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A HBFN OIS BN ORMEZLL T O@EY Th 5.
W ISEEA B S b BN L RSB ANN A

2006 4 10 A 11 H ;7§7_”ﬁ7?” AR R MR (FRE) . R SEERES

PORT=NH TN | 2T u—BERE BEEEELD D VIEAT B A NSRSt

20074 2 H 23 H

10, 25. 50 RTHA)
%%ﬁzsﬂm$]v7ﬁ§~»ﬁfﬁ» AR EER M E (FREHZORBEICE T, A7 A K
10, 25. 50 FIOPEE DN EARA4y. UZEIEMIC L 0 N2 B A

I RT—=IVH TR

20114 9H 9H DRAE, IR, AR 31T 2 HEHEBOG O H]

10, 25, 50
20134 1A 18 H I KRG =T < NI IS 1 D HEHE S o dil

10, 25. 50 <7 b= RE R (BEFERIE TR RN S N W)

o dr T | CPMOFBRPERE SR BAFER CHRT 5 Th Y |
20134 6 A 17 H HHE T ORBZEND S BIEENE D F R ST O FERGE 5

10, 25, 50

I aARY ATV
20174£ 11 H 29 H | 10mg. 25mg, 50mg [H | AR BRI
=1

I aARY ATV
20224 2 A 25 H |10mg. 25mg. 50mg [ B | ML IZAE 5 S ROt O]
=1

EOBERITIRD)
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(1) AANL, 7 v ZARY 2G0T & 5 REMHAITL S,
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I. &WICEYTSHER

1. W54
(1) M4
v ARY AT 10mg [HET)
I BARY AT 26mg [HIET]
I uARY 7L 50mg [HIE T
(2) *4
Ciclosporin Capsules
(3) &AFDHRE
—frA L0

2. —i&4
(1) M& (WwdE)
Y7 uaARY Y (JAN)
(2) #4 (WMAE)
Ciclosporin (JAN, INN)
(3) AT L (stem)
N

3. EEXANETRERX
fLEEER

I

Abu-MeGhy-Mel au-Val-Meleu —‘

Abu=(25)-2-7F = /KaE
MeGly=N-AFILF 1) 20
Meleu=N-2XFbOq L2
MeVal= N-2F i)

4. PFRARUSFE
7773 0 CeaHiniN11O12
5y 78 1202.61

5. {tFA (MK XEXE
cycloti-[(2S, 3R, 4R, 6E)-3-Hydroxy-4-methyl-2-methylaminooct-6-enoyl]-L-2-aminobutanoyl- V-
methylglycyl- -methyl-L-leucyl-L-valyl- -methyl-L-leucyl-L-alanyl-D-alanyl- -methyl-L-leucyl-
N-methyl-L-leucyl- >methyl-L-valyl-} (IUPAC)

6. {ERA. jla. KBS,
Briz7e L

5E85



. HHMEP BT SHEER

1. YEEMEE
(1) 5MR - K
FEaDOBmKRTH D,
(2) BfFE
TER=RMIA, A )=V H ) —V(OB)IMBD TEITLT <, VT Ao —T UIRITT
<L AKIZIFEEAETET 20,
(3) WiEtE
MUERR L
(4) AR (SRR, R, BER
Pl v/
(5) BRIGEBEMTEHR
MUERR L
(6) DERE
MUERR L
(7) TOMDERRIEE
WENHE [l i —185~—193° (HlgMIcHi L7=% ? 0.1g. A% /—/L, 20mL. 100mm)

2. HHRAOEMEHTIH T EREN
LR L

3. BN OERBRERE. TEE
(1) HeaRakris
TROMIIL A7 W E
BALA Y 7 AEEANEIC LV RBRAITO, RO ALY MV ERBOBIANRT MV TY 7 7 AR
VMBS DAY MV E T D & & WE DAY MVIEFE—EERO & 2 AIZFEBEOERE DO
INZERD D,
(2) E&E
Wk o< N777 40—
FRH AR - SO EE G
BEME : K, 72 b=bFU I, tert- 7T NV AFNLT—T )L U UFRIRIR



V. RAICEIYSIEE

1. Hif
(1) FEORXZ
HRH 7 V|
(2) RFEONBE UK
I ARY v I ARY I ARY
e 717V 10mg 7V 25mg 7 7L 50mg
HET) HIETL) HETL)
S - P HE~EEEADONIRD & L8 72 AHIT, FERITBONDRH 5.
NEY) B ~PE A OHMR O T, WERSH Y | FERRICBWIEH D,
O ®, D
HNIE
O O O
£ (mm) 8.7 9 10.5 5 17.6
e (mm) 5.1 %16.7 %1 6.6
ko — R @109 @448 @449
(3) #@Ala—F

(Mv. 1. (2) "WHOHMEKROMER] DHSM)

(4) RFOYWE

(M. 6. "WAIOSFEEN TITRIT 2LEN] OHESM)

(5) Z0fth
Y L

2. RADOHER

(1) ARRS EERD) OEBRUFMNA

W74

I ARY v
B 7 10mg

I ARY

I ARY

71 7V 25mg 7 50mg
[HET) [HET) [HET)

17t 17 17

R %a vrmARY v vrmARY v vrmARY v
10mg 256mg 50mg

LREBRT 2 L,

Tuv L7 ) a— VR ATV, FOM 3 sy
TN BTRNVAEE : BTF o, BTV EY . RIFFVERFHRT L, RTIFF
a7z — VERET XTIV LTS

(2) EREZEORE
A -y

(3) #E
MEE e L

BRI AR

. BRABREOHREUVRE




4. Hff
LR

5. BAYT HEHEIED HHRHEY

MR L
6. HADEBEUTICEITEIRERY
(1) hnabR
Ovra AR A TN 10mgl HIET] JERER 40°C - 7T5%RH [k (PTP aiE) |
HIEE B =I5 PRATHAR
<> & BHAGHE 17 A 3% H 6% H
PR CIC10C-2 E A A A
: CIC10C-3
fleaB ek CIC10C-1
(g7 o~ ~ 77 |CIC10C-2 A A A A
7 4 =) CIC10C-3
i A S CIClOC'l
”ﬁf;ﬁi%igfm) CIC10C-2 Ty - - e
: CIC10C-3
N CIC10C-1 9~12 10~13 11~16 12~16
H’f%gﬁ?;;ﬁ CIC10C-2 9~12 10~14 11~15 14~16
7 CIC10C-3 9~12 9~14 13~16 13~16
s (y) % [CIC10C1 100.5~101.4 98.8~102.8 100.4~100.7 97.4~99.2
<9§ f~10°5 005> |CIC10C-2  100.6~102.4 100.7~101.0 98.9~100.8 98.8~100.6
: 727 ICIC10C-3|  100.4~101.6 100.8~102.5 99.9~101.6 97.6~101.0

*1:

AE~REAEOIRD B DA 72 FI T, FRRTEBD DR DD, WA E~HoE A ok
DIET, KMERDH Y | FrRRTBORH D,

%2 : RRT#0.3; 0.7%LL F. RRT £ 0.6 ; 0.7%LA T, 7 m ARY LSO E— 27 51T ; 1.6%EL T

K3 RIS T DEAR (%)

OvrmaARY v h TR 25mgl HIET ] MEGER  40°C - 75%RH [f#&aliEEaE (PTP @) ]
HIEIE B =N PRATHAR
<HiHg > & BH AR R 1% A 35 H 6 H
Ptk CIC25C-1 \ ‘ ‘ ‘
1> CIC25C-2 iy ke play plEay
: CIC25C-3
TR EAER CIC25C-1
(g7 n< 77 |CIC25C-2 ke SRy Bk E
7 4 —) CIC25C-3
”ﬁfgg”i%igfm) CIC25C-2 ey — - T
: CIC25C-3
N CIC25C-1 8~13 9~12 8~11 8~13
H’f%gﬁ?;;ﬁ CIC25C-2 8~12 9~11 8~11 10~13
7 CIC25C-3 9~12 8~11 9~11 8~13
s (o) % [CIO25C1 97.6~98.5 97.4~97.6 96.9~98.3 96.1~97.4
—95.0~105.0%> |CIC25C-2  97.8~98.2 97.2~97.8 96.6~98.6 96.9~98.1
CIC25C-3| 98.3~98.5 97.2~97.4 97.3~98.5 97.3~98.0

x1:

AE~REAGEOINGROH DN 72 AHIT, FrRRIZBWRH 5, NAWITEC~HEE AR OHIK
DT, KMERH Y | FFRRITBVRH D,

%2 : RRT#70.3; 0.7%LL T, RRT 1 0.6 ; 0.7%LL T, v 7 n AR Y LSO — 27 SFtHEE ; 1.5%L T

X3 FRBICHT o EAR (%)

6



OvraARY o H TN B0mgl BIET] MERER 40°C - 7T5%RH [k (PTP wiE) ]
EEH 7 b PRAFHIA
<HiHE > & BH AR R 1% A 35 H 64 A
B4R CIC50C-1 \ \ ‘
s CIC50C-2 ey & ey A
CIC50C-3
TR EAER CIC50C-1
(g7 n~ 77 |CIC50C-2 A SRy Ray SRy
7 4 —) CIC50C-3
o s CIC50C-1
ﬂg%%é?%m CIC50C-2 TS - - e
: CIC50C-3
TN CIC50C-1 8~11 8~11 9~11 9~12
Wi%gﬁﬁuéﬁi CIC50C-2 8~11 9~11 9~11 8~11
CIC50C-3 8~11 8~11 9~11 9~12
Sy (o) #  |CIC50C-1) 98.5~99.5 98.7~98.9 97.4~98.5 97.7~98.0
©95.0~105.0%> |CIC50C-2/  99.0~99.3 98.3~98.5 99.3~99.5 97.7~98.4
CIC50C-3|  99.1~99.9 98.6~98.8 97.9~99.7 97.8~98.2

*1:

X2
*3

(2) LR OLEN

BRI : 2019/4/4~2019/7/22

A~ A EOIRD B D80 72 HI T, FRRITEDDR DD, WA E~HoE A ok
DIET, KMERDH Y | FFRRTBVRH D,

RRT #J 0.3 ; 0.7%LL F. RRT#J 0.6 ; 0.7%LA T, 7 m AR Y LSO E— 27 GFFEET ; 1.6%EL T
FRBIIHT 286K (%)

OvruARY 72N 10mgl HE T Mt 40°C R, [UERR]
HERIEH =N PRAFHIA
< Hitk > e ELGLES 2 1% A 2 5 H 3% A
MR n=10 . . . . .
1> HU1601 x4 %4 Py Py %4
MiERERY (HPLC) N A N o A A
n=3< %2> HU1601 A A Sk T B ik
%%gﬁ% (éj\’*,/\”> n:6 b Vi b » o ”» b 9 v » b ”» v v v Vi v ”» b 99
<90 4L > HU1601 [11°00"~11’35"{10'28"~11°22”(10’33"~11'11"|10°29"~10’59”| 951" ~11°27
P = N Mg, —
Zi (%) 3n=3
< 95.0~105.0% > HU1601 | 96.7~97.1 97.5~99.6 97.4~99.5 98.7~99.1 97.6~99.1

x1:

DIETHIER DV | FERLRITBVRH D,

D
X3
x4

WO THMEDRH Y | FFRRTBVRD T2,

AE~REAGEOINGROH D8N 72 AHIT, FrRRIZBWRH 5, NAWITEC~HEEEEH OHIK

RRTO0.3 D¥EFEME : 0.7%LL F. RRT0.6 DIEZWE - 0.7T%LL T, BIEHEWE : 1.5 %A T
FREIIHTDEAE (%)
H~REAONRO B D80 72 NLAIT, FRRIZBWRH -T2, NEWITEEA~E GO




Ov v AR A7 10mgl HIET ) it 25C - 75%RH [, Bk
RERIE H o b LRTFHIRE
<JRKE > &5 BH AL 2 34 1% H 2% H 3% A
MR n=10 . . . . .
1> HU1601 ¥4 4 4 %4 4
(\ ﬂ‘%\w‘ N ~ ~ N ~
MERER (HPLO) yiieor| e o o o o
n=3<3%2>
Hﬁ%%ﬁﬁ (ﬁj\,%//\”) n:6 9 i) 9 » 9 99 9 bil o ”» 9 99 b 2 9 i) o 9 b bil
290 3L > HU1601|11°00"~11'35"| 917°~952” | 754’~937" | 835"~909” | 715" ~832
P = Ky —
& (%) *3n=3
C05.0~105.00%~ |HU1601) 96.7~97.1 | 958~97.5 | 96.2~97.7 | 97.6~98.4 | 98.0~99.0

x1:

DIETHIER DV | FRLRITBVRH D,

D
X3
x4

OvraARY »H 7N 10mgl HIET

— VL% T v THEY]

H A~ A O NIRO B D8 72 AA T, FFRRICBORH D, WEYITE G~ A Ok

RRTO0.3 DIEZEWE - 0.7%LLF. RRT0.6 DIEFEME : 0.7%LL T, BEZEWE : 1.5 %L F
FREICKTHEHR (%)
HEO~REABONRO S 58D 72 NAHIT, FFRRICBOWRH -7, NEDITEA~HEEAEHOH
WOETHAMER DV . FFRRIZB VRS -T2,

MadtE SR, BOE (D65 IR (R 1600Lx), T AT v

REATEH =R FaBg L &
< K> & BH 4G 30 5 Lx-hr 60 /7 Lx-hr 120 /7 Lx-hr
HO~RERAGQO | A~ EAAD | BO~KREACO | Afa~REHGAD
KROBH DD T | HIROH LA T | HIROBHLER T | SIROH D 7
TARIT, BRI | BAAIT, HRRC | BARNR LS DT | BN DT I
BB, AR | BB o7, NE | MICEL 720 /R | R< 0 R
PR n=10 HU160 | #id A~ A | T EA~ME A | RICBWRboTz, | BWRboTz, NE
<¥1> 1 B OMEROHE T | EHOMROIE T | NEDITES~ | W86~k
MR H 0 | R REER B 0 | R | BB O MR O | BB O Mk ok T
BB T, BB T, WRCHMER S D | HE | ER S D | KR
BRNWZBWRH o | IZBWWEH-T,
77
#iERE (HPLC) |HU160 N R A N
Ny : A A A A
ArEEaER (43°F”) n=6| HU160 Y 11725 A A AP o010
<90 25BN > 1 11°00”~11’35 11’13"~12°44 12’44”~13’26 10'227~1202
&8 (%) *n=3 |HU160
<95.0~105.0% > 1 96.7~97.1 98.0~98.7 96.1~97.7 96.8~97.5

¥1: AE~EEAADONIRD G H8 T T EAHI T, BrRRICE VRS 5, NI~ @058 ok
DIE TR DV | FRZIZBVBD 5,

%2 : RRT0.3 DMEMFMHE : 0.7%LL F. RRT0.6 DRRFMHE : 0.7%LA F, #MIEGWE : 1.6 %A T

M3 FRRICKHT D EHE (%)



FRERESEHIM : 2019/4/4~2019/7/22
OvruARY T 2mgl HET) % 40C [k, SEAR

BRIE B =R LRATHAR
< HiIk > &R BH AL 2 34 1% H 25 H 3»H
MR n=10 . . . . .
1> EU1601 x4 x4 x4 x4 x4

MR (HPLC)

EU1601 SRy

"
o

1

o

ey

"
o

n=3<%2>

FAEERER (707F)”) n=6
<20 77 LA >

EU1601| 909"~10°30” | 727"~751" | 930" ~11’52” | 812”~9'24” |10'29"~11°24”

i (%) *3n=3
<95.0~105.0% >

EU1601| 98.9~101.5 | 98.2~98.8 98.3~99.7 | 99.5~100.7 | 98.6~99.3

*1:

X2
*3

%4

A~ A EOIRD B D80 72 FI T, FRRTEDDR DD, WA G ~HoE A oK
DL THAER DV | FrRRZBNDBH 5,

RRTO0.3 DHHFME : 0.7%LL T, RRT0.6 DIHHEME : 0.7%LL T #HHEWE 1.5 %Ll T
FRBIIHT 256K (%)

AE~EAEOIRD H DA 72 AHI T, FRRTBW DR D> 7o, WEAWITIEG~HEEGAEH O M
WO TR H Y | KRBV RH T,

OvruaARY 72N 255mgl HIEET.) i 25C - 75%RH [, BAjg]

BRIE A =V PRA7HAR]

<HiHE> BT BHAGHEE 2 A 1% H 2 %A 3»H
MR n=10 . . . . .
1> EU1601 %4 %4 %4 %4 %4

MR (HPLC)

EU1601

”
o>

ke

B
o
”
o
B
o

n=3<%2>

FREEEER (5F)”) n=6
<20 43 LAN >

EU1601|909”~10’30" | 703"~914” | 6'566"~10°32” | 720”~844” | 837" ~943”

i (%) *3n=3
<95.0~105.0% >

EU1601| 98.9~101.5 | 99.7~100.0 | 97.8~98.7 | 98.8~100.2 | 99.4~99.6

X1

D
X3
x4

HE~EEARDONIROH 580 72 NAAI T, BRRICBONH D, NEYITIEG ~HE R Ok
DO THEMERH Y | FRRIZBVRH 5,

RRTO0.3 DIEZFWE - 0.7%LLF. RRT0.6 DIEFEWE : 0.7%LL T, BEZEWE : 1.5 %L F
FREICKTHEHR (%)

HEO~REACONRO S 58D 72 NAHIT, FFRRICBOWRH -7, NEDITIEGA~EEAEHOH
WOETHAMER DV . FERRIZB VR -T2,



OvraARY »H TN 25mgl HIE T

— L %7 v 7 TED]

oAt SR, B (D65 IR (79 1600Lx) . H T AT v

REATEH =37 IR R
< B> T BH AL 30 7 Lx-hr 60 5 Lx-hr 120 /5 Lx-hr
HO~EEAGO | AA~REARO | AA~KEAGO | Aa~KERAD
KROGH LA T | HIROBHLZEI T | RO LD T | HIROH DA 7
TARIT, BRI | VAT, RS | B LAIN T b | EARR DT NI
BORHoT-, AR | BB o7o, NE | M0 8RR | By R
MR n=10 EU160 | # i3 ~MFE O | MITMAa~HMEQ | 2BV RS2, | BOBbHoT, IR
<¥1> 1 IO RO T | EHOMIROE T | NEWIT G~ | 93 Ea~HEa
REAER D D | Fr R | KERDH 0 | R | BAEH o MR | EH O MIROE T
WZBWRH -7, IZBWARH -7, WCTHMERH D | FE [ BN H D | FRR 7
BRIZBONH - | I2BWWRH 7=,
776
fiERE (HPLC) |EU160 N N N N
h=3< 9> 1 A A A A
Hﬁ%%ﬁ%ﬁ (67\%9\”) n:6 EU160 5 » ) 99 ) » QO 9 4 ” ’ 2 ’ ” QO 77
<90 LI > 1 909”~10°30 933" ~943 815"~1023 6’'32”~908
&8 (%) *n=3 |EU160
< 95.0~105.0% > 1 98.9~101.5 100.1~100.6 100.0~100.1 99.6~100.3

X1 AO~REAOONIROH 580 7w VAT, BRRTBVRH 5, NEDIT G~ OB O Hk
DI THAER B Y | FFR2ITB VR H 5,

¥2 : RRT0.3 OEZEWE : 0.7%LLT. RRT0.6 DEZFWE : 0.7%LLT. BEZEWYE - 1.5 WL T
X3 BHREICHTLHEREE (%)
BRI : 2019/4/4~2019/7/22
Ovrm AR 72N 50mgl HIE T etk 40°C LEOL, KA R
BRIE H =R PRAT I
< K> & B 4G 2 1A 1% H 2 % A 3% H
Mk n=10 . . . . .
1> HU1801 %4 %4 %4 %4 ¥4
MR (HPLC) o A o A o A o A o A
=< e HU1801 A WA WA A A
Eﬁ@‘l\i (ﬁj\’i,/\”> n:6 $ vi bl 9 9 ” bl bi 9 9 b vi 9 9 bl ” ¢l vi bl ”
<90 JLIN > HU1801 | 800"~922” | 655"~912” |10’38”~11'29”| 818"~9'23” | 750" ~941
8 (%) *n=3
£ 95.0~105.0% > HU1801 | 102.9~103.7 | 101.6~102.2 | 102.0~102.3 | 101.4~101.7 | 100.7~102.1

*1:

DUTTHMED B 0 | BRAEICBV S 5,

X2
*3
%4

WO TR H Y | FRRTBVWDRH -7,

10

A~ A EOIRD B D80 72 FI T, FRRITBVWDR DD, WA E~Ho A oK

RRTO.3 DRHEMWHE : 0.7%LL T, RRT0.6 ORRMHE 1 0.7%LL T, MEHWH : 1.5 %LU T
FARRISHT LA % (%)
HE~REAGOIROSH 58N 7R AT, FRRRIZBWH -7z, NWEMITIEO~HBEREEI oM



Ovra AR H TN 50mgl HIEET) #att 25C - 75%RH [EG, Bk
BRIE B =R PRAT I
< HiIk > &R BH AR IR 2 34 1% H 2 4 H 3% A
PR n=10 . . . . .
B HU1801 %4 %4 %4 %4 %4
iR (HPLC) o A o A o A o A o A
SO HU1801 WA WA WA WA WA
Hﬁ%‘l‘i (§7\’$//\”) n:6 ¥ Vil 9 bil o » b Vil 9 bil 9 » 9 ”» b 99 o bil b »
<90 SN > HU1801| 800"~922” | 721"~840” | 948’ ~1051" | 754”~816” | 753"~845
PE=N x —
S (%) "8n=3
£ 95.0~105.0% > HU1801| 102.9~103.7 | 103.1~104.1 | 102.2~102.9 | 101.2~101.8 | 100.7~102.1

*1:

DUTTHMD B 0 | BRAEICBV A5 5,

X2
*3
%4

ROWETHER DV, FFRRITBWRH -T2,

Ovrua AR o h 7L 50mgl HIET |

RRTO0.3 DIHFWE : 0.7%LL T RRT0.6 DIHBZME : 0.7%LL T,
FARRISHTHE@H% (%)
HE~REAGOIRO S 58N 7R VAT, FRRIZBWH -7z, NWEMITIEO~HEREEN oM

VN
LA

A~ A B DERD b % A 7 AT, BRI b B, AL o~ 8 B DTk
SHRWE 1.5 %A T

adE SR, L (D65 IR (R 1600Lx), T AT v

— VL% T v THEY]
RBRTH H =RV Fang o B
<HiHE > & BH 4R 30 & Lx-hr 60 5 Lx-hr 120 7 Lx-hr
HE~EFEAGON | AB~REAROR | A ~IREARON | BB~ KEARDY
ROB DB TRV |IROBH DD T2V IROSHHED 72V [ ROH DD TV
FIC, FFRRIZBW|FIT, FFERIZBW | FIR T OT MR | FIR DT ICRELS 2
FEgk n=10 Bdboto, WAL DS oTe, PYRII|< 2D BRZICH )| BRZIE S
<%l HU1801 ﬁéwﬁﬁéfé%@ ﬁ?@wf‘%ﬁﬁ@‘{ﬁﬁﬁ WhHoTe, WEW | HHoTz, NEWITIE
: TR DI CTHREME N B | TR O TREVED B | 13~ V8 | (B~ PR A o i
D, FFRRICEBWVLA| D, FRRZIZEB WD | OIKROWE TRAED |k O 3R TR B
BTz, HoT, HY ., FERRTBW| D FRERIZRBVLD
NH-7, HoTz,
MR PO Huson e T T e
FREEME (5°F)”) n=6 s e R, N, o -
<90 /5B > HU1801 800" ~922 819”~907 749" ~811 845”°~10°07
ot — ¢ ES —_
=i (%) " n=3 HU1801 102.9~103.7 101.1~101.4 101.4~102.2 100.6~102.0

<95.0~105.0% >

*1:

DUTTHMD B 0 | BRAEIZBVO S 5,

X2
*3

AR/

FARANA

RRTO.3 DM @ 0.7%LL T, RRT0.6 DFHHZME
RARRISHTHE0H% (%)

. AERUBRRROREN

. fuFlE DERAEELE (MEEFMHEL)

11

:0.7%LL T

1/
A

AR E

A~ A EOIRD B D80 72 HI T, FRRTEDDR DD, WA G ~HoE A oK

1.5 %LAT




9. BHtE
Vst 2
(oBRKRYhFE)IL10mg TEEI])
I S D AW WR SRR A R T A L0 R EIC ST CER 1345 4 31 0 [EIKHE
&5 786 )

AR S
HEiE AARERS  BEHRBRE SR
[AlHAEL K ONRBRIE : 50rpm (pH1.2, pH5.0, pH6.8, 7K). 100rpm (pH6.8)

CHIE]

- pH1.2 (50rpm) Tk, FEHERIF| OGRS 40% K Y 85% UL D 2 FESIZEBW T, ARALD Y
VR R R DS PR R £ 15% D FEFANIZ & - 7=,

« pH5.0 (50rpm) Tk, FEHERIF| ORI R 40% K Y 85%FFUT D 2 FESIZEBW T, AR D Y
FE SR AT HE LA O S R £ 15% OFEIHNIZ & o 72,

- pH6.8 (50rpm) TiE. HEHERIFI DA R 40% M O 85% UL D 2 BESIZ BT, Afh D
Vs SR AT HE LA O S £ 15% OFEIPFHNIZ S o 72,

- /K (50rpm) TI&, FEYERIFIOSFEHEH R 40% M 8 85%TIT D 2 B I8\ T, AL O g
H R HERLA O SR H R £ 15% O FFHNICH > 72,

- pH6.8 (100rpm) TiL, FEUERIAIOFEAEH D 40% MK O 85% T D 2 B SIZHB W T, RO
Poyes AR AT VE R 0D SERA s R+ 16% DFIFANIZ & > 72,

PLE. R OWHEE 2 UERE (24 —F L 10mg W 7 L) & LR, £ ToRRIKICE

WTC TR RERGOEMZNRIGEIERBR T A RT A 2 ) OO EEREIEA L,

(VA H )
EHE (%) pH1.2 (50rpm) EHE (%) pH5.0 (50rpm)
100 } 100 }
g0 | s - il g0 |
60 | 60 |
ﬂ’
40 —e— 2O A7 EIL10mg | 40 —e— 2 O T 10mg
20 'BEL 20 rAEL)
- @ = 7 —3)L10mgh FEIL —- o = 474 —3F)L10mgH FEIL
O | 1 1 O 1 1 1 |
0 5 30 45 60 0 15 30 45 60
B (49) BFE (490
EHE (%) pH6.8 (50rpm) EHE (%) ok (50rpm)
100 | 100 F
R
80 | 80 | o = —9
60 | 60 | -4
40 —_— 2O 2R AT EIL10mg 40 —e— O eI
0 | MEI] 20 10mg THEL]
- 4 = FA—F)L10mg] FEIL - = ZF—3)L10mgH F I
0 —vYy 1 1 1 1 0 1 1 1
0 15 30 45 60 0 30 60 90
BEfE (o) BFfal (40
BHE (%) pH6.8 (100rpm)
100 F
80
60

40 —— PO 2FY T EIL10mg
TBEEILY
- = A7 —Z)L10mgH FE L
0 15 30 45
B (9

20

0

12



(9RRKRYHTEIL25mg THEI])
BRERLOEYFHRIENERBR T A T4 U EO—HEICOWT (CER 1345 A 31 B [R3K5E
K 786 )

AR
EE BARERS  BEHRBE SRk
[AlHAEL K OFRBRIE : 50rpm (pH1.2, pH4.0, pH6.8, 7K). 100rpm (pH6.8)

CHlE]

- pH1.2 (50rpm) T, FEUERIAID IR RN 60% K% Y 85% LD 2 B SIZ T, AR
VA SR R BRI DS PR R £ 15% D FEPHIZ & > T2,

- pH4.0 (50rpm) T, HEUERIE|D IR RIS 40% K% Y 85% UL D 2 Wi SIZ BT, Ak Tt
VX HH SR AT E LA O SR S £ 15% OFEIPHIZ & o 72,

- pH6.8 (50rpm) TiE. HEHERIHFI DA R 40% M O 85%FTIT D 2 BEASIZIBW T, Afh D
VA R R R DS PR R £ 15% D FEPHIZ & > T2,

- K (50rpm) T, FEAERIFIOFLEFRHEDN 40% K N 85%FUT D 2 B AIZEBW T, AR O R
H SR HERLA O SRR HH 2R = 15% O FFAIZ > 7=,

- pH6.8 (100rpm) TiL, ARbh L AEAERAKIOFEEVEH T VR OZER 10 LN TH YD | 1T 7
ILARE 15 49 LA IS EEHE BRI I OVAR Gl 1Y) 85% LA BV L7,

Pk, RO 8 2 EHERK] (A — TV 25mg 77 E/L) L UIZER, £ ToRBRIRICE

W TR EEIR G O A ZRRIEMRBR T A KT A 2 ) OWHZEE 0N ERECH S Lz,

(B )
BHE (%) pH1.2 (50rpm) BHE (%) pH4.0 (50rpm)
100 | 100 |
80 r 80 |
60 60 L

40 —— SO AR D FEIL 40

25mg TBEE L]

—e— o0 AT EL
25mg THE L

20 20
== =G =5 )L25mgl) T - & =& A —3)L25mgh FTI
0 1 | 0 | 1 1
0 10 20 30 0 15 30 45
BEfE (%) ¥l (59)
FHE (%) pHE.8 (50rpm) BHE (%) 7k (50rpm)
100 | 100 |
80 | s F 000 ===
60 |- 60
’
40 ) e pnayunTEL 40 —e— ooty sh7el

25mg THE L]
- o = F 74 —F).25mgH] T

25mg THEE L]
- v =3 A—F)L25mgH L

20 20

0 L 0 !
0 15 30 45 0 15 30 45
B () B ()
SEHIEE (%) pH6.8 (100rpm}
100 F ooy unTEL
80 | 25mg THEET ]
- # = 37 —Z)L.25mg
60 | It
40 |
20 |
O ﬁ 1Y L I
0 5 15 20

13



(9RRKRYHTEIL50mg THEI])
BRERLOEYFHRIENERBR T A T4 U EO—HEICOWT (CER 1345 A 31 B [R3K5E
K 786 )

AR
EE BARERS  BEHRBE SRk
[AlHAEL K ORBRIE : 50rpm (pH1.2, pH5.0, pH6.8, 7K). 100rpm (pH5.0)

CHIE]

- pH1.2 (50rpm) Ti&, Afh & AEERKIOFEEEH 7 VRO 2D 10 LN TH Y | &7 71
LA 15 23123V N TA A O S HY SR AR LA O S BB HE 3R + 16% D fiPH I 8 o T2

- pH5.0 (50rpm) Tlid, FEUERIF| O EEEHEN 40% K O 85% T D 2 FEAIZBW T, AfhD
R SR AR E R DSBS R £ 15% D HEPHIC & > T2,

- pH6.8 (50rpm) Ti%, FEAERLE| O FEIVEHZRD 40% % OY 85% T D 2 REAUZ IV T, AL D)
VA R AR A DS PR R £ 15% D HEPHIZ & > T2,

- K (50rpm) TiX, EERFOFEIEHEN 40% K O 85% LD 2 FEAIZIB VT, AL O FEER
H SR HERLA O SRR HH 2R = 15% O FFAIC > 72,

- pH5.0 (100rpm) Ti, Afh & EAERIF| OFEEH T ZREMOZENR 10 2N TH Y | BT 71
MILARE 15 3 LA EEHERIA J OVA S 28 85% L BV L7,

Pl b, RO 8 2 EHERK] (A — TV 50mg 7 7 /L) L UIZER, £ ToRBRIRICE
WTC TR IR IR O A Z R EMRBR T A KT A > ) OO EREICHA L,

(P H R AR
HHE (%) pH1.2 (50rpm) BEHE (%) pH5.0 (50rpm)
100 | —e— v opatyhrtel 100 r
L 50mg THETL L e ===
8 — 7 = &7 —F)L.50mg 80
60 | I 60 ‘<
10 | 40 —— v an A hHFEIL
50mg THEIL.
20 ¢ 20 ¢ = & = F7A—F)L50mgH T
D ﬁ ik 1 0 E 1 1 1
0 10 15 0 15 30 45
BEfEl (490 BEfE (43)
BEHE (%) pH6.8 (50rpm) BEHE (%) 7K (50rpm)
100 } 100 |
80 | 80 |
60 | 60
40 + —_—— Oy AT 40 - —— O AR AL
20 L 50mg THE T 20 L 50mg THE T
- & = 7 —35)L50mgH] T - & = F A — 35 50mgH T
0 L! 1 1 1 0 L! Il 1
0 5 30 45 0 15 30 45
BEEfE] (43) BFE (453)
BHE (%) pH5.0 (100rpm)
100 F e pOzky AT
a0 L 50mg THET]
— & = 37— )L50mg
60 r At
40
20
0 ™ v/ .
0 10 15
BEfE ()

14



10. B - A%
(1) FRMIRELGER - BF. NEI/RKRLER - AEICEHATLHER
L7
(2) A%
(9BRRYvhTE)IL10mg THEI ]
100 7 7w [10 717/ X 10 ; PTP]
(9BRRYvhTEI)L25mg THEI )
100 » 7w [10 % 7&/LX10 ; PTP]
(9BRKRY»hFE)IL50mg TEEI])
100 » 7w [10 # 7/ X10 ; PTP]
(3) PHEBE
LR
(4) BROME
PTP : RV =T 4L, TIAI=ULE
Er—: TAI=UAh - R)V=F Ly - RIZF LT LITHL— T IR — T (LA
1. @RS LEHE
M ERR L

12. T4
LR L

15



V. ARICEYSEE

1. PEERIIHR
O TARCDRIBRTHEIC &5 11 5 15 #E 5 i D 1 il
BRHE. IR, DRHE. M. BB, MMk
OBRETBHEIZ & T B IEM RIS B UTSHE Fr T8 im0 Il
OR—Fzvy i (RERODHHEE). RUEDOHMDIEBRRERESERX (BREARTHRFTS
THY., BAETOEEIDOHLFHMEDPRHMBRISHRBOIEBREMESE S REICRD)
OSEHMNE (REALHD0%LULICESLDHS VD EHAKDIES). RALEE. REELIR
fE. FTERTEREET %
OB4AFRMAM. FRFRE
Ox7n—tiEEH HEREAREHS VIR TOA FIZEREEZRTES)
O£ SUEEHMNE (MIRWHRDARICEVOT, 704 FRADBREADRF+5. RIZEIER
SEVRHEGEST)
O7 FE—HERER BRFARTHIEHRLA/LALVES)
Ol # 5 R R It DN

2. DEXIHRICEHET HIE

5.0 8E IR RICEIET BEE

(BEARRMERM)

1 ZRAIA RT A FEDORFOEFERESEIC, KFOKREPED LS BFICERET D2

D=3 %%W?ﬁﬂ&%$¢%’ﬁ%bttbﬁ&%&é%ﬁ@ﬁﬁi&@ﬁ PEIZ DOV T,

+A@£ﬁﬂ%¢LTW@W@T BEDIRIEZ B2 N HIRE OB RENEL T2 L s b
AR EETH T &,

(*7u—ﬁﬁﬁﬁ>

5.2 R RERNVE CANCEISIET 2 O ORI FHR A4 0 R BE . TR RERVE CHITE

PRSP 2 R T RFICRD Z &,

(2SR EEHENE)

5.3 A Z W TG L7ZBROAZPEIZ WD TIEE FRER 2 22 < BH B s TR U,

(7 FE—HERE %)

54 27 oA FARFIRLE 7 v ) 52 HAIEOBEAFRRE CHa 2R3 G 6T, MORIEZFE D

BB AR HEAED 30%LL FICk SBEZFRICTH L,

(fian)

5.1 BAERNBMEBEMBZEOSII A R 2016 FUET (LT, AL R) TiE, BIED S PEE D B
FHTho THRIEHENRDN DI RN S 286, MERECD 2381 T T MR ER A 50,000/ 1 L
UIFOHBAIZITY 7 a AR OB GPHERIN TS, ZRHSBTA RORFOEHRESEIC
AENO P G388 &M S 2 BEICEE S D K0 HEEE Lz,

5.2 %7 v —BIEERECH T D IR OF @ REKITEIB LG R VT AITH Y . SRR KOS
Bl 352 EREELWED

5.3 ANF % FEAE A /)R (A U 72 B SRR T, AR & B TG L 72 BR O A ZPEIC S W TR
LS 72 D2 e < L BEAGROEEE (#7n) AR) $BEIC L CRBEOEEWEZ1T- 7,

5.4 [ENEGRABRCIL, BEAFIRR CRHORD A+ AT OB & 5 WITIRORIEZ 1 5 BB MK
FKEFED 30%LL L% (5 D EIEMATL T b E—MEEERBEIZBWVTARIIOF ER MR S,
AAN DRI EM T EZBR L, AT rA MMVERIL O 7 1 U 5250 HH% OBEFIR I TRIRAR
F53TH D | DOIRNRIE LD BB BMARERE D 30%LL E A& 5 D EMIZBWTH AR OF

16



PVENHER S NI o, KA G- OXIG: & 70 5 4 % BARRIZRLHE L 7,

3. HERUVAE
(1) BERUVRAEOHES
(EBiE
W, B 1 HAIAH Y7 ARY & LT1 HE 9~12mg/kg % 1 H 2 [BINZ3T TROE S L,
Dt 1 H 2mglkg T2 ET 5, #MRFEIX 1 & 4~6mg/kg ZHEHEL 3525, FEIRIC KV 6 EHE
BT 5,
(Fri5iE)
HE, B 1 BRSO 7 ARY & LT1 HE 14~16mgkg 2 1 H 2 [EIZ0 0 TROEG$
Do Utha | ZRE L, MEFRIT 1 B8 5~10mgkg #1EHEL 258, JERIC X V@ BT 5,
(DTHE, FMfSHE. RERSHE)
WE, B 1 BRI LY 7 ARY & LT1 HE10~15mg/kg # 1 H 2 BIZ/5 T CTRAO#& ST
%o UBBRa CE L, ML 1 & 2~6mgkg #HEHEL 525, JERICE W EEHEET 5,
(NS HE)
WE., Y7 ARY U ELT1 HE 14~16mg/kg 2 1 H 2 BN TRAOKE T 5, Dk
JE L, MEFFERIX 1 B & 5~10mg/kg ZIFEHEL 3525, JERIC K VEEHERET 2, 2720, @iFH
M1 HAINS 7 m AR AAERAICREG 2B L. WIRFEE L 7o 721X TE 2721 ITHE
O 5ICE Y #ix 5,
(R RafiE)
WE, B 1 BARNASY7rAR) e LT HE&6~12mgkg & 1 A 2 ENZ0 TROZKL L,
3~6 » ARk L. EOHRA & L IET 2,
M‘—a‘-: v MRRUVZOMOIERLESRE S EH)
WE, v7uARY L LT1 HESmgkg 2 1 H 2B CTROKG 2B L, k1 ﬁﬂﬂi
(21 H 1~2mg/kg T OE I ET 5, HFFEIT 1 HE 3~bmglkg ZFEHE L 92578, BRI
v EERT 5,
(EzHE)
HE .1 H&Eb5mg/kg % 2 [T TROE ST 5, IENAONTHAIE 1 » AEIZ 1 H 1mg/kg
TOoRE L, MERFEIL 1 A& 3mgkg #1EHEL T 5, Ak, SERICK W EEIET S,
(BEARRMEEM)
WE, YZ/urARY L LT1HEG6mgkg 2 1 H2EIZT CTRAOKEET S, ok, BEOIRE
WLV EERET 5,
(7 O—EEFEH)
WHE, Y7/ ARY L LT FROAELZ 1 H 2RI CTRAOKEGT D, 228, ERICKVEE
T %,
1) HAEFRE O RE F]
FANIZIZ 1 H & 1.bmglkg #5735, 7=, /NEOELAEICITZ 1 H& 2.5mglkg 2% 59 5,
2) AT wuA NITHEHWEE = ER
AIZIZ 1 BE 3mg/kg 2% 59 %, £z, /IMNEDOELAEIZIT 1 BHE bmg/kg #5975,
(2SR EEHENE)
WE, /B AKRY L L T1 HEbSmgkg # 1 A 2ENZAT CTRAKSGT 5, RN ALNTE
AlIRa i U, MRS 3mg/kg 2R L 425, 7l JERIC X W @ EHERT 5,
(7 FE—HERE#)
WE. RACIZY 7 e AR Y L LT 1 H&E 3mgkg 2 1 H 2B TRAOKST 5, 2B, JiE
RICE Y EEHRT 521 HE dmgkg #2720\ 2 &,
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(HBRIBHEI= 5 R RSO IH)

FIALBE SRS O I OV BOSUHE I 65 2 T 5.
(2) RERUREORERS - R

DR L

4. RERUVRAEICEHEY SIRE

7T.RZBRUVAERICEET 58
(ZhBELLE)

74 Vo7 2y (WHIRUT D 78V) DOHRANCEID 2 CTIRET 25613, RAIELT1:1
DLt (mglkg/A) THIVHZ THRETLR, 7o AR oomPRE (AUC, Cmax) A EFL
TRIWERZRET 282008 H 5D T, Y10 #L 2 Fits Cll iR EORE R KR RE (g2 V7
F=r MESE) ZHENIT &L BICBFOREL 0B L, LB TEREEZFATT 5
&, L, BEORGHE IO T T 4 L2 v ERATAROKREGE) L EmWwHEER
AL TWDERET, —RERICREIMEIER A +43 & 72 o THIRIRDEAL L CTRERZIRAEIZRG 5 7T
REMED IR WEBFE TIE, BV X RO 813 < THMH O HEE U, AR E &K OHEHE OIR
Rl U TR B2+ 52 &, [1.3, 16.1.1, 16.1.2 ]

7.2 AERNOEHIZHT- > Tidifh b7 7 (trough level) 2T L., BEGE22HFHTH2 L, [8.1
Z ]

7.21 BB RE G T2 BICIE, BER G X BERWER O R KA & 512 X 2 i sOs
DOFBE 2 T2 IR E ORE &2 A EZ ITHEENCITV, Z20%I1E 1 5 A2 1EE B LI
EL, HEREEFATGT L L,

7.22 X—F = v ML OZEOMOIEEYNES & 5 e, wifig, HAERRMERM, 7 n—BiERER,
Y RESEMEEE, 7 MR REE TR ET DRI, AEHORBREZR 72D, 1 4 A
W 1EZHZICMPREAREL, #R5EZHEH T2 2 ENEE LY,

(BB HE)

7.3 3 Kld 5T 4 Al O BIIF & LA A DR 7= 2RI MsIRE 21T 2 HAI2id, RAIOYI
BR&ZRSRET D2 ENARBARGG L& 503, BhEE OREBL OO S5 tho sz i o
Fi¥E - EESZEE L CRSBEZHRG T L,

(BEAFRMEEM)

7.4 AR OG- EROEGHFIZOWT, BETA T VEORFOFEHRESZ L L, EBAD
N WA IO e G EIEE B BT H 2 L,

(7 O—EEFEH)

7.5 RFIOHIRIZ, @FE. 1~3 2 ATHLDLNDD, 3 » AL MGG L THLRIRRH &bt
BTG EhIET 2 EMEE LV, o, IRBHONIZGEITIE, ZOMEDHERFTE D
AEFTRETHIZENEFTL,

7.6 A OFEFRNZEIE REFRNVE CRIDHERER G STV DAL, TOMFFRICAS % FfRdd
HZl, FERICED, RIBRERLVE CANTEERET 523, HEEIT O GE IR O HIZ—
Bk 2z &,

(7 FE—HERE %)

7.7 BHGWIRIECE AR EHEIC L LD 2 Lo RFI OB I3 ZME R OV 2 O RN 4 & HIrY
WZATH 28, 8 BHDOEE THWENRALNRWSESIITRG AT 22 &, 2B, 1 BOIEHRK
I 12 BREILINE BZR LT 5,

EEIL

(i)
7.1 BAEEE TIISREIHIER A A-431272 % LAERERUS A B L, B CRERE TR OBk
LV fEBRUIRTBIZHA D FIREMED B D 720, BIV AR REDAF OG- RIT, Yo7 1 Ja LF—H
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BECYVMXZITILHOH LTz, B, o T 4 L2V OWRINBRRETHSTZEETIE, Yo7
4 2P OARANCEIY X T2 E . MFIRED ERICKVEWERZEBLT 2820038 5D T,
O)v HaZ i Tl RIREORE., KRA (g2 L7 F=r EE), BEORELEET D
M= x ) T R RERNCATV, KBS U CTHRERA TS T 50BN H D,

SIHI, T4 2O GEN THIELAOHZE OMHAZEL Y GRS T DSEEIE.
WA BRREIC & B AlREME D B 1 . AREIA~OY) Y #2212 X0 WIUR BIRRED S S 4v, iR A
FELL LRI BTN H D, 20D, GHEOY U F 4 I 2B MH LTV BREICAFI DY)
DI 2T O AR, AROELGREIZZ T THEKOME] ICHRE STV D 9 &4 [RE
L L, HxoBFIZET LR HELZ FERGTT 2 Lo R ZL L,

7.2 7 a AR Y ORIUTIIEEAN, BRI TERD D MHPREDIRERBINZ L b EH
72 i IR EREIC L D HEORESALETH D,

7.2.1 EEHBAEEF BNV T, BEFEPEESE . 70 AR) v oFRGEHMEIZLY 20 R
N7 7 EIZR D0, & B X 0 ARWIGEIIX B MG ER RS A+ 72 7o, FEAA SR 23RBS
LAREMER DD, —FH . M7 7EPEWGAIITBEEFEEORNERNBEBLT 2BEZNNH D120,
BREEZIIHEENC, 20#%b 15 A1 BlEBZICOPRELRET S L 5 EEAME L7,

7.2.2 BHOMERERBTIE, MARED EFIC K2 BEEEEORIEARBRAZRET 570, HE LB
L7z,

7.3 g Clx, PRASEAIORE, BEORESICEIY, SN 7 v AR O &EIIHEA T
bbb, BRIBRELZFR L COWAHEHR T, 227 2R ) v oFREENMESBESNI LA LH
DA, WEEE G X D EWER OFBLE QKA &1 512 X 2 E/RISORBIE LB <Ted, I d
FORBLIFHEELZBE L, K5RELRET2 L O EELHE LT,

7.4 BRI A R CIEBIE~TEIEDOBEICT 7 0 AR Y A2 BB 54 3805813 4~5mg/kg/
B, REATFEE 3~4 » AW 2420 Z EARHEHEI N TS, ATG LT 2581372
2RV &6 AU EERETHZ LS TEY, ENEKRHAE (ETB115E1202 ilR) (BT
HIFEEGOT X TOMHEBRE X 6 » HHLL EEEPEE SN T2 &ann, 8~6 iz HL L
THEDORMEHIRL., BETA T A L EOFEFTOERE S BITARFORE 8K OG- 2
Wid 22 MU LB 2, HEROCHEZENT 2BOEEE L CRi# L,

75 7 nARY OXRT7a—BIEEHICHT 2RI, @F 1~3 » HTROLNTWDR, *7
o —BIEMEREO BRI & L TREEREOEARH Y, —J7, V7 aAR) X LHFEERE LTE
PEENHRE SN TNWDZ 0D, 3 » AU EELG L THHRBALNRWGAICIE, BetEEBE
LCAROEGAZHIETHZENEE LW EEZXOLND, £, IRDPEBILIEZLETH, FERIC
el EZE LBEERADL ZENEE LV,

7.6 27 —BREGRHETIZ, 70 ARY COGRPEND ETIZET 1~3 » A dd, £
LRNCEIB R E R NVE LA ZWET D 2 SIS LVERPELT 2 RB8ENNH D, Fo, RILESR
WEVRIEET D5 EI1EY 7 a AR VOMEPA TS THLEZEZONDLTD, EEHRIEL,
I AR OBEMRERE T OMERDH D, Flo. WEOGREIMHENIRIEIC /R D ATREMEDR B 5,

7.7 EWNERRBRICBWN T, #5% 8l E CILBF DL IIMERDOIHAIZ .0 & LIZBEFIREIC &
Dary br— VAR LIV ETRENRSEE L, LL, —#HOBHE TIIIRIA 5 TH LT
OAMR G4 12 W% E TR L72RER. BER2UWERBONLZENHY, ZOIEMEITHONT
bR Iz, —F., BEFERRICE D 2 b e — VR LUV E TREBDUGE LIEHEITIE, A
BRI L DEMERBBROY 27 #ZE L, lReRB 0 Eiiloks L 3&Thbd, £, &K
BEPHRWERFBO U A7 LIRRICL DR T 4 v b EHEREBETXETHLZ Lnb, KAlD
BB O B2 %277 LT, ARG 28R Lkt L7snw X H R At L7,
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5. ERERALAE

(1) BRT—a21vy5—o
MMERR L

(2) ERERZEEFER
MR L

(3) AERGERFAR
ZUERR L

(4) BEEMEER

1) ENMEREERR
(L FE4E)
17.1.1 S EERREER
AA—=FNEV T 4 X 2 COFHOBHERE xR & Ui Sl —H B REERH SRR T 5
At 6 » A £ CORMETIE. EEROMBH Y (ISHLT) OHEMEEAHETZ L— K 3A LU LofE
MESOGF BRI, FA4—T VB 42.6% (80 f51/188 f51l) . > T « 2 = U BE 41.7% (80 $511/192 Hi])
Tholo, £, EFERIIRA—TVEE 93.1% (175 #1188 i), Yo7 4 I = U BF 92.7% (178
$1/192 f5l) Th-o7-, Bl 6 » A £ TIZ 7.1% (27 f51/380 i) OBEENIELE L=, DO ERR
K3 hilaspert (12 41) . BuisiE (4 61) . BYEEE (2461 Tholo s,
17.1.2 S EREKFER
DBAERE 139 00 3KIBEAmRE (7 AR v+ THFATY v+ 2T A F) 1Tk 5EHK
I, BAPEIERSOGIE 21 B2 25 0] (BBE Y720 0.18 [B]) LHEkDiBFEE (V7 aARY v+
2T uA R BEHZY 0.84 1) ITHANBEBEORAD R AL, £, 1TFEAFRIT 2%, 3
AR 85%. b FFEAETFRIL 18% Th o 7o, — i, RO AMIZ OV TUIERDIRFIEIZ
JYYE, EMEESEORBBEOIK T LR 9,
(imf&4E)
17.1.3 S EERKFER
IR R 73 B J N AT AE FR A B8 B DR 131 Billc ki) 5 1 AFEAFRIT, TNEN 87% MY
76%., 2 FEEFRITZNZEN 8T% LN T3% Th - 7=, ABEHIZ 8% (11 #1/131 i) DEFEMNIEL L
7oy, Z OJFRRITRE (3 61), DWEE (36, T AAULF L REGE (2 B1)  JREA B Ok AR
WEEREGERE (2 41) . KGEAPHE (1 #) Thot 9,
17.1.4 5 EERKFER
A ST MR 44 B4 ATG (FiMalifiiasnz a7 ) o) B (7 e ARY v+ T FF
T+ ATuA R+ATG) L3 ATG B (7 AR o+ THFAH7V v+ ATuA( R) (T8
VEZ 2B 11T el RT LA R, AERIC X 57 Lb— R EORPEEEIR ORBR T, ATG
BET 23% (5 51/22 f51) . 3E ATG #£ T 55% (12 f51/22 f5l) & ATG BETHE (p=0.03) &4 7o
Too Flo VAL 2 FEAFHIT ATG BT 68% & O 64%. I ATG BETIE 73% % U 68% T - 7=,
— 07, B OREYYE & D WOITEMERER O BRI Im TR Ch o 72 0,
(FERSHE)
17.1.5 S EERKRHER
FERS RIRF AR 476 B D 14, 5 KON 10 FFAEFRIT, £ 2 96.56%., 88.9% & Y 79.5% T
ofc, FTo, BHED 14, 5 KD 10 FAEFRIT, LN 87.9%., 78.9% MK F 68.4%, FHiE
T, ZNTH 88.4%., 81.0%K N 63.5% CTh o7, B DI O F 72 FIRIE, D3I nE f
E (46%) . PSE (16%) . FEMEEE (183%) Tho7z 7,
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(FERSHE)

17.1.6 5+ EERERFER
Ve R R 50 Bla ATG # 7 aARY U+ THFAF U o+ 27 a4 F+ATG) &Ik
ATG # 7 v RRY L+ THFF ATV o+ 2T a4 R) (ITEELITEND (1T RS 7S 5.
Brith 1 % TOBMMEICKT 2 2PEEMRS MR L © 722 < BB 3 2 Ak S 1T
ATG B 36% (9 f51/25 f51) . I ATG Bf 76% (19 f51/25 f5il) & ATG BECTHE (p<0.01) (& 7eno
7~ 9,

(NS HE)

17.1.7 S EERKRER
WIMZB T U/NMEBRIZIE T 57 8 AR Y v OIS OISR L THE ShTng 9
10)

(R—F v ME)

17.1.8 EINERRFAER
B el (16 ) TomECid, dogR (TdeE) Dk 1381.3% (13 fil/16 f5l) T -7z 1,
(BzH8)

17.1.9 EINERRRER
B G61 (16 ) OB TRBOUEDENBO LN, T T 4 a0 Nb08 0 #2HITO
BRFHCIE. 27 BB TR HERF S 7z 190 19,

(BEFRMEN, FFRSE)

17.1.10 ENERKRRER
FIEFARRMER M, RFHRBEE ~OF RGO 5 6 Tik, FAREMEEMO 14T Minimal
response]. JRFEKBED 1 FCHALRBUEHSGER A LI, T 4 20 b0 0 #x 4

(19 %) TiE, 18 I TR - KNI 2 B S P ERAR DRI TR S iz 19,

17.1.11 ERE I/MERER
HESELL B ATG RIGEOFARRMAMMBE 255 L LicL b r R 7 oENERRRERIC
BWT, ATG, v 7 v ARY ROV ha R8T o 3 Fla G Lk, Boh%RIX 70.0% (7
Bl/10 Bl) Tholo, 7ok, FRITEM EMIHRE»OMEREOSE) MME LN BEOEE
LEFRLT- 1),

17.1.12 BN I/ME5AER
HESELL B2 iV EL 30,000/ pw LA # O ATG VB % 52 1 72 SR IRETIES LU < IXF36 UT ATG
TRENZ T DN VWHAERBEEMBF 255 L Lz ka2 R oENERRRICB T,
I a AR AAEHROBED 75.0% (6 51/8 i) (ZH5-BAtE 26 MR ML 71 SOSER DO UE A
ROLNTZ, B, MEFHKGRIT 1 B EomEkicek®E [ MWi$)3>20,000/ 1 L B0
/R L IER T, ~F 27 0 Bl >1.5g/dL B (B 5-BE2S 9g/dL AR DA SR i BR i
MEDOHRA . FPERIA>100% (FBEE-HIEA 500/ 1 L R OHA) XiE>500/ pn LMD H B, 15
LIEREY] 2RI BEOEIEG L EFR L1,

(7 O—EEERH)

17.1.13 ENERKRRER
B G0 ik, SRR AR R (TdE] LLE) 23 69.2% (9 BI/13 fil) . A7 v A R
PERRFE CUERD 75.0% (9 BI/12 4)) Thole, Yo7 4 2 Nb0U) 2 FTiE, HEIFHHE
BEBFED 184, AT v A REHPEBRE D 13 BlOWTIOIERIT b B RS HERE S 7z 17,
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(7 FE—HERE %)

17.1.14 ENEIERER

RANDREIEDT N —MEERBE ZXRIC, *4—F /L 3mglkg/H (2~5mg/kg/H) % 1 H 2
B2 T 8RO G927 7 A L O Z T L, BEEIEEA 27 DR—R 7 A
YO OEALEOREMZE (A — T VEET T v REE, LLTRER) OFEEIME (95%(F X ) 1%-30.3%
(-41.1%~-19.6%) TH v, BHGHMICAEERZENRD bz (p<0.001, LDV t BE), *
7oy IRAEHEREIH A 27 ON—=2 T A )b OEALRDOFEFZEDFLIE (95%EHIXH) 13-21.8%
(-32.8%~-10.9%) Th v, FHGHEIAEZEPRD bz (p<0.001, XIED720 t #E), LA
EEV . XA =T NVEEOT T AR DA AR EEEE K ORI EIPA A = 7 deED RGE ST 18,

. _ R—=2F A UNBD BALROEER 2=

IR gy 7 ok - H

B 5T SEHIE+S.D. » T 95%IEHEXR i

A+ S SEIE of 5 3E X [ p &

HIEE AT
FA =TV 44 54.0+16.30 -63.0+3.43

NN -30.3 (-41.1~-19.6) <0.001
7SR 45 51.1+16.13 -32.6+4.18
IR A 27
FA—F L 44 74.2+14.60 -41.4+4.08

NN -21.8 (-32.8~-10.9) <0.001
7SR 45 69.0+12.75 -19.5+3.71

HIEE R a7 4 HEORKRITA GRLEEE - iE (). 2, Wi, 552 - 58 % 8 » o
HRESY 2 20T 4 BeE (0-3) T L (K iE 96)
FEIREIIA A 27 2 8 »ITOF RISy (BHITHT HH#) T i 4 BERE (0. 1/3, 2/3, 3/3) TR
it (& XfE 100)
2) ReHHER
A v 240
(5) BE - WEAHEER
Pl v/
(6) AEMEHR
1) SEARERE (—REAKERE. SECEABRERE. CARBLERAE). RERFTERT 4R
—RARE. RERFTREBRAROAR
MR L
2) RBEHLELTERFEORNENITEEL-RHE - RBROBME
L7
(7) =ttt
% L7
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VI. EMEBICEYSEE

1. REPHICEAESSLEMXITEEaMEF
SR A
TR BED D DB ORIEE - ZIRFIL, RFOBRMNLELZSZRT DL &,

2. ¥BEER

(1) {EREREL - VEFFF
7 a AR v OEABFIXEEN R MRREEEIC L 2 b0 TiEe < U BRIk LR R ]
WHNTHER L. SN 2@ mEER 2079, 27 v 2R Y AXFITA~A ST MO TEMEL A2 3
L0, 7Ly =T M OIEMALZHE L7222 EARES TN S 19 20
I uARY AL TMRICENTY 7 a7 4 ) v EEAEREER L, T MlaiEEko v 7RI
BOWTHEHBEREEZRZL WL IV =a— U VAL, Iy =a—U OIEEILELET
bo ZHUT L - THLY R X DHRER ¥ NFAT OFKE R OBNBITHIESh, 4 > % —n
AF 2 ITREEINDTA S B A OREADIG SIS 2D 22,

(2) EDZERMIT SRR
18.2 T4 b x VRIHIZ & B ) L/ \TRIGHE HIH ¢ B
VI RARY NFEE OV A Y AL RIS L S T D o SEROBERESOG E Bl S (+
7 AWM in vitro) 19,
183 AU A—AAMX2%DY A Fh4 VEENFER
I ARY X T MIEHEER - ChorA ¥ —a A X2 FDWA NUA U OFEAZIRIT 5
ZLEDRENTWVWD (U RN in vitro, ex vivo) 29,
18.4 ~JLN—T HIRI X9 5 BIREGIMNFI4E A
Y ARY AxFEE LT, AT Ml OIEMALZIEIT 223, 7 L v 3 —T MaOEME( L
ZEHEFELRWI ERRINTND (B FRIFIMY > 7Nk 1n vitro) 20,
18.5 BHEETIL~D{EH
I BARY ATEIZEBNT, B (X X)) i (X)), B (X v b)), b (7
Z). Hili (F X)), B (4 ), M (4 X) ORIFEBAER OAE ITAFHIRZ R S ¥, BB
FEIZ I DB 58 ELUGD TB (7F) KONRE (T v b)) 2Rz Rd 2982,
18.6 ERMBECHREMT FUEHR (EAU) ~D%EH
T AR TR EAMERUR (S HUR) ICk o Tol X - SN2 ERMA ChEM T ok
(EAU) OFIERK OIERISZIHIT 5 Z LRI Tng (Z v ~) 83,
18.7 BEFREEMBESA
HAEREMEMEAEEHMB LI OBSI LT Y V85K u— i3S M EiBRMIE O in vitrolZ BT 5
an=—RREMH L, 7 a0 AR XD T V8K Y 0 —12 K 5 a0 =—JE R & 8
L7~ 39,
18.8 #1 GBM B#ETIL~D{EMA
7 a AR Y AATHOREKEIEEEE (GBM) HiAKGICIVIERLEBERET LT v MCBWTR
FERAPEE, R NAG G, =2 L AT v — L ELZEK T S, BROMMSIT R 2%EIE 5,
ZOERIZAMERY 7€ v b OSRERBIRZEOIEHNE CIZHUAFEAEOIFNZ L 2 Z E BRI T
WA 35)O
189 7 FE—ERERETILADIEH
VI ARY BT FE—HEERET LT A (NC/Nga <7 2) IZRROFL LR BRICB W T,
SPRBEIC R CRER A a7 WA ERKEZ R Uiz, £, £ 9 FEATEh RS T R BRE & el 2 &
I a AR Y P ERECIRE 2 R E I 255D S ATz, ERERR SR AR A Tl BREE & bhlk LT
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FDOOS A - IBEORETEENR L TIRE TH - 7 30,
(38) {EFAFRTASMA - FHeER
MR L
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VI

1.

EVBEICEYSHEE

meREDHR

(1) AERLAEWGOLPRE
MU ERR L

(2) BERERTHERESIL-ODRE

16.1.1 BHEZEHEOLE L 1I8HIOBBMEAEFIC., TNETRHAL W T4 I a v LRE
DXFA—F NIV T 4 I avkr/aAAd—"—i5THEE LR (1A 2\ 12 R . 4if
T u AR AREARE UTHER L7RER, B G &S0 OFEMBNE AT A —Z (T, KDL
B TH-723D, [1.3, 7.1, 8.2, 8.3 5]

RTAH AA—T NV Y74 lar ZAEHE (%)
AUCo-12n/Dose
34.4+11.14 29.4+14.19 17
(ng * hr/mL/mg)
Cmax/Dose (ng/mL/mg) 11£2.944 8.61+4.701 27.8
Cmin/Dose (ng/mL/mg) 0.749+0.427 0.701+0.42 6.8
Tmax (hr) 1.1+0.2 1.6+1.57 -31.3

(CF¥)fE+S.D.)

KEEFE=100X (RA—=FNV=H T4 Iar) /FrTFrIar
16.1.2 V27 4 I 2 VICRINARR Z 7”7 20 BIOBEBMEER T, XA —F L0 E5IZLY dose
normalized L7z Cmax 353X AUCo12 (Fe51% 12 Rl T AUC) OFEWHEIZE ~ VT 4 2
2 THAK) 1.9 53 KON 2.7 fFIHIN L 72 38, (WA B f : dose normalized AUC1-5nr 28 10ng +
hr/mL/mg LA F) [1.3, 7.1, 8.2, 8.3 ]
16.1.3 £MFHIRFHHER

(9BRRYvhTEIL10mg THEI )

B EROEW PRI ENERBR T A R T4 U EO— K EIC>WT CE 1345 H 31 H
PEERGE IR 786 )

I mARY A7 10mg THEL] KOCXA—F 0 10mg A 7V E, 7 v A4 —"—{EIC
rvznEhn1»78nr (7 eARY L LT 10mg) @ERABHICHEEAROZLE L T
MAHPREACARERE ZHE L, F o EpEiE <7 2 —% (AUC, Cmax) (22T 90%({5 X [H
B CTHRAHENT 21T > 72555, log (0.80) ~log (1.25) OHPHNTH V. iAW =20 [R5
MRS STz 89,

HEINT A—H BEINT A —H
AUCo-12 Cmax Tmax tie
(ng * hr/mL) (ng/mL) (hr) (hr)
vraARY v 1.30=* 2.27=+
3 52.4+14.7 22.61+4.5
H 7N 10mg THETL) 0.26 0.83
FA—T v 1.20+ 2.49+
3 52.1£13.7 22.0t4.4
10mg 5 &L 0.42 0.95

1A 7' r#E, Mean+S.D., n=10)
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ng/mL)

2

=]
1

R A B

—a— LA0AFRY A TREi0ng THEI)

-tr- oA =S AlmgHh T
1HFEIEE, Mean=5 0., n=10

8 10

12
Rl (he)

A HR NS AUC, Cmax 5 00/37 A — & (3, #ERE ORI DL + 1755 D #ER

SR> TRRDAREMENH D,

(9RRKRY A TEIL25mg THEID)
BIREIR S OEMFHFEMERBR AT A R T AV EO—ESLIEIC ST (FK 1345 A 31 A

= SR 786 )

I uARY AT 26mg [HIEL] KOARA—F )V 25mg B L%, 70 A4 —"—EIC
rovznzh1 778 nr (7 aARY & LT 26mg) KA BEICHESHEEREOKRS L e
MHARZCERREZNE L, BONTEYBEIRE T X —4% (AUC, Cmax) (22T 90%/EfH X [H]
B TREGHIENT 21T o 7265 5. log (0.80) ~log (1.25) OFIFANTH V| WAl DAY FHE S

DIFERR S AT 10,
HENT A—H BENG A—H
AUCo-12 Cmax Tmax tue
(ng * hr/mL) (ng/mL) (hr) (hr)
I ARY 1.43*+ 1.89+
3 223.1+71.9 94.7£20.8
717/ 25mg [HIET 0.44 0.60
XA =TV 1.50+ 1.72+
., 203.2+59.3 87.4+22.4
25mg 7 7 &V 0.49 0.51

c

R A A B
& 8 8

=

(1 B 7 Eer#E, MeantS.D., n=20)

——LA0ZH) A FEI-25ng THEI)
-t~ FA = eph T
1A 7SS Meant5 D, n=20

AR NS AUC, Cmax 5 0/37 A — & (3, #ERE ORI OERERIEH + 1755 O 7R

S K> TERRDAREMENRH D,

26




(9RRKRYHTEIL50mg THEI])
BIEEI L DLW F R SRR T A R T A VSO —FWIEICOWT (CERk 1345 A 31 H

5 HKEIEE 786 5)

I ARY BTN B0mg TAEL] MORA—T )L 50mg 7 7%, 7 a X4 —/"—iEIC
rovznzh1 778 nr (7 aARY & LT 50mg) R A BEICHEEHEEREOKRS L Ta
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BIREITWED T PR EROBRICE B LEZERMOL & TR Z ERMETHY, £/,
ARENOF MR OfEtE 2 BE X Z OFBRIC o L, BfE L7 2 L 28 L7z B oG4 B
WTAMENSLZ LN, BEOHEZRE LT,

1.3 KANIV > T4 I 2 bA—MOa2 BT 2EATHLIN, "M AT7XA 7V T 403 m ELTH
Ho ZDTD, BT 4 ar PO RANCEIVIEZ 256, VT 4 a2 OWINN AR TH -T2
BETIEZY 7 u 2R ) v ombiEE (AUC, Cmax) 28 EH- L, BIEFRARET I BThRH 57
W, FRREBNLETH D, £2, VT 4 2 2V TRFICHER SN TV DA, AAl~08) Y
BT X 0TS ORIBEMFAET D FHEMEIL S E TE Wiz, 10 #x12H 72 o TUFFHCEE N
MBI Z LG, BIEOEEZRTE L, BT 4 2200 THEROHE] 282 72 8 TR
LTV BFIIRIARRIREETH 5 ATREMER H V) | ARFI~DEI D 2 12 L0 IR BARBEA Y &
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BEAICEE L CZBEORELZ LB L, 20X ) RIERDH 6 DI 5HEITIE A T2 O
Ul iiE %2479 2 &,

(fiA)

11.1.1 &R Bics L7 F =46 EH. BUN EFIES 7 v AR Y o CTHEBIEHEE ISR S 5 E]
EHTH® S, 7 rARY AL D2EEEOKTIX. EITHABIRONHMEIC & 28 mit&IKT, %
KIKAWMBEBORTIZEDEBEZLNTWD, £/o, 7 v ARY UK DB EEDOREMAILEID
PRABE & A T, TN ENNIERET RO A I L0 BRI RS & SR E R RS IS N
7 57~ 58)

DI a AR AT K DBEEOL  ITHREMEBIEE . IREMRME RS T, BMEE IR 2%
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DUEIZ J 0 S 25, B MEMERERE DO X 5 7 UIE LR 22 B s A 5TV 508,
WE, EREEEREEICSI SR TR 2700, B EROLELAIT) ZEREETH DL, 2B,
BB OBE TIEZ LT F =l BUN O ERMEHKSICE Db 00, 7 e AR ik
LEEENE FoICHET D 2 L,

11.1.2 FEEZ S 7 o AR ) U 2EABTERE LEZAFICZSHESNTEBY  mE Y L E U IESR
AST. ALT, ALP. LDH O FHERLLENTWS, 7 AR AL DFEEOKFIT 501
R STV R WA, B FEBRICB W CIE, KEEL CHHE 9 oA AL TEY, 202 LW
fEEO—REEZ LTINS 9,

W 7 a ZRY COWEEITIPIC LV SET 203, FROBMER Tl E ofEg bl £ 5
BSOS (A VAMFRE) Ot bH Y. +OREENRLETH D,

11.1.3 FRZEBEIRH., HBMEORF AL, MHRENENE ZIZZNE ORE S &H DM, THFRIK
DIMHPRE TOFRIHME SN TN D,

Sy ZRY T, MEEMEIM 2 @EiE LIC < WE ERTW AN, FREE, EIE, JE, ki
ST X0 MBI 3 2 T T2 A THRICRAT L, PHMRRREE NSRBI LS 2D LB %
biLd, £, BHEAEE BT 2P RIESCHE L., GVHD ORIERL, v 7 2R Y Ol
hAHAH LEETH D PHIFEANHESND ZLICL>THllTEEXHND, 6T, K~/
2Ty AMUSE, K3 VAT B — VISEIZPE D SRR DR B, X—F = v MEICBIT 2 HiR—F =
v MRIEROFER EITEA b RE STV,

WE L, PR E LY 7 0 AR Y CoORREE TP IRIC L 0 EIET DA, EER SO TIIMIE
MHEINTEY, PITITEIET 2EFCETH bR E I TN D,

Mo T, 7 mAKRY AT K 2 alithtk VBEIMIESE GERE, ) LR INIE S O X SR BE A3 5
NHGAEX, BEZWAITO & EBITEROBEREEICLY /7 m AR Y EBEEZIETIEL, M
JED =z fr—)b FUKEIEO R 55 e B AT 2 &,

Flo, B~ 7R U AMIEIC KX FARARRREEE N LG A1, v 7RV U AOEBICHE
L. ¥ 7RV U LEMIGT 570 OO RNEZIT O LERD D, e, —KIZIE~ 7R U L
DIRTFIE, OFERECK T, @QBE» O ORINAS, OFIKRIER, @b OPRito# N & o3
KAWL ONEZRSTEBIDHEZZLNTND, ¥ RARY AR DK~ 7R T AMIEDFEE
BFE LT, 7 nARY CORRMEREE~OREINRIES N, ~ 737 AOFRIAZKT &
B, B o O ES T 570 EE I LND,

11.1.4 BEICBIT D7 v AR Y URRIEE AR ORGSET, TR & Fle LT o A L 2GR L

T L DWEND D, B2 GBSEIHNT K0 ARPEBEREME T U, BYYEICHRE LT R5 %
2 HAL. FRICIEMEIA O Z A O L CIIERE N LETH L.
F1o. REMRRINEE S BRFA Y A L2 (HBV) ¥+ U 7 0OBREIZH T, HBV OFHIE
PEABIZ X B RFR & RE LTIERI S S ST 5, — 5T, HBs HUFEMED BF I TR S
5% HBV OFEMHLICE 2R EZRIELZL0oRELH D, Sbic, C BFkY A LR
(HCV) Fx U7 ORFIZHNT, %REMHIRORE-MG%IC C BT EAL L IiEfl 23 i =
NTWD, HRUANVAX X U T ORFICAKNZHGT 2500F, IFEEREMESCSHRVA LA~
—HN—DE=Z VT EATIRE, MROBIE « BAL~DOEEPLETH D,

11.1.5 BBAl 7 ClEa B AE THBZ < ME S Tnd, EITHEZEME B EMIE (progressive
multifocal leukoencephalopathy : PML) (%, & bR U A —~D A L RIZET D JC VA /LA (JCV)
JEYT £ o Tl & 2 PR R OB N T 5, EIC HIV RGBS TRIET 503, MikRE
PERESS . BT OB AR A, SEIMHIAI OB G 2517 TV D BHERE 7o E0E 3 md TR R L
TWDHEEITRIET 2. JCV Tt MTHEETDZUANATHY (£ < I3/NRBNCEE GG L,
0%, E& L TBRBHEICRRRLT 5, MRtk aZ ol FIotky, Bk L Tnsd JCV
OEEFETLHE LU THATHICIMICERE L, S 51, MCIEZ O & 2 BRI RS L, M
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EEEL CHMizR-TEE2LNTVD,

FEK & LT, FEEN R EOMBREE R (7 RRESCIURIRRE) . ., Bk &
DRMOMEREFEEN 2 LD, 1HR CIEMCERARERERREEA B ONDL Z L0, TRIIAR
THY., BHEEH ATHEECICEDZ ENHEIN TS,

I ARY G HRIC PML RO 5EICIE, BRZEEORELZIT) L bl v r7r X
RY Ik T B CMU R EEZITO 2k, o, PLU A L AZK (cytarabine %) B HXb
BE Y H D03 XA L TR,

11.1.6 BBMEE THEIN TV D,

BK VA NVAEEIX, B FARYV A=~ T A NVRIZET S BK 7V A /LA (BKV) OFIEHALAEIK T
FIET D BHE T, BBMAE D 5~10%THIE L, B OBEGICDRN 5 ARetEn b 5, %
il IR SRIZIR LT % BKV 23N REE BRI CHIM L, B REENO ERGla~ & &Y%
ERLUBIENRFKIET D EEZHNTND,

BHEt: . JRAINEZ CTO decoy cell X° PCR I X A1 « R BKV DAY J—=2 7 %47\, BKV
BOE L W SN AITIE, RS D Y R L DONRT R EEFBLENS, L a AR R
BT IR L, WU LE AT &,

11.1.7 2R IIBBMES CHiRNZ MG SN T,

I AR Y AT K D RVERER DOFIERET I ISR STV R WS SIE PRI OB 72
FEENE Z b TWD, BIERTIL., T 7 A 28 B MOMRRFE R A 2 Y
VOWDIERT, Fio. KREERG TIN5 >R HE S Tuna,

VI B ARY AN KD BMEFERPBNTGAICIE, 7 AR v EBEEIEFRIE L, #E2R
BEITHZ &,

B, BREEBFOLE, V7 r AR oMb REMSE] (TFFATY o AT aA RE) b
OHFH. HERERS, CMV 5 ORRYWE, B FRIRFEREESE FOMRA 2/ L T,

11.1.8 AR MERU N A BEE I E B TR 2 < i ShTnd,

T m AR Y AT K D AR R LS R OFIE T I I S TR nas | i N B
D EEREE LM/ MR O EEERER R STV D,

BB IR AR M MBS (TTP) & THRARZEI b HE STV DH 03, @, v 7
0 ZARY COWEELITTICE 0 WET S, 7 1 AR Y AL D MRV LA REE S R T
LElZiE, Y7 u AR U EBEEZIITIEL, @URLEEZITO 2L,

B, BHBEAEOLEA, V7 u AR oM GVHD, SR, CMV % O RYES O
fERRFZ2H L T\ 5,

11.1.9 i tEE M 3 E RS B Tl Z <SG ShTn g,

I AR AT K DM, MBI OFRFERET 1T ISR STV R0 AS | AP
NIEREIC L S WA MEE ., /MDD RS STV 5,

7 AR Y AT K DEMAER ML, MR BB TG G, Y m AR Y AR E T
1L, BURLEEITD 2 &, B, BHEZOHRG, 7 ARY ozt ABO AEG - R
—%., HHEBM% O GVHD %O ERE 246 LT\ 5,

11.1.10 BERCHEARIE X HMG-CoA EiEEHELEA & OOl THEIN TR Y, a e F o L Dff
MTEIA N — fii, iR TEIREINTND,

27 v AR Y T K D BERUT BMRIE O FIEM X H I ST a0 Ay v O3KHElE o ff
I & S WU RIE N RS STV D, ¥ 7 b ZR Y N2 X DR BRIE SN - 541
X, Y7 ARY UEBEELIETIEL, BURLEEZITO L,

11.1.11 ¥ 7 B ARV & EGTeEMElE ToBE CIXEEORAEMENEH b LEbhTnd
W, 7 a AR APENEANS L LRETOBMEICISNT S, B OB AEBEN 2D
ZERMEEN TS, EB VA VAEORYIEE U ERIL, IBaB I R T B o
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HilEZ 59 5 B OmERAETIE DRV EORE b H D, o, WREEE BV T, PUVA JRE
EOPFRIC L Y REEOFRBO) A7 NEmE b EOWERD D,
S BRI 5 20 TIEZR WS, S iR IEIC e 5 18 TO BB O T, &5 W3
IR EMHIC LD A N AEGER ERIER EEZ BD,
11.1.12 _R—F = v MEOBETHRES N TN D,
RN —F = v MFIZR—F = v MEORMDO—> T, BIHED 22V B £ 713 ARRZE OIEEMED
RVEEHIZRIET H Z ENZNE SO TS, 7 B AR Y VLA —F = v MFEIERO
REEFIIRHTH DN, 27 a AR VHGETOIIFEDH H_—F = v i ERE I TARARRIE
ROBBINZNZ LD, 7B ARY X DMBER—F = v MEROFERN DN TN D,
MREAR—F = v MRIERDPBENTZHEIIE, 7 e AR v ahIELAT a A REEE1T 9 %Dk
B2 ALE AT H 2 b
11.1.13 2SR DEICB N T, 2082 Of K TIC X 0 e N EE, #EkEE e & OERFR
TR SO [ N AT L, IR AR BICE TR iEAE 7 U — P L BV, BANE N LEE L
Bo 7 U—XIx, Y, @Y. Pial o277 —PROME, AT a4 ROSGERERE, BEMH
I pEA IR OEN . (MR Z &) FINA N LA ERFR & oo TRIET D, HIE T
NIEZKIT D7 m AR OERRSTRIZE N T, I (¥ 7 r ) AR) LEERICZ V—E (P
WEE) OFRBNRMESNTVEZ Lb, HAICEL CUXBRFOREZ LSBEL, 20k 5 E
WS & DN TG EITIIN TR SR L D MERE SOOI R ME AT Z &,
(2) zOHOEIEA

11.2 ZDHOEIER
5%LL Lk 1%~5%A it 1% A B
HEUE - - %
TEER % - i+ F 5 - -
L5 - - Hf, A B -
HIb# - Al - e HALEES., W, B
PRI, RARAIR,
TR R R i ik
PLE %% - BiE. SiE -
FE it % - R BER. LOYL. O FW | F R
RA, RERR., KA
e P
RS - BEPR - miubE, SIRBR(E A D) U A fE, (K~
MAE, 5 i L AE 73y AE, RIKR
I
G AR - - HR, AR
758 R - - AN = . | TR
Ay, g, BIfTE
Z DAt - P g ) (G, B\ R RAESH
FH, JEARE L, [ ZNETCEE
MpR) . B, DIFHE,
FEE T AR, TR,
PREREIN, AL
RA=FNVHRE - DTN BT 4 L2 WK - 07 SRS D Rl A A
@i,
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10.

1.

12,

. BRRERBRICRITTRE

BE STV
BERE
13.6EHRE
13.1 fER
Aol - MEirk IR, PR, AR, fE RR- EHEREIR TS
13.2 B
AR AR CHIVTMEH, TEMERE S, B RN G TH D, 7 r AR Ol FRE & ER
OFREEITAHBEMER A LN DT, MHPREZE=X— 1L, LEICLYRMPEFIEZITI, V7 B AR
UV ATBITIC I VIZE A EBRESINR N,
(fi#s)
18.1 R A—F N EQWMITBEEG L L OREITRL, T 4 L2 ToRE LD,
<REFEH >
YT 4 2 vilbERE 27 H (RO&E 20 Fl, FIRNEE 7 60) (20 285, ROES5 O8N
WERGE TR, BEORARER (BIME, B, SR, B - EE R ONEIR) E 72X BRI T
MR NI, FIRNE S ComER 1T, BEEER, FICHAER T T ORRE & 5 60,
13.2 ATFIET —Meiis L HERIEN T &R 5, RA— T/ TIdEH4% 2 FFF LN TH A, ek,
BUENEDEBZ DD ),
I B ARY ATENTIEE A EBREINT, TEMERZ F W MIEREER C bR E S 720,

BALOIE

14EBRLEDERE
141 ERIZHBOIE

PTP @20 FKANL PTP v — MO HWV L CRAT2 X 28952 L, PTP v — hOEAKIC X
D RS RSB TERE AR L, BICIE LA 2 U CHERIAR S 0 BE R AIHEZ IR T 5
ZEWBBH D,

ZDMDIE

(1) ERERERAICE D ER

15.1 BREREAICE D {1F]R
15.1.1 JEBRERlEE  AH| & OREERITHES. S TWVRWA, DRSSO EELRIFRBFEEND &b
Nz OHENRH 5,

15.1.2 R 7= 0 PUVA LA ST COVCiiE XX T b E— R EREF AR EHE G T 58
B, BIEEORBY 27 PR T D AREM N H 5 O THREDORIEORIEICEET 2 L,

15.1.3 W TR 7 0 —BIEBEBEOBFICBW T, 7 LT F =0 O LR E2Eb R O BIROMRE LA #)
HENTHWDHDOT, KAlz 1EU EORICHZ 0 T 2EIC1E, BIROMBFHORE LT =
EMEFE LW,

15.1.4 I 9 EER v FRER . < o P R E 0D 72 b 0 ML ER USRS I &2 VN 2 = & BB C
HRD 7 —T M K D v— NRIEIT - 7256, TOaMmby 7 v AR Y UREX, KA oy
FEICHARTEW EORENRDH D,
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(fi#s)

15.1.1 ENIZBNT, EERLAZROWMENRH Y | £, FEIREOHERERET L RE SN TV D,
ODAREOMEF D% AZBMEBENE A MR 12 K0 BRI 2 T U 72ER] © 28 AT HR IR
PR AAIOEBELE 2 Hiv, AFIE OREBRITIHAL » TR W=D [ZOMoEE ] OEICEHE
L. HEELHE LT,

15.1.2 PUVA JIE TITEESMEDRH O BTV D, SRS K 2 BEREER MO TR Y | KT
EDFIN LR D RN S 5, £72. BEWIICH70 PUVABREEZZ T CO D EMAE ICBW T, &
VT4 R 2 VB BRI RN A DN E ORENRH Y . 7 a AR Y U REREORA
U R %&b D ARV R STV D 60, fit-> T, EMIC PUVA JEIEAZ T -2 & 03 d 5 i
FET PE—MEBREFICU 7 v AR RS T HEE10E, ERTEOREORE (K8
DOFENENEE F 72 13RI A OF ) IR T 0L END D,

15.1.3 AT 7 m —BREEHOBFIZB VT G2 L7 F =0 O LR Z b WBIROMRZ L
(FREMZAL) 2380 L OMENRH 5 62, 56> TR 1ELL EORYICH - D T 2 BICIE,
RO AR EZITH 2 EBEFE LW,

15.1.4 %, RMzZ AT HFREZHET 5, L, BHBE CIIHLEIRY 7 —7 Mk b
N— MRIMZEITO ZENHY, ZOLIRGE. BT —T/AHEICREL TNy B AR VR
WeBfEd~ 2 7280 KM R 2 F s 7 o AR Y RENEL 78D & OWE NS FE % )
L7,

(2) JFERERARICE I I1FHR

15.2 JFERERARICE D < fFHR

15.21 7 v b T, WHEREEZ R TG (40mgkg, FRO#E) . HEHEHEOKT (20mg/kg.
RO®E) ., By, BHEIRER OEEMEOKRT (Imgkg, B T#HRS) RO LN EDOHR
ERBH D,

(fia5)

I aARY O8N (T v R OBREHEIEIC KT T L LT, 40 mg/kg 14 B E#E O£ 5 TR
FREL R THME. 20 mgkg 14 AR OE S TR OEBIEEIR T, 1mg/kg 45 A F# 5 T
FEDOW D LA T DOIEBNRE K CIEZEEDIR T RO bz EHiE SN TND 97 JEE AL L7,
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X. JERREREARICEAY H2HE

1. FEEHER
(1) ZENZEEFER
(TVL. 3EZhIEPCRET HHE ) OHSR)
(2) ReHFREHER
MEE L
(3) Z0thDEERE
MR L

2. BMHER

(1) BEEEE5SEEHAR
FMEE e L

(2) REEBE5SHHR
AR L

(3) BizEBHEHR
AR L

(4) BARMERER
MR L

(5) &REFRESHERR
AR L

(6) BFRIHERER
AR L

(7) ZothoEHESH
MR L
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v/ uARY v h Tl 10mg THIET) | BIE, M7 EEERY
LUl vruaARY h TR 2mg THET] | 1) EE—EMEOLTE LV FEHTS
YIBARY AT EOmg [HIET| | Z &
Aoy | vo/mARY v ISk
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3 4F
3. aERETOITE
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4. RO EDEER
20V EDIE
WARIZ L 0 B AR T 52208550 T, IRMNERE TPTP O F FIRET L L,
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N
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2B BERARIZ 350 2 S K OV 7 kb1 3297
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4. FEVRE (BN D 30% L EICk S0
D VITEHRMEDSGE) . IR ERRE .
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D VITEHRMEDSGE) . IR, R
ALEZAE ., BESIIE MR e
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=
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1B oSG
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1 A& 4~6mg/kg ZHEHEL T 505, SERIZLDY
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2 B DG A
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~10mg/kg #HZHEL 95728, FEIRIC X 0 il HIE
35,
3 EBRBH O A
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k544 NEORAL- cyclosporine capsule, liquid filled
K - #Hk | 25 mg capsule/ 100 mg capsule/ Oral Solution
INDICATTIONS AND USAGE

Kidney, Liver, and Heart Transplantation

Neoral is indicated for the prophylaxis of organ rejection in kidney, liver, and heart allogeneic
transplants. Neoral has been used in combination with azathioprine and corticosteroids.
Rheumatoid Arthritis

Neoral is indicated for the treatment of patients with severe active, rheumatoid arthritis where the
disease has not adequately responded to methotrexate. Neoral can be used in combination with
methotrexate in rheumatoid arthritis patients who do not respond adequately to methotrexate
alone.

Psoriasis

Neoral is indicated for the treatment of adult, nonimmunocompromised patients with severe (i.e.,
extensive and/or disabling), recalcitrant, plaque psoriasis who have failed to respond to at least one
systemic therapy (e.g., PUVA, retinoids, or methotrexate) or in patients for whom other systemic
therapies are contraindicated, or cannot be tolerated.

While rebound rarely occurs, most patients will experience relapse with Neoral as with other
therapies upon cessation of treatment.

DOSAGE AND ADMINISTRATION
Neoral Soft Gelatin Capsules (cyclosporine capsules, USP) MODIFIED and Neoral Oral Solution
(cyclosporine oral solution, USP) MODIFIED

Neoral has increased bioavailability in comparison to Sandimmune. Neoral and Sandimmune are
not bioequivalent and cannot be used interchangeably without physician supervision.

The daily dose of Neoral should always be given in two divided doses (BID). It is recommended that
Neoral be administered on a consistent schedule with regard to time of day and relation to meals.
Grapefruit and grapefruit juice affect metabolism, increasing blood concentration of cyclosporine,
thus should be avoided.

Specific Populations

Renal Impairment in Kidney, Liver, and Heart Transplantation

Cyclosporine undergoes minimal renal elimination and its pharmacokinetics do not appear to be
significantly altered in patients with end-stage renal disease who receive routine hemodialysis
treatments. However, due to its nephrotoxic potential, careful monitoring of renal function is
recommended; cyclosporine dosage should be reduced if indicated.

Renal Impairment in Rheumatoid Arthritis and Psoriasis

Patients with impaired renal function should not receive cyclosporine.
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Hepatic Impairment

The clearance of cyclosporine may be significantly reduced in severe liver disease patients. Dose
reduction may be necessary in patients with severe liver impairment to maintain blood
concentrations within the recommended target range.

Newly Transplanted Patients

The initial oral dose of Neoral can be given 4 to 12 hours prior to transplantation or be given
postoperatively. The initial dose of Neoral varies depending on the transplanted organ and the other
immunosuppressive agents included in the immunosuppressive protocol. In newly transplanted
patients, the initial oral dose of Neoral is the same as the initial oral dose of Sandimmune.
Suggested initial doses are available from the results of a 1994 survey of the use of Sandimmune in
US transplant centers. The mean + SD initial doses were 9 + 3 mg/kg/day for renal transplant
patients (75 centers), 8 + 4 mg/kg/day for liver transplant patients (30 centers), and 7 + 3 mg/kg/day
for heart transplant patients (24 centers). Total daily doses were divided into two equal daily doses.
The Neoral dose is subsequently adjusted to achieve a pre-defined cyclosporine blood concentration.
If cyclosporine trough blood concentrations are used, the target range is the same for Neoral as for
Sandimmune. Using the same trough concentration target range for Neoral as for Sandimmune
results in greater cyclosporine exposure when Neoral is administered. Dosing should be titrated
based on clinical assessments of rejection and tolerability. Lower Neoral doses may be sufficient as
maintenance therapy.

Adjunct therapy with adrenal corticosteroids is recommended initially. Different tapering dosage
schedules of prednisone appear to achieve similar results. A representative dosage schedule based
on the patient’s weight started with 2.0 mg/kg/day for the first 4 days tapered to 1.0 mg/kg/day by 1
week, 0.6 mg/kg/day by 2 weeks, 0.3 mg/kg/day by 1 month, and 0.15 mg/kg/day by 2 months and
thereafter as a maintenance dose. Steroid doses may be further tapered on an individualized basis
depending on status of patient and function of graft. Adjustments in dosage of prednisone must be
made according to the clinical situation.

Conversion from Sandimmune to Neoral in Transplant Patients

In transplanted patients who are considered for conversion to Neoral from Sandimmune, Neoral
should be started with the same daily dose as was previously used with Sandimmune (1:1 dose
conversion). The Neoral dose should subsequently be adjusted to attain the pre-conversion
cyclosporine blood trough concentration. Using the same trough concentration target range for
Neoral as for Sandimmune results in greater cyclosporine exposure when Neoral is administered.
Patients with suspected poor absorption of Sandimmune require different dosing strategies. In
some patients, the increase in blood trough concentration is more pronounced and may be of clinical
significance.

Until the blood trough concentration attains the pre-conversion value, it is strongly recommended
that the cyclosporine blood trough concentration be monitored every 4 to 7 days after conversion to
Neoral.

In addition, clinical safety parameters, such as serum creatinine and blood pressure, should be
monitored every two weeks during the first two months after conversion. If the blood trough
concentrations are outside the desired range and/or if the clinical safety parameters worsen, the
dosage of Neoral must be adjusted accordingly.

Transplant Patients with Poor Absorption of Sandimmune

Patients with lower than expected cyclosporine blood trough concentrations in relation to the oral
dose of Sandimmune may have poor or inconsistent absorption of cyclosporine from Sandimmune.
After conversion to Neoral, patients tend to have higher cyclosporine concentrations. Due to the
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increase in bioavailability of cyclosporine following conversion to Neoral, the cyclosporine blood
trough concentration may exceed the target range. Particular caution should be exercised when
converting patients to Neoral at doses greater than 10 mg/kg/day. The dose of Neoral should be
titrated individually based on cyclosporine trough concentrations, tolerability, and clinical response.
In this population the cyclosporine blood trough concentration should be measured more frequently,
at least twice a week (daily, if initial dose exceeds 10 mg/kg/day) until the concentration stabilizes
within the desired range.

Rheumatoid Arthritis

The initial dose of Neoral is 2.5 mg/kg/day, taken twice daily as a divided (BID) oral dose.
Salicylates, NSAIDs, and oral corticosteroids may be continued. Onset of action generally occurs
between 4 and 8 weeks. If insufficient clinical benefit is seen and tolerability is good (including
serum creatinine less than 30% above baseline), the dose may be increased by 0.5 to 0.75 mg/kg/day
after 8 weeks and again after 12 weeks to a maximum of 4 mg/kg/day. If no benefit is seen by 16
weeks of therapy, Neoral therapy should be discontinued.

Dose decreases by 25% to 50% should be made at any time to control adverse events, e.g.,
hypertension elevations in serum creatinine (30% above patient’s pretreatment level) or clinically
significant laboratory abnormalities.

If dose reduction is not effective in controlling abnormalities or if the adverse event or abnormality
is severe, Neoral should be discontinued. The same initial dose and dosage range should be used if

Neoral is combined with the recommended dose of methotrexate. Most patients can be treated with
Neoral doses of 3 mg/kg/day or below when combined with methotrexate doses of up to 15 mg/week.

There is limited long-term treatment data. Recurrence of rheumatoid arthritis disease activity is
generally apparent within 4 weeks after stopping cyclosporine.

Psoriasis

The initial dose of Neoral should be 2.5 mg/kg/day. Neoral should be taken twice daily, as a divided
(1.25 mg/kg BID) oral dose. Patients should be kept at that dose for at least 4 weeks, barring
adverse events. If significant clinical improvement has not occurred in patients by that time, the
patient’s dosage should be increased at 2-week intervals. Based on patient response, dose increases
of approximately 0.5 mg/kg/day should be made to a maximum of 4.0 mg/kg/day.

Dose decreases by 25% to 50% should be made at any time to control adverse events, e.g.,
hypertension, elevations in serum creatinine (> 25% above the patient’s pretreatment level), or
clinically significant laboratory abnormalities. If dose reduction is not effective in controlling
abnormalities, or if the adverse event or abnormality is severe, Neoral should be discontinued.

Patients generally show some improvement in the clinical manifestations of psoriasis in 2 weeks.
Satisfactory control and stabilization of the disease may take 12 to 16 weeks to achieve. Results of a
dose-titration clinical trial with Neoral indicate that an improvement of psoriasis by 75% or more
(based on PASI) was achieved in 51% of the patients after 8 weeks and in 79% of the patients after
16 weeks. Treatment should be discontinued if satisfactory response cannot be achieved after 6
weeks at 4 mg/kg/day or the patient’s maximum tolerated dose. Once a patient is adequately
controlled and appears stable the dose of Neoral should be lowered, and the patient treated with the
lowest dose that maintains an adequate response (this should not necessarily be total clearing of the
patient). In clinical trials, cyclosporine doses at the lower end of the recommended dosage range
were effective in maintaining a satisfactory response in 60% of the patients. Doses below 2.5
mg/kg/day may also be equally effective.
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Upon stopping treatment with cyclosporine, relapse will occur in approximately 6 weeks (50% of the
patients) to 16 weeks (75% of the patients). In the majority of patients rebound does not occur after
cessation of treatment with cyclosporine. Thirteen cases of transformation of chronic plaque
psoriasis to more severe forms of psoriasis have been reported. There were 9 cases of pustular and 4
cases of erythrodermic psoriasis. Long term experience with Neoral in psoriasis patients is limited
and continuous treatment for extended periods greater than one year is not recommended.
Alternation with other forms of treatment should be considered in the long-term management of
patients with this lifelong disease.

Neoral Oral Solution (cyclosporine oral solution, USP) MODIFIED—Recommendations for
Administration

To make Neoral Oral Solution (cyclosporine oral solution, USP) MODIFIED more palatable, it
should be diluted with orange or apple juice that is at room temperature. Patients should avoid
switching diluents frequently. Grapefruit juice affects metabolism of cyclosporine and should be
avoided. The combination of Neoral solution with milk can be unpalatable. The effect of milk on the
bioavailability of cyclosporine when administered as Neoral Oral Solution has not been evaluated.

Take the prescribed amount of Neoral Oral Solution (cyclosporine oral solution, USP) MODIFIED
from the container using the dosing syringe supplied, after removal of the protective cover, and
transfer the solution to a glass of orange or apple juice. Stir well and drink at once. Do not allow
diluted oral solution to stand before drinking. Use a glass container (not plastic). Rinse the glass
with more diluent to ensure that the total dose is consumed. After use, dry the outside of the dosing
syringe with a clean towel and replace the protective cover. Do not rinse the dosing syringe with
water or other cleaning agents. If the syringe requires cleaning, it must be completely dry before
resuming use.

Blood Concentration Monitoring in Transplant Patients

Transplant centers have found blood concentration monitoring of cyclosporine to be an essential
component of patient management. Of importance to blood concentration analysis are the type of
assay used, the transplanted organ, and other immunosuppressant agents being administered.
While no fixed relationship has been established, blood concentration monitoring may assist in the
clinical evaluation of rejection and toxicity, dose adjustments, and the assessment of compliance.

Various assays have been used to measure blood concentrations of cyclosporine. Older studies using
a nonspecific assay often cited concentrations that were roughly twice those of the specific assays.
Therefore, comparison between concentrations in the published literature and an individual patient
concentration using current assays must be made with detailed knowledge of the assay methods
employed. Current assay results are also not interchangeable and their use should be guided by
their approved labeling. A discussion of the different assay methods is contained in Annals of
Clinical Biochemistry 1994; 31:420-446. While several assays and assay matrices are available,
there is a consensus that parent-compound-specific assays correlate best with clinical events. Of
these, HPLC is the standard reference, but the monoclonal antibody RIAs and the monoclonal
antibody FPIA offer sensitivity, reproducibility, and convenience. Most clinicians base their
monitoring on trough cyclosporine concentrations. Applied Pharmacokinetics, Principles of
Therapeutic Drug Monitoring (1992) contains a broad discussion of cyclosporine pharmacokinetics
and drug monitoring techniques. Blood concentration monitoring is not a replacement for renal
function monitoring or tissue biopsies.
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Drug Name Category
A=A NZ7 VT DLHFE ciclosporin C
(2021 4 4 H )
2% . OB

A=A NZ U7 D55 (An Australian categorization of risk of drug use in pregnancy)
Category C :

Drugs which, owing to their pharmacological effects, have caused or may be suspected of
causing, harmful effects on the human fetus or neonate without causing malformations.

These effects may be reversible. Accompanying texts should be consulted for further details.
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