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DICHIARAZIONE
Massimo Breccia

Come da nuova regolamentazione della Commissione Nazionale per la Formazione Continua del Ministero della Salute, & richiesta la
trasparenza delle fonti di finanziamento e dei rapporti con soggetti portatori di interessi commerciali in campo sanitario.

* Posizione di dipendente in aziende con interessi commerciali in campo sanitario (NIENTE DA DICHIARARE)

e Consulenza ad aziende con interessi commerciali in campo sanitario (Novartis, BMS, Incyte, Pfizer, Abbvie)

e Fondi per la ricerca da aziende con interessi commerciali in campo sanitario (NIENTE DA DICHIARARE)

e Partecipazione ad Advisory Board (Novartis, BMS, Incyte, Pfizer, Abbvie)

e Titolarieta di brevetti in compartecipazione ad aziende con interessi commerciali in campo sanitario (NIENTE DA DICHIARARE)
e Partecipazioni azionarie in aziende con interessi commerciali in campo sanitario (NIENTE DA DICHIARARE)

e Altro
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New TKIs
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ASCEMBL trial: dynamic of responses

Of 60 pts on asciminib with BCR::ABL1'S <10% at
baseline, 18 (30.0%), 24 (40.0%), and 36 (60.0%)
reached MMR at wk 12, 24, and 96, respectively,
Of 97 pts with BCR::ABL1'S >10% at baseline, 10 80

100+

50
(10.3%), 16 (16.5%), and 23 (23.7%) reached MMR EE
at wk 12, 24, and 96, respectively, ~ B0-
Of 18 pts on asciminib with BCR::ABL1" >1% by wk ’E - L'L
24, the estimated cumulative incidence 2 m % ' 1%
of BCR::ABLI'S <1% (95% Cl) was 22.2% (6.5%- E |
43.6%) by 1 year and 38.9% (16.4%-61.0%) by 2 W%

204 15% 18%

years.
Responses continued to deepen over time with Fm 1% 1% 17%
as.ummlt? |.n pts with CI}/IL-.CP after 22 prior T.KIs, 0- Raseline Week 12 \Week 4 \Week 48 Week 66
with additional pts achieving MMR at later time
points.

Hughes et al ASH 2022; 3008
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Figure. ASC40PT Study Design

Patients with CML-CP
=2 prior TKls

Warning or failure? {ieE e

daily randomized to
40 mg BID
or 80 mg QD¢

(ELN 2020) or
intolerance
to most recent TKI
(N=156)P

t
Screening 4 weeks
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ASC4opt: asciminib as 3L (40 mg BID vs 80 mg QD)

If no MMR at week 48
or loss of MMR after
week 48 up to 108,

escalation of asciminib

dose to 200 mg QD per

Primary investigator decisiond
endpoint:
MMR rate
at week 48 If MMR at week 48,
continue asciminib as
per allocation at study
entry
Treatment duration 144 weeks Follow-up
4 weeks

The primary endpoint is MMR rate (BCR::ABL1" <0.1%) at wk 48 in pts not in MMR at baseline. In pts not
achieving MMR at 48 wks or losing response after wk 48 and up to wk 108, asciminib dose may be escalated to

200 mg QD if in the investigator’s opinion the pt may benefit from the escalation.

Breccia et al ASH 2022; 4334
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Asciminib MAP in Russia: updated results

Cumulative Incidence of MMR

1
08 Ponatinib-naive 75%
0,6
0,4 -

Ponatinib-pretreated 23%

0,2

0 6 12 18 24 30
Time, month

* 50 patients
* 20 pts received 200 mg BID and 30 40 mg BIS
*  Median FU 17 months

e 2-year OS was 100% and 93% in 200 mg BID and 40 mg BID,
respectively

For 40 mg BID group
* CCyR55%

*  MMR 29%

* MR417%

For 200 mg BID group

* CCyR45%

*  MMR 48%

*  MR445%

Cumulative incidence higher in ponatinib naive

Most frequent AEs were thrombocytopenia and neutropenia

Turkina et al ASH 2022; 4342
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* 53 patients. Median age 57 years

*  62% of pts received ponatinib

* The reason for stopping the last TKI was intolerance in 33 (62%) and resistance in 20 (38%) patients.

e T315l was most common (n=13, 25%)

* 29 (52%) achieved major molecular response (MMR; BCR::ABL1 PCR <0.1% IS) or better.

* History of a non-T315I-TKDM was associated with a lower rate of MMR (27% vs 62%, p=0.014).

* No ssignificant differences were seen between those who had previously received ponatinib or not (48% vs 65%,
p=0.450), although those with ponatinib resistance, rather than intolerance, had a tendency toward a lower rate of
MMR (33% vs 65%, p=0.11).

c D
Impact of a detectable Impact of a detectable
T318 mutation in baselines sample by NGS non-T315 mutation in baselines sample by NG5S

Baseline NGS
TKDM Screen

P16 P=0335

% patients
(Best raspanss)

23 achieved CCyR

ooy MRY

11 no CCyR

W o TS mutslion [n=27) B Mo ron-T3H5] mutstion [0=27)
B TITHOM frT) B Non-T31S-TKDM n=7)
Figure 4 - Impact of 3 detectable TKOM wncsanruxmemlmmtb e wo‘ml nts with 3 umx:l e NG5 T r\s(em.u:.z 4), and identied TKOM in baseline samples, each lin
single ertage Indicated variant llele fraction {B). Respanse stratified by the afa 13151 () 0 eT21511D] TXOM in the baseim e .
represents  single patient, percentoge indicated vari 2 Eapanse shro ¥ the pre: L ot e sam Innes, ASH 2022, abStraCt 3025

.
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ASC4more trial: asciminib add-on vs ima vs nilo
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. Pts were randomized 1:1:1:1 to receive ASC (40 or 60 mg

W ASC 40 + IMA
once daily [QD]) add-on to IMA 400 mg QD, continue MR*% at Week 48: Primary e ’um
e M | .
IMA 400 mg QD, or switch to NIL 300 mg twice daily. The Endpoint ‘
primary endpoint was MR*5 rate at wk 48. 30 4 @ Continued IMA

. 84 pts randomized B Switch to NIL

. In the 40-mg ASC add-on, 60-mg ASC add-on, IMA, and
NIL arms, respectively, 19.0%, 28.6%, 0%, and 4.8% of
pts were in MR*> at wk 48

. The Kaplan-Meier—estimated rate of maintaining
MR4> for 248 wk was 60.0%, 80.0%, and 66.7% in the 40-
and 60-mg ASC add-on and NIL arms, respectively.

. ASC add-on was associated with higher rates of adverse
events (AEs), serious AEs, and discontinuations than
continued IMA, but less than switching to NIL

Patients, %

M
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ASC2ESCALATE: dose escalation to 200 mg BID in pts with failure

Primary endpoent: MMR at 12 maonths

A Phase Il, Single-Arm,
Dose-Escalation

Study of Asciminib
Monotherapy in
R Patients With Chronic
BORABL 1% 2% — Myeloid Leukemia in
surrent doss 1 Chronic Phase

ol o e Previously Treated With

1 Prior TKI
I TH15] is dedacted, tha doss W THS i detectod, the dods

will be incressed Lo 200 myg BID, will b increassd o 200 mg BID,
and the patisnt will be withdrawn and the patient will be withdrawn
fram the study fram the study
Sasaki et al ASH 2022; 3020
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ASCEND trial: asciminib 1st line interim analysis

Phase l trial _ Fig 2. BCR::ABL1 over time for ALLG CML13 ASCEND-CML
Patients with treatment failure (BCR::ABL1 >10% at 3 or 6 e

months; BCR::ABL1 >1% at 12 or 18 months) continue asciminib 3

and add either imatinib, dasatinib or nilotinib, according to i E -

physician preference. T ’

Patients who have not failed, but have not achieved optimal TR E g° 8

o

response at 6, 12, or 18 months, have their asciminib dose
doubled to 80mg BID

Co-primary end points are achievement of early molecular
response (EMR, BCR::ABL1 <10% at 3 months) and major o

molecular response (BCR::ABL1 <0.1%) by 12 months B H H H

° o
. 8

BCR-ABL IS%

MMR threshold

79/100 pts enrolled with a median FU of 10 months o
Most common AEs reported were neutropenia,

thrombocytopenia, increased amylase/lipase

9 pts discontinued: 2 case of resistance (1 sudden BC with

myristoilic site mutations)

EMR 93.7%

3 pts escalated the dose

MR4.5 threshold

0.001

BL MO1 MO2 MO3 MO6 M09 M12
Months (M) from baseline (BL)

Yeung et al ASH 2022; 79
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ASCAfirst: asciminib as frontline Tx

Primary endpoint Key secondary endpoint

Stratified by prerandomization selection of
TKI (imatinib/2G TKI) and ELTS
(high/intermediate/low)

Investigator selected TKI®:
» 1G TKI (imatinib)

» 2G TKI (bosutinib,
dasatinib, or nilotinib)

MMR evaluation | | | |
48 weeks 96 weeks

* Newly diagnosed (as per ELN 2020 criteria) ——  Asciminib 80 mg QD Failure/Intolerance 5
patients with Ph+ CML-CP with no prior TKis® ;
218 years of age R1:1 -_—g
-

N =402 =

=

<

=

)

—— Failure/Intolerance

Q
3
=
=)
e
2
]
7]
L]
>
)
F
o
®

The primary objectives are to compare the efficacy of asciminib vs investigator-selected TKls and to compare the efficacy
of asciminib vs IMA in the stratum of investigator-selected IMA. The primary endpoint is MMR at week 48. The study will
be positive if either of these objectives is met.
Hughes et al ASH 2022; 3012
I ———————————————————————————————————————————————————————————
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Khoury-center

Screening

Enroliment

DANTE trial

Combination Phase

Asciminib + Imatinib 12 cycles

e ———

60-70 adult
CML patients

in chronic phase

ASC 40 mg BID
N +

NIL 300 mg BID

EOT

Long Tem Follow
Up

Treatment Free
Remission Phase

Sustained DMR

No Sustained
DMR but > MMR

of the Study

Milano, 2-3-4 Febbraio 2023

5.
6.
7. Willing to practice appropriate contraception

Asciminib post TFR failure i

3.
4.

Age 218 years old; ECOG PS 0-3

CML-CP with either the b3a2 (e14a2) or b2a2 (e13a2) variants
giving rise to the p210 BCR-ABL1 protein

Single prior instance of physician guided TFR attempt

2 3y of TKI therapy and documented deep MR (MR4; <0.01% IS)
for = 2 years prior to first TFR attempt

Relapse (loss of MMR) and resumption of imatinib (up to 400 mg
daily) for 1 year prior to study entry

BCR::ABL1 RQ-PCR <0.0032% IS at enroliment

Treatment Free Remission (TFR) Phase

Enrollment
Stop TKI

Central PCRs
Every 4 weeks from day 1 toweek 52, [w=M  Every 12 weeks from week 112 to 160
then every 6 weeks until week 100

Local PCRs

LTFU End of
—
| I nd "

Inclusion criteria

* CML-CP patients > 18 years

First line treatment with NIL for at least 3 calendar years at 300 mg BID dose (it may be less than 300
mg BID if considered appropriate by clinical judgement, but at least 300 mg daily), followed by first TFR
attempt

First TFR failure, followed by at least 1 year of NIL retreatment before enroliment in TFR2 stage

MR4 or better (BCR-ABL < 0.01% IS) assessed at screening

Mauro et al ASH 2022, abstract
Rosti et al ASH 2022, abstract
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Olverembatinib: phase 1, 5-years long-term FU

° Phase | trial, 101 pts (86 CP) - - . Response -
* Median Tx duration 44.7 months "1 B... " _ -
e 83%>2 previous TKls - -
*  66.7% T315| mutated, 11.9% compound mutations - = Bems -~
*  71% continued the treatment o i
° CP patients: 55% MMR - cumﬂm C‘Ox ™mes CWRLCP total cn-.::‘::‘nlu C‘”:él:!ﬂ CMIL-AP total
* AP patients: 40% MMR SRS W s Ny
1004
*  T315] mutated: 73% MIVIR 804
"3
> 604
* PFSat48 mos: 85.6% =
« 7/12 compound obtained MMR (58%) g 401
o PFS % (95% Cl) at 48 mo
20+ — CP 85.6 (70.6, 93.3)
*  AE: skin pigmentation 85% " == AP 08@2S, 720
hypertriglyceridemia 11% 0 6 12 18 24 30 36 42 48 54 60 66

____ Months

proteinuria 6.9% S

- thrombocxtoEenia 78% (51% > GR3) Jiang et al ASH 2022; 81
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Olverembatinib in T315]1 mutated pts: phase 2 trial

.« €C201 study (CP with T3151, 40 mg QD) = b

41 pts s

78% pretreated with > 2 TKils s

100% CHR, 82.9% MCyR, 58.5% MMR -

36-months PFS 86.3%, OS 95% o

AEs: thrombocytopenia 70.7%, skin pigmentation 56.1% ; om =R
100-—~=T:—“.m~

*  CC202 study (AP pts with T315I) ™ e

23 pts, ; 60

78.3% MaHR (73.9% CHR), 52% MCyR, 47.8% MMR E "

36-months PFS 57%, OS 69.6% R

AEs: thrombocytopenia 78.3%, skin pigmentation 69.6% G

56% proteinuria and 52% hypocalcemia E & K ,:,imhs s W A

61% hypertriglyceridemia Jiang et al ASH 2022; 83




Novitzl el Mgl
cdellel Soclaiel Anrlgricelnzl
(J INEIEE)O) ge

Olverembatinib phase 2 MDACC trial
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L[]
30 ptS . L. Table 2. Efficacy Overview of Olverembatinib in Patients with CML and Ph+ ALL
* Randomized 3:3:2 to olverembatinib 30, 40, 50 —
Qo D Response Category Total CML-CP AP[zl;;ffh+ P‘s.\\l‘:::(i.fbilﬂ B ‘?\.;:nl‘t:‘lli::slﬂ
*  The majority (56.7%) received 4 or 5 previous TKls Efficacy population 21 16 5 8 13
. .« . . « . Cytogenetic response
* 21 received ponatinib and 5 asciminib before E‘_almLmbic,s,m_ = o : " 5
° 12 T3 15| m utated Major cytogenetic response, no. (%) 11 (64.7) 9 (69.2) 2 (50.0) 5(62.5) 6 (66.7)
Complete cy ic resp .-n0. (%) 10 (58.8) 9(69.2) 1(25.0) 5(62.5) 5(55.6)
Molecular response
° 22/30 pts experienced GR 3/4 AES Evaluable subjects, no. (%) 21 16 5 8 13
. Maijor molecular response, no. (%) 9 (42.9) 7(43.8) 2 (40.0) 4(50.0) 5(38.5)
*  Thrombocytopenia 23%
neutropenia 16% Response Category ll:retrealed- ) .\'ai‘\'eL ‘Resistan( II’::)zl:rnal:l-
CPKincreased 10% e o
Evaluable subjects, no. 12 6 9 3
Major cytogenetic response, no. (%) 9(75.0) 3(50.0) 6 (66.7) 3 (100.0)
* InCP: CCVR 66-7%; MMR 44% Complete cytogenetic response, no. (%) 8 (66.7) 3 (50.0) 5(55.6) 3 (100.0)
Molecular response
. . Evaluable subjects, no. 14 8 11 3
e The drug was effective in T315] mutated or WT, Major molecular response, no. (%) 7 (50.0) 3(37.5) 6 (54.5) 1(33.3)
regardless the previous treatment with ponatinib or
asciminib

Jabbour et al ASH 2022; 82
I ———————————————————————————————————————————————————————————
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Vodobatinib efficacy according to lines of prewous TKiIs

°
43 pts Table 1: Efficacy Outcomes and Drug Exposure
e 15ptsin 2L, 28 in 3L, 15 3L including ponatinib, and [ r o Fon sc Cver
. . . e e e (N=15) (N=28) (N=15) (N=3) (N=43)
3 ptsin 3L including pona and asciminib = = = = =
Hematological Baseline Baseline Baseline Baseline Baseline
Response Response Response Response Response
. . . CHR 1(6.7) 7(46.7) 14 (50.0) 21(75.0) 9 (60.0) 12 (80.0) 2(66.7) 3(100.0) 15(34.9) 28 (65.1)
* 56% resistant, 15 with mutations Wissing'| 5 (33.3) 0 20.0) 0 1(67) 0 1(333) 0 7(163) 0
. . i i Best i Best i Best 5 Best S Best
b MMR WaS aChleved In 5 (33-3%), 14 (50-0%) and 8 Cylopsnetic Baseline Response Essine Response Baseins Response e Response Baseling Response
H 1 Maj i 4(26.7 1(73.3 8 (28.6] 7(60.7 5(33.3 10 (66.7, 0 1(33.3 12(27.9 28(65.1
(53.3%) in 2T, 3T and PON, respectively. sl yvogenetio esporse ] A0267) | MAY | SER4) | U | SESD | 194667) e
Complete cytogenetic response | 2 (13.3) 10 (66.7) 5(17.9) 14 (50.0) 4(26.7) 7(46.7) 0 1(33.3) 7(16.3) 24 (55.8)
e Ofthe 20 pts with MMR as best response, 10 Partial cytogenetic response | 2(133) | 1(67) | 3(107) | 3(107) | 1(67) | 3(200) 0 0 s(116) | 4(03)
o . Minor response | 1(6.7) 0 6(21.4) 1(3.6) 3(20.0) 1(6.7) 2(66.7) 1(333) 7(16.3) 1(2.3)
(236/)) achieved molecular response M4 Minimal response | 2(13.3) | 3(200) | 5179 | 4(143) | 1(67) 1(6.7) 0 0 7(163) | 7(163)
No response 8(53.3) 1(6.7) 7(25.0) 4(14.3) 4(26.7) 2(13.3) 0 1(33.3) 15(34.9) 5(11.6)
Missing [ 0 2(7.1) 2(7.1) 2(13.3) 1(6.7) 1(33.3) 0 2(4.7) 2(4.7)
® Dose IntenSIty Was Slmllar for a” grou pS Molecular Baseline - Baseline e Baseline Best Baseline Eat Baseline past
Response Response Response Response Response
b 2/16 Who progrESSEd, dEVEIOped compou nd Major molecular response (M3) 0 5 (33.3) 1(36) | 15(53.6) 0 8(53.3) 0 0 1(23) | 20(465)
t t Molecular Response (M4) 0 2(13.3) 1(3.6) 9(32.1) 0 4(26.7) 0 0 1(23) 11(25.6)
mu a Ions No response | 14 (93.3) 10 (66.7) 24 (85.7) 12 (42.9) 13 (86.7) 7(46.7) 1(33.3) 3(100.0) 38(88.4) 22(51.2)
Missing|  1(6.7) 0 3(10.7) 1(3.6) 2(13.3) 0 2(66.7) 0 4(9.3) 1(2.3)
. Average dose received per day
° . 0, : 174.00 127.7 123.7 123.7 166.6
AEs: thrombocytopenla 14% ::;::’_:'::)‘"s(m’d""' (58.7-204.0) (48.0-215.1) (66-0-215.1) (66.0-167.7) (48.0-215.1)
1

Gl events
increased amylase/lipase

* 10 pts experienced CV effects (GR3 in 2 pts)
- 1

Cortes et al ASH 2022; 84
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ELVN-001: new selective TK inhibitor
Phase 1b )

Phase 1a — RDE 3 =) | Cohort 3: CP-CML with T315] mutations; n = 20

Dose

Escalation RDE 2 m=) | Cohort 2: CP-CML; n = 20
343 =) Randomize
starting at RDE 1 m=) | Cohort1: CP-CML; n =20
10mg QD k )

RDE = recommended dose for expansion

* ELVN-001 is a highly selective small molecule active site inhibitor of ABL1 that does not significantly inhibit the
receptor tyrosine kinases PDGFR, KIT, VEGFR2 or the Src-family (eg SRC, LCK, LYN, FYN).

* |nvitro data also supports ELVN-001 targeting the most common CML mutation, T315! and not being a substrate for
drug efflux transporters such as BCRP, which may contribute to resistance or sensitivity to other TKIs.

* A phase 1 open-label, multi-center, dose escalation and expansion study. Eligible pts are adults with CP and AP CML
who are intolerant or have failed (as per ELN 2020 Recommendations) available TKls known to be active for

treatment of their CMLL.
* Prior marrow transplant is allowed. CML with point mutations E255, Y253, G250, F317 or Q252 are excluded.

* Primary endpoints are dose limiting toxicities, adverse events, laboratory and ECG abnormalities.

HUﬁhes et al ASH 2022'i 3018
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Update of ongoing trials
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OPTIC trial at 3 years of FU

* 283 pts randomized to 3 different doses

* Of the patients with T3151 mutations, 64% (16/25), 25%

(5/20), and 16% (3/19) attained <1% BCR::ABL1" by 36 45-mg Cohort  30-mg Cohort 15-mg Cohort
months versus 50% (39/66), 44% (32/73), and 46% (33/71)  ToPome e - (g_gy
of patients without T315I in the 45-mg, 30-mg, and 15-mg r‘](o//‘;)B FABLIE by S0Ime; 26(00) SF0) 26 (40)
cohorts, respectively. Median DOR, mo (range) NR(0-68.8)  NR(0-66.1)  NR (0-69.5)
Survival probability at 36 mo,
* 27%(12/45) and 11% (3/27) patients re-escalated after % (95% CI)

loss of <1% BCR::ABL1"” response; 75% (9/12) and 67% PFS 72(61-81) 67 (54-77) 70 (57-79)
(2/3) of these patients regained <1% BCR::ABL1", 0s 87 (78-93) 87 (78-93) 92 (85-96)

respectively.

* Grade 23 AOEs were reported in the 45-mg cohort (6%),
30-mg cohort (6%), and 15-mg cohort (4%) and were
similar to reported rates in the primary analysis of OPTIC
(45 mg, 5%; 30 mg, 5%; 15 mg, 3%).
Cortes et al ASH 2022; 620
S
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Dasatinib 50 mg frontline long-term FU
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* 83 pts
* Median age 47 years " -
*  48% were males
0.8
*  65% of pts had low risk %
8 06
o
* At 3 months, 96% achieved EMR s
g 0.4+
* At 12 months, 81% MMR, 63% MR4, 46% MR4.5 §
0.24
*  5-years FFS 88%, EFS 97%, OS 98%
* Rate of PE was 5% ] ; x . r
0 2 4 6

» 5 patients discontinued the treatment Years from diagnosis

Ricos et al ASH 2022; 619
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TFR
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Emerging strategies: the role of ropeg-IFN in TFR

* Ptsin stable DMR or in second TFR randomized to
receive ropeg-IFN or no other treatment

* Primary endpoint the molecular relapse free survival

e 203 pts randomized

* In 80% of pts was the first attempt of TFR

* MRFS at 24 months was 56% for ropeg-IFN vs 59% for
no treatment arm

04

«  Ropeg-IFN maintenance after discontinuing TKI- 931 = ropegIFN: 13 — month probability: 64%, 95% — Cl: 53-73%
monotherapy does not increase the proportion of

patients, who persistently maintain at least an MMR.
The German CML-V (TIGER) trial currently explores the 0
impact of IFN maintenance on TFR when patients 6o 6 © B 24 ® W @ 4 5 @ 6

receive a combination of TKI plus IFN before TKI stop Months since randomisation

02 No treatment: 13—month probability: 60%, 95%—Cl: 50—69%

Molecular relapse—free survival probability

0.11

Burchert et al ASH 2022; 622
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TFR-pro: risk of progression in pts eligible to TFR
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Slightly more than half of 778 eligible Pts attempt T EEEREERETYLY
™ t Time from eligibility or TD (years)
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* Retrospective study in 20 centers

* Ptseligible have at least 4 years of TKI treatment
and 18 months of stable DMR

*  Primary endpoint was to assess the risk of
progression to AP/BP

* 810 pts recorded

* Median FU 6 years

* 434 pts attempted TFR, with 35% of relapse
*  Risk of progression is 1/778 (0.13%)

Proportion of patients without MR

*  Pts who discontinue treatment have a significantly Number at risk
higher risk of losing MR3 than Pts who do not NoTD 344 236 163 112 67 39 19
gher risk orlosing TD 434 321 288 181 117 69 34

Zambrotta et al ASH 2022; 6239
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TRAD trial: second attempt TFR

* Dasatinib for rechallenge after 1t TFR failure with imatinib

* 12 months dasatinib did not improve TFR2 rate

* 3/35 pts that stopped dasatinib maintained TFR (8.6%)

* MREFS at 12 months was 10%

* Clinical factors predictive of TFR2 failure were: 1. failure to achieve MMR in less than 1 month following dasatinib
rechallenge; 2. doubling time below 12.7 days at 2 months after imatinib discontinuation; 3. any detectable BCR::ABL1
transcript level between MR4 and MR4.5 before dasatinib discontinuation.

* A model was created with these 3 variables predictive of TFR2 failure

Table 1. Univariate analysis of TFR2 risk factors identified 5 risk factors Fig 1. TFR2 according to the risk

Risk factor [ subgroup [ TFR2, 6 mo | P-value | HR[95% CI] group of risk score model
During DA rechallenge i
Time to MMR with DA | MMR achieved beyond 1 mo (n=24) | 63.6% 0.0002 ] 1.000 L;:;'*k‘f’e":fof"’l(’
MMR achieved within 1 mo (n=11) | 4.2% 4.656 [1.945-11.14] 08 34 .s“: a} 12 montf;
Prior to DA discontinuation for TFR2
BCR::ABL1 gPCR level Undetectable (MR5.5 or below) 28.6% 0.0001 1.000 208
before TFR2 (n=28) 3
Any detectable (MR4-MR5.4) (n=6) | 0% 7.04 [25.6-1.964] § -
IM discontinuation for TFR1
Molecular relapse MR4 loss only (n=11) 63.6% 0.001 1.000 02
pattern High risk group (n=24)
o
MMR loss (n=24) 2.2% 4.163 [1.749-9.901] vo | P=0.0001 37;‘;:: 162":;"“:‘:5
Time to MR loss MR loss beyond 2.8 mo (n=21) 38.1% 0.0002 1.000 I x . a u 2
MR loss within 2.8 mo (n=14) 0% 4.717 [2.058 -10.81] nths sconti
DT at 2 months DT above 12.75 days or <0 (n=12) 50.0% 0.002 1.000 o N:B 2 6 2 1
shorter DT at 2 months (n=22) 2.5% 3.654 [1.59-8.396] L o R A&

Perusini et al ASH 2022; 3017
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DANTE: dose optimization trial for TFR

Primary endpoint: Percentage of patients in
FTFR 96 weeks after the start of consolidation
phase

FTFR: patients in MMR or better at week 96

FTFR: Patients in MMR or better including those who remained in Sustained TFR
discontinuation during TFR phase and those who are treated with half the B
standard dose at week 96 DMR \Week 48-144

Screening Consolidation Phase No sustained Remain in consolidation
Week 4-0 Week 0-48 EMA;{,;RN until Week 144

+ CML-CP 218 years Loss of MMR Return to standard
+ Nilotinib first line for at least 3 calendar years at 300 mg BID treatment until 10081

dose. At study entry, an ongoing treatment at a dose = 400 mg zz: ﬁ‘x\—
per day is allowed. S 0%

+ Sustained DMR, defined as MR 4.0 in all of the last 4 BCR-ABL Molecular response in 47 patients who =1
RQ-PCR assessments completed Consolidation Phase %1 67.5%

* No prior TFR attempt or known atypical transcript 1
« ECOG performance status 0-2 i 6 patients - .

f MMR

50% |

% of pationts without Loss

regained e
. 9 1 7 3 45 6 7 66 oM 213 151017 % 19 20 o

DMR (median : ‘

time. 41 41 39 36 33 28 28 27 27 27 27 27 26 19 18 14 10 8 7 6 3 O
Patients with loss of MMR at any time will return to L 1 patient still in TP ————

. ] . . . Dots: 1t censors.

standard nilotinib regimen (300 mg BID) until end of trial MMR by data Ptientsa i e fhose who b o cessred obsevtions s i ot e s of MMRat the considerd imepont
(week 144). cutoff

Stagno et al, ASH 2022, 4326
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Genomic data
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Additional mutation events in CML: prognostic role

Imatinib-treated patients (n=200) 2G-TKI treated patients (n=116)
Outcome by Patientsuwifh Patients Patients with Patints
* True incidence of effect of cancer-gene mutations e SR
and Ph-associated rearrangements e | g & . i o B
* Incidence of AME in imatinib-treated pts was 31% o
(16% gene mutations and 18% Ph-rearrangements) Tl‘lfﬁﬁ'fer n 8 0 8 8 7
* Incidence of AME in 2gen TKls-treated pts was 29% - MRA 3 & 01 6 7 2
(17% gene mutations and 14% Ph-rearrangements) °3
* ASXL1 was the most frequent mutation (9% and 8%) & ;5
3
* Imatinib-treated pts with AME had low FFS (69%), 2 509
MMR (72%) and MR4 /37%) 2
* In 2gen TKIs pts similar responses in pts with AME § £2
0 . . .
* No differences in OS and TFS in imatinib and 2gen 0 12 24 36
TKls Months since TKI commencement

Shanmuganathan et al ASH 2022; 331
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ASXL1 in CML: prognostic role

* 222 pts of TIGER study investigated at baseline with MMR at 12 months MMR at 18 months MMR at 24 months
NGS 100

* 53 pts (24%) carried 60 gene mutations I { 1 I

e ASXL1in 20 pts (9%) I

* Median age 54 years L l

* Follow-up of 100 pts during Tx showed 3 distinct
patterns

- Eradication in parallel with BCR::ABL1

- Persistence despite decline of BCR::ABL1

- Emergence or clonal evolution

Proportion of patients with MMR (%)

01

* Pts with ASXL1 showed less favourable response to
nilotinib for MMR (at 24 months 65% vs 89%)

e ASXL1 mutated were more frequently found in high
risk EUTOS score and were more younger

ASXL1
ASXL1
ASXL1

No mutations
Other mutations
No mutations
Other mutations
No mutations
Other mutations

Ernst et al ASH 2022; 332



