2025080 010100

oo0ooooooo
oooooso

gbooobooooobod

goboomgobooboooboooboobod 874291

oooooooooo

Jooon =AFZTH7EIL150mgBIA ]
ZOF =757t 200mg D4

NILOTINIB Capsules [SAWAI]

oMmo—-0000000000000000

1. 00

l.libodbooboobooooboobooboboobooaoon
gooooboooooboooooobooooboooboOoooboOoono
gobooboobooobobooooboooboooboooobobooono
goboooboboooboobobooboobooboooo
gogboooboobooooboooooobooooboboobOoOoboOoono
gobooboobooooood

l.2 000000QTLObOOUObObObOOUOODOOObODO
gooooboooooboooooobooooboooboOoooboOoono
oooo0oooobooobor.4.20 8.20 9.1.20 9.1.30 10.20
11.1.2000

2. 0Mgooooooboooooon
21 00000000000000000DOO0OO0
2.2 00000000000000000OD9.5000

3. 0000o
3.1 00
0oo 0000000 0Doi150mg 00000000 o200mg
goooo goooo
gooooooooooo

oooo gooooogogon

n10000og 170.55mg 227.40mg
[0 150mgQ] 0 200mgQ]

gooo|joooobooO0obOO0OoOO0OOoOoboOoOooOOoOMgohO

g 000 |[00000000Na

0 DEEDIZIIZIDDDDDDDDDDDDDDDDDDDDDNa

3.2 00000

Coo 0000O00000150mg | 00000000 0200mg
ooooo oooooQ

150mg 200mg

0 0O 0O O] 30700AMX00140000 | 30700AMX00141000

20250 120 20250 120

6. 000000
oboooboobooooooboooilo4oomgOOnO10000
obooobz22000001020012000000000000
gooooooooobooooOoooooOooboOooooooboonn
ooooosomgOOOCOOOO0O0OOOOOOOOOCOOO
od

7. 0000o0oo0ooooooo

7.1 0000000000 17.0000mO0o000O00obDOoon
gooobooobooooobooobooooboooboooDo

7.2 00000000000000O000O0O00O0DOOODOOOO
gooooboo

73 00000000000000000O0O00O0DOO0ODOOOO
gooobooooboobooboooooobolwmoooooo2
gobooboobobooobbobne.2.1000

7.4 00000000000000000DOO00O0DOO0ODOOO
gooobooobooobooooooobooobooooo

7.4.10000000000000000
gboooobooooboboboooooomoooo
gboomoooobooooboooboobobooobonbo
gooobit.r.iogo

goooooo goooo

10 0 0 01,500/mm’0 0 00
000 075,000/mm0 00O
0oo0o0ooo10.0g9/dit 0

3
300mgll20 |00 0001,000/mm 000000000000

oooooo oo
000000 |0000050,000/mm? ZEEDEIDSOEmDED ZDEIDIZIDEIDEIE g
oooooo oo g

oooo
000000000000
oo0ooooooooooo
400mgl0 10000000

OCcMLO |(00000008.0g/dL

GL> | gD

[
Cle)
o
S
134
10
oo oooooo

gooooooooo oooooooooo
000 ([Jooooooood oooooooooo
Jooo00000000o0o00 |[00000000000000

0 0 mmO 17.8 19.2

0 0 mgO 303 0397

4. 000000
gbooboooobobooboooo

5. 000ooooooboodgo

5.1 000000C000000O0O0C0C0000O0O0OOCO0OO
oooooooooboooo

52017, 000000000000 00oOb0O0Oooooonoo
oooooooooooooooboooOooooobo

5.3 0000000000000O0C0C0000O0O0O0OCOOO
oooooooocooOoooooocooOooooooboboOoOoo
ooooooooobooo

10 0 0 01,000/mm’0 0 0O
0 0 0 050,000/mm’0 0 O
poooooooooo

éOnggluﬂEIZE oooool000/mm* 220 0000000000
oooooo oo Oo400mgl020 00000
IjDDDCMLDIZIIZIDDSO,OOO/mm3 oooo
3kO0OOOOOOOCOOCOO
ooooooooooooo
400mgl0 10000000
10 0 0 01,000/mm’0 0 00O
0 0 0 020,000/mm’0 0 O
goooooooooo
éOnggéDDZE 0o0pooOos/mm® 20 0000000000
oooooo oo . Ood400mgl020 00000
DDDDCMLDDDDDlO'OOO/mm oooo

sOOOOOO0OOO0OOO
oo0ooooooooooo

400mgl0 10000000

7.4200000000000000O0DAO
ob00OO00mooOO0O0OOASTOALTIOOOODOMMO
ooomoboQruioobooboouooooooboobonono
gbobobocooboooooboooooooboooboooboo
01.20 8.20 8.50 11.1.20 11.1.100 11.1.110000




Jimgoboooboooooooboooo

ooooooog

ooooo

goooooooooo
oooo1s50000380

moooooooooooo
0o01.500000ASTOALT

g
ASTOOALTOOOO
gooooo2.5000

os0

go2s5000000000
ooooooooo
2B00mglOd20 0000000

oooooo oo

poooooo

moooooooooooo
O01.500000ASTOALT
Oooz2s5000000000
goooooooo

200mgl010 0000000
0ooo

ASTOALTO |[ODOOOOOO0OOO0OO
oooo3g
oo
ASTOOALTOOOO

oooooosd

1mmoooooooooooo
0150000000000
oooooooo
200mgl0 100000000
0ooo

oooooo
oooooo

oooooooooo
gooozo

1Mooooood

220 0 0 00 0O 450msec O O
goopoooooooogo
O20msec0 00000000
gOo30omgld20 00000
gooor
200000000 O 450msec
goooooooooooo
goooo

3MOodooooooooog
450msec0 0D OO ODOOO
goooooooooogo
oooo

QTOOoODO 480msecd 0 0 OO

000020000000000000000000000000010
goooooo0oboOoo0ooooboOoooOooOooboOobOOooOobOoonoo
300mgl0 20000000000
gooo0oso000oooo0o0o0oboo0o0oooobooo0ooon
000obooo0o0o0o0o0oooo0o0oooooooOoOoOoOooooobooo
400mgl010000000000000MMOOO000O0NCI-CTCOOO
0

gzoooooocoooooooooooooooooboboo

goooooo ooooo

1moooooooboooo
O01.500000ASTOALT
Oooz2s5000000000
goooooooo

200mgl010 0000000
ooo

oooooooooo
oooooso
oo
ASTOOALTOOOO
gooooosd

oooooo
poooooo
ASTOALTO

1mmoooooooooooo
0150000000000
gooooooo
200mgl0 100000000
oo

oooooo
oooooo

ooooooooono
gooozd

1mooooood

2200000 0O450msecd OO
ooooooOooooooboo
O20msecO 000 0OOOODO
O0400mgl020 00000
oooor
2000000000 450msec
O0480msecO 000000
400mgl010 0000000
ooo

3@oomglO0 100000000
000000 D0O0480msect
oooooooooooog
goooo0oo0oooooooo

QToOoOO 480msecd 0 0 OO

goooso0o0o0ooooOoo0oobooOoOooooobooooOoon
0000000000 000000000C0O000000O0C0OO000
400mgl010000000000000MOOO00O0NCI-CTCOOO
0m

8. oOoooooo

g.1 J0b0dbO0bOoOpoOooOoobDOobOOobDOobDOoDOoDODO
gbooooboboomooboobooooboomooo
oooooooooooooboobooOo2000D02000000

020

guooobooobooboboboobooboobobooooobo
gboobooooobooooboooobooboooboooog
gbooboooobooooboooooboobooobooooo
gbooboobniagoo

L2 QrTuibboubobobboooooboobboobboobo

ggbobooooboooooobooboooobooobooo
gooboooooni.2d 7.4.20 9.1.20 9.1.30 10.20 11.1.2
goo

LSuobooobooboooboooobooboooboooobobooo

gboooobooboobooooboooooQrTuuond
gbooboobooooboobbi.i.2d 11.1.3000

A 00000000b000b00o0b00oboboobooobobboOooD

gbooboobooboboboon..20oo

S obooobooboooboooobooboooboooobobogoo

gbooboooobooooboooooboobooobooooo
oboobooooboobor.4.20 9.1.40 9.30 11.1.100 11.1.11
goo

.6 Ber-AblDODOOCOOOOOOOOOOOOOBOOOOO

goobooobbooobobbooobbooboooboobooo
gboobooooboooboooooboobooobooooog
gbooboobos.1.ed 11.1.9000

o 0b00o0oboobooobooooboooboooboooobbogoon

gbooobooooobboobooooni.eonoo

LS booboobooooooboooooboooobobooo

gboobooooobbobm.i.ednn

Soboooboobooobooboboobooboooobobooo

gbooobooooobooooboooooboobooobooooo
gboobooooobooboooobobooboobo

A0 00ob0oboboobobobobooobooooboo

gbooboooobooooboooooboobooobooooog
gboofii.1.8000

A1 0oboobobooboooooooobooboooooo

gbooboooobooooboooooboobooobooooo
gbogbil.t.iedno

gbooobooooboobooboooo

.l ooooooobooobooo
Jdil0oo0o0ooobooboooao

goooobooocoooooooDii.a.sgnn

.2 Qrioooooooobcooooooobooo

QrTuuuoobobobbuouonooobni.2o s.20 11.1.2000

A3 000ooooboomooooooooooooboooon

goooo
gboobooooboobooobooooboobooobooooo
gooobooQrubouoboooobouoboobon.ao
8.20 11.1.20010O

d40000000000000O0

goooooooooooooobooos.sd 11.1.110040

A5 000000000b00004ad

ggoboooboboodoobobbooboooobooboooo
gboobooooobooobooooboobooobooooo
gboobooooboobooobooooboobooobooooo
gboooooogoo

e BOOOOOOOOOOOOOOOOOOOCOMOMHBSO

gboobdHBcOOOOHBsOOODOO
gogobooobooobbooooboooboboboooboobooo
gbooobooooobooboooooosboobooooooboooo
00000000000000000Ber-AblDO0O0O0000
gbooboobooboooBobOoboobooboooooobooonog
gooooooos.ed 11.1.9000

LB o0ooooooo

gboobooooboobooobooooboobooobooooo
gooooboooooboobooboboboobOoons.sh 16.6.10
g



9.4 00000000
gbooboobooooobooooobboobooboooo
gbooboobooooboboobope.sgnon

9.5 00
gboobooboooooboooooboboobooboooo
gboomooboooboomooooboboobooboooog
gooboomoooobooooooboboooooo
gboobmoooboobobooobooboz.20 9.4000

9.6 00O
gboooboobooooooooomooomoobooonoo
gbooobooooo

9.7 OO0
gboobooboooobobooboooooo

9.8 00O
gboobooboooooboooooboboobooboooo
oooobooobo

oooo goooooogo goooooo
ooooo QT IOOOOOOOO|boQToOoOoonOn
pooooo gooo0oo0oo0oo|Dooooooo

gooooo goboooooooo

gooooooo
gooo
gooooo

QT ooOOoOoOoonono

poooooooo
goooooooo
goooooo
goooooooo
goooo
goooo

01.20 8.20 11.1.20

oo

gooooo

o0O0OpHOOOOOO
oo
ooooooooo

gooooooooo
gooooo
goooooooooo

oooooo0oo0opHOO
goooooooooo

10. OOOO

goooooooocypsadoOcCcypcsooOononon
opPOO0@MpPogplOooboobOooooobooboOoboboOonOnd
CYP3AdUOPgpU O DOOOOOOOOOOOOODOOODODO

gooao

0.2 000moooooooooo

oooo

gooooogoo

ooooooo

CyYP3A40 0 OO OO

oo
goooooooo
gooooooooo
goooooooo
goooo
goooooooo
oooooooo
goooo

oooooooooo
oooooooooo
CYP3A40 OO DODOO
oooooooooo
oooooooooo
oooooooooo
oooooQrooonO
ooooooooo
oooooooooo
oooomoooo
ooobooooooo
oooooooooao
000 0 0OCmaxd O
AuUCO O OO 0O1.80
oosxpooooooo
oooooo

oooooooao
CYP3AA0 OO OOO
gooooooooo
ooooooboooo
oooooooooo
gooo

oo goboooooooo
O Cmaxd O AUCO O
0 0 027%0 O 34%0
goooooooooo
oooooooooo
goooooooooo
gooooooooo
000000 0Cmax
OO0OAuCO OO OO
gooooooooo
pooooobooooo
glooooob2000
gooooooooo
oobz2o0000200

gooom

CYP3AAD D OO OO
oo

gooooo
ooooooo
ogoooooo
goooooooo
ooooooo
ogoooooooad
[ St.John’s Wort,
Ooo0Doo0oooa
goooomoog
[u]

oooooooooo
oooooooooo
CYP3A4D OO DOOO
oooooooooo
ooooo

oooooboooooo
oooooooooo
Cmaxd O AUCO O O
003005000
ooooooooog

goooooooao
CyP3A40 00O O OO
gooooooooo
goooooboooo
gooooooooo
oo

CYyP3AA0 O OO OO
oooo
gooooo

ooooboooooo
ooooboooooo
ocooooooooo
oooooooooo
0O 0O OCmaxO OAUC
oooooz0000
26000000000
ooooo

oooooooooo
oooooooooo
oooooooooo
oooo

CYP3A4DPOOOOO
poooooooo
gooooo

oooooooooo
oooooboooooo
ooboooo

oooooooooo
oooooooooo
0 AUCO 180 39%0 O
O 0O AUCD 180 40%0
oobooooooooo

ooo0oo0ooaoao
CYP3A40 OPOOOO
goooooooooo
oooooooooo
oo0o0ooooooao
CYP3AA0 OPOOOO
oooooooooo
oooooooooo
goooooooooao

030

11. 000
gooobooboooobooooboobooobooboooo
gooobooboooobooobobooobobooboooDo
good

111000000

11.1.1 0000
O000MI0.3%M0 0000 MM14.5% 0 00000
08.6%10000MI20.4%100MM11.1%M 0000000
goooboobooooobooobobooobooboooo
googoooobboobobooopooe-csFOO0ooogoo
gooobooboor.4.10 8.1000

11.1.2 QTU O U 11 3.1%0
01.20 7.4.20 8.20 8.30 9.1.20 9.1.30 10.20010

11.1.3 00000 1.1%0 00 1 1.4%0 0 0 17 0.3%0
gobooooooooooooobooooboooboo
08.30 9.1.1000O

11.1.4 00000000M070.9%0
goobobooboooooooobobooobooboooDoo
gooobooboooobooobobooobobooboooDo
gooobooboooooobooooobboobooboooog
gooobooboooobooobobooobooboooDo
goooo

111500000000 0000000070.3%0

11.1.6 0O 0O [1J6.8%0
8.8 m

11.1.7 OO [J0.2%0

1118 JMIO0DO0O0MmMmOoOooO0omooo0mmo.2%m oo
oomoooo
goooboooboooooooobos.loogn

11.1.9 000
gmo.s»Mobmo2»nooooobooboooooo
goooosOoO0OO0OO0OO0OOO0OO0OODOOOOOOODOODODOO
goos.ed 8.70 9.1.60010

11.1.10 011 0.2%0 0 0 0O 0O 1 4.8%[10 U (11 0.6%0
07.4.20 8.50 00




11.1.11 O [ 2.0%0 1%0 0 0.5%0 1%0 0O 0.5%0 0O oooo
07.4.20 8.50 9.1.4000 oooo oo ooooooodoooooo|ooo
11.1.12 000 M O000.5% 1000 M 0000000000 oooboomonoooo
003% M O000000MO000mMO0N000naon e e
oooooo
00.2%C0 00
0000000000000000000000000000 00 |ooooOooo |[ooooooo|loooooo
0000000000000000008.4000 0000000000000 0
11.1.13 00000 [0 0.2%0 g
M.1.14 00000000 O0o00 |(D000ooo Oooo DDDDDDSDDDDD
11.1.50000mooodg oo 0000000 |BUNDODO oooooOo|jpooon
11.1.16 OOO0O0O0OO0OMmMODOO0OOd ooo ooooooloooon
0000000000000 0000000000MMO00 oo oo
0000000000000000000@MO000000 ooo 0000000000000
000000000000000000000000008.11 0 ooo oooooo -
oooooo
oo ooo OoooooOo|ooooooo|mooooo|oooon
11.2 0000000 0000000|0000000|000000
1%0 0O 0.5%0 1%0 0O 0.5%0 0 oooo opooo O oooooo
0o 0 M41.4%0O |0 000000000000 |1000000 0
0O 0O 0O 0O|j0oDoboooo|pbooooaooobonb ooooo goooooOo|ioooo
D115.6%[10 O O00000ODO Oooooo|ioooo oooooo
[1111.4%1 O oooooo 0 ] oooooo
00 9.7%[1 oooooao ooooog
Oooooooa opooooao oooooo
ooooooao gooooo Opoo0o |[ooobooobo Oooooo|oooono
ooooooao o0 ooao 00 0J5.4%] oo
O000a0oa oooooao Oooooooo
ooooo oooooo oo oooad [}
Ooo0O (000 oooooo oooooo OO0 0000
oooooao 0 Oooooooo
oo ooooo
00000 |10 M2.8%MO |0 000000000000 |0b0O00OOonO 0000 (0 [10.8%] goooooOooooono
oOoO0o0oO0O0|ooooooOomo ooo|ooobob 00 J6.6%1] oooOooOoimoooo
DoOo00000|0000000o |1 bobooo|oboooo Ooo00o0oa0ga oooooo
Ooooooad ooooao 0 15.6%0 000 O oooooo
ooooooo gooooooa 0o
O O0O000O0|0oDo0oooo|i0booooo|oooon ooooooo
OoOo0O0o0o0O0|o0booooimoboooo|oooon O000O0a0o
OoDo000O0|ooDooooo||mbooooooooooog oooo
oo 0o gooooo|joo 0000 (D000 00|0oooboo0o0o|bo0oooiboooa
oooooo D114.8%00 0O|0000000O|0000O0OIO
oooooao 0O 00 0 0|joobooooo|mooooao
oooooo N110.5%[0 OO0 00O0O0o0OiEo 0o oo
ooooo OoOoo00oooO0|0o0o0oooo|LbHOoO
OooDOooO0o|oooooo 0 oooooo|oo 16.2%1 000000000
O 0 DooO00oO0O0O|0oockKO 00
ooooo|im 0O 0O DOjooooboboOo|poobooo|joooon OooOoOoOoOo|jooooooao
N117.1%[10 O O (00O oo oooono OoOo00o0oOo|ovebLo o
[118.6%[1 OO oooono 0o oooboooao
[8.3%[M1 00 ooo ooooooa
O oooo
ooo O [MD18. 1% |0 000000000000 |oooon
0 0 0O O0O|0ooooooo|oooooo|ooon 13. 0000
018.8%[11 O O|00O0O 0Oo00oao 13.1 OO
19.0%0 O O oooooo 0000000000000
D7.9%0 O O Oo0o0oao
N7.6%1 O O oooooa 14. O0O0O0O0O0O
15.6%0 000 oooooo 14.1 00000000
nooooo noon PTPOODOOODPTPOOOOOODODNODNODOOOO
Cooogth 00O0O000PTPOOOOOCOOOOOOODOOOOOOD
S0 looooooo Sl S0000 0000000000000000000000000000
129.9%0 ALT 00000000000
0 [1126.4%[1]
ASTOD O . 15. 000000
1 14.5%T] ALP 15.2 00000000000
00Oy OGTP RasH20 000 000000000000 200000000
— EEDDDDD — — O00O00AUCOOOOOODOO0OS0000000300mg/
Coooooloooog kg/00000000000000C0O000000O0OO000
Soooooloo 000000000000
oo

040



16. O0OOO

16.1 0000

16.1.1 0O0OO

0imoooooooooooooo
00000o0ooooooooobOO0O0OO0OO0mseomOonnOOsoomg
Jl102mi0000oogdecomg 00000000000 OOMmMDO
0o0o0sd0D00mDOCmaxt OAUCe-20 00 0O 01,292ng/mLO O
11,032ng0 h/mLO OO OO

ooo0ooooOo0ooooOoOoO0oOoOo0O0booOoO0oO0O0boOO01m2000000
000000000000000000

100o N Tmax Cmax Cmin AUCo-12

0 mgOd 0 hO O ng/mL0O Ong/mLO | O ngOh/mLO
oo 600
00 | os300x 20 8 2.0 1,292+ 853 1,056+ 837 [11,032+ 7,173

TmaxO0O0O00OO0O000O0D0COOOO0+£000000D0O0

0200000000000000000000000000
000D0000000000000000000000000000
00000 0000000000000000000000000
0000000000000 MM420 0000 00200mgd101
0 227 400mg0 10 10 “2°0 0 400mgd 10 200 10 0 0 0 O 0 800mg]
000000D0000000060000000000000AUCHD
00D0D000002.1002.00002.600 00 0 0400mg0 10 10 O
0D0O0000Cmaxd0AUCOD200mg0 1010 0000000200
0000000400mg01020000000000000000100
00 0AUC AUG020 00 00 00400mgd 1010 000000
01.80000000100000000000020%

00000000000000000000000000000000000

00oO00o00000000000000000000000O00D0010100
0102000000000000000000000000

1nog N Tmax Cmax Cmin®” AUCo-24 AUCo-12

O mgld 0 hO O ng/mLO [0 ng/mLO[ ngOh/mL0 ngOh/mL]

u 202(?3 1 4 h 3.osﬁ]lzt.om 49LE 174 | 169+ 96.4 Gé?égg U
100 | 4(;‘(?3 a4h 1.9:7]-57.0EI 818+ 420 | 324+ 164 115',6:3%1 0

a0 20] 2.0 23.0] 27 8 | emgured | 0| 3700

| 202(?3 1 h 3.035.07.05 7170 |ae736) '7060(? . v
1500 | 46‘(?)? a4h 2_035'07_1D 1,600+ 512 | 575: 301 219"2;‘?01 o

o0 o8| O 12,320e 1,070(1,070¢ 588| O 13:88333

TmaxOOO0OMOO0O000000MO000000000+00000000

adl01000000002400000001020000000012000000000

b[IN=26

16.1.2 000000000

ooooo0oooobo2omg 000
goboooooOoOoz2omgOOoO0OmMOoOoOoooooo2omgddnn
Obo0o0oooooimoomooooobobobz2omgoooooo
0JMoooo00ooomooooooooooobooooooon
goboooooooo0dAUCOCmaxDOOoOoooooooooo
00000000000090%00000Ilog 0.80C11 logl 1.25011 O O
000o00ooooooocoooooolgl.n1oooooooooo
00000000000 0D0000000O0O0*g

000100000000000000000

Cmax Tmax T2 AUCo-72nr
0 ng/mLO O hrO O hrd 0 ngOhr/mL0O
goooooooo
200m@ 00 0 0 4742+ 142.5 3.8+ 1.2 12.3+ 8.5 8171+ 2738
poooooono 485.0+ 191.0 4.1+ 1.7 15.3+ 16.7 9438+ 3698
200mg
0 Mean+ S[D.Ch=760
600 - : —e— [O000oooooz2e0000000
] : --o--- JOO0O000002000
500
B | Mean: S.00 n=760]
O 400 -
O : -
0 300 ;
g : -
= e T
o 200f e
O
]ng/mLD100
| T T | 1 1
12345678910 12 24

ooooomhrO

goboooOO0oOoO0OO0AUCOCmaxOOOOOOOOOOOOOOOOO
goooooooooooooOooOoboooooOoooboooo

gs0

16.2 OO
gO0o0oO0oo0o00oooOoobOooooOoooobooooooooooo
Jo000000000%-00000000000000000000
0e8.5%0 0 0000000000000 DOO0ODODOO0OOOOODOO
gO00000o0oOoooO0oobO0ooo0oooOobooooooooooao
JO0O0O0OO0OO0OODODODO000O000ODDODDODODO0DO0OO0OO0O0O0OOOOQa
0000000003l oooooBooooooom

16.2.1 00ODOO0O
0000000000030 000d200000000000Cmaxd
O00D0O000o0ooooD1.550001.383000000AUCO1.3200
01.1900 0000000000000 0O3UOODOO0DODOO0OO
CmaxO JAUCOOODOOOOODOOOD2.120001.8200000
0¥00000000mo07.3000

16.3 OO
JO00D0000DbOOoOOoO0oOoOoooegoooooooooooao
O0in vitronlD OOOOODODOOODODOOOOa:-000000
0000000000 0e:-00000000000000MMin
vitrodDODOOOOODODOODODODUOOODO-0000000Oo0.68000
M in vitrod"®0

16.4 OO
000O00%-0000000400mg0 00 0000000000
Oo0oobOOoooboOooooogr.5%loooooooooooooo
gO0o0oO0oo0o00oooOoobOooooOoooobooooooooooo
goo00oO00o0oOooOooY¥ooooooom
In vitroO OO OOOODOODOOODODOOOOOOOCYP3A4OOODO
cypPc80 000D O0O00OODOOODOYD

16.5 OO
00000%-00000000000000000001680000
0000oooooew 0000000 ooooooooooooog
Jgo0OO0OO0oO0O0O0000d0dd0d0O0UOU0OoOO0oOoOoOoOoOoOoOooao
00000000 DODODO0O0O0000000OD0DOoDoDOoOo0ooooooa
00000000000 mMO000e8.5%00 0000000

16.6 DO00O0OOOO0ODOOD

16.6.1 000OO0DODODODOODOOOODOO
Jo0o00d00bOO0o0oo0boOo0o0obOooooooobobooooooo
O Child-Pughd O AT O O O Child-PughO 0O B O O [1J Child-Pugh
O0COi0dddd0OOoOoOoooooooooooOOoOOOOOooOoOog
OO00DAUCOOO0OO0ODDDODO0OO0OO0O0O1.3001.35001.1900 00
JoddddddooooooobbooooOoOoDOo00d0OoOooao
O000oD0OO0O0DoOO0obOO0oOoDoDOooOOooOOoDOoooboOoooOooboo
JO0O00000bO0oo0obo0Ooooobooobooooooooooooao
JOodd0ooDO0O0O0OCmaxDOOOODO0OO0ODODOOOODODOO1.2900
1.18001.220 000 0000000000OODODOOOOOOODOO
O00000o00ooooo0oobo00oooobooooooooooa
0000000000000 0000YMO000000Mm09.3000

16.8 00O 0O

gooooooogooisom@gooom
goooooooowmomg 000 oboooooooooooog
0O00D20mg000@000000000000O00%0

0imoo0o0o000000000000D000000DOO0000O0O0O00000O0
oo

020000000000000000D000000D0O0000O0O00O000O0OO0
Dooo0b0o000010400mgO10200000

O3MOo000o0o0o0oo0o0o0oooOil04omgdl02000000000000
0o00o000000000100000300mgd 000

17. 00OOO

7.1 00000000000000

17.1.1 00000000000000DOOO0O0O000G0OOO
00000000000000000s846 00070000000
goo00oo0oooo0oOooooooO0oooooooooOoOoooooon
0000Mm300mgl0d20 0 0400mgl020° 000000000
gooobooooo4oomgl0l000OOOCOOOOOOOOODOO

O01mooooooo
go0d01r0o0o0o000000000OMMMRIDODOODOODODODO
Jo00OO0OO0O00s300mglO20 0000 044.3% 2820 01250 (0 OO0
00400mglO100000022.3% 2830 0630 (I OO0OOOO0O0O
0012000000MMROOOOOODO300mglO200000000
000 p0o0.000100



00000000000000000000000000000

ooooao ooooao
300mg10 20 400mg10 10
N=282 N=283
12000000MMROOD0 44.3%] 125/2820 22.3%] 63/2830
95%0 000 38.4050.3 17.60 27.6

O00Mmoo0oo0o00mOooo0oo0oo0omooooOsomglo2000
[J18.6000 [1J0.1027.90 0 [0 O 0O 0O O 0400mgll10 O O 018.090 [1J0.030

27.8000
MMROOOOOOBCR-ABLOOOOODOOOOOO0OO0OOOOOO0O0O0.1%000

oo
0200000000
00001200 00000000000000M0 Complete CyRII O
gooooO0o0OO0oO0O000000300mglo200000080.1% 2820
02260 M 0000O0400mgl010 000 0O 0O 65.0% 2830 [ 1840 [T
ooo*|
0000000000000000000D0000000000

ooooo ooooo
300mg10 200 400mg10 10
N=282 N=283
1525 E 00000 Complete CYR| g4 1051 296728001 65.09%) 184728300
95%01 01 01 01 75.00184.6 59.20170.6

000Mmoo0o000mOOdo0ooooo0omooOooOscomglo2000
[018.600 MJ0.1027.90 0 1 O 0O 0O 0O 0400mglO10 O O 018.090 [110.030
27.8000

Complete CyROOODOOPhODODOOODOOO0%

000000000000 00300mgl020 000 092.1%] 257/279
0ooo0oo0o0ooo0oooooOsomgli20 00000 0 033.3% 93
Omoooooooooooo1r.e4o0 MOO0O0O0O000D0OO
0016.5% 460 (0 00000 D15.1% 420 (0 0 O 14.0% 390 (11 O
0000012.5% 35000 0012.2%340 D 0000000010.4%
0200 000010.00280 M O0000000000O0000O00O0O
OOALTO 024.0% 670 (O ASTO 012.2%340 (D O OO O0OD0O
10.8%3o0MO0000000010.4200 0000060000
2013090 M 000

17.1.2 DOo0O0O0O0OO0O0O0000O0O0O0O000000O0O00000O0OO
ooooooooo
oo0o0oo0oooo0ooooobooooooboOoOoooooooooo
Do0o0o0o00oboooOoOoo4omgbi10200000000

01imooooooo
oooo0oooo0o0oooOoOoboO0oOoOoOOObOO0O0OooOoboOoOoooon

0001600151093.8%M 0000000 Major CyRLD OO OO

001100000 Complete CyRID OO OO0
oooo0oooo0o0oooOoOoboO0oOoOoOOObOO0O0OooOoboOoOoooon
0003210 016501051.4%10 00 00 000 M Major CyRD O O

oooooooooboOoOo3a1t.wmsOomooooooononoooon
0QTLOODNOIOIDOOO0O0OO25.0%40M 00000
0 poooooooobooooooooboooo
oooooomooOooooooOooooooOoOoooooomao
D0000D009%.7%304/3210 00 0000000000000
30.8% 990 (D OO DO DO26.2% 840 (I 00 00O 0O 28.0% 900 I O
024.6% 790 (I 0 020.2% 650 (D OO OO0
0 poooo0ooooooo0oOoooooo
17.1.3 00000000OO0OOOOOOOOO0OOOOOOOOO0O0O00O0
ooooooooo
0o0o00ooooo0oooooo0oooooooooooooooo
oobooooooboooOoOoO0oO0oOo4omgbi10200000000

0i1imooooooo

oo0ooooo0oOoooOooboOoOoooooOoOo0o0ooooooooon
00070010014.3% M 00000000 Major CyREOOOOODO
001000000 Complete CyRDI O 0030
oo0ooooo0oOoooOooboO0oOoooooOoOo0o0ooooooooon
0001370 04100029.9%1J 0000000 MM Major CyRLI O OO
00000270019.7%0 000 0 Complete CyREO O OOO0O

00000000000000000000000000000000000

ooooooo ooooooo
N=7 N=137
Major CyR
] Cémple¥e CyR+Partial CyRO 14.3%1 1/70 29.9%1 41/1371)
95%0 0 00 O 22.4038.3
Complete CyR 14.3%1 1/700 19.7%] 27/13700
Partial CyR 0%! 0/701 10.2%] 14/1370

Oo400mglo200000
000M0O000000MMbO0MOb0000DDmODe4.0005603380 (0 O
0264.000 20 1,1600 O

Major CyRO Complete CyRO Partial CyRO O 0000

Complete CyRl Ph+0 0 O 0O 0O 0 0% Partial CyRl Ph+0 0 0 O 0 O 1%0 35%0

02000000
ooooooooOoooboOoobOoOoOooOoOoOOoOOoOooOoOoboOoooon
ooor7oosM@71.4»mOo000O0oooooooooooooon
0000 IOCHROO 10 O Marrow response 0 O O 0O 0 0O 00O
O Marrow response/NELO30 0000000 MMRTCOOIODO OO
0o
0o0ooooo0oOooooooOo0oooooOoo0ooooobooooon
0001370069M50.4%10O 000000000000 00000OO
000000 CHROD 4111 29.9%[11 Marrow response 0 0 O OO
0 0 O O Marrow response/NELOD 130009.5%0 O 0 0O 0O OO
ORTCII15010.9%M0 0000

000oo0o0o0ooooooooooooooooooooooooooo

0000 11800 36.8%(0 0 0 0 (1] Complete CyR(T 00 0 0 0 R RSP

000D00000000000000000000000000000000 0ooooo 71.4%) 5/70 50.49%) 69/13701
SEEGEEEE 0000000 95%0 00 0 0 41.7059.0
N=16 N=321 0000000 CHRD 14.3% 1/70 29.9%) 41/1370

Major CyR o 9 Marrow response 0 0 0 O O
 Complete CyR+Partial CyRD 93.8% 15/160 51.4%] 165/3210 50000 NELD 42.99%) 3/70) 9.59%] 13/1370
95%0000 69.80199.8 45.80157.0 0000000RTCO 14.3%) 1/70 10.9% 15/1370

Complete CyR 68.8%) 11/160 36.8%) 118/3210) 00 400mgl0 20 00 0 0

Partial CyR 25.0% 4/160 14.6%) 47/3210 000MO000000MO0MO000000M00084.000 5603380 [T O

O0400mglOd200000
J00Mo0o0oo00oo0@o0mo0oo0o00OdOoo4l0.00d 1760 6150 [T
0 0561.0000 10 1,0960 O

Major CyR[ Complete CyR[ Partial CyRO 0 0 O 00O

Complete CyRl Ph+0 0 00 O 0 0% Partial CyRl Ph+0 0 0 0 O O 1%[0 35%0

0200000
0o00o0oooo0oooooboO00oooOoOooOoO0p0ooobOoooon
0001000000000 00000O00O0O0O0MCHROODODO
0*o
0o00o0oooo0oooooboO00oooOoOooOoO0p0ooobOoooon
0003210000000 020700 00002070 0 145011 70.0%0 O
oooo0o0omcHRmMOOOOO

000000000000000000000000000000000

O00000MN=160|00000 00 N=3210
0000 N=60 00 000 N=2070
000000000 CHRO 100.0%] 6/60 70.0%] 145/20700
95%0 000 54.10100.0 63.3076.2

Oo0400mglo200000
Do0Mmoo0oo0DmOo0mOo0o000O0ndoo410.000 1760 6150 [1J

0 0561.0010 10 1,09600 O

CHRI Complete hematologic responselL]

000010 10/L0 0000450 10/L00000000000005% 00000

gooOoOoOooOoodO0DnboOOs%OIO00ooon
gobooobomoooboooboooboooboobooom™o
00000000100.0% 16/160 (000000000 O0OOOOOO0O
00043.8% 70 0000000000000 bOOO0bDOoO0DOO
go3rs% el OO0 0O0ODO0ODODOOOODDbOODOoObDOD

0 264.0000 20 1,1600 O

CHRI Complete hematologic responselT]

00001.5x 10/L00000100x 10/L000000000000000O5%000
0o00s5%0000000

Marrow response/NEL] No evidence of leukemialll
CHROOOOOODODDOOOODODOO0ODDODO1x 10/L0000020x 10/0 0
00000000000000

RTCI Return to chronic phasell]
000000000000015%000000000000000000030%00
0oo0o0000002»w0000000000000000

oooooomoooooooo0oOoooooOoOooooooOmao
ooooooooi1e0.00w7/70 D 00O0O0OO0OOOOOOOOOO
ooooooooooobooobOobbDObo49%30 M O00oon
oooO0o0o0ooobooze.e20@Oo0OO00

0 gooooooooboooOoOooooboooo
ooboooomooooooboooooooboooboooooOo
00000000oer.e% 120/1370 (D 00000000 OOOOODO
00038.0% 520 (0 00000 O22.6% 310 [ O O 21.2%! 290 [T
ooooon goooooooooooooooooo

0imoo0oo0o00oo0o00o00o0ooo0o0oo0o0ooo0ooooooooool
030omgh 10200000

18. 0DOOO
18.1 0000
0000000000000 00mMATPOOODOOOOOOOBer-
AblD 0000000000000 O0O0O00O0OBer-AbIDOODOODO
00000oo®®goo00000Ber-AbID0DOOOO0DODOO

oe60




[MSCFMOO00c-kitDUOODOOOO00O0MMPDGFMOOOOODO
000000000000 00000b0O0OBer-ADIDOOOOOOOO
opoerubsOoo0000000000000000D00000
O00OBer-ADIODOOOOOOOOOOOOOOOOOOOOOOO
O0000Ber-AblD 0000000 BEE

18.2 00000

18.2.1 Ber-AblO O O00O00O0O0O0O000OODOOOOODOOO
InvitroOOOOOOOOOODOOOODOOOOODOOOODOO
BCR-ABLOOOOOOOOOOOOOOOOOOOOOOOOOOO
00000®000o000000000Ber-ADIDOOODOOOOOO
00Ba/F300033000003200000000000%0

18.2.2 Ber-AblO0 OO O0O0O0O0OOO0OOODOOOOO
OO0000O0O0OBCR-ABLOOOODOOOOOOOOOOOOOOOO
000000000 oooooooYg

19. 00O0oOoOooooooooo

J000D000000000OOOI Nilotinib Hydrochloride Dihydrated

0 0 O O 8-Methyl-N-[3-(4-methyl-1H-imidazol-1-yl)-5-(trifluoromethyl)
phenyl]-3-{[4-(pyridin-3-yl)pyrimidin-2-ylJamino}benzamide
monohydrochloride dihydrate

0 0 0 O CasH22FsN-00 HCIO 2H20

0o00ose02.01

oogo

F F E
0 Yy OHCIO2H.0
.
HsC \(:N H \"/ AN N
= N
N CH: N7

gooopDoOooOoO0OoOoboOoO0OOOO00O0OO0O00O00O0OO0O0O00O0
gooobomoes.soooooooooooooobooon

22. 00O

ooooo0ooooboi1somg 000
PTRIOOODOOMOI200 0 0O O 10Capx 2011 1200 O O [ 10Capx 120

oooooooobozomg 000
PTREOOODOOMOI200 0 0O 0 10Capx 2[1] 1200 O O [ 10Capx 120

23. 0000
wooooooCcMLO 0000000000000 mMmooooog
gogz0100120210 000000000
2000 0000000000000 M0O0000000O2009010
2100 000000002.7.2-3.1.6, 2.7.6-4.1.20
30 Tojo[Aletlal.0 Int[J.JHematol. 1200901 89 5[] 679-688
ADDOD0D0000000000MmO00O0200mgdd
50 00 000000000000000000000000200901
02100000000002.7.6-2.1.10
60 Tanaka, C.letlal.00 Clin..Pharmacol.[Ther.120100 871 211 197-203
M 00000000000000020000102000000000
02.7.2-3.1.20
sl I000MOuooooo0O000Oz000010210000000000
2.6.4-4.1.10
D000 obOOoOoOoogDoz0000102200000000
002.7.2-3.1.30
100 Yin,JO.IQ.IP.Jetlal.00 Clin.0Ther.1200901 30 Pt2[T] 2459-2469
110 0000000000000 monDgOlsomgd
12200000 000000000200010210000000000
2.6.2-10
130 Fiskus,]W [etlal.0 Blood,[20060 1081 2[1] 645-652
U oDooO0Moooooooooz009010210000000000
2.6.2-20
150 Manley,]P.0W Jetlal.0 Biochim.IBiophys.l Acta,020050 1754 1-2[T]
3-13
160 Ber-AblO OO 0O0O0O00D00000OD0O0O0O0mMOOO0Oooog
o000 10210 0000000002.6.2-2.20
170 BCR-ABLO O O OOODOO0Ooo0O00oO0oooooooooooo
JMo000ooo0oooo2000010200000000002.6.2-
2.30

-

-

2. J000000OODOOO
goooooooooooooooono
0532-00030 0 00O 0O0O0OO5002-30
TELDO 0120-381-9990 FAX[ 06-7708-8966

gr7o

26. 0000000
26100000
IRARFERASH

KRR/ IXER5TH2-30

KA1 B250802



