
6.1 �� !"!

�� !"#$%&'()*+,-./0123456() !"#789*():;*(<=>

�� !"#$%&'()*+,-.�/

�� !"#$%&'()*#+"#,-#./0

�� !"#$%&'()*+,-./012345.6-.78.9:;<=>?@ABCD300
�� !"#$%&'()*+,-(n=279)� Tasigna�� !"#$%&' nilotinib 300 �� !
�� �!"#$%& 18.6�� !"#$ nilotinib 300�� !"#$#%&'()*+, 593 �

� / ��

�� !"(>10%)�� !"#$%&'()*+,-.,/0,12,34560789:;<=
�� !"#$"%&" '"()*+",-./"01!"23456789:;<=>?@A

��(� 10% �>5%)�� !"#$%&'()!"*+,-.*/012345678 1%�� 
�� !"#$!%&'( 0.4% �� !"#$%&'(
�� !" nilotinib 300 �� !"#$% 1 �� (0.4%)�� QTcF �� !">60 �� !"#
�� !"#$%&' QTcF >500 �� !"#
�� !"#$%&'()*+(�� !)�� !"#$%&'()*+,-./(17%)�� !"
�� !"(15%)�� (7%)�� 3/4 �� !"#$%&'()* 7 �

� 7% �� !"#$%&'(�� !"#$)�� !"#
�� !"#$!%&'(!)"*+),-./01!2(!3456789

�� !"#$%&'()*+,'-./438�� !"#$!%&'()* +� ,-./0
�� !"#$%&'()*+,(��imatinib)�� !"#$!%&'()*$+,-.400��

�� (CML-CP=318 � CML-AP=120)�
�� !"#$%&'$("#)*#+,-../01234(564789245�(��1-502)�
138 �(�� 2-503)�� !"#$!%&'()*+,-./0 797 mg/day (�� 145 - 1149)�� 
�� !"#$%& 400 �� 
CML-CP�� !"#$%&'(#)(* 18 �(�� 1-185)�� CML-AP�� !"#$%&!'
�� 22 �(�� 1-163)�
�CML-CP�� !"#$%&'()*+,(>10%)�� !"#!$%!&'!()!*+!,-
�� !"#$%&'()*+,-./012345�67890:345!

�CML-AP�� !"#$%&'()*+,-.(>10%)�� !"#$%&'()*+,-./0
�� !"#$%&'()*+!,$%&'-.'()*+!,$%&/012'+!,$%&'

�� !"#$���� !"#$%

�� !" QT�� !"#$%&'()*+ QTcF�� !"#$%&'()*+ 10�� �

2.1%�� !" QTcF�� !">60�� !"#$% 3�� (<1%)�� QTcF >500�� !"
[�� !"#$%#$&'()*(5.2 � 5.3)�� !"#(12.4)]�
� 11% CML-CP � 8% CML-AP �� !"#$%&'()*+,-./012(3456
�� !"#$%&

� 5 � 6�� !"#$%&'()*+, !)-./0123456(�� !"#$%&)��

� 10% �� !"# Tasigna �� !"#$%&'()*+,

� 5��� !"#$%&'()*+$,#$-.$/012345678,90:;<=

��(�� !"#$%&'()) (� Tasigna 300�� !"#$%&'GLIVEC 400

�� !"#$%&'()*+, 10%)a

�� !"#$%&'()*#"#+,#

�� !"

TASIGNA GLIVEC TASIGNA GLIVEC

300 �� 400 �� 300 �� 400 ��

�� ! �� ! �� ! �� !

N=279 N=280 N=279 N=280

�� !"#$%& �� ! CTC � 3/4 � b (%)

�� 36 16 <1 1

�� �!"#$% �� 19 7 <1 0

�� 10 5 0 0

�� 19 38 1 1

�� 15 4 0 0

�� !"
�� 14 37 <1 2

�� 9 22 0 <1

�� 15 10 <1 <1

�� 12 9 1 <1

�� !"# �� 28 16 3 <1

�� 19 14 <1 1

�� !"#$%&'()
�� 10 12 0 0

�� 11 9 <1 0

�� ! 8 17 0 0

�� 14 16 <1 0

�� 15 13 <1 0

�� !"#$%&'( �� ! 10 29 0 <1

�� ! 9 13 0 <1

�� 12 10 <1 1

�� !"#$%&'( �� 12 9 0 0

�� !"#��
�� 19 15 0 0

�� !"# 13 9 0 0

�� ! �� ! 1 14 0 <1

a �� !"#$%&'(
b NCI �� !"#$%&'( 3.0 �

� 6��� !"#$%"&'()*+,-."/0"12"34567%89:;Tasigna

400�� !"#$%&'()"*+,-./01(�� !"#$%&'()) (��

�� !"#$%&' 10%)a

�� !"#$%&� �� !"#$%&'

�� !�"#$ �� !�"#$

�� !"#$%&
N=318 N=318 N=120 N=120

�� ! CTC �� ! CTC

(%) � 3/4 � b  (%) � 3/4 � b

(%) (%)

�� �!"#$%
�� 33 2 28 0

�� 29 <1 20 0

�� 31 1 18 <1

�� !" �� 21 <1 18 0

�� 22 3 19 2

�� �� 150 ��

�� 200 ��

Tasigna®
Capsules 150 mg

200 mg

�� !"# 025317 �

�� !"#$%&'

�� !"QT�� !"#$

Tasigna�� QT��(5.2)�� nilotinib�� !"#$�%&(5.3)�Tasigna�� !"

�� !"��#!$QT�� !"#$%(4)�� !Tasigna�� !"#$%&'($

�� !"#$%&'(5.2)�� !"#$%&'(QT�� !"#$%&CYP3A4�� 

(5.7)�� !"#$%&'()1�� !"#$%&2�� !"#$(5.8)�� !"#$

�� !"#$%&'((5.9)�� !"#$%7�� �!"#$%&'()*+�,-.

�� !"#QTc�(5.2, 5.3, 5.6, 5.12)�

1 �� 
�� !"#$%&'()*#+"#,-#./0

Tasigna (nilotinib)�� !"#$%&'()*+,-./(0'(12(345(Ph+ CML)�� !"
Tasigna�� !"#$%&'()*+,-./01234,-./[�� !"#$(14.1)]�� !"#
�� !"#$%&'( )*+,-./012345+678

�� !"#$!%&'(!)"*+),-./01!2(!3456789

�� !"#$%"&'()*(Philadelphia chromosome)�� !�"#�$%&(Ph+ CML)�� !"#
�� !"#$%&'()*+,(�� imatinib)�� !"#$!%&'()[�� !"#$(14.2)]�
Tasigna�� !"#$%&'()*+,-./()*0[�� !"#$(14)]�� !"#$%&'(!
�� !"#$%&'()*+,-./0

2 �� !"#�$%

2.1 �� !

�� !"#$%&'()*#+"#,-#./0

Tasigna �� !"#$%&'() 300 ��[�� !"#$(12.3)]�
�� !"#$!%&'(!)"*+),-./01!2(!3456789

Tasigna (nilotinib)�� !"#$%400�� !2�[�� !"#$%(12.3)]�� !"#$%&'( 
�� !"�#$ !%&��'()*#+,-./)0

Tasigna�� !" 2 �� 2�� !"#$ 12�� !"#$%&'()*+,-./01234*,
�� !"#$%&��'!"($%)*+,-.[�� !"#$%#$&'()*(5.8)�� !"#
(12.3)�� !"(14)]�
�� !"#$%&'()*+#$%,-./+012"345#$6

�� !"#$%&Tasigna�� !"#$%&'()*+,!-."/012345!678$%9:
�� !"# Tasigna �� !"#(hydroxyurea)� anagrelide �� !"
2.2 �� !"#$

QT�� !�

� 1�QT �� !"#$%&

QTc �� ! 1. �� Tasigna �� !"#$%"#&'(�)*+,-./01�234567
> 480  msec �� �!"#$%&'()*+,-./0%

2. �QTcF�� <450 msec�� !"# 20 msec�� !2�� !"#$%&'(
3. � 2 �� QTcF �� 450 msec � 480 msec�� !"#$%&'()* 400�� 
4.�� !"#$%&' 400�� ! QTcF �� >480 msec�� !" Tasigna �

5.�� !"#$%&'� 7 �� !"#$%&'(

�� !�� !"#$%&'()*+,(-./0(�� !"#$%&'"()$%&)�� !"#
Tasigna � / �� !"#(� 2)�

� 2�� !"#$%&'(#)*%&'+,-./

�� !"#$%&'()*# ANC* < 1.0 x 109/L 1. �� Tasigna �� !"#$%&'
�� !" #$%&'()* � / �� !"# 2. � ANC>1.0 x 109/L�� !>50 x 109/L �

�� !" 300 �� < 50 x 109/L �� 2 �� !"#$%&'
3. �� !"#$%&> 2 �� !"#$%

�� !"#$!%&'(!) �� !"#$%&� 400 ��

�� !"#$%&'()*(

�� !"#$%&'()*+

�� 400 ��

*ANC = �� !"#$%&'

�� !���� ���� !"/�� !"���� !"#$%&'()*+,3 [�� !"#$(6.1)]�

� 3�� !"#$%&'()*+,-./01

�� !���� �� 1. �� Tasigna �� !"#$%���� ��

�� 3 � 2. �� !"���� ���� ! 1 �� !"#$%&' 400 �� !"

�� !"# 3 �
1. �� Tasigna �� !"#$
2. �� !"#$% 1 �� !"#$%& 400 �� !"

�� !���� 3 �
1. �� Tasigna �� !"#$%��

2. �� !"���� ! 1 �� !"#$%& 400 �� !"

�� !"#$%�� !"#$%&'()*(+,-./0123'4567829:;01<=>?

�� !"# 400�� !"#$%&'(&)*+,-./01234 2�� � 300 ��(�� !"
�� !"#$%�&'�()�*+,)�� 400��(�� !"#$!%&'(!)"*+),-.
�� !"#!$%&'()*)�� !" 3 �� 4�� ���� !"#$%&' ()*+,-&'

�� !" 400�� !"#$%&'()*+,-./01���� !"# 3 �� 4�� !"#$%
������ !"#$%&' ()*+,-&'./012400�� !"#$%&'()*+,-./
�� !"#$%&����[�� !"#$%&'(5.4, 5.5),�� !"#$%&(8.7)]�
�� !"�� !"#$%&'()*+,-!./01234%Tasigna�� !"#$%&'()*
��

� 4�� !"#(�� !"#$)�� !"#$

�� !"#$%&'()*# �� !�"#�* �� !"#$200�� !"#$%&'(
�� !" #$%&'()* �� !"#$%&'()*+,-./01

300 �� 300 ��

�� !"#$!%&'(!) �� !�* �� !"#$300�� !"#$%&'(
�� !"#$%&'()*( �� !"#$%&'()*+,-./01

�� !"#$%&'() 400 400 ��

�� ��* �� !"#$%&200�� !"#$%&
�� !"#$%&'()*+,-./0

300 �� !"#$%&'()* 400 ��

�� !"# 024834 �

* �� = �� !"#$(Child-Pugh Class A)�� = �� !"#$(Child-Pugh Class B)�� = ��

�� !"(Child-Pugh Class C) [�� !"#$%#$&'()*(5.9)�� !"#$%(8.7)]�

�� !"# CYP3A4�� �� !"#$%&' CYP3A4�� (�� ketoconazole � itraconazole �

clarithromycin � atazanavir � indinavir � nefazodone � nelfinavir � ritonavir � saquinavir � telithromycin �

voriconazole)�� !"#$%&'()nilotinib�� !"#$%&'()*+,-.()/01234#
�� !"Tasigna�� !"#$%&'()*+,CYP3A4�� !"#$%&'()*!+,-./
�� !"#$%&'()*!+,!-.!/01+23456789:;<=>?@300�� !"#
�� !"#$%&'(!) !*+!,-./0123456789:;<=200�� !"#$%&
�� !"#$CYP3A4�� !"#$% &'()*+,-./0123�� 456Tasigna�� 
�� !"#$%&'()*+,-./012345678CYP3A4�� !"#$%&'()*QT�
�� ![�� !"#$%#$&'()*(5.2 � 5.7)�� !"#(7.2)]�
�� !"# CYP3A4�� �� !"#$%&' CYP3A4�� (�� dexamethasone � phenytoin �

carbamazepine � rifampin � rifabutin � rifapentin � rifapentine � phenobarbital)�� !"#$%&'(
�� !"nilotinib�� !"#$%&'!()*+"#,-.(/0Tasigna�� !"#$%&'�
�� [�� !"#$%&(7.2)]�

3 �� �!
150 �� !"#$%&'()*+,-!.�NVR/BCR��� 
200 �� !"#$%&'()*+,-."/�NVR/TKI��� 

4 �� 
�� !"#$%&'()%&*(+ QT �� !"#$%[�� !"#$]�

5 �� !"#$
5.1 �� !

�� Tasigna (nilotinib)�� !"#$% / �� !"#$%&'()* +#$%,- ./01
�� !"#$%&'()*2�� !"#$%&'()*+,-.,/01*+!",2345
�� !"#$%&'()*+,-./*01 Tasigna �� !"#$% Tasigna �� !"#$
[�� !"#$%&!'((2.2)]�
5.2 QT��

�� !" Tasigna�� !"#$%&'()*+,-!./0123456QT�� !"[��

�� !"(6.1),�� !"(12.4)]� QT�� !"#$%&'()* Torsade de pointes�� !�
�� !"#$%&'()* /�� !"#$%&'( 7�� !"#$%&'()*+,-./
�� !"#$%&[�� !"#$%&'(5.12)]�
Tasigna�� !"#$%&'()%&*(+QT�� !"#$%&'()*+ Tasigna�� !
�� !"#$ !%#&'()*+,-.,/0123456

�� ! / �� CYP3A4 �� ! / �� !" QT �� !"#$%&'( Tasigna �� QT
�� !"#$%&'()*+,-./0123456789 CYP3A4�� ! / �� !" QT
�� !"#$%&[�� !"#$%&(5.7)�� !"#(5.8)]�� !"� #$%&'()*+
[�� !"#$%(5.6)�� !"# $(5.12)�� !"#$%&(5.8)]�
5.3 ��

�� !"#$%"&'()*+,-."/0"12"34567% nilotinib�� !"#$%&
�� !"#(n=867�0.6%)�� !"#$%&'(%)*+,-./01%23%45%6782
�� !"#$%&'()*+,-./0#123456789:12;<=>? nilotinib�� 
�� !"#$%&'()*+,-./01234

5.4 �� !����

�� Tasigna �� !"#$���� !"#$%&'()*+,-./012 3456���� 

�� !"#$%&'()*+,&-./0123456&789:;<4=>?@ABCD���

�� !"#$%&'()*+,

5.5 �� !

��Tasigna�� !"#$%&'()*+,*�� /�� !����� !"���� !"#$%&

�� !"#$%&'()*+[�� !"#$%&'(5.12)]�
5.6 �� !"

��Tasigna�� !"#$%!"&$%'"&$%!"($)!"*$+,-./0Tasigna��

�� !"#$%&'(�)*+,-.,/012"#$[�� !"#$%&'(5.12)]�
5.7 �� !"#

Tasigna�� !"#$CYP3A4�� !"#$%&'((�� !"#amiodarone�disopyramide�
procainamide � quinidine �� sotalol)�� !"#$% QT�� !"(�� !"# chloroquine �

clarithromycin � haloperidol � methadone � moxifloxacin �� pimozide)�� !"#$%&'()
�� !"#$Tasigna�� !"#$%& Tasigna�� !"#$%&'(QT�� !"#$%
CYP3A4�� !"#$%&'()*QT��[�� !"#$%&'()*+&,-(2)�� !"
��(7.2)]�
5.8 �� !

Nilotinib�� !"#$%&'()*+, Tasigna�� !"#$%&'()&*"+, 2�� 
�� 1�� !"#$%&'(#)*+,-&,./012CYP3A4�� !"#$%&"'[�
�� !"#$%&'()*(7.2)�� !"#(12.3)]�
5.9 �� !"

�� !"#$% nilotinib�� !"#$%&'(&)*+,-./0123456789 :;
�� !"#$%& QT ��[�� !"#$%&'()*+&,-(2)�� !"#$%&(8.7)]�
5.10 �� !

�� !"#$%&' nilotinib�� !"#$%&'()*+,-./01�23%&4567�
�� !"#$%&'(!)*+,-.[�� !"#$%(12.3)]�
5. 11��

�� !"#$%&'()*+,$-./01,234 Tasigna�� !"#$%&'()*$+
�� !"#$%&'"()*+,-./0()#$123456$ - �� !"#$%&
5.12 �� !"�#

�� !"#$%&'()*+,-2�� !"#$%&'()*+,-+./0)* !123
�� !"�#$%&'()*�+,-.�/017�� �!"#$%&'()*+,-./0
�� !"[�� !"#$%&'(5.2)]�� Tasigna�� !"#$%&'()*+,-!./0
�� !

5.13 ��

�� !"# D
Tasigna �� !"#$%&'()*+,-./
�� !"#$%&'Tasigna�� !"#$%&'()*+,-./01234Tasigna�� !
�� !"#$%&'()*+,-./ nilotinib�� !"#$%&'()*+,-./0123
�� !"#$%&'()*+�,$&'!"� (-./*+%&'01234�56789:

�� !"#$% Tasigna �� !"#$[�� !"#$%&'(8.1)]�

6 �� !
��Tasigna�� !"#$%&'()*+,-./01234+ 567809:[�� !"#
�� �!"#$%(5)]�
��� !"[�� !"#$%&'(5.1)]��QT �� ![�� !"#$%#$&'()*(5.2)]
��� [�� !"#$%#$&'()*(5.3)]
��� !"����[�� !"#$%&'(5.4)]
��� ![�� !"#$%&'(5.5)]
��� !"#[�� !"#$%#$&'()*(5.6)]

�� 21 <1 10 0

�� 11 1 13 3

�� !"# �� 31 3 21 2

�� 28 1 16 <1

�� !"#$%&'()
�� 14 1 24 2

�� 14 0 12 2

�� ! 11 0 11 0

�� 14 2 14 <1

�� 18 2 16 0

�� !"#$%&'(
�� ! 11 <1 14 0

�� ! 11 <1 13 <1

�� ! 13 1 16 2

�� 10 <1 12 <1

�� !"#$%&'(
�� 17 <1 13 0

�� ! 11 1 8 3

�� !"#�� �� 16 <1 11 0

a �� !"#$%&'(
b NCI �� !"#$%&'( 3.0 �

�� !"#$

� 7 �� !"#$%&' Tasigna�� !"#$% &'() 3/4�� !"#$%&'()*
�� !

� 7�� !"# 3/4*�� !"#$%&'()*+,

�� 

�� !"#$%&'()*#+ �� !"#$!%&'

�� !�"#$ �� !"#$

�� !� �� !�

�� - �� �� - �� 

TASIGNA 300 GLIVEC 400 TASIGNA 400 TASIGNA 400

�� !"# �� !"# �� !"# �� !"#

N=279 (%) N=280 (%) N=318 (%) N=120 (%)

�� !"

�� !"# 10 9 281 372

�� !"#$%& 12 20 28 373

�� 4 5 8 23

�� !

������ 7 3 15 17

�� ! 6 0 11 4

�� !"# 5 8 10 10

(�)�� !" 4 <1 9 10

�� !"#$%��

(�� !���)��
4 3 4 2

�� ! 2 1 4 3

�� ! <1 <1 3 3

�� ! <1 1 1 5

�� !"#$��(��

�� !���)��
1 1 1 1

��� ! 0 0 1 1

�� ! <1 0 1 4

�� !���� 0 <1 1 3

�� !" 0 <1 <1 0

*NCI �� !"#$%&' 3.0 �
1CML-CP:Thrombocytopenia (�� !"#)�11% �� 3 �� 17% �� 4 �
2CML-AP:Thrombocytopenia (�� !"#)�7% �� 3 �� 30% �� 4 �
3CML-AP:Neutropenia (�� !"#$%&)�12% �� 3 �� 25% �� 4 �

6.2 �� !"#$%&'(

�� !"#$%&'()*+ Tasigna�� !"#$%&'()*+,-./0123456.
�� !"#$(�� !"#$%&'()*+)�� !"(1% - 10%)�� !(0.1% - 1%)�� 
�� !"#$%&'()*+,-./0123456789:;<=5�6�� !"#(�10%)
�� !"#$%&'()*+,-./0123456789:;<(=>?@ABCDE"

�� !"#���

���� !�� !

��� !"�� !"#(�� !"# !"#!)�� �!"#$%�&' (���� !"#$�� !"#$%!� ��� !"#$%&'#()*+#,-*+#./#0
��

�� !�"#$%&'()�

���� !�� !"#$

��� !"#$%&'()*

�� !"#$%&�

���� !�� !" #$%&'()*$%&'()+,-.&'(/

��� !"#$%&'()*+,-&.)*+/

�� !"#�

��� !"#$%&'(

�� !"�

��� !"�� !"#$%

��� !"#$%&'()*+,-.�/0&'()*12-&'(34

�� !"#$�

���� !�� !"#(�� !"#$%!&#$ !&#$ !'#$ !(#$ !)#$
�� !"��#!)�� !�"#�$�"%&'#$�"#($)

��� !"�� !"#$ !"%&'

��� !"#$%&'()*+,-+.)/+)0123

�� !�

���� !�� !"#$

��� !"�� !

��� !"#$%&'()*+,-./+01234+56#78

�� !"#�



���� !�� !"#$ !"%&'

��� !"�� !"#$!%&'((�� !)�� �!"#$%�&'()*
��� !"#$%&'()*+,-)./+,01)23)45678

�� !�

���� !�� !"�#$%&'"��()"*+,"-�.

��� !"�� !"��#$"��%&"'()*"+,-./

��� !"#$%�� !"#$%&�%'(%)*$+%,-%)*./%012�324

�� !"#�$%& !'� !(#�)*(#�)*+,-.�/!(

��

�� �!"#$�

���� !�� 

��� !"#$%&'()*+,-.*+/0

�� !�

���� !�� !�"#$(�� !"#$%&'()*&+,-.&' /01*&'23
�)�� ��!"# QT �� 

��� !"#$%&'#()*+',-./01'23'#456

��� !"#$%&'()*&+,-./*&012*345"678

�� !�

���� !�� !"#$

��� !"�� !"#�$%

��� !"#$%&'()*+,'-+'./

�� !"#$%&'�

���� !�� !"#$%�� !"&'(")*"+, !-

��� !"�� !"#$�!%&'�(!)"#*!)"#+!,-*!-./01

��� !"#$%&'()*+,-.

�� !"�

���� !�� !"#$%&'!"(!)*$+!(,-

��� !"�� !"#$"%&'("�)*+,"�-")*./"0123"%45

��� !"#$%�� !"#$%&'()*%+*%�!"%!",- .%/0�12%�

�� !�"#$%&'(�)*+,�-./0�.1�2

�� !�

���� !�� !"#

��� !"�� !"#

��� !"#$%&'()*+,-*+./0

�� �!"#$%�

���� !�� !" #$" %& '�( )* +, -./ -.012

��� !"�� !"#$"#!%&'#()#*+,-.

��� !"#$%�� !"#$%&'#()!*+,-./#01#234#56#$%7

�� !"#$� %&'� %()� %*+� %),-./0� %1

�� !

�� !"#$%&'(�

���� !�� !"#$��%&!"#$�� !"'()!*

��� !"�� !"#$��%&$'()*+

��� !"#$%&'()

�� !"#$%&�

���� !�� 

��� !"�� !"#�"$�%

��� !"#$%&'()*+)+,-)+./01

�� !"#$%&�

��� !"�� !"#$%�"&'()*

��� !"#$%&'()*+,-.*&/012

�� !"#$%&'()�

���� !�� !" #"(�� !"#$%#)�� !"#
��� !"�� !"#$% !"&'()*"+,"-./01

��� !"#$%&'�()*+,-.

�� !�

���� !�� !���� r- �� !"���� !"#$%$&���� !"#$ !"�

��

��� !"�� !"#�$%&'(���� !"#$��%

��� !"#$%�� !"#$%&'()*+,-.$%&/0,-.$12345 !-

�� !"#$%&'(�� )*+,

6.3 �� !"#$%

� Tasigna�� !"#$%&'()*+,-./01!2345678019:5.;<=>?
�� !"#$%&'()*+,-./01234567.829:;<=$(>?@A

�� !"#$%"&'()"*+",-./01 Tasigna�� !"#$%&'()*+,-.
�� !"#$%� &'()*+,-./�-0123456789(�)�� !"#

7 �� !"#

7.1 Nilotinib�� !"#$%&'� ()*+,-.

���� !" nilotinib � CYP3A4 � CYP2C8 � CYP2C9 � CYP2D6 � UGT1A1�� !"#$
�� !"#$%&'()*+,-./0123456789 nilotinib �� !" CYP2B6 �

CYP2C8 � CYP2C9 �� !"#$%&'()*+,-
�� !"#$%&'()*+ Tasigna � midazolam (�� CYP3A4 ��)�� !" midazolam �

�� 30% �� !"#$%&'( Tasigna �� !" warfarin �� �!"#� $%"(��

CYP2C9 ��)�� !"#$%&'( Tasigna �� !"#$%&'()*+,-./0123
Tasigna �� !"#$% CYP3A �� !"#$%&'()
Nilotinib �� !" P- �� !" Tasigna � P-gp �� !"#$%&'()*+,- !./&
�� !"#$%

7.2 �� !"CYP3A4�� !"

Nilotinib�� CYP3A4�� !"#$%&'()CYP3A4�� !"# $%&'()*+!,
� nilotinib�� !"#$%&'( Tasigna�� CYP3A4�� [�� !"#$%&'()*+
�� (2.2), �� !"#$(5.2 � 5.7)]� Tasigna �� !" CYP3A4 �� !"#$%&'$(
�� �!"#$%& nilotinib�� !"#$%&'()*+ Tasigna�� !"#$%&'()
�� !"#$%&'()*+,- CYP3A4 �� !"#
Ketoconazole�� ! ketoconazole (�� CYP3A4 �� )�� ! 400 �� !" 6 �� !"#
�� !"#$ 3 �� nilotinib �� !"(�� !")[�� !"#$%#$&'()*(5.7)]�
Rifampicin�� ! CYP3A4�� rifampicin �� 600�� !" 12�� !"#$%&'()*
80% � nilotinib �� !"(�� !")�
7.3 �� !" pH�� !

Nilotinib �� !"# pH �� !" pH �� !"#$%&'()*+,-./012345
(proton pump inhibitor)�� !"#$%&'()#* pH �� !"#$%& nilotinib �� !"
�� !"�#$%&'()*+,-./0�12345 400�� Tasigna�� !"#$ 40�
�� esomeprazole (�� !"#$%&)�� !"#$ nilotinib � AUC �� 34%�� !"#$
�� !"Tasigna�� !"#$%&'�() *+,-./012�345678pH�� !
�� !"#$%&'%()*+,-./0123456789:;<=>?@AB Tasigna ��

�� !"#$%&'( H2�� !"# $ H2�� ! Tasigna�� !"# Tasigna�� !
�� !"#$%&'()*+,-./012345( H2�� !"# $ nilotinib�� !"

�� !"

7.4 �� !"#$%& !

Nilotinib �� !"#(efflux transporter) P-glycoprotein (P-gp, ABCB1)�� !" Tasigna �� !
P-gp �� !"#$%&'() nilotinib �� !"#$%&'()*+
7.5 �� !QT�� !"

�� !"#$ Tasigna�� !"#QT�� !"#$%&'()!"[�� !"#$%&'(
�� !"#(2.2), �� !"#$(5.2 � 5.7)]�

8 �� !"#$
8.1 ��

�� !"#$%&'(5.13)
�� !"#$%&'()*+,-./0123"Tasigna�� !"#$%&'()*Tasigna�
�� !"#$%&'()*+,-./01234%56!" Tasigna�� !"#$%&'($
�� !"#$%&'()*+"$%� ,�&-./()#$%01234*567

Nilotinib �� !"#$%&'()*+,-./0123456789 10 � 30 � 100 mg/kg/day
� 30 � 100 � 300 mg/kg/day �� !"#$% - �� !"#$%&'()*+, 100 mg/kg/day
�� nilotinib (�� !"#$%400�� !"#$%&'(5.7�)�� !"#$%(�� !"
�� !"#$%&"'()*+,-#./0)�� !"# 30 mg/kg/day � nilotinib(�� !"
�� 400�� !"#$%&'( 2 �)�� !"#$%&'()*+,- -�� !"#$ 100
mg/kg/day �� !"#$%�&'()*+,-./ 300 mg/kg/day �� !"#$(�� !"#
�� !"#$%&'())�� !"#$"%&'()*�+,-./)01234300 mg/kg/day
�� !"#$%&'()*+,(�� !")�� !"#$%& nilotinib �� !"#$%&'
��

�� !"#$%&'()*+,-)./360 mg/m2��(�� !"#$%&'()*+,-./
�� !" 400�� 0.7 �)� nilotinib�� !"#$%&'()*+,-./01234567
�� !"#$%&'()*+120 mg/m2�� (�� !"#$%&'()*+,-./0123
� 400 �� 0.25 �)�� !"#$%&'()*+,[�� !"#$%&'(5.13)]�
8.3 �� !"

�� !" nilotinib�� !"#$%&'()*+,-./'0123&45*67 Tasigna ��

�� !"#$%&'()*+�,-./ !"01$% Tasigna�� !"#$%&�'()*
�� !"#$%&'()*+, �-./01234567829:;#$<

8.4 �� !

Tasigna �� !"#$%&'()*+,-./0
8.5 �� !"

�Tasigna�� !"(�� !"#$%&'()*#+"#,-#./012345678#9:
�� !"#�$%&'$()*+,-�.#�/0�123.45)� 65 �(�)�� !"#$
12% � 30% �

�� !"#$%&'()*#+"#,-#./01234< 65�� 65 �� !"#$%&'
�� !"#$%&

�� !"#$!%&'(!)*+,-./!0(!12!34506789< 65 �� 65 ��

�� !"#$%&'()*+,-./0

�� !"#$!%&'()*+,-./0!12!34!567189:< 65�� !"#$%
�� !"# 31% �� 65 �� !" 15% �

�� 65 ��< 65 �� !"#$%&'()*+,-./01
8.6 �� !

�� !"#$%&'()*+,-./012345678$9:;<=>1?@ABC2D1E

�� !"#$%&'()*+,-$%./01234%567$89:;<=,[�� !"#
�� �!"#$%(5.2)]�
8.7 �� !"

�� !"#$% nilotinib�� !"#$%&'()*+,-./-012345*6789:;
200 �� !"# Tasigna �� !"#$%&'()*+,-.�/0(Child-Pugh A �� ! 5-6
�)�� (Child-Pugh B�� ! 7-9 �)�� (Child-Pugh C�� ! 10-15 �)�� !"#$%&
�� !"#$%&�'( 35�� 35�� 56�� 8 �� !"#$%&' Child-Pugh �� !
�� !"#$%&'()*+,-./0123456789%&:QT��[�� !"#$%&
�� !"#$%(2.2)�� !"#$%&(5.9)]�

� 8�Child-Pugh�� !"

�� ! �� ! ��

�� !" � 1

1 � 2 2

3 � 4 3

�� � 1

�� 2

�� 3

�� !(mg/dL) <2 1

2 - 3 2

>3 3

�� ! (g/dL) >3.5 1

2.8-3.5 2

<2.8 3

������ (�� !") <4 1

4 - 6 2

>6 3

8.8 �� !"

�� !"#$%&'()*+,-./01234./0156789:;<=>?@A4BCD

�� ! 1.5 �� !"#
�� nilotinib�� !"#$%&'()*+,-./01'234567489: nilotinib�� 
�� !

10 ��

�� !"#$%& Tasigna�� !"#$%&'()*+,- nilotinib�� !"#$%&'(
�� !"#$%&'()*+,-./#0123456�789:;<=>?@ABCD�EF

�� !

11 ��
Tasigna (nilotinib)�� ������ !�� !"#�$%

Nilotinib�� !"#$%&'%()*'�+",-./0-./1023+4%&'%()*'�56
�� !�"!#$ C28H22F3N7O�HCl � H2O � 584 � Nilotinib �� !"# $%&' pH �� !"
�� Nilotinib �� !"#$% pKa1 � 2.1�pKa2 � 5.4 �

 Nilotinib�� !"#4-methyl-N-[3-(4-methyl-1H-imidazol-1-yl)-5(trifluoromethyl)phenyl] -3-[[4-(3-pyridinyl)-
2-pyrimidinyl]amino]-benzamide, monohydrochloride, monohydrate �� !"#$%&

Tasigna (nilotinib)�� !"#$%&' 150�� 200 �� nilotinib ��(� hydrochloride � monohydrate
�� !)�� !"#$%&'Colloidal silicon dioxide � Crospovidone � Lactose monohydrate � Magne-
sium stearate � Poloxamer 188 �� !"#$%&�'()*+, (E 172)�� !"#(E 172)�� !
��(E 172)�� !"(E 171)�

12 �� !"

12.1  �� !"#

Nilotinib�Bcr-Abl����� !"nilotinib�� !"#Abl�� ���� !"#$%&!'()nilotinib
�� Bcr-Abl �� !"#$%&'()*+ Ph+ CML �� !"#$%&'()*+,-./0
nilotinib�� ! 33 � Bcr-Abl ����� !" imatinib�� !" 32�� !"# nilotinib�� !"
Bcr-Abl �� !"#$%&'()* nilotinib �� !"#���� !"# IC50 �� !Bcr-Abl (20-60
nM)�� !"##$%&(69 nM)� c-Kit (210 nM)� CSF-1R (125-250 nM)� DDR (3.7 nM)�
12.3 �� !"

�� !"�

Nilotinib �� ! 3 �� !"#$%&'()
��nilotinib�� !"#$%&'()*+(dose-dependent)�� !"#$%&'(400�� !"#$
�� !"#$%&'()* 400 �� nilotinib �� 2�� nilotinib�� !"# 35%�� !" 800
�� !"#$% 400�� !"#$%&'()* Nilotinib�� !"#$%&'()*+ 300�� 
�� !"#$%&' 13% �� 12 �� !" nilotinib �� !"#$%&'()*+'(,-./0
�� ! 400 ��(�� 2 �)�� 600 ��(�� 2 �)�� nilotinib �� !"#$%&'(
Nilotinib�� !"#$%&"'()*+,-./0'�123456789'( 30�� !"#$%
�� !"#(�� !")�� 82% �

Nilotinib �� - �� ! 0.68 �� !"#$% nilotinib �� !"#$%&'( 98% �

�� !"#$%&'()*+,-#$%./0'nilotinib�� !"#$%&'()*%53% [�� 
�� !"#$(5.10)]�
�� !"#$%&'(�

�� !"#$%&"'()*+,-./0"#12345 17�� !"#$% nilotinib�� !"#
�� !" 32% � 64 %�� 8�� !"#$%&'() 1�� !"#$%&'()*+,-./
�� nilotinib �� !"#$%&'(�)*+,- 2 �� ! 3.8 ��

�� !"#$%&'()*+,(oxidation)�� !"(hydroxylation)� nilotinib �� !"#$%&'
�� !"#$%&!'()*+,-�

�� !"#$%&'()*+,-./01 nilotinib�� ! 90%�� !" 7�� !"#$%&'
�� !"#$(93% �� )�� !" nilotinib �� 69% �

�� !" #$%&'()*+,-. nilotinib �� !"#$
�� !"#�

�� !"#$ 400 �� nilotinib�� !"#$%#& 400 �� imatinib�� !"#$%&' nilotinib
�� !"#$% 30�� 50�� imatinib �� ! 20��

12.4 QT/QTc ��

�� !"#$%&'() Tasigna � QT�� !"#$%&'()*+,-./ Tasigna�� !"#
QT�� !"#$%&'()*+,-./01QTcF�� 18 msec (�� 95%�� !"#26 msec)�
�� !"#$% QT�� !"#$%&'()*+,-. QT�� !"#$%&'( 26%�� !
�� !"#$%&'()*+,-.[�� !"#$%#$&'()*(5.2)�� !"(6.1)]�

12.5 �� !"

Tasigna�� !"#$%&'()*+,97�� !"#$%&'()*+UGT1A1�� !"#Tasigna
�� !"#$%&'(!)*+,-.+/0123(TA)7/(TA)7�� !"#(TA)6/(TA)6�(TA)6/(TA)
7�� !"#$%&'()*+,-.(TA)7/(TA)7�� (UGT1A1*28)�� !"#$%&'()*+
��[�� !"#$%&'(5.5)]�

13 �� !"#

13.1 �� !"�#$%&'()*+,-

�� nilotinib �� !"#$%&'
Nilotinib�� !"#$%(�� !")�� !"#$%&'()*+,-./012%345 !"6
�� !L5178Y�� !"#$%&'()*+,-.-/01(�� !)���� �� !"#$%

�� !" 2000 mg/kg/dose �� !"#$%&'()*+,-./
�� !"# !$#%&'(")*+,-./012 !3456789 180 mg/kg (�� !�"#
�� !"# 400 �� !"#$%&'( 4 � 7 �)�� !"#$%&'( 300 mg/kg (�� !"#
400�� !"#$%&'( 1.5�)�Tasigna�� !"#$%&'()*+,-./01-.023-
�� !"#$%& 20-180 mg/kg/day (�� !"# 400�� !"#$%&'( 1 � 6.6 �) nilotinib �

�� !�"#$%&'()*+,-�./01 6 �� !"#$%&' nilotinib �� !"#$%&
�� !"#$%&'()*+,-. /012345678

14 �� !

14.1 �� !"#$%&'()*#+"#,-#./0

�� !"#$%&'()&*+,-./0123456789:;<=>?@A%BCDEFGH%@

�� !�"#$%&'()* Tasigna � Glivec® (imatinib mesylate)�� !"#$%&'()*+,-
�� !"#$%&'()*+,-(�) anagrelide�� !"#$%&'()'(*+(,-./012
�� ! 846�� !"#$%&'imatinib 400�� !"#$%&' 283�� ! nilotinib 300�� 
�� !"#$ 282 �� ! nilotinib 400 �� !"#$%&' 281 �� !
Imatinib�� !"#$!%&' 46�� ! nilotinib�� !"# 47�� ! imatinib 400�� !"
�� nilotinib 300 �� !"#$ nilotinib 400 �� !"#$%&'()* 12% � 13% � 10% �� 
�� !65�� !"#$%&'()*+,-./0()*+(imatinib 400�� !"#$ nilotinib 300
�� !"#$ nilotinib 400 �� !"#$%&'()*+,-./ 56% � 56% � 62%)�� !"#
�� !" 60% �� !"#$ 25% �� !"
� 846�� !"# 12�� !"(�� !"#$)�� !"#$%&'()*+,-.$,-�/0
�� ! 18.6 �� !"#$%&'()*+, 
�� !"#$%&'()*+,-12�� !"#$%&'((MMR)�MMR�� !"#$%�&'
����� !(RQ-PCR)�� !"#$%& BCR-ABL/ABL ��(%) � 0.1% �� ! BCR-ABL �� 
�� !"#$%&'"� !()* 3 �� !"#$%&'()*+,%- 9 �� 
Nilotinib�� !"#$%&'()*+,-./'+0 imatinib�� !" 17�� !"#$%&'(
�� !"

� 9�TASIGNA � GLIVEC�� !"#$%&'()*+$,#$-.$/01,2345

TASIGNA 300 �� GLIVEC 400 ��

�� ! �� !

N=282 N=283

�� 12 �� !"#$%&'()
(MMR)�� !"(95% CI)

44% (38.4, 50.3) 22% (17.6, 27.6)

P � a <0.0001

�� 12 �� !"#$%&'()*+
(CCyR)b�� !"(95% CI)

80% (75.0, 84.6) 65% (59.2, 70.6)

a CMH �� !" Sokal �� !"
b �� !"#$%&(CCyR)�� !"#$%&'()*+,-./0%�� !"#$%&'()*+
�� !"#$% 20 �� !"#$!%&'()*+,� !"#$-./012

14.2 �� !"#$!%&'(!)*+,)-./012!3(!45!67839:

�� !"#!$%&'$()*+,-./0 Tasigna(�� ! 400 ��)�� imatinib �� !�"
�� !"#$%&'()*+,-."#/012/34567089#:�� imatinib�� !"#$
�� !"#$%&'()*+,-./0)*(3�� )�� !"#$%(6�� )�� !"#$%&
��(12�� )�� !"#$%&'()�*+),-./012345$367Imatinib�� !"#
�� !"#$%&'()*+,-./0123456789:;<=>!?;@ABC&'DEFG

280�� !" 6�� CML-CP�� !" 105�� !" 4�� CML-AP�� !"#��$%&
� 232 � CML-CP�� CML-AP�� !"#$%&'()*+,-. 50% � CML-CP � CML-AP �

�� !" 80% �� !"#$% 30% � 65 �� !"#$%
�� !"# 73% �� ! imatinib �� !"#$% 27% �� ! imatinib �� !"#$%&�
imatinib�� !"#$%&' 31�� !"#$%&'()*85%�� !"# 62%�� !"#$%
8%�� !"#$%&'()*+,-./01 imatinib�� !"#$ 600 �� /�� !"#$%&
800 �� /�� !"#$%& imatinib�� !"#$% 77%�� !"#$%&'() 600 �� / ��

�� 44%�� !"#$%&' 800 �� /�� !"#$%& nilotinib�� !"#$%& 8.7�� 
�� !"#$ 5.6 �� 
�� !� "#$%&'()*+,-./0123*45$%6789:(MCyR)�� !"#$%&
�� !"#$

�� !"#$%&'()*+,-./01234,)5678(HR)�� !"#$%&'((CHR)��

�� !"#$(NEL)�� !"#$%&'$"#()*+,-./012�34567 10 �

� 10�Tasigna�� !"#$%"&'()"*#+,*-./012"3)"456789:

�� 

�� !"#$%(�� !) (%)a
�� 

n=232

��(95% �� !) 40% (33,46)

�� (95% �� !) 28% (22,34)

�� (95% �� !) 12% (8,16)

�� 

n=105

�� !"#(95% �� !)b 26% (18,35)

�� !"#$%(95% �� !) 18% (11,27)

�� !"#(95% �� !) 8% (3,15)

a �� !"#$%&'()(0% Ph+ �� !"#)�� (1%-35%)�� !"#$%&'()*+,-
� 20 �� !"# Ph �� !"#$% &'()*

b �� !" = CHR + NEL (�� 4 �� !"#$)�
CHR (CML-CP)�WBC <10 x 109 /L �� !< 450,000/mm3 �� !"#$%&'()*+,'(�+,

�< 5% �� ! + �� !"#$%&'< 20% �� !"#$%&'()
CHR (CML-AP)�� !"#$% 1.5 x 109 /L�� !" 100 x 109 /L�� !"#$%&'()*�+&
�< 5% �� !"#$%&'�()
NEL�� !"#$%&'()*+,-./01"23 1.0 x 109 /L�� !" 20 x 109 /L�� !"#
�� 

�� !"#$%&'()*+,-./01.,-2345678 9:;<=>? @AB 59%��

�� �!"#$%&'()*+,#$-./012345678 6 �� !"#$%&'()*"+
�� 63% �� !"#$%&'()*+,-./0)1234�56789: 6 �� !"#$%&
� imatinib �� !"#$%&' CML �� ! 19% �� !"# 25% �� ! CML �� ! 24 �

�� BCR-ABL�� !"#$% imatinib �� !"# BCRABL �� !"#$% Tasigna�� !
T315I �� 
�� !"imatinib�� !"#!$%&'()"*+,-./01234567893:;4<=>(
�� ! QTcF �� 10 msec �� 2.1% �� !"#$%&'()* QTcF > 60 msec �� 3 �� 
�(< 1%)�� QTcF > 500 msec�� !"#$%&'() Torsade de pointes�� �!"#$%[��

�� !"#!"$%&'((5.2)�� !"#(12.4)]�

15 �� !"#$%&'
Tasigna (nilotinib) 150 �� !"#$%&'()*+, 1 �� !"#$�NVR/BCR��� 
Tasigna (nilotinib) 200 �� !"#$%&'()* !+,-" 0 �� !"#�NVR/TKI��� 
Tasigna �� !"#$%&'
Tasigna(nilotinib)�� !"# 30�C(86 �F)�� !"#$%& 15�-30�C (59�-86�F)�� 

�� !

�� !"#Novartis Pharma Stein AG

�� !"#Schaffhauserstrasse, CH-4332 Stein, Switzerland

�� !"#$%&Novartis Pharma AG, Lichtstrasse 35, CH-4056 Basle, Switzerland

�� 

�� !"#$%&'()*+,

�� !"#$%&'()* 99� 11 �

�� !"(02) 23416580

Information: US_PI 18-Jun-2010
TWI-210211


