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AN AR 145 1,314451
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L AEVERRAT R SAE IS 1,306
A NVERRAT R SAE G S 1,279

O=ERAHRTIKR
KA DRIWE A FE B ENA1325.7% (335/1,30661) THY, E/REIERIL. m7 077 MmiE5.6% (73/1,306
1) . AREHIINS.6% (47/1,306451) . 7H1371.9% (25/1,30641) . 15T ERAAEIR1.8% (23/1,30641) Téh-o7-,

OERAEIER

AR HENE =2 9 DB IREOHLBEF A 5 1e) ICB T H EHEROFIUKIN,
HSREIEE DA ER ORIWEREIREI ST, [H17T39.1% (9/2341) . E]T25.4% (326/1,283f1) THY .
RMRRERR E A T DB CRIELEWERIX, B GH) ECThotz, Fio. B EL A 35 rHEM
DA BEROEIWEFRIE S 1L, T EN35.3% (18/5141) K 125.3% (317/1,2554]) THY ., BHEREIEED
AREMEZ AL EE THRELZEREWERIZ, &7 eZ2F il (461) . R (361) Tho7z,

¥ BREREOREME OB D EBE D ERIT, AFEGRIOIL T F =0 707 Z 2 AENS0mL/min L FOEE, X
X, AFEERTO MGV 7 F =03 . 3mg/dLEL o B4 3 1.0mg/dLEL Fod Lok

AVEE R BDE S A EHROREFIRDIL
AITEMRBLEIE130.2% (3/1,3064) Th-o7z, WTNODIEFIBEE THY, AFOELAPISh,
(TRIE SRR TH -T2,

HEARSN AR BEIH O A F G D FEHAIR DL

AR ZE BN 5135.6% (73/1,30601) THY, EZREMERNZ, TH27 (25641) . ARSI EE (1961) |
N—=F Y = XL 1) Th-oTz, EEZRBIEMIZTENGRD O, TOWRIE, IREREIHEFEE (461)
RAMRBETE (2651) . 7227 (M) Thho72hy, W NORERS, ERIFHIEE TR Th o7z,

it B BE 5 B O A G O BRI

BIERZ BRI G131.1% (15/1,30641) THY, FZgIWERIE, BRI (761]) . i b7 R hn (441) <o -
7oo BEERREAIZINFIISRODIL, 2056, BBIFREIEMB8HITH-o7= (ZOMODEF OERIFIL, [FIE
SOFHRR) , BRIFREIE OFEFI ONFRIZ, BERRF G . 7 RN 2f)]) . ZVa~erae  HEin
(1) THY, THNXTFREAEERLIT, IBNEHEEILTWD, 2B, SHIEHIZEFILIADOER N HY | &
ST,

D ME B 5 EHGORBURI

BIERZBLEIA131.3% (17/1,30661) THY, ER2RIERIZ. A7y, LDARKOUMFIZLT F 7k
AR —B N (45-201) ThoT-, BELRBWERIXTHIGROLN., TONABNIIEL THY, NFRIT. D
KA QB AVELREZE R ONDABREINL (5 14]) Thotz, 728, Y EICIAAAL O K E R EMmIE.
SR LA ZE L Rl REME R TH 7203, 4RI H OF 5 TRIAL TRBVIANUANOEKE [HY | ThoT-, F
7o, EOMDIEFNZHDOWTIE, FEAIE O BSEMEI LT AT REME/ N Th o7,

7a7 7 F B O ERELORBURIT

BIVE R BLEIA5136.4% (84/1,306451) THY, EZREWERIX., @7 v77F Ui (13641]) Thote, BEER
BIER X4 (Wb E 7 aZ 7T 2 ME) ICRD B, iRIfE, REE F)) . [FI1E &K O (%141) T
ootz 7k, BIEOIER (16 1L, BEFEFLBIBRICAFEGETIEL TOD0, ZEOMODIFEFNZDO
TE, AEFREBABLARORGEF I THA TR,

RS INOFEBVRDL
RIEMREBLERIT3.6% (47/1,306 f)) THYH, WIHbLIFEELRBIEM TH-oT,

FEARAE IR L OV AR R I B E 3 2 EH R (A B E G R O ET 4 IS BhE T F R 25 1e) D
HLARIL

BIER BB 5125.4% (71/1,30661) THY, ERBWEMIZ, HEIGRE 2261) . AIRSE (1761]) . FEiE
®26) THoTz, EEARRWEMAIIBLFNGEO I, ERRIER IR E RFRE QL5 Tho7-, EELRE
YER O#sIFiE, A GH)) . REHE QF) . FEE (F) DAME, Wb EIE SUIERRTHho7-, 2B, #x
IRAETTNE, BB G HAlR % 544 12 B % BER 2 RO T2 EB] CTh -T2,
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IR AR ZEARE D FE BRI
R fAe ZEARE O RIVE R IXERO S - T-,

PEEH B 5 ERRORERI
BIEF TR B E5130.5% (6/1,30641) THY ., FREUZRIWERIL. B AF]) . 88 Q) Thor=y, Wi
HIEEEZRRITEH CTho7e,

LESHBAL RS Z B3 5 A HHF RO FEEIRNL
AIEMZEBUEI5132.8% (36/1,30661) THY ., FARIWERNIL, TESSEBALAR (2361) . FEAHBALAERS (11451)
ThoTeh, EIUZEWERIZW TG IEEE TH-T,

% U5 5K 2 O OF AR IR A E = E O F LRI

& U fps 28 G A SRR TR 3E) O OF oA BRI O FEIER R BLEI G, OFFTH 17529.2% (201/689
). OFHTHE | C21.7% (134/61741) Th-o7z, P EFICRELZEZRREIERIZ, @7 m77F 1
JiE (4961)) . IREEHEIN (3141) . FEFHEAES R (1661]) . 7 AT 7 (1661) . ARHRIE K& OSFEA R FHIE (£ 1441)
THY, PFHOF R THEE T RZEWIR -7,

DR R A S AF A~ X TIEFNC BT HH EFHR ORI

DR R AN SO U 2 A BRI ORIERRBLEI G, U 17C23.2% (95/40941) . B1E: %
[ | T26.8% (240/897H1) T -7z, YIRZ 14 EFI TR I L= EREWERIX, @7 077 F > MiE (2061) |
IREEHIN (1061) . FEASFVE (8%1) . AHRIE L OMFER (%-661) THY, YR OF BRI CHE T XEEN
1720307,

[ Eopolis

CGI-SCH : TRtEiEd ), TRatEiER . [Ho5Efk) . TEREER ). THEEIERE | Ic>W\W T, 2z
Uy [ZQREE  Tgpe ) Trpsgps ) TOCEE ), THE | M ONRERE  OTX 5 CRHiiL-,
RIS EEE R ) D [0 L « Z<HREE - B | OSERIFIA X, B G-BARRATL328.9% (370/1,279%1) . Heks
BIELIR 357 .5% (736/1,279%1) Th-77,

SOFAS : 2a710~100] TFHliL7z, 6104 EOSEFIEIEIX, #5-BRIAHT239.6% (118/1,23561) . k&l
2 C1324.7% (305/1,23561) Tdh-7-,

MSQ : BFEICHERL T, FEFICie). e, TR0, TELLTHRV), TR0, TR
K ONIEFITAN ) OTEBE TR L7z, ZORER, TIEFITHE - i - o002 | OREFIEIE 1L,
FEG-BHAART* 7321.9% (259/1,18041)) . Hefé@l£21RE59.2% (698/1,180%1) Th 7=,

* o BUERIIEIH L AFNBGHNCAR DS OIGHR LI TN E . Z ORI T 05l 2 BB (SRR LT,

2) RRBEHELTREFEONBRERBLI-RBOME
A% L7
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VI. EMNERBICEIHEE

1.

R ZEEHDILEYMRITILEYEE

TIFurz )R EY (NaRUR =L T aARUR—LE)

T )F TR (TarTawdy . LARATS e )

AV RDNVREA M (Oah T IR, T T T HRIES)
RURTIRREEY (AVEVR, RETTVURE)
FEEBIPUBFHIRIERE UARYRY | AT 72T T4

ZEIB{EF

(1) YEFREML - 1EFE
INURYR SNV F U R AT UL, IEMEAIRD XYY R AR RS I TR 2 R, 2SI RURDER
BEFIE, ELU TR SV D2 SR ER R O b= 5-HToa S SARFE S E I EE 5, FHRf RO
koAb EE 2 HND,

(2) BHHEZEMITDHABRBE

D) PR SUUAEH (T k) 1012
RS D A RAETERZ AL, FyhTTREALR LT 7 2 AL IS B R 71T E)
LEOITEVE LA H ERFHICIHIL 7z,

2) freuh=AEH (Foh) 1110
b= 5-HTaZ BEREHTEREZA L, Ty TR 7 Z3I0 UFIARB AT FH RSN AR E IR E
B DITENVE LA NH LTz,

3) WAL T —FHRAER (T k) 12019
FINTOAZL T —ERIEAIL, VARV ERI%Th-o72, F2. Ty hOHRGIzR (IR ToR <
VDB R THEARIL, SRS BEIEREOBEENENESITODBREARTO HEFERIVE N, L
LAY R — LTI AR LR IR TR ThoTo, 7B, Buh=5-HTon S SRS FUEH 2385
RIZBIT DR SRUARFEOEW AR FIL TS [ REMER B D,

(3) E AR - iR
M ERRL
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VI

EYEEICET HIEHE

meREDHEF - BIEE

AN GSTZ SRR SR F U= AT UL, FEELCIEMREL . IEMEARIED Y ~RY R AT RS
nictt, NUNRYRELTRFTERICBITL, Mk~ T 5, 7o, HE e B ITARKIZ Hia] f OV AR )
WA G- LT XD /RYRYR L 7SV F R AT /L O ML PR EE E & A8 OFRIMLI £ CE & T IRA Tho
77

() ABAELEDGIGPEE
BRI
<;§%>16)
PYNRYRARFSED E N TLFEERER TEML7-PETHAE DR B 5. BEARDrZ KK 5 A RIZEBITH50% 4
Zh i (EDso) D IEF1 /XU ARY R FE136.65ng/mLCTHY, BREARDZ FIEFH 360, 70&%U80%=155DIZ
VBRI TR SU AR EE 139,98, 15.5 % UN26.6ng/mLEF HHENT-,

(2) & MR EE]ERRD
oA LI BB TR AN 2 Y ~_Y R L T25, 50 M TN 50mg B E /% PN B [m1 3 B L T- L& o I B Y~ R
BEITRER0MNT FH L, BE1I~18H BT m I s LT,

(3) ERRERER CHERSIN M PR E
1) BEEZE
OBEARANIZE TS HE (JPN-1585%) 7
A ITIE BB ITARAZ SRR L T25, 50 ON50mgBE ik i PN EL a3 5- L 7= & oL g ) ~UR
VIR ERL, BEII~18HBICCrnl JIELIZ . $E00NTIR T L, &R ERF O 514126
HIZBWCHLEBRECTH -7,
MAEKRAEEETOEDHRNICHERIRELI-EEDMmMBF/ YRR REHT

(ng/mL)

=O=25mg (n=8)
=0- 50mg (n=7~9)
=@ 150mg (n=9)

EHE+S.D.

o i 6 B

0 T T T 1
0 28 56 84 112 (H)

RE5&ROEFRE

MEXFEEEDERHRNICERRESLEESDMEFR/NNYRYRD DEYEIRE/ NS A—42

b & Cmax (ng/mL) tmex® (day) AUC« (ng-h/mL) t1/2 (day)
25mg (n=8) 3.68£2.26 16.0(4.0-25.0) 5,713+£2,829 47.2+46.8
50mg (n=8) 7.94£6.64 11.0(4.0-42.2) 9,198+4,764 44.7+t21.6
150mg (n=9) 17.2+9.95 18.0(4.0-28.0) 20,861+9,960 49.71+22.6
a) : OB (FHE) F#9fE+SD.

) AFNOEGBEI N HEROHEZ, R, AT ARYR LU THIEI150mg, 1 IZ2[F B 100mgs = A
NICH LS5, FO%IFARICLE], NURYRELUTT5meh =AM TE S NIcR 545, ok, BEOER
K OEBEVETIC T, 7YY R 2L T25men) 5 150mg D H#FH Tl B T2, HEIX1EH 70/ U_RYR LT
50mgZ A X V2 d, | ThD,
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@35% AEAT—ET

%&mﬁ%iﬁf$%‘ WA /SRR 2L T25~150mg = A i N HE AR G L& 0 MmfE R ~_YR 0
Coaxl . BN GRS T28% mfE Th o7, AUCIT A RICEMIL THEIML7ZA3, 75mglh
| CCnax DB I T A B LK 72, t1/21325~49 F O#JH Th-77,

HAERAEEED=ABRXIIBEHANICERIZEL-EE2DMmIEFR/NRYRY D EYENRE/ AT A—4
(E9fE£SD.)

55 ‘ Crmax (ng/mL) ‘ tmax® (day) ‘ AUCe (ng-h/mL) ‘ t1/2 (day)

=fAmAE L

25mg (n=22) 5.88+2.31 13.0(4.0-35.0) 6,074+1,942" 25.51+10.2

50mg (n=23) 10.4+6.23 13.0(4.0-48.0) 11,800+4,579¢ 33.31£16.6%

100mg (n=22) 13.4%+7.82 12.5(4.0-56.0) 20,069+ 7,778% 45.7+16.19

150mg (n=21) 29.2+11.8 14.0(4.1-48.0) 36,883 +11,095¢ 38.0%10.6%
RN 5

25mg (n=21) 4.89%+2.10 16.0(4.0-55.2) 5,308+1,850% 27.1%£15.1%

50mg (n=24) 7.8213.28 13.4(6.0-41.0) 10,556 +2,039° 34.1+14.39

100mg (n=25) 12.6£7.04 14.1(6.0-62.0) 19,674 +8,478 40.6+10.49

150mg (n=24) 17.9£9.52 17.0(4.0-75.9) 30,415+9,287% 47.54+19.89

a) : FOfE (FiPE) . b) : n=20, c¢) : n=18, d) : n=16, e) : n=19

TE) ARBNOAGRS - HER OH &, Tl AT U~ R 2L CTHIR150me, 13 122[0] H 100mgZ = £4 /)
PIZFE 535, D134 1IE| IRYRYR LU TT5mgd =AW T NICIR 515, . BEOER
K OBEMIIET T, 2NUARYR L T25mg) b 150mgD# I Tl BT 528, #RIZ1 R0/~ R e LT

50mgZ Rz IRV d, | TH D,
2) ﬁfﬁ&'a—-
OERE PRELER'®

,fr/\%ﬂraa%& VZARHNZ /U ~RY R ELTHIIEI150mg, LA IZ2[E] H 100mg = A NG L, 20%, 48
(Z1E], 75mg#2[m] = U AN B G- LTz, 28] B LLBE O T 7 & O fé #5443 C if ffE
INUNYRAREIXFRIRE ChoTo,

MEKFEBREICHE150mg, 1BEIC2EB100meZ2=AHAEREL. T0O%. 48IZ1[E, 75mg&2E=
AGXILESRHRNIESELI-EE0mEER/ YRRV ERE

(ng/mL)
60 -
50
40
m [ }
pr=3 ®
30 1
8
=
&
20
[ ]
10
0 e+ DU 43 i
0 7 14 21 35 63 91(H)
®E5%ORM
AA 5 l l l l
150mg 100mg 75mg 75mg

E) AFF G- IR 361 2 M U ~SUR AR AR RIE LR -T2 280 h, RERKLOHELT,
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Q=AmXITENMmARERSEYENEHRER

A R AIE B L IARA 2 SRR L CTomg AN ER G- (W1 H . L%, DIRER4EFRRC2E]) P L
TeeEDIMFER RYRYRPEEE L, BN G LR L CE T EEIcHEB L, #E5ICIE =/AmN
B HHED MAER RYRUR AR D EF T N B G RE S LEIE L C R0 C, 28] B R 5 DtnalZ&
DELBELUZ, Mg Y ~YR D Cna & RAUC - D GEAL O L (= A FH N/ AR N) 1%, 208 H %
F1% (1.48 J OM.42) Ll L T4le] H % 5-% TH TRME (1.25 )2 D1.26) ThoTz, AKF|Z/U~LUR LT
75K ON50mg — AN ER G- LT-L&, 2% 04E B F 5% O Mg Y RYRY O Crna e OVAUC < 13 2
R THE N LT

) A OAREN-HERLOHEZ, B, AT SR LU THIA150mg, 112207 B 100mgk =44 7
NICH L5, FO%IFARICLE, NSURYRELUTTomegh = A5 TS GNIcHRE+5, b, BEOER
K OEFEMEITIRT T, 2UARYR ELTC25men) 5 150megDOFEPH Cll B 9-223, B ElX1al&H 70 SU~RYR LT
50mg& iR /2Nl | TH A,

MEXREBECENHEI=AHRICRERS (FME. 1BER. UR4ERRT2E) LIzEED
Mg/ YN EVIREHER

(ng/mlL)
707

—— 150mg/ = (n=20~23)
_ —0—"75mg/ =l (n=17~24)
50 T =O="T75mg/ B (n=21~25)

l FEIfES.D.

60

R i-B R

63 91 119
BER DR

T T T T T
133 161

stz | | [ [

1) AF3IE] B bR 360 D i/ U ~SUR AR EZBARITRE L2728 h, FERELOHZELT,
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3) BHEREIEE I LD E

<BE HEANT—H >

1, 79551 DM E AT A JTRIE B DR AE 2kt G & U CRHEM SR B REMAT 2 i L. #ESES -t rh /<Y
NRYRBREHERBICBET5ET LB WTC, CL/FOREELL CTI/LTF =070 T T A(CLa) BRIESN
7o, WP BMERERE E BB (CLle : 50mL/4y LA E80mL/ 4y A ) CIEIE# BHEARE R (CLe @ 80mL/%7 LA 1)
LG LU CCL/F316% MK F L, AUC - 2319% NI D EHEESNIzZ e, RSB ER =S ClaH &
FEOMBEEDRIBENZ, [TV, 4. HEROHEICE#ET7EE ], VL 2. 225N AEEZOHE | L
[VII. 6. (2) B FRERR 2 B | OTE S IR

<BE R RRBEED KGR, W T —H >0
Fili 2 DFRFE OB RS RERE E B 12\ U AU RARIEBESmgZ R D & 5 LT- X BREREOIK NITHEV, fE
FERRK AN &L L CCL/FICHR R E T32%, HHFERRET64%, BEEEE T % DK TRRDOLI,

1) ARUARYR AR BEE DA TRV NRE ST FITTHE A FIE | THY . FELOHEIZLERT, AT Y~
L Comgz 1 H PRI RZICRR D& 535, 72k, e, BRIV H 12mgZ 8 2 72 VHPH Tl B 3203, 1
IS5 H UL EoMEEHIT CTIHEEL TC3mg T 211928, | THD,

4) FF8REREE IC K57 E
<% RONUXURCBREIORGE, SMEANT —2 >
HR 4 TR RE RS 2 FB 3 (Child-Pugh A= 7 7~9) 12U _RU R Img (R A ER O 5 L% ITHEE
DAL IR, flEERR A & EEE L C Cra 2 PAUC oI ZZ T 135% K U7 %K FLIZ23, FERE SR T
FFEE Chotz, 728, HEDIRERE BE IZB I AMGHIRSNTZeny,

1) ASUARYR AR DANTE NS SRR TH D, (2023429 1R R)

5) BEEIZEITAEYENRE
<HH  NYURURARBEED AR, SMEANT —2 >0
R FERSC N S OMEE R s lin 8 2 b IS, SURUR AR EE3SmgZ HLEIRE 1 36 5 K OV B 1[RI7 B MR #E 1 #¢
Bzl & | RN & LT, R S 5 ClE Cna X AUCIINZ FLENI~20% Mo 824~ 34 % FE L 7=,
TE) 7YY R ARFEEE D AGRS VIR AT RN L TG ITRAE ) CHY . HER O ERNEE . RAIIZ YRR
ELTComgx 1 H1RIFIEZICRO®RG5-32, 7ods, Fn, IERICEDT B 12mga i 2 7o\ VEiPH il k223,
IS5 H ML EORMMEZ®HIT CLH &L T3mgd 211928, | THD,

6) BEREMHERTERICE SRR FUEDIH SR IR RIRSREDBEZEEDLHE
<BE HEANT—H >
1,795 DA E N B FHIE B DAt 2 R L L CRHMENR e 2 2L . S n e T V%
FAWNT, UAARYR R P R R T SR A L QD BB ICARA 245 - L 72 L & O 5 PR AT 2l o T B
BAZHOWTHERILT,
DAARYR AR R 5125 X 1350me% KB 5L COD AR IIE B 1. &5 02 B #% 0
B, AHZSYARYRELT50 3100mg, 48 MR CRER G- Lz, MME A 2R I X R
HeEFFS LA LHEEShTZ,
7B VARUR R RRE TSR D ARFN IR 2 T2 3556 OB 0 K OV PRI MRS I TR0,

) AR OARE N ELOHEIT, 8., A UARYRELTHIE150me, 1% IZ2[F] B 100meZ =)
WICE3 5, ZTOH%IF4EIZ1A, NURURELTT5mega = A T HNICR 535, ok, BEOIER
K OBEFNMETIET T, 2XUARY R L T25me) 5 150meg D& Tl BT 203, HRIT1EH 70 YRR ELT
50mgZE BRI &, | THD,
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(ng/mL)
100

10 7

D BB

0.1 7
YARYRY B IEE AF150mg% YARYRV R R AFI100mgZ
TS iRo5mek 2 ME T - 43E b T AT Omg A 2B MR TR 438 [ B T -
(" Bl (" Bl
URE SN A S S TS A S S
0 2 4 6 8 10 14 18 22 (Jl) 0 2 4 6 8 10 14 18 22 (i)
B B

JARY RN STR25me X (F50meZE REFZREL TLV M A RIEEEIC. BRRIFFOD2EREEN S, K
FlE /)RR ELT50mgX [£100me, 4BFRTRERESLIZEESDMBHRERD RE HBDOHEE
(B« T RpE, W 90% TIIIX )

* o MAEPAZIR BRI, UARYR R IEE I A G- REXY AU R R OVSY AU RS O EE O S5
AF B G RHT M FSY SRR ETHD,

B ERREICHFINSLHEEINDIRERE
@V AR FR M R TR S 25me % 20 [ T G- = AAI50mga 4 R THR 5
@V AR R R 1 B 50me % 200 [E1 [ CHe 5- = AHI100mgZ-41A [E kg CHe5-

7) BEAEYMEBREETERICEDNIRYRUERER SHEDBEEDLLE
<BE HEANT—H >
1, 7950 DA E A A IFIE B DRSS L U CRHEM S Eh e 2 £l L . s hi-=7 v %
FWT, RURURARFEEZE L T BE AR Z B G- LIz L& O Mg U~ R AR EHER 2OV T
Etliz,
INYNRYR AR EE6mg % KA 5% 5L CWOAHE A JSFRIE BB 2 AR FI150meg 810 2 7=1% . 8H HIZ100mg%
e LTml&, MEF /YRR R LRI ISR SN D Z N HEE S L=,

(ng/mL)
100 =

-

Do
(=}

o i S ST B KR B
Y
v
v
v
v

w
31

YARYR AR EemedE H 18 % 5
[0 AFI150mg =4 i N G128 %
8H HIZ100mg = i N5

150mg 100mg

T

G - TRfEL, R 2 90% T RIIXTHD)
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8) BEMEMEFEMTHERICE O BEHRAEW-BENREBEHRICEITFERNRE
<BE HEANT—H >
1,795 DA E A& S e BB DO a2 et 5 & U CRHE M SR B Re it 2 i L, S sz g <)
RURAREREBIZEIT 2T VE VT, ARAIOE G MR ZEW A O G-I OV TRREI 72
a7,
728, LU NICREHS N8 5 5 1 TARAIE B 5 U256 OB itk OVZ 2P IR ST,

M HEF%REER. 2R BR5FEFTORESEBENEN-HEEDHFREERICOVVTOYIaL— 3y
KK %Y ~RYR LU CHIEN50me i 5% . O 1% 1220 B 100mgD G N T3 # 5 [FE3 220
RIS LIt EomEH Y RYRREZ L I2L—Tar Lz,
) AR OAGREIN - HER O EE., TEE . AICE YRR L CHIRI150mg, 131228 H 100mgZ =4
NG5, ZOHKIT4A 1A, _UALYRELTT5meZ = M i XU HNICR 595, i, BED
SEMR K OEBEMEITIR T, 2YAR_UR L T25mg) b 150mg D& Tl B SR 528, #8111 [E&H7-0 /30~
R L TH0mega B2 722k, | THD,

OREE G-t 4R (R 2l —aCiksi) 122[E B SUARUR L L TL00mgz % 5L, 5 1Z3[F] B
Tomga PG Li-b&, 2 B O 5RE I BIfR<, 48] H &% 5 F Tl 7ome & 5RO & F iR RE L [FIRE
EDIMAEF RURYRARENSONDEHEES NI,

(ng/mlL)

100 ~

50
40 7

|
20 -

7.5+l

o i 6

3.5 1

Bl
AFIZENYRYR ELTI150megZE#[E/Day 1IC=AFHNRSL, #EH% 5% 381226 B 100mg, 581238 B 75mg
HREL. TO%GEBBTISmeE R ELIzEEDHETMITRNNYRYRURE
GBR - HPgefiE, AT 90% TIIXTT . AR TEmeg& RPN 5 Lic & E D& FRIEIZ 1T 5 Cran90% T
HIX RO _E R OVE & IRFEIZI 1T D Cain®90% THIX D TER)

QW% ., A~TH (K332 —1 g Trxsil) 122 H XU ~RY R 2L CT100me%, <D 1% (238 H
100mgZ 5. U7~ Lx 4la] B # 5 F Clo75me/ 18 #2 G-I R e LRIFR EE DI AE P XU YR EE N
BoNDEREES I,

(ng/mL)
100

50
40 7

20 -1

i
=2
e
B 75t
:ﬂ
=
E

3.5 1

150 100 100 75 75 75 75 75
| S S S S SR SR

0 56 10 14 18 22 26 (3iH)
=i

AFIZE /YRR ELTI50mgZE#IE/Day 1IZ=HAFHNERSL. #EERE5%58(22E B 100mg. ZOD1:EH%&IC
100mgZiR 5L, ZTDRAGEAMRTIS Mg S LI-EEDHEMEFEH/NRYRFVIRE

(B« HRoefiE, MEENT : 90% TRIRKTE], TR « 7omgA KAE M PN G- LIz & O E FIRIEIZB 1T HCua®90% T
X RO F R R OVE HIRBE I 515 Crin90 % Tl X [ 0D T )
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BA&KNZ Y ~_RYR LU CHIEN50mgPe 544 . THEEROHEE AT U RYRL 3 EE O R B3 7.5ng/mLE

i Chotz, £z, IR G%, THEEEBEL TORY 2L —2aTiE#) 2l B XYY R 2L T150mg

P 5L, ZO1HE%IC3E H 100mgZz i 5-Li-E&, 48] H &5 Tl27ome g & G- 0 & F R R & AR
FED MAER Y RYRARE NG LD EHEES T,

(ng/mL)

100

50 1
40

20 1---!

7.5 Lo}

3.5

o i -

1

iEE|
AFIZ/NYRYRLELTI50megE#E/Day 1IZ=AFAZESL. WEES5%7:BIZ2E 8 150mg, TO1:EEIC
100megZ 5L, TDRAEMB TS meE 5 LI-LEDHTEMBTR/NNYRYRURE
GBR : rhoefil, MEHENT : 90% THRIXTE, fE#R : 7Tomes KB PN B G- LIz L Z D EFIRREIZ BT ACua90% T
RIX B O _EFR & OVE FREEIZ 31T 2 Cuind>90 % T I X [H D T FR)

AR5 #%2E B 5EFTORBMNAEVIEES. MRPREENRRBREIHBINIEHEESNIEESE

OHEI150mg ¢ 5% A AT RIR 2 22\ o856 = 281 H : 100mg = 3[E1H : 50 HIZ75mg (BAF#:75mg
AT B G

@HEI150mgt G- A~THEMER W54 = 2[H @ 100mg = 3[EH : 2[5 H O LE%I12100mg (DL
e 75meZ 4 fi 2 5-)

@WE150me& 5- % T 2B 2 CHIEAZEW=5H4 = 2[B1H @ 150mg = 3EIH : 2B HO1EEZIC
100mg (LA 75mgZ 438 fi |2 #% 5-)

AP 515 AR ZFR 5 LT 5E O IWE e OV SR THER S U TUVR LY,
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Q) EEREBIZERICIRSMBAZNIESOREBMICOVTOYIaL—ay
KA AT B G- LA SURURREDSE FIRRBICIEL TODEXIT, B HRIFRAS 22N RITRGL
A O MR YRR AL 2l —ar LT,

1) AFNOAGRINT-HELOHAER, @, AZE YR LU CHREI150mg, 1341228 B 100mg% =
HNICE 532, ZO®%IFAEIZLE], NURYREUTT5mga = A XTSI 595, 7ok, BED
SEAR M OEEPEITIS U T, 2RURUR &L T25megn 5 150mg DI T B s 35728, BEIT1ElHI-0/ U~
Ry L Ch0mgZ B ARV 2d, | THD,
OE HIRREBEZ (B 5 MR 4 2 2 COE L FZEW etk (R 22— a Clideil) 12, 4T
BeHLizex, mgEF SURYRRE L, BoOM, HHREICHER L%, EFIRIEL R 1282
THEHEES NI,

(ng/mL)
100 ‘

50 |
10 T

20

7.5 Tl

o i -

3.5+

Rl
AFNIZ/R)RYRFDELTSmg R EBRSEOTEEIREIZEWNT, 0BICRE L%, BE5RRA6EZE -5,
BRAZE75meF 5L, UE4BRRCTRERSLEEOHFEMFE R/ YRR RE
GBR - i, fEHENT  90% T )

QE FIRRER L & 5-EN6H 2 2 Tox A LL FZEW 2tk (Rl —1a TIiTi) IR H & (72
72U, 150mgD A 1%100mg) & 1A IR C2E#% G- L7-L&, 4081 OREFR 5-£TIOEFIRBEL [FIFRE D
M AEFSYRUR R ENSSNDEHEE ST,

(ng/mL)
100
50 -
107
m 20t
b=
.
= !
E !
151 =
75 75 7575 75 75 75
I SR L SO X T L SR SUN 1
-4 0 78 12 16 20 (i)
BFfE

ARENZ/NNYRYFEL TS mgRIEBR SO EEIREICENT, GBIZHRELE. BRERMRATEAE LGS,
BAZE75mgzix 5L, D 1A% (88) ICRIAZE5meZ k5. UBGARBTRERSLIzEESOHTFMFEF/S
YRYRBREE

GRR - ArgfiE, MEHENT - 90% FIlIX )
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(ng/mL)
100 +

50 |
40 |V

207

PR =

3.5
150 150 100 100 150 150 150
R S N— S S S
—‘4 6 % é 1‘2 1‘6 26 ()
el

KENE/NYRYRELTI50meREFREFHDEZREICS VT, 0GBITHRELEER, BRERMRATEZN-5HE
I, NYRYRUELTIOmgEHEL, ZD1:E% (858) (C100me% 5. LIR4ERIRECT150meZ RIER G LI=E
SOHFEMBFH/NINYRVIRE

(% rPofiE, MEHENT : 90% T HIXH)

QE HINAER R T 5-RIFE 32438 (K964 H ) 2221212, AFNZ /Y ~_RUR LU T150mga 5L, D
LAZIZ100mgz R G- L&, Tomeg 5 #% 5D B 5 IR BE L[RIFRE D i E 1/ XU RUR R EE S5
LHEE SN,

(ng/mL) —
100 -1 -
AU P T T ! i i i -
g 7.5 - Y i
s | | | Bl {1 TTTING i
3.5 F-r--—mm—-—A-— -1 =Sk H H T HA
N R :
e I
i : I
E i I
s s 7T T W[liso s 75 75
RIS S
T T T T T T T T [ T T T
8 ~4 0 4 8 12 16 20 242 29 33 37(H)

Rl
AEIZ/NYRYRDEL T mgRERSFHOERZREICENT, 0BITREL-&. REMHREA24:E (960 A) %
WGBS, /NUARYRDELTISmeZ = A AR S, £D1ERK (25:8) [2100meZz = AR S . LUR4ERM
RTTmeZ REFHRANIRELI-LEDHEFMEH/ NI VIRE
(3 : rPofiE, MEENT : 90% THIXH)

EEREDNERICRERBRMNENLE, NPT REELRRREICHBINLILHETEINITRERE
D4 %R % TOMELL T RIFENZEN e - (6 B CHBE (DA A B4l 3 28 )
@6 ZIRZ T6x H UL TRHIBRAZE N LX
a)100megll FOMAEOHE  FAECTHE = 1HEZICFEA&2®&R 5 (LIRFEH &4 4088 28% 5)
b)150mgD 4+ 100mg THBE = 1H#%I2100mega %5 (DL 150mgZ4 1 1312 % 5-)
@61 A B2 CRIBAZE WL - lmH O HER O HEE B HIE L) R
A G5 1 TAKNZ B 5 LT 356 OA I O EVEITHER ST,
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2.

(4) &t
M ERRL

(5) BE - ftREDEE
R
<5%H  NYURVRURIIEED AL, FMNENT —42 >
HIL NP2
B IS FRAE SR 1 YRR E BF 6451 CYP3A4 K O\P-gpiB B/E A 95 /L3 <EE > (400mg/ H X
TG L RXUARYR AR TIEE (6meg/ B SAE#5) 221 HGFALIZE &, 7RURYR D Crias s & CAUC < 1TZ 1L
Z37.5% K 1¥36.6 %8 Lz,
a2
fAEFE R A B 60611 CYP2D6RL E/E A2 A 45/t F 1 (20mg/ A SKIEH 5-) &7 U~ R AR K EE (3mgHL
¥ 5) ZPF LIz &, /RU_RURDAUC-1E16.48% H L 7=,
R AR Y 2329
TR N B PESOBNZ A T A b AR —2 — B EEREZA T HN AN L (400mg/ H KB 5-) &3V
YRR EE (6mgH AR 5) 20 LIzt &, TN N0 EAN DM ENEE IO OB IO BRI -T2,

1) ARUARYR AR BEE D GRSV BE X AT R THE G RFE | ThY, FIEL O EIZET ., AT SRR b
L C6mg# 1 B 1ERIEBICRE OB G5, 7, A, BRI B 12mea 8 2 e\ vH#H Gl B 528, HEIT
S5HMLL EORIREZHITTIH &EL T3mgd 217928, | THD,

GERICEVEENH AN OV XL 2t (R EoEES) (BT 2HE TAEER I OEES RO
Z&,

(6) B&ER (RE2L—Lay) @KU HBAL-EMA NI EEZEER
BT OFE R, U7 T A LTIV T F = ZUT T A, A0 BRI L TIEBML ORI A 8
B D EHIIRIBSINT, it —IRWISGEFR U CTIEMERI, A lin, 550K B M O G- EBALAY . ORI
BRICZO R HEERICADWIAT IR LTI, BML, {EREOES, BHMA L O G IR & HEHFICE
BB ETHoT,

FEYLRE R/ NTA—S
(1) A E
S BN RERE DORNT - B4 E R L
FHEM S B REMEHT %ULYE?F}_ IZOREIGEFRET 7 5 A I (Aact) DRI ED — IR IGEFEZEL ., 15
JAEFRZIE— R B A E LT 1 -3 R — A NET L

(2) RISLRE TE '
FEEEMN R BB REARAT OFE B, AFNE K G LI EDIMAER YRR DT 7 2 A 5 (0RBI) D% IEED—
TR I3 B 2 25 (KA X 10°) 130.488h 1 e e Stur-,

Q) NAFTRAZE) T+«
AE N B ICARA 2 SYRYR LU THomg B A N HiLal & B LT & D /YRR A Img (735
1) B N B G- IR 2B M U SRY R OIS A AT ATV T 113, $3100% TH-722),
Fo. RKENZERYRYR LU TE0mgHE# 5-U7- L XD e U ~RUR L DAUC J; Ol 2 D TR N~
H[A 5 L2 EDAUC-Z HE50meg THEALLZEIL, RU_YR U ImgZ #RNE S L2 X DAUC-D
233ng-h/mL CEXIHE) % FH S50mg THIAS L L 7= 11,650ngh/mLE [FIFREE CTh o7, 512, RHEM SR EhREf7
HrofbFe, BT OIV7 7 A(CL/F) 134.95L/hTHY, NURIR U ImgZ RN G- L7077 5 A
(CL) O-244.991./h (83.2mL/min) &L PLL TNz,
PLEDOFERIY RANZFHRNE G Uizl E O Mg YRR OH}asst )34 T _AZE VT 1413#9100% T
HEZZ BT,

TE) ~UAY R PR (AR X ENAM S ARARR TH D, (20234E9 H IF D)
(4) HEEEER

LR L
(5) SUT7 TR

<BE  SENTF 4>

E N B VTS KA /R~ R 2L TC25, 50, 100K DM 50med & C = M5 N XUZEER i NI R 5. U7~
Lx BENFTOIYT T A(CL/F)134.37~5.36L/h (P dufil) Th-7=,
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(6) B
FHEM SR B REMRHT OFE R, AAN K 5 LIz E D MMEF YRR O BT O3 A R FEIZ3IILEHEE S
77

(7) MIFEAFESERD
ERILEE AfEE R« RUAYRY 73.2% (in vitro, EHRENTE, 50~250ng/mL)

% 4R

AR N BE AR Z RUARYR LU T25, 504 N 50mgd B CEEmNICH B 5. Lz, g U~_UR
VIREEITECMIC EF L, B II~18H (tne, FHRAL) IZCnaxl 2Lz, MLHEFSURUR Y D Coax e FAUC (3
HELEb Lz,

Xl
AN G- ST U NUR L 7SV IF T AT VI G TIEPEAAR T/ YRR AR fRSIL, /3
UNURELTEFPERICEATL, Mk~ 12,

(1) Mk — A RSP & ad 142"

O ITRIE B 166112/ R YR AR 823 me (641) . 9mg (4451]) Kz OV 5mg (361]) 2 R AERE D&% 5L, MNICE

FOR A DeZ BB E A RICOWTPETRAEICTIRFILIZEZA, R RICHEGBAMEE A T2 L0 RS

Wiz, LIz3> T, Mk — MBI P 21l 3~ 5 Z EvRg Sz,

1) 7S ASUR AR IEEED KGRSO BIE Tl . RAUCIE U~ R &L TomeZ 1 B RIS A % IR 1 %59
Do TRE. AEEN, GEIRIZEN T H 12megA it X 7o\ VEBE Tl B RS20, B EIFS H UL oA ST TIHEELT
3mg T OITHZL, | THD,

<HE Ty >®

HEWistarZ7 > MIPH-/SU~_UR0.02mg/kgZ Hilal f2 T G- L7c L&, Bubh=U5-HTaaSe R KL NN 733 D252

BARDZ LWERE T D/ IMMIZ 31T 570~ R D Craxd$0.749ng/g Thh o728, TS DS BAKITE AT RITEE

BE N ORREIRIT BT DCua TFNZEHN2.50, 2.69ng/gl @D 77,

(2) %k — s A2 RAFT @ad
% ERRL
<BE L UARYR G Tyh >
IR Z N BER18 H B ) IZUC-VARUR U %1.25mg/ kgD H & THFERR O H G- Lz X & ORI ~Dlk
HEEOBATRIL, WThbEG D1 %A CThoT, LIeA>T, NURYR 2 E I AR HkAE
BEMIOT I THLILDODIRIITAT T DEHELEI LI,

(3) A~ DFHATIHE
ZEER 2L
<BE YRRy SMEAT —2 >0
217% D BARNE R T oM B 28 HEE R ITER DSBS LT T2 U AU R AEFI o 0 52 Bl LTz, YARY
R BdF6me/ B ETH B LR RRE O R TR P OYANUR Y R ONYRYRAREZRIEL7ZEZA, FL
HHPBUANRIR Y KO SURYR DO &2 RS2, AUCoe 2o CORIT/MELIZ, VAR T0.42, 3
U~RURTIR0.24 TH -T2,

1) # N UANY R AFN OGBS AT BESUT D RIT T A ISHRAE | VNI B PAAZ T MEICHED BRI E ) T,

(4) BERA~DFITH
M ERRL

(5) ZDDIRME~DIEIT

YRR L

<H#H . Fyh>

T PERE R 72 /Y ~RY R 2L F LR AT )L (MC—RY YR =7 LI T U T AT )L OV Y ~RY R —3H -
PNRF VR AT IVOIREW) 7 N AN 5L, G55 HRNO S fHERTLIZEZA, T uRkTy
T T/ NYRYRSAIF U AT IVRHRNT/SUSRUR Y R OSAIF URRICHIIK RSN HZ 8, I
W SNARTF U e OV DA 03 XY SRUR A AR G EIC R SE LT EN RSz, £, Mk
WUCTR TGN AEY). IR OMER IR TRk, UC— URUR AR O & G- REOR/I 2 AR LR O I 2~ LTz,

26



5.

A
(1) BB RO BER RS
IYRURZ LS FUBTIATIL |
FITBVr AT T—=RIED, NUNIRATNRS RS L,

e e

WMW\

IRYARYR USRI F VR AT )V INYRYRY PN TF MR

INYRIYRY -
PNYRYRY O FFRHEE BT R L. BLBIN-T T LUk, IEBRABEOKEEL. 9-tRux EoT L
T— VKB IR A XY — VB DB A CThH-T-, eMFII/aY — 2% izin vitroikBR 2D, X
VYR ORHITIZCYP2D6 &L INCYP3AAN I 5L TWAZ ERIERENTZ2, IFCTOMRERITE W EHEE
éﬂf:m),m)o

INYRYR Y DHEE RBHER

«/x4/ﬂe%/—/vg§® i . 19
> N F

o {9 O 10
REAROKEAL ‘ ﬂ*ﬁﬁ%iﬁfﬁ@m@m\
WAL HA Y —VERD

LMo, | 2 Jeseangt

o RYARYRv

11

TILa— L “ )
Hﬁﬁgkif/ \Eﬁﬂ‘ EHIN-JL T LAk 1 VA= 5 A
Gluc o

N

12 " st 16

(2) R 59 SEE % (CYP450%F) Dy FiE
TEMEARR TH DU ~_RURUICYP3A4 K ACYP2D6 Th IR S 53,

Q) IEEABHNEODAEERVZFDEE
FALSAA

(4) KEMOFEEDOHER IR
NYANYR L RRYRYR SR TF AR AT )V DIEHERETH D,

(5) EHR BV O EER/I/NTA—4
(VI 1.1 AP OHER - HIEE) 2504,
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Pttt
(1) BEMERGL B MR RG
PR K OV EE

(2) HEit =R
BRI
<ZH  RONYRURBE SAEANT —H >
R AZMC— YRR Imghk MR Al E e G Lzl &, 5% TH £TIZHR G S EED#I80% 23 R H
W2y KN %B#EME R PRIt SNZ, £, RPICHEES I R LIRII R 5 B D#159% ThoTz,

1) ASUARUR R DBEANTENAMEOREKR TH D, (2023429 A K i7)

(3) Pt
AL

S RR—42—IZE83 51k

<INYRYKRZ in vitro >3

b M 598 F Sk Caco—2H i H g % I M zin vitroslBRIZI W T, 2D RUR AT E WO RSS2 R~ L2 80
B, EMZBWTHUANURC OELEWRIUIRIF THHEE 2 DL,

F72. NURYRALIP-gpDEE THAN, P-gpDPHEREILIHNZENRIBE I,

(PEHFEOZBIZOWTXIVIL 1. B)BF - JFHEORE 0 (P.25) 2 H,)
BNHEIZLDIBRER
M E R L
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. *&H(EALDOEEF)ICEATHIER

1.

ZEERNBEZTDER
BRESILTURN

BERABRELETDER

2 ZZ(ROEBFIZIITRELEGENE)

2.1 FHERED EE [FRRE2 B LSt 82 b5, ]

2.2 7SV — LR ERGE O AR RN EI B O 5RO T2 5 BE [ AR R HIE A 3 iR s b 2 L
N5, ]

23 TRV F VAT RUFVETFT747% 2 —ORATEHE,. SUTHEEHEIRIZ 31 DI RS U< 3 B2 R
IR 2582, 7aer a2 5o BAE 10150 ]

2.4 RENDRSy. 7\)_RUR Y K O AARY R A6 IS BUE OBEEE D&% B

2.5 PEEFENSEEDOBEEEERE (VLT F =2 « ZUT T A50mL/ 4y Kif) [9.2.1, 16.6.1% 7]

(fiFL)
2.1 KANDOA L HARREIHEEH LY, TRz B eSO RERAD 720, FREO BH BN T
X AR TG LN ELLT,

2.2 RURIZEBNT, ~FVULEH— )L TR LTI LT, SURURC OB A THDHIARIR 1mg/
kg (% 0 #¢ 5-) LB CRREMRE ] OIE R 358D DAL, 2B BRIFLE O R AR HPIR B I D B 123
WTIE, ARFIEEG LW EELT,

2.3 FHAVEA 1 DOIE (P.33) &4,

2.4 RANDORESY . 7XURUR Y} OV ZAARY R AR UIBBUE D BEAERE D55 BE BT, AFIDE 5120
SEZ I3 A REME N B D,

2.5 WA K OV EEDOBHRERERE (VLT F = « JUT T A(LLF, Cle) 30mL/43 L1 E50mL/ 43 AR 0 3
K OR30mL/ 53 Al D) (B W TARFIOIRFE |2 BRI 720 GWEAPERSNABEZNRHDHD, Zb
DEFIFIABNEZ G L be Uiz, (THEROH EICEET L3I OHE (P.6) Z2HK,)

MEER IZNRICBEET SFEREZTDER
BRESN TN

RAERUVREICEET IR ETDER
TV IRRICBEHE 122528,

EEQEARNTIEEEDER

8 BEELEAMNIEE

8.1 FRhMERANL, FAMER OB L OFRO T 8% BETH8AITHD, 070, AENT, 2Bk
B S5 DR DO U MR O A2 LB LT IO AR ERBE TR E, o, —E#&
4L EBIZEMERINHERR T2 T EN W20, RAER ST 55813, TOZOXLEPEZHONT
FTREL. BIERO TR, BWERZBREOWLE, MERGEFIIOVWTHIEETLHIE, [7.5, 11,
13.2 0]

8.2 RN MEREAITIL, AR RIERIFI THHZ LA EEL T, BEDIERZ T BIE LA I B | 1Y
=HIAHIE,

8.3 JER DR/ F I IR N PRI EZ O 325618, BAREDFRLZRVWZ L,

8.4 B 5w, PP G-, B EIEIC o AW E I B SN IR I E N HHoNDZENH LD T, (K
MENRHLONTG AT ES, B EZITIZL,

85 IR&., 1EES « ) « NEHEFRE/IEDOIK TN ZIAZENHLDT, RAER G HOEREIIIHEED
TR (G R 2 PEO MR D BB TS BRNWIHEE T DL,

8.6 B, XM, HURZEOBMEERAEBALSEDAHEMENH DO TREZ 31TV, BN AN 55
(I DIRIRIEI OV EE 2 H7 E T LB AFTHZ L,

8.7 AANDOE 2L, BB R OEAL N H DI, BERFEIEZ T VR — A BRI SIECEDS
EMHHOT, RFFEE I, 0B, R, 2R, BIREOIEROBIUEETHEEHIC, FRICHEIRIA
NEZ DA DI DOERIKF2H T HEE IOV T, MHEEORIESE DB LA T 452TH28,
[8.9, 9.1.6, 11.1.9%M]

29



8.8 {KIMBENHOONHZENHHOT, ARAF G- FIL, B, BEK, BT, Rk, IR, EkkEES
IR IR R T 2EEbIC, MAFEORES OB L2+ o8, [8.9, 11.1.10&2 7]

8.9 AAIDEHIZEEL . HODLD EFE8. TR U8 BDEIEHMNHET LGN HHI L, BE K NEDFEIEIC
T CEBIL ., mmEER (Me, 28k, 2R, BRS) . IRMFEER (B0, Bk, @i, Kk,
fEIR, EikPEES) IEEL. ZOIRERMHLDONIZHEIL. EMOBREEZZITAIHRETHIL,
[8.7. 8.8, 9.1.6, 11.1.9, 11.1.10&/]

D)

(fiF)

8.1 R MERGANIT, KR DO IR OHRO T2 HETORAITHY, —EREGTHLELICHEY Z K5}
(CHEBR S DI IEN RN | KA G325 513, HO0 L BE DO HRIREBZ MR L. L TREOLEM
ZATICHETL. BIMERREEREOLE, HERGFICOWTOHIEETLIE

8.2 AANTFFRIMERAITHY, EBITAFZIRET DIIEDRND . ARIORGERMGED, BIEHOFRERIC
SHEEL, FROEERIIEEICR ST,

8.3 MR DR EALFITID, — R DU MR EZ O 2283 B AN, £DOHE T, R
OB, BAREHFLRN L,

8.4 AANL o ZRIEARRLEWE AL Ty, EIMERME, MEETOREMABEDOHITWDID, TEEH
ELTUWD,

8.5 AFMHAKARINHNE N 2 52 e b Uiz, B B EIEERRE /252 588 A UARY R MU 0 52 %
ZAEEENRE I RVRET LA E OIS T, R VAU AAUR 2 5 SN TR RE B F 2BV T
PERERR A CHLE U HE BN RE ) (R, TR, BOSKEH., RIEEEEES)) DI T 258060 Tno™,

8.6 NU~YR DOHLE W THDHEE D UARIR R DGR BRI 23V T, BPRS (Brief Psychiatric Rating Scale) IH
BREE T —& %, [FERME] . THGE O EBMIOIEH SR CTEBLRNE -T2, R L,

8.7, 8.9 WEIRIA XL DBERERDOH LA . HOVNIHERFOZIRIE, b, NS OHERIA O fEBRINF-%
AIORBCHLTUL, HEICRETOLENDLD, FEIRIFOERAFOF )DL T, Aflzi s
FHBRITRE RO B RAER (078, 28k, SRS LHPHEICEEL, HO0CH-BE K PEDOFRITHL
TCOIOREWERMN RIS 2560 HLZ 2l T528, Fo. BRIERPOLONIZSEITIE. EbHIZ
EEIOZREZ T HINIRET DL, (TERRENEM SR | O (P.34) Z ;)

8.8, 8.9 FHEMPUFHITIEIZISWT, ARMAEDEESN TS, AFNEHR G T DERIE, R EER ()R,
ERRE, mIT, IRE, MR, EREEE) PO EICEEL, HO0CHBE L DEOFRITGL TIDLD
REWERD IS5 EDNHLZ LA T5I8, o, HRIERPHLONIHEITIE, ELIZEMOZE
BRI DIONTHEE 5L, (TERRREIEEIEER ) O (P.34) ZR,)

BRENDEREAILEEICHIOER
(1) GHHE - BEEZFOHLEE

9.1 EHHE - BEEZEDHIEE
9111 - MEBERKEE, BlE. XIXFZNOoDRVDHLEE
—IBPEDIMIERE FRHLDLNDEZENHD,
9212 A EMRDBEEREDHDHEE. AXMEQTERIEIZRE
QTHERE T2 AREMD B D,
913 IN—FUYUBRRIELE —IMEARIBRAED H S EE
MRS <RD, £o, $ERIMNBIEROEALIZINA T, $58L. EFRL LD T, #x5
BRI R EFEDIERN I T B N0NHD, [11.1.15H]
914 TADAZEDESMEBRIICNODOBREREOHZEE
FABEEZ K TS BENNHD,
915 BRTHOBRERVBRSEETHETHESE
SRR A BT BENNHD,
916 ERERXIEIZDEREFEDHIEE. HAVIHERFORKE. SlE. BEZFEOHERKEDERR
FERETHEE
MAEEDS ERT526039%, [8.7. 8.9, 11.1.9%]
9.1.7 fiK - REFEREBZFZ S5 ARNEROHIEE
BEVMEEGERES RISV, [11L1.130]
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9.1.8 FEPRRE. REABAR. BR. BKREFDOESE
PURSHR IV T IZERRAE ., IR ARE S5 D M AR ZERE DS A S TD, [11.1.125 ]

(FFw)
9.1.1 AHNT o ZRIEARGEWERZA L TBY, MIER FORRB 5 ATREMD D,

9.1.2 PURSHHREE OG- T, QTIERHFOLEXRFERHOONLZENHD, ZOIIZLEXEITIE, i
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5%LL E | 1~5%AKT 1% Al A
MR AR FR A (RECHN, A | CKEM, M= R, i E b | s REREN, PR 3E R, s
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N
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ALiE B BHE
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<WkEE, R B I OLE R E >

PUEMIRIEROBWERELC, @7 a7 F VIENRBITHZERHY, AFIZBNTHHRESN TS,
Ty F AT S R O R SUAZ IO EHIFNZFHEI S TND DS, Dot BAGERTE 28 T 2P i 3k
WX, aT F MBI RE R T AT, TaTgsFUonERL, ST a7 T UOMEEBITEEZ NS, &
OFEF, oW, LWHEEAE. AREE . SEEE, SERREOERP BT, ZNHOERNH
DONLEEITIE, JREREAORE X IMH~DE LT aE' sV T TF o O 552179,

AANC BT HEARFETOENERRRTIL, 7o77F  BEEORWEREL T, mh7 a7 75 81324
(26.8%) . 7 7 7F L MAEAF](0.8%) . H #4451 (0.8%) . AHRIH #8441 (0.8%) . FLIHIRHIESF] (0.6%)
FHREREE 151 (0.2%) . MEHERE AR 221451 (0.2%) . FLit o0 sbs 1451 (0.2%) . Ehke AR 41451 (0.2%) D3 s ST,
ENEHHRGHRBRICBWNT, 7m77F VB0 EFL36661 (32.8%) IR OB, FELHIG XM
(41.2%) DFF B FHE(25.0%) L0 @B 2R LT, FBLLIZFROIZEAE DRI P T a7 7F U HINTHY | v
THOFEGHBE IHEE T, BEERLOIIRL, HETFIEIZESTZL0bL 70T, ARFIEO R EBERI
ZINEESNIR ol BHIFIE, BPEROFELTREE Chote, M7 u7rF REZRRFICHIEL
TR, N—=AIA VRO T a7 7F o OFEEIL, B lb IR RO IAEfED EIR (B 13.69ng/
mL. PARETOZME © 29.32ng/mL, FARE O &M ¢ 15.39ng/mL) Z E[El> T (B PE27.018ng/mL., i
65.504ng/mL), FETIF L DWHEIL, R—RATAUBEPLEREFHMERCONT T, Bibic ERL, &k
MDA — 2T A LSO BT, B T2.731ng/mL, £t T15.644ng/mLTHY . BrEX0E Lotk
TRE EFADBHONT,

< PRER PR E >

AR, PURB MR IRIC L > CERSNA AR EEEERERE ChD, BIEFFIE. PUBMHHRIEDOR R
SUZREEGIUER SIS, HERAE PRI IV TR S Z BARO MW E A & OR 7S =2 —m
W BE 52 5o bal MEEIE = o —a ~OIEAZ I T 5720 THHEBZ LTS, HERIMEEIE
WndHLONTSGEITIE, REEBERORE « F ik, mH~OZEETH N —F VU AH O 55517,
ENE B G RBR W T, #EARI R EEREDOF FHG 376 (18.4%) IZHBO DI, ERFRIIT IV
U7 RERETHoT, VBN BLU T & O R  FEE K OREELASM T, W3 Vb B S H 25 FE T
HERLDII I oTe, T YT BRBLUTZ261 o QR S G B E N R B LU 15 CAFI OB 5034 1S
7o ARANEOREBERIZZIDEESNILD T2, TRIHOZNREIE TR CTh o7, BIEgh, hii—%
UV ERINR B ST R 1335.8% Th T,

<D >

AHND o SZARBERERIZL - T, EERME, SIREOTE R RRIEANRBELTL22E0385, £, Hit
RO 5T, DENEY (QTIEE., STIRT. THOYR L, UKOHEL) RHHbNDLZENnHD, &
DIH72LEXBLITIE, FUEMREOL O =V U ERIER, BARE MO B DS~ BN 2
e ZLORAFPEHECEEL TS, DEREENHOSOISEAICE, BEE2T I 58 mulnEs
179,

ENEMB G AR T, REIRICBEE 758 FH5 0364 (3%) IS8 b, FONRIE, DM
SR, AREERR, AR, AT ey ESEMEISIGHE R D ERQTEENE 1B Tho7T-, Wih
OFEREIRE I IHEE CIHERELHESNT, DEXQTEREAFIEL - IFNIAF O G0N IEST-,
AANE DR B T OB MEIISME O 1 LIAMIT ES NI oTz, FFROEERIE, WIhbElE Tho
Too 728, RENRICOWTIE, TERZFEIVER EWIHIER | OIE (P.34) 2,

< HIGEE >
{EEL, B, IREZEOMEALEREIERIL. —RAICZHUEM R OFIa) AERIC AL ORFENE T3 3
RIRIREE 2 B TND,

<R ORES R E >
TR D BIER L LT Fia U MR LA 2 S A HE R E b OUR B30 b5, S
PERPADIGIRICIL, R A OB G 1E5F21T5,
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< F DA >

@k FE B N (BRI RIAS AN, AHKID5-HToa%Sz 25 BT L H 52 B AW F L2 B AT REME A
TRIBEILTUNDI),
ENEHBGRBRICIW T, (REEINOH FEF L3184 (9.0%) IZRBD B, BEAEEIX
LTHIDSERE | 1B RS CTho7e, BIEHE TREOIRE, U= ANE K OBMIDO~—
ATA L NHDOZEAL & CEXMEES.D.) 1%, 2 410.74£5.372kg, 0.30226.924cm 2 TM0.27
+2.040kg/m*THY, KREIZEIHE T HIRELE(ITFRO LT,

o 18 —RECHURS R ORIER ELCL PlaVAERICEAEE NS DERRD LD, A
FNZBNTH, ABBRHEIN TS,

@ 5N UL - EINEHIE G RBRIZI VT, HEHBALIS DI BRIR, EIE & O A5 2780 7= 954 1%
BRI AU T6.0%LL T THY, ZDIFEAENIRELHESNTZ, F/-. Day LK%
RO HRE1L13.4% Tho7203, TOEE T HR GBI EELIZHA L, Day 148LAK I
5.0%LL FE7o7-, VASONHfEIL. Day 11230.2mmTdh-7-23, Day 8121%25.5mm~K
L. DIBIRBRYZ@EE UIE —E Tho7z CESMEDOFPE : 20.7~25.5mm), —ffh
N #% 5 & B N 5-OVASO L EZ LB U755 . Bl M2l C =AMk s
(23.6~30.2mm) D J7 ANEEL 5 N 5- (13.3~20.0mm) KVVASAI 7 28N E W ME A - 72,

SR FRBEE—EBEXRE

KGRRFETOENBERRER, ERSIF 5 e & OE N E #5381 572 MR kT 541
492451 (A AR N41001 &G Te) 1353601 (T1.7%) \CRIWERNRD BT, ZDERLDIL, &7 a7 7F e 1364
(27.6%) . TEHEROLETRT26 (14.6%) . VEGHBALAEAES261 (10.6%) . AIRIE32H1 (6.5%) . FEFHAEIR 314
(6.3%) . THI2T721 (5.5%) Tdr-7=,

FEAT T GE B ER 492451
BIEH 2 BUE (511 5k 35314
BIVE R BUE B 71.7%
EERDIESE FIRAEBIE (IR ER) EERDIESE FIRAEBIE (FKIEER)
REESLCHFERE | T (02) | M 1 (0.2)
FRiE 1 (0.2 LNSRUE 1 (0.2
PAEEEDS 1 (0.2 WA BRAE 1 (0.2
B, EHSLUHEMATBHEOHEY 9 ( 04) HA R 1 (0.2)
(BRELURY—TzET) | T T PE=AE 1 (0.2)
iR et 7] 1 (0.2 EHHEEDRS 1 (0.2
NENiNE 1 ( 0.2) B kEA8 1 ( 0.2)
REREE 1T (02) FErREZ b 1 (0.2
JEBULE 1 ( 0.2) FAATE 1 (0.2
AZwEE A (08) |tfERlEE | 91 | (185)
w7 a7 ME 4 (0.8) THTT 25 (5.1)
KEBLUEREEE 16 | (33) RSN PR 21 (14.3)
FEARIGE 6 (1.2) PR 14 ( 2.8)
ZAE 3 ( 0.6) ISV 8 ( 1.6)
5 A 2 ( 0.4) Xi=n 7 (1.4)
= HE 2 (0.4) JAR=— 6 (1.2)
BEPR I 1 (0.2 JRE A 3 ( 0.6)
EiEN 1 (0.2 IR—=F V= AN 3 ( 0.6)
I L 1 (0.2 fERAR 3 ( 0.6)
11 R P S 1 (0.2 FREIPED F U 2 ( 0.4)
RBRILIE 1 (0.2 IRNLPED F U 2 ( 0.4)
wmaEE a | (18.5) VAFRRYT 2 (0.4)
ANHRAE 32 ( 6.5) B BB 2 ( 0.4)
AR R 29 ( 5.9) Ak 2 ( 0.4)
Rz 10 ( 2.0 TP IR AR RESE A 2 (0.4
WA IFRIE 6 (1.2) TEEEE 1 (0.2
bgsdin 4 ( 0.8) S A0 Fe AR 347 1 (0.2
ZIWE 4 (0.8) Bl E 1 ( 0.2)
L) 3 (0.6) T H R 1 (0.2
H 2% & 2 (0.4) e R 1 ( 0.2)
T 4 e = 2 ( 0.4) JrEEE 1 (0.2
gl 1 (0.2 SR 1 (0.2
) 1 (0.2 EIER e 1 (0.2
g - 1 (0.2 BB P 1 (0.2
B RBE% 1 (02 |REE 5 .. (10)
oKy 1 (0.2 AR ER[ETHATE A 2 ( 0.4)
%5 1 (0.2 T UL —PERE IR S 1 ( 0.2)




EERDIESE FKIREHIE(RTEE) BElEADIESE FKIEEHIE(REE)
B 1 (0.2 FLY-IR HE 3 ( 0.6)
T 1 ( 0.2) FLPERT ST AR AR KOE 1 (0.2
EpsUusiiEs 0 2 | (04) | HiRWEEE 1 (0.2)
EIERETIEIN 1 (0.2 Eopies=: 1 (0.2
ZE3 WENE 1 (0.2 PR RER 42 1 (0.2
DEEE 10 | (20) | #isrimkEsE 1 (0.2)
TN S -LPY NI 3 (0.6) PEARAE 1 ( 0.2)
IR 2 (04) |—f%- 2BEESLCRESEEIOD 16 (23.6)
=PRI IR 2 (0.4) |4KEE :
AREEfR 1 (0.2 e R AL S 72 (14.6)
Nz ) 1 (0.2 TS RS 52 (10.6)
F7ay s 1 ( 0.2 SRR o R VA 1= 17 ( 3.5)
ZiF 1 (0.2 ST RLEE 16 (3.3
TRPESR 1 ( 0.2) AT B 7 ( 1.4)
mMEEE 3| (06) | VESBALZIRER 4 ( 0.8)
N 2 ( 0.4) P8 R 4 ( 0.8)
5 1L 1 (0.2 W5 2 ( 0.4)
MR, MBSLUHREES 0 | 3 . (08) TR AL RE 2 (0.4)
E=35N 1 (0.2 FEEA 2 ( 0.4)
AL 1 (0.2) | Mo A 1 ( 0.2
Ui 1 (0.2 T SR ASIK-RIEEN 1 (0.2
S 1 (0.2 TR ERAL L IE 1 (0.2
1 e gE 1 ( 0.2) fiEEyRa 1 (0.2
BBEE 46 | (93) | ¥#iE 1 (0.2)
T b 20 (4.1 |BER®E 182 | | (37.0)
TR 8 ( 1.6) M7 a7 7 4N 132 (26.8)
T 5 ( 1.0) REHIN 23 (4.7)
i 11 4 (0.8) TI= e TRINT AT 27— B 8 ( 1.6)
NEERAS P 3 ( 0.6) Jn :
W PR 3 ( 0.6) IREE D 7 ( 1.4)
g 2 ( 0.4) A 1 BRFcE 0 7 ( 1.4)
H PNz A 2 ( 0.4) ML R 27U U REAN 5 ( 1.0)
&R 1 (0.2 y T NWAIJVNG AT = F— BRI 5 ( 1.0
fEETA 1 (0.2 DR P B 5 ( 1.0)
H 2% 1 (0.2 I A7 R N 4 ( 0.8)
A 1 (0.2) TANRTGX BT I NT VAT 2T — 3 ( 0.6)
TR 1 (0.2 B HN :
VAL S i 1 (0.2) ey LE N 3 ( 0.6)
frEEREE 9 | | (1.8) M7V T7 F o AR AR — BN 3 ( 0.6)
HFRERE S 9 (1.8 MmEET 3 ( 0.6)
RESLVETHEEE | 12 | (24) | M/ELES 3 ( 0.6)
i 4 (0.8 M7 LY RAT 72 —B R 3 ( 0.6)
RS 3 ( 0.6) M= 25— L 2 ( 0.4)
EOEESE 3 ( 0.6) DERQTERE 2 ( 0.4)
TUILX—PER & S 2 (0.4) T B ER A 2 ( 0.4)
SIE 1 (0.2 FFRSRE A B 2 ( 0.4)
LRERAR 1 (0.2) | MEHEYREAHN 2 ( 0.4)
HmERRESUREEMERES | 1] (22) | RhEABME 2 ( 0.4)
17 [ Fig 3 (0.6) o7 a— 1 ( 0.2)
B RS IR 2 ( 0.4) i LR A 7K 35 T 3 1 (0.2
VU g 2 (0.4) IRl WAV 7 1 (0.2
TR 1 (0.2 AR 7YY R 1 ( 0.2)
I 1 (0.2 DERISTE Y T 1 ( 0.2)
ZE TN B 1 (0.2 PR AT RO HERR 1 (0.2
A B R L 1 (0.2 VRN /e a2 J | 1 ( 0.2)
BELURBES 1o (22) | ~EZaevEd 1 (0.2)
BEDR R 8 3 (0.6) Vo REREOR A 1 (0.2
AR IR R 2 (0.4) T ERSSRE N 1 ( 0.2)
R 2 (0.4) DR F AT 1 (0.2
PRIER 2 ( 0.4) U SER T 4y ek 1 (0.2
PR P 1 (0.2 7 = AN JE BHAREE 1 (0.2
EHREREE 1 (0.2 SR aE Y ) —7 N 1 ( 0.2)
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QTHEEAEH 2B B SRS N A fE i 235,
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BRLOEE
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14.1.2 fOFEFHRERA UIARUTEA LW &, HEERNCH2IEZL., MIEIREIELIL,

142 ERREHOEE

1421 REBG-OBRZIX, L FORIUES TS EHE H WD 8, DY) M PR ENELNR2NEBZENNG

%]
g AEIOkgRIDHE : 23G, FORS1AF (25mm)
SABN R {KEIOkgLL DS - 22G, $FDOES1%12F (38mm)
R N ~1 5IeF 220G, #tOEX1%AF (38mm)
14.2.2 RFNT =AU FHNO R G L, tOfHAN, K FICEGLaenle, o, FIRNICITixt
et S DA AN

14.2.3 FEHFEATERIEA R BEEL, [F—5AL~D KB ERII THh/INZ L,
14.2.4 IR U2 = A5 SUTBE B PNICESEREICHIAL, SV YHNORREZPD S THILE,
14.25 TEHENL 2D RV IR E IR T8,

14.2.6 EHHBALITHETR . A2 20 ZED DD,

(fiF#n)

AFNDOEIMNZDOWTIE, XILES B W FiE 1 22RO L,

14.2.1 F 53N SUTAREIZLY, @O ESEOMEEN RS, RITHEWE 722 RINT 524,
WS EEA OB AR GRBR OB SR BV MRETC. = AN G- 5 DN N G- e~ Tl 2 afi
FORURYRUARE R FRSEAZEDIRBENT-, ZD728, ALV AATRBITHEEELEL T AN
BRI E T,
F7o, ERR I E R R ER M ONE N R % G5B 2BV, 3R H & G- LSO Mg YRR DR 7
JE &R N G5 & = AN B GBI T L= fE R, B R CRERZE R I AN -T2,
RHERSEYBEIREET LA AN TE 2l —rar B F L, RO RIVDAEFEG-R D M4 /)~
TEEE I M E T B A BT U 5. (RE2N90kg Ll O BRE 12 1%A > F (38mm) TS #H4 W TR 2 =
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A G LT e EOHEE MAEH SUSRYRAREE L, REIOkgRTHOPERE 1214 F (25mm) S EHE W
TEMAE G LT EXERRE TOHAIENRIBINT, o, AR REICE ST EHERH T =AM
BlLzbx, B E Lt U TR S0 oHEE g rh U~ R EE R L S EICHEE T A2 L0 RIR
Sz, LLEXD, ZAmNEE TREOKREICHEISN T, HONITIREIRO mEF SRR R E
PRI DI E LT,

14.2.2 ARz # RN G- LT BRO2 S B8 Rt U7 BT EZ S T e, #liRNICER G-asnizha,
PRE ORI EAPRBOONL RN HD, Fio, AANTIEEA THL20, FHIRNIZER G- LRV
2T B8, Fo, ZABUIBEBUNAOBHA, R F~DREHITHRNIINTTHIL,

12. ZOHDFEE
() EREREFAIZEOCIE#R

15.1 BRERERICEDER

1511 AANCEDIEE . KRB OZ2RIE N R E S TD,

15.1.2 A4 E T HERES AU FBENAE N2 B L7 AR ie tk ORFRANVIEE IR 2 3 D mn B E x5t gL
T 1ITORERRBRIZ IV T, FIEOIEE RGOSR 35 AR 7 B AR B G REL i U CRE L 3
L6~1.TEmm o= DMENHD, 728, AFIEOEFHEMEIZHOWTIIRFISN TRBHT, HETIE
720N, Fo, AMETOREFEREICBW T, ERTUE RIS I ER USRS EFRRIE o |
AT 5T 5LOMENDH D,

15.1.3 a1 7RV FUAEHERA OB LR 2G-S B 128\ T, ANBE R I P BRI T
JEEREDHESI TS, i - iizic, IRADHEZ UL REMENH LD T, MANcIRRHEIZAR
K GHEZ DN TRADIHFRETH L,

(fifin)
15.1.1 ZERAEITZIE2ARE R AN O F LSRN AL T CTH D, [REBERIZAS)HTIZAR2WE OO i t:
\ZZERIEDFEBBIINHESNT=T20 ., [ZFOMOEE | OHEIZFEHEHL TWD,

15.1.2 KEFDAIX, FEERPUBHRIEA T FEe | TIET T —)b, UARIRY | JZFTEACDONT,
EOREE B E ICB T AITIEEL R LELIZ1TO T TR G R EEERBR D5, 106451 A fRAT L7- 4k
B IEERPURS AR I BT A RN T TR LR L TL6~ 1. TS @ b 7=, FERITEE 2
TEofemy, EITOBEEE (LAR4, 2290R3E%) | AUIE (I%) S CTh o7, ZOfES. FDAIL, FEER
FURBMIR IR LT, Rl ORRENE B IOIE BRI PR MR A L2356 B RN EeDIRY
L. EERORREE BB OITEIEEIZX L TTNO O EFN DN H#E LI TH DT L2 IR SCEIC# A L L CRE
I DIIKDT-,
ZORGEZT, ENIZB W THOREY BENRFEIT o/, @O B ~OIEER UM
DB G OWTIZDOMOE R | OIEIZFEHE L, EEMEZ XL EELT,

15.1.3 a1\ 7R FUAEFHER OHLFHN 28 5- SN BB RN T, BREFM I P BOR K T E
MEREDNFEH T DA REMEDRHLIENMONTEY, VARYR AR G SN T2 enHHEEITBNT
BT UL B IR FIEMRIEDS S S TV D, AFIZ R EG-ENIZZEN DL BHE D AR Fi 2 5t 9
DEZIE, I D B RAR ME R 2SS AE § 2 ATREMEZ B IEL . ITRTICIRBH R ICAFIR IS0
TUBADIEETHIL,
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(2) FEERPRELERICE D EIR

15.2 JEERERERERICE O IER

15.2.1 Bkl (4 X) THIIEAZH T 528N HEIN TNDIEND, MOIEANZ IS, HEAZE,
IR 5 - K DR R 2 AR BEMEA L 32 AT REME D B D,

15.2.2 AKHI%10, 30 O60mg/kg/H CTlxn HIZ1E]l, FvMMZ245 A MRS G- U203 AR MHERERIZ 0
. WECIZ10me/ke/ A LA EC, HETIE30me/kg/ A LA CHIRNES O AESEE O _EF/-NHESIT
W5, Fio, NUNURATVASYR O EFEHEGHY THY, VARIR%0.63, 2.5% N1 0mg/kg/
HT<7AIZ18 H I, T7yhMZ254n H B 0 &G LN AJJRMEREBRIZHB W T, 0.63meg/kg/ B LA ET
FUIRIESE (=7 A, Zvh) . 2.5mg/kg/ B LA T FEAKRIEES (=7 &) K OWENR N 2 WS I (F k) o
FRAMED ERPHESNTND, ZNHOFTRIE, 7077 F AL b LT, FolfET
LS TN, 1949

(fiEso)
15.2.1 7Y RURAZEBWTA X THIMAEAZ A THZENHERII TNDLZEND, MOJFIRIZ XA NEM-E R %
REAMEAL G D AT REME N DT D e dk L=,

15.2.2 7077 F ARIEHIEIG O R AE1L, @7 a7 0F U IEZFHETHEFTITT >t Ic BV TE<mbhn
T2ATR.CHD,
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X. JERGEREABRICEA 9 HIEE

1.

FIEEAER

(1) ENFEEHER (TVLENREICEHTSEE ISR

(2) BIREIZEEEAER

KT REL
(3) RLMRIBHB
K EDRL
<BE  NYNYR >
B B@) | BORGER) R
IR S O THE) | 7o (3) 40mg/kg (EHERN) | + 55, WFL T — FHEIRIET (3/3f1)

i RIT T R

IRIRIC TR - RIBART (3/361)

R T T2 - 3/34

IkelZ AT 525D | hERGIE A 0.03~10 & mol/L * Iz i) (1IC50=1.18£0.06 1 mol/L)
HEK2935 fia (in vitro)

Z Ol o I W | B/VE sy NHLEE 10 2 mol/L - kTR E L

(Ik. Inay Tcan) 12K | Dr38 A0 H R (in vitro) e Tkee I ONean 2801 (85% . 15% K& TM4%)

F R (5~9)

IEEVEAICRIET | A X 0.01~10 g mol/L. | = 1 mol/LTAPD. ERPK ORTDILE

2853 TR ke | (in vitro)
HE/LEYR 0.01~10 g mol/L. | = 1 xmol/LLL F CAPDDIEE:
FLEE (in vitro)
fath =% 0.1~3 z mol/L - 1 pmol/LEL " TAPD, ERPMK ORTDILE
TR e | (in vitro) + 3 u mol/LCEAD3& ] (1HzC0/10f, 0.2HzT2/1041)
i HELE 1~10 z mol/L, * 1 umol/LEA_ECULHEEE DK T
£ (6) (in vitro)
i lasAvas 0.1~10 g mol/L + 1 u mol/LEA " CAPDeo 2 N Triangulation D 4E
S VRIVT (in vitro) * 3 mol/LLL_ECAPDDO AR EMEDOHIN, EADIEHL (1/5
MEA(5) 1)

* 3 mol/LTTdP2SSEBLL 7= (1/54) 73, 10  mol/LTIE A

YN

DIE RICKT9 5| BLEYE
EH (FRARE) (7)59

0.08, 0.16, 0.32,
0.64. 1.25, 5mg/kg
(FFARM . 15571k
DRGSRk
5.5:7.45mg/kg)

+ 0.08mg/kgll FCYHmEDIT

+ 0.16~0.32mg/kg C/LHELOHENN, PQIHIR 0 Ji

+ 0.16mg/kglh_FCQTIHI g D kiHis

- 0.32mg/kglh FETTH DK K N5mg/kg TSTD | 5-

(1/761)

+ 0.32~0.64mg/kg TQRS g D&
+ 0.64mg/kglh L CQTcBMIMRED B, L= MM

(1/741)

0.16mg/kg/ %y

* QRSHIfEIZ A2 L

(B IRPY., 3043 [B1%F | < DFaEko N (3/741)

fefe b, BEGE| - PHUIEOIK T, PQREIROEM. QTR UQTCBED
4.8mg/kg) SORE. ST _F&-(1/741)

0.31mg/kg/ 5y - QRSHIMBIZEE L

(RN, 6023 FIER | - DA%, EHIMEOK T, PQ, QTEUQTeBM
Wb, MIEGE|  WWomEE

18.6mg/kg)
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(4) ZD b ZFEEHER
M ERRL
SR
(1) BEREEMEHAER
FRBRTE H #4) (n) Be & (R | BlEmM AE R
Hals  |I=7X% 0. 5. 20mg/kg |54 H < B 5448, 29, 57, 92XUT149 HIZHIMRL . e BRAERR 20
FEMERRER | (MEn=15/#F) | FBHAN) A A L TR G-I ORI L AR 2R LT,
c ERFTRELT, HEW, RLEENANL, PHEREE, R
IREIE B OS2 E O AR R ~D B W N5
AL BRSO BT,
< P HEAR AR SRR T, PR G P 2R S E Y
FOIT, B 557 Bt LR RER) 72 [ 35RO DAL
7~
- WIS D EFE B3 20meg/ kiR,
V) 7YY R L TR G-
(2) RIEHREHMHHR
WBRIE A 4 (n) Be Gt (RIE) | B2 FER
AE#E | Foh 0. 20, 80, 3nH « EIREECIRIR T IR OM% 550 ok, 80me/kglh I
FEVERER | (MERE 160mg/kg OBGFECHEF . 160mg/ kg G-HECRGALZ TOH®
n=20/#%) (UH A HAMN) JEERD BT,
- HEME TR TIE R o Tmb oo Mt T T s
(PRL) I EE DEEMNFRO B, PRLEN LI LEL T, 4
B PE O MEME TIAEIE, I ON ;?LH;%OD%EJ%&UJ&%EE
APEIEREOREME TR IR MIEDORKIE, 80mg/kglh D
P GREOHEME TR OMEMEAL 2SR Bz,
< BHIENLTIE, AR T A BRI N RS ME R SE S
DN,
=T H 0. 5. 20mg/kg |34 H « AFIERECHRBEB O T R O, 20mg/keft 5-EET
(n=3/%F) | (L A 17 HAWN) FRUE K ORIA 1 T SR8 BT,
o BEEHAL UL A SRR CRRHEPE AR BRI I & PES 1B PE
SEMFROBNTZ,
) RYARYR UL TORE

(7~8)%® 0.16mg/kg/ %>
(FFARP ., 6043 1

Bipes)

AERIEH 4 (n) e b2 (R ) FER

DA RT3 5 | A X (EFREE) (4)59 10,08, 0.31mg/kg| * 0.08mg/kgT:OMA%k. PQRIFROEHME, M., SiERE
YEH (R&m) B Oy mERIOK T, PRP, LV dP/dt max,

LV dP/dt max/p & OVCMA ORI, AR (1/441)
- 0.31mg/kg C:0M1%L. PQIEIROFEME. QTcBREIFED 4L
B, ME, SfERER N O AT T, PRP,
LV dP/dt max, LV dP/dt max/p& QN H SO HEN,

REL(2/415))

U (AREE) | 0.04, 0.08, C DT BRSO THQTeBHRAIE R SH 73,

REENRAFHRES W20 o7z
« 0.16mg/kg/Zy HECHIZ v 7 (1/861)

FE SRR T HE | Z b (B FR ) 2.5, 10, 20mg/kg

2.5, 10mg/kg THRENLE DN

JiER ®) (®& 1) WO HERHICB W TH L RHR R L
=074 RS W7k (5) 0.01, 0.05, 0.25.| * 0.01mg/kglh ECHAM

1.0, 5.0mg/kg IR IF YR 425ng/mL

(f& 1) (5mg# 5-00.5H:R1%)

1) AR TR 7= AR ARE T L
APD : {EEENT £ E (action potential duration) |
time of the action potential) .

ERP : AZIAJEH (effective refractory period) |
EAD : 1% i34 (early afterdepolarizations)

RT : {GBYENL A REH] (recovery
APDso : {EBEENL 360 % F-53 i 9-% FCTOFRFEREH
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(3) AREFEF AR
T TR « R IRFE AT T 25U (RYA~URELTO0, 20, 80, 160mg/kegZ #EAR3 H IZHL[A]fj A N #
)RV, RETI380me/ kel LOFGHE TR T, (REHE MG SUIAERD | FE R 258
DO, EEEL BRI, FHIRIURE, BRI, EIRAFEC R, AR TR,
RRVAAREE, PEH R OVE RIS SR, W NG IR DA, Wl OVE S BLEI IR G-I Lo BITRE O bV,
- B VAT e OME S TEMEIZRBO Do T,

(4) T DMOEHHH
1) BRI g » o
AYRYRL ST BT AT AP SO B GO RIS DHBIE, AXRUI=7 5% iV
7o M A 53R ER, Ty R OR =7 2% W R G380 NS T v MM W= AR B W TR
Uiee DT RORBES BITRIKTE (B G- 8R O SR RS) 25 b st BN,
) BEBLHBY
AIF 7 AR E OO %§kﬁ§enﬁ%ﬁ&07‘7XJ/7j——7TKuiﬁ%ﬁ ST, B O AL
‘MOML“)’\J UL F AR AT TR G TR SIS T,

3) REE MRS
PRYRYRY P OLIF LR T AT L OTEVE AR Tl D/ U~ R AT S T 120D B o T,
4) A TRIEFERS

T M FAT= 245 7 AR A N8 G- 23 A SRR R (<Y~ 2LC0, 10, 30, 60mg/kg/H) 2B,
B GHL K& OVE DA NI T Rl A R4 DT ISR b oTe, —J7 . MEREO RIS 58 A4 2R
DOHEMMMBFRO BT, ZAUTVARIR L DO O GAZ LD~V T AR Ty MEBIT DN AR T A6
FATRE—F L. SU~YRY OB EFIC L APRLAS WS K L= THY . T Ic s B
JETHHESE Z B,
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o H BTV ORI 26mes VLY - 50mgi VLY - Thmgi VY - 100mgi VY - 150meg Uy
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P19

6. BE

(EFVA 2 KERRE25mg ) o)
0.25mL[13Y ]

(ETVA 2 KERFOMg D)
0.5mL[13 V]

(ETVA KB FT5mg D)
0.75mL[13V 3]

(ETV)A U KBERE100mg D)
ImL[13V ]

(ETUADKBERHE150mg D)
1.5mL[13VU 3]

1. BHROME
TVIANRIN Y VT —ay I EOBERRBRIRA L 7 4 aR )~ — B 5
Xyy 7 RIREGORAL T F L L
TV — ARy N— L IRBIR AR LT L /TR VA T L aR) w — a2 B LI R D BALT F L
=L
T H =TT R T arr
8. BE—Ry - BxhE
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WR7es BEIRTEAGRAEH A KA
BTV KR E25mgT VY 20134E9 H 20 H 22500AMX01791000
BIVAKER G E50mg Vv 20134E9 5 20 A 22500AMX01792000
BIVA KR E TS mgS Vv 20134£9 20 A 22500AMX01793000
BTVA KR E100mg VY 20134291 20 A 22500AMX01794000
BT VAL KR TEL50mgS U 20134E9F 20 H 22500AMX01795000

1. REELEREFA B
20134F11H 19H

12. ShHEER I REM. RERVRAEZEFENMEDOEAHBRVZTOAR
BAISAA
13. BEEHE. BiMERELARFABRUVZONE
FEAEMSRARFEHH - 20234:3H8H
FEAMR  ERE, ERERSOMNE., AN O 2O S \CB 4 AR AR 2THE I 5 A 1D
NETOWTIUTHIE S L7V,

14. BEEHM
84F 1 20134E9 H 20 H ~202149 7 19 H

15. HEHRHIREREHICET HER

FZHE LR
16. FiEI—F
.- JEAEGIBE HEAT AR EI L - .
W7 HOT 5 e . LS MR —
HR7e4n OT (9#1) &5 I S 1 TER R

ST o IR T

v )7‘]—/\ 7J§‘°:?jjg: 122783301 1179409G1025 622278301
25mg Vv

ST S IR T

7 )Z‘—/\ 7J§”J§?jj{£ 122784001 1179409G2021 622278401
50mg U

Sl o R T

7 )Z‘—/\ 7J§‘m:?b/£ 122785701 1179409G3028 622278501
75mgi U

S KR T

7 )Z‘—/‘ 7k‘!%iﬁ\b/£ 122786401 1179409G4024 622278601
100mg> Vv

S S R T

7 )Z“/‘ 7k\!i\ﬁ\b/£ 122787101 1179409G5020 622278701
150mg> Vv
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TNNR=T  THAT=T . TIABTF U TIAAZT . TN F—ANTIT | A—ANT | TELRALTy,
N—L—r N TTFa, RXRg)— ~YLF— RAZT « ~ YIS TV TRA, T
7. hFE . FIU, HE, aneT, arFh, rarFT, Fagy—, ¥R FaadtfiE, Frov—7,
SR HHE, =TIV, 2T, VYRR TAN=T . T4 TR, TIVA KAV FUVx, 7
TT=RT, RV aTA FE NHV—, TARTUR, AR, ARV T, TANTUR, AATT)L, AH)
T T~ AH, ANVE L AP TRE =T JUx—h, FRET ., LN YeTrvad Ay VNT =T
NI TNT . ~hAd, b~ R=T I RE, vL— 7, v, BT A, AFRTa, BLRA | BUT X
suadtfiE, Tuva, LT, ATH, ma—U—FR, =WTTT FAV=IT I z— Fv—,
NF=, ~Yb—, T4V, B—TFUF, RILIHIL, —<=T a7, AU, o7 IeE T, b
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FEREDAFIKR (2023FIAKR)

BT OKE, BINOAGEESITLL F2Z RISV, (20234F9A4H 771 )

KIE : https://www.accessdata.fda.gov/scripts/cder/daf/index.cfim?event=overview.process&ApplNo=022264
KRN https://www.ema.europa.eu/en/medicines/human/EPAR/xeplion

4 U.S.
Eawd Janssen Pharmaceuticals, Inc.
W5t INVEGA SUSTENNA"
A - Bk Extended-release injectable suspension: 39 mg/0.25 mL, 78 mg/0.5 mL, 117 mg/0.75 mL, 156 mg/mL,
or 234 mg/1.5 mL
A 2009
P

ZHRE ST h B INVEGA SUSTENNA" is an atypical antipsychotic indicated for

- Treatment of schizophrenia in adults.

+ Treatment of schizoaffective disorder in adults as monotherapy and as an adjunct to mood stabilizers or
antidepressants.

LR OHE - For intramuscular injection only.

- Each injection must be administered only by a healthcare professional.

- For deltoid injection, use l1-inch 23G needle for patients weighing less than 90 kg or 1%-inch 22G
needle for patients weighing 90 kg or more. For gluteal injection, use 1%-inch 22G needle regardless of
patient weight.

Initiation Dosing Monthly Maximum
Indication (deltoid) Maintenance Dose" Monthly
Day 1 Day 8 (deltoid or gluteal) Dose
Schizophrenia 234 mg 156 mg 39-234 mgb 234 mg
Schizoaffective .
disorder 234 mg 156 mg 78-234 mg 234 mg

* Administered 5 weeks after the first injection.

" The recommended maintenance dose for treatment of schizophrenia is 117 mg. Some patients may
benefit from lower or higher maintenance doses within the additional available strengths (39 mg, 78
mg, 156 mg, and 234 mg).

¢ Adjust dose based on tolerability and/or efficacy using available strengths. The 39 mg strength was
not studied in the long—term schizoaffective disorder study.

- For patients naive to oral paliperidone or oral or injectable risperidone, establish tolerability with oral
paliperidone or oral risperidone prior to initiating treatment with INVEGA SUSTENNA®.

- Missed Doses: To manage either a missed second initiation dose or a missed monthly maintenance dose,
refer to the Full Prescribing Information.

- Moderate to severe renal impairment (creatinine clearance < 50 mL/min): INVEGA SUSTENNA® is not
recommended.

51



https://www.accessdata.fda.gov/scripts/cder/daf/index.cfm?event=overview.process&ApplNo=022264
https://www.ema.europa.eu/en/medicines/human/EPAR/xeplion

HEKR OV & - Mild renal impairment (creatinine clearance = 50 mL/min to < 80 mL/min): Administer 156 mg on
treatment Day 1 and 117 mg on Day 8, both in the deltoid muscle. Follow with the recommended
monthly maintenance dose of 78 mg, administered in the deltoid or gluteal muscle. Adjust monthly
maintenance dose based on tolerability and/or efficacy within the strengths of 39 mg, 78 mg, 117 mg, or
156 mg. The maximum monthly dose is 156 mg for patients with mild renal impairment.

ESE EU

StA Janssen—Cilag International NV

HR5E44 Xeplion

KT - Bk 25 mg prolonged release suspension for injection

50 mg prolonged release suspension for injection

75 mg prolonged release suspension for injection

100 mg prolonged release suspension for injection

150 mg prolonged release suspension for injection
TR 2011

ZHHE XIFZN AR

Xeplion is indicated for maintenance treatment of schizophrenia in adult patients stabilised with
paliperidone or risperidone.

In selected adult patients with schizophrenia and previous responsiveness to oral paliperidone or
risperidone, Xeplion may be used without prior stabilisation with oral treatment if psychotic symptoms are
mild to moderate and a long—acting injectable treatment is needed.

MIEROHE

Recommended initiation of Xeplion is with a dose of 150 mg on treatment day 1 and 100 mg one week
later (day 8), both administered in the deltoid muscle in order to attain therapeutic concentrations
rapidly. The third dose should be administered one month after the second initiation dose. The
recommended monthly maintenance dose is 75 mg; some patients may benefit from lower or higher doses
within the recommended range of 25 to 150 mg based on individual patient tolerability and/or efficacy.
Patients who are overweight or obese may require doses in the upper range. Following the second
initiation dose, monthly maintenance doses can be administered in either the deltoid or gluteal muscle.
Adjustment of the maintenance dose may be made monthly. When making dose adjustments, the
prolonged release characteristics of Xeplion should be considered, as the full effect of maintenance doses
may not be evident for several months.
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Pregnancy Risk Summary

Neonates exposed to antipsychotic drugs during the third trimester of pregnancy are at risk for extrapyramidal
and/or withdrawal symptoms following delivery. Overall, available data from published epidemiologic studies of
pregnant women exposed to paliperidone have not established a drug—associated risk for major birth defects,
miscarriage, or adverse maternal or fetal outcomes. There are risks to the mother associated with untreated
schizophrenia and with exposure to antipsychotics, including INVEGA SUSTENNA®, during pregnancy.
Paliperidone has been detected in plasma in adult subjects up to 126 days after a single-dose administration of
INVEGA SUSTENNA®, and the clinical significance of INVEGA SUSTENNA® administered before pregnancy or
anytime during pregnancy is not known.

The estimated background risk of major birth defects and miscarriage for the indicated population is unknown.
All pregnancies have a background risk of birth defects, loss, or other adverse outcomes. In the U.S. general
population, the estimated background risk of major birth defects and miscarriage in clinically recognized
pregnancies is 2-4% and 15-20%, respectively.

In animal reproduction studies, there were no treatment related effects on the offspring when pregnant rats were
injected intramuscularly with paliperidone palmitate during the period of organogenesis at doses up to 10 times
the maximum recommended human dose (MRHD) of 234 mg paliperidone based on mg/m? body surface area.
There were no increases in fetal abnormalities when pregnant rats and rabbits were treated orally with
paliperidone during the period of organogenesis with up to 8 times the MRHD of 12 mg of paliperidone based on
mg/m? body surface area. Additional reproduction toxicity studies were conducted with orally administered
risperidone, which is extensively converted to paliperidone.

Lactation Risk Summary

Limited data from published literature report the presence of paliperidone in human breast milk. There is no
information on the effects on the breastfed infant or the effects on milk production; however, there are reports
of sedation, failure to thrive, jitteriness, and extrapyramidal symptoms (tremors and abnormal muscle
movements) in breastfed infants exposed to paliperidone’s parent compound, risperidone. Paliperidone has been
detected in plasma in adult subjects up to 126 days after a single—dose administration of INVEGA SUSTENNA®,
and the clinical significance on the breastfed infant is not known. The developmental and health benefits of
breastfeeding should be considered along with the mother’s clinical need for INVEGA SUSTENNA® and any
potential adverse effects on the breastfed child from INVEGA SUSTENNA® or from the mother’s underlying
condition.

Females and Males of Reproductive Potential Infertility

Females

Based on the pharmacologic action of paliperidone (D2 receptor antagonism), treatment with INVEGA
SUSTENNA® may result in an increase in serum prolactin levels, which may lead to a reversible reduction in
fertility in females of reproductive potential.

<A —AMZUT O453¥E (An Australian categorisation of risk of drug use in pregnancy) (20234E9 HRf i) > : C

C : Drugs which, owing to their pharmacological effects, have caused or may be suspected of causing, harmful
effects on the human fetus or neonate without causing malformations. These effects may be reversible.
Accompanying texts should be consulted for further details.
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Pediatric Use

Safety and effectiveness of INVEGA SUSTENNA® in patients < 18 years of age have not been established.
Juvenile Animal Studies

In a study in which juvenile rats were treated with oral paliperidone from days 24 to 73 of age, a reversible
impairment of performance in a test of learning and memory was seen, in females only, with a no—effect dose of
0.63 mg/kg/day, which produced plasma levels (AUC) of paliperidone similar to those in adolescents dosed at
12 mg/day. No other consistent effects on neurobehavioral or reproductive development were seen up to the
highest dose tested (2.5 mg/kg/day), which produced plasma levels of paliperidone 2-3 times those in
adolescents.

Juvenile dogs were treated for 40 weeks with oral risperidone, which is extensively metabolized to paliperidone
in animals and humans, at doses of 0.31, 1.25, or 5 mg/kg/day. Decreased bone length and density were seen
with a no—effect dose of 0.31 mg/kg/day, which produced plasma levels (AUC) of risperidone plus paliperidone
which were similar to those in children and adolescents receiving the MRHD of risperidone. In addition, a delay
in sexual maturation was seen at all doses in both males and females. The above effects showed little or no
reversibility in females after a 12-week drug—free recovery period.

The long—term effects of INVEGA SUSTENNA® on growth and sexual maturation have not been fully evaluated
in children and adolescents.
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