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3. fHRE - MR
3.1 #8mk

AR

v F LR
[1g] A v F VSR 20mg

FANNT—L(L-7 == )VT7 I=ALEW). HvAd—
ACa, BREMAKT B, b FuF oy 7ulilo—2,
KUY VN AR—=1(80, D-v > = bh—=)b, X ¥ 7 ) )VEEIRY)
~—LD. 77 ) VEilkNa
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3.2 BAIDMER

A FoA4uay 7

% IR H B~ B OB 2 R 3  R

4. FHRESLIFFNR
hEERUBET LY I\A Y —BISRAIECH T 2 ERAMEERD
ETHNE

5. FEEXFFNRICEHET DiFR

5.1 7oA ~—RBIBUE L B SN7ZEFICOAMMT 52 Lo

5.2 RFNDT VYA~ —BIFEAE DFREZ D b D D ST % FIH]
T EV) IR STV,

5.3 TV A~ — BIERIAE LIS O BRAEMES B BV TRAI O
ARMEIIRERL S LTV,

5.4 ORI HEERE &L OERIBINICEET L2 L,

6. AiENURZ
EE. BAIE AT F U IERE S L CLHLEBmg? SEE L., 1
JERIC5mg e otEE L, #EErR L L TIH1RI20meE I H% 51 5,

7. BERUHAZICEET 2R

7.1 SENBNTAHEIA a0y T LTOHERKDES
NTHb,

& 58 & 5| 30200AMX00292000

BR 7% B 45 20204E7 F

9. BEDERZEHITHEBICHT IR

9.1 BIHE - BEFEZDH 2 EE

9.1.1 TAHLAXITEEDEHTDH D EE
AR FIHENIBEALSE DL 22D D,

9.1.2 RpHZ LR 8 2EF(REEET7 Y R—Y X EEDFR
BRERAE)ZETHES
RO TV 71 )ALIZ & ) RFIO R A HEIEERAMET L. AF oI
WENLATLBZNWNDH 5,102, 16,551 ]

9.2 BiHEEEERE
RANLBHEER OZEHITH b . HHEANEIET 2,[16.6.15K]

9.2.1 SEDBEEREE(VL7F=ZVIUTPSVRE : 30mL/
minzKii) D% % BH
[7.320]

9.3 FFikaElE=EE

9.3.1 SEDIF#AEREE (Child-Pugh$3EC) D& % EE
BEREAER CIEBRIF S LT B,

9.5 FiF
AR SR L C W A REE D & A ehiid, R Eofa st
et x Bl A SIS NDGEICOAREGTL 2 L, B
FEE (7 F) TRENOBITFRO LN TWE, T7-, BiE
Be(Z v M) CTHRIBR O A R OEKE NI 2RO 5 Tw
5,[16.3.3%11]

9.6 =33
EIR EOBERER OB REOF ML ZRE L. AL O L
EHPIEA RS2 2 L BER(T v M) T, FTH~OBT
DERD 5N TWAHL[16.3.351]

9.7 INE
INREE G L L7 BRRRRERIL TN L TV ie v,
10. HHE{EH

10.2 HEESWRAICERT DI L)

HAN 5 W AREIR - HEE DT W - el T

RIS FoA4vay s
5mg 0.25g
10mg 0.5g
15mg 0.75g
20mg 1.0g

EARINE (EHIE S R332 AMEBEEOMEH % | A #] ONMDA (N- £ 7
LR 73 RS LBENN B L. |V-D-T ZA/37 F LK)
B RS LR (R AN
NI VR GE SR
DUREED B 5o

7.2 1H1EI5mg (A#0.25¢) 2> & it 5%, BIEM 0% %
WZHHMTHLOT, HFEF CHMETLZ L,

7.3 BEOEKEREE(ZLTF 7)) T 5 2 AMHE  30mL/
min ki) OH 5 EE T, BEOREZBEL 2L EEIC
B L. M1 1 10mg (R#10.5g) £ 35 2 &£,.[9.2.1,
16.6.1%1]

7.4 ERNEHEE, FESOEHOT TR T LI L,

8. EELEANER

8.1 HGHHMIcBVTO v, HEDEDOENL T 0D
bo Flow TNHOERICE DV ERBEISEEIE) 20D D720,
THICERT AL,

8.2 . TEEROEET VY N < —RIEAE TR, HEE
OB EER T L) OBV T T2 L2H 5, %
7on RFNZE D, HF WV MHIRENDHODONDZ LD H LD
T, RHNF G A 0 BE X H B O @A kR & 2 5 o5
TEICEHR SRR VI I FEET AL,

8.3 AAWLGIZ L VAR RO SN WIGE, BREHEG LT s,

[ = == b
[16.7ZH]

vrazouF7Y Ko T IEARTH S,
MHPREEZKT S5,

B RN s (A v
i R) 12 & D HEEs
W S

VAFY UL

AH) O I i LAY B
TEBEINDDH D,

ARFH L — 5B A PR 45
W (T VRIS &
DRSNS 720, [JL
Wk R &S DA &
AT AWML D 5,

7w )fbzie s §

AH O It Hp i E A B 5

RO T VvH)ALIC X

e TEBENN DL, | KA O R PR
TR VTS N BT 720,
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1.1 EXFEWER

11.1.1 &£ (0.3%)

1.1.2 K CHEEAN) . EEEHR CHEAT)

11.1.3 FEHER
Btk (0.2%) « B (0.1%) . ZAH(0.1%) . LJ5E (BHEEARHT) |
FEEL CHIEEAW]) . AZ HEARID DD H5bid 2 Ehd b,

11.1.4 FRESREREE (HEAIH) . BB HEAH)
AST. ALT. ALP. VULV v @ A% FFkpeks
HobNLI DD D,

11.1.5 #EIERRURRAE (31 &% NHT)
A, B, CKES, M RORE I+ rue s LA
NSNS ENHb, 7. HBHREIC X 220k
EDORFEIEET H I &,

11.1.6 B2EEJOv Y. SEFRRIREOMRIRMENEER ()
ANH)

1.2 ZOtDEIER

1~5%iil 196 BHEEAN
B BUE 5% BRI (LG

FEsR o £, B (IR, ARIR. PR (BRATREE . ARHEEE
rE. SR AL |BURE,. v 7,

VAX AT ),

FI A4y 72%lg OKIZEE L TIRM) 31d§220mg OK THRA) % Hilnlke O
G OSEYEREST 2 — ¥

5 Cmax Tmax'™ AUCo-192 tuz
o n (ng/mL) (hr) (ng-hr/mL) (hr)
K540y 72%lg 6.00 -
ORIz 883 L IR 19127.3+3.89 (1.00. 8.00) 1,890 + 315 60.6+12.5
$20mg 6.00
KRR 19127.9+3.81 (3.00. 8.00) 1,950+288 | 60.3+10.1
VD) L (s, ) (mean +SD)
##2)n=18

FIA4 >y 72%1lg(BED F FAKTIRM) id820mg Ok THIRA) % H.IE#E T
PG REOSEYBRE ST A — 5

g N Cmax Tmax™ AUCo-1920 tie
T (ng/mL) (hr) (ng-hr/mL) (hr)
Fo4 > ay 72%lg 5.00 $i4) iE4)
kD % AT 22127.7£3.94 (3.00. 8.00) 1,890 = 266 57.1+7.68
$£20mg . 5.00
KGR 22(28.5+3.70 (1.00. 12.00) 1,880+271 | 57.3+8.07
E3) HrILiE (s, eR) (mean =SD)
1E4)n=21
@) AV FUIGEIESE

RN B EIZ, A~ v F VHEEIES. 10/ 0°20mg % 22 B8 I B g 1
G L7m b &, S IE i (Cmax) & IE rh i e Rz R il i T 7
(AUC) 1 & 3% G-I IZ A L TN L 720 9200 (t12) 13553~
713 TH Y . FGRIZE AEEASN G572V,

AR 2 F IR RN O G R O BEE ST X —

e, T, fESEE
M&EMT . Rk
AV

Zofl | MUBEE B R A I, R 5 BRI
B, FHE, AEZ, gL ATV
WA, CKEH | k5. bU 7Y EY
[

fEERE | ME LS

13. BEKRS
13.1 fEK
A v F 2 RIEA00meik B H 2B W T, AR LI R
BOER, Bk, BEREAENS DN, 72, A T U
IRI52,000mglik H EF 1B\ T, Bl B OBl s 5 b
. ENENEL 72 & O3 H 5 (FHE B 28 o
13.2 L&
PROBRMALIZ L0 P IZHREAEAE L 72 & OHED D o

14. EAHLOZEFR

14.1 ZFIRHEOER
AFNE, MRAERTN KRS LESL»IZRAS 5725, ko
FREELBIMATHZ LD TE S,

15. ZDMh0DFR

15.2 FEERPRERERICE D < 1EER
Sy bOBEHERSER(A~ v F v IEEEE100me/ kg 15
4% 5. 25mg/kg/H VL 14 H M RAERE T8 5. X 13100mg/
kg/ A 140 IR 5) 128 Ty BRI K - K O IR A i
BN O 22 AL U TIEFE AT &7z,

16. EYEhEE

16.1 MAEE

16.1.1 BEO%S

MATVFUVEBERSrvOv T
fEFERABIC A~y FUERE NS 4 oy Flglghlicx~<w > F o
EMEYE % 20mg & A AICIEE L CIRA LI Ko T K TIRE) ik
A v F IRERE§E20mg OK CTHRA) % 2P LA 1 5 L7z & &
WENOIR 7T b mEH O M P EIE ST A — 5 XA TH
5 b, WIS EADEW RS TH D Z EHREE SN,

NP o e Cmax Tmax AUC t12

— . EIEET, S ESE (ng/mL) (hr) (ng-hr/mL) (hr)
i R R, IRKEE, IR 5Smg | 6 | 686066 | 53%21 4394 51.0 | 55.3% 6.4
Ifil, BUN_L5 omg | 6 | 12.18+1.68 5.3x1.6 | 1,091.7+172.7 | 63.1*11.8
s R RE R 20mg | 6| 28.98+3.65 6.0+3.8 | 2,497.6+482.8 | 71.3=12.6
Wikas R, ERCRIE | HILETES . B, (mean =SD)

16.1.2 RiEH%kS
TV N A < — BIERAIE B (10mg/ H ¢ 1160, 20mg/H © 1261) 12,
A v F R LA (B %) 5me2 & Bta L. AR Z & 125mgd
D g L10mg ¥ 1320mg % MEFF i & L T4 B BRI G- L7z &
X, OMAET R S4B E CIITIZERIREICELTBY ., F0O
DI i 1310mg/ H #ET64.8~69.8ng/mL. 20mg/H #T112.9~
127 .8ng/mL T » 72Y,

16.1.3 &EMFHRIEMER
AR F UHERIEDS2% [T A4 e A=) = R4 20y 72% %l
BABFIZFNERIg(A~ > F HEERYE & L T20mg) 22/ i L[]8 1
Beh(ra At —nN—=F) L, MR X~y F U gEZIELL, 55
NI2BEWMEIRE S5 X — % (AUC. Cmax) 122\ TI0% [EHEIX f 12 Tl
FHBAT 247 > 7245 9. 1og(0.80) ~log(1.25) DFEFHPITH 1 . Wil 4
Wyt [ S SRR S L2

BRAN I GREDOIMBE 3T A —

AUCo-1680r
(ng-hr/mL)

Cmax Tmax Tz
(ng/mL) (hr) (hr)

kL | A~ > F iR
=< |DS29%[ %71 |
B xwy—r54y
(0=19) |u v 72%

28.8+4.1 | 2.5£0.9 |57.7+10.6 | 1583+182

28.9+4.4 | 2.4=£1.0 |57.9+13.2 | 1574+170

B |2~ F o tmmis

z\f\\ DS2%[4F 7 1 | 29.7+5.8 | 2.4%£0.9 |59.4* 9.8 | 1610+197

W x=y—Foa2

(ne19) | 72% 28.5+4.5 | 2.2£0.7 |58.2+ 9.1 | 1604+223
n=

(Mean+S.D.)
35 OKICEER U CARFBS O MR RR)
W 30F —e— AT VHIFEHIDS 2 % 71 |
it 0= ARU—RIA2Oy T 2%
A T Mean=S. D. (n=19)
DAL a5
< == T
7 1sf T
i i &
=10 S
(ng/mL) N
d. ‘\§\<s\§
NN L L L I L § L 45
03456 8 12 2 48 72 120 168
bl £ 5 % ORI (hr)




35+ (KR F FXK THRABF O MARERR)

30F —e— AT U HIIHIDS 2 % H 71 |
1 o= AU —RIA 20y 2%

N Mean=+S$. D. (n=18)

REE WA BEE
S

10 - ‘\5\
L I
(ng/mL) 5 #\6\(

LLILL 0 Il Il Il
Omses6 8 12 24 48 72
051 P OB (hr)
MR 72 & NCAUC, CmaxZ:0 /85 X — 213, W o ®wIR, 1K
TEOFRIEL - WS ORERSAF IS X > TR 2 WD D 5 o
16.3 £
16.3.1 RNEBERNDRITHE
T NA < —TIRHFERFZIC A~ > F U HEBELH 1E (8 £ )5mg
2B RE L. AR Z & 125mgd DM L10mg X 1320mg % #fEFEH = &
L C24B M ARSI G- L7z & &L I A B v i JEE o IUE v i Ji8 12 )
% H1210mg/H#ET0.63. 20mg/HHEETO0.72TH - 729,
16.3.2 [RBE~DBITIE
TR AP A~ v F VIRERE & GRS RRE O S L 24
R ~NOBATATR 572,
16.3.3 S v NRU'DYFICBIFDBTIE
T MIHMCHERRR 2 HIER OG- Lo & &, ghfeix R & LT
N, B B, REE. FFIR. Wi 88, R, N — 7 — K
W it e OB 3 L 72
Ty MIAR Y FUBBIEARERSG L& MRATYF YO
AUCIZIMEER X < > F > DAUCHI8KELL s - 72,
F 7o MR O FISCAE A A BRI EIR NS L7 & &L e
FREICBAT L7, AWM O T v MUCAERA T IR O3S L7z &
&, R FLICRBAT L 729 [9.5. 9.65M]
16.4 {4
16.4.1 Wl HEIC A~ v F VIR 0mex IR OG- Lz & & 4%
G2 NI R AR A34 . 1%, R <TH 275/ — AR TV o
0 2RSS A L R a2 2% i B S e
16.4.2 A~ F UHEEEEIX, € T 2 10— AP450(CYP) 4 1-H % J8 Bl
L7z % V723 T, b POPBOTHRI ENIZC W EATREN
720 b MIFMIELIZ BV TCYPLA2, 2C9. 2E1, 3A4J% UF3A5% 253 L
Lo lce BRIRHEICBIT 2 M E A (lumol/L) T, & MF R
70— MBI B EPAS0IE . TR F T Pk RS (EH) i1k,
TICVEREFF IS FEMO)EME. vy u s BB RES
(UGT) i M M Ok Ag 1 3% (SULT) i M % BHSE L 22 2 728 (i vitro) o
16.5 HEttt
TEFERABEIC, A~ TV HEEEESmg 2 1A 3 4% 5 L, 527 IRRE
WZFE L 72130 B oW A% 5-FE M CAZ Rk Adme & R G- L 72 L 2 A,
KERE D IR P~ O RARFEI I 520 H % F Tl283.2+11.7% TH 1)
Feh A REHEIZTA % F TI120.54+0.41% TH - 722 GHEAT— % )6
F7o0 REEKFEF MU ARG L. JRpH%A 7V ) HEIREEC L 7285
BliZ, A F ey )75 v A(CL/F) I a5 L T
KEET L7z 0FEND 2V JHEAT—4).[9.1.2, 10.25H]
16.6 HEDERZEIDEE
16.6.1 ESHEEEIEEEE CTOFANEHE
A 2 F VIR E R OSR]I TH D . HRRESK T T A R
B LTy AY Y F VIERE OO IR & AUCOB KT 51T W»
519,073, 9.22MH]
A% v F v HE R 10mg HE [ RE 14 515 O B R RE IR 5 8 [ VB R RE L 8
DI FEENT X —F

) EHH WRERERE | R R ERY | WERERE
(Cer>80) | (50=Cer=80) | (30=Cer<50) | (5=Cer<30)
n 6 6 6 7
FHECor GEMR) | ) 62.7 40.9 19.1
(mL/min)
Cmax(ng/ml) | 12.66=2.14 | 17.25+3.04 | 15.76=3.70 | 15.83+0.62
AUC (ng-hr/mL) | 1,046+82 | 1.640=180 | 2,071531 | 2.437=451
2 (hr) 612575 | 83.0-17.0 | 100.1=16.3 | 124.3%21.0
CL/F(mL/min) | 133.029.6 | 8.3%88 | 704=17.0 | 58.6+11.3
CLr(mL/min) | 82.2%19.8 | 621109 | 42.129.0 | 28.5+12.2
(mean =SD)

16.7 EYHEE(ER
TR N20B012 2 ~ > F VRN % Wik (2 < v F ViR ESme % 3
H#. %\ C10mgk 4 H 35, 20mg#Z 14H M) 12 X v 1H 1AK%
B L%, A~y F o EBEOmgl v FusoaF 7Y F(25mg) - b
V7 A7 Ly (50me) BAF ZTHEH Lz &, e FarzuoaF7
¥ FOCmax e WAUCE B A% 518 D #980% 12 & T L 7210 (UhE A 7 —
5),[10.2%8]

_3_

17. BRPRREAE
17.1 BERULLMEICET 5558
17.1.1 ENEE O EH5R
FEEERSEET VY NA ~ —TEAERE MMSEA 27 © 50 1
1450 F, FASTA 7 — 3 1 6all E7allF) 31661 2 xf iz 2 < > F Vi
FEH10mg (5mg/ H % AR 5. 10mg/H % 2338 [#%5- © 71248 %
5.) X1320mg (5mg/H. 10mg/H & O"16mg/ H % 2 L2 1UIE I 138 %
Sk, 20mg/H #2185 1 5H24EE%S) . b Ld 79t R%E224
PG 2 ZEERE ) sk a 5 L 7212 9,

SRUNERRE 7 SEA S A SIB-TIC BTy E7z B RN TlIHk 5248 4 57
2 a7 bR THESHEA RS S, T2, BIRMIZHER L 725t
BORE, 7R E A~ v F VHEBRE20me/ A B O I A EE)S
M 5 7z (KT 1 26061, p=0.0029. Wilcoxon#isE) o H A IGH)
V5% #-Mli§ 5 ADCS ADL-JIZB W TIE, F72 5 B0 Tldfk 524 51
filio 2 2 7 ZbE CHESEIERO 5. T2 BIRMICE L
o ORER, 7T REEE A~ v T v EEE20me/ HEEO M A
BEEIIRED DN b o 72 (FEFTR S - 26061, p=0.8975. Wilcoxontfi7g) o
BIVE S B X A < > F WG 10mg/ H 8 C29.9% (32/10761) . A
< v F IR 20me/ H A T31.0%(31/10061) TH V. EREIVEMIX.
A~ T R 0mg/ H B CRTE A 3. 7% (4/10761) . A~ > F Vi
FeE20mg/ HEECAEAL. AATERE . FEEO v, KR %3.0%(3/100
) T o7z,
17.1.2 EREMEHER

EEREDN S EE T VY A v — TR AE RS (MMSEA 27 @ 5Dl 1
145 00F, FASTA 7 — ¥ @ 6all E7all F)43261 2 W iz A~ v F >
iR 20mg (5mg/H . 10mg/H K OF156mg/ H % Z 2 EIZ LA B %5
. 20mg/H % 21LAMES - 524l ) & L I1E 7 T & R % 2430
P59 2 ZHE M BGAE A FE L 721 1,

FRANBERE & BRI S ASIB-]JO A 2 7 A LE % FKIZRT, SIB-JIZB W
Ty B2 Th D524 BB D 77 L RBE L A~ v F V1l
¥E20mg/ HEED 2 a 7ZALE 0134 535 TH 1) . MEEEIHFEHED
R 5 7z (AT SR 2 36861, p=0.0001. Wilcoxon#7E)o & Al
BEAIZ B W CH MBI IS A0 S N7z (AT IR 42461, p<
0.0001. Wilcoxon#iE) o

F 72, SIB-]O A 2 7B LEOBEENHER T A~ v F L lEE20mg/
AREZ24E M2 72 o CT TR BEE Ll 5 72,

¥e 52438 DSIB-] D 2 2 7 AL &

5 n 038 A> & DAL R ZALE O£
A VT IR 20mg/ HEE | 193 -0.65* 9.74 4.53
77 v R 175 -5.18+11.66 -

1) [2438 % 0 ] -[0# O] (mean = SD)

FE2) [ A< > T v B 20me/ H B O 0J 7 & DAL R O Pl -[ 7T & KEED0E A
5 OZALE O FIE]
S A% 1 B R S IR % 515 5 Modified CIBIC plus—] o #% 5-2438 £ 57 iff
DFEHEEFITTRT. A~V F U IEBE20me/ HEEE 77 L K#E2 -
[ 57255, MM OMEIZ0.11TH Y, AREAELEED SNk h o 7z (R
RG 36761, p=0.3189. Mantellf5E) o
T2, MAEFHEIZB W T LA EEIIRD SNk o 72 (BT % 1 425
%, p=0.1083. Mantellfi7E) o

H£5-24:l % O Modified CIBIC plus-]

5 n 24381% (mean +SD) IO
A= F VENIE20mg/ HEE | 190 4.47+1.07 -0.11
77 R 177 4.58+1.01 -

iﬁ&év>+ym@mmmgﬂﬁmm@&mwwm}ffakﬁﬁmm@&mvw
[H.
BIE B (3 A ~ > F VIR T T28.5%(63/22161) TH ) . £
T BRI E FEAR3.2% (7/22160) . IME _F5-2.3%(5/22161) . & IiLE
1.8%(4/22160), 17 L7 F v R ARFF— BRI, T Y A< —
RIFHAVER1.4% (3/22161) TH - 72,
17.1.3 ;BYSE MARBR
KENZBWT, FARYNVIERBRIEOWEEZ67 A UL 2T T v b g
MOEET IV N A < =R IE R (MMSEZ 27 @ 54 DL F144 2L
T)40361 & /R X~ > F I 20me (5mg/H . 10mg/H K °15mg/
H%ZNEIEICLEMA 5%, 20mg/H % 21 AR HS- © 5248 #5)
b LIZT TR E 24T 5 EE MBS L L7210 17,
FRIIPERE & SEA 9 2 SIBOIALFHIEF S0 A 2 7 2 bE O/ Py
% FIRT, 7T RRBEL A~ v F L EEEE20me/ H BED 75133405
Th Y. WA FENIED S N7z BT 5394%, p<0.001. 27C
Fic i 345 B AT ) o
B OSIBO 2 =1 7 254k it

EEae N in n 038720 5 DZEALEEY ZALR DA
AR T VIRERIE20mg/ HEE | 198 0.9%+0.67 3.4
77 v R 196 -2.5+0.69 -

F:4) U EEFRE L O il ] - [0 D] (/b =5 P39l + SE)
5) [ A~ ¥ F YR 20me/ H B D0 A 5 OZA LR O/ FePIgME]-[ 77 &K
HO0ME A b OZEALE O /NI E]



S B W R RE IR % 543 A CIBIC-plus 0 f #% 51l B 5 0 -39 41l % 3¢
T, 79 REEE X< T VHEERE20mg/ H D #130.25TH
DL WA EEDRRD & N7z (AT 539461, p=0.03. Cochran-
Mantel Haenszellfi5E) o

TG R 25 0 CIBIC-plus

e AT A e e
P n AR D
A v F YRR 20mg/ H B 198 4.41+0.074 -0.25
7T R 196 4.66=0.075 -

16) [ < > F > HiFH20me/ H B O SR G O P ME]-[ 7 7 1 REEO AT
B £ 0 -4
H 8 IS VR & 374l 5 ADCS-ADLio? i #& S i o0 2 2 7 28 b
DORN_IFFIGE RIRT. 7T v REEE 2~ 2 F 2 EEEE20me/
HEOEIFLAMTH Y . WEICE SR O L7z (FHT 6 5R395
B, p=0.03. 27CHELi&E I HHT) o
FALREAM S 1D ADCS-ADL1w® A 2 7 2 b

oo Riia n | O#EDHOELET | AELEOE™
AR Y F U HEERE20mg/ HEE | 198 -2.0+0.50 1.4
75 LA EE 197 -3.4%0.51 -

TE7) [T 2 ] - (0B O i ] (F/ = 5 P39 + SE)
1H8) [ A~ v F v HiERE20mg/ H BE D0 2> & O ZAbim O/ N F3ME]-[ 7T & R
BO0HE D, 5 D LR O iR/ FF )

FEIVE R SSBUBEE 13 A ~ > F I MRIE#ET33.7%(68/20261) TH h . =
ZEVEFE. FEIMED £ 15.9%(12/20261) . BEI4.5%(9/20261) . #%
ML, FEELA4.0%(8/20261) . dmfE. T, IR, JRIEEK2.5%(5/202
B S, BEJIRE. WEH452.0% (4/202080) . RAYMEIFRE, BSIE. 2k
TR, PRI, ARIRAE, &4 1.5%(3/20281) Td - 72,

17.2 BHERFTRIAESE

17.2.1 ENENEHER
R A ROIVIEFEIE % IRA R O P EE D S JE T Vv N A~ — RIEZBHYE
BHE(MMSEZ 37 @ 1AL E145 DUT) 54660 % 0h 51z A ~ > F » 1R
Hi20mg (5mg/H. 10mg/H K& O15mg/ H % Z L ZAUIE I 1E % 5%
20mg/ H #2185« 5H24EE i 5) b L <1377 1R 2 248 % 5
F 2 AL E BRI ATRER iR A FEhE L 221 1
R AE % SEM 3 ASIB-]0 A 2 7 Z LR O R % IR T SIB-JIZ
BWT, 7250 Th B IRAFHIIRE 0 2 <~ F »3EFE20me/ H
PERBED A a7 BAbEIZ 7T L RPEHEEE Ll - 7255, WIS
FENLFRD BN b o 7z RN AR - 52761, p=0.2437, 0:EEF DSIB-] A
a7 RO FARDIVIERIEOLH &% 1288 L L7255 o

G i ooSIB-J o A 2 7 2Lt

G L OBLEY | BIEROED
fracn i n /N /N
[959% 1 HE X [ ] [959%12 #E X [ ]
A v F v R 20me/ F R | 261 L 0.81
[-2.33.-0.35) [-0.56.2.19]
75 LR 266 [*3,15:}?.18] -

119) [HeheRTHAlfiRg rL o> il ]- [0 > i ]
1E10) [ A ~ ¥ F ViR 20mg/ H B BE D0 2> & O 2L & Ol /N Fe Pyl -[ 7'
RGO 5 DZALE O /NS I fi]
KZDOMOFEHT & L THT - 7o WilcoxonBZAIMEIC BT MEEHIZ A EAEE
R0 5 Ao 72 (p=0.0563)

18. EEXHEIR

18.1 {ERtER
TN NA < —=RBIEEBAGETIZ 7V ¥ 3 U ERMESR OBERE R B 2T S L
TBY, Z IV I VBZEEDOY 75 4 7 ThHHNMDAZEET v
ANV OMFE WG RERAO -2 EZ 5N Twh, ATV F Uik
NMDAZZEMAEF v A VELEEHIC L ). ZORRERE 2 H$ 52,

18.2 NMDASZEEF + RIVICH I DEE/EAR U

18.2.1 F v b KM Bz 2 AR I B s 1] 43 ONMD A 52 254K F v 4 v iaxt L
T B TRBEAEOREE 2R L 722 (n vitro) .

18.2.2 7 v MKW B AREMILIZ BV T, NMDASZERT ¥ 2V D
WAL X > THEL 2 EFRIH L CEEB MR O EVEH 2R L.
ZDOVERDFBL T OTE LT ERLHTH - 722 (n vitro) o

18.2.3 5 v M AT A AD Y F T AZEO R MBS GLlE - #H DA
ETN) DIEEN RS L TR ARAT 1 2 3 % 7% 9%, NMDASZ 44k
F v FOVEHEEH DICfEifiE TIdIE & A EHE L 22 h o 722 (n vitro) o

18.3 FHEZINHIER

18.3.1 9 v MEE~ADT I 04 Fprwlk 4 K7 ¥ (NMDA % 75615
W) O AT K ) A S A7 AR 55 K O 2 ] RR S B R R & )
WL7ze —J7. IEHT v b OZEBARTIITRE L 2 o722,

18.3.2 7 v MEMEN~NONMDAOTG1Z L ) ElR S h 7z, fiiEiiasE
V2B 7 7 S Bl 4 [ s s S 2 i) L 722

18.3.3 IEH 7 v M@ & (EIEN10me/ke) 3% 5 L 7284, ZBIE
BB B 72 L DWEND HD,

19. B2 (CRET HIBLEHR

—i% . A~ v T UYEEREE (Memantine Hydrochloride)

{5342 : 3,5-Dimethyltricyclo[3.3.1.1%7]dec-1-ylamine
monohydrochloride

2F  CeHaN - HCL

SFE 21576

BER

NH:

« HCI
CHs

CH:

M R BHEOBERTH L, FEELIET Y / —)V(99.5) IEITRT <,
HKIZR TR TV

20. ERL EDER
FAXIET T AT v 7 K P VHREIGRAE BT CTRIES 5 2 Lo

22. @
4@ 0 0.25gx 14 (28 x7), 0.5gx14@W (2 x 7).,
1g X561 (27 % 28)
NT [EIEFIAY ] 2 100g
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