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YR (o _ TCR-201 | 81.7~87.3 78.6~89.6 78.6~89.1 79.1~86.9
{fgﬁ’fi\ (/;z)% unﬁf TCR-202 | 82.6~96.7 84.4~96.7 85.9~93.9 84.7~92.4
: TCR-203 | 89.2~98.6 89.3~96.4 89.2~97.1 86.0~94.9
4B (%) %2 n=3 TCR-201 | 99.3~100.0 | 98.5~99.3 | 99.6~100.0 | 97.5~98.4
© 03.0~107.0% > TCR-202 | 102.5~103.4 | 102.6~102.7 | 103.1~103.7 | 100.3~101.5
TCR-203 | 103.9~104.9 | 104.1~104.7 | 104.3~105.5 | 101.9~102.6

% 1:RRT K 0.79 DIEZME:0.2%LL T RRT £ 0.88 DEBZME :0.5%LL T RRT % 0.96 OFEHEME :0.2%LL T RRT
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AR —ME (%) TCR-501 2.6~4.7 2.5~4.0
(GEY—MEHBR) n=3 | TCR-502 3.3~3.8 — — 3.3~4.0
<15.0%LL F > TCR-503 3.4~4.1 3.2~3.9
YR (o _ TCR-501 | 83.3~93.3 81.2~89.5 81.1~88.9 83.0~88.0
{fgéri\ (/;z)% ;Llf TCR-502 | 75.3~91.2 82.7~89.8 82.7~88.5 83.9~90.6
: TCR-503 | 84.5~91.0 86.7~92.0 84.1~90.4 83.0~88.9
Sk (%) "2 n=3 TCR-501 | 100.3~100.9 | 100.1~102.0 | 98.7~98.9 98.8~99.5
< 93.0~107.0% > TCR-502 | 98.3~99.2 99.0~99.4 97.6~98.4 97.4~98.1
: : TCR-503 | 99.0~99.5 99.7~99.9 98.0~98.3 97.7~97.9

X1:RRT 49 0.79 OFEBZWE :0.2%LL T RRT 9 0.88 DEHME :0.56%LL T RRT #J 0.96 OFEBZM'E :0.2%LL T RRT
1.1 ORMAE  3.0%LLF RRTH 1.3 OREMAE : 1L.0O%LUT  _LFELIS O 2 OFBWE : 0.2%LL T BM:ALL
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T4 TEE> TCR-103
s TCR-101
fieRE R ] o A o A o A N
(2GEIETLC) =3 | ton 02| A BE Ha BE
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fiEsRBR (HPL = . . . .
A [V STET i T e
: TCR-103
BHIE— (%) TCR-101 5.1~10.2 6.0~8.5 7.5~8.0 6.6~13.7
(&Y —MHBR) n=3| TCR-102 7.4~10.6 8.4~10.6 6.6~17.3 7.8~9.8
<15.0%LL F > TCR-103 7.5~8.4 6.4~10.8 5.2~6.6 10.0~11.6
- TCR-101| 79.4~85.1 78.8~87.2 71.9~92.8 81.3~88.7
PR HH 0 =
fgu(j)rfk\ (/33)0/ un Llf TCR-102 | 79.4~95.5 84.4~94.4 83.4~99.6 83.5~97.4
7 ’ TCR-103 | 77.6~90.7 78.4~91.7 74.7~100.1 81.0~93.0
S8 (%) %2 p=3 TCR-101| 98.3~100.5 98.9~100.2 99.3~99.5 98.5~99.5
ii’ 01107 0% > TCR-102 | 102.1~103.3 | 100.1~102.0 | 102.0~102.3 | 100.8~101.3
: e TCR-103 | 99.2~100.2 97.9~99.3 97.3~98.8 96.9~97.9

X1:RRT 49 0.79 OFEBZWE :0.2%LL T RRT 9 0.88 DEHME :0.56%LL T RRT #J 0.96 OFEBZME :0.2%LL T RRT
1.1 ORMER : 3.0%LLF RRTH 1.8 DEVEM : 1.0%ELL T _EFLUS Ol » OFEBGWE : 0.2%LL T BIEARLIS

DFHFH

1.5%LL T
K2 RREBICHTLEAR (%) —

s RS

SRERFEHEWIR : 2011/4/28~2014/8/12

O 7w AAEE1Img THETL)  EHIRAFRE 25C - 60%RH [PTP %]
ABRTE H =R PRATHAM
<> T BH ARG 12 » A 24 % A 36 % A
PR n=3 TCR-201
<BHfBOT 4 Aa—F | TCR-202 A A E ke
g ThE> TCR-203
s TCR-201
oY = . . . .
(Eﬁé;f ;‘Lg) TCR-202 e e e e
- o TCR-203
MRS (HPLC) n=3 | 1op 509 o o o o
0Cx1) TCR-203
A —ME (%) TCR-201 3.6~5.4 4.2~6.0 5.7~17.4 4.5~5.5
(&Y M BR)  n=3| TCR-202 5.4~17.5 3.7~10.9 5.2~6.8 5.5~17.6
<15.0%LL F > TCR-203 5.2~11.1 7.5~11.0 6.2~9.5 5.9~9.4
- TCR-201| 81.7~87.3 81.3~89.2 80.5~91.6 82.4~88.9
NS ] V) =
fgu(j)“f\ (/33)0/ un Llf TCR-202 | 82.6~96.7 88.0~99.5 86.6~98.8 87.0~97.2
7 ? TCR-203 | 89.2~98.6 89.4~98.7 88.6~101.4 91.5~97.9
4B (%) %2 n=3 TCR-201| 99.3~100.0 97.2~99.6 98.8~99.5 95.8~96.8
ifg 01107 0% > TCR-202 | 102.5~103.4 | 101.9~103.5 | 102.6~102.8 | 100.3~101.2
: e TCR-203 | 103.9~104.9 | 103.6~104.9 | 104.4~104.9 | 101.2~101.8

X1:RRT 49 0.79 OFEBZWE :0.2%LL T RRT 9 0.88 DERHME :0.56%LL T RRT #J 0.96 OFEBZEM'E :0.2%LL T RRT
1.1 ORMER : 3.0%LLF RRTH 1.3 DEVEM : 1.0%LL T _EFLUS Ol » OFEBGWE : 0.2%LL T BIEARLIS

DRFFWE © 1L.5%LLT

K2 RREBICHTHEAR (%) —

s RS



BRI : 2011/4/25~2014/10/28

O 7w ) AAEESmg THET)]  EHIRAFRE 25°C - 60%RH [PTP %]
HRERTEH =RV PRAFHIA
<HiHE > & BH AR R 12 » A 24 % H 36 » H
PR n=3 TCR-501
<BHEOEMKO 7 4+ | TCR-502 STEkey BTEkey pEey A
NV Aha—F v k> | TCR-503
TR TCR-501 . . N N
(RIS TLO) n=3 | 10K 202 BE BE BE B
SUFNE— (%) TCR-501
(&% —MERER)  n=3| TCR-502 WA AN Ay Ay
<15.0%LL F > TCR-503
e (o _ TCR-501 2.6~4.7 3.4~6.4 2.8~4.2 2.9~5.2
fgu(j)ri\( /;z)%un;f TCR-502 3.3~3.8 2.7~5.6 3.4~4.4 3.7~5.0
TCR-503 3.5~4.1 4.0~5.9 2.6~5.0 3.4~3.9
s o e TCR-501| 83.3~93.3 85.7~90.2 83.3~94.3 84.5~95.3
& (%) "2 n=3
93.0~107.0% > TCR-502 | 75.3~91.2 86.1~91.7 86.2~92.4 86.3~97.7
TCR-503 | 84.5~91.0 86.0~92.9 86.3~95.6 83.2~90.4
SB (%) ¥ n=3 TCR-501 | 100.3~100.9 | 99.6~100.0 99.6~99.8 98.8~99.5
= 93.0~107.0% TCR-502 | 98.3~99.2 98.3~98.6 98.4~98.9 97.7~98.5
: : TCR-503 | 99.0~99.5 98.4~98.5 98.2~98.8 97.9~98.2

X1:RRT 49 0.79 OFEBZWE :0.2%LL T RRT 9 0.88 DERHME :0.56%LL T RRT #J 0.96 OFEBZEM'E :0.2%LL T RRT
1.1 ORMER : 3.0%LLF RRTH 1.3 DEVEM : 1.0%LL T _EFLLUS Ol » OFEBGWE : 0.2%LL T BPEARLIS
ORIERFWE : 1L.5%LLT

K2 RRBIOHTLEAR (%) — R



(3) #EOUILREOLENE

AERHE H 2 2013/7

Oxr7nm ) AAFE05mg THIEET] M 40C [N, KUBEKRR]
FBRIE H = PRt
< Bk > ) BRI 1% H 3% H
PELR TCR-102 HED T 4 LA HED T 4 /V.A HED T 4 /V.A
<EHBOT 4 NAa—T 4V TEE> a—F (VT HE a—7 4 VT EE a—7 4 VT EE
EHE (%)
<6045, TO%LLE> TCR-102 79.4~95.5 93.0~97.9 88.3~92.7
a8 (%) X
£ 93.0~107.0% > TCR-102 102.8 102.8 101.1
(BE1iH) )
W (N) TCR-102 61 62 75
¥ RRBEICHTAEREER (%)
O 7w AARE0.5mg THET) MoiE 25°C - 75%RH [, B AL
FBRIE H = PRt
< Bk > *H BRIAIRE 15 H 35 A
TN TCR-102 HED 7 VA [ERERAI AP PN [ERERAI AP PN
<EHBOT 4 NAa—T 4V TEE> a—F 4 T a—7 4 T EE a—7 4 T EE
EHE (%)
<6045, TO%LLE> TCR-102 79.4~95.5 83.7~90.5 88.5~97.2
a8 (%) X
<93.0~107.0% > TCR-102 102.8 101.9 101.9
(Z%1H)
W (N) TCR-102 61 42 41

Ko RTRBICHTOEAE (%)

O#rmY AALE0Smg [AET) ME%E SiE, BOER 120 5 Lx-hr (D65 W, v v—1 %7 ¥
TTED]
PR = b R B
< S > 5 Bl 60 /5 Lx-hr 120 5 Lx-hr
ll\f‘t% TCR-102 56@7/]’/1/.& 56@7/]’/1/_[)‘ 56@7/]’/1/.&
<ABDTANAI T 4 V> ST I | AT O | a4 T
B (%)
<60 4. TO%ELE> TCR-102|  79.4~95.5 91.7~95.6 83.5~89.4
42 (9 R
o (%) ]
<93.0~107.0%> TCR-102 102.8 99.3 96.8
(ZE&1H)
TCR-102 61 60 63
A (N)

% RARICHT B EHE (%)

10




AERHE H 2 2013/7

O v ) AAEE1mg THET)  #o2k 40°C LEOL, XEAAR]
AERIA H = PRt
< Bk > ) BRI 1% H 3% H
PEIR TCR-203 HED T 4 V2 HEGD 7 4 VA BT 4 b2
<HODT 4V bha—T 4 T HE> a—F 4 T8 a—T 4 VT EE a—T 4 VT EE
EHE (%)
<6045, TO%LLE> TCR-203 89.2~98.6 91.9~96.8 88.8~95.5
a8 (%) X
£ 93.0~107.0% > TCR-203 104.3 102.8 101.1
€ == )
W (N) TCR-203 63 68 81
¥ BREIIHTLIEEE (%)
O v AARE 1mg THET]  WodE 25°C - 75%RH [EYG, BH AL
HBATH H =RV PRt
< Bk > e B 4G I 15 H 3% H
PER TCR-203 HED 7 4 VA HED 7 4 VA HEGD T 4 LA
<EHBOT 4 NAa—T 4V TEE> a—F 4 T a—7 4 T EE a—7 4 T EE
EHE (%)
<6045, TO%LLE> TCR-203 89.2~98.6 86.7~92.9 91.0~95.9
a8 (%) X
<93.0~107.0% > TCR-203 104.3 102.3 102.5
(Z%1H)
W (N) TCR-203 63 44 45
¥ BREIIHTLIEEE (%)
O 7w ARG 1mg THET) Bt =R, L& 120 5 Lx-hr [D65 K, v —L %7 >
7CE ]
R IE H =V FaR O &
< HIH > FH5 BH AL 60 /7 Lx-hr 120 5 Lx-hr
PEIR TCR-203 HED T 4 V2 HEGD 7 4 VA FED 7 4 LA

<HAGBDOT fNba—F ¢ TEE>

a—F 4 i

a—F 4 i

a—7 4 VT HE

BHIE (%)

<604y, T0%LL L > TCR-203 89.2~98.6 90.5~97.2 86.9~93.4
2B (o) ¥
Za (%) ]
<93.0~107.0%> TCR-203 104.3 101.3 98.3
(ZE1H)
B (N) TCR-203 63 62 63

% RARICHT B EHE (%)

11




ARBRRE A 2013/7

Oxrvvl AAfES Mg THET] Mok 40C [, K[EAE]
RERTHH = PRAT I
< HHE > FHe BH AR IR 1% H 3% A
PEAR E8. 0K - S - e .
. _ SO 7 4 | BEEOBHED 7 4 | BEOFEHED 7 ¢
< EI%@*’%P?TEU;;%;/I/AZJ—T4 TCR-503 Nha—F g v b VA —TF v TR VAT —T ¢ L Sk
PR L | 0
<6é€;§j r%5((,/f’ﬁi> TCR-503 84.5~91.0 85.6~86.9 84.5~88.6
a8 (%) *
- ) 97.5
<93.0~107.0% > TCR-503 99.2 97.8
%
HEE ﬁ;%(ﬁ)) TCR-503 177 165 177
¥ BRBRICHTIEAR (%)
O /m Y AAGESMg THIET) Mot 25°C - 75%RH [, B
RERTHH = PRAT I
< HHE > FHe BH AR IR 1% H 3% A
PEAR E8. 0O ~ S - e .
. _ SO 7 4 | BEEOBHED 7 4 | BEOFEHED 7 ¢
< EI%@*’%P?TEU;;%;/I/AZJ—T4 TCR-503 Nha—F v b VA —TF v TR VAT —T ¢ L Sk
PR L | 0
<6é€;§j r%5((,/f’ﬁi> TCR-503 84.5~91.0 84.8~89.6 84.9~89.2
a8 (%) *
- ) 97.9
<93.0~107.0% > TCR-503 99.2 98.0
%
@é ﬁ;%(ﬁ)) TCR-503 177 133 132
¥ BRBRICHTIEAR (%)
O 7w AARE bmg THET)] ot =R, BLE 120 5 Lx-hr [D65 K, vy —L %7 >
TTHEI ]
HREATEH =RV IR R
<> Fe BHARHF 60 5 Lx-hr 120 /5 Lx hr
‘I‘i% E@@jﬁ A gz 2, Y A
3 _ EAEO 7 4 | AEOFEREO 7 4 | AAOFEHEDO 7
< Eémﬁmi’g;i”&:*74 TCRB03) | ) oo gl na—s v vt nna—T 4o g
PR L | 0
<6é€;§j r%5((,/ﬁ’ﬁi> TCR-503 84.5~91.0 86.9~89.9 87.8~91.2
N 0
e (%) ¥
- ) 94.3
<93.0~107.0%> TCR-503 99.2 97.7
%
@éﬁ%&[g)) TCR-503 177 131 119
>

% RRRIKT 2 AR (%)
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. RARZERUBRBREOREN
L

. FIEDEEELE (MBIEFENEL)
PAAOSA

. BHE?Y

AR

(- 0y LR§E0.5mg THEI))

FIR 7S 5 72 BN OIBIND 72D D AW ERIRI SRR AT A R T4 > (PR 24 4£ 2 H 29 B EARE

% 0229 5 %10 %)

E ESUE

HE  AARKRT BRI

28 RVE

[Al#E% K OABRIG « 50rpm (pH1.2. pH5.0. pH6.8. 7K). 100rpm (pH1.2)

A ]

- pH1.2 (50rpm) Ti, 2 B¥OEIX 42 L ETH -T2,
- pH5.0 (50rpm) Ti, f2 BAHKOEIXZ 42 L ETH T,
- pH6.8 (50rpm) Ti. f2 B OEIX 42 L ETHH T,

< 7k (50rpm) TlE. FEYERLKIOSEHAEH RN 40% KN 85% 1D 2 B HIZHB VT, A D

HH R IAEHERGE O V- H SR + 16% OFEPHIC B~ 72,

- pH1.2 (100rpm) TiL, FEAERIF|OFEERHZD 40% K DY 85% (11T D 2 Bz T, RO

PR =R AR E R O S I H SR+ 15% O#iPHIZ & > 72,

PLE, REhOE s 2 R ERH (e 77 7 710 0.6mg) & HB LR, 2 ToRBRIRICE

WT MERREERKGOEYFRIFREERBRT A N T A ) OHEEEICES L.

(V& tH i )

EHE (%)

pH1.2 (50rpm)

BHE (%) pH5.0 (50rpm)

100
80

20 ,A —e— 4401 LR§05mg THET] 2 .7 —e— 45450y LRE0SMg THET)
o 43 =& =J0557574#105mg o X =& =J0557574£105mg
0 30 60 90 120 0 15 30 45 60
B (5) B ()
RHE (%) pH6.8 (50rpm) BHE (%) 7K (50rpm)

100
80

100
80
60
40

v - ﬁ-‘-7°D7577177t)L0.5mg

20 —e— 42401 LREE0.5mg [AETL)

30
Bif (5)

45

60 60
40 40
20 —e— 5401 LREE05mg TAET) 20 —e— 590 LREE0.5mg HETL]
. X - & = FAY5 TN TEN05mg o - & -70957nTtI05mg
0 15 30 60 0 15 30 45
BERE (43) BERE (4)
BHE (%) pH1.2 (100rpm)

13
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(9 n0Y LRfE1mg THEIL))

BRI 5 70 2 BB OB DT D DA R SRR T A FT A4 > CERi 24 52 H 29 B SRk E

7% 0229 5 % 10 )

BRI

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

CHIE]

- pH1.2 (50rpm) Ti%, FEAERLE|OFEIEHEZRD 40% % O 85% T D 2 REAUZ BT, AL D)
R R TR VE R DSBS R+ 15% D HEPHIC & > T,

- pH5.0 (50rpm) Tid, EERAI OV DY 40% K O 85% 1L D 2 i iz B\ T
VR SR AR DS PR R £ 15% D HEPHIZ & > T,

- pH6.8 (50rpm) T, FEHERIAID IR RN 40% K% Y 85% I D 2 B SIZ T, ARt
TR SR AR O SRR R £ 15% D FPHIZ B o T2,

< /K (50rpm) TiX, EHERFIO SRR 40% M N 85%TUT D 2 B IZBW T, AL FEHE
HH R AR VE R D SR 2R = 15% D HEFHIC & > 72,

- pH5.0 (100rpm) ~CliE, HEHERIF|OFEFR IR 40% K O 85% LD 2 K fIZRB W T, Rt D
PEJs SR A E R D S AR R £ 15% D FEFHIZ & o 72,

V. NCNORIAS]

YLl REOBEHZFB ZFERE (277 7780 1mg) LHEL7ZRER. £ ToORBRIRIZHE N
T BREEMLOEDFNREERRT A R 1 2] OHEEEITES LT,

3R Y
(B HiHh#R)
BHE (%) pH1.2 (50rpm) FRHE (%) pH5.0 (50rpm)
100 | 100 |
L -1 L
80 A 80
60 60 -
40 | 40 |
20 | 77 —e— 540y LREEIMg THET) 20 | —e— 5501 LREEImg TEET]
-t =J0557HhTIL1mg -t =J0557hTt)1mg
0 LI L L L L 0 LI L L L
0 15 30 45 60 0 30 60 90 120
BER (%) B (5)
BHE (%) pH6.8 (50rpm) BHE (%) 7K (50rpm)
100 | 100 F
80 80
60 - 60 |
40 40 |
0 | of —e—450yLREIMg TBET] 20 | M2 —e—5y0yLRsimg HET
- & =JO55 78T 1mg A - & = 70455 7HF/L1mg
0 L' L L L L O L' L L
0 15 30 45 60 0 15 30 45
B () B ()
BHE (%) pH5.0 (100rpm)
100 |
80 |-
60 |-
40 |
20 L /x7 —e— 454501 LRGE1mg TEET]
, - =705 7hFEILIm
0 rf : ‘ Lo (n=12)
0 15 30 45 60
BFR (9)

14



(49 RY LR S5mg TEEI

FIFL 28 B 702 5 BAN OB D 7= DAL F AR SRR T A RT7 42 CERL 1845 A 31 B [EIER
%5 783 )

v eSS
iE AR wEHRERE SRk
[lHR O ORI : 50rpm (pH1.2, pH5.0, pH6.8, 7/K). 100rpm (pH5.0)

CHIE]

- pH1.2 (50rpm) TiE, FEAERA|O VR D 85% 3T DR AT I\ TR S O VA H 3T UE
FUHN O VIR IR E15% OFIPHIZ I > 7203, 40% 53T OB AUZ 350 TA L O -7 H 3R L R Y K|
DR 15% DOFEFHIZ 72025 T2,

- pH5.0 (50rpm) T, f2 B EIZ 42 L ETH o7,

- pH6.8 (50rpm) Tid, FEHERAID LR D 40% K% Y 85% LD 2 BFE A2\ T, AR D
T SR AR E R DSBS R £ 15% D HPHIC & - T,

« K (50rpm) Tk, FEAETIH) O FIVEH A 85%FF T OO HE AT F5 U TAS i 0 - E P HH SR | A vt L )
DIF-LIERHFEE15% DFIFHIZ & > 7253, 40%AF T O IE ST I TA L O - B H 3R IAE L 00 -
KRR+ 15% DO#IPAIC 22 Do T2

- pH5.0 (100rpm) TiL, f2 B DOEIT 42 K ThH -7,

Vb, REhOEHEE ZEUERIE] (0 /T 7 h 7 ebmg) & LZ#ER, pH5.0 (50rpm) &
pH6.8 (50rpm) DOFRERIKIZINT [HEIEEI O LW FENRSERBR T A KT 4 ) OHESLREIC
WE LTz, TOMORBIKIZB O CIXHIERERMEISEAS LRd o T2,

(iR
AHE (%) pH1.2 (50rpm) FAHE (%) pH5.0 (50rpm)
100 | 100 |
80 80 |
60 60 |
40 L x” 40 |
rd
20 LN —e— 4401 LRGE5Mg THET ) 20 fF, B8 —e— 4401 LRGE5Mg TEET ]
o L'A - & =J0Y957hFtibmg ‘ 0 L'A =& =-70557hFILbmg
0 30 60 90 0 30 60 90 120
BFR (53) B (5
BHE (%) pH6.8 (50rpm) BHE (%) 7K (50rpm)
100 | 100 | _
8o | 80 | -
60 60 x
7
40 | 40 L
2 L —e— 4450 LARGESMg TAET] 20 | ,/f —e— 2/ 0! LRfE5Mg TEET )
- & =J0557hTtII5mg - & =J0557hTIIL5mg
O L' L L L 0 L' L fi L
0 30 60 120 0 30 60 90 120
Byl (9 Bl (9
BHE (%) pH5.0 (100rpm)
100
80
60
40
20 +7 —e— 45Oy LREEMg [BET)
0 A - - 70 7”5 7h 7’t)lr5mg
0 15 30 45 60
B (5

(n=12)

15



10. B - A%
(1) FRIRELGER - BF. NEI’RKRLER - AEICEHATLHER
L7
(2) A%
(#Hn0Y LREE0.5mg THEI])
100 2 [10 #E X 10 ; PTP : s fEHIA YD ]
(490 LRfE1mg THEIL))
100 &£ [10 $EX10 ; PTP : #JEAIA Y ]
(4R LRfES5mg THEID
20 82 [10 52X 2 ; PTP : #IgEAIA D ]
(3) PHEBE
LR
(4) BROME
PTP : RUBbE =L 7 4L A, TIAI=LE
Eo—: 7AI=UL - RKIZFLUTIF—FT 4L A
HIEA  BREA T A b

1. BRI ShEEHME
MM ER e L

12. ZDh
MG ST L

16



V. ARICEYSEE

1. PEXEHE
O TREDBIBFBIEICH (T 554 KD HH]
B, s, DBIE. M. BEBME. NNakiE
OB MMBHEICH 1T HIEH RIS K UTBHE /X8 T HmOHH
OEEMPTEAHEE (0.5mg/lmg D)
ORIV w7 F (BFEABRTHRFTHLB/EICERS) (0.56mg/lmg D7)
ON—TRBH (RTAA FRIOBENMRER+H. RIFBEHERIC & VY B#LIFEE) 0.5mg/lmg DH)
O#att (XRTA4 FiERME. X704 FEEYR) OFBHAERMEREL (FEE~FEICRD)
OZHIEMHHK - REBRICEHT SMEMEM K (0.5mg/Img D7)

2. PREXEIDRICEHETIIE

5.RERIZRICEET HEE
(R RafiE)
5.1 HLA jii & R fa I A TIEAR &2 55— @IRFEL 1T L 2 2 &y
(EfEHEAIE) (0.5mg/lmg DH)
5.2 KAlZBMTHH LG E R OART v A FRIRIGEGNAEH L7256 OF 20 &k OV 2V
SELTW e, REIOBEIMGE R LKA T v A RERGRGIZ IS T 268 HORBRIZ D720,
(BAFi Y o< F) (0.5mg/lmg D)
5.3 WEDIRIFICIBNT, AT 1A FHFRKRIEA R Mot ) U~ FHEIC X D@26 21T -
Th, FRICEKT 250 RIERDED GGG T2 &,
(W—FRAE#) (0.5mg/lmg D)
5.4 MM TR BIEENMED S ORI U 72 BR O AR DA 20 o OV M TN S TRy,
CGEEBEXBES) (0.5mg/lmg)
5.5 IBRIREE LSBT, Hintk (AT oA NPk, A7 a4 NMREWH) THLZ L2252
&
5.6 AFZ X D HERFIRIED AKX QL EMEITHESL L Ty,
CEBIEXES) (5mg)
5.2 [BRIREE LSBT, Hintk (X7 oA NPk, A7 v NMREWE) THLZ L 2T 52

&
5.3 AANC X D HERFIRIED A IINE KR QL EPEITHESL L Ty,
(fif)
< BREFBHE>

5.1  [HEMSOS & OS890 O T8 ) 12381 2 BB IFH FL iR BR O BB A 9C, HLA #4A [Fi
IR O BFAFRIIAEAIT RV OO REKICH AL o7, £72, KETO HLA 5[
R F R B 2 U L2 S AR L RGABR 9 Cid, 2 R TSI ~NAREIZS > T
77

<EEHMAED> (0.5mg/lmg D7)

5.2 A7 v A NIIRHUMEENEM B EBH 25t & LIZBRRBRIZB N T, A7 A RGN T
THEBIN B BT, ZOIEFEIT D7, AT a4 RIEERGHMGREN Th o7z, Fio, ik
BOFEICBNT, AT a4 REIREERGICBT 2HEAGIAHRES D, L,

<Bfyo<F> (0.5mg/lmg D7)

5.3 AFIDOBE Y 7~ FITRT IS E. BEAFIER CHORAFOREECROEN TN Z b, £
NHE I YICT 5 DI BRICELE L7,

17



3.

<I—TFTRXE#> (0.5mg/lmg D)

5.4 N—T A RIZBWTEMEIO X 5 R EIEEMEO R WREHIZIX, "AREAZ B & L72iR )7
G I A A0 o 7o TR BMESERNC AT DI D, Fio, REIGEEIMEO @V RIEIZ I 1T 5 ARFIDF %)
PR OLEMICET T ET AL GO TN EnD, EEEAMET 57205 H L,

<EBEHEXBZ#K> (0.5mg/lmg)

5.5 (0.5mg/lmg). 5.2 (5mg)

TBBHEKIGE OIEFFREHE I LU EHETEOTEBEMERIBR 13, A7 a4 FRIETIZH D 2035,
27D4%ﬁ#$XiZTD4FWT$%£¢5% ETHDEINTND, ZHIUTESHTELD
WHEBETHUNEND D0, FEH L7,

5.6 (0.5mg/lmg). 5.3 (5mg)

Z7m ) NADHEMBENAE L CORKFTMIIIT DI TV DA, #EFPRIE & LT ORRRFHmIX
ALTWIRNTZ D | AR OV RMEDENL L TV E Z ik L7z,

RERURAE

(1) AERUVAEDHESR

(BEBHEDESE)

WE. B2 BRTL W X270 A2 L LT 11E0.15mgkeg 2 1 H 2 [\ OGS 5, £
E#7m ) AAELLT1EO0.156mgkg # 1 H 2RIEAO&E L, U, RxICBET 5, MrEidl
1] 0.06mg/kg, 1 H 2 B AEGAFEREL T 503, FERITIE U THEEHERT 5,

(FRiEDE/E)

WE. P27 ) A2 LT 1 0.16mgke & 1 H 2 BRAOEET S, L, Ha &
L. MEFFEIE 1 B & 0.10mg/kg ZHEHE L 3223, JERIZIE U CEEHRT 5,

(DBHEDB/E)

W NS i&&m)Ax&Lf1@0%~owmwg%1HzﬁﬁD&5¢5 F7o. X
IS BRCAKN OG- 2 G+ %6121k, @, #2781 Y AXE LT 1[H0.075~0.15mg/kg %
1 H2EEAKREGT L, Lk, ERIOS U CEEEE L, ZE LIRERE N -%ITIE, el
B L CTH DB THERF T 2,

(MBHEDIES)

L AN i&ﬁm)Az&Lf1@0%~owmwg%1HzﬁﬁD&5¢5 IR NE /N
U CHEEMEB L, ZE LIRENSG O RIZIE, e IIlE L CTHERDV & THERET 5,
(EREDIES)

WE. PHICEZ 7 ) A2 LT 10 0.16mgke & 1 H 2 BIRAOEET S, L, Hha il lE
L CHEREDV & TR 5,

(DEBEDIES)

WE. P27 ) A2 LT 1 0.16mgke & 1 H 2 ERAOEET S, L, HaclE
L CHER DV & TR 5,

(BHBHEDES)

WE, B 1 BRiEY ¥/ v U a2, LT 10H0.06mgkg % 1 A 2 [BFRAOFEGT 5, B
T4 7v ) AAL LTC1E0.06mgkg & 1 H 2 EEAOKE L, Uk, hellBE&ET5, £/, B
TR 68 R BB ICAR OG- 2 BT 256123, @F, #2782 A2 L LT1HO0.15mgkg
Z1H2B8@A%ET 2, 2k, JERICE U T ﬁﬁﬁé

k. ARORAFEEREORIIT—ELTELT, BEICLVEAZERH DO T, MHREDEN
WA O BIWEANE ONZ I AP BE DM A O R/ ECS & OB 318 ER OB 2B <o, BED
RBUIE C Tl FREZRE L, N7 7 L~ (trough level) OMFREZZZICL (HHas
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TEIT 5 Z L FRCBAEE R & 5 W BB E TR P REREZIT ) Z LB E LU,
E. M N7 7HREN 20ng/mL A2 2N EWGEA, BWEARRE LT RO THE
T5Z &,

(EEFHERNEDHSE) (0.5mg/lmg D7)

WH. RAIZIZZ 78 ) A2 LTC3mg & 1 H1EAYBRICROEST S,

(BAFi ) o< FDIF/SE) (0.56mg/lmg DFH)

WBE RN ZY 7Y ARE L T3mg % 1 H 1R BRBRICEROKGT 5, 28, minE 121X 1.5mg
Z1H1EYE%ROZEGLOHE L, ERICEY 1 H 1F 3mg £ THETE S,
W—TRABHDFZE) (0.5mg/lmg D)

WHE. RAIZIZZ 78 ) A2 LTC3mg & 1 H1EAYBRISROES TS,
CEBEXBRDOES)

WE, AT, I 7 e ) A2 L LT 118 0.025mg/kg % 1 H 2 [BIE &% KOV %I
A9 %, LM% 2 B, BFEMH b7 7RE% 10~16ng/mL & L, M b7 7RELZE=X1
YL NG EEZRET 5, HEHA% 2 BUREIL, BEMLE FT 7REE 5~10ng/mL & L
Bh&E2FET 5,

(BRUEBL - REGRICEHT SHEMRMELDOBES) (0.5mg/lmg DH)

WH . AT, WX 7 ) A2 L LT 1 0.0375mg/kg % 1 H 2 [AIFIE# KON BHKIC
BOob545, U, BIEMF T 7#E% 5~10ng/mL & L, i N7 7EEZE=2 U7 L
RN LG EEFET 5,

(2) RZERUVHAEORERE - B

MR L

4. RERUVRAEICEHEY SFE

THRERUVARICEET 58

(RhAEFE)
74 MEH DL 7 v ) KAZADL TRMERB AT D720, AKFOFG-8 2 FET 2 B34
hREZRET D Z &,

7.2 AF| GER) ZERATHICY7Z->TE, ROBICEETDHZ L,

7.2 JERLAI & AH (BER]) OEMFRIRIEEIIMREE S VTRV, [BBRLO I 72 k7 % Cmax
XY AUC O fEIZE N E 4 1.18 1V 1.08 5 16.1.8 ]

7.2.2 AF| BEF)) & EERIFIOYI 0 Hx KR OWERICES LT, Mg ELE2REd 5 2 L2 X v fENC
K DWINDEMPI2NT L Z2ERT DI, 2B, UIVHX &2 WIXOFHICLE 2 WD ZEE 23 72 5
NEEEIZE, LEISU TR EZRHETD2 L,

7.3 BV RENFHET 25 ICERENREO LN TWDSOT, MHPRE (B X85 12 FE#E%)
ZTX 572 20ng/mL L FICHERFT2 2 &, [11.1.1 ]

7.4 fOGEEIMHIA L OOFHIZ LY | WEOREEIH O RTREMENR B D, KT, s BAEIC I\ T 3 Al
& 2T 4 Fl OGN A 2 S DT SRR MEIRIEZ1T O Balid, AFoERG &L
KSRETDHZ ENARERGAE D& DY, BAAEE OREK O S 12 oo fa g imsl &l o FE -
BB EEELCGRETDZ L,

(FristE. BRERUVERBIE)

7.5 TREOREICB N T, ARSINZARICHEANMEHEZR G LEEENM SO TWDEOT, &5

BREOKIZEBE TS 2L, [17.2.1, 17.2.5 &#]
(EREfBE)

7.6 7 LT F=MEREGATO 26%LL B B UT5A 1013 ARAID 25%LL o jEE X FIIRIRSE O b

LB EEET S L, [11.1.1 BR]
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7.7 IR DR A ISR A S R SRR DAL TV A O T, B A e T S R 13t
BELZTX 57217 10~20ng/mL 452 &,

(EEHEANE) (0.5mg/lmg DH)

7.8 BUWEH ORI AP 7=, B5BA 3 D AMIZ 1 2 A 1B, DBITEMMICE X2 &G 12 K
W%@m$%ﬁ%wﬁb BEBAFGTHZENEE LV, £2, AFNTL Y 5280 EN 5L
NIEGEEITIE, TOMRENHERFCEIHEETCHET LI ENEE LU,

(Eagy rbv?) (0.5mg/1mg DIr)

7.9 FE L, BHMG 4B ETL A 1.bmg &5 & LTREMEEHR L LT, SRR+
IZiX, 1 H 3mg IZHETHZERLEE LV, 7o, #METIHAICE. BIEHORIZ T2
%;%&ﬁ&Qﬁﬁ%®m$%E%wﬁb\&5%%ﬁﬁié_kﬂgibw)MSﬁ%]
(W—FRE#) (0.5mg/lmg DH)

7.10 BEUWEH ORI Z L T2, 560G 3 P AMIZ 1 A HIC 1 [, DRITESMICE L 2& 5 12
REMZOMHPRELREL, #5E2MHTLHLZEBLEE L, £, AF%E 2 7 H UL ke 5
LTh, REAREDOBFRERIT K OREFRIFT R THRR B 6 bR WEEITIE, F@%$¢
T o0, MOEFIECEETHZ ENEE LV, —FH, KRN L+ G o= BE 12,
FONREPHEREF CEOIHEET TRET DI ZENEET LV,

CEBEXRES) (0.5mg/1mg)

7.1 IEREENISEENC IR b7 7 REAZRE LIS RAPE T 5700, ABEXIZEIUCHE L - F B
DFTHEETLHZENREE LU,

712 FHI. 1 B 720 o ED FR% 0.83mg/kg & L, FFICRORIZHERE L TH
[17.1.12 &)

7121 FEEENS 2;BMET
- FIEE G4 12 R R OY 24 REfE o fif b 7 ZIREEICES & 1 [IH O &A% Ehii T 5,

-1 HOMHEHFES#ZD 2 LD 2 UL ERIBRICHNE S 2 Sold b7 7REICESE, 2

[0l B o H &FE & £t 3 5,

-2 [ HOFAEFH NS 1.5 ALLERRZICHE Sz 1 moff b7 7REICES & 2 IF (3
H) oHERE %I 5,

7.12.2 2 BLIRE
'&5%?%2Lﬁ(3@9)@m%

EEMT D, Fio, &5HLA 4 BLE
ETHIENREE L,

7.12.3 HEFAHICH T > TIRIERFF O BFHFM (REFG/ZERES) BNECMH T 7RE % H
W5,

7.13 0.5mg 4| B DEHBEZRETHZ L,

714 238G L CHEREROUGENRD b WigaE, #5201+ 252 L,

715 BH, STAEFTO®RLELTH L,

CEEEXBY) (5mg)

7.8 JREERINIMEENC T N T TR A RE LIRS EARETT 5700, ABRUIZNCHECTZEEHO
TTHRETDEZENEE L,

7.9 KR, 1 HHim of5ED FR% 0.8mg/kg & L. BICROAICIEE L THELZFHE T 2 &,
[17.1.8 ]

791 FIEKENS 2:BEET
- WIE 5% 12 REE KR OY 24 RE o b7 7REICESE, 1 HH O P EREZ ET 5.

-1 HORAEFEES#D R LD 2 AL ERBZRICHNE S 2 Aolfd b7 7REIZES X 2
[l H o H & F & £ 3 5,

%

%EIL

gi+szZ L,

gl

EEIL

WRFRERICIT b T 7HREZRE L, 1 ERE

Wi D 1
T4 EEIC 1 REZ BZE L, ESRCmT b T 7 ERE 2 1
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i1

Il

-2 [ HOHERMHI S 1.6 UL ERRBEZICHE SN 1 8omp N7 7REICES X 20EF (3
[B1H) o &% Eid 5,
7.9.2 2 B LI
- BB 2K (3MA) OFEME NS 1 EMBERICmE N T 7 REZHE L, R
ZEMET D, Fio, WG 4 BURIT 4 BEIC 1 B2 B2 E L, SRS b T 7321
ETDHZENEELL,
7.9.3 MEHEICH I > TIRER DR FRMF (REREG/ZEEREE) RE Ty b7 7REZ v
%,
7.10 0.5mg 4| DG BEZRETHZ L,
7.1 2 B S UCHBRIEROUGERR D b WAL, 552 h1k+52 &,
742 WE, 3T AHFCORELETDH L,
(BRIEHH - REGRICEHT SEBEMMZ) (0.5mg/lmg DF)
716 1 Hd7= 0 O EO ER% 0.3mgkg & L, MH N7 7REICEKSEEEEEZFF T2 L,
747 0.5mg A B DG R&EZRET D &,
748 BEHBAMRFIRAIE LTAT rA FAIZOFHT 2 &, Fio. ERPZE LERITIIAT 1A
RAIOWRAEEET 52 &, [17.1.13 ]

(fian)

<%hagItE>

7.1 MEH D% 7 v ) AADL  TARMEREI M0 L, SEWIREZR0E L CHEZFHE I 282X
2EMPEREZHNTNDZENS, TOEZED TRLHE L,

7.3 BB TOBEERBM T, FEATNC 20ng/mL 282 5 M EENL B SN, FDT-
O, HHBE CIIREEOTE(|E ST, 7 LT Fo U HIC L2 BEEORED D WIXAHEOH
WLz, 7ok, MPRE (BXEEE 12 Fi#) 2 T 5720 20ng/mL LU FICHERFT 25 =
LIZHOWTIE, BB TIER L oIV THAARIGEREZ 2, BOEEFHL
L CRi#fk L 7=,

7.4 RANC X 2RI, oOGREMEIRA 0 S D alRetEN o 5720, JFARRCI T 2iEE OR
EIHENC R 2R AR Lo, 7o, ZREERIELZ FT 25612013, —BISARFIHEE 5.5
W AR O G REEZ K RET D 2 EBARERG AN & 508, *GUHEE OWRBECOF A
EEELRNOREITOLERNHDL Z s, [EEFHE L TR L,

< EBfieiE>

7.6 EHEBAL TOBEERBM T, FEANC 20ng/mL 282 5 M EENL B SN, FDT-
W, BB CIEREEOELEZESTD, 7 LT F2UEIC LD B G EOBED D VXKD H
R LTz,

7.7 AAIOMAPRE &AM - ZEMEOBRZMET L7z & 24, gradell BLEO T GVHD FEELF]IX
WIS REREO M b7 ZIREN 10ng/mL LN THY | —J7, BREEFRBUGIIEBATNIT iR
FEN 20ng/mL #B 2 DIEFNZ L RBO LNz, TNHDOZ LD, B AHE 1/ O R O
MAREET 10~20ng/mL # HEE L T2 2 LMY TH D & B2 b,

<EEFHIWNE> (0.5mg/lmg D7)

7.8 BAEREICTIX, AH O RIVEHR B Z ML PIREARFEN B TR Y | HIEMEIEIZINT
b GBI O LRI R IT T E 27200 iR A RE U, il H R R 23 W A S i 5 s A AR
L. BWERORBLAZMEIT20ENS 5, 72k, EIERESRE Tl RE BT 5 1E®R A+ T
72, BRI CHE O N HREICET DM E —2DOHL E T 5720, BREERICE HETH
ERITB L2 h 12 Kt & Uiz, £7o. AAIOTREGICK Y TR Lo+ sRnGoni
LA, e lCBEER AL Z e EEE L,
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<@E#)o<F> (0.5mg/lmg D7)

7.9 B v~ FoOEREICBITAHEROHEIX M1hmg 2 1 H 1 RV EBHREOBRENSEGL.
JERIZED 1 H 10 8mg ETHETES) THDHZ &b, FIHERERERIZKIT 2 HIELD
HE&EE2Z2%12, 3mg ~DOHEBEOTOORZZ R LT,

<I—TFTRXE#> (0.5mg/lmg D)

7.10 V—7 ZABEROEKRBRICIBW T, MHRE & AREIIAM 2R A RO T, AEFGRE
BIOMHPRERLT LHE ROV EITEZRVERNELNTND, £/, 1[F 83mg, 1 H 1[EOEH]
HIZE > T, SO EENE TS Z L3N e EZ 5NN, L—7 ZABRITET IS
O E L HBEETHY, AFDPEMEG INLZELBETLE, BeMEEr L VHEEZD LD
L. EHACII P EREZRE TS Z ENEE LY, FARZEBREFGTHIENRNE D,
HEgh &OpIE L7 A i3 52 P IET A MER D D, B HEIFHERBRICE TR G 1 5 A (4)
IR CARKIFENS 7 7 B AR L TAEREGELZ R LTS Z & E2BRRERIZI T 2 M ik
BT, e EBGHMER 2 » A DL BB L% IS BRI R O 1T TR R0 b hs
ST ELTHIEENTWDZ E LY, 2 » AU ERGHkE LIS Th S 2GAIITHIET 570 fill
DOIEFIECERTET L ENEELNE Lz, 610, AAOHRP+SELNSGEEE—HEL
1EIR L 535 DT | BRMOBLANOHET L ENREE LU,

<EBEXBEE>

7.11 (0.5mg/lmg). 7.8 (Abmg)

AHNZ L0 BN TLEIRIBEIERM R OWER AT 5 ToDIZIE BRIl b7 ZIREIDS Uk
BEE 2 B G- B A LB L T 5 Z LD BRI AR X IEZNICHE U BN L E LVWE AT
L7z,

7.12 (0.5mg/1mg). 7.9 (5mg)

AKHID 1 BHIZY OBEGED ERIT 0.3mg/kg & LTWAH, KRBT, RIS B s
WCEET D2 ENEELOZ X FICHESE, HIEEGRIZ1 BHH2Y 0.3mg/kg O H &I E S
NOGERH L, TREOFHEICLWNT, PEEERO 1 HH72 0 0582 0.3mg/kg 8D HES]
ZBWTH, BRMICKE BT VW EBZ O, 20D, Tk OFAEIC L 2 HAEESY
BEZ, AFDO1AHZY OFEED LRICOWTORHEZ (Al EZEHE LK,

7.14 (0.5mg/1mg). 7.11 (5mg)

BB RIBRIZB W TARAIOIBFED RN A LN D E TOMRIT 2 BEUN &R, ZoHBNIZE
FABLO JREDS GRS B VVEF Tl G-I L > THH o RS ENEO R WAEER S 5, &
Dz, RERORBZZET 5 L. 2 HWEEL L THEREROUGEDED b WG aE, A
o5 amiE L, o RiBFICUI Vi 20RLE LN LD, TOFETH L,

7.15 (0.5mg/1mg). 7.12 (5mg)

AHNOBEHAZ L o THEBNERIBR DR EARICE D | HERPRIE~OY) 0 #2 2 23 THE & 72 2 REHTIX
AFNOBERMIVEBLZE 3 »ATHDLZ Enn, H5HMOBRZE#H T,

<ZRMUHE - REGHRICEHT SMBEMME> (0.5mg/Img D)

7.16 ARANIBHEER TOT —ZHE/M) S, 20ng/mL Lo i PR3 Figi+ 5 & B RERES o gl
TER ORBBEENEINT 2 Z ERRBOLNTND ZENE, BWEHORREZBSZE2BE LT,
1 B og5ED ER% 0.3mgkg titdi LT\ 5, 7o, AFNC L D26 CRERIBRETT
HT=dIiE, &M hT 7RECORENEE L 2570, RAEGZICHE S22t s T 7
REICESE, REERAHiE2T L2 L L LT

7.18 ZINERGK « RIGIHRIZE DT 2 MIEVERR B 2 xt G & U728 L/MAHRER Tk, AFI 55
WREE D 27 v A FAIROEH SN TR | JEROZEIT V. 2T v A FHENEES LA
HoNnlzlzd, TOEERHE LT,
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5. ERERALAE

(1) BET—E32NR\wo5r—o
MMERR L
(2) ERERZEEFER
MER R L
(3) AERGERFEAR
ZUERR L
(4) BEEMEER
1) ENEREERR
(FBHEmRE)
17.1.1 BHHEIZE T 51E# RGO HH
OERAYE IHEFER 356). BEREHETHEFER (694). EBRFENHBLEKRE (824)
TKFRIEE COARRER (1990~1994 ) 1IZBW T, BBHEE O - RIBEDIFIT, 186 #l THRETE
o VEREATRL O T FERBEESERIIZTNZN 97.3% L N 93.0% Th > 7=, fHHEIL 74/186
B (39.8%) THE 101 [A] 4 547z 99,
QEMRZE MERER
RO HIE R AER CIIBEAAIRIC L DAkfeiaR A R e iE ] 104 Bl Z 7 v U DA (FESHE - 1 78 L)
NS d, 5561 (52.9%) T %) LLEOREEN SS9,
L7 ma ) NAFERZ 17BN 12 BFEE L CTRET L 72/ 8 (1996~1998 ) A4 313X 94.1% (16/17
B) . FERESS A FEBL LIERNE 2117 B (11.8%) Thotc, ¥ 7 r U LA T'ANLOEY #i
Z B (19 ) TORFTIE, 2O CRAE ITAESR SR S, EHSUSIERBL L 72035 72 10 1)
17.1.2 FFRHEIZ & 1T B iEH &G O HIH
OERNHER
KRR E TOMRKHBRICIE T, ENTAEKRESITBEFNEZZ T, 470 a2 EHK - 07
YL) NG ENTZ 24 Bl 6 A BREATFRIL 65.6% THoT=, ZDHH 8 BNTKFIIEETH
o> 7, fHMIGIE 4/24 B (16.7%) THERTEIA LN, WTNHBRETZD I LD 1 [FEIZfRE
2T aA RV ZFHEC L VBRI LR Uz, E72, 1990~1995 4 ICIEN TR/ T4
B, Al AR (FEFHE - 7 E) PG SLZ 120 B0 6 1 A AFHRIZ 81.T% Th o7z
12)\ 13)
Z 7w ) H2AERZ 7O 12 BRERG L TRE L72REER (1997~1998 ). A H(T 100%, H
MaSOR N REBL U TEBNL 4/7 B (57.1%) Thotz, X7 v U LA TEANEOY) 0 # 2 6] (10
Bil) TOMFTTIL, 261 TR OA&E D3R SF, IEHEEOG23 3B L7 AEFNIT 1/10 1 (10.0%)
THhoi- 1915
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17.1.7 BHEBHEICE (T HERRIER UBHE A RTE T RO
[FRHEE]

OERETHE IHEKER (214). EREPEIHHEE (3841). ENEMELERKER (66 #I)
AR E TORKRRER (1991~1996 4F) IZBW T, BHBMEL OB xHE % (GVHD) O F
BiaBICH 7 m ) AR (FEFHE - 77 E0) 285 L 1256 B, TRICEEL RITL., RN
WHL L 72D grade T LA EO GVHD O%IEIL 22 5] (17.6%) T o7z 16- 17,

Z 7 n ) KAARERL A 9 FNCHE L CRET L7 R (1996~1998 /) . grade L)L 0 GVHD D%
B3 33.3% (3/9 ) Th 7219,
ARERE]

QENHER

AR E COEKRRER (1990~1993 4F) 2B\ T, ‘BHiBM% O GVHD39 filicxt L¥ 7 v U AR
(FEHE - h7BV) 2G5 L, 29 GVHD7/13 5] (53.8%) KOV GVHD12/26 5] (46.2%)
WAL LD R Z 7R LTz 19,
(L—TFTXB#) (0.5mg/lmg DH)

17.1.11 ERENELEREER

AT v A REITET TIIIRm R CRAgeM: B R R IR T A& O Rl I E 2 F 3 5 L — 7 AR E
FHe3plargl L, ¥/l LAAh TR 28 6, 77 wAREE 35 Bilic 28 WG Lz, ¥/ 1
U LA T BB T D RAEREORBIGEIMEA G A a 7 *OZLFEIT—832.9% TH U | FrfiEBE &
AT, B FIIEEIMEORE Ch D 1 AIREAE, #ilk (C3) DOEUMEDZE(LZFRIIE % —60.8%.
164% CTholc, ¥, 7 V7 F=227 07 7 A (Cer) OEALZHIT—22.0% Th o7 20,

Zrnal) LARE 77 e R
[n=27] [n=34]

PRIREMEGE A a7 ¥ O &R (%)
Hean-tS.D. —32.9+31.0 2.3+38.2
1 HREAEOEREOZEIFE (%) HRfHE —60.8 8.7
(%5 1 U2, 55 3 WU4r{r) (—73.7, —37.2) (—14.0, 90.0)
iR (C3) DEAMEDEE (%) H YA 16.4 —2.8
(%6 1 5 r, 5 3 MU4r{r) (10.3. 27.5) (—11.1, 18.2)
Cer ODEREDOZEAHE (%) T RAE —22.0%% —1.4
(%6 1 U2, 55 3 WU4r{r) (—33.5, —4.2) (—19.3, 16.9)

SIRBITENEAFF A 2 71X 1 BIREAR, RAPRMES, M2 L7 F =2 Hi dsDNA Hiik,
itk (C3) MBIHHED AT (£K%20~3 0D 4 B »H7ed,
K Cer [IZOWTDOHRK 7 1 ) A AREOFHIIERF T 26 4,
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CEBIEXEE )

17.1.12 ERNEMALBEERER CENEMHEERAR [7.12 38] (0.5mg/1mg)

17.1.8 ENEMALREREVCEANFENEFEHREE [7.9 88] 6mg)
S B X EE O ARSI E RIGR S 62 B2t E L, 7 a ) AADTeARE32 6], 77
BAEE 30 Bl 2 G Uiz (i), # 70U AR 7 v ARICB T 528%ESR (DAT A= 7
LD EE) IR 1DOEBY ThHo7lz 20, £7o, BIEOHIAMERBERGREE 11 6, %7
2 ARG T e E 2 WG Lz GEEmREAR) ., tEE (DAL A 272X 5%EE) 1 45.5%
(5/11 1) T 7= 22, WAk & & HEX 1] 0.025mg/kgl H 2 RIZHEIHEE L, ZO%HIE
kT 7 (10~15ng/mL) &72% X5 HEHME L=,
Fio, FBIAELEGERBRO X 7 10 U A AR K OESE OB KIBREFI, 2 HUREOH
BERNT 7RES 5~10ng/mL & LT 7 vl AR DT EikE 12 B#ES LIER, k&S
RRZH 1T 2B (DAI A a7 I K HUGEE) X, 224 61.9% (13/21 fii) VKT 66.7% (6/9
#l) 2THo7-,

# 1 DAI 2 a7ifER

SEEBINEBIE (%)

A7 a ) hARE 75 v R

DAI A2 21 7T & B e ™ 16/32 (50.0) 4/30 (13.3)

DAL A a7V CHHEE S, mfE, FEELE NSRS R, EROSRAFHIO 4 THE 2 TH
WELESAEY UG8 &L,

1) HIAHERER © oo ) Sk 20 22

LTty HEEZHEL, P & bRGHRM AN 2 BEIIRER ORI (B 0B R)
FEZP. ABREHE T TRE L, 24fZ@EC, 1 ARGEO ERIZEE N7 7RES G LR
<& 0.3mgkg/ HFHY & L7z,

. M ~ 7 7IRE .
B ZE AT M N H=0 Vo
M EREHE = O MBS 51k
L E BB HE (12 B0 24 B [Daw=DoaX 12,5/ ((CiatCom) /2 3)
}EE\IJ\ &’ﬁ_ 4 E[ H SFIE]IE. new old . 12h 24h
2 [a] @ *2 1 EE OFENS 2, 3 HfRmRE A
Duew=Do1a X 12.5/C $
JRHI, 510 A H Uslll, %57, 8 HH) T 2K
3 3 2 OGS 1.5 B LI BB
G| [l B O 5 H LA b ey DowrDois X 7.5/CH
#4515 HH AR, 5 12 AH) T1RE
3 DI CIERERE |3, 4. 6. 8. 10, 12 WBF I H 1R/
lE\l H HED/LI&#B}E j{: = %_:X I:P Duew=Dola X 7.5/Ctrough
(LIS T TC) HETIRE

Do : FERTOHK G- (RGBT 0.026mg/kg) . FH S 7B O/ NS LL T8 AL Z2 M#s LA
L. 0.5mg A TR bITVEE 75,

B H-PAaRE DO# 5- 5
30=~ 50.0=~ 70.0=~ 90.0=~
wE (kg)
<50.0 <70.0 <90.0 =100.0
b
1 1.5 2 2.5
(mg/[A])
Dinew : sffit2 OG-, R SITAEO/NEURLL T A2 U A L, 0.5mg A7 The bV Vil
LT %,
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%1 : Cron DER FIRMEAT I KB DA, Coan & AWV ZR; Dnew=Dola X 12.5/ (C24n X 2.5) LV
F 72 Coan NEE FIRMEARM II KB DS, Cion ZHWE Dnew=Dold>< 12.5/ (Ci2nX 4)

£V 2 BIHOHEZR T 5, H£ITERE FRERMG UIKPOLGAEITIE, &8 N IRMEOHE
ZRALTEFORICE W BT 5,

K2 IR EH SN B EEOBMSN 1 EIEEESD 250 1 28255 m¢b77%r
DIBEIZ IOng/mL DLEOSGAIITAERTGE T, £z 10ng/mL 5&{%@% ZiZEEnsy % 1 8]
HEES D 2501 L35,

X3%ﬁﬂ7&m@LuilmgmL$ﬁ®%éKﬁ\EE@W%%¥K06%(:TWH5%)L
THEE TS,

C* . 1[I HOME 2D 2, 3 HRGHRFAIZEIT D 2 Roifdf b7 7 REDOF-E)E,
.2 EH®§HE’§7§>6 1.5 AU b sUZ I 2 Mh ~ 7 7R, 2 Kb 55 813% OFEIE,
Ctrough ulgqi I/\T H*ﬁ/&%r—f& (5’\*10ng/mL) %ﬁﬂﬁbf:ﬂ'ﬂqj }\?7/&%50

B 5 2 E TORG R - BERX SV 2 —L

| e ot

RS AR ’ "= )

[12e8m9] [24m5m] IEENEEE [12EE

j

2) REMUHER
MR L

(5) #BFE - WBHFAR

(BREHX - REHRICAHT SEEMEMZA) (0.5mg/lmg D7)
17113 ERZSHRMEH X - REFHRICEHT IMEAEM RIS T IEMETLER (BEOSHEHRILR
F—TUHER) [7.18 BRI
SRVERR « R IZADFT 2R BEMEMZ&RE 25 Billc, A7 A IO T T 7 r Y A
AH TN 52 B G Uiz, T OfEE, Bh 52 BH%ICH T 2 &AFRE OV EAERIZN
Zh 88.0% M X 76.4% T~ 7= 29,

(6) ammER

1) EARERE (—REARKRE. HECARKRE. CARKLRAE), REFRFRT—4A
—RRE. RERFTREBRAROAR
17.2 WERFTRAES

ot

(FBHEmRE)
17.2.1 BBHEIZE T HERREOME [7.5 SE]
OEARERE
MR OFIA (1996~2002 4F) (21T 5 1 ERB/AEFRLD 1 FERBASRIT, A (1,233 #)

i%ﬂ%hﬂ&&@ﬂ)%ﬁ%f%ok%%
17.2.2 {DIBHEIZE 1T B 184 R G O HH
OFEARERE - REBIIRE
TR ORI 2 DB —IGFIES] (10 B1) @ 12 ERBEAFREKR O 12 B2 EAERTN
T 100%, 12 #HBAREHSOSHEERIL 40.0% TH 72, £7-, SERBAEFRL N3 ERRE
FRITNTILD 100%., 3 FREEMSOSREBLHIL 50.0% Th o7 2,
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17.2.3 FHFBHEIC & 1T 5 54 R S O I
OB EMEHARKRE
T OFREIC BT 2 Wi —IBFEIER (12 B1) O 3 FERFEAEFEL O S ERAESR R IV TH
t 82.5%. 3 FRREMSUSHBLERIL 75.0% Th > 7z 20,
17.2.4 BERHEIZE 1T B R4 RGO HIH
OFEERARERE
Tt DFFFNC I T 2 A — RIBFIER] (35 ) @ 4 FFRFEAEFRIT 100%, 4 FREEERIT
78.3%. 4 RSN FBLRIL 87.7%, 4 FRFEA R Y VPRI 95.5% Th > 72 27,
17.2.5 BHBHEICE T HERRERUBHEFNEEROMS [7.5 BHE]
OFEARERE - /NEBAIRE
(PRI E]
Mk DA TS gradeILL EO GVHD ORI ELR (BMfL 100 AR 1%, A (215
B) TiX44.1%., /MR (117 ) TiX 40.8% TH -7 29,
CaEss]
MR OFEIZ I T 28 GVHD (263 5 A2h3RI1T, 56.8% (42/74 ) T -7z 29,
2) RBRFHELTEREFEONBRIIEEL-AE - RROBE
Y L7
(7) =0ttt
(FBHEmRE)
17.1.3 DBHEIZH 1+ 5 iR SO HMEH
DBREICBITAZ 700 A& (R - 77 80) OEMRISOMFIZN RN/ HER SN TWD 2932
GMNEANT—4),
17.1.4 FHFSHEIZ & 1 5 354 R S O I
JERBAEIC T D2 7 m ) AR (S - 778 V) OHEMEEGEOMEIN R MR ST S 3D 39
80 (SMENT —H),
17.1.5 BERBHEIC & 1+ 5 $E4 R S O HEH
WBMEIZBIT 5271 ) AR (EFHKR - 07 EL) OIS OMEIZ R MR I TnD 35 36
GMNEANT—4),
17.1.6 /INGRBHEIZ B 1T B iE4 RSO HIH
INBBREICIIT D2 7 v U WA (QEEHK » 78 L) OHHEE SO0 R R S 41TV % 3039
GMNEANT—4),
(EEfREAE) (0.5mg/lmg D H)
17.1.8 EINRTHASE I ERER R CERSE ML EKRER
FRRFEBR S OIBFRIZ BN T, AT A REIOEGIZ X > THRRAF5, ITEWERICL Y 2T =
A RHIT OB R 70 22 B R ERIE 5 W E 14 BUCBEFIA] (AT a4 R fia ) rox7 7
—VHIE) [z, #2780l AADTerERE LR, 10 Bl CHNIE0REERDZ, £7-,
SR I R D0 NBR IR & 72 < ST IIER TREBIEIR S ATRE & 72 o 7261 & & 5 47z 40,
AT A REITREROLRE GBI TV 2 MERRE b L < I3 RRIERGR o FE 7 1) B & Xt
S LI-BNMMARBRTIE, #7270l AAXA07vL%E 28 BMES L. AT oA FRlOBRSE%S
T RRRE L R L, ARBR T, Smg/fR A4 HOEIETAT oA FAIZEE L, EIROZED
HEFRFCX WAL, AT uA REIOHEERTTo72, ZORERE, ¥ 7 0) AARETIE, JEROZR
EEHMEFF LI EEAT v A RAIOMEZFRD, &5 THT 12 B R O 5& TR 4 BE O AT =
A FEHERGE (L F=y o AHEE) X, 221 4.91mg/ A XD 3.81mg/H Th - 72 40,
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AT A REHREEY (mg/H) OHRE

27 na ) NARE 75 ARt FREE T DI D 7K
[n=40] [n=40] [95%15 #E X i ]
e 5-BAAAIE 13.78+3.958 13.88+3.545 —
B 55 TR —1.58
. 4.91+4.041 6.51+4.889
12 A [—3.342~0.184]
Be G TR —3.48
. 3.81+4.066 7.23+7.319
4 FAM [—6.010~—0.953]
(E#)+8.D.)

KTV F=yn AR
W H ra ) AARE— T T AREE
17.1.9 ERFENHEETRAR
AT aA FHIOERGIZ L > THRARF55 . MRRIEREER O BEAEM I ) ELHE 10 filic, #7=m Y
LAT TR E 28 WG LI B IHERERICB W T, 8FITH 1 (A5 QMG 2 =217) Oik#E% R
B, 9FITHAAT a4 RAIDEE S Lz (PR 42,
AFF QMG 2 27 DHE

e 5-BAAAIE B A& R &
[n=10] [n=10] [n=10]
13.3%=5.17 10.6*=6.17 —2.7+22.26

(CF#+8.D.)
(BAgFY 97 F) (0.5mg/lmg D)
17.1.10 ERNEHE I HEHREHRREVCENE IELKFR
WEDIERICEBNTHY U~ FHEDOD2L &b TANC LD+ RN E b sno M) v~
FREI H 70 ) AAH T % I TR CIX 16 M 55 MR <% 28 M5 L7z,
ZOFER, 7 v Y MRS TEAOFENHRBRICH T 2 KEY v~F%2 (ACR) AT
IETD 20%8EF OFIG (ACR20 tEH) 13, HEmlin# Tl 49.0% (50/102 #1) . milin# 13 50.0%
(27/54 ) T -7~ 43-46)
ACR20 Y= (FEmkn )

S — —H &G &
77 R 1.5mg 3mg
%155 A S R 9/64 (14.1) 14/57 (24.6) 28/58 (48.3)
B TR Lb e sk — 50/102 (49.0)
it 9/64 (14.1) 14/57 (24.6) 78/160 (48.8)

[UEBIEGIE (%) ]
MIEEEE (ST AR OKE SN2 1 FHEIE, 8% 3mg TH D,

PP SRl (EE
ACR20 e (@iind)
— [ h 8
e N
- 1.5mg SQEg?QEEﬁI jmg
% W28 11 AR e i 2 iR 9/27 (33.3) 11/25 (44.0)
o5 ML =) fin 5 R — 27/54 (50.0) —

[UEBISEGIE (%) ]
XA (T D AAOEGE SN2 1 A BT, @% 1.omg TH Y, MERICKY 3mg F THE
T2,
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VI. EMERICEYHEE

1. FEEMNICEEHSLEMNIILEYH
T = a— U ONEMEE FLE T D i Al
HE : BHEOH DILEMDORIHE - IRF X, BFORMLELSRT L L,

2. ¥BEER
(1) {ERERL - VEFBFF
vl AR, THIRZFZERE DOV 7 FNREE N Ui B TUEERICEERBERE CTH DL IV
Voa— Y U EETSZE T, YA Mo CEEARR L ORI D SR IIHIER &R 4,
(2) ENERMT SRR
18.2 In vitro A
18.2.1 T MfHIKIZ L2 TR LOA 2 —a A% (IL) 2 KOS ¥ —7=xr (IFN) -y
DAL BT JEFHEEN T o . IL-1 8 KO IL-6 SO PEA S #1325 4850,
18.2.2 Hy% R LAAR OO i BEAR NG SE O RE LT 69~ 2 MR 1355 < L S RIS 9 D@ IUE SR S
"Cb\é 48) 48)O
18.3 B4l T B4
18.3.1 [FETEIFBMET v (W=7 A P50 A XD T |k 53) ([ZI1T DBl EE SO 2 0
fIL., AFHEAIERSE 5,
18.3.2 7 v M EAEFOMME R O X PIIRES 2512 & 2 AR ZEHE 0 [B118 | 43 5 EL o H8 N 25 HFfigil 2 9
2 HFEEERN R & 9 D 59750,
18.3.3 BAi /i xtfEg TINET /L (v R BD T kW) (BT, B xE ERISZ 8 L, A7
BRItk S5,
18.3.4 BHBMET /L (B3 A X600 T [50) LBEET /L (Fv k) 0 iBEET LV (1
X) DR NEBAEE T L (A X) NZIT DB EM OS2 30 U, AFHIHZ R S E 5,
18.4 BAEIRITHT H4EA (0.5mg/lmg D7)
BEiRET LV (v b)) ICBIFDRIEMEYT A S IA VEAZIR L, BIEIRER OVE - IEHREE
g % 64)-66)
18.5 BRI 9 H4EM (0.5mg/lmg D7)
BRET L (U R) BT 55 HH DNA HUREA K O O ARGy IR T 286l L, RER
KRB RIFE DAL IRE A O EF/- 28+ 2 67,
18.6 KiZ#loxtd H1EH
RIEMEIRBET L (w0 R) IZBWT, RIBHEOTEMEAL T #ifd) 5 0 IFN- vy OFEAEZHMH L,
RGRITHE 2 BRI T 2 68,
18.7 MIEHEMAI<HT 54%A (0.5mg/lmg D)
FEMEMRTET NV (U R) OMICET 2 T MBIZER 9 5 SIE R K ORRME(L & Bl 35 69,
Fo, MEEET LV (TR, A X) OEFREUET D 0 1),
18.8 EfEMENEEISHT H4EM (0.5mg/1mg DHr)
FIEFESETT IV (T b)) IZBWTC, Si7vFral) U REHUROEAZMEI L, B R
IINERRFENL D IRIE A Y83 2 72,
(3) {ERZRIERFAE - FribE
MM ERR L
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VI. EMBEICET HRE

1.

I R E DHERS

(1) ARLEDGOPRE

RUERR L

(2) BREABRTHERBSAOPRE

16.1 MmARE
16.1.1 BzHE

HGRIFE CORKRBRIZIB N T, lRANBEBHES 9fllcZ 7 a ) LA 7L 0.16mglkg % #8114

G LI YT AT A—FITRO LB Tho729,

Tmax Cmax AUCo-12n k7 7 fi* e
(h) (ng/mL) (ng * h/mL) (ng/mL) (%)
4.2+29 447145 2741198 1612 20£17.8
(*F¥)+8.D.)

12 IRF[HI 14 if i
SORAE RT3
16.1.2 FF#54E
NRIFBREE CEEFR 5.3 5%) 128V TIE, BAICHAAREHRE T 2.7~44 5O NG & T
FIFLE O MG RENE LN ™ GHEATOZ 78l AAS T A FHHEEOT —4),
16.1.3 /NETEHE
NN RE O 2.9 5%) 12V TIE, BRACHAREBEE T 1.3~2.5 O 05 &
TRIE O MR RENSE LN ™ GHEATDZ 7 8 Y ZAR S TGO T —4),
16.1.4 BAEIY < F (0.5mg/lmg DH)
ABIEN U v~ FHRE 12612 % 7 0 ) AR 7 EL 3mg 2R OFKG Li- & & OEYEIRE /T A —
ZIFRDERY Tho7- GEAT—4),

Tmax Cmax AUCo-- ti F*
(h) (ng/mL) (ng * h/mL) (h) (%)
1.3£0.58 19.64+6.32 192.88+86.42 34.89+8.69 25.1+14.4
(F#+8.D.)
KAERNFIH R

Fo BHNOBRAME Y v~ FEREICEZ 7 ) AAH TR 15 KO 83mg AR A®RE L X000
HR T E O O EEM L 7= 76 T,
72k, ENORRARE Y U~ T BE TORKRERIZ W Tl PR EZHE Lz 326 i, #27a Y
I ARG 8~16 i OB IM PR A 10ng/mL LA EE R L& L S BIORTH -T2, 7 LT
F=v EAEORWEMIZMFRENEWHEIZEZBO NI H - 72 ),

16.1.5 JL—TRAE# (0.5mg/lmg DH)
RNV —F AERBE2BHINCEZ 7 0 Y A AH T EL 3mg 2R AFKG Lz L & 0% 5 8~16 itk
DO M E X 4.35ng/mL (1.70~7.30ng/mL) T ->7= 79,
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16.1.6 EBEXB X (0.5mg/lmg)

16.1.4 EB|EXE L (5mg)
RATESHE R 2 8 8 H1IC 5 7 1 ) LA 721 0.05melkg & HE M5 L1z & & OFBIE <7

A—=ZFTRO LBV Th ol 80,

Tmax (h)

Cmax (ng/mL)

AUCo12n (ng + h/mL)

24+t1.4

22+13

136105

(F#)+S.D.)

16.1.7 SHEMGH - REGRICEOT FMEMME (0.5mg/Img DA)
RN SRR R - BTG RICE 0T DEEMEMREE 26 Bllcx 70 ) AR AT EL% 1 H 2 BIFR
A5 Lz L oM b7 7T 6.55ng/mL (2.52~11.40ng/mL) TH 7=, FDHDOI
¥ H-Eix 0.0721mg/kg/ H (0.030~0.156mg/kg/H) THh o7z, 7of, FHIMF b T 7 REN

10ng/mL Ll L& 7R L7283 1% 3 B Th - 7= 8V,

16.1.8 2/ AY LRA TN ELH O ARBEROLE (0.5mg/1mg)
16.1.5 39 AU LRD TN EZ S OY LARBEROEE (5mg)
MANBEBHEE OB X 70 ) WA TR A/ NY 70 ) AR A2 RAEERE L L & o)

BT A—ZPFRDEBY ThHho72 10, [1.2, 7.2.1 ZH]

i o h 7R R e (kL B 7 & L)
Cmax AUCo-12n Cmax AUCo-12n
T (mg/[A]) Cmax AUCo12n
(ng/mL) (ng * h/mL) | (ng/mL) | (ng - h/mL)
1 2 10 42.7 18 94.4 1.80 2.21
2 1 10 70.2 9.3 68.6 0.93 0.98
3 3 27 165.4 23 113.3 0.85 0.69
4 1 14 105.6 7.2 41.8 0.51 0.40
6 1 9.9 61.5 14 69.2 1.41 1.13
7 2 13 92.0 13 103.8 1.00 1.13
8 1 6.2 36.7 6.8 27.6 1.10 0.75
9 1 4.1 32.6 3.8 34.1 0.93 1.05
10 3 20 230.8 42 320.0 2.10 1.39
T 1.18 1.08
+8D. | B B B a +0.50 | +0.51
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16.1.9 £YF MR F1EHER

@0y LREE05mg THETL ]

IR EIRS DA PR SRR T A RT7 A VEO—FEIEIZDOWT CERk 2442 H 29 B 38/
AT 0229 5 10 )

Zr7uvl) AAEE05mg (HET] 18X RT v T 7720 06mgl #78L (X7 HRE
LTO0.5mg) &, 71 A — "—{E|IZ L) ZNE IR A ISR ERRR O G LAt #
7 a ) AAREZAE L, FonizEyEiie 7 2 —4% (AUC, Cmax) (2T 90%EHEX Mk
W THEEHIRIT 24T o 725 5. log (0.80) ~log (1.25) DO#FANTH V. WiFl O LM FAYRESEN
sl S 7z 82,

HE/NT A—H BENRT A —H
AUCo-72 Cmax Tmax tue
(ng-hr/mL) (ng/mL) (hr) (hr)
7 ual) hAGE
24.39+13.29 2.8652+1.2801 1.48+0.57 32.951t6.65
0.5mg [ H[EI]
A=/ A
3 25.30£13.50 3.1958+1.3563 1.45+0.38 31.95+7.19
# 7&V 0.5mg

(0.5mg %5, Mean*=S.D., n=48)

(ng/mL)
5_
44 4201 LA§E0.5mg [HETL]
% T -&-70O9F 7 H7EI0.5mg
'j; 0.5mgi&’5, Mean =+ S.D., n=48
Y
a
1
L
A
P
;-3
. —8 . ®
36 48 60 72
B[] Chr)

i PR N AUC, Cmax FFD/NT A —2 (3, HERE ORI O BRI - FFfH) 55 O 55k
R K> THRRDATREMEN D 5,
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@440y LR 1mg THEL]
B EIR L O AW FRIGEREBR T A R T A L EO— B IEIZOWT CERk 2442 H 29 1 3kf
FAFE 0229 &5 10 =)

7V AR Img THET] 18EEKRN T 737878V 1imgl A7 2LV (¥ 70 AR ELT
1mg) #., 7 v AF—"—{EIC L) ZNENRFENR A BEICHEERER RS L Tamth 2 72l
LAREEZRE L, Ho3EYEiiE T A —% (AUC, Cmax) (22T 90%(E X AL THE
FHIEMNT 24T o 7oA R, log (0.80) ~log (1.25) DOHIPANTH V| WA AW FH[R 5 M D e
iz 83,

HENRT A—H BHENT A—H
AUCo-72 Cmax Tmax tise
(ng-hr/mL) (ng/mL) (hr) (hr)
7 al hARE
50.4+25.9 6.2991+2.7281 1.46£0.50 30.62+£3.35
lmg THET)
sz
3 48.3+23.1 5.76031+2.2964 1.67£0.47 30.66*t3.24
51 7/ 1mg
(1mg & 5-, Mean=S.D., n=48)
(ng/mL)
10 -

420U LZX$EImg [BETL]

% --TOYS7hTEIImg
'j: 1mgEs, Mean + S.D., n=48
Y
O
1)
I
A
b
)i -4
. —# . o
36 48 60 72
BFfE] (hr)

M AR NS AUC, Cmax 50/ 7 A — & (3, #ERFE ORI ORI + R 5 O3Bk
R K> THERRD TN 5,
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@440y LR§ES5mg THEL]
IS EI T DA FIR SRR AT A KT A VO EIZ ST (CERK 18 4211 A 24 H 38
AEAIE 1124004 =)

Zruvl) AAGESmg [HET] 1EEKRNT 0 7778 bmgl 7L (X7 AAELT
bmg) %, 7 B AF—/N—{EIC L ENENREERABEICHEERER RS L Tah 2 72 Y
LAREEZRE L, Ho3EYEiE T A—% (AUC, Cmax) (22T 90%(3 X AL THE
FHIEMNT 24T o 7oA R, log (0.80) ~log (1.25) DOHIPANTH V| WA AW FH[R S M D e R
iz 89,

HE T A — X BENRGA—H
AUCo-72 Cmax Tmax tie
(ng-hr/mL) (ng/mL) (hr) (hr)
Zrual) hAGE
244.2+101.6 33.170£8.986 1.30%+0.49 31.61+3.93
5mg [HI[ET
A=Y
3 240.6t91.9 31.579+10.363 1.53%+0.65 30.31+3.71
51 7 &L bmg
(bmg #5-, Mean*S.D., n=32)
(ng/mL)
50 -
& 401 —e— 4270 LX§E5mg [HETL]
m T -4-T 0T 57 h T IEmg
F + _
% 301 5mg#% %5, Mean + S.D., n=32
7
|
1)
I
A
N
=
&
Oa ; : . : : #
0 12 24 36 48 60 72
B (hr)

AR NS AUC, Cmax 5 0/37 A — & (3 #BRE ORI OERHE + B 55 0 7R
RN & > TR D RN D D,
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(3) &&EE
AR L

(4) BRE - BtRAREOEE

1) BEOXEE
(TVIL 4. W) DOHEZBH)

2) BtAEORE
Zr7nual AR FTEE LU TEDRHEESE CYP3A4 TR D720, CYP3A4 TRE#f SN A tho 3y
LOPRICED &7 mY) AAOMAREER RS 5 TREMD D 5, £1-, CYP3AL £ 55M &
OUFRIZE Y &7 v ) AZAOMHPRENMET T2 REERS S, —FH, #2781 LA CYP3A4 T
OR#MEET S &1LV, CYP3A4 TRAf SN AMOIEY DM IREZ EH SE5R8EMERH 5
8), £/, ¥/l AAOMBEEBEMEHIL 98.8%LL L& EmWO T, MAEE R & OFFED T8O FEH
& DHAAEH O FTREMEDS & 5 86): 87,
("VIl. 7. MHEAEH] OHEZH)

2. EYEERB/INTA—S
(1) fBAE
AR L
(2) BALERETEH
U ERR L
(3) HEEEEH
MG RR L
(4) VY73 2R
MG R R L
(5) SHEE
MR L
(6) Tt
MER R L

3. B&H (REaL—>av) #H
(1) fBRAE

YR L

(2) NSHA—REHER
B R L

4. R

16.2.1 EFERANICTAREFICL DX 7 0 ) LA ZEYTNIENT A —FZ ~DFBLRF L& 2 A REE
K OVEH 1.6 FEREICRR O 85 L7 A X 2RI A IC Cmax KON AUC ORI A B,
Tmax [FIEE L7288 UEAT—4),

16.2.2 p NTEIEPERIBRBFICHT D b7 7IREZ AW RHEREY B g6 ¥ 7 ) A2 %
B G OR O WILEE, TR R TR O 62% L 2 S iz &),

5. 9%

(1) m-RErEEE
LRk L
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(2) miE-RAEEIFEBYE
(TVIl. 6. (5) iltm) OIHZH)
(3) Ait~oBiTiE
16.3.2 HFHEZ ORI 6 BlICTH 7 1 ) AROAFTBATEMRGF Lz & 2 A R AR E O
P OBATRRD b 0 GNEAT—4), [9.6 S
(TVIl. 6. (6) #ZHbw) DESM)
(4) HE~DOBITHE
MU ERR L
(5) ZofioBm~DBITHE
16.3.3 7 v MZ UC & 7 1 U AR 0.832mg/kg ZFHE L7 & 2 A5 DRITITHENRIZIZE A LD
FMICRAT L, FRCRIE. M, OB, FRARICE 2 o 7o, BAT Lo RE T PR ED(IR T L & b
IR LTz, 7B, KM, /DIMA~IKIRE OBATARD DL, BHEOHERITIED > 72 99,
(6) MFEEAKEAE
16.3.1 % 7 1 U A ZDOIMEEE AR & 3RI% 98.8%LL ETH -7z 89,

6. R

(1) KREBLLRUCHRBERE
16.4.2 IFREAERE COMmT, JRHPEROMAH HEITE & LTl A TR R ORI LA TH o 7= 92
GMEANT—4),
(2) R#ICEET 8% (CYPE) OHFiE. F5%
1641 ¥ 7 1 U AR T L L CHEDMHRESRE CYP3A4 TRE#@FIND 9, [10.5 ]
(3) PEEEMNROEERUVZTOEE
MR L
(4) REVOFEEOFTERVFESEL. FHELE
MR L

7. Bt

TR D REB S AR PR S, REMEDIRPHRIERIT 1%L FTh o7 GAEAT—X), 7
B, 7w Y AADMPREITEEIED 2 WITEITIC L DB E2Z T 720 99,

8. FSVARR—A—IZBHT S1EH
MR L

9. BNHEICKEKRESE
(Mvl. 10. WERE ] OHEEM)

10. BEDEEZETH8F
MR L

1. EDik
EER e L
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VI. £t (EAELOZXESF) CEYHEE

1. &

RELEDHERA

&

1.8
(ZhBELLE)

11 FFOBEIZENWT, EEGRER (BFXL2. DF2. B{E. 2568 EEES. RNEE.
migtERUN I EREE., ANRFIMES) IS& Y. BENGRBBZLEDCENHIDT. RAFIC
TRIHEEBETCEIERBERRUVEAFICDOLVTOTAGNBERREET IEMPERT S L,

1.2 BRF & FF (RED OEVENRFEFRIESATOVEVDOT, YIYRZIRUGFRIZERL TIE.
MpBREZHNETELICIYRANC K ZRROEBNLEN L 2RI DI L, [0.5mg/1mg :
16.1.8 BB, 5mg: 16.1.5 SE]

(i #5518

1.3 FHOHEFX. RENFHREZRUBEREOERICHELTVWIEMXEIZOEENL L TITS
&,

(BAF Y o< F) (0.5mg/img D#)

1.4 BEY DT FARICHELTVWIEMOANERT I L LI, BEISH L THARDORRE LA
HOBENRRICOEACELEEZFOHTRHHAL. BEVBRLE-CLEHBL-LTRETS
&, F AL DERENBHONIBEICIE. RAZPILETILEEHIC. ELICEMICERL.
BREMCESEREEERAD L,

(L—TRXE#%) (0.5mg/img DH)

1.5 ZFOHBEIX, L—TRABRDARICHIHFEELTLWSIEMOLETITSI L,

(BREHH - REGRICEHT SEBEMMZ) (0.5mg/img DH)

1.6 FHDOHLEIF, 2REHL - REHRICEHT SMEEMEOBEREICHSFEEL TLHEMD
HETITOC L,

ok

(fia5)

1.1 BAIOFEIZ LY | BARE, LA, BYYE, o FRkiEE, M, At g R
#=ONMEREAESE O EERRIERAN RIS Z L B8MONT VWD, T HITESA R fEE 7= &
HZEbHDHIn, REWEEE LA+ I E T 2 B R OARANZ OV To+43 7
AR E R AFTHEMO S & TARBZ ZHEAWZE L H#E L,

1.3 RS O] T ClE S & SEARYE, LS, AHERZ ERRBBTHZ L8 H 0 |
{2 D B OIRRBIZIS U CTHREMEIFIOH ERMENLETH D, Fio, RANIME AR L OEERN T
DIMFIREDIT S SENRKEWH, BHEEROFMEICI D09 N7 7REIDS &5 EOHM
BNME L 72D, ZO), BHEFHEOFEICHE L TV D ERMXIIZOREED L & TARKIZ Zf
AWz Ko Rdl L7,

1.4 BV v~FBEICKI L, RANT ) AT R_XRT7 4y NEBE L ECHEyIcHER & T
HDHZEND, EEHY UTORBIEBL TCWAEMMEATAsZ & L, £/, HFiV v~
FREIIIRTERINLIHGEN L DORFOERENEMZOIEL Z P BEIND 2D, &
FICAR OGRS 2 A L, BENM L7 L 2R LI LTI L LEZ, &5
2 IRA AT S O FE N DTG EITITE O L E NN D 2 L b REIORM % H
LU, EMOEREZMS LI 7H# LT,

1.5 V=T ABFRITEITIEDLDEEORKRIME & 5 FEE T, V=T RABEREOLDONRFREETHDH Z
EROAFINEIRGENDHZ L 2BET L5 & ok z v & BEEREORIEFHICITLY —
EOEBEWENLECTHL, £/2, BEOEHMETY 7~ F—F A (SLE) OREFEEN ST, i
wEELE DRV S SLE BEICITREMHIFTH 2 A OMLEMEIMES . S 5 IZEHIREERAL
FTIE, =7 ABRUSNO SLE JERITK LA EMMEZ R 0 R EEEII/R 6N THRYy, 20
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7o, AFNOEELEHEZ L V2L DT HEMEIETRE LT, KROEHNEZL—T ABFROEG
FAHE®R LIZEMICRET D22 L & L,

1.6 2R - EMRICEOFT 2 MEMEMRIL, ZREMK - REMHRBEF ITEHAETEIFL.,
THRPEL, BHEETHEOLONRZNETHMLNTWDIERETHD, ZOD, FBIEYHD L
I IERIEZIEIRT 5 2 &3, BEOAEMTRICKEEET LI 00, RAlZHEEICHEHT 2
7o, IR - RIEHRICEIET 2B R ORISR LI EMA AR Z# A2 L 55
#H L=,

. ERABLEDHERA

2EE (ROBHIZEIBRELEWNI L)

2.1 KA LimUE OBE D & 2 B3

22 VI ARY UIIR B X oEETOBRE [10.1 B3]
23 7V U AMREERIRAI G- R o B [8.2, 10.1 B
24 AUV TFUoERER LRV E [10.1 S]

2.1 —%IZ, B DEAIORIC XV BHEUE %4 U BEICHE R0 &2 S8 T AN HELE I8
B, TUAX—EREZ 2T HREENESL . va vy 7 E0EERBEREELLBZNARH D,
2.2 X7l ARTEIHEDNHEESE CYP3A4 XV REians, 72K Y b AHK L RERIC
CYP3A4 TRE#INAH7-0. JHHICL V7 mARY o OMRBBHE S L, M EEN FH 350
BMERH D, R X Ao T, BMWERICTAFIE OFFFICE Y Rt % oo miEhEEn
ELIHININT D2 enmbhTno, 72 Rt # 13 CYP3A4 TRET S LD Z & KT CYP3A4
OFEEMEATHZ b, PRHICE Y Z 27 1 ) L 2D EEAMT S 0 88 %52 1) % "l REME

Db,

2.3 AANTE AV U AMIEDRKBBEENE N ERMOLNTEBY ., B U 7 AMEFERIRA (A0 )
TN IV BV UL RITATLY) EOBFAICEY . &Y U AMAEFRBLO FTREM:
ﬁ%ié%%ﬂﬁ%é

2.4 HONPICHREHRBICEE OO 2HEBEHT HH L OREIMHRIEELZ T TWDLIEICAT 7T
%%ﬁﬁék\%F?ék%h#%ék@%%ﬁ%ékw\Kﬂ&ﬁ¢@%%fﬁi?7%ywﬁ
fEEEET e LT,

. DREXEHRICEET SEELENERA
(TV. 2. ZEESUINRICEET SR 22452 L.)

AR UVHEICEET 58 L TOER
(IV. 4. AEXOHEIZBEET IEE] 228 T52L,)

EEGEFRNIE L ZOER

SEELEXMIE

(FheEFIE)

8.1 BREEFEOHKBBMENE VO T, HHENZHKMRE (7 L7 F=, BUN, Z LT F=02 07T
A, KRB NAG, R B2 7urm7 ) %) 275 e EREFEOREE +SITBET 52 L, KT
BEHMINCITZF ORI+ oEET S Z L, [0.5mg/lmg : 8.11, 8.12, 11.1.1 &M, Smg: 11.1.1
2]

82 MmNV ULMIENKET L2 LNHLOT, MENZIMEL VU LOREEZITH Z &, oI, B
T MMEFFERIRA] (Avw T N, AV IBAV A, RUTATLY) OB VTS
U o LAOBRERERZITHARVW &, [2.3, 10.1 BH]]
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8.3 mfLbE, JREFSE DIMMEREREE O FHBE N E VO T, HENZERRE (MR, 22 s
TI7—B, RHEE) 27O REBEOREEHSICBIET D Z L, FICRSVIEIIEZE ORI
+oEETSHZ e, [11.1.14, 11.1.15 ]

8.4 AFIBH I OARE, FIEEAR, DAFEFE, PoidiE, DS (OEIEIKT., BEREZ&Ty) 0
BOLNLTNDOT, FHICEL CUTLER, Loa—, M X RELE1T 2 72 EBEOREZ &
<#E+ 52 L, [0.5mg/lmg : 8.13, 11.1.2 2, bmg: 11.1.2 B ]

8.5 GMENHHTHZ ENHDHDOT, EMICMERIEZITV., ME EFNH Sb=Ga12id,
BEIERIERE 24T 0 72 U R V& 52479 2 &,

8.6 EYYWEDFKB I+ 0EET H 2 &, [9.1.1, 11.1.10 ]

8.7 B DRPEANHNC K 0 YT DR MED B U oSS o BRI S A O ATREME N B B D
T, FoEETLZ L, [10.2, 11.1.13 &H#]

8.8 AFIDHEIZ LV B EE AR/ UHIHERF R OWEN FEETh 523, BIFE A LE A ORIE
MDORBUZ SN T H G &R EBEL 0179 2 &,

(R RafsiE)

8.9 B R XHE FIW N FIE L 725 B 1 TECITIRR AT 2 2 ENEE L, £, 7 rARY
VBRI B TV B AEBI CITMRFETAIR DS ATRE ) & 95 A RN AR, TR & )l & s
RPN ARY vERIEL, KFNCEIV#Z 52 L,

(EEHEANE) (0.5mg/lmg D)

8.10 JRRIERBRBICAE R T 235G ARAIOF 554 wT R O G-B IV CL BRI i iR E O
BRAEERT D2 L, BIRESHGE S-S 120, TR bR ol IR IE o 169 2 @8I e 3 5
L L bIT, B EORRENE & fERTE A EEICTAM L. AR ARG T 5 2 &, AR E~D
BT 55T 72 o TR,

(BEFUYTF) (0.5mg/lmg D)

8.1 DHBIL N BIEAT v A FEFIIERZ 2 FILL EOFH LIDEGI T L7 F =0 ERAEBIEN S
Pol=OTHEEFEORIUEET L2 L, [8.1 ]

(W—FRE#) (0.5mg/lmg DH)

8.12 JHEEDHATIC L 2 BEEFEDEALN A LN D DO TRICIER T 52 &, [8.1 =]

813 AMEATHIEHM Y T~ F—FT RZB W CHEHBIIRE R DOERRA 7 & STV 5 &R
JE, BIMEESORBEZ AT 2HANE N EnD, ZNOOERBOBEYRIRREED 2N LA
a5+ 52 L, (8.4 2]

CGEEBEXBES) (0.5mg/lmg)

8.14 AFNIOELIL, EBEMEKRIGR OIBFIEICHIREEL CWAHEMOE & TITH 2 &y
CEEBEXBZ) (5mg)

8.10 AHKIDOEH I, {EBMEKRIGROIBFIEICHIREE L CWAEMOEL & TITH 2 &,
(BRIEHHK - REBRICEGT SHEMMZ) (0.5mg/lmg D7)

8.5 AFIC LYV =2 —F T AT 4 ARFEHOBENNH LD T, M@URTHHELZET L &

(fifsit)

<ZheestE>

8.1 BEE : ¥/ vl AAROA « EHAEEL LI, BRI OB BEE 5B D BR BT
T, BRESSBEICRO LN L6, HEICT VT F = EOMKRREEZITH R & B
DIREE+DIBET DUNER D D, £ TV RO TR OVE B BRI D R R X
BICBWT, 77 F = ERRGBUN EROZ BEGHMIICHEIL TWD &b, #&54)
WIZEIRFICER T DM ERH D, SHICHEREICLY | RMEMMORE | & 2 &5 nThetk
MNédZ &, £, ENOREY) v~ T BE TOBRKRRICE W TRS NAG O EFAFEHL T
Tl Enh, BAMARRE L L TR NAG KORT B 7un a7 Y 2Bl T0D,
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8.2 MW U ULIMAE : #7 1) AAROAF - EFAZEL LI, B A OBEBRHEE BT DK
REBEAEIC T, B2 Y U AMENEHEEICRD SN EnE, HERITEENCmE D Y 7 L%
ET D, £, MEAV U AMENS HIZ ERATHABERH D720, I U U AMREREFRIRA & OOF
AH0I 0 Y 7 AOBEHEBRIIITHOR VWL ) EENRLETH D,

8.3 WEiEHElEE « A2 &G LT, BRi Mk BB ER 2R 2 KRB W T, &k,
PRIESE O RS RERE E N BB IR D2 Z & v D ARFKI G T R A, 22 i I i
TI5—PhDHVIREEEOBRRELZIT) Lo L,

8.4 LARAE, RENR, OAFEZE, PLlE, DAFEE - BRIRBRE LK T IREZIC T, DER (DR, R
R, POEE) RO LN E0D ARG L TULLER, Lo a— M X R A
FOREBEORIEAL L BIRTH L, ELITOHEEIZEEME LTEMOERTHLR, L
— 7 ABROEERABR TOHFEEORBENPEO LN TND, V—TARROEBIRBTH 5251
TV 7~ b—=7Z (SLE) CTl&, BE3lREROMEBRE 1L S TWwdmiEAE, & ifEE, APS (i
U UHRBEPURIEGERE) 72 EOBRBEAIT 2HENZ N L0 HBRERORELT LY A7)0
VeI TS,

8.5 mIMLE : KENZI T 5 BB Lk bR T, milENZ 7 v ) ARG 49.8%, ¥
7 ZARY RGO 52.2% 58O b EORENH Y 9, KFIEREGIC LY &MLENREBT D ]
BEMERH D Z s [ZOMORIER @ ik OBIZME B 258 L, AFREICE L T3E
I EZRET D 2L & Lin, 7. SIMEDORBERNIIBEANTGEEIT O 72 & OULE %2 30#
L7z,

8.6 JERYLIE : & 7 1 U A RZEDGIEINHIF OG- % 5 T T BB I XL 7 A VAR LT <
fifigk & 5 WIZEUIE S O EHEREYYELHBT 52 R b 5, 72, BHUTEIYEICRE L TWbHE
BIXEDIERZ S LICEL ST ARERH D2 D, +RICEERTHI L,

8.7 HEVENEE : BAEE OGEIMHAIR G XL 0 Y Lo B R G e BRSO RBLR NSNS S Z LT —
RIZEH B TERY 9 KEANZHOWTE Y o\ EEOBMIEZIZBE T 2 STk E 2 & 5 90100, Z i
D OWE TIE, SEIHMRIEZ O b OCIER 23 AET 5 ATREM O 5 2 U A L A BN EMEIEL O BLIZ
Mbo TN Z ERRBINTEY , AFIOEMIER ORI T 5 EHENREE X0 X LA,
W OFRIEIHENC L0 BRI RBOREENEGEL D LEBERIDND, Lehi> T, AH&EER
DIBEDHIEIHENT L0 | BT DI M0 LT RO NSO EEER AN EZ BND
ZEnn, BEOREBICEFAEET D &

8.8 EIBKEFRNLEY : AT A ROEMELIZEDHEH D WVITRE~ORELR L NCRIERN %25
BIDE, ATuA ROBEE - BWIIAERATHDL EEZOND, F, BAEiER-C EE G 8 ED
ERRBRR R D AR HIZ L0 AT a4 ROJRE « A FEEE OME RO THDH2, LT L
HLAFNZBWTAT B A ROBEBLAFREE W ) DI TNz &b B EE R VE CFIDEH R
DOEWERORBUZSOWTH FEENRLETH L EEATH L TWD,

< BRaiE>

8.9 MM FrotiE T« RIS &5 % (GVHD) 233895 L 723 A iTle iR 2 B+ 5
TERLEFLWEBZxOND, ENOEKRRBRICEW T, BHBRHEF I 52038
GVHD (2513 2 AFNOIREN R 2 Mt L= & 2 A 19 2k GVHD (2xF L Tl 53.8%. 18¥ GVHD
TIE 46.2%DFREBG O, /2. GVHD gtz RN Z B4 L7213 9 DA E IR RN
Boh, by 7 uARY SREEHIED GVHD (25 L THOAANIFRERICAEN TH -T2 &
ZiE 2. GVHD IGEICH T DAKNONE ST 2 LT 572D E Lz,

<EEFHENE> (0.5mg/lmg D7)

8.10 MafipNE : HEAEAN M) IE DOFIE & MR B F IR E N & Y | EIET I EEE O 20~30%
WCHIRBRIE S 2 DD L Wit T g 100 102 — 5 - Jg I |2 697 2 A O 52 BT DWW THE 57
22> TELT ., YRR GBEIMHTER D EREOHEK - BlL 2R T 5 M ETE 2, L
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Teido T, MIREADHEE TIXY A7 EXRXT7 4 v FOBLED BMOIRRIEOFEMHZE L7 LT
AENEFERTHZ L,

<Bfyo<F> (0.5mg/lmg D7)

8.11 EANOBE Y v~ F BE CTOEBKKBRICBWTRT NAG O EHABEHEL W2 b, il
KA E & LTRFNAG KYRF B 27w rm7 ) s 2BILTWD,

<IWL—FRB#H> (0.5mg/lmg D)

8.12, 8.13 L — 7 ABERIZH T HEFIKHER CTH LN - BHREREFEIZEHMICATHLAHETH D |
N—T AR OUWE TR T2 O T oz, £, V—7ABFRFEOBIERIT
72 O REER & i U C b B OBE, BENEWEMIEEED Dol L, v
— 7 ABRITETHEDEBMEOKIRZ & ZBIEET, L—TABRZOLONEEETHLIZ LK
OARBNERRG SN2 L 2ZE L, thofEK LD L BEERFORBETHICITI —BorE
PDILETH D,

<EBEXBEE>

8.14 (0.5mg/1mg). 8.10 (5mg)

NEBME R RIGH R 12028 4 3 AET)) 109 TIX, HEIZE U THEMFOEREZML Z LN
FLW, #27 ) AARAKRL TITEERBBBIESLETH Y | IRFT M0 AR EE 2SR IR E 7]
RERBRBIOMR TITHY ONEE LVWE, SN TW5, KAIOFELEIZ OV T HIEEERGE DI
FEHEIZHRE L TWDEMOE & TITH K HFed Lz,

<BRMUHGL - REGHRICEHT SMEMMES (0.5mg/lmg D)

8.15 ZHMEMIK - M RICE T 2 HEMEMABEIZB N T, FANCEY =2 —Fv AT 4 A
FRFEBLOY A7 NEEDLBENLR DD, THEEEG/ LTV F=Y 1 40mg/HL LR EE S
NI 23R R - B JER2BE 16 Bt 6 ]l (37.5%) T=a—F v AT 4 AfifiREEIELIZED
Wi 100830 612, FOWRE TIXBEMEMANR =2 —FE T RT 4 AMRDOEREFThH D Z
EDURIE SN TWD, AR AGRE T LAAX — KRBT - IR R F RIS L DA KT A 109
TlE, =2 —F VAT 4 ARV THA R AEPHEYYE & L TER S L, Fl, IWRNER T e A
R R OV il D e ORRE ML ) > "Bk A & &1, PRAEMERIRIB S T\ 5, SRMEMK - K8
RICAPFT D MMM R IIBIERDERTHD Z 2D, TOHRBICEL UL, =2 —F VAT
A APBRIZKET D) e TR E A BRET 5 L 9 Rt L7z,

6. HEDEREAIIBEICHTIIRE
(1) AfHE - BIEEFOHIBHE

9.1 SHHE - IEREOHLHE

911 BREDHSHEHE
YSENEALT 2 AREMER H 5, [8.6, 11.1.10 ]

9.1.2 BAFI) U FICHIEMM X ZE6 L TLVSEHE (0.5mg/lmg DH)
M YER e BT D AlRetE b 5, [11.1.18 ]

91.3 FEVAMINAXY ) T7DESE (0.5mg/lmg)

FFHEREREECIFR VAN A~ — D —DF=H V7 %(TH 72 L. BAIFR D A VA DOBEEELS
C BT DAL OHBEIER OFBUTEE T 5 2 &, Az &5 3hiz BRFRDY A L A%
Y U7 OBFIZENT, BEFRVANZAOEHRGIZEDFRRH O LD D, £,
HBs HURRMEOEF TN T, i oG8 A%IC B BUTFR Y A L 2 OFHEMAIC K 2 )IF
REFIE LTIEGIDNHE SN TWD, Fio, CHRFFRUVA NV AX X U T OBRFITE VT, Sl
HOBH-FMGZIZ CRFROEANALND Z ERH D, [11.1.10 ]
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912 FHRVANAXx ) 7DEBE (5mg)

BRI R VA NASY— D —DF=H ) T E2(TH72 L, BEIRY AV ADOFIERELS
C BT DAL OBBETER ORBUTEE T 5 Z &, iRz &5 3hiz BRFRDY A L A%
Y U7 OBFIZEBNT, BEFRVANZAOPEHRGICE RN OO ERB D, £,
HBs HURRMEDEF TN T, il oG8 A%IC B BUTFR Y A L 2 OFEMAIC X 21
REFIE LTIEGIDNHE SN TCWD, £, CHRIFFRUVA NV AX X U T OBRFITE VT, Sl
HOBEFIG#IZ CRFROBANALNDL Z ERH D, [11.1.10 ZH]

(fiE)

9.1.1 BYYED & 5 BAE + AFNF OGP IHIA OB 5252 1T T2 BE ITME UL 7 A NV A FTEGE LR
T MRS D WVFRIEFOEERERIELFEHRT L L3 DD, £, BUBIBEICHREAEL T
WHEE T DIEREE L S E L FREN D D,

9.1.2 MY v~ FICHEMMR Z A0 L TS EE (0.5mg/lmg OA) : BT Y ¥~ FIZ BN
RGP LTV L EBE TIE, AFORGIZE Y MEMMRPS BT SRS 5, B v~F
BECREGT L5003, B Sk, RN & OMFFREGHERICIEE T 5.

(2) BHERERSE

9.2 BREEERE
BIEEDSECT DN H 5, BWEMORHAZY 7o, EHMICh TREZHE L, K5&%
BT D Z EMEE LV,

(i)
BFEEIEBEICEO DN LENWEN TH Y | HEHEH H 5 WITFIRBICE D & REH B ITAH
b LTl iRED & < 7R o TG BT B R E N BT 2 WREM DR 5 5,

(3) FrtReRERE

9.3 FriREEEBRE
FWHREDME T U, AAM RS BRI DA RMENH D, BIEHORERZE T2, EHIC
MAEREZRE L, REBEEZWEHTDLZLBEE LY,

(fif)
Z 71 AATEICEYREEESR CYP3A4 ICTREI SN LT, IFEEEZAT 588 TIXEMR
HREDME T L. AF oM PR EF U BIERNFEH T D TN H 5.

(4) 4FEREZRT HE

BE I TV

(5) b

9.5 EHF

B0 TR LT 5 AIREME D & 2 I ITIR IR EO A MED ettt 2 ERl 5 & flr s 56
CORFEET DL, BmER (VX)) THEABIEM. BERFEERHREIN TS 100, B T
e Al T 5 2 L BHE STV D 10D, GRIRFFICARI 285 S ic iz sy T, RER O
~ORE (IRHARE, ZXGE, B Y U LM, BHEERE) ORENRH 2 90 108,

(fi)
AR DIEIFFE~DOHEZONWTIEL, U2 o AR AFEERBRIC W TR L O IR &
PEDPHER SN2 L DWENR B D, 100
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(6) 7w

9.6 RELIF
ARG LW ENREE LV, BAP~BITT L 2 e hMESN TS, [16.3.2 ]
(fi#i)
SMENFRBEE CARAZ 15 S T2 ilim O 40 3 H % £ TOEFAF IR X 0.79ng/mL (6 1)
ThHY ., BHEAOFEEMAEPIRE 1.46ng/mL (15 ) DK OBATNRD il & O 1093 %
Do T, HEMIZEE L., AFEHTORAITEETSHZ & & LT,
(7) NRFE
9.7 MR%E (0.5mg/lmg)
BRI 2 BRI O RBNZ BN T, U o ES O BRSO O TR E W, [11.1.13 B8]
BRI, B, OB, IR, WERAE, BN, ESEMEE, Y v~F —TF R
B TR e ONE R MERG 5« FERRICADRT D RIEMER & Cla/ RS 208 L L2
PER V22 M 2 R & U7 BRI 560 L T uZe
9.7 NRFE (5mg)
BRI 2 AR OSBRI BN T, U o ES O MRS OO TREMEA E W, [11.1.13 B8]
ERERAE, BN, OB, WAL, BERBAE, NIBR R ONEEMERIBR CIVNRE A xR L L
B OV M2 IR & U2 BRI L T,
(fi#sh)
KE & DR EEIR G E TE 72\ Epstein-Barr 7 A /VAZEE L7z U " BEME RS DN T Y
VNEDRRE SN TV D, BT, [ YA NV RFUR DR A 720 2 5 A O FL 5 V51 0D 18 s E 0
FIFEFZB W CRIADOATREMENEL 2D EEZBRD,
(8) =¥
9.8 min&
BEOREBEZBIE LN OEEICREG T2 L, —MRICEPRKE (BHaE. TR, R mes)
METFLTW3, [0.5mg/lmg : 7.9 2]
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7. HE%EHR

(

—

10. 8 E/EH

AFNTE L U TEDRHEESRE CYP3A4d TREI S D, [16.4.1 ]

) BIRERELEDERA

101 EAEZ (BFALARWL &)

BOARY T 7 F

(2.4 ZH]

FEHN E BRIRIEAR - H (8 )71k BT - faRA 1
EO s F FEERIC X A il T C. AU S mBERIC X 0 RIE O ATHE
AR LAY 7 T (7T UBERICK DRI LT L o MEREINT 5,
TSR LAY 7 F ERD D,

I ARY v
(7432, FA—T0)
[2.2 ]

RIEF SR S 7z & o 10
Nbb, 7ok, YuaARY
FOARANC ]2 D25 51F
7 ARY U OREEREND 24
IRE LA ARt 4 2 AR A o $ - %
BitAT D Z ENEE LW,

AAEOPFHICZE Y 7 v AR
VoM EN A LEZED
WERHDH 10, v ARY
% CYP3A4 TR D728,
PER L7 a . BEamIcH L &
7 aARY OMRHNILEI N
%

N AV
(FZ27U7)
[2.2 &)

R ¥ ORIWERNEET 5
AREMEDN B B

AKFEDOPEHICI DV RE L &
O i R EE A 9D ATREE A
bbH, o, "y Z X
CYP3A4 TR DL LB
CYP3A4 FHEEH b HT 5720,
PFRZ X0 RF o i i B 23 2
95 AR H D,

71 U 0 IEREFER R A
A¥w /77 b
(TNVET N A)
VUNEYA ¥ RN
(INET RY)
N7 AT LY
(hUFLY)
(2.3, 8.2 &:/H]

Eh Y T AMFERFEBST L2 &
VRN SRR

KA & FFFORIEH B F A
Hmsns,

(i En)
oA/ AV

B M REREIC R E O H DR H T 28 R ORENHIRIEZZ T TV LHEICEY 7 F
AT L L. BIETLHDRENNH L EORENRDH D0, KARGHOBETIIEY 7 FD

BHEER L LT,
TR ARY Vo

Zra Y LAARK 7 a AR ATEDL S EICEYAHIEESE CYP3A4 TR S, fFHIC K
D7 AR ORBENPEEILMPEEN FRE L, BERREALZLEORE 1OnNH L L
NH, YR ARY L EDOHHEERLE LT,
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AN

AFIE R &L OPFRIZEET 2R TOMBLIZR WA, BB CHAIOFHICE D At
2 OMBEFRENE LML EDT =2 RHEoNTWS, —F, AU &OffARRIC
Birs42 70l 2200 EEOCEHOFRIFRHTHLIN, A2 0% CYP3A4 TRETE
N5 ZEKRD CYP3A4 OFEMEREZAT D Z L5, PRI X W AFIO M AT D DR

BEBhbbHLEABND,
7 U0 DRFFPERIGRA -

AFNIm A ) U AMIEDFEBURE R m <. B Y U LREHERIRA (RewZ 7 bl vy
AV DL PIT AT L) EOPFRICEY (mh ) v AMERBEOWREM R mE D Z &b,

B U 7 DOREFERIRAI & OO 2 555

(2) FRAFE L EZDER

L7,

10.2 BEREE (BERICEET S L)

A

B AAEIR - FEE D715

B - fabRIA

UEME
TYRawA T
VatrvA
77 2An~vA T

T — VR GUEE A
A ~NZ7ary—n
Aty —)u
RN ary—n

BV AEHA
=TTy
SR X
=N
CIVFTE A

HIV a7 7 —EHEH

U hFen

Y e
RIVT 4 F BN
Z DAt o> FEH
Tuxs ) IF
AF)— )L
TF=NLVTZRARNT UL
FAT T =)

T T T =)
NP
TIFHa
e
TL—F T N—= T a—2A

B ESFOREH N EHT D Z
ENH D, AR TIREDE =
H— ATV SEITIG UEE -
IREESE DILE 21T 9,

CYP3A4 TG =415 A i
CYP3A4 OMFEEHEZA T 23K
R & OPFRIZ LD . ARHA
DORBPPAE S Fu, AFK O i
FEN EHT S,
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A4

B AAEIR - FEE 7T

B - fabRIA

T 7L N

AFNM P IEEDOE = —%21T
VY, MBS DR - KRS
WLEEAT D,

CYP3A4 THRE & 2 3 M %
CYP3A4 OMFEFEMEAT 53K
IR ED & OPFHIZ L D | AHA
DAGH DI PHE S v, AAIO iR
EREART D, 7771 ENL
750mgl H 3 7] 8 HERAH%., A
HaEfFH LIz L &, AFlo AUC
270 B R L oWERD
b 111)0

7T e
L7 V' E I

2 s A

FEEEOREHNREET 5 Z
ENRB D, ARFNMAFREDE =
A — ATV, BT U -
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o IHIE R &2 49 % 3EA W DGIE I 2 D Z &3 & bt ER 2 AT 5,
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ZEMRICBIE T 5 71
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(fiA)

PAEWE () 2Aa~vAfy, Yatr~vATr, 7T RuvAfT V)

AF Y 2~ AV EOPFICE Y Z7 0 U AAOMIEFREN EF L, fiF7 LT F=0,
MiEA YV ¥ MMED EF K ORERD BB Hiv, T OBRAAOHEEL R 2An< Aok
WCEVEIE L EOWENRH D 12,

TV VREEA (( hTat e Tat = RY af L)
KFNETaF = EDPFICEY #7 a ) AZOMIEFRREN EH L, AFIOREIC X [
BERBDOTEOHENRH D 1919, Flo AU aF Yy — o Th, FHRHZZ 78T AX
DM PREEEIN LTz & OWENH H 19,

TN TAERE (=272, ATV =AY UALTFT L)
invitro DFEBRIZT, =27 2V RR=ANRNTELCRZ 70 ) AAORBEREST L DT —
ZPEHNTEY 10 oy v MMEFH & ORI X 2HEEFER bHE ST 17,

HIV 7 v 7 7 —YHEA :

AAFNEPIL bR A NVZEEEOPFRICL Y 7 v ) AZXDOMFYRED EH-8 5O ITRFRER
DOIBREO B, Jib b a oA NV AEEO T IEH 5 WIIARF O EZIC TEIE Lz & oWmER
jﬁ)é 118)- 120)O

ZOMOEE] (Tuxes ) TFFr XFY =), TF=NTRANTOF )b, FAT TS = T

UITTGS = NI 4 YRL, TIFF L)

) 7uEes 7Ty (R UAEEEK) -
mmvitro DFEBRIZT, 77 VFFongral) AAORPEZMET L EOT —F 03B o T
VW4 12D

i) #FY—v (FERNBEREAD
AKHNEHEF S =L EDORERICEY 7 a ) AZDMPEED FH2 S ONTIRE K N7 LT
F=2 O EHRRBD I, AEIOWEKX LTV —/Lod bz THE Lz L oWE 12035 5,

i) =F= LT A NT UL (RRIOEELTA])

AFE 2F =V A N T UA— N EDFRHICE Y 7 v ) AAOMAPPREN B L, KF O &
W2 X0 ARF O M PR EE DR T &2 B T2 iEFI D3N THIEHRE STV 5,
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i) AATTS—, TV TIT— (Ta b RIS EX—)
AKFNEAATT =V EDOHHICED 70 AAOMPRENEH L AT — Lok
WLV &7 el AAOMPREDIK T ZROTIEFNHRE BINTWD, EAAET VT
T EOPFRIZE Y 7 v ) AAOMAYRED B UIERNHE 129 129307z, 7Y
77— EFE E LT CYP2C19 XX CYP3A4 TR# & 508 CYP2C19 OBEBEEREEZEFHTH
B TIE CYP3A4 I X DRI ERL 720 | KA L OBEHIAEN AT D 2 &3 EIA & HEH S
nNTnad,

v) T4 VRN (BRI
AHNE N7 4 IR AEOHHICE Y X7 a ) AAOMAPREN EF LU, BREEE, MG E kO
H MRS e 2 S5 O RIE I 23 5B U7 IEBI A E N 7212 T 3 il ST 5 126128))

vi) T34 X
EINA T DRERFI DO ERRIR BT B = Ffk,

T —TTN—=V T a— :
AR 7L —T TN =T a—2LOPFHICLY, 7 v A20MmF T ZIREDK 300%
F U7 EDWARE 290885, B, ZL—77N0—Y V2 —ADOFRMNRHHET F 7 n—
L P450 [HEMEHICOWTIE, L —F I —Y P a—RCEGENDHT7TR ) A RHHWNEIT T
J 7=V OGRS TN D 180,

T 7L ENL
R AT T 2 AR GRBRTT 7 7L e 750mg 2 1 H 3181 8 HEIRM#Z., #4271 U AR
05mg ZPFMA L&, #71 U L20D AUC K 70 512 L L2 (n=8) L DOHENH S 1D,

TS5 FULEN, LTIAEEL
CHRUBMEFRIGEE TH D 77 Y 7L EABAI RO, Hi¥A N AT U AV ZEFHREAITH 5
LTV EENAVBANCZ 70 ) KA H 0 AFOFHRHCARA O PR N LH Lz & O
ERHDLENL, AFNCEBNTYH PFHER] OBEICEBRL, HEMET S Z L& L,

FLEXAENL - XY ZTLEN Y R FEL:
CHUBMFRIRFIE THLIALEX AL - XY Z T LEL - U M BEIo THFRER] ©
HIZH 7 0 ) AAKPOFEHSH Y . REIGFHRFCAFI O AUC 2 86 fHIC L5 L= & ot
WHDHZ NG, FANZKNTS HFHEE] OBIZERLL, EEWMETLZ L e L,

PLCAmAHL, iAEmE (V77 eEvy):
AHNIORGHEHE T D CYP3A4 ZiF8 4 2FA & O LY . AAORFBPMEHE ST, AHA
DIMHIREMET T2 AREER & 5,

i) FLCTAMAH :
Trx= b AZOWTE, #7r U AAORBPMEEINTH 77 ) AZAOMHPRENMET T2
DB, PHICEY 7= b A L OMTEENR ER Lz & OMiE BV 5 5,

i) V7rreEv
AFEV 77 o EOfHICEY, ¥ 70 ) AROMPRENMET LIzl OARA 2 HE L,
V77 B I BICHONEELTZEZA, U 7 7 U E D ORI O MR E CHiRF Sz &
DEE 1327385 5,

i) V7 77T
EIPN T ORER D FEARFR DU LD & 7k,
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LI TUF XY VT
A I TA K VY (F4 St John' s Wort, B b+ Pa—r X U—]h) 2EHFTLHE
FERh & RIS & OPFRIC X0 IFSEMEIRESR T ~ 7 1 — A P450 23aFE 4, fF R oG
EET D EOWMENH D 13139 72, B I UA KXY Y TIZRY CYP3A4 DIEMENK 2
BT L OW|ENRDHDH 130, ZOZLiIZkv, L% 70 ) AZOMHFREDK T TH
iR E iR C X e o 125G, UG A BB T 2R S 0 | EF2PFHF LI XY
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BE 10BN T, B a A bV Y vEE 2 BZRICAKI O AUC METF L& o®mERH
7% 137

BEEIED B 5 A
AANC & DBEEORBENE =D, BEtEOH 2 3K & O L7856 IS EIC/ER 23 58 S
NDHHEENRH D Z EMbRti LTV D,

Rk 7 F
G bl & OOFMIC LV ARNELY 7 F o ORRPHETT D AREMER H D Z L BEEHE L T
D, YZuaARY L (284]) HAHAWFEFXZ7r Y LA (20 4]) IZTar hr—L L TWAHHiBHE
BEICBWT, A 7NV P U 7 F A% OPURSOGHE &2 BERERR N & Foie U 7= fG 8, Filifsi
BECIHREER AR T 3HEETOL v 7 AT WHIEICRT A PR SER A Z IS L &
IR ARY o R—=ZADBENZBT DRSO TN Z 70 ) AAR—AOBEFE L VK17
EDOHE BIND 5,

S IHIER & 3 2 354

AANIHREZEIHATH D Z Lo o ZEIEHIH & OOFHIC XVl EORZEmEl 222 L, &
Pkt T DRSO BRSSO BN A LT D AR B 5.

1Y) U~ F 3 (DMARD) ([ZOWTIE, ZOEMAETFRH LN > TORWERIGH D03, A
b LFY— R EIICOREMHEIER 26T 2FA 202 L5 | SR IkH & R ®E O
FIE BN X0 BIVER AR AT 5 ATREM A BB Lit#E L T 5,

=y AV

AANTE AV U AMIEDORBSE NG GBI TV RATr Ty h—CTHDHT L L )
R EOHHICED MEH Y U AMEEAORREMEREELIBZENRH D 2 ENDFREHE L T D,
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o
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. Bl{EA

1.8/
ROBWEHDR S 5OND ZENHDHDT, BELTHIATV, REDED NG EIC3H&KEG 2%
13 % 72 LG 2R ALE 21T O 2 L,

) EXGENER & OHER

1.1 EXGEMER
(ZheE3EE)
11.1.1 2HEFESE (0.1~5%K0) . 27 0—EEEE (0.1%K7H)
[7.3. 7.6, 8.1 &[]
1.1.2 DF L. FEBAR. DHEE, PobE. DEERFE. DHESE (& 0.1~5%K7H)
OfEE (STT £k, OHEERRIK T, ORI, BERESE) . AR, LDEMD D WVIE EEEOR
R, O, HolE, DEEITER S bbb Z Enb D, [8.4 ]
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11.1.3 FEBMEREE (0.1~5%AH)

RIS VB M REREERE 8 L EMEME S5 O FARA R RIEEN H SO D Z LR HDHDT, BHIEK
g OERkiEE . $EEL. SEEREE. HREE. WEEOERN D b O IIGE T, MRTEIRAES
CT. MRI (2 X2 &2 Z21T5 & & bic, AFEWEUIF L, mMEDO =T ha—/b Hrgs
OB HGEMY) RMELEITO Z L,

11.1.4 RRMEREE (0.1~5%A)

RFEZE . B OB FRE RS HDONDEZERHHDOT, ZO XD REREH LbNT-HEIC
X, MRFRBRAESC CT. MRIIZCLDEBZHEZITY Z &,

11.1.5 MieMER/DOEREE (0.1~5%AH)

VA Ak PR B AE e, AR M AR A PRS0 % O AR MESU N IVAE R FE R H bbb Z &3 dh
%,

11.1.6 AMERFEADE. /MEEDEEBR (5 0.1~5%A1) . MERBBKAE. BOESEM. FFERES
(W4 B R B)

11.1.7 41 LDR (0.1~5%AKi)

11.1.8 RERIKEEIZE (Stevens-Johnson JEMERE) (B RH)

11.1.9 FFIREE. [UETFREEEERE (5 0.1~5%A)

11.1.10 RBREE (15%2L 1)

AIENE, A LA BEEMES 2 VIR R EERYYE N B OIEET 22 03b 5, £z, BATF
RIANADFIEEIZ K BIFRSC CEFROEALDR S LoD Z Db 5, BENRD L=
AT, B R, PTAEME o555 %179 Z L, [0.5mg/lmg : 8.6, 9.1.1, 9.1.3 B, 5mg :
8.6, 9.1.1, 9.1.2 &M

1M1 ETESRERENE (PML) GHEAH)

AANOIEFRIAM o R OVREHE THIZEE OREEZ 0B U, Bk, 5RamkEE, FREER (F
R, DURERRIE) . SREEESOERN’H S b -HE1E, MRIIC X 25 BB 2 & O BEiR R
ZI7o L L b, BEADIEL, WYARLELEITH Z &,

1M112BK OA JLABE BEEARH)

1.1.13 YU NEFSOEEER (0.1~5%AKiH)

Epstein-Barr 7 A /L AZB# U2 U U SEEREIERR RS DM U » o SBE (IR « B, U 2 R
JERE) DNHODLNAZENHLHDOT, ZOXIRIERNH b ONIEEITIL, BE - RIEEOE
B 2179 2 &y FRICHLY U ERFURO OB IV T, FEBLOFTREMED @V, £72, @ED
EAEIHNC LV . EMEEERBOFREENFEEDL Z ENH D, [8.7. 9.7 ]

11.1.14 X (0.1~5%AH)
(8.3 &IH]

11.1.15 BRBFRUVERFOBIL (0.1~5%AM) . BMEE (15%LL 1)
(8.3 ]

11.1.16 FFHBEREE. B|E (W9 b HEARDR)

AST. ALT. v-GTP. Al'P, LDH O3 L\ EFSEA 0D IFRREREE, WERH Hbhd Z &b
%,
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1.117 2 ) —€ BFHERH)

JERN D BN HAITIE, NTMRSEE21TH 2 &,

50




(B 92 F) (0.5mg/lmg OH)

11.1.18 FIEMEM# (HEA)

FEEN, UK, PRI IR S O R B IR S ER 0 S AR, ARIOB G AT S L LT, H
MITHIE L > b7 kA, R CT B e QMR AR S & S0t L, JRYIE & OSBRI & 5 EIC
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11.1.3 AFIOF 512 X 2 PPt afasE & U Cal % A IMEAE BERE . & i B MERGE S 23 s Sh
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fEE, K= U AT r— ViffE, &ifE, K Na e, ALERART, A7 1A RO SV REE, B
FRE S OIBRIBEN H D L5 b Tl W SEMfIHIE G OBRIZIT 26 OfERE 1 IR
DU TH D, F 7= TR OERA I 5 KRR RE (B - ITH#iE. 21270
—/b, BRE. MJE%E) 21TV, O E) A FEH O i R SRR IR &t S TR S & &
BT, BEDRER (Bfyckd, EilkiEd, SEEl. SEMEE. HREE. ES) NENEEIC
X, RTINS MRI, CT HOBEBZET ATV, & - R, MED=ay hr—L #i
FEAFILD B 55 DY) 70 AL E 24T 5, HARARIER ORBBRNTIENZ L3 5 b DD Btk
DYE. BAE% 1 v A (FRIC 1 M) DINOPINCRELT 2 2 & 3% < EBE#ZIH O 1~2
TR T i T E O ER 2L ERIEDNE W &S, TIHKEEORR A PRI 5 =012
COBHOMPRET =2 ) IIBICEETHDH EEZLRD 14D,

AHZ & 5P BRMEREEOREREF 142 149
ANy =a2—U R FKHGER (FKBP) [ZHMRAARAEMICZ <. FrioiB, SURTE, KK
RB R ORISR IS vy =2 — U O FKBP WSS FET 5, £7-0 HLd ==
— U VN OREAE D 1%L L& 5, SFHEPREEDE OB E-CHRR I BB R & H A2 £
TZERHALNERSTND, ZOZEND, MAD FKBP EfiG LIF 7 a ) AART LY
Za— VU ERETD LI VIR ROIERZGI SR ITLEX LN TV D,

11.1.4 AAIOF G-I K 2 a2, I 5 ORI A& P E 2 RS S Cnd, 20 &9 ek Bl
Ba I A =S CT, MRIZ X2 EgE2K 21T 9 & & HiT, s - IREEF ORI 72 00E %
192k,

11.1.5 | 11.1.6 BHN OG- K 2 B Mtk R FAEREGRE AR M /N s M 28 B9 55 oD HfiL A PR AR ) I,
EhEE, YL BRI E & OV RIS VESEBES P . MEERIERE . AR M, JRIFEREE S ST
W5, ARG RHTEMIICHRAE 21T 5 72 EBIE L 21270, BEPRD b HA 1T, B -
RIE DY) 2B 1T H Z &,

Tz, BB TIX GVHD, SEMslHFl, A~ A a oA L R EGES Ok~ 22 RIRIC LY
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i N R B 23 B &2 2 . RIS e 2 2 R 9 5 i e PE 00 % BE % (thrombotic
microangiopathy : BMT-TMA) #%iET 5 2 &R B TW S, SR 22 E B FRAVIEZ DFEIE
BEREIE 5~10% & 15 <IEZ72Ws, HERIR CHARERIRT 5 b 0O b B A2 72 85 b O E TED
BERBIIZE TH Y . BMT-TMA X E &I B2 T IR D WEE R BA% O IHE E Sh
TUNA 144)

72k, BRAETEIIC 51T D ARAE 5% O MARMERUNLEEOFBUSEE 2 > 7 v AR Y V54 &L
BLL ZA, REMHEICETRD NN DORE 9RH D,

11.1.7 KF O HGIZ L DA VI ARHE SN TND, A LT ADIERN & b DAL 5A I REE - Ik
FEOWMY)RNEZITH &,

BRI 351 2 R ER T AR FRBR A CIINE S i 72 & o IGE s EhE E 2% 36 i+ 11 5] (30.6%)
RO BT, 1T A ERAAFRIRNE G HICHBLL TBY, TR 7700y B G5 E)
AR ORI EH~OEFITELMITIHR L TN D 9,

ELEMERICEWN T, Ty Mgtz 100 A UL EORMAER] 6 B 1 flzfr, RARELD
13~55% DRV 2RO T, WEFDHFIZIXHREE LT LY RBEZE L TEY | FETHEAMOM
TR TH A EZA LTz, AREFNINGE EEIRICEZE T RGO T, BAER IZR O TR ER A
WEARANC LD RREEA Lo ANRK & B 2 HiTe 149,

11.1.8 FEAEAEIR I TAAE 5451 C D Kz kAR IE 8 (Stevens-Johnson JEMERE) 23 A ST\ 5,
ZOX I RIERND LGRS 2 RIE L, EWURAEEZITY L,

REiEE LTE, REORIBREAT oA FORHEGE2 3R E L, ZRIEGE D7D OHAY
BoRHEY, e EORFERORRE L Uik o T, SARA (GrEmERE, BIERE
AT aA NECE) O ERET b 147,

11.1.9 Al 518 9 (GVHD) (2% 7 B ARK O TP 2h IR 2 kgt U7z BRI BT I R
OVRPERFIR 5 IBFERREAN RO BTV D, ARAIRGRHIIIBIR 2+ 14TV BENRBO b
HITIE, BE - KREFOBURAEZITH 2 &,

11.1.10 AA 2 & Te s il Al 2 5 5 S 7 B 1B UL D A LV AT LT < ik d D0
FRUIE S O BB RERYYEZ BT D 2 LD D, BRI O R IZ I T b REYWIE S A
BOLNTND, MEME, 7A VA BEEMES DO TR MEGYE OFBLH 5 VI3 E, B BT
RUA IV ADEIEMEIZ X DI R OIS C AT R OEALRD LIS, HE - IR it
EMBEOEGHEOEUIRNEZITH 2 &, B, AT A RHLIWEIT FF AT U ERHZIIH
B M OB R YL S B RO DD M, 7 10 AR b D WIIAFIFER GRHIZ Y A A S
1 A )L AR Epstein-Barr 7 A /LA (EBV) 728D~ LV_RZABEEHLE LTE U A VARG E
W7o TWD, TANVABENPEMT 5B E LTIV =a— A e EX—IZL>TTY
VOBSRES IS SN EEZX DTV D, e, BEHEEIXEWL OO, EBV EYRICH X,
posttransplant lymphoproliferative disorder (PTLD) 2\3JE LEHIRRIGF 27222 b H D
148)

11.1.11 AH 2 & Lo S fE M AN K 2 B o S fg il &K 3 2 & Bbon 2 T2 BE B E
(PML) OAEBIERE STV D o AFIOTRFEHH T R ONEHRAE T 1% I3EE OREE 2Bl L,
PML OFER D & &L 7oHa1E. MRLIZ X2 BEB2E K OMERIRRELZ1TY & L bic, &5%
Hik L, 7@ a21To Z Ly

11.1.12 &K% 5 Te o AN £ 28 E O kiR 2 & Bbitd BK A /L A BIEDIEF]
DHEENTVD, ZOLD REEITMEIRG A PIEL, @ORLEEZIT) 2 &,

11.1.13 AHI & DK FEEEAEE TE 720 Epstein-Barr 7 A LV AICEHE L7V o7 8RB H 5
WIE Y BN ERE STV, BRI, BT o SERBUAGE R O S s i R 2 3\ T IR EL O A RE
PEREL 2D EEZBND, o, WEOREIMHENT L EHEEGRBEOTRIERESED Z L1 D
5o
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11.1.14 PEREA~DEEENR DN E B 2 G TV D BRI W T, HEERER DIEFI A HE ST
Do T2F, M CIIE - IRERICTFBEEN LS ENH D Z L, BHiH T GVHD, GVHD
WX 16K (A7 8A R/2ULR) | BITITRERIKRTIZL D U A VARG ik x 2K DS
LCHix DEEHEENERTHEEZLN TS ZE LD, FFBMEE VBRI EREICB T DL
DOEBICHT 2AFOBEGIILT LEHCIIRNEEZ X bR,

11.1.15 ARAIOHEGIZ X HHERFE, mIFERHE STV D, RKEIOEGIZH T > T, HENCER
A (RiRA, ZZiEREE, 7 X 7 —8. RIE%) %2175 2R EEEOREBE +0ICBlE T 2 %3
WD, BEPRDOLNIGEITIEREE - KK CHEU2 0B E21T 5, 72IBMHERERF IIAKI T X
CHBOLNDHEIEHTH D, #7271 LARIZLDMHERREF FBIED A I =X IO TE, EITH
BABALDA > A U > mRNA B FICE S PEB MIENH DA AU VEAMBIC LD b D EE
Z BTN D 149 1500

11.1.16 KAl 512 X 5 AST, ALT, v-GTP, Al-P, LDH OF L\ EF5 % 0F 5 JFkReEE, &
JERME SN TND, RAIFTGERIIBIEZ 0117 BENRD G258, B - IR
DB RNEZITH Z &,

<EEFHENE> (0.5mg/lmg D7)
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FHOWRREZ LBIZEL, 20X ) RIERDS LN HEITIE, AN LHREOBEY) /L@ L2175 2
L,

<E#)o<F> (0.5mg/lmg D7)

11.1.18 BHfi U v~ F 2B\ CT, AK & OREMENEGE T X R W HE MR OREFARE S TnD,
FBE Y U~ FICHEEM K EZ AL T D 8BE T, BEMEMROBANRE I TS, TH
BN SU% TRVEMEMR OB L] 1T, EEHEE, V-7 ABROBEETIRTZE A
FHREINTELT, BV v~ F RN EEx 5D, BfiY Uv~FOBRE IR Z RS
T LA, B X #RS° CT A CHRIEMMR OB b 284 5 & & bIT, FEL Kk, Rk
RS DIFREEIRICIEE T O HERDH D, £ 205 OIEIRARD LRI EAICIE, FIROEST
R T DARFN OG- 2 H Ik L, NI 2 FEhi L CRYYE & ORI I 217 5,

(2) ZOHDEI{ER

A,

4

11.2 FOMDOEIER

5%LL L 0.1~5%AJif 0.1%AT A AN
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TF= VT TR
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VRRIMLE, 7 e —
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IAE AR F IE .
KF b U © AIMSE,
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<DailyMed (USA), 2023 4 12 Hfisk >

4 X
24 Astellas Pharma US, Inc.
iR 584 PROGRAF

Capsules : 0.5mg, 1mg, 5mg
HIE - Bk | Injection : 5 mg/mL
For oral suspension : 0.2 mg, 1 mg unit-dose packets containing granules

INDICATTIONS AND USAGE

1.1 Prophylaxis of Organ Rejection in Kidney, Liver, Heart, or Lung Transplant

PROGRAF is a calcineurin-inhibitor immunosuppressant indicated for the prophylaxis of organ
rejection in adult and pediatric patients receiving allogeneic liver, kidney, heart, or lung
transplants, in combination with other immunosuppressants. [

DOSAGE AND ADMINISTRATION

2.1 Important Administration Instructions

PROGRATF should not be used without supervision by a physician with experience in
immunosuppressive therapy.

PROGRATF capsules and PROGRAF Granules are not interchangeable or substitutable for other
tacrolimus extended-release products. This is because rate of absorption following the
administration of an extended-release tacrolimus product is not equivalent to that of an
immediate-release tacrolimus drug product. Under- or overexposure to tacrolimus may result in
graft rejection or other serious adverse reactions. Changes between tacrolimus immediate-release
and extended- release dosage forms must occur under physician supervision.

Intravenous Formulation - Administration Precautions due to Risk of Anaphylaxis

Intravenous use is recommended for patients who cannot tolerate oral formulations, and conversion
from intravenous to oral PROGRAF is recommended as soon as oral therapy can be tolerated to
minimize the risk of anaphylactic reactions that occurred with injectables containing castor oil
derivatives.

Patients receiving PROGRAF injection should be under continuous observation for at least the first
30 minutes following the start of the infusion and at frequent intervals thereafter. If signs or
symptoms of anaphylaxis occur, the infusion should be stopped. An aqueous solution of epinephrine
should be available at the bedside as well as a source of oxygen.

Oral Formulations (Capsules and Oral Suspension)

If patients are able to initiate oral therapy, the recommended starting doses should be initiated.
PROGRAF Granules for oral suspension or PROGRAF capsules may be taken with or without food.
However, since the presence of food affects the bioavailability of PROGRAF, if taken with food, it
should be taken consistently the same way each time.
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General Administration Instructions
Patients should not eat grapefruit or drink grapefruit juice in combination with PROGRAF.

PROGRAF should not be used simultaneously with cyclosporine. PROGRAF or cyclosporine should
be discontinued at least 24 hours before initiating the other. In the presence of elevated PROGRAF
or cyclosporine concentrations, dosing with the other drug usually should be further delayed.

Therapeutic drug monitoring (TDM) is recommended for all patients receiving PROGRAF.

2.2 Dosage Recommendations for Adult Kidney, Liver, Heart, or Lung Transplant Patients -
Capsules and Injection
Capsules

If patients are able to tolerate oral therapy, the recommended oral starting doses should be
initiated. The initial dose of PROGRAF capsules should be administered no sooner than 6 hours
after transplantation in the liver, heart, or lung transplant patients. In kidney transplant patients,
the initial dose of PROGRAF capsules may be administered within 24 hours of transplantation, but
should be delayed until renal function has recovered.

The initial oral PROGRAF capsule dosage recommendations for adult patients with kidney, liver,
heart, or lung transplants and whole blood trough concentration range are shown in TABLE 1.
Perform therapeutic drug monitoring (TDM) to ensure that patients are within the ranges listed in
TABLE 1.

Table 1. Summary of Initial Oral PROGRAF Capsules Dosage Recommendations and Whole Blood
Trough Concentration Range in Adults

Whole Blood Trough

Patient Population PROGRAF Capsules Initial Oral Dosage Concentration Range

Kidney Transplant

i ; i Month 1-3: 7-20 ng/mL
With Azathioprine 0.2 mg/zkgr;]/day, divided in two doses, administered
every 12 hours Month 4-12: 5-15 ng/mL
With MMF/IL-Z receptor 0.1 mg/kg/day, divided in two doses, administered Month 1-12: 4-11 ng/mL
antagonist every 12 hours

Liver Transplant

0.10-0.15 mg/kg/day, divided in two doses,

With corticosteroids only administered every 12 hours

Month 1-12: 5-20 ng/mL

Heart Transplant

0.075 mgl/kg/day, divided in two doses, administered ~ |Month 1-3:10-20 ng/mL

With azathioprine or MMF 12h
every 12 hours Month = 4: 5-15 ng/mL

Lung Transplant

Month 1-3: 10-15 ng/mL
With azathioprine or MMF 0.075 mg/kg/day, divided in two doses, administered e

Month 4-12: 8-12 ng/mL

Dosage should be titrated based on clinical assessments of rejection and tolerability. PROGRAF
dosages lower than the recommended initial dosage may be sufficient as maintenance therapy.
Adjunct therapy with adrenal corticosteroids is recommended early post-transplant.
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The data in kidney transplant patients indicate that the African-American patients required a
higher dose to attain comparable trough concentrations compared to Caucasian patients (TABLE 2).

Table 2. Comparative Dose and Trough Concentrations Based on Race

Caucasian African-American
N =114 N = 56
Time After
Transplant Dose Trough Dose Trough
Concentrations Concentrations
(mg/kg) (ng/mL) (malkg) (ng/mL)

Day 7 0.18 12 0.23 10.9
Month 1 0.17 12.8 0.26 12.9
Month 6 0.14 11.8 0.24 11.5
Month 12 0.13 10.1 0.19 11

In lung transplantation, cystic fibrosis patients may have a reduced bioavailability of orally
administered tacrolimus resulting in the need for higher doses to achieve target tacrolimus trough
concentrations. Monitor tacrolimus trough concentrations and adjust the dose accordingly.

Intravenous Injection

PROGRATF injection should be used only as a continuous intravenous infusion and should be
discontinued as soon as the patient can tolerate oral administration. The first dose of PROGRAF
capsules should be given 8-12 hours after discontinuing the intravenous infusion.

The recommended starting dose of PROGRAF injection is 0.03-0.05 mg/kg/day in kidney or liver
transplant, 0.01 mg/kg/day in heart transplant, and 0.01-0.03 mg/kg/day in lung transplant, given
as a continuous intravenous infusion. Adult patients should receive doses at the lower end of the
dosing range. Concomitant adrenal corticosteroid therapy is recommended early
post-transplantation.

The whole blood trough concentration range described in TABLE 1 pertains to oral administration
of PROGRAF only; while monitoring PROGRAF concentrations in patients receiving PROGRAF
injection as a continuous intravenous infusion may have some utility, the observed concentrations
will not represent comparable exposures to those estimated by the trough concentrations observed
in patients on oral therapy.

Anaphylactic reactions have occurred with injectables containing castor oil derivatives, such as
PROGRAF injection. Therefore, monitoring for signs and symptoms of anaphylaxis is
recommended.

2.3 Dosage Recommendations for Pediatric Kidney, Liver, Heart, or Lung Transplant Patients
Oral formulations (capsules or oral suspension)

Pediatric patients, in general, need higher tacrolimus doses compared to adults: the higher dose
requirements may decrease as the child grows older. Recommendations for the initial oral dosage
for pediatric transplant patients and whole blood trough concentration range are shown in TABLE
3. Perform TDM to ensure that patients are within the ranges listed in TABLE 3.
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Table 3. Summary of Initial PROGRAF Capsule and PROGRAF Granules Dosage
Recommendations and Whole Blood Trough Concentration Range in Children

Initial PROGRAF Capsule and Whole Blood Trough

Patient Population

PROGRAF Granules Dosing Concentration Range
0.3 mg/kg/day capsules or oral
Pediatric kidney transplant suspension, divided in two doses, Month 1-12: 5-20 ng/mL
patients administered every 12 hours

0.15-0.2 mg/kg/day capsules or 0.2

mg/kg/day oral suspension, divided Month 1-12: 5-20 ng/mL

Pediatric liver transplant in two doses, administered every 12
patients hours
0.3 mg/kg/dayzt capsules or oral
Pediatric heart transplant suspension, divided in two doses, Month 1-12: 5-20 ng/mL
patients administered every 12 hours
Pediatric lung transplant 0.3 mg/kg/day, capsules or oral Week 1-2: 10-20 ng/mL

suspension, divided in two doses,

patients administered every 12 hours

Week 2 to Month 12: 10-15 ng/mL

In lung transplantation, cystic fibrosis patients may have a reduced bioavailability of orally
administered tacrolimus resulting in the need for higher doses to achieve target tacrolimus trough
concentrations. Monitor tacrolimus trough concentrations and adjust the dose accordingly.

For conversion of pediatric patients from PROGRAF Granules to PROGRAF capsules or from
PROGRAF capsules to PROGRAF Granules, the total daily dose should remain the same. Following
conversion from one formulation to another formulation of tacrolimus, therapeutic drug monitoring
is recommended.

Intravenous Injection

If a patient is unable to receive an oral formulation, the patient may be started on PROGRAF
injection. For pediatric liver transplant patients, the intravenous dose is 0.03-0.05 mg/kg/day.

2.4 Dosage Modification for Patients with Renal Impairment

Due to its potential for nephrotoxicity, consider dosing PROGRAF at the lower end of the
therapeutic dosing range in patients who have received a liver, heart, or lung transplant, and have
pre-existing renal impairment. Further reductions in dose below the targeted range may be
required.

In kidney transplant patients with post-operative oliguria, the initial dose of PROGRAF should be
administered no sooner than 6 hours and within 24 hours of transplantation, but may be delayed
until renal function shows evidence of recovery.

2.5 Dosage Modification for Patients with Hepatic Impairment

Due to the reduced clearance and prolonged half-life, patients with severe hepatic impairment
(Child-Pugh > 10) may require lower doses of PROGRAF. Close monitoring of blood concentrations
is warranted.

The use of PROGRAF in liver transplant recipients experiencing post-transplant hepatic
impairment may be associated with increased risk of developing renal insufficiency related to high
whole blood concentrations of tacrolimus. These patients should be monitored closely, and dosage
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adjustments should be considered. Some evidence suggests that lower doses should be used in these
patients.

2.6 Therapeutic Drug Monitoring

Monitoring of tacrolimus blood concentrations in conjunction with other laboratory and clinical
parameters is considered an essential aid to patient management for the evaluation of rejection,
toxicity, dose adjustments, and compliance. Whole blood trough concentration range can be found in
TABLE 1.

Factors influencing frequency of monitoring include but are not limited to hepatic or renal
dysfunction, the addition or discontinuation of potentially interacting drugs and the post-transplant
time. Blood concentration monitoring is not a replacement for renal and liver function monitoring
and tissue biopsies. Data from clinical trials show that tacrolimus whole blood concentrations were
most variable during the first week post-transplantation.

The relative risks of toxicity and efficacy failure are related to tacrolimus whole blood trough
concentrations. Therefore, monitoring of whole blood trough concentrations is recommended to
assist in the clinical evaluation of toxicity and efficacy failure.

Methods commonly used for the assay of tacrolimus include high-performance liquid
chromatography with tandem mass spectrometric detection (HPLC/MS/MS) and immunoassays.
Immunoassays may react with metabolites as well as parent compound. Therefore, assay results
obtained with immunoassays may have a positive bias relative to results of HPLC/MS. The bias
may depend upon the specific assay and laboratory. Comparison of the concentrations in published
literature to patient concentrations using the current assays must be made with detailed knowledge
of the assay methods and biological matrices employed. Whole blood is the matrix of choice and
specimens should be collected into tubes containing ethylene diamine tetraacetic acid (EDTA)
anticoagulant. Heparin anticoagulation is not recommended because of the tendency to form clots
on storage. Samples which are not analyzed immediately should be stored at room temperature or
in a refrigerator and assayed within 7 days; see assay instructions for specifics. If samples are to be
kept longer, they should be deep frozen at -20°C. One study showed drug recovery > 90% for samples
stored at -20°C for 6 months, with reduced recovery observed after 6 months.

2.7 Preparation and Administration Instructions of PROGRAF Injection for Pharmacists
Tacrolimus can cause fetal harm. Follow applicable special handling and disposal proceduresl.

PROGRATF injection must be diluted with 0.9% Sodium Chloride Injection or 5% Dextrose Injection
to a concentration between 0.004 mg/mL and 0.02 mg/mL prior to use. Diluted infusion solution
should be stored in glass or polyethylene containers and should be discarded after 24 hours. The
diluted infusion solution should not be stored in a polyvinyl chloride (PVC) container due to
decreased stability and the potential for extraction of phthalates. In situations where more dilute
solutions are utilized (e.g., pediatric dosing, etc.), PVC-free tubing should likewise be used to
minimize the potential for significant drug adsorption onto the tubing.

Parenteral drug products should be inspected visually for particulate matter and discoloration prior
to administration, whenever solution and container permit.

Due to the chemical instability of tacrolimus in alkaline media, PROGRAF injection should not be
mixed or co-infused with solutions of pH 9 or greater (e.g., ganciclovir or acyclovir).

72




2.8 Preparation and Administration Instructions of PROGRAF Granules
Tacrolimus can cause fetal harm. Follow applicable special handling and disposal proceduresl.

The required dose for PROGRAF Granules is calculated based on the weight of the patient. Use the
minimum whole number of packets that corresponds to the required morning or evening dose. If the
morning or evening dose is not covered by the whole number of packets, use one additional 0.2 mg
packet to round up the dose. Do not use tubing, syringes and other equipment (cups) containing
PVC to prepare or administer tacrolimus products. Do not sprinkle PROGRAF Granules on food.
Prepare and administer PROGRAF Granules as follows:

+ To prepare the dose, empty the entire contents of each PROGRAF Granules packet into a glass
cup. Check for any remaining granules in the packet(s) and empty these into the cup.

+ Add 1 to 2 tablespoons (15 to 30 milliliters) of room temperature drinking water to the cup
containing the PROGRAF Granules.

+ Mix and administer the entire contents of the cup. The granules will not completely dissolve. The
suspension should be given immediately after preparation.

+ For younger patients, the suspension can be drawn up via a non-PVC oral syringe that will be
dispensed with the prescription.

*The cup or syringe should be rinsed with the same quantity of water (15 to 30 milliliters) and given
to the patient to ensure all of the medication is taken.

+ The pharmacy must dispense with the Instructions for Use. Alert the patient to read the
Instructions for Use.

2. BUCEBITLBEKRZERR
WEIRICEE T HBIMER (A—RX SV T7HE)
AR T 2N LOTEBEOHDER E A —A T VT ML TR D,
( TV 6. FrEDW R AT HBEICHETLER] OHSMR)

Drug Name Category
F—ANZ VT D4 tacrolimus C
(2021 4 4 H k)

2% ROME
F—A ~Z U7 D458 (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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