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XA 24 (9 B A4 PR R 29 D 7 305 425 R 33 4T AR R 5L BB R B 1R, SR A T ECR (BU3n, @375 3%) it
TR,

10 BF A RAEBFRENE, TARSERELERE OEHMIEERR.

1. @A RS B2 BRBETINEK.

(Z4d &)

IRFRIXIE P AR BXE0NEFFNREASKIBRANBEREFREGAMER
ENEHPRLME RFRXRPEERTRAT B3 6. SRBERTHIRE.

TELEHEEND, FHEERT LML BEASKBE TR ERMIRE,

HELEHEERD, FERTIEERSHBEQTRIMIEKIIRE,

ELTEERS, EDREMTERALEEAATESHB AR, BIGHTELNISHARE, U
H—FIESREEE. BR2BRETEY, Bt S5 E TEEREATM, ERINEHEARETEY
HBEER.

BAFELOERFNBEHMIBNEARGLAR. —RIERT, oD BRS0ERNE
ERZANEHGEF AR, EE. ik, O R EIENRBHESE (BESERMNE
%),

(S5

ERTERREEST BT ERSNEE, NE RS RSHAMN AN, H R ICRIARK
WIPHEE, Efﬁ}é;iﬂ*ﬁﬁ%@ﬁ% FRIE R BB ANIE S, 0S5 AN 44500 M0 B T BB o 72 X Fh 1K
R, BREER T EREOBEENNFETHEISREM (1-2me) IR K AEERNIEEN
PEERRE R R

MR HIMISTH T LY 2, B3R AIE Y N7 RE S RIE, 7 85 LERRZ &
BEnZy (e e Rz S ERREM S B, BANEEHTIES MBI R 4T, pRISAT B ENE) o

RIRERFB BT S , BRI REME.

[ PREGIE]
BRI}HF

ERTORERERE, KT L #RMERTNENHBELAEHM ERTNMRESLE
B EN8I%. E MR YIN-BLEE IS T 8912 518 RE AR T H935%,

ERTAERERTHRDNFERENAB TR TEANS L ERTHNDNFEEMEINER.

7 G 3R A BRI AR 48 25 5 296/ VRS, B I 3R R FE 3K I B 8] (Tmax) 796/)\BS o 75 R 48 25 771 &k
800mgH H—RNER T, ERIHFEUSHEMEL . FREH—RAHFMRECmaxMAUCS B
EHERENESRERTASARAAHAETILLY. FRSA—RAKS5 B LN SRR 5
ISR 6 BRRA TN, B TFAUCER, BCmaxfB13%. AR EA—RAH S5 A SHEHERN
EDRERTRSH—RABEL, WERAUCEMY; TICmaxiEs59%. R % RERTHAUCH
Cmax%3 SUETF B BERET T Fr 18%F037 %, FEH T 7 2 B EE G T 69 H R READ B AT/ NESHD1 240
o

E—TTEAER300mg (h=13) .600mg(n=13)K&800mg(n=14)7E P EFFH H HEBETNERENH
FHHIRP R, FRSMERE (Css,max) RSH-B A TER (AUCss) ENENFIEATE
EEI PO 36 57) SR 44 AN T 44 10, B BT AOIN - FHIL A AR E RIS BN 8/NBS o

ERTAEEE AR ER R F 71851655 B AL AKLIEI0%~50%0

B SR E (UEFERRZE10-30ml/min/1.73m2 n=8) KBHE, EH T T MR EIRELLER AR
(BLEFBBREAF8Oml/min/1.73m2,n=8) A FREL25%, BMKE B EBEEBEER ABERZA.
FEIIE XL BEPRAREHTHERE.

PR AE AR R 2 A, AR R AR I O TR TS AR Sk B P B L A VIR S R R B AY)
FAXRMBEBIS% AT KB T3%HN B MR RBPHE, 21% M EEPHH. BN EFBRGRE
(12 R HATENE 1 AT LT 4 1) BERR P 38 M 3% 5 PR 3R T RE£925%. B FEERR T AE AT AR 52 X3, AR89
B MRS THORER D E. TR E XL BRENADAEHTIHE XL (BERED .

i3 ISR TR EBERMEN AR BRP4SOBRAMNCYPIA4N-BERIEH T T B8
CYP3A4RZARFNHBR.

ENRR R, BRTRES MY (BEFEERERT) RABEERP450 1A2.2C9.2C19,
2D6F13 A4EE B SN (R ShC Y PN (F BB (R FE SR BE L A (AT @SEREI300E800me/ R B SES0fE 8 7
BEMVME RIBXLEAIMER, BT SHMANE AR XTESHAFTIBRRXNABRBRP4507T
SHABMABN AN R

—ITTNRYHERTENFAEEMORBRER, BEEREERTSOmM300me /A H
CmaxfAUCESD FIFELITF £ B EWMN44%-~52%H20%~22%, LLBR B, BRI EHERTH
CmaxSAUCE R EFA. REBNXFBMEIRKE X, Bit, ZRASRYRF S _Y—ERAE.
(I pRi3E ]
1IGEFTH
WHORE

—I6A LB RIRW P (AN A EER MO RERENRE), 1T R E DRERT
R /AR R (AN IRKH BRENISHEM S RESRE), AIILRIIERRRAETHESS HE

7o

REARNBRENTBLERTERMMESHEERER (PANSS) BAITME BT EAMELNE
o R F400me/ R 600mg/KHB00me/ K BAST 5 RUFABLLE ST P LA R NERFHBER.
600mgFI800m g7l & BY54 R B A F400m g B MR (Eo

oA ERRRAED, TRLBTEBERZTTHNBETHL, WERRZTHMP L8
77, AMBEN L EE— AN AR AIPANSS BT R MN20% R BL M BE B L. REEAEIMER
T H400me~800meFI BRI BE P, BERASUANENERE B — AT ERARTR.

—TKHHRER, B RERBREBERECAERATIA, EMHERAEFRMRY
FREF A@aTeNBEMENE LRI 14.3%, RETH68.2%, T B H669mgo

EPEH TR AN S PO NE W FEN R AN RAR, T T ARaT 2
HOREBENTHNREU FREAHSELE —OATHRSREINBRE, BLXARER
BIPANSSE 3 LE BB AN E RS T ARk, HASARRIEL, EPsROMERREMHRERRE,
EPSRAT:8.7vs.30.2%, DEFHREE13.3vs.21.4%, RMEEFHELERE3.6v5.9.9%.

E—IKHBIER LR D, BFEDSM-1VHE S RERE, IRFIERRE, BEER400mg/BE
800mg/B AT T B2 @ T HHIE AT 1A ERENRISRENRETZEBE (n=171) BHNIE, —
AEBRETAT, —ARSIR LRI S REAAR (400mg/BEI800mg/H) AT LUIMBE R E £HFa7T
MEBBERBELER AR RBRMBRTS THHRANEERANFERE R EEAENZE
SIATT, MFFREIFBITEM BRE R, IRR A BN REBR-ERTEREHER (CGI-S
BIPANSSITS3<60 (PANSSE 5 FE<105)) - WE XM B I FIIERMAFIER L PANSSEHF
B=30%, IRKST BT EE (CGI) M\ D=6, Rl F WD RAEFETAMERAT, AREHAM
ER— BB AYAT ERARATHBENRBAMLLR, SANBEKATAITFREY.
TRHA AR FERR O ER K 1

— I FE SRARI B SR AR BL B B A A R ok BB A B 1B IR AR 1 R ES 49 BB IR PRI 30 B, 2
T8 7300mg /KA E AT RIBINEDESE, ARERBMADRSRBEDHERTFREF . FRES
8X (17) NINE A B E, HAERTHBLR (58A) .

EPERBE P OHITT IR AR LT 0 & @04 7 WARIZL A WARN BN ER B 1077 M &
2T FEDSM-IV-TRAIUEIB A XN BN AR E B E WA S BRI A (300mg/XK) &
RAFA, BANFRIFESE, MR B EBEH. TEMRL AR AEEERRERNUMADRSE S
L. 2960| BE R T DBEMN AT A, EFRARMLLN BE PIRMNRBENLHRI 1 RBE
MANBRLEMALEROMADRSBA BHEERFTRUME (18.48vs. 152787 ER A3, 22,
p=0.004) o B 5 A HIVAERIAER) B35 LE FIFEIERT FXREE(65.3%) I LL FI B B F REFI4E(49.0%)0 51
B IDEIAESFIEIE(24.5%Vs.7.5% ) kB (19.7%vs.10.9%) ATF(14.3%vs.4.8%) BHR(11.6% vs.
2.7%)F0IES5(8.8%vs. 1.4%)o B RM T R &5 EEEFARAA M. FRREA, B TXRER—RRERA
AT R EVRIE A A A DA BE R T RUNA, AR GREAMR,

P EREIRL SRR R E B U R B RERIFVEEREBNEE RKARER, B
SRR TR AR RH300/M600me/XKAEHAT WEINEERE, BR 5 EHATRAN600
meFI @AELL, TR

TWIERAR S, EIRERTERE EREMADRSBBLAEMR TR ESREHTERATE
FIXR (B17) WRMEIEARE, AL HERBRER (F8A) . LRERNRAESDIRERTERR
30038600m ;&7 BEFRE AR DR B 25 BV IDERAERFN AR FRAE R FIC B DBIE IR TR WA 2477
SIRMBRIER MEI L RBFAT L 1 F300mea B4, 5REFIAELL, MBI AL B RAENS T

24 (IRIEMADRS 10 EEEZRENNELSR) RS X I EEKHAHRRR (IRIEQ-
LES-Q (SF) Bl R) o

T E SRS TER AT SR IEER A BE IGKIR0 T, BEHRE 4 FRIDET MHE
Fo XL 00 60 5 — T 0 HAS /A R I 3 BR R M MR IR 00, 4k 2 S — IR I RIS (E026/
ERFREDR) . AR AT ARN, BRBENRFIERE, N AT UL EREERRLG. XN
I, EDRMERTERR T KEREERHE S ELTREN (08 RS RBIE) RIBLC
BOERER, RILEE49%. 5RRFIMALL, 300meH EESREHFERR EHEFHFHERIME
184 1%, 600me7fl B R ILFE(ES 5%

FATFHpEERER SIS ATHER

TEIRMAFEDSM-IVATEIR AR B IERT 12268 BENRBAIM RN P, BMEE SEER
TFEBRRBEHATANERMENTR ARRBERAIEELNBRE RS RIB. FFIREEE
WHRFEMRRENEEEFRMLRIE, BERBEAEIREMFERATELREA, 1
BERATRENL (L. EREN LK IR M), BEATAEDMEMTERR G00ES00me/X ; FIFH E546
mg/XR) HEETT JIER VR REFETKX104E . EIREMTER S EERKEMBEESE M BRI
REE. RINE) SR E (NEE FHERTFREF. EE. R D E 4SRN EES 3 A
74%.73%. F175%

TE2TANFFADSM-IVAT I B IR AR 15 | 3268 BENRUTIHRIAIT, BHESDRER
TERABRSETABERENTH XERROEREBEHNBE. RS RINM. #ERRHE
BHEHERRRENBE EFRMRKEE, ERBEAEIRENRTERAKEBEREN (B
SRARERER) BT EORE 12/, A REHTHN L. RV IR MR, BEFIEREDRERTER
Fr (400E800mg/X ; T39I 8507me/XK) MIEEREFIBLUET EZRUFBSWERENATK
K104 B DR T ER A EEREMGERE (RECRGE. D) BRAE (BEBLER) B
ERTF RE. 54 BRI AP AR (R 6 RUIRBRE 53 51970%. 67% F174%0
2IEFRE2

BRTABRRXRIEFREL

BIEFREEREN & FH M R A BRI R B3 RGP, R T AT A (76/9327) MIRE
FaTT A (37/4845) HI A FABX BB RBEEIH790.8%.

XA IR, 18~24% FEH0 ) RUE B E I B FAXFHEORFEE BRTA 4% 0/212), RE
FUL1.6%(1/62) 3 225% BEEFHTLH0.8% (13/1663) , REIFIAHL.1%(5/463) ;<18% BEEHRTAH
1.4%(2/147) , RESFHILA1.3% (1/75) o
(512 %12)

HIEER

EDRERT R —MIFARNR SRS B D RERT RS TR, TERET NS

BZ2E (D2) ZAFS-Z2 B AR2E (5-HT2) RERLIENIFM S HEFBNDEBRMIBNEERER

o

HWAFEMENANEGZENERIERTREEDRERTHN—LEMBIER, MERHIZ &
AR SR8, WS LR RAZFNENRERITSREIMELE. ESRERTFERTS
TRIHEE R ZENIERT SR BES-HTIAS-HT2ZE (1C502 3171 70M. 148nM) , ZBED1.D2Z
& (IC5043 8 791268nM.329nM) , BEZH 1 4% (1C507930nM) , B EBRFRal.a2Z 4k (105053 515940 M,
271nM) . B SERIET T 33 ABIAEMZ A E — M S X HEHEMA (1€50>5000 nM) o
HEHRR
BEEHY

FEF 31T T AmesiXBe. (hIME I AR (CHOAM) BRRR XL, R A BAMRE KT
TR KRER B RHERZLIR[BEAE500me/ke, me/m2it &, 184 F ARAHEESE (MRHD)
800mg/KB613], BN ESHIAAERW PR TR S TIRRE B RS EUTRER.
EEEN

HHEABEOAFTERTS0150mg/kg (FEmg/m2itH, 534948 H FMRHD 800mg/XK#90.6%1
1.8f8) , FAEIE B AAEN LT NREE (KRBREK, MNZRRRENREAKIEN) , BHEEE
72 BAD AT MRS £ R 500, 1 BRI @ R25me/ke. I M A BZ 48 FIEM TS 0me/kg (3%
mg/m2it 8, 4948 4 FMRHDEY0.6f5) BT ik B S AR RE N M 4 B A1 PR (32 AR BOR L F T 5|2 AE iR
BOSZED R IRPEARE, H B AR IBIBRAE ) , i BRTE U 80 10A050m/ kB F M ZH 1% 72 HAE A0, d SR 0 8%
O & 79 1 mg/kg (Fmg/m*it B, 2948 4 FMRHDEY0.0115) o

EIRARM R FEEREMRIOATERF, HEHF25.50.200mg/kgF25.50. 100mg/kg (&
mg/m'it 8, BB Y FMRHDE 413) Bk MEE (5, B2 HNERE-FBFSE, GIFARM
SRAE5FL918 S FMRHDE0.613H012 4EF BB F B LIER, A BLIEY FMRHDEI {36 5 77
BB T (BHRARRE) RERMM, o, KRR FEERE. AREREHEYFMRHDE
2 AEMRIEF BLME Y FMRHDE0.6~2 48 (FIE A B H) BN SA S (RMWA B ERE/HTE
o

EEFHEE AR, ABRZOAFEMTI0.20me/kg (Eme/m’ it 8, FIBHFEYF
MRHD#90.01,0.12,0.2415) , R DA MAEX 00 ; BEE BB MR F, EHEN150me/kg (B
FMRHDE1.8%) B, BaF R4 BRIE TN, 4h B FA9AERE AR
st

CS7TBLNEMWistar K B 53 BIEL2E 2 M4 FIER F20.75.250.750 mg/kg (BBRIE) 25,75,
250mg/kg CEBAZ) (mg/m I E, D340 Y FMRHDE0.1,0.5.1.5.4.5ZF10.3.0.9.36F) o iR
r150m750mg/kgmgﬁu&m&kﬁrzwmg/kgﬁugﬂj RSN REAEERARHS. A
BEMSBAYLNIRBERERAE

B, Ezﬂﬁﬁ@?ﬂimﬁi?%ﬁ%nﬂ%ﬁﬂ&ﬁHﬂkﬂi?BﬁﬁﬁﬁﬂﬁB?nu%i 5|1 R RAR 2
(TSH) 7 BRAR Y K HARUBAR B EA BN RV 1814 F 1 R VA A R 1 E S RBPWRE 5 ZM
HIAE— BB TSH, FRIRFEN PRIRFFRN R E, BRXLH WML RT RRBH. LB @
i, % BRI BRI B9 R A i

AR kﬁﬁﬁmﬂﬁlﬁﬁém%%}ﬁﬂimihﬁﬁlisr&iﬂﬁmm%ﬁ;ﬂﬂi%ﬂ%mqﬁjﬁ%
MR A B 5 L BOK P AR L8, 53 51 R A AR SR 1 365 Mt KA M K BIA F HETUEHRE
BEHNABPELREEAS, HANRHEARN S XHARTHEARNSHIABRMPELEE
FEES AR Z BRER YT ER.

TE4A SR E R ENARSERBNNE2EBREE LIRS, ERTSIEASAXENRRBEER
SREHIN, KEFIEA10~250me/ke, NEFRRTS~T50mg/kg, Emg/m T8, XEFEHFBLTF
MRHDE0.1-3{E/0.1~4.5F EAR PO BFAE R AL RBFNEHREYE, BRMESERF
HEFETRRIEE LRART, X—RIMOTNEEME R0 R A LR B FER.

TEAFERTAARI2MA (MIFITH) WRR, EFERN100me/kg (Emg/m’ it HHYF
MRHDEJ4E) BY, ZE @RISR EE S ERL L MBIHE = AT ARM, ZERTEZH TR
THSIBERNEN AR FAMBESAAS MR, EHT5E M RABE KT S8 X 1R
18, B2, ERME L M3RABEEZ S B PIFEH I A A KA 75X LA 8 b 3K P -8B S ke AR A L 3
SiEIBER NS MK ERM B — B E— T R4 FERT NS KK, MR SREIE
FRNBERS SRR T25%. EEMFERRRIS HWEXNOANE; AT, TR FiLiRH,
TEFIER225me/kg (Fmg/m' it B8 Y FMRHDAYS. 56%) B, TR B FH2REN B SR EFTREH
IMELCRIM R
(i)
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