w2021 4E12HEET (58 5 1))

* 20214 9 HEGET (56 4 iR ZWREZEE)

EPE - BIERAF
BIWHAR : 25

AMEEEEEGEA

BAEEERIEES
876179

FAERES | 30200AMX00025000
ARFEREYS | 20204 4 A

wYFY—)UEE

I DIV $E100me

LB
ISR,  EE—EMSEONGEIC
KOFERHTAZE

NOXAFIL® Tablets 100mg

2. 22 (ROBEICIFRSULEBEWVT L)
w21 TLITY I VEAGREIE - KD T7zA4> -4V aL

FYFEY Y, Ve RUI)LITF IV, AFILIIN IR
RV, ZILITRXARNY Y, YUNZRYF U, T RN
YF, EEIR, F2VU, RANTIFTT R [HHEXL
FEERMEOBMEY VYR IE (N 2 EREEY 2o iE
2Et) ORBIEH]. ARLFH U LTV RV
EEIE, 7ur ot v 2RS5hoEE [10.1 2E]

2.2 AAIOEASIR UBEREDOBHER O H 5 BE

3. #ERY - MK

3.1 #8m
HR7e4 J 737 4 L®E100mg
BRIy AYpary—i

e 1$E12100mg

o X —ABEBIATILVINTBI AT
. EEELO—Z, eRaF ot
na—RZ, GKRZBIET A FH. JaAHIR

TR NA] O—2F+ b )TL, RATTY VB TRTY
Ly BYEZ LT ILI—)L (BT ALED).
<27 uI—)L4000. BitF% >, YL, &
(73
3.2 BHRIDMR
HR7E 4 J 797 4 V®E100mg
A g RTIE 7 ANVAT—T 1 2 T (BRESE) -
#H
KH

- —

JE& :6.7mm
pla— R 100

4. HEEX FZHER
O BMBMPBERE R SFPRAIN TR NS MATIE
BEE S D FENEBEDTH
*O FROHEBEDLR
BT AL RE, THUDLE, A—JVE. T7
YYFAFRE. JOETSANSI—VR, Bl

5. MEENFHRICEHET H:F=

«(EEE (BEMEP ANIVFILZAAE. THUDIALE. LA—IIVEE.

ATIIFAFTRE. JOEITSAMII—V R, &EE) DA

B

5.1 KF %= #5950, BRNEEZ2 L UORET 57200E
EIGE, WEESENRESEOMORE D 7= DB % 5
T2 L. HESOMBOERENIE S NDHNEYEEZH
BT 5BATYH, BMEOKBRIELDPICR > BETENIC
J& U MEREANC X 2 RB2ERETT 52 &,

(EEE (TYYUILRE. A—TJJVE. ATV IFAFTRE. I

OFJSAKIOI—VR, EE) DEE)

5.2 oW BEEASENH 2V IEEERICHE b EEZ2 6N
HEEICAROERZERT 5T L,

€9 MSD
6. FENUHE

EE. BRAIE RT3y —)LE LTHIHIELEI300mg% 1H2
[\, 2HHDKIZ300mgz 1 H1EREO#R ST 5.

7. BENUHAEICRAET 2R
GHEEHE®)
7.1 SEH E BRI RO TV BA T 5 2 &N TE 5,
(SMEFMRBIBEREX FFRIRRHAN TSNS MRBIEES
BEICBITBFEEEREED T
7.2 He 5 RN thER IS RE U M o & D EEICE O X 3
ET B L, SEERETER MR 3 E B R RERER O B &
TId HFRERBAE D FAE D TR S N2 BHRFNCARANC & 2
FliZBE L. FHEREAS500cells/mmiBLEICEmME. 7H
MREER G 2T 5 Lo
*(EEE (REEZARIVFIVRE. JYUDLIE. LA—IJIVE.
ATV IAAFTRE. JO0ETSAMII-V R, HiE) DA
=)
7.3 BRI B ORIE, REE D S O EERK O KRR
RICEDERET S &,

8. EEREANIER

8.1 THEEREN D S bNBE I ENDHHD T, ERIRICHTHERE
BEE2TH%5E, BEORREEZ +AICBRT LT &, [9.1.2,
11.1.1 ]

8.2 QTHEE. DEH (Torsades de pointesz&ir) 7% 5
PhBZENHZHDT, REIOHGHI K OB ESHIZEHRIC
DEXBEROBHRERE (W) TL XTI TAL, AL
VULE) BTV, DB UCTEMRELZMIET 22 &,
[11.1.3 2]

8.3 AAIBERIKICHIz>TIE. HEHP»LOTLT 7V VIRAD
HEZERL. VL7 7)Y EHHT2EAIE. ooy
CUBBEERC MO Y ART A FOEEHEP T R EEEI
BEI5Z L, [10.2 2]

8.4 AHDOHEICHE L TIE. 7 LILF -, EYRBIEHFICOV
THoaaf@Zeit> Lo

9. HENHRZHTI REICHT IR
9.1 B - BIEEEDH D 2E
9.1.1 D7V — LRPEEA (X UEYBHIEDELEEDH

EE
HPOLEEEZ AL B REBBRISZEITH
TNDH 5,

9.1.2 BEELREREKE (MIFRUERSE) DH3EE
EHEONBERESFKIBL., BNGERZLZESBEZ
NHH5, [8.1. 11.1.1 B
9.1.3 {hE120kgEBR HEH
FAORGHIE, HEEOHEDHEL EEEL =Y
VY IT A EREOREBEEEICEET 52 L,
[16.6.1 ZH8]
9.2 BHhEEERE
9.2.1 B (eGFR<20mL/min/1.73m?) DEMAEEDS
£2E
FAORGHIE, HEEOHEOHEL EEEL =Y
VY YT e EREOREREEICHET S &, KA
DRBRIAZIIEOBENAEDH 5. [16.6.2 ]
9.4 &IBREZHB I 5H
PERATRE 7 A ISR LTI, AR SR O 5K T —E
BRI LEY) 2T 2175 KO RET 52 &, [9.5 2]

9.5 447
PR SURIEIR LT L A IR O b 5 A0 IC 13 IR DA
BAfEREE LE S S HIF S h 2 BEIOAEETH L.
Ty MIBWT., HREBEZEE (AUC) LHEEEOBREBEET.



sk

kg

oiEEE. HERBORD . EFERET. BFEEIED S
hizo V9 F T, HKERER (AUC) % kN2 BERT,
IR D HEHIK OhR R OB A FR0 5 h iz, [9.4 ZHH]

9.6 &3l

R LOFREROBAREOR R 2ZE L. BAOMKS
RiGHEEHHT L&, Ty FTHITHANOBITHIHRE S

NnNTni,
9.7 INR

NREZRRE L7z ENERREBIEER L Tz,

10. 18E{EA

ARYaFV— IEFEICUDP-Z V70 ) YL hS VAT 25—
¥ (UGT) 1A4%fHLTR#SNh. P-EEH (P-gp) OEHE
THb, £7ow CYP3A4%Z B IHET 5. BE TIEP-gpZHE

I HEREEN D B, [16.4. 16.7.1 ZHR]
*x10.1 HAZER HALBZWLWI L)

A E

BEARIEIR - BT

WP - fElRE T

INVNITY I VEAE
g -®|BARKHT A
VoAV TueLy
YFEY Y (ZVUT
3 VEESE)
YeRpI)Lay v
XFILITINITRX MY
> (NLF M)
I)LITRABMY ¥
[2.1 2]

ZAhEEGIEET
ITEZINFDH S,

SUNREFT (Y

ARNR)
7 MILNA Y F
(Ve bh=N)

[2.1. 16.7.2 ]

AL AT B R & 5] &
EIITBENN DB,

EEIF (A—5 v

QTER. DEHEM

BREY NIER S )
OFREEEE] (X1

7) (Torsades de
¥V (WiEE¥ =|pointesz &) HD
o) DI 52 0 EE 2 El
[2.1 28] fERZ5I &R T H
TNDH 5,

RANTIT7A [BREEFBEERBEOR
Ri3EEHoBE) v R ERESE LB %
AV it G INDAIY sk SN

RYaFV =L Off
FIZ&D. CYP3A4
PHEHESN, Zh5
D FEF o> 1) 5 v BE
BEATZEFHS
N5,

COMAIZETS
L. R EBIHHH
THEAEIT. EEE
DOFREOAE. £Mm
HBEOHEBE R TY
77 7 FrpliEh
B EFICHES BIE
M (RES RS
FERELSEZSYY
VIR ERED
REEZEHEICBET
5T &,

TV AE)

[2.1 8]

ZRLFH YN (RIZELVFH Y FNOE

VY LT A& LJ{EHRs¢

[2.1 2] HBENDNDH 5,

VoY RUEBIE NS 0OEFOER A IF Y —LOB

(v —%) RHEBIEALIBENAHICED., CYP3A4

Juarrtyr (a|hdbb, MNHESN, 2h b

Ft) DOEFHF O I chEE A

[2.1 ZH&] LRI B ETFHISH
5o

10.2 AR (HAITFETD &)

HeH2 FEARAER - fBEHE | WF - BRRERT
V77 TF WELOESRENEY 77 7F VOHH
[16.7.2 28] 2 EEsHEZICED . NS aF

&, V77 TF U= LDOTIT TV

AMTTHEL. RYa
F ) — )L I i
EFERT 5. K5
aFYV - LHEE &
% H5UGTIA4KR T/
XIFP-gplcxtd sy
T7TFDOFHENE
HAryEs5LTnwsn
B D 5,

KH a3+ — Lot
FIZ&D. CYP3A4
MEESN. V77
T F DI
WLEAT S,

HHILE BERAEIR - HEE AL | BF - BRET
TJxz= bV HWELOBEREPE 7= 1 VOHH
[16.7.2 2] Mtz EE2sBAZICED . RY aF

fpE, 7Jz=bA
COMAIETS
L. R EBITHH
THEEI. BEEE
OREOHE L ER
B EZFY U IT
i EBREDIRER
HEICBRT S &,

J=LDITIVT T
ZAMTLE L. RY O
F =L D M5
ENPEKRT 5, RNY
aFYV - HEE &
7 AUGTIA4K D/
XIiEP-gplcxtd %
Tz YDFHE
fERAEE LTV
AR D B,

CryhriLhuA R

RUE RS A
Crr)AF
EYT5AF %

MIEEE. BERE,
KEMHE= 22—
F—. WARFLE
VAR E IR R
MEHEA LT ZA%HD
HELBIER%Z5
BBITBENDPD S,
vyhariLhuaA R
SPUEME A OB
E#ZFFTWwWsrEE
3. thoREFA %=
HFRTEZVWES
B, Ryarvy—
LegEtT7 Y —ILE
TEEA O O F % ik
B E,

RANITTR [H
HXZERME OB
U U XEARIIE ()
Y VISEREY VSR
EL) OMRERS
. 2B
|

BRI 2B A, X
F NI AREE
THEEBIZ, BE
DIREZEEICBE
L. RARMTFTR
B U7 B R R
RICHZITERET 2
Z&,

RAYyaFv—-ILopt
Hickb., CYP3A4
MHEHESR, N5
O FRH| o I 5 s E
WERITZEFHS
ns.

G NI A
YIUARY v
Yy rua) LA
P2 DFNS

[16.7.2 2R]

HHEIT 2EEE.
nNoOER %2 FHET
HIEEEEBTAHE
EBHi, BEORRE
ZHEBICBHEL. H
PERZFEBIC D IcE
BYaHZ L, AT
FOHRIERICIE,. 2
N o QR O I jE
i ) I DN
IhesnFEFOHE
ERHRMT A&,

RYyaFv—-ILoft
HickD. CYP3A4
FHEHESHh, Ihb5
O FEHF| o I o EE A
EHT %,

CYP3A4lc &> TR
WShaRYYYT
Rl ¥ 3]
NE AN
AV FN
TNT 5T L%
[16.7.2 2]

FE R O TE R P MR IR
HoBENYH BT
®., CYP3A4ic& -
TREEhERYY
TV R EHA
(I¥VFL, FUT
VS, TILVTSY
TLE) LRy aF
V=L EDHERIIE.
BREOERMEDE
Btk % B0 5 5E
BB &, B
M3 55101, 2
nNooEFOHE%
FHITH &,

CYP3A4ic&k» TR
E IR IS B A AT N
FEbLAl
N7V )b
IIVFTEL
ety SR <2

FHT 251X 2
noOFEFNICHEEL
T-RMERFBIC 57
BT L E, F
2. BREIZIHELTZ
nooEFOHE%
T B &,

CYP3A4Ic &> TR

#HENBHHIVA
7YY FENE

[16.7.2 ZR]

PEHT 2581 2
NoOFEHICHEL
7 BIERFER I+ 5
ICERTAHI L,

RYyaFvy—ILopt
Hizk . CYP3A4
MHESI, N5
D FRH| o I 4 i
WERTHETFHS
N5,




A E

B ARIEIR - BT

HFF - fERRE T

HLHIVA|
I77EL VY
RAFT T LFE
Y

[16.7.2 28]

W EOBHREDE
Btk = Ll 554
rE. 2ho oA
COMAIZETS
L. R EBIHHH
THEA. EEE
OREOAELER
T EZF YV ITT
i EBREDREE
HEICBRET L L,

e OEAFOHH
W&, Ry a3+
J=LDITI)T T
AWTTHEL. RYa
F ) — L O M i
EFERT 5. K5
aFYV - EE E
7 AUGTIA4K D/
XIEP-gplcxtd 5 Z
n o OEHR O FHEE
HrBE5LTnwsna
HEMEY»DH 5,

vaxvy

PRI 5EEE. BH
FH B R B R O Lk B
CYITF T ol
FEErE=SY Y
TEHT &,

Ay arvy—Lofht
Hickn, yaxv
Y OIMBERIRED b
RIBBENDDH 5B,
RYaF Y-tk
%P-gpDIHEIEH D
BiS L T\ 5 A RE]
WH5o

TNT 7)Y
[8.3 2]

TILT 7V YOER
HHEBRL, FEL WL
INREED»HSDNI
BTEDD B,

7V =V RFLEREA
TINREF P #ES
ntwns,

11. BIfEA

WROBWERBH 5bNBENHBHDT, BELZTDITITWV.
BEDIRD 5NIIGEIEEES 2 IET 5 7% S 2 0B E1T

ST &,
11.1 EXENER
*11.1.1 FH&RerES

HEOMHERRT (0.6%). HitS oM (0.4%). &M
(0.2%). #H (0.1%). HitS > Wk FE. A2, iF
K (WITHBHERH) PHo5bhbENH 5. [8.1.

9.1.2 ]

11.1.2 BMEFREBAEAEIREE (HUS) . MR I/IVREIAMEEEDER
(TTP) (W N BEEARH)
*11.1.3 QTR (1.4%). DZE5EE (Torsades de pointesz=
O) (BFEEAH)

(8.2 ]

*11.1.4 BIBH#EETE (0.1%)

*11.1.5 AV D LM (4.7%)
11.1.6 EEHEIRAEIREE (Stevens-JohnsonfiEl=EE) (BEEAHE)
11.1.7 BNIMERIE BHERH)

%11.1.8 2EBEBEE (0.4%). BRZL (0.2%)

*11.1.9 LIMERRIAME (0.1%). BMEREAME (BEEAH)

*11.2 ZOMDEIER

5%L1_E 5% SEEANEA
*| M e OV B F BV A BRI | T B8 BRI DDE
VINRREE fE IFFRERIBADAE. RRBEAE| U > SEEE.
£, M/MRBAE. Bff mER. Hin
REAZE
DR DEME . RIR. FAEERDOENERE. &
MRy _EEEPEASGE. SR |12
B % UK iFya)l =
5
P b E mre ~HEESE
b il N N w B
B B7 LR
AT 9 VHE
* | ARFEE B, EH. BH. SE RS
N RS LAE . JEPURE
* BEEE  BO. TERARR. EIERm. B R, OBF
¥ . ILFIEBR AR, FE. §EHIm.
. ONEZE, HIEAR ALY R

NGBS IDEEARER, B
U, BRME, BB, %,
BRESHEER, O
M. CIEERR. CIREPE S
TRk, DRERE. DS
e, LyF o7, OW
2%, EH., EERERE. B
K. BiBREE

5% _E 5% i FEAH
—i% - 25 WIRE BOEBAPLRE . MoRRE. HiFME.
P E &% O . B EY. O UK \HEEEE
IR DR B BRI, KO RIE.
i3 TEHE. REMEFE. RAEE
BE. FEEL 138, BTRRE
YEPEEN FFHsRER T, B YLy |FER. EEg
E IME. FEAR S ORFE IR
R REE TR0 E 3R WBBRE
RRYLE I O 7 A F ) ARG, HE
4 HE BRYL, BER, BERK. B
PIRE . MEEEZE. NEBE 2.
ffige. MEBERE. IV 3N
T LS, BNy
R
BE,. bE FZ g1 5
KRUOMES
PFEE
EERARRE (AL T B|ASTHEIN. M Al-PHEAN.
i MMy Le w8, md
L7 F =M, I
LDH#EM, Mo~ 27 %>
N 2N 1RV IV N
MY 7 LA, CRPHE
. BEXAERE. ODEBR
QTHREER. DBXSTER
S LEFE. DEREETH.
DBXTHYE, v-GTP
W, AFBER LA, FFREE
WERY. FHEEMmEEL
F IM/MREGERA . QRS
BE, bSoAT7IF—F
EF. FEBD. BIERE
A MEER. NEF 0
v VA, %R RO
B I MREGE DD
R RO BAGEGE. Kl aaR. K|BHERH. &
=EE FIV T LRE. RIS | BARIR. & b
&~ 737 LMEE. KF
NU Y AMEE, 1KY > ERIN
E. YR VTALREZ, B
719 LIGE. BARTTE
i B AER % BH A . BHETZ. PURLIE
O A A . e, HEbE.
5 . HEE
B, =i B i R BORE (R
K ORI
HOHAEY
(BERKET
RY—T%
&)
1 R BZENE . REIEO F ., BREERE., 1 —
A, R, NEE., RBaNF—, BHE
HEE, Bl NLoK M. B, K
N, BRE. BEREE, EHHEE=2—anx
AR, BREREE F—. K
TR BE LS, SEELIRE, TR BHREREE.
E. BREE, JE. 450K
., EEE
B O R YRR, BEEEN. BERAEET >
e EikREpEE rF— 2, &
[
TR K BT AiERE, 1LE
FLERE i
RS = 1] H, BHf. L o < |iELEE
R R OHE Fa 0. B, DFEWER. M
(e K HOREsE. TRIEBE. I

WG, SAREIR. BORGRERR
==




5% E 5% SREEANH
*| B2 Ty O BL B 7. STERREOE S, & |REBRE. IVKE
TER R E SRR R G 98, BE R (TS
JRRLBE. RURHMm, 25
FEIE. 2. REE.
KEZBIREE . HRIEHK3E
B OIS, BER
. HEERE. UARK
7. BT
ME RS L, ARIME, SR
IME., &%
13. BEKRS
Y2V = VIRIMEGENT THRE S . [16.6.2 ZH]
14. BRALDER

14.1 BERIZMEFOER
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16.1.1 BOBRSHBOEMEE/INS X—9
BEBRAICBVWT, RY3F Y = LEED Tmax (FHRFE) 34~5BHTH D .
200~600mg® FE#IF THERS L7z, K9 37— )L BRI L
THRLAIEER L.
BRI A Y 35V —)LEE20013400mg # 10 H S R ERE %S (WHIEL
H2[E, 2HEMBEIZIELERS) LaBoRY 35 — Lo kb s
NIRA=FRIRIDEBYTHo7,

15.2.2

£1 EFERAICIE20013400mg Tl1OHBKERO#KS (WHIE1H2E., 2HEMRE
E1H1E%S) LzBoERREBICBT 589 35V — Lo mEREmag <5
RA—%
Jizh==s B AUCo-24hr Cmax Tmaxa t1/2 CL/F
(mg) (ng - hr/mL) | (ng/mL) (hr) (hr) (L/hr)
200 6 31700 1840 4.50 24.5 6.54
(22) (30) (3.00-6.00) (23) (19)
400 5 52600 2820 4.00 25.0 7.84
(20) (20) (4.00-6.00) (30) (19)
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AY 35V =V OBEFAFENEEE T IVCED SHE S - BRAGEEER
FETRFEE IC1E300mg CHIHIZ1H2ME, 2HEUBEE1IHLE TR a5 —
IVEEE RIS L7 R OERREICB T 584 35V — Lo Mtk gie <
FTA=FRR20EBVTH -7,

£2 BEMAEYHBET VICEDESHESN - HRANFEREREREERSZ IC1H
300mg (MHEF1H2ME, 2HEMUEEIHLE) TRYaFY - L3EeRO#s5 L
BOEFRIBICB T 589 2+ Y — Lo MEhEyEE S5 X —%

ST AUClast Cmax Cavg Cmin
Ak e (ng - hr/mL) | (ng/mL) (ng/mL) (ng/mL)

74137 4197 3608 3067

I 6 (40) (38) (40) (44)

4 67418 3949 3336 2666

e 4 (98) (76) (87) (110)
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16.2 TRIX
16.21 NAFAT7RASEUF 1
BERAICBWT, KY 5V —LEOMHE TS TOMMERONA £ 7
4 FEY T4 I3HO0%TH 720
16.2.2 BORWNICK T 2RBEOFE
TR AR Y 3V —L8E300mg % B 5 U 72 B EAR I BB EUE
B 5 TIFZERER 51T, AUCIEL.514%. Cmaxid 116651238 L7z AH]
E BRHEGEGEBEETHDS GHEAT—5).
16.3 9
TR AR 39 —LEE300mg % #E L% 5 U7 B0 B 1T O i AR 1
339LTH D MENNOFHIRS NI,
AYTFJ—idk MEEA EOR/EENIEL (>98%). K#FTETLT IV
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16.4 X3
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Bfa&AT, F F 27 0LP450 (CYP) Ik DERSWABICRBMIZ. DB LY
RooNLDP>7z BHEAT—%), [10. ]
ettt
RIS [14C] Y a5V — L2 ROMEBRE & LTS LB, EthE
FELUTEPICH S (BERHEDTTI%) . TOERDFIIREMETH > 72
(G HHHED66%) . THRICBIT 2 EHMDOZFGII/NE < BEHHEED 14%H°
RECHRE S e CREILEIZEGRSTRED0.2%A ) o FREZ USRI Bl S
HREWIL. BEREEDORIT%TH 72 BHEATFT—%).
16.6 REDERZHIDEE
16.6.1 48
AY 35V = VOREMEIBREMITICE VT, FREEIRYIFY—LDrY
TIVACHEELTEY, BEREOBRETIRYIFY—LOBBRRIIML T
WY 5 enmBEn (HRARUHEAT—4), (AEA120kg% B2
HEETEIRTIF V- LVOBERPEL L 2BZNNH 5. [9.1.3 2]
BikeeEE
AY 25V - VROBERE OXROREE, BEROHEEOERERSE
(1261, 7V 7F=>279 75> A220mL/min/1.73m2) ARY 35V =)L
OHEMENRICRITTHERIAONE P> 72720, ARAHOLE XLV, HE
BHEEREE (6ffl. 7L 7F=>27 7T A<20mL/min/1.73m2) 2#F7
HHEHETIE, RYIFYV—LDAUCHIESEDE (BRI : 96%) HED
D B RERERERE (BBYIREL : <32%) LHBILTREDP o7 (K3). A¥ 2
FV = VEMEBEN ChE sz GHEAT—%). [9.2.1, 13. B8]

3 AU IFV - LROBERI0mgE) 2 BEREERHRE NI BRERELET 2
BRI R BERE O G U B MEEH S EE 7 X — %

16.5

16.6.2

AUClast Crmax Tmaxa t1/2

B i (ng - hr/mL) | (ng/mL) (hr) (hr)
e 17554 555 5.50 24.1
AR b (40) (40) (5.00-8.00) (22)
(34 6 15425 631 5.00 28.1

B RER (28) (47) (5.00-6.00) (22)
R 6 17316 486 8.00 29.6
B RERTE (32) (37) (5.00-12.00) (17)
HE 6 20826 809 5.00 23.4b

B RERE (96) (93) (5.00-7.00) (23)
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arhRfE (HEF) . bafl
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400mgit) % BERE LB O MEREY#EIIT A -5 3RIOEBD T
Hole BHEANT—%).

4 FY a5V - UROEERA00mgE) 2 HFEEER RS L FREREL2HET 2
WERE IS RBRBEREORS U BoEhE)#E o 21—

AUCO0-e Cmax Tmaxa t12

skl s (ng - hr/mL) | (ng/mL) (hr) (hr)
B P 31700¢ 694 6.50 38.5¢
fig Taces (39) (41) (5.00-12.00) (28)
" 23400¢ 689 5.00 26.9¢
FRRREIERD 6 (20) (30) (5.00-6.00) (19)
R 6 25700¢ 724 5.00 27.3¢
FFRREREE (24) (15) (4.00-6.00) (24)
. 22300¢ 517 5.50 26.5¢
i (59) (80) (4.00-8.00) (22)
wE . 24400 403 9.00 43.1
PR hERE 37) (31) (6.00-24.00) (43)
— 18700¢ 608 5.00 27.6¢
i (40) (35) (5.00-6.00) (20)

FAfE (ZBERE%)
affiRfE (#EHE) . bIFREERE 269 2 H8E E A, Filr. SR, KEROEH Ty
F 2SI AEEIERBERE . 5

16.6.4 S
AY 35V = VOREMBEIBREMITICE VT, MiERYIFry—rory
TIVAEELTBY ., BEROBETEIRYIF Y —LOBBERIIHL T
W 52 Lammani: (HRARUABEAT—%).

16.7 EYIEEIER

16.7.1 In vitro&
RY 35V =L OEEZREEKIIUGTIA4Z N L-UDPY )Ly O v ias
THb, £l RYIF V= LRP-gpOBEETHH. KHaFV—LI&
CYP3A40@ N HMERTH S0, KFAF V= LEDHAICED
CYP3A4TRB SN HEY O MABE NS 2T6EENSH S, o, KY
25V VIRBE TP-gpEHET S EEEN H S, [10. BH]

16.7.2 BRAREYAEEIERARER
HSIEEMGEOH 5 HAFEICE LT BREMEEERRBTRD s N
MBEANOKEEE LD GHEAT—%), [10.1, 10.2 ZH#]



£5 PHAIC X2 EMBBADE

2 BHEANELREHE T 5 FEMEENSRHRBEEE BT 2 BIEREITT » oGS
BE5112H% E TCOMEORBUEEEEDRER (%) (C/198-316iA8. REMES
LB

RBETERE (DB
TN T . % .
E:Vu/ﬂfﬁf?ﬂ) DFFEEN/N (%) Fo 2 Pl ZS.O]% Bokft
RITF TN (IR
EOE R

0.2959-
16/301 (5) 27/299 (9) 0.5614 0.0740 1.0651 1.1625

THMBOHIEZ B &FHIlE AR N CHE L7z.

FEEREIG T 2 5 RBRER S 2HE S COMBICH T 2 BBREERE (FBEZH
RS ORRERICES EHINT 2T, 73+ Y — VB ORBIEEEEDRE
REDISHDZEICHET 2. 95.01%FEHXHO LR Z ORAE & D Rl - 7256,
AL HE L7,

Figt (90%EHEX )
iditE T2 LG JE AR ]
A FI—AOEE BERZEA D
V77 TFY g/12 |[AUC: 051 (0.37,0.71) _
300mg QD Cmax : 0.57 (0.43, 0.75)
PEEAS Y 12/12|AUC : 050 (0.36,0.71) _
200mg QD Cmax : 0.59 (0.44, 0.79)
IT77ELYY 11/13|AUC £ 0.50 (0.43, 0.60) _
400mg QD Cmax : 0.55 (0.47, 0.66)
FATYTLFEN |, 0 [AUC: 077 (0.68, 0.87) _
700mg BID Cmax : 0.79 (0.71, 0.89)
VI 7 TFY 8/8 _ AUC: 1.72 (1.51, 1.95)
300mg QD Cmax : 1.31 (1.10, 1.57)
i b5 7 e R

TIUARY v 4/4 - (Y7 u AR Y ORRIIRA

T29%HENIVETH > 70)
yray LR 34/34 B AUC : 4.58 (4.03, 5.19)
0.05mg/kg HEHS Cmax : 2.21 (2.01, 2.42)
=D 212 B AUC : 8.88 (7.26, 10.9)
2mg H[EHS Cmax : 6.72 (5.62, 8.03)
IYVT L (HE) 1212 _ AUC : 6.24 (5.43,7.16)
0.4mg HEHS Cmax : 1.62 (1.41, 1.86)
SFYIL @H) |, _ AUC : 4.97 (4.46, 5.54)
2mg HEHS Cmax : 2.38 (2.13, 2.66)
SUNRFF 12/12 B AUC : 10.60 (8.63,13.02)
40mg H[EHS Cmax : 11.41 (7.99, 16.29)
TEYFEN 12/12 B AUC : 3.68 (2.89, 4.70)
300mg QD Cmax : 2.55 (1.89, 3.45)

(THHFFEN)
FEFEFELSY b AUC:246 (1.93,3.13)
Jen 12/12 B Cmax : 1.53 (1.13, 2.07)
300mg/100mg QD (U FFeL)

AUC : 1.80 (1.39, 2.31)

Cmax : 1.49 (1.04, 2.15)

QD : 1H1E#%. BID : 1H2[E#%5
afil (BEFK:/FEOFFIRE)

) AR EAEA RS B AAOREROCHRIR, B, RACEAYIFY—LeLT
MHIZ1E300mg# 1 H2ME, 2HHMREIZ300mg# 1 H1EREORSES TH %,

17. ERPRRAE
17.1 BERURSIEICHT B3R
CEMBBIEERER FFPHAL P FASN 2 MABEEEEE B0 DRI
MEEEOT)

17.1.1

B EMAEAER (PO18995ER)

RO FIE ) R 7 DR EE 2/ RISRY T35 — L 028 EEE
DFPRRAETM ST 5720, HIHE, WlEmb, EFGRRHBREEH L. F
FAMEIHMEEE . SHEORERB RIS A ER T CHE U 7o (2
SE (HEEZWIHI UL RZIE) OFELTH > 720

PO1899FKER L, S BEME A U7 S B B T BORE IR BRI %t 3 2 BEAER AL
HRIEIC X D RO RREAEE BT 5 NE RIS h s BEEZHRIC, K
a5V UREORERE (1E200mgl H3E, AFE & bITHRS) B &xf
M@ (7035 Y —)u1E400mgl H1EXE A b5 29V —)L1[E200mgl H
2[]) %3/ L7 Sl SRR T dh - 72 HEHBohRIEX. Wik5HT
FEHLTW (RYyaFV—VEE: 2508, 7Lvary—L /A4 535
V—)UEE D 21HM) . EEAEIMN T2 SRBREORKIRSTHRE TOMMO
R EEEE (FEE MBI SOSBRRZIG]) ORERICBNT, 7L3aFy—
/AR aAFY =BT 2R a5V - UROBE R OEBRESR S
nizb,

K1 FHEREAEEZE T 5 X THIS NS BEICB T 5 BIEREITT 2 516BEE O &%
BETH®RE COMBORBEEEEDOFIER (%) (PO1899%:EA, 2E/ERLH])

BBYEEEE (RESIBUIERZIRR) TORIEE/N (%) P
I TV UROBERE |73 F VA A b5aFT— LB
7/304 (2) \ 25/298 (8) 0.0009

THMBOHIEZ B &FHIE AR N CHE L7z,

17.1.2

BIMEFRRBE & &, K3 — LD BEREET34% (102/30441) <
Hotze ERBIERAIEZ. BD7% (22/30461). THI7% (20/30441) . NEH:
5% (14/30461). QT/QTciERE4% (12/304%41). &A1Y 7 L MAE3%
(9/304%1) . 3£953% (9/30441). E#E3% (9/30461). HilERKNOS2%
(7/30441). €V E VIE2% (7/30461). FFEEHE EA2% (7/30441).
ALTHM2% (7/30461). ASTH#E/12% (6/3044]) . THILARR2% (5/30441).
v-GTP#EM2% (5/304%1). B#E2% (5/304%1) TH -7z,

BN MAERER (C/198-31658)

REMEREEORIE) 27 HPRVEEZDRICRY 37V =L OF B EEE
OFPRIRETHET 5720, HIH, BiERL, EINRRBEEE L2, £
FAEMEIHMEEE . SHEORERB RIS A ER T CHE U 7o 2R E
SE (HEEZWHI UL RZIG) OFELTH -7z,

C/198-316: B/ 13 FAEAN1E IR = A 9 5 FfEG el fats 8 2 R,
Ry oV —)UREDEERE (1E200mgl H3[E, BHEEHICRE) B &
KEERE (7039 Y —)L1EI400mgl H1E) %5l L7z —HEMRE TH >
Too BEMRMOHRRIEL, WHSHTHEMUL TV (RYyary—ui: 111
HiE, 7Ly —u# 108 HM) . BRI 5 REERE 1120 E
TOWMOBRBIEREEE (MEZKBH X ISEEZEH) OFERICBLT, 7
VA F V=BT B AR a7V = UROEEREEOIEL AR SN2,

RIERFRE G, RY a3+ - VROMEBEET36% (107/30141) T
Hole. EREWERIE. BDO7% (22/30141). MEH4% (13/3014). ALT
#N3% (9/30161). v-GTP#hN3% (9/301%1). ASTH#IAN3% (8/301%1).
THI3% (8/30161). €V ILE »IMiE3% (8/30141). AFEE#H EF3%
(8/3014) 12 L7 F = #012% (6/30141). Al-PH#EHI2% (5/30141).
SEMEEZE(L2% (5/30161) THh o7z,

17.1.3 /B9MEHASE [ 48 % M4BHER (PO56155K58)

& M ERAR IR D FEHE S 98 O T B SIS TA R I 0N BB IS
WY BLFRREIHES IR ERIRAEZ BT A2 NI FHE N2 BEICH LT, B
BBREOTHEE UTRY 3V — LOFERI 2 #5 LI BOSM KR 0L 42
& B9 B 6155 [ HE /S IAE. JExt atBaz i L 7z.

P05615#5&Tld. 2106 A4 2 — LEEAI &2 H HI 1[E1300mg % 1 H 2[E]
2HEDI#Z300mg % 1 H 1 EEO#S L (BEHEOPRE28HE) 3.

BIfEFIFEREI G, 40% (84/21061) TH -7z, FEBENERIZ. BD11%
(23721081) F#18% (16/210f). BEHE4% (9/21061). Matt4% (9/210
Bl). ALTHN4% (9/210%1). ASTH#IN4% (8/210f). &Y 7 AlfE3%
(6/21061) . EREERE2% (5/21001) HILARE2% (5/21061). FFHReRE
FHE2% (5/21061) &V »ERIMAE2% (5/21061). $£2% (5/21001). %
B32% (4/21061) TdH-7zo

17.1.4 iB5V&HA%E 118 /S MABEER (POS52055R)

JE MERA IR B D FSHE R OE IR O T B ISR R U O MBI IS5
WY BALEERICHES FHERIRAEEZ BT 2 N PR ESh 2 BEICH LT, B
ERROTHEE LTRY IF Y — VOBERE RS LIBROEMB R OR
Lk FHI Y 2 %5 T SBIAE. I iEaEs 2 i L 7z,
PO5520f8& T lx. 237 ARY 25 — )LEmER Z# HIC 1[E300mg % 1H2
[, 2HHBBEE300mg 2 | H 1EHUDEIR T 1 > 5 5 siigiiiE Lis (S8R
OHRIEIH]) 4,

BIEFASBIEI &1, BHEIR S T30% (72/237H1) Tdh -7 ExEIEH
& THI8% (19/23761). Bix5% (12/23761). F&355% (11/23761). &
4% (9/23761)« &Y 7 LMf5iE4% (9/23761) F8KRE3% (7/23761). ME
3% (6/23761) . ALTHM2% (5/237F1). M) ILE > #h2%
(5/23761) HREREHE2% (5/23761). RAHEE2% (4/23761). BEvT %>
Y LIAE2% (4/23761) . Z D EERE2% (4/237H1) THo7ze

* (EEE (BEEZIRIVFIVRE. JYUILE. L—JJVE. ATIYIFAF
ZfE. JOETSARIO-VR, HiE) DBEE
17.1.5 ERSENHERE (P101:E)

FENEEERE ZNRICET -V - VOENER L2 ZFHET 5720,
I, MR, JEE, EHNHEREE 2 EME L. BT 2 OLFIL 2
SE TR T 2L F )L ARE L IREIE Y EATIC K DK S h - BEE2 1
OHTHRYIF V= VEEXEAY 35V = VBHICEERICH DT o N, &
fov b= T)VIE STRBESERIC X D BB S N33, $ARTRYy Y —
LERE Ulz. BGHEROMA ROFSIIESHD) &, BEORBIIEL
TEIRL, Y37V =) LEHCO LTI HICIEZ00mg 2 1 H2ME. 2HBELL
[£13300mg# 1 H1E, $EHCIEO#RSE ., $ERTIEFOEIRS 1 > 256 K
TEE L. RV 3F Y —LBHI O LTI ESHITIRWH IC 1 [E6emg/kgz 1 H
20, 2HE 1 E4mg/kg# 1 H20 SR, BOF @ Ic1mE
300mg# 1 H2[E. 2HHREX1E200mgz 1 H2EE S Liz. A=)
SEREANORY I F YV =)L $EAIIEHER) O SHEIE36] & H84HBT
Holze

* (1) BT ARIVFIVRE

RIYET 2RV F )L ZIEICD W T OINEOHIER B RFHlE 224 7E U 71653
#5755 42 EOBAMETIZ. B aF V- LEOSHO S 526 T. K
Y aFV = VEOGIEFITHENTH > .

(2) L—2JVfE

L= VIR D W T OIMBOHIE R B &l & AV HE UGBl i 57 5
B4R DRATIRTIE, Ry I3 FV—La2gEShi3fleflchaEMTHd 725,

TERRAERAD SR EHRZHTAR N BRI RICE D SR AR E TRENY.
—HRRR). AL BE, HEAEOSERETIHEI L. 2055, RRBEWK
U—bE e fRh & Lizo

BIERRBEI & A9 aF Y —)b GEAUEEER) BET73% (56/7761)
Thol: FESHMOTRE7SHE) . E2BEIERIE. FE22% (17/7761).
EIMEL14% (11/776) . FFHEERT13% (10/776). EH Y 7 AIME]13%
(10/77f) . BEKIB12% (9/77f1). ALTHEN9% (7/77f1). ASTHEH9%
(7/7761). DERQTHERS% (6/7761). ED5% (4/77H1). FE5%
(4/77H1) TH o7z,

17.1.6 BANENEHE (PO00415:ER)

HRERFEEIRP N I AW EORBIEHEERE (MELHUIHIRZ
W) 2GRS 3V - VREOEER (800mg/ HESHIL T, RFEL
LoITiE) B OFHERVOREEEZEHET 57:0. HIH, FERHBRE
FEii U7z REBEHEEZN 2 &1 8E OHBHANOBEEE R A5
BOIER B &FHEE A ER N CHE L7z,

FERESE A E VLR ORBRICH T IR TROBEWRICOVTY, S0
HERBETHIE P ER T THE L7200,

(1) FYUDLE

A I35V - UROBEROREORE 2T 275 ) 7 MERELHIOS> 5., 7
BITIHRHE TROBERIAL (2B XIF—EWRY) Th-oT.

(2) L—2JVEE

AY IV - ERER ORI’ E &2 fe A — I VEBELFIOS 5. 66
TR TR ORBEMRDPER) (RRBHWUI—EEL) ThHoTz,



(3) ATV IFAFTRIE

RYIFYV - LROBBROFOREG 2RI 237> VF 4 T AERE 1660
25, 11 THEK TRROBEWRIEL (RLBE—HEL) Th-o7.
JOEI SR I—-YARVEHE

RY I FV - UROARBROKROARE %2227 0E T IR bIT—=Y ARKUHE
EEZELIFOS 5, I THIBRTHRORENEIEY (B2BhE—i%E
%) THotz.

BIERIREBEIG . 42% (140/330f) TH -7z (BSHMOTREI02.5H
). EaBEIERIZ. BED9% (31/3306]). MEH6% (19/330f). 5%
(16/330f1) . BH#S% (15/330%1). TF¥#i3% (11/330f1). ALTHEM3%
(11/330%1). AST#/N3% (9/330f1). FE3% (9/330f]) TH -7z,

BSEMAEHER (PO69FER)

BERET AOLF )L AFERE 2R RICRY I F T —LO—RIGBICBIT 26%
WROLEEL2FET 2720, SIH, BIERL, —EHER, EFRNERHRE
FEfiL7z. BEE. HERPTFHEARDOY A (WY A7, KU A7) K&V
ERlsn, 1 1ORTRY I FY = VBEXIEARY) 35 — VB MIERICE]
DFT STz, BEHBIEOBA ROFSUEHHD) 3. BEORBIIEL
TERL, RYTF Y= LB OV TIIHHICLE300mg# 1 H2E, 2HBELL
f#13300mg & L H1E, $EHICIREORE, #HERTIEHOIIRT 1 > 25 M
T#E L. R 3V —UBHI O L TIRIESHI TR H IC 1 Elemg/kgz 1 H
28, 2H BRI E4mg/kg% 1 H2EHDEIR T 1 > 2 6 siii#iE, REOH
TIFHIC1EI300mg% 1 H2[E, 2H LI IX1[E200mg % 1 H2[E#F 5 L
J2o TRTOBZFOEBBIET ZUF I ZEOZM . BIBIET 2 VL F )L G
B OFEC R AT — & 2O EZBRKFME P ER R THE L.
FEAYWFMEEE X, ITTHE (EERbsh, mBEEL 1R ERE S
Te T NTOWEREERR) 1B 2IRBRERE5A2H%E TOLRERTH > .
ITTEFICB T 2RBER S5 HBE TORETRICBNT, KUY IFV—)L
BHIHT 2R a5V — VEOIEEEITRENT),

3 RBERGA2HEBE TORIETR (%) (PO6ORER. ITTHH)

(4)

*17.1.7

SEE BGEA, RAET -5 OFK i3k
r;% n/N (%) (RYyary—LE-R)ary—)LE)
> . o o BERIZED -
L | RYaF VB | RYary— VB miﬁ(%)s%%mﬁzﬁ PfE
L | 44/288 (15.3) | 59/287 (20.6) -5.3 -11.6,1.0 | <0.0001
g |244/288 (84.7) |228/287 (79.4)
TRERVTFEAROY A (B A7, KY A7) &EHKET & LERIMiettinen

and NurmineniEZHWTHH L7z, 95%EERE O ERSESE~—Y > TH B
10%% RE - 7285H. AP T FV —)VBHEAY I3+ — LB L CIEBHEHE L2,
T =% ORBSUSHIENRER, | ) &an iz,

RIfERRBEIEIE, Ry aF Y =)L GEFIIEEER) BT30% (86/288f)
THhol: (EEHEORRE7HRE) . ELEIERIE. ALTHEM8% (22/288
). ASTHINNG6% (18/288fl). 4% (12/288fl). &H1 V) 7 AIMFEA%
(11/288fl). MEH:3% (9/288fl). MLV ILE > HEM3% (8/288%l). I
FAL-PH#EIN2% (7/288%1) . FFHERERE 2% (5/288%l). v-GTP#EM2%
(5/288fl) TH -7z,

) AH AR 5. AAOREROMRE, BR. RACRAET 27— LE LT
HHIE1E300mg# | A2, 2H HEEIE300mg# | H 1 EEOR5T5 5.

18. EpEIE
18.1 {EFAHRF
RHaty—iz, HEMAOMEEZ#ERT 5T T 270 —LOEAREH
FEIHI LI LV REREFAZRT .
18.2 MEEEA
AR 25— VIZROEEICH L Tin vitro CHREREEMAZR L.
Aspergillusi® (A. fumigatus. A. flavus. A. niger. A. terreusi).
Candidal® (C. albicans. C. glabrata. C. parapsilosis. C. tropicalis.
C. krusei. C. lusitaniae. C. guilliermondii. C. dubliniensis%).
Cryptococcus neoformans. Fusarium@. L—23)VH [Mucorg.
Rhizopusi®. Cunninghamellal®. Rhizomucor/&. Lichtheimial®
(Absidial&). Apophysomycesl&. Saksenaeal@. Cokeromycesi&l. 71
ETIAIT-VARVHEEDIFHNERE [Fonsecaeald. Scedosporium/@.
Pseudallescheriald. Exophialald (Wangiellal8). Phialophoralg.
CladosporiumJ@&. Cladophialophoral@&. Alternarial&. Bipolarisi&.
Aspergillus nidulans®%]. —JE¥EHEE (Histoplasmal@. Blastomyces/&.
Coccidioidesl&. Paracoccidioideslg. Penicillium marneffei.
Sporothrixig). FEMAWRE (Trichophyton/&. Microsporum/g%)
RY T FY =D 7V — LRI E R Z M LT 2 R 9 RO BERERE
B R OSRIRE N U CIRIEWRERE AR MUAERL .
+ Candidal@ (R)IFV =), £ T35V —LXETNIF V=LKL
ThittE%R9 C. albicansD 5y #itkx &is)
< 7 F V=K U CEAIM 2R T C. glabratak U'C. krusei
© TLRT YUY UBICN L TERMMEZRYC. lusitaniae
« Aspergilluslg (KU aFV—, £ 535V =)L, 7LAFV—=LXE7
LT ¥ VB U Tt 2 9 73 Bt & & )
< DN YV - VRIIEEET R A RS RV ESh TV A—IVEEDSY
Bk [Mucorl@. Rhizopusi®. Rhizomucorl&. Lichtheimial®
(Absidialg) %]
Y TS = OB I U Cin vitro TRERICIER Lz,
R FY — VISEERREER OSRREIC S 2BRHY (Y7 A, ELEY PR
U8 F) EFIVCHEEERER LY, BNFEEHEEEEHRIC—H L
THBAME LR S h o7z,
SR
C. albicansTIEAY I F YV — )UK Btk L BRI FEE R 22 70 > 72 25,
A. fumigatusTIEARY 3 F YV — VIBEEZ 2R TERKS BRI X 108~
IX 10908 THIE Liz. RY a3+ — IV BEZ M %27RTC. albicanskUA.
SfumigatusOERFHERPS ENICREDOONZ, COXI REBEZEEZRTENE
BlCid, RS2 EHRTOEMEICHS » 2 HEBEEERD ShTuikn, o
7V VR EERICHEOBEIC L 3 BIVERE THIUSRD SN TEY .
ZDZERMOT YV —VRREBEEIET Lk T ) ¥ YBICHEDSFHES N
Candidal@ K% U'AspergillusIDHRICH L Tin vitroCREBEAZRT & &
—HLTw5. KFIFV—LDOT LA IRAL Y MELThOBEBICH L THIR
ESINTHZR,

18.3

19. BWED (CET 2IEEZHFR

2

22.

—REB9LH © RY a5V —)L (Posaconazole)

i S :PSCZ

%4 © 4-(4-{4-[4-({(3R,5R)-5-(2,4-Difluorophenyl)-5-[(1 H-1,2,4-triazol-1-yl)
methyl]tetrahydrofuran-3-yljmethoxy)phenyl]piperazin-1-yl}phenyl)-
2-[(2S,3S)-2-hydroxypentan-3-yl]-2,4-dihydro-3H-1,2,4-triazol-3-one

DFR : C37H42F2Ns804
SFE :700.79
% R ABOHRT, ¥ —VIIRREFIIL, T8 =)L (99.5) ITHEITIC
<L KITIFEEAEB T WV,
ﬂfﬂ—*%z_x
‘\CH3

1. AGBRM
B ) A2 EEAEEAED L BT 5 L.
(25

488 [128E (PTP) x4]

23. FEXRR

1) B S E IHARER (PO1899ikER) (20204E1H23H &R, CTD2.7.6.3)

2) HNER : AVEIARRER (C/198-3163%8k) (20204E1 H23H %, CTD2.7.6.3)

3) tENERL : SRS [ M S IIAHRER (POS61535%) (202041 H23H &R,
CTD2.7.6.2)

4) BRI T SR (POS520:6)
CTD2.7.6.2)

5) PR ENHIERE (P1O1:ER) (202041 H23H %R, CTD2.7.6.3)

6) *ENEEL WSS ITHAER (POO0413tER) (20204E1 A23H &R, CTD2.7.6.4)

(202041 H23H &R,

% 7) Maertens JA, et al. Lancet. 2021 ; 397 : 499-509.

24, XEEERERUENEHESE

26. &h&

MSD# &t MSDARY v —H K-ty —
BREERTARERXBARL-13-12
ERBARE DS 7 =51 )L 0120-024-961

ETbRE SR

26.1 BHEMRFETT

MS DA

RRBFAHRAKI1-13-12

7006584707



