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Discussion of off-label use: venetoclax and azacitidine
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Topics to be discussed

1. Currently available (nontransplant) frontline therapies for higher
risk MDS

2. VERONA trial: venetoclax + azacitidine versus placebo + azacitidine

3. Next steps
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Front-line Therapy for Treatment-
Naive HR-MDS

Lower intensity therapy: (a) azacitidine (AZA); (b) decitabine (DEC);
(c) decitabine/cedazuridine (DEC-C)
Intensive chemotherapy
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AZA monotherapy efficacy and safety

AZA-MDS-001: Phase lll, multicentre trial of AZA versus conventional care regimens (CCRS) in patients
with IPSS higher risk MDS (defined by FAB classification incl. WHO AML with <30% bone marrow blasts)

AZA 75 mg/m2 SC for 7 consecutive days

Phase Il (open-label) kS Primary
IPSS Intermediate-2 or = per 28-day treatment cycle for at least 6 cycles 2
AZA-MDS-001 High risk MDS % endpoint: |
E overall surviva
N=358 S CCR: BSC; LDAC SCorIC IV
. _ AZA CCR
Overall survival: AZA versus CCRs (n=179) (n=179)
Log-Rank P =.001 OR (CR+PR) 29% 12% 0.0001
HR: 0.58 (95% CI: 0.43-0.77)
2 Deaths: AZA = 82, CCR = 113 CR 17% 9% 0.015
e Difference: 9.4 months RBC-TI 45% 11% <0.0001
E 50.8% DOR, months 13.6 5.2 0.0002
7 ¥
é . 24.4 months AML transformation (months) 17.8 11.5 <0.0001
$ /,26'2% AZA The most frequent Grade 3 or 4 AEs in the AZA, LDAC and IC
g N i CCR groups, respectively, were:
: * Neutropenia (91%, 89% and 90%)
0.0+ - r - r r : v r *  Thrombocytopenia (85%, 96% and 95%)
0 5 10 15 20 25 30 35 40
Time (months) From Randomization Deaths during the first 3 months of therapy: 11% AZA vs 9% CCR
Real World Data: Health Canada approved (2009) for the treatment of adults with IPSS

intermediate-2 and high-risk MDS or AML with 20-30% blasts and multi-lineage
dysplasia who are not eligible for haematopoietic stem cell transplantation

AE, adverse event; AZA, azacitidine; BSC, best supportive care; CCR, conventional care regimen; CR, complete remission; DOR, duration of response; IC, cytarabine + daunorubicin/idarubicin;
IV, intravenous; LDAC, low-dose cytarabine; OR, overall response; OS, overall survival; PR, partial response; RBC-T], red blood cell transfusion independency; SC, subcutaneous;

Fenaux, P. et al. Lancet Oncol. 2009;10(3):223-32.

Overall survival 10-19 months with azacitidine




Percent Alive Without AML

IV Decitabine monotherapy efficacy and safety

Phase Ill, multicentre trial of IV decitabine versus best supportive care (BSC) in patients with IPSS
Intermediate-1/2 or high risk MDS (defined by FAB classification incl. WHO AML with <30% bone marrow

blasts)
Phase IIl (open-label)
IPSS Intermediate-1/2 or
High risk MDS
N=170

Analyzed Population = All Patients*
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QoL: DEC superior for global health status, physical functioning, fatigue & dyspnea

* 52/170 (30% of patients had IPSS Intermediate-1 risk MDS)

* Median 3 cycles DEC (range, 0-9)

* 2 dose regimens are approved, but default dose/schedule is DEC 20 mg/m2/day IV x 5

consecutive days every 4 weeks

IV Decitabine 15 mg/m? IV g8hr for 3 consecutive days
per 6-week* treatment cycle for maximum 10 cycles

Primary endpoint:
» overall response rate
* time to AML or death

DEC IV BSC

(=89) | (n=81) [N
OR (CR+PR) 17% 0% <0.001
CR 9% 0%
Hematologic Improvement 13% 7%
DOR, months 10.3 NS
AML transformation or death 121 78 016
(months)?2
Median OS (months) 14 14.9 0.636

3 subgroup analysis IPSS Intermediate-2/High risk 12 mos vs 6.8 mos (P =0.03)

Health Canada approved (2019) for the treatment of adults with IPSS
intermediate-1, intermediate-2 and high-risk MDS, French-American-
British (FAB) subtypes (RA, RARS, RAEB, RAEB-t, and CMML) who
are not eligible for haematopoietic stem cell transplantation

AE, adverse event; BSC, best supportive care; DEC, decitabine; CR, complete remission; DOR, duration of response; IV, intravenous; NS, not specified; OR, overall response; OS, overall survival;

Kantarjian, H. et al. Cancer. 2006;106(8):1794-80.



Oral decitabine 35 mg/cedazuridine 100 mg (ASTX727; DEC-C) versus IV decitabine

ASCERTAIN: Phase lll, cross-over study of oral decitabine/cedazuridine (ASTX727) versus IV decitabine
in patients with IPSS intermediate-2 or high risk MDS and CMML

Phase Il (open-label)
IPSS Intermediate-1/2 or
High risk MDS & CMML

N=133

ASCERTAIN

Randomized

1:1

Cycle 1

Oral ASTX727 5
days g4weeks

IV DEC 20 mg/m2/d
x 5 days q4weeks

Cycle 2

IV DEC 20 mg/m2/d
x 5 days q4weeks

Oral ASTX727 5
days q4weeks

Cycles 3+

Primary endpoint:
Pharmacokinetic

Oral ASTX727 5 equivalence (AUC)
days g4weeks between 5 days oral

decitabine/cedazuridine
and IV decitabine

The study met its primary endpoint of equivalence with high confidence: Oral/IV 5-day AUC 98.9% (90% Cl 92.7, 105.6)

100

80—

60

Survival (%)

40

20

—— Overall survival

—— Leukaemia-free survival  31.7 mos (95% Cl, 22.1-NE)
31.8 mos (95% Cl, 28-NE)

0 T T T
0 5 10 15

Number at risk

(number censored)
Leukaemia-free survival 133(0) 121(1) 100(3) 88(3)
Overall survival 133(0) 126(1) 109(3) 96(3)

* 64/133 (48%) patients had IPSS Intermediate-1 risk MDS
Garcia-Manero, G. et al. Lancet Haematol. 2024;11(1):e15-e26.

25

Time (months)

72(5)
79(5)

35 40

35(37) 5(64) 0(69)
36(40) 5(68) 0(73)

All patients (n=133)

Complete remission (CR) 29 (25%)
Marrow CR 43 (32%)

Marrow CR + Hematologic improvement (HI) 22 (17%)
Hematologic Improvement (Hl) 10 (8%)
Overall response 82 (62%)

Median no. cycles 9 (range, 4-17); median treatment duration 8.2 mos (range , 3.9-17.7)

Health Canada approved (2020) for the treatment of adults with IPSS
intermediate-1, intermediate-2, and high-risk MDS, including previously
treated and untreated, de novo and secondary MDS with the following
French-American-British subtypes (RA, RARS, RAEB, and CMML)




Overall Survival According to Salvage Therapy
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OSZy 15.3%
e 15 ll b Unknown 165 NA 2.6
= Ik Best supportive
= Ill' care 122 NA 4.1
E | Low-dose
— -

= chemotherapy 32 0118 7.3
E 501 ke INtensive

*
2 : | BT chemotherapy 35 322 8.9
© Investigational

e Q
g therapy 44 4/36 13.2%t
= L Allogeneic
S 1._._ transplantation 37 1 1318 19.5%t
—
I o T T |
0 365 730 1,095 1,460

Time Since AZA Failure (days)

Prebet et al. J Clin Oncol 2011

a Survival was measured from the date of AZA failure; ® Low dose
chemotherapy (cytarabine, 6-mercaptopurine, hydroxyurea, melphalan); ¢
Investigational therapy (epigenetic drugs [DNMTi +/- HDACI, HDACi-based
regimens], immunomodulatory drugs [thalidomide, lenalidomide] ,
nonregistered compounds [triapine, etc]



Systematic review and meta-analysis of

front-line intensive che

« MEDLINE, Embase, Scopus and Cochrane
databases from each database's inception
from 1990 to January 27, 2020

e Studies combining AML and MDS outcomes
or relapsed/refractory MDS were excluded

* Main endpoints: (a) overall remission rates
(ORR), (b) 30- and 60-days mortality, & (c) 1-
year, 2-year and 5-year OS

* Included 13 studies (4 studies were
randomized)

Currently AML-like chemotherapy is mainly used
as induction therapy prior to allogeneic HSCT

7+3, daunorubicin/idarubicin + cytarabine; AML, acute myeloid leukemia; BM, bone marrow; CR, complete remission; d, day; FLAG, fludarabine, cytarabine, G-CSF, MDS, myelodysplastic neoplasm;

motherapy in MDS

Total patients

(n=1,164)
Median age, y (range) 60.1 (17-88)
Males 58.9%
Abnormal cytogenetics 58.4%

Median % BM blasts (range)

17.8% (4-29%)

Induction regimens

743, FLAG, s-HAM, others

Sy

ORR 55% (CR 52%)
30-d mortality 7%
60-d mortality 15%
Median OS, mos 11.6
0S,, 48%
0S,, 21%
0S 5%

mos, months; OS, overall survival; s-HAM, sequential high-dose cytarabine and mitoxantrone; y, years.

Benkhadra, R.. et al. J Clin Oncol. 2020;38(15 supplement):e19530




Phase 3 VERONA Trial
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VEN + AZA Efficacy and Safety

VERONA: Phase lll, multicentre, randomized, double-blind trial comparing VEN + AZA versus PBO + AZA
in patients with higher risk MDS

Phase Il IPSS-R >3 -
(intermediate, high, very high) & VEN 400 mg PO Days 1-14 + AZA 75 mg/m2 SC/IV Days 1-7 :
MDS patients; == Primary
VERONA _Mbsp Lo & o endpoint:
HCT ineligible or HCT eligible = .
(capped at 19%): no t-MDS 5 PBO PO Days 1-14 + AZA 75 mg/m2 SC/IV Days 1-7 overall survival
N=509
VEN + PBO + VEN + PBO +
AZA AVAN YAVAAN AVAAN
(n=256) (n=253) (n=256) (n=253)
Median age, y 72 (31-86) 72 (25-92) NS Median no. of cycles, (range) 6 (1-53)
>65Yy, n (%) 203 (79.3) 189 (74.7)
0
275y, n (%) 87(34) . 103(40.7) Modified OR (%) 76.2 57.7
ECOG 0-1, n (%) 237 (92.5) 233 (92.1) NS CR 18 20
IPSS-R risk group, n (%) NS PR 0.4 0 < 0.001
Very high 90 (35.2) 83 (32.8) mCR 57.8 37.5
High 96 (37.5) 99 (39.1) MCR with HI 27.3 18.2
=% |ntermediate 70 (27.3) 71 (28.1) mCR without HI 30.5 19.4
BM blasts, n (%) NS
=> <5% 48 (18.8) 48 (19) Treatment discontinuation, n (%) 231 (90.6) 234 (95.1) NS
=P >5% to <10% 83 (32.4) 93 (36.8) HCT 42 (16.5) 20 (8.1)
>10% to <20% 125 (48.8) 108 (42.7) Progressive disease 76 (29.8) 110 (44.7)
>20% 0 4 (1.6) Adverse event 51 (20) 37 (15)
Gene mutations, n (%) NS Patient withdrawal 36 (14.1) 41 (16.7)
=P TP53 49 (24.5) 38 (18.7)
ASXL1 60 (30) 68 (33.5) :
RUNX1 29 (14.5) 49 (24.1) AML transformation, n (%) 39/256 (15) 49/248 (20) NS
EZH2 5(2.5) 13 (6.4) Median time to AML, mos (range) 9.7 (2.2-41) 6.8 (0.7-46)

AZA, azacitidine; BM, bone marrow; d, days; HCT, hematopoietic cell transplant; IV, intravenous; mos, months; OR, overall response (CR+PR+mCR) according to IWG 2006 criteria; OS, overall survival,
PBO, placebo; PO, per oral; SC, subcutaneous; VEN, venetoclax.
Garcia-Manero et al. ASH 2025 (abstract 13272); Garcia-Manero et al. SOHO 2025



VERONA: Phase lll, multicentre, randomized, double-blind trial comparing VEN + AZA versus PBO + AZA
in patients with higher risk MDS

PBO + AZA

(n=253)

Death <30d after last dose, n (%) 19 (7.5) 21 (8.5)

Subsequent treatment with HCT and other treatment

Survival, %

Overall HCT, n (%) 43 (16.8) 33 (13)
Median follow-up: 41.2 months (range, 0.03-53.9) _ frees e Median time to HCT, mos (range) 5.6 (2.9-18.1) 6.7 (2.2-33.9)
100 Median duration of : L
RSN R woae) N - HCT without intervening therapy, n (%) 39 (15.2) 23 (9.1)
o =P Modian 082 monthe 0% C) (173 774 (17.8-238) =p HCT after additional treatment, n (%) 4 (9.3) 10 (30.3)
HR{(B5%.CI) Stratified nfgigiﬁf)jﬁﬁl;zglauue=o 38 Venetoclax 0 5(15.2)
60
____________________________________ Best response on study prior to HCT
404 CR 11 (25.6) 9 (27.3)
mCR 26 (60.5) 11 (33.3)
204 — gzgz: Stable disease 6 (14) 13 (39.4)
” + Censored All post-study therapy, n (%) 73 (28.5) 98 (38.7)
o 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 =P \enetoclax 27 (10.5) 53 (20.9)
Patienff _at Ris}kp » Morphe i
%3 28 W7 185 0 181 18 8 97 e e 70 48 % 2 @ 5 3 0

Is there a role for VEN + AZA as bridge to allogeneic HCT in

* No difference in OS across all subgroups (trend favoring patient <75y, high patients with MDS with increased blasts?

- H 1 0, 0, . . .
IPSS-R & increased blasts, i.e. 25% to <20%) Is there a role for VEN + AZA as bridge to allogeneic HCT in

Neutropenia (77% vs 60%); Thrombocytopenia (66% vs 59%); Febrile patients with TP53 mutated MDS?
neutropenia (23% vs 16%); No new safety signals

AZA, azacitidine; d, days; HCT, hematopoietic cell transplant; mos, months; OS, overall survival; PBO, placebo; VEN, venetoclax.
Garcia-Manero et al. ASH 2025 (abstract 13272); Garcia-Manero et al. SOHO 2025



VERONA: Phase lll, multicentre, randomized, double-blind trial comparing VEN + AZA versus PBO + AZA
in patients with higher risk MDS

Pbo + Aza Ven + Aza Risk difference (%) [95% CI)
Responders/N (%) Ven + Aza vs Pbo + Aza
Overall 148/253 (57.7) 195/256 (76.2) o 18.464 [10,048, 26 .516]
Sex
Female 44/87 (50.6) 69/94 (73.4) p—a—i 22830 [6.453, 38.357)
Male 102/186 (61 4) 126/182 (77.8) —eo— 16.332 [5 145, 28,130]
Age (years)
—)y 18- <75 BB/150 (57.3) 133/189 (78.7) —eo—{ 21.385 [10.529, 31 439)]
275 60/103 (58.3) 62/87 (71.3) | 13.012 [-1.235, 26 327]
Baseline ECOG PS
0 66/101 (65.3) 81/87 (83.5) —— 18.159 [4 659, 30.215)
1 88/132 (51.5) 104/140 (74 3) —e— 22771[10.118, 34 058]
2 12/20 (60.0) 10/19 (52 8) } { -7.368 [-38.165, 25.737)
Baseline bone marrow blast (%)
<5% 27/48 (56.3) 20/48 (41.7) I { -14,583 [-34.677, 6.435)
= [ 26%.<10% 58/93 (62.4) 68/83 (81.9) e 19.562 [4.982, 32.524)
mOR. —> 2 10% - < 20% 61/108 (56.5) 107/125 (85.6) e 29.119 [17.166. 40.369)
= 20% 04 o0 [~
C R + P R b + m C R Baseline IPSS-R prognostic risk
Intermediate 49/72 (68.1) 5368 (77 .9) —e— 0 886 |-5.145, 24 577)
[ High £7/99 (57 6) 70085 (73.7) —e— 16.108 [2.309, 29.230)
> Very high A0/82 (48.8) 72/93 (77 4) —e— 28 639 [13,550, 42 204)
Baseline IPSS-R cytogenetic risk
Very good 4/6 (66.7) /6 (100) F i 33.333-17.393, 77722}
Good 74/116 (63.8) 86/103 (83.5) —eo— 19.702 [6.691, 31,144)
Intermediate 28/46 (60.9) 37147 (78.7) ———— 17.854 [-1,038, 36.472)
Poor 13/29 (44.8) 24/37 (64.9) H— 20.037 [4.542, 43.540]
Very poor 26/55 (47.3) 41/62 (66.1) b 18.856 [0.269, 26,389]
=l ASXL1 mutation
Detected 37/68 (54.4) 47/60 (78.3) ——e— 23.922 (5722, 39.660)
=) TP53 mutation
Detected 18/38 (47.4) 34/49 (60.4) e 22.019(0.899, 41.967]
=l RUNX1T mutation
Detected 25/49 (51.0) 24120 (82 8) —— 31.738 [5 498, 50.243)
EZH2 mutation
Detected 7/13(538) 315 (60.0) : : F ' - = z { : L 6.154 [-46,504, 52 182]
-80 60 40 20 0 20 40 60 80
Risk difference (%) [95% CI)
Favors Pbo + Aza __Favors Ven + Aza iy

#Because the primary endpoint of OS did not meet statistical significance, no ranked secondary endpoints could be formally tested. ®One PR in the' Ven + Aza arm; no PR is the Pbo +7Aza arm.

AZA, azacitidine; mOR, modified overall response (CR+PR+mCR) according to IWG 2006 criteria; OS, overall survival; PBO, placebo; VEN, venetoclax.
Garcia-Manero et al. ASH 2025 (abstract 13272); Garcia-Manero et al. SOHO 2025



VERONA: Phase lll, multicentre, randomized, double-blind trial comparing VEN + AZA versus PBO + AZA

in patients with higher risk MDS

Overall
survival

Pbo + Aza Ven + Aza
Events/N (%)

Overall 1691253 (66.8) 167/256 (65.2)
Sex

Female 59/87 (67 8) 6384 (67.0)

Mae 110/168 (68.3) 104/162 (84.2)
Age (years)

18- <75 95/150 (83 3) 99/169 (58 8)

275 74/103 (71.8) 68/87 (78.2)
Baseline ECOG PS

0 59/101 (58.4) 56097 (57.7)

1 04/132 (71.2) 98/140 (70.0)

2 16720 (80.0) 1319 (68 4)
Baseline bone marrow blast (%)

<5% 28/48 (58.3) 34/48 (70.8)

5% -< 10% 61/93 (656) 54/83 (65.1)

210% - <20% 76/108 (70.4) 79125 (63.2)

=2 20% 4/4 (100) 00
Baseline IPSS-R prognostic risk from EDC

Intermediate 35172 (48 8) 34/88 (50 0)

High 7089 (70.7) 6095 (63 2)

Very high 64182 (78.0) 7393 (78 5)
Baseline IPSS-R cytogenetic risk from EDC

Very good 56 (83.3) 36 (50.0)

Good 68/118 (58.8) 53/103 (51.5)

Intermediate 29/48 (63 0) 27147 (57 4)

Poor 23129 (79.3) 29v37 (78.4)

Very poor 43155 (78 2) 54/62 (87 1)
ASXL1 mutation

Detected 50168 (73.5) 42/60 (70.0)

# TP53 mutation

Detected 31/38 (81.6) 44/49 (89 8)
RUNX1T mutation

Detected 36/49 (73 5) 17/29 (58 6)
EZH2 mutation

Detected 13/13(100) 4/5 (80.0)

AZA, azacitidine; EDC, electronic data capture; PBO, placebo; VEN, venetoclax.
Garcia-Manero et al. ASH 2025 (abstract 13272); Garcia-Manero et al. SOHO 2025
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v

HR [95% CI]

Ven + Aza vs Pbo + Aza

0,920 (0.743, 1.136]

0.839 (0.587, 1.196]
0,958 (0.731, 1 250}

0.835 [0.620, 1.107)
1.160 [0.834, 1 613

0.952 {0.680, 1.373)
0,880 [0.683, 1.168)
1.072 (0.512, 2 248)

1.313[0.785, 2 168)
0,834 (0.577, 1.205)
0.884 [0.645, 1.211)
[+ ]
0.973[0.607, 1 561)
0,818 [0.579, 1.156]
0.933 (0.667, 1.306)
0.655 [0.156, 2.755}
0.722 [0.504, 1.035)
0.938 (0 555, 1 585)
1.069{0.611, 1.833)
1.077[0.721, 1 608}
1.013(0.672, 1.527)
1,064 (0.670, 1.888)

0.737[0.413, 1.317)

0.724 {0.234, 2.240)

Is there a role for VEN +
AZA as bridge to allogeneic
HCT in patients with MDS
with increased blasts?

Is there a role for VEN +
AZA as bridge to allogeneic
HCT in patients with TP53
mutated MDS?




Issues with the study

* The protocol specified decreasing the dose of the AZA before decreasing
dose of the venetoclax

 Was the dose of the AZA was reduced when it should not have been?

e A quarter of the patients had IPSS-R Intermediate (>3-4.5) risk — lower-risk
MDS (<3.5) median OS 5.9y vs higher-risk MDS (>3.5) median OS 1.5y

e 20% of the patients had blasts of 5-9% on the study and may not have
benefited from the VEN + AZA combination

e Study was not powered for single agent AZA OS of 22 mos (as real life OS
with single AZA was lower at 10-19 mos)

e Off study treatments affecting OS



Why So Many Unsuccesstul
Trials?
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Phase 2 & 3 randomized trials in patients with higher-risk MDS

Agent (study) Target N Population Randomization Endpoint Result
\I;f:iar'll:l:;?(dNeo(r)trh Immunomodulator Incl CMML; 1:1:1; lenalidomide Primary: ORR
) . y 277 IPSS Intermediate-2 or High (+/- | + AZA vs vorinostat y: ORR 49% vs 27% vs 38% (P=NS)
American Intergroup drug; HDAC inhibitor > 5% BM blasts) + AZA vs AZA (CR+PR+HI)
$1117; Ph2) =27
Incl CMML-MD + AML 20-30%
Pevonedistat NEDDS inhibitor 454 blasts; 1:1; pevonedistat + Primary: EFS EFS 17.7 mos vs 15.7 mos (HR 0.968
(PANTHER; Ph3) IPSS-R Intermediate (>5% BM AZA vs AZA alone Secondary: OS [95% Cl 0.757-1.238]; P=0.557)
blasts), High, Very high
. 1:1; eprenetapopt + . ) o -
Eprenetapopt (Ph3) TP53 reactivator 154 TP53 mutated AZA vs AZA alone Primary: CR CR 34.6% vs 22.4% (P=NS)
. >5% BM blasts; 1:1; sabatolimab + Primary: CR + CR 22% vs 18% (P=0.77);
Sabatolimab L . .
(STIMULUS; Ph2) TIM3 inhibitor 127 IPSS-R Intermediate, High, Very | AZA/DEC vs PBO + PFS PFS 11.1 mos vs 8.5 mos (HR 0.75
’ high AZA/DEC Secondary: OS [95% Cl 0.48-1.17]; P=0.1022)
0 0 —
Magrolimab CD47 monoclonal IPSS-R Intermediate, High, Very | 1:1; magrolimab + . CR 21.3% vs 23.6% (P=0.5218)
(ENHANCE; Ph3) antibod 539 high AZA vs PBO + AZA Primary: CR+ OS | OS 15.9 mos vs 18.6 mos (HR 1.203
/ ¥ g [95% Cl 0.947-1.528]; P=0.1299)
TRARa expression by RT-PCR;
Tamibarotene . . 0 ’ 2:1; tamibarotene + | Primary: CR o o
(SELECT-MDS-1; Ph3) RARa agonist 190/246 IPSS-R Int‘ermedlate.(>56 BM AZA vs PBO + AZA Secondary: 0S CR 23.81% vs 18.75% (P=0.2084)
blasts), High, Very high
Venetoclax (VERONA; BCL2 inhibitor 509 IPSS-R Intermediate, High, Very | 1:1; VEN + AZA vs Primary: OS 05 22.18 mos vs 21.68 mos (P=0.38)

Ph3)

high

PBO + AZA

AZA, azacitidine; BM, bone marrow; Cl, confidence interval; CR, complete remission; DEC, decitabine; EFS, event-free survival; HI, hematologic improvement; HR, hazard ratio; ORR, overall

response rate; OS, overall survival; PBO, placebo; PFS, progression-free survival, Ph, phase; PR, partial response; VEN, venetoclax.

Sekeres, M. et al. J Clin Oncol. 2017;35(24):2745-53; Adés, L. et al. Blood Adv. 2022;6(17);5132-45; https://clinicaltrials.gov/study/NCT03745716?tab=results; Zeidan, A. et al. Lancet Haematol.
2024;11(1):e38—e50; DeZern, A. et al. Blood Adv. 2025;9(16):4090-9; https://clinicaltrials.gov/study/NCT04313881?tab=results; Garcia-Manero, G. et al. ASH 2025



https://clinicaltrials.gov/study/NCT03745716?tab=results
https://clinicaltrials.gov/study/NCT04313881?tab=results
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The conundrum of drug development in higher-risk MDS: Lessons learned from
recently failed phase 3 clinical trials

Clinical risk categories do not fully reflect
underlying disease biology driving treatment
vulnerability

-
TP53-inactivated MDS: distinct biology, poor
prognosis, and no OS benefit despite

higher response rates

IWG 2006 response criteria may
misrepresent true clinical benefit, inflating
ORR without meaningful survival impact in

HR-MDS

\_

J

2y Clinical Trials & Observations ‘e
€ bloo
Maximilian F. Stahl, Amer M. Zeidan ==

Biology-driven trial design-> Design trials based on shared

F disease biology rather than risk categories alone (e.g., “AML-

like” vs “MDS-like” biology).

TP53-specific strategies - Evaluate TP53-inactivated MDS

mmm) in dedicated trials or stratify by TP53 status, prioritizing EFS

and OS over response rates to assess true clinical benefit.

J
Signals of excessive toxicity and early h . , , .
discontinuation in early-phase trials are Early toxicity as a stqp S|g_nal —) D_o not ignore .early excessive
frequently underappreciated before phase 3 )  oxicity or premature dlscon'qn_l_Jatlon in _phase I—!I, these signals
e should inform phase Il feasibility and site selection.
\- 9 Y
4 )

Modern response criteria = IWG 2023 response criteria for

mmm) HR-MDS focus on more precise reporting of patient-centric &

clinically meaningful outcomes.

Princess
Margaret
Cancer Centre

courtesy of Dr. Anna Flavia Patino
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