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Introduction

* Ponatinib is an orally active third-generation TKI designed to optimally inhibit all BCR-ABL1
single mutants?

* Patients with resistant and intolerant CP-CML with substantial prior treatment demonstrated
deep, lasting responses to ponatinib in the pivotal PACE trial*

* A post hoc analysis modeling the data from PACE suggested a relationship between dose and
both adverse events (AEs) and response rates?

* Lower ponatinib doses may mitigate AOE risk while maintaining efficacy3

e At this interim analysis, we present 21-month results (data cutoff: 20 July 2019) from the
OPTIC trial, which evaluates the safety and efficacy of ponatinib over a range of 3 starting
doses (45, 30, or 15 mg/d)

AE, adverse event; AOE, arterial-occlusive event; CP-CML, chronic-phase chronic myeloid leukemia; OPTIC, Optimizing Ponatinib Treatment In CP-CML; PACE, Ponatinib Ph* ALL and CML Evaluation; TKI, tyrosine kinase inhibitor
1. Cortes JE, et al. Blood. 2018;132(4):393-404. 2. O’Hare T, et al. Cancer Cell. 2009;16:401-412. 3. Pinilla-lbarz J, et al. Poster presented at: 55th Annual Meeting of the American Society of Hematology; December 7-10, 2013;
New Orleans, LA, USA. Abstract 5682/Poster 4007.
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OPTIC (Optimizing Ponatinib Treatment In CP-CML): Ongoing,
Multicenter, Randomized Phase 2 Trial
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Treatment duration of 24 months

Primary endpoint:

Adult patients with
<1% BCR-ABL1'S at 12 months

CP-CML

Ponatinib
Resistant/intolerant to two or more 45 mg daily? Dose reduction to
prior TKIs or BCR-ABL1 T315| > 15 mg daily upon Key secondary endpoints:
mutation-positive S TG * MMR rate at 12 and 24 months
T p inib <1% BCR-ABL1'S®
No clinically significant uncontrolled € el — * MCyR rate by 12 months
HIVE
or active CV disease '§ 30 mg daily e Duration of MMR
(©
o
If present, diabetes mellitus and Safety across the 3 doses
arterial hypertension must be well o
controlled Ponatinib >
15 mg daily?
Enrolled N=283 * ThelA analysis is descriptive and no

Doselealctiontio statistical inference can be made

Enrollment completed 10 mg daily if AEsP
in May 2019

aDose reductions due to AEs were permitted

b Escalation to the starting dose allowed for patients who lose their response following dose reduction; no dose escalation allowed beyond starting dose

AOE, arterial occlusive event; CCyR, complete cytogenetic response; CML, chronic myeloid leukemia; CV, cardiovascular; IA, interim analysis; IS, International Scale; MCyR, major cytogenetic response; MMR, major molecular
response; VTE, venous thromboembolism
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Patient Demographics and Baseline Disease Characteristics
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Cohort A Cohort B Cohort C
Demographic/Disease Characteristic 45 mg (n=94) 30 mg (n=94) 15 mg (n=94)
Age,y Median (range) 46.0 (19-81) 50.5 (21-77) 49.0 (18-81)
Gender, n (%) Male 50 (53.2) 38 (40.4) 53 (56.4)
ECOG PS score, n (%) Oor1 93 (98.9) 93 (98.9) 94 (100)
Time since diagnosis, y Median (range) 5.5(1-21) 4.9 (1-29) 5.7 (1-22)
Prior TKis, n (%) il 1(1.1) 1(1.1) 4(4.3)
2 43(45.7) 37(39.4) 42 (44.7)
>3 50 (53.2) 56 (59.6) 48 (51.0)
BCR-ABL1 mutation at baseline, No mutation detected 51 (54.3) 58 (61.7) 54 (57.4)
n (%) 73151 25(26.6) 21(22.3) 20(21.3)
1 mutation detected 31(33.0) 29 (30.9) 33(35.1)
22 mutations detected 10 (10.6) 6 (6.4) 5(5.4)
:‘:;S)“ DA U e e Resistant 93(98.9) 94 (100.0) 94 (100.0)
(]
Best response to last prior TKI, None/PD 29(31) 27 (29) 18(19)
n (%) CHR 31(33) 28 (30) 39 (41)
MCyR 20 (21) 16 (17) 10 (11)
CCyR 7(7) 6 (6) 7(7)
MMR 2(2) 6(6) 7(7)

CHR, complete hematologic response; PD, progressive disease; SD, standard deviation
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Patient Disposition

Randomization (N=283)

R
Cohort A Cohort B Cohort C
Ponatinib 45 mg Ponatinib 30 mg Ponatinib 15 mg
n=94 n=95 n=94
Initiated study treatment n=94

(safety population)

Efficacy evaluable? 75 (80%) 73 (77%) 68 (72%)

Ongoing in the study 57 (61%) 51 (54%) 54 (57%)

By the IA (cutoff date of July 20, 2019), 77% (n/N=216/282) of patients

in the OPTIC trial were evaluable for the primary endpoint

2 Includes patients who have reached 12 months’ follow-up, those who had early termination (ie, not reached 12-month mark but discontinued treatment), and those who have the
b2a2/b3a2 transcript type at baseline
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Exposure and Follow-up by Ponatinib Starting Dose
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Cohort A Cohort B Cohort C
Exposure 45 mg (n=94) 30 mg (n=94) 15 mg (n=94)
Duration of exposure, months Median (range) 14 (0.1-43.6) 12 (0.1-46.2) 12 (0.3-51.6)
Duration of exposure, n (%) <1 month 3(3.2) 4 (4.3) 2(2.2)
1-<3 months 6 (6.4) 10 (10.6) 8 (8.5)
3-<6 months 13 (13.8) 8 (8.5) 14 (14.9)
6—<12 months 18 (19.1) 21 (22.3) 23 (24.5)
>12-<24 months 27 (28.7) 30 (31.9) 26 (27.7)
>24 months 27 (28.7) 21 (22.3) 21 (22.3)
Dose intensity, mg/d Median (range) 30.0 (10.5-45.0) 24.3 (5.5-30.0) 15.0 (6.0-15.0)

Follow-up, months Median (range) 21 (15.0-24.0) 20 (13.7-23.9) 21 (12.6-24.1)
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BCR-ABL1" <£1% and MMR at 12 Months

50 - W45 mg 30 mg B 15mg
n=75 n=73 n=68
45 - 38.7%
20 [27.6-50.6]
35 1 27.4% 26,504
o 301 [17.6-39.1]  [16.5-38.6]
S 55 19.19%
g 17.8% A
5 20 - 14.7% [10_0_28”_5] [10.6-30.5]
o _
15 s . [7.6-24.7]
20/73 18/68
10 - n/N
5 4 13/73
O _
BCR-ABL15<1% MMR

(primary endpoint)

BCR-ABL1"S <1% at Month 12, n (%) [95% Cl]; BCR-ABL1"S <0.1% (MMR) at Month 12, n (%). At this IA, the analysis for primary endpoint is descriptive and no statistical inference is to be made.
Cl, confidence interval. Patients who have not reached 12-month primary endpoint evaluable criteria were not included in the IA (Cohort A, n=18; Cohort B, n=20; Cohort C, n=22).
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Maintenance of Response Upon Dose Reduction

Cohort A, 45 mg (n=93) Cohort B, 30 mg (n=93)
Number of Patients Percent of Responders Number of Patients Percent of Responders
Who Achieved Who Maintained Who Achieved Who Maintained
BCR-ABL1" <1%, n BCR-ABL1' <1%, n/n (%) BCR-ABL1' <1%, n BCR-ABL1' <1% n/n (%)
TOTAL 48 33
No dose reduction to 15 mg? 6 2
e 6 61 (100 s 25 60
D e 13 TR AT 2 27736 75 24 21124 00
<90 days after dose reduction 13 4/13 (31) 10 7/10 (70)
290 days after dose reduction 23 23/23 (100) 14 14/14 (100)
2180 days after dose reduction 19 19/19 (100) 13 13/13 (100)
2360 days after dose reduction 12 12/12 (100) 8 8/8 (100)

* Molecular responses were maintained in all patients who were on the reduced dose for at least 90 days
* Patients who could not maintain their response on a reduced dose of 15 mg/d, can be identified in less than
90 days after dose reduction

aProtocol deviation
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Re-escalation? of Dose in Patients Who Lost Response

Cohort A (45 mg) Cohort B (30 mg) Cohort C (15 mg)
(HECE)) (HECE)) (n=90)
Achieved <1% BCR-ABL1" at any time, n 48 33 29
Loss of <1% BCR-ABL1" at any time, n 9 5 2
Dose re-escalated after loss of response, n 9 4 0

Regained <1% BCR-ABL1'
Yes, n (%) 3 (33.3) 2 (50.0) 0
No, n (%) 6 (66.7) 2 (50.0) 0

Median (range) follow-up for patients with dose re-escalation

after loss of response, days LER (=t Bt (L=l -

3 Escalation was not allowed beyond the starting dose



Probability of Achieving <1% BCR-ABL1

Cohort A
CohortB
Cohort C
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Time to £1% BCR-ABL1" Response by Ponatinib Starting Dose

1.0 -
0.8
0.6 - —
1
0.4 | |_I
=== Cohort A (45 MG)
0.2 - Cohort B (30 MG)
=== Cohort C (15 MG)
O'O T T T T T T T 1
0 3 6 9 12 15 18 21 24

Time From First Dose, Months
Number at risk

93 78 47 33 20 14
93 70 50 43 31 14 9
20 78 49 37 25 11 9 7
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BCR-ABL1"> Response at 12 Months? by T3151 Baseline Status

W T315] at Baseline No T315I at Baseline

1 n=19 45 mg 30 mg 15 mg
1 P n=s6
] 36 n=56 n=56
n=17 30 n=56

i 29 n=56
. n=19  _cg 23
1 SN 14 h=12
] 0

L>’°\° @@Q‘ 15\0 @@Q‘ L'/\e\o @@Q‘

In the 15-mg/d starting dose cohort, a lower proportion of patients with the T315I mutation at baseline
achieved <1% BCR-ABL1" vs those without (8.3% vs 30.4%), suggesting that this starting dose is not as
effective as the higher starting doses for patients with the T315| mutation

MMR is <0.1% BCR-ABL1"S
2 Not all patients reached 12 months’ follow-up at the time of the analysis
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Progression-Free? and Overall Survival®
PFS (0 1)

1.0 7 y 1.0 s
L
(7]
L 0.8 - 8 08 -
G ©
>
£ 06 - £ 06 -
] a
© ©
S 04 - S 04 -
a o
== Cohort A (45 MG) == Cohort A (45 MG)
0.2 A Cohort B (30 MG) 0.2 A Cohort B (30 MG)
=== (Cohort C (15 MG) == Cohort C (15 MG)
0.0 T T T T T T T T | 0.0 T T . r r : ; . .
0 6 12 18 24 30 36 42 48 54 0 6 12 18 24 30 36 42 48 54
Time (Months : Time (Months
Number at risk ( ) Number at risk ( )
Cohort A 94 72 54 38 26 11 3 1 0 0 Cohort A 94 78 63 51 36 18 8 1 0 0
Cohort B 95 74 53 23 18 9 3 2 0 0 Cohort B 95 80 64 51 36 20 8 4 0 0
Cohort C 94 69 46 30 20 7 3 1 1 0 CohortC 94 76 60 50 36 19 8 2 1 0

2 Not all patients reached 12 months’ follow-up at the time of the analysis. PFS was analyzed according to the criteria in O’Brien et al, 2003 and included: death; development of accelerated-phase or
blast-phase chronic myeloid leukemia; loss of CHR (in the absence of cytogenetic response) confirmed by development in complete blood counts at least 4 weeks apart; Loss of major cytogenetic
response by bone marrow cytogenetic assessment; increasing white blood cell count in patient without CHR defined by doubling of white blood cell count to >20,000 on 2 occasions at least 4 weeks
apart (after the first 4 weeks of therapy)

0S, overall survival; PFS, progression-free survival
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Hypertension
Headache
Lipase Increased
Arthralgia
Constipation
ALT Increased
Pyrexia
Hypertriglyceridemia
Rash
Abdominal Pain
Dry Skin
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Most Common Treatment-Emergent Adverse Events

Incidence of Most Common
Non-Hematologic TEAEs, %

Patients, %

6.7 24.1
17.0
6.0 16.0
0.7 14.2
0.0 12.4
21 10.3
0.4 9.6
0.4 9.2
0.0 8.2
s 7.8 W Grade 3+
0.0 6.7
07 6.0 All Grade
0.0 10.0 20.0 30.0 40.0

Thrombocytopenia

Neutropenia

Anemia

100.0

Incidence of Most Common
Hematologic TEAEs, %*¢

48.6
17.4 B Grade 3+
All Grade
0 20 40 60 80 100

Patients, %

2 All patients (safety population); ® AST, dry skin, abdominal pain, rash, hypertriglyceridemia, and pyrexia occurred in >10% of the population within Cohort A or B, but not in the total population;
¢Thrombocytopenia includes platelet count decreased

ALT, alanine aminotransferase increased; AST, aspartate aminotransferase increased; TEAEs, treatment-emergent adverse events
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TEAE Summary and Related Dose Modifications/

Discontinuations
Cohort A Cohort B Cohort C
TEAE Summary and Dose Modifications, n (%) 45 mg (n=94) 30 mg (n=94) 15 mg (n=94)
Any TEAE 97.9% 92.6% 91.5%
Grade 23 TEAEs 66.0% 56.4% 57.4%
SAEs 30.9% 23.4% 27.7%
Deaths on-study, n a2 - 2b
P T s 65651 4157 520553
TEAE leading to dose reduction, n (%) 41 (43.6) 29 (30.9) 26 (27.7)
TEAE leading to dose interruption, n (%) 64 (68.1) 48 (51.1) 50 (53.2)
TEAE leading to treatment discontinuation, n (%) 17 (18.1) 14 (14.9) 13 (13.8)

aSudden death was the cause of death for both patients
bPneumonia was the cause of death for both patients
SAEs, serious adverse events
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Pre-adjudication and Adjudicated AOE Rates and
Dose Modifications

Cohort A Cohort B Cohort C
Treatment Emergent AOES, Ponatinib 45 mg Ponatinib 30 mg Ponatinib 15 mg
n (%) Pre-adjudication Adjudicated Pre-adjudication Adjudicated Pre-adjudication Adjudicated
AOEs 8 (8.5) 5(5.3) 4(4.3) 4(4.3) 2(2.1) 1(1.1)
Serious AOEs 4(4.3) 2(2.1) 3(3.2) 3(3.2) 0 0
Grade >3 AOEs 4(4.3) 3(3.2) 4(4.3) 4(4.3) (] (]
ROOS;E? :1(c:y¢3)ifications s Pre-adjudication Adjudicated Pre-adjudication Adjudicated Pre-adjudication Adjudicated
Discontinuation 4(4.3) 2(2.1) 3(3.2) 3(3.2)
Reduction 1(1.1) 0 1(1.1) 1(1.1) 0 0
Interruption 1(1.1) 0 1(1.1) 1(1.1)
* Independent adjudication committee reviewed AOEs * No AOE-related deaths reported
using the ACC/AHA, FDA, and STCI definitions? Only 7 AOEs (4 in A and 3 in B) led to treatment
* Blinded to dose, dose modification, and investigator discontinuation
causality opinion  Overall adjudication AOE rate of 3.5%

ACC/AHA, American College of Cardiology/American Heart Association; FDA, US Food and Drug Administration; STCI, Standardized Data Collection for Cardiovascular Trials Initiative
1. Hicks KA, et al. J Am Coll Cardiol. 2015;66(4):403-469.



Observed Ponatinib Dose Relationship With Response Rate
and TE-AOE Incidence Rate

¢ <1% BCR-ABL1 by 12 months® ‘
40 - Any TE-AOE (adjudicated)®

0 ] ¢
20 - ‘

10 -

50 -

Patients, %

15 mg 30 mg 45 mg

* The percentage of patients with <1% BCR-ABL1" and TE-AOE rates increased with
increasing ponatinib dose

2 Efficacy n’s by cohort: 15 mg, n=90; 30 mg and 45 mg, n=93; ® TE-AOE n’s by cohort: all cohorts, n=94; TE-AOE, treatment-emergent arterial occlusive event
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Conclusions

* OPTIC IA demonstrates benefit with ponatinib in all 3 dosing regimens in this resistant CP-CML
population

* Maximum rates of <1% BCR-ABL1" at 12 months were achieved in the 45-mg/d starting dose
cohort, and responses were maintained with the dose reduction to 15 mg/d

* At this IA, response-based ponatinib dosing regimens resulted in a clinically manageable safety
and AOE profile

* With a median follow-up of =21 months, IA from OPTIC demonstrates that optimal benefit:risk
profile for ponatinib was achieved with a response-adjusted dosing regimen starting with 45-
mg/d dose, followed by dose reduction to 15 mg/d upon achieving <1% BCR-ABL1"

* Primary analysis will provide a refined understanding of the benefit:risk profile of 3 different
starting doses of ponatinib
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