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oA K (ZAIEIV BRI T =V A TRELT VT
Yo, e RpgxadZIy, maAITRARN) o AFLT LT A
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VAL TT7 M TEL=DE L FAAYILE L A RFEY I L
TELN=UE Y RXRNT T 7R (FETEIEEOEME Y )
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1[E18mg/kgZ 1 A 2B LT 5,
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1[A14mg/kgZ 1 A 2[E AR HHET 5,

/NI CREPA R 125%
A Je O 2m% LA
CTIRE50kg A

Y125 0A BT
RE50kglL )

1. BERUREICEET 5EE

(ZhEeaE)
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vy IHOBZ D ENTED,
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BRAA & 1 AR CHERFI SR 0 ANCE T L2 BRo A0 LY
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7.5 fFHERE23500/mn’ LA B2 (B9 25 | SUTSPEMHIF OB 54T 70
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DR, EFEDOEMLY BLOMS 28T, BT IEDHED
BNV R T U= ORI & SRR ORI 2T 5 2 &, AH
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[10. 22 18]
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9.2.2 WEEDBHREREOHIBEE (VW LFTFZUIUTIUR
30mL/min~50mL/min)
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[EST TRV G AYAI AN

9.3.2 BE~FEEDIHEET (Child Pughin$84 5 XA, BORFHE
EITHY) ObSEE
(7.4, 16.6. 18]

9.5 1F47
IR SOTIER U COW D RTREED & 2 e thicizx & G- Lan 2 &, T
 10mg/kglh FHEGIZ I THEATTEME (N 252 KBIE, /TR KIE) |
7 F100mg/ kg 51TV T VLM (RSB RIEM, B R
%) B’ROLNTZ, [2.35H]

Zatk

9.6 =3Lim
TR E DA RIER ORFLRBO A REE B L, #A oMk O
EERET D 2L, BAT~OBITEARTHL Y,

9.7 IMNR
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DIHEEHR (CYP2C19 K
UVCYP209) Z#FET 5,

AHlFE=7 7Ly
DORHRES (CYP3A4) %
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74 AR EDGMCL D R TS T 5| KFIE R TS T80 FRT ST LIEL |+ L OEHREI Sy S | T, AENET o
(O vvF ) O FHREEASEIN L B OBRR | [HEER (CYP3A4) A1 L EA DM ESET A5 | oL o % # R %
[2. 12H] TERIRIER 253 X -4 h2h | £ 5, R, (CYP3AD) AHHTE LY,
B b,
FhTvan AHEOPCE D  FHTvaL | KENETF B 7 Lo RAT T LT N EDPINCE | In vitroBRIZH VT,
(VYo%) OIS ES U M/IMOEEESD | fUHIEESE (CYP3A) 4 f5%E D AFIOM ARSI 535% | 7 v T LI EVIEAH]
[2. 12H] IR ST b5, |15, nBbs, DI (CYP3AL) %
FAFTLER KFE DY LD T AFTLE | AT 2 F7 L EA W L
(R _T77) A AREN EA LRI BIE | O fRUHIEESE (CYP3A) & X LAY RHERGHR | 2o O & OO L0 KK | In vitroiBREE RICE
[2. 1] LTeHERRNREL, UL TET | 35, BHEHE (NNRTI) DILFHRERRMT DEBZNNRH | WT, 2D OIEANIA
LEEZNDRD D, FIELTY %, Al OfHEES (CYP3A4)
IR KA EOPMICLY v I & E RO | AAliZr I 4 RO ZIE LR,
(¥ 7 AZE Y F) MHPHEDS EAT 282NN H 5, | #igk (CYP3A) ZBHLET §
(2. 18] %, B OHHEDOHIZ LY AH] | Zh S 0 AT AF O
DML RERBL T 5 B2 NN | (KRR (CYP3A) %3
Tufrvyr AFIEOPHRIC LY TuF oY) | AFRE TSR Y v %, WA BERND S,
(rFEy) COMPEE R ER- U AER DR | OfRGRES (CYP3A4) %

(2. 158 TEBINEDLD, W& 3. AL OPIC LY ZIE DAL | In vitro Bk A
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[2. 154] JADERT 5 Z Lic kv HifuofE | ZFLET S, %, 2o
BRIEAUIRT BB LB DD, S I FFN L OPICE Y. o7 n 2K | KAILZ RS 0 EA O
VAT T N AFE OO LD VAT T | RKBENZY A 7T D VI BARY . HA T8 | UDC L U, AUCKEL TR | fRRESE (CYP3A4) % B
(77 hssR) OMFERENR ERT 58200 s | NHE# TH 5 HE D YLA, =_rYAA | IILEY, H D,
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INTF VLAY T A
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TrELY YV AFEOPCEY  TFELY V| RKENEZTFEL Y VD
(= RIX) DI PEEA M L EIEROFB | R (CYP3A) AL

[2. 15/] PRSI NDBENDR D D, FI D,

NZyRY AREDOPZED ATV RrD | KFNELT & R o
(Fv—4) MRBREE DSBS U ER SR 5 | MisEE (CYP3A4) ZHE

[2. 15/] BENRD D, T2,

A YT ary=y A AFIL OO LD AT aFy | KA ST a) > —
(CAZ D2 =V OIS B U AR | L OfCHEESR (CYP3A) &

[2. 1] W LBENRD D, fLES S,

FAT T = JbDCyaE2. 25, AUCIES. 8EEHIN L | OUHIEESR (CYP2C19 K
=, VCYP3AL) % PRFET %,
IHYT A AHFEDOPHICEY, IFYTA|ARANZIF Y T DK

0. 05mg/ kg HLIFIFHIR 4% H-E D < &0
VT AOACIES. THECHN L, 2 4
VT BT, Smg HAEIRE AR R (A
KRIKGR) DI T BDC,, 133 8fF
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% SR L 3R 0 . T FE 3 N3
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ARFIEHMG-CoA R TT I
i ORI
(CYP3Ad) Z PR L7=Y,

A7 T A (R
RO RME Y v R L
i UNY S SEREEY 28l
EET) OMEFHREIN, &
PEEBEME i)

AHE OO I D R_R by T2
A D ML PRI % B L
%,

NRENT T AEWRT DHELD
o, BEOREEHEICBLEL, A
EMORBUC - HEETH 2 &,

AENIRR ST T 7 R
DRGSR (CYP3A) Z B
FI D,

NLARAZ Y |

AHEOPEICE D AL A R AK
v N R E RN B BE R
B b,

NUA NSy Nt 5L L
HIT, BHROREEFERICBIZ L,
BRI OB ERT 52 L.

AHNI ANV A NRAZ
b OfRHIEESR (CYP3A) &
PLET 5,

TTE AL AR EOPICLD T ERAD | KFNLI T T B R LD
AUCIEHEIN U of sy D AE | 38 % SR (CYP3Ad &k OF
ELEY, CYP2C19) %PHT 5,

VIVET A AREDOPZED Y NVET LD | KFNTY LV ET LD

Con I 1. 245 AUCKE L. G5HIIN L 72
17)

At B K (CYP3A4 J OY
CYP209) #PET 2,

ANV = VIR AR IMAERE T

A& OO XD 2 S OFEFA]

AENELZh B O FEH O

FLTANAIE
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Tx= b EDPHRIZ R KK
DC 1 249%, AUCIE69%ID L1727,

AHEOPHIZED  T== b A
DCu 1. T, AUCHELL. 8fFHIIN L7
7)

Tz = b UL AFID
fRAiEER (CYP3AL) %k
5,

AFNET == R A D
fRAEESR (CYP209) % FH
FI D,

B DM HERRINT S BZh G | REHEFE (CYP2c9) A
VT H IR %o EI D,
EUh T a A RRYUE | AFEOPFRICE Y ZhbO3EA | AFIL 25 O FEA O
PENEEEHE DM ERRINT S BZNN G | R (CYP3Ad) A
vy sy AFv %o ET D,
[ S
AH R AFNLDOPFRHIZEZ Y, A KD
Cons 2330, T, AUCAHIAT. 26851 L 7=,
Axva R KA E OV AFva Ry
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T H =)L FHEOUHICEY, 7= F =0
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A% BRERIENR - 5 1k HF - A T 11.2 ZOHDEI1ERA
AT7TuT =y, VruT | RALOHICEY ., SR HOEH | AAIL DRSO O B L~ 5t 1A SR
N .. 20, 21) - 34
=7 DCyu & AUCHSHEI L 722 2»&1@% (CYP2C9) Z i MR v BRI s AL, U o<
GRACT e B i
R I BEAT S JNVEF AT mF =)L AL | 2D OEFN T AK O T B BRI ;
JAEFAT Y x| T VAL EOPURIC LY AN | (R CVP2C19) £ P i o TfE‘W7E
ST A RTIOF I | CudE14%, AUCIEA6%EEN L 7222, ET D,
B - EEREE TR, .
AFIE OO LY = F =2 | KFNZ Z N6 O FKA O TR
| 5 oA — L 0C,, 11365, AUCHLG1% | FLAIEE (CYP3A4) %I WS DI 2430 Rl e PR RE R
ML, A= F 2700003 | F1 5, 4. HURIRHERE
15%, AUCIE53%H4m L 7=2, TUMERE . FUIR IR
A AUAREY VSt | AT TA Y VLG | A T A LY VY PEREIL T
John's Wort, >k« a | XV, AFIOAUCIESOMA L=, |13, A Hl o £ i 5% HRpEE SRV Y | MR BRI, Pk A28 . AR AR
LR U 1) G | AFEEEE A 3 R EY V| (CYPIM) 2FEET S, WAREEY | L R B, o, s, 41
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«m IR & B?bﬂ“bé LB BHOT, BEE T, B | AT
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RIS ERFOR S HEICERT 2 &, [8. 73] L ALY R, O TR, Mg
11.1.2 hEMRIBIEBMMIE (Toxic Epidermal Necrolysis : TEN) G
e FEN BR. Vi
(BEEARW) . RIEHIERMEIREE (Stevens—JohnsonfEIREE) (BEEAR friEde. NN
B . SWHR GEEARY) S By W R O S5, NasE, Mo WAL, P
BB S ORER D & & DB ARG % Pk U, )2 247 RPTRIE VR, S 5 PR/ I, >
o B AR, e
52 & T 18 =
11.1.3 HEZE (5.0%) B b PR, WA,
EERIES (FL, 0E, FR2, IFEEES) "bobhd Z FFIEA
B, HEFILBESN TN D, [1.2, 8 28R] IR B O fil 2R
s s N SR
1.1.4 DERTES GHERH) . DESEE (10%) ., DEME L ﬁ;w‘ P P RTETTyN Iy
— e AR ORI | ARCRIR = i HalL AT n—
KUY, FER FERH) ., RREEJIOvY GHERH) = " e hny oo | g
DEMOTIEE:, =M (torsade de pointesZ Gde) ., [y AME), JiE
REEAR, seRERET 0y 7 DRETEAR, DRMESME, SEIR UG RLY A0 iy L, A | B LSS
G B biLD T L BB, [8.3. 9. 1. 28] A _ _ .
. i R T RARHERE, WS, | RRSMES oo | SR, K.
‘11-5“FF@ (3. 0%) FEBDED E U0, DR | /$F— WL, 559
DEEREIZBE 32 g AR b NS A TR 52 ik L, #l 7 S, ESLEGLE, 8 i, IRHR, S,
o - L. IR, 2xamhass | 4k, e Toe NN
Lé”TO* & AR SRR R
11.1.6 EEE (1. 0% Pr— . T o - S
= e . ) HeRlihE FIRE PEEARIE, ¥, W | T 3. i
EELEES (AMEBEE, R, BRMEHEES) Nbbbhd W, I
ZEnH D, [8. 1] B R QR MR, 7A7 3
1.1.7 FERESEREIRE (HERD) s
1.1.8 £5> - NL—iEEB LR T i
it 7 =]
3 = 0/
111'?HM§E= @f%) B R B OV F AR FEAR, WIB, AT | SRS MR, BER
FREEE], PLMERED . AR RV L, MEBRIERAE, RRARME M ey BE. FEEIMEATRE, % EBREIE,.
NEE SO B MEEERH HbND 2 ENb5, [8 18] @éﬁ%gﬁ ifiggﬁ
VeSO 2, Wi d% . SEBE [ E
11.1.10 X% HERH) F g, B TS, Hie, A
%ﬁﬁk%&%wi%ﬁk%%ﬁﬁabhé’kﬁ%é@fH@” R PEIE, Y
FHID G B DRI AI RS & Pk L, HOARMEEST) 2 2 IS
1,111 fegg @Erﬂﬁﬂ) I
FEBEDMREENRH DN Z ENH 5, i HT T, ke
1.1.12 BmimamReE (A7) O
=] N 3 o AN = y NEZ
WA, BLORE, CKES, MPRORP A7 m e B e R s S ALTHSAN, AST | i 50 & U /L & o B4 | BUNBSAN

T BRI RIRIE R B DD Z LR H B,

11.1.13 FEE MMz (0.2%)
REmk, RO RIBE, REL, S ORE (185 ERRD LN
i, RN, WECT, MiE~ — 5 —SE OB & Ehe L\
$ﬁ®&5%¢i¢5k&%m\W%&Emw%yﬂwﬁﬁ%wﬁ
U7 UE 51T 9 2

11.1.14 {E s (&ﬁr;wﬂ)
FEMRMERH SbD = ERb D,

11.1.15 EHEE (0. 1%7)
A B OR TEOEMEERH bbhD 2 Elb 5,
T FEBUFE 3 A A A O F5 RISV TV D,

.,

IR
o

ALP 8
y ~GTPHY

m, A v T A
BN, fuk s L7
= HN, LDHESAN,
G RPN 7N
M U o S H80,
M JER T, i -
H, 747V DE
A~ =R, i
FDPHIIN, WET X 7
— BRI, AFEEERIY
NN 2 el 2

a : FEBUHE 12l F AR E O RISV Tn B,

b:[1.3, 8.5%MH]

R BB |3 FEE ST B E B R R YIE OO 7K GRIRF O [E N R BRIBR O /5 SR JE SV T B,




14. EALODEE

141 EXRBSFOTE

14,11 AH % B K 19mL I ¥ U720 (B BE 10mg/mL) 1, i@ % TH
) ABAEAKEACTHRL T, AlERRNES T2 (FmR% o
SRR S VATR I 0. 5~5mg/mL) .

14.1.2 KFIDFERIC ST > TE, BRI L2 2 L A L., i
BITHCNICHERT D2 &,

14.1.3 ABIZHENBIEIC R > TWHD T, BHITENAK190L%
HEATDHZ LN TED, H—, BHEOBETEMRDA S I2WGA
I, AR A TODATBEMEDR B 2 O THEH L7 Z &,

15. ZOHOEE

15.1 ERERERICE D 15k

15. 1.1 AMEABFICBNT, AU 2ty — Lo mEhiRE & iFHbE
R R E BB O MK G A B2 BEEMENRO bz, AR
MNEEERRAIZ BT, FRERERE AR A LT fEFI T, 23D, M
PR S HE SHCWER O MAE P RE b T IV T b4 b
we/mllh ECTh otz Fio. EWNERRRE CIEEMME LN Z eI
JE TG ROFHEMA, BLE LT 7IETIRED? 4.5 g
/mLEL EDSA MBS U TR S RERET A M RET =41
7% FhE Ui, ENAOBRKRRT — 4 2> 5 TR RE R A 5 o
HBL A T35 MR R O B D B Cunveuy, [7.4, 8.8%
]

15.1.2 Jilifhtd 2V IT DR & kP4 & U T2 OB IEIC
BT, AFIEELE CIIEERYE LRBEORAEY A7 37—
RVEFESIERG B L R L CHEICELS (O — Rk 2.39,
S%IEHEX M 1.31-4.37), ZDOFREAEY A7 11800 22 5 EHing
TORETE (NP — R 23,52, 95%EHEXH 1.59-7.79) LD
WSS H 5,

15.1.3 AFIR G, R Rk O B fEN R A L &
DWERD D, Fio, AREHEG I, SCHREMESUS % 5B L
T2 BH TR R EROE R OB TS 5 A LTz & O@sE R
H5, [8.65MH]

16. EMEIRE

16.1 MmoEREE

16.1.1 BE%S
HANERERA B (B AE6H)) 12, R 2+ —1 %157 3Kk
O6mg/ kg [ S EIRAIR G- L7 & & . S THEZDORY 2
— LD ISEF R OEHMEITZNZE10. 89, 2. 11} U4, 53 1 g/mL,
T I I O ST T EHS. 2, 4. 4 %6, AR Th -~ 7=, AUC
D2, 39, 6.41) T8 14 g+« h/uLTH Y, AEICK L TH

IR ORIN & R L2,
T AFIOAGE S i, pRASKR LTI, 1A I 1El6mg/kgZ 1 H2[E], 20 H AR
11H13mg/kg X (X 11El4mg/ kg 1 H2[EI TH 5

16.1.2 RE®RS

(1) BERA
ARY aF Y —/E, EIZCYPCIT L W R &b, CYP2C19IZiTiE
BFZBEET D720, BIEFDOX A TITX 0 EEHER (EM :
Extensive Metabolizer). <O=°fkV> (HEM : Heterozygous Extensive
Metabolizer) K OMEVY (PM : Poor Metabolizer) B¥BIEMEAZ AT 5
BEBRFE 253 TRRBT LT,
AARNREEER AT, RERGH A ICAm &L LTRY 25y
—/Veng/kgZ 1 F 2SRRI G- L 7o 2, 33T 4mg/ kg2 1 A 2[m]10
A I RSN G- L7z & &, R Y 2 — Lo mEiRE I
AP G- O BRI E HR RIS 2 L7220,

B5 8100 HOERWERE ST A —X

CYP2C19 _ Cont” AUC, e

B b [ 14
B mmrm % em) (ug - h/nl) )
EM 2 2.83 11.42 6.6
3mg/kg HEM 2 3.86 28.83 6.3
P 2 5.53 46.29 8.3
ek EM 2 4.52 18.86 6.1
me/ke HEM 1 5.70 37.34 5.3

a AR RS T B O M R

MR Y 25 — )V (1g/mL)
£

8 #58 :3mg/ke
2 —8—EM (n=2)

—0—HEM (n=2)
1 —A— PM (n=2)

0 : ? -
0 12 24 36 48 60 72
10 H H#% 5B a#ERR  (h)

g g

®

(2) NREE
BARNNREBE (3~145%, 2061) 1o, RIS HICAmAEL L
TAHRY a5 — N 9mg/kgZ 1 H 2 AGHERIRIN I 5- L 7= 4. 8mg/kg%
L 2[El6 B B AEEIRNE G- LTz & & | e 54 0C,, L CAUC .
SANEEIE @) T2 207,32 (2.32~19.6) pg/mLK U511
(14.2~177) pg+h/mLTh 72, [7.28H]

CYP2C1 935 711 Bk Cus (g g/ml) ¥ AUC. (pg-h/nL) ¥
EM 8 5.32 (2.32—8.31) 36.0 (14.2—70.0)
HEM 10 8.12 (4.62—12.5) 56.4 (23.0—103)
P 2 15.7 (12.6, 19.6) 127.5 (91.8, 177)
X! 20 7.32 (2.32—19.6) 511 (14.2—177)

a: AT (REPH) SUTRATEE (4 off) TRLE

125% LA E15R% AT CIRESOkg L ED/NR2BIIIE, Ao & RIS KR 59 A IC A A& L
TARY 2 —/Lbmg/kgZ 1 A 2ELEIEHARN S Lo, 4mg/kgZ 1 A 2516 A LA FE RN
G L7,

CYP2C19BBHAFAUL, LAFOBZFR I Y TSN KB TH S,

EM : CYP2C19*1/* 1 3i%CYP2C19™ 1/ 17

HEM : CYP2C19™ 1/ 232 I%CYP2C1971/*3

PM : CYP2C19%2/*2, CYP2C19*2/* 3 IECYP2C19*3/%3

16.2 RUR

16.2.1 NAATRALSE T«
A2 lb—va v 7y—~axx7s 47 AEfnd, BARANLOS
ENZB T DEFERANBEORY 27— DAL FT XA FEY
T 4 1396% & HETE STz, E N ERIR S MAHRBR I 381 D BB D31 A
TRATEYT 4 1F, IFIFL1006TH - 7222,

16.3
R A DR Y 2 — L OEFAREIZRIT D A AR I1$4. 6L/ke
EHEEESNTZY (ARAROSNEAT —4),

16.3. 1 #AHABIT
RY a7 — VB HHZ I~ 10K O MR U =) — LR %)
FTHBER ARV 25— VREOIX0. 22~1. 0 (0. 46) TH
720 GEAT—%),

16.3.2 EEHESE
RYaF Y —Lob MEEAICHT /AR, 58 TH -2,

16. 4 {3t
In vitroRBRIZBWT, A Y 2F > —/LICYP2C19, CYP2CI K Y
CYP3AMIZ Lo TRE SN D, AFIOEERBHMIIN-FF > FTH D
b3 [8.10, 10. 2]

16.5 ittt
AU a7 —id, IR LV ER L, BRI 5%96R5H & Tl
RACRE R E L TG REO2RIAHEE S 5%,

16.6 HENDEREZETHEE

16.6. 1 FF#EEDIE T L1 tHER A
fEEERE AR Y 2 — L 1[E200mg &2 1 H 28] (B 5-1/51400mg %
LH2[ED KO EE O T (Child-Pugh/ 7 7 AB) (A
Y Y — L 1[E100mgZ 1 H 28] (A 5-1E1200mg % 1 H 2[E]) K
BOEE Lz L & ORAKBES%OAC IZHETH L THo7, 2D
EEMAFEPRY 2y — VIRET R A TIE& G2 A BIC3EE
TERIRIBIZE L7oAS PR ERTASREIR N5 CI36 H B £ CERIRIEIC
Lo GHEAT—4), [7.4, 9.3. 28]



16.6.2 BHEBEDIET L= HERE

(1) DEEOEHEERTEE (VLT7FZVIUTI VR0~
50mL/min)
AU aF —nN163mg/kgx 1 A2[E] (AT 5 1E6mg/kg% 1 H 2[A])
THBE IR G- Uiz & & | BHENIE #2295 & th~RAUCK
Vo CHEZITRD SN 723 GHEAT—%),

(2) SBECD [RILKRTFILI—TIL B-2UBTFR M) F YL
(Fm#) ]
SBECDIZ, RAIK L L TRHICHRt S, B2 U 7 7 RI3kEk
KDL & —Fr Uiz, EF G LD, BHERENS IEH 2 g i
B TSBECDDO BRI SN T2), HEE (Z VT F=22 )
7 Z v A 1 30~50mL/min) OEHEREIK T H TIL, FRA A DL, AUC,
T OC X BERE A I 2R & bl L CZ N2 A5 K O 5%
EH LY, [9.2.288]

(3) mi&BHT
AREFE O MEENTIZ X 0 R Y =29 — )L K OSBECDED L E
N8R V6% B SN (AEAT—X),

17. ERKRAHE

17.1 BHERUVREMCET 5

(EEXIFHAMERRELE)

17.1.1 ENE MR (15010015LE)
BIEMEERIE & 20 Sz BE UTIRIEEERE S R < Bebhu /- &
Frxtgl L, 1004 (R OpEsEe14], s8], A v Fik
214) 2RV af Yy —nawzkE L,
ROBEOLAIL, Y RICAR AR E L T300mg% 1 A2[E (KE
40kg A DA 1X150mg A 1 H 2[8]) | & D% LR & & L T200mg %
1H2[E (KEAOkgHTH OB 1X100mg% 1 H2ME]) RAHKE L=, 7277
L B 5BAA3 H B O MR Y o) — VIR EER2. Sug/mLLL B &
XX, BSBAMA5H B LAIX150mg % 1 H 2[R O 5~ L 7=,
HEEIE OB GIL. EEREREOR AL, EYRICATHREL
L Cémg/kgz 1 H2[E], ZD%IFHFFHEE L CTdmg/kg# 1 H 2[B1FFAR

17.1.2 SEFEMEHER (150-307/60255%)
GERETRMERENET 2LV RIEORF EREL, R 2
T NAEEREL T LT U S VB GRE O AN, e A OB
P& B L7z, AN U 2 — VR GRECIR 19661 | SRR #5245 1
AR L L Comg/kgZ 1205 Z L1, LA T 4mg/kg & 1205/ & &
IR G- Uic, BAMICRIENRD biviz561d83ng/kg % 121
MZE~OBEEZFREE Lz, &2 ToOHEBREICR LT, bt
TH R OBARNE G2 HELE U 1A 13 K Tmg/kg/h& LTz, R
U aFy — A Ok N5 OB EIZ200mg 2 1 H2R & L &1 &5
3H B LARRICERIR BV RSN A3 723551, 300mg % 1 H 2[0] F Ty &
ZRMRE L LT, BAMEICRIBENFRD 67256 1350mg 4 1 H 2] AL
DOIEZLTV, 200mg% 1 H2[EF TOREE AlRE & L7z, RE40kg AR
OPWRE BN I RY a7V — LoOROREEE2EELE L,
Beh& TR (XS HIFI6EE) ORAEDIRAZIHRIL, LT

D THoi,
[Ei /3524 Fh /B
. R T 2~V L ASE 67/119
T AAYLF LA §
/e 67/119 (56.3%)
&t 67/119 (56. 3%)

BIVE P 2R3 19645 T 128451 (65.3%) T -o7=, EREIERIZ.
R (28.1%), EX (7.1%) ., B (6.6%) THh-o712%,

17.1.3 S\EEMAEEER (150-309/6045%5%)
MRKERE I L TR R A T 2 AR WA M TR BB A
fiE ) XU TRIVARIEDS ZhREAR 5 UL BB MO R Hflkise T & 72
WARE M SUMRIREERIE | &2 SN2 BH 25, 3T2flic R
U o — VR ERN S SR e Lz,
HRNE G- OBEE L, BEGHBICAR RS L Temg/kgk 121FE =
LIHEEE L, TORITHERFHE & L Cdmg/kg % 1285 Z & 1272 <
L HIA MRS Uiz, AR ILK3mg/kg/h e Lz, BOKEOHE
1%, BEG R ICART R L LT400mg% 1 A2 5 L, Z D% ITHEE:
HE L& L C200mg% 1 H 2 LTz,
Bebfe TR (BB G-WIH 16 H]) DORENRAFTIL, LT

NG LTz, 7272 L, B5B4A3 8 B OMSEFR R Y 25— LR e D ThHot,
2. 5pug/mLLL ED & XX F5BAE5 H B LI X 3mg/kg % 1 H 2[B1§HRN R P A/
BHICEE L., EEREFEELSOEAGIE, B RICARHE TV M 11/21
& LTbmg/kgZx1H2ME], Z D% ITMEFIHE L L T3ng/kg% 1 H 2/l P U3 - Rl 2 B 1/2
RIS 5 U7z, BREERREZ 3 0 IAT - 72 1% . BB ISHEERTIC X v &0 it 12/23 (62,28
RIEDTRE & SN BBV IR ARE~OE  #z (A S (RIEPERET 2~ F /1 2R 40/86
A v FHEE) EATREE L, B 5 D5A3 A B o M REAN2. Sug/mLoR il 10786 (16. 5
; . , 2 U7 k3 AR 1/4
WO & 13200mgZ 1H2ME], 2. bug/mLLL Lo & X (3150mgZ 1 H 2[E1#E ) )by R s U
A h L7, 707 b2y AR 7 k3w o AR ODEE
BEE TR (RRXRGHIEI12EE) OREIRARIL, LUTO#E NG 2/6 (33.3%)
D CThot, EE R BN T 1/2
i K4 50091/ 7YV U AEIRRER 1
o 7Y T LRNE 2/4
NV S e 1/2 AN LIRS IEN 22 RPN 0/1
U PSR a4 Fe FIRUIE D 0%
: REZ - i v O FHE 1/1 ZOMD 7 H Y T LJE 1/3
e 6/7 (85.7%) N 5/11 (45. 5%)
(RIEYERT T 2~V L RSE 10/16 AR AR R 0/3
o BPEBIEHEN T A~ L XL A 3/5 52 1 %) & A 2
T AAILE L R, BT AL F o — 14/18 ARG RARY 7 b TR YE 2/2
/NaE 27/39 (69. 2%) A RARY U LM YLE & 0/1
207 kay s ARl 1/1 AT RARY T L A7 KARD 0 AR T BRI
) . o DOFFE
s F Ay s aE |7 YT a2 A v Al KAKY 5 AUE 0/1
/NG 8/8 (100%) ZOMD A RARY 7 L\ 0/1
T T LR AT L - YT AR /1 /NEE 3/10 (30. 0%)
Wit 0/1 At 62/136 (45. 6%)
a3t 41/55 (74. 5%) EIE S BLR113724 121561 (57.8%) T -7, EREWERIL,

BRI B (B PR MR A B 2 6 2e) 1L FRJE A1 100451 FR 80451 (80. 0%)
Thotz, EREWERIZ, 4B (25.0%) . HEREE (24.0%) . v -GTP
BN (11.0%) . Eds (8.0%) ., W& (8.0%) . JFHEEESRH (8. 0%). HA
5 (8.0%) . ASTHIAN (7.0%). ALPHAHN (7.0%) . ALTHESAND (6.0%). 7%
fR(5.0%) . JFEEE (5.0%) . BEAIR (5.0%) ., RHUE (5.0%) %5T
o7,

HEHE (22.8%) ., KB (1.5%), IER (6.5%) ThH-o7=%,

17.1.4 SAEFEMAERER (150-60855%)
FEAFH BRI DA v P H MSEBRE E XU, R 2 — L DHFR)
PR O 2 T DRT ) VBB GBI TV a S — L h s
U7 DA IE R OV b & bl U7z, D7 < & B IRWI O3 H B3
RN E-Z1TV, TORITROZEE~DOY W B Z G L LT,



AU aF Y — VR ERETIR220I R D24 T AR A& & LT
6mg/kg% . LABRITHERF & & L Comg/kek T EHVI2MERT 2 L 1Tk

IRN#EE- Uiz, £77. HEFFH & i34me/ke % 1205 2 & £ CHE TX
LTl E L, 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 Lo,

PG TR (B R GHIRNE T v 2 & MIE DT RESH ) DA %h
BEHRIILLTFO®Y ThoTz,

R P35ES AR /SER]
o VA E 162/248
VK
/R 162/248 (65. 3%)
At 162/248 (65. 3%)

EIJ{’E)#%%%%127WJEP9WJ (35.7%) Thb->7Tz EREINEIZALPHY
n 0. 7%) . &4V 7 AMAE (0.7%) Tho7¥,

<L£nlé$‘faﬂlﬁﬂ$§#ﬁ,%%‘l Bl 5 RERERED T

17.1.5 @5 FE IHAHR (BE A LIEETHRIITERE L8 5ER) (A1501073
FAER)

W26 5 H AR BRI B B R YYIE O J8IE 23 72 WV 125 BL L oD 1 g Al
Nafehi R A b4 & LT B A% 180 H D EUE Y TR DA Ihiz S
TRV afFy— A hTafy—nzikLiz, R)afy—nr
XiEA N7 aF Y — /& 2B MEIRNES L O%ITR 0 #5128
DX Tz, B Y 3 F Y — VA GRETIE2346I1Z . fe ) O 245X AT
R L U Comg/kegZ . DIRITMERFH B & U Cdmg/ke % T NEFUI20E
M2 EITHIRN G LT, RAKREICEI D B 2 %1%, 200mgZ 1 H 2[H]
(R FEA0kg AN D5 13100mg 21 H 2[E]) &5 L7z,

A4 NF aF Y= ERETIE2556IC, AfRHE S LT200mga 1 H2
BIFIRN TS L, ﬁ‘XD&“Eﬂ\@J D2 1%13200mg % 1 B 2@ %5 L=,

A% 180 HIZ KT A Y FRE O RBh=RIZ LT 0@ Y Th -7,

TR . o
- - - RERE [95%(EHEXR]
ARV 2 — LB A hTaFy—
48. 9% 33. 5%
(109/223) (80/239) 165 7.6, 25.01 %

[

o

D B 180 H ISR\ T LT OIEE 2 3Tz L2 RE O Fl &

CAEfFLTREZE,
- 2 BEVE B B YYE OREE WU ERR W 22 2 &
- B 1008 H £ TIIBBREEAS86 AL, F G & Tnb 2 &,

: BORRTALTE (R BB AL ST BEIFR L) W ONT, R —il Atk R Ot % B AR
GHA»OMmfEE . RiE UEIEMER) %8 & LizFleissik

RY = — U BREC B B B R 323301 12309 (52. 8%)

Thotz, ERBWEMIZ, Bl (7.7%)., FFEE (7.3%)., $OkE
(6.0%) R ONFHRERARE (5.2%) Tho7 0,

17.1.6 BHAEMARR GEERIEAIRFER) (A150103858%)

120 A IR EEERIEDOBL O H 5 IBEJZL/U:V)LE[H%‘H}
faR B & g & L C, AR B B ME D IR T D729
Vary—naE Lz, BFICAamES Lmza#ﬁaﬁ_
6mg/kg % 2[5 U HERFE G- & U CL2WEH] 2 & _4mg/kg%ﬁ%}iﬁww&
H L, ROLEICYY BB, AfEES & LTLREFFHZ &I
400mg % 2[E18% 5 (REE40kg AR D5 A 1L 12K Z & 12200mg & 2[RI #%
5 L., #ERRE L U CL12M# 2 & 12200mg (KB 4AOkg AT DA
12HEfH] & 12100mg) Z#eh- LTz, #5-Bth12 0 A#% £ CIoREEMEE
BEIRYRE % FAE L 7o SR OEIA1310. 7% (3/28%1) Th o7z,
BIVEF FETRRI1T456 12661 (57.8%) Th -7z, TARBIEMIZ, T
PE(8.9%) . ZIE (6.7%) MUER (6.7%) Th-o7=0",

18. ZE3EE
18.1 fERMR

RY a5 Y —IFTEEMAIC BT, BRSO T RT o — LA
HBHRERET S Z LI K O REEER 2 RT, £/, AV aF >y —
NDT) I AT v — VESKBEERITERICER T, 7y MF
HIIRCO AT @ — VAERRIIK BB 720,

18.2 IEHEA
18.2.1 R Y —UE, ho X E, TAUKILARE, 77k

Ay 7A@/, 7V U LABKORT RRARY U LB Lin vitro
THUEEIE 2R LT,

18.2.2 RV aF Y —iF, 7 A VVELABITH L CREER 2R
L=,

18.2.3 SEIER K OSEMEE L€y b OFEBRWI O FEE, 7Y
Fhay s RE, T AYULELRIERRAS RARY 7 DEICK L
TR RGBSR AR L7,

19. AR ICET HEIEZHHR
— B4 HR R Y =2+ —/ (Voriconazole)

&5 : VRCZ

b4 (2R, 35)—2-(2, 4-Difluorophenyl) -3~ (5-fluoropyrimidin-4-
y1)-1-(1#1, 2, 4-triazol-1-y1) butan-2-ol

53 F 3K 1 CiaFaNsO

53T : 349.31

PR - BEOREBEOH R TH D, A% —, Tk F: [N e
TP =Z =1 (99.5) ITRRIEITRT L AKITHED TAT
W<y,
Imol /LIERERRIR (IR T B,

1 K%*%LT
—
H,
g N
HCT X NN
’ : OH gN>
F

WEXE (o] & : —374~—404° (BAMICHE L7 D50mg, A4
J —)b. 25mL. 100mm),
SBARE (LogD) @ 1.69 (pH7.4, 1-F 2 % 7 —/KFR)

22. A%
1034 7 v

23. FEXEK
1) NGRS A EERE 7 v MER OB A G5
(HESh in vivorkli) (2005454 11 A7KFR, CTD2.6.7.13)
[L20050310046]
2)  FENEEL BRI A RMRER v - RN I BT 5 3R
(EWNin vivorkli) (2005454 11 A7KFR, CTD2.6.7.13)
[L20050310047]
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