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1988 41 H AL ART S (LA, BRI F#IE 2 /NEESN T FOMEM T, [ Fiidiikl, 1
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W, R BE ST OO OERENERN SNT-REVRMEBOERLFEREL LT, HRENTZH
FHHA RE L, FEAIRISE O 72 12 Y 5% 1R 3 5 0 B IR 5T XTI 2 R ZEITERR L O it 2 (R iE L
TWAHEITER EALEMT D,
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v —GTP y-TNEINNT AT 2T —F
LDH FLEE KRR
MADRS ) DR R B (Montgomery Asberg Depression Rating Scale)
NK; —a—RrF¥F=1
S.D. IR 72
tie TH I
Thax e e AL P 8 ) R ]
YMRS Yo T BREEM R E (Young—Mania Rating Scale)




I. ZEICEEI HIEHE

1. FAREORZRE
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(2) *4&
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6. HADEEEHTICEITIREN

1) RERERR"Y
[(RAESRIF]
25°C+2°C. 60%RH*5%RH
[RABR AR AR]
NI R ZF L URIRES, R e rriley v S
[FUBRTE B K& U]
ARERTE H B
MR REE B D AL
il RR (SRS AT I BE TR 145) I & 256~260nm (ZWRIL DM K257,
FERHREFEEREIFD 0. 49 UMK 0. 96 DIEZE 4% 0. 5% L T
ol P 3R ERELISOfE # OSEREE 0. 2% LU T
BB OAF  1.5%LLTF
A HIME 7K/900mL/ X KL%/ 53 50 [Bl#4/30 43 [#/75% LA 1
E 'k &8 95.0~105. 0%
[ R
AERE H BA hhlRE 3» A 6 » H 9% H 12%A 18 % A 24 71 A
PR 1 1 1 ] i i 1
W 1 1 1 ] i i #
EEEGE)* 100. 2% 99. 5% 99. 3% 99. 1% 99. 5% 99. 4% 98. 8%

2) MALRETORER”

@ RTE5AM:  40°C KA T 2K GBEYE)

Xluey hn=3D3 vy FOEHE

FRERIE H X BA b eE 1% A 25 A 3» A
E27N IR EAOMBIA | PEHEORBA] | BEEEAOMKIA | R ORIRA]
s | RRT#Y0.49 0. 066 0.075 0. 091 0.116
;ﬂi; RRT #9 0. 96 0. 085 0. 096 0.119 0. 142
%) (EES N - 0. 027 0. 059 0. 069
IR Y 0. 151 0. 197 0. 325 0. 355
TR %) (929396) (92?1195) (959~696) (969399)
ERE (%) ? 99.6 99.7 99.4 99.3
@ RTESAM: : 30°C 7T5%RH, BAACAT 7 A GEEL
BRTE H X BA ha g 1 %A 25 A 3u A
E27N IR AOMBIA | PEHEORRA] | BESEOMKA | R ORIRIA
s | RRT#Y0.49 0. 066 0.038 0.031 0. 029
f:i; RRT #9 0. 96 0. 085 0. 096 0.113 0.131
%) (EESSFN - 0. 065 0.116 0.172
IR E & 0. 151 0. 199 0.261 0.332
FEHHE (%) (929~596> (90?594) (959~596> (97§f97)
(%) 2 99.6 99.7 99. 2 98.7
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BARY A F KU =F L U &
BR Y AF Lo vy —1L Loy —L BB Ry SrE L
RERTE B BRAR IR GEEYE) N R
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s WA MR A0 MR A0 MR A0 A0
ik vl i vl il veall il Vel il vl
% | RRT #9 0. 49 0. 066 0. 092 0.141 0.078 0. 069
FE | RRT 9 0. 96 0. 085 0. 243 0.317 0. 095 0.075
EE RS PN - 0. 095 0.177 0. 029 -
BR | R R 0. 151 0. 639 1.170 0. 202 0. 144
R (%) (92%96) (892(«)91) (892}91> (959397> (93€f)96)
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(UBHEFER B 1T HRERDHBE)
WH. RAZEA TP EE LT Img 2 1 B 1 BEROSEEICEVBIAT 5, 728, Fh, ERICE v EE
BT 525, 1 BRI 20mg 22 L,
<i1$’ﬁ1‘:tr5$—’€l-a*sw%>50ﬂﬁ0)&%>
WHE, RAZIEAZ P e LTomg % 1 B LEEAORGICEVBRBL, 0% 1 H 1E 10mg IZHET 5,
2B, WTNOBERNCERET 52 L & L, Filin, JERITE CEEIERT 225, 1 BT 20mg B2 202 L,
(REMESH (CRTSFU%E) B5ICHSHEESRER ED., Ei))
o fHAl & OFFHIZR T, BHE., RAZIEFEA T e L Thimg 2 1 B 1ERERO#KET S, ks, BF
OIRBEIZ LV EEHEET A2, 1 HEIT 10mg 2827202 &,
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7.1 AFNE, JFRIE LCarFaxgaf R, 5-HTy AR, NK Z BRSSO LRI 2 Y,
B OFRT 2 arFaxTa s K 5-HTy R RIETEE, NK ZABEEHEHEEO AIEL A REICOW T, &4
DIRFN OB, WFOEHERESBIZTDH &,

7.2 JFAIE U CHUEEMEBEAI OB GaiIc AR 2 &G L, BAAMEFEIEDOE YA 7 WZB T 2 KB o514 1
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BB L

(2) ERPRZIEIREAER
R L
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17 BRERFE#R

(& RERE)

17.1.1 ERNE I HEHER

(1) #DEA%E O +EELER

BANCER SN S HEBERBRTA T P A EV1~12 bng AL SN, HEEFEREEF 81 4
2B B S EL EOMWERIT 59. 3% (48/81 fi) ThHho7= 9,

FERBEWERIZARIR (E) 17.3% (14/81 fil) K UMRAK 16. 0% (13/81 fiil) Th -7z,

(2) %EA%E O +AHER

Sl & i & FElii <7 8 MR G-3BRTIL 2. 5~ 15mg 3% 5 X, $EA KFTIEBEFF 156 Bl 5 P g s
VL EDMERIT 58.3% (91/156 fi) Th-o7= 79,

FEARFWERIZARIR OF) 19.9% (31/156 ) . HRA 13.5% (21/156 fl) . A 11.3% (DI 6/53 fil) . 15
A (&R 10.9% (17/156 #1) . &4k 10. 9% (17/156 ) }OVE¥E 10.9% (17/156 #) TH 7=,

ED AT b 7RI HWERAIT, AT T T bng AT VP E B Smg 1
EWERIIC RS TH D Z E PR ETVS 9,

(4) HRRERIEAER

1) BahiEarsER

17 FRER R %

(M & RERE)

17.1.2 ENE MHEGRER

SO “HEMRIEGBR TA T P E U BE 5~16mg NG S, 4T o EERGEED 44. 4% (40/90 fi)
WHEEREL EE2R L, 47 v FE U EBEORARIEICH T 58 AESGED Sk 100 1)
FEREWERIIEE (). 7o 7, IBRR, BE, AZEORIR () % 11.1% (10/90 #) Th ol
17.1.3 S EFE MHEFHER

(1) AF o HFr B FEAEOREE R &R (EH 522 5mg/ B . HAE: 1022, 5mg/ A . &M &:15+2. 5mg/
H) L7 IR0~ Y F—)L (156+6mg/H) T2 & kil L7z 6 WO —EsHmERRIcBW T, 47
Frroh - GRERILY 7R L g LTt - BEEIREZ S ORBMERSRICERREEL R L, BHE
B e RY F—AE R L, BIEREZAREICSE Uz, $EEARAER (EPS) 133X ToA4T 3
EUEGRETCIIEEE R LD, e R—AEEHCIIRE LT, S—F Y =X A THYITOHREL
RIFTRCOAL 7 U PGB THRICK 572 1219,

(2) Bl&EfEEEENI-AT P I m Y R—/L O SR SEZ R LT BRI 2 KR
THEER FTO LEMOREIMGRBRICBW T, 47 P AT IREE & el LIRS & BAFCHER L.
BRIVEOFRPGIEIC LV A TH -2 W, ZEHEMR T TORMMGER G RO, 47 eI L DERMEY
AXR VT ORBEL, ~aXY F— RO 10 550 1 RilETHY ZORIIAETH 72 7,

H1) A7 TR VEBRARETICHWE/AIT, A7 P e T bng £ AT W E U BE Smg 1
EMPERICRASE Th D 2 E PRSI TND 9,

H2) ~eY =L @OA) OEWNAGRHE HiFE) /X1 H 3~6mg TH D,
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17 BR R AR
(BIBHEEICH (T RIERDHE)
17.1.4 ENEMMERER

BR T E Y — FUTRAMET B Y — R &8 U7 PR TR B & RIS E N L7 77 R IR e Mg
HERIZBNT, AT P BE5~20mg & 1 H 1 [\ 3 WKL Lz & x| BA&EHIRFIC I 5 Y > 7 By i
RJE (Young-Mania Rating Scale. YMRS) BEFEDOX—RA T A4 b OB E CEHHE EFERERFE) 1347
PFEBERE-12.6£10.0, 77 LAREE-6.8£14.0 T, HEHRMRFEEENRD LN (p<0.001, t BE) 19,
F17-1 #E5 3 BEEICEIT D MRS AEHEDR—Z T A4 b OELE KR OZF OFERZE (FAS, LOCF)

YMRS A A Mz
BERE | B . NeAT Ao [GWEE | pfEY
NTATAY | R DI <]

T e R 104 27.7%£5.9 15.1%x10.4 -12.6=%x10.0 -5.8 <0. 001
A Y - 5 97 26.9%5.6 20.1%£15.0 —-6.8+14.0 [-9.1, -2.4]
YA = R HE A 2
H3) tRE

6 W OFHMBIFEIC I T 2 E2RRIER T, EHIR 23.8% (25/105 #1) KOO 15.2% (16/105 ) THh -7z,
17.1.5 ENFE MHERER

ZHEREABNCH L CTHEM L7 18 MM OIFER RN 5 RBRIC W T, ZEHERRBREZ ST LR
FWNIA T P DA S SRR TS EAIC CEERRARE DI LEBRE I T oY e L HA
ERREE LA OO G 5T 1719,

(1) #5oHEVEHITO®RE

FT P BEE~20mg & 1 B 1 EROFELZEED WRS BrtEOR_R—ZT 4 b OBLE (CEHE+
AR ZE) 1%, %5 6 1% T-3.3+£5.3, I8% T-4.24+5.3 Th-oT-,

F17-2 YMRS BEFEDR—2F A b DB R (F T o sEHAIRE. FAS, 0C)

N—Z
_ 14 2 1A 4 78 6 1A 10 14 18
A4
5% 100 100 96 91 81 76 65 61
YMRS
Py 5.7%46.4 | 4.9+6.0 | 4.0£5.8 | 3.0+4.3 | 2.1£3.4 | 2.6%+5.8 | 1.9+3.3 | 1.6£2.9
oal M
A h -0.8%+3.6 | -1.5%£5.3 | -2.4%+4.9 | -3.3%5.3 | -2.8%5.7 | -3.7%5.7 | -4.2+5. 3
SEYAE - R R 2

BIVE A BUBEE 1 41. 0% (41/100 ) Toh oz, ERFEIEAIE., BHR 13.0% (13/100 #]) Th-o7z,

(2) S UHFEV+RNREETOKE

FT P BEE~20mg 2 1 A 1R AKRE, [OREKE LTRBIF UL AT aiE)r ) va v
N2BErOWTNH 1 AlZAEHEROCHETIHAKSG L2 &0 YWMRS GFEDON—2 T A b OZEA L
B CPHOE SR 13, &5 6 8% T-25.919.3, &5 18 W% T-29.6+5.7 Th -7,

F17-3 MRS BFROR—RT A U b OB bR (KROZERIARE. FAS, 00)

R

_ 18 2 43 6 10 14 4 18 1A
74
Bl 39 39 34 31 22 18 14 12
YMRS
e 33.246.6 | 25.1+9.6 | 17.9%£10.3 | 12.5+12.8 | 7.1+8.7 | 2.9+4.4 | 3.1+4.1 | 1.7%£3.2
(SR VAN
A& — -8.1+8.6 |-15.4+11.1|-21.0%+12.6 |-25. 9+9. 3|-30. 3+8. 7|-30. 0+9. 4|-29. 6=5. 7
YA o R HE A 2

BIVE S BAEE 1L 59. 0% (23/39 #5]) T -7z, ERBEARIZ, R Y 7 V%D NEEAD 15. 4% (6/39 %), 1H
R 12.8% (5/39 f) K OMKEHEIN 10. 3% (4/39 ) TH -7,
BIVEF R BIBEL 1 40. 6% (41/101 ) THo7o, EEOELREWERIZMAREEN 17.8% (18/101 #il) THh -7z,
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17 ER R AR

(FIBHEEICE TS S5 DERDHE)
17.1.6 EfFH*FESE MEER

(1) —E=5HRH

IOHRTE Y — RER LIPS | MpEERE (514 i, HANES 1656 fla5T) ZxtRICERB LT T &R
SR~ EERIERBRICIB VT, 47 v FE U BE 5~20mg ZHEREC 1 B 1 [E 6 WG L & x| BN
IR 31T A Montgomery—Asberg Depression Rating Scale (MADRS) &t RX—Z2A T A4 b OEBbE (B
B HEHERZE) 134T P BERE-14. 2619, 73, I BAREE-11.71+11.09 T, FEFIZE L 20 95%FHE X R
13-2.15 [-3.93, -0.36] TH V., HilFMWRAEENRD bt (p=0.018, H/HH) 9,

F17-4 #5 6 BT S MADRS BEFHOR—R2 T A v d OB VR OF OREMZE (FAS. LOCF)

‘ - MADRS &7t s HEMIZE )
&E‘ﬁ WJ%( N — \El : — - _ - D 1@&, 4)
N—2FA NR—2 T A b OB | [95%EHEXH ™
IR | 339 29.36+5.71 ~14.2649. 73 -2.15 0,018
7w AR 169 28.69=6. 33 ~11. 71%11.09 [-3. 93, 0. 36] '

S AR R 2

H4) o

BIERZBUEE XA T P BERET 55. 7% (191/343 %) . 77 & ARBET 36.8% (63/171 ) Tho7z, 47
U B O EAREIER X, ARESEM 15. 7% (54/343 Bil) | EIR 15. 2% (52/343 ) K OVAAKITIHE 12. 0% (41/343
) THotz,

(2) FEERE5H

[ L R (CE S ) (ke L C el L 7= 18 M DI E Mkt 5\ C AT ¥ B 8 5~20mg
ZERERHC LA LA L7z & & D MADRS At AL FRD LBV Th o7z, MADRS AFFEDR—A T A
(CEHEMMIK TR 2260 b CEAECIERERZ) 13, &5 6 %% T-3. 76 £8.50, 45 18 J#% T-6. 34
+9.43 Thote P, 2ok, ARBRICEBWTUIRNREK,. §19 DR OPURSHREOOFHZ 7T & LT L
77

F#17-5  FEEMAkRi I 5.3 D MADRS & 3FEOHER (FAS, 0C)

NR—=2F5 A 6 I 18 1

% 385 349 295
MADRS &5t 5 14.00+9. 05 10.10+8. 37 7.61+7.20
X (A= — -3.76=+8.50 -6.34+9.43

AL fiE A U

BIVER R BUERE 13 38. 3% (149/389 ffl) TH -7z, TRBIMERIZIARTIEM 15. 9% (62/389 f5l) TH -7z,
17.1.7 ENE MHEGER

EE SRR GEEMli& 58) 258 T Lic AARNBE UTHHHBE 2 %G5 Lz 24 X% 48 MM D[
HNIEEREHHERBRICIBNT, 75 P 8E 5~20mg ZHERNZ 1 B 1 ERA# G L7- & & D MADRS &5
FITFROLEBY Thot, HHEETIL, MADRS GitEOR—A T A v (ENIEEREE 5 RER AR
NHOEE CERECHEERZ) 1%, #5524 8% T-5.2+13.2, ¥5 48 % T-3.8£7.4 TH-1= ¥, 7
B, ARBUICRBWTIIRNLERE, 15 DE L OFUREHREOH M AT & U THEM LT,

F17-6 EWNIFEHREE G5B O MADRS &5t S OHER (FAS, 0C)

NR—RF A 1238 24 18 36 3 48
[l B 4 A 3R B4 81 73 65
DO5ETH] | MADRS & &t 8.6+7.2 8.7%8.1 6.9+6.8 B
Gk 20 14 11 7 6
FOFIER] | MADRS A5t 16.5%9.0 9.9+8.7 10.6+9.6 8.3%+8.1 7.3%+9.5
Ak — -6.9410.8 -5.2+13.2 -5.3%8.6 -3.8%7.4

Il AR 2
BIVEFRBIBEE 1 40. 6% (41/101 ) THo7=, RO ELREWERIZMAREEMN 17.8% (18/101 #i) Th -7z,
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2) REMHR
PR L

(5) BE - WEAIFER
BB L

(6) JAeIfEm

) ERRERE (—RERRERE. RECARERE. ERARELERST) . RERFTERT -2 N—HEA.
WRERTREBRABRONE
R L

2) FREME LTRBFEONERERELLHE - RROBE
g L

(7 £t
BB L
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VI.

M EIFE (94 HIER

REZHICEHESH HLEMXITLEMEE

FHEERIGURE R FE

- LT R RER LU RIE MARTA) « 7 = F 7 7w AR, 7 e s, 7RI~ LA VR
B =V RS UEPIER : URRY R NURY Ry TrtrRv Yy, VT NUERR %
C RNV VAT AAZETAF—0DS) TV BT T

kR b= BRIV TITAET 4 BV 2 L= —=ODAW) : T LI AET T

HE : BEDOH 2B ORIEE - 2IRFEL, BRFOEFRESZRT L L,

REEH

(1) {ER&LL - ERKEF

18.1 EFAFF

FITUPENIT ) RO TR B ER T HIEERGUR MR CH 5, JEEARREERBRIC B iR
PO R SE & 13 B e 2 IR IR L Ic ST b,

F T oY ENIE B OMRYE = FERICR T 2 ERA & U CRARIIEDBMER O A7 59, BEIEER, 8
AR, ANLREIR, D DIERSEIT KT B B R RS R OB A B 725 L (S fEAA multi-acting)
£, £ L OZHEMRITHT DEMDBIMAVER AL ~DERIVEIC D72 3D (A MIEAIL  receptor—targeting)
LEZOND W FF P L, RS D AT (Do Dsy D). BEE = 5-HTop 28,2« 5-HTe. 1~
7 RLF U RO ZAF I H SERANEIER CIREREF TR BT Z R 328, R8I0 D Z A 7 (Dr. Ds)
Rkn b=y 5-HT ZRESTOEMOBRETRET 2 2079, £z, 228U (M, Moy My Myy Ms) 32
FAR~OBFNET in vitro LB LT in vivo TIZFHW, A7 FENIIN L OZRIRITH LIS L
LTI %, BICAT v e & B RIMEERTSARTEF TO K8 v b LT KL U v Ol 2=, 7
JVH S VEARRR DAREREFE ORIE 20V AT U LEBOZERE OMAERLVEIEREZENT
WD ABEME DN B B P,

(2) EMEFERAITHHBRAE

18.2 & RREEREKOEMETILTORRKMIER

FT WL, B E LT (RSN REIER O 2RSS HEL Y SIERVHET, SrRERER
i 5D (BEREROFEIE) . LSV AL e B a v 20 (RRIEERER & OGBS OFRIE) . thafsEfil) *V
(FEMEREROFFHE) . a7 U 7 | 2003208 ([apEfipfk B OVRLZOFRIE) & 2 W IEHREIKk 20 (9 SFER o
) FOMAGRIVEHIER OB E T MZB W TEEE-N 277,

18.3 BB RE UK E ERTERMEHENDFIRE

F T VT, BRI VoM AA0RER sk L #ERAMSREIERICEI S L OV D B RS
R L0 &, FURBMIRTEE & BRI 2 MR R S ORI B B RTEH AT ~ O RME 2 7R 9,

18.4 FEERRMEICEHITHELHER L OKERNEEER

B FTE CIXKRAN R ERTEERATEF TD R/ 2 Dy ROBEREIK TR 7V & I iR R OISR E MR S
TWBN, &7 P E TR ERTER T TR ARSI AT RLF ) oz Bnse ), 71rg 3w
FRARRE R DIRIERTE 2 A1 S8 25 90 30,

(3) ERFRIRERR - Friukrfd

REERR L
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VI. RMEREICEET HHEE

1. mMARED#ERS

() BREAVGOHRE
BB L

(2) BRERHEBR CHERE SN nPREE

16.1 MirhiRpE
16.1.1 migHRE

FIUPC A TNV B L& BEOMSEPERE L, 2. 5~20mg OHEFAIZR W TREELFIN TS
D, EWEREOSIEES R ST %0, IR TIE, TSR T 33 B (20, 7~54. 1 B :5~95 /<
—kLEAN) THY ., BNTDZ VT 5 ALY 26.1L/hr (12~47L/hr:5~95 /S—& L Z A L) Th?
L1 EMLINICERIRBICET D GEAT—4),

H1) A7 TR VEBREHICHWERAIT, AT e TR bmg & AT W E L EE Smg 1X
AEWPFECRISETH D Z LR ENTNS 9,

EMRHRSERE
B R E IR DY FI IR A RT 4> CERR 2442 A 29 B SEASRAR 0229 4 10 B) 126V, R
RN 5B it A B R R R R R & I L7,

FT AR 1% T & U VXA 1%% 7 B A4 — N—{EIZ LD FREN 500mg (TP L
LT bmg) MEFERA S FITHEAHERR N5 L TR GRREZRIE L, o iEpEie 7 2 —4
(AUC. Cra) IZDVNT Q0% A HE K FNEIS THEGHIENT 24T o 72 iR, 1og (0. 80) ~1og (1. 25) DEEFANTH Y | MiAl
DEY)ZFHIRIZFEMEDN IR Sz,

Y IE N T A —F

PN T A — 4 BEINTG A—H
AUCo-72 Chax Thax tiz
(ng * hr/mL) (ng/mL) (hr) (hr)
F T Y HIRL 1% T8 AR 324.4+£48.7 11.20%+2. 73 4.0%£2.0 29.94+3.7
U7 LKL 1% 329.9+£73.4 10.96£2. 57 4.0£1.3 29.8%+4.2
(Mean=£S.D.,n=16)
(ng/mL)
15

—O— A5 M1 %[ 7 )
O ST 1%

% FHE+BEFE . n=16
th
T
Z
- _
¥ |
E &
: ——
E 3 pa—_
3¢ A TR
e
““ﬂﬁﬁmﬁhmﬁﬁ
0 1 1 1 1 1 1 1 1
0 12 24 36 48 60 72 84 96
BE % ORI

M3 HREEW NS AUC, Coan B D/ T A= 1%, PERE OB, AR OTRAEL « FFHEORBRRIFIZL > T
RIRDARENRD D,
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Q) HhEE
PR L

(4) BE - ftREDZE
1) BEOFE
TVIL 4. W] OIEZH

2) FREOTE

16.7 EMHEEER
16.7.1 ZIREH I
FTUPEUEEE TINARXF I EOHAICL Y, AT U oM REIREEE R Lz, MEERITE
P (T RTHIEE) TREL, Cu DEIMEITH M (BYE) T 75%, ZofE (TN TIHERYEE) T2 Tho7,
AUCo-24 DYEAMITFH M () T 108%, Zth GEME) T 2% Th o7z, £z, 7V T T A (CLp/F) 135
PE(BE) T 52%, Lotk GEBYE) TI3TMETF L7z, U7 ARFY I U3 CYPIA2 OMEEREZET 5729
LHEE SN GMEAT—4), [10.2 B#]
16.7.2 HILNIEE Y
FT BT EAEV L IR EOMHICE Y, AT oo REEEE R L, OF
JAIZ XY Coax 13 24%, AUCy olT 3A%IE T L7=0 ZHAUTHAANEE LA CYPIA2 OFEERE AT D70 L HEE
Eni= 0 GHEAT—%), [10.2 2]
16.7.3 LA FEF
FT oYU EEE T AT (ERRER) LOFRICEY, A7 P oERREXDT2NCHN
L7z, DFRIZEY Condd 16%E800, #87 V T Z 2 AL 16ME T L7z, ZAUE 7 /A F&F 203 CYP2D6 O FHESE
RAzAETIEDEHEESNEY GFEAT—4),
16.7.4 Dt
(1) MYEFRIZB T A4 T P07 V7 7 0 AMEIFFEER L 0K 35%E o 72, THUTEYEN CYPLA2 DF;
HIERERT D0 EHEES Y,
(2) 2o, A IT7T7I, INT 7 Uy, YAFVU MIBRIIT V2= WK D5 T o DIy
RBICHR T2 S REEBIIRO ONRhoTz, T, ATV EUICEDZ I F UL, ST, 13773
VL UONTr I, UTEAL ERYT U TAT 4 U XATT v 3 — L OSEY BBk B B 6 i
IO BNR o7 P HEAT—H),
HD A7 T 7T RTICHWERAIT, A7 F 7L bng AT W E U EE Smg 13
AEWFERCRASETH D Z L BRI TND Y,

2. EWMEERI/NSA—4
(1) FEFAE
AR L

(2) RULEEER
AR L

Q) HREEEH
LRk L

@ 2UFSVR
LR L

(5) HMEIR
LRk L

(6) Znfth
AR L

16




3.

4.

5.

6.

B&EH (REaL—23Y) &

(1) fBiAE

BB L

(2) NSA—FEHER

MY ER L

IR 4R

16.2 BRI
16.2.1 BEDOFE
TP UEERG Lm L &, BAFICL DWINA~DEEIIZRD SR 0o T2,

kil

(1) %k —Rei B P @@ 1%

LB L

(2) ik —BafEEArY &

VI, 6. (5) 4l4w) OIHSMH

Q) Eit~DBITIE

ViIl. 6. (6) #¥lim| OHSM

(4) BERA~DFATIE

LR L

() ZfhDMIE~DBITHE

LB L

(6) MIFEFHER

16.3 9
16.3.1 EAKA
$993% (in vitro, BHELNE), KT AT I b o RS AEISHEST 5 9,

e

(1) KBELLE VRS

16.4 ¢
16.4.1 G RBEYMR KRBT

F7 P ORBNCAET HBERIL T VY v VBEBRSR, 7OV CERE/ ARS8 Fhru—
L P450 (CYP) Th b, 7 F L ORHW 10-N-7 L7 o UEBREEE N L -N-7 V7 v UEERERIE, B
BN arBRaEEN5 %) 10-N-2 v 7 a VIERAER S R R ORI S EERFH TH B,
§ N-FF% MEREHOLERIZT 7 T ERFE ) A7 —EnEE L Tnb, 2B bREmcd s
4 N-F A X F)UARIL CYPIA2 & L CAERR SN D, D e W T 5 2- R %o 2 F/L{K1% CYP2D6
ENLTERENDD, T FEL ORI 7 VT T RAIRELEEST L2 Li3hWY, in vivo DE)
WIRBRIC BT, 4 -N-F A XA FIUERK N 2-t R %3 A FIUEROIRBIEM T2V, T4 T o Fer bt
B LTl TR MEYEEORKRIZA T P THD I ENHERINTND 0, EFEIRIEICE T R
&, 10-N-Z V7 v VEREER L4 -N-F 2 2 F RO MBE PR EIE 100:44:31 TH-o72 %, [10. ]
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(2) RHI<EAET S8R CPF) DHFiE. FE5E

TVIL 6. (1) RO KR OREHRREE) DHBM

Q) YEEANROEERVEDEE

BB L

4) KEYOFEORERVEMRL., FHELE

1.

8.

10.

11.

TVIL 6. (1) FREHFBALK OGRS ) DS

Bt

16.5 $Eitt

16.5.1 HEHHZER KR Ut

BRI MC AT U P EROEE LZ & &, 21 B CRBEFTEMEDR 7% O 30%3 Z 2R KO
FAPIZPE S P GMEAT—4),

b3 U AR—E—ICET 51EH

R L
BITEICL HBRERE

gk L

RENDERZAIVESE

16.6 RENERZHATHHEE
16.6.1 BHEEEEERE

EESREIK TR E 10 BliIcA T o P E L I TR AV ERE LEREHC L D &, BEEOK TIEA 7 e o
WY BHREICH B A G 2 - 12 % GHEAT—4),
16.6.2 FTHeEIEEEE

FREREREEIRA T VP E L DI U T T U AR TS5 2 LR TRENTZN, SRR TEE 8 Flict T v
EUBENITA T AT AR VERE LIERFIC L D & IFSEEIKT I A 7 v E 0 ORI ENRE I
B 2otz GHEAT—4),
16.6.3 E&iE

F TP AT OEE R 5T 65 5L EOBERE 16 B OTE S RN XIE Sl 2 U S3RIER L7

(Filnsg 52 Wi, FEEIE 134 BEED) . 14 A MEREHE G- ClX, 65 kL EOEBRE 8 Bl I =BT 59 Krf
Thole™® GEAT—4),
16.6.4 TR - BE

AT UEENIEA T VA TRV ERE LR L D & LEicB AT vy D U T
TURIBEL Y B 26MEL . FEBEHICBIT AL T UV D7 VT T AXIEREE XD B 35%E
MoTed, THHEDERO ENNOEONFET DI LICL 0 — R GREZHE T2 0813, MRl L
WUE 2 B DR TG A O 7 U T 7 o AMEE B MRS Tl b @ < o RO CLEREE | S IEER o
BT, ZoPEIEMRIEE 3 bk o 72 9 22 BLEAT—X),

H1) A7 TR VEBRARETICHWE/AIT, A7 P e T bng £ AT W E U BE Smg 1
EMERNCRS TH D Z E BRI TS 2,

Z Dt
BB L
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T2 (FRLOXESE) I BHIEH

ZERNEREFOER
1.E8E
1.1 % LW EO LR S BRI 7Y F— 2 BRSSO EAZBER N R L, BricE

DHENHLOT, REFEGHIE, MBEEOMESEOBEL +/0I12475 2 &, [2.5, 11.1.1 &#]

12 HHIZHT>TE, HO1 LD ERBIEABREET 2550855 2 & &, BEKROZOFEIZH/IZH5H L,
Ng, 2R, 2R, ERSORFIEE L, 20X ERN’S bz Gaicix, Ehicib kL, £
B0 55 H, ffEd52 L, [8.1, 8.3, 9.1.1, 11. 1.1 BMHE]

BERABEEETDER

2EE (ROBEHICIFEELAEWNIE)

2.1 BEREORE [BEREZELIEIBELRH D, ]

2.2 2L EY — VIR ER S O FHAR R IHIF O TR WEE T IZ b 2 A [FPARARRHIE A AR S B, ]
2.3 AAIO RSk LIBUE OBEEED & % B

24 7 R F Y U EFEGEHROBRE (T LT Y 27577 40 7% 0 —OREIER., XX RIS I 1T 5=k
et U< IHBEBRRMCE AT 2562 <) (1001, 13.2 B3]

2.5 BERIFOBE ., BERBOMAREOH ZHE (1.1, 11.1. 1 2]

MEERIIBRICEET HFE L ZTDERB
(V. 2. eI RICEET 2HE] 23MT 52 &,

RERUVAZICHAET 5FE L TDEH
(V. 4. HIELAOHEICEEST S ER] 22303252 L,

EELGERNIE LT DER

BEELERNIE
GhesE)

8.1 AFNDOEEIZL Y, HELWIBHED EFNG, BERFEES BT = A BERFPESIES O B
EREEDLZENRHDHOT, AFIFEGRIL, MAHEORER A, 28K, LR, BHREOBLEL+75I1TTH 2 &,
Rz, mibE, BRSO RE OERE 28T 2 88 Tk, mfEES B U REHREZ MBS ¥ S
BEARH D, [1.2, 8.3, 9.1.1, 11.1. 1 B]

8.2 RIMPENH LN D ZERHHOT, AFEESHIL, BLAK, BRI, WiF., Eik, R, EEEESOMK
MPHERICEE TS & & bic, MEFEOHIESEDBIERE 512475 2 &, [8.3, 11. 1.2 BHR]

&3$ﬂ®§%ﬂ%b\%E#Lbii&l&@&Z@ @mm%ﬁﬁé%Awaézk%\%ﬁﬁw%w%ﬁ
K+“:ﬁ%L EIMAHER (DB, 2. 2R, HR%) . KipHER (B, Bk, wit, Bk, #
R, BiFEEES) [CHEBE L. 20X RERRS Db HEAICE, Bhicfbs2hW L, EffoBEsZT
5&9\%§¢5_&0Da\&L82\9LL1LLL1LL2§%]

8.4 AFNOBEIC LV HEHMART I LRHL0T, IEHICHEE L., BEOBEN D bbb 5L, RFE
%, EEIEEEOMY LB EZITO Z L,

8.5 ARANIHIMHAERZ AT D7, MOEANCES P, BAKE, MEESIC X DR A2 RBEA LT 5 2
EMBHLOTHEET D L,
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8.6 iR, 1EE/) - ) - KFHESRENEDEKTHNEZ 22 ERH LD T, KEFGFOBHEICITFEFT TO/E

52V ABFEOEBSEAERE O B OBREICHERES TRV BT L,
(FUIBHEEFICH 1T HBRERR Y S DEKROHEE)

8.7 BMER K YD IR Y L2/ AT, AR OB EMFEOIEEIZ OV TG L. AHIEZEREHEE LN
EOHEET S Z &, WIBMEREE OHERRIEIZI T 2 B RN TORFOEEIMERL ORI L TR,
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