Managing Chronic Myeloid Leukemia

R.A. Larson, M.W. Deininger



Treatments for chronic phase CML

FDA approved for frontline and second-line indications:
— Imatinib
— Dasatinib
— Nilotinib
— |Interferon
* FDA approved for second-line indications:

— Bosutinib
— Ponatinib
— Omacetaxine mepesuccinate

e Allogeneic transplantation
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Initial Testing
Minimal

* History and physical: record spleen size

= Complete blood count and basic metabolic profile
* Bone marrow aspirate

= Conventional cytogenetics

Optional

« Bone marrow trephine
« qPCR for BCR-ABL

Situational

« FISH or qualitative for |
« Flow cytometry Suspected |
« HLA lvplnq Progression 10 AP

CR-ABL1: Ph-negative karyotype
rogression 10 AP/BP

BP



: At
| diagnosis

Bone Marrow
karyotyping

qPCR (blood) for
BCR-ABL1IS)

FISH

BCR-ABL1 mutation
screen

On therapy

Al 3.6, 12 months or
until CCyR, then
annually

Every 3 months until
MMR. then every 3-5
months

It CCyR documented
and gPCR 1S
unavailable

no







after S years
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DASISION: Cumulative MR Rates Over S Yrs
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What is an Early Molec

‘ular Response?

BCR/ABL1 transcript level <109%'s (International Scale)

- At 3 months
— At 6 months

Importance: predicts for MMR and Survival

Limitations: rate of decline may be more important than
the absolute percentage (“halfing time")

Not yet clear whether altering therapy for gRT-PCR level
>10% leads to a better outcome

However. switching at 3 or 6 months if the BCR/IABL]
level were still >10% seems reasonabie.
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Rate of MR45 By 6 Years
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CML IV: BCR ABL1 <]

predict for 97% surviv:

I Probaiibry

63% of patients had BCR/ABLL <17%
at 6 months.
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ENESTnd: Overall Survival by BCR-ABL1 Levels
at 3 Months (Nilotinib 300 mg BID)
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ENESTnd: Overall Survival by BCR-ABL1 Levels
at 3 Months (Imatinib 400 mg daily)
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TIDEL-I)

- d prospective tn

al of sw itching
210 new CML patients started Imatinib 600 mg/day

Switched to Nilotinib 400 mg BID if

— BCR/ABL1 >10% at 3 months (N=25)

- BCR/ABL1 >1% at & months (n=23)

- BCR/ABL1 >0.1% at 12 months (n = 30)
*» Outcomes:

- At 2 years, 55% were still on imatinib; 30% were on
nilotinib

~ 73% had achieved MMR. |
At 3 /ears 0OS was 96%, & transformation-free survivail
v‘\‘ aS uu- d,




DASISION and EN ESTnd. S Year F

ollow Up

Dasatinib | Imatinib | | Nilotinic  Imatinib
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" On study after

Number of Patients
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Dasatinib 100 mg imatinib 400 mg
(n=259) {n=280)
: 2 <10% >10% <10% >10%
Transformation to AP/BP.® n (%) 6 (3) 5(14) 2 (3) 13(19)
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Common side-efTects [from TK]q in CM1
Imatinib J

Dasatinib | Nilotinib

F i All gqrjdes Gr ?&4 Al g:des Gr 3.&4 All grades  Graga
Skin rash a4 2 e " : .
Nausea a+ A . *.
Diarrhea 4+ 2% a4+ . - .
Myalgia 5+ i

Headache 3+ a+ a4

Edema 4+ 24 a+ 24 34

Pl. Effusion 2+ ) a4 2+ 24 :
Hyperglycemia A4 34
Elevated Lipase 4+ 2+ a4 3+
Elevated ALT a+ 2+ ' S5+ 3+

2+, 1-5%; 3+, 5-10%; 4+, 10-50%; 5+, >50%

N1V Apperley. Lancet Dec 5, 2014;
§ &S R ‘ ' - -2, B2:72
@ | P10 AL MEDICINE & Steegvv]ann et al LeuUx L"'mph .‘_Olu. J.%...DSL
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Adverse Events: Management Issues

Imatinib Nilotinib Dasatinib
Initial Grade 3/4 M elosureon

CMIL ASH 2045
THE UNIVERSITY OI
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Recogniz

1C 'fK\ Failure

Failure to reach milestones
Loss of CHR

Loss o "CyR

Confirmed loss of MMR
CCAPHh*

Do not rush to conclusions




Prothams Potential
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[s there a Best TK for CML"?

Multiple treatment options

Calculate the risk score: assess comorbidities and
concomitant medications.

Make the treatment fit the patient. Discuss benefits & risks
& costs

Tolerability is important; nonadherence leads to poor
outcomes. Minimize early side-effects.

Achieving milestones is crucial] monitor on schedule and
optimize therapy as needed.

Manage comorbid conditions to reduce late toxicities

A || N




Factors '_j. ICINg Selection of
walvage |herapy

* Disease phase
« BCR-ABL1 mutatioh analysis
« Previous treatment nistory

« Past medical history







Personalized Daily Doses of Imatinib By Therapeutic Drug Monitoring
Increase the Rates of Molecular Responses in Patients with Chronic
Myeloid Leukemia.

Final Results of the Randomized OPTIM Imatinib Study

Philippe Rousselot, MD, PhD
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N = 89, minmum 12
months follow-up

Number 1 rak 100
Nusber st 1is !

Oncol. 2010. 11(111028-35




Mamtenane@ of Deep Molecular Response

after TKI D I on N ~ 40% of patients

"'; lian Study Japanese Study
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Withdrawal Syndron
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Adult CP-CML patients

TKI therapy for at least 3 years

ZG-TK_| frontlinge or afer intolerance/resistan
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Treatment-—free Survival in MMR

24 patents lost MMR after a median lime of

-—
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Long-term Follow-up of the French
Stop Imatinib Study (STIM1) in
Chronic Myeloid Leukemia Patients™

Gabriel Etienne, Delphine Réa, Joélle Guilhot, Frangois Guilhot,
Frangoise Huguet, Laurence Legros, Franck Nicolini Aude Charbonnier,
Agnés Guerci, Bruno Varet, Philippe Rousselot, Frangois-Xavier Mahon

on behalf of the Intergroupe Francais des Leucémies Myéloides

Chroniques (FILMC) on behalf of the STIM Investigators

“This study Is registered with ClinicalTrials.gov, number NCT00478985

Orlando, ASH 2015, abstract 85121



Introduction

+  Imatinib can be safely discontinuated if a sustained deep molecular

response (DMR) have been achieved '
- No CML progression event was reported
- A second DMR was achieved in most if not all
patients after treatment resumption

* Rates of molecular recurrence (MR) ranged from 19 to 67% '-°
depending on:
- Definition of MR

- Baseline characteristics of the study populations

(1) Roussedot ef al. Biood 2007

(2) Mshon et al Lancet Oncol 2010 (B)Thielen et af. Eur J Cancer 2013
(3) Takshash et al Haemolologica 2012 (7) Rousselot et al. J Ciin Oncol 2013
(4) Yhum et ol Leuk Res 2012 (8) Lee ef al Am J Hematology 2013
() Ross et af Blood 2013 (9) Mori of a4 Am J Hematology 2015




introduction

—+ In patients who have achieved a undetectable molecular
residual disease” of at least 2 years on imatinib therapy,
imatinib discontinuation was associated with:

TWISTER study '
@ n=40,; median follow-up of 43 months
@ Probability of treatment-free remission at 2 years of 47%
STIM1 2
@ n=69; median follow-up of 24 months

@ Molecular relapse-free survival of 41% at 1 year and 38% at 2 years

(1) Ross et al. Biood 2013
(2) Mahon et al Lancet Oncol 2010




Introduction

. Several key issues remain to be determined:

- Occurrence of late MR
- Identification of predictive factors of MR

«  We report the update of the STIM1 study based on the analysis o
the all study population (n=100) with a median follow-up of 65

months after imatinib discontinuation




STIM study design”

¢ J ol 1'uuuuuuuuu i [N

Molecular recurrence: positivity of BCR-ABL transcript confirmed by &

second consecutive analysis point indicating a increase of one log or loss of
MMR at one point.

Molecular recurrence s Imatinid rechallenge

hon FX ef al. The Lancet Oncology, 2010 11(11): 1029-1035.



. Baseline Characteristics of patients
Resu"(::wo. enrolled between July 2007 and Dec 2009)

Imatinib de novo interferon Prior
Patients imatinib patients
| Sex, (%)
Mate 52 44
Fomate 48 56
Age at inclusion, years
Median 68.1 60.7
’ 29-79 3781
Sokal Risk Score, (%)
Low / intermechate | High | Missing S0/34/16/0 48/44/6/2
| Time From Diagnosis to Imatinib Onsaet, months
Median 11 21.2
. 0-14 06185
Time From Diagnosis to imatinidb Discontinuation,
mondths
573 948
| Range 36-104 37-243
Time Recelving Imatinib, months
Modvan
§5.7 64.3
- 36-102 36-112
Time From Imatinib Onset to Sustained CMR, montns
Mectan
Range 1865 185
3-68 363
CMR duration before imatinib Discontinuation, months
Median
Range 349 379
24-96 25-107




Molecular-recurrence (n=61 pts

Median follow-up = 63 mo
4 patients died after molecular recurrence (MR) of CML-unrelated causes

MR ' 80% within mo. 1-3, 15% within mo. 4-7 and 5% (n=3) within mo. 18 to 22

Cumulative
incidence
of MR
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Molecular-recurrence (n=61 pts.)

« Median time to MR : 2.5 mo. (range,0.8 to 22.2)
« 17 pts. have MMR loss at the date of confirmed MR

« 57 out of the 61 pts* restarted TKI (imatinib, n=56; dasatinib , n=1)
* Median time from MR to treatment resumption was 2.1 mo. (0.7-15.6)

+ 55 pts. achieved a second CMR with a median time of 4.2 mo. (1.5 to 15.8)
after treatment resumption

* Median follow-up of 63 mo. :

- None of the MR patients have CML event progression

- Pts who achieved the first six months without recurrence, the probability
of MR was 10% at 24 months.

“4 pia. & nol restaned eatment (pabon| conververce, n=3 themotherapy for concomittant necplams, 1)




Molecular recurrence-free patients (n=39 pts.)

. Median follow-up = 67 months

« One patient died of CML-unrelated cause (myocardial infacrtion)

nine months after imatinib discontinuation.

. At the last available molecular evaluation, 37 out the 39 pts. were in CM
( MR* in the two others).

+ 16 pts. (41%) maintained a stable CMR while the others (n=23, 59%)

have intermittent positive BCR-ABL transcript detection without fullfiled
the STIM1 definition of molecular recurrence.




irvival (MRFS)

Molecular Recurrence-free St

imatinib discontinuation — Median Follow-up = 65 mo

l‘i i'_:"'
without any relapse, n=1)

ung for compeling events (death in compiete molecular remission

43% (95% CI 33-52) at 6 months
MRFS| 38% (95% Cl 32-51) at 24 months
38% (95% CI 28-47) at 84 months.

%
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O 6 1218 24 30 36 42 48 54 60 66 72 78 B84 90

mberatrisk 100 44 41 38 28 38 38 37 29 25 19 11 5 1 0

Months since Imatinib Discontinuation




Factors associated with molecular recurrence

: , ! T p——— T
Univariable Multivariable
analysis analysis
Variable No. > -

Age

A g 100 04 12

Al wnatnud disconbnuaton 160 -

Gender (lemalo vs male)” +00 o8 =
Overad pos ~ -

nt. vs Low 99 03

High vs Low o~ = 02
Prior IFN treatment® 03
bt 100 16 14
Mmatmab duration’ 300 o :

Time fo CMR 100 = 14
| SO S 100 0




Factors associated with molecular recurrence

. incxdence of molecular relapse according o Sokal nsk group

X .




Conclusion

With a longer follow-up (65 mo.) after imatinib discontinuation

. No CML event progression have been reported

Most if not all relapsing patients have achieved a second deep molecul

response after TKI resumption
. Molecular recurrence was very rare after 6 months and no molecular re

was reported after 2 years

Imatinib discontinuation is safe provided that:
« Adeep sustained molecular response have been achieved before

discontinuation

* Aclose molecular monitoring is available after treatment cessation



Conclusion

. Sokal risk score continues to be a strong significant factor associated with
MR suggesting that eradication of the leukemic clone may depend on
intrinsic feature of the disease

* Half of the patients have been previously treated with IFN which limits the
statisbcal analysis of predictive factors







Mature, adaptive-like CD56°'M NK
cells in chronic myeloid leukemia
patients in treatment free

remission




Imatinib discontinuation

» Nearly half of patients who have achieved CMR are able discontinue TKI therapy

(Mahon et al. Lancet 2010)
«  Patients without treatment still have residual disease left (Ross et. Al Blood 2013)

*  Does immune system play a role in disease control?

Euro 5K Clinical study

Multicenter prospective trial estimating the molecular relapse-free survival after

stopping TKI (survival without molecular rela :
th lecul pse defined as BCR-A ‘ 9¢
(MMR) on the IS) AR

Pls: Susanne Saussele, FX Mahon
* Number of patients: 700




Study outline

f_

LURO-5KI clinical trial [cinicaltriabs gov NCTO1596114 )

STOP TXI

Study stare
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Lymphocyte subclasses analysed n=101)

E 2

Detailed immunaphenotyping and functional analysis {nes0)
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Adaptive NK celts analysad st baseline (na}
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NK cell proportion in successful

discontinuation
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immunogenetics play a role

3+ and KIR2DL2+ genotypes are favorable to successful discontinuation

KIR2DL
;. ;1 caeed 0 51 IR
5 : . 2 r .f 1 I

> 93 : o

 Feiegy fol o S gty
Relapsing Non-relapsing

Bl KIRIDLZ+#KRZDLZ
B Absent3DL2 or KIRZDLZ

00

Total=19 Totam=19




Cytokine secretion of NK cells correlates with relapse risk

High frequencies of CD16-NK cells secreting TNFa/IFNy T,
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Conclusions

* High amounts of adaptive-like NK cells in non-relapsing
patients -> promoting T cells function: Shift from
innate control to adaptive? -> long term control

* Low amounts of immature NK cells in early-relapsing
patients -> no control at all -> early relapse

* High amounts of adaptive-like NK cells in late-relapsing
patients -> Good infYate control: Not capable of shifting

from innate control to adaptive? -> short term innate
control -> Late relapse




#477: Safety and Efficacy of Combination of
Pegylated Interferon-a2b to Standard Dose
Dasatlmb in Newly Dlagnosed CP-CML

Hoft, Johan Richler, Pertty Koskenvesa Martin
nmo Porkka, Tobias Gedde-Dahl Bjorn Tore Gjertsen. Franz
ristina Myhr Erksson fo rit Markevarn, Anna Lubking, Hanne
Veis Bierrum. Satu M ushoxi and Ulla Olsson 51'0"“)9’9

for the NOfdlC CML Study Group (NCMLSG)
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Rationale

Dasatinid 100 mg QD ~ Imatinib 400 mg QD

MRd 6

P+0 00

Dastsion, 4-yeor presentation

2 generation TKis: Deeper responses than IM

Deep response a prerequisite for TFR




Lessons from IM +/- PeglFN studies

Preudhomme Simonsson

NEJM 363:26 2010 Blood 118;12 2011
H'en_(h SPIRIT NordCMLOO2

 sam s pew mmm 2w g

2 15 1§ 21 24 27

Months since Randomization

PeglFN and DAS have different mechanisms of action
Synergism in antitumoral immunity - autoimmunity??
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Rationale for PeglFN dosing

Dose reductions and discontinuations in NordCMLOO2Z and French SPIRIT
Nord( 002 administered dose was 24ug/week
In spite of this: Effects!

TKl-treated CML patients have good Qol

For use of combinations in standard care tolerability is essential
Patient- and doctor-friendly strategy

w
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NordCMLO007- Qutline
CP-CML at debut

Combination

l'h 350

Pegintron Pegintron
19200 'week 200 'Weak
I R D A ——
0 3 s 12 18 " 24
Morntorng. PCR svery I monihs » Kayotyps ) 6, 12, 14 mortha (ELN standsrd) \

Primary endpomnt Secondary endpoints
Rate of MMR at M12 CCyR. MMR, MR4 MR4.5
Study stops if excessive tox in run-in phase M6 at standard time points
(Phase IB) Safety
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Patient characteristics

Included patients (n)
m’female (n)

Mean and median age (range)
Sokal score mean (range)
Hasford score mean (range)
EUTOS score mean (range)

High risk
40
31/9
48?”5 (19-71)
0,82 (0,52-2,78)
834 (0-2269)
39,5 (0-134)
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Adverse events within month 12

Non-hematological Gr2 |Gr34 | Hemé_fologicai | er2 [Gr3a
AEs (n) () || AEs (n) | n)
.(f;a-_‘-homrw.tm.ﬂ 10 1 !llAnemia ez | _13_ 1
fﬁ')}“ﬁ 10 0 | .No}utropema_ 8 i
l Rash "-zii_ci'r_v_*atrxl 0 Thramfmperﬂ& 3 1&_
Infections 4 2
 Depression/anxiety | 4 1 || Biochemical AEs Gr2 |Gr34
| Flu-like symptoms 3 0 | (n) (n)
Musculoskeletal 3 . 1 |||ALAT | 3 0
—— |
Headache 1 || 2 ||| Lipase | 0 1
Superficial edema | 2 .0 | Hypophosphatemia [ 16 3
Pleural effusion +2 | 1 l 0
Anaphvlaxis | 0 L Reversible, manageable
Hypothyroidism 1 W 0 and safe
| Miscellaneous S § 0




Discontinuations first year

5 * Pou-IFN In = &0
: | "'k' od Ulscontinued Peoy-iFN
A | {continued on DAS)
Month
R
Grade J nonhem. AE theadacheln = 4 - - * Mematological AE At
e Sried Per i ‘ og n = 2 inever od Peg-IFN)
af—— Grade 4 hamatctogical AE n=1
] Grade 2 nonhem. AE (arrythmia) n=1
— —= Grade 2 nonhem_ AE {lavertheadache) n = 1
: Grade ) hematological AF n=\
Moved away n= 1 6~ * Geade ) nonhem. AE (headachw) n=1

|aver started Peg iFN)

Poor efMcacy of DAS n=1 9" ——
(Gscontinued PegiFN M d mo )

wespee——= Grade 4 nonhem, AE (anaphylaxis) ne

12—t

Note: Two patients are Included twice:
1: never started Peg-#FN (1 mo |, then moved away and discontinued DAS (6 mo.)
1 discontinued Peg-IFN due to grade 4 hematol AL (4 mo ), then discontinued DAS due to poor eMicacy (9 mo |
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73%
18 ug/week
52%
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Are NordCML007 and Dasision
cohorts really similar??

Same treatment for first 3 months

Month 3 Dasision :qu_(_iCM.LQO?*‘1
>10%"> 16% 18% ].

. MMR 8% - 10% |

Intention-to-treat (ITT):
Data after discontinuations reported
(One pt movagd M7 and we have no data thereafter)




Response was excellent -
Major molecular response (MMR)

NordCMLODO 7

8]
"
1
0
ol
O
0
iU
- 0
W Mil " M M LT

Dasision

e e

(S Mo M1 Mis Min

NordCMLOO7= at time point  vs  Dasislon= cumulative response

NordCMLOO7 = Near-complete data, singular missing data per time point
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Response was excellent —
MR4.5

Dasision

A
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N
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Progressions and treatment switch

No progressions
S pts failures (ELN): No mutations
3 patients switched to NIL

1 SCT
W

TUDY GROUP




Impact of early molecular response
(EMR) for MMR at M12




Conclusions on safety

Combination appears safe

Toxicity is modest and manageable, but not negligible
No new types of adverse events

NO apparent increase in autoimmunity

Low rate of pleural effusions

80% of patientsyemain on PeglFN at M12!




B Conclusions on efficacy

* Addition of PeglFN appears very promising
* Randomized DAS+/-PegIFN comparison warranted
* Analysis of biological substudies and QoL is ongoing

!




134 Combination of Dasatinib and Peg-Interferon Alpha
2b in Chronic Phase Chronic Myeloid Leukemia (CP-

CML) First Line:
Preliminary Results of a Phase Il Trial, from the French
Intergroup of CML (Fi-LMC)

Lydia ROY, MD
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Impact of Ponatinib versus allogeneic
Stem Cell Transplant (SCT) on outcomes
in patients with Chronic Myeloid
Leukemia (CML) or Ph* Acute
eymphoblastic Leukemia (Ph* ALL) with

the T3151 mutation

Franck E Nicolint Grzeqgorz W Basak. Dong-Wook Kim, Eduardo Olavama, Javier
Pinillla-1barz, Jane F. Apperiey. Timothy P Hughes, Dietger Niederwieser, Michael J
Mauro Charles Chuah Andreas Hochhaus. Giovanni Martinelli. Maral DerSarkissian,
Andrew Kageieiry, Mo Yang, Hui Huang, Lisa J McGarry, Hagop M. Kantarjian

Jorge E. Cortes
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Background (1)

in the ple';\f_)f‘l-.ifll’!lt) era the " ';‘\“OQenelc stem Ce“
T3151 mutation significantly -
: transplantation - in eligible

shortens overail survival (OS) in Jationts - it ahiad
imatinib-resistant patients with ‘ ~NS ‘e O rescue
some patients-

chronic phase (CP) CML'< (as
shown in the figure below) and
IN Other disease phases
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Background (2)

® Ponatinib has demonstrated significant efficacy in BCR-ABL T315/
leukemias’ and 1s approved in the US and EU for adult patients with
refractory CML or de novo Ph* ALL and those with the T315]
mutation*-

®* Ponatinib represents an alternative treatment option to allogeneic
SCT in eligible patients harboring the T315| mutation®, but
differences in survival between such patients treated with ponatinib
and allogeneic SCT have not been studied to date

| ConesJ &l 4 NEJM 2015 28 1783170
vesert] Camoedge, MA. ARVAD Pharmaceuticals g, T4

KA Spackape .
_— . A g ¥
AR [ummary af DIoduct CNarECInnahci) Laathevihand. UK ARIAD Pogome LN, JUTS
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d L':"”,"_,".._u M Cin AN Hemay Oozod 2014 155 12031




Study Overview

Study Objective. Companson of overall survival (OS) among CML and
de novo Ph* ALL patients with the BCR-ABL T3151* mutation treated
with ponatinib versus allogeneic SCT

Data sources pooled to conduct indirect companson of ponatinib with
allogeneic SC1

* PACE tnal - Single arm phase |l clinical trial of ponatinib eXicacy
and safety
* Enrolled 449 patients from September 2010 to October 2011

who were resistant or intolerant to dasatinib or nilotimb or
with the T3151 mutation, in Ph* ALL and CML in all phases

* European Bone Marrow Transplant (EBMT) registry
(Myeloproliferative Neoplasias sub-committee of the Chronic

Malignancies Working Party)
* Included 222 CML and de novo Ph* ALL patients with the
T315! mutation, resistant to TKI, from 1999 to 2010 (e, in

the pre-ponatinib era)




Methods
Study Design

" Retrospective observational study

® Observation penod spanned from the date of treatment
intervention until the earlest of death or the end of data

availabiiity

Study Population

" Patients age 18 years or older with the T315| mutation
detected by any mean, in any phase of CML or with de novo

Ph* ALL
* Allogeneic SCT patients in second chronic phase were
excluded

Study Cohorts
» Two cohorts were evaluated:
= Ponatinib (from PACE)
= Allogeneic SCT (from EBMT Registry)
= Patients were also stratified by CML phase and Ph* ALL




Methods

Study endpoint

* Overall survival (OS) was evaluated. with date of intervention as the index date

® Median and interquartile range (IQR)
® Hazard ratio (HR) and 95% confidence interval (Cl)

Statistical analysis

® All analyses were stratified by CML phase and de novo Ph' ALL

Patient charactenstics were d during the baseline pernod pnior to
intervention, summarnzed and compared between cohorts (p-values from
Wilcoxon rank sum tests or chi-square lests as appropriate)

"
Analyses were adjusted for age, gender, geographic region, and time from
diagnosis to treatment initiation using inverse probability of treatment weights

(IPTW) method

Adjusted Kaplan-Meier survival curves were used to evaluate time to death (p-
values from log-rank test)

Adjusted Cox proportional hazards models were used to eslimate HRs (p-values
from Wald chi-square test)




CP-CML and AP-CML
Patients’ Characteristics

Age al index gate (years
Region,. n (%
Europe/Asia’Australia

North Amenca (US and Canada

Male. n (%)

Duration of follow-up (months), mean 2
sD

Clinical characienstics

Time from T315! detecton 1o intervention |

(months), mean £ S0
Time from diagnosis 10 mcex Caile
(months}. mean £ SO

CP-CML

SC1

(N = 26}

14042146

A73t4A16

AP-CML

Ponatd SCT
| (N=18) (N = 8)

p-yalye

p-value

0202 | S46+164 4582158 0244

12 (66 T%) T7(875%) 0375
B(333%) 1(125%) 0375
1161 1%) G6(750%) 0667
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Adjusted OS of CP-CML Patients

- — P Oonatinid
- H -=-SCT
ﬂ—ﬂ
~ \ i
.5 ) |
>
-
-
1
1
Months from treatment initiation
Ponatinit SC1 p-vaiue
(N = 64) (N = 26)
—————————————— — —e = —
Overall survival (months), median (IQR) NR (450 -NR) 1033(66-1033) 0013
Hazard ratio (85% Cl) ____ __037(016,084) __ Ret OOV

* p-valve <g = referance group, NR = nol reacned



Adjusted OS of AP-CML Patients

: L1 — Ponatinib

x__L.q' -=--S0
L

-
-
e
~
N
Months from treatment initiation
Ponatini SCHT p-value
(N = 18) (N = 8)
Owerall survival (months), median (IQR) NR(Z46-NR) 556(114-NR) 0 889
Hazard ratio (95% CI) 0 80 (0.20, 4 10) Rel 0889

* Pl Rof = mrference group NR = nof resched




Adjusted OS of BP-CML Patients

.g - SCT

- —— Ponatinib
= 3

L \

\
1
P 24 " an
Months from treatment initiation
Ponatinib SCT p-value

(N = 24) N=17
’
Overall survival (months), median (IQR) 70(35-110) 105(58-490) 0.026°

Hazard ratio (95% Cl) 2.29 (108 482) Ref 0.030*

* p-yvalue <0 05 Rel = reference group NK = nof reached




Conclusions

First analysis to confirm that ponatinib was associated with
significantly longer OS than allogeneic SCT in patients with
CP-CML, and thus, may be a promising alternatiye for
patients with CP-CML with the T315! mutation in this
setting

OS was similar between intervention groups in AP-CML
and longer for allogeneic SCT patients in BP-CML and de
novo Ph* ALL

* In patients with the T3151 mutation with BP-CML .
allogeneic SCT is a potentially curative therapeutic
option in a fraction of patients

Further studies on this topic are warranted

Physicians should base decisions on the benefits and risks
of each treatment option and availability of allogeneic

donor
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