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I. BEICEYTSEE

1. FAROEE

ZS

F
=

FliL, Z27 v ) AAKIDZ BT & DRI TH D,

v ) AAFE0SmglHE T |, [#7 0 AAEImg THET ) KON [# 270 A A8 5mg [H
T1) k. BFETHRASHEPBRBEE S & L CHBSZAE L, SR ORBRAGIELRE, ZEMER

B EWEn R B A kM L, 2013 4E 8 H 15 B ICARAZHS. 2013 4 12 A 13 BIZHRFE & B
M L7z, GERFEHS 0331015 5 (CFER 174 3 31 H) 12D S KRB HIGH

LLT OZARESUI B R DB 24T o 72,

HEBHH A Pl WA

20134E 11 H 29 H | # 7 v U AA8E 1mg THIET] | ¥£) OIEEESHHEEMERIEZE (FPEE~EIEIC

Z7m ) LAAGE05mgl HIEEL] | #HAME (R7 v A FEHiME, A7 oA NEF

27 m ) LAGEbmg THEL] | RD)

20144 5 9H FE 5 B ST IE

Z7a V) AAEE0.5mgl HIET
Xrna ) AAEE 1mg HETL)

20174 4 H 12 H

Zr7m ) AZEE05mgl HET] | L—FZABE(ZT a4 FHEIOBEGNZHER
Zr7ua V) AAFE 1mg [HET] |+, XIZEWERIC X Y REEREGEE)

2023412 A 13 H ZRNER I - &R R A0 2 M MEMI %

57 a Y AASE0.5mgl HIET]

Xr7nal) AAEE 1mg THETL)

2. 8
(1)
(2)

mDERFERFE

AKFNE, 27 a Y DAKI &GRS LT D 0EMHFITH 5,

BERZBEWER L LT, <zhigdd >R EE, * 7o —BREGRE, DA, NI OiFEZE,
POUE ., DIEIRATEA , DARBETE ., AR RIETE | MM R AR PR N i R I Bk
SiE | ML/ INR IS PR SE BT . MEMDRIERAE , VAR B M, ARIFEREE . A L U X | R REREIRARE W (Stevens
- Johnson JEMERE) . FEULIREE, TMERFL S5 EEMERE, BYE, EITIES B A EME (PML) .,
BK 7 A VARSE, U oo EE OB, PR BEIRIA K OBERIE OBAL, @b, JTERekaEs .
HE, (0.5mg/lmg DA) < EIEFEEIGE> 7 U —+F, (0.5mg/lmg O H) <HFEHEH YV v~F >HE
PERR D ME SN TS, (VI 8. (DEKAFEIEM & WIHIER] OESM)

3. HEROHFFHFHE

(1)
(2)

AR 2B E L, 241 LCRRR L,
PTP > — MIE vy Far br— &7, 18EZ LN 4,. aREFr Lz,

4, EEFEFERAICEAL CTRAMT NS

WEIEME AN B9 2 841,

S 1 KT | A b BRE
RMP piz

EMO U 2 RAMEER » LT |

RSN CV B &b

SR A <7 A i

AR 1 oD T TE S pili3
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LR
(2) & - ERLOHREIE

Y L7

6. RMP D=
LR



I. &I SHRE

1. B5EA
(1) M4
27ua Y AAFE0.5mg [HIET
vl AARE Img [HET
7wl AASE bmg [ HIIE T
(2) *4
Tacrolimus Tablets
(3) &AFDHRE
—frA L0

2. —i&4%
(1) M& (WwAE)
K7l AAKFY (JAN)
(2) #8 (WMAE)
Tacrolimus Hydrate (JAN)
Tacrolimus (INN)
(3) RTL (stem)
TR A 2R GEINFHIEK ¢ -rolimus

3. EEXANETRERX
oA

4. HFRRUDFE
5373 ¢ CaaHeoNO12- H2O
y & 822.03

5. {tFA (MK XEEXE
(384R558R9E,125148515R,165,18R,19R,26a.9-5,19-Dihydroxy-3-{(1 £)-2-[(1R,3R,4 K)-4-hydro
xy-3-methoxycyclohexyll-1-methylethenyl}-14,16-dimethoxy-4,10,12,18-tetramethyl-8-(prop-2-en-
1-yD-15,19-epoxy-5,6,8,11,12,13,14,15,16,17,18,19,24,25,26,26a-hexadecahydro-3 H-pyrido[2,1-]
[1,4]oxaazacyclotricosine-1,7,20,21(4 H,23 H)-tetrone monohydrate (IUPAC)

6. {ERA. jla. KBS,
Briz7e L

5&85



. HHEP BT SHER

1. MELEMEE
(1) %M - K
A DRE i XUTAERIED K TH 5.
(2) BFE
AL ) —=NXITxH ) —b (99.5) [ZHD TIRITFRLTL, N, NUATFIVFENLLT I FE=F /) —
b (95) 1T ITRT <, KIZIZFE A EBET 20,
(3) WiEtE
MUERR L
(4) AR (SRR, K. BER
Pl v/
(5) BRIGEBEMTEHR
MUERR L
(6) DERE
MUERR L
(7) TOMDOELTRIEE
FENHE [al®  —112~—117° (BAMICHE L7-H D 0.2g. NN- ¥ AF kAL AT 2 R, 20mL,
100mm)

2. AR OEMEHTIZH T ZREM
LR L

3. BN OERBRERE. TEEE
(1) HesBaBRIE
1) BEKE
KWz H ) —VIZEML, 1,8- V= ha_XU B Uil OKEREFT Y oA ka2 TIRD IR
WH L&, RIRECERT D,
2) FROMRIL AT N VRIE R
NR—=Z MEIZEVRBRAITO, KEORALY MLV ERBOBIANY VT H 7 1 U L AFERER O
AT MVEET D L& BH DAY FUVLE— O & 2 AIZFERROTRE DWW Z§RD 5.,
(2) E&E
Wik~ 777 4—
RRER © SO EE G
BEME K, 2- 78X =, T Tk Ku7J R iR



V. RAICEIYSIEE

1. #Ifg
(1) #HRORH

T AN —TF ¢ T
(2) HAONBEEUHER

Wik X7 al hAFE Zral hARE Z U hAFE
. 0.5mg [ FET lmg [HET] 5mg [HET)
. FHED
7 T AN TaA—F ¢ VT
HITE SV TA—T 4 VTR S
x| =FE) A
.
I — — o
HE (mm) 5.6 6.1 13.6X6.8
EX (mm) 2.8 3.0 4.6
& (mg) 78 100 400
M 897 1 898 1 899
A=z — R
0.5 1 5
Ao — R 897 898 @899
(3) #EAla—F
(Mv. 1. (2) WA OHE K OPER ] OIESFR)
(4) WA OYME
(Mv. 6. WAIOKFESLMTIZBIT AEEM] OEESR)
(5) ZDih
BARANA
2. RFIDOHRE
(1) %S GEERSD) OESERUVHME
R4, Z7nul) LA Z7nl) LA Z7ul hAGE
e 0.5mg [ H[ET] Img [H[ET 5mg [HET |
7 na U ANAKFY H 7 na U AR H 7 na U AR
R %) 0.51mg 1.02mg 5.1mg
(1 &) () ARELT () AaRELT (Zrm ) ArAELT
0.5mg) 1mg) 5mg)
I AT, e 7oAiAo—R, JaoAhgrAa—RF ) uh ATTY R~
““ FERY N, w7 aa—/L 6000, XL, BT X




(2) BRESORE
MY ER e L

(3) #BE
MR L

3. BABRADHEBKRUEE

A L

4. Al
FARPSA

5. BAYT HEHEIED H SR

B R L

6. HADEFEEHTICEITIREEY

(1) hnisaER

SR IR : 2011/4/28~2011/11/4
Ox v AAFE0Smg [HETL]

MG  40°C -

75%RH [PTP 14

AERTEH =BV LRAF IR
<> BT B 4G IRE 14 A 3% H 65 A
PEIR n=3 TCR-101
<HfDOT7 4V Aa—F ¢ | TCR-102 ke ke ke ke
7> TCR-103
FeR R TCR-101 o .
(RES5, TLO)  n=3 |pon 102 L i
g RS — TCR'].Ol
L RR ( ;gw) n=3 | 1oR-109 . B B .
: TCR-103
RHIE)—ME (%) TCR-101| 5.1~10.2 7.9~10.1
(GEY—MERB) n=3 |TCR-102| 7.4~10.6 — — 7.1~13.7
<15.0%LL F > TCR-103 7.5~8.4 7.4~10.8
et (o 3 TCR-101 | 79.4~85.1 78.1~88.1 76.6~88.2 75.4~89.0
fgma ri\ (/;z)% unjf TCR-102 | 79.4~95.5 82.9~91.1 78.8~92.0 82.5~94.0
> TCR-103 | 77.6~90.7 76.9~88.6 72.1~88.5 77.2~93.4
4B (%) %2 n=3 TCR-101 | 98.3~100.5 | 98.2~100.9 | 99.1~99.8 97.7~98.5
- 03.0~107.0% > TCR-102 | 102.1~103.3 | 102.9~103.7 | 101.8~103.6 | 100.1~101.1
TCR-103 | 99.2~100.2 | 97.9~99.3 | 97.9~100.8 | 96.2~96.7

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 ORMER : 3.0%LLF RRTH 1.3 DEVER : 1.0%ELL T BRSOl ~ OFEBGWE : 0.2%LL T BIEARLIS

OFRFFIE + 1L.B%LLT
K2 FoREITHT D EAR (%)

— 1 RN



BRI : 2011/4/28~2011/11/4

OX# vl AAFE1Img THET

g 40°C

« 75%RH [PTP @3

RERTEH =RV LRAF I
<HiHE > T BH A6 1% A 3»H 6 »A
PR n=3 TCR-201
<BHEO7 4 VAa—F ¢ | TCR-202 A pERey A STk
7> TCR-203
TR TCR-201 o :
(2G5, TLO)  n=3 | mona0d| A BE
o s _ TCR-201
”@Eﬁiﬁgﬁ(gﬁm) n=3 | 1CR-202 A — - A
: TCR-203
FHNIE)—ME (%) TCR-201 3.6~5.4 5.0~5.7
(GEY—MEBR) n=3 | TCR-202 5.4~7.5 — — 4.6~17.9
<15.0%LL F > TCR-203 | 5.2~11.1 5.8~9.2
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
1.1 OEMEER : 3.0%0 T RRT K 1.3 OEVER : 1.0%LLT  EFEUSNOME 2 OFEGWE : 0.2%LL T BIEARDIS

OWIERFDE  1L.5%LLT
¥2 FrREIIHTHEAE (%)

— 1 RS

SR IR : 2011/4/25~2011/11/1

O# 7Y AARE B mg THET)

IndEER  40°C - 75%RH [PTP 114L]

RERIEH =RV LRAF I
<> & B AhIRE 14 A4 3% H 65 A
PR n=3 TCR-501
<HEDOHEMEEDO 7 42 | TCR-502 ke ke Bk A
—F 4 T RE> TCR-503
B _ TCR-501
éffé;ff ?L(?.’J) TCR-502 STIRe) — e
) TCR-503
o BES — TCR-501
RO (;.?f;LC) "3 | TCR-502 gy — — e
: TCR-503
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

S ORIEZIE - 1.5%LL T
X2 RORRICKTLEEE (%)

— 1 RN




(2) RHIRAFHER

BRI : 2011/4/28~2014/8/29
E W ERE  25°C - 60%RH [PTP %]

OX 7 m Y AAGE0.5mg [HET)

AERTEH 2k PRATHH]
< Bk > &5 ELGLES 12 # A 24 % A 36 » H
PEIR n=3 TCR-101
<HfBD7 42— | TCR-102 ke ke ke ik
T4 TEE> TCR-103
s TCR-101
fieRE R ] o A o A o A N
(2GEIETLC) =3 | ton 02| A BE Ha BE
. TCR-101
fiEsRER (HPL = . . . .
A [V STEI 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
<BHtBOT7 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 %]
ABRIEH =N PRA7 1
< K> BT BH AL 12 % A 24 5 A 36 % A
PEIR n=3 TCR-501
<HEOHEMED 7 4 | TCR-502 A By T A WA
NAa—F ¢ 78> | TCR-503
s TCR-501
fieRE R ] o A o A o A o A
(RERIS.TLO) n=3 | 10K 202 e e e e
R —M (%) TCR-501
(B —MHER)  n=3| TCR-502 WA A e e
<15.0%LL F > TCR-503
et (o _ TCR-501 2.6~4.7 3.4~6.4 2.8~4.2 2.9~5.2
fg(ﬁ)r,% (%wﬁlﬁf TCR-502 3.3~3.8 2.7~5.6 3.4~4.4 3.7~5.0
7 ’ TCR-503 3.5~4.1 4.0~5.9 2.6~5.0 3.4~3.9
e . TCR-501| 83.3~93.3 85.7~90.2 83.3~94.3 84.5~95.3
S (%) *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
: Lo TCR-503| 84.5~91.0 86.0~92.9 86.3~95.6 83.2~90.4
2B (%) ¥ 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
: Lo 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#smY AALE0Smg [AET) ME%E SiE, BOER 120 5 Lx-hr (D65 W, v v—1 %7 v
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 (%)

12




. RARZERUBRBREOREN
L

. FIEDEESELR (MBIEENEL)
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 ETHH-T,
- 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|OFEERHED 40% K DY 85% (11T D 2 B sz T, RO

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

LA b, REhOE A 2 R ERH (e 77 7 710 0.6mg) & HB LR, 2 ToRBRIKRICE

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) TiX, FEAERLEIOFEIVEHERD 40% % O 85%FIT D 2 REAUZ BT, AL D)
B R TR E R DSBS R+ 15% D HPHIC & > T2,

- pH5.0 (50rpm) Tid, EERFI O R 40% K O 85% 1L D 2 K iz B\ T
VR R AR DS PR R £ 15% D HEPHIZ & > T2,

- pH6.8 (50rpm) TiL, FEAERIA|O TR 40% % OF 85%FIT D 2 BEAIZ BT, AR D)
TR SRR O SRR R £ 15% D FIPHIZ & o T2,

< K (50rpm) TiE, HEYERIFIOFEIIR R 40% M O 85% T D 2 BE 2BV T, Kb DR
HH R AR VE R D SR HH 2R = 15% D FEFAIC & > 72,

- pH5.0 (100rpm) TiE, FEHERIAIOFEEAEH D 40% MK O 85% T D 2 B SIZHB W T, RO
VI SR A E B D SRR R £ 15% O FEFHIZ & o 7o,

P NCNORIAS]

PLb, REOBEHZFB ZFERER (e 777780 1mg) EHE LR, £ ToORBRIRICHE N
T EREELOEDFNRFEERRT A R 1 2] OHEEEIES L,

3R Y
(& H )
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

T8 B 70 5 BAN OB IN D 728 DAL F AR SRR T A RT7 42 CEAL 1845 A 31 B [EIER
%5 783 )

ARER A
PiE  AARIER T EHRERE SRk
[lHR O ORI : 50rpm (pH1.2, pH5.0, pH6.8, 7/K). 100rpm (pH5.0)

CHIE]

« pH1.2 (50rpm) T, FEAERIH] O TV AY 85% 1T DI AT F5 U TAS b O - H 1 H 3R | A s
FUHN O VIR IR E15% OFPHIZ I > 7223, 40% (53T OB AUZ 350 TA L O -1 H SR L A Y |
DL R+ 15% D#EIPHIZ 220N > 72,

- pH5.0 (50rpm) Tid, f2 BHOEIXZ 42 ETH-7,

- pH6.8 (50rpm) T, FEHERIAID IR 40% K% Y 85% LD 2 B SIZ )T, AR
T SR AR E R DSBS R £ 15% D HEPHIC & > T,

-+ /K (50rpm) TiE, FEHERIHFIDO FIIAH DN 85% T D IESUIZ I TA L O IV H 3R 3R e R
DL 15%DFIPHIZ H > 7203, 40%AF T O IE ST I THA L O B0 H SR IAE R 00 -
BRH R+ 15% DO#IPAIC 22 Do 72

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

Pk, REhOEHEE ZERERIE] (0 /T 7 h 7 ebmg) & L7Z4ER, pH5.0 (50rpm) &
pH6.8 (50rpm) DOFERIKICIUNT [HRIEESL DLW FHIE SRR A RT A v ] OHIERLEIC
WA Lz, FOORBRIKIZB W TIRHIEIEEEICES LR o 72,

()
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) FRMIRELGER - BF. NEIFRKRLER - AEICEHATLHER
L7
(2) A%
(#H0Y LREE0.5mg THEI])
100 2 [10 #E X 10 ; PTP : s fEHIA YD ]
(490 LRAfE1mg 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. BEBHE. NNakiE
OB MMBHEICH 1T HIEH RIS K UTBHE /X8 T HmOHH
OEEMPTEAHEE (0.5mg/lmg D)
ORIV w7 F (BEABRTHRFTHLB/EICERS) (0.56mg/lmg D7)
ON—TRBH (RTAA FRIOBENMRER+H. RIFBEHERIC & VY B#LIFEE) 0.5mg/lmg DFH)
O#att (XRTA4 FiERME. X704 FEENR) OFBHERMEREL (FEE~FEICRS)
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 YU o< F) (0.5mg/lmg D)
5.3 WEDIRIFICIBNT, AT 1A FHFKRIEA L Mot ) U~ FHEIC X D@26 217 -
Th, FRICEKT 250 RIERDED GGG T2 2 &,
(W—FRAE#) (0.5mg/lmg D)
5.4 MM TR BIEENMED S ORI U 72 BR O ARH O A 20 o OV BTN STV uy,
CGEEBEXES) (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 [HEMSOG & O R k18 90 O T8 ) 12381 2 B FL iR BR OB BA A 9C, HLA #4A [
IR O BFAFRIIAEAIT RV OO REKICH AL o7, £72, KETO HLA 5[
R F R B & I L2 S AR L RGABR 9 Cid, 2 FFERBAEFR TSI ~AREIZS > 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 D72, AT A RIEERGHMGIREN Th o7z, Fio, ik
BOFEICBNT, AT a4 RERBERGICB T 2HEAGIAHRESh A D, Lk,

<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 RIZEBWTEMEIO X 5 R BIEEMEO R WREHIZIL, "AREAZ B & L7z )7
G I & A0 o 7o TR BMESERNC AT DI D, Fio, REIGEEIMED @V RREIZ I 1T 5 ARFIDF %)
PR OLEMICET T ET AL ELN TN Enb, EEEAMET 57205 H L,

<EBEHEXBZ#K> (0.5mg/lmg)

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

BB R R OTRIRRFR S JX A EOEERIGR L 13, AT A FRIETIZH Y 2135,
AT7uA REHHUIAT v A MEEEZETH5RETH L LI T0nD, ZHIZESWTERAID
WHEBETHZMLERS LD, FLi Lz,

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

Z 7 NADOEMFEAAE L COBRKFMIIT DI TV D23, MERHRIE L L COBRKIHMIIEITH
ALTWIRNTZ D | AR O RMEDENL L TV WG Z ik L7,

RERURAE

(1) AERUVAEDHESR

(BEBHEDESE)

WE. B2 BRTL W X270 A2 L LT 11E0.15mgkeg 2 1 H 2 [\ OGS 5, £
&7 m ) AAELLT1E0.16mgkg # 1 H 2RIEA&FE L, U, RxICBET 5, MrEidl
1] 0.06mg/kg, 1 H 2 B AEGAFEREL T 503, FERITIE U THEEHERT 5,

(FRiEDE/E)

WE, INCEZ 7 e ) AR L LT 1E0.15mgkeg 2 1 H 2 BfREAKET5, Lk, HhellBE
L. MEFFEIE 1 B & 0.10mg/kg ZHEHE L 323, JERIZIG U ClE BT 5.

(DBHEDB/E)

WE, NI 7 e ) A2 LT 1[A0.03~0.15mg/kg % 1 B 2 [ O#& 5325, £7-, i
JISFEBRCAKN OG- 2 G+ 25%6121k, @, #2718 Y AXE LT 1[H0.075~0.15mg/kg %
1H 2EEANESGT 5, Lk, ERIOS U CEEEB L, 28 LIORENSF DN -ZITIE, hall
B L CTH DB THERF T2,

(MBHEDIEE)

WE, N2 7 ) A AL LT 1A 0.056~0.15mgkg % 1 B 2 B AO&KET 5, LI, GERIC
o UCHEEIER L, ZFE LIOREBRE Do RITIE, e lZE L TR 2R & CHERTT 5,
(EBHEDIRE)

WE, FINCEZ 70 ) AR L LT 1E0.15mgkg 2 1 H 2 BREAKET5, Lk, HhellBE
L CHMRD & THERFT 5,

(DEBEDIES)

WE, FINCIEZ 70 ) AR L LT 1E0.15mgkg 2 1 B 2 BfREAKET5, Lk, HhellBE
L CHMRD & THERFT 5,

(BHBHEDES)

WE, B 1 BRiE Y ¥/ v U a2 LC10H0.06mgkg % 1 A 2 [EFRAOFEGT 5, B
T4 7v ) AAL LTC1E0.06mgkg & 1 H 2 EEAOKE L, Uk, hellBE&ET5, £/, B
R e BB B AR O£ 52 Bth T 254 12ix, @%, #2782 Y A2 L LT1[H0.15mgkg
Z1H2E@EA#E5T5, 2k, ERICE U CEEEMET 5,

B, AAOROFEGRORNIT—EL THEHT, BEICLVBEAZERHLDOT, MHIREEDOFEW
Y& OFEIE N QN ifn R BE MR G O FEME SIS S OB )i EIR OFRBLZ B <To s, BED
RPUIE C T HFREAZRE L, 7 7 LU (trough level) OIMHRELAZSZIZL TR ES
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TEIT 5 Z L FRCBAEE R & 5 WG B E TR P REREZIT ) Z LB E LU,
E. M N7 7HREN 20ng/mL A2 2N EWGEA, BWEARRE LT R0 THE
T5Z &,

(EEFHERNEDOHSE) (0.5mg/lmg D7)

WH. RAIZIZZ 78 ) A2 LTC3mg & 1 H1EAYBRICROES TS,

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

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

WHE. RAIZIEZZ 78 ) A2 LTC3mg & 1 H1EAYBRICROEST S,
CEBEXBRDOES)

WE, AT, I 7 e ) A2 L LT 118 0.025mg/kg % 1 H 2 [BIEI &% KOS %I
A9 %, DA% 2 B, BFEfMd b7 7RE% 10~16ng/mL & L, M b7 7REZE=X1
YL NG EEZRET 5, A% 2 BUREIL, BEMLE FT 7REE 5~10ng/mL & L
Bh&E2FET 5,

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

WH . AT, WX 7 e ) A2 L LT 1 [E0.0375mg/kg % 1 H 2 [AIFIE# KON BHKIC
Bob545, Uk, BIEMF T 7#E% 5~10ng/mL & L, i ~7 7EEZE=2 U7 L
RN LG EEFET 5,

(2) RZERUVHAEORERE - B

MR L

4. RERUVRAEICEHEY SFE

THRERUVARICEET 58

(RhAEFE)
74 MEH D2 7 v ) KAZADL TRMERB AT D720, A OFRG-8 2 FET 2 B34
hREZIET S Z &,

7.2 AF| GER) ZERATHICY 72> T, ROBICEETDHZ L,

7.2 JERLAI & AH (BER]) OEMFRIRIEEIIMREE S LTV, [BBRLO I 72 Tkt % Cmax
XY AUC O fEIZENE 4 1.18 1V 1.08 5 16.1.8 ]

7.2.2 AF| BEF)) & EERIFIOYI 0 Hx KR OPERICES LT, Mg EE2RET 5 2 12X v fENC
LW DEBNRI2NZ L 2 HERT D2 &, 72k, U1V H D WIEDFICE O RIROEE 13 F 5
NE-EEIZE, HEIS U TR EZRHETDZ L,

7.3 BV HRESFET 25 AICERESREO LN TWDSOT, MHPRE (B X85 12 FEE%)
ZTX 572 20ng/mL L FICHERFT2 2 &, [11.1.1 ]

7.4 fOGEEEIMHIA L OOFHIZ LY | WEOREEIH O RTREMENR B D, T, THasBAEIC I\ T 3 Al
& 2T 4 B OGIZIHIF % AL G D Ie ZAIGIEIMHIRIE AT 5 5 EI12iE. AROYHk G &%
KS<RET D ENAMRERGA D& DY, BAAEE ORERODEH S 42 oo fu g imis &l o FE -
BehESEEEE L CRETS 2L,

(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
VB EEET S L, [11.1.1 BR]
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7.7 IR DRSS ISR A6 S R SRR DAL TV A O T, Bl A e T S R 13t
BELZTX 57217 10~20ng/mL & +5 2 &,

(EEHEANE) (0.5mg/lmg D)

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 FEEICIE, BHBMG 4B ETL A 1.bmg &5 & LTREMEEHR L LT, RER+260
(ZiE. 1 H 3mg ICHET A ZENEE LV, £72, #HETHIHEAICIE. BHEHORHEZ 20
ﬁi%ﬁﬁiZﬁﬁ%®m$%§%ﬂﬁb\&5%%%%Té_k#%ibw,m8§%]
(W—FRAE#) (0.5mg/lmg D)

7.10 BEUWEH ORI Z L T2, 560G 3 P AMIZ 1 A HIC 1 [, DRITESMICE L 2& 5 12
REMZOMHPRELREL, GEZMHTLZEDLEE L, £, AF%E 2 7 AL ke 5
LTh, REAREDOBFRERIT K OREFRIFT R THRR B 6 bR WEEITIE, F%%¢¢
T o0, MOBEFIECEETHZ ENEE LV, —FH, RKANZ L+ R0 G o - HE 12,
ZONEPHEFF CEOHEETHET DI ENEELL,

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
- WA 5% 12 FE KON 24 FE o b 7 7RIS & 1[I H O &R 2 £ 5,

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

[0l B o H &F & £t 3 5,

-2 [ HOMAEFH S 1.5 AL ERGRZICHE Sz 1 moff b7 7REICESE | 2 F (3
H) oM EMEZERST 5,

7.12.2 2 BLIRE
'&5%?&2Lﬁ(3@§)@m%

EEMT D, £z, &5HLA 4 BLE
ETHIENREE L,

7.12.3 HEFAHICH T > TIRIERFF O BFHFM (REFG/ZERES) BNE UM T 7RE % H
W,

713 0.5mg A HDOF G BEERETDHZ &,

7.14 258G L CHEREROUGENRD b WigAE, #5201+ 52 &,

715 BH., STAEFTO®RLELTH L,

CEEBEXBZ) (5mg)

7.8 JREERINIMEENC A N T TR A RE LIRS EARETT 5700, ABRUIZNICHECZEEHO
TTHRETEZENEE LV,

7.9 FHI, 1 BHHim of5ED FR% 0.83mg/kg & L. BICROAICIEE L THELZFHE T 2 &,
[17.1.8 ]

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

-1 HORAEFEES#D R LD 2 AL ERBZRICHNE S 2 Aolfd b7 7REIZES X 2
B3 o S 2 2T 5,

%

%EIL

gi+szZ L,

gl

EEIL

WRFRERICIT b T 7REZRE L, 1 ERE

Wi D 1
T4 EEIC 1 REIZ BZE L, ESRCmt b T 7§ 2
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i

i

-2 [ HOHERMHI S 1.6 UL ERRBEZICHE SN 1 8omp N7 7REICES X 20EF (3
[B1H) o &% EiT 5,
7.9.2 2 B LI
- BB 2K (3MA) OFEME NS 1 EMBERICmE N T 7 REZHE L, R
ZEMT D, Fio, WHBHE 4 BURIT 4 BEIC 1 B2 B2 E L, SRS b 7321
ETDHZENEE L,
7.9.3 MEHEICH I > TIRER O R FRME (REEG/ZEERRE) RE Ty b7 7REZ v
%,
7.10 0.5mg 4| D HBEZRETHZ L,
7.1 2 B G UCHBRIEROUGERR D b WA, K52 R+ &,
742 HE, 3T AFCORELETDH L,
(BRIEHH - REGRICEHT SEBEMMZ) (0.5mg/lmg DF)
716 1 Hd7= 0 O 58O ER% 0.3mgkg & L, MH T 7REICEKSEEEEEZFET5 2 L,
747 0.5mg A B DG &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
2ZMPEREZHNTNDZENS, ZTOEZED TRLHE L,

7.3 BB TOBEERBM T, FEATNC 20ng/mL 282 5 M EENL B SN, FDT-
O, EHBE CIIBREEOE(|E ST, 7 VT Fo U HIC LD BEBEORED 5 WIAHKO H
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 EEZ K RET D 2 EBARERG AN & 503, *GUEE OIRBECOF A
EEBLENOHETOILERNSHD D, EEFHEE L CEdEi LT,

< BfifeiE>

7.6 EHEBAL TOBEERBM T, FEANC 20ng/mL 282 5 M EENL B SN, FDT-
B, BB CIEBEEOELEZE ST, 7 LT F U EIC L DB G EOBED D \VITARIED H
R LTz,

7.7 AAIOMAPRE &AM - ZEMEOBRZMET L7z & 24, gradell BLEO T GVHD FEELF]IX
WS REREO M b T ZIREN 10ng/mL LN TH Y, —J7, BREEFRBUGIIEBATIT iR
FEN 20ng/mL #B 2 DIEFN S RBO LNz, TNHDOZ LD, B AHE 27O O
MAREET 10~20ng/mL # HEE L T2 2 LBNEY 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. BWERORBLAZMEIT20EN S 5, 72k, BEIERERE CldfHRE BT 5 1F®R A+ T
72, BRI CHE O N PREICET 21 E —2>DOHL E T 5720, BRERICE HETH
ERITB L2 h 12 Kt & Uiz, £72, AAIOKEGICK VTR L0+ RnGoni
LA, e CBEER AL Z e 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.
JEWRICEY 1 H 1B 3mg FTHETE D] THAHZ b, FFAERERBEICET 5 HEEY
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
BIOMARENRLT L HEENEIFF X RWVBERBEOLN TS, £z, 1E 3mg, 1 H 1HEOEH
BEICE 5T, mOILEERE T2 2 LIIRVWEEZLNDN, L—F ABRITETIE) IS
Mo E L HBEETHY, AFDPEMEG INLZELBETLHE, BeMEEr L VEZS 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 CARKIFEN 7 7 B AR L THEREGEEZ R LTS Z & E2BREERIZI T 2 M ik
BICIL, BH-BA%BER 2 » AL EBIEE Lo IS B RT K O FRIPT TR R DGR b le i
ST ELTHIEENTWDZ E LY, 2 » AU ERGHkE LIS Th S 2GAIITHIET 570 fill
OIEFIRICEFTTHZENEET L E Lz, D1, AFOMEN+SEONT- SR —HEE
1SR L 535 DT | BRMOBLEANOHET DL ENREE LU,

<EBEXBEE>

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

AHNZ L B TLEIRIBEIERM R OIER AT 5 T2 DX BRIl b7 ZIREIDS Uk
BEE 2 B G- R A LB L T 5 Z L0 D RN AR XX ZNICHE U BN EE LWE AT
L7z,

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

AFND 1 HHZY OFG58ED ERIE 0.3mgkg & LTWHA, EARBIE T, B8 B
ICRETHZENEELE OB FITHESE, HIEEGRIZ 1 HH72Y 0.3mg/kg BOHEN S
NLGEND S, TREOFEIZENT, FIEEGRO 1 H&H7 0 ORh 52 0.3mg/kg 8O AEH]
ZBWTYH, BRMICKE RIEIT /W EB X BN, Z07H, HilREOREIC L HEHERES
BEZ, AFDO1AHZY OFEED LRICOWTORHE (Al EZEHELE,

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

TEERIBRIZEB W TARBIOIRBED RN A LD £ TOMBIL 2 BRLNE R, ZOHRINIZE)
FABLO IR GRS B VWVEF TIEkFEE 51 L > THH o RS ENEO R WAEERH 5, &
Dz, RERORBZZET 5 L. 2 BEEL L THEREROUGEDED b WG AE, A
o5 aHiE L, Mo RiBFICUI Vi 20RLE LN LD, TOFETEH L,

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

AHNDOBEHAZ L > THEENERIBR DR EARICE D | HERPRIE~OY) ) #2 2 23 FTHE & 72 2 REHIX
AFNOEERMIVEBLZE 3 »ATHLZ b, H5HMOBRZEH 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 ORBSEENEINT 2 Z ERRBOOLNTND Z LS, BWEHORERREZBSZ L2 BE LT,
1 B o5ED ER% 0.3mgkg tildi LT\ 5, 7o, AFNC X D26 CRERIBRETT
HT=dIiE, &M hT 7RECORENEE L 2L, RAEGZICHE SN2t s T 7
REICESE, REERHHSEZ2T L2 L L LT

7.18 ZINERGK « RIGIHRICE DT 2 MIEVERR B 2 xt G & U728 L/MAHRER Tk, AR 55
WREE D 27 v A FAIROEH S TR | JEROZEIZ V. 2T v A FHENEES LA A
HoNTzlzd, TOBEEFHEH LT,
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5. ERERALAE

(1) BET—E3NR\wo5r—o
MMERR L
(2) ERERZEEFER
MER R L
(3) AERGERFEAR
ZUERR L
(4) BEEMEER
1) ENEREERR
(FBHEmRE)
17.1.1 BHHEIZE T 5 1E# KGO HH
OERAYAE IEHAER 354). BEREHETHEFER (694). ERNFENBLKRE (824)
TKFRIREE CTORARRER (1990~1994 ) IZBW T, BB O RIBEIFIT, 186 il THRETE
o VEREATRL O 1 FERBEESERIIZTNZN 97.3% L N 93.0% Th > 7=, fHHEIL 74/186
B (39.8%) THE 101 [A] 4 547z 99,
QEMRZE MERER
ROFHNE R AER CIIBEAAERIC L DAkfeiaR A M e e ] 104 Bl Z 7 v U DA (FESHER - 1 78 L)
N3, 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) . FEAESS A FEBL U IEENT 2117 B (11.8%) Thote, ¥ 7 r U AR TRANLOEY #i
Z B (19 ) TORFTIE, 2O CRAE ITAESE 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, #2700 A2 EHK - 17
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 A ICEN TR/ T4l
B, Ao AR (FEFHE - 7)) BEESLZ 120 B0 6 1 A AFHFEIZ 81.T% Th o7z
12)\ 13)
s m ) H2AERZ 7O 12 BRRG L TRE L72RER (1997~1998 7). A H(T 100%, H
MaSOR MM FEBL U TIEBNL 4/7 B (57.1%) Thotz, X7 v LA TEANEOH) 0 # 2 6] (10
Bil) TOMFTIL, 261 TR O A S D3R S i, FEHEEOG23 3B L7 E BT 1/10 1 (10.0%)
THhot- 1915
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17.1.7 BHEBHEICE (T HERRIER UBHE A RTE T RO
[FRHEE]

OERETHE IEKER (214). EREPE THHEE (3841). ENEMELLERER (66 #I)
AR E TORKRRER (1991~1996 4F) IZBW T, BHBMELOBME A xE £% (GVHD) OF
BiaBICZ 7 m ) AR (FEFHE - 07 E0) 285 L 1256 B, TRICEEL RITL., RN
WHL L 70D grade T LA EO GVHD OFIEIL 22 ] (17.6%) T o 7= 9 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 COEKRRE (1990~1993 4F) 2B\ T, ‘BHiBM% O GVHD39 flicxt 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 ERENMELEREER

AT v A REITET TIIIRm R CRAgeME B R IR T A& O Rl I E 2 A3 5 L — 7 AR E
FHe3Blargl L, ¥/l LAAh TR 286, 77 2AREE 35 Bilic 28 WG Lz, ¥/ 1
U LA T BB T 2 RAEREORBISEIMEA G A a 7 *OZLFEIT—82.9% TH U | FrfiEBE &
AT, SPGB ORE Ch D 1 AIREAE, ik (C3) DOEUMEDZE(LZFRITE % —60.8%.
164% CTholc, ¥, 7 V7 F=27 077 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 [IZOWVWTDOHRHK 7 1 ) A AREOFTHIIERF T 26 4,
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CEBIEXEE )

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

17.1.8 ENEMALREREVCENFENEFEHREE (7.9 88] Gmg)
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) Toh-o7= 22, WAk & & HEIX 18] 0.025mg/kgl H 2 RZHEIHEE 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
BERT 7RES 5~10ng/mL & LT 7 vl AR N T EikE 12 B#ES LIER, k&S
RRZH 1T 2B (DAI A a7 I K HUGEE) X, 224 61.9% (13/21 fii) 2V KT 66.7% (6/9
#il) 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,

) 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=01 Vol 7 AN H=0 Vo
M ERERE = 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 DowrD s 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-&
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, HLITERE FRERMG UIKPOLAEIZIE, &8 FIRMEOHE
ZRALTEFORIC L 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) REMUHE
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 E Uiz, £ OfEER, BhE 52 BHEICH T 5 2AFR K OV EAERTIZN
Z 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 OFIAE (1996~2002 4F) (281) 5 1 ERB/AEFRLD 1 ERBASRIT, A (1,233 #)

i%ﬂ%hﬂ&&@ﬂ)%ﬁ%f%ok%%
17.2.2 DRBHEICH 1+ B R4 G O HNF
OFEARERE - REBIRE
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 FREEMSISRBLHIL 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 BERBHEIC & 1 5 R4 R S O HEH
OHEERAKERE
Tt DFFFNC T 2 A — RIBFIER] (35 ) @ 4 FFRFEAEFRIT 100%, 4 FRFEEERIT
78.3%. 4 RSN FBLRIL 87.7%, 4 FRFEA A Y VPRI 95.5% Th o 7= 27,
17.2.5 BHBHEICE T HERRERUBHEFNEEROMS [7.5 BHE]
OFEARERE - /NRBIIRE
(PRI E]
Mk DA TS gradeILL EO GVHD ORI ELR (BMfL 100 AR 1%, A (215
B) TiX44.1%., /MR (117 i) TiX 40.8% TH -7 28,
CaEss]
MR OFEIZIIT 28 GVHD (263 2 A2hRIT, 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
DBREICBIT A2 700 A& (FEHHE - 77 80) OEMRISOMFIZN RN/ HER SN TWD 2932
GMNEANT—4),
17.1.4 FHFSHEIZ & 1 5 354 R S O I
JBAEIC T D2 7 m ) A& (S - 77 & V) OHEMEEGEOMEIN R MR ST S 3D 39
80 (SMENT —H),
17.1.5 BERBHEIC & 1+ 5 $E4 R S O HEH
WBMEICBIT 5271 ) AR (EFHKR - 07 E0) OIS OMEIZ R R ST D 35 36
GMNEANT—4),
17.1.6 /INGRBHEIZ B 1T B iE4 RSO HIH
INBBREICIIT D2 7 v U WA (EEHK » 78 L) OHHEE S OMEI0 R R STV % 3039
GMNEANT—4),
(EEfREAE) (0.5mg/lmg D H)
17.1.8 EINRTHASE I ERER R CEASE ML EKRER
FRRFEBR S OIBFRIC BN T, AT A REIOEGIZE > THRAT4, ITEWERIZL 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 S5 R D NBR IR & 27 < ST IIER] CTREGIEIR S ATRE & 72 o 7261 & 2 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, ARBRTCIE, Smg/fR A4 HOEIETAT v A RAIZREE L, EIROZED
HEFRFCX WAL, AT uA REIOWEEITo7-, ZORE, ¥ 70 ) AARETIE, JEROZ
EEHMEFFLIEEE AT v A RAIOMEZFRD, FE5ETHT 12 B X O 5% TR 4 BRI O AT =
A FEHERGE (L F=y e AHEE) X, 221 4.91mg/ A XD 3.81mg/H Th - 7 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 =27) 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

(F-¥£8.D.)
(BAgFY 97 F) (0.5mg/lmg D)
17.1.10 ERNEHE I HEHREHRREVCENE IELKFR
WEDIERICEBNTHY U~ FEDOD72L &b 1ANC KD+ R E b zno ) v~
FRFEI F 70 ) AAH T % I TR CIX 16 8 [H, 55 MR <% 28 M5 L7z,
ZTORER, Zr7 v ) LA K T RAOEMFHERRICBIT S KEHY v~F %2 (ACR) OA RN
T 20%HEF OFIE (ACR20 S#3K) 14, JEmEE TiX 49.0% (50/102 f1) . Eilina 1 50.0%
(27/54 ffil) Tip o 7= 4946
ACR20 S GEmn#)

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. EMEBICEYTSEE

1. FEEMNICEEHSLEMNIILEYH
TN = a— U ONEMEE BLE 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 £
18.2.1 T MfHIKIZ L2 TR LOA 2 —a A% (IL) 2 KOS ¥ —7=xr (IFN) -y
DAHIL BT JEFHEEN T o . IL-1 8 KO IL-6 SO PEA G #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 E SO 2 0
fIL., AFHEAIERSE 5,
18.3.2 7 v M EAEFOMME R O X YRS 2512 & 2 AR ZEHE 0 [R118 | 43 Z5M AR £ o #8252 9
2 W ERN R & D 59750,
18.3.3 BAi /i xtfEg TINET /L (v R BD T b W) (BT, B e ERISZ 8 L, A7
BRItk S5,
18.3.4 BHRBMET /L (B A X600 T [50) LBEET /L (T v k) O, iBEET L (1
X) DR NEBAEE T L (A X) NTIT DB RSS2 30 U, AFHIH 2R S ¥ 5,
18.4 BAET R T H4EA (0.5mg/lmg D7)
BEiRET IV (T b)) ICBIFDRIEMEY A SO A VEAZIR L, BEIEIREROVE - 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
RIEMEMIRBET L (w0 R) IZBWT, RIBHIEOTEMEL T Mifd) 5 0 IFN- vy OFEAEZ 3N L,
KGRI HEZ BRI T 2 68,
18.7 MIEHEMAI<HT 54%A (0.5mg/lmg D7)
FEMEMRET NV (U R) OMRICET 2 T MBI ER 9 5 SIE R K OFRME(L & Bl 35 69,
Fo, MEHEET LV (TR, 4 X) OEFREUET D 0 1),
18.8 EfEMENEEISHT H4EM (0.5mg/1mg DFr)
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) BREABRTHERBShOPRE

16.1 MmARE
16.1.1 BzHE

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

G LI OB AT A—ZITRO 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 HRENE LN ™ GHEATOZ 70 AAS T A FHHEOT —4),
16.1.3 /NETEHE
NN RE O 2.9 5%) 12V TIE, BAICHAREBEE T 1.3~2.5 O N5 &
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 BlNOBRAME Y v~ FREICEZ 7 ) AAH TR 15 KD 3mg AR AHRE 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 D H)
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/1mg)

16.1.4 EB|EXEL (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 ) ARAH 7% 1 H 2 B
A5 Lz L oM b7 7T 6.55ng/mL (2.52~11.40ng/mL) TH 7=, FDHDOI
¥ H-Eix 0.0721mg/kg/ B (0.030~0.156mg/kg/H) THh o7z, 7of, FHIMmF 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 SO LARBEROEB (5mg)
MANBEBHEE OB X 70 ) AAD TR A/ NY 70 ) LA A2 RHEERE L L & o)

BT A—ZPFRDLEBY 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 AF— "—{E|IZL ) ZNEI R A SIS ERRR O G LAt #
7a ) AAREZAEL, FoniEyEiie 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 47z 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] 18EKRNTa 737878V 1Imgl A7 2LV (¥ 70 AR ELT
1mg) #., 7 B AF—/"—{EIC L) ZNENRFER A BEICHEERER RS L Tanth 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 HR NS AUC, Cmax 50/ 7 A — &3, #ERFE ORI ORI - R 55 03l
R K> THERRD TN D 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 =)

Zrual) AAGESmg (HET] 1EEKRNT e 7778 bmgl 7L (X7 LAELT
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) DHIPANTH V| WA AW AR 5 M D e
iz 89,

HE T A — X BENRG A—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 ) AAOMHPRENMET T2 REERS S, —FH, #2781 LA CYP3A4 T
OR#MEET S L10LV, CYP3A4 TRA SN HMOIEY O MHPIREZ EH SE5R8EMERH 5
8), £/, ¥/l AAOMBEEBMEHIL 98.8%LL L& EmWO T, MAEE R & OFFED T8O FEH
& OHAAEH O FIREMEDS & 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 EFERANICTAEFICL DX 7 0 ) LA ZEYTNIENT A —FZ ~DFHBLRF 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 NTEEPERIBRBFICHT D b7 7IREZ AW RHEREY BB ¥ 7 n ) A2 %
B G OR O WILEE, TR R TR O 62% L e S iz 89,

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 E DR T & & b
IR LTz, 7B, KM, /DIMA~IKIRE OBATARD DL, BHEOHERITIED > 72 99,
(6) MFEEAKEAE
16.3.1 % 7 1 U A ZDIMEEE 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%
16.4.1 % 7 1 U AR T 1L L THEMNHIEESE CYP3A4 KX CYP3AS TR#ENS 9, [10.3M]
(3) PEEEMNROEERUVZTOEE
MR L
(4) REVOFEEOFTERVFESEL. FHELE
MR L

7. Bt

R D REB S AR PR S, REME D IR HRIERIT 1%L FTh o7 GAEAT—X), 72
B, 7 m Y AADMPREITEEIED 2 WITEITIC L DB E2Z T 720 99,

8. FSVARR—A—IZBHT S1EH
MR L

9. BNHEICKEKRERE
(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 FFOBEIZEWT, EELGRER (BFXL2. DF2. B{E. 2568 EEES. RNEE.
migtERUN D EREE., ANRFIMES) IS& Y. BENGRBBZLEDCENHIDT. RAFIC
TRIHEEBETEIERBERRUVEAFICODOLVTOTLEMNBLERREET IEMPERT S L,
1.2 BHF & FF (RED OEVENRFEFRIESATOVEVDOT, YIYBRZIRUGFAIZEL TIE.
MpBREZHNETEICLICI YRR ZRROEBNLEN L 2RI DI L, [0.5mg/1mg :
16.1.8 BB, 5mg: 16.1.5 SE]

(i #5518

1.3 FHOBEF. RENFHREZRUBEREOERICHELTVWIEMXEIZOEENE L TITS
&,

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

1.4 BEY O FARICHEELTVWIEMOANERT LS L LI, BEISH L TEARORRE LA
HOBENRRICOEACELEEZFOHTRHHAL. BEVBRLE-CLEHBL-LTRETS
&, F LA DERENRBHONIBEICIE. RAZPLETILEESIC. ELICEMICERL.
BREMCESEREEERAD L,

(L—TRXE#%) (0.5mg/img DH)

1.5 ZFOHBEIX, L—TRABRDARICHIHFEELTLWIEMOLETITSI L,

(BREHH - REBRICEHT SEBEMEMZ) (0.5mg/1mg DH)

1.6 FHDHLEIF, 2REHL - REHRICEHT SMEEMEOBREICTHSFEEL TLHEMD
HETITOC L,

ok

(fia5)

1.1 BAIOFEIZ LY | BAE, OA%, BYYE, A FRkiEE. I, At g R
#=ONMEREAESE O EERRIERAN RIS Z L B8MONT VWD, T HITESA R fEE 7= &
HZEbHDiw, REWEEE LA+ T E T 2 B K OARANZ OV To+43 7
AR E R AFTHEMO S & TARBZ ZHEAWZE X H#E L,

1.3 Ngs B ts ORI T Tl & £ S AYYE, HiOR, BWERZR EREBT L2 030 |
{2 O B3F ORIEITIS U THREMBIAIOH &R N MNETH D, Fio, RENIEAER L OEERN T
DIMFIREDIT S SENKEWH, BREEROFMEICEI 20 N7 7REIDS UG5 EOHM
BNV E L 72D, ZO), BHEEEHEOFHRICHE L TV D EMXIIZORFED L & TARKIZ Zf
AWz Ko fal L7,

1.4 BV v~FBEICKI L, RANT ) RIR_XRT7 4y NeBE Lz ECHEyicERT & T
HDHZEND, BEHY UTORBIEBRL TCWAEMMMERATA L& L, £/, HFiV o~
FREIIIRTERINDIHGEN L DORFORENEMCOIZ2 Z P BEIND 2D, &
FHICAR OGRS Z A L, BENEM L7 L 2R LI LTI Lz, &5
(2 IRA AT & O FE N DTG EITITE O R A E NN D 2 L onh . REIORM % H
LU, EMOEREZMS LT,

1.5 V=T ABFRITEITIEDDEEORKRIME & D FEET, V=T ABERLEOLONFREETHDH Z
EROARFINEIRGENDHZ L 2BET L5 & oz v & BEERE ORI FHICITLY —
BOFEWENLETHD, £/, BIEOLEMETY 7~ F—F & (SLE) OIRHEERENOIT, K
wEEL DRV S SLE BEICIZREMHIFTH 2 A OLEMEIMELS | S B IZEHIREERAL
FTIE, =7 ABRUSNO SLE JERITK LA RMMEZ R b0 R EEEII/R TRy, 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, BHEEITHEOLONRZNETHMLNTVWDIRETHD, ZO7D, FBEYHD L
IR IERIEZIEIRT 5 2 &3, BEOAEMTRICKESEET LI 00, RAlZEEICHEHT 2
7o, IR - RIEHRICEIET 2B R ORISR LI EMA A 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
ELIHINIT D2 EnmbhTno, 72, Rt Z 13 CYP3A4 TRET S5 Z & KT CYP3A4
OFEEREATHZ NG, JERHICE Y ¥ 7 0 U A ZRDMAREEIMT 5D E % 1) 5 AlRelE

DD,

2.3 AANTE AV U AMIEDRKBBEENE N ERMOLNTEBY ., B U 7 AMEFEFIRA (A0 )
TN IV BBV UL RUTATLY) EOBFAICEY . &Y U AMAEFRBLO FTREM:
ﬁ%ié%%hﬁ%é

2.4 HONICHREHRBICEEOD 2HEBEHTLHH L OREIMHRIEELZ T WL EICAT 7 TF
%%@?ék\%ﬁ?ék%h#%ék@ﬁ%ﬁ%étb\Kﬂ&ﬁ¢@%%f@$vﬁ%ywﬁ
fEEEET e LT,

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

AR UVHEICEET 58 L TOER
(IV. 4. AEXOHEIZBEET IEE] 228 T52L8,)

EEGEFRNIE L ZOER

SEELEXMIE

(FheEFIE)

8.1 BREEFEOHKBBMENE VO T, FHENZHKMRE (7L T7F=, BUN, Z LT F=02 07T
A, KRB NAG, R B2 7urmT7 ) U5 275 e ERFEFOREE +SITBET 52 L, KT
BHMICITZF 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
+oEETSZ e, [11.1.14, 11.1.15 B#]

8.4 AFIBH I OARE, FEEAR, DAFEFE, PoidiE, DS (EIEIKT., BEREZ ST 5
RBHHNTNDHOT, FEAICEL ULLER, Do a— M X RREE1T 2 78 SERFOREL X
<#BET 2528, [0.5mg/lmg : 8.13, 11.1.2 &M, 5mg : 11.1.2 ]

8.5 GMENHHTHZ ENHDHDOT, EMICMERIEZITV., ME EFNSH Sbn=Ga12id,
BEIEAIEHE 24T 5 70 Y R VB 24T 5 2 &,

8.6 JEYYIE DR B TS+ EET S 2 &, [9.1.1, 11.1.10 2]

8.7 B DRPENHNC K 0 YT D RS BV oSS o BRI S A O ATREME N B B D
T, tHOEETH L, [10.2, 11.1.13 ]

8.8 AHIDEHIZ LV B EE ANV UHIHERF R OWMENFEETH 523, B E A LE A ORIE
MDORBUZ SN T H G &R EBEEE2 +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 N & 5 & RN FAiReD TR & )l & i
R ARY vERIEL, AFNCEIV#Z 52 L,

(EEHEANE) (0.5mg/lmg OH)

8.10 JRRIERBRBICAE R T 235G ARAIOF 554 wT R O G-B IV CL BRI i iR E O
BRAERERT D2 L, BIRESHGE S-S 1TIE, TR R ol IR IS 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+ s2 L, (8.4 2]

CGEEBEXBES) (0.5mg/lmg)

8.14 AAIOB 1T, HENERBK OIRFIEICHAORE L TWAEMO S & TITH 2 &,
CEEBEXBZ) (5mg)

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

815 AFIC LV =2 —FT AT 4 ARFEHOBENNH L OT, MU THHELEZET L &

(fifsit)

<ZheestE>

8.1 BEE : ¥/ vl AAROA « EHAEEL LI, BRI OB BEE 5B D BR BT
T, BRESSBEICRO N L6, HEIZT VT F = EOMKRREEZITH R & B
DREE+DIBET DUER D D, £ TV RO FRAL K OB B BEIR O B X
BICBWT, 77 F = ERKUBUN EFOZ BEGMIITHEIL TWD &b, #&54)
WIZIIHFICER T OLERH D, SDICHEREICLY | JRIMEMORE T & 2 &5 nThetk
MdZ &, £, ENOREY) v~ T BE TOBRKRRIZE W TRH NAG O EF2AFEH LT
Tl Enh, BAMAEHRE L LTRTNAG KORT B 7un a7y 2Bl TnD,
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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, o, MIELV U AMENS HIZ ERATHABERH D720, B U U AMREREFRIRA & OOF
AH0I 0 Y 7 AOBEEBEIIITOR N O EERLETH 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, DAHFEE - BRIRBRE LK T IREZIC T, DER (DRE, R
R, POEE) RO LN E0D ARG L TULLER, Lo a— M X R A
FOREBEORIEAL L BIRTH L, ELITOHEEIZEEME LTEMOELRTHLR, L
— 7 ABROEERABR TOHFEEORBENPEO LN TND, V—TARROEBIRBTH 525
T U7~ h—=7Z (SLE) Cl&, BE3lREROMEBRE T & S TWv b miEAE, & ifEE, APS (i
U UHRBEHURIEGERE) 72 EOBRBEAIT IHENZ N L0, HBREEORELT LY 27N
EWE SN TS,

8.5 ML : KENZIH T 5 BBMEO L sk bR T, milERZ 7 v ) ARG 49.8%, >~
7 AR Y AARERED 52.2% 58O BT EOWRENH Y 9, KFIR G LY &MENREBT D ]
BEMERH D Z s [ZOMOREIER @ ik OBIZME ER 258 L, AFRGICE 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 WIZEIE S O EEREYYELRIT 52 b 5, 7z, BHUTEIYEICRE L TWbHE
BIXEDIERZ S LICEL S FRERH 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 KEANZOWTE Y o EEOBMEZIZBE T 2 STk E 2 & 5 90100, Z i
D OWE TIE, FEIHNIRIEZ O b OCIER 25 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 RBEOREENEGEL D EBERIbND, Leh> T, AHEER
DIBEDHIEIHNT L0 | RGN DI M0 EF RO @S OB EER AN EZ BND
ZEnn, BEOREBICIAEET DL &

8.8 EIBKEFRNLEY : AT A ROEMELIZEDHEDH D WVITRE~ORELR L NCRIERN 2%
BIDE, ATuA ROBEE - BEWIZAERATHDL LB OND, F, BAiER-C EE 8 ED
ERRBIRREI D D AR HIZ L0 AT a4 RO « A FEEE OMFE RO THDH2, LT L
HLAFNZBWTAT B A ROBEBLAFREE W ) DI TNz &b B EE AR VE FIDEH 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
ZERLEFLWEBZxOND, 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 it 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 MafipiE « HEAE AN M I RE DOFIE & MR B F IR E N B Y | EIER S ERE O 20~30%
WCHIRBRIES 2 DI D L Wbt T g 100 102 — 5 - g I |2 697 2 A O 52 BT DT 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 NOBLED BMOIRRIEDO FEM L ZE L7 LT
AENEFERTHZ L,

<Efyo<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#> (0.5mg/lmg D)

8.12, 8.13 N — 7 ABERIZH T DK CTH LN BHREREFEITEHNICATHLAHMETH D |
N—T AR OUWE TR T2 O T oz, £, V—7ABFRFEOBIERIT
72 o REIER & i U C b B OBE, BENREWEMIEEED Dol L, v
— 7 ABRITETHEDEBEOKIRZ & DBIEE T, V- T ABRZOLONEEETHLIZ LK
OARBNERRG SN2 L 2ZE L, thofEK LD L BEERFORBETHICITI —BorE
PDILETH D,

<EBEXBEE>

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

MRS R RIGH R 12028 4 3 AET)) 109 TIX, HEIZE U THEMFOEREZML Z L NE
FLV, #7270 AARARG TITEERBBBIESLETH Y | IRFT M0 AR EE 2SR IR E 7]
RERBRBIOMER TITHY ONEE LWE, mHllS N TW5, KAIOHFELGIZ OV T HIEEERGE DI
FEHEIZ B L TWDERMOS & TITH K HFed Lz,

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

8.15 ZHMEMIK - M RICE T 2 HEMEMABEIZB N T, FANCEY =2 —Fv AT 4 A
FRFEBLOY A7 NEEDLBENDR DD, THEREEG2 LT L F=Y 12 40mg/HL LR EE S
NI 23R R - B JER2BE 16 Bt 6 ]l (37.5%) T=a—F v AT 4 AfifiREEIELIZED
Wi 1000830 62, FORE TIXBEMEMAR =2 —FE T RT 4 AMRDOERE T D Z
EDURIE SN TWD, AR AG0E T VAKX —IRET I - IR R F RIS L DA RT 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 ORRS ML Y > "Bk A & &1, PRAEMERIRIB S T\ 5, ZRMEMK - K
RICAPFT D MMM R IIBIEDRRTHD Z 2D, TORBICEL UL, =2 —F VAT
A APFRIZKET D) e PR E A BET 5 L 9 Ftd L,

6. HEDEREAIIBEICHTIIRE
(1) AfHE - BIEEFOHIBHE

9.1 SHHE - IEREOHLHE

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

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

(0.5mg/1mg)

913 FEISMIAXY)TFOESE

FHERERAESCHR VAN A= —DF = Y T BTH R E, BERFRK T A NVAOFHEES
C HUFF 2 O AV O BBERCFER DRBUCIEE T 5 = &, Sl 2 %5 S BREFE Y A L A%
XY U7 OBFIZBWT, BRFRUA NV AOFEELICE AR S bbb Z EMnb D, Fiz,
HBs #UFEMEO BFITB W T, SREmilF O 5BA%I1C B BUTFR T A VA DFIGHELIC X 5T
REFIE LTIEFINHRES N TND, 72, CHFR VAN AX Y U T OREIZEBWT, S imibkl
IO HBMGH%IC CRFROBANALND Z ENH D, [11.1.10 ]
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914 CERAERERVAMIILRENRESL SRS

C TP REEAGT T A L A A 506t . ARAIOBEER VI L 7o TERIAHE ST, C
TR ERETLEL T A NV AFKIZ K D500 A L ZIEFISLE R OAAK O FH EFRE S LET 72 D W]
REMEDR B D, ARIZMHA L TV D EBFIC CRIFRESERG Y A L A3 A Blia T 2561, JRH,
FEICHERET D L L b, AAIMFEREDET=4Y v 7 ZHENIT 9 7 8 BREOREZ 458
BTHT L,

(5bmg)

912 FRVANAXTX ) T7DOEBE

FHEREMAEECIFR VAN A~ — D —DF=F V7 %{TH 72, BAEIIFR T A VA DOFEEML
C TUFT 28 D AV O MR DR BUCIEE T 5 2 &, i 2 &5 Shi- BRIFR 7 A L 2%
Y U T ORFIZEBNT, BRFR VAN ZAOFIGHLICED2FRR S oD Z ERb D, Fiz,
HBs HUFREPEDEBFITIB VT, SEIH o0& 5% B BUFR D A L 2 OGS X 21
RuFIE LTIEFI DN HRE SN TWD, Fo, CRFRTANVAX X U T OBFIZENT, il
F O G FMHZIC CRUFROBALRAOND Z ERH 5, [11.1.10 S]]

913 CERAEREMVAMIILRENRESLEBRE

C BFREHRGT A NV AE LT EIAH . AR O ENNLE L o TR HE S TRY, C
TURFRERETLHL T A NV AFKIZ K D500 A L ZAIEFISLE R OAA O FH EFRE S LB 72 D W]
REMED N D, AR ZEH L TV D EBHFIZ C BT RELEMGTY A )V A EZ BT 258120%, JRAL
RUFEICHAET 2 & &b, AFIMLAEEDE=4% 1 o 7 ZHEINAT 5 /g EBREOREL 45108
BTHZ L,

(fiA)

9.1.1 JYYED & 5 B « AREIEOREIHIF OB 5 252 T 7 B TR ST D A LV R ITREGE LS
T MiRDH D2 WVIFRIIEFEOEEREIYEL KB T L2 WD D, £z, BHEIYEICREL T
WAL OIERE (L S REMER S 5,

9.1.2 BV v~ FICHEMM R ZE0F L T2 B3 (0.6mg/lmg DO &) : B& U v~ FICHIEME
RuEHUFL TV BEE T, ARIOEEIZ X BEMERRSEAT 2 EERS 5, BEY v~TF
BENTRET 25613, B K, MR RE L & OMERIFERICIEE T 5,

9.1.3 (0.5mg/Img). 9.1.2 (bmg) : BM X% C BFR VA L AFXx U TEREFIZENT, KKlZ=ETe
GEEMEIF OB 52 BRUFR D A VA DFIEHEL K N CRUFR OB BME SN2 L b,
HEYE O7- DI L7z, i, TERARFNER] OHICHEE L TWa,

9.1.4 (0.5mg/1mg). 9.1.3 (5mg) : C AFREEIALY A L 23K (DAA) O [TEHE R FEARNEER]
DIEZAFIGFAREOIEEN TSN TND Z & RUARAIOHIR#ZIZIHBWTH DAA IZ K DIREHIC
AENO ML PR ENEE LIJEFORENRNSH D Z Lo, AANCBWTH HBEOYRE2ATHHEE
BT 2R (BOHE - IS0 H 5 88) OHIGERLL, HEEMET L & & L,

(2) BHEEERE

9.2 BREEERE
BIEE DS ECT DS H 5, BWEMORHRZY 7o, EHMICh P REZHE L, K5&%
BT D Z EREE LW,

(fean)
BIEFILESHEICRO SN DEWEH TH D | ML & 2 W IR EIC B D b 3R BE [ AH
b LTl iRED & < 7R o Te G BT B R E N BT 2 WREM DS 5 5,

Ul
oK
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(3) HitkeRERA

9.3 HFiREEE RS
HRBBEDMKT U, AANMARREN EF35AREMNH 5, BHWEHORBLED 7=, EHIC
MApREZNEL, #5EEZFH T ENEE L,

(i an)

27 ) AR EICEDRBEESE CYP3A4 ICTR# SN D720, FEELZ AT 588 TIEIEMNR
HHESME T L, AFIOMHREN ES U, BWERANRELT 5 rREMNH 5,

(4) SFEREERTHE
BEIN TN

(5) &

9.5 iTiF
BEh SATAEHR LTV D ATREME D & 2 e VEICIIEHR EO B MENfERME A EE 2D &l S 556
WCOHBEET L&, BmER (V1F) TREBIEM. BIEEEI#RE S TS 109, & T
feiE 2 @i T 5 2 & AME STV D 100, IEIRFIC AR &2 85 S Bz v, BER O
~ORE (KHARE, LBXGF, &0 Y U LM, BHEERE) ORENRH 2 90 108,

(fia5)

KA DIEIFEE~DOHE IOV TIE, 73 X% AW AR A ERRICB WO TREGTEIE R OB R 5
MERER SN EORERH B, 100

(6) B3l

9.6 RELIF
ARG FIIRA LW EREE L, BAPF~BITT 5 2 MG T 5D, [16.3.2 ]
(fiah.)

SME R A RS CAE 2 B 55 S 7o im0 5346k 3 A % £ TONEEIFLH R 1X 0.79ng/mL (6 1)
Th Y, RO MIEFRRE 1.46ng/mL (15 i) OKH53 OBATRRD bl & O 1093 %
Do T, HEMIZEE L., AFEHTORAITEETHZ & & LT,

(7) NRFE
9.7 /NRZE (0.5mg/lmg)

BRI 2 BRI ORI BN T, U o ES O BRSO O TR E, [11.1.13 &R
BRI, B, OB, IR, WERAE, BN, ESEMEE, Y v~F L—TF R
A BB R R OB RIERG K - BB RICE DR 2 VBN TN 2R & Lo
PER V22 B 2 R & U7 BRI 560 L T uZe

9.7 NRFE (5mg)

B IC 2 AR OFILEN BB BN T, U O BRSO RO e E VY, [11.1.13 B
ERERAE, BN, OB, WAL, BERBAE, NIBBR R ONEEMERIBR CIVNRE AR & L
BIWER OV B2 FREE L U BR R BRI 50 L CuZa

(fian)

AF & ORFBIFREGE T E 20 Epstein-Barr 7 A /L AZBE L72 U 2 SHGEMER B D03 )
VONIERERE SN TV D, BT, R/ Y A NV RAFUR DA A2\ 2 5 A O FL S VA 0 18 S
HIRFZB W THIOAREMEREL 2D B2 DD,

(8) =¥

9.8 &

BEOREBEZBIE LN OEEICREG T2 L, —MRICEIRKE (BHaE. TR, R mes)
METFLTW3, [0.5mg/lmg : 7.9 2]
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7. tHE{ER

10. 8B/
AFNFFE & L TEMAEHEESE CYP3A4 XU CYP3AS THR#I s, [16.4.1 2]

(1) HREREZDER

10.1 GRS (BFALKGZWN &)
TR BRRAEAR - P18 71k By - fabRiR 1
EO s F FEIRIC X Al T ¢, AU S MBI ERIC X 0 RIE O ATHE
WSS R LAY 7 F |7 FUBERIC LV RIE LTz & O MENEINT 5,
MRS ERAER LAY T [HERD D,
BOAERY AT 7 F
A
[2.4 Z]
T ARY BIER D S 72 & OE WOIRF LD fFHICE D 7 v AR
(oo 3ar, XA=TV)| 005D, B, Y7o AR) AN oOmPEENEFLEZED
[2.2 2] LV ARANCG V|2 GG T MERHD 10, I rAKRY
7 ARY OGN D 24[1% CYP3A4 TR SN 5720
REfE] DA BRI SRR O 5% |0FH LTeh . BiamicHiiL v
BT D2 EDREE L, J7aARY OREBIPRE X
5o
R & R Z CORERREERT | AKA L OfHICL DR 2
(k72U 7) AREMEN B D, O i R EE A 9D ATEEE A
[2.2 ] bbb, T, R H X
CYP3A4 TR#@cNn D L& BIC
CYP3A4FHENEH AT H7120
%%_ibﬁﬁ@m¢%gh£
25 HEERNH D,
A1V T SORFFERI IR A EA Y T ASENFBLT D 2 & (ARHF & AT IO RIEF B A
Avwm /)77 M N b, RS 5,
(TNVET N A)
VUNSYA Y RN
(INHET RY)
N7 AT LV
(FVFLY)
[2.3, 8.2 & ]
(fia5)
BT TTF o
O MM REERRICETE O 5 RBEE T 2FH K ORENGIRIELZZ T TWHLEIZET 7 F

AT D & %\éfﬁ"éio%ﬂﬁiébé EDOWMENH DT, KA GTHOBETIIEY 7 F D
A RS L,
IR ARY o
HI7a Y AARR 7 a AR AALED L G EICED SR CYP3A4 TRE SN, OFHICK
D7 ARY OB E S VM PIRENS EF L, SESBI L L oS 10865 2 &
Mo, YI/urARY) L EOAEERERE LT,
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AN

AFIE R &L OPFRIZEET 2R TOMBLIZR WA, BB CHAIOFHICE D At
ZUDMEFRENE LML DT =2 R EHE6NTWD, —F, RErZ & DOffHFRT
BILZ70) AAOQMAFREOCEESHOFEIANHTH L2, Rk ¥ id CYP3A4 TR S
N5 Z LK CYP3A4 OFFEERMEZATSZ Enn, PEAIIC L 0 ARFIO M A E (]S 2D

BEBhbbHLEABND,
7 U0 DRFFPERIGRA -

AFNIm A ) U AMIEDFEBURE R m <. B Y U LREHERIRA (RewZ 7 bl vy
W)L, bUT LT L) EOFAICEY (@AY U LAMAERBO RN & ED Z &b,
BV T LRFFHERIRA & OO 2R & LT,

(2) FRAFE L EZDER

10.2 BEREE (BERICEET S L)

A

P - fEbRIA T

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 rFENL
Z Dt D HEHA|
Taws Y SFr
HF =)
TF= VTR NT VAL
FATS T — )
TUIT T =)
N7 4 VXA
TIAHFur
e

T —FTIN—I T a—2A

ERASER - HEE 51
B, REENRSE ORI 23 5B
THZENHD, PG %ER
PINIC ARSI D EF- L. El
TER DS HEL LT E B b it S C
WHZ NG, BEOREE
BT 5D & &b, ARF
FEOFE=X—%T, LEIZGT
W - RIS OB E1T D,

CYP3A4 THEH S 2 HHAI X
X CYP3A4 OIEMFEH A7
2 HASTEY & OO &
0. BAIORBALE S H.
AENOMAPRED 7T 5,

45




A

B AAEIR - FEE 7T

P - fEbRIA T

LTI

bR, REENRSE O RIE 23 5B
THZENHD, OB %ER
PINIC ARSI M D EF- L. &l
TER DS HEL LT ER] b it S huC
WD ENG, BEOREE Y
ICHERT 5 & &b, ARF
FEOFE=X—%{T, LEIZGT
W - RIS DOVE 51T D,

CYP3A FHEERIZ LY AH
DOACH A LE S v, A O I
RN FHT 5,

LT AH
BN
Tx )N EX—)L
T = kA

EYE
A SV
Vo757 7F

M EOSHBLO RN S 5, A
HfL P EEDE=Z — 51T\, &
TG U B DONE 21T 9,

EREERPFES N, K
OB BMEtE SN D720
AFN O M H R EPMET 95,

R

A3 UANXY YT (St
John’ s Wort, > b - ¥a—
YR -U—}F) BARMS

AKEBGRITEA I OA XY Y
VEARLEZERLRNE O EE
THZ L,

CYP3A4 2N S, AHO
REfEE SN D20, AH
DI FRENME T 5B
D5,

D B D IEH
TAFRT VB
TR HERVEYE
ANT 7 A RFHY— - N
ARNTY A
AT v A RHEHLRIEA]

BIEENEBET LN D, I
AR GERGAEITIE, BHERE LA
Fil 0D o Hh 5 FE A kR 12 B = 2 —
L., SBHZJS URE - IRFEE DAL
EE1TH,

AH & AT OB MDA
ICHER S LD,

F
HART 7 X AFND R ST L7z & O R
ED B, KA WEDE =
— ATV, BB U R
DI 475
mTOR FHEFH BAEE 2B )T, mTOR FREH [H

[11.1.5 /]

EDOPFIE, AR VERU N L R
DI A7 %8 5 Al REMTED &
5 LOWMENRD D,

RIET 7 F
A TNV HAT I F o

Yivax

UIF OB EEFIEDL L
753‘&)60

AANOSFAMHEHIC LY |
BEMINZU 7 F AT S
PURBEAE I SN D,

e INHIVE M 2 A9 % A
SR NI
RIS BB AR VE U HIE
LY v~F3 (DMARD)
A ML FH— R E
(8.7 Z]

BEOGEMHINEZDZ 0D
5,
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A ERAEAR - HEE 715 P - fEbRIA T

=Ly M3 ) SEAS b T A & T R 23
Wi B DT, M Y Y AR EHRE N,

I\ AR % 7 S Ay IR T
L,

¥ PEAIC L O EICREIAES L, AP ECOMPEE AT 5 WREEN S 5,
KX PR 7 == b A OMPREN EFH LIz L OWENH D BEF ),

(fi#E)
CYP3A4 TG S 415 3 AI X% CYP3A4 [HEEH 2 A9 2 A EY CYP3A4 TRE S 53K
AL CYP3A4 DIHEMEMAZ AT HIH & OOFHBRME B LINICAFI O MR BF- L, B
FHREIREORIERANIEEL L CTOLIEFINHE S TWD 2 Eh b, CYP3A4 TRE S 2 2KA
Xix CYP3A4 FHFVEM 27 2 3M OO HBR G F 1 & B OIREE K OARF ML R E D€ =& —
EITHOBICOVWTHHEREMRET L& L LT,
OMAWE (Y Ap~Af vy, Vab~vAfvy, 77V RAu~A )
AFlE ) A~ EOMHICLY X7 0 AAOMEFREN LR L, M7 L7 F=,
MIEA YV 7 MMED L K ORERD DB B, £ OBRAFOREL N 2An~<A v Ofk
WX VEE L L oRENRH D 1),
O7 Y —=NFRIEREH ( FF7aty—n, 7ratry—n R atFy)—L %) .
AKEE T ary— L EOHICE Y X7 v ) AAOMEFREREN EF L, AR OREIC X0 @
BEBDOTLEOHRENRDHD 1219, F/= R aFy — o ThH, PRI 78U AR
OIMFEREREM LT & OWERH 5 149,
OBNTTAFEFRH (=72, ANV, =AY, DALTFTELE) .
mvitro DERICT, =27 2P R ARV RNE 70 ) AZAOREMEET L D7 —
ARELNTEY W oy v AEFAIE ORI Z 2 EFEH b#E ST g 16,
OHIV 7'm 77 —EBHEH :
ARV b A NVAREEOJHICE Y #7a) AZAOMARED EF & DO ITEHAER
DRBPFEO B, Jrlb b a A )V AFEDOFIE H 5 WITAF OB ESF I THEIE L & o#E»
jﬁ)é 117)- 119)0
OFDMoES| (Tuwes ) FFr, XFV—)b, TF=)NVT A NFTIOF—)b, FATT—)L,
FUITTIS =), T4 IRA, TIF KoL)
i) 7axs ) FFr (R AEEER) -
mvitro DFERIZT, a7 V) T7FoRnFr7al AAONRHEEZEETL 0T —2035 50
T4 120
i) #Fy— (FENBEREAD :
KFNEZF V=L EDOPHICL Y, Z 7 1 U AADMPHEED RS N LK OmiE 7 v
TF=r D EAPEREO BV, AR OEEKR Y T — O IR TEIE L & ol 2003 %
5o
iii) =F=/LT A hTIF—/b (B OREEA) -
AFE 2F =V A NT A=V EDOIFRHICEY 7 8 ) AAOMAYREN LS L ARHF O
B2 X 0 AF| O E O T 2580 TIEFIAEIMC CTHRERE SN TN D,
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) AATTS—=n, T TT = (IR T A e EX—)
AR A AT TS = EDOHFICEID X7 0 ) AADOMFREENR EF L . AAT T —L0h
ik 70 ) AAOMPREOIK T 28O ERHE 23N TW5E, FlARAE T
VFIGS = EOBRICE Y Z 7 a ) AZADOM B EEEA EF U IEF N 129 20 X7,
F 7T —nidEE LT CYP2C19 Xix CYP3A4 TR S50 CYP2C19 DR 2
EHTHEFETIE CYP3A4 IC K HMREIMNERE 2D . ARE L OBAIENRE TS Z & MR
R EHER S TS,
v) BT VXA (BEARREREEAL)
KENE N7 4 VRN LEDOPMAICE Y 270 ) AZOMAPEER FH L, BEE, bR &
OV i MEREIDE 2% 5 O @IE I 23R8 8L U 7B S BN F 1T T 3 il S 4L T 5 125120,
vi) 734X a
EINA T DARER DOERRIR DU B = Fhfk,
T—TITN—Y T 0 —R
AR T —T TN =T a—2EOPFHIZLY, 7 vl AA0MF T Z7IREK 300%
FR UL OWINEE 290855, B, S L—T T N—Y Y a— 2D EMNHREET ~s
12— P450 [REEHICOWTIR, S L—F TN —Y P a—REENE T TR A FHDH W
£77 7 7=V OFENREBEIITNS 129,
LFLEEL
CHRUBMFRIGEE TH D 77 7L E A RO, Fi¥-A N AT U A V2 FRIEAITH 5
LT VEENAVBANCZ 70 ) AZADFEDH O AFROFHRHCARA O MRS BH L2 & O
ERHDZENDL, AFNCBWTY HFHER) OBEIGBERLL, EEMRETLZ L L,
PLCADAH, JiAEmE (V77 Evy)
AR OHHESRE ThH D CYP3AL Z7FE T 23K &L OPFHIC L 0 . RAN O S 4. KAl
DIMHPPREIME T2 RN & 5,
i) PLCAMAA :
Tx= b A UNZONWTIE, Z7 8 ) AZADORBEPMEESINTH 7 1 ) AADMAFRENME TS
LOHRRET, PERICLY 7= F A L OMHPEEN LF L2 & O 804G 5 5,
i) VZr7rEvr
ARV 7oy EOAICED 7 ) AADIMFRENMET Lo OARA 2R L,
V77 B IERICHENEE LI E 2A U 77 eV RO AR CREFF S vz
L OWE BIRGH 5,
i) V77T
EI N T ORER D FEfEIR DT B D & Gk,
LI TUF K VT
T AI A REY VY (FEL ;- St. John' s Wort, Bk« Va—r X U— k) AEET LR
FER L & B3R & OPFRIC L0 ITEMEIEERE T R 7 v — A P450 3§58 S 4, PFAIERI O
ZIREST D L OWMENRH D 18- 1BY, i A I VA FFY Y TIZL D CYP3A4 OIEMEDRK] 2
BT L OW|ENRDHDH 139, ZOZLiIZky, kD270 ) AZDOMHFREDK T TH
ML PIRE 2R CE R RoTeGh, GRS 2B R T 2NN H Y | PP IEIZ LY
27 a ) AADOMHRENR L oo GaIlc, BERBIEMNZ BT 5 MRS 5 O THEERET
HZE, BANZHONTH, BEK 2FEL ERBL, AFIZ T2y br— 1 XT3 R A BB
BE 10N NT, B3 U4 R Y UEI 2 BEZRICAKH O AUC KT Lz oWmERSH
7 136)
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M B D IEA
AENC X DBEFEORBENE D, RO H 2 3K & O L5 A ICH EI/ER 23 R S
NOAREMERS D Z ELEHEH L TV D,

HART 7 oF
HART 7RO RAER] OHEIZX 7 0 AAORHENH D Z & KOARF O E AR
TLIEEOWERH D Z b, AANZBNTS [JFHER] OHIGER L, HERESTSZ &
L7,

mTOR BHE A
mTOR PHEAI DO OF FBH AT & OY mTOR P A BA 2 R W2 A O OF 2 Bl 4G L 72212
MR NS FEE 2 BB U TEBI N RE SN TS Z ens, TS oEIBTR L. BF
MakldHZ Lk Lz,

KL T 7 F 2
T WA & OOFHIC K O ARNTEALD 7 F o OENITT 2 /R H 5 2 LM bREHE LT
B Y7 ARY Y (236]) HDHWNEFZ U AR (204]) lZTar ha— LTWD i
BEICBWTC, A V7NV 7 F Utk OPURSOENE 2 AR A & bRl U7 fE 5, it
B CITRER AR T 3B TOA v 7 U FHIEICH T ARG ER A EITIEL &
I B ARY U R—ZADBEF BT HHURKISED TN Z 7 a ) AAR—ZADEE LV K2 -7z
EOWE BIRDH B,

o BIHIER & A5 2 3841
AANIHRZEIHATH D Z Lo hoBRZEIEHIH & OOFHIC X Vil EOREmEl 222 L, &
Pkt T DD B5 U v N OTEMIES A LT L FREEDR B 5.
Py v~F3H (DMARD) (Z2oW Tk, ZDOERBETFRB G 0MI72 > TORWEERIS B 53, A
b LFY— hEIICOREMHEIER 26T 2FA 202 &b | S iiH & RS8O
FIEIHNC X0 BIER A RAET D AMREME A BE LitHE L T D,

Ll
AANTE AV U AMIEDORBSE NG GBI TV RAT Ry TRy h—CTHDHT L L )
AN OGFRHIC LY ED Y U LME LA OFREEREELIBENNH L ENBEHEL TS,

2

. BElfER

11.8EH
ROBWER DB BN ZENRHLOT, BlEZ 7TV, RENRBD b HEIZ3&kE 2T
1B %70 EREY) R LEZIT O Z &,

(1) EXGEHER & DRER

1.1 EXGEMER
(ZhREIE)
11.1.1 SEBFEF (0.1~5%AK0) . R 7 A—CEERE (0.1%A7)
[7.3. 7.6, 8.1 &=M]
11.1.2 DFLE, FEAK. DHEE., BDE. DERERE. DHESE (% 0.1~5%Ali)
ODfEE (STT 21, DRI T, OWEEIER, BEIRES) . DAL, LEMEH DV EEEOR
R, OAFEZE, POOE, DIREITRE R H b d Z b5, [8.4 BH]
11.1.3 PRAHEREEF (0.1~5%AJ)
AL FVEREEERE . R PEE S O PR REE RN S 5oL Z N HDHD T, RHIK
@ EakiEE . $EEL. SEEREE. SREE. WEEOERN D b O IGE 1T, MRTFIRAES
CT. MRI IZ X5 EgZHE 2179 & & biz, RFEZRETF L, Mtz ha—/b HrEEs
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O G 2B 21TH 2 L,

11.1.4 RMEEE (0.1~5%AJi)

EZE . B ZEOMERERD GO ERHHDOT, ZO XD REREH LbNT-HEIC
. RERMAESC CT. MRIC X 2HEiE2W 4175 2 &,

11.1.5 mieER/NOEREE (0.1~5%A)

VA Mk PR B AE e, A M AR A PR SR 0 AR MESU N IVAE R FE R H bbb Z &3 dh
%,

11.1.6 FAMERFEADE, M/REDEEBR (5 0.1~5%Aim) . BB, FMEHEMm, FRFRS
(W30 & B R B)

1117 41 LR (0.1~5%A)

11.1.8 REIZAEEEIZRE (Stevens-Johnson FEMER) (HE ARH)

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

11.1.10 BERE (15%LL 1)

AEME, DA L2 BEMS D WL AMEEGYEN BT E T 22 03H 5, £z, BET
RIANADFIEEIZ K BIFRS CERFROEALDR S LoD Z Db 5, BENRD b=
AL, R KRR, PAEME OB EG% 2175 2 L, [0.5mg/lmg : 8.6, 9.1.1, 9.1.3 M, 5mg :
8.6, 9.1.1, 9.1.2 ]

1M1 ETESRERENE (PML) GHEAH)

ABNOWEHRIM R OVARHE THITEE OREEZ +0 B2 U, BilkbEE, sRamiEE, FREEIR (F
FREL, PURORRE) . SEEES RS H S bz 8A1%. MRI T X 2 B2 W7 & ONK T Bk iR
2oL i, BEEPIEL, WOARLELEITI Z L,

1M1.112BK 91 LABE (BHERIA)

1.1.13 ) UNEEOEMEESR (0.1~5%AH)

Epstein-Barr 7 1 /L ACBE Uiz U 2 SBEREMER R & D\ E Y v "Bl (ISR « FEBA, U /S
JERE) RobbdIZENHDDT, ZOXDRIERN &L ONTZHEITIE. BE - IREEOHE
BB AT 5 2 & FRTHL D v SERBUA D PFRBNIZ IV T, FBELO FIREMER R, Eiz, WED
EAEIHNC LV . EEEERBEOFREENFEEDL Z ENHDH, [8.7. 9.7 ]

11.1.14 BEH (0.1~5%A75)
(8.3 &)

11.1.15 BRBFRVERBOBIL (0.1~5%AM) . BMEE (15%LL )
(8.3 &IH]

11.1.16 FFHEEREE . BE (W h bHE )

AST. ALT. v-GTP. Al'P, LDH O L\ EFSFEL 0D IS, WERH Hbhd Z &b
%,

(EfEHEAIE) (0.5mg/lmg DH)

1.117 2 ) —€ BFHERH)

JERP D Db =56 12iF, ATRERZEZITH Z &,

(BAfiYU o< F) (0.5mg/lmg D)

11.1.18 T MM HEA)

FEEN UK, R R RS O R SRR SR O G A I, ARIOBR G ERIET S E L bic,
MK L > b7 kR, S CT M e QMM AT S 2 S L, JRYE & ORI 2 B EiC
ANT, BIBREFRNVECROEGHEOEYRNEZITY Z &, [9.1.2 ]

(i)
<®hek3kiE >
11.1.1 AAIOHE G X 2 B8R EEH 2 WVITx 7 v —BREGEREENRE SN TV D, RAFRGRHTZ L
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T7F=r, BUN, 7 VL7 F=27 077 A, REA, R NAG, Rf B I7mrn7l) %
DR Z ATV, BE 23580 SN GA IR - KLU R 0LEE1T 9,

1112 AFNC L BAMER E LT, OfFkEE (ST-T 285k, OHEREIR T, DR, BEIRESE) . LR
2 LEMED DV EEMEO AR, PelE, DERITE NS STV D, F, Sk T
JIFis & D L S IR AR 14 S AR K % B 5 L 72/ N IS B W TR e D SRR E N Bl ST
L O 138 FICBBAEE LR L UTARRIB GGG 24 B 0 L REIEH S
DO MBI UTAER, D& REIER D @A CHRBLLAKI O M P RE I hrAR=T
FREROMIRENRD Sz & O 18972 B3 5, AFIOFEHIZE L TX, LDEX, o a—,
faEs X $EAEZIT O 0L, BEOREL XBIEL, RENRD ONHEITTRED D VIR
HEOWY)REEIT O, RBOHEECO WL, B v~F K OUL— 7 2BR ORI
BWTE 26RO L, BREERICEOTHHREZICHEIN TN D,

11.1.3 ARFIOF G2 K 2 Pkt RS & U Crlitht: BB MEREGERE . & I EMERNE S A s S 4
TW5, FTREMERBLOMERE & Ui, S omhiE LA K Mg @i, B - iFeéee
s, K2 L AT o — VIfifE, SifE, K Na fiiE, ALBEAR., A7 oA RO VAL, Kt
RIS EDIERIEE N o 5 L St TR Y 10 SGEMGIAIE G OBIZIEZ b OfERK IR
MU TH D, FI-HFRAERRIEROMABREE BT 5 — R R E (B - I, 21278
—)L, BREE., ME%) ATV, T OZEE) A SRHF O i H i RE SRR IE IR & e S GRS & &
BT, IEDRER (SH s, EikkEE. SHEL. SEME, HREE. %) NENEEIC
X, MR 7 NS MRI, CT ZOBEEZET 21T\, & - K3, MEDa>y ha—L #i
FAEIEDO B 55 O Y 70 AL E 21T 5 FARMFRIER ORBBRFHNITENZ L3 5 b OO, Bk
DYFE. BAE% 1 v A (FRIC 1 ER) INOPINCRER T 2 2 &3 < EEBEEIHO 1~2
TR P I o T EE D B 27 < fERENE W &, THREEORBLAE PR 5 70121
ZORFOMFREET=4 YV TIIFHIEETH D EE X HILDH 140,

AHZ & 2P IBRMERBEORBEBA 14 142
Ny =a2—0 R FKEAENR (FKBP) [ XHFEARHEMICZ <. FRICHS, SR T, KK
BB R ORIMILIERA I CIZ I Ly =2 — 1) KON FKBP BN FET D, /2. I ==
— U IMNOREAED 1%8 E& 5, SFEMREEDE OBRE- ORI EE a5 2 17
TZENHLNELERSTND, ZOZ LG, WO FKBP EfEELTF 7 v ) AARTI LY
=a— U ERETDLZ LIS PHCROERAZFIERITEZZ LN TN D,

11.1.4 ARFIOE 512 L 2 e S O RIS FEER#E SN TN 5, 20X 9 efEknsini
BAE IR EMRAES CT. MRLIZX 2EGZEA21T5 & & i, B - IRIEEOMY) 7 LE %
152 &,

11.1.5 | 11.1.6 KFNOFE G K 2 E Mk IR FEEAEGERE ARV /NS P SE BT 55 o i AR U ) 1.
EREE, YL ERIBE K O MRS PR SR BN | BEEDRIERSE . MR ., AREFEREE ANl ST
W5, ARG RHTEMICHRE 21T 5 72 B2 0l TV BE DR b SA I, B -
RIEE DL 7R ALE 21T H Z &

Fio. EBIBM%L TIL GVHD, SEMEIF, A M AT e oA ZAEGIESF Ok~ 2RI LY
MEWNEMBRNES 2%, FEICME 2RI 5 Mm% mEE2E (thrombotic
microangiopathy : BMT-TMA) % 3ET 25 2 &R BT\ D, BB E G FRAVIEZ O FRIE
BAREIE 5~10% & 15 <IX72 Wy, R CHARRIRT 5 b 0O b B a2 72 85 O E TED
ERBIEZE TH Y BMT-TMA 135 ([ &FEIZ B 72 T hUE e e WEE R BH% O A IHE & Sh
NAAYA 143)0

¥, BWRAEEIZ 3T D ARAIT 5% O MAR MR NI EE DR BUHE 2 o 7 1 AR Y 5% &
WL7-E A, BEHEEIZEITRD SN2 ORE HINE D,
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11.1.7 AFIOEGIZ L DA L ZARHE SN TN D, A LT ADIERD & b OIS E I IREE - Ik
EOMY)RIMEZITH Z &,

A 35 T 2 AT 1L AR SRR A0 C IR 22 & o R B Eh R 0% 36 Bl 11 41 (30.6%)
IZRD BN, 1FE A EBRERBFRNEGFICRBLL TRV, 7ax¥ 7700y B HE5EY
AHFNOR OB E~DE I THRNIZIER L TWD 5,

FE IR T, T Ml 100 BHLL EORBIAESG 6 Bt 1 flabrE | RREELY
13~55% DRV 2RO T, WEBDFIZIXHEE LTI LY RBEZE L TEY | FETHEAMOME
TR TH A EA LT e, AIEFITIEREIRICEZF T ISR T, BAEZ ISR IR HED
IIAKNZ KX BRRHEA Lo ANFIR & B 2 Hiiz 149,

11.1.8 FAEAEIR I TAAE 5451 C D Kz R EHRIE 8 (Stevens-Johnson JEMERE) 23 A ST\ 5,
ZOX I RIERR S b ONTGA TS AR IE L, @WURLEEZITY Z L,

REIEE LCid, RORIBREAT oA RORHEEGZ2FERE L, “RBYS LD 7O OHAY
BoRHEY, B EORFERORRE L Uik o T, SARA (GrEmERE., BIRRE
ATuA NE) OFERRENRZET D 140,

11.1.9 Bl 5 £ (GVHD) (2% 2 AH O F B A 2 #at U 7 BRI T 3o T, PRk R X
OVRPERFIR 5 I8 FERREAN RO BTV D, ARAIRGRHIIIBIR 2+ 14TV BENRBO b
AT, BE - IREE OO R LEZ1TH 2 L,

11.1.10 AH| %2 & e mifilA 2 8 5 S - B 1T SUT T A L RS Lo <, fikd D0
FRUIE S O BEREYYEZ BT D 2 LD D, BRI O R IZ I T b REYWIE S @ 5
RHHNTND, MEME, TA VA, BEMES D VITR BPEEYE O RS 5\ 3 B R
R AN ADFIEMAIZ X 2R OFESL C BT R OB FE O b HAE T, R - IREE, HT
EMBEOEGHEOBURWNEZITH 2 &, BB, AT A RHLIWEIT FF ATV U HRFZIIH
RGN QBN B ICRO BN D0, V7 AR Y v b D WIEIARKIE GRHZIE YA h AT
1 A )L AR Epstein-Barr 7 A /L &2 (EBV) 72 EDOANARRJEEHLE L2 T A LV RJEYLH L E
W7o TS, A NVABRENEEMT2HEBE LIV =a—) A X —{ZE->TTY
VORIl SN EEZ LR TS, e, BEMHEE KWL 00, EBV ERICH X,
posttransplant lymphoproliferative disorder (PTLD) 23%JE LBSEHRRIFEZ7-ED2 b b D
147)

11.1.11 &A% & T kAN K 2B oG E kN &R 3 2 & Bbn 2 7ML Ve g E
(PML) OFERFIAE Z ATV D AFIOTREH ] K ONEHRAE T % ITERE OREE oo Blgg L,
PML OJER D & b7 5A 1L, MRIIZ X 22 K OINESIRBRE LT & & bic, &5%
kL, HEERAEEZITY 2 &

11.1.12 A2 & e AN & 28 ol R+ 2 & b s BK 7 A L ABEDERF]
DHREINTND, ZOLI REGAICITE TG AL, @URLEEZTTY 2L,

11.1.13 AHK| & DR ERZE NG E TE 720 Epstein-Barr 7 A /L AZEE L2V o \SEFEMER B 5
WY VS ERRE STV D, RIS, BTY U SERBUADE R il fa 2 i el ) TR BLO AT E
PEREL D EEZBND, o, WEOREIMHENT L EHEEGREOTTRENRESED Z L1 D
Do

11.1.14 BB~ DN DN B2 G TV ABEBEICE W T, EERBEROEFINHRE ST
D, 7o, M CIIHE - IHRERICFIRENLSZ ENH L Z & B Tk GVHD, GVHD
WX 21K (A7 aA R2VLRA) | BITITHRERIR TIC XL D0 A L ARG 7 Ek 2 2R A
LCHix DFEEENERTHEEZLN TS ZE LY, FFBME VBB REICE T DL
DOHEBAICKHT 2AF OB GIILT LEHETCIZRZNEZ 2 b,
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11.1.15 AHIOELGIC X 28 RA. millbER#E ST\ D, AFIORGITH Tz - Tk, BENZERK
A (ki ., ZZERIEE, 77 X7 — 8. JREES) 2175 R EEFOWREL +0IC8E T 2 0 E
WD, BENRDONIGEITITE - KRR E@EU 2 0@ 2175, 7o BMFEFRE SR IIAKI T X
KHEOOLNDENWERATH D, 7 v ) AR X DMHERRRFRIED X = X KON TX, FEICHE
BHERID A > 2V > mRNA BB EICES B MNP O DA A VREARRIC LD b0 LE
/%_ %ﬂ“(b\‘é 148)+ 149)0

11.1.16 AAIOF 512 L 5 AST, ALT, v-GTP. AlI-P, LDH O L\ ER45 40 5 fFHgfeREE . &
JERME SN TN D, RAIFERHIIBIEZ 01T BENRD GN2GEIIE, B - RS
DL e L E AT D &

<EEMFHMWANE> (0.5mg/lmg D7)

11.1.17 HEEMENIETIZZ V—BE2E T2 08H 50T, TOEERLHE Lz, RFEGRIZITE
FORELZ LSBEL, 2oL RIERRS SN HAEICE, A THEREOBEE) 20L& %2179 2
L,

<@ o<F> (0.5mg/lmg D7)
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(I EY ER Y U AMAE, &R Y R—Y AL Ea CK L5
FE e, K~ 27 32 7| L2AT e —/VIldE,
2 E Y URRImAE, KXY
VERIMGE, &2 m—
JVIIIE, &Ly
LUGE, KA
L AR ER B e
KT R U T AE,
KAV o AMAE, &
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55



(2) FEEREKRARICE IS HR

15.2 JERRERSABRICE D <1k
15.21 7 v b (1.0~3.0mg/kg. ZTFHE) T, WFEHOBAD R OKFEBHREDIK T2, £-aHE
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724 &R ARAEH A KRE FEAMEVENGA A B | BRGEBAARAEA B
L7 ua ) hAEE
2013 48 H 15 H |22500AMX01695000|2013 4- 12 H 13 H [2013 4 12 H 13 H
0.5mg [H[ET
Zrual KNARE
20134 8 H 15 A |22500AMX01696000|2013 4F 12 H 13 H [2013 412 A 13 H
1mg HETI)
L 7wl hAEE
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1. ELESHETORFTRE
AFRIZ BT DREUTRR, HELOCHEIT TV, 1BRICET2HA] 0B THY, SMETOK
AMRTL & 13RI D,

<DailyMed (USA), 2023 4 12 Hfigk >

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.

69




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
PROGRATF 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).
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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 S VT HE)
AR T 2N LOTEBEOHDER E A —A T VT ML TR D,
( TV 6. FrEDE Rz AT HEBHICHETLER] OEHEMR)

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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