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OS, 77% at 10 years
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Too much chemotherapy in standard-risk patients?

o0 Hospitalizations
0 Long-term events

Place for arsenic trioxide (ATO)?

o0 Biological effects of ATO

0 ATO therapy
» Standard-risk patients: « no-chemo treatment »
* High-WBC patients
« Elderly patients

Optimal management of high-WBC patients?

o Early deaths
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e Standard -risk patients (<70y, WBC<10 G/L)
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Cumulative Survival
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Australasian Leukaemia and Lymphoma Group

Induction
ATRA
Idarubicin

ATO

Prednisone

Hemostatic support

Consolidation cycle 1 (3-4 wks after
the end of induction)
ATRA
ATO
Consolidation cycle 2 (3-4 wks after
the end of consolidation cycle 1)
ATRA
ATO
Maintenance: 8 cycles (3-4 wks after
the end of consolidation cycle 2)
ATRA
MTX
6MP

45 mg/m?%d PO
12 mg/m%d IV (ages 1-60)
9 mg/m?/d IV (ages 61-70)
6 mg/m2/d IV (ages > 70)
0.15 mg/kg/d IV

1 mg/kg/d PO

Products administered once or twice
daily as required to achieve specified targets

45 mg/m2/d PO
0.15 mg/kg/d IV

45 mg/ma/d PO
0.15 mg/kg/d IV

45 mg/m?/d PO
5-15 mg/m2/wk PO

50-90 mg/m?/d PO
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Lasting >15 Days (%)

Patients with Grade 3 or 4 Thrombocytopenia
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1. Differentiation reflects transcriptional activation,

but does not suffice for cure

o Other retinoids, which activate transcription but do not degrade RARA,
can differentiate APL, but never cure mice.

o In PLZF-RARA models, RA induces differentiation but does not clear APL
nor induce loss of clonogenic activity.

PML-RARA degradation re-activatesa  PML-P53
axis, which is responsible for cure

0 Genes selectively induced by high-dose RA are assoc lated with cell cycle
arest and are P53 targets.
o PML drives P53 activation, APL clearance, and loss  of clonogenic activity

Ablain, JEM 2013, Nat Med 2014
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Standard-risk High WBC
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« N= 100 APL patients

0 29 notincluded in a clinical trial (41% treated in IC
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e Early death is still a problem

underestimated

INn clinical trials
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In the clinical setting, ATO or ATO + ATRA may be
sufficient for cure (not possible with ATRA alone)

o Thisis currently used to decrease front-line CTx, and even suppress it
in standard-risk patients.

o Oral ATO formulations should permit oral APL Tx int he very next future.

o0 Long-term effects of ATO remain to be defined.

Early events remain the main APL issue

o Very early hemorrhagic deaths.

o Differentiation syndrome during induction.



