BRAE— (B=+TAKER)

2019/02/27

=165 B
wrEERE R
FREEEMSHRARAREL K & oF B i
TEET 2HEE. FRORER) & 71 BNRSEGETIFAMEOE®

TEEOEHEY., FERKMRZERL VDT,
HLET,

T RHERKAROEFREFICETIERRCFERKFAREZITD

(1) HRDOEZF

BRARTREBSRETHOREICL Y ERSE%Z R

Mk DEIERMICET 5 FIR

NEI74STILT4TEEEBERAREY Y AAEANFBEERRE L
HREM Y Fo7HBEERES SUCRABEMBMEBEORKSE | 5
ER(JALSG Ph+ALL213)
| Phase Il study ofdasatinib in combination with chemotherapy and
L i allogeneic stem cell transplantation for newly diagnosed Philadelphia
Scientific Title (Acronym) . . .
chromosome-positive acute lymphoblastic leukemia by Japan Acute
Leukemia Study Group (JALSG Ph+ALL213) (JALSG Ph+ALL213 study)
T8RS A *)J%ﬁiAPh+ALLL:$€\]‘?%> SHF_THALEZERES SUCREENLE
MR EORAKSE | B3R (JALSG Ph+ALL213)
| Public Title (Acronym) | JALSG Ph+ALL213 study JALSG Ph+ALL213 study)
(2) MAEEERM (ZHRERXRAAROBEIE. MARNKERM) ICEHT2EESE
mrEEEM (2 | K& I¥m 5
MERFLRMRDIE | Name Isamu Sugiura
Bld. MRAKRE |o.RagES=
B D% FERME (REERME) | 2ETRAR
§°_“ta?ft_ for [ Affliation | Toyohashi Munical Hospital |
dueries GLEE wE-EeAN____
FE#BEOEHEES 441-8570
FriE M D ERR BENRERTEMIF/ \RALS0EH
| 50 HachikennishiAotake-cho, Toyohashi, Aichi, |
Address
JAPAN
BEES 0532-33-6111
EFA—=ILTRKLR sugiura-isamu@toyohashi-mh.jp
mRICETHEE HEER2 0 ®m ®%
btk Name Isamu Sugiura
Contact for 1A 24 2 AR [ A EBHmRRR
Public Queries [ iaion | Toyohashi Munical Hospial ]
BYEMBERE mi& - EEAR
HYEFREMBEDEFERS | 441-8570
B EmMBEMEDER ENREBETEMNHNF/ \BAES0EH
| 50 HachikennishiAotake-cho, Toyohashi, Aichi, |
Address
JAPAN
BHEES 0532-33-6111
FAXE = 0532-33-6177




BEFAXA—ITRLR

sugiura-isamu@toyohashi-mh.jp

MRAEEERM (ZRIXHXRTFROBEIE. HR
RKKRER) OFET 2ERERBEOEEED

K&

mE =EA




LUBRRERKARICN T 2EEZEOHFTDOAE

HY

REBKBEEZESR
mINn=H)

DEBH(HZARDOERMEL

BRAERICLERIE

BT

BRERICHZMATHELHRIERNI BRI
W53

(3) BEERMUADBRKMEICKET 25ICEHT 2R

F—H TR A MNE YR &RKE
F—ITRIAY | K& KT
ALY EEE e-Rad& = 00160523
g EREBRBER
15 B BEEHE
FEo4 Y v SE YA RIBKZ
EZVYVITEY | KA ket
BEEE e-Rad& S 70763754
7B FEREEEEERMEN RFE- - ENIVvER
P MmmARE R ER
5B B i%
EEEE LA FESBEETEITRR
EEEYELE K% BREEZ
e-Rad &S 00438136
g ik Y
15 B HERIR
TRET AR ATIE KRS BAEmMMEEEEY ¥ —
MEHRTENET | K4 BEH HBHT
£ e-Rad &S
g BAEmMMEEEEY ¥ —
3 vty —K
R - AR EER S HE RREBERERKE
R - AEHEY | KA EHRET
BREYE e-Rad&S
il s - mmAE

4JL B
1=

ERHE

RE - EERZFE KR

HFEEXRZEZHERR

RE - EEREHNE
e

K# BH OLC
e-Rad&= 90314004
FE AEREZFRAMARBBEANZMR - EEAR

=

33

]z




MRAAKRER - F | KB = IR 2R )

REEEMMUAD | Name Miyazaki Yasushi
MREMIET 2E |c-RadES 40304943
FE RBXRZRERESERFRA REFE- NS
Yy EREM OBRANEZEHRRSEH
""" | Department of Hematology, Atomic Bomb |
Affiliation . . - .
Disease and Hibakusha Medicine Unit
5B L
Secondary Sponsor® -
A =

(4) SHBEARRCSIIHAREEN P T 2HES
| 2 HRARBBERLOHLOER EX

MREEEMDE | KE

%5 Name
e-Rad&=

Affiliation

B Eh &
FTEREOEHEES
FriEH B D {ERR
BEES
BFX—ILT7RLZR
MRICEAT2HE |HEAEKRS

b 18 & 3 P B B
HYEMBENRE
HEEMERBEADOERHESS
BYEMBEREADER
BEES

FAXE =
BFX—ILT7RLZR
HRETERMOMBET 2EEEEEEOEERS
)4
YERERRARICH T 2EEEOHFTORE
RERKRAREEZESOXRABH(HZMRAEE
ERMOMRERBICOVWTERBE S NAERGTED
ZERICEAFEEINEA)
BERERICOHELRESRXITHE




2 BEBRMROEMREVHABLHGICZNICAW
(1) FERKAROEMRUARE

PEERFOHE

MERAT A ZTILT7 4 TREEBEREY ¥
NERMFEERNRE LYY F=THALER

Study Design

RO B e S NS MBSO BN - ek A
Myz2&52BMET 3,

HBO07z—X 2

Phase 2

fEFI BB IRF EH 2013%F1181H

551 EF Z R H 2014F2H10H

EHEHAE 2013%F11H1H ~2020%3H31H

EhFERREH 77

HERDTEHE PN

| StudyType | inteventional |

SEA T4 (o B /¥kgR/ XM)ANLaYIO—IL/

BREFLL® / AE

single arm study / open(masking not used) /
historical control / single assignment / treatment

Inclusion Criteria

purpose
To3EHRDEE L
EROERE &L
BEALOBE L
RERABRAEREORE &L
BMATRERET |, § § § |
BE (B AN ! ! ! !
Countries of : : : :
Recruitment none , , , ,
R RE DOBEE 1.8y UyXEAMETH S,
H# 2. BCR-ABL1RGEGFHRMETH S,
Key Inclusion & 3.15mMU L, 64ARUTDESE,
Exclusion 4. KRBICH T 2MBHEBSREICL 2818FD
Criteria RN,
FBEIREAE 5. ECOG Performance Status (BLTFPS) A

0~3Ths &,
6. TRMEHE (O, FF. B, ) OHENRES
hTtwa e,

7. BRNBERTXZERAENBELAANLE LN
&,

1. Acute lymphoblastic leukemia.

2.BCR/ABL1 positive.

3.aged >= 15 years and < 64 years.

4. Patients must not be previously treated except
PSLin the pre-phase PSL therapy.

5. ECOG performance status of0, 1, 2 or 3.

6. Patients must have adequate cardiac, hepatic,
renal, and pulmonary functions.

7.Voluntary written consent must be given
before enrollment.
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1. Heart insufficiency.

2. Pulmonary fibrosis, interstitial pneumonitis.
3. Uncontrollable diabetes mellitus.

4. Grade 4 infection.

5. HIV antibody positive.

6. HBs antigen positive.

7. Concurrent disease which may exaggerate
adverse events by dasatinib.

1) Pleural effusion, ascites, or other fluid
retention.

Exclusion Criteria 2) Congenital bleeding diathesis.

3) Diseases requiring anticoagulant or anti-
platelet agents.

4) Acquired bleeding diathesis.

8. Psychiatric illness.

9. Active another malignancy.

10. Female patients who are breast feeding or
pregnant.

11. Patients who, in the judgment of the
investigator, would be inappropriate for entry
into this study.
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Philadelphia chromosome positive acute
Health Condition(s) or Problem(s) Studied radeiphia chromosome posiiive acu
lymphoblastic leukemia
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After the 7-day PSL therapy, during which
positivity of BCR-ABL fusion transcript must be
proved, 4-week dasatinib(DA) is given with 3-
week PSL to achieve CHR. Then 4-week DA is
given following 4 drugs (VCR, CPM, DNR, and




Intervention(s)

PSL) combination to aim at CMR. C1
(HDMTX/AraC+DA) and C2 (VCR, DNR, CPM
+DA) consolidation are repeated up to 4 cycles.
Patient who has an adequate donor proceed to
allogeneic SCT during the consolidation. Patient
who has no adequate donor proceed to 12
courses of 4-week DA-based maintenance
therapy.
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1. The proportion of complete hematological
remission (CHR) after induction.

2. The proportion of complete molecular
remission (CMR) at the following points.

@ #BiEk

(1) after intensive consolidation

(2) pre- and day30, day100 post- SCT.

3. 3-year OS, EFS, RFS.

4. Prognostic significance of CMR at the
following points.

(1) after intensive consolidation, (2) pre-SCT, (3)
day30 of post-SCT, (4) day100 of post-SCT

5. The efficacy of hematopoietic SCT; day100, 1-
year OS, RFS, relapse rate, non-relapse mortality.
6. Prognostic significance of additional
cytogenetic abnormalities

7.The proportion of therapy related mortality

8. Analysis of early death in induction and
intensive consolidation therapy.

9. The frequency of adverse events in each steps
oftreatment.




10. Safety of hematopoietic SCT; frequency of
graft failure, acute and chronic GVHD.
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