Phase I/11 Study of gemtuzumab
ozogamicin in combination chemotherapy
for CD33+ refractory or relapsed AML:
JALSG-AML206

Noriko Usui 19, Akihiro Takeshita?, Chiaki Nakaseko?, Nobuaki
Deobashi?, Hiroyuki Fujita?, Hitoshi Kiyoi?, Yukio Kobayashi?),
Yasushi Miyazaki?, Shigeki Ohtake?, Shuichi Miyawaki?, Tomoki
Nase?, Ryuze Okno?), and Kazunori Ghnishi?,

YDept of Clinical Oncology and Hematology, The Jikei University Daisan Hospital
2Japan Adult Leukemia Study Group,

10.10.21

* Current treatment results in young adults with non-APL-AML are
improving (%CR >70%, 5Y-0S 40-50%), however, quite a few patients
relapse or refractory to initial therapies.
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Background

Patients with relapsed or refractory AML have a poor outcome
(7% CR<50%, 5Y¥-08<30%).
-G b GOY}is a hu ized anti-CD33 MoAb
conjugated with cytotoxic antitumor antibietic, calicheamicin, that
target CD33 Ag. More than 80% of AML cells have CD33 on their
surface.

GO induces CR+CRp in about 30% of relapsed/refractory AML
Several studies tested the use of GO in combination chemotherapy,
either at diagnosis or at time of relapse and most of them are more
promising than monotherapy.

.

AIMS and OBJECTIVES

+ AIMS

— In order to improve outcome of patients with AML, we investigate
effective salvage therapies combining new agent (GO) with
conventional chemotherapy (JALSG AML201 induction therapy
regimen)

* OBJECTIVES

~ Determine: Maximum tolerated dose (MTD)

— DLTs:

* >Grade HCTCAL ver 3.0) of FN, Blecdlng, Nausca & Yomiting, Jafsion reactlos, liver twoxiciy
(byperhiliubinemia, hypertransaainasis)

+ >Grade MCTCAE ver 3.0) or ranre of non herastologic toxicity not redated to progresion of AML

* Prolungation of hone murrow uppression (ANC<S500 Bk, PLT<20,H0/pL) over & werks pot related to AML

— Touicity profile (NCI-CTCAE ver3)
~ Response Rate (International Working Group Criteria)
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Eligibility

Inclusion Criteria Exclusion Criteria

1. CD33+ de novo AML except 1. Previous MDS/MP
APL ; refractory to the first 2. Secondary AML
remission induction therapyor 3. CNS leukemia
first relapse (>6 months from 4. Received Transplantation
CR1) 5. Women who are pregnant or
2. Age20-64 breastfeeding
3. ECOG performance status of 6. Received therapy with anti-CD33
PSOori1 MoAb
4. After 30 days or more from 7. Concurrent active malignant
in therapy and recovered disease
to baseline from any foxicities 8. Uncontrolled infection

of prior chemotherapy

5. Adequate hepatic, cardiac,
renal, pulmonary function
6. Life expectancy > 2 months

9. HBVHCYV or HIV infection
10. Treated with investigational drugs

11. Previously received cumulative
dose of >500 mg/m? of DNR( only
for DAG arm)
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AML206 Study Schema

Launch AML-206 P1 study

enr]
Institutes participated
IAG: 6 institutes DAG: 5 institutes
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Patients Demographics

Overall TAG DAG
N 1% & 10
M:E 2:10 45 5:5
Age
Median 59 61 S8
Range 33 - 64 IR-64  AZ-62
Relupsed 14 7 3
Refractory F 2 4
AML Subtypes
Mo 1 ]
M 1 2 '
M2 7 a s
M4 6 a 3
MS 1 ¥

10 6 4+

i 1
1(6:9) ) 1
Complex 3 1 2
Others 2 z
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Patients Demographics-2

Overall JAG DAG

Pre-trestment Status
WBC (10%uL)

Median (Rungre) A6@MB3NY) RT(LE39 1) (09-25.3)

Hb (il

Median(Range) HLO (7.1-13.6) 12.5(7.6-13.6) 10.6 (7.5-12.8)

PLT (1 I0%p0)

Median (Ranze) 88(2.6-443) 592.6207) 1353444
~:Blasts
Median (Range) 428 (T996.8) 56.4 (17.3-K8) 299 (7.9-96.8)

"o CI33 Blasts

Medinn (Ranged 89.4(39-108)  92.9 (62.8-100) 80.6 (39-96.9)
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IAG: WBC & ANC

Level-1: IDR 19 (D1-3) +GO 3 (D4)

Level-2: IDR 12 (D1-3)+GO 3 (D4)

Level-3: IDR 12 (D1-3)+GO 5 (D4)

IAG: WBC & ANC

Level-1: IDR 10 (D1-3) +GO 3 (D4)
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o o o

Units ot REC-TE 44,2, 4.6.2 Ri6

Hb Levekl Level-2 Level-3
Days of nadir Davs 26.35.16 Drays 18.27 Bavs 7,23
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130.130.50
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Level-1
§ Days of nadir _ Days 11.11.17
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TAG: Non-Hematologic Toxicity

Level-t Level-2 Level-3

(N=3) (N=3) (N=3
Fcebrite Neutropenin
Cradce 3 3 2 2
Grade 4
Infection (Grade 4)
Scpasis 1
Cerebral Abscess i
Hepautic
Grade 2 1 1 1
Grade 3 z
Aporexia, Nause/ Vomiting
Grade 2 2
Edema
Grade 1 2
Skin rash
Crade 2 '
Diarrhea
Grade 1 1
YOD/SOS o [ ]
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DAG: WBC & ANC
Level-1: N -
DNR 50 e = e S
M1-3)+ g WBC Level-1 Level-2 Level-3
GO 3(D4) . gaDaysof madir  Days 10.13.10  Days (8,10,712 Davs 8,10,12
- Days of recovery Davs 27.27,36 Days 27.22,24.32 Davs 38,2926
Level-2: DNR 50 (D1-4)+ GO 3(D5)
. . B Value of ANC -
. s z Pre GO 429 (3-1250) juLL -
L ; Nadir 0(0-1)/ pL N
Levei-3:

ANC

Level-t

Levek

Level-3

f# Days of nadir

Days 19.01.11 Days 14,17,9,12

Days 12,00,17 §

. \ Days of recovery Davs 29,3236 Days 2722, N/A.32 Days 19,2931 & -

Hb

DAG: Hematologic Toxicity

Leyeld 1evel-2 Tevel-3
Grade 0 o
Grade L 3 1 1
Grade 2 3 1 2
Grade 3/4 o o 0 [
Units of RBC-TF 18,04 0.6.30.10 6.6.8
Hb Level-1 Level-2 Level-3

Days of padir

Diays 1£,03.39 Davs 13,6 Days 22.44,2

1)avs of recovery

1
Days 20.15.36  Day o

Platelet

Units of PLI-TE

150.60.90

S0.70.1HL170 176,660,404

Level-1

Level-2 Level)-3

Days of nadir Days 11,13.20 _Days 13.10,11.12  Davs 25.12.47

Days of recovery Days 253234 Days 36,24.N/A .46 Davs 38.34.26
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DAG: Non-Hematologic Toxicity

Luvel-1

Loevel-2

(N=3) (N=3)

Febrite Neutropenia
Grade 3
Grade 4

Hcepatic
Gradce 2
Grude ¥

Anorexin, Nuuse/ Vomiting

Grade 2
Colitis

ade 2
Diarrhea

Grade 2
Curdine

Grade 2
Bleeding

ONS

Laborutory
1hypophesphuremin
NODSON

3

o

“Dur 1o Discse Progrvssion
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Assessment of DLT

Noof Pts Noof DLT

IAG

Level-1 3
Level-2 3
Level-3 3
DAG

Level-i 3
Level-2 4
Level-3 3

0
0
0

Prolongation of neutropenia
Prolongation of thrombocytopenia
Grade 4 Infection (Brain Abscess)

Level4 SRB recommended not to proceed

IAG-Level-3 is MTD
DAG-Level4 wilt be MTD

Recommend Dose & Schedule: ' (€ 0%
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Median Counts of WBC & ANC at
Administration of GO

wec

N Usui, rtal ISMO 2018 401-012




Response
W DAG
Lol Lo ool
AU 5] Loal(F])  Lewhlif Lsthd(V3) TN

[DRING0Y DR 13G00) (BRIZCOS  NRSEGOSBY DNREGOID) DRGG0ID

®R 1 3 ORR (CR+CRp) 10/13(93%) L]

O REL B4 (5T%) N
US (4%)

n !

WRiblwi Clomae) ) 416 (30%) 1 ]

Benelie 1 1 CBF IR 1

Y5 (68%)

Outcome:
Alive: 18 patients
Dead: 1 patient (DAG-level-2) died of CNS bleeding due to PD
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bdl

. MTD of GO in the bination is ¢

. Major toxicities are severe neutropenia, thrombocytop

Conclusion

. Combination of GO with conventional( as JALSG) IDR+Ara-

C or DNR-Ara-C is well tolerated and active in relapsed/
refractory AML

idered 5 mg/m? (just
after IDR or DNR administration)

febrile neutropenia

No VOD/SOS was observed

Both of IAG [ IDR 12 mg/m? (D1-3)+Ara-C 100 mg/m?
(D1-)+GO 3 mg/m? (D4)] and DAG [DNR (590 mg/m?
D1-5}+Ara-C 100 mg/m? (D1-7)+GO 3 mg/m? (D6)] therapies
are recommend for phase II study to evaluate long term
efficacy and safety
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