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M ETH O DS Treatment protocols

¢ BFLGOBEAIICF Y A—ART A/ A, FIO
N15DEI—TEITIN TSI T LLFENFEFER
AML-BFM )93, 98. 2004[ZE DU\ THEAEINT-.

OGO 5L, compassionate uselZE DWWV TEAINT-,

OARFEIZEENIEEFIL. GOZRERIICEFEED
KU, HLLIEE M e ML 4E (HSCT)’E'i"H”CL\T:o




M ETH O DS Treatment with GO

Patients treated with
AML-BFM protocols
(1995 - 2014):
n=2601
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RESULT

Feature n Yo
Total number of patients 76 100
| Age
Median years (range) 9.3 (1 months - 17 years)
0-2 15 20
Age categories 3-10 26 34
11-18 35 46
Gender
Female 33 43
Male 43 57
FAB Classification
MO 6 8
M1/M2 25 33
M3 1 1
M4Eo-/M5 29 39
M7 7 9
AML-not Classified 7 9

WBC count at diagnosis

L] e [ ] I E

™

WBC <100,000 /ul (62 |82 |

WBC >100,000/pL 13 17

no data 1 1

Previous Treatments

Pre-treatment with FLA/G 12 16

Pre-treatment with FLA/G+DX (+/- FLA/G)” 43 56
Pre-treatment without FLA/G+DX or FLA/G 21 28

HSCT prior to GO treatment

Yes 14 18

No 62 82

Patient characteristics and treatment with GO.

Table 1. Patient Characteristics at Initial Diagnosis
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Table 2. Details and Outcomes of Treatment with Gemtuzumab Ozogamicin
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33 7 § 8 g g8 £ §8 }.. §
s t 5 °
Number (%) 10 (100) 41 (100) 10 (100) 15 (100) 76 (100)
| Age, median years (range)
10 75 126 103 93
alintial dagnosis | ) months -14) | (4 months -17) | (8 months - 16) | (1 month -16) | (1 month -17)
o  with GO 103 Bl 15.7 122 104
e (7 months -15) (1-18) (2 -20) (9 months -16) | (7 months - 20)
Treatment with GO
monotherapy 4 (40) 17 (41) 3 (30) 12 (80)
GO + cytarabine 6 (60) 20 (49) 7 (70) 3 (20)
other 0(0) 4 (10) 0(0) 0(0)
Number of cycles
| one 6 (60) 27 (66) 7 (70) 8 (53)
wo 4 (40) 10 (24) 3 (30) 7(47)
three 0 (0) 3(8) 0(0) 0 (0) 3 (4)
four 0 (0) 1(2) 0(0) 0(0)
| GO dosage at the first cycle
< 3 mg/m* 6 (60) 20 (49) 7 (70) 4(27)
3.1 - 5.4 mgm’ 2 (20) 5(12) 0 (0) 1(7)
5.5-7.5 mgm' 2 (20) 10 (24) 1(10) 8 (53) 21 (28)
> 7.5 mg/my* 0(0) 4 (10) 2 (20) 2(13) 8 (10)

Patient characteristics and treatment with GO.

'I nd. 0 (0) 2 (5) 0 (0) 0 (0) 2(3) -
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Safety and toxicities

Table 3. Non-hematological Adverse Events in Seventy-One Patients after the First Treatment Cycle with Gemtuzumab Ozogamicin

All grades® Grades 1/2 Grades 3 and 4
. : prolonged :
reversible | reversible reversible | Progressive fatal n.a.
AE severity/ consequence
Total AEs, ) 0 %) 0 0 7}
All outcomes m o ” © m & ” I ” 5 ” I
n (%) i © W ®| W ® | w T |Ww ®|w ®
< o < o < o < o < 0o | < 0o
Gastrointestinal 15 (15) 11 11 4 4 0 0 0 0 O, 0 (0] 0
3in 1 1 3 3 0 0 0 0 0l 0[O0 (O
61 (60) 461 2 | 2 0000
VOD 3(3) 0 0 1 1 1 1 0 0 | 1[0 0
Infusion-related immunologic d
reactions 12 (12) 7 7 - - 0 0 0 0 0|10 |1 1
Exacerbation of the previous o
conditions 2(2) 0 0 0 0 0 0 0 0 0| 0|2 2
Constitutional symptoms 2(2) 2 2 0 0 0 0 0 0 ojof[{0f|0O
Metabolic/Laboratory 2(2) 2 2 0 0 0 0 0 0 o|0|O0|O
Total, n' (%) 101 (100) 23 (23) 70 (69) 3(3) 1(1) 1(1) 3(3)
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R ES U LT Safety and toxicities

Table 3. Non-hematological Adverse Events in Seventy-One Patients after the First Treatment Cycle with Gemtuzumab Ozogamicin

All grades® Grades 1/2 Grades 3 and 4
. : prolonged :
reversible | reversible reversible | Progressive fatal n.a.
AE severity/ consequence
Total AEs, 0 ) @ P @ @
All outgomes m _E ” é ” § ” é ” @ ” E
n (%) L © L © | W © w ® Ww @ |Ww
< o < o < o < o < O | < Qo
Gastrointestinal 15 (15) 11 11 4 4 0 0 0 0 0 0|0 0
Pain 4(4) 1 1 3 3 0 0 0 0 ojo0f(0{|0O
Infection or fever in n 61 (60 0 0 58 |46 | 2 | 2 [ 1° 1 0o[lo0f[0]0O
VOD 3(3) 0 0 1 1 1 1 0 0 11|00
nfusion-related iImmunologic d
reactions 12 (12) 7 7 4 - 0 0 0 0 0|10 |1 1
Exacerbation of the previous o
conditions 2(2) 0 0 0 0 0 0 0 0 0| 0|2 2
Constitutional symptoms 2(2) 2 2 0 0 0 0 0 0 o|lo0o|0|0O
Metabolic/Laboratory 2(2) 2 2 0 0 0 0 0 0 o|0|O0|O
Total, n' (%) 101 (100) 23 (23) 70 (69) 3(3) 1(1) 1(1) 33)
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\

Log-Rankp (a and b) » 0.24
LogRank p (a and c) = 0.40
LogRankpaand d)=0.94
LogRankpandc)» 003
LogRankp (b and d)= 058
Log-Rank p (c and d)» 0.02

pOS (4 yoars): 48%, SE=16

\

0 1

pOS (4 yoars): 27%, SE=1§

_““_\‘__’os (4 yoars): 12%, SE=§

pOS (4 yoars): 10%, SE=9

2 3 “+ 5
years

a - Refractory de novo AML (n= 10, 7 events)

b - De novo AML - refractory to 1* early relapse (n= 41, 36 events)

¢- De novo AML - refractory to 1" late relapse (n= 10, § events)

d - De novo AML refractory to 2 2™ relapses / secondary AML (n= 15, 13 events)
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d.year probability of survival

1 GO cycle (n= 48, 37 events)
z 2 GO cycles (n= 28, 24 events)
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Log-Rank p = 1.0

pOS (4 years): 21%, SE=6
pOS (4 years): 12%, SE=6

1 2 3 4 5
years

Log-Rank p (b and c) = 0.8

pOS (4 years): 25%, SE=2Zi
pOS (4 years): 21%, SE=7
pOS (4 years): 13%, SE=6
1I 1- 3. 4-
years

Lng-Rﬂptalndb}-nl.J/
Log-Rank p (a and c) = 0.

a - monotherapy (n= 36, 30 events)
b - GO + cytarabine (n= 36, 28 events)
c - other (n= 4, 3 events)

Log-Rank p = 0.10

-
03 -

g_ pOS (4 years): 22%, SE=T
0z -
01 - pOS (4 years): 13%, SE=6

.‘ ‘I‘ 2- 3‘ 4 5
years
Monotherapy (n= 36. 30 events)
Combination therapy (= 40, 31 events)
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Log-Rank p = < 0.0001

pOS (4 years): 27%, SE=7

0 1 2 3 4 5
years

=== Patients without HSCT after GO treatment (n= 27, 27 events)

Patients with HSCT after GO treatment (n= 49, 34 events)

AFEFEI,
= M HRAFZHE(HSCT) 2 =2 1T =& TIX27+7%.
2T THWNEETIX0% THoT=. (p <0.0001)




DISCUSSION

OHF/HB/NEAMLOD BEIZHITAE

E-IAN

=X,

mé%ﬁﬂéﬁmb ZDEHSCTIZEDL =D H =74
AEERBRZHEFETLH L,

OARHAEIL. E

EFHM/HAEAMLE B DGOBEDE

%’Enﬂﬂﬁbf*ﬂﬂd)ﬁﬂnttﬁxbf FREANAKRELY




DISCUSSION

®20054F (2., Arceci blk. #EBHEAMLEES/MNE 1016']2]5&:0%%&
AMLZF B/ A 191§IJLOL\’C HENELTHDGOBEDTHEZHE
=S AN TI0%, BRMET26%NDENEEZRLTI=,

Blood. 2005;106(4):1183-1188.

®20065F (. Brethonio (I, #EA1E GAN) BLUVBHEON) DNRIZE
[THAMLT., GOEMEFEEDIERZFHT-,
SHERLLTHSCTEITOERBIZBWLNTCREN 2% THA_EETR LT,

BMC Cancer. 2006;6:172.
®20085 @, Brethonio (&, HFEEF /= (FHATEDAMLO/NRIZFL
TURATEVIZIAT., GOAEEZ T oz 2EMELLYF I -
f=(CRHY52%)

I—

Br J Haematol. 2008;143(4):541-547.




DISCUSSION

O RHfZE : VODE(F4%,

OVODDHEE (L, B TERLELMND10~24%F T
MRIL<ERE .

OVODHAEE(L, GON H B A= LEEAMIZAEL.
GOEFIFEELL TR EN-IGEEIZKYELLES,

OGOEFIFEELHFRAEEZDBIZEFEDEMNLGLY

!

GOREEIATEVILHEDMDER|LGHRATHLET

SHEZ I HDITZRILDOAIREEENH S




DISCUSSION  Limitation

il FR

[ AARIE, RAAETHY . AREARIILTLVS }




D|SCUSS|ON Conclusion

Zliﬁﬁ;h,li GOM/NE DB F /2 A EAMLIC szaL\'Cs\
BEBRGEESRLGL FEFDESET-L

. HSCTANEHESH DD 27 'sTx)J’Cﬁ;%)_t’&TtEﬁJLT— )

\ 4

~ B
KBABELZFIRES S LERERIZHINT
IBRAMIZEIBASNERETH S

b

T

FINEZ e REGE R KB (FudraCT:2010-018980-41) T. BB
FE/2E IEODIJ\ HAMLD sz IR B EIZGONEENT-=,




