO CML K O'Ph+ALLO H AR NEFE (4261) (=12 F=7200mgZx1H1
[a], 400mg# 1H 1[5 X 1Z400mgA1H2[H (1H &L L T800mg) MMM
BhHLIcE &, B56M6H BIZITERFREBICEEL, AUCITEEGYIH DX
NEN2.16. 2.0 4265 72->7-, 400mgx1H1RHEELI-LxD
Cmax X OCAUCIE, 200mgZx1H1FEHEG LI ED2ETHhoTo, £z,
400mg# 1 H2[AE L2 & & DOEFREIZEITH1HH72 0 DAUC (AUC,.,
Z2ELTZH D) X, 400mgZz1H1REG Lz L& D1.8FTHY . #aaln
FEIZHH LT L 72,

AT FTJERMEDEMEH. BTH, AUHOMMEUPHALLOBARAABEICZAF=J21B1EIXIE
1R2EREZRAKRE LI EESDEYHERNT A4

1HH&E N Tmax Cmax Cmin™ AUC, ., AUC,
(mg) (h) (ng/mL) (ng/mL) (ng * h/mL) (ng * h/mL)
200 (200%1) 4 |3.1 (3.0~4.0) 491174 1691+96.4 6,410%+2,680 -
1HH 400 (400%1) 4 (3.5 (1.9~17.0) 8181420 324+164 11,600=%5,630 -
800 (400x2) | 33 | 3.0 (2.0~23.0) |1,070%=458 Not measured - 7,850£2,790
200 (200%1) 3 3.0 (3.0~7.0) 727170 322%x73.6 | 11,000x£766 -
15H H | 400 (400%1) 4 (3.0 (2.0~7.1) 1,600x£512 575%x301 21,200%£9,340 -
800 (400x2) | 28 | 3.0 (1.8~8.0) 2,320%+1,070 1,170£588 19,000%9,090™*

Tmax(TFRME (F/ME~KKE) %2, THLSMNIFHE EEEFEE R~
1P ER G IR G 24 R DR & . 1 [ 2003 5 CIE R 514 12 OB AT,
N=26

AXF_JERMEOIEME. BTH. 2 OO KR YPh+ALLD
BARABEEICZOF=J400mgZ 1 B2RIREZOFRSLI-EEZD
mEFEP=—OF =T REHR

(ng/mL)
4,000
o1 BB WN=33)
i} ] o 15HE (N=28)
@ 3,000 1 TE + 1ZERE
o
7
J
OC/ T T T T T 1
0 4 8 12 (h)

B ]
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(3) =

4) BE - ftRARD
7

SNEANBERRAIZ

—OFZJA0mgZ EER X IRRICEEZEORE L1-& E0EMERE,

KPR L

1) BEDEE (A, 2106588, EADT—4) 9
A E R AR A 4861 (BPE40%1, ZPE8H]) IC=nvF =7400mgx &% (FiF
AR TimE A" ) XXM (—BifakIicikE L, S SIC#& 5%
Hof) ICHERAKG L, =aF=7DONRAL T AT T 41T HRE
DREBERF LIz, =nF =7 2lF BR800 % K U2k f% Ik Lz L
% O Cmax|TZEMEMET R TZ N ZN 1550 K ON.330%, AUC, JE1.32(F K Ot
1.19fF ThHo7-, 7=, SEVEEIB0ZICEE LZE ZDOCmaxk O
AUC, X ZEERF IR TENTN2.12(5 K P1.82(F TH ~ T2, = F =T DN
4%7«47t)741ﬁ$mi©%mb\%%%ﬁf%@%@iﬁ%@@o
22D, BRICKDAZRELR/NRIZT S0, =uF =7 3B @RS
\m&<k%&Ewmﬁﬁﬁw&ﬁﬁﬂﬁﬁﬁﬁ$®%ﬁ%ﬂﬁ6%%ﬁ%5
LEZ LN,

1,000 2 U — (50%ILNENfHR) HaH
*H00¥ ) — (35%ITNENHE) ofE

NS A4

TN T A —H

el T8 AL T8 AL BN & Y
N=44 25 1% 3047 1% 30431
N=24 N=20 N=44

Tmax (h)

4.0 (2.0~10.0) 4.0 (3.0~5.0) 4.0 (4.0~8.0) 5.0 (0.5~12.0)

Cmax (ng/mL)

5081175 716286 7431242 1,068+319

AUC,, (ng* h/mL)

13,662+4,248 17,700£6,228 17,154+8,062 24,416+6,895

AUC,. (ng * h/mL)

14,656+5,066 19,023+7,054 17,252+8,558 25,5642+7,630

CL/F (L/h) 32.8+18.9 23.8+8.4 30.2+18.3 17.0%5.1
VZ/F (L) 720+267 603+204 604+ 302 414+115
T, (h) 24.4+21.2 19.2+6.4 19.7+10.3 21.1+8.7

ZERERFIZ % A Cmax D kb

- 1.33 [1.18~1.50] 1.55 [1.36~1.77] 2.12 [1.93~2.33]

ZEJEIRFIZ R D5 AUC, DL

- 1.19 [1.09~1.31] 1.32 [1.19~1.45] 1.82 [1.69~1.95]

ZEJEIRFIZ RS D AUC ;D E

- 1.15 [1.083~1.28]

1.29 [1.14~1.45] 1.82 [1.67~1.99]

I + YR

Tmax : HRAE O/ ME~ I KH)

Cmax®Dlt, AUC, Dt, AUC; DLt : i 235 [90% 15 %8 X[ ]

V,/F (distribution volume based on the terminal phase)

s WL OV AR AT AR

ZEREFREE1.0E LIZHEDNAATARASEY T+ DL [90%(EREXH]

| |
ZoRERS 1.0
(N=44) 10

BEEER 2 K%
(N=24)

[1:Cmaxmtt
I : AUCo-inr DL

1.33 [1.18~1.50]
1.15 [1.03~1.28]

B AIER 30 S 155 [1.36~1.77]
(N=20) 129 [1.14~1.45]
AT RIEN 30 1t 212 [1.93~2.33]
N=44) 1.82 [1.67~1.99]

I T T T T 1
0 0.5 1.0 1.5 2.0 2.5(f%)
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NEANERBRAICZOFZJ400mgzZERXFERICERZEORE L&
OIEFER—OF = TREHR

(ng/mL)
1,000 —
OZHERF
& EEERIER 30 K&
800 OEERER 2 BEEE
O SEAEIER 30 &

FREL | O | B e

\
0 12 24 36 48 60 72(h)
Rl

2) EIEHIL—2I =TI, TYTNLY—R (BRA. A2127:88&. SFEAD
7_‘-—'3'1) 17)
71 7 VEIK T O AR AR 7 B b T A IR FIEZRGETT 7201c, R
R NASHI 2 G T eV E D EEREG LIGA BB L —ra—o
NXIXT T = R T TR NANNEY R IRG S TR L2 6 ORI A
FTRAZ VT ¢ BRI LTz,
=R F =T ENTENOEERE LRS- a— T Mo TR
NINEY 2R TG LTEBECTH AN A7 XA 80 T ¢ 258l L 725 2R.
= F=7200mgh FLN2H FE/NSG (400mg) DNEWET (— A S —
QRDIENEN 7 L —ra— T b (T4 — AT =IO L — a3 — 7
VM L TH T L NEW R K200me) [CIRA ST CHE®RELZLE, 2
TN EEDOEFEHBEIERE LT & 2123 HAUC,, D&M (90%(5 4
X[H) 1%£1.08 (1.02~1.15) Th v AW FrZ A% L& TH 590%E KX
M : 0.8~1.25MRHMEAE 7= L7=2%, CmaxD R (90% 55X H) 1X
1.31 (1.22~1.41) THV0.8~1.26D AL T- X 7272,
—Ji, =aF =T E DT ENOEFRE LIEHET v IV — R TS BEAN
K ERETEE LTSNS AT XA T8 )T 0 2 LR, =0
F=7200mgh 7w N2H TINS5 (400mg) ODNEME T 4 — AT — 25
DT TN —=A (T4 —AT—=IHDT v TNV =R LTH T AN
KRR 200mg) 1SRG SETHEIRE Lz EE, 2 7B ZZE0OE FHA
BhH L7212kt 3 2AUC, L FCmax DR (90% X)) 1. #
NZ40.97 (0.90~1.03) . 0.95 (0.88~1.02) TH V., 0.8~1.250D FEHEA
7L TWBZ b, AR R I NT,

3) BEREMNEE
VII-7. ¥ EAEH ] OIS
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VI-2. EYLRERI
INS A—4

(1) fRirAE

(2) TRURIEREE %K

(3) HREEEH

4) 207353 R

(5) HMBEIE

(6) Z it

-3. B%M (RExL—
ay) fEN

(1) A&

(2) NS A—REH
Z2R

HEADT—4 (A, 21065K88) ¥
D a =R A NET VR VTN LT,

PR L
AR L

ShE SRR A 445112 = 0 F = 7400mg % — WA BB ICHERR D& 5 Lz & &
DCL/FIE32.8+18.9L/h (CE¥E+HEUEHFAE) Th-712"9,

HME MR 440112 = 1 F =7400mg & — B B ICHERR DG Lo & &
D BT O IARSABRFEILT20+267L CEHE HIEHERE) Th-72"7

Bz L

FTHEALEORWBIN A EGTe2-a 0 /R— KA N ET L

A T F = TEH MO

A ~F =T EHUEDOCMLES K O - HHETEPh+ALLEA S5O % T AfHE
B OV AR (2101588R) TREONT-T — & 2 vy, REEHIZEY B REfRHT
(&Y = F =T OB E L KT T B R L RRAICTHE L7, €0
fER. Filn, AELXOANHETI=nF =7 OEYFBRBICHE LRV EBRIN
oo —H. IR =0F=T DA FTXAITE) T A ODRERLEERTHD
ZEMIRSN, BMEEICBT 5 =0 =7 OREEITLMERE LD HK20%
R EHEE STz,

FFASHEHACML™

WIFE D&M O CMLAEE x5 O [H B LR 55 MAHE SR (230358k) TR L
F—H &V, BEMERYEEMITIC I = a0 F =7 ORY BRI 2L KIT
FTHE B RBINCEHM Uz, PERI DR EAZ TN L7258, BHEFICBIT S
ZaF=TDORAFTT ATV T 4 1d, WHERE LD HN10%E W & HEE S
Niz, ZOMONAFEFANT — 2 id=nF =7 OEYBREIZ x4 54 5 a4
EETIEBRNZ ERHALNERoTc, "AFTT XA TEY T 42k T2HED
AT U AE R, 181300mg 1 H 2[81#% 512 %95 400mg 1 H 2815 5-DF
KNAFT XA ZEY T £130.84TH Y, 300mg 1H2[A#H 5(2E-<T400mg
TH2EHE G TIINA AT XA T T o MR T T 5 EHEE Sz, E72, R
BB OB L REF LG ERE, REYLE L KTCASTA =2 F =7 DOCL/FIC
KT EAEERLERETH -T2, REULEUNEERE EROL1.5ME, 25 KT
255G 5 £ =n F =T OCL/FIXZENEN14%, 26% MK O3T%IL T 5
EHEE Shu, ASTHSEYE(E EIROD 1565 K U265 ITHINT % & CL/IFIE2% K& (M%
KI5 EHE S,

/NECML

INREBE ZGE LTAMNESE 1R (A212058850) L OVEBEILE 26 11 AH 5
(A220335R) . FABEZ GG L LI-ANES TAHRABR (210135) K ONEE
HFEIHMARRER (2303:8) @ 9 H400mg# 1 H 2[E#5- L 7= BE 1076170 5 15
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VI-4. 0R4R

AT MIEHIRE T — & 2 W CREERI SR B REfET 2 FE0E L 7=, CML® /)
RREFIZRB T 2=0F =7 OEYEERT A —X2 OFEM TP EHEE L, L
BR=mF =T OEYERBICKITTHELM Lz, LEEE LTBSA, (K
B, X (2L 1258 R, 12500 B18RE AR, 185k LL L) | MR B
BURTE (RPUME/ AR A BE, PI3ERE) | AFE, ALT, ASTK UM E Y v E
VERHE LT, ERIEWENEE T A — & ORMEFAEEEIL, CL/FCT24.4L/h,
T OHRLE ORI ARECTENENSTILL V333L & #HEE S vz, 2
BN =0 F =7 OEYEEBIC KT T B OWTHHE L2/, =nF=70
CL/FIZxt L TBSAKR YA E U L E VA, LR ORI S ASE IS L TBSA
NEBRIERETH-7-, BSAIL, /NNEERA L OEYEEDE N ZFHIIT D
DIk bEERLEEThH o7, HEHELINTRE D L B R/MED B
KEE TEH Lz L &, CL/FOHRAEN D DZEALHIT10. 7% 12> 5 22.3% ik
LTHY | EERNES) R OBERREE & i L CTH/hE Do T,

1 N ATFRAZEY T4

FMER e L

(BE) SEADOT—4 (A, 2104:8) *
ShE R R A BE4ic [M'C] =rF=7400mg% — B A% (2 Hnlke
NG Lz b &, #E%481/ £ CToMig PR Z(bAR I MG P hd e D
AUC,sP87.5%% Ll Z Lhn, =uF =7 IR ) & %
ZFIC WEEZLND, LERST, b MIBTFAZSL AT AT
T A VIR (F180%) LRIBECTHD LHEERIND,

BEHERUSBAUIREZ (T ELEREREEEEICH T5EMEIRE (BRA.
HEADT—4)

—nF =7 %G L-AEAKIT (CD117) BiPEM e e S (E W&
) BE168BI LA LN T — & 2 O CRHEEMSEY BT 21T, =8
F =7 OIMYBREICKT L CHERE L UIRN 52 2B LA L, A
ENTIX2 O DOREEDT — 2 W TEY, =rF =713400mg% 1 H 2[R, 128
Wi, OFiITRE®H., KILY B%H2RH, @QBFOIRFLL ERUI %2
REFEI AR, OWT O FE TR AL Lz, ToOfR, BfbsZir i
WHERE LR L, BEMEHEE LT F =T OMIAA T 1T
T 4 M EH AR B TR48%., T UIRREE TRI22%IK T35 LH#EE Sz,
RA ZWEEIZTC=a F =T O, T XA T8V T o il 2 DEEFIZON
THELRZE ZA, Haftiss (N=14) TH3% [27~124%] (il
(F/ME~FRME] ) | EBoulkkEHE (N=18) T80% [45~193%] TH -
776

2) TRARER
KPR L

3) RUNE (KA. 2104528k, SHBEADT—%) ©

SME SRR A B4 [MC] =1 F =7400mg% — B & 14 | B a0 4%
L&, HEBHED68.5%NAREKE L THFICHM SN Z &)
5, SoF =T EROEE L L X OWIERITHIS0% & HEE ST,

4) GRFEIR

MM ER e L

(%) BT —4% (T v 1)
Ty MI=uF=T 2 EE L& X ofiETEyEEER S, BITE
BRITRER SN2 hoT-,
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VI-5. 9%

(1) %k — fixi B P
‘i

(2) ik —REHERIFT
BiEE

(3) HA~DBITH

(4) BEBR~DRBITH

(5) ZDHDERA~D
BT

MM ER e L

MY ER e L

(%) 87T —% (Fv 1)
EIR10H B (N=4) FOMT7THH (N=4) ©F v M2 [MC] =uF=7
20mg/kgZ HERE OG- L, BBIEBITHEIC OO TR LT, ZOREE, 4T
JR10H BIZBIT 5 = v F =7 RS sE O bs /R g b 13 5% 1~
24FFH]DFFRTL.5~2.3Th o7, fERITH H TiX, & 524K % ORI
DI T REENM) O MK D 1665 DBHBENRO bl b DD, LS D
KRGy O Re VEALRR P A REIX, B 5% 1~ 24 O T R TORFRIZB N T
REW O ik % Flal- 72,

Zv MIBITHRE~DBITH

RO % OSTEERE (ngEq/g)

HER TR108 A HR17H H

1h 3h 6h 24h 1h 3h 6h 24h
FEEN I i 3,220 539 | 2,290 | 50.7 | 4,300 | 7,310 | 5,340 | 35.4

e 5,080 575 | 2,430 3,890 | 7,640 | 4,650 | 65.1
JiG I 5,880 | 1,240 | 3,340 | 95.4 8569 | 2,380 | 1,370 | 51.1
— HEE

(%) 87 —% (V%)
IR Y IR = T =T 2 4ERTH B2 5208 B £ T30, 100 X1%
300mg/kg/ H O HETIH1RBIKERO#ES L- & &, 30%&'100mg/kg/H
B HRETIL, & 524 O IR IR = 0 I = 7R E I3 E &R
(3ng/g) Kili Tdh->7=, 300mg/ke/ H &G TiX, BRITM#T=nF=
7RI R BN G IR DFI8% Th o T,

MY ER L

(%) @7 —% (T v )
%8 ~10H HoAF T v F (N=13) & [""C] =1 F =720mg/kg
FHARROKEG LR, =0 F =7 O ~DBITHRD bivic,

UERR L

in vitrodT—%4%

b hiiElC [PH] =2 F=7%0.02~100 x g/mLOFF THRM L. &5 EkEE
(37°C) [Tk v MERBITREMFI LI-L &, = F =T DOmMERBITERIZI8% T
H Y IR 130.68 TH o 72,
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BEB) W7 —4% (v h)

B > b (B v NN=8, 7/t /5w kN=1) |2 [*C] =rF=
7'20mglkg % HLIARR (18- U, FHAR - BEas PO BE IR B A E L7z, R
R, PPl RRERIAE B K OVINIG i BETR B 23780 & L, R/ i ik
HE AR FE L IZ8UL ETh o7, B, M. REE B, IRER, AEHE
Wi, P, A28, 8. SR O ARIC I T 2 i RE IR B 13 M ik & v K
<, FTBHEICRTABETIMK XLV AT EVEEZ R LT,

Z v MIHEIT RTINS

R OGO RERE (ngEq/g)
Rk 168h
2h 48h 168h (FAE )
il R B 13,300 162 — —
il A 7,450 65.2 — —
R CREDR) BE 2,880 883 554 374
ERAR 40,800 — — —
Mg 1,550 <LOD JE R <LOD
(e 1,770 — — —
B 238 — — —
2 70.2 IR W <LOD —
L et 530 — — —
il 3,590 — — —
ARk TR 35.7 JE R —
NERS (t8fa) 3,060 — — —
NENG () 1,050 <LOD <LOD —
=B — 3,780 74.9 <LOD —
Y 2,910 — — —
K 1,920 — — —
/N 21,800 500 — —
Ehrazy 5,010 97.0 — —
BB 4,850 105 — —
= 1,880 49.3 — —
TR 2,080 — — —
iR 13,000 615 110 114
fiti 2,030 71.1 54.7 46.9
IR 1,670 — — —
5 1A 1,130 TR <LOD <LOD
gk 4,130 36.7 — —
TR 3,040 — — —
WEE 11 i 2,890 JE B & <LOD —
UES 127 <LOD — —
T 1,480 2,140 1,230 108
T 81.0 — — —
JELfek 2,450 <LOD — —
Hi'H 2,040 — — —
i 'H 4,010 — — —
L 190 <LOD — —
fifa A 1,320 — — —
R — — — —
)7?( — — J— I
AR ER 1 7 12,300 32,400 22,000 —
— {EEd

B BRI, MR OB

<LOD : # H PR A




(6) MIFEEMEER

VI-6. X3

(1) RHERALR O
e

(2) /BIZH5T 3
R CYP%F) @
T, FE5E

(3) #EEBENRED
FERVZDEAE

(4) KBWOFEED
HmRUSELL.,
BELE

VI-7. #Et

in vitrodT—4%

b i PH] =0 F=7%0.02~100 x g/mLOFFHTHRMLI- & &, =1
F =7 OMEE AR ARITNIS% TH Y . BIEKRFIETA LN ST,
£, B MIET AT I U R o BREREAEIC PTH] =0 F=7%0.05~
10 g/mLOFHETIHRIM L L&, =0 F =7 DOFRERITLNZEINLI9% K]
94~98% Th -7 Z &b, EREAEAITZ o BUEEEAE THLIEE XD
iz,

FRBERGL - = & LTl

NEADT—4 (BN, 2104:E8) ©

HhE RN B 46 [MC] =1 F=7400mg% —Whift &% (2 H R0 1%
H L& Z A, MEPBEREO KT SITIREAETH Y MiE U EED
AUC, sP87.56% % 5d7-, B MIBITH=nF=7DFERMNHREKETA TV
A IE Y IVERD A T VFEO KBS OKEEFE D T3 ViR R ~D X 5 72 IRk,
ThHoT,

in vitrodT—4%

[PH] =uF=7% [MC] =uF=7%t MFI 7 v Y — LKz A
b N R 7 r—AP450f%E (CYP1AL, 1A2, 1B1, 2A6, 2B6, 2C8, 2C9,
2C18, 2C19, 2D6, 2E1, 2J2, 3A4, 3A5, 4A11) L& HlZA v FaX—F
L CRENEEZRE LR LY, =nF =7 0 EEEEREIZCYP3A4TH
b, CYP2C8% —fiai 575 L ER b,

MR L

(BE) MEADTF—% (A, 210475)
SMEERERR A B 4B [MC] = v F=7400mg % — B 54 (2 H ARk
N5 Lzt 2 A, MiEHRRECAEN MTEF A EDAUC, s D87.5% %
HOEZ b, =rF =7 ZHRAPIEmER R EZ T VW EE XL
b,

MM ER e L

1) BEMERGI B UME RS
FiEP~PEE SN D,

2) et ER R OHEHERE

NEADT—42 (FA. 210458)

SR E R A B4 [MC] =1 F =7400mg % —Bhif A1\ B AR O 4%
HLIEEZ A, BE5168K 1% F TITH& G HUSHE D90% LI 73 3 1 HEif <
. RP i =a F =7 R OZE R HE KO B ERITRE S oo, &
HE0D68.5%NARZ A E L CHEPICHRIE ST,
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VI-8.

VI-9.

S URKR—42—IC
B9 515k

B FIC K HBREER

VI-10. HEDEREAT S

BE

NEABERBAICE T HMFAREOHME

HATREOHEI R (RERICHT 2EIE, %)

AR I 3
0~12h 1.5+0.2 1A H 0+0.1
12~24h 0.7+0.2 2H H 31.3+38.9
24~48h 1.1+0.2 3HH 38.8+38.1
48~172h 0.6+0 4HH 15.7+23.2

5 5:-14% kg ] 72~96h 0.3+0 5H H 0.6+0.8
96~120h 0.2+0.1 6HH 4.0+6.9
120~144h 0.1+0 7HA 3.1%5.0
144~168h 0+0 8HH 0+0.1
0~168h 45+0.4 1~8HH 93.5+5.8

4A#t (0~168h) 98.0+5.9

YA o A HE A
IR OHREEIL TR T, H S ARIRERICIRA LT BRI (8- A m4- R T
Fua AFNVERERE) ICHETLZ2HOTHY, =aF =7 HEHBEEE TR oT,

=rF=73PHERAOKE THY . /o, PREEAICH T SHEEEM LR
L TWD,

BL R L

1) FFReEEEEICH T 2EMBE (BRA. 2116588, HAEADT—4%) %
FFEERE 2 IE W 7o RERE MR SR I OIS RERR 2 7 9 2 9B (& (Child-
Pugh%38A) | H%E (Child-Pugh%#EB) K O'EE (Child-Pughs3#6C) 12
DHE) IC=nF=7200mgA HEER G Ui-, B, P N OVEE O RERE
EEHTHWREICBITH=20F =T DAUC T, HEWRE ICHITEN
13565, 1.355 K U119 TH -7,

T/, HEERGREOMEFREHET — ¥ 2 AV COER SO EFIREICER
FA=uF =T OREHBEEY I 2L — gy LFER, B, PEEROE
FE DT RERERE 2 2 474 5 B & T O Cmax| IEEEWHERE Ik~ TF N Fh1.29
5, L18fE R UM.220512 72 5 L HEE ST,

RS 28I AHBRERVEREREICZOF = J200mgZ HEEOKRE L L TDEDHE/ N A —4

U BN | R | TR BRI
AUC, ., N 6 5 6 9
(ng - h/mL) 13,395.3+3,651.92 13,723.0+5,165.58 13,628.3+7,259.82 10,051.9+£3,301.37
AUC,, N 6 5 6 9
(ng « h/mL) 13,191.0+3,645.64 11,922.7£4,545.30 12,073.7%+6,207.02 9,854.7%3,340.37
Cmax N 6 6 6 9
(ng/mL) 476.8£173.44 302.0£63.53 249.71119.07 411.0=134.20
Tmax N 6 6 6 9
(h) 4.0 (3.0~5.0) 3.6 (2.0~4.0) 4.0 (4.0~8.0) 3.0 (3.0~4.0)
T, N 6 5 6 9
(h) 15.1£4.97 21.6£7.77 32.4%£10.68 16.0£9.13

Tmax (h) FHRME RME~RKRME) 2. THLSMIVFE AR ERAEZ R,
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RERBHEREDEYBE/NS A -2 [T HFHEESHREOENHE/ NS A—2DL

B RE

TRERE R |6 D 3 O b

ey B2 AR (90% [ZAEI< )

1B PR e b o5 13,395.3 13,001.9 1.35 (0.91~2.02)

AUC e e 13,723.0 13,017.9 1.35 (0.89~2.07)

(ng - h/mL) | EETHERERE 13,628.3 11,439.5 1.19 (0.80~1.78)
TR B 10,051.9 9,610.7 —

R T R e B 13,191.0 12,785.1 1.36 (0.92~2.01)

AUC,, rh A EE TR RE R T 11,922.7 11,234.2 1.19 (0.81~1.77)

(ng - h/mL) | &S fTHEREREE 12,073.7 10,286.9 1.09 (0.74~1.62)
R R 9,854.7 9,401.8 —

B PR R f 55 476.8 448.1 1.15 (0.79~1.66)

Cmax Hp S TR e R 302.0 296.8 0.76 (0.52~1.10)

(ng/mL) TR R R 249.7 217.8 0.56 (0.38~0.81)
e iR 411.0 391.3 —

—OF=7J200mg 1H2EIREROZRSLIZEZD
EEIREE TDCmax R UAUC, Dt EiE

Cmax AUC,

(ng/mL) (ng * h/mL)
% SR RE PR 1,337 13,625
HR S I e R 1,215 13,900
L TR RE R 1,257 13,791
TR iR 1,031 10,281

2) INREE
OIEMHAMLKR VB - BAMEOPh+ALLEE

UNR. A212058ER. ABEADT—%) *7
1L E18m R DA ~F =7 UL Z VT = 7 HPUME XA O 1814 1]
CMLK OF% - #EREOPh+ALLEE 2, 2504 |7 /L—7 (Group 1 : 1
ik LA 105 ATM . Group 2 @ 105k A F185AwM) (2% L, /NEBEIZBIT
L=nF =7 OEYEREA BT LT,
=1 F=7230mg/m" % 50mgHNr O & T1H2[E (Day LiZ1A 1) #5 L
7= 2oWEHRE (24 F£T) OCmax NTmax!i, Group 1& Group 2
THELEL LT, AUC, 1EGroup 2TGroup 11 Y HHI830% K& 2o 7=,
EFIREBICEB T 2AUC, K UOMEERER (BSA) CTHEINIZANTORE Y
V7 72 (CL/F) 1Z2W ik, Group 1& Group 20071310% A TH -
7=
Fo, NEBRFIC=0F =7230mg/m* 2 1H2[E R G Lz & & OEFIREIC
Bl HIREE K OBSATHE I N-CL/FIX, RABFIZ=10F=7400mg
ZlH2ME G Lz L & LRBRETH -T2,

INREFECZOF = TJ230mg/mMEHERES L1-& ZDEYERE/RS A —4

- Cmax Tmax AUC AUC,.
X oy RFiat& last 0-12

Ry | N RO R (ng/mL) (h) (ng-h/mL) | (ng-h/mL)
?;; &pﬁ : 7 A IRES) 405 2.00" 4,160 2,800
105 it BOAFHCV% | 425 | 1.02~7.08” 38.5 35.7
el I T 0 403 3.00° 5,710 5,390
1815 foitt BAEHICV% | 352 | 2.00~7.88” 51.2 30.4
AN
1%@ | qa | BT 404 2.53" 4,870 3,080
181 it STFHICV% | 373 | 1.02~7.88” 46.8 33.5

Tmaxida) FRAE, b) Fe/IME~FRAIEZ =T
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NRBEIC=OF=T230mg/mE1H2EES L1-& EDEEREICE T EEY
FRE/INT A —4
CL/F .
s | N | mgsate | A0 | esaca | Omin
8 (L/h/m>) &

(1};;%0 ;"Ll : . 4 (] P15 15,100 15.4 805
1085t EMEEICV% 38.0 38.7 33.7
Group 2 : "

B IR 14,400 15.9 1,070
10m%LL E T | a5 V0 : ;
1855 AT SLEICV % 33.6 37.0 20.5
P
%2'; L | BT 14,800 15.6 929
1815 e KA FHICV % 34.5 36.3 30.9

@IEHHONILEE (MR, A220358) >

1k Pl 18RI D18 CMLAEE 576 (B AN HBEE B 2 &)

Ny SN

=1 F=7230mg/m’%1H2[E D28 A MH G214 7L E LT, 12947

NG LTz & & DOFEYERE

R L7,

A I N2OKETREETO=0F =T OV N7 7REIX, A ~F =7 U
S F = T HGWE IR A OB CMLES T1,407.89ng/mL, #1501

MEHACMLAE CT1,274.30ng/mLCTH v | i HEREH ’jt% TREWTFE O B
7pinotz, Fiz, A 7 10Day 8E TITEFIRREIZCEL TV D EHEE S L
77
INREEIZZOFZJ230mg/mMETH2EHRE LI-EED bS5 TEE (ng/m) @
H%
#ﬁﬁﬁ(mimﬁ;ﬁ%\%‘ fzﬂ%é‘%a%;
N=32 N=25
T EREH]
- S fn 85 - A ORES]
N | iy | SR N gy | RO
#1711, Day 8 26 | 1,365.83 72.9 21 | 1,034.49 76.9
Day 15 | 24 | 1,193.00 61.9 18 | 990.72 44.2
Day 22 | 26 | 1,241.88 56.8 22 998.13 63.3
Day 28 | 25 | 1,156.82 61.1 18 | 1,062.28 48.3
#2713, Day28 | 22 | 1,283.57 73.6 15 | 1,192.15 52.8
#1716, Day28 | 16 | 1,608.37 49.6 15 | 1,252.72 66.6
#1719, Day28 | 13| 1,449.00 37.4 14 | 1,239.10 98.3
HA 7112, Day28 | 12 | 1,654.47 52.6 13 | 1,256.58 98.8
ENS) 30 | 1,407.89 41.7 25 | 1,274.30 46.2

HERHL, T TIRAATCTH > 7, BEFEEIE, A 7 V12010 E TORHIArE e =
BF=T 0T TREDVZRT,

QINRBEIZBITHEYBNEET

ElJi[LJ”@/J\;L

F400mg) TLH2EHEG L= & &,
L L7=CL/FiZ., ki ANEE :400mg7&1azlﬁl?&%ﬂbt&%kﬂ%ﬂ“f%o
77, F7-. HEERER, KEHGHKOooF=ToRGEEIT, 280 F125%

ERIOUN

IH ER

PAVY
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L 12 DL 18R D /NR

HORR

BEIZ=n ‘/‘:v—7°230mg/m27¢>50mg$1j@)1§% (F K HAEI 2 5

BT LR & &K OUBSA T Y

BE L TEWI R ST,




FE#RD ZEDEFEREICTE I+ SHCL/FRTAUC

NR—2 T A W
O i

PPK#HT TR L= T A —%

P58 FEREAL S i
S X I\ N 5 ;'{: N :

FIEIT | e | BsA | (me) | REVLESE | cLE CL/F AUCY 18R

(%) (m?) (L/h) (L/h/m? | (ng-h/mL) A9 5AUCH

(90% (5 #E X i)

250l L 0.939
Lot | 101 0.98 250 0.75 15.7 16.0 15,923 (0.811~1.09)
128524 I 0.992
Ls e | 153 1.54 350 0.86 20.8 13.5 16,817 (0.9531.03)
1880l | 52 1.82 400 0.80 23.6 13.0 16,956 —

a) 18l L Tl3400megZ 1 H 2[01#% 5, 2kl 18 AT Tl3230mg/m* % 50mgHifr (B R H A H400mg) T1H 2[5
b) EHELEINT-RE Y e Afil= (GUEM-—FYEM FIR) / GEYE_ER-AEYEME FIR)
¢) CL/F (L/h) =24.4%X (BSA/1.73) *®Xexp (-0.221 (AL UL E AH-0.5) )

d) AUC=1,000x# 5.8/ (CL/F)

VI-11.

Z Dt

Rz L




I. ¥£t% (FRLOFEESF) ICBHI SHEE

VI-1. Z2ERAREZDEH

-2. Z22ABEZTDIEH

M

. PHEERIFINRIZEEE
THIEEEDER

RERUVRAEICEE
THIEEEDER

. BEEGERMIEEE
£ DHEH

1.
11 RHE, BRI+ HISTEIERERICHENT, EMHJEESZD
ARICH L THAGHNE - BEREZFOEMD L & T, AFDIKRSNEY
EHIETENDERICOVWTOARET S &, Tz KA & BIAEF

IBITKIAE, BEXIIZTORKICENERUVGEREZ+2ICEHBEL. R
ExBTHhHoiREZRIRTHZ L,

1.2 REJREZICATHIRERNSRBOONTEY ., DE VRFT—TICKBDREE
FRESINTVWIDT, BEFEOREZTRICBRTSH L, [71.4.2,
8.2, 9.1.2, 9.1.3, 10.2, 11.1.28H8]

(FZE%)

1.1 BE OR MR QNS B OBLE N 23 AALFRIERIE
PRROEICHE L CERE LT,

1.2 [ R ORI R 2 kG & U7 SN ERRIRARBR A 20 & . ASHI S if 5 2

KIF R QTMIRIERER 2 H T 2 LN RENTWS, £/, A1 ~F=7

YU OBMEE BEME AR (CML) O EE 255 & L ENE TR

Tk

r==4
=

IR DM

BRICBWT, LA URFT—TICLDEERREENTND, LoT, KA
&5%%% FHPILEIS CTLEREZIT ) 2L, BEOREZL

FNNBETLILEND D EEZ N2 E L (V-4 AELOH
EICHEAETHEE] . IVI-5. EEAEARNEREZOHE] . VI-6.
(1) &0MHE - BEIfEES o b2 EF) . TVI-7. (2) PFHEER L ZOH
M) |, V-8, (1) EARZRREIEM &WIHIER ) OESH) |

2. B2 (ROBHIZIZBE LGNNI L)
2.1 REND /T3 LIBBUE OBEER O & 5 B

2. 2 ih XATIEHR L CW D AIREME O & D &t [9.553 7]
(FEER)

2.1 EHE R IBBUER 23R EL 3 5 A
* D MR EE & LR
2.2 [VII-6. (5) 4w OEZBME

BEMEZBE L, i@
E LT

BUER OBEED & 5 &I

(V-2. BRE ST RICBIES DR 22452 &,

V-4, fIEAOHEICEE#ET 2R 23R4 52 L,

8. EELREARNIEE

8. 1 Ifi/ M. i ERBD . Bl bbnd Z End b0 T, EWMIC
MigfRA (EREEE, AmERSESE) 21795 2 &, ks z & 55
AR & B EH D2 AT M., O%IT1 L AmIATV, MBS
CTEMT S e, ZibDMmEKEAIEA ~F =7 I_REWE DB iME
F LR IS W CTHEENE < . F 2 I8EIC BT 8 Mg Bt
H I BE TOMENE,  [11.1. 15 8]

8.2 QTRHIFRIEENH L b Z LR D DT, AFIHEGEIARHTIC
MAEZITH 2 &, Fiz, ARANEEG P IEowE a0 XK i A% %ﬁ
[1.2, 7.4.2, 9.1.2, 9.1.3, 10.2, 11.1.2&#]

8. 3AMENCT BT, ARHFNE G DOZERIEN, DIEEBUTZ OBEERE, LY A
JRTDOHHEETHESN TS, QTHIFRIEE 2% 5K 10 Al gatEN
H5, [11.1.2, 11.1.3%]

(. LEX
N
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8.4 KRN H B bND Z ENH DD T, KEEZTHHNCRIET 5722 88
LBh+oIATH 2 &, [11.1. 128 8]

8.5 Moy ey FFrI A7 IF—8, U A—E8Nnd bbb
ZEMBHDHOT, IFHERESCHERERICET 5 MR AZ EHICITY 2
Lo [7.4.20 9.1.4, 9.3, 11.1.10, 11.1.11&M]

8.6 Ber-AblF 11 o v F F—PRHEF O 512 L 0 BRAT & 7 A L 2 OGN
ERHHLNDEZERHDHDT, KEIEGITIENL> TR D A VR EY
DE AR L, RAIBGANCEY) A EE21T5 2L, [9.1.6, 11.1.9
Z ]

8.THYIENH LMD ENHDH DT, EHHNC IR Z i+ 57 L
B2 +odro 2k, [11.1.9%0]

8.8 mIBENH LMD ENBH D=0, AFEEFIL, &MY IMBEED
WEEITS Z &, [11.1.6&3M]

8.9WFEW, FH - HNMETEOHNNEEEN OO ENBHDHDT,
IO XD G AR, mTEE. BBV OEERSE G A O B O B
CHEFESERNWEIBEETLZ L,

8. 10 BHZEAN M, L& M, ZERHLAH Sbhd 2 ERHHDT, &
WP Mg 2 £ 272 EBEE 51475 2 &, [11.1.8% ]

8. 11 SR BEBREN H SN D Z L NHH DT, MG P EMEREE & O
HREREZIT Y /e L, BEORRELZ +ICBIET 2L, [11.1.165
R ]

(F2E%)

8.1 EPSDERRRBRIZ BV T, AHNC X 5 MBI 338D v, AFo#EE
Bt 20 AUNIZREBELT 2R ALNTZZ L L VERE L ( [VI-8.
(1) BERZEIWEM & PIHIER ) OESR) .

8.2 EMA DOEFKHERICIH T, QTHIBIER ORITEARRO T Y, QT
MRER 25 X T aREENH D Z ENORE L, /-, EMERE
(EA U v AIESUIE~ 7% 3 7 AESE) D3 5 EE Tik. QTHINRIE
BERZTEBENRH DL Z 0D, RAIB GO EMEME & &/ 72 im
WREZITO XHOEEEZMRE L ( IVI-1. Z2ENEEZOHEB) . [V
4. EROHEICE#ET 2R . V6. (1) A0HE - BEFERESEOH 5
mE . VI-7. (2) PRHEEEToHEB] . [VI-8. (1) EKRAREH
EIHER ) OERM)

8.3 YR FRIE £ TOLIRFE DM IT126] (B : 0.32%) Th o 7=, Z2RIE
126195601, ERIZ X > TRF & OFENGE SNz, 2o 01260
BEE T, B CODER, DERBOV R I Nb-7228, 12, < DN
JE (EILE., BERF) | BFHEEORAZ G HELZIRA L T\
EHIL TS, 26 OIERI TQTMMRIER 237 & L TV T SE AL 141
D FHTQTHIMBALF & Z28R3F & O RLE TR Tld7e < . EREFT A OB R
NAE L TE D A E OBEMEITIAME TIX 20,

8.4 [E WA O EFFERBRICEB N T, AR LA RIEITERRBO 5N TND Z &
DRE LTz, B REOEEIN, PR RS ORER AN 2 5 7o 5HE 11,
Behapi L, @YRNEEITH) 2 (V8. (1) ERAREIER & 415
JER ] OIESM)

8.5 EWNADERARERIZIBNT, Mo ey JFhT7 AT I —E,
U X—BHIRA LN EDORE Lz, o, AR ERGE LR
ABRIZBN T, 2k Lh B18a AT OB CMLAESE Tk, A &g LT
E UL, ALTHENN, ASTHEIORBSEE N m - 72 2 L NHE S
NTCnD (V-4 AEROHEICEES 2ER] . V-6, (1) A0HE -
BRSO H8E] . V-8, (1) \ERARRIWER & WIHEIR] OES
)
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VI-6. HENERZHT S
BEICEHYTHER

(1) &HHE - BIEES
DHDEE

8.6 [EHWNAMZIB T, BREFR YA NVADEIEHALNA DN E ORENH -
el EmbixELR (IVI-6. (1) &0HE - BEREEOH L EHE] . VI
-8. (1) ERZFEIWEM & HIHIER ] OHESM)

BRI RIEGE DR KL IR TIA N A~ —I—DFE=Z Y 72O N
TiE, AAFFEEEOREHO [BEJFRIGHEIA RT7A4 ] “25BEC
L. BEPEDONGAITIE, FIREMEICHRT 2 2 &2 mF 5
&,

* o —fRFEEEN BARE SR — 25— URL :

https://www.jsh.or.jp/medical/guidelines/jsh_guidlines/hepatitis_b

8.7 EERFABRICIHBW T, BIEA & LTIk, MUENRA LN Z Enn, E#
FNZ MRS 2 i3 % 78 CBER 2 +01TATV BEDRED b gGA I
TG ERIET AL, WMUARAEEZITS Z & ( TVI-8. (1) EKZFEIE
A EWHER) OEBM]) |

8.8 EMNICEBW CTHERGMMENEF SN EnbEL ( TVI-8. (1)
HARRRIER & WIER) OESR) |

8.9 AKEEIZL Y OFEV, T - HK T 72 EOW I IEHEEZ KB 5 lHE
PER DY . 2D XD RIGEITIX, SITEE. BB OEIRE AR A 5
BMOBIEIIHESELRVWE I EERMLETHL EEZ LN,

8.10 BRI BRI W T, BIMEM & L CoEEAN I, L i, £ M8 H i
ATz, A E AR CIE s Mo X v it 2 v 7 icE -
Hb B0 EMCIIRRE A T S 2 ERISE oI Ty, BE
BROONT-HEICEKREETIET 728, @Y RAEZITH Z &

( TVI-8. (1) HEKRARENWEH & PIWIER) OESH) |

8.11 EPAMIEB W T, FEMA & L CTEBREREFEREN AN Z &b, MiF
PR R OVEWEEREZIT) 2 L, BIEEZHIITH 2 L, BEN
RO LNTHAITHR G2 IR L, ABEAHEK, &R IIERRAISE O
B BEOBEUIRAE 1T O & & bic, ERSEIET S £ TEREOIRE
ZAoyicEigd s L (TI-8. (1) \ERZARRWER & WIEHER) oES
R

o

I BENEREZEITHEFICHTLIIE

9.1 &HHE - BMEEZEOHLEE

I T IMEERRIZZTOBREEOH D EE
DREBNE(T 28T AH D, [11.1.35H1]

9. 1. 20THRERD B TNAXIEIZOBREEOHLEH
QTHRIEENR Z 28ZnndH 5, [1.2, 8.2, 11.1.28H]

913 EMEREDHLHEE (BHIVLMEXIFET S ) LINEE)
B G-BRGARTNC 4T EME OMIEZITV, EHRIC KR 42 £ 5
&, QTHEBEEZE-FTB8ZnnH D, [1.2, 8.2, 11.1.25#]

I ABRRIIZOBREEOHLEE
PERDBAL IR T 2 BENAH D, [8.5, 11.1.115H]

915 AIF = JICEEREDOLTNESE
ARIROBWER ONR 2R T 52 L, AAlZ2 &GS A8, EHE
ICRERBIRZITV, BWERORBUICEET LI L, A ~F =T Dk5

FIEDJFIK & 72 o> T2 GIVER & [FEROBIER NIRRT 282003 H 5,
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(2) BHReEERE

(3) AFHRElEERE

9. 1L6BEFXIAMILATY ) TDEEXIBRERREE HBstRERIEME. »D
HBcHi iR X [EHBsHL iR %)
KA O P 5-BRGRTR 1Tk L TIHERERA-SCITR VA VA~ =T —DF
=2V T EATH e E BRFFR Y A VA OBIEMEL O IR D
FHHBUER T HZ &, BerAblFm v o —BHEAORELGIZL VB
BIFFR T A N ADOBIEMALR H B OND Z LD 5, [8.6, 11.1.9%
]

(FEER)

9.1.1 WA DERIRRERIZ BN T, RANZ L2 DFEBORBENRO 5T
%o BERDEBOBEIIEO, NEIREZ AT 5 BHF TR 2 A5A
OREVEFIRFTIL TE LT, WERENXIIZORERED & 5 BE TR A %
BLELEGE, DEERELTIBENN S 2720%E Lz ( [VI-8.
(1) ERZEEM & PIHER) DESR)

9.1.2 BN DIEFRBRICBW T, QTHREREOREHANZEO N TRY,
QTRIFRIER & L = FREME D & 5 BECQTHIFRIE & OBEEIE D & 5 &
FHICBWTIE, QTHBIEEN EZ2BFNNH L0 E LT (VI
-1, BERNRE S ZORME) . V-5, BEALEARNEE L TOMA] |
VI-8. (1) EARZREIEM & IHIER ) OESM) |

9.1.3 [VI-5. BERFEARIER & ZDBH | OEBM,

9.1.4 ENADOERIKRERICI W T, MiF Y S —EHEINCHER OREIVEH 5B L
TR, BERUIZOEERED & 5 B8 TITERDEAUIFERT 8
ENDRHDTZORE LTz ( TVI-5. BEARFEARPEE L ZOME] . (VI
-8. (1) ERZZEMWEA L IHER) OHEBM) |

9.1.5 A v~ F =TI IEOCMLO N BE Z x5 & L ENS O T HHRERIC
BWT, A ~F =T LARBIORERMEERF LI A AT =7
WCRARMER R OVEBE TIEABIEGICE > TA~F =7 EEHIEOJFR &
2o T-REIWER L REEORWER N Z 2B E NN H DT DR E LTz,

9.1.6 ENAMTIHB T, BERIFFLR 7 A L 2 DFIEMHLN 2 H LTz & OWMENR &
0. BREFRT A NAF v U T OBE I EEEE A/ Z &G L, B
BT O FRIEHEALCE BN Z 2 Al REME RN H 5 T2 O E Lz, BRFR
TANAX Y VT OBREROEEEDO S L BEHEICAFNEZREGT 56
. HFERERAE I TBAR VAN A —T—DFE=F Y T &AT
72 BRFR A NVAOFIEHALICERT S 2 & (V-5 KL
AEE L ZOHEE] | TVI-8. (1) ERARENEH & HER) 0ES
M)

BRE STV

9.3 FFREfEEEE
R RERE ENE LT 2 BTN D D, Fi-. FFEREREEIC L Y ARF o
PREN BRI 2 E0MERH S, [8.5. 16.6.15 ]

(FEER)

9.3 EWNA OERRRBR I W T, IFERERZEORIEANRD LTS, IiFkE
EEAETHBREICHTIARNOZEEIIBRFT L TELT, Zhb0BHEIC
AHNE TG LTEGE, WEENEAT D BENE oD, o, T
REREE A A9 5 BE TR 2 EMBIRE 2 Mt U7 R, AH o i i B 1
OENCEF Lo E L ((TVI-10. e REHT 5 H
F) . V-5, BEARANEE L ZOHHB] OHESR] ) |,
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(4) £ERREHT DF

(5) 14w

(1) MR

9.4 £iEReEEHT HE
BB ATRE 72 2o MRS )E LTI, 5 RO 546 T # — 7 1 0 1 336 61 72 3k
HEE21TO K omET L2 L, [9.565H]

(fFE%)

9.4 S ERFIRFRBR I I35 1T 2 ARANOIE KB O KIEZ B - L, RAIDMEN D
DIHRTZEZEZONET—EHMM (D L H 148 ) 1TBEHTEE1T 5
KOBEEBETS L (V-6 (5) 4w . [IX-2. (5) AJHF/AETR
PR DS |

(%)

KERASCE T, EIRT D AREEO H 5 ethicxt L Tid, AFlo& 5 &

BHEJK T %D b2 MITEY 28 T 21T 5 KO8T 5 2 LSS

W5,

KETSACE (TASIGNA® (nilotinib) capsules, for oral use, 2020456/

JisO)

9.5 3E4F
IE0T XATAEHR L C WD RIREME D & 2 L EICIT R G- L 2 &, BB
(7> b, UHX) IZBWT, BEMWICHEEEZ T HE TR - BYEE
(BRI RF DN, fBIAEREOHA . SHAREVEEOZEE) BRD 5
e OWMENRDD, [2.2, 9.45H]
(F2E%)
9.5 AANIX, FEEKRAER (7 v FEONTHX) BTGB Z RS 2o
T2y, WIURE OEIMCZ O, FRIE~OFMERED 5TV D, iz
KT DAFN DR EVEC O TR L WRRRIIER S TRE L., Z48
PRI S VTV, FERRIRBRBR OFE RIS & | i TR LT
HAHEMED B B MEICIE THR ] L LTWAHD T, AFlZHRE LnwZ &
( IVI-2. £2NE L2 0m] . VI-6. (4) L2 HT5H) . TIX
-2, (5) AR AEMERE) OHEBM) |

9.6 RELIF
BHLRNWZ EREE LV, BFEER (7> ) THAHFR~BITL &
DHENRD D,

(f2E%)

9.6 AFIOE MAHHFA~OBATICET 27 — X IIEHNTWReWAS, Bk
TIIFA~DOHEHRBO SN TWND Z &b, AFIE G f xRz f k4
HZEELiz (V5. (3) HH~OBITH] OHESM) |

9.7 IMNR

9. 7. 1 IRHAKER, #HAR. FLER ISR O IE 2 %t5: & Uik
VL FEM L TR,

9. 7.2 EIRFRBRIZHB W T, ARAINEEG SN 72~ 18RARNM D BE T, R EE
DIER RO H AT,

(fRER)

9. 7. VAR AME IR BB FLIR SUR25 AN 0 S A3 2 iR EABR 13 58
il TELT. TNDLDEBEICKIT D LEMEITHEL L TWV7RW,
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(8) EitnE

Vo-7. #8E{EA

(1) #HAEEL
ZDHEH

9.7.2 2~ 185k R D B 2 %f 5 & U 7- [EFR L[R5 T AHRER (A220335) 12
BT, E(E@SDX:T (B EDEIENS EOREHN TW D0 E H
HhIE) 28, AFEEBIARTE EAMRETH D AN bz, £
t\&ﬁﬁﬁ BMET 28 EARRD LN, ZhEaZid T, AAO
CCDS™ MWFT &A= 2 L b, BRREBRIC THREREDME 332D &
NEEOEEZRE Lz,

1) CCDS (Company Core Data Sheet : {23 H1EF — & 2 — )
FEORMCEEERT DRI L R/ BEHSCETHY . AHOCCDSITA
AR JINVT 4 A T 7 =<t THEREN TN D, LR, e iziE, A
EROH &, FREPREREOCRGICET 22 0MoBEmAEHE Tk,
R BED BN 22T S, RFOBERAKIEND L BRK
FIBMTHhILTVD,

mHn%

BEOREBZBE LN OEERICRE T, —RICAEBMENKT

LTCTWa,
(F255%)
9.8 —MXIZEWHE TILBHAE. FFHEEEZR PO EEBENEK T LTV D Z &
6 Bl E ~BET DGO RNREEE LT, ﬁ%’&ﬁ#éii
BRIE LTz, 72d, RHERIESEWMBIREMAT CIX. FEIIARA oKy BiieI L
L&w:kﬂréhtoit A~F= 7%#&@@&@%A$%%ﬁ%
& LAMES DARER T, FEmimd (185 Lh R65miAl) T~ mlne
(655 LL 1) IZBIT AR OZEMEICKRERZTRO L)oo T
( TVI-8. (2) /"T A —HAEEHER | OHESMH)

10. #HE/ER
AFNEEIAHBER CYP3AA KL O —BCYP2C8 TREt S v, F7-PHEE
1 (Pgp) OFEE f%é ENB . REIOWIL & RIZCYP3A4 X Pgp

SR R THANC L O B E TS L E L BNS,

(fZE%)

10. B "I Z7 v Y —2%&FAWizin vitro CORGIN L, ARAO EGHEER I
CYP3A4TH Y, —HICYP2C8bRHIZFHFLET L B2 biLlc, 72, K
FXPgpDE TH D Z L DR énfwé ARF OW AL & H KX
CYP3A4 X (IPgpll 8% RIFTHANC L W BB E2Z T B2 ND 2
En, FEAME L ( TVI-6. @)ﬁﬁu@ﬁ?é%f(ﬁ? £) D

FRE, wEE) ). V-8, P UAR—Z =T LEH OB
)

o

REEN TV 7220
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(2) fREFEL
Z DHEH

10.2 ftRER (BFRICEET S &)

FHN 4 5 BRI R - 8 715 F&FF - SRR T
CYP3A4 % B E4 5 |4 AENOMAPPREN EHFT D | Zh & o KA IX

7Y = VR BTEE A

A TFaFry—, KUz
F =)

U hFENL

7oy 2u~A T
TL—TF T N—Y 2 — R

ZEnDDHT-H, CYP3A4
PR R 23 72\ ST 5 3
H~oORBEEBETDHZ
L, DHHT 28560, B
Z 3TV QTR R A =
FHIEFEETDH L,

F7m. KAIE TV — VRSB
HEHl (7 hafy =
ENARFEFTZOROHF) & D
PERIC X v AKAlDCmax
K OAUCIEZENZEN1.8%
KOBFIZ EH LTz &E D
ERH D,

CYP3A4IE M % PH3E
THZEICLY., K
FlORBH 2 BLE L.
MmAFREs EHSE
HAHEMEMN S D,

CYP3A4% 587 5 HH %
TJrx= kA
DA GV
VN0 e il i

AFN O P E MR N5
ZERBHBHTH. CYP3A4
FHEAER D355 WIER~ DR
BEBETDHZ L,

S o F T
CYP3A4% #5394 %
ZEicky, FAlO
Rz et L, fmr

T xSV EH—)L ARV 77O | REZIKRTSEL0

TXYRAE HIZE v, KBIOCmax} | BEMENRH 5,

N =Byl NSV CAUCHZENZE N3 KT

(St. John’ s Wort, z> b « | 1/5IZHE T L7z & i

Va—rRAX-U—h) EAR|HD,

hih S

CYP3A4IC L W RSN A3A | 25 OFAIO M AP | ARAIN 2 5 O 3RA

IH T N ERILZ BB D, O ZE L, M
AKENE I X T 2O | PIRELZ EHSE5
LV, IV FLDOCmax | AJEEMEND S,

K TCAUCIEEN L N2.06%
KO2.6fFIz EH L= D
WMEPD D,

CYP3A4, PHEEHDEE KT
[HE 7~ % Al
A= F=7%

AAHN RN 3 5 OFEH O i
FIREN EATZ 2035
2
AHE A ~F =T OOHIC
X0, A1 ~F=7DAUC
1£18~39%. AKIDAUC
1218~40% LR/ L= D
HEND D,

b o HF RN
CYP3A4 K O'PHEE
HoOMEMELE L T
AFH O LR & b
HxwraEEE. &
OAHKINCYP3A4 K
UPHEE A OFE M %
fHELTZhb D
Hl oo i g % 5
SH 5 AREMEN B

o

)

PUAREERFA

TIAXa
VYETZIFR
a4 T IR
FoUv

VA — )L
QTHRIEE # K - TkZho
B D o> FEFH|

7o) 2Aa~wAT
Rl R—)u
ETXvTRFH L
R_XT Y U

EEY NE

[1.2. 8.2, 11.1.2%#]

QTTHIFRAE & 2 2 Z 93013
FlLSELBENNH DT
O, BBEE LTI Z
&

A2 QT I B A f= D
I1MEMEHT 27

o

Y
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HNOpH% L5 S8 5 A AFNOWINAME T+ 5 2 & | AF 0w 1 ZpH
Za AR T RHER NH 5D, D FEFHITE VKT
AKFNETYI AT TS =D | D=8,
PRI X b KAlDCmax
EOAUCIEZENEN27T%
K O84% b Uiz & oty
Nhb, B, 77EFY
N[ 723 I YA = S N
Kl ERAEME T T Z &
T. A¥|DOCmax & FAUC
WX e o T2 & DS
NbHsb (Z7EFV0 K
FI$E G- 10 R AT K OV21F [
ARG HIERA © AP
LW AT L2 R 4 12 B
5

(fRER)
CYPIMZERE 3 HEHFI%
R aFy—t OMEERY
R A 266123V TH h 3 Y — L (ROANLENAFREE) 400mgs =2
F=7200mgx HalEH L7-L 2 A, =T =7 DCmax X FAUCITHM#E
L. L7256 L L CENENLSE K OB IC#m LT,
=TT N— D a— R L O HEAEHY
ERA21HlICBWNTC I L= 7 v —Y Y 2 —A240mLE =nF =7
400mgx Hal# b5 L L 2 A, =T =7 DOCmaxMk FAUC,;F7/K240mL
THREG LA &l L T2 E60% M N29% 5 L 7=,

CYPIM % FE T HERIE

- U7y L OMEERY

fEFERRALBHICIB VT Y 7 7 B 2600mg & = 17 F = 7'400mg % Hi[A]#
HLl-EZA, =unF =7 OCmax &k CAUCITEM LG LI-H4 & g LT
FNENLBKOSIZILT LTz,

CYPSMIZ k& Y RB SN BHEH

- XY T AL OMEER

CMLDOENEFL1IFNCEBNTI XY T A2mgd =1 F =7400mg % f FH#
HLlZEZA, 24V T LOCmax Kk CAUCIHEME G L84 & g LT
ZNEN2.065 M O2.6F51 28N L 7=,

CYP3A4, PHEEHOEERUBEET 5K
RHFN ORI & #4513 CYP3A4 X I Peplc B84 KIFT AN L 0 B8 )
BEEZOLNDI LMD, BEAWE LT,

RAERE. (THRBERZECTEEINDOH D MDEH
PIAEEARA], QTHMRIERE 2K Z 7820 b Do 3EA] & AK %2 0FH Lz
e, AFE EBICQTRIBBIEE ORIWERZ AT 2720, QTRIRIEERE 2 =
TRITEL ST D ATREMEN B B 12D TR & LT,

BADpHE LF S+ 5 EA|
RANOVEFRE ZpHEFATH VD . 0. 1mol/LIEES 12 %3 2 IR R EE 132.78mg/
mLTH o727, pHO EF-& & ITHEMEITR T L, pH4.5LL £ Tl30.1mg/
mLAK & 7oz, TDH, BNpHARE L 2o TWHHBE TIX, AFIOWK
WME T T D RREMR S D EE X b,
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VI-8. El{EF

(1) EXGEIERE
FHEER

C TV AT T L O EER
R A 2261 BV T Y XA 7TV —/140mg & =1 F =7400mg % ff %
HltzbtZAhA, =aF=7DOCmaxk CAUCITEM S L= 56 L bfig LT
FIEN2T% M D 84% ) LTz,

- T EF VU IS E O E/ERY

TEFERR B2 BN T, KHl & 7 7 EF ¥ 20mg IXHIEEAl (a4
~—n vy 7 A) 20mLZERAFERZ 36 LTS L 72RO ARH 0 34 8)
RERFLIZEZA, 77 EF VU 20T 2B 1T 10 R A X2 M %
WG9 5, HlERAZERT BT, ¥ v 7 O 5 2RERAT X 2R %12
BT 52 TH VT OEYBRE~DFELRET DD ATREENS RSN
776

1. B8R
ROBWERR L DOND ZENDHDHDT, BlEE o247V, RENR
D ONTG ARG 2P IET L R AEZ1T O 2 &,

1.1 EXEEER

11.1.1 EgaH
LM ERIE Y (0.83%) . ek (14.5%) . AIMERED (8.6%)
M/ (20.4%) . 2l (11.1%) 23 HbiLs Z b5, i)
WD, G ek . A S b - A I3RS, WE U IR
L. ZEZS U CG-CSFRAIOE ., Wi zBE+s2 &, [7.4.1,
8.1 1]

11.1.2 OTHIRER (3.1%)

[1.2, 7.4.2, 8.2, 8.3, 9.1.2, 9.1.3, 10.2%M#]

11.1.3 DAEE (1.1%) . FME (1.4%) . DFE (0.3%)
FERSCHAEN 2 D NG A ICITERICREEITY> 2 &, [8.3,
9.1. 1]

11.1.4 REBIREAEMEERE (0.9%)
PAZEMEBNIREEALIE . AR MR I, Y i 8 A ofn A 9 25 0D R A Bh Ak BA 28
HERENHLONDZ ENRH Y, HEHRICEST-FINHE I T
B BEEITATV, BIXRMERAT, B, K. LONERR
LN 2T IET 50 8, BWYIRMEZITY Z &,

11.1.5 BT (BHEAH) [ —@BMRKELFEE (0.3%)

11.1.6 Sm#E (6.8%)

[8.8% ]

11.1.7 1(DEZ (0.2%)

11.1.8 Wi (EEHAEMmM (FEAH) | HEEHMD (0.2%) . &EEHD
(BHEARE) )

HIpEs g v 7B 2 08355, [8.108H]

11.1.9 B
fitiZe (0.5%) . BUMIE (0.2%) ZEDEILENRH HoiLd 2 EndH 5,
Fio, BRFRUA NV AOFIGH RS oD Z ERH 5, [8.6,
8.7. 9.1.6& ]

11.1.10 FF2¢ (0.2%) . FFi&eEfEE (4.8%) . HE (0.6%)

[7.4.2, 8.5%H]

1111 B (2.0%)

[7.4.2, 8.5, 9.1.4%}#]
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11112 (KEETE (K (0.5%) . FivkRE GBHEEAD]) | DERETE (0.3%) .
S oMb ARE BEEARY) | D2 URF—T (02%) )

B IRE OB, MR SO BE SRS DA Ik G %
Fuk L, WEOIRLEZIT) Z L, [8.42 ]

13 HEMMMmEE (0.2%)

14 BRGERE (BHEA)

15 SHAEEERFL (BHEAH)

16 S HRRAEIRRE (SHEEAD)
REPRBOONTHE I3 REGE2PIE L, @Y R0E (i
. EIRBRIMETRIRAN S OG- BT 21795 L L b, ERR
[FIE4 5 E TREDOIRELZ TOICBET L2 L, [8.112MH]

11.
11.
11.
11.

_ —_

(F2E%)

11. 1.1 BRARRBRIC BT, BWER & U CULIMERE, 4 HERB/E, A ek
BME, f/MOBE, Bl (~NEZ e B UART) BAaLz, CTC
7' L— R3LLEDAF BRI E . I/ N IR AMIE 55 0D I R S i B 1
D LN LD, EM R MR % FEH T 5 72 EBE A 51T
W, BEARDONEGEICTEEE RIS 5L, WU AEETT O
Z& (V-4 HEROHEICEET A EE] . [VI-5. EEREARRE
BELZoHEB|] OHESHR)

11.1.2 in vitro THEE L 7= .0 I RISk T 5 Z M3 (hERGT v /L
RO 7 3 02 V2 BRARYRR) kBT, =uF=7
IC XA QTHIMEREHIN RIS TS, BERRICBWLTEH, QTH
WIEEDORIWERRALNT-Z Eon, LEXMRES T 578 8%
F3ATV, BEARBO SN AICIE, BEERIET 57 St e
BEITHOZE (V-1 BERNKEZOREE] | (V-4 HELROHEIS
BET 2R . V-5, EEAREANEE L ZOHSG] | [VI-6.
(1) &OHE - BSOS 5% . TI-7. (2) JFHEEE 2O
B OHESHR) |

11.1. 3 FARRBRICIB W T, BIWEM & L CORZE, RIOE, DAERHLNT-
e DRBOIERSEEN B S NG A TR E 21T
W, B ERIET SR, WURNEEZTO 2 ((TVI-6. (1) AfF
JiE - BEERSE O H 5 B3| OHESBMH) |

11.1.4 ENAMCEBW T, BIERA & U CRMEMRAZEMER BN S, I
FEoTFINRD Hivlz, BEEEZFITITV, BIRMERAT, B, Wk,
LUONEDRE RO SN T-SEEIITH G2 kT 57 8, @2
1O &,

11. 1.5 EPIZ B W TR ZEC— BB I BIEN A Dz Z &b, Bl x+
SNTATV, BENRD ONEAICITR G2 IR L, WA 0E AT
Z &,

11.1.6 ERNICB W CTEEZmMENERE IR 2 &b EHIRIC i E 4 ]
ET DL, BlEEL+HHIATV., BEDFRO b GE I T#E O 2 L E
2115 2 & (V-5 BEREAMNEE L ZOHEB | OESBM) |

11. 1.7 BARRBRIC B W C, BWER & LCDBERRA LN Z Lnh, BlEa |+
INTATV., BRENLONEBEICTHEGEE2 DI+ 528, BN EE
1oz L,

11.1.8 FRRRBRIC BT, BWER & L CEEEN MM, WAL i, R0 i
MWAHBITe, FMERRRBR IS B X v ittty a v 7 IcE -
HlbH Y, EHEICMIERE 2 I D e RIS E ATV, B
NBRDONT-HACITHREG 2RISR, @URLEZITHY 2L
( [VI-5. B2 RARNER OS] OHEER) |
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11.

11.

11.

11.

11.

11.

11.

11.

S BRARGBRICI VT, BWEM & LTk, BUERZ N Z &, ESt

WZEBWT, BRFR T A NV ZADOFIEHALD A BT Fl A HE STV D
DD, EMICIMIERE & T D e CPBISRE ATV, BE R
RO OLNTGAIITEGEEZRIET 572 L8, @O eL@EET> 28 (VI
-5, HEIREAARNIEE L0 bm) | VI-6. (1) &0HE - BEEREED
boHEE ] OHEBM]H)

J10 BRARRRBRIC IV T, BIER & L TITR. ITHEREREE . MIEN A b

Z D, EMMICIEREICRE T 2 MR E % i+ 5 7 Bl E +
SITATV, BENRBD SNZSHAICIIREZ I 5722, @2
BEITH 2L, ek, MRERMSRE LIZBERRBRICE VT, 250 L
187 ATl D1EMEHI CMLAE Tix, A& L TE U L E N,
ALTHEM, ASTHEMORBHLEENEm M= ERMEIRLTWD
(TV-4 AEEOCHREICEET 2EE] . V-5, EEAREARNEE
EZOEH] OWEBH) |

A1 ERRRBRICEB W T, BWEMR & L TIRERDAA LN Z &b, EHRIC

gz (U A—8, 717 —8) (BT MkMmAz £ T 572 6
LatoATVn. REPBOONHEIITHKGE2HIET 50 L, W
B Z2ATH 2 & (V-4 AELOCHREICEET R T
-5, HERHOKRER L 2 0Bl . TVI-6. (1) AOHE - BIERESO
bHBE] OHEBM])

A2 BRARRERICIRS W T, BIER L LTHiK, IfKIE, DERATE. 9 o

PEDARE, DRI =T RN bbb, EMIICARREZAIE
THREBELE THIATV. BEDPRO ONTGE 3R G 2Pk
D70 L EUIRALE AT 5 T L FRCERIRRE OB, FER A S
DERENBO ONIHEITTRGETIE L, BWORLAELIT Z &
( V-5, R FARNER & OB OHESH) |

A3 ERRHBIC I W T, BEA & L CHEMEMEEN ORI Z L0 b

BEL 0TV, BENROONEHEI3RGE2TIET 57 L,
YR ALE 2T D Z L,

4 BERRBRICBWT, BWEA & L TMEER AN D, BlEs

TIATV, BRESRBOONHAEI3IRGETIES 52 L, #HYa
iEZATH Z L,

A5 FRIRRBRICB W T, BWEMR & L THRAMETIBIEEN DI 2 &

b, BIEE ATV, BERBRO NG AIIEIREGEEZTIET 572
&L EYRLEETT O Z &,

16 EASMCIBWT, BIER & U CIEGEAMBIERIE N DN Z L b

MIEHEMRERE R OB EREZITY) /e, BIEL HHITITH 2
Lo BENBOONTGE TG A2 HIE L, AR, & RER D
FETEWRAN T ORG . BT FEOWY) R2LEZAT O & & biT, MR EITE
TOETHREORELZ I8R5 28 ((TVI-5. BEEARLAMIER
LTOEE | OHESW)
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(2) ZDHoOEIER

11.2 ZDithDEIEH

1%L E 0.5%~ 1%Ai | 0.5% AT 58 S A
R (41.4%) . % D FEIE | SIS, MG, | BEIR I, St | T2 E R,
(15.6%) JILEAE (11.4%) . | F2 i 5L BF &, | SrdE A0, | AUk, #
e RGREIE (9.7%) . FLBE, | B, & | G 8 A B, | AR
R g, 5, MEa® | FGFENE, S
o) W, ZITE. BT, K RGZEAE, B IR
FEHML, AL WAL, R RE
MBI, R 2
&, FfERR,
| B E 5 95
ZIALBE
ARRE KL, DO | AR, B
KRB E ALARHE, KA —
G (20.8%) . YREMES | FEE, IR, | s, MR | R EE,
i e T, AR, PR | SRR, Bk | B R, | ik, 3
PERTEE L a ORRM M= 2 —m % | ey e | FRER LR BE | R
F— PR JiE R
AREZtE, FEBIJe. ERMGVR | EAAE, AEME | HR M J¢. ARG | B, ARFRAH
fE, BRZ 58, IRFsm | of, AR . | %, MRS | IR, SRRl
KT, BB | E, @SS, | BEEEIE, A
iR 5 A DH N FEME A, A
FaT—H—
7 = AR B
FR, "
=R
R ElEPED F - E\Eﬁa%\ H | Hug
B e (17.1%). BEE | B # B, | B2, MNE | BIEER, &
e E R | (8.6%) . AhEAE (8.3%) . | A /1K T ieni AN
iSRaen s R
B (181%), EFMEHw | D2k, O | AEdm, B | bk, g v
(8.8%), W& M- (9.0%). | ¥z M. FEEE | B R~V | DA
4 (7.9%) . T (7.6%) . | B AE =7, AL,
Sy fE R (5.6%) . THALR R, HWR K, o
JEERRE . s, MEER AREEL, N
Pk, H s frE N 5
B, EBER
ER
E UL E RN (29.9%) | JFIER JR 5 - i
prom ALTH i (26.4%) ., AST B
HEAN (14.5%) . ALPHEAN,
v -GTPHn
I LR B gk £t R M| MR,
T M Se . il v i | RS, MRE
RS FESE. 1P
g
Hh% D EME, B | BRI D, | D
k., FEEIREE | DAEK, FT
Do BRIk B —8, BE=
S Tuavy s, R
R
U BRI E FEENME AT P ER | I /)N AR I SE
1% B E, R | A EREE A —
EREEANE
e | MO AL {5 MR, mfE | SmmEs VU —
I A&7 E ¥
M7 v F = Hihn BUN #4n IR, PEIRIN | JREDHA, R
T Mk W AR, | RE BAS
i fR
ZMAeEE, | AR,
VR — PR SMENR, LB —

it FLIR
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VI-9. BRERIREMRERIC

RIFTEE

tm
&
Bt

Tak. BWFAK, ~L
AT A A Y

i
<A

< mE A

X, Wit fmk

A
&

o, KT
R E . ALY
MR, RE A
i

PRI G

PRI PR

PR MR B BE T
HEAE, R R R
FEAEAR T E,
ot 6 1 il IR
MBS RE T

SN

TR E

Ea L AT o — LI E
(5.4%) . BEIRIF. BHAR
=, mRERIME, AFE 5%
WA, MU ZUED R
MJE

Jee L, A A

Wi 57 (10.8%) . & 73 JE
(6.6%). K M % JE
(5.6%) . FEEN, BHIMTHNE,
T AERE, I R
PR, s, Egm

WU, PR,
ESAR LN
R JRy M v
P e L B .

Rk

1KY RRIE (14.8%), U
N =B N (10.5%) . 1.
72T — BN (6.2%)
&4 Vv AMfgE, KL
VU ALAE, (R E N,
(LN ER

K~7 x> v
A iE, KT
NURZRNIETEN
MLrpA > A
AN, i
FEREE U L
B, CK
o, EK
HY KEHA
(VLDL) H4m.
N RRNii}
E. EmA LY
ANk

1. H g R R
ARILE BN,
ha A= 8
Jn, LDH#gEM

1) AkA

OAIFE DB D18 B B 3 1995 (k4 2 [E B[R] 285 IIAH AR (23037K05Rk)
(2B L EIER OFEERIFEHR I 5

HIES

QA = F =7 \WHMEO BN SUIBATH OBRMEFHIEA LA (CML) KO
T4 TTNT 4 T YRR o B fgE (Ph+ALL) (23 5 E
WEE TTAHRRER (1101385R) (T30 2 RIVEH] O FiAER 5 BLIR L — 5

HIRES

@ < F = 7RO WML AT O WML R EHE 10T (CML) 125
BSMES TR (210158 (<350 5 BIfER RSB SE Bk —

HIRES

@M S TRAT I OB MBI I L7 D e A T R A L2 38 1T D

TR OFEAE R ZE BLR DL — T

HIRES

=]

HH

OB SUIRBATH O 12 ML BEVE I (263 2 R il A BRRRR A2 35 1 % i
B BRI BLR DL

HIRES
2) /MR

O@vEg oy E BN B M (CML) (Zx9 2 EFRSLFEZ DR (A2203
RER) (ZR T D RIEH OB FE BRI — &

HIHEE IR

ORI SUIBATHI ORI E BT A MpT VN 15692 R i a2
B 2 EIEH OREEIFEBLR DL — R

HIHEE IR

BREESN TV
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VI-10. BEHXRE

VI-11. @A LOZE

VI-12. £0OFEE

(1) ERERFEMRIZEDLC
CE it

(2) FEEREREERIC
D CI1EH

13. BEERE

13.1 fEIR
SR BRI, TERE, IR
(f#3R)

13. M BV THER GBI OMERH D Z &b, BELZBE L. WHR0
EATO X OoEELEME LT,

14, EHELDEE

14.1 RHRIXRFEHOEE
PTPEEEDIANIPTPY — BBV L CTRAT 2 X H5HET 52
Lo PTPY— F ORI L 0 . BHWELAE S BRI A~H A L, H I
FEAABZ L THRIAREOREERAIHELZ T2 L1 5,

(fRER)

14.1 PTPRE OB EK S (D=0, TPTPRAEKKIEKIZOW T (CER843

H27TH HIHERFE2407) ([ZAIY ., BRE LT,

REEN TV

15, Z0t0FE

15.2 ERRARERICE D fFHR
RasH2 h 7 v AV == v 7~ U X% MW 2261 725 AJJFEMERABRIC B
T, AUCH#: THaRBREE & OFI30512M 23 5 300mg/kg/ H D& T
ARG LIEE ZA, REHEE, REENRD N EOWMENH

o

(fRER)

15.2 AHI O IEFFR 22 MO —8 & LT, AFlORasH2 b T v AV 2=
7= A& AW 26 N ARMERER &2 T Lo, EOREE. Mk~
A2 TRD SN RV ERIESEO T 5 A GILEME, g K&k ONFE
IR FR O BEFT R LG8 b, CCDSICRi#i &Nz, k., #Einw
PERBRICIR DT, AFRIW TR ORBRICIS O THZRFME, Wi g
RS R E R L RSB 2 RS e ol, 72, 18 ETO
<~ A, 26ETHOT v b, 4HETOA XJ OB £ TOH LD
HRMERBRICB W T, REICHREMEKRSOETRO O ho T
( NIX-2. FERBR) OHEBMW) |
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X. JFERERSERICRT SIRE

X-1. ZEIEAER
(1) ZExhFEEAER [VI. 303 B2 THE | OIEEMR
(2) REMEERRER
eV HEH () Rl wmum BT &R
R
BN R
" ?Iﬂ@%féggﬁj 7T o3RI (KIE3.2M) RUT T
W\ fxomath, 14Ty | EAREERSE L LA
B | R, EAEARORREC | ks S ES | . JITE e
% | 545 =n0F =M EE | 1i-GPCREY (57). | ™ vitro | 30 uMLL T F T — hkappak V% FF =>-11xf LT
e - - P ;L T o x /; 13Ny FIT L BIREN R 22 > Tz,
& ©). BBk (5) Z O OZFREE T L TRV S 104 M
g DS e e DR E CHEIER RS 201,
1 (4), B (5)
RS AT 7(1"(; %1 | 0. 300mgkg | fEAIZ L
0| K, IR, 53R 7k s | 0. 30,
E¥ | pak (10) B0 | s0omgg | PR
H iz
w , . HEK293 ™ | . . 0.03, 0.1,
hERG™? 5+ F LBAZEVEH (3;%& in vitro 0.3 1M 1C,, fi:0.13 uM
0.3, 0.9,
f‘%[(_ | 3M (=1) BOOM (n=2) :APD"VER
o2 | TR g = g
. (3) e viro = 0.9,M: EENRHETHEL T (n=2)
M Dl 7 03, 0.9, 18/M. 30,M:HEHILEY
SRR 3. 9,
30uM (n=1)
N o5 o | oe o> | 0.5M: BRI T (n= 1),
I (6) 0'5;[1\/[ o DNEME (n= 1), Kbk
i .
B — .
% | TVA YRR
o | ChsE. mpkiE. HE 4( o o | 0 80 1000y
% LB, Ok, M) 88
+ b b R AER7R L
B | M (3~5)E' invitro | 1, 3, 10uM | EBENIK; 3 uM: IHEIEH H Y (28.9%)
A 1, 10uM:{Ef72 L
M NI AL S A A~ — T —
= 1 pg/mL THEN : ifn /M EEE (5 uM ADP,
collagen 5 ug/mL), CD31 (PECAM-1),
AR < _ CD41 (GPIIb/Ma), CD62p (P-selectin) .
g”jﬂ LCEE E i e [ 108, CD107a. CD151+14 (platelet-leukocyte
e G o (BPE14, “LtE6) 10ug/mL interaction) , WEDE-15 (protease-activated
BEIERRTE S A A~ = thrombin receptors, PAR-1)
= 1 ug/mL TV : closure time
EEHERR A A~ —T— AEAR L

7£1) GPCR : G protein-coupled receptor (GZ& [ 3:4% 2 2 1K)
7£2) hERG : Human ether-a-go-go-related gene (Human ether-a-go-go-relatedif{s 1)
1£3) HEK293 #lifil : Human embryonic kidney 293 cell (b k&R fi#2934MiH)

7£4) APD : Action potential duration (HFEhFENFiEHH)

(3) DD EIEAER

BRI L

58




X-2. HMHHER

(1) HE5E4HER

(2)

RiERS SRR

B

GRS

el i R

7w b

ik

Img/kg X (320mg/kg L ARAND

7 v b

B

750mg/kg (MiBEER) 1B DL FE B > 750mg/kg

A X

&0

600mg/kg (i aER) HENS D £2 5 £ > 600mg/kg

%

s

600mg/kg (HiHEFER) YRS D L 5E 2 > 600mg/kg

(FEGRIF=n F=THE)

i

RO
i

B
(mgrkg/H)

PG

M A
(mgrkg/ H)

R~ EHTR

<A

2 3 [H
A

0, 50, 150,
450

6
CRIHRIED 2
- 5)

50 A

450mg/kg/ F L, BHE R K D85k

150mg/kg/H : —iPEOMEBEX TR OME, v LD
RN A £ D g~ D 528

= 50mg/kg/ H : ALP KON /L 21— Z BN K OWFRIaIE K

4 ]

0. 20, 60,
180

ERERFE: 10

20 A

180mg/kg/ H : & JRAME f HE IR ER G N

= 60mgrkg/ H : BUNHE N

= 20mg/kg/ B (REBMEOWD . BAKAE, RIMER ST A —
W, RE Y VEEIN, EEEROEEE Y L HN

o

2 1 i)

0, 30, 100,
300

ERERFE 5

30 A

=100mg/kg/ H : MR & ONIR A L R s (B
MEREE S OV Y SERER DB, AR M BR B AE RS & 08 5 R if
i, ~EZ o O~ 7Yy MEDOED, B UL
BN L AT a— L OB BB o Eio Rk
AL 30T D BEIRPY O HAIL, 8 5 AR M OVR I BR £ i i o>
BN, RSO PN IR S X AR

= 30 mg/kg/ B AR & OB AT Skl IR E SN

43 ]

0, 6, 20, 60

WEREASHE 10

4 1]
[l

ERERTE: 6

I - 6 AT
I : 20

60mg/kg/ H : ARE K QMRS O, e OVE i
TR, FURRE R

= 6mg/kg/ B : B -0
4B AR EO DT )RRl E R oRIE

26 [

0. 6. 20, 60

BERER-FE 20

4 ]
[l

ERERFE: 10

60mg/kg/ H : AH K OMEAE Bjdb . IRIMER ST A — & i
TNTINTaT7 ) kRO aT A4 R, D, .
B, mIE. M OWRELE RN, ELE

= 20mg/kg/ B : FiEHE, FAE MBS, AFPERER. U > oRERER
HERE L O = U AT m— LB N, D, s K OV s ke
S EE N

43 MBI : 60mg/kg/ A BEORED IR T % bR & [0l

£ X

B

2 3 ]

0. 6, 20, 60

MERERTE 1
(60mg/kg/ A
B HRED S
BHEREA- T - 2)

20

60mglkg/[1 - BO%R, (Rihb, ALT, ALPROYE U L
B2 ORI, PUNRIE PR ORI O S M I M % 2 2
WO FFBAR AL, 2 v/ S— MR OIEAABIZH, /1
S DR 5 -

0. 5. 15, 45

MR- FE - 3

435
[l 7 Pt

WEREASTE 2

45mglkg/H : EM:, FEROWD K OB ONZHE, AR E K
DHEEE R . ALTR CALPHN, BEULE Y RRa LR
Ta—/UH, U R, R, B U LB VIR

= 15mg/kg/ [ : IFREE =N, ABSEREE O T K Y
FRIROBRIRZE 6, B ONER LTz 7 v 7S —HliE o X6
PNBEEE, R BEAE, /NE T DRV A S O ) o SERMESOE,
NRFEE PR OB, BIRME EReoZefafk
4AMEIE M © 4bmglkg/ HEED 7 7R —HE O JE K K OVRAE
DRI Z bR EARIRIC X 0 [l

P

<

)
O

3916 [H]

0, 30, 200,
600

MR 4

43[R
Bl M

0. 600

WEREASTE 2

30 A

600mg/kg/H : F75Ar, HAFEND . APTTVIERE, JIFlE &
A, MR R

= 200mg/kg/ A : BAHEE (RE, AR, miE), (AEBINE
W, i RESEIN, ARER ST A — 2 ALT K 0%
I VAT a— VN, RS AR T BB R e OV A 2 e
£ I/ hEEOBFR L

= 30mg/kg/ A :HFRIZ BT 2 IRE R, FIARE PHORRME(
4AREENE © o v AT o — B0 L OO RE A A
42337 SN EIfi)

) APTT : i&MEALES b v R 7T 2 F IR
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(3) EfaEMHAER

4) BARMEEER

<in vitroDT —H >

ME (A XIF7AH) ZWWTERERERRAS, FHESEEMRL (U A
U oEMIE) AW Ay T v A L B RRMIMY Bk E VT2
REFRBRICIWT, BEFEHTRD bNRNST,

<#@MT—%> (7 v )

Z v hERAW/MERBRICEB W T, @Ee@mEiERBo shnignoiz,

v PN ORasH2 F T v AV 2= 7~ ADONAFHRBRIZBWTT v b
TIE5, 15, 40mg/kg/ H D E4 1048 (24-0) Hkwike 5 (Rn) Lz &

ZA, BDAFHEICET 2B RERD N2>, —J, RasH2 F T &

Y=y 77 AICOWTIE30, 100, 300mg/kg/ H O &% 2630 [k £ G-
(#&) Lic& A, 300mg/kg/H ORECTRGILIANE, REENRD LI, 0N

AFPED R E T,

¥ 300mg/kg/ A%, ABEN TS D KHES00mg/H (400mg 1H2[0]) (2
T ogEERE (AUCHHER) Of80~40fFICHY T 5, Fio, MEHRA IR 2 HE 2%
& (NOEL : Non Observed Effect Level) 1£100mg/kg/H 'C“&)O?io 100mg/kg/ H
X, ARENR TS E b~ KAE800mg/H (400mg 1A 2[8]) (21T HIREE

(AUCH:®:) D#110~20fE 1212495,
(5) 4EFRLESMHRAER
RERORLS | MAWAL | BB | BERES - BOSIR B et B
(mg/kgH)
e . 20mg/kgA A (— Mg
B R O B 180mg/kgH (% ﬁﬁE)
%ﬂﬂfﬁ‘ﬁ‘;% Fw b | MERERRE - 25 | HE : ASECRT28 B~ 0. 20, 60, 180 |Mff : 20mg/kgB  (—Mx#EME)
HE - AZECRT14 0 ~1FiR6 1 180mg/kgH (ZHRTE)
% ORI 20mg/kgH A
1 : 10mg/kgH
Z v k| M 25 A - ike~17H 0. 10, 30, 100 (—f T, AHAE)
IR - R B2 © 10mg/kg/H
R i - 30mg/kgH  (— % EME)
7Y | 20 o - 4iR7~20H 0. 30, 100. 300 100mg/kgH  (/EFHAE)
R K OB IR © 100mg/kgH

1) ZRERVIHERE~DEZICEAT HHER (Tv )
20mg/kg/ A LA E O 5#E (1) L 60mg/kg/ A LI EOFGRE () CTHEHRR O
Floywins, 180mglkg/ H & 51 (HE) K& 1U60mg/kg/ H LA EoBe Gt (M) TR
HEAD K OEAR & O 3780 Hivlz, HETIT180merke/ H # 5 THE BIK
DEBEDOW D INRBO LT, ZTOMDAEFTE T A —H (K14, EEFE T
4) Jd LCIIREBITRD bR o Te, METITMEES, ERUTZR T
ZIZKT HBITFRDO DN o T,

HT&U\HﬁLEdT 1£20mg/kg/ A DL E OG- TR G- &I A L 72 5 IR o
M, ZAUSHE D R IR R VBRI CRA~ORENEO bz, ZhbD
FER D MM RO — RIS B L TiX20me/kg/ H AT, HET20mg/
kg/H. AFEREIZRE LTIl & $12180meg/kg/H., MEOYRIRIZE L Tix
20mg/kg/ H AKdii & B 2 il

2) & - BRREE~DEEICET SRR (Tv H)

W Cl1E30me/kg/ H LA O #% 5 HECIREHE I & & OB & O 23, 100mg/kg/
A& ERECRERD . HIRFERBEEOBD VBB bz, BEOKBIET
30mg/kg/ H UL E OB HRETHIRBZILTHE, W @ﬂﬁ&@f"*\%ﬁﬂﬁfﬁ@iﬁﬂﬂx
BB N DR AEBEE O, IE, RBIEEE OB A, KE oo £
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(6) BFTRIEIEER

(1) ZDtD%kEN

25, 100mg/kg/ A G-HE T AR BB OBA . AHEH, EAafl, JRE
YEER, AR RO E OREL, WEsEmE. WEsfo “0E ekt
HHEE LA ENBO NI, THDDORRN D, HEME RSO ikt O
AEFEARNE QMR « BRIIZBI L Wi b 10mg/kg/ H & & % B L7z,

3) K- REEE~DEEICEHTHHR (V%)

HETI3100mg/kg/ A UL L OB GRETHEOWBA . dRME, BE, (KREHENEORD
25, 300mg/kg/ H ¥ GHE THREAE K CMEEOHA MENRO b, AW
fe U CIE, 300megrkg/ H 5 TRILIUEE DM, LR (EFEATET
fe. &EAM, WEWE, REEERE) ORIBNNRBO bz, ZhbD
fERN D MEEE R TMED —xFENEICBI L TidE30mg/kg/ H . MED AFEAE K Y
R - feRIZBE L CTiZ100mgr/kg/ H & & 2 HivTz,

4) ESY FERWVEROKRSSMHRER

H#E T > MMZ2, 6K U20mg/kg/ H OHETAEBZLTHNSHTOH £ CTROKE Lz
fE . 20mg/kg/ H BEIZ I W CIRE, (REPEINE &K OEBEEE O 3 2 H AL,
h#EZ v MBI 5 MEM B 6me/kg/H & 2 b~ BT RREY 72
MO FE L OB O EELIZA BN o T2,

UYF 2T, FRAREE, BIIRP R OFIRIN S-S & 2 R PR ok
R IR G2 W THRIFEITRR D S e o 7o b OO #RIRE P & Ok
PG CIRIE R DRI 20 LT,

MM ER e L
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. BRERESD

. AR

. BENRETORE

. BV EDEE

. BERITEM

. BFfEEAFAR

. BUERGEARRERAR

RUKEES.

EMEERHEFAR.

ARFTRAIRER B

X. EENERICEAYT 5HE

W A

HRhRST

34

SR

BIE ATV

437 F 71 7%V 50mg, 150mg, 200mg BIHK, LIS R L
) FE-EMSEONGEICLVERTL L
= F =TT B

BEMERLTA R AD

<

[
Ei

2007F7H 24 H

74

TOOLEY - AV

—RRAr3E
5 I

ML

7 FH 7' A50mg
FUEARTEAGEEA A
HKRE :
R EEHEIHAE A B
e H A

A ~F =T ARt
NP F =T, 73 = 7RG

(AAA)

20174F9H 4 H

: 22900AMX00950000

201711 H29H

1 2017412H 25H

X7 H 7' 150mg

ISR A B -
HRE :
AT A A -
IR

2010%F12H 21 H
22200AMX01019000
20114237 18H
2011431 18H

X275 7' 1200meg

BOEIRTEAGRFEA B
KGR :
FAMFLHEGRAFE A B
Wi 5e B4R H H :

200941 H 21H
22100AMX00394000
200943 13 H
2009437 13 H

S F =T KR, RAF =T KR,

. EhEEXIEEhERIEM. 2010412421 H
BERUVRAEZERE HRE SIS « MEMEW SOIBATII OB E BEME B s ) 12,
EBNEOEABRY FEROHE : T7272 0L, ¥ 0@ MBSV B s O5& 2%, a1
ZTOARE H&3300mgE T 5, | ZiBIN,
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X-10. BEERR. BHh

BRAKRFABRUY
ZTORE

. BEERYM
. BRAARHRIZEA
ERGHEE:

. &fEa—F

X-14. RIRIEHLOZEE

20174124 25H
MEROHE : @, NI REREICG DY Tk EE (=rnF=7
& L C1EKI230mg/m?) % &5 0 1R LL_B A SR #% 2 i DL
FElC1 A 200, 128 EZ B 2R OET 5, vk, BEHEOR

RBIC KV EERET D,

IR a5 &
0.32m°LL T 50mg
0.33~0.54m” 100mg
0.55~0.76m" 150mg
0.77~0.97m” 200mg
0.98~1.19m* 250mg
1.20~1.41m* 300mg
1.42~1.63m’ 350mg
1.64m°LA F 400mg

1 &8,

P& U T OB B B B R ()

PR RIEMAEA B 0 2020456 H 25 H A (RAESKEIK062554975)

FRAMGS - B, EREEREOMNE., AL OREMEOMHREICET 5
B IARE2HEITA NONETOWNTRIT HREY LAy,

P& SO T OB B B A i (V)

FSEARE B A B - 202343 24 B A (RA3KFE 0324 55275)

FEARS  ERA, EREEREONE., AL OLEMEOMREICRET 5
B4R 2TEES T A N HADOWTIUTHEEYS L,

BN 104, 200941421 0 ~201941H 208 (A 9% = 3K 5
SN RVE R OSHE OB - 442, 2017412H 25 0 ~20214:12H 24 H

AHNL, FEPAMIZBET 2HIRITED LTV,

WA | B | HOT -
= *E : > S . - L7 MER
Waoedn (edg) | MmN a—R (9H7) e e
EHim=a— K (YJ=2—F) &5
:O:n/lgﬁ ST 4291021M3023 | 4291021M3023 | 125855401 622585501
5 Ty
155(.)/mﬁg‘)‘73 I 4291021M2027 | 4291021M2027 | 120481001 622048101
— Ty
;Ogr:g‘)‘ﬁ e 4291021M1020 | 4291021M1020 | 118948301 620009097

KPR L
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5.15 Embryo-Fetal Toxicity

Based on findings from animal studies and its mechanism of
action, Tasigna can cause fetal harm when administered to a
pregnant woman. In animal reproduction studies,administration
of nilotinib to pregnant rats and rabbits during organogenesis
caused adverse developmental outcomes, including embryo-fetal
lethality/fetal effects (small renal papilla, fetal edema, and
skeletal variations) in rats and increased resorptions of fetuses
and fetal skeletal variations in rabbits at maternal area under
the curve (AUCs) approximately 2 and 0.5 times, respectively,
the AUC in patients receiving the recommended dose. Advise
pregnant women of the potential risk to a fetus. Advise females
of reproductive potential to use effective contraception during
treatment and for at least 14 days after the last doselsee Use in
Specific Populations(8.1,8.3), and Clinical Pharmacology(12.1)].

KE O 8.‘1 Pregnancy
(20214E9 f] Risk Summary
BeaT) Based on findings from animal studies and the mechanism of

action, Tasigna can cause fetal harm when administered to a
pregnant woman/(see Clinical Pharmacology(12.1)].

There are no available data in pregnant women to inform the
drug-associated risk. In animal reproduction studies,
administration of nilotinib to pregnant rats and rabbits during
organogenesis caused adverse developmental outcomes, including
embryo-fetal lethality, fetal effects, and fetal variations in rats
and rabbits at maternal exposures (AUC) approximately 2 and
0.5 times, respectively, the exposures in patients at the
recommended dose (see Data). Advise pregnant women of the
potential risk to a fetus.

The background risk of major birth defects and miscarriage for
the indicated population is unknown. All pregnancies have a
background risk of birth defect, loss, or other adverse outcomes.
In the U.S. general population, the estimated background risk of
major birth defects and miscarriage in clinically recognized
pregnancies are 2%-4% and 15%-20%, respectively.
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Data

Animal Data

In embryo-fetal development studies in rats and rabbits,
pregnant animals received oral doses of nilotinib up to 100mg/kg/
day and 300mg/kg/day, respectively, during the period of
organogenesis.

In rats, oral administration of nilotinib produced embryo-
lethality/fetal effects at doses >30mg/kg/day. At >30mg/kg/day,
skeletal variations of incomplete ossification of the frontals and
misshapen sternebra were noted, and there was an increased
incidence of small renal papilla and fetal edema. At 100mg/kg/
day, nilotinib was associated with maternal toxicity (decreased
gestation weight, gravid uterine weight, net weight gain, and
food consumption) and resulted in a single incidence of cleft
palate and two incidences of pale skin were noted in the fetuses.
A single incidence of dilated ureters was noted in a fetus also
displaying small renal papilla at 100mg/kg/day. Additional
variations of forepaw and hindpaw phalanx unossified, fused
sternebra, bipartite sternebra ossification, and incomplete
ossification of the cervical vertebra were noted at 100mg/kg/day.
In rabbits, oral administration of nilotinib resulted in the early
sacrifice of two females, maternal toxicity and increased
resorption of fetuses at 300mg/kg/day. Fetal skeletal variations
(incomplete ossification of the hyoid, bent hyoid, supernumerary
short detached ribs and the presence of additional ossification
sites near the nasals,frontals and in the sternebral column) were
also increased at this dose in the presence of maternal toxicity.
Slight maternal toxicity was evident at 100mg/kg/day but there
were no reproductive or embryo-fetal effects at this dose.

At 30mg/kg/day in rats and 300mg/kg/day in rabbits, the
maternal systemic exposure (AUC) were 72700ng*hr/mL and
17100ng*hr/mL respectively, representing approximately 2 and
0.5 times the exposure in humans at the highest recommended
dose 400mg twice daily.

When pregnant rats were dosed with nilotinib during
organogenesis and through lactation, the adverse effects included
a longer gestational period, lower pup body weights until
weaning and decreased fertility indices in the pups when they
reached maturity, all at a maternal dose of 60mg/kg (i.e.,360mg/
m?, approximately 0.7 times the clinical dose of 400mg twice
daily based on body surface area). At doses up to 20mg/kg G.e.,
120mg/m®, approximately 0.25 times the clinical dose of 400mg
twice daily based on body surface area) no adverse effects were
seen in the maternal animals or the pups.

8.2 Lactation

Risk Summary

No data are available regarding the presence of nilotinib or its
metabolites in human milk or its effects on a breastfed child or
on milk production. However, nilotinib is present in the milk of
lactating rats. Because of the potential for serious adverse
reactions in a breastfed child, advise lactating women not to
breastfeed during treatment with Tasigna and for at least 14
days after the last dose.

Animal Data

After a single 20mg/kg of ['*C] nilotinib dose to lactating rats, the
transfer of parent drug and its metabolites into milk was
observed. The overall milk-to-plasma exposure ratio of total
radioactivity was approximately 2, based on the AUC,.,,, or
AUC,., values. No rat metabolites of nilotinib were detected that
were unique to milk.
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8.3 Females and Males of Reproductive Potential
Pregnancy Testing
Based on animal studies, Tasigna can cause fetal harm when
administered to a pregnant woman(see Use in Specific
Populations(8.1)]. Females of reproductive potential should have
a pregnancy test prior to starting treatment with Tasigna.
Contraception
e oy k=g | Females
*?Z#f‘gg%a Basgd on animal studies, Tasigna can cause.fetal hgrm when

%=T) administered to a pregnant woman(see Use in Specific

" Populations(8.1)]. Advise females of reproductive potential to use

effective contraception during treatment with Tasigna and for at
least 14 days after the last dose.
Infertility
The risk of infertility in females or males of reproductive
potential has not been studied in humans. In studies in rats and
rabbits, the fertility in males and females was not affected[see
Nonclinical Toxicology(13.1)].

7

F—=A N7 VT DOSIE
(Australian categorisation system for D (20224-10H)
prescribing medicines in pregnancy)

<BE>SFH—A T VT ONFEOME  Australian categorisation system for
prescribing medicines in pregnancy

D : Drugs which have caused, are suspected to have caused or may be
expected to cause, an increased incidence of human fetal malformations or
irreversible damage. These drugs may also have adverse pharmacological
effects.

Accompanying texts should be consulted for further details.
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8.4 Pediatric Use
The safety and effectiveness of Tasigna have been established in
pediatric patients greater than or equal to lyear of age with
newly diagnosed and resistant or intolerant Ph+ CML in chronic
phase [see Clinical Studies(14.5)]. There are no data for pediatric
patients under 2 years of age. Use of Tasigna in pediatric
patients 1 year to less than 2 years of age with newly diagnosed
or resistant or intolerant Ph+ CML in chronic phase is supported
by efficacy in pediatric patients 2 to 6 years of age for these
indications. The safety and effectiveness of Tasigna have been
established in pediatric patients greater than or equal to 1 year
of age with resistant or intolerant Ph+ CML in accelerated phase
based on evidence of effectiveness from an adequate and well-
controlled single-arm study in adults [see Clinical Studies (14.2)]
with safety data from two pediatric studies as described in the
next paragraph.
Use of Tasigna in pediatric patients 1 to less than 18 years of age
is supported by evidence from two clinical trials [see Clinical
Studies (14.5)]. The 25 patients with newly diagnosed Ph+ CML-
. N CP were in the following age groups: 6 children (age 2 to less
*%);Jfggj;% than 12 yegrs) an(.i 19 ad.olescents. (age 12 to less than 18 years).
aT) The 44 patients with resistant or intolerant Ph+ CML-CP
included 18 children (age 2 to less than 12 years) and 26
adolescents (age 12 to less than 18 years). All pediatric patients
received Tasigna treatment at a dose of 230mg/m” twice daily,
rounded to the nearest 50 mg dose (to a maximum single dose of
400 mg). No differences in efficacy or safety were observed
between the different age subgroups in the two trials.
The frequency, type, and severity of adverse reactions observed
were generally consistent with those observed in adults, with the
exception of the laboratory abnormalities of hyperbilirubinemia
(Grade 3/4: 16%) and transaminase elevation (AST Grade 3/4:
2.9%, ALT Grade 3/4: 10%), which were reported at a higher
frequency in pediatric patients than in adults [see Adverse
Reactions (6.1)]. For pediatric growth and development, growth
retardation has been reported in pediatric patients with Ph+
CML-CP treated with Tasigna [see Warnings and Precautions
(5.14), Adverse Reactions (6.1)].
The safety and effectiveness of Tasigna in pediatric patients
below the age of 1 year with newly diagnosed, or resistant or
intolerant Ph+ CML in chronic phase and accelerated phase,
have not been established.
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DRFEORIAOBE RIS MFIH T SERERAFMERR (2003 HB) 1251 SEEAOBER
SEBKR—E"

300mg 1 H 2 400mg 1 H 2 7
TR 279 277 556
S JL—R12 | Z1L—F34 qt JL—FR1-2 | Z1L—F34 it JL—R1-2 | ZL—FK34 7

n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%)
FEBIE (%) 137 (49.1) | 120 (43.0) | 257 (92.1) | 111 (40.1) | 158 (57.0) | 269 (97.1) | 248 (44.6) | 278 (50.0) | 526 (94.6)
MRS &V 2/ REE 39 (14.0) | 50 (179 | 89 (31.9) | 38 (13.7) | 51 (184) | 89 (32.1) | 77 (13.8) | 101 (182) | 178 (32.0)
/RIS IE 21 (7.5) | 28 (100) | 49 (176) | 23  (83) | 31 (11.2) | 54 (195 | 44 (7.9 | 59 (10.6) | 103 (18.5)
LRI 9 (32| 33 (11.8) | 42 (151) 6 (22) | 24 (87" | 30 (108 | 15 (27 | 57 (103 | 72 (12.9)
2. 15 (5.4) 6 (2.2) 21 (7.5) 19 (6.9) 7 (2.5) 26 (9.4) 34 (6.1) 13 (2.3) 47 (8.5)
{1 i BRI AiE 16 (5.7 6 (2.2) 22 (7.9) 16 (5.8 6  (22) 22 (7.9) 32 (5.8) 12 (2.2) 44 (7.9)
Y o SERIDE 5 (1.8 0 5 (1.8 1 (04) 0 1 (04) 6 (1.1 0 6 (1.1
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FEFMEAT BRI 0 1 (0.4) 1 (0.4) 0 2 0.7 2 0.7) 0 3 (0.5) 3 (0.5)
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AR 2 0 0 0 0 2 0.7 2 0.7) 0 2 (0.4) 2 (0.4)
14 i BREIE 0 0 0 0 2 (07 2 (0.7) 0 2 (0.4) 2 (04)
VML L 0 0 0 0 1 (0.4) 1 (0.4) 0 1 (02 1 (02
SRR Z MR 0 0 0 1 (0.4) 0 1 (0.4) 1 (0.2) 0 1 (0.2)
DEEE 15 (5.4) 2 (0.7 17 (8.1) 18  (65) 11 (40 | 29 (105 | 33 (59 13 (23) | 46  (8.3)
whiE 8 (29 0 8 (29 4 (14) 1 (0.4) 5 (1.8 | 12 (22 1 (02| 13 (23
HLIE 1 (04) 0 1 (04) 2 (07 3 (1D 5 (1.8 3 (05) 3 (05) 6 (1.1
AT 0 1 (04) 1 (04) 3 (1D 0 3 (1D 3 (05) 1 (02 4 (0
TERRTE 0 0 0 1 (0.4) 3 (1D 4 (14 1 (02 3 (05) 4 (07
[y jiyscAiin 0 0 0 1 (0.4) 2 (0.7) 3 (1.1) 1 (0.2) 2 (0.4) 3 (0.5)
HER 0 0 0 3 (1D 0 3 (1D 3 (05) 0 3 (05)
IR PSR 0 1 (04) 1 (04) 1 (04) 1 (04) 2 (0.7 1 (0.2) 2 3 (05)
A4 0 0 0 1 (0.4) 1 (0.4) 2 0.7) 1 (0.2) 1 2 (0.4)
SR 0 0 0 0 2 (07 2 (0.7 0 2 2 (04)
F7 ) —E 2 (07 0 2 (07 0 0 0 2 (04) 0 2 (0.4)
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i 0 0 0 1 (04) 0 1 (0.4) 1 (0.2) 0 1 (0.2
HZ D FHIE 0 0 0 1 (04) 0 1 (0.4) 1 (02 0 1 (02
WETER 0 0 0 1 (04) 0 1 (04) 1 (02 0 1 (0.2
TETE B 0 0 0 1 (04) 0 1 (0.4) 1 (0.2) 0 1 (0.2)
WS 0 0 0 1 (04) 0 1 (0.4) 1 (02 0 1 (02
N RS 1 (04) 0 1 (04) 3 (L1 1 (04) 4 (14) 4 (0.7 1 (02 5 (0.9
FORIRBRE TUHEE 0 0 0 1 (04) 1 (0.4) 2 (0.7) 1 (02 1 (02 2 (0.4)
FOR ISR T AE 0 0 0 2 (0.7 0 2 (07 2 (04) 0 2 (04)
foeTEVERI ORI RE S E 1 (0.4) 0 1 (0.4) 0 0 0 1 (0.2) 0 1 (0.2)
RS 30 (10.8) 0 30 (10.8) | 39 (14.1) 1 (04) | 40 (144) | 69 (12.4) 1 (02 | 70 (12.6)
R A5 7 (25) 0 7 (25) 9 (32 0 9 (32| 16 (29 0 16 (2.9
fE N 7 (2.5) 0 7 (2.5) 6 (2.2) 0 6 (2.2) 13 (2.3) 0 13 (2.3)
NRZ 5 FEAE 4 (1.4) 0 4 (1.4) 4 (1.4) 0 4 (1.4) 8 (1.4) 0 8 (1.4)
MR V2 2 (0.7 0 2 (0.7 4 (14 1 (04) 5 (1.8 6 (1.1 1 (02 7 (13)
HRFE I 1 (0.4) 0 1 (0.4) 5 (1.8) 0 5 (1.8) 6 (1.1) 0 6 (1.1
FIEEH 2 (0.7 0 2 (07 2 (0.7) 0 2 (07 4 (0.7) 0 4 (07
IR 5 5 P 7 e 1 (04) 0 1 (04) 3 (1D 0 3 (1D 4 (0 0 4 (07
it M 2 0.7 0 2 0.7 1 (0.4) 0 1 (0.4) 3 (0.5) 0 3 (0.5)
T LIV XS 1 (04) 0 1 (04) 2 (0.7) 0 2 (07 3 (05) 0 3 (05)

74




300mg 1 H 2

400mg 1 H 2

at

poE 279 277 556

Sk JL—R12 | Z1L—FK34 s J1L—R1-2 | Z1—F34 it J1L—R1-2 | Z1L—FR34 7
n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%)
BB (%) 137 (49.1) | 120 (43.0) | 257 (92.1) | 111 (40.1) | 158 (57.0) | 269 (97.1) | 248 (44.6) | 278 (50.0) | 526 (94.6)
501 1 (04) 0 1 (04) 2 (07 0 2 (07 3 (05) 0 3 (05)
JEARE 2 0.7 0 2 0.7 1 (0.4) 0 1 (0.4) 3 (0.5) 0 3 (0.5)
il 0 0 0 3 (1D 0 3 (1D 3 (05) 0 3 (05)
AR 1 (04) 0 1 (04) 1 (04) 0 1 (04) 2 (04) 0 2 (0.4)
TR WME T 0 0 0 2 0.7 0 2 (0.7 2 (0.4) 0 2 (0.4)
TR 1 (04) 0 1 (04) 1 (04) 0 1 (0.4) 2 (04) 0 2 (04)
F¥aTF—h—7 = AR 1 (04) 0 1 (04) 1 (04) 0 1 (04) 2 (0.4) 0 2 (0.4)
F 1 (04) 0 1 (0.4) 1 (04) 0 1 (04) 2 (0.4) 0 2 (0.4)
MR oD F 4 0 0 0 1 (04) 0 1 (04) 1 (02 0 1 (02
ARR9% 57 0 0 0 1 (04) 0 1 (04) 1 (02 0 1 (0.2
Elalis 0 0 0 1 (04) 0 1 (04) 1 (02 0 1 (02
HAIRAIAE 1 (04) 0 1 (04) 0 0 0 1 (02 0 1 (02
AT i, 1 (04) 0 1 (04) 0 0 0 1 (02 0 1 (02
AR EL 1 (04) 0 1 (04) 0 0 0 1 (02 0 1 (02
R 0 0 0 1 (04) 0 1 (0.4) 1 (02 0 1 (02
RG2S FENE 1 (04) 0 1 (04) 0 0 0 1 (02 0 1 (02
FEBEHEIN 0 0 0 1 (04) 0 1 (04) 1 (02 0 1 (02
EH 1 (04) 0 1 (04) 0 0 0 1 (02 0 1 (02
SRS L 1 (04) 0 1 (04) 0 0 0 1 (0.2 0 1 (02
AR 0 0 0 1 (04) 0 1 (04) 1 (02 0 1 (02
MR ERHEARE 1 (04) 0 1 (04) 0 0 0 1 (02 0 1 (02
BIkEE 113 (40.5) 7 (25) | 120 (43.0) | 117 (42.2) 10 (36) | 127 (45.8) | 230 (41.4) 17 (3.1) | 247  (44.4)
i 37 (13.3) 2 (07 | 39 (140 | 55 (19.9) 3 (1) | 58 (209 | 92 (16.5) 5 (09 | 97 (17.4)
LR 25 (9.0 3 (11| 28 (100) | 24 (87 0 24 (87 | 49 (88 3 (05 | 52 (94)
fE% 27 (9.7 0 27 (97 | 18 (65) 1 (04 | 19 (69 | 45 (81) 1 (02 | 46  (83)
T 23 (82) 1 (04) | 24 (86 | 20 (7.2 0 20 (7.2) | 43 (7.7) 1 (02 | 4 (79
gt 16 (57 0 6 (7| 22 (79 3 (11| 25 (90 | 38 (68 3 (05) | 41 (74
e 17 (6.1) 0 17 (6.1) 14 (5.1) 2 (0.7) 16 (5.8) 31 (5.6) 2 (0.4) 33 (5.9)
AR R 13 47 0 13 @n | 14 (1D 1 (04 | 15 (54 | 27 (4.9 1 (02 | 28 (5.0
JET R 6 (2.2) 0 6 (22 8 (29 0 8 (29 | 14 (25 0 14 (25)
B3] 6 (2.2) 0 6 (2.2) 6 (2.2) 0 6 (2.2) 12 (2.2) 0 12 (2.2)
(i 2 (0.7 0 2 (0.7 5 (1.8 0 5 (1.8 7 (1.3) 0 7 (13)
PSR 1 (04) 0 1 (04) 4 (14 0 4 (14 5 (0.9 0 5 (0.9
T AE AR 2 (0.7) 0 2 (0.7) 3 (L) 0 3 (LD 5 (0.9 0 5 (0.9
kR 1 (04) 1 (04) 2 (0.7) 1 (04) 2 (0.7 3 (LY 2 (0.4) 3 (05) 5 (0.9
EES 2 (0.7 0 2 (0.7 2 (0.7 0 2 (0.7 4 (07 0 4 (0.7
FINZ 1 (04) 0 1 (04) 3 (1D 0 3 (1D 4 (07 0 4 (0.7
AR 3 (11D 0 3 (1D 0 0 0 3 (05) 0 3 (05)
FERL 1 (04) 0 1 (04) 2 (0.7 0 2 (0.7) 3 (05) 0 3 (0.5)
B O N 2 (0.7) 0 2 (0.7) 0 0 0 2 (0.4) 0 2 (0.4)
L 0 0 0 1 (04) 0 1 (04) 1 (02 0 1 (02
HIE %% 0 0 0 1 (04) 0 1 (0.4) 1 (02 0 1 (02
7 a— 9 1 (04) 0 1 (04) 0 0 0 1 (02 0 1 (02
B 1 (0.4) 0 1 (04) 0 0 0 1 (02 0 1 (02
IZ23 1 (04) 0 1 (04) 0 0 0 1 (02 0 1 (02
BLW 0 0 0 1 (04) 0 1 (0.4) 1 (02 0 1 (02
[EES 0 0 0 1 (04) 0 1 (04) 1 (02 0 1 (02
At (i 0 0 0 1 (04) 0 1 (04) 1 (02 0 1 (02
HEGEEEH N 0 0 0 1 (0.4) 0 1 (0.4) 1 (02 0 1 (02
HE 1 (04) 0 1 (04) 0 0 0 1 (02 0 1 (02
OB AMEE % 1 (04) 0 1 (04) 0 0 0 1 (02 0 1 (02
Bl 0 0 0 1 (04) 0 1 (0.4) 1 (02 0 1 (02
T B 0 0 0 1 (04) 0 1 (04) 1 (02 0 1 (02
P L 0 0 0 1 (04) 0 1 (0.4) 1 (02 0 1 (02
WA DJE 1 (04) 0 1 (04) 0 0 0 1 (02 0 1 (0.2
TPV 0 0 0 1 (04) 0 1 (04) 1 (02 0 1 (02
L 0 0 0 1 (04) 0 1 (0.4) 1 (02 0 1 (02
ZIHA~L=T 1 (04) 0 1 (04) 0 0 0 1 (02 0 1 (0.2
L1 TR 0 0 0 1 (04) 0 1 (04) 1 (02 0 1 (02
PN 1 (04) 0 1 (04) 0 0 0 1 (02 0 1 (0.2
KGR —7 1 (0.4) 0 1 (0.4) 0 0 0 1 (0.2) 0 1 (0.2)
BE=3iS 0 0 0 1 (04) 0 1 (04) 1 (02 0 1 (02
ALF 0 0 0 0 1 (04) 1 (0.4) 0 1 (02 1 (02
I T 0 0 0 1 (04) 0 1 (04) 1 (02 0 1 (02
FoIE 0 1 (04) 1 (04) 0 0 0 0 1 (02 1 (02

a
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300mg 1 H 2

400mg 1 H 2

at

SR B 279 277 556

Sk JL—R12 | Z1L—FK34 s J1L—R1-2 | Z1—F34 it J1L—R1-2 | Z1L—FR34 7
n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%)
BB (%) 137 (49.1) | 120 (43.0) | 257 (92.1) | 111 (40.1) | 158 (57.0) | 269 (97.1) | 248 (44.6) | 278 (50.0) | 526 (94.6)
BT 0 1 (04) 1 (04) 0 0 0 0 1 (02 1 (0.2
THAEMETTS 1 (04) 0 1 (04) 0 0 0 1 (02 0 1 (02
JLFS JE DR 0 0 0 1 (04) 0 1 (04) 1 (02 0 1 (02
R FEN 1 (04) 0 1 (04) 0 0 0 1 (02 0 1 (0.2
15 i, 1 (0.4) 0 1 (0.4) 0 0 0 1 (0.2) 0 1 (0.2)
A 0 0 0 1 (04) 0 1 (0.4) 1 (02 0 1 (02
;fé EARMERLURSHED | o g | 2 0 | 7o @89 | 68 245 | 5 (8| 73 (64 |45 61| 7 3 |15z (@19
L% 34 (12.2) 0 34 (122) | 28 (10.1) 2 (07 | 30 (108 | 62 (11.2) 2 (04) | 64 (11.5)
M E 25 (9.0) 1 (0.4) 26 (9.3) 13 (4.7) 2 (0.7) 15 (5.4) 38 (6.8) 3 (0.5) 41 (7.4)
R E I 14 (5.0 1 (04 | 15 (54 | 19 (6.9 0 19 (69 | 33 (59 1 (02 | 34 (6.1)
T 4 (14) 0 4 (14 6 (22 0 6 (22 | 10 (1.8 0 10 (1.8
FL N e 4 (1.4) 0 4 (1.4) 3 (1.1) 1 (0.4) 4 (1.4) 7 (1.3) 1 (0.2) 8 (1.4)
i 2 (0.7 0 2 (0.7 5 (1.8 0 5 (1.8 7 (1.3) 0 7 (13)
PRI 1 (04) 0 1 (04) 6 (22 0 6 (22 7 (1.3) 0 7 (1.3)
&0 4 (1.4) 0 4 (1.4 2 (07) 0 2 (07) 6 (1.1 0 6 (L1
ey 2 (0.7 0 2 (0.7 3 (1D 0 3 (1D 5 (0.9 0 5 (0.9
A P 3 (11 0 3 (11 1 (04) 0 1 (0.4) 4 (07 0 4 (0.7
L L PR IEIL T 1 (04) 0 1 (04) 1 (04) 0 1 (0.4) 2 (0.4) 0 2 (0.4)
Syl 1 (0.4) 0 1 (04) 1 (04) 0 1 (04) 2 (0.4) 0 2 (0.4)
Hages 1 (04) 0 1 (04) 0 0 0 1 (02 0 1 (02
SR EAE R 1 (04) 0 1 (04) 0 0 0 1 (02 0 1 (02
& 1 (0.4) 0 1 (04) 0 0 0 1 (02 0 1 (02
Bk 1 (04) 0 1 (04) 0 0 0 1 (02 0 1 (02
IRIRZE By 1 (04) 0 1 (04) 0 0 0 1 (02 0 1 (02
Eivleata 0 0 0 1 (04) 0 1 (04) 1 (02 0 1 (02
SRR 1 (04) 0 1 (04) 0 0 0 1 (02 0 1 (02
R 1 (04) 0 1 (04) 0 0 0 1 (02 0 1 (02
Y PEIIESOTIEGRE 1 (04 0 1 (04) 0 0 0 1 (02 0 1 (02
HARE 1 (04) 0 1 (04) 0 0 0 1 (02 0 1 (02
FrABE REEE 44  (15.8) 8 (29) | 52 (186) | 44 (159 | 19 (69 | 63 (227) | 8 (158 | 27 (49 | 115 (20.7)
EE UL E S IAE 38 (13.6) 8 (29 | 46 (165 | 37 (134) | 10 (36 | 47 (17.00 | 75 (135) | 18 (32 | 93 (167
SR RE S 4 (14) 0 4 (14) 4 (14 2 (07 6 (22 8 (1.4) 2 (04) 10 (1.8
TR 0 0 0 1 (0.4) 3 (1.1 4 (1.4) 1 (0.2) 3 (0.5) 4 (0.7)
ST AR 5 1 (04) 0 1 (04) 0 2 (07 2 (0.7 1 (02 2 (04) 3 (05)
JpEE 0 0 0 3 (L1 0 3 (LD 3 (05) 0 3 (05)
MRS 0 0 0 0 2 0.7 2 0.7 0 2 (0.4) 2 (0.4)
JF R 1 (04) 0 1 (04) 1 (04) 0 1 (04 2 (0.4 0 2 (0.4
YA 2 (0.7) 0 2 (0.7 0 0 0 2 (0.4) 0 2 (04)
RESE AT 0 0 0 1 (04) 0 1 (04) 1 (02 0 1 (02
AL 0 0 0 0 1 (04) 1 (04) 0 1 (02 1 (02
NEMiRF 0 0 0 1 (04) 0 1 (04) 1 (02 0 1 (02
FPERERT R 1 (04) 0 1 (04) 0 0 0 1 (02 0 1 (0.2
REREE 0 0 0 2 (0.7) 0 2 (0.7) 2 (04) 0 2 (0.4)
TP 0 0 0 1 (04) 0 1 (0.4) 1 (02 0 1 (02
HEBIRET LL X — 0 0 0 1 (04) 0 1 (04) 1 (02 0 1 (0.2
SE O 0 0 0 1 (04) 0 1 (04 1 (02 0 1 (02
BPER S UHFERE 23 (8.2) 0 23 (82 | 24 (87 1 (04 | 25 (90 | 47 (85) 1 (02 | 48 (86)
ESIPS 10 (3.6) 0 10 (3.6) 7 (2.5) 0 7 (2.5) 17 (3.1) 0 17 (3.1
BAHEA S 2 (0.7 0 2 (0.7 2 (07 0 2 (07 4 (07 0 4 (0
LisEED 2 (0.7) 0 2 (0.7 2 (0.7 0 2 (07 4 (07 0 4 (07
AR A L ARG 1 (04) 0 1 (04) 2 (0.7 0 2 (07 3 (05) 0 3 (0.5)
e o 5 i 1 (04) 0 1 (04) 2 (07 0 2 (07 3 (05) 0 3 (05)
e~ LR 2 (0.7 0 2 (07 1 (04) 0 1 (0.4) 3 (05) 0 3 (0.5)
FAGE Y 2 (0.7 0 2 (0.7 1 (04) 0 1 (04) 3 (0.5) 0 3 (0.5)
) %% 1 (04) 0 1 (04) 1 (04) 0 1 (0.4) 2 (04) 0 2 (04)
EIEY 0 0 0 2 (07 0 2 (07 2 (04) 0 2 (04)
BT AR 1 (04) 0 1 (04) 1 (04) 0 1 (04) 2 (0.4) 0 2 (0.4)
el 1 (04) 0 1 (04) 0 0 0 1 (02 0 1 (02
REX R 0 0 0 1 (04) 0 1 (04) 1 (02 0 1 (0.2
ARk 0 0 0 1 (04) 0 1 (04) 1 (02 0 1 (02
Line} 0 0 0 1 (04) 0 1 (04) 1 (02 0 1 (02
LS 0 0 0 1 (04) 0 1 (0.4) 1 (0.2 0 1 (02
Hifili L~ A 0 0 0 1 (0.4) 0 1 (04) 1 (02 0 1 (02
TG G FENT 0 0 0 1 (04) 0 1 (04) 1 (02 0 1 (02
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300mg 1 H 2

400mg 1 H 2

at

SR B 279 277 556

Sk JL—R12 | Z1L—FK34 s J1L—R1-2 | Z1—F34 it J1L—R1-2 | Z1L—FR34 7
n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%)
BB (%) 137 (49.1) | 120 (43.0) | 257 (92.1) | 111 (40.1) | 158 (57.0) | 269 (97.1) | 248 (44.6) | 278 (50.0) | 526 (94.6)
PR 0 0 0 1 (04) 0 1 (04) 1 (02 0 1 (0.2
ARG Y 1 (04) 0 1 (04) 0 0 0 1 (02 0 1 (02
PP B e 0 0 0 1 (04 0 1 (04) 1 (02 0 1 (02
e 0 0 0 1 (04) 0 1 (04) 1 (02 0 1 (0.2
fitige 0 0 0 0 1 (0.4) 1 (0.4) 0 1 (0.2) 1 (0.2)
I TERZ 0 0 0 1 (04) 0 1 (04) 1 (02 0 1 (02
SROBRY 1 (04) 0 1 (04) 0 0 0 1 (02 0 1 (0.2
LS 1 (04) 0 1 (0.4) 0 0 0 1 (02 0 1 (02
BN 0 0 0 1 (04 0 1 (04) 1 (02 0 1 (02
R AR 0 0 0 1 (04) 0 1 (04) 1 (02 0 1 (0.2
S 1 (0.4) 0 1 (0.4) 0 0 0 1 (02 0 1 (02
Y 0 0 0 1 (04) 0 1 (04) 1 (02 0 1 (02
KE R 0 0 0 1 (04) 0 1 (04) 1 (02 0 1 (02
BE. PESLUVLEAHHE 6  (22) 2 (0.7 8 (29 1 (04) 0 1 (04) 7 (13) 2 (0.4) 9  (16)
A 3 (11 0 3 (11 1 (04) 0 1 (0.4) 4 (0 0 4 (0
552 JEIE 1 (04) 0 1 (04) 0 0 0 1 (02 0 1 (0.2
BRI 0 1 (0.4) 1 (04) 0 0 0 0 1 (02 1 (02
2L 1 (04) 0 1 (04) 0 0 0 1 (02 0 1 (02
AL P 0 1 (04) 1 (04) 0 0 0 0 1 (02 1 (0.2
Al 1 (0.4) 0 1 (0.4) 0 0 0 1 (02 0 1 (02
FRERIRE 75 (269) | 50 (17.9) | 125 (44.8) | 8 (30.7) | 55 (19.9) | 140 (50.5) | 160 (28.8) | 105 (189) | 265 (47.7)
;;D: YTRIRTEAT=T R e | 18 @ | 61 240 | 65 285 | 16 68 | 81 (202 |19 @1a | 29 62 | 148 (266
Zi;\z;;%7 S hTe 20 (104 | 5 8 | 3¢ (22| 87 (84| 5 (18 | 42 (152 | 66 (119 | 10 (1.8 | 76 (137
ey e s 26 (9.3) 3 (1) | 29 (104) | 31 (11.2) 7 (25) | 38 (137 | 57 (103) | 10 (1.8) | 67 (12.1)
Y 3 —E N 7 (25 | 23 (82 | 30 (108 8 (29 | 20 (72| 28 (101 | 15 @7 | 43 (7.7 | 58 (10.4)
7T —BH 16 (57 2 (07 | 18 (65 | 17 (6.1) 2 (07| 19 (69 | 33 (59 4 (07 | 37 (67
M7 VA Y R AT 7 2 —E RN 6 (22 0 6 (22 | 14 (1) 0 14 (51 | 20 (3.6) 0 20 (3.6
MY L 5 (1.8) 1 (04) 6 (22 8 (29 2 (07 | 10 (36| 13 (23 3 (05 | 16 (29
gﬁf'w SRTATETTE a1 0w | 4 aw| s ee| 3 av| 1 o | 1 o 4 ©n]| 15 @D
i/ 2 (0.7 4 (1.4 6 (22 5 (1.8 4 (14 9 (3.2 7 (1.3) 8 (14 | 15 (27
~EZBEUEY 2 (0.7 1 (04) 3 (11 9 (32 1 (04 | 10 36| 11 (20 2 (04) | 13 (23)
AREHM 5 (1.8) 3 (1.1) 8 (2.9) 4 (1.4) 0 4 (1.4) 9 (1.6) 3 (0.5) 12 (2.2)
LENQTIER 4 (1.4) 1 (04) 5 (1.8 5 (1.8 0 5 (1.8 9 (1.6 1 (02 | 10 (18
M7 V7= 2 (0.7 0 2 (0.7 6 (22 0 6 (22 8 (1.4 0 8 (1.4
L7 R o 0 3 (1.1) 0 3 (1.1) 5 (1.8) 0 5 (1.8) 8 (1.4) 0 8 (1.4)
a7y R 3 (1D 0 3 (1D 4 (14 0 4 (14 7 (1.3) 0 7 (13)
M= L AT a— L 3 (11 0 3 (11 3 (1D 0 3 (1D 6 (11 0 6 (LD
IR 1 (04) 0 1 (04) 4 (14) 0 4 (14) 5 (0.9 0 5 (0.9
gggggﬁ hEVRTT AT 3 @y | o 3 an| 1 o] o 1 04| 4 D] o0 4 00
BAE L e RN 1 (04) 0 1 (04) 3 (1D 0 3 (1D 4 (0.7) 0 4 (0.7
s b 7Y REN 2 (0.7 0 2 (0.7) 1 (04) 1 (04) 2 (07 3 (05) 1 (02 4 (07
1fi RN 1 (04) 0 1 (04) 3 (11 0 3 (1D 4 (0.7) 0 4 (0.7
B Y AR AR PN 2 (0.7) 0 2 (0.7) 2 (0.7) 0 2 (0.7) 4 (0.7) 0 4 (0.7)
MAPIERE E Y e HN 1 (0.4) 0 1 (0.4) 1 (0.4) 1 (0.4) 2 0.7 2 (0.4) 1 (0.2) 3 (0.5)
Mg 22 ) 2 (0.7 0 2 (07 1 (04) 0 1 (0.4) 3 (0.5) 0 3 (0.5)
AU RY  CATF RN 2 (0.7 0 2 (0.7 1 (04) 0 1 (0.4) 3 (0.5) 0 3 (0.5)
L E ) AR AN 1 (04) 0 1 (04) 2 (0.7 0 2 (07 3 (05) 0 3 (05)
I ERE 0 2 (0.7) 2 (07 0 1 (04) 1 (04) 0 3 (05) 3 (05)
1 L ER A 1 (04) 0 1 (04) 1 (0.4) 1 (04) 2 (07 2 (0.4) 1 (02 3 (0.5)
[ rp AL Kb 0 0 0 2 (0.7) 0 2 (0.7) 2 (0.4) 0 2 (0.4)
1 LR R AR L8 N 1 (04) 0 1 (04) 1 (04) 0 1 (0.4) 2 (04) 0 2 (0.4)
L U Ak 1 (04) 0 1 (04) 1 (0.4) 0 1 (0.4) 2 (0.4) 0 2 (0.4)
L SR 1 (04) 0 1 (04) 1 (04) 0 1 (04 2 (0.4 0 2 (0.4
L Y AR A 0 0 0 2 (07 0 2 (07 2 (0.4) 0 2 (0.4)
L Y AR 2 0.7 0 2 0.7 0 0 0 2 (0.4) 0 2 (0.4)
INR H41 0 0 0 2 (0.7) 0 2 (07 2 (0.4) 0 2 (04)
Taka e R R 1 (04) 0 1 (04) 1 (04) 0 1 (0.4) 2 (0.4) 0 2 (0.4)
TIF—¥ 0 0 0 1 (04) 0 1 (04) 1 (02 0 1 (02
EERARRRGE 0 0 0 1 (04) 0 1 (04) 1 (02 0 1 (02
M7 L7 2 0 0 0 1 (04) 0 1 (0.4) 1 (02 0 1 (02
ML A L T BN 0 0 0 1 (04) 0 1 (04) 1 (02 0 1 (02
M2 o — L0 0 0 0 1 (04 0 1 (04) 1 (02 0 1 (02
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300mg 1 H 2

400mg 1 H 2

at

poE 279 277 556

Sk JL—R12 | Z1L—FK34 s J1L—R1-2 | Z1—F34 it J1L—R1-2 | Z1L—FR34 7
n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%)
BB (%) 137 (49.1) | 120 (43.0) | 257 (92.1) | 111 (40.1) | 158 (57.0) | 269 (97.1) | 248 (44.6) | 278 (50.0) | 526 (94.6)
ﬁgégf%yﬁ‘x*‘aH“ﬂ 0 0 0 10| o 1o04a| 1 0] o 1 02
M7 V7 F R ARFF—EHM 0 1 (04) 1 (04) 0 0 0 0 1 (02 1 (02
M~ Ko pEZEE) 0 0 0 0 1 (04) 1 (04) 0 1 (02 1 (0.2
fispA 2 A R 1 (0.4) 0 1 (04) 0 0 0 1 (02 0 1 (02
1 LR K SR SR 0 0 0 1 (04) 0 1 (04) 1 (02 0 1 (02
L U S840 1 (04) 0 1 (04) 0 0 0 1 (0.2 0 1 (02
IE b5 1 (0.4) 0 1 (0.4) 0 0 0 1 (02 0 1 (02
I RN 7 0 0 0 1 (04) 0 1 (0.4) 1 (02 0 1 (02
AR AN 0 0 0 1 (04) 0 1 (0.4) 1 (0.2 0 1 (02
P IR 0 0 0 1 (04) 0 1 (04) 1 (02 0 1 (02
TR T R 1 (04) 0 1 (04) 0 0 0 1 (02 0 1 (0.2
ZY an~Esae 0 0 0 1 (04) 0 1 (0.4) 1 (02 0 1 (02
~v k7 Uy M 1 (0.4) 0 1 (04) 0 0 0 1 (02 0 1 (02
A L RY ¥ CATF N 1 (04) 0 1 (04) 0 0 0 1 (02 0 1 (02
T BEEREE N 1 (04) 0 1 (04) 0 0 0 1 (02 0 1 (02
?EE;%; ; Zi‘i””?‘;é;f FRiEE 1 04| o 1 04| o 0 0 1 02| o 1 02
1/ NRESE N 0 0 0 1 (0.4) 0 1 (0.4) 1 (0.2) 0 1 (0.2)
KR 1D 0 0 0 1 (04) 0 1 (04) 1 (02 0 1 (02
KR FN 0 0 0 1 (04) 0 1 (0.4) 1 (02 0 1 (02
AT IR LA 0 0 0 1 (0.4) 0 1 (0.4) 1 (0.2) 0 1 (0.2)
A= 1830 0 0 0 0 1 (04 1 (0.4) 0 1 (02 1 (02
IS E Y R E AR 1 (04) 0 1 (04) 0 0 0 1 (02 0 1 (02
REBLVFEEREE 57 (204) | 15 (54) | 72 (25.8) | 62 (224) | 22 (7.9 | 84 (30.3) | 119 (214) | 37 (6.7) | 156 (28.1)
Y >R 29 (10.4) 6 (22 | 3 (125) | 25 (90) | 16 (58 | 41 (148 | 54 (97 | 22  (40) | 76 (13.7)
& 10 (3.6) 2 0.7 12 (4.3) 11 (4.0) 4 (1.4) 15 (5.4) 21 (3.8) 6 (1.1 27 (4.9)
T L AT m— L LE 8 (29 1 (04) 9 (32 | 16 (58 0 16 (58 | 24 (4.3 1 (02| 25  (45)
AR 10 (3.6) 0 10 (36) | 11 (4.0) 0 1 (40 | 21 (3.8 0 21 (3.8
Bl PRI 3 (L1 2 (0.7) 5 (18) 2 (07 0 2 (07 5 (0.9 2 (0.4) 7 (13)
IR ME 4 (1.4) 0 4 (1.4) 3 (1.1 0 3 (1.1 7 (1.3) 0 7 (1.3)
Y27V Y RiE 2 (0.7 0 2 (0.7 4 (14 0 4 (14 6 (1.1 0 6 (1.1
&R A 3 (11 0 3 (11 2 (0.7 0 2 (0.7) 5 (0.9 0 5 (0.9
A Y 2 L 3 (1D 0 3 (1D 1 (04) 1 (04) 2 (0.7) 4 (0.7) 1 (02 5 (0.9
R I IfLE 1 (04) 0 1 (04) 3 (1D 0 3 (1D 4 (07 0 4 (07
RS 2 (0.7) 0 2 (0.7 1 (04) 0 1 (04) 3 (05) 0 3 (0.5)
YU 7 A AE 0 2 (0.7 2 (0.7 1 (04) 0 1 (04) 1 (02 2 (0.4) 3 (05)
& B Y 7 At 0 0 0 2 (0.7) 1 (04) 3 (1D 2 (04) 1 (02 3 (05)
2 OB PR AT 1 (04) 1 (04) 2 (0.7 1 (04) 0 1 (0.4) 2 (0.4) 1 (02 3 (0.5)
i B 1 (0.4) 0 1 (04) 1 (04) 0 1 (04) 2 (0.4) 0 2 (0.4)
TR 1 (04) 0 1 (04) 0 0 0 1 (02 0 1 (02
2> b a— LR B OBERF 1 (04) 0 1 (04) 0 0 0 1 (02 0 1 (0.2
IR 0 0 0 1 (04) 0 1 (04) 1 (02 0 1 (02
LY AE 0 0 0 1 (04) 0 1 (04) 1 (02 0 1 (02
R Y 2 A fE 0 0 0 1 (04) 0 1 (0.4) 1 (0.2 0 1 (02
I i 1 (0.4) 0 1 (04) 0 0 0 1 (02 0 1 (02
[lissgZ& SA/FNiFd 0 0 0 1 (04 0 1 (04) 1 (02 0 1 (02
FRKRZ 0 0 0 1 (04) 0 1 (0.4) 1 (02 0 1 (02
RETIR RS 0 0 0 1 (04) 0 1 (04) 1 (02 0 1 (02
fEsit 1 (04) 0 1 (04) 0 0 0 1 (02 0 1 (02
1 TSR 0 1 (04) 1 (04) 0 0 0 0 1 (0.2 1 (02
X IVDRE 1 (0.4) 0 1 (04) 0 0 0 1 (02 0 1 (02
HiH K2 0 0 0 1 (04) 0 1 (04) 1 (02 0 1 (02
HEERE L URESHREES 75 (26.9) 5 (1.8) | 80 (287) | 82 (29.6) 8 (29 | 90 (325) | 157 (28.2) 13 (23) | 170  (30.6)
P 27 (9.7 2 (07 | 29 (104) | 30 (10.8) 2 (07 | 32 @116 | 57 (10.3) 4 (07 | 61 (11.0)
B 22 (7.9 1 (04) | 23 (82 | 28 (10.1) 0 28 (10.1) | 50 (9.0 1 (02 | 51 (92
e 25 (9.0) 0 25 (9.0) 22 (7.9) 2 (0.7) 24 (8.7) 47 (8.5) 2 (0.4) 49 (8.8)
ek 11 (3.9 0 11 (3.9) 13 (4.7) 1 (0.4) 14 (5.1) 24 (4.3) 1 (0.2) 25 (4.5)
DU e 12 (4.3) 1 (04 | 13 4D 7 (25) 2 (0.7 9 (382 | 19 (34 3 (05 | 22 (4.0
A 7 (2.5) 0 7 (2.5) 7 (2.5) 2 (0.7) 9 (3.2) 14 (2.5) 2 (0.4) 16 (2.9)
kRS 1 (0.4) 1 (04) 2 (0.7 5 (1.8 1 (04) 6 (22 6 (1.1 2 (0.4) 8  (1.4)
P2l 3 (11 0 3 (11 2 (07 0 2 (07 5 (0.9 0 5 (0.9
e R 0 0 0 3 (L1 0 3 (LD 3 (05) 0 3 (05)
RS T 0 0 0 3 (1D 0 3 (1D 3 (05) 0 3 (05)
MRS I 2 (0.7 0 2 (07 0 0 0 2 (0.4) 0 2 (04)
LS 0 0 0 0 1 (04) 1 (0.4) 0 1 (02 1 (02

a
(0e)




300mg 1 H 2

400mg 1 H 2

at

SR B 279 277 556

Sk JL—R12 | Z1L—FK34 s J1L—R1-2 | Z1—F34 it J1L—R1-2 | Z1L—FR34 7
n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%)
BB (%) 137 (49.1) | 120 (43.0) | 257 (92.1) | 111 (40.1) | 158 (57.0) | 269 (97.1) | 248 (44.6) | 278 (50.0) | 526 (94.6)
P 0 0 0 1 (04) 0 1 (04) 1 (02 0 1 (0.2
P FUA L 0 0 0 1 (04) 0 1 (04) 1 (02 0 1 (02
%% 0 0 0 1 (04) 0 1 (04) 1 (02 0 1 (02
HHUIRIE 1 (04) 0 1 (04) 0 0 0 1 (02 0 1 (0.2
*fgé Pyt }iﬁ*’f;;if’;ﬁi% 6 22| o 6 @] 4 | 1 ol 5 a®| w0 ad| 1 0| 1 @O
B FLIsE 3 (L1 0 3 (L1 0 0 0 3 (05) 0 3 (05)
Truan Ry 0 0 0 2 (07 0 2 (07 2 (0.4) 0 2 (0.4)
B BVEET ) 1 (04) 0 1 (04) 0 0 0 1 (02 0 1 (02
PRI 0 0 0 1 (04) 0 1 (0.4) 1 (0.2 0 1 (02
e 0 0 0 0 1 (04) 1 (04) 0 1 (02 1 (02
1 IPEFLEANE 1 (04) 0 1 (04) 0 0 0 1 (02 0 1 (02
RTG T T A 1 (04) 0 1 (04) 0 0 0 1 (02 0 1 (02
FORIHT £ 0 0 0 1 (04) 0 1 (04) 1 (02 0 1 (02
HERES 59 (21.1) 9 (32) | 68 (244) | 68 (245) | 10 (36 | 78 (282) | 127 (22.8) 19  (34) | 146 (26.3)
S 41 (14.7) 5 (1.8) | 46 (165) | 59 (21.3) 3 (1) | 62 (224) | 100 (18.0) 8  (1.4) | 108 (19.4)
D E 1 (39 1 (04 | 12 43) | 10 (3.6 0 10 (36 | 21 (3.8 1 (02 | 22 (40
BRI S 3 (L1 0 3 (L1 3 (11 0 3 (1D 6 (L1 0 6 (1.1
TSR 4 (14) 0 4 (14) 1 (04) 1 (04) 2 (0.7 5 (0.9 1 (02 6 (1.1
FWPE= 22— 8 — 3 (1D 1 (0.4) 4 (1.4 1 (04) 1 (04) 2 (0.7) 4 (0 2 (0.4) 6 (1.1
R 1 (04) 0 1 (04) 3 (11 1 (04) 4 (14 4 (0.7) 1 (02 5 (0.9
SERRTE 2 (0.7) 0 2 (0.7) 3 (L1 0 3 (LD 5 (0.9 0 5 (0.9
J o 1 (0.4) 1 (04) 2 (0.7 1 (04) 1 (04) 2 (0.7) 2 (0.4) 2 (0.4) 4 (07
(35 1 (04) 0 1 (04) 1 (04) 0 1 (0.4) 2 (04) 0 2 (0.4)
HI 1 (04) 0 1 (04) 1 (04) 0 1 (0.4) 2 (0.4) 0 2 (0.4)
AR 1 (0.4) 0 1 (04) 1 (04) 0 1 (04) 2 (0.4) 0 2 (0.4)
St 0 1 (04) 1 (04) 1 (04) 0 1 (0.4) 1 (02 1 (02 2 (0.4)
— PR ti % 0 0 0 0 2 (07 2 (07 0 2 (0.4) 2 (0.4)
i 1 (04 0 1 (04) 1 (04) 0 1 (04) 2 (0.4) 0 2 (0.4)
pinE S| 0 0 0 1 (04) 0 1 (04) 1 (02 0 1 (02
SHBRIAE 0 0 0 1 (04) 0 1 (0.4) 1 (02 0 1 (02
i T 0 0 0 0 1 (04) 1 (04) 0 1 (02 1 (02
TR 0 0 0 1 (04) 0 1 (04) 1 (02 0 1 (02
LA 0 0 0 1 (0.4) 0 1 (0.4) 1 (0.2) 0 1 (0.2)
SR 1 (04) 0 1 (04) 0 0 0 1 (02 0 1 (02
SR AR 1 (04) 0 1 (04) 0 0 0 1 (02 0 1 (0.2
G SEES 0 1 (0.4) 1 (0.4) 0 0 0 0 1 (0.2) 1 (0.2)
R B RER 0 0 0 1 (04) 0 1 (04) 1 (02 0 1 (02
o D= N 0 0 0 0 1 (04) 1 (0.4) 0 1 (02 1 (02
KPR = 2 — X F— 0 0 0 1 (0.4) 0 1 (0.4) 1 (0.2) 0 1 (0.2)
AT RO IR TE 0 0 0 1 (04) 0 1 (04) 1 (02 0 1 (02
T LR REE R 1 (04) 0 1 (04) 0 0 0 1 (02 0 1 (0.2
fBiR 0 0 0 1 (0.4) 0 1 (0.4) 1 (0.2) 0 1 (0.2)
FEEE 16 (5.7) 1 (04 | 17 (61) | 11  (4.0) 1 (04 | 12 (43 | 27 (49 2 (04) | 29 (52
RIE 8 (29 0 8 (29 6 (22 1 (0.4) 7 (25) | 14 (25) 1 (02| 15 @27
5O 2 (0.7 0 2 (0.7 2 (0.7 1 (0.4) 3 (1D 4 (0.7) 1 (02 5 (0.9
Nz 3 (1D 0 3 (1LY 1 (04) 0 1 (04) 4 (0.7 0 4 (07
SEELIRAE 0 1 (04) 1 (04) 1 (04) 0 1 (0.4) 1 (02 1 (02 2 (0.4)
HHEEDRS 1 (0.4) 0 1 (0.4) 1 (0.4) 0 1 (0.4) 2 (0.4) 0 2 (0.4)
RGN E 0 0 0 1 (04) 0 1 (04) 1 (02 0 1 (02
MH oKy 1 (04) 0 1 (04) 0 0 0 1 (02 0 1 (02
ENET: 0 1 (0.4) 1 (0.4) 0 0 0 0 1 (0.2) 1 (0.2)
RSy 1 (04) 0 1 (04) 0 0 0 1 (02 0 1 (02
U b Rk 1 (04) 0 1 (04) 0 0 0 1 (02 0 1 (02
e 0 0 0 1 (04) 0 1 (04) 1 (02 0 1 (02
N2 0 0 0 1 (04) 0 1 (0.4) 1 (02 0 1 (02
BH L URBES 2 (0.7 0 2 (0.7 3 (11 0 3 (11 5  (0.9) 0 5 (0.9)
R 1 (0.4) 0 1 (04) 0 0 0 1 (02 0 1 (02
HEIR IR 1 (04) 0 1 (04) 0 0 0 1 (02 0 1 (02
ifif 0 0 0 1 (04) 0 1 (0.4) 1 (02 0 1 (0.2
ZR 0 0 0 1 (04) 0 1 (04) 1 (02 0 1 (02
BEBR 1 (04) 0 1 (04) 0 0 0 1 (02 0 1 (02
EZS 0 0 0 1 (04) 0 1 (0.4) 1 (0.2 0 1 (02
EERS L VIEEE 8 (29 0 8 (29 | 11 (40 1 (04 | 12 43) | 19 (34) 1 (02 | 20 (36
LeEALELA 1 (04) 0 1 (04) 3 (1D 0 3 (1D 4 (0 0 4 (0.7
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300mg 1 H 2

400mg 1 H 2

at

poE 279 277 556

Sk JL—R12 | Z1L—FK34 s J1L—R1-2 | Z1—F34 it J1L—R1-2 | Z1L—FR34 7
n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%)
BB (%) 137 (49.1) | 120 (43.0) | 257 (92.1) | 111 (40.1) | 158 (57.0) | 269 (97.1) | 248 (44.6) | 278 (50.0) | 526 (94.6)
PERA 2 (0.7 0 2 (0.7 1 (04) 0 1 (04) 3 (05) 0 3 (0.5)
FLIF 0 0 0 3 (L1 0 3 (LD 3 (05) 0 3 (05)
AfkiE% 1 (04) 0 1 (04) 0 1 (04) 1 (04) 1 (02 1 (02 2 (04)
FLIFARRE 0 0 0 2 (07 0 2 (07 2 (0.4) 0 2 (04)
FLIANERR 1 (0.4) 0 1 (0.4) 1 (0.4) 0 1 (0.4) 2 (0.4) 0 2 (0.4)
FLVERG SRR AE 1 (04) 0 1 (04) 0 0 0 1 (02 0 1 (02
S 1 (04) 0 1 (04) 0 0 0 1 (02 0 1 (02
P L 0 0 0 1 (04) 0 1 (04) 1 (02 0 1 (02
PRFRL 1 (04) 0 1 (04) 0 0 0 1 (02 0 1 (02
SRR 0 0 0 1 (04) 0 1 (04) 1 (02 0 1 (0.2
T 0 0 0 1 (04) 0 1 (04) 1 (02 0 1 (02
SRR 0 0 0 1 (04) 0 1 (04) 1 (02 0 1 (02
FRIRER. MOZRES & UHEIRIES 14 (5.0 1 (04) 15  (5.4) 19 (6.9 2 (0n | 21 (16 | 33 (59 3 (05 | 36 (65
IR PR 6 (2.2 0 6 (22 9 (3.2 1 (04) | 10 (36) | 15 (27 1 (02| 16 (29
Ik 5 (1.8 0 5 (1.8 3 (1D 0 3 (1D 8  (1.4) 0 8  (1.4)
LN 1 (04) 0 1 (04) 2 (07 0 2 (07 3 (05) 0 3 (0.5)
JLEN 1 (0.4) 1 (0.4) 2 (0.7 1 (04) 0 1 (04) 2 (0.4) 1 (02 3 (05)
5 VM IR PR 3 1 (04) 0 1 (04) 1 (04) 0 1 (04) 2 (04 0 2 (04)
S 0 0 0 2 (07 0 2 (07 2 (0.4) 0 2 (0.4)
PR Al 2R 0 0 0 0 1 (0.4) 1 (04) 0 1 (02 1 (02
PSR 0 0 0 1 (04) 0 1 (0.4) 1 (02 0 1 (02
Jafsi e 1 (04) 0 1 (04) 0 0 0 1 (02 0 1 (0.2
i 1 EAE 0 0 0 1 (04) 0 1 (04) 1 (02 0 1 (02
T LXK 0 0 0 1 (04) 0 1 (0.4) 1 (02 0 1 (02
BRIEH LUK THREES 150 (53.8) 3 (11) | 153 (54.8) | 165 (59.6) 8 (29 | 173 (625) | 315 (56.7) 1 (2.0 | 326 (58.6)
R 91  (32.6) 2 (07 | 93 (333 | 102 (36.8) 7 (25) | 109 (39.4) | 193 (34.7) 9  (1.6) | 202 (36.3)
Z D FEAE 48 (17.2) 1 (04) | 49 (176) | 42 (15.2) 1 (04) | 43 (155 | 90 (16.2) 2 (04) | 92 (165)
oA 29 (10.4) 0 29 (104) | 38 (13.7) 0 38  (13.7) | 67 (12.1) 0 67 (12.1)
Pl 27 (9.7 0 27 (9.7 | 32 (11.6) 0 32 (11.6) | 59 (10.6) 0 59  (10.6)
FLBE 7 (25) 0 7 (25) | 17 (6.1) 0 17 (61) | 24 (4.3) 0 24 (4.3)
B VERS 5 (1.8) 0 5 (1.8) 5 (1.8) 0 5 (1.8) 10 (1.8) 0 10 (1.8)
T UL S 2 (0.7 0 2 (0.7 7 (25) 0 7 (25) 9 (1.6 0 9 (1.6
ZITE 6 (2.2) 0 6 (22 3 (11 0 3 (1D 9 (1.6 0 9 (1.6
5 FEME RS 3 (1.1) 0 3 (1.1) 5 (1.8) 0 5 (1.8) 8 (1.4) 0 8 (1.4)
T 4 (1.4) 0 4 (14) 3 (1D 0 3 (1D 7 (1.3) 0 7 (13)
RN 23N 2 2 (0.7 0 2 (0.7 5 (1.8 0 5 (1.8 7 (1.3) 0 7 (1.3)
S 4 (1.4) 0 4 (1.4 2 (0.7 0 2 (07 6 (1.1 0 6 (LD
BERG % 5 (18) 0 5 (1.8 1 (04) 0 1 (04) 6 (L1 0 6 (L1
SRR BN ¢ 1 (04) 0 1 (04) 5 (18 0 5 (1.8 6 (L1 0 6 (L1
BEWPEIR 2 (0.7) 0 2 (0.7) 4 (14) 0 4 (14) 6 (L1 0 6 (1.1
ALy s 3 (11 0 3 (1D 3 (1D 0 3 (1D 6 (1.1 0 6 (1.1
Rl 3 (11 0 3 (11 2 (0.7 0 2 (0.7 5 (0.9 0 5 (0.9
% 5 (1.8) 0 5 (1.8 0 0 0 5 (0.9 0 5 (0.9
(O FRILATE 1 (0.4) 0 1 (04) 3 (1D 0 3 (1D 4 (0.7) 0 4 (0
FLBEME 2 1 (04) 0 1 (04) 3 (1.1 0 3 (1D 4 (07 0 4 (0.7
paiEdl 1 (04) 0 1 (04) 3 (L1 0 3 (LD 4 (07 0 4 (07
RS 1 (04 0 1 (04) 3 (1D 0 3 (1D 4 (0.7) 0 4 (07
e 2 (0.7 0 2 (0.7 1 (04) 0 1 (04) 3 (05) 0 3 (0.5)
EALMEAAIE 2 (0.7) 0 2 (0.7) 1 (0.4) 0 1 (0.4) 3 (0.5) 0 3 (0.5)
N2l 3 (1D 0 3 (1D 0 0 0 3 (05) 0 3 (05)
BESRH i 0 0 0 2 (0.7 0 2 (0.7 2 (04) 0 2 (04)
FIEERES 0 0 0 2 (07 0 2 (07 2 (0.4) 0 2 (0.4)
EHRR I 1 (0.4) 0 1 (0.4) 1 (0.4) 0 1 (0.4) 2 (0.4) 0 2 (0.4)
AR SG 1 (04) 0 1 (04) 1 (04) 0 1 (04) 2 (0.4) 0 2 (04)
BHVEZ D EE 1 (0.4) 0 1 (0.4) 0 1 (0.4) 1 (0.4) 1 (0.2) 1 (0.2) 2 (0.4)
BN ) 1 (04) 0 1 (04) 1 (04) 0 1 (04 2 (0.4 0 2 (0.4
R 2 (0.7) 0 2 (07 0 0 0 2 (0.4) 0 2 (0.4)
K 1 (04) 0 1 (04) 0 0 0 1 (02 0 1 (0.2
JIFBE 1 (04) 0 1 (04) 0 0 0 1 (02 0 1 (02
paE 1 (04) 0 1 (04) 0 0 0 1 (02 0 1 (0.2
HIBEE RN % 1 (04) 0 1 (04) 0 0 0 1 (02 0 1 (02
2 GHLEE 1 (04) 0 1 (04) 0 0 0 1 (02 0 1 (02
At EIMEALBE 1 (04) 0 1 (04) 0 0 0 1 (02 0 1 (0.2
ERAA 0 0 0 1 (0.4) 0 1 (0.4) 1 (0.2) 0 1 (0.2)
BERE 0 0 0 1 (04) 0 1 (04) 1 (02 0 1 (02

[0e}
o




300mg 1 H 2

400mg 1 H 2

it

TR 279 277 556

FL—Fk JL—FK12 | ZL—F34 i JL—FK12 | ZL—FR34 it JL—FK12 | ZJL—FK34 it
n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%)
FEBIE (%) 137 (49.1) | 120 (43.0) | 257 (92.1) | 111 (40.1) | 158 (57.0) | 269 (97.1) | 248 (44.6) | 278 (50.0) | 526 (94.6)
@i 1 (04) 0 1 (04) 0 0 0 1 (02 0 1 (02
ZINIIN 0 0 0 1 (0.4) 0 1 (0.4) 1 (0.2) 0 1 (0.2)
BE 0 0 0 1 (04) 0 1 (04) 1 (02 0 1 (02
BEEfE B 0 0 0 1 (04) 0 1 (0.4) 1 (02 0 1 (02
5 0 0 0 1 (0.4) 0 1 (0.4) 1 (0.2) 0 1 (0.2)
JTVHE AR 0 0 0 1 (04) 0 1 (04) 1 (02 0 1 (02
YA BAE 0 0 0 1 (0.4) 0 1 (0.4) 1 (02 0 1 (02
jra2s 0 0 0 1 (0.4) 0 1 (0.4) 1 (0.2) 0 1 (0.2)
e 1 (04) 0 1 (04) 0 0 0 1 (02 0 1 (02
BER S 0 0 0 1 (0.4) 0 1 (0.4) 1 (02 0 1 (02
AENE A 1 (0.4) 0 1 (0.4) 0 0 0 1 (0.2) 0 1 (0.2)
IR B2 R % 1 (04) 0 1 (04) 0 0 0 1 (02 0 1 (02
B JE A 1 (04) 0 1 (04) 0 0 0 1 (02 0 1 (02
RRGA, 1 (04) 0 1 (04) 0 0 0 1 (02 0 1 (02
i s 1 (04) 0 1 (04) 0 0 0 1 (0.2) 0 1 0.2)
BT 0 0 0 1 (04) 0 1 (0.4) 1 (02 0 1 (02
B Je) i 1 (04) 0 1 (04) 0 0 0 1 (02 0 1 (02
PR AR 1 (04) 0 1 (04) 0 0 0 1 0.2) 0 1 (0.2)
HE 0 0 0 1 (0.4) 0 1 (0.4) 1 (0.2 0 1 (02
PO 1 (0.4) 0 1 (0.4) 0 0 0 1 (0.2) 0 1 (0.2)
THELE 1 (04) 0 1 (04) 0 0 0 1 0.2) 0 1 (0.2)
MIEREE 9 (32) 4 (14) 13 (47 17 (6.1) 2 (07 19 (69 | 26 (47 6 (1.1) | 32 (5.8
e 4 (1.4) 0 4 (1.4) 6 (2.2) 0 6 (2.2) 10 (1.8) 0 10 (1.8)
AL 3 (1L 0 3 (1D 5 (18 0 5 (18 8 (1.4 0 8 (14
RAHEIREAZEMEDE R 0 2 (0.7) 2 (0.7) 1 (0.4) 1 (0.4) 2 (0.7) 1 (0.2) 3 (0.5 4 0.7)
ERGE RIS 0 0 0 2 0.7 2 0.7 4 (1.4) 2 (0.4) 2 (0.4 4 (0.7)
1ETH 1 (04) 0 1 (04) 2 (07 0 2 (07 3 (05) 0 3 (05)
IR LS 0 2 0.7 2 0.7 0 0 0 0 2 2 (0.4)
PR RV BA T 0 1 (0.4) 1 (0.4) 1 (0.4) 0 1 (0.4) 1 (0.2) 1 2 (0.4)
[l Eq e 0 1 (04) 1 (04) 0 0 0 0 1 1 (0.2)
TREDER IR AR AE 0 0 0 1 (0.4) 0 1 (0.4) 1 (0.2) 0 1 (0.2)
I 1 (04) 0 1 (04) 0 0 0 1 (02 0 1 (02
PR 0 0 0 1 (04) 0 1 (04) 1 (02 0 1 (02
FAEMEMARERRIRSE 0 0 0 1 (04) 0 1 (04) 1 (02 0 1 (0.2
TR 4 0 0 0 1 (04) 0 1 (0.4) 1 (0.2 0 1 (02

F) ABROEBENTVWSRERVAER

(601 AR (20134F9A) D&EED

&, RAIZIZ=AF=TJ & L TIE400meZ B E DR L ERT TR R 28FH LEICTE

2@, 2BMEFERICROBRET S, z1ZL. MEROEEHOEHEERERNRDOGECIE., 1EREE(X300mgs T 5, BH. &
ZOREBICKVETRES 5, |
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@ AT F=THEAE DB IIBATHDIE I ERMEBIE CNL BV T4 5 TIL 74 7 R BARGHERME
tEAMmA (Ph+ALL)™ ICx92EMNFEIHERE (1101 B 12H1TEEHEROEERIRERT—&

18£8 CML BATH CML
poEE 16 7
Lk JL—FR1-2 ZL—R 34 it JL—F1-2 JL—K 34 it
n (%) | n (%) | n (%) | n (%) | n (%) | n (%)
FIBIHK (%) 3 (18.8) | 13 (81.3) | 16 (100) | 2 (28.6) 5 (71.4) 7 (100)
MRS &V 2/ REE 2 (125) | 9 (56.3) | 11 (68.8) 1 (14.3) | 4 (57.1) b (71.4)
A BRI E 0 6 (37.5) 6 (37.5) 0 3 (42.9) 3 (42.9)
i/ NRISME 4 (25.0) | 2 (125) | 6 (37.5) | 0 2 (286) | 2 (28.6)
{4 i ER TRl i 2 (12.5) 3 (188) | 5 (31.3) | 0 2 (286) | 2 (28.6)
21 2 (12.5) 2 (12.5) 4 (25.0) 0 1 (14.3) 1 (14.3)
Y o SERIDE 1 6.3 | 0 1 6.3 | 0 0 0
HERERT ERIE 0 0 0 0 0 0
UG [ U3 0 0 0 0 0 0
Wy 7 a7 idE 0 0 0 1 (14.3) 0 1 (14.3)
DEEE 4 (25.0) | 2 (125) | 6 (375) | 0 1 (14.3) 1 (14.3)
ESE PSR 3 (18.8) 0 3 (18.8) 0 0 0
BiE 2 (125) | 0 2 (125 | 0 0 0
AL EE 0 0 0 0 1 (14.3) 1 (14.3)
HELIE 0 1 (6.3) 1 6.3 | 0 0 0
DT 0 0 0 0 0 0
IR 0 0 0 0 0 0
DHER 0 0 0 0 0 0
SR —F 0 0 0 0 0 0
I /ON 1 6.3 | 0 1 6.3 | 0 0 0
R 0 0 0 0 0 0
AT . 0 1 (6.3) 1 6.3 | 0 0 0
DIERIT 0 0 0 0 0 0
T AR IEWERE 0 0 0 0 0 0
E7 a7 0 0 0 0 0 0
IR 0 0 0 0 0 0
DIV 1 (6.3) 0 1 (6.3) 0 0 0
EH L URERES 1 63 | 0 1 6.3 | 0 0 0
AR 1 (6.3) 0 1 (6.3) 0 0 0
RS 7 (43.8) | 0 7 (438) | 0 0 0
RN 3 (188) | 0 3 (188) | © 0 0
AR D> S % 1 6.3) | 0 1 6.3 | 0 0 0
AR 1 (6.3) 0 1 (6.3) 0 0 0
NG V2 e 1 6.3 | 0 1 6.3 | 0 0 0
R i, 1 6.3) | 0 1 6.3 | 0 0 0
HIRMERLBE 1 (6.3) 0 1 (6.3) 0 0 0
bintisgpil 1 6.3 | 0 1 6.3 | 0 0 0
JeAUE 1 (6.3) 0 1 (6.3) 0 0 0
T B 1 (6.3) 0 1 (6.3) 0 0 0
BlEE 9 (56.3) | 0 9 (56.3) | 5 (71.4) | 0 5 (71.4)
L 5 (31.3) 0 5 (31.3) 3 (42.9) 0 3 (42.9)
U 5 (31.3) 0 5 (31.3) 3 (42.9) 0 3 (42.9)
TS 4 (25.0) | 0 4 (25.0) | 0 0 0
AR 3 (18.8) 0 3 (18.8) 0 0 0
R 0 0 0 1 (14.3) 0 1 (14.3)
T 0 0 0 1 (143) | © 1 (14.3)
T 1 6.3) | 0 1 6.3 | 0 0 0
EHR AR 0 0 0 1 (14.3) 0 1 (14.3)
JET R 1 6.3 | 0 1 6.3 | 0 0 0
i) 0 0 0 0 0 0
THIERR 1 6.3 | 0 1 6.3 | 0 0 0
I {E kI 0 0 0 1 (143) | © 1 (14.3)
ik 0 0 0 0 0 0
FPEPNTEERIE AR 0 0 0 0 0 0
FIPERSIEE ECHR H 1. 1 6.3 | 0 1 6.3 | 0 0 0
MRS 1 6.3) 0 1 (6.3) 0 0 0
H TR 1 0 1 6.3 | 0 0 0
% 0 0 0 0 0 0
—ft - EHEEES L UREHALOIKE 8 (50.0) | © 8 (50.0) | 2 (286) | 0 2 (28.6)
FEBL 2 (12.5) 0 2 (12.5) 1 (14.3) 0 1 (14.3)
TR 4 (25.0) | 0 4 (25.0) | 0 0 0
ik 3 (18.8) 0 3 (18.8) 0 0 0
s A 3 (188) | 0 3 (188) | 0 0 0
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2 CML Ph + ALL it
4 7 34
71—FK1-2 ZL—FK 34 i 7L—FK1-2 ZL—F 34 i ZL—FK1-2 71—k 34 it
n (%) | n (%) | n (%) | n (%) | n (%) | n (%) | n (%) | n (%) | n (%)
0 4 (100) | 4 (100) | 4 (57.1) | 3 (42.9) | 7 (100) | 9 (26.5) | 25 (73.5) | 34 (100)
0 4 (100) | 4 (100) | 1 (143) | 1 (143) | 2 (286) | 4 (11.8) | 18 (52.9) | 22 (64.7)
0 2 (50.0) | 2 (50.0) | 0 1 (14.3) 1 (143) | © 12 (35.3) | 12 (35.3)
0 1 (25.0) | 1 (25.0) | 1 (143) | 0 1 (14.3) | 5 147 | 5 (14.7) | 10 (29.4)
0 1 (25.0) 1 (25.0) | 1 (143) | 0 1 (14.3) | 3 (88 | 6 (17.6) | 9 (26.5)
0 2 (50.0) | 2 (50.0) | 0 1 (14.3) 1 (14.3) | 2 (5.9 | 6 (17.6) | 8 (23.5)
0 1 (25.0) | 1 (250) | 0 0 0 1 (29 | 1 29 | 2 (5.9)
0 1 (25.0) 1 (25.0) | 0 0 0 0 1 (2.9) 1 (2.9)
0 1 (25.0) 1 (25.0) | 0 0 0 0 1 (2.9) 1 (2.9)
0 0 0 0 0 0 1 (29 | 0 1 (2.9)
0 1 (25.0) | 1 (25.0) | O 0 0 4 (11.8) | 4 (11.8) | 8 (23.5)
0 0 0 0 0 0 3 (8.8) 0 3 (8.8)
0 0 0 0 0 0 2 (5.9 | 0 2 (5.9)
0 0 0 0 0 0 0 1 (2.9) 1 (2.9)
0 0 0 0 0 0 0 1 (2.9) 1 (2.9)
1 (25.0) | 0 1 (25.0) | 0 0 0 1 (29 | 0 1 (2.9)
1 (25.0) | 0 1 (25.0) | 0 0 0 1 (29 | 0 1 (2.9)
1 (25.0) | 0 1 (25.0) | 0 0 0 1 (29 | 0 1 (2.9)
0 1 (25.0) | 1 (25.0) | 0 0 0 0 1 (2.9) 1 (2.9)
0 0 0 0 0 0 1 (29 | 0 1 (2.9)
0 1 (25.0) 1 (25.0) | 0 0 0 0 1 (2.9) 1 (2.9)
0 0 0 0 0 0 0 1 (2.9) 1 (2.9)
0 1 (25.0) 1 (25.0) | © 0 0 0 1 (2.9) 1 (2.9)
0 1 (25.0) 1 (25.0) | 0 0 0 0 1 (2.9) 1 (2.9)
1 (25.0) | 0 1 (25.0) | 0 0 0 1 (29 | 0 1 (2.9)
0 1 (25.0) 1 (25.0) | © 0 0 0 1 (2.9) 1 (2.9)
0 0 0 0 0 0 1 (29 | 0 1 (2.9)
0 0 0 0 0 0 1 (29 | 0 1 (2.9)
0 0 0 0 0 0 1 (29 | 0 1 (2.9)
2 (50.0) | 0 2 (50.0) | 1 (143) | © 1 (14.3) | 10 (29.4) | O 10 (29.4)
0 0 0 0 0 0 3 (88 | 0 3 (8.8)
1 (25.0) | 0 1 (25.0) | 0 0 0 2 (5.9 | 0 2 (5.9)
0 0 0 1 (143) | © 1 (14.3) | 2 (59 | 0 2 (5.9)
1 (25.0) | 0 1 (25.0) | 0 0 0 2 (5.9 | 0 2 (5.9)
0 0 0 0 0 0 1 (29 | 0 1 (2.9)
0 0 0 0 0 0 1 (29 | 0 1 (2.9)
0 0 0 0 0 0 1 (29 | 0 1 (2.9)
0 0 0 0 0 0 1 (29 | 0 1 (2.9)
0 0 0 0 0 0 1 (29 | 0 1 (2.9)
3 (75.0) 1 (25.0) | 4 (100) | 1 (143) | 2 (286) | 3 (42.9) | 18 (52.9) | 3 (8.8) | 21 (61.8)
1 (25.0) 1 (25.0) 2 (50.0) 1 (14.3) 0 1 (14.3) | 10 (29.4) 1 (29 | 11 (32.4)
1 (25.0) | 0 1 (25.0) | 1 (143) | 0 1 (14.3) | 10 (29.4) | 0 10 (29.4)
0 0 0 0 0 0 4 (11.8) | 0 4 (11.8)
1 (25.0) 0 1 (25.0) 0 0 0 4 (11.8) 0 4 (11.8)
0 0 0 2 (286) | 0 2 (286) | 3 (88 | 0 3 (8.8)
0 0 0 1 (14.3) 1 (143) | 2 (28.6) | 2 (5.9 | 1 (29 | 3 (8.8)
0 0 0 1 (14.3) 0 1 (14.3) 2 (5.9) 0 2 (5.9)
0 0 0 0 0 0 1 (29 | 0 1 (2.9)
0 0 0 0 0 0 1 (29 | 0 1 (2.9)
1 (25.0) 0 1 (25.0) 0 0 0 1 (2.9 0 1 (2.9)
0 0 0 0 0 0 1 (29 | 0 1 (2.9)
0 0 0 0 0 0 1 (29 | 0 1 (2.9)
1 (25.0) 0 1 (25.0) 0 0 0 1 (2.9 0 1 (2.9)
0 0 0 0 1 (14.3) 1 (143) | 0 1 (2.9) 1 (2.9)
0 0 0 0 0 0 1 (29 | 0 1 (2.9)
0 0 0 0 0 0 1 (29 | 0 1 (2.9)
0 0 0 0 0 0 1 (29 | 0 1 (2.9)
0 0 0 1 (14.3) 0 1 (14.3) 1 (29 | 0 1 (2.9)
4 (100) 0 4 (100) 3 (429) | 0 3 (42.9) | 17 (50.0) | O 17 (50.0)
4 (100) | © 4 (100) | 1 (143) | © 1 (14.3) | 8 (235) | 0 8 (23.5)
0 0 0 1 (14.3) 0 1 (14.3) 5 (147 | 0 5 (14.7)
1 (25.0) 0 1 (25.0) 0 0 0 4 (11.8) 0 4 (11.8)
0 0 0 0 0 0 3 (88 | 0 3 (8.8)
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@£ CML BT CML
poEE 16 7
FL—p 7 L—FK1-2 7L —F 34 B 7L—FK1-2 ZL—F 34 it
n (%) | n (%) | n (%) | n (%) | n (%) | n (%)
SBEBIE (%) 3 (18.8) | 13 (81.3) | 16 (100) | 2 (286) | 5 (71.4) | 7 (100)
P9 2 (125) | 0 2 (12.5) | 0 0 0
paapeid 1 (6.3) 0 1 (6.3) 0 0 0
TEAE 2 (125) | 0 2 (125 | 0 0 0
ERileeaid 1 (6.3) 0 1 (6.3) 1 (143) | 0 1 (14.3)
W7 1 (6.3) 0 1 (6.3) 0 0 0
R 1 63 | 0 1 6.3) | 0 0 0
Bk 1 (6.3) 0 1 (6.3) 0 0 0
RIE 1 (6.3) 0 1 (6.3) 0 0 0
JiEAE 1 63 | 0 1 6.3) | 0 0 0
FFIEERIES 7 (43.8) 2 (12.5) 9 (56.3) 5 (429) | © 3 (42.9)
B E UL E S ME 3 (18.8) 2 (12.5) 5 (31.3) 3 (42.9) 0 3 (42.9)
TR RE L 4 (25.0) 0 4 (25.0) 0 0 0
SR 1 (6.3) 1 (6.3) 2 (12.5) 0 0 0
IR 0 0 0 0 0 0
BRIER S UFERE 3 (18.8) 0 3 (188) | 0 1 (14.3) 1 (14.3)
Fa% 2 (125) | 0 2 (125) | 0 0 0
fitize 0 0 0 0 1 (14.3) 1 (14.3)
B3R 1 63 | 0 1 6.3 | 0 0 0
REI SR 0 0 0 0 0 0
MR SR 0 0 0 0 0 0
H s 1 (6.3) 0 1 (6.3) 0 0 0
Hiffi~ L2 0 0 0 0 0 0
&Y 0 0 0 0 0 0
TR 1 63 | 0 1 6.3 | 0 0 0
SlHER 5% 0 0 0 1 (143) | 0 1 (14.3)
LIPS 0 0 0 0 0 0
P 0 0 0 0 0 0
JE 1 (6.3) 0 1 (6.3) 0 0 0
fmbkZe 0 0 0 0 0 0
ERERIREE 5 (31.3) 5 (31.3) | 10 (62.5) 1 (143) | 2 (28.6) 3 (42.9)
ey e s wm 6 (37.5) 0 6 (37.5) 1 (143) | 0 1 (14.3)
U R—BHEhN 2 (12.5) 3 (18.8) 5 (31.3) 0 1 (14.3) 1 (14.3)
TI=UT I NG ART =T —EH 3 (188) | 0 3 (188) | © 0 0
y - UNEIN T AT =T BRI 0 1 (6.3) 1 6.3 | 0 0 0
fip Y 1 63 | 2 (12.5) | 3 (188) | © 1 (14.3) 1 (14.3)
DX QT HIEHIFRAE R 3 (18.8) 1 6.3 | 4 (25.0) | 0O 0 0
TANRGEUET I ) 8T AT 2T — BN 2 (125) | 0 2 (125) | 0 0 0
M7 VA Y AR AT 7 2 —E RN 1 63 | 0 1 6.3 | 1 (143) | © 1 (14.3)
M2 L7 = 2 (125) | 0 2 (125) | © 0 0
~ES TR 3 (188) | © 3 (188) | 0 0 0
ML R BN 1 (6.3) 1 6.3 | 2 (125 | 0 0 0
1R SR N 0 0 0 0 0 0
1 RSN 1 63 | 0 1 6.3 | 0 0 0
C- [UGHEE [0 0 0 0 0 0 0
M7 V7 2 R 1 (6.3) 0 1 (6.3) 0 0 0
L7 <7 —EHN 0 1 (6.3) 1 (6.3) 0 0 0
ML L kb 1 63 | 0 1 6.3 | 0 0 0
2 m— L Hm 0 0 0 0 0 0
M2 L7 Ik 2R % —E 1 63) | 0 1 6.3 | 0 0 0
fip =7 4 7V 7 EEN 1 63 | 0 1 6.3 | 0 0 0
ML~ 2 2 AN 0 1 (6.3) 1 6.3 | 0 0 0
JHPET B U T BFIRATTF REGN 1 (6.3) 0 1 (6.3) 0 0 0
HEREIN 1 63 | 0 1 6.3 | 0 0 0
RE R 0 0 0 1 (143) | © 1 (14.3)
RIS 0 0 0 0 0 0
HREE L VREEE 9 (56.3) | 4 (25.0) | 13 (81.3) | 3 (42.9) | 1 (14.3) | 4 (57.1)
1 I 5 (31.3) 2 (12.5) 7 (43.8) 0 1 (14.3) 1 (14.3)
BERIR 3 (18.8) 0 3 (18.8) 1 (14.3) 0 1 (14.3)
5V 7 A i 1 63 | 0 1 6.3 | 0 0 0
& A 1 (6.3) 0 1 (6.3) 1 (143) | 0 1 (14.3)
D=t 3 (188) | © 3 (188) | © 0 0
LY R IIE 1 6.3 | 2 (125) | 3 (188) | © 0 0
EY  ASE 0 0 0 1 (143) | 0 1 (14.3)
IR ML 2 (12.5) 0 2 (12.5) 0 0 0
BTNV RAT 7 B —F ME 0 0 0 1 (143) | 0 1 (14.3)
&7 VT2 i 0 0 0 1 (143) | © 1 (14.3)
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2 CML Ph + ALL it
4 7 34
71—FK1-2 ZL—FK 34 i 7L—FK1-2 ZL—F 34 i ZL—FK1-2 71—k 34 it
n (%) | n (%) | n (%) | n (%) | n (%) | n (%) | n (%) | n (%) | n (%)
0 4 (100) | 4 (100) | 4 (57.1) | 3 (42.9) | 7 (100) | 9 (26.5) | 25 (73.5) | 34 (100)
0 0 0 1 (14.3) 0 1 (14.3) 3 (88 | 0 3 (8.8)
1 (25.0) | 0 1 (25.0) | © 0 0 2 (5.9 | 0 2 (5.9)
0 0 0 0 0 0 2 (59 | 0 2 (5.9)
0 0 0 0 0 0 2 (5.9 | 0 2 (5.9)
0 0 0 0 0 0 1 (2.9 0 1 (2.9)
0 0 0 0 0 0 1 (29 | 0 1 (2.9)
0 0 0 0 0 0 1 (29 | 0 1 (2.9)
0 0 0 0 0 0 1 (2.9 0 1 (2.9)
0 0 0 0 0 0 1 (29 | 0 1 (2.9)
3 (75.0) | © 3 (75.0) | 2 (286) | © 2 (28.6) | 15 (44.2) | 2 (5.9) | 17 (50.0)
1 (25.0) | 0 1 (25.0) | 1 (143) | © 1 (14.3) | 8 (235) | 2 (5.9) | 10 (29.4)
0 0 0 1 (143) | 0 1 (143) | 5 (147 | 0 5 (14.7)
1 (25.0) | 0 1 (25.0) | 0 0 0 2 (5.9 | 1 (29 | 3 (8.8)
1 (25.0) | 0 1 (25.0) | 0 0 0 1 (29 | 0 1 (2.9)
1 (25.0) | 2 (50.0) | 3 (75.0) | 0 2 (286) | 2 (286) | 4 (11.8) | 5 147 | 9 (26.5)
0 0 0 0 0 0 2 (5.9 | 0 2 (5.9)
0 1 (25.0) 1 (25.0) | 0 0 0 0 2 (5.9 | 2 (5.9)
1 (25.00 | 0 1 (25.0) | 0 0 0 2 (59 | 0 2 (5.9)
0 0 0 1 (14.3) 0 1 (14.3) 1 (29 | 0 1 (2.9)
0 0 0 1 (14.3) 0 1 (14.3) 1 (2.9 0 1 (2.9)
0 0 0 0 0 0 1 (29 | 0 1 (2.9)
0 0 0 0 1 (14.3) 1 (14.3) 0 1 (2.9) 1 (2.9)
0 0 0 0 1 (14.3) 1 (143) | © 1 (2.9) 1 (2.9)
0 0 0 0 0 0 1 (29 | 0 1 (2.9)
0 0 0 0 0 0 1 (29 | 0 1 (2.9)
0 0 0 1 (143) | © 1 (14.3) | 1 (29 | 0 1 (2.9)
0 1 (25.0) | 1 (25.0) | 0 0 0 0 1 (2.9) 1 (2.9)
0 0 0 0 0 0 1 (29 | 0 1 (2.9)
0 0 0 1 (143) | © 1 (14.3) | 1 (29 | 0 1 (2.9)
2 (50.0) | 2 (50.0) | 4 (100) | 5 (71.4) | 1 (143) | 6 (85.7) | 13 (38.2) | 10 (29.4) | 23 (67.6)
1 (25.0) | 0 1 (25.0) | 2 (286) | 0 2 (28.6) | 10 (29.4) | © 10 (29.4)
1 (25.0) | 0 1 (25.0) | 1 (143) | © 1 (14.3) | 4 (11.8) | 4 (11.8) | 8 (23.5)
1 (25.0) | 0 1 (25.0) | 1 (14.3) 1 (14.3) | 2 (286) | 5 (14.7) | 1 (29 | 6 (17.6)
1 (25.0) 0 1 (25.0) 4 (57.1) 0 4 (57.1) 5 (14.7) 1 (2.9) 6 (17.6)
0 1 (25.0) | 1 (25.0) | 0 0 0 1 (29 | 4 (11.8) | 5 (14.7)
1 (25.0) | 0 1 (25.0) | 0 0 0 4 (118) | 1 (29 | 5 (14.7)
1 (25.0) 0 1 (25.0) 0 1 (14.3) 1 (14.3) 3 (8.8) 1 (2.9) 4 (11.8)
1 (25.0) | 0 1 (25.0) | 1 (143) | © 1 (14.3) | 4 (11.8) | 0 4 (11.8)
1 (25.0) | 0 1 (25.0) | 0 0 0 3 (88 | 0 3 (8.8)
0 0 0 0 0 0 3 (88 | 0 3 (8.8)
0 0 0 0 0 0 1 (29 | 1 (29 | 2 (5.9)
1 (25.0) | 0 1 (25.0) | 1 (143) | 0 1 (14.3) | 2 (5.9 | 0 2 (5.9)
1 (25.0) 0 1 (25.0) 0 0 0 2 (5.9) 0 2 (5.9)
2 (50.0) | 0 2 (50.0) | 0O 0 0 2 (59 | 0 2 (5.9)
0 0 0 0 0 0 1 (29 | 0 1 (2.9)
0 0 0 0 0 0 0 1 (2.9) 1 (2.9)
0 0 0 0 0 0 1 (29 | 0 1 (2.9)
0 0 0 1 (143) | 0 1 (14.3) | 1 (29 | 0 1 (2.9)
0 0 0 0 0 0 1 (29 | 0 1 (2.9)
0 0 0 0 0 0 1 (29 | 0 1 (2.9)
0 0 0 0 0 0 0 1 (2.9) 1 (2.9)
0 0 0 0 0 0 1 (29 | 0 1 (2.9)
0 0 0 0 0 0 1 (29 | 0 1 (2.9)
0 0 0 0 0 0 1 (29 | 0 1 (2.9)
0 1 (25.0) 1 (25.0) | 0 0 0 0 1 (2.9) 1 (2.9)
2 (50.0) 1 (25.0) | 3 (75.0) | 3 (42.9) | 1 (143) | 4 (57.1) | 17 (50.0) | 7 (20.6) | 24 (70.6)
0 1 (25.0) 1 (25.0) | 0 0 0 5 (14.7) | 4 (11.8) 9 (26.5)
0 0 0 1 (14.3) 0 1 (14.3) 5 (14.7) 0 5 (14.7)
2 (50.0) | 0 2 (50.0) | 1 (14.3) 1 (143) | 2 (286) | 4 (11.8) | 1 29 | 5 (14.7)
1 (25.0) 0 1 (25.0) 1 (14.3) 0 1 (14.3) 4 (11.8) 0 4 (11.8)
0 0 0 0 0 0 3 (88 | 0 3 (8.8)
0 0 0 0 0 0 1 (29 | 2 (5.9 | 3 (8.8)
1 (25.0) | 0 1 (25.0) | 0 0 0 2 (5.9 | 0 2 (5.9)
0 0 0 0 0 0 2 (5.9) 0 2 (5.9)
1 (25.0) | 0 1 (250) | 0 0 0 2 (59 | 0 2 (5.9)
1 (25.0) | 0 1 (25.0) | 0 0 0 2 (5.9 | 0 2 (5.9)
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@£ CML BT CML
poEE 16 7
FL—p 7 L—FK1-2 7L —F 34 B 7L—FK1-2 ZL—F 34 it
n (%) | n (%) | n (%) | n (%) | n (%) | n (%)
FEBIEK (%) 3 (18.8) | 13 (81.3) | 16 (100) | 2 (286) | 5 (71.4) | 7 (100)
K~ 7 %20 ASE 2 (125) | 0 2 (12.5) | 0 0 0
SRR 0 0 0 0 0 0
BEDRIF 1 63 | 0 1 6.3 | 0 0 0
AR 0 0 0 0 0 0
iR 0 0 0 0 0 0
1 i 0 0 0 1 (14.3) 0 1 (14.3)
e PRI L 1 (6.3) 0 1 (6.3) 0 0 0
& N U 7 AdifiE 0 0 0 1 (14.3) 0 1 (14.3)
MR IR AR 1 63 | 0 1 6.3) | 0 0 0
R#HET > F— 2 0 0 0 0 0 0
BHEERE L UESHRBEE 6 (375) | 0 6 (375) | 2 (286) | 0 2 (28.6)
A 2 (125) | 0 2 (12.5) | 0 0 0
AT 2 (12.5) 0 2 (12.5) 1 (14.3) 0 1 (14.3)
BAH 3 (18.8) 0 3 (18.8) 0 0 0
A 1 63 | 0 1 6.3) | 1 (143) | 0 1 (14.3)
ISP 1 (6.3) 0 1 (6.3) 0 0 0
kRS 1 (6.3) 0 1 (6.3) 0 0 0
155 R R L 1 63 | 0 1 6.3 | 0 0 0
VYRR 1 (6.3) 0 1 (6.3) 0 0 0
2T ) T~ h—F & 1 (6.3) 0 1 (6.3) 0 0 0
(E;m ti%ﬂbﬂ”f Jlﬁ_%ij{f;ﬂlﬂ))ﬁi% 1 63 | 0 1 63 | 0 1 (14.3) | 1 (14.3)
B R PR ERAE 0 0 0 0 1 (14.3) 1 (14.3)
MR CAE 1 63) | 0 1 6.3 | 0 0 0
WEREE 5 (31.3) 1 (6.3) 6 (375) | 2 (28.6) 1 (14.3) 3 (42.9)
st 5 (313) | 0 5 (31.3) | 2 (286) | 0 2 (28.6)
JERGESR 1 63) | 0 1 6.3 | 0 0 0
Jixi 3EES 0 1 (6.3) 1 (6.3) 0 0 0
Jiek 0 0 0 0 0 0
FEED FE N 0 0 0 0 0 0
HRER 0 0 0 0 0 0
BRTE L 1 63 | 0 1 6.3 | 0 0 0
fwide 0 0 0 0 0 0
JKEEAE 0 0 0 0 0 0
ORI 1 ©3) | 0 1 6.3 | 0 0 0
FhitE= 2 — 8 F— 0 0 0 0 1 (14.3) 1 (14.3)
AL AR 1 (6.3) 0 1 (6.3) 0 0 0
AR 0 0 0 0 0 0
TEEE 1 (6.3) 0 1 6.3 | 0 0 0
IR 1 63) | 0 1 6.3 | 0 0 0
SR 0 0 0 0 0 0
BH L URBRES 1 (6.3) 0 1 6.3 | 0 0 0
IR 0 0 0 0 0 0
HAR 0 0 0 0 0 0
JRPA 1 63) | 0 1 6.3 | 0 0 0
ERERB L VIERE 2 (125) | 0 2 (125) | 0 0 0
FLEH 1 63 | 0 1 6.3 | 0 0 0
EEE D FEAE 1 (6.3) 0 1 (6.3) 0 0 0
FRIRER. MOZRE & UHEIRIEE 2 (125) | 0 2 (125 | 2 (286) | 0 2 (28.6)
Ik 2 (125) | 0 2 (125 | 0 0 0
R 0 0 0 1 (14.3) 0 1 (14.3)
Sl 1 6.3) | 0 1 6.3) | 0 0 0
IR PR 1 63 | 0 1 6.3) | 0 0 0
S i 0 0 0 1 (14.3) 0 1 (14.3)
R FRIE 0 0 0 0 0 0
e 0 0 0 0 0 0
B &R THERES 13 (81.3) 1 (6.3) | 14 (875) | 4 (57.1) | 0 4 (57.1)
B 6 (37.5) 1 (6.3) 7 (43.8) 3 (42.9) 0 3 (42.9)
izt 5 (31.3) | 0 5 (31.3) | 0 0 0
9 FEE 3 (18.8) 0 3 (18.8) 1 (14.3) 0 1 (14.3)
FLBE 2 (125) | 0 2 (125) | 0 0 0
BRI 1 63 | 0 1 6.3 | 0 0 0
IR 2] 2 (125) | 0 2 (125) | 0 0 0
BT H B 2 (12.5) 0 2 (12.5) 0 0 0
L BAE 0 0 0 1 (14.3) 0 1 (14.3)
LALES 1 (6.3) 0 1 (6.3) 0 0 0
35 0 0 0 1 (14.3) 0 1 (14.3)
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Akl CML
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@£ CML BT CML
poEE 16 7
FL—p 71— FK1-2 ZL—FK 34 B 71— 34 it
n (%) | n (%) | n (%) | n n (%) | n (%)
SBEBIE (%) 3 (18.8) | 13 (81.3) | 16 (100) | 2 5 (71.4) | 7 (100)
g R Z % 1 (6.3) 0 1 (6.3) 0 0 0
A PEATBE 1 (6.3) 0 1 (6.3) 0 0 0
[ S s 0 0 0 0 0 0
YT D FE 0 0 0 0 0 0
BHVERS 1 (6.3) 0 1 (6.3) 0 0 0
BRI G % 0 0 0 0 0 0
ZERRS 1 63) | 0 1 6.3 | 0 0 0
hEEE 2 (12.5) 0 2 (12.5) 1 1 (14.3) 2 (28.6)
L 1 63 | 0 1 6.3 | 0 1 (14.3) 1 (14.3)
MR E 1 63) | 0 1 6.3 | 0 0 0
JiiL 1 63 | 0 1 6.3 | 0 0 0
1ETY 0 0 0 1 0 1 (14.3)

38




2 CML Ph + ALL it
4 7 34
71— R 12 71— F 34 B 71— R 1-2 J1L— R 34 i 71— R1-2 71— R 34 it

n (%) | n (%) | n (%) | n (%) | n (%) | n (%) | n (%) | n (%) | n (%)
0 4 (100) | 4 (100) | 4 (57.1) 3 (42.9) 7 (100) | 9 (26.5) | 25 (73.5) | 34 (100)
0 0 0 0 0 0 1 (29 | 0 1 (2.9)
0 0 0 0 0 0 1 (2.9 0 1 (2.9)
1 (25.0) | 0 1 (25.0) | 0 0 0 1 (29 | 0 1 (2.9)
0 0 0 1 (143) | 0 1 (14.3) 1 (29 | 0 1 (2.9)
0 0 0 0 0 0 1 (2.9 0 1 (2.9)
1 (25.0) | 0 1 (250) | 0 0 0 1 (29 | 0 1 (2.9)
0 0 0 0 0 0 1 (29 | 0 1 (2.9)
0 1 (25.0) 1 (25.0) | 0O 0 0 3 (8.8) | 2 (59 | 5 (14.7)
0 0 0 0 0 0 1 (2.9) 1 (29 | 2 (5.9)
0 1 (25.0) 1 (25.0) | © 0 0 1 (2.9) 1 (29 | 2 (5.9)
0 0 0 0 0 0 1 (2.9 0 1 (2.9)
0 0 0 0 0 0 1 (29 | 0 1 (2.9)

(DBER IR D—E AR E TOEED

3) AFOEBSNTVSRREREIHHRIT BRI IIHBTHOEEEREBNFI TH S,
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@ A T F =TI IB MR IR THDR S BB RIS (CML) (23 955 EE THEEER (2101 U8R
[ZEFHEMERDEERN R R —&

2R CML %171 CML 7
TR 321 137 458
S JL—F12 | ZL—F 34 qt JL—FR1-2 | ZL—F 34 il JL—R1-2 | ZL—F34 it
n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%)
FEBIE (%) 115 (35.8) | 189 (58.9) | 304 (94.7) | 38 (27.7) | 82 (59.9) | 120 (87.6) | 153 (33.4) | 271 (59.2) | 424
MRS &V 2/ REE 28 (87 | 91 (283) | 119 (37.1) 11 (80) | 59 (431) | 70 (51.1) | 39  (85) | 150 (32.8) | 189
/RIS IE 24  (7.5) | 66 (20.6) | 90 (28.0) 7 (1) | 45 (328) | 52 (380) | 31 (6.8 | 111 (24.2) | 142
I BRI 3 (09 | 45 (14.0) | 48 (15.0) 3 (22) | 28 (204) | 31 (226) 6 (1.3) | 73 (159 | 179
. 26 (81| 16 (50 | 42 (13.1) | 13  (9.5) 11 (80) | 24 (175 | 39 (85 | 27 (59 | 66
{1 i BRI AiE 5 (1.6) 8 (2.5) 13 (4.0) 6 (4.4) 7 (5.1) 13 (9.5) 11 (2.4) 15 (3.3) 26
FEEMEAT TR ERISE 0 3 (09 3 (09 1 (07 2 (15) 3 (22 1 (02 5 (1.1
PLERISE 2 (0.6) 3 (0.9 5 (1.6 1 (07 0 1 (0.7 3 (07 3 (07
U 2 SERIEVD E 2 (0.6) 3 (0.9) 5 (1.6) 0 0 0 2 (0.4) 3 (0.7)
i/ MR fUE 3 (09 0 3 (09 0 0 0 3 (07 0
14 i BRI 1 (03 0 1 (03 0 0 0 1 (02 0
DISA it 0 0 0 1 (0.7) 0 1 (0.7) 1 (0.2) 0
Y S fiiE 1 (03 0 1 (03 0 0 0 1 (02 0
DS 20 (6.2) 9 (28 | 29 (9.0 7 (51) 2 (15) 9 (66) | 271 (59 1 (24) | 38
BhiF 6 (1.9) 0 6 (1.9) 2 (1.5) 0 2 (1.5) 8 (1.7 0 8
DT 4 (1.2 1 (03 5  (1.6) 2 (15 0 2 (15) 6 (1.3 1 7
BeLiE 1 (0.3) 3 (0.9) 4 (1.2) 0 1 (0.7) 1 (0.7) 1 (0.2) 4 5
AR 3 0.9 0 3 (0.9 0 0 0 3 0.7 0 3
DT 1 (03 1 (03) 2 (0.6) 0 0 0 1 (02 1 (02 2
IR ISR 1 (03 0 1 (03 1 (07 0 1 0.7) 2 (0.4) 0 2
MBI IRAE R 0 1 (0.3) 1 (0.3) 0 0 0 0 1 (0.2) 1
REERR 1 (03 0 1 (03 0 0 0 1 (02 0 1
SEBNIRAE LA 0 1 (03 1 (03 0 0 0 0 1 (02 1
FBERET Oy 1 (03 0 1 (03 0 0 0 1 (02 0 1
R 0 1 (03 1 (03 0 0 0 0 1 1
AR 0 0 0 0 1 (0.7 1 (0.7 0 1 1
ooy i1k e 1 (03 0 1 (03 0 0 0 1 0.2) 0 1
L 1 (03 0 1 (03 0 0 0 1 0.2) 0 1
FEBIRDEA 0 1 (03 1 (03 0 0 0 0 1 (02 1
HISMIUAE 1 (0.3) 0 1 (0.3) 0 0 0 1 (0.2) 0 1
DR B A 1 (03 0 1 (03 0 0 0 1 (02 0 1
FEERER A 0 0 0 1 (0.7 0 1 (0.7 1 (0.2 0 1
DS 0 1 (0.3) 1 (0.3) 0 0 0 0 1 1
DS 0 1 (03 1 (03 0 0 0 0 1 1
FERE 0 0 0 1 (0.7 0 1 (0.7 1 (0.2 0 1
HEAR 1 (0.3 0 1 (0.3) 0 0 0 1 (0.2) 0 1
SRR AE 0 0 0 1 (07 0 1 (7 1 (02 0 1
DI PEBIR 1 (03 0 1 (0.3) 0 0 0 1 (0.2 0 1
KR, RiEtES & CBEEEEES 0 0 0 0 1 (0.7 1 (07 0 1 (02 1
WX A K2 i 0 0 0 0 1 (07 1 (7 0 1 (02 1
EH L URBRES 8  (25) 0 8  (25) 2 (15) 0 2 (15) 10 (22 0 10
[EIlREEIN 5 (1.6) 0 5 (1.6) 2 (1.5) 0 2 (1.5) 7 (1.5) 0 7
Hfi 1 (03 0 1 (03 0 0 0 1 (02 0 1
TETER 1 (03 0 1 (0.3) 0 0 0 1 (02 0 1
oy 1 (03 0 1 (03) 0 0 0 1 (02 0 1
Mo BEE 3 (0.9 0 3 (0.9 1 (0.7 0 1 (0.7 4 (09 0 4
FOR BRI RE U 1 (0.3) 0 1 (0.3) 1 0.7 0 1 0.7) 2 (0.4) 0 2
FORIRAREIR T AE 2 (0.6) 0 2 (0.6) 0 0 0 2 (0.4) 0 2
FER IR 2% 0 0 0 1 (07 0 1 (07 1 (02 0 1
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181 CML BA74] CML i
ek 321 137 458
L JL—FR12 | ZL—FK34 i JL—F12 | ZL—FK34 B JL—FK12 | Z1L—FK34 i
n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%)
FEPIE (%) 115 (35.8) | 189  (58.9) | 304 (94.7) | 38 (27.7) | 82 (59.9) | 120 (87.6) | 153 (33.4) [ 271 (59.2) | 424  (92.6)
IREE 32 (10.0) 0 32 (10.0) 8 (58 0 8 (58 | 40 (87 0 40 (87
R A5k 6 (1.9 0 6 (1.9 1 (0.7 0 1 07 7 (15) 0 7 (15)
(a2 5 (1.6) 0 5 (1.6) 0 0 0 5 (1.1) 0 5 (1.1)
AR EH 4 (12 0 4 (1.2) 0 0 0 4 (09 0 4 (09
[l 2 (0.6) 0 2 (0.6) 2 (1.5) 0 2 (1.5) 4 (09 0 4 (09
AR 3 (0.9 0 3 (0.9 0 0 0 3 (0 0 3 (0
HR-E 5 FERE 2 (0.6) 0 2 (0.6) 1 (0.7) 0 1 (0.7) 3 (0.7) 0 3 (0.7)
IS I 2 (0.6) 0 2 (0.6) 0 0 0 2 (04) 0 2 (0.4)
AR 2 (0.6) 0 2 (0.6) 0 0 0 2 (04) 0 2 (0.4)
B 1 (0.3) 0 1 (03 1 07 0 1 (0.7 2 (0.4) 0 2 (0.4)
AT 1 (0.3) 0 1 (0.3) 1 (0.7 0 1 (07 2 (04) 0 2 (0.4)
AR e 1 (0.3) 0 1 (0.3) 0 0 0 1 (02 0 1 (0.2)
LS 1 (0.3) 0 1 (0.3) 0 0 0 1 (0.2) 0 1 (0.2)
L 1 (0.3) 0 1 (0.3) 0 0 0 1 (0.2) 0 1 (0.2)
R 1 (0.3) 0 1 (0.3) 0 0 0 1 (02 0 1 0.2)
R AR 0 0 0 1 0.7 0 1 0.7 1 (0.2) 0 1 (0.2)
R 1 (0.3) 0 1 (0.3) 0 0 0 1 (02 0 1 (0.2)
NG Z 5 FEAE 1 (0.3) 0 1 (0.3) 0 0 0 1 (02 0 1 0.2)
JEAR 1 (0.3) 0 1 (0.3) 0 0 0 1 (0.2) 0 1 0.2)
HEME BT SE 0 0 0 1 07 0 1 (07 1 (02 0 1 (0.2)
R 7 . 1 (0.3) 0 1 (0.3) 0 0 0 1 (02 0 1 (0.2)
FRARRR FLERTNE 1 (0.3) 0 1 (0.3) 0 0 0 1 (0.2) 0 1 (0.2)
] 1 (0.3) 0 1 (0.3) 0 0 0 1 (02 0 1 (0.2)
BkEE 142 (44.2) | 14  (44) [ 156 (486) | 40 (29.2) 3 (22 | 43 (31.4) | 182 (397 | 17 (37 | 199 (43.4)
i 76 (23.7) 3 (09 | 79 (246 | 12 (88 1 07| 13 (95 | 8 (19.2) 4 (09 | 92 (201
[EE7A 42 (13.1) 1 0.3) | 43 (134) | 13 (95) 0 13 (95) | 55 (12.0) 1 0.2) | 56 (122)
T 33 (10.3) 6 (19 | 39 (121 | 12 (88 1 0D | 13 (95 | 45 (9.8 7 (15 | 52 (11.4)
gt 39 (12.1) 2 (06 | 41 (128 5  (3.6) 0 5  (36) | 44  (96) 2 (04) | 46 (10.0)
Jage 15 47 2 (06) | 17 (53 9  (6.6) 1 7| 10 (13| 24 (52 3 0N | 21 (59
g 14 (4.4) 1 0.3) | 15 (4.7) 6 (4.4) 0 6 (4.4) | 20 (4.4) 1 0.2) | 21 (4.6)
THIER R 14 (4.4) 0 14 (4.4) 1 0.7 0 1 0.7 | 15 (3.3) 0 15 (3.3)
Bl 10 (3.1) 0 10 (3.1) 1 07 0 1 07| 1 (24 0 11 (2.4)
JE AR 7 (22 0 7 (22 2 (1.5) 0 2 (1.5) 9 (20 0 9 (20
R R 5  (1.6) 0 5 (1.6 0 0 0 5 (1.1 0 5 (1.1
[i23 4 (1.2) 0 4 (1.2) 1 0.7) 0 1 0.7) 5 (1.1) 0 5 (1.1)
T RE R 4 (1.2) 0 4 (1.2) 0 0 0 4 (0.9) 0 4 (0.9)
FN% 4 (12 0 4 (12 0 0 0 4 (09 0 4 (09
R SR 3 (0.9) 0 3 (0.9) 0 0 0 3 0.7 0 3 0.7)
L7 3 (0.9 0 3 (09 0 0 0 3 (0 0 3 (0
FEEZ 1 (0.3) 0 1 (03 1 (0.7 0 1 (07 2 (04) 0 2 (0.4)
AL 1 (0.3) 0 1 (0.3) 0 1 0.7 1 07 1 (02 1 (0.2) 2 (0.4)
H NI Rk 1 (0.3) 0 1 (0.3) 1 0.7) 0 1 0.7 2 (0.4) 0 2 (0.4)
77 ARG 1 (0.3) 0 1 (03 0 0 0 1 (02 0 1 (0.2)
JRERNT] 1 (0.3) 0 1 (0.3) 0 0 0 1 (02 0 1 (0.2)
TR 0 1 (0.3) 1 (03 0 0 0 0 1 0.2) 1 (0.2)
AR 1 (0.3) 0 1 (03 0 0 0 1 (02 0 1 (0.2)
R fE 0 0 0 1 0.7 0 1 07 1 (02 0 1 (0.2)
B 1 (0.3) 0 1 (0.3) 0 0 0 1 (0.2) 0 1 (0.2)
"R 0 0 0 1 (07 0 1 (07 1 (02 0 1 (0.2)
H i 0 0 0 1 0.7) 0 1 0.7 1 (0.2) 0 1 (0.2)
M i 0 1 (0.3) 1 (03 0 0 0 0 1 (0.2) 1 0.2)
22 ALV RS 0 1 (0.3) 1 (0.3) 0 0 0 0 1 (0.2) 1 (0.2)
P L 1 (0.3) 0 1 (0.3) 0 0 0 1 (0.2) 0 1 (0.2)
TP 1 (0.3) 0 1 (0.3) 0 0 0 1 (0.2) 0 1 (0.2)
AR 1 (0.3) 0 1 (03 0 0 0 1 (02 0 1 (0.2)
i 1 (0.3) 0 1 (0.3) 0 0 0 1 (02 0 1 0.2)
i 1 (0.3) 0 1 (03 0 0 0 1 (0.2 0 1 (0.2)
ElE5ES 1 (0.3) 0 1 (0.3) 0 0 0 1 (0.2) 0 1 (0.2)
F R 1 (0.3) 0 1 (0.3) 0 0 0 1 (0.2) 0 1 (0.2)
R 1 (0.3) 0 1 (03 0 0 0 1 (02 0 1 (0.2)
BHEE R R 1 (0.3) 0 1 (03 0 0 0 1 (02 0 1 (0.2)
) 2% 1 (0.3) 0 1 (0.3) 0 0 0 1 (0.2) 0 1 (0.2)
B3 . 0 0 0 1 07 0 1 (0.7 1 (02 0 1 0.2)
Pa RN i 0 0 0 0 1 07 1 (0.7 0 1 (0.2) 1 (0.2)
B ES 1 (0.3) 0 1 (0.3) 0 0 0 1 (02 0 1 (0.2)
A L2 1 (0.3) 0 1 (03 0 0 0 1 (02 0 1 0.2)
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181 CML BA74] CML i
ek 321 137 458
L JL—FR12 | ZL—FK34 i J1—FK12 | Z1L—FK34 B JL—FK12 | Z1L—FK34 i
n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%)
FEPIE (%) 115 (35.8) | 189  (58.9) | 304 (94.7) | 38 (27.7) | 82 (59.9) | 120 (87.6) | 153 (33.4) [ 271 (59.2) | 424  (92.6)
;fé EAMEBLURSHED | 00 @en | 8 (@5 |13 (52 | 29 (12| 3 (22| 32 (84 |13 (203 | 1 (24 | 145 GLD
T 61 (19.0) 4 (1.2) | 65 (202) | 13  (95) 1 (07| 14 (102 | 74 (162 5 1| 19 172
AAHPEVT I 20 (6.2) 0 20 (6.2) 7 (5.1) 0 7 (5.1) | 27 (5.9) 0 27 (5.9)
167 21 (6.5) 0 21 (6.5) 5  (3.6) 0 5 (36) | 26 (57 0 26 (5.7)
FeB 13 (4.0 0 13 (4.0 8 (58 1 07 9  (66) | 21  (46) 1 0.2) | 22 (4.8)
Hai 5  (1.6) 1 (03 6 (1.9 1 07 0 1 (07 6 (1.3 1 (0.2) 7 (15)
PEIH 4 (1.2 1 (0.3) 5 (1.6 1 (0.7 1 (0.7 2 (1.5) 5 (1.1 2 (04) 7 (15)
[V 4 (1.2) 1 (0.3) 5 (1.6) 0 0 0 4 (0.9) 1 (0.2) 5 (1.1)
i 2 (0.6) 0 2 (0.6) 1 0.7 0 1 0.7 3 0.7 0 3 (0.7)
e 1 (0.3) 0 1 (0.3) 2 (1.5) 0 2 (1.5) 3 (00 0 3 (0
AT 2 (0.6) 0 2 (0.6) 1 0.7) 0 1 0.7) 3 0.7 0 3 (0.7)
A LT R 3 0.9 0 3 (0.9) 0 0 0 3 (0.7) 0 3 (0.7)
A 2 (0.6) 0 2 (0.6) 0 0 0 2 (04) 0 2 (0.4)
B REHOIR IR T 0 1 (0.3) 1 (0.3) 0 1 0.7) 1 0.7 0 2 (0.4) 2 (0.4)
VIR 1 (0.3) 0 1 (0.3) 1 (0.7 0 1 (07 2 (04) 0 2 (0.4)
Sl e 1 (0.3) 0 1 (0.3) 1 0.7 0 1 07 2 (04) 0 2 (0.4)
L 1 (0.3) 0 1 (0.3) 0 0 0 1 (0.2) 0 1 (0.2)
(SIS 1 (0.3) 0 1 (0.3) 0 0 0 1 (02 0 1 (0.2)
S 1 (0.3) 0 1 (0.3) 0 0 0 1 (0.2) 0 1 (0.2)
Sy 1 (0.3) 0 1 (03 0 0 0 1 (02 0 1 (0.2)
Je TR 1 (0.3) 0 1 (0.3) 0 0 0 1 (02 0 1 (0.2)
R 1 (0.3) 0 1 (0.3) 0 0 0 1 (02 0 1 (0.2)
D JEAE 1 (0.3) 0 1 (03 0 0 0 1 (02 0 1 0.2)
VHIE 1 (0.3) 0 1 (03 0 0 0 1 (02 0 1 (0.2)
JEIE R 1 (0.3) 0 1 (0.3) 0 0 0 1 (02 0 1 (0.2)
FFIEERES 17 (5.3) | 10 (3.1) | 27 (8.4) | 10 (7.3) 4 (29) | 14 (102 | 27 (5.9) | 14 (31 | 41 (9.0)
e UL E S E 15 (47 8 (25 | 23 (72 7 (5.1) 4 (29 | 11 (80 | 22 (48 | 12 (2.6) | 34  (7.4)
T 1 (0.3) 0 1 (0.3) 1 0.7) 0 1 0.7 2 (0.4) 0 2 (0.4)
B RS 0 0 0 1 07 0 1 (0.7 1 (02 0 1 (0.2)
B 5 o 0 0 0 1 (07 0 1 (07 1 (02 0 1 (0.2)
NIRRT 28 0 1 (0.3) 1 (0.3) 0 0 0 0 1 (0.2) 1 (0.2)
FPEERT R 1 (0.3) 0 1 (03 0 0 0 1 (02 0 1 0.2)
JEFRER 1 (0.3) 0 1 (03 0 0 0 1 (02 0 1 (0.2)
SRR 0 1 (0.3) 1 (0.3) 0 0 0 0 1 0.2) 1 0.2)
RIEREE 0 0 0 1 (0.7) 0 1 0.7 1 (0.2) 0 1 (0.2)
Rh Al & 0 0 0 1 07 0 1 (07 1 (02 0 1 (0.2)
BPES S UFERE 19 (5.9) 4 (12) | 23 (72) | 11 (8.0) 5 (36) | 16 (117 | 30 (6.6) 9 (2.0) | 39 (8.5)
Fa% 5  (1.6) 0 5 (1.6 0 0 0 5 (1.1 0 5 (1.1
FARGH Y 1 (0.3) 2 (0.6) 3 (09 1 (0.7 0 1 07 2 (04) 2 (04) 4 (0.9
Jitige 0 0 0 1 0.7 3 (22 4 (29 1 (02 3 (07 4 (09
JEETERZ 1 (0.3) 0 1 (0.3) 2 1.5 0 2 (1.5) 3 0.7 0 3 (0.7)
ALK 2 (0.6) 0 2 (0.6) 0 0 0 2 (04) 0 2 (0.4)
H% 2 (0.6) 0 2 (0.6) 0 0 0 2 (04) 0 2 (0.4)
itk 2 (0.6) 0 2 (0.6) 0 0 0 2 (0.4) 0 2 (0.4)
SRHEE 2% 2 (0.6) 0 2 (0.6) 0 0 0 2 (04) 0 2 (0.4)
e o 5 0 1 (0.3) 1 (0.3) 1 0.7 0 1 07 1 (02 1 (0.2) 2 (0.4)
WHEA S 1 (0.3) 0 1 (03 1 07 0 1 (0.7 2 (04) 0 2 (0.4)
SR RY 1 (0.3) 0 1 (03 0 1 07 1 (0.7 1 (02 1 (0.2) 2 (0.4)
BV S 0 1 (0.3) 1 (0.3) 0 0 0 0 1 (0.2) 1 0.2)
(£ S 0 0 0 0 1 (0.7 1 (0.7 0 1 (0.2) 1 (0.2)
PRI S 1 (0.3) 0 1 (03 0 0 0 1 (02 0 1 (0.2)
Ho 0 0 0 1 0.7) 0 1 07 1 (02 0 1 (0.2)
A AEFE % 1 (0.3) 0 1 (03 0 0 0 1 (02 0 1 (0.2)
Y =Ry =R % 0 0 0 1 07 0 1 (07 1 (02 0 1 (0.2)
A ARG 1 (0.3) 0 1 (0.3) 0 0 0 1 (02 0 1 (0.2)
B LA 0 0 0 1 07 0 1 (0.7 1 (02 0 1 (0.2)
SR 0 0 0 1 07 0 1 (07 1 (02 0 1 (0.2)
P2 0 0 0 1 07 0 1 07 1 (02 0 1 0.2)
PRI 0 0 0 1 0.7) 0 1 0.7 1 (0.2) 0 1 0.2)
JNELHAE 0 0 0 1 07 0 1 (07 1 (02 0 1 (0.2)
P 0 1 (0.3) 1 (0.3) 0 0 0 0 1 0.2) 1 0.2)
il SIE SR 1 (0.3) 0 1 (0.3) 0 0 0 1 (0.2) 0 1 0.2)
A Y 0 0 0 1 07 0 1 07 1 (02 0 1 (0.2)
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844 CML BA74] CML B
ek 321 137 458
N R JL—FR12 | ZL—F34 # J1L—FK12 | ZL—FK34 B JL—FK12 | Z/L—F34 #

Lk n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%)
FEPIE (%) 115 (35.8) | 189  (58.9) | 304 (94.7) | 38 (27.7) | 82 (59.9) | 120 (87.6) | 153 (33.4) | 271 (59.2) | 424  (92.6)
BE. PESLVLEEHHE 3 (0.9 2 (0.6) 5 (1.6 1 (07 0 1 (07 4 (09 2 (04) 6  (1.3)
i S s 55 1 (03 0 1 (03 0 0 0 1 (02 0 1 (02
| 0 1 (0.3 1 (0.3 0 0 0 0 1 (02 1 (02
R 5 e 1 (0.3 0 1 (0.3 0 0 0 1 (02 0 1 (02
JLE % 1 0 0 0 1 07 0 1 07 1 (02 0 1 (02
RS H i 0 1 (0.3 1 (0.3 0 0 0 0 1 (02 1 (02
FrN— 1 (0.3 0 1 (0.3 0 0 0 1 (02 0 1 (02
FRERIEE 62 (19.3) | 62 (19.3) [ 124 (386) | 18 (131) | 25 (182) | 43 (31.4) | 80 (17.5) | 87 (19.0) | 167 (36.5)
Y =L 16 (50 | 25 (7.8 | 41 (128 8 (58 | 10 (73| 18 (131) | 24 (52 | 35  (7.6) | 59 (129
ZE;;]:\/T SORTEATET R s @D | 8 @5 | 34 (06| 4 @9 | 1 D] 5 66|30 66| 9 @0 s 65
e v R 20  (6.2) 2 (06) | 22 (69 7 (51) 4 (29 | 11 B0 | 21 (59 6 (1.3) | 33 (72
Zi;zzéﬁ7 S hTeA 63| 3 09|20 62| 4 @9 o 4 29| 2 e | 3 O] 24 62

M7 <7 —EHm 8 (2.5) 8 (2.5) 16 (5.0) 3 (2.2) 3 (2.2) 6 (4.4) 11 (2.4) 11 (2.4) 22

R 17 (53) 0 17 (53) 3 (22 0 3 (22 | 20 (44) 0 20
;{E;ﬂf MANMETEAT=TEN G| s e | 16 GO | 1 ©n]| o 10D | 12 @8 | 5 an| 17 @D
i R E D 2 (0.6) 8 (25 | 10 (31 0 3 (22 3 (22 2 (04 | 11 (24 | 13 (28
M7 AT YR AT 7 #—L N 6 (1.9 1 (0.3 7 (22 5  (3.6) 0 5 (36) | 11 (24) 1 (02| 12 (26
M7 V7 F R AR —EHN 7 (2.2) 2 (0.6) 9 (2.8) 2 (1.5) 1 (0.7) 3 (2.2) 9 (2.0) 3 (0.7) 12 (2.6)
BN QT #EE 6 (1.9 0 6 (1.9 6 (44) 0 6  (44) | 12 (26) 0 12 (26)
PAEHN 10 (31 0 10 (3.1) 0 0 0 10 (22 0 10 (22
~NES B 3 (09 0 3 (09 1 07 5  (36) 6 (44) 4 (09 5 (1.1 9 (20
9 1 R 1 (0.3) 2 (0.6) 3 (09 3 (22 2 (15 5  (36) 4 (09 4 (09 8 (17
I ER B 1 (0.3) 3 (0.9) 4 (1.2) 0 3 (2.2) 3 (2.2) 1 (0.2) 6 (1.3) 7 (1.5)
g;}y VITORARETEMB g g | 1 08 | 4 a2 | o 1 oon| 1 on| 3 w©nl| 2 ©o| 5 @
MR R RN 2 (0.6) 2 (0.6) 4 (12 1 07 0 1 (07 3 (07 2 (04) 5 (1.1
M7 V7 F = 2 (0.6) 0 2 (0.6) 2 (15 0 2 (15 4 (09 0 4 (09
iR RS- 2 (0.6) 0 2 (0.6) 1 0.7) 0 1 0.7) 3 0.7) 0 3 0.7)
SR RE R A L 1 (0.3 2 (0.6) 3 (09 0 0 0 1 (02 2 (04) 3 (07
[ ERAEE N 3 (09 0 3 (09 0 0 0 3 (07 0 3 (0
M ERA Y L e B 0 1 (0.3 1 (0.3 0 1 07 1 07 0 2 (04) 2 (04)
ML R R 2 (0.6) 0 2 (06) 0 0 0 2 (04) 0 2 (04)
i PP K SRR B 1 (0.3) 1 (0.3) 2 (0.6) 0 0 0 1 (02 1 (02 2 (04)
MY b 0 1 (0.3 1 (0.3 0 1 07 1 07 0 2 (04) 2 (04)
1 PR SR N 1 (0.3) 0 1 (0.3) 1 (0.7) 0 1 (0.7) 2 (0.4) 0 2 (0.4)
DR 0 0 0 2 (15 0 2 (15 2 (04) 0 2 (04)
fi i ERECE N 2 (0.6) 0 2 (0.6) 0 0 0 2 (0.4) 0 2 (0.4)
ML =1 L AT LA 1 (0.3 0 1 (0.3 0 0 0 1 (02 0 1 (02
J e A EN . 2 1 (03 0 1 (03 0 0 0 1 (02 0 1 (02
iy 0 1 (0.3) 1 (0.3) 0 0 0 0 1 (0.2) 1 (0.2)
JICr DR NN 7 0 0 0 1 07 0 1 (07 1 (02 0 1 (02
fisf b2 REN 1 (03 0 1 (03 0 0 0 1 (02 0 1 (02
R ST 5y T 1 (0.3) 0 1 (0.3) 0 0 0 1 (0.2) 0 1 (0.2)
B T s 1 (0.3 0 1 (0.3 0 0 0 1 (02 0 1 (02
NT R ae sy 0 1 (0.3 1 (0.3) 0 0 0 0 1 (02 1 (02
SRS L5 0 0 0 1 0.7) 0 1 0.7) 1 (0.2) 0 1 (0.2)
INR #/11 1 (0.3 0 1 (0.3 0 0 0 1 (02 0 1 (02
Y 5—Liph 0 0 0 1 07 0 1 07 1 (02 0 1 (02
R ERE 1 (0.3) 0 1 (0.3) 0 0 0 1 (0.2) 0 1 (0.2)
M7 = Y F b 1 (0.3 0 1 (0.3 0 0 0 1 (02 0 1 (02
baR= o Hn 0 0 0 0 1 07 1 (0.7 0 1 (02 1 (02
A= T 8 0 1 (0.3 1 (0.3 0 0 0 0 1 (02 1 (02
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181 CML BA74] CML i
ek 321 137 458
L JL—FR12 | ZL—FK34 i J1—FK12 | Z1L—FK34 B JL—FK12 | Z1L—FK34 i
n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%)
FEPIE (%) 115 (35.8) | 189  (58.9) | 304 (94.7) | 38 (27.7) | 82 (59.9) | 120 (87.6) | 153 (33.4) [ 271 (59.2) | 424  (92.6)
REBLVEERE 53 (16.5) | 14 (4.4) | 67 (209) | 17 (12.4) 6 (44) | 23 (168) | 70 (15.3) | 20 (44) | 90 (19.7)
BRRAR 22 (6.9) 1 0.3) | 23 (7.2) 8 (5.8) 0 8 (5.8) | 30 (6.6) 1 0.2) | 31 (6.8)
Y g AE 5  (1.6) 3 (0.9 8  (25) 3 (22 4 (29 7 (5.1) 8 (17 7 (15 | 15 (33)
e LB 6 (1.9) 5 (1.6) 11 (3.4) 2 (1.5) 1 (0.7) 3 (2.2) 8 (1.7) 6 (1.3) 14 (3.1
WA LS M 5 (1.6 0 5  (1.6) 2 (1.5) 0 2 (1.5) 7 (15) 0 7 (15)
[z SA/PN 6 (1.9 0 6 (1.9 1 0.7) 0 1 07 7 (15) 0 7 (15)
FERRIE 6 (1.9) 0 6 1.9) 0 0 0 6 (1.3) 0 6 (1.3)
E Y AE 1 (0.3) 2 (0.6) 3 (09 1 (0.7 1 (0.7 2 (1.5) 2 (04) 3 (07 5 (1.1
A Y D i 1 (0.3) 0 1 (0.3) 3 (22 1 0.7 4 (29 4 (09 1 (0.2) 5 (1.1
[:5all NUR/N i i3 2 (0.6) 2 (0.6) 4 (1.2) 0 0 0 2 (0.4) 2 (0.4) 4 (0.9)
%S 2 (0.6) 0 2 (06) 1 (0.7 0 1 (07 3 (07 0 3 (00
Bl PRI 1 (0.3) 1 (0.3) 2 (0.6) 1 0.7) 0 1 0.7) 2 (0.4) 1 (0.2) 3 (0.7)
iR 1 (0.3) 1 (0.3) 2 (0.6) 0 0 0 1 (0.2) 1 (0.2) 2 (0.4)
B~ 7 F 2 AE 2 (0.6) 0 2 (06) 0 0 0 2 (04) 0 2 (0.4)
AT 1 (0.3) 0 1 (0.3) 1 07 0 1 07 2 (0.4) 0 2 (0.4)
TiHHi RERE 1 (0.3) 0 1 (0.3) 0 0 0 1 (0.2) 0 1 0.2)
BV T NE 1 (0.3) 0 1 (0.3) 0 0 0 1 (02 0 1 (0.2)
Y et 0 0 0 0 1 (07 1 07 0 1 (0.2) 1 0.2)
T PRI LE 1 (0.3 0 1 (0.3) 0 0 0 1 (0.2) 0 1 (0.2)
MERRET T 1 (0.3) 0 1 (0.3) 0 0 0 1 (02 0 1 (0.2)
RETF 1 (0.3) 0 1 (0.3) 0 0 0 1 (02 0 1 (0.2)
2 BUBEIR I 1 (0.3) 0 1 (0.3) 0 0 0 1 (0.2) 0 1 (0.2)
BEBRE L UHEEHRBIEE 89 (27.7) | 16  (5.0) | 105 (32.7) | 32 (23.4) 5 (36) | 37 (27.0) | 121 (264) | 21  (46) | 142 (31.0)
KR 30 (9.3) 3 09 | 33 (103) | 11 (8.0) 1 07 | 12 (8.8) | 41 (9.0) 4 0.9 | 45 (9.8)
e 23 (7.2) 1 0.3) | 24 (75) | 13 (9.5) 0 13 (9.5) | 36 (7.9) 1 (0.2) | 37 (8.1)
[ 20  (6.2) 4 (12 | 24  (15) 7 (5.1) 0 7 GY | 21 (59 4 (09 | 31 (6.8)
el 21 (6.5) 3 (09 | 24 (75) 5  (3.6) 0 5 (36) | 26  (57) 3 (07 | 29 (63
DU 15 47 2 (06 | 17 (53 7 (51) 1 (07 8 (58 | 22 (48 3 (07 | 25 (55)
57 10 (31 0 10 (3.1) 3 (22 0 3 (22) | 13 (28 0 13 (28)
A 3 (0.9 1 (0.3) 4 (12 3 (22 0 3 (22 6 (1.3 1 (0.2) 7 (15)
s R 4 (12 0 4 (1.2) 1 (0.7 1 (07 2 (1.5) 5 (1.1 1 (0.2) 6 (1.3
HH 5  (1.6) 0 5 (1.6 0 0 0 5 (11D 0 5 (1.1
[ EER 1 (0.3) 0 1 (0.3) 1 07 1 07 2 (1.5) 2 (04) 1 (0.2) 3 (07
IR % 1 (0.3) 1 (0.3) 2 (0.6) 0 0 0 1 (02 1 0.2) 2 (0.4)
il ST 0 1 (0.3) 1 (0.3) 1 0.7 0 1 07 1 (02 1 (0.2) 2 (0.4)
Sy R TR L 1 (0.3) 0 1 (0.3) 1 0.7) 0 1 0.7 2 (0.4) 0 2 (0.4)
[ESIGP 1 (0.3) 0 1 (0.3) 0 0 0 1 (02 0 1 (0.2)
iES 0 0 0 0 1 0.7) 1 0.7 0 1 (0.2) 1 (0.2)
B 1 (0.3) 0 1 (0.3) 0 0 0 1 (0.2) 0 1 (0.2)
TR 1 (0.3) 0 1 (0.3) 0 0 0 1 (02 0 1 (0.2)
%é By }iﬁ?;’ifﬁi% 5 09| o 5 09| 1 ©n] o 1 on| 4 09| o 4 09
i FLEENE 2 (0.6) 0 2 (0.6) 0 0 0 2 (04) 0 2 (0.4)
S 1 (0.3) 0 1 (0.3) 0 0 0 1 (02 0 1 0.2)
PR AE 4 0 0 0 1 0.7 0 1 0.7 1 (0.2) 0 1 (0.2)
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181 CML BA74] CML i
ek 321 137 458
N R JL—FR12 | ZL—F34 # J1L—FK12 | ZL—FK34 B JL—FK12 | Z/L—F34 #
Lk n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%)
FEPIE (%) 115 (35.8) | 189  (58.9) | 304 (94.7) | 38 (27.7) | 82 (59.9) | 120 (87.6) | 153 (33.4) [ 271 (59.2) | 424  (92.6)
HEREE 72 (22.4) | 10 (31 | 82 (255) | 16 (11.7) 4 (290 | 20 (146) | 8 (19.2) | 14 (3.1) | 102 (22.3)
SR 52 (16.2) 5 (16) | 57 (178 | 10 (7.3 1 7| 11 (80| 62 (135) 6 (1.3) | 68 (14.8)
FEED FE 8  (25) 0 8  (25) 3 (22 0 3 (22 | 11 (24 0 11 (2.4)
TETE S 5 (1.6) 0 5 (1.6) 2 1.5) 0 2 (1.5) 7 (1.5) 0 7 (1.5)
SERRTE 7 (22 0 7 (22 0 0 0 7 (15) 0 7 (15)
JERGESR 4 (12 1 (0.3) 5  (1.6) 0 0 0 4 (09 1 0.2) 5 (1.1
TR hEE 3 (0.9) 0 3 (0.9) 0 1 (0.7) 1 (0.7) 3 (0.7) 1 (0.2) 4 (0.9)
VI 4 (1.2 0 4 (12 0 0 0 4 (09 0 4 (09
R 1 (0.3) 0 1 (0.3) 3 (22 0 3 (22 4 (09 0 4 (09
RERR 2 (0.6) 0 2 (0.6) 0 1 (0.7) 1 (0.7) 2 (0.4) 1 (0.2) 3 (0.7)
o 2 (0.6) 0 2 (06) 1 (0.7 0 1 (07 3 (07 0 3 (00
fiéH i, 0 0 0 0 2 (1.5) 2 (1.5) 0 2 (04) 2 (0.4)
R 1 (0.3) 1 (0.3) 2 (0.6) 0 0 0 1 (0.2) 1 (0.2) 2 (0.4)
FHR 1 (0.3) 1 (0.3) 2 (06) 0 0 0 1 (02 1 (0.2) 2 (0.4)
FtE= 2 — T — 2 (0.6) 0 2 (0.6) 0 0 0 2 (0.4) 0 2 (0.4)
TRTER 1 (0.3) 0 1 (0.3) 1 0.7) 0 1 0.7 2 (0.4) 0 2 (0.4)
S 0 0 0 0 1 07 1 (0.7 0 1 (0.2) 1 (0.2)
pinP S| 1 (0.3) 0 1 (0.3) 0 0 0 1 (02 0 1 0.2)
HHERA = 2 — T — 1 (0.3) 0 1 (0.3) 0 0 0 1 (0.2) 0 1 0.2)
AR 1 (0.3) 0 1 (0.3) 0 0 0 1 (02 0 1 (0.2)
Jiiteiy 0 0 0 0 1 07 1 07 0 1 (0.2) 1 (0.2)
YRR 1 (0.3) 0 1 (0.3) 0 0 0 1 (0.2) 0 1 (0.2)
Sz if. 0 1 (0.3) 1 (0.3) 0 0 0 0 1 (0.2) 1 (0.2)
JAf 1 (0.3) 0 1 (0.3) 0 0 0 1 (02 0 1 (0.2)
AT 1 (0.3 0 1 (0.3) 0 0 0 1 (0.2) 0 1 (0.2)
BRI E 1 (0.3) 0 1 (0.3) 0 0 0 1 (02 0 1 (0.2)
WL TE R 1 (0.3) 0 1 (0.3) 0 0 0 1 (0.2) 0 1 (0.2)
SRS 1 (0.3 0 1 (0.3) 0 0 0 1 (0.2) 0 1 (0.2)
L= 1 (0.3) 0 1 (0.3) 0 0 0 1 (02 0 1 (0.2)
BLAP#R % 1 (0.3) 0 1 (0.3) 0 0 0 1 (0.2) 0 1 (0.2)
RPEIEGE = 2 — 18— 1 (0.3) 0 1 (0.3) 0 0 0 1 (02 0 1 (0.2)
IR OB T 1 (0.3) 0 1 (0.3) 0 0 0 1 (02 0 1 (0.2)
IS AP 1 (0.3) 0 1 (0.3) 0 0 0 1 (0.2) 0 1 (0.2)
AT IRTE 1 (0.3) 0 1 (0.3) 0 0 0 1 (02 0 1 (0.2)
AL Er iR 0 0 0 1 0.7 0 1 07 1 (02 0 1 (0.2)
et 0 1 (0.3) 1 (03 0 0 0 0 1 0.2) 1 (0.2)
= XA 1 (0.3) 0 1 (0.3) 0 0 0 1 (02 0 1 (0.2)
TR 22 (6.9) 1 0.3) | 23 (7.2) 2 (1.5) 1 0.7 3 (22) | 24 (5.2) 2 0.4) | 26 (5.7)
RIRE 9 (28 0 9 (28 0 0 0 9 (20 0 9 (20
9O 5  (1.6) 0 5  (1.6) 0 0 0 5 (1.1 0 5 (1.1
Nz 2 (0.6) 0 2 (0.6) 1 0.7 0 1 07 3 (00 0 3 (00
AP 3 (0.9) 0 3 (0.9) 0 0 0 3 0.7 0 3 0.7)
RRHR B 1 (0.3) 1 (0.3) 2 (0.6) 0 0 0 1 (02 1 (0.2) 2 (0.4)
SR 1 (0.3) 0 1 (0.3) 0 0 0 1 (0.2) 0 1 (0.2)
SEELIRAE 0 0 0 1 07 0 1 (0.7 1 (02 0 1 (0.2)
M5 o%5y 1 (0.3) 0 1 (03 0 0 0 1 (02 0 1 (0.2)
ERRT 0 0 0 0 1 0.7 1 07 0 1 (0.2) 1 (0.2)
S O SR 1 (0.3) 0 1 (0.3) 0 0 0 1 (0.2) 0 1 (0.2)
U BRIk 0 0 0 1 (07 0 1 (07 1 (02 0 1 (0.2)
= o HAE 1 (0.3) 0 1 (0.3) 0 0 0 1 (02 0 1 (0.2)
WHHEDRS 1 (0.3) 0 1 (03 0 0 0 1 (02 0 1 0.2)
BH L URBES 9  (2.8) 1 (03 | 10 (B 5  (3.6) 0 5 (36) | 14 (31 1 (02 | 15 (3.3)
BEIR 5  (1.6) 0 5  (1.6) 0 0 0 5 (1.1 0 5 (1.1
AR HBER 1 (0.3) 0 1 (0.3) 3 (2.2) 0 3 (2.2) 4 (0.9) 0 4 (0.9)
PEDR IR 2 (0.6) 0 2 (0.6) 0 0 0 2 (04) 0 2 (0.4)
JREE 1 (0.3) 0 1 (0.3) 1 0.7) 0 1 07 2 (04) 0 2 (0.4)
T 2 (0.6) 0 2 (0.6) 0 0 0 2 (0.4) 0 2 (0.4)
ZES 1 (0.3) 0 1 (03 1 (0.7 0 1 (07 2 (04) 0 2 (0.4)
HiLJR 0 0 0 1 0.7) 0 1 0.7) 1 (0.2) 0 1 (0.2)
AL 0 1 (03 1 (03 0 0 0 0 1 (0.2) 1 (0.2)
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181 CML BA74] CML i
ek 321 137 458
L JL—F12 | ZL—FK34 # JL—F12 | ZL—FK34 B JL—FK12 | Z1L—FK34 i
n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%)
FEPIE (%) 115 (35.8) | 189  (58.9) | 304 (94.7) | 38 (27.7) | 82 (59.9) | 120 (87.6) | 153 (33.4) [ 271 (59.2) | 424  (92.6)
EERE L VIERE 16 (5.0) 0 16 (5.0) 6 (4.4) 0 6 (4.4) | 22 (4.8) 0 22 (4.8)
FLEFH 4 (12 0 4 (12 2 (1.5) 0 2 (1.5) 6 (1.3 0 6  (1.3)
LRI 2 (0.6) 0 2 (0.6) 2 (1.5) 0 2 (1.5) 4 (09 0 4 (09
FLH 2 (0.6) 0 2 (0.6) 1 07 0 1 (0.7 3 (0 0 3 (0
R4 2 (0.6) 0 2 (0.6) 1 (07 0 1 (07 3 (07 0 3 (00
FLIANTAR 1 (0.3) 0 1 (0.3) 1 0.7) 0 1 07 2 (04) 0 2 (0.4)
LR 1 (0.3) 0 1 (03 0 0 0 1 (02 0 1 (0.2)
PERHLBE 1 (0.3) 0 1 (03 0 0 0 1 (02 0 1 (0.2)
PSS 1 (0.3) 0 1 (0.3) 0 0 0 1 (02 0 1 (0.2)
AL RPHZE 1 (0.3) 0 1 (03 0 0 0 1 (02 0 1 (0.2)
PERSREAR 42 1 (0.3) 0 1 (0.3) 0 0 0 1 (02 0 1 (0.2)
B 1 (0.3) 0 1 (0.3) 0 0 0 1 (0.2) 0 1 (0.2)
SRR 1 (0.3) 0 1 (0.3) 0 0 0 1 (0.2) 0 1 (0.2)
SABEIEZ 5 IFIE 1 (0.3) 0 1 (0.3) 0 0 0 1 (02 0 1 (0.2)
PRG3R, HOZRES & UHEIRIES 35 (109 6 (19) | 41 (128 6 (4.4) 1 0.7) 7 (5.1) | 41 (9.0) 7 (1.5) | 48 (10.5)
PO R 15 4.7 2 0.6) | 17 (5.3) 0 0 0 15 (3.3) 2 (0.4) | 17 (3.7)
Ik 9 (28 1 0.3) | 10 (3.1) 0 0 0 9 (20 1 0.2 | 10 (22
5 VEMERFIR PR 3% 9 (28 1 0.3) | 10 (3.1) 0 0 0 9 (20 1 02 | 10 (22
R 4 (1.2) 0 4 (1.2) 2 (1.5) 0 2 (1.5) 6 (1.3) 0 6 (1.3)
St 3 (0.9 0 3 (0.9 2 (1.5) 0 2 (1.5) 5 (1.1 0 5 (1.1
PP 2 (0.6) 0 2 (0.6) 2 (1.5) 0 2 (1.5) 4 (09 0 4 (09
Hazk 3 0.9 1 (0.3) 4 (1.2) 0 0 0 3 0.7) 1 (0.2) 4 (0.9)
s 0 2 (0.6) 2 (0.6) 1 07 0 1 (07 1 (02 2 (04) 3 (0
P P i 0 2 (0.6) 2 (0.6) 0 0 0 0 2 (0.4) 2 (0.4)
s 1 (0.3 1 (0.3) 2 (0.6) 0 0 0 1 (0.2) 1 (0.2) 2 (0.4)
it fUFEAE 1 (0.3) 0 1 (0.3) 1 07 0 1 07 2 (04) 0 2 (0.4)
JifiZA i 0 1 (0.3) 1 (0.3) 0 1 07 1 07 0 2 (0.4) 2 (0.4)
Bl EPE 5 o 1f 2 (0.6) 0 2 (0.6) 0 0 0 2 (0.4) 0 2 (0.4)
O U 1 (0.3) 0 1 (0.3) 1 07 0 1 (07 2 (04) 0 2 (0.4)
TP EME R R 1 (0.3) 0 1 (0.3) 0 0 0 1 (02 0 1 0.2)
JifiistiF 1 (0.3) 0 1 (0.3) 0 0 0 1 (02 0 1 (0.2)
TP 0 0 0 1 07 0 1 (07 1 (02 0 1 (0.2)
7 1 (0.3) 0 1 (0.3) 0 0 0 1 (02 0 1 (0.2)
SR 1 (0.3) 0 1 (0.3) 0 0 0 1 (02 0 1 (0.2)
iy 1 (0.3) 0 1 (0.3) 0 0 0 1 (0.2) 0 1 (0.2)
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181 CML BA74] CML i
ek 321 137 458
L JL—F12 | ZL—FK34 i JL—F12 | ZL—FK34 B JL—F12 | ZL—FK34 i
n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%)
FEPIE (%) 115 (35.8) | 189  (58.9) | 304 (94.7) | 38 (27.7) | 82 (59.9) | 120 (87.6) | 153 (33.4) | 271  (59.2) | 424  (92.6)
BEH LUK THREEE 164 (51.1) | 18 (5.6) | 182 (56.7) | 58 (42.3) 0 58 (42.3) | 222 (485) | 18 (3.9) | 240 (52.4)
s 93 (29.0) 6 (19 | 99 (308 | 29 (212 0 29  (21.2) | 122 (26.6) 6  (1.3) | 128 (27.9)
Z D FEAE 81 (25.2) 3 (09 | 84 (262 | 24 (175) 0 24 (17.5) | 105  (22.9) 3 (07) | 108 (236)
Jo A 27 (8.4) 0 27 (84) | 12 (88) 0 12 (88 | 39  (85) 0 39 (85)
BENGHLIR 20  (6.2) 0 20 (6.2 5  (3.6) 0 5 (36) | 25 (55) 0 25  (5.5)
FLBE 22 (6.9) 1 03 | 23 (7.2 2 (1.5) 0 2 (15) | 24  (52) 1 0.2) | 25  (55)
ZIHE 10 (3.1) 1 (0.3) 11 (3.4) 2 (1.5) 0 2 (1.5) 12 (2.6) 1 (0.2) 13 (2.8)
T 9 (28 0 9 (28 4 (29 0 4 (29 | 13 (28 0 13 (2.8)
YRS 6 (1.9 2 (0.6) 8  (25) 2 (1.5) 0 2 (1.5) 8 (17 2 (04) | 10 (22
Pz 7 (2.2) 1 (0.3) 8 (2.5) 1 (0.7) 0 1 0.7 8 (1.7) 1 (0.2) 9 (2.0)
FEBYERE 6 (1.9 0 6 (1.9 3 (22 0 3 (22 9 (20 0 9  (2.0)
YT D FE 7 (22 0 7 (22) 1 07 0 1 07 8 (17 0 8 (17
Z D PRV 5 (1.6) 1 (0.3) 6 (1.9) 2 (1.5) 0 2 (1.5) 7 (1.5) 1 (0.2) 8 (1.7)
AL 6 (1.9) 1 (0.3) 7 (2.2) 1 (0.7) 0 1 0.7) 7 (1.5) 1 (0.2) 8 1.7
Rl 5  (1.6) 0 5  (1.6) 1 07 0 1 07 6 (1.3) 0 6 (1.3
ZERD 3 (0.9 0 3 (0.9 3 (2.2) 0 3 (2.2) 6 (1.3) 0 6 (1.3)
IR 5 /5 7 e 3 (0.9 0 3 (0.9 2 (1.5) 0 2 (1.5) 5 (1.1) 0 5 (1.1)
HLBUE 5 (1.6) 0 5 (1.6) 0 0 0 5 (1.1 0 5 (1.1
RLBEPER B 3 (0.9) 0 3 (0.9) 1 (0.7) 0 1 (0.7) 4 (0.9) 0 4 (0.9)
HIBER S 1 (0.3) 1 (0.3) 2 (06) 1 0.7 0 1 07 2 (0.4) 1 (0.2) 3 (07
BERES 2 (0.6) 0 2 (0.6) 1 07 0 1 07 3 (07 0 3 (07
EaEdl 3 (0.9) 0 3 (0.9) 0 0 0 3 0.7) 0 3 0.7)
B %% 0 0 0 2 (1.5) 0 2 (1.5) 2 (04) 0 2 (0.4)
B H i 2 (0.6) 0 2 (0.6) 0 0 0 2 (0.4) 0 2 (0.4)
AL RLBE 2 (0.6) 0 2 (0.6) 0 0 0 2 (0.4) 0 2 (0.4)
EH R 2 (0.6) 0 2 (0.6) 0 0 0 2 (0.4) 0 2 (0.4)
[ANEREEZ 2 (0.6) 0 2 (0.6) 0 0 0 2 (0.4) 0 2 (0.4)
JZiRINTRZSING 223 2 (0.6) 0 2 (0.6) 0 0 0 2 (0.4) 0 2 (0.4)
B L B 0 0 0 2 (1.5) 0 2 (1.5) 2 (0.4) 0 2 (0.4)
PR 0 1 (0.3) 1 (0.3) 1 07 0 1 07 1 (0.2) 1 (0.2) 2 (04)
S 0 0 0 1 (0.7 0 1 (0.7 1 (02 0 1 0.2)
LR} 0 0 0 1 0.7) 0 1 0.7 1 (0.2) 0 1 (0.2)
SRR BN 5 1 (0.3) 0 1 (0.3) 0 0 0 1 (0.2) 0 1 (0.2)
T LV X —VER RS 0 1 (0.3) 1 (0.3) 0 0 0 0 1 (0.2) 1 (0.2)
p37 0 0 0 1 0.7) 0 1 0.7) 1 (0.2) 0 1 (0.2)
Al EIMEALBE 1 (0.3) 0 1 (0.3) 0 0 0 1 (0.2) 0 1 (0.2)
EREE 1 (0.3) 0 1 (0.3) 0 0 0 1 (02 0 1 (0.2)
BRI 1 (0.3) 0 1 (0.3) 0 0 0 1 (0.2) 0 1 (0.2)
PR if. 5 o0 8 Vg ) 1 (0.3) 0 1 (0.3) 0 0 0 1 (0.2) 0 1 (0.2)
EALIEAE 0 0 0 1 07 0 1 (07 1 (02 0 1 (0.2)
JVZE (2, 1 (0.3) 0 1 (0.3) 0 0 0 1 (0.2) 0 1 (0.2)
T RIERIANT A DIEGERE 0 1 (0.3) 1 (0.3) 0 0 0 0 1 (0.2) 1 (0.2)
SR 1 (0.3) 0 1 (03 0 0 0 1 (02 0 1 (0.2)
BB 1 (0.3) 0 1 (0.3) 0 0 0 1 (0.2) 0 1 (0.2)
SL 1 (0.3) 0 1 (03 0 0 0 1 (0.2 0 1 0.2)
JE5 1 (0.3) 0 1 (03 0 0 0 1 (02 0 1 (0.2)
T UNER T D FHE 1 (0.3) 0 1 (0.3) 0 0 0 1 (0.2) 0 1 (0.2)
R 1 (0.3) 0 1 (03 0 0 0 1 (0.2) 0 1 0.2)
BRI 1 (0.3) 0 1 (03 0 0 0 1 (0.2 0 1 (0.2)
B JE KB 1 (0.3) 0 1 (0.3) 0 0 0 1 (0.2) 0 1 (0.2)
B 1 (0.3) 0 1 (0.3) 0 0 0 1 (0.2) 0 1 (0.2)
BEni 1 (0.3) 0 1 (0.3) 0 0 0 1 (0.2) 0 1 (0.2)
3 =SR] 0 0 0 1 0.7) 0 1 0.7 1 (0.2) 0 1 0.2)
B airt 0 0 0 1 0.7) 0 1 0.7 1 (0.2) 0 1 (0.2)
g 1 (0.3) 0 1 (0.3) 0 0 0 1 (0.2) 0 1 (0.2)
B TRk 1 (0.3) 0 1 (0.3) 0 0 0 1 (0.2) 0 1 (0.2)
thEEME RS 1 (0.3) 0 1 (03 0 0 0 1 (0.2 0 1 (0.2)
2E 1 (0.3) 0 1 (03 0 0 0 1 (02 0 1 (0.2)
HHELE 1 (0.3) 0 1 (0.3) 0 0 0 1 (0.2) 0 1 (0.2)
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181 CML BA74] CML i
ek 321 137 458
L JL—FR12 | ZL—FK34 i J1—FK12 | Z1L—FK34 B JL—FK12 | Z1L—FK34 i
n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%)
FEPIE (%) 115 (35.8) | 189  (58.9) | 304 (94.7) | 38 (27.7) | 82 (59.9) | 120 (87.6) | 153 (33.4) [ 271 (59.2) | 424  (92.6)
IERE 20  (6.2) 5 (16) | 25 (7.8) 7 (51 2 (1.5) 9 (66) | 271 (59 7 (15) | 34 (74
1 L E 7 (22 1 (0.3) 8  (25) 3 (22 1 (07 4 (29 | 10 (22 2 (04) | 12 (2.6)
AL 6 (1.9 0 6 (1.9 1 0.7) 0 1 07 7 (15) 0 7 (15)
1L fE 3 (0.9) 0 3 (0.9) 1 (0.7) 0 1 (0.7) 4 (0.9) 0 4 (0.9)
1ETH 2 (0.6) 1 (0.3) 3 (09 0 0 0 2 (04) 1 (0.2) 3 (07
ELE 2 U —¥ 1 (0.3) 1 (0.3) 2 (0.6) 0 0 0 1 (02 1 0.2) 2 (0.4)
DU BRI A 1 (0.3) 0 1 (03 0 0 0 1 (02 0 1 (0.2)
TR R ILFRIE 0 0 0 0 1 (07 1 (07 0 1 (0.2) 1 (0.2)
R HE 0 1 (0.3) 1 (0.3) 0 0 0 0 1 0.2) 1 (0.2)
PR MEREAT 1 (0.3) 0 1 (03 0 0 0 1 (02 0 1 (0.2)
ST 0 0 0 1 07 0 1 (07 1 (02 0 1 (0.2)
AAHIE 1 (0.3) 0 1 (0.3) 0 0 0 1 (0.2) 0 1 (0.2)
Witk a v 27 0 1 (0.3) 1 (0.3) 0 0 0 0 1 (0.2) 1 (0.2)
AR E 0 0 0 1 07 0 1 (07 1 (02 0 1 (0.2)
R4 1 (0.3) 0 1 (0.3) 0 0 0 1 (02 0 1 0.2)

(HREX IR D —ERKBHRFE TOER)
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@M IIBTHDE BRI A KIS I A EEAREREICH T HRWEANESARRR L —&

R0k 2] FEBE (%) EEAEDIEE FEBUE (%)
R EMERRAT R RIEFIE 928 TR RAE B 928
BIE RS0 RBEHH 720 (77.59) RIRE 1 (0.11)
RLEHLUVFERE BRAR 1 (011)
Jit b 9 1 (0.11) R 1 (0.11)
KBS 1 (0.11) HREREE
WeHL% 2 (0.22) ARG 1 (0.11)
RS 2 (0.22) fipifEgE 6 (0.65)
Ek 1 (0.11) RO F 6 (0.65)
BT B R 1 (0.11) VR 1 (0.11)
% 1 (0.11) M 1 (0.11)
BRI 2 (0.22) AR 40 (4.31)
&Y 4 (0.43) TSR 2 (0.22)
ERUEEPS 2 (0.22) FilEmE 1 (0.11)
JELHAE 1 (0.11) B 1 (011)
i 7 (0.75) KM= 2 — N F— 1 (0.11)
P U DS 1 (0.11) WLTE A 1 (0.11)
e 2 (0.22) R = 2 —m R F— 1 (0.11)
S P RS 1 (011 fBHR 3 (0.32)
P Y 1 (0.11) ESil 1 (0.11)
TERGPEFTHESE 1 (0.11) IRH: 3 (0.32)
A~ L2 2 (0.22) 7 7 % 1 (0.11)
Bit, BHES L UHEATHOHED AR
(FERBLUVR)—TEEL) i ¢ 1 (0.11)
B 1 P 0D SRR 1 (0.11) NG 1 (0.11)
B R A R R 3 (0.32) T UL E RIS 1 (0.11)
MAEBEWY VA REE K474 1 (0.11)
MEHERTERSE 3 (0.32) HRIEALBE 1 (0.11)
i 77 (8.30) IR 72 i 5 (0.54)
FEEAEATF T ERIRAE 3 (0.32) AR 1 (0.11)
i 1 (011) TN 2 (0.22)
SRR Z PRI 1 (0.11) AR e 1. 1 (0.11)
{1 BRI E 6  (0.65) AR FLIFT IR 1 (0.11)
Y BRI 1 (0.11) ] 1 (0.11)
Jif PRI E 4 (0.43) AL i 1 (0.11)
YL BRI 14 (1.51) RHE 1 (0.11)
Ji 1 (011 R A 1 (0.11)
L/ NRISE 19 (2.05) Tl 4 (0.43)
iR EEE 1 (0.11) KT 2 (0.22)
A RRE R4 3 (0.32) AR 2 (0.22)
MERIAAE 1 (0.11) B 1. 1 (0.11)
N5 RS EH & URBERE
FOR IR PAE TUIEIE 1 (0.11) g 2 (0.22)
TR IR REIT FAE 3 (0.32) HR e 1 (0.11)
REH L VREEE ZEFENE S 1 (0.11)
BRI 14 (1.51) DEREE
a2 b — LR B OBERSG 1 (0.11) MR 1 (0.11)
aSietses 2 (0.22) HeliE 2 (0.22)
[ 2 (0.22) AR 1 (0.11)
L AT a— ) VIE 3 (0.32) LA 13 (1.40)
L 30 (3.23) HERET Yy 2 (0.22)
Y U AMIE 12 (1.29) EOERET Yy 1 (0.11)
& U B 4 (0.43) AR 1 (0.11)
e R AL 10 (1.08) R4 2 (0.22)
&A1 v 7 MifE 1 (0.11) APELARAE 1 (0.11)
I b 1 (0.11) 9 o4 5 (0.54)
A U 7 A HiE 4 (0.43) DH VRS —F 1 (0.11)
s g7 SA/FN 1Fd 3 (0.32) DR 1 (0.11)
1KY >R 9  (0.97) WP 1 (0.11)
[12974:7 311K 1 (0.11) BhE 7 (0.75)
JEIEE A BUE (R 1 (0.11) DEIR TR 7 (0.75)
R 1 (0.11) TRPEREER 1 (0.11)
ET NIV IRAT 7 B —F fE 1 (0.11) JRPELR IR 2 (0.22)
AR 20 (2.16) AR 1 (0.11)
e i LA 7 (0.75) IS 3 (0.32)
LT = 1 (01D B 2 (0.22)
& U 8= i 4 (0.43) MRS 10 (1.08)
TEEE Gk AR 4 2 (0.22)
(its 1 (0.11) MERE
5 2 (0.22) HiLE | 1 (19
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R0k 2] FEBE (%) EEAEDIEE FEBUE (%)
REVERIT R RIS 928 REVERHT R RIEH 928
LA =Bl 1 (0.11) TR« SREE RN R RIE R 1 (0.11)
MAEMERIRSE 1 (0.11) IR 12 (1.29)
ISR, MERE & UHERIES SR 1 (0.11)
5K 6 (0.65) a2 3 (0.32)
FE 2 (0.22) Z DPHIE 20 (2.16)
P R 4 (0.43) S 3 (0.32)
5 VEMERFIR PR i 3 (0.32) ka2 74 (7.97)
St 3 (0.32) ALBEME 22 18 (1.94)
TV M £ 12 (1.29) REVERSE 38 (4.09)
LA IR, 1 (0.11) BEIR SR B 2 (0.22)
a7k 43 (4.63) iR 22 25  (2.69)
TRk 1 (011) Z RIS 1 (0.11)
Jiti A< e 4 (0.43) NEIRTE R G J¢ 1 (0.11)
T LR —PERSR 2 (0.22) e 1 (0.11)
FRGEDRIE 1 (011) HWRE 7 (0.75)
TR AP 1 (0.11) A ERLEE 21 (2.26)
11 e SRR 1 (0.11) LT D PRIE 4 (0.43)
BIEE (S 1 (0.11)
A 4 (0.43) HIBTEFES 2 (0.22)
R 1 (0.11) BHEERS L U HBEES
220 2 (0.22) A 6 (0.65)
g 10 (1.08) BRI 1 (0.11)
JEES 4 (0.43) R 3 (0.32)
B2 1 (0.11) B 3 (0.32)
1B 2% 1 (0.11) ST 1 (0.11)
SRR 6 (0.65) [0]E23 1 (0.11)
T 16 (1.72) BIFAE 1 (0.11)
+ AR 1 (0.11) AR AT 7 (0.75)
AR 2 (0.22) T 1 (0.11)
IE23 1 (0.11) 75 27 (2.91)
H i 1 (0.11) VYR 5 (0.54)
H 2 (0.22) A5 R AR L 1 (0.11)
EES 1 (0.11) i 1 (0.11)
Lzl 1 (0.11) B L URERES
LI 5 (0.54) B 9 (0,97
B P AL 1 (0.11) T HERE R 19 (2.05)
TR 2 (0.22) PRVE N 2 (0.22)
i~ =7 1 (01D EWRP L VIEHEE
F R 1 (0.11) LA 1 (0.11)
AL 1 (0.11) LeEALILE 4 (0.43)
L 28 (3.02) FLAi 1 (0.11)
BMEES 3 (0.32) —fif - £HEEL L VRS EHAIOKE
A% 4 (0.43) eI 1 (0.11)
WOV 1 (0.11) M A e 2 (0.22)
T 15 (1.62) o 3 (0.32)
/NI i 1 (0.11) IR 1 (1.19)
DAL 1 (0.11) 355 2 (0.22)
FFIEERIES B 1 (0.11)
JITRSRE S 84  (9.05) BBV 2 (0.22)
BRI 1 (0.11) BRI 37 (3.99)
EE YL E 39 (4.20) I 2 (0.22)
A 12 (1.29) R VETEE 22 (2.37)
JiPBRE 43 (4.63) P 2 (0.22)
BES L URTHEGEE HHL 39 (4.20)
JiEAE 9  (0.97) i e KB A T 1 (0.11)
kI 1 (0.11) R P A 1 (0.11)
LAES 1 (0.11) FRERIRE
paZs 5 (0.54) TI=0T ) NTUAT =T — R 1 (0.11)
B R 5 (0.54) TI=UT ) R TUAT 2T — PRI 66 (7.11)
hintZ 8 (0.86) 73T —En 16 (1.72)
BERZIERZ 1 (0.11) TANGRUET ) T AT =T — B 1 (0.11)
FLEE 14 (1.51) TARGRUET I MFU AT 2T —CHIN | 44 (4.74)
2 ALBE 1 (0.11) I BRSSO 2 (0.22)
A PEALEE 1 (0.11) SFHR BRSSO 3 (0.32)
B2 T . 1 (0.11) ALY E 20 (2.16)
BRI 1 (0.11) Mo e Y e Hn 114 (12.28)
VA 1 (0.1D) MmAFEaAE Y eI 38 (4.09)
TFHEALHE 1 (0.11) M = L AT — L 5  (0.54)
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BIfERE NS FEBE (%) EIEREDIEE FEBUE (%)
R LT RIEFIH 928 REVERHT R RIEH 928
M7 L7 F o R AR F—EHN 8 (0.86) SR RERR A S 1 (0.11)
M7 L7 F = 1 (01D IREETR Y AR AN 5 (0.54)
Mz v =1 18 (1.94) Vv BRSO 1 (119
M Ko n 57 (6.14) U 2 SEREU N 2 (0.22)
1 LR DK SRR SR HE N 16 (1.72) HAERSR A 1 (0.11)
fi i~ 7% Kb 4 (0.43) HEERk S n 13 (1.40)
ML~ 72 KN 2 (0.22) I ER B 36 (3.88)
L U Ak 1 (0.11) L EREY N 3 (0.32)
L7 Y o LB 9 (097 iR E A 130 (14.01)
AR T 4 (0.43) FRIEREH 13 (1.40)
IE 5 2 (0.22) IR 8 (0.86)
M~ Y 7YY REI 2 (0.22) IRERIN 8  (0.86)
1fiL PRSI 1 (0.11) P if BR AR 59  (6.36)
I H PRSI0 13 (1.40) 11 EREE N 9 (097
1 R 1 (0.11) Y s 8 (0.86)
1fiL bR A S 10 (1.08) iy N 1 (0.11)
C-BUSHER M 7 (0.75) e BEERE N 1 (0.11)
DX R 2 (0.22) i/ N 2 (0.22)
T & 63 (6.79) AR ER By SR E N 1 (0.11)
ERISTE Y P 1 (0.11) HLER T 4y SN 1 (0.11)
IR Es Y 4 (0.43) DEXIPRAE 1 (0.11)
R EREE N 15 (1.62) M7 A ) RAT 7 2 —BHIN 18 (1.94)
747V DE A —HI 1 (0.11) w5 6 (0.65)
7 4 7V O REE RN 1 (0.11) JREm RN 3 (0.32)
YT NEIN TG AT =T —HIN 82 (8.84) SEERM AN 1 (0.11)
VRN A= a2 )] | 4 (0.43) JFRERERR AN b5 1 (0.11)
~v k7 Uy M 13 (1.40) BE PESLVNESHHE
NES B UL 19  (2.05) R 1 (0.11)
Y 5—Lph 1 (0.11) JTRHE 1 (0.11)
Y S— 92 (9.91) RIS OHE 1 (0.11)
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O EBMHEIRIIBTHOEM BRI ALRICx § A5 EEAREREICS T EE T RAIBHWERFRRKR
. N AIEATEEL WIERER
B b JEGIEL EHE Fisher's Exact | Mann-Whitney U
EXIN 92845 7201 77.59%
PERI 5 522(4] 40551 77.59%
ES 4064 31541 77.59% p=1.0000
PEHR : BRARRE & & Dodl A IR R (etk o3 a) i3 4001 31041 77.50%
Gl 2431 14 50.00%
ENEISES SHix 451 445 100.00%
RIS T 15E A 61 44 66.67%
155% L b 921 71581 717.63% p=0.6212
G EYSES St 145 1451 100.00%
AR A T 185 A 74 51 71.43%
185% L b 9201 71441 77.61% p=0.6574
G EYSES S 1451 1451 100.00%
ARHR S T 657 A 4344 33843 77.88%
65 L | 49345 3814 77.28% p=0.8747
G EYSES S 1151 1451 100.00%
ARSIV THIE AN 6891 54543 79.10%
THRELA L 23845 17441 73.11% p=0.0589
ENESES et 151 1451 100.00%
T4 TT T 4 T YRR X dber-ablitt s BIH R A Fhtt 8801 6853 77.84%
345 461 34 73.91% p=0.5856
ENESSES et 2151 1451 50.00%
AL LR PR I P B 1 L 84615 6641 78.49%
ATIMR LM 15 e 8243 56 68.29% p =0.0381
AFE B (R A~ F =T o 43443 3234 74.42%
A ~F =T RIHE 42345 34245 80.85%
A v F =T\ + A ~ T =T RE 4141 350 85.37%
YIFEOEIEHCML 271 1961 70.37%
ZOhh 165 0Offi| 0.00% p=0.0281
ENEIEES S 2{5 1451 50.00%
AT BR A AT 0 3 (L A A 11 9164 71141 77.62%
&l 12451 95 75.00% p=0.7369
AOHEDOAIE CRAI G-BIAER S CHRER) Fid 244451 1844 75.41%
Gl 68313 53543 78.33% p=0.3715
KN ESEES S 141 1451 100.00%
BOHEDOHIE CRAI G-BIAR S CRER) - PR i3 86214 6674 77.38%
Gl 65171 5243 80.00% p=0.7579
KN ESEES S 141 141 100.00%
BOHEDHIE CRAI GBI CHERR) « B AR 9 8124 6254 76.97%
Gl 1154 94451 81.74% p=0.2834
ENEFEES S 141 1451 100.00%
BOHEDOHIE CRAI GBI CREE) - DRIE 9 81445 63351 77.76%
G 1134 8615 76.11% p=0.7183
KN ESEES S 141 141 100.00%
BOHEDOHIE CRAIG-BIARE CRE) - Zofh b3 28545 2134 74.74%
G 64245 50611 78.82% p=0.1731
KN ESEES S 1451 14 100.00%
BEAEIE DA M (ARFIH 5-BRAGI A3 CTEHE) i3 6344 48611 76.66%
Gl 26615 212451 79.70% p=0.3365
R 214 1761 80.95%
N 74 51 71.43%
LR O CRFAHR G- BRAARE S CIRIE) DRI 1 88444 68341 77.26%
Gl 374 3215 86.49% p=0.2294
AL 74 50 71.43%
BEERE ORI (AH4 5-BRAGIRS AL CIEE) 2Ot i3 6794 526131 77.47%
H 242 189 78.10% p=0.9284
AL 74 50 71.43%
Performance status™ 0 585 4503 76.92%
1 25711 21041 81.71%
2 514 360 70.59%
3 304 22451 73.33%
4 451 2151 50.00% p=0.7835
L EYSlES St 165 offil 0.00%
AHIE FBRAATELRT O CMLIZ X4~ RN A O 47 i3 22451 154 68.18%
H 90614 70545 77.81% p=0.3013
AHE FABIAATEL AT O CMLIC X A IRIRNG « 7 ) X 7 O M b3 2945 214 72.41%
Gl 8994 69941 77.75% p=0.4993
AFAME FHBHARIELRT O CMLIC 5 4~ 2 1A BN « JUREIARE DA IE | 1 4520 344151 76.11%
Gl 476/ 3764 78.99% p=0.3065
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” BIVEFEBL RRERE R

S b JEGIEL EHE Fisher's Exact | Mann-Whitney U
DEFFRIE (FURIBIC RS2 Z Ot odTHSR) 11 9211 714451 77.52%

Gl 44 4451 100.00%

ES 3{ 2{5i] 66.67%
I FEHA 11 17245 11241 65.12%

A 7561 60843 80.42%
BAAAIGL A 5% - 400mgLh T 37741 28613 75.86%

600mg 45451 3613 80.00%

800mg 5051 39741 78.61% p=0.3462

800mgi# 1451 141 100.00%

CROENTZAZOHORY O L LATERN,

W N = O

s MR IEB T E 5, BT L F U R EAEAHIIRR AT D,
L PRI LOTEBNE IR S5 23, BATAMRET, BIEERME > TOMEHEIIITI 2 ENTE D, oL ZFRVESR, FHEE,
TATHECH A OH ORI ) O Z LT R CAREESMEEIE TE 20y,

A DB0%LL &~y Rk Cild =9,

A ENT RV, BAOHOREY O LFEL TERY, SERICRy KRR Tl I,
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A DB0%LL EiF~ Y RACIl 29,




2) INR

RERRE—FK

OEMEHOEBMER ISR (CML) I 3 2 EfEH£RFZE TR (A2203

HER) [CHTLHRIERDIELER

HIFEOEMEH CML

A~ F =T TS Y F =Tk
XUFAMHE O CML

SR BIE 25 33 5
N . ZL—FK 34 it J1L—R 34 it 7 L—K 34 it
JL—F
n (%) n (%) n (%) n (%) n (%) n (%)
LB (%) 16 (64.0) 22 (88.0) 12 (36.4) 28 (84.8) 28 (48.3) 50 (86.2)
&S LY VN\REE 2 (8.0) 5 (20.0) 2 (6.1) 8 9.1) 4 (6.9) 8 (13.8)
A PR E 2 (8.0) 2 (8.0) 1 (3.0) 1 (3.0) 3 (5.2) 3 (5.2)
1L/ MR 1 (4.0 3 (12.0) 0 0 1 (1.7) 3 (5.2)
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SIHEEASR 0 1 (4.0) 0 0 0 1 1.7
FRARRE 9 (36.0) 15 (60.0) 7 (21.2) 18 (54.5) 16 (27.6) 33 (56.9)
e Y L e 0 7 (28.0) 2 (6.1) 1 (33.3) 2 (3.4) 18 (31.0)
TI=UT I hFURT =T =B 3 (12.0) 9 (36.0) 3 9.1) 8 (24.2) 6 (10.3) 17 (29.3)
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REBLVEERE 1 (4.0) B (20.0) 0 3 (9.1) 1 (1.7) 8 (13.8)
AR 0 1 (4.0) 0 3 (9.1) 0 4 (6.9)
&7 27— MiE 1 (4.0) 1 (4.0) 0 0 1 1.7 1 1.7
BT A 0 1 (4.0) 0 0 0 1 1.7
PRI LAE 0 1 (4.0) 0 0 0 1 (1.7
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HEERE L URESHRES 0 5 (20.0) 0 6 (18.2) 0 1 (19.0)
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A 0 2 (8.0) 0 1 (3.0) 0 3 (5.2)
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PR 0 0 0 1 (3.0) 0 1 1.7)
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EBrEs 0 0 0 2 (6.1) 0 2 (3.4)
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w1k 0 1 (4.0) 0 0 0 1 1.7
EALMEAAIE 0 0 0 1 (3.0) 0 1 (1.7)
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AL 0 1 (4.0) 0 0 0 1 1.7
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a@a QBN IFHTHOEMEEHMEAME (NE) 1T8T S EEARERAEICHITHEHERDTELE

RERR—E

R MERRAT R RIEBIE N=10
FL—Fk ZL—K3LE #t
n(%) n(%)

FKIRBIF (%) 0(0.00) 5(50.00)

I&EE &V 2/ REE 0(0.00) 1(10.00)
AR 0(0.00) 1(10.00)
FFREEREE 0(0.00) 2(20.00)
JHHERE SR 0(0.00) 1(10.00)
e UL E YV E 0(0.00) 1(10.00)
JiFhE 0(0.00) 1(10.00)
RIEH L UR THRBES 0(0.00) 1(10.00)
bineZ 0(0.00) 1(10.00)
BERRE L UREAHEEES 0(0.00) 1(10.00)
PSR 0(0.00) 1(10.00)
FRERIRE 0(0.00) 3(30.00)
TI=rT ) NTURT 2T —EH 0(0.00) 1(10.00)
M e Y e E 0(0.00) 2(20.00)
MFFEEAE Y e I 0(0.00) 1(10.00)
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