
Study Alliance Leukemia/AML Cooperative Group:
Achievements and news

Christoph Röllig

Universitätsklinikum TU Dresden, Germany



Study Sites

SAL Site
n=46

AMLCG Site
n=22

www.aml-germany.com



Joint AML Registry of SAL and AMLCG



AML-Register: Rekrutierung SAL und AMLCG

www.aml-germany.com

0

20

40

60

80

100

120
2

0
1

0
/0

9
2

0
1

0
/1

2
2

0
1

1
/0

3
2

0
1

1
/0

6
2

0
1

1
/0

9
2

0
1

1
/1

2
2

0
1

2
/0

3
2

0
1

2
/0

6
2

0
1

2
/0

9
2

0
1

2
/1

2
2

0
1

3
/0

3
2

0
1

3
/0

6
2

0
1

3
/0

9
2

0
1

3
/1

2
2

0
1

4
/0

3
2

0
1

4
/0

6
2

0
1

4
/0

9
2

0
1

4
/1

2
2

0
1

5
/0

3
2

0
1

5
/0

6
2

0
1

5
/0

9
2

0
1

5
/1

2
2

0
1

6
/0

3
2

0
1

6
/0

6
2

0
1

6
/0

9
2

0
1

6
/1

2
2

0
1

7
/0

3
2

0
1

7
/0

6
2

0
1

7
/0

9
2

0
1

7
/1

2
2

0
1

8
/0

3
2

0
1

8
/0

6
2

0
1

8
/0

9
2

0
1

8
/1

2
2

0
1

9
/0

3
2

0
1

9
/0

6
2

0
1

9
/0

9
2

0
1

9
/1

2
2

0
2

0
/0

3
2

0
2

0
/0

6
2

0
2

0
/0

9
2

0
2

0
/1

2
2

0
2

1
/0

3
2

0
2

1
/0

6
2

0
2

1
/0

9
2

0
2

1
/1

2
2

0
2

2
/0

3
2

0
2

2
/0

6
2

0
2

2
/0

9

Monatliche Rekrutierung 6 Monats-Mittel

AML Registry: Monthly Recruitment
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AML Registry: Cumulative Recruitment



Main Achievements from the Past



Sorafenib in combination with chemo: 
SORAML Trial

ARA-C, cytarabine; DA, daunorubicin; HAM, high-dose cytarabine and mitoxantrone; 
HiDAC, high-dose cytarabine; SORA, sorafenib

SORAML

DA1 SORA

AML

DA II 
(HAM)

SORA
3 x 

HiDAC
SORA

DA1 PLACEBO
DA II 

(HAM)
3 x 

HiDAC

SORA
12 months

PLACEBO
12 months

PLACEBO PLACEBO

Röllig et al., Leukemia 2021



Sorafenib in combination with chemo: 
SORAML Trial

EFS RFS OS

Röllig et al., Leukemia 2021



Sorafenib maintenance post allo HCT prolongs RFS and OS 
significantly

Burchert et al., J Clin Oncol 2020



Therapie APL (M3)

Lo Coco et al., NEJM 2013



Non-High-Risk APL: 
Arsenic-ATRA ist non-inferior to Chemo-ATRA

Platzbecker et al., J Clin Oncol 2017



APOLLO: Arsenic versus AIDA in High-Risk APL



Ara-C versus allo HCT in Intermediate-Risk AML in 1st CR 
(ETAL1 Trial)

AML
Intermediate risk
Matched donor

First CR

Survival 
at 4 years

Allo SCT
in first remission

3 x AraC

Allo SCT 
in relapse

R

Bornhäuser et al., ASH 2021; in press 



Overall survivalRelapse-free survival

Allo HCT

Ara-C (Allo HCT)

Allo HCT

Ara-C (Allo HCT)

Ara-C versus allo HCT in Intermediate-Risk AML in 1st CR 
(ETAL1 Trial)

Bornhäuser et al., ASH 2021; in press 



Overall survivalRelapse-free survival

Allo HCT

Allo HCT

Ara-C (Allo HCT)

Ara-C (Allo HCT)

Ara-C versus allo HCT in Intermediate-Risk AML in 1st CR 
(ETAL1 Trial)

Bornhäuser et al., ASH 2021; in press 



Relapsed or poor
response AML
N=2 x 154 patients

Disease Control (DISC)

- W&W

- LDAC 1 x 20 mg/m2 (d 1-10)

-Single dose mitoxantrone10mg/m2

Remission Induction (RIST)

- HAM: AraC 2 x 3 g /m2 (d 1-3) + 
mitoxantrone 10 mg/m2 (d 3-5)

- HAMelderly: AraC 2 x 1 g /m2 (d 1-3) +   
mitoxantrone 10 mg/m2 (d 3-5)

allo SCT        
after 

sequential
conditioning

allo SCT 
planned in 
CR 

ASAP/ETAL-3: Immediate allogeneic SCT or Preceding
Re-Induction?

PI: J. Schetelig





DaunoDouble: 7+3 with 90 or 60 Dauno and
Double or Single Induction?

Dauno 90
Cytarabine

AML

Dauno 60
Cytarabine

Dauno 45/60
Cytarabine

R1 R2

No further
induction

CR?Blasts <5%





Time from Diagnosis to Treatment does not influence long-term 
prognosis

Röllig C, et al. Blood 2020
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Trial Portfolio First-line Treatment





Targeting KIT and CD33 in CBF AML

Dasatinib Gemtuzumab Ozogamicin

Paschka et al., Leukemia 2018 Burnett et al., J Clin Oncol 2011



Midostaurin and GO in FLT3mut AML

Midostaurin Gemtuzumab Ozogamicin

Stone et al., NEJM 2017 Lambert et al., Haematologica 2018



GO may be beneficial for FLT3-mut AML
(ALFA-0701 trial)

Fournier et al., Blood 2020



Combining Midostaurin and GO in CBF AML and FLT3mut

AML: SAL MOSAIC Trial 

AML FLT3mut

18-60 y

7+3+Mido
+ 3 x GO

7+3+Mido

7+3*+Mido

7+3*+Mido

3 x HiDAC+Mido

3 x HiDAC+Mido

MidoStaurin + Gemtuzumab OzoAgmIcin Combination in 1L standard
therapy for AML (MOSAIC)

Maint
Mido

Maint
Mido

7+3 + GO +Mido
Phase-I 3+3

R 1:1

CR

CR

Randomized part: MAGMA

Allo HCT

*High-dose cytarabine plus daunorubicin in case of no response to 7+3

Dose escalation part: 
MODULE

CBF-AML
FLT3wt

18-75 y

7+3 + GO
+Mido

7+3 + GO
+Plac

7+3*
+Mido

7+3*
+Plac

3 x HiDAC
+Mido

3 x HiDAC
+Plac

Maint
Mido

Maint
Plac

R 1:1

CR

CR

Randomized part: MAGNOLIA
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7+3 + GO
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+Mido

7+3*
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+Mido

3 x HiDAC
+Plac

Maint
Mido

Maint
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R 1:1

CR

CR

Randomized part: MAGNOLIA



Combination intensive induction plus midostaurin plus GO

It is feasible… :

• Russell et al., EHA 2022 #S126

• Borate et al., ASH 2021 #1296

• Röllig et al., ASH 2021 #2324





Combining Midostaurin and GO in CBF AML



Combining Midostaurin and GO in FLT3mut AML



CPX-351 versus 7+3: Significantly prolonged survival in 
tAML, sAML, AML-MDS  >60 J

Lancet et al., J Clin Oncol 2018



CPX-351 vs. SOC 
followed by alloSCT

Compare EFS after 2 
years

PI: U. Platzbecker

CPX-351 versus SOC (7+3 or aza) before allo HCT in High-risk
MDS/oligoproliferative AML: PALOMA Trial 



Venetoclax plus Azacitidine versus Placebo plus Azacitidine: 
Higher response rate and prolonged survival (VIALE A)

DiNardo et al. N Engl J Med 2020, DiNardo et al., Blood 2019
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Ven+AZA, n=286: 
Median OS: 14.7 months

Pbo+AZA, n=145: 
Median OS: 9.6 months

HR=0.66; 95% CI=0.52–0.85; 
p<0.001

Endpoint
Ven+AZA

n=286
Pbo+AZA

n=145

CR+CRi rate
CR rate

66.4%
36.7%

28.3%
17.9%

CR+CRi by initiation 
of cycle 2

43.4% 7.6%

Ähnliche Wirksamkeit für die Venetoclax-Kombi 
mit Aza oder Deci



VIALE-A

Grade ≥3 AEs in >2 patients 
in the Ven arm, n (%)

Ven+Aza
n=283

Pbo+Aza
n=144

Hematologic AEs
Thrombocytopenia 126 (45) 55 (38)

Neutropenia 119 (42) 41 (28)

Febrile neutropenia 118 (42) 27 (19)

Anemia 74 (26) 29 (20)

Leukopenia 58 (21) 17 (12)

Non-hematologic AEs
Pneumonia 56 (20) 36 (25)

Nausea 5 (2) 1 (1)

Diarrhea 13 (5) 4 (3)

Vomiting 6 (2) 1 (1)

Hypokalemia 30 (11) 15 (10)

Pyrexia 5 (2) 2 (1)

Fatigue 8 (3) 2 (1)

Decreased appetite 12 (4) 1 (1)

Other safety events, n (%)
Ven+Aza

n=283
Pbo+Aza

n=144

30-day mortality 21 (7) 9 (6)

Discontinuations due to AEs (24) (20)



VenAza with 5 instead of 7 days Azacitidine: 
VENAZA-5S



High response rates for Venetoclax + HMA 
in NPM1mut AML



Ven+Aza versus Intensive Chemotherapy
in NPM1mut AML: VINCENT

Recruitment
multicentric

Induction Post-Remission Follow-up
min. 2 yr after inclusion

AML
• fit, ≥ 18 yr,

• NPM1mut

• FLT3wt

Standard of 
Care

73

Investigational 
arm 

73

7+3+GO

Ven + 
Aza

Ven + 
Aza

Ven + Aza

HiDAC

Ven + Aza
(7 cycles)

Randomisation
1:1

HAM



Trial Portfolio Relapse Treatment





Treatment resistance by EZH2 degradation
through proteasome



TEAM Trial: EZH2 Inhibition with Bortezomib plus GO 
and HiDAC in fit r/r AML

PI: C. Müller-Tidow



Modifiziert nach DiNardo J et al. EHA 2020; Abstr. LB2601

Aza+Ven versus Aza+Plac: CR/CRi



RELAX Trial: Venetoclax plus HAM in fit r/r AML

HAM

Venetoclax





AARON (NCT04913922)
Relatlimab (α-LAG-3) + Nivolumab (α-PD1) in Combination with 5-Azacytidine in r/r AML

r/r AML (including HMA-pretreated patients)

• Lead-in phase currently ongoing (4/6 recruited)
• Preparations for multi-center recruitment ongoing

(after completion of lead-in phase)

d1 d8 d15 d22 d29

Aza s.c.
75 mg/m2

Relatlimab 160mg* i.v.

Nivolumab 480mg i.v.

Relatlimab 160mg* i.v.

Nivolumab 480mg i.v.

• Primary objective: ORR

• Secondary objectives: HI, PFS, OS

* dose de-escalation in case of DLTs during lead-in phase

Aza s.c.
75 mg/m2





Immunogenicity of mutated NPM1 protein



(Screening 

Primary EP:

➢ Proportion of relapse-free patients after 24 weeks of combination treatment       

(after 6 cycles of AZA for 7 d (5+2) Q4W and 8 PEM infusions Q3W)

PemAza Trial: Pembrolizumab plus Azacitidine as
Preemptive MRD based Relapse Treatment in NPM1-mut 
AML

MRD screening after 

conventional chemotherapy

MRDpos

neg

neg



Neue Internetseite: www.aml-germany.com

www.aml-germany.com


