@ Pfizer

029
6202446 H UGT  (3E6JiR) BABREERNHES
*20234E8 H T 876179
B & EEEF
AR - 34 FEMEREREH
BAERA HKRUIFV—ILEE
B, “ o LR
-
717XV 1z50ms
" S *"
17X/ 1z200me
VFEND Tablets
50mg \ 200mg
ARBES | 21700AMY00171 | 21700AMY00172
1) PER-IERI S OMI I kY TS 2 L ARt 2005476
1. B Wik A () - s

—_

A FRENCKBAREICH-oTIE. BEEDRRBRICHA GBS
REREFOEMXIIZNIEENDS &L T . EEXITHAENERR
REBEEHARITITI C &

2 BEEGHBEENHoONEZENHEINT, BREIZHE=2T
[T, BREETHFITITL. FFREREZEHAMICITSI &, BEN
BOONEBHRICFIREEHELGBEYGREZITI Z&[8.2,
11.1. 38 8]

3 EH. BR. AEREFOERNH ohh, AFIREHIEERD
FERDFHR T 5 2 D H D AFIREHRVESFIEEL Ch D
DIERAEIET 5 F T BBEDEGLRERIRZ M S HIRDIRE
[CERFESERBVESITHREIET HT &, [8.5. 11.28H]

—_

—_

2. BR (ROBEICEEELEWNI L)

¥ 2.1 ROFAELSFOBE V7 oEevy, V7779, =
ZyELYY, U RFEL, BEFERL-Y R FEL, = R L
JLENL U RFEN, AR SNLEXZ—)L Tz /)L
B BEEVR F=V ANT TV AT AIRA R
(B2 K T A TREALT FEY o ¥
tRexoLradxZIy, g R) . AFLTATARY V),
NITYIA FATvaN TAFTTLEL rIFXER, 71
FreV U ARLFH R UAN—m XN VAT TT
TEN=UE L, ANNAPILE L ARFY I - TEL=DE
LR N7 T A (RSATEHEMEOEME Y o MR (Y
VSERMED oNEE GTe) OFEIES) . TrELY v LT
Fo, A Tary=un 74xL /2 [10. 12H]

2.2 FHIDORSTKE L CREUE OB D & 2 B

2.3 M XATR L CW D REE D & 5 BFE (9. 52 )]

3. #HRC - MK

3.1 #8RK
HR7E44 74 7 = REESOmg 74 7 = REE200mg
iy 1 LgEp

HJF AR Y =)=/ 50.000mg HJF AU ==L 200.000mg

FUEEAR R, BT VT 7 —AbT | KR, T VT 7 — kT T
VT IaARNAR—=AT R | v ITRADNAT—AF KT T A
| VoL RERY ATT UV~ | RE RNV, AT T U VB~ Ry
IRV UL ETmAn—A Bt | A BT RAR—A EB{LFH R

Frr. NITREFY V7T
3.2 HH DMK
Wi A () i s
a— R
7.0
TA TR I I _ Pfizer [Efe)
$E50mg @ I 36 VORGO0 | 7 4 /L ba— NE

T YVoR 200
A GZE | Pfizer SR
#£200mg RS VOR200 | 7 4 /b Az — R
4. HEEXITTHE

OTRNDEEXRITH A E R KL

CBEMTRARLEILRE, B7ARLEO—7, BHEEELERT
ARIFILRE
AV HIME. BEH
VERE

)T oy REEER, WY )T by I RE
s Y LE

« R RRRY Y LIE

O m#MimBiEEEIcE T2 RENERED T

VOBE, WU OSEER. [EX - A

5. MEEXRIIHRICEET 5EE

(MU O ERBREDRE

5.1 O PTEE AN & 5\ F AN
BICAKOEREZEETHZ L,

GEMBMEBIEEEICH T2 FEMERED T

5.2 HEEGICE U A7 OBFE GFHEREEA500/mn* RIS 5 2
ERTRISNDBEERY) X8 LT52 L,

CMERH D EEZONDY

6. AERVHAE
A (K40l 1)

EEL. R 3y =k LCHIAELE300mgZ 1 H2[H, 2H
F LA 12101 150mg 31 171 200mg 2 1 H 2[@] & B2 f 0 & 54
B, 723, BEFOREITIE U T, UIBHRR 005,
T E 528, 1A &GO FRIZIE400mg LH2E], 20 A
PABE % o> ERRIZ1EI300mg 1H2[EE TE 95,

AN (R B 40k g ALTiHE) EE. R 3y =k LCHIAELE150mgZ 1 H2[E, 2H
A A3 1A1100mg 2 1 A 2RISR 592, 7eds, BF
OIRBEITIE U T I RA 53 05E 212 H B U0 &
L&A 1[A]150mg 1 H 20 £ THIRTE 5,

AN CERRL 12RO | R Y 2 — VIERANC X D485 24T - 1%, dlH, KU =
125% LA b TR EB0kg AT F =& U ClE9mg/ke % 1 A 2B AR A& 5T 5, 72
B, BHEOREINC T, UIHER H0OHE T IEIng/ kg
TR L, AEER R OB E 12X Ing/kg T DMk T 25
(e K% -4k & L C350mg % O 72 35 5 1 50mg 3 2 i it 3~
).

7272 L. 1E350mg 1H2[E % LR ET 5,

AN (128584 ECIRT50kgEL | R Y 22 — LIRS & 248 55247 - =%, i, KU =2
) FY =& LC1E200mg % 1 A 2B REICHE OGS 5, 7
B, BEOREBIISC T, FHER 0oL ICIX1E

300mg 1 A2 FE THIETX %,

1. BERUVHAEICEEYT 5FE

(ZhResti@)

11 EHFDSRY 25 Y =08 52 Bh LI RABE BV T,
PABERHRETH % L EMIDHIET L7 H81E, SRR A vm
Yy AN EZ D LR TE D,



1.2 /NRIZRON T, HERAINSRY oY — o5 %2hT5 2
Lo BEORBIOS U C, ROKLGATEETH D & ERMIDVHINT Uiz
AT, BRI R T A ey AL 2 EnTEH0, &5
BLAD b EFRE CHENA 2 RO ANCEL LEBEOFZMEL W)
ZAEMIIRFT SN TR WO EEICHIET2 2 L, B, AU =
T = VERFI T RIE S vV FIEORISIE RN T, NRoRE
1D FAECHT BAF OB IFHELRE S e, [16. 1. 2800 ]

1.3 BHREREEDOH 5 BH THERAOFEGEN TE RO ABEITH L
Tt BRI RS vy FRERT L2 L,

1.4 B~ ORFHEAEIE T (Child Pugh/yEH7 7 AA, BOFREZE
WZHY) 23 5 BE CIIEGW HIZEF O R &G EE L, 2HBLL
Bl o2 0 BUER G RO/ ET 52 L, [9.3.2, 16.1.1,
16. 6. 1]

GEMBMAABIEREICH T2 REMERTED T

1.5 AP EREAY500/mm’ LA EIC[EIE 5 . UG InHl R o5 544 T 72
EL RIS AR T T 5 2 &, BERBRICKE VT, 180H &
A T85OI ORREIRF ST,

8. BEELERMIE

8.1 HERMKMEE, EELERENHLDLNDLIZLBHDHDT, K
FOFEATEE U CITEMIIC LR A, BHRRAEZAT 5 72 S8lss
oAty 2k, [11.1.6, 11.1.9%R]

8.2 HERITEENL LMD Z ENHEHDT, AFOEITEE LT

X, B ATV, MG U CHFRERE 2 E 810 (Hicl~
2[) 1ZiTH 2 &, [1.2, 11.1.3&H]

.3 DEMQTEER, LEM (torsade de pointesZ&e). LA
B, FEAR. ZREET v 7 DEETEAR, OSSN,

BRSE R H Lo b Z ERHLOT, EMIICLERBREEZITS 72
CEEE T DATHI 2, [9.1.2, 11.1. 4]

A BN OBEITEELTIE, 7 LA —REERE, SR EESIC oW
THAYRMBEITIZ L,

B R SHARRILETEIES OREE S B S biv, AFIE S Ik
®bEN, B, WREESOERPFRT 2 ZEn8HH0T, K
BB G RO IR & 2 S OFERAEE T 5 £ Tk, HEE
DOIEFEESEIR 20 O B OB EIC IR E S TRV L ) I+ EE T
5Tl Fl, AAERGTHIBFITIH N UOHPIL, SEIC
JRCCIRBIEMELZZ2 T2 X 0fET52 L, [1.3, 11.25H]
6 RSN D b b Z LR D DT, ARG PITR M
OKAR, MBFEOERITI Y BORS &R T, BETIEDZRD
BN A7 Y = OERIC L D RIMRO IR 20T 5 2 &, AH
B 5P RO 8 & S b iz Ak, AFIO#S 2 k4
L2 E, RUEGTRSERT 25613, RERELEHNICZ
PTALOEEL. BXMAER & OFERZLE O RIRLICEE

5z L, [15.1.38H]

TSI REAE =2 ST A EREE L,

[15.1. 18]

.8 KA EBRICHTZ->TE, HOENTDHULT 7 ) U IRAOHE#E
EHER L, U7 7 VU EHRHTEAIR. e b e v B R
ERP R AT A NOREEZHEST R CEEICRET ST &,

[10. 2517

.9 AHNICYPIAIZ 63 DIV HEFER 2 A9 5720, BEOHHHE
FNZHEE L OFASRIZCYP3AIZ K 0 SR BI B EAE A 252 1 09
WIEHD (110, 20FHTEE ] OIICREH STV 0 IEAIL Gt ) 2
BENTOWDEAIL, BES U THHEOBRZ BT 50 LM
WmIZEET D &, [10.. 16. 4]

. BEDESRZEITHEEICHTIER

9.1 AfHE - BERESOHIEE

9.1.1 EMBBREOREROHZEE (720, FHIx L THEBIE
DEEEEOHAHEEICITIZRELEN &)

1.2 TEREATIEERVFABRERE L OTVREICHLEE
BeHANCEBMERY (DI UA v 7RV U A ANVVTL) Bl
ETHZ &, £, AAIEEBRERTEZACIE DA REEOH 51
A 2 R 5 L2 2 &, [8.3, 11. 1. 4B W]

9.3 FFikREEERE
9.3.1 EEDOF#EIET (Child Pugh%#89 S XCOFEZEICHEE) O

HhHEE

EMWNTRE 21T 5 72 EBER A +0I10ATH 2 L& IEie,
S =Y NG AVAIAN

3.2 BE~hEEDOIHEEET (Child Pugh# 489 5 XA, BORTEE
FITHY) ObhLESE

(7.4, 16.6. 18]

.5 1@

Il TR L CW A RO & A L EICIT S Lan 2 b, T
b 10mg/kglh R HAZ I CTHEBRTTEME (N ZRL KBHE /JRE /KIE) |
7Y F100mg/ ke G-I BV TR (WBIEFEC SN, HisE R
%) BRHO LN, [2.35 8]

et

R

9.6 =FLIR

TR EOATREME R O R AL O AT AR A B L BERLORKREU TS
EERFT S 2 & BT ~OBTEIRHATH D,

9.7 IMNR
9. 7.1 IRHAMRER, BrAR, IR UIBRE O T x5 & Lk

RBBRITIEHE LT 7euy,

9.7.2 HOLOMURAZRET 2 Z &, BAEHIMEDOILT, BROLEB

FONEDBO DNIHEIT, BEPIEGBREITS 2 &0
2E Ly, NETRGEENE RS M OB & V- SO A 5631 U T

HERDH D,

9.7.3 BB L CiIBlEE +mI12dT 5
FEARTRBR TIE. BN & H~ TSR L5

ShTng,

9.7.4 HEZHINT 221, BFOREE+
RITE OFEBLZEZE LT, LER/NROMEE
Lo 72TEL, HRIE LT, 855tk M O i

IIHE LN b,
9.8 ShE

&

AN A S L LTk

L DFEBUHE N BN 2 & 3l

TICEE L, BFELD
T EICE EDD
Ve EH3HM

MARICEET 2R CHEICKRET D 2L, —RICAERBRENMET L

TV,

10. #HE/EA

AHNT. FFAHTEESECYP2C19, 209 % TR3A4 T & 41, CYP2C19, 2C9
KOBMOBREEMEZ AT % (in vitro), CYP3AZXIT 5 FHEIEMIX
LV, [8.9, 16. 4]

10.1 RS HFRLGLI L)
G4 BRDRAEAK - T T - T

V7yreEvy
(V=2 &y, 77T
VTP

[2. 1]

Vet
L0 AFHIOC,, 1 F93%, AUCIE
96%IR D L7,

U7y ey, ARIOR
S (CYP3A) 7K %,

V77 TF
(Ra774v)
[2. 154]

V7 7oL
Do ARHIDCo i 369%, AUCKE
8% L1,

AR EOHRIZE Y 77
T F 2 DCouE3. 0ff5 . AUCHE
LML,

U777 F Ak, AR ORH
[ (CYP3M) HFFET 5,

AKFNTY 7 7 7 F » oH
fE# (CYP3M) HIHET S,

7y EL Y
(Abhy27UV)
[2.12#]

T7FELY LI
LY AHIDC,, 1 361%, AUCIE
TR LT,

AEE ORI LY =T 7
B LY D0, 1. 4%, AUC
L. AfEEm LY,

=7y EL Yy YE, AKIOR
e (CYP2C19J URCYP2C9)
EHET D,

AEF= 7 7L Yo
HiESR (CYP3A4) ZfHHET 5,

U rFen
(/—E7)
| == e VO B N 2
(v h)
=A< hLAAENL-Y RFE
v
(RFrbEy Ry )
[2. 1]

U hFEAEDOPHICED .
AHNDC,,,1266%, AUCIL82%Tk
LY,

U I EULE, AFI O
# (CYP2CI9 R TRCYP2C9) % 5
HT 5,




A% BRPRAEIR - 71k - SR 7 A% BRPRARIR - HEE T 1k - SR 7
HNRTEE ZRDOEA E DU E | ZhbOMEANT, ARIORE Ay Tarvy=vn AANEOPNCE Y AT | KFNIA T 2F Y =10
(F7 1V h—n) D AFIOAHMEEE Sl | BE5E (CYP3A4) &t %, (7 L) Ay = oM RS b | AHEESE (CYP3A) A FHES
EWREENEAL EY —A | e R+ 2 B2 nn [2. 18] S U RTS8 E | B,
BB b5, W5,
ey k| 74 LS v KALOPBICLY | 7 4% | KANET 4 % L) 2 o feH
7SS FrvesaT) LU OmpBES LR L, | BER (CPIM) EHET S,
(7= 7/5=) [2. 15H] (R DS IR B 52 A b
[2.12#] %,
EEVR AFEOPHIZED, Zhd | RENLZ 5 0 FHHF O R sy g3 P -
(=5 v7) OFANOMAFWESA L, | B (CYP3AM) ZET 5, 10.2 BrAER (HFAISERT &= &)
*=Uy OT4E £ . D % MR R R A% BRPRARIR - HEE T 1 - SR 7
(2. 18] (torsade de pointesZ & ir) NE YT A (R | AR EOPNCL D ~F b | AFIERR R 2 T2 20K
2 & 0L MERORIER % HYEDWBIE Y A PEEMG | 2 5 27 2D bR AN | %R (CYP3A) ZPLHT 5.
SIEREITBETAGHD, UND o rSERMEY v RIER | T BTN D,
ANRTFV AFEOPNCL D | A 87 | KENEA ST T 90 O R 10) ORI, SRS | XX b2 T2 A EHRT D
(277) IOV OMAPEERENL, | B3 (CYP3A) #MET 5, P E L) ELbln, BHORIEE PR
[2. 15] MW ORIRA & b b D L BIERORRIC T
ZNNH D, NEETLZ L,
ERT AN EA K AHE OB LV, Zih | AHNE DA O 1B VA RAZY b AL OGN LY /31 A AT AV A B 25 O
TIH I MAKD T | OEAOm PSRN L, | # (CYP3AM) EET D, B ALy b ORI | (TR (CYP3A) E IS

=AY A TRELT
YFEY v

(7 V7 I VA

DA ==y e
TFA R
AFpIA R v
(s M)

ZhmeslE R TR
b5,

[2. 124]
YT VTN AFEOOFRICE Y, RO T | AKBNE N T YT AONRH
(L) VT AOMPEEREML ., | BE# (CYP3A4) ZPAET S,
[2. 18] B R 0 59 58 <0 1F G ) 4 =
EHERITBEAN DD,
FHhI e AFEOPHIZE Y, FHT | RENLT B 7 L a oK
(FV U vH) Lo oM bREN EA L. | BER (CYP3A) EFLET S,
[2. 12H] /1A TR S 4 i A 0% 4 5
THBENRD D,
TAFFLEL AHFNE DD LD TAF | KFNET AF 7L Er DR
(A R_TTF) T L e O RN 5| #iEER (CYP3A) APET D,
[2. 12H] U, Pl B U 7= A7 v
MIEE, UTEIELT 557
Nnb s,
uIFER FHEEOPRICE Y, mI 4 | KAl R I 2 E ROUHRE

(Pry 7 2HE Y R)
[2.12#]

Y RO M A ER EFF 2
BENRD S,

# (CYP3A) %PLET S,

Tufrky
(ahty)
[2.12#]

KAl L OPFAICE Y, T
vV o EERS E5
L. fERID 50T 5 B2
b5,

AHENF7uF ) ot
WS (CYP3A4) ZIHET 5,

ARLFH b
(LY KT)
[2. 1]

AR EOPHIZE D, AR L
4 b MPEER ER
L. TR 2348589 D ks 2 s
%,

AFNT AR L FH > hofk
g (CYP3A) ZPHET S,

Y= ARy
A 7HF L h)
[2. 1]

K& O E D V=
BN DA B
S PUBEE R 2350 5
N el /BN Y R il 3
WRTLBENRD D,

AFNL ) N—mFH A D
RgmERE (CYP3ad) ZPHES
2,

VAT TT R
(7F LsRR)
[2. 1]

AFlLOPFRIZE Y VAV
7T kO MR E S B
DBENBH D,

AHENTY A 7T b ORH
3 C b 2 EHDOCYPoy 178
(CYP1AL, CYP3A%) Z &S
%o

TEL=DE
(7w v )
FNAYFLE L ARV
I TEL=DE Y
(LHsR)
[2.12#]

KENEOPERICL Y TENL
=V oM ES S
THBENRD D,

KENET L=V DR
WS (CYP3A4) ZIHET 5,

REK b T YA (HFUTE
TRPEDRYE Y o3 [ if
UND 2 SERIEY R
Tp) O EHTHE)

(N7 L7 RF)

KFH & O LD <% b
77 7 A O M EE A B0
U B HAHE R DR B
HREN2BZNRH 5,

ARANFI_RF b7 T 7 A0
WifEsE (CYP3A) ZPAET 2,

[2. 154]
TrELY Y AHIE O LD TFE | AFNET FE LY ofH
(= RLIR) LU oAU, | B (CYP3M) E2FEHET 5,
[2. 1] BER OREBRARBREN D
BENRD D,
Ty Ry AHEOPEICE D LTy | BANZL T v By ORI
(FY—4) FrofhER S L, fE | F# (CYP3M) 2EHET 5,
[2. 15/] JARKRT 282N H 5,

mysBZ0nH 5,
NUARRAS Y R EET
HEE BT, BEOREAHE
HICBZ L, BUERORBUC
FaEETSHZ L,

[

HCAmASE
PEES N 2

Tx= b EDOBRIIC X
0 ARHIODC,.,1349%, AUCKE
69%IL L7=",

KA E DOV LD, 7 ==
A 2 DCodE L THE . AUCHE
L sfitpmL =",

7 == b E AAIONRH
fEsR (CYP3A) ZFAET 5,

AHNE T == b A > ORH
EEE (CYP209) %IHET %,

LT EL

LFAEELE DRI K
0 ARHFN0C,, 1 E39%, AUC,- b E
4% Uz,

LFEE L EDHAIC K
0 AERNEES T 5 BT
b5,

LT L B VAR O
fi##% (CYP2C19 J UYCYP2C9) %
BETLLEALND,

Fu vk —BHEEA

AR EOPHIZED, 20 b

ARANL T B o FH O s

ARAF =T, =aF=7 | OEF O M AP EERRNT | B (CYP3A) ZMHET S,

ATNF =T, Ta bl | BTN NRb 50, R

IF=T . aNTF=T | ~OEREERETDH L,

HIV 1 7 7 — P RLES K& DN L0 RAT | In vitroskfE Rz B0 T,

RAT T LFENn T U EAOTERREY | AFNET T LT e of
ThDH7 7 LT ELOm | $iEEE (CYP3A4) ZFLFE L
SN B B | Y
b5,

RAT T LT ENEObf
JAC &0 | AH O f P
WINTsBZnndbs,

In vitrodBRIZE W T, TV
7L BV IEAHE| O R EE
# (CYP3M) %fHE LY,

IR LAY RER R R
PR (NNRTI)
FIELT Y

b oA & ofFfIIC &
0 AFN O MR EEAS BTN
DBENDRDH D,

Zh b oHERE P&
0 AH O R N A
LBENRD D,

AR EOPHIZED, 20 b
O HEF O i o E A3 05
DBRETNBH D,

In vitroa B RAIZ BV T,
TS OIEFNE A O H
%% (CYP3A4) ZPHE L7=",

TS O FEFNE AR O AR
f#3% (CYP3A4) ZiFHET 53
ENnb 5,

In vitrod B RAZ BV T,
AFHNFT Z 0 S oA O
EE3% (CYP3A4) ZPHE L7=",

FvF A

AFlE O LD, FLF
A v O LR EE A BN
LBENRD D,

AHNT R LT A DH
% (CYP) ZBLEHET D,

e i A
VIBARY v X rn
YARA, =_al AR

AR EOPRICEY, v
AR Y D Cu T 1 1FFIT
AUCKEL. TREZHIIM L 72",

AHEOPHIZED, Hom
U LA DC,, 1 E2. 26512, AUC
133, 2fFIT I L=,

AHEOPHIZE D, =R
U 2 A 0 i EE AS RN
LBENNRDD,

ARANL Z A B o FH O A
fi## (CYP3A4) ZPLET D,

VadREIn dik 3
INTy V) UL
[8.8% 1]

AHEOPHIZEY, 7r b
T W AN L OfFSE R L
=P, FL UAT U D
TERZA TR L. 3 LVWINR B
K LER S Sh
TWa,

AKANF TN T 7 U OARGHE
EEE (CYP209) %IHET %,




SEFI4 BRPRIEAR - R 715 HEIT « fERIK T
7u kR TREK AHEDOPRIZED A AT | BRENIA AT TV — LDk
FRAT T =)L T = DC, X2, 205%, AUC | #i#FE (CYP2C19 K TRCYP3A4)
133, 8 L=, ZET D,
IEYT A KANE DOV LD I 7Y | KANX & T 5 OGHEE

Z 20. 05mg/ kg H [ IR P £
HWED I XY T ADACIE
LIfFITmL, IFY T A
7. 5mg B[ #% M # Bl (CRHL
RIKR) DIFY T ADC,,
133, 8fFIZ, AUCIE10. 3FFI2 4]
muz=?,

# (CYP3M) HIET B,

HMG-CoA3E i % B 3

AHEOBFHIZE D HIG-
CoAs TEMYE ML FE o> f rh it
FERRIMT 2820 nRH 5,

In vitrosBRIZIBVN T, AK
VX HMG-CoA 5 TL R K FILHE 3R
RgmERE (CYP3ad) ZPHEL
=7,

TTE AL AHENEDPNZ LD OTE | KANTY T B85 OHIEE
SAOACIEHM L, i | 3 (CYP3A4 K% URCYP2C19) % BH.
BRI R L7 #FY 5,

VT A AHNEOPIC LD Ve | RANL Y L ET A ORBIRE

T B DCo T 1. 2054,
fEmL",

AUCIE1. 5

F# (CYP3A4 L UXCYP2C9) % BH
HFT D,

AJVIR = VIR FE R MBERE T

AFlEOPHRIZE Y, Zhb

AN Z A B O FEH O AR

b DIEFN O . BN | B (CYP209) EFAEHET 5,
M7 H IR LEZTNNRH D,
U AT I aA RRPUE | AFIEOPFICE D 2 | AFNT Z S o FEH o H
PEREEAE D FRAN O 1. P EE SR I | BER (CYP3A) A PLET S,
[ IS A LBENRD D,
vy T I AT
AR AAIEOOHICL Y, AH R
2 DC, H330. %, AUCHRAT. 2%
sz,
F¥va R AHNEOPICE Y AF v
2 R DC,, & AUCAH I L
7=,
PEDT Y AFlEOPRIZL Y, 72

A = L OACHH L 72",

AT TaTzr Va7
+7

KAlEOPFAIZE D Zhb
D IEHN D Co & AUCHHTIM L

- 20,21)
7=,

AFHNFT Z S 0 A O
EEE (CYP209) %IHET 2,

5 DT E (3.0%)

1.6 BEEE (1.0%)
HEREEES (QMEBESE. BR, BRMEEES) 2bobbhd
ZERDH D, [8. 18]
11.1.7 FEIRESIBAEIREE (B RHT)
11.1.8 52 - NL—ERE (BEHERH)
11.1.9 M&EESE (2. 0%)
ARG, PLinERD . AR RN, SEEERERE, RN
WEESOEERMEEERHLbND 2 LR35, [8. 15H]]
11.1.10 AEERE GEERE)
AR R SO BERKRBENH DD Z &0 5 DT, .
THRIN S HONFBHAIIIHEELZPIE L, MY RLELZITS 2L,
111,11 =8 EEARY)
A DIRIEE N DD Z LR 5,
11.1.12 EARRAARAE (BHEEAH)
A, B, CKESH, PR ORF I A7 ey ER 25 E
B RO RRIE D b H oD Z LR B,
11.1.13 FEMR% (0. 2%™)
Rk, PR R, RSEA, OB (I8EE) EXRD LN E
Wi, ERITHERXAR, MOERCT, Mg~ —h — O L I L,
AR OEEEZFIET S & L bI2, RIBRERNVE CHOEEEDMH
GIREEFTH Z &,
11,114 BAE GEERE)
HEERRDEERH DN ERH 5,
11.1.15 EHES (0. 1%7)
Bl BRIV ORTEOREREER D DbID Z ERd 5,
T BB Tl RGRRE O R RISV TV B,

1.2 Z0thnEIER

8 PR AR
JNZFATFRY - F
EVIES S N A %

JINVTF AT s mF =)L
T RNTVF—E DG
W2 &0 AHIDC,,, 1 314%, AUC
14BN L 7=,

KA E DDA LD =F =
JVEA KT VAL DC,, T
36%, AUCIZ61%EM L, / /L=
F AT 12 DC, 1L 15%, AUC
1E63%N L 7=,

2B O IRANE AR O 1
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ROBWERRH LDOND ZERHDHDT, BEE 47T
DWRD NI HE TG 2 P 5 72 EE G 7 L0E A1

1.1 EXGENER

[ANE 1 1
52k,

M1 2avy BWEFRH), 7H74 7% — (BELRH)

11.1.2 hEMREERRERE (Toxic Epidermal Necrolysis : TEN)
(BEEERIH) . RIEHEIEREIREE (Stevens—JohnsonfEZEE) (BHET
). BHBR (BEARP)
BEOERN S bbb -G 3 G2 L, @217

52k,
11.1.3 FFiEE (6. 0%)

HERMEE (L, 39E, IFRE, IEEES) Reobihd
ERHY, HEHLHREIN TS, [1.2, 8.25M]]

11.1.4 DEROTER (BEARH), (DEHA (1.0%) ., DEME) (HE
). Bk HERY) ., T2EEITOvY (BHERH)
DEERQTHEER, OD=EMH (torsade de pointesZ&de) ., [LraHlE),
FHENR, sEeRBEET 1y 7, LEMETEIR, LEMESMGE, Sk
ENRbLDNDZ LD, [8.3, 9.1. 28]
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& LHUSE, &H Y Y| VAL
L MAE
R B OV W, MR | B B
LS




5% b 1~ 5% A 1% B
RARREIE, . | RAEME = = — | SRERFE. R, I
FEPED F N, R | mRF— VFRE . R BRI

R IR G

GENNE RN e, MR, S,
[CUNEN i TR s
. HLEP R BRI

R phiE ANARAE SEELRIE, K05, K | R 2O, i
T, S

B RO R BB R, 77

TR
RS SN -3 7% i

B OER R 5
BLRG B OV T AR

BLNTRLKR WIB AL | RS PRIATZAE, BER

ks BE, AEEMERTEE, & Bk S, ME
5, BEAE KR SE R B B
EAESG, ZT. 5. SRBE. [EEIR
Z O FEIE, 5, K 5, WoRE, VR
R W, fep~ ) 7~
=T A AR
N7 4 U hE
Jiik=ge AL T, ke
MR, H#RsE, Y
VR
EE R A ALTHEAN, ASTHY | A & U L o 8 | BUNSYAN
L ALPEIN, v | A0, v
~GTPHY N LEM, d s v
7 F = Hihn, LDH
B, v

PN 7N (R ))
T LB, R
R e E5 7 1
TY DA —
HEAN, 3 FDP K
m. WET 7 —+%
SN, AFEEERBN
MR

8 A P 1 TEE BT M L R R O AGR IR O E N ER R ARBR DA R LSV T B,
a : FEBUHE 3l F AR E O RISV Tn B,

b:[1.3, 85%f]

14, ERLDOIE

14.1 ERIZfFEFEOER
PTPEIEEDFANIPTPY — D BE Y H L TR 2 X 2 fRET 5 2
Lo PTIPY — N ORREKIC L D | BEWSLAE S BRI~ L, B
IFEALEB I U CHRIAREOEE LR GMEL T 283H D,

15, ZO0EE

15.1 BREREAICE D < &R

15. 1.1 SAEANBFICB VT, AU a2+ — Ao msEhiRE & b
MR R FRBERORICHEICABERBEEERNRO SR, A
A NERER AT I TR, AR RE RS 238 A4 L 7L 2o, I
BER PR AN AE ST W ERES O MET I -5 7Ty b
4.5pg/mLLh ETH o7, Fio, ENERRFER TI3a 2K V24
PR Ul 5RO Z, BRE LT 7P REN
4.5 u g/mLLL EDGA | MBS U CEE R AR T 2 Mg
=8V T EFER Lz, ENSOBERRERT — % 5 IXTHRE
AT O B2 7T 2 MR R EOBREIZRD S Tunizn,
(7.4, 8. 78]

15.1.2 WAL S 2 WIZDITBAEEE % b5 & L7 iish OB JEIC
BT, AFIREZELE CIIEERE ERBEORAEY 27 B3 T Y —v
FMEHRIFRBERE L R L CARICELS (NP — Rk 1 2.39,
95%IEHEX M 1.31-4.37), ZOFRAEY A7 X180H 2 5 Eiing
BOERETE N (NP — FEb 23,52, 95%EHEXE 1.59-7.79) LD
WEND D,

15.1.3 KA EHIC, FIERV LR L OB RIS RAE L &
DHRENRD D, Flo, ARG, SHHRBIERIS 28 L
TN D BE CRE R L ROE M OUEME BSR4 Lz & oWiEN
b5, [8.65MH]

16. EWBIEE
16.1 MurpiEpE
16.1.1 BEEH%KS

HARNBERERR A B (B &6 12, A Y =) —/1100, 200, 300
K OM00mg & ZE I IRFZ B RIS O 5 U7z & & W0 &k
17 UTHER: L, AUCK URC, 3 A BT i L CHERRIE DI A o1k L7229,

#eh Coax Toas AUC tue
(mg) (1 g/mL) (h) (pg+h/nmL) (h)
100 0.39 (54) 1.2 (33) 1.82 (101) 4.8 (42)
200 0.91 (41) 1.6 (44) 5.12 (70) 6.1 (41)
300 1.80 (8) 1.3 (23) 11.58 (41) 6.8 (31)
400 2.88 (26) 2.0 (0) 31.01 (62) 11.9 (51)

HHE6H], FHE (hCV)

16.1.2 RE#&ZE

(1) BERA
ARY aF Y —/E, FEIZOPCINT L W R &S5, CYP2C19ICiTiE
BT ZRNGFIET S0, BETFOX A TITX MR (EM :
Extensive Metabolizer), <°=°f&kV (HEM : Heterozygous Extensive
Metabolizer) M OMEUY (PM : Poor Metabolizer) BESRIEMEAH T 2
BR300 TIRHT L 72,
A A NERER A BIEIC, ARAILE200mg% 1 A 2B RERE D5 (A
Beh: HIAIC1E400mgZ 1 H2E]) L7z 24, EMROHEMT2H H,
PMT3H BICIRIEEFRBICE L2,

HETH HOEWERE/ T X —4

CY}12C19 Bk Coax AUC . Tax ti/2

pdrs il (u g/mL) (pg+h/nmL) (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)

SEEIE (%CV)

gAY 3 —)LREE (zg/ml)

4
—e—EN

s —O—HEM

2 —A—PN

1 S fil + FE AR 2

O-
O

(; 2‘4 48 72 96
7 HEBGHEIR )

(2) NREZFE
AARNNRESE B~145%, 186)) 2R Y 225> —/ L 1[E8mg/kg% 1 H
2[a] (A5 9] B 12 109mg/kg % 1 A 2[A1) 7 H RN 5 L7-1%.
KZ 4> uy 7L LT1EIng/keZ 1 H2[E7 A BER Q&G L&
& DRAEFEFA% DC S ONUC, DRTEEIE (FEPH) 1 X227, 22
(2.03~18.3) ug/mLK%UM5.8 (10.0~156) ug+h/mLTdh 7=,
[7.2%H]

CYP2C19 B Coax AUC. Taax
pedine it (ng/mL) * (ug-h/al) ¥ (I
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)
=0 18 7.22 (2.03—18.3) 45.8 (10.0—156) 1.0 (0.92—3.8)

a: S (HEER) SUTBMEHE (H e ofi) TRLE,

b FfE () SOTHE (8% off) TRLUTE,

125% LA R 15 ASHE CARES0kg A Lo /N IFNZIE, FloA & RFRIZAR Y =29 — L 1[El4mg /kg % 1
A2 (BfES : F1 A 21E6mg/kg% LA 2[E]) 7H BIFRIRN S L7-# . 1[E1200mg% 1 H2[E]7 A
MR RN G LTz,

CYP2CI9BHAFAUE, LATOBETFREY TSN KB TH S,

EM : CYP2C19*1/* 1 X i%CYP2C19™1/*17

HEM : CYP2C19™ 1/ 232 I%CYP2C1971/*3

PM : CYP2C19%2/%2, CYP2C19*2/* 3 (ECYP2C19*3/*3



16.2 WRUR
16.2.1 "AFTFRASEY T«
REalb—var7y—~axx7s 47 AEfind, BAAKLOS
E IR DEERABEORY 2 — O TR TEY
T A 1X96% & HETE ST, ENEER S MARRERIC 1T 2 BF DA
TR_AFEY T 11, FIF100%5TH - 7252,
16.2.2 BEDEE
TR A B GTH)) I2BW T, miEE ($91000kecal) ZHi->7-
HEAICARY a3 —1200mg% 1 H2[M|7HBKEROES Lz L&,
TEFRABIZI T B Cp e OAUC (X ZE MG G- & LRl LU 2 E434%
T OAMET Uiy T TR L0 1. ABRRERE L 72 GHE AT —
e
16.3 %
TR A DR Y 2 — L O EF AR D 0B R I$4. 6L/ kg
LHEEENTZY (HARAROSNEAT —4),
16.3.1 #AMAFBIT
RY a3+ =B EBI~ 10 O MIEFR R Y 2> — L x5t
FTHBER AR Y 2 — VERE O IR0, 22~1. 0 (0. 46) T
S GMEAT—4),
16.3.2 EEHEEE
RY aFY =Lt hEEEIHT B REGERIT, 8% Th o 72,
16.4 fx3
In vitro®RBRIZEB W T, A Y 3 — L ELCYP2C19, CYP2COJ T
CYP3AIZ ko TIR#t S D, AFIOEEFHMIN-AF > R TH D
239 [8.9, 10. 2]
16.5 HEitt
AUy — ik, FREHC X VR L, BB 5Z96FEH £ Tl
RAICRZE IR L L TGRS 057,
16.6 FEDEREHTHESE
16.6.1 FFHEEDIET L1 1ERE
BERERE 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 Y —/ L 1[E100mg % 1 H 2B (A 5-1[E1200mg % 1 H 2[E]) KA
BOBE L L S ORKREEHOAC IXHECR L Tho72, 20
EEMBEPR Y 2 — VBT R T G2 A B ICIRIEIE
TEFRRBICEE L7 PR ITREREIR T CId6 A H £ TERIREEIC
ELR»o72 SEAT—4), [7.4, 9.3. 28]
16.6.2 BHEEDIET LI-1HERE
(NP EEOEHERTEEVLTF=29 )75 R30~50mL/min)
AU aF —n163mg/kgx 1 A2[E (AT 5 1E6mg/kg% 1 H 2[A])
THRRERIRNE S L7z & & BB IER 225 & H~AUCK
Vo CHEZTRD SN2 GHEAT—%),
(2) migBEHT
AR O MEEHTIC X 0 MAEFR Y 29— L D8%is Rk S i
GMEANT—4),

17. BRERAHE

17.1 BHERUVREMCET 5

(EEXIFHAMERREE)

17.1.1 ERNE MR (15010015LE8)
BIEMEERIE & 20 Sz BE SUTRIEEERE S 1R < Bebh - &
Frxtgl L, 1004 (R OpEEe14], HaoRE18El, A v Fik
214) WZARY af Yy —nwzkh L,
ROFEOLRET, Y BICAM AR E LT300mg% 1 H2[E] (KE
40kg A DA 1X150mg A 1 H 2[8]) | & D% ILHERF & & L T200mg %
1H2[E (KEAOkgHTH OB 1X100mg% 1 H2[E]) RAHKE L=, 7277
L B 583 H B O MR Y o) — VIR ER2. bug/mLLL B &
X%, B5BAMA5H B LAIX150mg % 1 H 2[R O3 5~ L 7=,

FHERIEOSAT, EEABEEIEOCE AL, REMAICAN AR L
L Témg/kgx L H2[E], Z DM AR & L Ting/kg% 1 H 2[E] R
WIS LTz, 2L, #5843 B OmEHR Y ) — LR
2. 5ug/mLLA B & x 0%, 5 BIRA5 B H LA 3me/ke % 1 B 2[E $E RN
BHICHE L, EEREFEUNOSAE, B5YHICAMHARE
& L Comg/kgx 1 A2[A, Z D ITHERF R & L C3mg/kg% 1 A 2001
RS U, BHERRIEE 3 H AT 7214, IR EHEERIC L v &0
PRIENTATRE &I SN BE B W TUIR DEIE~DYI 0V B2 (A
A v FREE) AR E L, #5-0443 B B 0O i AL 232, Sug/mLAR
i & X12200mg% 1 A2[A, 2. 5pg/mLEL D & %X 150mg% 1 H 2[Fl#%
afeh Lz,

Be G TR (oG-I 120 1) DRERAMFEL. LT D

D ThHoi,
R 3% Fh /B
72D K UE 1/2
IS VS E 5/5
N vV RS 4/4
RS - Wik v ¥ FHE 1/1
INEF 11/12 (91.7%)
(RBPEG 7 A~V L 2 10/16
AR TBIEBESENER T A~V L R SE 3/5
7 A~ r¥o—< 14/18
/NaE 27/39 (69. 2%)
79T 3y g AR 1/1
7V T hay s A iz V7 =2y s AE 7/1
INEF 8/8 (100%)
YTV Y UL - YT = RYE 0/1
FANR/PN -
/at 0/1
it 46/60 (76.7%)

BIVE RSB (R AR A 5L 2 5 1) 13 R 1 100451 H 80451 (80. 0%)
Thoto, ERBIERIZ, AW (25.0%), HEFEE (24.0%) ., v -GTP
BEhn (11.0%), HEdy (8.0%) . WM (8.0%), AFHERERH (8.0%) . ¥H
i (8.0%) . ASTHEMN (7.0%) . ALPHEAN (7.0%). ALTESHN (6.0%). 7%
B (5.0%) . NFREE (5.0%) . BREACARE (5.0%) . RHEE (5.0%) % T
o728,

17.1.2 S EEMAKER (150-307/602588)
CERETRMREET A~V RJEOREZRRLE L, R =2
F = NARERE L T AR T U U BER B RO, A O
MEA I U, AR Y 2 — L BT 196 BN R EI 5-24RE 1%
AR L L Comg/kgZ 1205/ Z L1, LM T 4mg/kg & 1205/ & &
ICEEIRN B 5 U7, ARSI D56 133mg/kg & 125
M ~DOWEETHEE Lz, 2 TOWBRFITH LT, b td
TH R OBARNE G-2 HELE U 1A 13 K T3mg/kg/h& L7z, R
V2 — O OS5 ORMARIT200mg A 1 H2[E & L & 05
3HA B UARIZRER DI N AR +53 725 A 1%, 300mg% 1 H 2[E] £ COM &
ZAfeL Uiz, ARMEICHBENR® 754 1350mg % | H 28] HiAL
OWEEATV, 200mgZ 1 A 2[ & TOREZ FATHE L LTz, KH40keg R
HWOWRE BN TIEZ ARY 2 —LoRA%KGEL &L LT,
Be B TR (kG-I 16 ) DRENRAMFEIL. LT D

D Tholz,
R 3% AR /SER]
. RTERG T A~V L A 67/119
T AL F )L AR,
/NaE 67/119 (56. 3%)
At 67/119 (56. 3%)

BIVE P 2R3 19645 T 128451 (65.3%) T -o7=, EREIERIZ.
R (28.1%), EX (7.1%) ., ¥B (6.6%) TH-o71=%,
17.1.3 S EIFEM4AKER (150-309/604545R)

MERNER IS L CRREE AT B 3AIMN e VR H TR IR B
fiE ) XU TRVARIE DS ZhREAR 5 UL AR MO R Hflkise T & 72
WARE M SUMRIREERHE | &2 SN2 BE 235, 3T2flic AR
U o) — L E RN G O3 0 S Lz,



BRI G- OB, 850 B ICARHE L L Cong/keZ 1285
LTS L, ZOBITHEFFHE & L CTimg/ke & 1285 Z Lo 72 <
EBIAMES Uiz, HAEE IT3mg/kg/h & LT, BOBEDOEA
1, BEYHICAMHRE LS LT400ng% 1 H 2% G L, 2 O% I3
F&E L LT200mg% 1 H2EIFZ G LT,

PG4T R (ke 5 IR 163 ) DRADRANEIT. LT Ol

D ThHoi,
R 3% Fh /S
7D i 11/21
L D U HE 23/38
TV L
RES - i v U HE 1/2
INEF 35/61 (57.4%)
- (R T A~V 3L A 40/86
TATE A INEE 40/86 (46. 5%)
7 U7 b3y 7 ARG 1/4
ey Ziz%;;%{;;?m”ﬂﬂ 1/2
INEF 2/6 (33.3%)
7YV 7 AMAE 1/2
TV 7 LRI SIER /1
74U T AIRNSK 2/4
FaWR/EN i 7V 7 BJEE 7YY T AT 0/1
YAE D5
FOMO 7Y 7 AE 1/3
INEF 5/11 (45. 5%)
Al RARY U SEEYSE 0/3
filiAZr RARY v LGE 1/2
A RARY U b B2 FIREYE 2/2
R RARY U AR ;i;;;ﬁ; féfgﬁfgﬂfb o
A4 RARY 7 AlfSE 0/1
FOMD AL RARY U LJE 0/1
/NeE 3/10 (30. 0%)
it 85/174 (48.9%)

BIVE MR FEH=IT372051 P 21561 (57.8%) Th-o7-, EARFIEMIZ. H
TEHE (22.8%) ., KB (1.5%), IER (6.5%) Th-7=",

17.1.4 SAEE MEER (150-6085KE%)
FEAFHERBD D v P H MEBEE E Xt R 2 — L OHFR
PR OB % T DRT ) VBRI TV aF Y — L h s
L7ZREDF MR OV & ik Uiz, D7 < & b yID3 A BILFH
RN G- 24T 2 ORBITHERAEG~DE Y B2 2 lfE L Lz,
KU a5 — R ERETIE2726 ) D24 ix A AE L LT
6mg/kgZ . DAZITHEEFH & & L T3mg/kgx TN E V1205 2 & 1I2#
RINEES- LTz, F72, HEFFH = 134mg/kg % 120FW & £ CHEE T
52 &L Ui, BemiE ANHEIE3mg/kg/hE LTz,
RY 3y — RO ES~0U) 0 B 2 %1%, 200mgZ 1H2[E] (RHE
40kg A DA 1X100mg A 1 H2[E]) THAAA L. 300mg% 1 H2[E] (KE
40kg AT DAL 150mg & 1 H2A]) F THEWEES LT,
BWEAE TR (BB SHIRIEI » 22 ME D R% M) DA %)
RAEDRIZLLTO@EY Tholz,

R 3% Fh /B
vV ME 162/248
BV H g
INEt 162/248 (65. 3%)
At 162/248 (65. 3%)

BIVE RIS BRRIT 27201 FOTH (35. 7%) CTdro 7=, E/2BIVEAIZALPHY
0. 7%) . &Y v AMIE (0.7%) Thoizi?,

GEMBMAABIEREICH T2 RAEMERED T

17.1.5 B4 B MAAER (BIE AL IE TR AU 1TEER LLEEAER) (A1601073
HER)
256 A AR BEPE B RYLIE OO FEIE 28 72V V125 A b o0 ¥ ifn 824
Rl B &5 & L C BT 180 A O B EIR YT D sk shic >\
TRy aF Yy — b hTatry—nzlig Lz, R :!7”/%/1/

XixA b T2y — w2 HERIRNES L 0% O#& 5

WX T, RY 2y — Ve BRETIX234BIIZ, W) 0 241K [H] ié{T
Ff L L Tomg/kg% ., LKRITHERFAR & U Camg/kg% T T IL1205
M2 EICHIRNE S U e, A& EIC8) 0 B 2 1%, 200mgZ 1 H 2[H]
(R B A0k g AT DHFA 1L 100mg A 1 H 2[0]) #:5. L7,
A T aFY =V EBRETI2556IC, AffHEE L T200mgZ 1H2
EEFIRNEE S U #0082 14 13200mg 2 1 H 2 5- L 7=,
BR#180 A IZH 1T 2 HHEGE TR DR RIZ L F 0@y Tholz,

TRk N o
BERTSE [95%E xR ¥

RY 3F— L A ~FaFY =R

48. 9% 33.5%

(109/223) (80/239) 16.3 [7.6, 26.0] %

B 180 H ISR\ T, BUFOIEH 24Tz LI o#l G

EFELTHDHZ L,

- (R BRI B R YYIE O E W TR WA 220 2 &

- BRI 100H B £ TICIABEEA86 H DL G- ST s 2 &,

 RERTALTE (B RERE AL ST B R ERER L) O, R —
GEG oMk e, Filia UdEMmE) %@ e LizFleissik

. ®

o

i REN I ON IRESESLEN

RY 2 — VR R T D RIE A BLIER 1323361 T 12341 (52. 8%)
Thotz, TARBIWEMIZ. %L (7.7%) . KFatE (7.3%) . Biks
(6.0%) K OVIFHsHERRAT R (5.2%) TH o722,

17.1.6 B EMAARER GEERIEXRHER) (A15010385158)
W12 A IR R EEEYRE OBEE O & 2 185% LA 0] :.[ﬁlﬁ?fﬁ[ﬂ
Nt R 2 xg s LT, F%‘Eréﬁ”ﬁ@kr@*bftﬂﬁ@t
Vafy—niazHE Lz, 46FICARES & L TI2R/
6mg/kg & 2[E e b U HEFFF G- & L CI2f 2 & _4mg/kgfm%ﬁﬁﬂ7ﬂ%%
L7z, #&O&EICH Y Hx%IT, ARG & L TR I LI
400mg % 2[E1F & (REE40kg A DY A 1L 12KF[#] Z & 12200mg 2 2[B1#%
5) L. #ERES L CI28RR] 2 & 12200mg (IR E40kg AR O BA1E
IZH?FEJ T L1Z100mg) F G LTz, #5-B4612 0 A% E CIUREMER

JRYLIE 2 FEIE L 7o RE OFIA1%10. 7% (3/28%1) Th o7z,
E'H’E)ﬁ%éiﬁf— X456 2661 (57.8%) Th-oto, ERBIEMIL, FE
PE(8.9%) . XIR (6.7%) KUTENE (6.7%) ThH-o7-1H),

18. EER

18.1 {EF#FE

RY 3y — ) VITEEHMEIZBNT, BRSOz LI 2T 11— 4
HBRERET S Z LI VREREREZRT, £/, AV afy—
NOxTARAT v —VESRILEERIIERICRIRG T, 7> M
MR TORT o — VAERRRIHT 5 BT D R,

18.2 REHEA

18.2.1 RYU 3+ —)UE, HoPFE, TANUKILAR, 7V T b
a7 AE, TV ILABMOAY RARY 7 LBIZK Lin vitro
THEREEZ R LY,

18.2.2 AV mF V' —Lix, 7 AVULFIILRBEITHR L CREEER 27
L 45)

1823ﬁFE%&Uﬁﬁmﬁ%w%yFmiﬁwﬁVVﬁE\7U
Fhay s RE, T AYULELRIERRA 7 RARY 7 DEICK L
TR L & R L7219

19. BEYMFSICET HBIEFMHME

— kR4 HR . R Y 25— (Voriconazole)

&5 : VRCZ

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

373 1 Gy FaN;0

5y FHE ¢ 349.31



TR BEORERBEOM R TH D, A¥ /—/, T =K IR
FRTL, mF =L (99.5) ITRREITRT L, AKITHED TR
<y,

Imol/LIGFRFRIRIZIA T 5,
b7 E=

BEYEEE () & —374~—404°  (BAKPICHE LIz D50mg, A ¥
J —)b, 25mL. 100mm),
SBARE (LogD) @ 1.69 (pH7.4, 1-F 2 % 7 —/KFR)

22. A%

(T4 7 x> Fgbomg)
508 [108€ (PTP) X5]
(T4 7 x> K§E200mg)
508 [108€ (PTP) X5]

23. FEXHk
1 fNERE  ARRAERERR T > MNREOIRERA 53R
g5k in vivorklR) (200544 H 11 H#&GE, CTD2. 6. 7. 13)
[L20050310046]
2) AR AEFERAEEMEEER v - RIS AEICBE T 53R
(EWin vivoikBR) (20054F4H 11 H7%Z8, CTD2. 6. 7. 13)

[L20050310047]

3)  FENEE  EKPEREIC KIET Y 7 7 B v K rifabutind
2 (200544 H 11 H7KGE, CTD2.7.6.2) [L20050310037]

4)  HNEE  EREIREIC KIF T rifabutindD B (AR ENRER
BR) (200544 H 11 H7&R8, CTD2.7.6.2) [L20050310038]

5) ARl BB RIET T T 7 B LY O (S
RERIR) (20054F4 4 11 AR, CTD2.7.6.2) [L20050310039]

6) FEPNEEL  EYEREICRIET Y e 0RE My B RE
B) (20054F4H 11 AR, CTD2.7.6.2) [120050310040]

7) Purkins L, et al. : Br J Clin Pharmacol. 2003 ; 56 (Suppl.
1) : 3744

8) tEHNEEL : HIVY 7 7 —EHERICHITHF F 7 m—LP450IC
B U 7-SEMFR AR (WS in vitroiklR) (20054F4 A 11 H &
&, CTD2. 6. 5. 15) [L20050310041]

9) FENEEL: CYPBME Y 2 L—F —IZHIF 2T b7 7 — LP450IZB
WU EAER (MEShin vitroaR) (200544 H 11 A A&GE,
CTD2. 6. 5. 15) [L20050310042]

10) Romero AJ, et al. : Clin Pharmacol Ther. 2002 ; 71 (4) : 226-234

11) #NERE : 227 v ) AAOIYEEBIC KT T RS (R EiE
RBR) (2005%E4H 11 H &R, CTD2.7.6.2) [L20050310043]

12) Purkins L, et al. : Br J Clin Pharmacol. 2003 ; 56 (Suppl.
1) : 24-29

13) #HWNEERL : A AT T — N OIRY BRI KT T (ESEEYE)
RERIR) (20054F4 4 11 AZ&RE, CTD2.7.6.2) [L20050310044]

14) #NEE: TA AT Ry IFZY TAIBTHTF ~ra—L
P450IZ Bl L7 MR I AE ] (s in vitroadlih) (20064747 11
A7&#8, CTD2.6. 5. 15) [L20050310045]

15) Saari TI, et al. : Clin Pharmacol Ther. 2006 ; 79 : 362-370

16) Saari TI, et al. : Eur J Clin Pharmacol. 2007 ; 63 (10) :
941-949

17) Saari TI, et al. :Br J Clin Pharmacol. 2007 ; 63 (1) : 116-120

18) Hagelberg NM, et al. : Eur J Clin Pharmacol. 2009 ; 65 (3) :
263-271

19) Saari TI, et al. : Eur J Clin Pharmacol. 2008 ; 64 (1) : 25-30

20)

21)

22)

23)

24)

25)

26)

27)

28)

29)

35)

36)
37)
38

39)
40

=

=

41)

42)

43)

44)

45)

46)

47)

Hynninen VV, et al. : Antimicrob Agents Chemother. 2006 ; 50

(6) : 1967-1972

Hynninen VV, et al. : Fundam Clin Pharmacol. 2007 ; 21 (6) :

651-656

FEPVERE - AR PRI 81T 2 % HREESE OF F RF D (R N B RE
[L20070115007]

Rengelshausen J, et al. : Clin Pharmacol Ther. 2005 ; 78

(1) : 25-33

Hamandi B, et al. : Am J Transplant. 2018 ; 18 (1) : 113-124

FEPERE - R RS IS T 2 BRI D BRF O S, RO

WO (EWNE THEREY) (2006944 11 H &G,

CTD2.7.6.2) [L20050317019]

FEPNEEL - RS IS T 2 BE R VAT - A 1 OB 4

HrgoEpywhte (EPNE 1HERER) (20066F4H 11 H 2GR,

CTD2.7.6.2) [L20050317020]
TR NEBE I A3 ENRE (2014479 H 26 H 7K,
CTD2.7.2.3) [L20140815038]

HNER  EERACBTI AR 2L —Yary Ty —<ax %7
47 % (20064E4 3 11 H7&ZR, CID2.7.2.3.4)  [L20050310052]
HEANEER : ENEIHERRICBT A2l —va v 7y —~a
XRT 47 A (2006447 11 H AR, CID2.7.2.3.4)

[L20050310053]
HHNEEL  EEhREICRB JIETRFEORE (2006544 11 HK
&, CTD2.7.6.2) [L20050310054]

Lutsar I, et al. : Clin Infect Dis. 2003 ; 37 (5) : 728-732
Roffey SJ, et al. : Drug Metab Dispos. 2003 ;31 (6) : 731-741
Hyland R, et al. : Drug Metab Dispos. 2003 ; 31 (5) : 540-547
TENE R B OITRERERE S 2B T A HRE BT 5 KER D
B GREOIRMBNRE, LMK OEEME (B SEEIRERER)
(20054F4 H 11 A 7%, CTD2.7.6.2) [L20050310055]
FENERE - BHEREREE ST 2 B, R K ORANME
(Mot Skmhiestin) (20054F4 H 11 A 7K78, CTD2. 7. 6. 2)

[L20050310056]
FENE R BB & 22 eI RIE T IMRENT ORE (MY
BREEE) (200544 11 H7A&GR, CTD2.7.6.2) [L20050310057]
FENEE  EEMEERIEIC ST 2B & Ot (EWNEE I
PER) (20054F4 4 11 HAGE, CTD2.7.6.2) [L20041124004]
Herbrecht R, et al. : N Engl J Med. 2002 ; 347 (6) : 408-415
Perfect JR, et al. :Clin Infect Dis. 2003 ;36 (9) : 1122-1131
FEPVERE - R ERIB D BB D v D F MIEDIEHRIZ BT B Lk
B (ESMETRRER) (20054E4H 11 H /KRR, CTD2. 7. 6. 2)

[L20050310058]
FENE R SRR B & g & LIz PR B CREL L 72
BIWEA (MEsh s IARRER) (20154E8 H 24 H&FR, CTD2.7.6. 2,
2.7.6.3) [L20150615076]
RN R} - [RIFEE AR A (HSCT) BE BT 2 IREMEE R
JEYE (IFD) O—WFBER (st MAHEE) (2015478 A 24
H 7GR, CTD2.7.6.2) [L20150615074]
FEPVERL  FREEMIIAL (SCT) M ITI0\T B2 BRI B e
e (IFI) O BBk (Mo MAHAER) (2016478 H 24 H &
8. CID2.7.6.3) [L20150615075]
HNEE  BEE LT v MIFIED 2T 0 — L AR K IE T
(HEsh in vitroikBi) (20054F4H 11 H#&FR, CTD2.6.2.2.1)

[L20050310069]
HNEEL : in vitroll B A HEEEMN (EShin vitrosii)
(20054F4 A 11 H 748, CTD2.6.2.2. 1) [L20041124005]

FEPNEEL : SEIER EAT Y MBI DT AL X)L R R i
2R DR YL B EIRN B (MESt in vivoikBR) (20054E4 7 11 H &
4. CTD2.6.2.2.2) [L20050310059]
FEPEEL - SEIHIE LT v MR DT AL XL R R H Y
2R IR YRR B (MESt in vivoikBR) (20054E4 7 11 H &
4. CTD2.6.2.2.2) [L20050310060]



48)

49)

50)

51)

52)

53)

54)

55)

24.

TR - SEIHIE LT Y MBI 2T AL R fiEGRIC
XI5 RGN R (MEdhin vivoikBR) (2005454 H 11 H &R,
CTD2. 6. 2.2.2) [L20050310061]
HENER  SETE R EAE v MBI HCandida® B e 253
DI R (MFshin vivoakBR) (2005454 H 11 H KR,
CTD2. 6.2.2.2) [L20050310062]
FENE R S E AV E v MR HCandida e B R IC
DI R (MFShin vivoakBR) (200544 H 11 H KR,
CTD2. 6. 2.2.2) [L20050310063]
HPNER SR TE R L O Il € L€ v MZEIT HCandida
non-albicans @& &Y k3 2 IEYLHEIZN R (St in vivosk
57) (20054F4H 11 AR, CTD2. 6. 2. 2.2) [L20050310064]
HNEE  REIES TV v M DCryptococcus i st
T BRGNSk in vivorkR) (20064E4H 11 H /KR,
CTD2. 6. 2.2.2) [L20050310065]
HNEE : RIEIER LT v MIBIT D Cryptococcusii s PG Y
VST B IR GBI (S in vivoikBR) (2005454 11 H K
2. CTD2.6.2.2.2) [L20050310066]
PR SEIEREALT Y MCRBIT S A7 RARY U ALK
%Kﬂ?é@%%@%%(ﬁ%ﬂznmﬁ@)@m%MHnH%
. CTD2.6.2.2.2) [L20050310067]

ﬁWéﬂ ST Y MCIRIT D AT FARY U L5k
A9 2 GBI R (M5 in vivoatliR) (20054F4H 11 A 7K
A, CTD2.6.2.2.2) [1.20050310068]
XBFERERVEVEDE R

7 7 A PRt

Pfizer Connect/ AT 4 H)b« f T F A—T 3
T151-8589  HUIEHEBIEA KA & R3-22-7

TEL 0120-664-467

26.

HERFTREF

26. 1 gﬂalﬂﬁﬂ..?l:
7 7 A4 VSt
R AR & AR3-22-7

RFRGRAE



