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The pioneers of molecularly guided therapy in APL
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The pioneers of molecularly guided therapy in APL

Molecular Relapses and Predicted Hematologic Relapses . .
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Current ELN Guidelines

2.12. Because early treatment intervention in patients with evidence of MRD affords a better outcome lIb-B Slightly modified

than treatment in hematologic relapse, MRD monitoring of BM every 3 mo should be offered to high-

risk patients (WBC count >10 x 10°/L) for up to 3 y after completion of consolidation therapy; given

the very low probability of relapse for non-high-risk patients (WBC count <10 x 10°/L), prolonged

MRD monitoring could be avoided in this setting or carried out using PB

Because early treatment intervention in patients with evidence of MRD affords a better outcome than treatment in full-blown
relapse, MRD monitoring of BM has been used in routine clinical practice for all patients. However, the striking outcome
improvements obtained with modern treatments call into question the benefit of stringent and prolonged monitoring of MRD,
at least in non-high-risk patients (WBC count <10 x 10°/L) where the risk of relapse is extremely low. Given uncertain cost-
effectiveness, postconsolidation MRD monitoring can be avoided in this setting and performed only in high-risk patients
(WBC count >10 x 10°/L) in routine clinical practice. This is in contrast to recently reported recommendations from the ELN
MRD Working Party.#2 Although the NCRI group suggested that longitudinal monitoring postconsolidation at the 3-month
interval could be carried out in patients receiving ATRA and chemotherapy, with the intent to administer ATO-based salvage

early at the time of molecular relapse,*3 we reiterate that MRD monitoring can be avoided in non-high-risk patients who

achieve CRygp._ status after consolidation, not only in patients treated with ATRA plus ATO, but also in those with ATRA plus

chemotherapy. We also do not recommend MRD evaluation after induction outside of clinical trials, and emphasize again that

MRD evaluation postinduction should definitely not influence therapeutic decisions.




Is Disease Monitoring Still Necessary ?
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Relapse in high-risk patients receiving chemotherapy
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Non-high risk patients have a non-trivial relapse risk
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Molecular or haematological relapse
from MRD- after AIDA

Overall = 18%
HR =36% (8/22)

SR =14% (11/79)



Non-high risk patients have a non-trivial relapse risk
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Survival after MRD relapse is excellent
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MD Anderson ATO-ATRA series

Risk Total Relapsed 5-Year Median

127 2 99% NR

52 5 89% NR
P=.011

— Low
— High

INDUCTION CONSOLIDATION B
ATRA  _ 1.0
A 45 mg/m?/day =
T B | ATRA ATRA ATRA ATRA ATRA ATRA ATRA -
co' [ 45 45 45 45 45 45 45 S 0.8 -
day mg/ mg/ mg/ mg/ mg/ mg/ mg/ o
m?/D m?/D m?/D m?/D m?/D m?/D m?/D E.
for2 for 2 for 2 for 2 for2 for 2 for2
wks wks wks wks wks wks wks I
= = 0.6 1
=
e ATO ATO ATO ATO =
45 mg/mPiday 0.15 0.15 0.15 0.15 7
mg/kg/day mg/kg/day mg/kg/day mg/kg/day @
B 5 days per 5 days per 5 days per 5 days per T 04 4
ATO week week week week —
0.15 =
mg/kg/day cb
<
GO @ 0.2 4
(am]
DI D10 mCRCR 2 8 10 12 14 16 18 20 22 24 26 28 0.0
Weeks after achieving CR 0

HR 5/52 =

9.6%

LR 2/127 =1.6%

> All had achieved MRD-

Table 2. Characteristics of relapsed acute promyelocytic leukemia patients

1I2 1 | 1 | 1 1 1 1 1 1 | 1
Months

Risk FLT3 Time to first
Patient no. category Age (y) Sex Cytogenetics status relapse (mo) Type of first relapse
1 I High I 52 F Diploid ND 9.2 Molecular*
2 Low 42 M 46XY t(15;17) [20] ND 79.5 Hematological/molecular
3 High 38 M 46XY t(15;17) [19] ND 9 Hematological/molecular
4 High 79 M 46XY t(15;17), der (17) i (17) (q10) [18]; 46 XY [2] Neg 12.4 Molecular*
5 High 18 M 46XY t(15:17) [19] ND 94 Molecular* Abaza. et al,
6 Low 19 F Diploid Neg 9.5 Hematological
7 [Fgh | 35 M 46XY 1(15:17) [16]; 46 idem, del 7 [1]; 46 XY [3] Neg 7.9 Hematological Blood 2017

24 36 48 60 72 84 96 10812013214415616818
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US Intergroup C9710 Study

Co9710 - Treatment

ATRA 45 mg/m2 PO d1-CR
Ara-C 200 mg/m2 IV d3-9

Daunorubicin
50 mg/m?2 IV d3-6

TWO CYCLES OF:
ATRA 45 mg/m?

Daunorubicin
50 mg/m? IV d1-3

ATRA 45 mg/m? PO d1—CR
Ara-C 200 mg/m2 IV d3-9
Daunorubicin

50 mg/m21V d3-6
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TWO CYCLES OF:

As,0; 0.15 mg/kg/d
| 5 days/wk for 5 wks [P
Cycle 2 after 2 wk rest

(- Induction Therapy |
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Relapse or death after CR in high risk patients

18 30 42 54 66 78 90 102 114
Months from Study Entry

" Arsenic Low/Inter Risk N=172 Events=16
No-Arsenic Low/Inter Risk N=163 Events=44
Arsenic High Risk N=41 Events=6

= No-Arsenic High Risk N=48 Events=28

ATO+ATRA+Chemo 10% at 2y, 14% overall



Induction ‘

ATRA 45 mg/m?/d PO
Idarubicin 12 mg/m#d IV
ATO 0.15 mg/kg/d IV

Prednisone 1 mg/kg/d PO

Haemostatic support targets

Consolidation #1 ‘

ATRA 45 mg/m?/d PO

ATO 0.15 mg/kg/d IV

Consolidation #2 ‘

ATRA 45 mg/m?/d PO

ATO 0.15 mglkg/d IV

ALLG APML4 Study

1-36

age-adjusted idarubicin: 61-70 years: 9mg/m?/d
>70 years: 6mg/m?/d
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Maintenance (3-month cycles x 8) ‘

ATRA 45 mg/m?/d PO

6MP 50-90 mg/m?/d PO
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Xi’an APML15 Study

Induction Consolidation
ATRA plus ATO
— ATRA-ATO
T Until HCR T
T 2 wks on and 2 wks off
o - Until MCR
Randomization
ATRA plus ATO
L. ATRA-ATO-CHT
IDA or DNR plus Ara-C
T Until HCR T ? T T

X

ATRA 80mg/d plus ATO 0.15mg/kg/d Mannitol for high-risk patients

Time-points: 4 Bone marrow testing  * Diagnostic lumbar puncture (high-risk)

Wang, H-Y. Blood Cancer Journal 2022
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HARMONY APL Cohort

CIR

Guarnera, L. et al ASH 2023
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ALLG APML4

105/105 patients MRD negative
After second consolidation

Iland, H. Lancet Haematology 2015



MRD Clearance after Front Line ATO-ATRA

AIDA ATRA + ATO
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Outcomes for Patients with MRD persistence after ATO

CNS relapse aftercycle 5
Died post-allograft due to infection

MRD+
beyond

cycle 3 Received GO and became MRD-

Alive and well

(consolidation
cycle 2)

P o T

Received maintenance and became MRD-
Alive and well

All three were low risk
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High risk Low-intermediate risk

ELN guidelines
no longer recommend

ATRA-chemo
But, significant relapse
risk remains (~15%)
Data still immature Agreed to be unnecessary
ATRA-arsenic Relapse 0-14% Occasional MRD failures

Protocol dependent Monitor until MRD-




Many thanks for your attention. We gratefully acknowledge all trial participants and their families.
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