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IFN=interferon ; SCT=stem cell transplant.
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IRIS 8 years Imatinib in CML-CP

®
MMR /7, 2 AP/BC
89 7.5
M Event
7 Loss of CHR,
Loss of MCyR,
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Death during treatment

Il AP/BC

With event,
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Marin D. et al.: Blood 112: 4437-44, 2008
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Imatinib

Rea D etal.: Leukemia 2009: in press
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Switch the TKI: Nilotinib for pts on Imatinib with
suboptimal molecular response (ENABL study)

* N=50, 14 pts evaluable

~Group 1: Patients treated for 21
year with imatinib who have
achieved CCyR but have not
reached MMR

— Group 2: Patients who have
achieved a CCyR but have a >1-
log increase in BCR-ABL:ABL
transcript levels from best
response, regardless of
imatinib treatment duration

* 2400 mg IM for 26mo prior
to study

* No loss of CCyR, or prior
T3151, AP/BC

* Nilotinib 300 mg BID

~ 400 mg BID if no MMR in 6mo

* Primary endpoint:

— Change in BCR-ABL transcript levels
from a standardized baseline value
after 12 months {12 cycles) on
niletinib

* Monitoring:

— Group 1: RQ-PCR analysis is
performed by a central lab at
baseling and then every 3 months

— Group 2: RQ-PCR is performed at
baseline, monthly for the first 3
months, and then every 3 months
thereafter while on study

Alie (8. 2 ol 45K 2010 Abshact 200L

ENABL: Nilotinib for Suboptimal Imatinib Response

* 87% (12/14) achieved

00.000
MMR

= 9/12 within 3mo 10000

— Median log _
W(iS)@12mo:3.7 (n=7) 21000

— 5/14 nilotinib dose ¥
reduction; median dose 010

@

536mg

— Single Gr3 AE related to
nilotinib (rash); no Gr4
toxicity observed 0.00

Q010

BCR-ABL Trends (% 15) for Patients Enrolled on Study

Months (cycle)

012345678 9101112131415161718192021

Alie (8. 2 ol 45K 2010 Abshact 200L




CMLOMABL FAICRKULRMAR

CPEN Iy > () CPEU

BorAUR TN
| Ber ABLLIN O G T OEMLT L
L tehigs. L)
Ber-Abifayie

Der IR TR R
- MET ARG Y 1

ate
RoMRE TR ERONINED

N

ENESTnd W DASISION p 244 A P
NAYNYYNY 09 0 MY N
MMR® CMR a °

Stop Imatinib

2




ENESTnd
DASISION

Methods
Study design and endpoints

Nilotinib 300mg BID

Nilotinib 400mg BID n=281

*OmMN—<00Z>71

Follow-up

~ Syears
N=846 217 centers 35 countries

Primary endpoint: MMR at 12 month%
Secondary endpoints: MMR and CCyR beyond 12 months, time to MMR and

CCyR, eventfree survival EFS, progressionfree survival PFS, time to
AP/BC, overall survival OS

* Stratification by Sokal risk score.

A The ENESTnd trial met its primary endpoint of MMR at 12 months in patients treated with nilotinib 300 and 400mg BID
vs imatinib p 0.0001

#484 -EHA 2011 1. Saglio G, etal. N Engl J Med 2010; 362: 2252259,
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o FENMERE:122AKAOMMRE

o BIXFERE: 120 AFTOCCYRE, MMR-CCYRA @O SETORIM.
EFS. PFS. BT IR~ OHELT. 2ETFRIM

' Nilotinib 300mg BID (£#IE2820/ B4 ABIRE30H)

ocozra

SWERE 84661/
BAEASRE 790 | |

/ | Nilotinib 400me BID (£#IRE281H/ BK AHBE24H)

. %OMN=

AWBETSokal YRHRIT
FBRUMoEmM

DASISION (CA180-056) study design:
An ongoing global phase 3 study

® Treatment-naive Dasatinib 100mg QD (n=259
CML-CP patients 9 ( ) Follow-up

(N=519) < Randomized* — v
® 108 centers LA
Imatinib 400mg QD (n=260)

® 26 countries
* Stratified by Hasford risk score

® Primary endpoint Confirmed CCyR by 12 mos

@ Other key endpoints Rates of CCyR and MMR, times to CCyR and MMR,
time in CCyR (measure of duration), progression-
free survival, overall survival

#206-ASH 2010




Cumulative Incidence of
MMR *

Nilotinib 300mg BID n=282
= Nilotinib 400mg BID n=281 H
s = H

—— Imatinib 400mg QD n=283 Eeeinanihs

i By 12 months

, P 0.0001
{55 , P 0.0001

, P 0.0001
23 -27

{51 ,P 0.0001
‘G 24 -28

Patients with MMR,

12 15 18 21 24 27 30 33
Time since randomization months

* Intent-to-treat ITT population used for all efficacy analyses.

RMMMRE"

=o¥=7 300mg BID
— Z0¥F=7 400mg BID
A F =7 400mg QD

=0.1%%)

MMR(<Z

12 15 18 21 24 27 30 33 36
Time since randomization (Months)




MMR rates (ITT) by month of
treatment

1 Dasatinib 100mg QD ™ |matinib 400mg QD

p=0.0002

p<0.0001

1

Mo 3 Mo 6 Mo 9 Mo 12 Any time  Any time

MMR, BCR-ABL <0.1% BCR-ABL

<0.0032%

® Based on time-to MMR analysis, likelihood of achieving a MMR was 1.8-fold higher
with dasatinib vs imatinib (stratified log-rank p<<0.0001: HR=1.8)

® Among patients who achieved a MMR, median time to MMR was 8.3 mos for dasatinib
and 11.8 mos for imatinib

cMLi #192-29 #206-ASH 2010

Cumulative incidence of
CMR 4

Nilotinib 300mg BID n=282
= Nilotinib 400mg BID n=281 ;
L. _
—— Imatinib 400mg QD n=283 £y24 months
i By 12 months ‘
i39 ,P 0.0001
20 , P 0.0001 :

133 ,P 00001
G 15 -21

with CMR*

15 18 21 24 27 30 33
Time since randomization

* Equivalent to BCR-ABL transcript levels of “0.01 IS

ML #198 -#22

Data cut-off: 20 Aug 2010



Cumulative incidence of
CMR 4.5

Nilotinib 300mg BID n=282
= Nilotinib 400mg BID n=281 H
s = H
—— Imatinib 400mg QD n=283 Eeeinanihs

i By 12 months

5 ,P 0.0001
9, £=0.0006

with CMR+5

11 , P 0.0001

15 18 21 24 27 30 33
Time since randomization months

* Equivalent to BCR-ABL transcript levels of *0.0032 IS

ML #198 -#23

Data cut-off: 20 Aug 2010
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181 A £ TAODSuboptimal response
LU Treatment failure*

48.0
> 1 —=0F=7 300mg BID
M —0F=7 400mg BID

B <F=7 400mg QD

Suboptimal response Treatment failure

=TT &E

Suboptimal response: <CHR (31 AR): <PCyR (61 AK); <CCyR (125 AK): <MMR (181 AR)

Treatment fallure: CYR%EL (6 AK); <PCYR(121AK): <CCyR (181 AR): RMEMHFCHRDM%. PCYRDIN L.
CCYRMiA%. WBCO M., BTN/ RIEMD~DETT

suboptimal response&treatment fallure® 5 DXRER/I=$ E ML treatment fallure:L TR

Progression to AP/BC
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Including clonal evolution
1 Nilotinib 300mg BID  ma Nilotinib 400mg BID M Imatinib 400mg QD
Progression events after discontinuation of treatment occurred in an additional 7, 2, and 6 patientsexcluding

clonal evolution in nilotinib 300mg BID, nilotinib 400mg BID, and imatinib arms, respectively; progression within
60 days of discontinuation occurred in 1, 1, and 2 of these patients across respective arms

Data cutoff: 20 Aug 2010
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1 =B5F=7 300mg BID
M —0F=7 400mg BID
BA<F=7 400mg QD

arwoxmeny | - | 001 | 01|
pemomm | 00— | esev |  esk |

=798

Grade 3/4 myelosuppression and
biochemical abnormalities by age

Nilotinib Nilotinib Imatinib
300mg BID 400mg BID 400mg QD
65y | " 65y " 65y 65y | 65y

n=244 | n=35 5 n=244 n=36

Hematologic,
Anemia 4
Neutropenia 14
Thrombocytopenia| 12

Selected biochemicdl
abnormalities,

ML #198 -#28
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—aOF=7J
300mg BID
n=29

3 (10.3%)
0
0

11 (37.9%)
0

40138
3 (10.3)

30138
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400mg BID
n=22

PACRE))
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Efficacy of 2 "d-TKI in Phase 2 frontline study

CCR(%)

3 NI O 400(GIMEMA)
3 AiE O 400(GDAGC)
B DASA 100

Kantarjian HM, et al. Clin Cancer Res. 2011 Feb 9
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Efficacy of 2 "d-TKI in Phase 2 frontline study

MMR(S) @ NIEO {00(GIMEMA)
oD N O {000MDACC)
= DASA 100

Kantarjian HM, et al. Clin Cancer Res. 2011 Feb 9

Efficacy of 2 "d-TKI in Phase 2 frontline study

3 NI O 40GINEMA)
D ML O 400(MDACGC)
= DASA 100

Kantarjian HM, et al. Clin Cancer Res. 2011 Feb 9
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Efficacy of 2 "d-TKI in Phase 3 ENESTnd and
DASISION Trial (12M  follow up data)

CCR (12M)

E3 ENESTnd NIELO 300 (BID)
D ENESTnd NILO 400 (BID)
= ENESTne IM 400(Q0)

D DASISION DAS 100 (BID)
DASISION IM 4000Q0)

Kantarjian HM, et al. Clin Cancer Res. 2011 Feb 9

Efficacy of 2 "d-TKI in Phase 3 ENESTnd and
DASISION Trial (12M  follow up data)

MMR (by 17M)

o

&

3 FNESTnd NILO 300 (BID)
INFSTnd NiI O 400 (BID)
ENESTne IM 400XQD)
DASISION DAS 100 (BID)
DASISION IM 400(QD)

Kantarjian HM, et al. Clin Cancer Res. 2011 Feb 9
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Efficacy of 2 "d-TKI in Phase 3 ENESTnd and
DASISION Trial (12M  follow up data)

CMH (overali)

&3 ENESThd NILO 300 (BID)
En ENESTnd NILO 400 (BID)
B ENESTne IM 4000QD)

Kantarjian HM, et al. Clin Cancer Res. 2011 Feb 9

Efficacy of 2 "d-TKI in Phase 3 ENESTnd and
DASISION Trial (12M  follow up data)

Progression

ENESTnd NIt O 300 (BID)
ENESTnd NILO 400 (BID)
ENESTne IM 4000QD)
DASISION DAS 100 (BID)
DASISION IM 4000QD)

Kantarjian HM, et al. Clin Cancer Res. 2011 Feb 9

19



N

ENESTnd p 24V A P

NAYY Y 0 0 MyYNT1YT
MMR® CMR a ~

Stop Imatinib

kd

[Case1:89 an ]
Imatinib
400mg e
300m  200frig Nilotinib 400mg
Grade2
I
I
& I
0,
100 100%
801 79%
& 60
T 401
1%
201
o] (CoyR
10007
1007 54
50
101
5
<5 <5
1 o s
1 2 3 4 5 6 7 8 9 10 11 12 13 14 15




(case2:55 &1 |

Imatinib
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Imatinib
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|case4:34 31 |

Imatinib
400 200 400mg

Nilotinib 800mg 600mg  800mg
Grade3

5. & - Grade

_100%

0%
20
(CcyR
10007 522

141

401

100
50

/-3

10 22 32 26

Probability of CMR by 60 months
181 de -novo patients 400/600 mg imatinib  tested in
Adelaide

MMR by 6 months
— MMR 6 to 12 months
— MMR 12 to 18 months

P 0.0001

o
p=
O
Y
o
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a
[55]
o]
o
S
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24 36

Months after commencing imatinib

#6511 -ASCO 2011

Branford et al. Blood. 2008: 112. Abstract 2113.



Nilotinib a s MMR
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Nilotinib 300 mg BID Nilotinib 400 mg BID 1 Imatinib 400 mg QD

P<0.0001
P<0.0001

44 43

-MMR =®AP/BC
22

MMR- Month 12

P=0.0095

Number of patients with event

Progression to AP/BC

, MMR 1, AP/BC . Saglio G, etal. ASH 2009. Abs # LBA (oral).
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Casel 22 an

20102 3 1

A WBC 282000/m Baso 3.3% Blasts 2.0%
Promyelo 2.0% Myelo+Metamyelo 39.4%
Hb 9.9g/dl MCV 88.9 Reti 42a

PLT 51.1 10°%L

Sokal score 1.03 (Int)

20102 4

20102 4

Case 1:22

Nilotinib 600mg

MMR Amp 22
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Imatinib MMR 1
e i £ Nilotinib
y

Nilotinib Y Amp-CML
; * s

Imatinib h ~ d3 Nilotinib

()

y

Case 2 61 an

WBC 19 7 0BasbR.2% Blasts 2.0%
Promyelo 3.7% Myelo+Metamyelo 27.3%
Hb 9.4 g/dI 84.0 Reti 2 7 a

PLT 73.3 10°%L
Sokal score 1.43 (High)

20092 5

20092 5
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