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1.6 AFDHRE X, SRUHGR - REGRICEHT 2EEMEMRK
DERBEICTHERL TVWBERMDS ETITIZ &,

2. B2 (ROBEICEIBELEWI E)
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2.3 7)Y AREFFERR A SR o B (8.2, 10.15 ]
2.4 B FrEEM LN E [10.120H]

3. fERL - 1R
3.1 #HBK
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15 7k
KA | HE 22700 AZKHY  0.51mg
(#2711 AALLT0.5mg)

15 7
HIF #2700 A2ZKH% 1.02mg
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(BEgY I~ F)

5.3 BEDHEHRICBWT, JEAT O A FYEPURIER] K Moty v~
FIEIZ X WY R EE T TH . ERIGERT 205 2248k
WL Y EIHGT 5T L,

Qv—TZB%)

5.4 SVEHCRBIEBIE OB RN L 2B oARHK o F sk L O
REVMEIIFE. STV,

GEBMAR %)

5.5 GRS 2, HEME (A7 a A FIERBUE. A7 04 MK
M) ThAHI L2 TAHIE,

5.6 KA & B AHERRIRE O A E R ORI L T,

*6. AERVHE

(BEBEDHE)
WEL WMICIE s 2 1) AR L LTLE0.15me/kg % 1 H 2[5
GLy BME 2R T 5o #EFFRIELI0.06me/ kg, 1 H 2M%E
F#5 2 R & 5 2 7%, SERIZIE U CRERIET 5.



(FFZHED5E)
WEL MWy 20 42 L LCLEO. 15mg/kg% 1 F 2 13
53 % Pitg, e lciE L. MEREIEIH =0, 10mg/kg & BLHE &
T 505, ERIZIE U CHEERHT %,
(ORBHEDEE)
WE. OMICEy 200 A& E LTLED.03~0.15me/kg% 1 H 2/
RELHES-3 %0 F72. B SOCTKIE ICRA OG- % a3 2 56
i, EE. #2142k LTLEO.075~0. 15mg/kg % 1 H 2/l
%535 Ltk SERIZIE U CEERR L. 2% L72IRENES
N7fRIZIE, e l2E L TR & CHERET 5,
(fHRZHEDEE)
WE. MICEy 200 A& E LTLAD.05~0.15me/kg% 1 H 2/
RS 5. Dtk SERICIS U CHEERR L. 2% L 72IRENS
N7 tRICIE. R4 E L TR E CHEFET 50
(BZHEDEE)
WE, MWy 20 42 L LCLEO. 15me/kg% 1 F 2 13%
595, Dk, 4 lliiE L TR E THRT 4,
(INBRREDEE)
WEL MWy 20 42 L LCLEO. 15mg/kg% 1 F 2 13
595, Dk, 4 lliiE L TR E THRRT 4,
(BHRHEDEE)
W, BHIHF LY & 20 42 & LTlm0.06mg/ke? 1 H 2
FE 5 %, BHAMIZIES 2 0 4 2 & LTLE0.06mg/keg% 1H2
ARG L. Dk, R4 l2BET 5. 720 B *HE W5
BICARKN OG- Z MG T AHA1E, @F, y270) 2L LTlA
0.15mg/kg% L H2MIFE 35§ %0 2 BIERIZIS U CHEEIKT 5,

HB. FHRORIFGHFEORIUI—ZELTBHT, BHICLVEA
FEND D DT, MR OB A O RIVEF NG O M 8 AR
Bt DM UG M OB R T8 FIR O E B oo, BEDOIRG
WIS U EE 2 {E L. M5 7 L)L (trough level) ot
REESEIC L CTIRGRETET 5 2 Lo HICBIE%RD 5V iddk
GBAE RN MR E AT S LB E L, 2B, I
N T 7 EEEA20ng/mL % B 2 2 R 2SR WA, BITE 2563
LT BLDTEETLHI L,

(EEHENEDHE)
WEVEAICIE S 78 A AL L C3mgF LH 1A 4IRS 5,
(BEE Y 7w FDIHE)
HEL. AR 70y A AL L TC3mgx 1H1AA &#IZRHYS
T2, BB SHEE 131 .5meZ 1O 1A EHZEHESG 2 HE L.
FERIZE V1A 1AISmgE CTHETE %,
V=T ZBRDEGEE)
W LVRAICIE S 78 A AL L C3mgF LH1AY 4IRS 5,
(EBMXBRXDEHE)
EL RACIE, @Iy 20y 42k LCLE0.025me/kg % 1
H2E &% K O BRSO T 5. LgE2MEM,. B ~Z
7 EEA10~15ng/mLE L, Ififf b TiREEE= ) S Lk
oG EERET 5. H5-MAHGEIEE, BEHS T 78
fE%5~10ng/mL & L5 %2HEIT 50
(PRMUBK - HEHRICEHT 2EEMMRDIEE)
HHEL B, iz y 20y a2k LT1E0.0375me/kg %
TH2BEH AR R O ERICEOR G $ 5. Uik, BRI~ T 7
JEA5~10ng/mL& L, i b T 7EEE*E=5 ) 7 LanbH&
HEA T 5.
7. BEARVAEBICEET 3238
(hEEHE)
7.4 MEh 0% 7 01) 5 AD% SARIMERB 2543 5 720 AH
O HEF TG T AT M EEZET 2 &,
7.2 W TRV EMRATHICY 2o TE, ROBICEETAZ L,
7.2 R E A T v O AP RS IEIARGE S AT v R
DA T IWIZH T % Cuaxb L FAUCH O FIHIZ Z N ZE N1 18K
0°1.08 : 16.1.8%: 1]

7.2.2 71 7RV ESERL O ) 2 J OBERNCER L Cld, IR %
ETDHIEILYBEFAN L DRINDEB S 2N L 2R TH
Lo B WHIEZ DD VITHEHIZEE D) IO T DA S N6
Wi, BB U TS REMEIT A 2 L,

7.3 WV IREE AR T 2 B 6 ISR EDSFRO 5N TW A 0T, il
IR (B X 215128 t2) % C & % 7215 20ng/mLEL T 12 HEHF
T2k, [11.1.12H]

7.4 Mo SERIHIH & OPIC X 0 GBEORERIRI O EEED D 5 .
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T2 ENMREREE L H 505, BHBEOWRER OB S b
DOFIEINHIH OFELE - 5 EmEEER L CREIT 5 2 &,
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7.10 BIEHDZEBL 2B <720, 554637 AMIZ1 A Ai21ml, PiE
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7.12.2 23ELIfE

C ¥ GBHIG 2R (B H) o FERE S LEMEEZ I M
F7RERIEL, HEME*ERT 5. 72, #5MBaE
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CENET Ly

7.12.3 FEFHEICH 72 > TIRIRIERF O BFLM (ARG /225
5 BEUCIE NS 7EEER VD,

713 1 7R VHEIO R % HIW, 0.5mgdl A DGR RETH I L,

7.14 208EPES L C L BREROUEED RS b wiEx, #5%
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7.15 @, 3 A FTOHEG LT BTk,



(BRMUHGR - RRHR AT 2HEMML)

7.16 1H®» 720 oG5 =0 LBE%0.3mg/kgk L. Mid ~ 7 7EEEIC
HEOEHKGEERGTH L,

7.7 1 7R VHEIORE HIW, 0.5mgdlAOFGEx2IETH I L,

718 HHBBEHIFENE LTAT0f FRAZHEET 22, £
7oy ERARELRICIEATOA FHOBREEET L2 &,
[17.1.132H4]

8. EELREANER

(GhREHE)

8.1 BEEDFEHMENSEH WO T, HENHFERE (7L T7F =,
BUN., ZL7F =207 5> A, RHBNAG. Ri 37070
T VE) BT R ERBBEOREE AT L 2 b, FRICHS
WP IZZ 0B HEE T A2 L, [8.11, 8.12, 11.1.12]

8.2 &A1 Y AMPENEBT B2 E0d AT, HMENIMIEY ) ™7 4
DWEZRITHI ko By 7)) 7 LEFEFEH (RET /52 b
SLHVL AT A, NUTATLY) OB LI Y
AOBRER A2 THh T &, [2.3, 10.12/]

8.3 WA, JRIESE OBEFERER E O RIBIE L H VO T, HiRNZ R
et (Mipieds, Z2iERRpE, 7 39—, RIS #4790 2 &8
HOWRELY T BIEd 5 2 Lo FRCERGOIICIZZ %3 T4
FETHZ EL [11.1.14, 11.1.152 8]

8.4 AHIF G- OIS, AR, OIHAEE, PoldE, CREE (O
BT, BEIRE % &) S8R0 ONTWL0T, HHICELT
WHDEM, T3 —, XA EIT) R EOREL L B
8/ 52 &, [8.13, 11.1.22M1)]

8.5 BIMEATH TS 2 L2H 50T, EMIZIERE 21T\, 1
JELFADSS & bN a1, BIEARGRE AT 7 #Y) 2 Ll %
792 &,

8.6 JEYYEDIEB I+ 3EE T L2 L .09.1.1.11.1.108 ]

8.7 BEEDIENIHNC LV KA T B K2 LR, U SRS
OFEMIEEISE O H 2O T, +oiEET S 2 L. [10.2
11.1.13&1]
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T4 2 &

(B HEEE)
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I, B LOF & R A EE I CEHE L 72 L CAR RS
5 Lo KEOKIIENOZEIIH S 22127 > Tnie g

(g7~ F)

8.1 DHBI e 55 IEA T 1 A RUEPLIRER % 25 DL EEH L 72 fE6I <
J LT F oy EABBERNEN 5 O TEBEOEBIEET A S
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V=T ZB%)

8.12 JRIEDMEATIC L 2B EDEALS A SN L O CTHIZIEET S 2
Lo [8.12M]

8.13 HEHHEE TH L EHMT ) 7~ b —T A BV TEEIRELED
ERET L SN T L EIIE. SIEESEORRZ AT 208
WENT ERnD, FE DOEB DY) 4GB % ) 705 5 ARHK &
gz kb, [8.42M1]

GEBM KR X)

8.14 REN OG- 1L, EHMERB ROEBTIT4FEE L T bR
DHLETITH)Z L,

(RMBR - REHRICAHT IHEHMR)

8.15 AFNZL NV =2 —FE Y AT 4 AMREHROBENDLH LD T,
WY FHiEET BT L,
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9.
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BENDERE2HIIBEICHETIER

1 66HE - IEREOH 2 8E

1.1 BREIFED H 2 BE

EASED AL S 2 MRS 5o [8.6. 11.1.102MH]

A2 BEU Y FICHEMRRE G L TV B RE

VB 925 EAL§ 2 W REIED S %o [11.1.18Z0H]

A3 FRIIINLZX YU TDEE

S BEMRA M RHFREIA VAR — I —DEZF ) ¥ T %47 7 &,
BEIF %7 A )V A2 O FHEHEAL R CEUF 42 D TEAL O i i R fE IR D F8 B
WHEET A 2 Lo SIEIHF A5 S NABRIF &Y A VAF © )
T OREIZBWT, BEIFE Y 4V ZAOFHEELIC X DIFELRH 5
bhdZedd b, T2, HBsHURBRMEOBEIZB VT, ]
KO3 5-BtaH I BIT 467 4 0V A OFGHEEALIC X BT % % 5848 L
THEBIDSERE SN Tnb, /2, CEFRYA VAT v ) 7TOEE
BT, SERIHIH O 5-FiG#ICCHF R OEALS A b b 2
DB D [11.1.108H]

.4 CRIFREEREYA IV AESREIhIEE

CHUFJE MBI Y A )V AH 2 B G- MG k. AHOMENSLE L
o IEFIIE SN TH Y . CRUFREREMIY A VAFIZ L D
PLr A W AEFIAE G R ORK O FHEFEI ALY 7% B A HE
M %o AHN 2L T2 B3 I CCRUF S BT Y A v A3
ZHIAGT A, B, LTI A L & bz, AFL
REOE=51) ¥ 7 EBIANAT) % EBFOREZ 0 I2BIHET 2
NP

2 BREEERE

HRESEAST 2D D 5. AIEHOER 2 2o, EH
IR 2 HE L G2 il o 2 e T Ly,

3 FreemERE

FHYAREAMET L AR D EA 2 W RelkA d %o RIME
MO % B <72, A AR 2 JE L, 5582 i
BT ENEE L

.5 1w

TR OSUIIER LT 2 W RBIE D & 2 PRI 3G H L O iR 1A e
Hx L2 LB SN LA OS5 L, B (74
F) CHHEEM. BREEIRE SN THDY, v MOkt @
WY D EDIE SN T DY, AR AH 5 S -
BT, REKRCEAOZE (KHAKE, ERTE. &) 74
ME, BHRERE) OMEHH 57,

.6 BiLw

RHFG IR L BV EE T L v BILFABATS 5 2 LA
WE SN TWD, [16.3.22 ]

7 NRE

FRIZ2mARMm O LN BT, ) YN EEOEIEL OB O
WREMEDSE Ve [11.1.13Z200] ERifehi, BRm., LRAE, Ihfem,
R, /NERRL, EEMHERE, BEY v~ T v— T AL,
TR RN OSSR 55 - B R 92\ A 05 4 [V A 95 C i
INRER R L LIE MR e R L L 72 BRI L FE
LTWwWhiwvy,

8 SEnE

BHEORELBISE L 2D o EEICRT 5 2 Lo— kIR (5
HERE. IFRERE. SLIERERESE) DMET L Cwv b [7.921]

10. #HEEA

ARFNIT L L THEYAHIERECYP3AL K FCYP3AS TR S %0
[16.4.1ZH]

10.1 BFRAZE (BFALAEWVLI L)

Bk FRARIEIR - H 8 ik W - falii T

LR B X 2 0T T B | SRIEIMEERIC X ) SRED T

WG A AR L AT | 72 F BRI L) SE L7 | REMEATHING 5.

7 F v L OWEDD %o

WG R AR L AT

7Fv

FEOAER)F T 75
[2.428]
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A BRAHEIR - R IETT BE - b+ A ERAHEIR - R IETT W - el
YIBARY) ¥ AIEH 2SR S N7 & o | AAE DI LY 7 1A mTORHEH] A B 2B\ T, mTOR | BFAH

HFr7F13ar,
IE—=F))
[2.22:14]

EIWBH D, BB, IO A
R L DAANCY IR B
WAy 70 AR DR
P57 & 24 DL R M %12
AR OBG % MHT 5 2 L H°
2FE L,

R Y OMAEREAS R L7z
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K1 IECYP3AATHRA# S 1
Lz, BFA LG, BiE
WICHER LYy 70 28) o
R HESND

Frrsyw
(b5207)
[2.22H8]

R vy v ORI HEET
B HEVEDS D B o

RENEOBHICE Y REer 5~
DI RE A 5 B e
Wb, £z, Ky ¥y ix
CYP3A4TIA# SN B L L b
CYP3A4iFENER LA ¥ %72
D, BRI X0 AFH 0 i H i
JEDEB T B D D B o

[11.1.5 &)

PR & OPFAIE, IARTER
/NIEREEDFEBL A 7 &
OB REMD S b & OHED
bH%o

71 % SRR R
A¥a /50 v
(TN k2 A)
AV IR T L
(IVF7 )

B ) T AMEASEHT B 2
LB 5L,

ARH &M TEEORIEH A E
IhR SN b,
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VarwAf v
77V AuRA T
T = VSRR
4 r7ar—n
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—7xVEY
SRV EUFE
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#
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Z DA FEFH]
THEZ)TF
FFr—=
IFZNVTAPNTY
7+ =)
AT T =)
FYITTI—=
[N GVPAPA
TIAyur

e
JV—=77)N=
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HBHRT LI LD D, BEHE
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DEZY =TT, LEITG
Ui - REFEOLEE 1T o
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[2.3. 8.2&MH]
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ESEs S FRRAEAR - H51E 5 W - ek T
U E B ARG O EITER A | CYPSAATHH & 4L 35 X

IZCYP3AAD HEEH 2 A5
BRI EY & OB &
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ARFNOIMLPHEEEA EAF 5o

L7 IVEE ) HhEE, AERSEORERA | CYPSAMEMERIZ LY., &
FBHT LI LD D BB | FORHHE S FH O
TEAEH AR M AR | Mg RA3 %,
LA L, BIERASEILL 2
FEFI S G SNTnb 2 e h
5. BEOWREL oo Blg
T2 L b, ARHNLH
DEZY ="V, LEIIG
Ui RIS OB %17 o
BT AP AH ARG B O TR S | EMRBBRESFE SN, A

NN EY Y

T/ NVEF =)L

AT e
HUEW T

V77 vET Y

V77 TFY

%o ARFNMPIREDE =5 —
AT, BEIE LD
WL % AT o

A ORI SN B 7280,
AFI DM APREENILT 5 %0

ey
tAIvEEFY Y

REFGH I 1 374 b F
)V S R L e

CYP3A4AHFHE S, KA D
RBOMEAE SN D 720, AH

¥ (St. John's Wort, | X HiEHETHZ &, DI RENKT T 281
tryh-Va—-rvx- b5

U—b) EAE
A B B HH] HRESEBT 2 2 L% | ARH & HTHO T HEAHIH
TAKRTIYYB Bo PERDPLER B A&, | ICHHE NS,

T3 RERPUEWEL | ERRE & AR O iR 2 Ak

ANT 7 A PFH— | FHICE=Y — L, LEIE

Vo R ARTY A Ui - REESE DAL AT

JEAT O A FHHE

AEF

P
HART 7 v EY AFOMAFEEAKT Lz & | B

DD D B o AFIIMLAPELEE
DE=F =TV, BEITE

U EFRESE ORLEZ T o

AL 7 F >~ T Fr OWMPEERBITESE S | RH O GEIRENIZ LY.
AV TIVIYHFHAT | 2ehdH b, BRINTT 2 F TS
gFv Uik A A S 5,

=

FIEIHIER 2 A3 % | BEORIEIHRIIRI 2 2L | & bISREIRIENE A%,

FEF Do
SN

RIS EANE Y
4
Hr~ 74 (DMARD)

A b b LA
[8.7%:H]

R

{7 ) 7 2MMEDS AT 5]

BEMEAH 50T, S )

LMl EEMICRET A0 L
FaiciEET A2 L,
¥ PEHIC X D HEICRBDSTHE S, UYL OIiFikiEd LR35 EERD 5.
X PEHIICE D 7= M Y oliREES A L2 L oG H S FFEA) .

1. BMER
ROBWERD S HbID I LB LOT, BlgEx H4I1/Tv. B
RO SNSRIk 5 % LM A LB R T S L,

1.1 EXLEEA

(hEEiE)

11.1.1 SHBEE (0.1~5%KH) . 70— EERE (0. 1%Kim)
[7.3. 7.6, 8.1%:H]

11.1.2 DFRE, TER, OHEE. B OE. OERITE. OBEE (%
0.1~5%Aii)
LBEE (ST-TZAL. DRI T LD PIEIL K, BERRIEAE) LA 4,
LEED DL FEEOANIENR, O, JOE, GBI A
HObNDLIEDNH D, [8.45H]

11.1.3 PIEHEREE (0.1~5%AiH)
PR AR R e I VRN £ o FR AR R B E A D S
BNDZENBHDLOT, GEEE, EHEEE, HEL. SEEE. M
REE HREEDOREIRD D S b2 AI11E, fRENMRAERCT,
MRIIC & B HEZM 21T & & D12, AH 2 W& iddk L, IFE
DAy hu—)b, PR ORG S R LE 21T 2 L,

11.1.4 BHIMEREE (0. 1~5%AKi)

BAEZE, BRI ORI BE S S 5 bbb e HDT, TD
9 BRIERD D & b GA120E, AEFMRAERCT. MRIIZ X
LMEZW 21T 2 ko

11.1.5 MAeMRH/INNEREE (0.1~5%HKiH)
IR R AE e AR I MR A PSR BRI 55 D I P BN
EREERH SDNDL I ENH D, [10.2 BHE]

11.1.6 SRMEREAIE. MRS HEIR (50, 1~5%Ai) . #EFE
FEE. BMMEM. FFHRE (V3L HEARD)

11.1.7 1 LR (0.1~5%Kii)

11.1.8 REEIRAEEEE (Stevens-JohnsonfEMREE) (EERH)

11.1.9 FRIREREE, SUHFREAREMRE (0. 1~5%Ai)

11.1.10 BRI (15%LL 1)
FBEPE. 7 AV AN, BRI B VI35 B R GeE AT 5B S 1
TEIENDHD, T72. BEIIFY AV AOFHEILIZ & B HF%5%°C
FIFRDOEALYE S SN Z LD 5o EEHRRD LNHEITIE
R PUEWE OG5 %2179 2 Lo [8.6.9.1.1. 9.1.35H]

1.1 ETHSEMAERE (PML) GHERE)
RFN ORI h e ORI T2 3 EEOREL T IcBE L. &
AR RRANEEE . RREUEIR (R, MR . SREREES O
FERD D & b N, MRIC & 5 G35 OB s %
7oLz, #E5ERIEL, BURRELRT) 2 L.

11.1.12 BKY AV ABE (HEEARH])

11.1.13 U NESEOEMERE (0.1~5%AKii)
Epstein-Barr™ £ )V Z (2B L 721) &/ SBAGEME B H B i) v
Bl CORIEEIR @ 588, ) VONEIERS) 23 HbND I ENBH LD
T 2O L) BIERDD S b BEa12E, e - RSSO %
WEZATH T & FRIZPL) » SERGUAROPERBIIC BT, o™

ARH & AT EE ORI A A
IR EN D,




REVEASHI V. F 720 SBEORIEMHNIC X b . EUEEIEH O RN
NEELIENDH D, [8.7. 9.78H]
11.1.14 X (0.1~5%A)

[8.3%M]
11.1.15 ERBEROERBFOEIL (0.1~5%Ai) .S M¥E (15%L. 1)
[8.3%M]
11.1.16 FFgREREE. BE (W3 HEARH)

AST.ALT. y -GTP. Al-P.LDH®# L \» k55 % 0% ) IFHepER:
WHDH HbNDEI LN D D,
(EEHENE)
1.7 70— (HEARH)

FERDD S b AICIE, AT 2479 2 &,

(g ~F)
11.1.18 EEMAE HEAH)

FEE LMK, VR EE S O I SHE IR SFRD & N B A1k, AKH
OG5 EMIET 5L LI, HRRIEL » b oA, WECT
oA e OV 5 % S0 L RS & O FRBIRS T & Z R AT,
BB R EANVE CHIORSEOMY R MEZFT) 2 &, [9.1.250]
1.2 ZOfDEIER

15. ZOMOEE

15.1 ERER{ER ICE D 153

(haEHE)

15.1.1 SEIIHIANC X 2 i6R & 2 7z B8 k. BEMAEE (BRI
VOSHE, RS OFERENEHN LT LIMEDND D,

(EEEY < F)

15.1.2 AKF & X N ML FH— b MOH) v~ FHD L VIEHTNE
a PR EGEH L 72 ORI L2 TR L T,

15.1.3 AT BHENE #4655 O FATRE I B 2 ARH 0% IdiET L C
Wz,

Qv—7ZABE)

15.1.4 KB TORRRERIC BT, 85 ICEYy 7L TF=r s
V75 ADKTRALNT WD, BB, HlEOME (13556]) 12
BWTC, SEEBIERTIOZ L7 F = FAOEBIEIZ2.9%THh 72,

15.2 FEERPREAERICE D  15%R

15.2.1 v b (1.0~3.0mg/kg. K T#5) T, KoM KO
TEBRED T 75, 72w H BB TR AE ORI T A S/,

16. EApEHRE

16.1 MehigkE

NIER

LU, AR, KRG | oFv, BYR, | EE)%RH.
il AT AT B | AN, | X3

HfieeR | iRk

ISR L) g5 TEN
NN N
PAc NS
HALE FEEBIREE . AR | T LORSIO N1
LA i
i
iR fIFtaes R (AST
LS ALT RS
Al-P 15 LDH.E
sty y-GTPLA)
i A, MM, oL | ) 2/ SEREA | ARk
AR LRI 2 |
I ER A
B FE5. RIBE. €9 FE.
b€
Z oMl Mz K i L BE2A. | WARBEERAIE, | 98 FEoR.
LhEak, RERA, | A, B IS/ NE 230N
1ZTYH. Ak#S Wiy BRI | 8. WK
g

SRR SRR DN, BB R OB R HE C O AR BRI O M ph D A1 265
WTWwWhb,

13. BE#HS

13.1 fER
BUNLH., 7L 7F = B, Bl FRE, FEEEASH®
XN T VBT,

13.2 &
R A T e Ve BITIC X o THEE SNV,

14. ERALDZEFE

141 EHZMNEOXE
PTPUEDIANIPTPY — LMY L TR 5 X 988+ 5 2
Lo PTPY — FORAEKIZ &) . BRI BB A L, TS
3L e B LTI FEOEE L GIHEZ IR T2 LD 5,

5% I 0. 1~5%i 0. 1% A BHEAH 16.1.1 BigkE
1 S (BUN LS., | REEA. MR, ZIR | IR, FRRE KRG E TORRAERICBWT, RABBHEZIEIZY 70 A AH Tl
[SnaS 0.16me/kgh AT L 72 & X OEPB T A~ 5 BRO LB ThorY,
7)) T AT, Thnax Crmax AUCo-12n b 7 i FEo
REH) (23.1%) (h) (ng/mL) (ng - h/mL) (ng/mL) (%)
AR AT AMAE, | 7Y R—=Y A, HaILA CK 1-# 4.2%2.9 44+45 274+198 16+12 20+17.8
ROIRBRIAE , i~ | 70— VIE, 5 > H12MFH PR IR (F39£5.D.)
TATYAMAE | BRIAE, ) > BRI, HORA PRI
B U VI, &7
W AE. AL 16.1.2 FFieHE
> AAE, ARE I NSRS CPIMEIRS. %) 128V Tid, AR ERE 2.7~
[ 4 AMEORIH G CRBE QML ik A 51729 (EATOS 7 1)
Sl IE = T . o o s
704 K, 74 AADTENBEGHOT =5 )
wRE | MELA . IR, WIE. O | IR 16.1.3 /TS HE ) ,
21 INRNGRERLEE CPFER2.9) 128V TE, AR ERA TL.3

~2 50RO G- E CRBEOMSEFREESS SN0 GHEATOY 71
VAR T NESEOTF—5),
16.1.4 &Y < F

WA ) v~ FBELRENCY 70 LA S TR 3mgE RIS Lz e &
DIEYFRENT A= FIIROEBY) TH o720 FHEAT—%).

Tinax Cnax AUCo- tiz 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%x14.4
PR ENBEIIES (P +S.D.)

F72, ENOBABEE) v<FBEIZy 7 0) AAH TV 5K UBme %
C5- L7z & & ol MR oI g L 72129,

B ENOBAMED) v~ F B TORKRRERIZ BT % il L
72326001, & 7 1) A AF -8~ 16HE ] 2 I I i EE A5 10ng/mLEL E &
RLIBEISBIOATH 720 7 LT F= ¥ EASEORNERIE IR
BV AICE RO LN BHHANC DS - 721,

16.1.5 W—TZBL

NN — T A RBF 2B 5 7 1) WA T2 N3mgk #E G- L7z 2ok
5.8~ 1611 DO FIg M 134 35ng/mL (1.70~7.30ng/mL) T&H -7z,
16.1.6 EEMKE X

BRI A S BB 4 7 1) s A K T V0. 05mg/kg % RR IS L
ol XOFEWEIE T A —FIZRDEBY TH-o7219,

Taax (h) Crax (ng/mL) AUCo2n (ng - h/mL)
2414 22+13 136105
(F#H=+s.D.)

16.1.7 SHRMUBX - REHRICEHT 2HEEMMA

15N S BT 9% - FEIE R S AR B MV I B E25BC S 2 1) A A
TV EIA2ERRCE S L7z & & oI b5 7 126.55ng/mL (2,52
~11.40ng/mL) TdH o 72 € DOREOFHH5-8130.0721mg/kg/H (0.030
~0.156mg/kg/H) Tho7z0 B, FHIMH ~ 7 7#EA10ng/mLEL %
RLZBHEEBITH - 727,

16.1.8 27/ OU LZRAT IV ESZ Y OY LRAFERDILE
WANERBAEEIGNCY 7 0) A XA TRV Oy 7 a) s AJEk % [F 8%
L2k EOEWHENRT A —F IZROEB) THo72, [1.2.7.2.15H]



h TN E it ia o (kL 71 7 2 )V)
;JE@ Lo C. AUCo2 C AUCo12:

®5 | (me/BD (ng/mL) | (ng - h/mL) | (ng/mL) | (ng - h/mL) Cran | AUCEz:

1 2 10 42.7 18 9.4 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

P | B B B B 118 | 1.08
+S.D. +0.50 | *0.51

16.1.9 £YZHIEFEMHHER
(278U LZXHTEIImg [VTRS])
&) AAH7TENImg [VIRS) & 7027575 7L limgk., 70 A%+ —
W2 E ) FNZEH 7TV (F7a) L AL L CTlmg) RS AT 7124
AR AR RS- LTl g 7 1) 2 AJREERRIE L, 156 -3 ERe/ s 5
A =% (AUC. Cumax) 1Z2VTI0%IE T BRI  CTHERHIAT % 1T o 72458, log
(0.80) ~log (1.25) OFEPHNTH 1)\ WFHIDAWF R RS EEATER S 721,
MH % 7 1Y) A AOIEYFRE ST 2 — 5

HENT A =%

BEINT A—4

AUC: Conax Tmax Tz
(ng - hr/mL) (ng/mL) (hr) (hr)
Oy LAl TN
z28Y 7 lmg 47.19+22.84 5.95+2.11 1.68+0.71 | 25.94+8.98

[VTRS]
Ty 775 7 img

44.21%26.26 | 5.93+2.38 1.54%+0.57 | 24.52+9.56

(CP3gfl = MR ZE, n=59)

M % 7 ) & A DREFEHEF
8 -

—e— ¥ 71 LAY T 1mglVIRS]
-0 TUT T T T Img
Fgfif+ BHEMRZE, n=59

it (ngs mL)

0 12 24 36 48
B (hr)

M EE A ONZAUC, Croad 50785 X — & 13, lBRE 08I, (i D 3RAL A £ -
R D ERS RS L > TERZ RN D 5 6
16.2 BRYR
16.2.1 R AICTEFIZL S5 7 01) A RSEWEHRE/ T 2 — 5 ~DOFEH%
WELzE 2 n, AEBERCAR]L SEMICRORS L2 a 3 2B
NG N Cra e CAUCOE T AIA S, Tl FEEE L 722 FHEAT— %),
16.2.2 MNEBERIG KBE BT S~ 5 78 %2 F 7 B4 ISR B e 7
Wb, #2700 5 A% EEEGEHOZORNMEL, T ETIRSER
D62% & HfETE ST,
16.3 9%
16.3.1 & 7 1Y) A AD M HR G A 531398.8% L ETH - 722,
16.3.2 R HEORAMEMIZ Ty 70 A AT TBITE R Lz 2
B CEE IS PR ORI G OBATH RO S (HEIANT— 4 ). [9.65 ]
16.3.3 T v MIMCIE#L Y 7 01) 4 A0.32mg/kg % BHE L 72 & 25, 5 RICIE
WURREIZIZ & A EOMBRICRAT L BFICEITE . A, OB, FURBR IS Ao 72,
AT L 72U BB IZIM AR EE R T & & DI d Lz BB, KRB, M1
I DORATHFRD S, BETRED T RILED - 722,
16.4 X3
16.4.1 ¥ 70 A AIFELE L CEYRHEEECYPIALK UCYP3ASTRA# S 1
5%, [10. 28]
16.4.2 FFRAEEE ColA, JRAF K OTEH A AHIEE L LTl F ViR
OKEEALIETH - 725 (BHEAT— %),
16.5 HEtt

AR ORI VEHBA A HEM S, RZE(LR O R PHEIERIZ1% L T Tdh -
720 (MMEANF—%)o B, ¥ 27101 5 ADMAEE I ZERIED 5 V3BT
1L DB ZIT RV,
16.7 EWHEEER

Fru) A AFEE L CEDAHHEECYPIAATHRH S NS 20, CYP3A4
TRHEENBMOIED E DMLY ¥ 27 0) L ZADMPHEEA RS 2T

REMER D o F72. CYP3A4ZFET L2 EOBHICEID ¥ 7 0) AAD
M REEAMRT 2Rl H 5. —F. ¥ 271 1) 5 ANCYPIA4TOHH
RHEST 22 LI12ED . CYPSAATHHM SN AMOEW O MAREZ A&
LA RN H B2, F72, ¥ 710 A ADMBEE R AFRIZ8.8% L L &
EWOT, IMHEEE & OBAEATREEH & OMEIEH O HetEAH 529,
16.8 ZDfth
16.8.1 £ HEFMHRER

(#o78Y LZHTEI0.5mg [VTRS])

&0 LA AN TEN0.5mg [VIRS] & [EiATE— 7% 25 O EIEH o 4
YRR RSB T A ¥ 94~ CPKI124E2H 14 H S 645 . FR184E
11H24H —#Beil) | 1220 &, #2701 4 A5 7+ )VIimg [VTRS] % &
AL Lzl & BEIMEEIEL L EWFENICES L Ak S,

17. ERERERKE

17.1 BEHHERVCREMICET 2558

(FhEE)

17.1.1 BISHEICH T BIEE RIS DM

(1) ERATHIE IHAERR (3560). ER%EE IHERR (696)). ERFEIMEL
BB (8261)
HRGRIE F CORRRRER (1990~19944F) 12 B\ C B RIHZ O — RIBIFADF1E.
18661 THUES & v, 14 SR A 7 58 T ON 4R SRR AR 35 3013 2 297 . 3% L O
93.0%Cd > 720 THAMSGIX74/18661] (39.8%) THEI0L[AIA 572830732,
(2) EIRE IR
FOFE N G R BR C I3RS £ 2 RRHe i s N B 72 E 11046112 & 2 1Y) A
A (FESHE - 7 7 Rv) xS &, 5560 (52.9%) T TH#] Dbk
RSN,
F 7o) A AR E 17BN 120 PG L TR L7224 (1996~19984F) . 4
HEHIX94.1% (16/1761) « EHBUSHZEH L 72 EB1Z2/176) (11.8%) TH -
T2 #2700 AR TEN2LOY YR H (196]) TOMEITIE, 26T
FERATEH LR A AR S L, FEAEPUSIZTEBL L 7 dp o 721839,

*(3) ENSELAHR BHEIRSHEER)
PN F — PR - FTHLABURR MR A (R B R R g (2. A28 ~7 1 il 2
SEMIHMECTY 70 ) AAH TRV IEy 7 0) 2 A GRS 72 %
PG L 7o e, BRI ERI291.7% (22/2461) TdH-72%),

17.1.2 FFiSHEIC & T B IR RIS DM

(1) ERHE
AT TOBRRBRIZB VT, BN TEETSHFRIETRZ 2T, s 0
U LA (GESHE - 51 7R)V) 2EE- & 722461067 B BRI ERI165.6% T
otz T0) LIFPNIRFNIARIE TH - 720 MBS 1X4/2460 (16.7%) T
N7 H S N7205, WTENBEETZD) 5D ZHREATFOA KISV A
RS E DI LB L 720 F 72, 1990~ 19954F 12 N CHARER 5 IR
a2, y70) A& GEGHE - 7 71)V) 2345 & 7212060106 7 A 4
TFERIL8L. 7% TdH - 725687,
& ) K ARER A TR 128 S L CRET L 7285 R (1997~19984F) . 2k
FEEIZ100%. A G HFEH L 25 6134/760 (57.1%) Thotze o 0
VAAH TN EOE )z HE (106) TOMETTld, &FCRMITFOA
HEDHERF S I, TE BSOS AT L 72EBIE /1060 (10.0%) Td - 72%%,
17.1.3 {OFEHEIC B T B IR RS DI
BB 25 7 0) A A GESHE - 7 72 v) OIEHEIS O H A
MEREN TV RO (JHEAT—%),

17.1.4 FhiHEIC B\ BIEME RIS DOINE]
BRI BI 55 7 a) WA (S - 7 7R)V) OGBS O BRI A
RSN TR 2HS (HEAT— 5 ),

17.1.5 BERBHEICH T 2 IEHERICOIF]
BERAEIC BT 2 5 2 0) A A GESHE - 7 72 V) OIEHEIS O %) A
MREN TV LD (WEATF—%),

17.1.6 /NBFSHEIZ BT BIBHERIS DI
INEBRIZB S5 70 WA (FEEHE - 7 7)) OGO HIHI s F
RSN TV B0 (HEAT—%),

17.1.7 BRBHEICH T 2 IERREROBHER XS SR OMmEH

[FBitR 5]

(1) EAATHE IAERR (216)). ER%EEE IHERR (386]). ERFEIMAEL
BBk (66%1)
HGERE T CORARMERL (1991~19964F) 1238 \\C, HHER LA ORI o e
F (GVHD) OFBixHEICY 700 A GEFHE - 7 7)) 2351
7212560, FRICEELY RIT L, HESLE L 7 Dgrade T LLEOGVHD®
FEAEN2261 (17.6%) T - 72779,
&7 u) n AR BN H S L OGRS L7 R (1996~19984F) . grade 1T
PIEDOGVHDDFEHIF1333.3% (3/961) TH - 727,



AEIRE]
(2) ERHE
HRGERE F CORRAER (1990~19934) 2BV, FHifME%OGVHD39H)
WZxk Ly 7 a) s A (SRR 7 72 v) R85 L 2GVHD7/1361 (53.8%)
K OEYEGVHDI2/2661 (46.2%) A3 HEN EOMEER L7227,
(EEBHENE)
17.1.8 ENRIEAE I HHKBR RO ENSE DELEEHER
RIS OEBRIZB VT, A7 04 FHIOESIZL > TOERAT5. i
BITEFHIC X 0 AT 0 A FHIT O ASKRIEE A 42 5y 55 AE A7 8877 1461012 BEAF 56
Fl (A7oA FHL $i3) YT AT77—EF%) [Nz, ¥ 7080207+t
WERG LIER, 106 TRl oUGER B 7. £72. BIETEROUER A
Bttt & At e SN COZERICRIGIB AT RE L % 5 7261 b A S 7z%,
AT 0 A FAITHRRDOLEHIG ST 2 Kl b L < 3 dEEm o
EREMI R R E LS TR ClE, #2700 AA0 TRV h28
ARG L. FHA 704 FRlORS =% 77 2R IR L 72, RABRT
3. Smg/ME H/4BOEETAT U A FAlZ R L, EROLEIHEFFTE
BWEEIZIE. AT 04 FRIOMEEZTo7/2, 2O ¥ 70 AAHT
3. EROZERMEF L E T AT 04 FHRIOMEZ RO, H5#TH2:E
MK OGS THGAM O A 704 FEEHESE (7L F= o ViRsiE) (&,
ZNZN4.91mg/H [ 03.81mg/H TH - 7257,
AT uA FEEHESEY (mg/H) DR

50 WA 77 LK LD D
[n=40] [n=40] (9595 X 1]
5 Bl 13.78+3.958 13.88+3.545 -
BT H N N -1.58
12580 4910 6.514.859 [-3.342~0.184]
BT H -3.48
+ +
o 3.81+4.066 7.23%+7.319 [—6.010~ —0.953]

K7L =y s (‘F#+S.D.)

WXy 7)) AARE- T TR

17.1.9 ERSE DHHIFE %R
AT A FRIOFEGAZ & o TOERA 5T NaRRIER B o i i 57 4 B
HI0BIZ, 2 a ) AAH TRV 28BS L 2B MAHRBIZ BT, 8
BITH (BFTQMGA I T) OUE%E RO, I THH AT O A FAIL R
shze (RlSED ®

EEIQMGA a7 DR
G- Bhn A 2L
[n=10] [n=10] [n=10]
13.3+5.17 10.6+6.17 —-2.7+2.26
(F#H+S.D.)
(EE) v~ F)

17.1.10 EIR#ESE I HEnERRROCERNS IR
WEOHEBRIZBWTHY) v~ FHOD % L HIFNT L) To R3S
Nhpo7zlE) v~ FEBEIZ, F270) A20 TV EHRIETHRET
E163 M, AR CIE28A M PG L7z 2R, ¥ 70) A AN T+
NOEMARERIC B 2 KE) v~ F%4 (ACR) OB S LT
2% B OE G (ACR20E#HR) (3. JE@lhE T1349.0% (50/10261) . &
W 71350.0% (27/5481) T o 72970

ACR20E#3: Ghmine)

; — AR
EL 2 -
77 R 1.5mg 3mg
RIS TR A B 9/64 (14.1) 14/57 (24.6) 28/58 (48.3)
5 T Mo B - - 50/102 (49.0)
&t 9/64 (14.1) 14/57 (24.6) 78/160 (48.8)

[t /e BI% (%) ]
MIEBEF ST 55 7 0) A A TRV OABEENIHASIE, #@E3megTH 5,
PREL Solitiid ren

ACR202H#EHR (mii)

Q=T ZBE)

17.1.11 ERE I AALERER
AT WA RHIZZUF TR R C Rk B BRI FL R OV 22 1 16 B 1 &
BT BN —TABRELGE R E L, ¥ 70 LA TRVESEL 7
T AREESSFNC 28T L7ze #2710 ) A AN TRV EIZ BT B RO
PTG AR A 2 7H*OZALRIZ -32.9%ThH 0 . FRGEIES LI R, By
HIGEIPEDIRIE Ch 2 1HIREHE, itk (C3) OFEMMEOZEALEIIL 4 -
60.8%. 16.4% T o720 B, 7L TF=r21) 77 A (Cer) DAL
13 —-22.0%TdH - 72,

o) L AM 7T K
[n=27] [n=34]

P EIT R A E oy g
BB AR A 3 T F O (%) 32 9431 0 2 3498 2
mean*S.D.
1HREHREOFEMEDOZALE (%) hfi -60.8 8.7
(8104, 4530U5hr) (=73.7. -37.2) (—14.0. 90.0)
Hitk (C3) OEMHEDLEALE (%) Hikfl 16.4 -2.8
(8104, 530U45hr) (10.3. 27.5) (-11.1, 18.2)
CerDFERMEDZALE (%) HigefE —22.0%% -1.4
(55104, 530U 53 ) (-33.5. —4.2) (-19.3. 16.9)

SHIERIE AR 2 3 7 E 1 HRE B R ARIEREL, 552 L 7 F = >, HidsDNAFIK,
Witk (C3) OSEHDATT (% 40~3H04EH) 7 57% b,

¥¥CerlZDPWTOARY 7 1) K AR FHME B 450132641,

GEREMXE %)

17.1.12 BN IALBERBRROEANE THEFEHRRBR 7. 1220]
AR U T AE O BB T e A 62 2 R E L. 42 0Y) A AN
TROVEES2B, 7T REE0FN 2B MG L7z (bR, ¥ 20 AR
BT VBB AR (DAIRA I TIZ L AW0EEE) 13E10LEBY) THo
7250, F 7o, EEOMATEERIBERE ZBELGNC, 20 AAT TEIL
2P L7 GEEMARER) . SE% (DALA 2712 & HU05E) 1345.5%
B/1161) T - 729, Miakbre b HEIZ1A0.025me/kgl H 208 % %) [m] &t &
L. #O%HE N 7 (10~15ng/mL) & 72 &5 FHw gL 72,
F7o, BMAHEEBERRO & 7 1) A AREEE K O EE O MG R IEKNE %
BFHI, 28RO HE 5 78 %5~10ng/mLE LTH 201 ARA% 7k
Va2 G LS. s 5 ICB 1T 50ESR (DAIAITICX
BHUGHERE) 1.2 NEN61.9% (13/2141) W 1%66.7% (6/961) ©CTdh -7z,

F1 DAIR I 7=

Yo BIERIE (%)
yra) L AR AN i

DAIA I T2 & D™ 16/32 (50.0) 4/30 (13.3)

DAL I 7 1B\ THHEI B MR, TR LA PIREEIT ML, BE RGO STl o451 H
STHGE LT [UE] L L.

) 45 AN C O TR M
DTolsyHEzlEL, P2 d LGB 25 28I RERO ZF
Sff RORAGR) 3A2T ABREET TG Lz, &lifz@Et, 10
FHRO FRUSEEE D 7 7HRENSE S N4 < & 50.3mg/ke/ HAY & L 72,

TR ARRE b b 5 7 MR PR i
LE A B (2R OB | Duw=Dusx12.5/ (CiartCon) /2x3)
I ¢§'§~4H E] 3 SAEINIE new=LDold R 12h+C24n,
2 U HOMEH 52, SHEEIA | .

WAL E510HE | G, $257. SHE) < | DD 12.5/C
3 WE OWi51 SO DL R | .
5150 H & (RHI. #5120 H) clryy | DevmDux7.5/C
A OTHEEFE | 3. 4. 6. 8, 10, 1ZAFLET |

(TR C) /T Duew=Dowa X 7.5/ Crrough

— AR
AR 1.5mg 1‘5mg'}% 3mg
3mgF THEET]
FlI 58 TTAH e SR 9/27 (33.3) - 11/25 (44.0)
o A e e sl - 27/54 (50.0) -
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