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Division of Hematology, Department of Internal M
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tor-sakura@maebashi.saiseikai.or.jp
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KEHRZUN HDHEIFE. LREOIEBEZEELTREH TS L

2 HEBRKMROBHNRVABTECICINICAVWIEERZOHRE

(MFHEBKFROBHRVTAR

MEBRANTASTIVI4TRBERGERE) /T
BMBENRELES Y FTHBLELEREER

Study Design

HRO B s SR BB 22 ERIET 5T
EEBMET S,

HKBOI7z—X 2

'Phase ] 2

fE 51 & 8% R F E B 2013%F1181H

EER E&%A 2014%2810H

= e H# R 2013%F1181H~2020%3A31H

EHEF EHBRE K 77

HEBROEHE NAHR

StudyType Interventional |

HBRTF 1 B3/ TR/ MR/ BREE/ AE

single arm study/ open(masking not used)/ unco
ntrolled control/ single assignment/ treatment pu
rpose

Inclusion Criteria

TS5ERDEE L

BEROERE A0

BEALOEE &L

FRAGREEDOEE 2L

BATRERETS |, § : g g

E(BALLA) : : ‘ '

Countries of E E E E

Recruitment none : : : :

MR RE D BEE 1. 3%) A\ EAMETHD,

H# 2. BCR-ABL1REELRFHEETH 2,

Key Inclusion & E 3. 15U E. 64 UTDEE,

xclusion Criteria 4. REBICHT 2R BMESEICLBEABD R
(A

FHEIREE 5. ECOG Performance Status (L FPS) A 0

~3ThHhdI&,
6. TEMEHE (O F.B. ) OBENARFEIATY
52¢&,
7. BERNEBERTNERENEERAADLLB/LONS

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.

3

7.Voluntary written consent must be given before
3



enrollment.

EBMRNELE

Exclusion Criteria

1. VRE,
1) AVMA—ILFARDOEOE. DAL, 30 BUA
D 10 A 1S 28
2) XM Dlong QTHEIE&EF
3) DEMTEMR
4) QTcZER
2. FHRAERE  FE B M B A
3. avhO—IL AR DFERR,
4.graded DREFE CEBHOER. FERRE
BEEZET),
5. HIVR KRB EDZ S,
6. HBsHIRIZHEDHZ &,
7.DADEEEROREHELZIBEMIE DN
DHE2EHEETT S,
1) fIRFCAYIO—ILARDOHIKETE. BBKET
B.2ER2E. ZOMHOEEDOKKRETE,
2) XMEOHEMERR.
3) MBREE . MIMLNMREORSE N BEBRER,
4) Ao R MERZR T EE (RURESIE,
8. BEDHMEREZET %G,
9. FEBMEDEREERET %G,
10. HiRAH . BHA P DL,
11. 20, FRE (REARKREMEIHRSE
E&D) A RBEEEHIMIN 255G
1. Heart insufficiency.
2. Pulmonary fibrosis, interstitial pneumonitis.
.Uncontrollable diabetes mellitus.
. Grade 4 infection.
. HIV antibody positive.
. HBs antigen positive.
. Concurrent disease which may exaggerate adv

N o o bW

erse events by dasatinib.
1) Pleural effusion, ascites, or other fluid retention

2) Congenital bleeding diathesis.

3) Diseases requiring anticoagulant or anti-platel
etagents.

4) Acquired bleeding diathesis.

8. Psychiatric illness.

9. Active another malignancy.

10. Female patients who are breast feeding or pre
gnant.

11. Patients who, in the judgment of the investigat
or, would be inappropriate for entry into this study

15k

Fi TR

(Age Minimum [ 15ageold Over ]
LR 64T

(Age Maximum | 64ageold Under |
1 31 Bt - L it




Gender Both
1SARIBENMYE/ IRFNER. EEWNRF+2
NEHZ CARBBRITOJFLEEICIYTAM
J—LVABELIRBTE AN LGS,
2)@ b E D EEET > CEMBFENTEER
F/zldleukemia free state& RS RWIGE,
37O I-LBEEFOMBREMNBREZRD S
A
Ho
A MBEMBRICESRUADFHBR. 2FHN
BRI L Tdasatinib B 52 T2HBE.H5
WEBBRR TV a— IV UA DI EEREEEET S
B
2EHEER
S)EELRAEER (grade 4) DEDICEAREN
RROBEEEY CRVEHIM LGS,
CABREREELNATEESERICLYERED

PUERE SL8R 0D B R A 2 T M LB
3.EBEHER
NNEEEREEETIEAHIWVIASTEREE
ENATECEAVERICLYEENTONI—ILA
BEORIEERLHEAES,
YEEEREFAHELAVERICLY, EEATON
O—J)LBREOHRIEARLHEEEE,
NAEAPREDEELRE  BEEREDEENF
TEETEZHA.
4.70b2—)LEEHRDRETL,
5.70bI—ILEERERISPHBALTAEASIELE
BEa.
6. RRDSMRATRELZENRSHEBEBICHBL
% a8,
7. 7D,

HRELZA AT WIATREBERBESEY /MR IR

Philadelphia chromosome positive acute lympho
Health Condition(s) or Problem(s) Studied . P . P ymp
blastic leukemia

WREZI—K / Code
HREBF—T—K 7437 W7 RBAFER S >/ T A B

Philadelphia chromosome positive acute lympho

Keyword
Y blastic leukemia

NADHE Hl)

7THRE®D7 VN Zy 0V(PSL)EITAEICBIE/HKEE.B
CR-ABLEt G EC FRMERRLLKIC.day8&
YNBRFHNELEREZELZBELT4BEBMDPSL
BrAY #7277 (DAVREZIT Y RICE B HE o &
FEELTABE R ETDAREEERLY FHE
NADHEAE 2EMABET. ZORIE. BN LABERF—IR
HIN2F T 2EEODAHBEBEDOEER(C1.
C2)ZAH AU IV#EVIRY, AFERELETHRWIE
BIEBRETIIHMEORER TR . DAER—2ET
4B DMWFEREZI12O—AEZHRLTHAEEK

After the 7-day PSL therapy, during which positivit
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Intervention(s)

y of BCR-ABL fusion transcript must be proved, 4-
week dasatinib(DA) is given with 3-week PSL to ac
hieve CHR. Then 4-week DA is given following 4 d
rugs (VCR, CPM, DNR, and PSL) combination to a
im 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 pro
ceed to allogeneic SCT during the consolidation.
Patient who has no adequate donor proceed to 1
2 courses of 4-week DA-based maintenance thera

D\
™7

M A3d—RK / Code

Primary Outcome(s)

MTAF—7—NK
Keyword
X BMmIEE IEBARVINERR

3-year event-free survival

BlIR B9 7251 1R B

1. EMBEAREIZOMBRENTEEREYS,

2. U TOBEBREICSIZDFHUTEER(CMR
EIE=

(1) EMEBAEE(IN)E, (2) BB HEE(C
V&, (3) HEDHEECT-11

3. EMHBMBEBRENEOS FHELEMRIE,
(1) #4Ed. (2) day 30.(3) day100

4. 3FLEHFEEX (0OS). BARYNEHEE (EFS).
EEREEE (RFS),

5 U TORRTOSFHETLERIZEDORFEIC
SEREBFROEZDEE,

(1) b E O EIER. (2) BiER. (3) BiERd
ay30. (4) BHE%day100

6. EMBMERBEBOMR,

(1) day100.(2) 1EE£EX. (3) FBREEFEE
J(4) BRE (5) FBRELTXR

7. RERBRIOLREHFEBREGCHERER) BTN
NMNEEEEZOERICLZIFTROEDEE,

8. AEMAERESE,

9. EEAEEABLIVRILMEDEEDZXICD
WCTRHERT OHEE & RE O #ET.

10. BBEIA—RODEEEREAE,

11. EMBHERBEOREE (EEFL. 218
MGVHDOEEEEEE) .

12. RA—RICHBTEDADKRERIEDEES LT
FE/RSEICRTIEREEDES.

13. BREMICHSIIDBCR-ABLRMAEBZFNE

R,

14. major BCR-ABLRA A EEFIEMEEE DB
(1) RHEMIFRERFISHEERESIE. (2) 1k
hEHEEZRDOCHREIS, (3) sEibhBE O FEE R

MDCMREIA. (4) 3FEFS, 3£ 0S.34RFS

1. The proportion of complete hematological rem
ission (CHR) after induction.

2. CMR rate at the following points.
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Secondary Outcome(s)

(1) after induction(IN), (2) after intensive consolid
ation(IC), (3) after C1-1
3. The proportion of complete molecular remissio
n (CMR) at pre- and post-alloHSCT.
(1) pre-alloHSCT, (2) day30 post-alloHSCT, (3) d
ay100 post-alloHSCT.
4. 3-year OS, EFS, RFS.
5. 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
6. The efficacy of hematopoietic SCT.
(1) day100, (2) 1-year OS, (3) relapse free survival
, (4) relapse rate, (5) non-relapse mortality
7.Prognostic significance of additional cytogene
tic abnormalities.
8. The proportion of therapy related mortality.
9. Analysis of early death in induction and intensiv
e consolidation therapy.
10. The frequency of adverse events in each steps
oftreatment.
11. Safety of hematopoietic SCT.

(1) frequency of graft failure, (2) acute GVHD, (3)
chronic GVHD.
12. Frequency of dose reduction of DA and medi
an ration of actual dose to expected total dose in
each regimen.
13. Mutation analysis of BCR-ABL transcript on pa
tients who relapsed hematologically
14. Analysis of patients with major BCR-ABL.

(1) percentage of patients who had neutrophil-B
CR/ABL1 FISH in PB,(2) CHR rate after IC, (3) CM
R rate after IC, (4) 3Y-EFS, 3Y-OS, 3Y-RFS

R)BEBRFARICAVIEEXRZEZOHE

EXR EEMSR BEEESEEHRMD 5 EXR
EEMEBRMESIFEICBTZREAE . BHH. KR 8 15 A
Y =
— &R (ERATRER
DBEIEHAFEI—RNEZEHT | F=7
5ZE)
B Zf%g;;%fg%éti 27Ut EE 20mg, ATYEIEE 50mg
] 22100AMX00395000,
i ERES 22100AMX00396000
:'J_\ #5751
= E =ik 2R — B
AR -RI-BEHES
#5751
BrERsug | BUEN
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