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LILENL « U R FEL, IARTEBEL, NLEXZ—)L, T/
SNLERE =L BEUR, F=U0 AT T EMT AN
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16.6. 12 ]

GEMBMAABIEREICH T 5 RAEMERTED T

1.5 AP EREAY500/mn’ LA EIC[EIE 5 . UG Indil Al o5 544 T 72
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8.6 JEHLRBEWESIENH DD Z R D DT, AFIFZGHILEH
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(2. 1508] /IS 1 T 25903 L St L7
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(D% 7 ABE F) Y RO B FRA 2 | % (CYP3Y) ARET 7, Fr vk —EHEHR AFEOHFRIZE Y, Zhn | AFNIE 5 OFEF O RH
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- - - ATNF=F, Fu Ly | BBENRD DT, R
Tujrel) s AFILOPFIcE Y Tt | AFIE TSR Y v oR F=F aATF=T NDEERER DT
(mFtE) Y oM BRES S| SRR (CYPIM) 2 PET . ; -
(2. 1] U (BRI 5 5 2 a8 HIV 1 7 7 — P il 3 AFNEOPFIC LY BAT | In vitrostBih RV T,
b5, RRAT T LT EL CFUFELOFRMEREY | AFNIZT T LS EALDOR
- - - - Th27 7 v FEAom | iR (CYP3AM) % MHFE L
N AR DPFRIZE D AR L | KA AR L% ot e
(ALY B T) FH o b OMmMAPRES B BEEE (CYP3A) ZFLET 5, »5,
[2. 18] L. fER 23R 5 B2
b5, RAT v 7 UFEA LD | In vitroRBIFNC, Ty
A AT AHNE DO LY | VA= | KFNZY A—m FH 00 LY | AFIOMAEED | 7 L E AT AR O s
(A 7HF L h) v Yo oMM ISR (CYP3A4) ZPHET BN sEznndb s, F# (CYP3M) ZPHE LY,
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iy ) SV QMR L5 | B CYPI) EIET S, AAEOGRICLY =B | In ritrBBREERI BT
FARFAE S R REY | FHBEARDD. D RHAN O R RN | AANE R 0RO
L TELETE LRENDD D, e (CYP3A4) P L72",
(LHFLH2) LT A AEE ORI, bLF | AFNT R LT A v o
[2. 1] J A v DM E R RN | B (CYP) ZPRET D,
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BENRD 5,
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AT ary =5 KHEDPNCED . AHT | KAFA H T a+y =10
(7 LEn) aF Y — O FEEN E | RHEEE (CYP3A) & FLES
[2. 1] AU AEAR R 220 | D,
N b,
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B.TEHITHIML, R4V T A
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I FHMG-CoA 3% T 1% 3 PHL 75 #E D
RS (CYP3AD) Z P L
72,

T YR AFEOHFRICE Y T | RENZ YT B85 O RGHEE
ARLOACITRIM L, Mg | 3§ (CYP3A4K UCYP2C19) % L
FEVRIIER L7, =15,

VILET A AFE OO LD Y r | KENLY VL ET A0 RGHEE

T ADC,lE 1. 2f%, AUCIEL. 5
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& (CYP3A4 K TRCYP2CY) % B
ET D,

A VIR = VIR R B T
35
7% 3 K

AFlEDOPFRIZEY, Zhb
> FEHN o A T EE Y BN
LBENRH S,

ARENL Z 406 0 HH DG
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AR - HEE D715

BT - fERiN T

B AT NI R A RRIUE

AHEOHFRICEY, 2D

PEREETAE O FEHN D A v EE S BN
vy AT LBENRD D,
vy 7T AT

ARy AEIEDOPFRIZ L AR
2 D330, T%, AUCHNAT. 2%
HmLiz,

F¥va Ry AEIEDPFRIC LY, AF
= R 2 DG, & AUCHY N L
7=,

PEDT Y AEIEDPRICEY, 72

2 =V OAUCHSEIN L 7=,

AHNE Z A B O IEA DA
BE# (CYP3A4) ZPHET 2.

AT TaTzr, Va7
+7

AFEOPRICEY, Zhb
DIEHN D Cpr & AUCHSHIIN L 72

20,21)

AHNE Z A B O IEA DA
B (CYP209) #PET .

11.1.13 P& M2

(0. Z%E))
W, R IREE, REEN, FhE ORE (1%

BB LI E

8 P REATE
JIIVTF ATy s nF =
NERART VAL

JNVEF AT s =F =)L
LA KT VAL DO
12X ARAIDC,. 1 L14%, AUC
14BN L 72

AL DOPFRIC LY, =F=
VAR T VA= DC L
36%, AUCIZ61%M L, / /LT
F AT 0 D0 i E15%, AUC
1E53%HN L 7=,

2B O IEFNT A O A
sk (CYP2C19) % HET 5,

KENL Z 6 0 A DR H
ik (CYP3M) ZPLET S,

A ITA XY VT (St
John’s Wort, > b+ a—
YR U— ) GHR

LI VA INFI YT LED
BERIC &0 | AHI DAUCIEE%
b LY, AHIE G
AATF XYV UERR
AR L2V E S EET
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A ITA XY Y OE K
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TIEF G A PR S 2 EWEE R LE AT O 2 &,

IR BT
1.1 EX d~m|H’FFﬁ

11 >avy GHERR).

TFI745F%— (BETH)

11.1.2 hEMRKIETRAEE (Toxic Epidermal Necrolysis : TEN)

(BEEARW) . RIEHEIERMEIZEEE (Stevens—JohnsonfE&EE) (BEEAR
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BB DFERD B b THE
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11.1.3 FFIEE (5.0%)
WA 7R TR

BBV, FECHILHRE SN TS, [1.2,
11.1.4 DERQTEERE GEEARH).
D). REAR BEE AR .
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11.1.6 BEE (1.0%)
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LERDHD, [8 1]
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11.1.8 ¥35 2 - /NL—EREE GHETRH)
11.1.9 miZEE (2.0%)

BBEEH, PLMERED . BN BRI, SERERIEOE, R E

3G 2k L,

DESEA (1.0%) .
EEEEIOvY (HEARH)

DENQTEER, D= (torsade de pointesZ&de). (Lol
TEAR, EREET Ry 7 LEEC
ENHLDONDZ ERD D,

Wi E IR L,

P9, SIE, ITRAE, TSRS 2K bbhd 2

8. 25 ]

BElR, st AENR
[8.3. 9.1.2& ]

BRMERIEE) B bbb

BB SO BEE LR MKEENH b Z L nH D, [8. 12]]

11.1.10 ARG %

AN RN 2 5 D T FE 7 Kk
THIR S &b T=HAIC

(HEAH)

11,11 EE GEERT)
FABEDMREENH bbb Z L RH 5,

11,112 t&H AT RAARIE

PR, &, CKEA, MR ORP I A7 m ey bR 2R

(HEAH)

T D RRERIRIED > 5 DD Z LR D,

BHODLNDZ WD DOT N,
TG EPIL L, HWEREEITO 2 &,

)0 ILE AT

DEMZ (K

1 B 72 AL

I, ERMITHIEBXHE, MIEBCT, Jﬁl(a'?*— *’ﬁ?ﬂﬁﬁﬁ%%ﬁm L.
AFNOE G RILT 5 E & BT, BIERLERVE CAIOR5%EDH
OB ETTD 2 X,
11.1.14 {Efn¥E (BHEARH)
HERKLENRD SN EndH D,
11.1.15 EHEE (0. 1%Y)
EREK BRIV ORTEOEREEN LD Z N D,
T BB Tl RGRRE ORI SN TV B,
11.2 ZOHDEIER
5%2L E 1~B%Aii BEEE R
MR VY X [ BRI E L 1 B, V2 HE
HbEE AN AE
M i, LIEIRITE JiKAE, B~ =
s
H - RpEpEE HETEMA, . 5]
[TRE
[elraie A 453 RIS ST b FE R
4. HORIRMERE T
HEIE, AR AR AR
KT E
HRpEE Y. % AR o> B Rk AT HR Mg ¢ . A e
H b s [ NN YN R, RIS, A
B, ARG, TR ERNE R S < ]
BN, e AR
FLUHIR AT, JEHE,
FRIL AR A
B ML, A
PR . EAIE
H D M Rz, g o M. B, +
[ONGS P ONKCT7/ N TRk A
IR IEE (e N= N = iy K. ER MER,
[N N EVRIE, MR
A, A A
FERREEYE . DS
WrEEER. A
%
BHEEROE FLFALTENTF N H&T’I) TEIE L
5 Rk JEIEE, 52 J&/RIE, A7
TR AT S PEGRE
%é%f%k SRz}
JFFREE S b MRFESR ., NAAIE,
JHEREE K
FRYE B OV AR RIEETS
HE
PR R OV AR R | SRR AL, mh U VAT E—
& LIE, Y T IV iE
A IfAE
05 s e O A, PO I
HELRRPEE
RIS | S WA, 1. L UNES N
ﬁiﬁ{&&)iu\ 'S TFHE, i BRRTT
F M, BRR, Jeph,
TERLRRE | B RSh
i, B KR BRIEGEIE
bl e RHRAE SETLIREE, 1%, &) 9 O, Wi

T, S

B RO R b

MR, 77
IR

MR RUE W ifi.
B R R 5
BLRG B OVR2 T AR JE A ARIB | AL PRIZAE, PR

b

BE, FEEIMERLEE, 5
5, BEAA R
HBEPESUE . 2T,
Z ORI, B K
%

BREE . BT
iE M R R
R, RBE, [EER
5, HifE, MmAETE
i, BT 7~
b= A AR
VT 4 U UE

iR

AR, e
MRge, BilRse, U

ISR

AR A

~GTPHEIN

ALTH{N, ASTHY
Jn, ALPEEN, v

I e U L e v HY | BU

m, sy
P | N1 A
7 F =W, LDH




5%01 1~ Bl %A R B

s, kYo
PN 7N 1K)
7 AR, RS
FLfE ES- 7 ¢
TV UDE A~ —
4N, i i FDP Ky
m. WET 7 —+%
HIN, GFmEERAN,
MR

56 R A P | B U T L PR SR D AGR IR O N BRI BB O ISV T D,
a : UL AR E O RICIE SN TV S,

b:[1.3, 85%f]

14, ERLOIE
14.1 ERIFREBFOEER
[ E 0 BRNE I, BT BNIEBIEDIC D E TRERS X,
46mLO KR ZHRICIN Z L IRV IRE S Z &, I 1T40mg/nL & 72 5,
14.2 EHIBEHEOEE
TRV IBE TG, EMICIEEZY RS Z &,
14.3 EFIZFEDEE
IR AR 1T, B AT . 30°C AT CHRAFE L, 2B B LANIC
AT 28582528, £72, A7 SN RAMIRZ OKKIT
BEFETH L OBETH L,

15. ZOHOEE

15.1 BRERMEAICE D < I1E#R

15. 1.1 AAEABFIZENT, R Y a2V — o ffEhRE & JFEEe
T A i 2 5 B8 BLR ORI HE RO IS &@ﬁﬁ#mwgﬂtoa
ARNERERE A BT, Hﬂ‘%ﬂéﬁbﬁﬁv%ﬁ FEAE LTZRERI T, 220, 1
ﬁW%EﬁMEéﬂfwtﬁW®Mﬁ¢%Eb77ﬁim¢n%
4.5ug/mLlh ECHoT, E7o. ENEERRR CIIAMEROEE
PRI IR U7 B G- B O %L ’jJD;’{ HZz L LT T 7 e
4.5 g/mLEA E DA HEIZG U CTRSGBEERET D mMPEET
=XV 7 EE Lz, ENAOEKRRBRT — % 2513 FHEE
B EE OB THT 2 MR EOBEIZRD ST,
(7.4, 8.75H]

15.1.2 MRS 2 W T DI AELEE % x5 & Lo igst OBl sl

BT, AFREBE CIIEERY: LEEORAEY R BT —v
RPTEFESIERGR BT L R L CTHEICES (O — Rk 2,39,

9SUMEHER M 1.31-4.37), TDOFEAEY 27180 H 282 % EHng
TORETE (NP — R 23,52, 95%EHEXH 1.59-7.79) LD
WEND D,

15.1.3 KA LIS, KGRV LR R OB RAEN A L &
DWERD D, Fio, AREHEG I, SHREMESUS % B L
TL\Z) B CTRER - R e O AR A L & OfEN

5, [8.6&H]

16. EWBIEE

16.1 MmAiEeE

16.1.1 BEEH%KS
HARNBERERR A B (B &6 12, A Y =) —/1100, 200, 300
L OM00mg % ZENEMFIC IR 45 5 U7z & & I BTk
17 LU CHER U, AUCK UG, 3 B L CIRRE DN & 7k L 722,

AR NEERERR A BPEIC, R Y =29 —/ 1 1[[1200mg Z 1 H 200 R AF#% 1
BE (AmES  9IAIC1E400mgZ 1 H2E]) Lz & 25, EMM& OHEM
C2AH. PIC3A BICIRITERIRRE I E LD,

H5TH HOKY RN T A -4

CYP2C19 il Crax AUC. Toax tie

pea i) (ug/mL) (ug*h/mL) (h) (h)
EM 5 2.15 (30) 12.02 (45) 1.4 (39) 6.1 (15)
HEM 5 3.36 (24) 20.01 (37) 1.6 (68) 6.1 (14)
PM 10 6.87 (14) 65.05 (17) 1.6 (47) 9.0 (12)

SEEIME (%CV)

MR Y a5 —)VIREE (1g/mL)

4
—e—EN

3 —O—HEM

2 —A— PN

1 S fil + RE U 2

O-

0 2 48 72 9
7 HHEEGERRE (D)

(2) NREZH
AARNNRESE B~145%, 18%)) 2R Y 2> —/ L 1[E8mg/kg% 1 H
2[a] (A5 9] B 12 1019mg/kgZ 1 A 2[A1) 7 H RN 5 L7=14.
KIA4 vy 7L LTlE9mg/keZ 1 H2[0I7THBKERORES Lz &
& DRAEFEFA% DC L ONUC, DRTEEIE (FEPH) 1 X227, 22
(2.03~18.3) ug/mLK%UM5.8 (10.0~156) ug -+ h/mLTdh 7=,
[7.2%H]

CrPC1o Con AUC, To..
AR (ug/mL) ¥ (pg+h/mL) ¥ () ¥
EM 6 5.49 (2.03—11.0) 31.2 (10.0—80.8) 1.5 (0.95—3.8)
HEM 10 7.66 (4.45—18.3) 49.3 (14.5—156) 1.1 (0.92—2.2)
PM 2 12.3 (11.6, 13.0) 99.1 (84.0, 117) 1.0 (0.95, 1.1)
245 18 7.22 (2.03—18.3) 45.8 (10.0—156) 1.0 (0.92—3.8)

P54t Coux T AUC s
(mg) (e g/mL) (h) (g -+ h/mL) (h)
100 0.39 (54) 1.2 (33) 1.82 (101) 8 (42)
200 0.91 (41) 1.6 (44) 5.12 (70) 1 (41)
300 1.80 (8) 1.3 (23) 11.58 (41) 6.8 (31)
400 2.88 (26) 2.0 (0) 31.01 (62) 1.9 (51)

HHE6H], FHME (V)

16.1.2 RiE®RS

(1) BERA
RY Y —i, EITCYPCINT L 0 A# SN D, CYP2CI9IC T s
FERINGAET D720, BIETOX A 7LD EHER (BM: Extensive
Metabolizer) . <>\ (HEM: Heterozygous Extensive Metabolizer)
B OMEW (PM - Poor Metabolizer) BESEIEMEZ A3 2 HEHE 5
firtir L7z,

a: AP (REPR) SUTRATEE (4 off) TRLE,

b FUE (HFE) ST E (8% ME) TmRLT,

125 LA E15REART CRESOkgL, EO/NRLIBIZIX, BN & FRBRICA U =) —) L1 [Al4mg/kg % 1
A2 (BfHs MR I@Gmg/kg"leZ@) 7H BRI G U728 1E1200mg % 1 H 2[E7 H
MR NG LTz,

CYP2CI9BHAFAUE, AT OBETFREY TSN KB TH S,

EM : CYP2C19*1/* 1 3I%CYP2C19™ 1/ 17

HEM : CYP2C19™1/% 2 (%CYP2C1971/%3

PM : CYP2C19¥2/%2, CYP2C19*2/%331%CYP2C19*3/%3

16. 1.3 £EMZHIEFHEHER
SAEABEEERR IS, R =Y — 1 200mgfE XX RT7 A4 v a7
40mg/mLODFE EEIK & LCR Y 25> —/L1[R1200mg % 1 A 2[5 (B fif
Beh M1 1E400mg 2 1 H 2[8]) 7H BER S L1z & & oERy@hne
FRAEDN D 200mghE & RT A vay TREWFRICRETHH Z LN
TRENTES,

16.2 WRUR

16.2.1 N4 FTFRALSEY T4
REalb—var7y—~axx7s 47 AEind, BAAKLOS
E BT DEFEANBEORY 2 F ) —ADORL FT XA F Y
T4 1X96% & HETE ST, ENEER S MR 31T 2 BF DA
TR_AFEY T 11, FIF100% T - 7229,

16.2.2 BEDEE
FERERR NI, EENIE (891000kcal) ZH -7~ EHZICRY ) —
NESERIUI R I A 2 a v 7L LT200mg% 1 H 27 H R AR 0%
5 Uz, EHRARIEIZ R 5 Co L CAUC 1322 GRS 5. & Ll U | S A
TIEHENREN3KL V2L T L, KT A v a v 7 TIEZENEN568%K%
USBTHE T L7z, Tl TEFIC L W EEAITIT L ABRIEIE L, RT A &
oy TR SERIERIE LY GHEAT—4),



16.3 %
TR A DR Y 2 — VO EFIRRBIZE T D A A FE 134, 6L/kg
LHEEENTZY (HARAROSNEAT —4),

16.3.1 #AMAFBIT
RY a3+ =B EHBI~ 10 O MIEFR R Y 2> — V%)
FTHBER AR Y 2 — VERE O IX0. 22~1. 0 (0. 46) T
572 GMEAT—4),

16.3.2 EQHEEE
RY a7y =Lt hEEEIHT ARG ERIT, 8% Th o 72,

16.4 3t
In vitroRBRIZIEBW T, AR U =2 —/LFCYP2C19, CYP2C9 K TCYP3A4
IChoTREEN S, AROFERIYIIN-AF > RTHHP,
[8.9, 10. ]

16.5 HEitt
AV 3 — ik, RSN X VR L, BRI G%6RFH £ TITR
IR R L LTGRO S 4159,

16.6 FEDEREHTHESE

16.6.1 FFHEEDIET L1 1HERE
BEFERE AICAR Y Y — L 1EI200mg & 1 H 2l8] (B 5-1171400mg %
LH2[ED MO ORFH#EEIR T3 (Child-Pugh/y 82 7 AB) 1A
Y @ —/L1[E100mg & 1 H 2B (Bt 5-1[E1200mg 4 1 H 2[E]) KAE
BOBE L L S ORKREEHOAC IXHECR L Th-o72, 20
EEMBEPR Y = — VBRI R CIE G2 A BICIRIEIE
TEFRRBICEE L7y PR ITREREIR T CId6 A H £ TERIREEIC
ELR»o72 SEAT—4), [7.4, 9.3. 28]

16.6.2 BHEEDIET LI-HERE

(NP EEOEHERTEEVLTF=29 )75 2 R30~50mL/min)
AU aF —n163mg/kgx 1 A2[E] (A5 1E6mg/kg% 1 H 2[A])
THRRERIRNE S L7z & & BHGRED IER 225 & H~AUCK
Vo CHEZITRO SN 725 GHEAT—%),

(2) mi&BHT
AR O MEEHTIC X 0 MAEFAR Y 29— L D8%is Rk S iz
GMEANT—4),

17. ERKRAHE

17.1 BHERUVREMCET 5

(EEXIFHAMERBREE)

17.1.1 ENEM4ERER (15010015E8)
BIEMEERIE & 20 Sz BE SUTIRIEEERE S R < Bebhu /- &
Frxtgl L, 1004 (R OpEsEe14], s8], A v Fk
2160 2R Y aFy—nazkh L,
BOBEOLAIL, Y HICAR AR E L T300mg% 1 A2[E (KE
40kg A DA 1X150mg A 1 H 2[8]) | & D% LR & & L T200mg %
1H2[E ((KEAOkgHTE OB 1X100mg% 1 H2[E) RAHKE Lz, 727
L B 5B8A3 H B O MR Y o) — VR EER2. Sug/mLLL B &
XX, BSBAMA5H B LAIX150mg % 1 H 2[R O3 5~ L 7=,
HEEIEOSR G, EEREHEOR AL, HEYRICATTHREL
L CTémg/kgZz 1 H2[E], ZDOHKIFHERFH R L L Tlmg/kg% 1 H 2[B1FH AR
WIS LTz, 7272 L, 8 5BIE3H B omifh R Y ) — LR
2. 5pg/mLLA oD & X (3, F5BALE5 B B LA I 3me/keg % 1 B 20 RN
Be Lo Uiz, BEEREEELSNOSGEIL, K59 BICATTH&E
& LCbmg/kgZx1H2ME], ZD%IIMEFIHE L L T3ng/kg% 1 H 2l
AR B G- UTe, SRAERIEE 3 AT o 7otk IR EEMIC LV &N
FRIEMATHE &M SN BH BV U RE~DOY 0z (A
A v FPRE) AHEL L, B 5BREA3 A B O Mg h e 232, Sug/mLA
D & F1X200mgZ L H2[E], 2. 5pg/mLEA Eod & & (X150mg% 1 H 2[RIf%
AgeE L7,
B TR (BB G-I 120 ) ORERANFTL. LT

D Thot,
g P 3ES BN/ AER]
TV A 1/2
A VS 5/5
UK R P B NERRESE 4/4
KA - iAo ¥ HE 1/1
INEF 11/12 (91.7%)

R /3524 Fh /B
[REEMET 7 A ~L 3L ZE 10/16
o IBPEERSEVE T A~V L 2 3/5
TANFI A 7 AL F E 14/18
/R 27/39 (69. 2%)
7 )7 s ay s AR 1/1
AP A-DY e iz )7 k2w s AE /1
INEE 8/8 (100%)
YTV T L - YT = RYE 0/1
FAWR/SN -
NEE 0/1
At 46/60 (76.7%)

BIVE RSB (R A E JL 5 2 5 1) 1 RIE 51100451 H 80451 (80. 0%)
Thoto, FREIERIL, 258 (25.0%) . SLEEREE (24.0%) . vy -GTP
HEAN (11.0%) . .0 (8.0%) . M@rt: (8.0%) . NTHEAESH (8.0%) . 98
i (8.0%) . ASTHEMN (7.0%). ALPHSAN (7.0%) . ALTHINN (6.0%) . 7%
o(5.0%) . JHFEEE (5.0%) . BRI (5.0%) . RIRGE (5.0%) % T
b1z,

17.1.2 S\EEMAEEER (150-307/6025%5%)
HERETEMREIET 2~V XV RIEOBREEXRLE L, AU =
F = NAEEREE T AR T Y 2 BRI, A OB
PEAR I LTz AN Y 2 — L B TII196 il ARl G- 24 R [#]1 X
AR S L Cong/keZ 120 = L 12, LA IT4mg/ kg% 120FR0 = &
WCERNEE 5 LTz, AARMEICRIEDRD S =56 138mg/ kg & 121F
M E~DRBEEFHEE Lz, £ TCOWBRFIC LT, b b
7 OFFARNEE G- 2 HESE U, A AGERE 138K Cmg/keg/h & LTz, R
Y ay — v ORAEE OMGHREIT200mg A 1 H2RE & L R A#KS
3H B LRI R A AR+ 723556 1%, 300mg% 1 H 28] F TOM &
ZARE L L7z, BAVEICHBEN RO b5 A 1350mg % 1 H 2[E Bf7
DOWFEZEITV, 200mgZ 1 H2[E £ TOREE ATRE L L7z, KE40kgR
WMOPHRE BN RY a -V —LoROR5E2LELE LT,
B TR (R G-WIH 16 ) DORENRAFTIL, LT

D Thot,
R /3524 Fh /S
(REEMERT 7 2~ L ZE 67/119
T AL L AR
INEE 67/119 (56. 3%)
&t 67/119 (56.3%)

BIVEFAR B3 196011 128101 (65.3%) Tdr o7z, E/REIVEMIL. #
G (28.1%) . TEK (7.1%). ¥ (6.6%) Th-o7=",

17.1.3 SEFEMEHER (150-309/60455%)
MRINEE IO L CRIRE 2 AT 2 3AIMN 7o W2 B TR B
SiE ] ST TRITEREEE DS ZIRE A 143 XA BNED RN D ke T & 72
WAL R EIE ) &2 SN BB 2RI, 3126 R
U o — NV E RN G SO DS Uiz,
BRI G- OS5, 850 B ICARHE L L Cong/keZ 1205 =
LT L, TO®%ITHERFRERE S L Cing/keZ 12051 Z & 1272 <
L H3AMRS Uiz, HEAEE 38me/ke/h & Lz, ROKE5D5E
&, BEYHICAM RS LT400ng% 1 H 2B G L, % O% I3
F&E L LT200mg%x 1 H2EIFZ G LTz,
BT (e KI5 HI6ER) ORAZIRADIRIT, LTI

D Tholz,
R /3524 Fh /S
B2 F MsE 11/21
o S Y HE 23/38
Kt KX - Wi VK5 12
/NEE 35/61 (57.4%)
) [REEMET 7 A ~L 3L ZE 40/86
T AAYLF LA §
/NEE 40/86 (46. 5%)
7 VT b3y s AR 1/4
. ST Ray s AMEL 2 ) S ko 1/2
7IT AT ARy ARk o %
/NEE 2/6 (33.3%)
79U v AMAE 1/2
7Y U LR EEER 1/1
7%V T AIRNR 2/4
e AN | Jli 74 U 0 AE & 7Y AT 0/1
YIiE D PFFE
FOMD 7YY 7 AJE 1/3
INEE 5/11 (45. 5%)




R /3524 AR /HEB
A7 RAR Y U LMERGE 0/3
i & RARY 7 LE 1/2
A RARY U LR TREYYE 2/2
. Ao RARY 0 LERIE & A 0/1
ATRARY T LB kY A FRYSEO T
AH R AR 7 AMSE 0/1
FOMD A RARY T L\ 0/1
INEE 3/10 (30. 0%)
&t 85/174 (48.9%)

BIVE RS ERZIL37261 21501 (57.8%) Th -7, EREWEMRIE. B
T (22.8%). 3B (1.5%), WEK (6.5%) Th-o7=",
17.1.4 SV EFEMAHER (150-6085%5%)

LR ERIRD D B D HIMSEBRE &SRR, RY 3+ — L DOFE)

PR OB T DRT Y UBOE %I TV a S — L s

LB DB O & i UTe, D7 < & b RIS H I3

RN EZ1TV, ZORITREOZEE~OG Y X ZHhEE LT,
ARV 27— VR TIE2T26N R ) O 24X AR AR E LT

6mg/kg7i’\ DI ITHERF R & L Clmg/ke % ZIVEHVI20ER] 2 & 10k

IRN$EE- Uiz, £7-. HEFFH & i34mg/ke % 1205 2 & £ CHE TX

LT EE LT, IEEAEEI3Ng/kg/hE LTz,

RY 3+ — OGS ~0U) 0 B2 %1%, 200mgZz 1H2E ((RE
40kg A DA 1X100mg A 1 H2[E]) CR%A L, 300mgZ 1 H2[E] (KE
40kg AT DA 1L 150mg 2 1 H2[]) £ THEEARES LT,

PG TR (BB GHIRNE T v P& MIE DT RESH ) DA %h
RAEDRIZLLTOmEY ThoTz,

R P35ES Fh /S
. P gt 162/248
VK
INEF 162/248 (65. 3%)
&t 162/248 (65. 3%)

EIJ{’E)#%%%%1272WJEP9WJ (35.7%) Thb->7Tz, EREINEIZALPHY
n 0. 7%) . &4V 7 AMAE (0.7%) Tho7t,
(uﬂﬁ%ﬂiﬁﬂ#&&%%‘l Bl 5 RERERED T
17.1.5 s E M ER (BE AL IE TR I 1T BE R LA ER) (A1501073
HER)
W26 H A= SR B YL OO FIE 28 7\ M 1258 A1 oD ¥ ifn A4
Rt B &4 & LT B 180 H OB HIKR YT B DRk Zhiz o
TRV afFy— A hTafy—nzikLiz, R)afy—nu
XiEA T3S — V&2 A BRI S L& O%ITR A5 Y)
DX Tz, BV 3 F Y — NV GRETIE234BI1IZ fe ) O 245X AT
ML L Tomg/kg% . LIEITHERF & & L Cdmg/kg % Z N ZAL126F
M2 EITHIRN G LT, RAKREICEI D B 2 %1%, 200mgZ 1 H 2[H]
(R EAOKg AT DHp A 12 100mg %1 A 2[7]) #5.-L7-,
A4 N7 aF Y= ERETIE255HIC, AfRHE S LT200mga 1 H2
EIFIRNES- L, ﬁ‘XD&“Eﬂ\@J D2 1%13200mg % 1 B 2@ % 5 L=,

A% 180 H 12 Té?m YT B ORINRIZ LT DY Tholz,
FRipEhER o k
- - - TEMIE [o5%(EmIx]
RY 3 — Vi A NTaFY— LB
48. 9% 33. 5% X .
(109/223) (80/239) 16.3 [7.6, 25.0] %
a: BR% 180 ATV C, LFOHEA &3 X Cili/z LI RE 0#lE
SEFLTWAZE,

« (RIE LR YE OTEE W SUIERR B 3 7N 2 &,

- B 1008 H £ TITIBBREEA86 AL, F G &N Tnb 2 &,

: BORRTALTE (R BERRE O AL ST A BEIFR AL ) W ONT, R —il Atk R Ot % B AR
GEAMOMERE . Rl A XITIEMER) ZfF L LicFleissik

o

AU 2 — VBRI T 2 FIE S8 82213223341 12341 (52. 8%)
Thotlz, EREIERIL, %L (7.7%) . FFEtt (7.3%), HAMEE
(6.0%) RONTHETEMRAERE (5.2%) ThHo729,

17.1.6 B EMARER GEEHIEXRHER) (A1501038585%)
W12H A IR B EEERIEDOBL DO H 5 18@UL®Lm¢$fﬂ1
iR 25 b LT, REEEFEYMED —KTHHD- 0
Vary—naE L, 46FICAamESE L Lmza#ﬁaﬁ_
6mg/kg % 2l 5. U HERFE G- & U CL20E[H] 2 & _4mg/kg%ﬁ%}iﬁww&
H Lz, 520 &z %, AfEs & L CRBR I LI
400mg % 2[E1$e 5. (R EE40kg A DI5FG I 120EH] Z & 12200mg % 2[m] $¢
5 L., #ERR G L U CL128# 2 & 12200mg (KB 4AOkg AT DA
120F 2 & 12100mg) &5 L7z, #5-BAA12 0 A% F CICREER
BEIRYRE % FEAE L 7o SR OEIA1310. 7% (3/28%1) Th 7=,
BIVEF FETRRI1T456 12661 (57.8%) Th -7z, TARBIEMIZ, T

PE(8.9%) . ZIE (6.7%) MOERE (6.7%) Tih-o7=2,
18. IR
18.1 VEEHER

RY a5 Y —IFTEEMAIC BT, BRSO T RT o — /LA
HBHRERET S Z LI K O REEER 2R, £/, AV aFr—
NDTL AT 1 — ) VESREERITERIGRIR T, 7 v MF
MR TO AT o — VAES RIS 5 B EBITD 7o,

18.2 IEHEA

18.2.1 RV aFy — Ut AV FRE, TALELRE, 7 U7 b
Ay I RAE, TV ULBEROPART RARY U LRIk U in vitro

THEEEMEZ R LY,

18.2.2 RV ab >V — L, 7A~VLF L ABITH L THREERZ R
Ltzxﬁ)o

18.2.3 SfFIEH K OGEMHIELE Y NOFERA LV FE, 7Y
T hay 7 ARE, T AOLEINVAIER VA RARY 0 AEIZK L
TR B AR L7240,

19. BEMESICET HBIEFMIME
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