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Objective

* APL 2006 trial aimed at testing the role of ATO in APL
* during consolidation treatment

* instandard
* and higher risk APL




Inclusion criteria

* Newly diagnosed APL patients
— Subsequently confirmed by
* Conventional cytogenetic
* And/or presence of PML-RARA transcript
* <70 vyears
* No contraindication to ICT or ATO




Standard Risk APL




Treatment schedule (n=584)

(Ida 12 mg/m? x3
nduct AraC 200 mg/m?2 x7
nduction ATRA  until CR

\ J

Vel RN

C 1 lda 12 mg/m? x3 lda 12 mg/m? x3 lda 12 mg/m? x3
onso AraC 200 mg/m? x7 ATO 25 days ATRA 15 days

Conso 2 lda 9 mg/m? x3 Ida 9 mg/m? x3 Ida 9 mg/m? x3
AraC 1g/m? x8 ATO 25 days ATRA 15 days

Maint.

)

2 year Maintenance with intermittent ATRA. and continuous MTX & 6MP }




Induction

Induction [ N=584 APL ]

CR:
96%

— 4 I

ARAC ARM ATO ARM ATRA ARM
N=177 N=180 N=180

| 11 early death




Patient characteristics

. AraC Arm ATO Arm ATRA Arm
AEelE [ahiEas N=178 N=180 N=180
Age (y) 45.4 [32.45;55.95]  49.4[38.85;57.8]  50.5[38.4;60.8]
WBC (G/L) 1.3[0.8;2.3] 1.4 [0.95 ;2.61] 1.51[0.8,3-45]
Platelets(G/L) 47 [25 -74] 50 [25-80] 42 [20-69]
Fibrinogen (g/l) 44.5[25 ;71] 46 [20.75 ;771 42 [20;68]
%M3v 3% 8% 5%

Previous cancer 12% 12% 9%




Outcome

With a median FU of 58 months

AraC Arm ATO Arm ATRA Arm P value
N=178 N=180 N=180
Nb of relapse 8 0 14
Nb of deaths 12 7 14
5 year EFS 88 7% 95.7% 85.4% 0.006
5 year OS 94 96 92 0.349




Cumulative incidence of relapse

Incidences cumulées

oy CIR was 5.54% %, 0% and 8.2% in the AraC, ATO

and ATRA arms, respectively.

p=0.001
S ___ Chemo Arm
________ ATO Arm
w0 ATRA Arm
8

Time post CR (months)




Global Survival (%)

1.0
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Overall Survival

Chemo Arm
ATO Arm
ATRA Arm

178 167 165 143 107 79 54 33 ARAC arm
180 177 175 155 110 80 53 a5 ATO arm
180 176 169 147 113 86 61 40 ATRA arm
| | | | | | | |
0 12 24 36 48 60 72 84

Time (months)




DFS post CR (%)
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Event free survival

Chemo Arm
———- ATO Arm
| ATRA Arm
174 164 161 138 104 75 5 34 1
177 176 174 154 109 81 54 3B 2
-179 173 164 140 105 81 56 a 3

| | | | | | | |

0 12 24 36 48 60 72 84

Time (months)
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Hematological toxicity

Median [Q1-Q3] ARAC Arm ATO Arm ATRA Arm

days w/ Antibiotics

1st Consolidation 17 9.9 6.8*

2hd Consolidation 14 7 6*
RBC transfusion

1st Consolidation 5.8 3.9 2.96*

2nd Consolidation 4.7 1.5 1.6*
Hospitalization (days)

1st Consolidation 31 32 19.5%*

2nd Consolidation 28 29 16.5*

* .

p <0.001




Conclusion

* Very high CR rates are obtained in standard risk
APL using classical ATRA and anthracycline
based CT combinations. with very few relapses.

* Ourresults strongly suggest that relapse rates
observed with regimens without ATO, can be
significantly further reduced by addition of ATO.




Higher Risk APL




Treatment schedule

(Ida 12 mg/m? x3
I _ AraC 200 mg/m? x7
nduction ATRA  until CR

\_ J




Treatment schedule

-
lda 12 mg/m? x3

nduct AraC 200 mg/m? x7

nduction ATRA  until CR

J

g
/Q
o | EEXNERE
N

C 1 lda 12 mg/m? x3 lda 12 mg/m? x3
onso AraC 200 mg/m? x7 AraC 200 mg/m? x7
ATO 25 days y
lda 9 mg/m? x3 lda 9 mg/m? x3
Conso 2 [AraC 1g/m? x8 ] AraC 1g/m? x8
ATO 25 days y

Maint [ 2 year Maintenance with intermittent ATRA. and continuous MTX & 6MP ]




Treatment schedule

(Ida 12 mg/m? x3
nducti AraC 200 mg/m2 x7
nduction ATRA until CR

-

S

After the first
interim analysis in

_Chemo Arm_ | Can

Conso - Ida 12 mg/m2 x3 Ida 12 mg/m? x3 AW Sept 2010. AraC
AraC 200 mg/m2 x7 AraC 200-mg/m2x7 was de.lete.d from
ATO 25 days ) consolidation
cycles of the CT+
Conso 2 [Ida 9 mg/m2 x3 ] Ida 9 mg/m? x3 ATO group
AraC 1g/m? x8 AraC-1g/m2x8
ATO 25 days

J

Maint [ 2 year Maintenance with intermittent ATRA. and continuous MTX & 6MP ]




Patient characteristics (219 pts)

Median [Q1-Q3] Chemo Arm Chemo ATO Arm
39.2 45.0
Age (y) [29.6 : 54.2] [34.2; 58.9]
23.7 19.7
WBC (G/L) [14.9; 40.5] [13.0; 33.9]
27.0 30.0
Platelets (G/L) (13.8: 48.3] [18.0 ; 50.5]
o 1.3 1.4
Fibrinogen (g/l) 11.1; 1.7] [0.9; 1.8]
%M3v 35% 28%

% Previous cancer 8% 12%




Response Rate

( lda 12mgm?x3 CR rate 96%
Inducti AraC 200 mg/m? x7
nduction ATRA  until CR
\_
/Q
N

J

C 1 lda 12 mg/m? x3 lda 12 mg/m? x3
onso AraC 200 mg/m? x7 AraC 200 mg/m? x7
ATO 25 days y
lda 9 mg/m? x3 lda 9 mg/m? x3
Conso 2 [AraC 1g/m? x8 ] AraC 1g/m? x8
ATO 25 days y

Maint [ 2 year Maintenance with intermittent ATRA. and continuous MTX & 6MP ]




Deaths during the study

Inclusion [ N=219 APL ] 7 early deaths
‘ » Bleeding (n=1)
 Thrombosis (n=3)
| « Sepsis (n=1)
¢ » Other (n=2)
[ Consolidation ]

9 pts had died in CR
e 7(7.8%) in the Chemo Arm

e 2(5.1%) in the Chemo including AraC -ATO Arm
e 0(0%) in the Chemo-without Arac-ATO Arm

P=0.04




Cumulative incidence of Relapse

Chemo Arm Chemo ATO Arm P value

Nb of relapses post CR 3 4

2 year 3.7 3.9

Cumulative incidence relapse 0.69
umulative Incldence re'apse  11.0;9.6] [1.0; 10.0]

No difference in terms of
Relapse

ChemoArm  _____________________ -

r:]f----: Chemo-ATO Arm

0.05
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CIR — impact of omission of AraC after

amendement
g | —— ARAC arm
-= ARAC+As203 arm
""" As203 arm
8 ) 5 year Cumulative incidence relapse
g 4 | e Chemo Arm 3.7%
: ° e Chemo + AraC +As203 arm 5.3 %
S » Chemo + without AraC As203 arm 3.3 %
S p=0.62

0 20 40 60 80 100

Time post CR (months) 22




Global Survival (%)
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Overall Survival

—— Chemo arm
--——- Chemo ATO arm

Chemo Arm Chemo ATO P
Arm value
Nb of deaths 7 6
95.0 96.0
2 year OS 0.77
[91.0; 99.9] [91.7; 99.9]
(I) 1 I2 214 316 418 GIO 712 814 916

Time (months)




Event free-survival(%)
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Event free survival

—— Chemo arm
- Chemo ATO arm

Chemo Arm Chemo ATO P
Arm value
Nb of events * 10 8
93.0 94.5
2 year EFS 0.63
[87.8; 98.6] [90.0; 99.3]
I 1I2 2|4 3|6 4|8 6IO 7|2 8|4 9|6

Time (months)




Hematological toxicity

ATO-Chemo
Median Chemo Arm Arm A;f?ef::";;ga“
Before sept 2010 P

days w/ Antibiotics

1st Consolidation 15.0 18.0 10.0 *

2nd Consolidation 10.0 14.5 10.0 *
RBC transfusion

1st Consolidation 4.0 4.0 2 *

2nd Consolidation 4.0 4.0 1.0*
Time to ANC > 1G/L 22 25 19*
Time to Platelet > 50 G/L 24 26 20*

*: p <0.001




Conclusions

e Addition of ATO to ATRA-CXT regimen did not
reduce relapses, and added some
myelosuppression

e However, if ATO was added and AraC omitted
from consolidation cycles, relapses were not

increased, while myelosuppression and deaths
in CR were reduced.

 ATO therefore appears useful in high risk APL.
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