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Should we use GO in intermediate-risk AML patients? NO
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GO in AML: the Hills metanalysis

Five randomized controlled studies
~3000 individual patients
Different cohorts and GO doses
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Overall survival (%)

GO in AML: the Hills metanalysis
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Any randomized study in intermediate cytogenetics?



GOELAMS/FILO AML 2006 IR (included in the Hills metanalysis)
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Bouvier, et al. Am J Hematol 2021



ALFA1401 — GO in intermediate cytogenetics™ in
older adults (60-80 y)

214 patients aged 60-80 Randomization
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Lambert, et al. ASH 2021



ALFA1401 — MidoFrance 4

« CR/CRp/CRIi 90% standard arm vs 82% GO arm

« Estimated 2-y EFS 38% standard arm vs 29% GO arm
« 60-day mortality 4% standard arm vs 10% GO arm

« Grade 3-5 bleeding 7% standard arm vs 29% GO arm

o SAE 34% standard arm vs 49% GO arm

Replacing IDA with GO resulted in lower efficacy and
higher toxicity
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RCT of GO in NPM1-mutated patients (AMLSG 09-09):
no EFS nor OS benefit

* ICE + ATRA +/- GO (3mg/m2 d1 of inductions and consolidation 1)
« 588 randomized adult patients, no age limit (median 59 y), 18% FLT3-ITD, 91% ELN 2017 Favourable
- Early stopping at pre-planned interim analysis for futility (primary endpoint: EFS)
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Number at risk Time since enrolment (months) Number at risk
(number censored) (number censored)
Standard group 296 (0) 139 (10) 76 (52) 27 (91) 7(108) 1(114) Standard group 296 (0) 199 (5) 149 (33) 71(101) 38(133) 9(161)
Gan]t‘uzumab 292 (0) 146 (20) 93(57) 36 (106) 12 (128) 2(138) Gen_u_uzumab 292 (0) 204 (11) 153 (38) 65 (118) 33(147) 8(172)
0zogamicin group 0zogamicin group

Dohner, et al. Lancet Haematol 2023



Summary 1

« The Hills metanalysis found a significant 5% OS improvement in
intermediate cytogenetics with GO

* The two prospective randomized studies in intermediate cytogenetics and
the one on NPM1-mutated AML have all failed

 Toxicity is an issue



ALFA-0701 study

280 patients 50-70 y
66% intermediate cytogenetics
Standard chemotherapy +/- GO

Induction: GO 3 mg/sgqm (cap 5 mg)d1, 4,7
Consolidation |: GO same dose d1
Consolidation Il: GO same dose d1

Primary endpoint: EFS
Secondary endpoint: OS



Initial report of ALFA-0701: improved EFS and OS
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Longer follow up of ALFA-0701 demonstrated no OS benefit
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ALFA-0701 subgroup analysis on fav/int cytogenetics
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Castaigne, et al. Lancet 2012



Gained antileukemic effects at expense of toxicity (ALFA-0701)

* Permanent discontinuation of GO and/or chemotherapy
* 31% GO arm

e 7% control arm

 Persistent thrombocytopenia
* 20% GO arm
* 2% control arm

Lambert, et al. Haematologica 2019



Hemorrage is a major concern (ALFA-0701)

_ GO (n=131) | Control (n=137)

All grades 118 (90) 107 (78)
Grade 3 23 (18) 12 (9)
Grade 4-5 7 (D) 1(1)

Lambert et al Haematologica 2019



MRC AML15 and AML16 trials

* Intensive chemotherapy +/- GO
« AML15 ~1100 patients fit for high-dose ARA-C (~18-60y)

« AML16 ~1100 patients fit for chemo but unfit for high-dose ARA-C (~50-
80y)

* |In both studies GO 3 mg/sgm day 1 of first induction only

« Cytogenetics available for about 50% of patients in AML15 and the
majority of patients in AML16

* Transplant in CR1 in <20% of patients in AML15, 8% in AML16



OS benefit (small) only in AML16 in the whole cohort
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Metanalysis of AML15 and AML16 suggests
improved OS for intermediate cytogenetics®

Deaths/Patients Statistics HR & 95% CI
Stratum GO No GO (O-E) Var. (GO : No GO)
Cytogenetics
Favorable 24/90 39/79 -11.7 15.4—8%— 0.47 (0.28 to 0.77)
Intermediate 360/626 409/638 -33.0 191.8 . 0.84 (0.73 to 0.97)
Adverse 149/168 158/169 13 76.1 _ 1.02 (0.81 to 1.27)
. Subtotal 533/884 606/886  -43.3 283.2 I 0.86 (0.76 to 0.96)
2P =:.01
Test for heterogeneity between subgroups: y?, =7.9; P=.02
Test for trend between subgroups: y? =6.3; P=.01

o.'o | o.ls | 1.0 | 1.'5 | 2.'o
GO better No GO better

. L . |
Single dose in induction only! Burnett et al JCO 2012



Summary 2

* There are insufficient evidences for the use of fractionated GO in patients
with intermediate cytogenetics

* More solid data with GO single dose in induction (AML15 and AML16)

* OS benefit
» No safety issues

 Availability of updated OS data in the fav/int cytogenetics






SWOG S0106 (included in the Hills metaanalysis)

637 pt randomized, 595 treated, primary endpoint CR O paroms
rate !
* Age: 18-60
* Treatment: L
e 7+3 (60 mg/sgm) vs 7+3 (45 mg/sgm) + GO 6 mg/sgm d4 SR
« Consolidation: HIDAC 3 cycles T i atients

* No difference in CR rate, RFS, OS

« Early termination for increased early death in the GO N
arm ° " st ot tspore °
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