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AAG alpha1-acid glycoprotein -  
allo-HSCT allogeneic hematopoietic stem cell transplantation  
ALP alkaline phosphatase  
ALT alanine aminotransferase  
AML acute myeloid leukemia  

AST aspartate aminotransferase  
ATL adult T-cell leukemia-lymphoma T  

ATL-G-CSF 

combination chemotherapy consisting of 
vincristine, vindesine, doxorubicin, mitoxantrone, 
cyclophosphamide, etoposide, ranimustine and 
prednisone with granulocyte colony stimulating 
factor support 

 

AUC area under the plasma concentration-time curve  

AUCinf area under the plasma concentration-time curve up 
to infinity  

AUClast area under the plasma concentration-time curve up 
to the last quantifiable time  

AUCss area under the plasma concentration-time curve at 
steady state  

AUCtau area under the plasma concentration-time curve 
during the dosing interval  

BCRP breast cancer resistance protein  
BMI body mass index kg m 2 
CCR4 C-C chemokine receptor type 4 CC 4 

CHOP cyclophosphamide, doxorubicin, vincristine, and 
prednisolone  

CI confidence interval  
Cmax maximum plasma concentration  
CMML chronic myelomonocytic leukaemia  
CR complete remission  
CRu uncertified complete remission  
CTCAE Common Terminology Criteria for Adverse Events  
CYP cytochrome P450 P450 
DDI drug-drug interaction  

QTcF change from baseline QTcF QTcF  
DLBCL diffuse large B-cell lymphoma B  
DLT dose-limiting toxicity  
ECOG Eastern Cooperative Oncology Group  
EZH enhancer of zeste homolog  
fu unbound fraction  
GCP Good Clinical Practice  
G-CSF granulocyte colony stimulating factor  
GI50 concentration causing 50% growth inhibition 50%  
H3K27 histone H3 lysine 27 H3 27  

H3K27me3 tri-methylated histone H3 lysine 27 H3 27
 

HTLV-1 human T-cell leukemia virus type 1 T 1  
IC50 50% inhibitory concentration 50%  

ICH 
International Council for Harmonisation of 
Technical Requirements for Pharmaceuticals for 
Human Use 

 

Ki inhibition constant  
LDH lactic acid (lactate) dehydrogenase 
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MATE multidrug and toxin extrusion transporter  
mCRM modified continual reassessment method  

MedDRA/J Medical Dictionary for Regulatory 
Activities/Japanese version ICH  

MM multiple myeloma  

modified 
EPOCH 

etoposide, prednisone, vincristine, 
cyclophosphamide and doxorubicin with 
modifications 

 

modified 
LSG15 
(mLSG15) 

vincristine, cyclophosphamide, doxorubicin and 
prednisone (VCAP)- doxorubicin, ranimustine and 
prednisone (AMP)-vindesine, etoposide, 
carboplatin and prednisone (VECP) 

 

Moga-CHOP mogamulizumab, cyclophosphamide, doxorubicin, 
vincristine, and prednisolone  

NA not assessable  

NCI-ODWG National Cancer Institute Organ Dysfunction 
Working Group  

ND not done  
NE not evaluable  
NHL non-Hodgkin’s lymphoma  
OAT organic anion transporter  
OATP organic anion transporting polypeptide  
OCT organic cation transporter  
ORR overall response rate  
OS overall survival  
PBPK physiologically-based pharmacokinetics  
PD progressive disease  
PDy pharmacodynamics  
PFS progression-free survival  
P-gp P-glycoprotein P  
PK pharmacokinetics  
PPK population pharmacokinetics  
PR partial remission  
PRC2 polycomb repressive complex 2 2 
PS performance status  
PTCL peripheral T-cell lymphoma T  
QTc corrected QT QT  

QTcF QT corrected for heart rate using Fridericia’s 
method Fridericia QT  

RD/PD relapsed disease or progressive disease  
SD stable disease  
t1/2 terminal elimination half-life  
Tmax time to reach maximum plasma concentration  
:  
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1.  

enhancer of zeste homolog EZH

1 EZH2

T

200 mg 1 1

 

 

1.1 T  
1.1.1 T  

T adult T-cell leukemia-lymphoma: ATL

T 1977

2017 T 1 human T-

cell leukemia virus type 1: HTLV-1

T 1 21

HTLV-1 108 ATL 1146
2 29 ATL 2000

3 30 ATL

1000 4 ATL flower cell

ATL
1  

ATL

1

aggressive ATL

indolent ATL indolent ATL

aggressive ATL

2010 2011 ATL

8.3 10.0

18.8 63.5

60.7 5  

 

1.1.2  
aggressive ATL indolent ATL aggressive ATL

 

aggressive ATL modified LSG15 mLSG15

mLSG15 CHOP ATL-G-CSF modified EPOCH
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allogeneic hematopoietic 

stem cell transplantation: allo-HSCT 1,6

mLSG15 1 28% 1
7  

2010 2011 ATL allo-HSCT

70 583 434

allo-HSCT 70

279 295 5 70

ATL allo-HSCT allo-HSCT 70

ATL 68

 8 allo-HSCT 15.9% 10.4% 5

ATL allo-HSCT  

ATL

2012

CC 4 C-C chemokine receptor type 4: CCR4 ATL

CCR4 aggressive ATL

II 50% 13/26 95% CI: 30

70 progression-free survival: PFS overall survival: OS

5.2 13.7 9 2017

ATL ATL II

42% 11/26 95% CI: 23 63 PFS OS

3.8 20.3 10 2021

ATL ATL

II 30% 7/23 95% CI: 13 53

PFS OS 2 8 11

ATL ATL

 

1.2  
1.2.1  

EZH1 EZH2 H3 27 histone H3 lysine 27: H3K27

2 polycomb repressive complex 2: PRC2

PRC2 PRC2-EZH1 PRC2-EZH2

2 EZH1 EZH2 12,13 PRC2-EZH1

PRC2-EZH2 H3K27
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H3K27
14 PRC2  

EZH2

 15 PRC2-EZH2 PRC2-EZH2

16 EZH1 EZH2

 12,14

17  

ATL EZH2
18 ATL HTLV-1

HTLV-1 ATL

EZH1/2 H3K27
18 EZH2

EZH1 EZH2

ATL ATL ATL
19 EZH1 EZH2 in vitro ATL

EZH2

 2.5.1-1 in vivo

EZH1 EZH2 ATL 20  

ATL  

 

 2.5.1-1 GSK126 in vitro  

  
GI50 nmol/L 10  

  GSK126 
KARPAS-422 DLBCL 12.6 119 221 

MV-4-11 AML 1.43 48.3 138 
MM.1S MM 2.19 35.6 139 
TL-Om1 ATL 18.4 185 957 

GI50: 50% concentration causing 50% growth inhibition DLBCL: B
diffuse large B-cell lymphoma AML: acute myeloid leukemia MM: 

multiple myeloma  

 

1.2.2  
1.2.2.1  

20 non-Hodgkin’s lymphoma: 

NHL I first in human DS3201-A-J101 J101

20 ATL

T peripheral T-cell lymphoma: PTCL

20 drug-drug interaction: DDI
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20 J101

ATL ATL II

DS3201-A-J201 J201 2019 11

J201

ATL II

 

J101 J201 J101 2020 11 2 J201

2021 4 24 J201

J101

J101

pharmacokinetics: PK

DDI  

 

1.2.2.2  
 2.5.1-2  

ATL J201

J201

ATL

ATL

 

J101 NHL ATL

PK  

4 2 6

DS3201-A-J103 J103

PK

DS3201-A-J104 J104 P450

cytochrome P450: CYP 3A PK DS3201-A-J107

J107 CYP3A PK

DS3201-A-J109 J109 PK

DS3201-A-U105 U105

DS3201-A-U106 U106 PK

 

Good Clinical Practice: GCP
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 2.5.1-2 1/3  

 
 
 

 
 
 

 
 

 
 

 
a  

b  

  
 

PK 

I  

 

DS3201-A-J101 
J101  
5.3.3.2-1  

 

: 

NHL 25  
 

: 
ATL : 

ATL 12
PTCL

: 
PTCL

41  
 
DDI : 

NHL 0  

: 
28 1 1 1
150 mg  
 

: 

200 mg 28 1 1
1  

 
DDI : 

Day 15
Cycle 1 1 1
 

Cycle 1 Day 28 Cycle 2
 

:  
PK

 
 
DDI :  

CYP3A P-gp
PK  

  
 

PK 

II
 

 

DS3201-A-J201 
J201  
5.3.5.2-1  

 

ATL 25  
28 1 1 1 200 mg

 
 

 PK 
 

I  
 

DS3201-A-J103 
J103  
5.3.1.1-1  

 

50
Part 1: 18

6 × 3
Part 2: 32

Group 1: 16
Group 2: 16

 

Part 1:  
50 100 200 mg  
 
Part 2:  

Group 1: 200 mg
 

Group 2: 200 mg
 

Part 1: PK
 

 
Part 2:  
• 

 
• PK
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 2.5.1-2 2/3  

 
 
 

 
 
 

 
 

 
 

 
a  

b  

 PK 
 

I  
 

DS3201-A-J104 
J104  
5.3.3.4-1  

 

32
Group 1: 16
Group 2: 16
 

Group 1:  
Day 1 25 mg Day 11

25 mg
Day 6 200 mg 1 2

Day 7 20 200 mg 1 1  
Group 2:  
Day 1 25 mg Day 12

25 mg
Day 6 400 mg 1 1

Day 7 18 200 mg 1 1  

• P-gp
CYP3A

PK
 

• CYP3A

PK  

 PK 
 

I  
 

DS3201-A-U105 
U105  
5.3.3.1-1  

 

8
 

14C
200 mg/ 

150 Ci  

• 14C

14C
 

• 14C
PK

 
 PK 

 
I  

 
DS3201-A-U106 

U106  
5.3.3.3-1  

 
24

: 8

: 8
: 8  

50 mg  

PK
 

 PK 
 

I  
 

DS3201-A-J107 
J107  
5.3.3.4-2  

 

20  Day 1 200 mg Day 16
200 mg

Day 8 22 600 mg 1
1  

CYP3A
PK
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 2.5.1-2 3/3  

 
 
 

 
 
 

 
 

 
 

 
a  

b  

 PK 
 

I  
 

DS3201-A-J109 
J109  
5.3.1.1-2  

 

28
 c  

200 mg
 

PK
 

P-gp : P P-glycoprotein  
a:  
b:  
c:  
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2.7.1.3.1  
 

 

2.3  
PK J103 Part 2 

Group 2 J109

100 mg 200 mg  

J103 Part 2 Group 2 PK

90% CI Cmax 0.487 0.297 0.800

AUClast 0.702 0.493 1.000 AUCinf 0.703 0.495 1.000

Cmax 50%

AUC 30%

Tmax 3 2.7.1.3.2  

J109 PK

90% CI Cmax 0.375 0.246 0.571 AUClast 0.462

0.323 0.660 AUCinf 0.466 0.327 0.663

Cmax 60% AUC 50%

Tmax

2.5 2.7.1.3.2  

PK

 

 

2.4  
pH 2.3.S.1.3
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3.  
3.1  
3.1.1  
3.1.1.1  

200 mg

Tmax 3.00 t1/2 21.5

Cmax AUCinf 25 200 mg

 

In vitro 0.6

10 g/mL 78.0% 96.6%

1- alpha1-acid glycoprotein: AAG 2.7.2.2.1.1.1

200 mg

unbound fraction: fu

0.04 0.06 2.7.2.3.1.1  

In vitro CYP3A

2.7.2.2.1.3.1 14C

CALZ-1809a 2.7.2.2.1.3.4

CALZ-1809a Cmax AUCinf 0.239

0.830 2.7.2.2.2.3 CALZ-1809a

CALZ-1809a

99% CALZ-1809a in vivo

2.6.2.2.1.2 2.6.2.2.1.4 2.7.2.2.1.1.2  

Caco-2 P-gp

2.7.2.2.1.4.4  
14C 95%

360 79.8% 15.6%

10% 65%

2.7.2.2.2.3 CALZ-1809a 0.79% 5.61%

N-

2%

2.7.2.2.1.3.4  

 

3.1.1.2 NHL ATL
 

NHL ATL 1 2

1 1 Cycle 1 Day 1 Day 15
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Tmax 2 4 J101

150 300 mg Cmax AUCtau

Cycle 1 Day 2

2.7.2.2.3.1  

J201 ATL 200 mg 1 1

Cycle 1 Day 15 Cmax AUCtau

2300 ng/mL 20800 

Cycle 1 Day 15 Cmax AUCtau

84.9 ng/mL 584 fu 0.03 0.06

1.19 1.27

2.7.2.2.3.2  

 

3.1.2  
3.1.2.1 1-  

0.1% AAG 4% in vitro

AAG

population pharmacokinetics: PPK AAG

AUCtau AUCss

AAG 87 mg/dL 42 mg/dL 49%

125 mg/dL 41%

AUCss AUCss AAG 2.7.2.2.4.1

AAG

 

 

3.1.2.2  
PPK

AUCss 63 kg 46 kg 27% 90 kg

24%

2.7.2.2.4.1  

 

3.1.2.3  
PPK

2.7.2.2.4.1  
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3.1.2.4  
PPK

AUCss 5%

2.7.2.2.4.1  

 

3.1.2.5  
PPK

AUCss 2%

2.7.2.2.4.1  

 

3.1.2.6  
14C

15.6% 2.7.2.2.2.3

10.0% 2.7.2.2.1.3.4 PPK

2.7.2.2.4.1  

 

 

3.1.2.7  
U106 National Cancer Institute Organ Dysfunction Working Group NCI-ODWG

PK

AUCinf

23% 35%

AUCinf

19% 25% 2.7.2.2.2.4 PPK

AUCss 14%

2.7.2.2.4.1  
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3.1.3  
J103 Part 2 Group 2 J109

PK J103 200 mg

Cmax

AUCinf 50% 30% J109

200 mg Cmax

AUCinf 60% 50%

2.7.1.3.2  

 

3.1.4  
3.1.4.1  

J104 CYP3A P-gp

CYP3A PK

Cmax 2.9 AUCinf 4.2 2.7.2.2.2.5.1

physiologically-based pharmacokinetics: PBPK

AUC CYP3A 2.7 P-gp

2.6 2.7.2.2.5.2

CYP3A P-gp

1/4 200 mg 1 1 50 mg 1 1 CYP3A

P-gp 1/2 200 mg 1 1 100 mg 1

1  

Cmax AUCinf

1.6 2.7.2.3.3.2 J201

CYP3A 11 Cmax

AUCtau Cycle 1 Day 1 1.5

Cycle 1 Day 15 2

Cmax AUCtau Cycle 1 Day 1 0.9 1.0

Cycle 1 Day 15 1.3 2.7.2.2.3.2

CYP3A

2.7.4.5.2.2 CYP3A

 

J107 CYP3A CALZ-

1809a PK

Cmax AUCinf 58% 71% 2.7.2.2.2.5.2

CYP3A
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CYP3A

PBPK CYP3A

Cmax AUCinf

33% 43% 2.7.2.2.5.2 CYP3A

 

 

3.1.4.2  
In vitro PBPK

CALZ-1809a CYP CYP1A2 CYP2B6 CYP2C8 CYP2C9 CYP2C19

CYP2D6 CYP3A4

2.7.2.2.1.4.1 2.7.2.2.5.4  

CYP3A4 Ki 56.4 M

CYP3A4

2.7.2.2.1.4.1 PBPK

200 mg 1 1 CYP3A

Cmax AUCinf 1.01 2.7.2.2.5.4

CYP3A

 

CALZ-1809a CYP2B6 CYP3A4

CALZ-1809a CYP2B6 CYP3A

2.7.2.2.1.4.2  

In vitro CYP1A2

CYP2B6 CYP3A4 2.7.2.2.1.4.3  

In vitro

organic anion transporter: OAT 1 OAT3 organic anion 

transporting polypeptide: OATP 1B1 OATP1B3 breast cancer resistance 

protein: BCRP

organic cation transporter : OCT 1 OCT2

multidrug and toxin extrusion transporter: MATE 1 MATE2-K P-gp

50% 50% inhibitory concentration: IC50 3.98 5.04

0.548 6.98 18.2 mol/L 2.7.2.2.1.4.7 MATE1 J201

200 mg 1 1 Cycle 1 Day 15

Cmax 84.9 ng/mL 1 + (unbound 

Cmax/IC50) 1.32

0723 4  30 7 23

1.02 MATE1
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OAT2 OCT2 MATE1

J101 150 300 mg 1 1 NHL

77 9 11.7% 7

Grade 1 2 Grade 2 J201 200 mg 1 1

ATL 25

J201 25 1 Grade 3

in 

vivo MATE1

2.7.2.3.4.3 P-gp

PBPK 200 mg 1 1

P-gp

Cmax 1.5 AUCinf 1.3

2.7.2.2.5.4 P-gp

 

 

3.2  
J101 H3K27 tri-methylated H3K27: H3K27me3

150 300 mg 1 1 NHL

ATL H3K27

200 mg H3K27me3

11.9% 39.0% 2.7.2.2.3.1  

 

3.3 QTc  
J101 Fridericia QT

QT corrected for heart rate using Fridericia’s method: QTcF

QTcF QTcF

QTcF

1 ng/mL 0.001477 ms

200 mg 1 1 Cmax 1830 ng/mL

QTcF 90% CI 5.472 ms

International Council for Harmonisation of Technical Requirements for Pharmaceuticals for 

Human Use: ICH E14 QT/QTc

. 1023 1  21 10

23 10 ms

QT

2.7.2.2.3.1  
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3.4 -  

- 39 J101 14 J201 25 ATL

-  

•  

•  

- AUCss

200 850 ng·h/mL 60% 64%

Eastern Cooperative Oncology Group: ECOG  

performance status PS LDH -

-

AUCss 200 850 ng·h/mL 55% 67%

ECOG PS - 2.7.2.2.4.2  

- 102 J101 77 J201 25 NHL

-  

• Common Terminology Criteria for Adverse Events: 

CTCAE Ver.5.0 Grade 3  

• Grade 3  

• Grade 3  

•  

•  

• Grade 3  

•  

AUCss

10%

- Grade 3

LDH

2.7.2.2.4.3.1.1  

102

1 101 J101 76 J201

25 - pharmacokinetics-pharmacodynamics: PK/PDy

21

CYP3A
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PK/PDy

Grade 4

Grade 4 4

18.5% 66.2%

2.7.2.2.4.3.1.2  

 

3.5  
200 mg 1 1

 

30% 90%

50%

-

150 300 mg

2.7.2.2.4.4  

CYP3A P-gp

CYP3A P-gp

1/4 CYP3A P-gp

1/2 2.7.2.3.3.2  
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4.  
ATL J201 J101 2

 

J201 ATL J101

200 mg 1 1 28 1

 

J101 NHL ATL

 

 

4.1  
4.1.1  

J201

1 ATL

II

 

1 1 200 mg CYP3A P-gp

 2.7.3.1-2 1 28 1

1 1 2 12

 

2019 9 1  

25 21

Primary Efficacy Analysis Set 2.7.3.1.4.1 2021 4 24  

J101 150 200 250 300 mg

I NHL ATL PK

 

1 28 1 1 1

2 12

 

DDI 3  

 

: 

150 mg

modified continual reassessment method mCRM

PK/PDy
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  50 mg 100 mg 

28 

3

dose-limiting toxicity: DLT

200 mg 2.7.3.4.1  

3

28 DLT

DLT 2.7.3.7.3  

DLT 75% DLT

DLT DLT

DLT

 

 

: 

2

NHL

200 mg 1 1 28 1

PK PDy 2.7.3.7.2

 

1) ATL  

ATL 10  

2) PTCL  

PTCL 50 13 37

 

 

DDI :  

2020 11 2

 

 

4.1.2  
J201

complete remission: CR

uncertified complete remission: CRu partial remission: PR

CR CRu

PR stable disease: SD relapsed disease or progressive disease: 

RD/PD not assessable: NA

J201  2.7.3.1-6  2.7.3.1-7

PFS OS



 
 
 

2.5  
  50 mg 100 mg 

29 

 

J101

PFS

OS  

ATL J201

ATL 1 J201

J101 ATL
1 J101 J201

2.7.3.7.1  

 

4.1.3  
J201 Primary Efficacy Analysis 

Set

 

• : 1

 

• Primary Efficacy Analysis Set: 

1  

 CR CRu PR  

  

 Cycle 7 Day 1  

5%

5%

90% CI 95% CI Clopper-

Pearson

95% CI Clopper-Pearson

PR

PFS OS Kaplan-Meier Brookmeyer-

Crowley 95% CI

 

J101

1

95% CI

Clopper-Pearson

PR PFS

OS Kaplan-Meier 95% CI
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4.2  
J201 J101 ATL  

 

4.2.1  
J201 2021 4 24 25

Primary Efficacy 

Analysis Set 8

17 14  

J101 2020 11 2 78

NHL ATL 14 150 mg 2

200 mg 12 14

ATL 200 mg 6

8 150 mg 2 200 mg 6

5 150 mg 2 200 mg 3

 

 

4.2.2  
J201 130.0 24

453 28.43 13.6 71.4

25 69.0 59 84 65 1 4.0%

65 24 96.0% 12 48.0% 13

52.0%  

ATL 16 64.0% 6 24.0%

3 12.0% 8 32.0%

6 24.0% 11 44.0% ATL

761.0 245 7573

ATL

3.0 1 8 24

8  

J101 ATL 14

115.0 15 875

23.07 3.3 125.0 66.5 37 78 65

7 50.0% 65 7 50.0% 8 57.1%

6 42.9% 9 64.3%

5 35.7%  
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ATL 7 50.0% 7 50.0%

842.0 208 3089 ATL

2.0 1

8 8

3  

 

4.2.3 ATL  
4.2.3.1  

J201 J101

 2.5.4-1  2.5.4-2  

J201 Primary Efficacy Analysis Set 25 PR

12 90% CI 95% CI 48.0 30.5

65.9 27.8 68.7 % CR 5 20.0% PR 7

28.0%  

P < 0.0001 20 CR

6 30.0% CRu 2 10.0% PR 2 10.0% 50.0%

7 CR 1 14.3% PR 2 28.6%

42.9% 9 CR 2

22.2% PR 6 66.7% 88.9%  

J101 ATL 14

PR 8 150 mg 1 200 mg

7 95% CI 57.1 28.9 82.3 % 150 mg 50.0 1.3

98.7 % 200 mg 58.3 27.7 84.8 % CR 4

28.6% CR 3 CRu 1 200 mg 4 33.3% PR 4 28.6%

150 mg 1 50.0% 200 mg 3 25.0%

11 CR 3 27.3% CRu 1 9.1% PR

1 9.1% 3 CR 2 66.7%

5 CR 2 40.0% PR 1

20.0%  
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 2.5.4-1 : J201  
Primary Efficacy Analysis Set  

Parameter 
  Statistic/Category 

N = 25 90% CIa 95% CIa P-valueb 

Best Overall Response (n, %)     
CR 5 (20.0) (8.2, 37.5) (6.8, 40.7)  
CRu 0 (0.0) (0.0, 11.3) (0.0, 13.7)  
PR 7 (28.0) (13.9, 46.2) (12.1, 49.4)  
SD 10 (40.0) (23.6, 58.3) (21.1, 61.3)  
RD/PD 3 (12.0) (3.4, 28.2) (2.5, 31.2)  
NA 0 (0.0) (0.0, 11.3) (0.0, 13.7)  
ND 0 (0.0) (0.0, 11.3) (0.0, 13.7)  

CR rate (CR + CRu) (n, %) 5 (20.0) (8.2, 37.5) (6.8, 40.7)  
ORR (CR + CRu + PR) (n, %) 12 (48.0) (30.5, 65.9) (27.8, 68.7) P < 0.0001 

Percentage is calculated using the number of subjects in the column heading as the denominator. 
NA: not assessable, ND: not done 
a: 90% confidence interval and 95% confidence interval based on Clopper-Pearson method 
b: The binomial test with a one-sided significance level of 5% under the null hypothesis that the ORR is 5% or less. 
Source: 5.3.5.2-1 Table 14.2.1-1 

 

 2.5.4-2 : J101  
 

Parameter 
  Statistic/Category 

150 mg/day 
N = 2 

200 mg/day 
N = 12 

Total 
N = 14 

Best Overall Response (n, %)    
CR 0 (0.0) 4 (33.3) 4 (28.6) 
PR 1 (50.0) 3 (25.0) 4 (28.6) 
SD 0 (0.0) 2 (16.7) 2 (14.3) 
PD 1 (50.0) 2 (16.7) 3 (21.4) 
NE 0 (0.0) 0 (0.0) 0 (0.0) 
ND 0 (0.0) 1 (8.3) 1 (7.1) 

ORR (CR + PR) (n, %)a 1 (50.0) 7 (58.3) 8 (57.1) 
95% CIb (1.3, 98.7) (27.7, 84.8) (28.9, 82.3) 

Percentage is calculated using the number of subjects in the column heading as the denominator. 
CR is including uncertified CR (CRu) for ATL. 
NE: not evaluable, ND: not done 
a: ORR: overall response rate. Responders for overall response is defined as subjects whose best response is assessed 

as CR or PR. 
b: 95% confidence interval based on Clopper-Pearson method 
Source: 5.3.3.2-1 Table 14.2.1-2 

 

4.2.3.2  
J201 J101  2.5.4-3  2.5.4-4  

J201

12 3 24 1 52

 

J101 ATL 95% CI 150 mg

8.14 200 mg 200 mg
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7 4 24

3 52  

 

 2.5.4-3 : J201  
 N = 25 
Duration of Response  

Subjects with Response 12 
RD/PD or Death 5 (41.7) 
Censored 7 (58.3) 

new anticancer therapy 0 (0.0) 
event after missing 2 or more consecutive tumor assessment 0 (0.0) 
lost to follow-up 0 (0.0) 
withdraw consent 0 (0.0) 
ongoing without event 6 (50.0) 
other 1 (8.3) 

Median (Weeks) - 
95% CIa (8.14, -) 

n (%), percentage is calculated using the number of subjects with response as the denominator.  
a: 95% confidence interval based on the method of Brookmeyer and Crowley 
Source: 5.3.5.2-1 Table 14.2.5.2-1 

 

 2.5.4-4 : J101  

 150 mg/day 
N = 2 

200 mg/day 
N = 12 

Total 
N = 14 

Duration of Response    
Subjects with Response (CR+PR)a n = 1 n = 7 n = 8 

No. (%) of Subjects with PD 1 (100.0) 1 (14.3) 2 (25.0) 
No. (%) of Subjects Censored 0 (0.0) 6 (85.7) 6 (75.0) 

Median (Weeks) 8.14 - - 
95% CI (-, -) (6.14, -) (6.14, -) 
Minimum, Maximum 8.1, 8.1 0.1+, 92.1+ 0.1+, 92.1+ 

Percentage is calculated using the number of subjects with response as the denominator. 
CR is including uncertified CR (CRu) for ATL. 
a: The Kaplan-Meier estimates of median and the corresponding 95% CI based on a generalization of Brookmeyer and 

Crowley method using log-log transformation for survival function are provided. Minimum and maximum include 
"+" after value indicates censoring. 

Source: 5.3.3.2-1 Table 14.2.1-2 
 

4.2.3.3  
J201 SD 25 22

95% CI 88.0 68.8 97.5 %  

J101 SD 14 10 150 mg 2 1

200 mg 12 9 95% CI 71.4 41.9 91.6 %

150 mg 50.0 1.3 98.7 % 200 mg 75.0 42.8 94.5 %  

 

4.2.3.4  
J201 PR 25 12
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75.0 34.9 96.8 % 150 mg 50.0 1.3 98.7 % 200 mg 83.3 35.9

99.6 % 200 mg 6

33.3 4.3 77.7 % 3 : 150 mg

1 200 mg 2 95% CI 33.3 0.8 90.6 % 150 mg 0.0

0.0 97.5 % 200 mg 50.0 1.3 98.7 %

11 : 150 mg 1 200 mg 10 63.6 30.8 89.1 % 150 mg

100.0 2.5 100.0 % 200 mg 60.0 26.2 87.8 %

 

J101

95% CI 66.7 29.9 92.5 % 150 mg 50.0 1.3 98.7 %

200 mg 71.4 29.0 96.3 % 95% CI

150 mg 8.14 200 mg

200 mg

 

 

4.3  
200 mg 1 1  

J101 NHL 200 mg 1 1 9 1

300 mg 1 1 2 2 DLT

mCRM PK/PDy

ATL 200 mg J101

ATL 150 mg 1 1 2 1 200 mg 1 1

12 7 PR 200 mg 1 1

PDy

H3 27

- 2.7.2.3.6

200 mg  

J201 ATL 200 mg 1 1 28

1

J101 J201 PPK -

ATL 200 mg 1 1

2.7.2.2.4 2.7.2.3.6

200 mg 1 1 J103 J109

AUC Cmax 30% 50%

50% 60% J101

J201 1 2

2.7.2.3.6.2  
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4.4  
J201 J101 ATL

ATL J201

200 mg 1 1

90% CI 95% CI 48.0 30.5 65.9 27.8 68.7 %

12 3

24 1 52 PFS 95% 

CI 32.14 13.14 OS 95% CI 71.43 28.29 71.43

NHL ATL

J101 200 mg 1 1 ATL

95% CI 58.3 27.7 84.8 %

7 4 24 3 52

J201 J101 200 mg 1 1

 

ATL

200 mg 1 1 95% CI J201

45.8 25.6 67.2 % 11/24 50.0 15.7 84.3 % 4/8 J101

83.3 35.9 99.6 % 5/6 50.0 1.3 98.7 % 1/2

200 mg 1 1

 

ATL II

95% CI 18 2 52 %

ATL II

95% CI 30 13 53 % 2,3

200 mg 1 1

 

J201 ATL 95% CI 45.5 16.7 76.6 %

ATL  

J201 ATL

J101

 

ATL
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ATL ATL
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Malignant Lymphoma, Virtual Edition; 2021 Jun 18-22; Lugano, Switzerland. 
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5.  
ATL

ATL J201

NHL ATL J101

J201 J101 J201

2021 4 24 J101 2020 11 2

J101 150 mg

200 mg 250 mg 300 mg 1 1 200 mg 1 1

200 mg

 

ECOG PS

Grade J201 J101

CTCAE Ver.5.0 Ver.4.0  

 

5.1  
J201 J101 2.7.4.1-6 2.7.4.1-7

 

J201 25

17 68.0% 14 2

1

130.0 24 453 99.67 11.0 100.0 %  

J101 77 200 mg

61 61

42 68.9% 19 10

4

118.0 1 1336 100.00 71.0 100.0 %  

J201 6 10 1 2 J101

200 mg 6 21 1 10 2

5  

 

5.2  
J201 J101 2.7.4.1-12 2.7.4.1-13  

J201 25 ATL 69.0

59 84 65 24 96.0% 12 48.0%

ECOG PS 0 13 52.0% 1 10 40.0% 2 1 4.0% 3 1

4.0% 3.0 1 8

24 96.0% 8
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32.0%  

J101 200 mg 61 ATL 12 19.7% PTCL

42 68.9% B 7 11.5%

30 49.2% 31 50.8% 33

54.1% 22 36.1% 6 9.8%

69.0 37 82 65 37 60.7%

36 59.0% ECOG PS 0 30 49.2% 1 30

49.2% 4 1 1.6% 2.0 1 8

 

 

5.3  
5.3.1  

J201 J101 2.7.4.2-1 2.7.4.2-2  

J201 25 100.0% Grade 3

15 60.0% 8 32.0%

2 8.0%

5 20.0% 2

8.0%  

J101 200 mg 61 100.0%

Grade 3 41 67.2% 20 32.8%

1

1.6% 27 44.3%

4 6.6%  

 

5.3.2  
J201 J101 2.7.4.2-4

2.7.4.2-5  

J201 25 20% 20

80.0% 12 48.0% 10 40.0% 9 36.0%

7 28.0% 6 24.0%

5 20.0% 20%

20 80.0% 11 44.0%

10 40.0% 9 36.0%

5 20.0%  

J101 200 mg 61 20%

33 54.1% 29 47.5% 23 37.7%

20 32.8% 19 31.1% 17 27.9% 16
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26.2% 14 23.0% 20%

29 47.5% 28

45.9% 19 31.1% 18 29.5%

14 23.0% 13 21.3%  

J201 J101 200 mg

 

 

5.3.3 Grade 3  
J201 J101 Grade 3

2.7.4.2-10 2.7.4.2-11  

J201 25 15 60.0% Grade 3

10% Grade 3 8

32.0% 4 16.0% 3

12.0%  

J101 200 mg 61 41 67.2% Grade 3

10% Grade 3 14

23.0% 10 16.4% 9 14.8%

8 13.1%  

J201 J101 200 mg Grade 3

 

J201 J101 -

AUCss Grade 3

2.7.2.2.4.3  

 

5.3.4  
5.3.4.1  

J201 J101  2.7.4.7-6  2.7.4.7-7

35

J101

20

 

J201 25

 

J101 77

GCP

1 200 mg
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5.3.4.2  
J201 J101

2.7.4.7-9 2.7.4.7-10  

J201 25 8 32.0% 12 2

1 4.0%

1

1

1 12 7

: : : 

12

 

J101 200 mg 61 20 32.8%

2

2 3.3%  

 

5.3.5  
5.3.5.1  

J201 25 2 8.0%

1

Grade 3

Grade 4

 

J101 200 mg 61 1

1.6% Grade 1

 

 

5.3.5.2  
J201 25 2 8.0%

1

1
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Grade 2

Grade 3

 

J101 200 mg 61 4 6.6%

2 1

 

J201 J101 -

AUCss

2.7.2.2.4.3  

 

5.3.5.3  
J201 25 5 20.0%

2 8.0%

1

4.0% 1

1

1  

J101 200 mg 61 27 44.3%

2

4 6.6% 3

4.9% 2 3.3%  

J201 25

J101 200 mg 61

2 4

 

J201 J101 -

AUCss

2.7.2.2.4.3  

 

5.4  

2.7.4.1-5 ICH

MedDRA/J
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5.4.1  
5.4.1.1  

J201 J101 Grade 4 25,000/ L

2.7.4.7.1

 

1)  
J201 25 20 80.0%

Grade 1 9 36.0% Grade 2 3 12.0% Grade 3 5

20.0% Grade 4 3 12.0% Grade 1 2

1 4.0% Grade 4

20 3 : 1 : 2

: 0

2

Grade 3

2 1 Grade 3 1

Grade 3

20

15.0 8 22 40.0 14 184

J201 25 5 20.0%  

J101 200 mg 61 35 57.4%

Grade 1 17 27.9% Grade 2 8 13.1%

Grade 3 3 4.9% Grade 4 7 11.5% Grade 1 2

1 1.6%

Grade 4

GCP 1

Grade 4

Grade 2 Grade 1

Grade 1

J101 Grade 3

1

200 mg 35 6

: 0 : 4 : 2 4
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1 1 2 1

2

2

200 mg 35

15.0 2 190

41.0 8 1247 J101 200 mg

61 6 9.8%  

 

2)  
J201 25 CTCAE Grade 1 Grade

10 40.0% 2 Grade

4 16.0% 3 Grade 7 28.0% 4 Grade

Grade Grade 1

23 92.0% Grade 3 8 32.0% Grade 3 5 Grade 4

3 50 × 109/L Grade 3

8 50 × 109/L Grade 3

23.0 10 58 7

50 × 109/L Grade 3 50 × 109/L Grade 2

4.0 2 20  

J101 200 mg 61 CTCAE Grade
1 Grade 28 45.9% 2 Grade 7 11.5% 3 Grade

7 11.5% 4 Grade 2 3.3%

Grade Grade 1 48

78.7% Grade 3 11 18.0% Grade 3 4 Grade 4 7

50 × 109/L Grade 3

11 50 × 109/L Grade 3

15.0 8 190 7

50 × 109/L Grade 3 50 × 109/L Grade 2

12.0 2 23  

J201 J101 -

AUCss CTCAE Grade 3

PK/PDy

PK/PDy

J201 J101

Grade 4 Grade 4

4
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2.7.2.2.4.3  

 

J201 J101 200 mg

Grade 1 2

PK/PDy

J201 J101  

 

5.4.1.2  
J201 J101 Grade 3

2.7.4.7.1  

1)  
J201 25 13 52.0%

Grade 1 2 8.0% Grade 2 3 12.0% Grade 3 8 32.0% Grade 4

0 Grade 3 8 32.0%

13 1

: 0 : 1 : 0 J201

25 3 12.0%  

J101 200 mg 61 24 39.3%

Grade 1 7 11.5% Grade 2 10 16.4% Grade 3 7

11.5% Grade 4 0 Grade 1 2

24 2

: 0 : 1 : 1 200 mg

61 9 14.8%  

 

2)  
J201 25 CTCAE Grade 1 Grade

15 60.0% 2 Grade

3 12.0% 3 Grade 4 Grade

Grade Grade 1 24

96.0% Grade 3 8 32.0% Grade 3  

J101 200 mg 61 CTCAE Grade

1 Grade 26 42.6% 2 Grade 9 14.8%

3 Grade 4 Grade

Grade Grade 1 53 86.9% Grade 3

14 23.0% Grade 3  

J201 J101 -
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AUCss CTCAE Grade 3

2.7.2.2.4.3  

 

5.4.1.3  
J201 J101 7 Grade 4 500/ L

2.7.4.7.1  

1)  
J201 25 7 28.0%

Grade 1 0 Grade 2 4 16.0% Grade 3 2 8.0%

Grade 4 1 4.0% Grade 3 3

12.0%

7 1 : 0 : 1

: 0 J201 granulocyte colony stimulating 

factor: G-CSF 25 5 20.0%  

J101 200 mg 61 20 32.8%

Grade 1 0 Grade 2 6 9.8% Grade 3 9

14.8% Grade 4 5 8.2% Grade 3

14 23.0%

20 3

: 0 : 3 : 0 200 mg G-CSF 61 4

6.6%  

 

2)  
J201 25 CTCAE Grade 1 Grade

1 4.0% 2 Grade

5 20.0% 3 Grade 3 12.0% 4 Grade 1

4.0% Grade Grade 1

10 40.0% Grade 3 5 20.0% Grade 3 4

Grade 4 1  

J101 200 mg 61 CTCAE Grade

1 Grade 8 13.1% 2 Grade 8 13.1% 3 Grade

8 13.1% 4 Grade 5 8.2%

Grade Grade 1 31

50.8% Grade 3 22 36.1% Grade 3 15 Grade 4 7

 

J201 J101 -
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AUCss CTCAE Grade 3

2.7.2.2.4.3  

 

5.4.1.4  
1)  
J201 25 6 24.0%

Grade 1 0 Grade 2 2 8.0% Grade 3 3

12.0% Grade 4 1 4.0% Grade 3

4 16.0%

6

 

J101 200 mg 61 11 18.0%

Grade 1 1 1.6% Grade 2 0 Grade 3

9 14.8% Grade 4 1 1.6% Grade 3

10 16.4%

11

 

 

2)  
J201 25 CTCAE Grade 1 Grade

8 32.0% 2 Grade

8 32.0% 3 Grade 5 20.0% 4 Grade

Grade Grade 1

24 96.0% Grade 3 15 60.0% Grade 3 11

Grade 4 4  

J101 200 mg 61 CTCAE Grade

1 Grade 15 24.6% 2 Grade 9 14.8%

3 Grade 9 14.8% 4 Grade 1 1.6%

Grade Grade 1

49 80.3% Grade 3 31 50.8% Grade 3 27 Grade 4

4  

 

5.4.1.5  
1)  
J201 25 5 20.0%

Grade 1 0 Grade 2 2 8.0% Grade 3 3 12.0%

Grade 4 0 Grade 3 3 12.0%
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  50 mg 100 mg 

48 

5  

J101 200 mg 61 16 26.2%

Grade 1 0 Grade 2 7 11.5% Grade 3

9 14.8% Grade 4 0 Grade 3

9 14.8%

16 1 : 0

: 1 : 0  

 

2)  
J201 25 CTCAE Grade 1 Grade

3 12.0% 2 Grade

3 12.0% 3 Grade 3 12.0% 4 Grade 2

8.0% Grade Grade 1

13 52.0% Grade 3 6 24.0% Grade 3 4

Grade 4 2  

J101 200 mg 61 CTCAE Grade
1 Grade 20 32.8% 2 Grade 8 13.1% 3 Grade

7 11.5% 4 Grade

Grade Grade 1 38 62.3%

Grade 3 17 27.9% Grade 3  

 

 

 

5.4.2  
J101 200 mg 1

Grade 2 701

 

J101 200 mg 1

chronic myelomonocytic leukaemia: CMML

5 Moga-CHOP

986 34

CMML

50
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CMML Moga-CHOP

 

 

 
AYA

B

6 50 mg

B

II

 

 

EZH2

T EZH2

15 1 T

 

 

5.4.3  
J201 J101 20

 

J201 25 9 36.0% 9

3 2

1

Grade 1 3 12.0% Grade 2 3

12.0% Grade 3 2 8.0% Grade 4 1 4.0% Grade 1 2

2 8.0%

1 Grade 3 1

Grade 4 Grade 3

9 1

: 0 : 1 : 0

Grade 4  

J101 200 mg 61 25 41.0% 2

6 9.8%



 

2.5  
  50 mg 100 mg 

50 

4 6.6% 3 4.9%

2 3.3%

Grade 1 3 4.9% Grade 2 14 23.0% Grade 3

7 11.5% Grade 4 1 1.6% Grade 1 2

6 9.8%

2 3.3%

1 1.6%

1 25 8

: 0 : 8 : 0

3

1

 

 

ATL

ATL

45%1 65%2

J201 J101 ATL

 

 

5.5  
J201 J101 200 mg 30

31 J101

 2.7.4.2-3 J101

 2.7.4.2-6 J101 200 mg

30 31

 

J101 200 mg

Grade 3

Grade 3 : 70.0% vs. 64.5% : 33.3% vs. 32.3% : 3.3% vs. 0.0% : 

53.3% vs. 35.5% : 10.0% vs. 3.2%

Grade 3

: 96.7% vs. 71.0% Grade 3 : 63.3% vs. 

29.0% : 50.0% vs. 16.1%  

20%



 

2.5  
  50 mg 100 mg 

51 

83.3% vs. 25.8% 46.7% vs. 6.5% 33.3% vs. 

3.2% 46.7% vs. 19.4% 33.3% 

vs. 6.5% 20.0% vs. 0.0% 20.0% vs. 0.0%

Grade 3

10% 30.0% vs. 3.2%

23.3% vs. 6.5% 30.0% vs. 16.1%  

PPK

2.7.2.2.4.1  

 

5.6  
J201 J101 J101 200 mg 1

ALT AST 3 30

2 ALP

2

Hy's law  

J201 J101  

J201 25

2 8.0%

1 4.0%

Grade 1

Grade 3

1  

J101 200 mg 61

12 19.7%

10 16.4% 7 11.5%

5 8.2% 2 3.3%

1 1.6%

Grade 1 2

1

 

 

5.7  
J201 25 QTcF 480 ms



 

2.5  
  50 mg 100 mg 

52 

QTcF 30 ms 3 12.0%

60 ms  

J101 200 mg 61 QTcF 480 ms

1 QTcF 481.7 ms

30 ms

10 16.4% 60 ms 2 3.3%  

QT QT J201 25 1

4.0% J101 200 mg 61 4 6.6%   

J201

1 QT Grade 1

J101

200 mg QT Grade 1 2

 

J101 QT/QTc

concentration-QTc 150 mg 300 mg

QT

2.7.2.3.5  

QT  

 

5.8  
5.8.1  

J201 25 65 1 65 24

 

J101 200 mg 61 65 24

65 37 Grade 3

 

20% 65

33.3% vs. 65 67.6% 12.5% vs. 35.1%

65 65

 

PPK

2.7.2.2.4.1  

 



 

2.5  
  50 mg 100 mg 

53 

5.8.2  
J201 25 12 13

Grade 3

41.7% 5/12 76.9% 10/13

 

20% 33.3% vs. 

61.5% 66.7% vs. 92.3% 8.3% vs. 30.8%

8.3% vs. 30.8% 16.7% vs. 38.5%

20%

Grade 3 16.7% vs. 46.2% 0.0% vs. 

23.1%  

J101 200 mg 61 36

25 Grade 3

 

20% 11.1% vs.

60.0% 8.3% vs. 44.0% 19.4% vs. 52.0%

27.8% vs. 52.0% 16.7% vs. 40.0% 19.4% vs. 40.0%

 

PPK

2.7.2.2.4.1  

 

5.8.3 BMI 
J201 25 BMI 25 15 25 10

BMI 25 25

Grade 3 BMI

 

20% BMI 25

66.7% vs. BMI 25 20.0% 0.0% vs. 20.0% 0.0% vs. 

20.0% 0.0% vs. 20.0% BMI 25 BMI 25

BMI 25 BMI 25

 

J101 200 mg 61 BMI 25 29

25 31 1 BMI 25 25

Grade 3 BMI

BMI 25 25 44.8% 13/29 22.6%

7/31 BMI 25 BMI 25  



 

2.5  
  50 mg 100 mg 

54 

20% BMI 25

72.4% vs. BMI 25 38.7% 41.4% vs. 12.9%

31.0% vs. 9.7% 20.7% vs. 0.0%

BMI 25 BMI 25  

 

5.8.4  
J201 J101 ALT AST 3

1.5

U106

50 mg

PK

Cmax AUCinf 29% 23%

29% 35%

50 mg

 

PPK

2.7.2.2.4.1  

 

 

5.8.5  

 

0.05

2.6.6.6  

 

 

5.8.6 CYP3A P-gp  
J104 P-gp CYP3A

Cmax 3 AUC

4 PBPK AUC



 

2.5  
  50 mg 100 mg 

55 

CYP3A 2.7 P-gp 2.6

J201 J101 CYP3A P-gp

CYP3A P-gp 2.7.4.7.1

J104 CYP3A

Cmax AUC 1.6 J101 200 mg 1.5

300 mg 2 Grade 3

J201 CYP3A

 

J201 25 CYP3A P-gp

CYP3A P-gp CYP3A

1 0 1 11

12 CYP3A

Cmax AUCtau 1.5 2

Cmax AUCtau 0.9 1.0

1.3

CYP3A 11

12 Grade 3

20% 63.6% vs. 33.3%

CYP3A 45.5% vs. 8.3%

CYP3A 5

9 1

1

1

1 1

CYP3A

CYP3A

CYP3A

9

 

J201 J101

PK/PDy CYP3A



 

2.5  
  50 mg 100 mg 

56 

2.7.2.2.4.3  

CYP3A

 

 

5.9  
J201 1 2.7.4.5.4

100 mg

200 mg 1 1 4

 

J101 250 mg B

7 300 mg B 2 1 1

 

 

5.10  
J201 J101

2.7.4.2.1.7  

 

5.11  
J201 J101

J101

200 mg  

• J201 25

130.0 24 453 99.67 11.0 100.0 %

J101 200 mg 61

118.0 1 1336 100.00 71.0

100.0 %  

• J201 J101 200 mg 100.0%

Grade 3 60.0% 15/25 67.2%

41/61  

• 

Grade 3

 



 

2.5  
  50 mg 100 mg 

57 

• J201 J101

35 J101

GCP

 

• J201 32.0% 8/25 J101 200 mg

32.8% 20/61

J201

1  

• J201 J101 200 mg

8.0% 2/25 1.6% 1/61

J201 J101 200 mg

8.0% 2/25 6.6% 4/61

20.0% 5/25 44.3% 27/61  

J201

 

• J201

80.0% 20/25 Grade 3

32.0% 8/25 Grade 1 2 Grade 3

1

1 2

0 Grade 3

2 1

: 1 : 

5

50 × 109/L Grade 3 8 50 × 109/L

23.0 10 58 50 × 109/L

Grade 3 50 × 109/L Grade 2

4.0 2 20



 

2.5  
  50 mg 100 mg 

58 

2 : 0 : 2

: 0

PK/PDy

 

-  

• J201 J101

CTCAE Ver.5.0 Grade 3 Grade 3

Grade 3

Grade 3 -

 

 

• J201

ATL J101

200 mg 30

31 20%

Grade 3 10%

3

 

• J104 P-gp CYP3A

Cmax 3 AUC 4

PBPK CYP3A P-gp

CYP3A P-gp

 

• J201 CYP3A Cmax

AUCtau 1.5 2

Cmax AUCtau 0.9 1.0

1.3 J201 CYP3A

11 12



 

2.5  
  50 mg 100 mg 

59 

CYP3A

CYP3A

CYP3A

1

PK/PDy

CYP3A

CYP3A

CYP3A

CYP3A

 

• 
 

ATL 200 mg 1 1
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2.5  
  50 mg 100 mg 
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6.  
6.1  
6.1.1  

2.5.1.1.1  

 

6.1.2  
2.5.1.1.2  

 

6.2  
J201 1

ATL

200 mg 1 1

90% CI 95% CI 48.0 30.5 65.9 27.8 68.7 %

12

12 3 24

1 52

PFS 95% CI 32.14 13.14 OS 95% CI

71.43 28.29 71.43

95% CI 45.8 25.6 67.2 % 50.0 15.7 84.3 %

ATL

 

J101 J201

ATL 200 mg 1 1

95% CI 58.3 27.7

84.8 %

7 4 24 3 52

J101 200 mg J201

J201 J101

 

J201

ATL J101

 

 

J103 J109



 

2.5  
  50 mg 100 mg 

61 

 

J107 CYP3A

Cmax 60% AUC 70% PBPK

CYP3A

CYP3A

 

 

ATL 200 mg 1 1

ATL

 

 

6.3  
J201 J101 200 mg  

J201 25 Grade 3

8 32.0% 4 16.0%

3 12.0%

Grade 3

1 4.0%

Grade 3 8 32.0%

1 7

Grade 3 50 × 109/L

4.0 2 20 J201 J101 200 

mg

Grade 4 1

PK/PDy

 

J104 P-gp CYP3A

Cmax 3 AUC 4

PBPK CYP3A P-gp



 

2.5  
  50 mg 100 mg 

62 

CYP3A P-gp

CYP3A

J201 Cmax AUCtau 1.5

2 Cmax AUCtau

1.3 J201

PK/PDy CYP3A

CYP3A

P-gp PBPK

P-gp

P-gp

 

 

J201 ATL

J101 200 mg

 

ATL 200 mg 1 1

 

 

6.4  
J201 1

ATL

J101

ATL 200 mg

1 1 ATL

ATL  



 

2.5  
  50 mg 100 mg 

63 

 

ATL

200 mg 1 1  

 

ATL

ATL

 

 

6.5  
 

 



 

2.5  
  50 mg 100 mg 

64 

7.  
2.5.1  

2.5.1   

 

2.5.2  
 

 

2.5.3  
 

 

2.5.4  
2.5.4   

 

2.5.5  
2.5.5   

 

2.5.6  
 

 

 

 


