25

% % 2023 4F 10 H SET (45 8 k)

BAEEER A EES
* 2023452 F ST 7 1) *ﬁsfwﬁggﬁ
ﬁﬁﬁfﬁﬁ] $E2mg $Edmg $E8mg 2%
GRS 22000AMX00011]{22000AMX00012]22100AMX 0228522000 AMX00013
TOaF R L HE BR55RAtA | 20084E4H | 20084E4H | 20104E4H | 20084E4
LB
S QPR E2MY
AFt>&4mg
‘®
A7t &8mg
®
AFE>&2%
®
i S LONASEN Tablets, Powders
%) H] .
) T3 — RS ORI & ) T 5 2 &
CBBROBEICEIBELEVNE) o ot v §iE8mg o9k 2%
2.1 BIEREDBE [SIERENELT 2 B2 H 5. ] o - H%®$U%?<A b Fse P DG
2.2 7NV — VBRSO TR O 5RO T IS
A i 25 " HE i i E -
&% B [P 2SR S 5 ]
23 7RLFY Va5 hOEBT FLFY v ETF 745 AR
¥V — ORI, TR B 5 BEREED L 1 K& S (mm) mm> mg —
{ZERE 3 2 56 % B <) [10.1 B0 #9 | #32 | #240

24 £ bFaAFV— ), KJaFV—, Ia3FV—IVHEL
I, CIFERRL, EHHE), 7rady—, RAT7VIF Y —
Ve BHpaFy—iv, )b FENVEELREA, FVFEL,
TYHFFEN, RATyFLFEL, Ty MLVEL, O
YY 2%y b EREGRAY S hOERE [10.1 58]

2.5 RAIOB G5 UBBUE OB 0 & 5 B

3. fARK - MR

3.1 #

e o+t v §E2mg o+t v §Edmg

RS e 7 &) ¥2mg | 15 72+ v+ Y4mg
FUB KR, fide v — A, REHREe Fao ¥

Y1l Jo¥rtiruo—2Z, e FaFysoibiroa—
A, BEERT A ATTY VBT AV T A

Wt o+ v §E8mg a v #2%

BRI 1$Erh7as v+ ¥8mg | 1gth7u) > +1) ¥ 20mg
FUBE R HI M, AV | LBEKR R W, K v
— A, KE#EEr Fo | g—Z, v FfafFy 7o
A Fr7u¥rtbru—X, | Ertro— A, B
i L ROF Y SO | KA B AFTY VB
O— 2 REEEKRT A, |7 AT T A
AFT VT R I A
3.2 RHIOMR
Wt a4+t v §E2mg T+t g dmg
o - FITE Fita o I OEFRA Y FiE
, (are2\ (ore)
e €§ ﬂb = &) &y =
[ERES JEx X [ERES JEx X
K& (mm) | (mm) | (mg) | (mm) | (mm) | (mg)
58 | 24 | #960 | 75 | #4523 | 120

4. RhEEREFNR
e kRE

5. REEN SRR ICEHET 2
AHENE, HHIE LTI Lo BEITHHT 5 2 Lo [9.7Z5H]

6. AiERUAE
HH. A T7TEF YY) e LTlE4mg, 1 H2RIE#HEE
OG- L DB L, fR2 128w %, #Mifem s LC1H8 ~ 16mg
% 2N CEBRBRIIES T 5. 2B, Ee ERICE Y #HE
BT 525 1HEIZ24mgEBR VT &,

W, ANRICIETeF k) v LT E2mg, 1 H 2B AR

Hix5 XD ia L, fRe lCiiE5 5, MfFEE LTIH8~
16mg% 2T CRERZIRG T 5. &b, Fis ERI

DEHEMRT 52 1HEIZ16mgx B W &,

7. Fﬁiﬁ&lﬁﬁﬁ%(:ﬁﬁi@?é*}i*

7.1 NRIZBWTHET 2841213, LAY EoMEZ & T
9 T & 1HEBARGCHE L7z a ORI L T,
(T HRRERA D 72 \)

7.2 JEAIZBWT, 70 > k) Vg IR 7 & AF )
DEZBHETIE, AR O - HEICHE- T, 1 4mg, 1H
2 EBREITREG L VHBL, BAICHETLI L, KHA2S
TaFr ) CRERIEAIANG ) B2 B, E 1T Kok
By g gncy ) B2 e Td 505 BEOREE T oBlgy
BTl MIDEHZICHLTIZ, 7aF vty R I )
O THREH ] OHEZZICHELBIRT L2 L. hb. AH
L7aF v SRR & WIS 35 2 Lk
DBEREGICAESRVWEIEETHAI L,




8. EELREARWEE

8.1 AHN DG EIIVLER/NRE 22 &5, BHT LRIz 8l
RLVBOMETAHZ L,

8.2 WM&, VEET - HJy - I EBRN SR TR L2 &
BB DT, RHFG-HOBEIIEHEHEOEERGERE
B OB SR VWEIEET L L,

8.3 Hfs, WA, WSSO MERE B S 2WHEEYD 2
DTEEEE T TV LA A S NG E I o R
Y BR 575 YR REELT) Lo

8.4 AADEEIT XY BB R RIEOEALD D S b, BER
W N7 Y P =Y A BIRERIEICE L 2 EAHLDT, K
HOPH B L Tid, 52 Lo IS ORI RIS 254
Wb bx, BEROZORBETHTHI L, 118, S8,
%R BRSEORERDE D 5 bNIZHE I, TSI 2
L. BHiOB#EE2ZF2 L9, 8T 2 &, FORRB L2
DR D 2\ EZ DFEBINT 24T 2 BFH 2OV TEL
DOWEFEOBIEEE 15312479 T Lo [9.1.5, 11.1.9B ]

9. BENERZH T IEBREICHET IEE

9.1 AHHE - REERZENH 2 8%

9.1.1 /i - MERKRE. EIE. RITZThSDREVDHIEE
—WEEDMTERE TS bbb 2 Ehd b,

9.1.2 N—F >V UKL LE —/MERISBRED & 5 BE
AR AEIR DAL S 2 BEND D 5o

9.1.3 TAPAZDEREMKE., RIIhSDEREFEDH 3 EE
FAEEA KT S5 BZENID 5,

9.1.4 BREMOBERVEARSREF T 28E
EREZ B S BEND S,

9.1.5 ERFX I ZDBRERDH 2 EBE. $5VIIHERKORIE
B, syE. EREORRROERETFEET2EE
MAED LA T2 2 20D 5, (8.4, 11.1.9B1K]

9.1.6 Bk - RETRREZFE 4 BANEEDH 5EE
EPEEREREASEZ D 29w, [11.1.1 58]

9.1.7 REREE. REBARR. BB, BAREBEOERE
PSR | PR AIR AR A 55 0 M AR ZEAE 2SS S Cw b, [11.1.7
2]

9.3 ITiBEREERH
MABREDS AT 2BZN0DH 5,

9.5 ITi®
TR IR L T et & 5 LM, B L ofF st
MfabtEz Ll L HE S N BE oA T 52 L, IR
BINCHR ARG STV B EA. Bk I LR &,
TR, IPURRE S, IRER, i ERIRICT . SIS 55 o B B R %
HERIVHAEIR DS D 5 DNz L DML DD B,

9.6 ®ILIF
B OFRRYER OB R BEOH 2 ZE L., B0
AR AT 5 2 Lo BIEER(T v M) TR TN OBAT A
HENTWD,

9.7 IMNRE
AR E R, Bl AU, AEINE 12 R o N B & 4
& LBRRBIEEN L T v, [5.8H]

9.8 SE
BEOREZBB L NS MHEICHEG T 52 & — MBI
REAME T L T2 0T, MHRED FA3 2 RS 0.
AIEIR S ORITER 2SS & b3,

10. tHE1ER
AANx, T L CHEMABBEFECYPIAA TR S NS, [16.4.3
S ]

10.1 BERZRBGAL VI &)

A4 BRAEIR - 5T | By - fERET
*% |7 FLFY ¥ 7T RLFY YOERT LR Y RT
g;zéﬁ#v—g%ﬁﬁé@\ﬁ%&Fv%Uyﬁﬁ%
FEEHE. I % i- 4 -las BRBEEOR
ﬁﬁtﬁﬁ%@ﬁﬁfiggét i WHRITHY. KA
Bed U AMEE R ° D q SR
AT 256 % Bk HIZED, B-=2%
<) PRI A FH A3 A7
(KA 3IY) D, MERET
[2.32H] YRR S N5,
* |(CYP3A4 & 5 < FHE | AH] 0 ML i BEAS B3 A5 o F ZEAX B

ERE S L. TEHD S 25|% Tdh 5CYP3A4
AN F =V ENDD D, ZHET 5720,
ERWIASY) OV T7T I YA
R aFy =7 HUEA B e
47z 2K Wb bo HHENZHE
IOV VO W,y batry—

# ERAL E
RN7aY —F,
7+ 7 ¥)

TN AF =Y
TIVA V)
KRATNVaAF ) —
w7rad7)

R ar—(/
77 4V)

VN FELVEE
LRF( - T,
R I AAE =
v )
FVFEMT) Y
2 )

T FENM(LA
Ty vY)
RAT7 v TLFE
WLz o7
Iy¥ hMLVEN
(V'a—n)

IV TRAY Y b
ATy 3V
| <07 AN A
Y. FLyavry
NI ER S
(2.4, 16.7.3ZK]
10.2 BFREEBIRISEE TS 2 &)
eSS WRARREIR - #5851 | BT - fabsik+
*%|7 FLF) UV EAHREELZMERTZE T FLFY Yid7

N (REITHI - A
It E OB &
D AKDAUCH 17
B Crnax D313 5T
mL7=& ot
Hbo

BRI ZTIERH D, FLFY CAEET
URAAL Y- TF av B-ZHEOR
Lry v WHITH Y. KA

D a -5 AR Wi
ALY, B-Z%
PR SR FH 23 A7
Ly, MERET
TER 2SR S 5
BENWDD S,
KRR ) MHECERZHET | AR E O
T I—) B2 EHDH b 0T, |FHEEO PR
WA 2 7 ohE i PIREATIC X 5.
k5352,

[NZARINZ(HE S AHAAEH 2559 5 (R AN Fovs v
LR R SEH ZEND B, BRERER 2 A
TaEsY TSI LTWAIZ ENnD,
e oS3 Bt

FIZBWT, EH
MRPLT B LI
£%,




WH 4% BRARREIR - #5151 | W% - fabrT
B 38 B 2583 2| ARFI RS0
ZENDH D, A O e AE 12

X5,

BN =
[16.7.1 %]

AR H O AL v BE AS b AH] o0 T EAR
L. R ET|HTHHCYP3A4
LEBENNHLDOT, | HET L0,
Bgr+ocire ROz rs v A
VI U CE 3 (25 A5 5 W ie
L EEEIIESTIVH L, =) AT
5Tk, <AL v EDHH
LY ARADAUC
2745, Coaxh¥24
fRicimLz&o

WG D Do
FL—T TN — EN RN 2
DERSS #TH HCYP3A4
[16.7.251H] ZIHES 5 720,

wOz) 795V A
DA B ] R
Bdhb, 7L—7
TN—Y T a—2R
LIk AR
FIDAUC, Cmax?dt
1851l 7z &
DOIREDD 5.

CYP3A4 BENEH % AF) D T2 BAC R
Ve ey 3] #TH HCYP3A4
VAV A= ] ZHEYT S 70,
VA=V ) BOZUT 5V

INFTEL AT B e
2 %

CYP3A4FHEAE ] 2 | AH) 0 I v i HE AMEK | AFH 0 F2 BEACFH %

H§ 5 3EH| T L. TEH2YRES 3|3 TdH HCYP3A4
R = N 4 LBENLD 5, BHET 50,
ANNTEE ~ ‘Oz 79 A
NV Y — VIS PSHEIN3 % " REE
SEAR b 5bo
DRSS

11. EMER

ROBVERD D HbND I LDDHDHOT, BlEEzE 41470,
B DRD S NIZGEIEHG % kT 5 2 S R WE % 47
L=
11.1 EXEEIEA
11.1.1 FBMEERE(5%A )

MEFHLER, GREZ O MR, W TR, BUR. MUEOLE), T
ENFBLL, TNICHIERE AN AN SHIE, &G 2
L. ARG H, KOWEEOLEYFME & b IT#Y) 2 WLE % 47
I o AEFRIERITIZ, HIMEROBEMRLMIFECKD EA-A3H 5
NBZENEL, 72 34708 VREED BREOKT A
AONDTEND D, BB, BEATHRE L BRI, I
PEBRBIEL, BIAKREIR, BEEREENERITL, LCTH T LN
Hbo [9.1.60H]
11.1.2 BREMED 2% 2T 7 (%K)

BHIHESICX), DEBFEOAMBESH D S5 bNDE I LHDH
DT, TO LI BIERDYD S bN7GEIEHE T I %
BT 228, B, HHPILBRIERIFRT 22 L25H 5,
11.1.3 FREEME A L 7 XA )

B R (O R, T - MR, 25 UV ERE, o S %
WIEBERR R OB O 9 o W ORER)Z K L. YA L
ANZBATT B2 WD 2D OT, BEMELD S b a1t
Behadk§ 5 7 SEY R LEEITH S & [15.2.1 5]

11.1.4 HFIRFIVE > RNE S 9B AEEEE (SIADH) (S E A )

B DY A e RSB ME, R b 2 YRR o B,
ORI, O, RRERE EAE AR D PURIR AR OV T VARG I
BERESIADH) A D 5 bN B I EHH b, 2D X)) LRGEIliddks
ik L. KGR O HIBREEY) 2 0l 2179 2 &,
11.1.5 HENEHBBRERUZA)

M. B CK LA, M K ORp I+ 7 a e v LRSS
o SNTGEIE G 2 ik L By R 0E 2179 2 ko 72,
RO BUFRE 12 & 5 BB BEEOREIERT 5 2 L,
11.1.6 EFERERE. BMIRHED (3D BEEAH)
11.1.7 FERGE. RERFFIRILEEE (3 b HEEAH)

Wl ZEARRE . IR I AG T 45 O ML A SEARE AV ST W B DT,
Bt % AT, BE, . DU o7&, FIES AR
LNZZAICIE, HE5 2Pk A R E M AMEEITH Z L,
[9.1.731#]
11.1.8 ATHEREREE (&A1)

AST. ALT. y-GTP. ALP, ¥V V¥ v&Ep 520k FHhE
[EERHSDLNDL DD S,
11.1.9 Sm¥E. EREET 872 RK—2 2, ERFAEEEWVT
b HEAH)

T LB R PRI DAL A D & b, BRI, b7 Y F—3 X,
BRFEERICESL Z 23D 5. il £k, LR, HRESD
SERDOFEBUIEZE T2 & L 12, MEEONEZIT) &= E+5
HEIEZITV, SRS SN, FSERIEL, A ¥
) YEFIOPRGEFEOBY) R MEE T T L [8.4. 9.1.5F K]
11.2 ZOOEHER
5%LL I 5% A1
W EE 5895, B, €9
AR, kAT
P AR ML, I
LA DR
W (QTH o
TR, T OZEA
ESNE |88
ANEERR, DE
WA, b=
[ER AN E N

(EENRIDEEE el pilIN
DBIRA

WA

fUiEen

HEARALEG |8 —F v v VHE
JEARTED VTR R, A R
[N R BN
HH), R,
AATREE, R
FEEESI%E)(33.5%).
Th YT (A
THE)(24.7%) ¥
A E AV THEES
FEE S T i
TR &6 - D i &
D A bl 7 B )
(129%). ¥ A b
=7 (BAE R,
PHTE - WEE - 3
o B, IR ER
LR BE
SR %)
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y-GTP. LDH.
ALP, ¥YLE v
o ES. e
b

i IR, B | RO
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HALA:

R, FRANR,
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M -, FERIITHE,
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JEG . AN
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B9

Hoe Blisk

Juz s 5 vk
H(21.3%)

S, F
5y es GTREREE,
AL, #
R4

WIRAR

PEPRIATHE, B PH
PRITE, BUR

R
P

A R(19.6%).  HR
f(124%). I -
TR - Sl
Py » F v
5o &, BHIE-
UEJR, BLTE

A I iR O
b, B, B
il #1992, L5
LI, T, WeE
ZA IR
(IEE T NEZ N
EI A, e 2
HLOBRRE, B
B, B L
UM &5
ENESINE /N
g

#

Bk,

G

I1Ri¢3

H L ER B0, i
FERBE N,
R A, ) vox
BRI A, R I ER
BWom. &, ARk
ML ER I A ~E
V=R TN
RS AV AR
Ar MRS I
M/NB I A, R
I L oSERINL

Z DAt

(R8N
57 1

[REGN

I R K
N, R
A Wi WLk,
WAL BTR.
. %8k
PR I, M
PNt 2% AR
CKLH. M7
ey FLA,
I ar zx s
a—)v k&, I
A2y vk
H,omd ) g
BEEm, ik k.
5. BUNL #.,
BUN A, 1 H
A E A,
b/ Ry VSR T
IR A By VAR )
Ao by
7 A R
EA B R
A= RRYING 71N
PR B 1 IR
1 B

TR, K
TN S N
MAEAR T, R
PN O N
7. MU

1) R D S b N BE ITIE L EIE U CRE i s —*
YV OB, WY RLEET) L,

2 HERHICIZ 70T V) VR I BH] O TR 5
N-EWER % &,

14. BALDEE

14.1 FEHZFEOER

14.1.1 AFOWINUIEFOEEEZZ TR T, AR OZENE
BEBZGICEVHERINTWE 20, BRICIRAT S & 918
W HZ L, [16.1.25HH]

14.1.2 PTPUEOZEANIPTPY — M LW L THITT 5 £ 5
4 5 2 L PTPY — MBI X ) BS A E8 A F B R
AJIA L, B34l % B 2 L CHEFRT 4655 0 T ES 7 A BfiE %
PRTHZEDDH D,

15. TDMODER

15.1 BREAREAICED 1B

15.1.1 KFNC X 2 iEHH, BRAHOZRIEDS HE ST 5,

15.1.2 HFECHEHE S 72 FRAIEE LS B U 748 s e IROK 2 AL &)
M-3R E AT 2 EREE TG E L 17TOBKRREICB VT,
HIEOIE PRI 5T 75 e R G & i LT
THEPL6 ~ 1THEr s L OMEDVDH 2. BB, KL OH
HHEIZOW TR SN TB LT, BIETE v, 72, 4HHE
TOERFMAITB T, IR b I 2 BHUR AR 3 &
FIRRICIE RO LA LT 2 L OoErd .

15.2 FERREREABR ICE D 15k

15.2.1 B FEER(A X)THILAEHI 25580 S iz 720, Mo 3EHIZ
o, Mg, B % X 2 EHER 2 ABEEAL T 2
WHEMEDSD %o [11.1.3 5]

15.2.2 o WH(~ 7 A, T v MIZ104E B HS L7220 AR
PERBICB VT, v 7 A(Img/kg/H L L) TRBIES; . T R ARNE
. 7 v Mlmg/kg/H) TIHRIES OFEAEFE O LA»ED b
720 TRNHOFTRIE. 70Ty F VICEELZZ{LE LT, o
BETE L MO TV,

16. EYENEE

16.1 MFRE

16.1.1 BERE5(ZERFEE)

(PR RE N 8 8], 2 IEEIRE: B ol 36 1195 5-)

Eiasn s Tnax Cuax ti/2 AUCst
(mg) (h)? (ng/mL)” (h)» (ng*h/mL)»
4 1.5(1-3) 014004 | 107+94 | 091 £0.34
8 1.5(0.5-2) 045022 | 120+44 | 282+ 138
12 1.5(1-3) 076 £044 | 162+49 | 634 £6.34
a) UL OR/IME-fRRAE), b) SFRfE + AR
(ng/mL)
14 I —=—4mg

1 N —4—8mg

¥R

W \[ -

Hooo1 %l l\I I

> AN \I

v

; 5\5. e

:/ N,

i 001 4 \ \I l

i T

TR + BRI AR
0 " 20 30 40 50

P 51415 [ (h)
16.1.2 BOAKRES(BERE)
FEHHERE OS2 B 5 Coa L AU Corz b, ZEHEIRHE G- & HLiR L
Ty ZNEN268F5 K 26915 b L7z F/o EHREEGREDT max
KO AR (MR TN 2R G R THRICIER L7225,
TS 8 Bike) ISR SN o 72, [14.1.1 2]
(RN 1261, 2mg™ £k BRI 5)
Tmax Cmax AUCo12 MRT ket
BT (h) (ng/mL) | (ng - h/mL) (h) (I/h)
ZEJERE | 1.8 0.6 |0.06 =0.03| 0.36 = 0.17 |7.19 = 1.26/0.16 = 0.03
% | 38+ 1.7 |0.14 £ 0.07| 083 = 0.38 [9.63 + 4.04/0.15 = 0.05
S + B




(ng/mL)

0.1 4 /
BT
o
F I
v
* \
)
;% .
{l&i 001 4 —o— ZEJEIR - \

: —o— hiG

SFHIAE = BEEA 2
0 Y ! 6 8 10 12
2 51425 (h)

16.1.3 RERE(EERS)
(TR A 1060, 118 2mg™ 1 H 2 [\(5 - 4 £ )10 H I BAERR 1 13% 5-)

Tmax Crnax ti2 AUCo12
(hy? (ng/mL)» (h)» (ng * h/mL)”
2(2-2) 057 £0.19 679 * 276 322 £ 1.10

a) HSRAE (R ME-TRORAIE) b) STFIME = BRAER

16.1.4 /N2
CNBMARTIREBE (12 ~ 183%). 1 H2m( - ¥ &%), 4~ 24mg/
H®, SRR 50 2

BRI TE /T O SR AR 7 a s >+ 1) Vi (ng/mL)
1455 M 6 28 ~ 3638 | 52 ~ 6038
24 W RIS 0-46(114)0-26

4mg
025+ 012 | 029+ 013 | 019 % 0.13
I,
[N A& DR (38) ©) @)
+
o AESPIHE 0.79 - 0.30
8mg
045+ 019 | 041 + 048 | 051 + 027
o
A& RS 36) ) 12)

SR = RRAEAR (B8
INEAR A JE R (12 ~ 18NS AAI 4 ~ 24mg# 1 H 22 451) T
W% L O BRI SR MBI (RATAT S 13261, W7 —
E 347 7 — 5 & A CREE ISR BB RAT & 0 L 745, 1H
P55 8mg 1% 16mg D i D AUCussHf B ECFIIME + BEtE{R )13
ZN2ZN904 + 348ng - h/mL@A24%1), 17.7 = 946ng - h/mLE0BI) TdH -
720 F 720 15mATN &N EH S CHEYBRITHE L Tz,
16.2 D&YX
16.2.1 WRYRE
84%(7 v M)
16.3 2
16.3.1 MEFEABEE
99.7%L\ L-(in vitro. & M. 10ng/mL ~ 2ug/mL. FHENTH) 20
16.4 U3
16.4.1 EHKHED
N-Bi= F W A(in vivo IV | REALIKD 1/44 ~ 1/25)7
78D ZKBAE R NS D7V r a v BRaE
N TIE, 32 & U TRER L ON-BL = F VARDSTRD H7z(7 v b
42 F),
16.4.2 XHHREE
Tut ey sid, ¥RT Y VBRONPLIZF VLR ON-F F 3 F1L,
Yrut sy VRO, ThICHRERIES VI ERT Ty
ROMBL CEHEICR# D Y,
16.4.3 REHBR
TuF ) ik, EELTCCYPSAATR#@EIND LEZ HNLY (in
vitro)o [10.ZH]
16.5 Bttt
16.5.1 BEtZEE
PR OB
16.5.2 HEithsR
ERER N 6 BIIZ UC-7 T F &) ¥ Am g W1 2 Wi 4 Bl - L 72
& &, R RO PIIE, ERE NP U B B DR 59% f U

30%AHEIE S 7o IRAISRZIERIZRD 53, T E LT
BREO 7V 0 Y BAG RS Lz, F7o #EIzdRk2 b
A B A PR R R O 5% AR FED b7z OFHEIANT— 7)o
16.7 EWHEEER
16.7.1 T 2O 1 2 U HRABOEYENEE
(fRE RN 12 BN ARH) 2me® 2 B AP 5 10[10.2 B 1]

Tmax Cmax t12 AUClast

(h)? (ng/mL)» (h)» (ng * h/mL)”»
Hipiz G-I 2(1-3) 026 +0.11 | 14985 | 194+ 1.03
B4 G- R 3(2-3) 0.63 £0.24 | 270 = 11.0 | 493 = 1.65

a) H i (dRe/ ME-fR R AIE) . b) ~FIME = BREE(R
o) ARG 7 HAET & 0 #58H T 20~ 4 ¥ > 1,200mg/ H (55-4)
2 ERE S Ly ARG D) 204 ¥ > 300mg %
16.7.2 JL—7"7)b—Y Y 1 — A ABOEMEIRE
(RSN 12 12 AF) 2mg™ & WA F %5 0102 B

Trmax Crnax ti2 AUCast

(h)® (ng/mL)» (h) (ng * h/mL)”
Hiplipe Gog 2(1-3) 022+013 | 123+ 117 | 1.73 =096
PRS0 | 25(1-6) | 039025 | 157 =87 | 317 =171

a) FIE (R MIE- SRRl b) ST ME + AR A
¢) RHIFx5- 60 571 B O GHEIZ 7 L —F 70— ¥ 22— 2 200mL %
I
16.7.3 4 k aFV —IL O EYEIRE
(RN 12BN A A2 5mg™ & W 3% 5-GHEL N 7 — £) 2 [10. 12 5]

Tnax Cmax tiz AUChast

(h)? (ng/mL)» (h)» (ng * h/mL)»
Bl 5.k 3(1-5) 032+0.13 | 209+90 | 260 = 1.39
BEHI$ G- Rge) 4.3(2-5) 422 +205 | 182+55 |45.17 = 2282

a) FP IR/ IMIE- IR KA. b) SR + B A

o) AAMELG-7THAT X V%5450 T4 haF Y —)L400mg/H IR
15

i) AFORE S N2 - R RAZLH8 ~ 24mg# 2181245
T MRBIZTH Amgk D B L 8 ~ 16mg#k 22551 TR
G- TH 5,

17. BREREGHE

17.1 FHMRUREMICET 2 HR

17.1.1 ENE THEREREA)
RN B FH A5 D )2 R RIZU ARY By 23R e Lz
T E MU T O G SR E B (16 7 DL L) B iz a o
U F— V&SR L U D EE R EGRE A L A, AHIEG ~
2amg) XA A HRHE() A XY F 2 ~6mglig /TR F—)b4~
12mg)id 1 H 212550 TR R OV &I 8EM RIS L7z,
IR EEMT R T O BEE - Ba Pk RE IRFFEAN R B (Positive and Negative
Syndrome Scale ; PANSS) D& EFA 2 7 2 b, SaE% KO 1 H
BHREIROEBY THolze BB, VANY FrLoliERABRT
IZPANSSERIA I 7L REFE -7, HNBERY F—)b & oGk
B CII S35 A4=10%) % A 300 EEFFME H & L CARH & 3 ge &
DIV % Mk L 72,

YAXRY KD NERY K= ED
R TR ER
AH | VANYFY | OKH XYL
PANSSER A3 7
b 111173115 £ 174/-100  184) 78+ 182
R I8 (156) (144) (114) (111)
SEFI W DD
ijj;]wﬁi[;ﬁﬂ -440 ~ 348 261~ 7.00
g 51.0% 56.6% 61.2% 51.3%
e %D 0% .6% 2% 3%
%ﬁ;ﬁ &%g? (79/155) | (81/143) | (74/121) | (60/117)
HFI W DD
if/jgskﬁ;nﬂ 57~ 169 27~ 224
FHIHES R | 163mg | 40mg | 158mg | 8lmg
a) A1 = B {2




VAR Ry oA T, AR %GO BRI

94.9%(148/156 ). T & EIEHIEILF 71 5 2 F ¥ 8N(455%). &

Big12(35.9%). AIHE35.3%). Hkik(30.8%). T 71 ¥ P T (28.8%)% T

Hotze NERY F—)b & O RBGRERT, ARANPEG-BE ORI EH I8 81

13 82.2%(106/129 ). T 72 I HNZIRIL(27.9%) 7 71 > ¥ T (25.6%)

HETHo72,

17.1.2 ENREREHBRERA)

IR A S E B (16 AL 1) & G, BRI I AHBRR 3B © #k

e L 7o B9 55k BR(1), o I AH IR SRR & L C R 53k B 2) ™ &

ORI 53 BR(3)90 33k & FEhi L 720 £ RBRIC B 2 QR0

B HEHIRE O UEER L O 1 HGRIERDOEBY THo 7

Bii¥S | RS R#es

AER(1)P ABR(2) AER(3)?
e 078 39%(2/51) |24.6%(15/61)| 24.6%(79/321)

(PEpregss | 283HBE |75.9%(22/29)| 75.0%(36/48) | 51.9%(137/264)

Ll oo/ (52~ 56 | 70.6%(12/17) | 86.8%(33/38) | 55.5%(86/155)

A G5 | fe BRI | 60.4%(29/48) | 68.3%(41/60) | 48.1%(153/318)
PRI Hk 5 144mg 12.8mg 130mg

a) HTEHDURHIR S O s

b) 1 H 2 [\l 148 G- hffﬂﬂﬁﬁ B T AR RE 2 2D 6 »

HULE 142 » A&k

o) 1 H 2 &M #5011 : 26 ~ 56 A1

F 3% 53 BR () O BRI JE BLER 13 65.4%(34/52 Bl). F R BIVEMIZ 7

H VT (288%) AMUAE25.0%). HRik(15.4%). FEHEMEZ(13.5%). 1@

MR(13.5%). i M AT (11.5%). HF(11.5%). 1{8(11.5%)%55 T - 72,

R 5 50 BR(2) 0 BIVE S BLERIE 72.1% (44/61 B). F 2 BIMEAIE 7

BT T(328%). MH 7T T 7 F L NN295%). IEi(21.3%). AR

KE(18.0%), fHIR(14.8%). 11i8(14.8%). TR ME(13.1%)55 TH - 720

R W% 5308 (3) 0 BIVEH 58 BL3 1% 68.5%(220/321 B). = 7 El/E T 1k

7w 5 7 F Y 819.9%). ARE(17.1%) 775 > ¥ 7 (16.8%).

HRIR(15.9%), HFA(12.8%), HHE(11.5%)55 T - 720

17.1.3 ENE DHERBR(IME)

ANJRAE A IS R (12 ~ 18 3%) % AR 7T b AR B ML

B EEM L 720 AHI8mg. 16mgX i3 7 J K% 1H20IZ51FT

EBRY BRICGHAMBORG L&D, R=Z2A54 U915
P25 6% OPANSSEEF 2 I 7 ZALRIEKD £ B Y Th o720,
PANSS&EF AT 7Tk KRB DI
PE 6 MR
g gy | BB
B | BIR R CCIN .
AR | [95% X ] | P
T = B | e/ e T
i | =i
7T XK | 47 | 89.8 = 1041 -10.6 = 2.78 - -
4.7
8mg 51 | 86.5 * 1353 -15.3 £ 2.76 (1249, 303] 0.230
9.9
16mg 52 | 88.7 = 13.81 205 =271 (17,61, -225] 0.012

a) BN R & GRE FHIRE, R— 2 T A4 2 O 51 & GFAl
R O BN % 2/ L3 5 MMRMIC X 5 T & 920t L 72,

b) BB L LT 7T b RBE L RABEABERA Sm gt & 16m g
DHFEBE O Lk & A R AKEEW I 5% TPV, HREANRD bRz
LiEIlZoh, HEREE LTARAKHERE 77 ¥R E ORI
% A7 BARHET M 5% THTH 2 & Ty MEDS T Z K L7z, 4
—BKIE DT T 1 R L ARAN PG & OB BT 5 pfE1X0.032 T
Holz,

T2 I5ERMOBEDN—2F 4 ¥ OPANSSEF 2 2 7 (FHH

+ R, 75 L AREET 854 + 8.35(14 ). SmghtT815 + 9.87

(16%1). 16mght T 86.9 + 11.80(16 BN(LLKEFNE), ~N—2F 14 ¥ H 5%

5.6 OPANSSHEF A T 7 &AL [/ e I 95%15 FHIX

)] 1d. -5.1(-15.15, 4.88). -8.0(-17.56, 1.51), -26.8(-36.23, -1743), 75

LRI E O [N EIEO5%1E BEIX )] 1 8m ght T-2.9(-16.73,

10.95), 16mghtT-21.7(-3542, -797)Tdh > 720 15 EDOBRFE DN —
A5 4 ¥ OPANSSERFZ I 71d, 917 + 10.75(33 ). 88.9 + 14.44(35
Bl). 894 = 147136 ). N—AF 1 ¥ 955 6 lBEDOPANSSEHRF
2 a7 AL IE, -13.3(-19.73, -6.78). -18.5(-25.01, -11.92), -17.6
(-24.06, -11.14). 75 LR EE L D713 8mght T-52(-14.42, 401). 16mg
#C-4.3(-1349, 4.80)TH - 72 Vs
% B EE PG B, N—2 5 1 RO G
i D2 H AR 2 Je 255 & § 2 MMRMIC & 2 AT & 920 L
PSS
AN P G- 1 0 Bl 0 S 3313 8m g T 54.9%(28/51 #l). 16m gl T
755%(40/53B)TH . ELBMEMIET # ¥ Y 7 8mght, 16mght
DM LB, 13.7%. 32.1%). MEIR(13.7%. 17.0%). &7 12 F 7
F Y MIAEO.8%. 17.0%). M7 a5 7 F »HM5G.9%. 13.2%). ik
(9.8%+ 9.4%). YA b=7(20%. 11.3%)%5Tdh o7z F/z, 155EAK
il & /NREF A TR B BIERICE RIERD Sk b o 72,

17.1.4 BRAREARSHER(IE)

EEI P9 45 THTERBR 2 & 84T L 72/ WA & 2R i L % 5ok G S I Mk
BERMPE G- R BRE ML 720 ARFN4 ~ 24mghE M EBEIK L T1H2

W2 TR B KL O I 52 BRI 5 L7z & & o, BRIV
BRONR=2F 4 ¥ h 535 528K F TOPANSSHREA I 74 1LwE
ROEBY TH o722

. " - R—=ZAFAL U/ PHD
MR | BI%| PANSSARIA D7 747
A=
5 S
%gﬁﬁ_"m‘ 106 687 * 1601 -
NR—=2AFL ~
1298 95 620 + 15.26 56+ 1134
28 % 81 60.3 + 16.12 67 + 1351
52 % 63 56.1 + 15.29 97+ 16.18
WA
+ ~ +
LocEy | 105 629 + 18,82 60 + 1577
SER it + R 2

a) LOCF : Last observation carried forward

F72. 15RANE D EHORMHBRO -2 F 14 > DPANSSH
FEA T 7 (P £ B 25)13 67.3 £ 1406, N— R F A ¥ Sk
FHITFEHLOCTE) E TOPANSSEREA I 7 2 bR (I MH + B (R 7)1
93+ 1153 TdH - 720 15 LT6 )0 B H O BB O -2 5
4 Y OPANSSEFRIA I 71369.2 £ 1678, N— 2 F 4 ¥ % S HeiaFAl
HHLOCF) % TOPANSSEFIA 2 7 8 b 13-47 = 1707 TH - 722,
EIVE I FER 13 65.1%(69/106 Bl). F2EIEHIET 51 3 ¥ 7 (17.9%).
IiK(16.0%) A F=7(113%). E7H T 7 F LIMHEO4%), ARFER
me4%). Ik 7w s 75 Bne.4%). HHo.4%). HEH#G.7% %T
Hotze Fzo 15RAI & /NLEF B TR RICERI

D HNLHo T,

1) AHO/NEOREHEIZTH 4mg X Y BIIEL 8 ~ 16mg T %,

18. EENFIE
18.1 fERHF

In vitroZBHMREERBICB VT, 70 -2 ) VIZ RS VDR
K777 3 — (Dos D)0 b = ¥ 5-HTaaZ BRI L TH
APEZRL, ey e UTER L. ZTEAHWTHLN-Ho
FVERD 3 VDB Y77 73— (Does D)k b=
5-HTaaZ BRI LTI Z R L7225, F83 VDo Z B~ 0H
AEE7er ) Yo 1/10TH > 720 NP F vikidto b=
¥ 5-HToZ B RO 5-HTe 2 BRI LT BAEARRD 517z,
¥ 7UFUEYVETRLFY Yo ARSI VHL ARAY
UM R OMs 0 ZHKRIIH LCERMTH 5 K283 VD2 B4R
777 39— (Don D)0t b= ¥ 5-HToaZ AR~ DO BRI IZ L
RCTECHFEZR L, NREZF VAL T FLFY) Ya, BAF 3
YHiv AR S UMD ZERISHT 2 BAEIIAR) - 721019,



18.2 FIE{EH
WEBIZ BT, ROFEIEATLD 5N TV 5,

Ve DR ED & %\ & EDso(mg/kg) i
(ERE, k)| 7aF k) v ey K= 7
2 P 1 S 441 1)
3!
HPEE (5 v by EDso:055 | EDso: 062 |$UK:Hi %)% &
) itk 722 L itk L |H
ARG (7 v b
)™
AR N R8s v K283 VIRBLIC
51T & B B . . oL IR
SO (5| ED 0373 | EDIL 3 e e
b ALY ~OIER

Ay Ty IV
o5 56 Wi SE AT R H
FEFEKEEOLH|  ED:1 —
VEF (9 v . Bk

K283 URFIC
Ko A KM
JiE DI EE TV

P ~OVEH
ATy I
55 700 % B ) . . B P A B 5 36 1
(5 v b & EDso : 0.446 EDso : 0.287 o
D)Zl'
Trrv Uy
e M g e Y 36
W% MBAHIEM| ED 03 1 —  |EhEREEE
(= A, T Abw
TERENML FER
FUL R . 2 5 3
EHAE (T | P 03T ED L3 e
byofEE)?
Hy LT — ik 2
RSN . N 2200 100 Bl A
EF;:E)( Z v b, #&| EDso: 164 EDso : 5.63 EIEF O
B P43

gﬁgg%%%iﬂmy@ﬂw s [EELUAEGRLES

= TYER 7 L : SHEIEH O fE

(7 v boR?

ED : fEM M. EDso @ 50%fFH H i

19. BRH BT 2EB(LFERIMR
— % Fr - 7 aF v+ ¥ (Blonanserin)

1b2#4: 2-(4-Ethyl-1-piperazinyl)-4- (4- fluorophenyl)-5,6,7,8,9,10-

hexahydrocycloocta[blpyridine

53 F3 ¢ CosHaoFN3

55 36750

PEIR © o #S o K. BERRQ00)ICEITR T, 2 ¥/ — 1 Iid
TIE =9I REIFITL KL KITIEE A LT 2\

(b - CHeCHs
‘ N N\)
=
F
AlirT 123 ~126TC
21. AN
RGN 2 7 RGN 2 e o b, @UICERT LI L,
22, ‘@&
<O+t iE2mg>
100 ¢ [108E(@PTP)x 10]
<O+t >fgamg>

100§ [10$EPTP)x 10]
1,000%% [, 737 ]

<OF+>§E8mg>
1008¢ [10$&(PTP)x 10]
1,0008¢ . v7]
OFE82%>
100g [, »v7]

23. EEX#

DAL - N A GIE BB 2 R & L7275 & R AR (2021
fE3H 23 H&FE,. CTD2.7.6.1)

RN EL © /NRREA I B & R & L7 BRIk - akR2021
4E3 H 23 HAKGE, CTD2.7.6.2)

L PIERE - ANIEH A SR SR A G & L A SR [ SR Y Bh R A AT
(202143 A 23 HAR#E, CTD2.7.2.3)

HILNEFL D e MG 72 AEAE G OMET L (e Mg, e g 7 ov
T3 B EWal BREREE M Z T 22805 (2008 4E 1 A 25 H K G2,
CTD2.7.2.2)

SEENERL © b MG AR S OBRE2 (TaF v VB X OE
W% Fl 7Bt (2008 41 1 A 25 HZKRE. CTD2.7.2.2)

OFEEEL ¢ b M7 A FTRE & OMES 3 (KA A7) & OB AEH
DOKEN20084F 1 A 25 H&FE, CTD2.7.2.2)

DGR - b homE, BB X CETOMRBWHRZEQC084ELH 25 H
A&, CTD2.7.2.2)

L ME A b MUHCYPO R (2008 4 1 7 25 HA&GR, CTD2.7.2.2)

KPR} | MCKEIAA 2 W 72~ 285 ¥ ZERBR(20084E 1 H 25 H KA.
CTD2.7.2.2)

10AAFIHLIE 2> ¢ BRI ASE L, 2008 5 11 © 891-899

TIAAFIWIZA - BEARRS SR 2008 5 11 © 901-909

2EPE R - 7 b 3y — v & oS BRI R ERQR00S 41 H 25 H

K, CTD2.7.2.2)

13) =9 B HI - BRR RS AR BE. 2008 ; 11 © 297-314

1)FIEGIR - BRARKS A BE. 2007 5 10 © 2059-2079

1SR GIR © BRI RS FISERE. 2007 ; 10 © 2241-2257

16)RTHIEZ © FRAHSAhEEEL 2008 ; 11 © 135-153

17)RIRIFIZ A © FRARRAISEEL. 2007 5 10 © 1263-1272

19 ¢ B8 YDy Ds o0 b = ¥ 5-HTaZ BRI 5 2 158)
VER R OSSP ER(2 -2 » 7 — 7, 201946 H 18 HA&#E, CTD2.6.2.2)

19HNER D A A S Y My Z BB~ EGHEMEE Ty 7= 7,
20194F6 H 18 HAKGE, CTD2.6.2.2)
20)Noda Y., et al. - J. Pharmacol. Exp. Ther. 1993 ; 265 : 745—751
QDAL © x5 v T 2 5 X VSR E)R S I3 2 HIHIE (2008 4E
125 HA&7#. CTD2.6.2.2)

24, MEEKRERVEVEDES
K7 7 — <&t
T 5410045 KBl o U X EASHT 2-6-8
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26.1 BLERRETT

ER77—NHARE
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