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APL. GIMEMA & PETHEMA Study
Relapse-free survival by relapse-risk group
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AIDA 2000 Vs AIDA 0493 (historical)
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Experience with Arsenic in APL (Estey et al.)
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APL-0406 Study in non-high risk
(GIMEMA-AMLSG-SAL)
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APL0406 trial original series

Follow-up (34 months)
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Haematological Toxicity

Grade 3-4 thrombocytopenia >15 days Grade 3-4 neutropenia >15 days

Il ATRA-arsenic trioxide [l ATRA-chemotherapy
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Lasting >15 Days (%)

Patients with Grade 3 or 4 Thrombocytopenia *
Patients with Grade 3 or 4 Neutropenia
Lasting > 15 Days (%)
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Consolidation Consolidation

Figure 4. Hematologic Toxic Effects.

NEJM 319;111-121, 2013
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Probability of Disease Free Survival (%)

APL 0406: Updated and extended series
Follow-up (41.9 mos)
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Haematological Toxicity
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APL0406. Non-haematologic toxicities

Side effect ATRA+ATO ATRA+CHT P-value
QTc prolongation 15.6% 0% P<0.001
Hyperleukocytosis 47% 24% P=0.007
Hepatic toxicity (grade 63.2% 5.8% P<0.001
3-4)
Gastrointestinal toxicity 4.4% 9.9% P=0.33
(grade 3-4)
Oral toxicity (grade 0% 19.4% P<0.001

3-4)




Update of the Italian-German study
APL 0406

as of September 20 — 2017

Median follow-up : 66.2 months (0.9-116.7)
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EVENTS as of September 20, 2017

EVENT ATRA-ATO AIDA Total
Induction Death 0 4 4
Death in CR 0) 5 7
Molecular resistance () 2 2

s anees 2 17 19
Secondary AML 1 1

0
Total 4 29 33




Causes of Death as of September 20, 2017

Induction
Deaths

Deaths in
CR

Deaths in
Relapse

Total

# ATRA-ATO AIDA

4 -

1 Unknown
1 Pneumonia

16

2 ARDS
1 Cardiac
1 Ischemic stroke

1 Unknown
1 Hemorrhagic

1 Infection
1 ARDS

1 TE (Lung)

4 Unknown
1 M.O.C post

Haplo BMT

14




OS

EFS

CIR

APL0406 Study Outcomes as of

September 20,2017
Survival probability (95% CI) P-value
24 months 50 months 72 months

ATRA-ATO 99.2% (97.7-100)  99.2% (97.7-100)  98.3% (96-100)  0.0023
ATRA-CHT 94.8% (91.1-98.6) 92.6% (87.9-97.5)  88.9% (83.2-95)
ATRA-ATO 98.3% (95.9-100) 97.3% (94.3-100)  96.6% (93.4-99.9) <0.0001
ATRA-CHT 86.8% (81-92.5)  80% (72.9-88.3)  77.4% (70.2-85.4)
ATRA-ATO  0.9% (0-2.7) 1.9% (0.0-4.5) 1.7% (0-4) 0.0001
ATRA-CHT 8.2% (3.3-13.1)  13.9% (7.1-20.6)  15.5% (9-22)




CONCLUSION

ATRA+ATO must be considered the standard
Treatment of newly diagnosed non high risk
APL patients.




Next Step




Phase 111 European trial for high-risk
APL (APOLLO started on January 2017)
(Treatment Arms)

Induction Consolidation

ATO ATO ATO I ATO I ATO IDA:d 1 & 3

4 weeks on / 4 weeks off
ATO: d 5 until CR
Atra |[/I|
Until CR 2 weeks on / 2 weeks off _

R)

- Induction Consolidation Maintenance
uu IDA llll IDA ulu l IDA Methotrexate
AraC Mitoxantrone AraC + 6MP
Arm B 1

area [[[]

Until CR \ v / 2 years

3 monthly cycles

IDA: d 1,3,5,7
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