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2. Z2(RDBHEICIFIBS LBV &)
ARHFN DR UIBHOE DB D H 5 B

3. #HRK - MK
3.1 #8mk
HR7e 5 BIEST I
D-v> = bF—Jb, AL AT—R
AN L, FIEAY 7Y IVEE
A F VIR |1gH IR <v—LD, T7VINLEBS
KIA42ay 2%\ A< F | b)TL, RYYVILR—= 180,
[DSEP] E#RIE20mg |7 AV T — A (L-7 2 =2V T7 5
—VL&Y). e RoFy o
Ltva—R, BEENKT A B
3.2 HEIDMIR
HR7e 5 Al =)
A< v F VIERE
RIA>ay 2% Wil ki S dkx Ha~HEA
[DSEP]

4. SHREX (F3HR
PEERUBEET LY N\A Y —BIERAEC ST 2 ERAMEER
DEFTHNH

5. FEEN FTHRICEET D:FR

51 7WIYNA v —BIZBHREEZM SN BEICOAHEHT
5T &,

5.2 KA 7 IVYNA < —BIZRAEDIREZ Db DO DT %
T2 VI EEIIES N TV,

5.3 7ILYNA < —BIFRANEDIA O SRAVEMIR B ICB W TR
HOBEHEIIFEZR SN TV,

5.4 fhOFRAEMRE & OERZKICEET 5 &,

6. BiERUHE
HEE, AR A~ F VIERIEE LTIHLIES Mg 55
L. LBERICSmgF BB L, MHRe LTIH1E20mg
ZREOHRET 5.

7. BiERUHAZICEET 33
71 BEHRFICNT BRI vay FTELTORHBIRRD

EBOTH %,
BRI Fo4vay s
Smg 0.25g
10mg 0.5g
15mg 0.75g
20mg 1.0g

7.2 1H1EI5mg (A#F0.25g) 7> 5 O #5513, BIfEH O3
HZ2MX52ENTHADT, HRHEETHEET S &,
73 BEOBHKERE( VL TYF=r )T T AH : 30mL/
minAkiii) DH 5 EEICIE. BEOREZBE LN SE
HICHRE L, #HFRIZ1H1IE10mg (KRAF0.58) &35 2
L, [9.2.1. 16.6.1 BHE]

7.4 BEREY, FREOEHOTTRET S &,

8. EERERIEER

8.1 HEHBTHIICBLWTHE WV, EHRPZTEOONLZ &N
BB, Fiz. INSDIERICEVIEFZE2ES LD
578, +HICEERT A &,

8.28% . MEERVEET LYNA 7 —RBABETIX. B
BEOERELERZ S BMOREENIPEK RIS &
BHb. £low KFNCKD, HFW, HEEPHS5DNI
5ZENHHDOT. KEBREFROBEICIIEHEDER
FfEEE LD B OBRIEIEE S B LRVWEHERTEH &,

83 AFIEEICL VMBS TEOONZVES. BREKES L
LWk,

9. BENERETIIEBEICAHTIEE
9.1 G - BEEEDHDESE
9.1.1 TAHAXIFEEDEIFDHDEE
HE2FHR LIS E D ENDH 5,
9.1.2 RpHZ LR 2AF (RAEM7 Y R—Y X, EED
FREQERRSE) 5T 2EE
ROT7IVAHIVIZ K D AFIORFPHEHBESET L, K
HlomPEEs LRI s2B8FZnH»dH 5, [10.2. 16.5
SIR]
9.2 BiksEEEEE
AENTBHEMEI ORI TH O . PHtHEBET 5, [16.6.1
S ]
921 BEDBHEBRE(JLUF7FZUIUFPSVRE:
30mL/minFi&) D& 2 BE
[7.3 B8]
9.3 fFiksEE=EEE
9.3.1 EEDITHEEREE (Child-Pugh?48C) D&% 3 EHE
R TIEBR s h T w5,
9.5 1%
IR SAXIER L T W A ATREE D & 2 4t icid, 1B Lo
BIENERELZ LR &SN EBHRICOAZET
HT L, BMER(TYF) THRENOBITIROONT
Wb, 7z, BER(S Y M) TREROCHEEROKE
BEIMEAERD 5N T WD, [16.3.3 ]
9.6 RAMR
WELOERERUCBARBEOEREZEE L., RALD
M dhikemitT s L, BIER(S Y )T #
HHRANOBITHED SN TS, [16.3.3 ]
9.7 INE
NRE AR E U7 BRRBRIEER L TWhi,

10. t8E{EA
10.2 HEESE HAICERT B L)

A7 E BERGER - B AL WF - fAlRET
RIS UEEEE | B8 I HEBIEO/E|RAIONMDA (N- X
LR Rvs AzEmsE3BZ|FIL-D-T 8T F
nhd 5, R = BAFEIUER 5.
RN 3 Vbl 2 e &
H2A RN H 2.
v RasuuF7e NarzaaF7 Y BFIEAHTH S,
IR FoOMHREZET
[16.7 ZH&] S5,




HHHE MARER - SHESE| K - fERET

B PRAE i (F 7 | A D i i BE 78 b | AH G —ER A PR 7
FUVEER)ICE D | AT 2BENN DD, [ (HFF VEHER) I

P 2 S5 0Pt 5-0,
VAFY U F Uik Rz N9 53
Al & ma T Aal Rt
H5
R7 VAV ZR AR OMPEEN ERO T ILAH VLI &
e 1= 51 B RI2BZNDH5. |0 RAIORBPPEHR
TYEIT I NG METT 57280,

[9.1.2, 16.5 2]

NMDASZZM&FES A /E 2 150 & |3 Al & S NMDA%
VERZ BT %A | BEBENIH 5, |BAEHIERZET %
TIVY T UE =%
3N
THFAPT AR
L7 7 v EALK

HERIE KN

11. BIfEA

ROBWERNH5DONBENHHDT, BEZTZFITITV,

BEDPRD 5NIGEICRKE2HILT 5 7% C#E 2 LE %
152 &,
1.1 EXENER
11.1.1 £=8(0.3%)
11.1.2 K R . REEIHR BHEEAEA)
11.1.3 FHHAEIR
Wik (0.2%) . et (0.1%) . =18 (0.1%) . XIH (S
). SEELHEAR) . CAREETH)ENH 5D
NBZENHS,
11.1.4 FH&RERRE BREEAM) . B8 BREAH)
AST. ALT. ALP, BV LV EFED LR %24 ke
BEFHODNDEIEDND D,
11.1.5 tERUEHRIRIE (SR ANHH)
AR, B CKER., P RPRPIA 7oLy
LREVHOEDONDZZEN DD, . BT RIAFE
KL BNEBEREORIEICERT ST &
11.1.6 T2RETOv T, BERBRIREORIREEIR (5]

FEARER)
11.2 ZDfDEI{ER
1 ~5%#:ii 1 %A SHFEANEH
B BUE Rz e peainiN
AR B iE
TR | O F W, {EER. AHR. FEf.  PBRITREE.
BE AR, SRE. AR | NHEEE
(RE. Fv 7.
VAFAY -5,
TEEHE S, EE
B i SEPR. PRORZE,

FREIM, BUNEF

i ik IFHRER
HibE:  |((ER.

HILEES. B,

BRCRR IR, RR, EREE
TBERER MmEEFR  |MEET.
LIS E

Z DAt MEE B (A, BRI, FEA IR
wEl, ZE 2L AT u—ILER.
HERD, [P ZURY RER
CK kR

13. BEKRS

13.1 fER
A2 v F EBREA00mgiRABEICB VLT, K&, KIH.
R, ER. Bk, BREESE DSDbN, £/, A7
> F UIEEEE2,000mgiRBE ICBVW T, BE. HH&
VL H b, TRZNEE L EOHMENH S (4t
EAICBT %),

13.2 L&
ROBIEILICTKD | EPITHRDPEE L 72 EORED D B

14. A LDFER
14.1 FRIZMHFOER
ARNG. RAERTICKICEE LEP2ICIRAT 205 1
ROFFRELBIHATHZ LD TE 2,

15. ZDMDER
15.2 FEERIREHBRICE D 1B
Fv NOEHERGER (A~ F VIEREE]100mg/ kg
EREO#5. 25mg/kg/HY R14HBREROKRS. X
13100mg/kg/HI14HERIREHKRS) ICBW T BRBRRE
B % OVHPIR [ B B U AR A o0 ZE R L U BBE AN ER D 5
nrz,

16. EENRE

16.1 MoRE

16.1.1 BERS

(M) ARVFVEBBERSsvOv S

BREBABEICAT Y F VEBIER Aoy F1g(1gH
ICAY Y F VIEBEE20mg&R . KICEE LU TR
BMEROE FAKTIRA) I X~ > F VIEREIES20mg (KT
MRAD) 2 RS B ERR S Lz & & WIThORAAIET
& Tl BUH| O M EE IR B HERE R OB RE /ST X — & I3[Rk
ThoHI e, BCICHEFNEMENICASETHH LN
ERI N2,

RIA4 >y 72%1gKICEEE LTIRA) Xid8E20mg K THRA)
ZHEREORSREOEYFHEINT A -4
L I Cmax Tmax | AUCo-192n ti2
(ng/mL) | (hr) (ng * hr/mL) (hr)

19]27.3£3.895.16£1.89| 1,890+ 315" |60.6+12.5

K540y 72%lg
(kIR U TRA)
$£20mg
OKThRA)

E1n=18

19]27.9£3.81|5.74+1.85/1,950+288|60.3+10.1

(mean=SD)

RS> ay 2% g(RD F £KTRA) X128E20mg (K THR
) = BEREOR G ROENEHRE/ST X —5

Cmax | Tmax | AUCo-192n ti2
RroR " (ng/mL) | (hr) |(ng-hr/mL)| (hr)

22|27.7+3.94|4.68+1.76| 1,890+ 266% |57.1£7.68%

K54 vmy72%lg
(BRD E FKTHRA)
$E20mg
(K THRA)

#2)n=21

(2) XA VFUEEERER
BEERARE I, Av>F HEMBIES, 10%020mg %%
JEREEREORE Lz & &, RelFEHRE (Cmax) &
SR R - R AR N (AUC) XS BRI LT
I U7z &R (t12)1355.3~71.3/TH D, #
S8iIc&AEbi3A N ED» o712,

A3 v F VIERIER RO SR O MEEFRE OHER
(ng/mL)
40 -

22128.5£3.704.95+£2.17|1,880+271|57.3+8.07

(mean=SD)

I 30

% OBE F X

0 24 48 72 96 120 144 168
5 s (hr)



A F VIERIGRERE R SR OENH RN T X —5
Cmax Tmax AUC ti2
#5% | n (ng/mL) (hr) (ng - hr/mL) (hr)
Smg | 6 | 6.86+0.66 [5.3+2.1| 489.4+£51.0 | 55.3£6.4
10mg | 6 [12.18£1.68|5.3£1.6|1,091.7£172.7/63.1+11.8
20mg | 6 |28.98+£3.65|6.0+3.8|2,497.6£482.8|71.3+12.6

(mean*SD)

16.1.2 RERS
TIVINA v —BIERAIERE (10mg/H : 1161, 20mg/
H:1260)ic. A~ > F VEBEIH LN (&%) Smgh 5
B L. LR C &125mgd DMt L 10mg X ik20mg % #
FREE UC24BBREROBRS L& &, MAEPRER
BE4ABTIHIZITEFREBIZELTBD ., ZORKOIMEE
FRIEREIX 10me/ HEFT64.8~69.8ng/mL. 20mg/HET
112.9~127.8ng/mLT& - /=%,

16.3 51

16.3.1 RERERNDBITIE
TIINA < —BIERAREREF I A v > F VIERIEL H 1 [E

A2 v F VIR Omg O O 5 O B RE R E B H K OB
RIEEEICBT 5 F MR EO#R
(ng/mL)

—o— Ccr > 80 mL/min

—=—50 mL/min < Cer £ 80 mL/min
——30 mL/min < Cer < 50 mL/min
—e— 5 mL/min £ Cer < 30 mL/min

180 20 30 %0 40 480
B¢ G- 5 H (hr)

(&%) 5Smgh 5B L. AR &iZ5mgd DMt L
10mgX1320mg# MR AR & LT 24 BB RERO®RE L
7o &, MEBETR I O M EE I A Hid 10mg/
H#&T0.63. 20mg/H#TO0.72TH > 7Y,

16.3.2 IRBN DT

R ABIEIC A~ > F VIERIE % ZERIC R ERE O S
L7358, R AOBAITIRD 51z,

16.3.3 S v MRUDYFICHIF2BITIHE

T MIUCHZEAZBRREOKRE L & &, REEEIEE
ELTHILBENARY. EE, B, REs. R i 8%,
BFHR N—— IR, MERR L ORI A L7z,

Sy MIAT Y F UEBIEZRERE L L&, MY
YF U OAUCKRIMER AT F o DAUCH18ELL EE

A v F VIERE1Omg B EIRE O 58 O B R ERE L OB
REIEFEE TOENFRENT X —%

EHRE (Cer)

IEE#H
(Ccr>80)

BEEERE
(50£Ccr<80)

P REE R
(30£Cer<50)

n

6

6

6

SEHCer (HE7E
fif) (mL/min)

91.1

62.7

40.9

19.1

Cmax(ng/mL)

12.66%2.14

17.25+£3.94

15.76£3.70

15.83£0.62

AUC(ng - hr/mL)

1,046+82

1,640+180

2,071 +531

2,437+451

t12(hr)

61.2+7.5

83.0£17.0

100.1+16.3

124.3£21.0

CL/F(mL/min)

133.0£9.6

85.3+8.8

70.4+17.0

58.6+11.3

CLr(mL/min)

82.2£19.8

62.1+10.9

42.1£9.0

28.5+12.2

n"olze
F 7oy IR O Y FIHC-IE R A & B EEIR RS Lz
L&, BERIRIRIBICEIT Uz, AT Y MIUC-HE
MAZBEREOKRE L& &, BEteEAHIcBIT LY,
[9.5. 9.6 2]
16.4 R
16.4.1 BB AT F UV IEBIE20mg 2 BEiEO#K S Lz &
&, BEBRT2EEFINICRELAEN34.1%. R#EMTH 2
75 ) =RV a Y EASTES Uiz laa Ak n2.2%R I
Pet s 17z,
16.4.2 X< > F VERRIEIX, © b F b7 a—24P450(CYP) 3+
xR L-MaZAWHET T & hOP450TREI SN
IZ< WZ EMRS N, & MFMIREICBWTCYPLIA2,
2C9. 2El. 3A4RUBASZFEE L Lh o7, BIKFARIC
B pMmiEhEEME(l umol/L) Ty B MNFIZu Y —
LB BRPASOEME. TRF Y Pk fEEE% (EH)E
. 75 CVEET /) FF 5 F—EFEMO)WEE. TVy
O VBB EESR (UGT) EME X OB BEER (SULT) &
ZHE L&D o7z (in vitro).
16.5 HEtt
BERRABMEIC, A< v F U ERBESmgZ 1 H3EEO#RS L.
EFRRBICEE U 72 13H HORIER 5K HC-1E3 {A5mg %
BO/E LA, BRSO RBPADRBEHIMRITE S
20H#% F TI1283.2211.7%TH 1D, HEhADRBEHMFKRIZT7
H#%FTI120.54+041%Th o7z (HEAT—%),
F7z. REBAKFEF MU T LEMHL. RpHZ 7 LAY HIREE
W LIBAICE, AR F 0252775 A(CL/F)I3H#
MGG ELRTRELBE RN LIZEOHENH DY (HFEA
F—4%), [9.1.2. 10.2 ZI&]
16.6 HEDERZAIDESE
16.6.1 BrEEEEERE CTOFNERE
AFNTEHME ORI TH Y . BRESE TN T HEEICD
CT. KEIDt12DOEE EAUCHOERDPERD S5NT VB0,
[7.3. 9.2 2H&]

(mean+SD)

16.7 EYEEER

BERRA20B1IC A < > 7 VBRI Z WL (X~ > F ViE#R
HEomg A 3HM, W\ T10mgE4HMES%. 20mg% 14H
BICE D IHIERO®RS Ltk A7 F VIEBIE20mg &
tRuzuusd 7Y R(25mg) - M) 74T L2 (50mg) Ee
HlA7THBEMH Lz E, e FoarooF 7Y FOCmax kU
AUCIE B S REORI8O%ITET LAY (MEAT—%).
[10.2 8]

17. BRERAHR
17.1 BERUREMICET 255
17.1.1 BP9 1855k

hEEDSEET LY NA v —RERANERE (MMSE 2 O
7 i SEB EI4EBUR, FASTRA 7 — ¥ @ 6abl 7allF)
3151 & XRIC A < > F VHEEEE 1 0mg (Smg/H % 1B R
5%, 10mg/H %23 BMKRE : 5124EMH#%5) Xi1Z20mg
(5mg/H. 10mg/HX&U15mg/H % Zh 2 hEIC 1E B
5%, 20mg/HZ21EM#KRS5 : H248E#H%5). b L1
7R E24EME ST 5 ZEE R (FERE) K5z
FEhE L 729,

RABREE 2 FHM I HSIB-JICB W T, /- 5@IF TS
24B%FHE DO A 3 7 ELE CHERIGE,» RO 5, Fiz,
BIRENICERE Lo B ORER, IR RBEX~ T
WEIBIE20mg/ HEORICERZEN RO 5 1z (BITRER

260fl, p=0.0029. WilcoxontiE). HELEESEZF
flig5ADCS ADL-JIZBWTIX. £/ 28T Tl3E524
ARG O A 37 BB THERDEEIRDSNT, /.
BRI ERE Lo O R, I RBEEx~v vy F
HEEE20mg/ HEEOBICERZIZR® 5 Nk h - 7z (BT
HR 1 26061, p=0.8975. Wilcoxont&iE).

AR PR BSEIE 12 X~ > F > IR IE 1 0mg/ H B T29.9%
(32/10761)s A~>F ViEBEE20mg/HEET31.0%
(31/100f1) T V. E2BEHIZ. A~ > F VIEBRIE
10mg/HEETIRERA3.7% (4/10761) . A< > F 6
H20mg/ HEFCEM, HITERE., FHEO TV, IRE
3.0%(3/100f1) TH > 7z,



17.1.2 EASE MAEHER
REEDSEET LY NA v —BIRANEEE (MMSEZ O
7 5B E145EBIR. FASTAF —Y : 6all E7allF)
432612 WRICA < » F VIERRE20mg (5mg/H. 10mg/
HX& O’ 15mg/H% Zh2n)EIC L3RRS %, 20mg/H %
2LEMEE  E24HMIES) b LT T AR % 248 M
59 5 " EEMmHEEE 2 EM L,
RAIMEE 2 T ASIB-JO A a7 E{LBZRITRT .
SIB-JIZBWT, EX2BITTHAHHE248%5HID TS
AR E AV F VIEBIE20mg/ HEEO A2 7 E({LBDE
4538 THY . MBEICHERESRD 6 N7z (BT
% 368f1. p=0.0001. WilcoXxont&i€) . &z
BV THEBEEICAERENTRD 5Nz (BITNER 42401,
p<0.0001, Wilcoxont#iE).
F7z. SIB-JO R A7 ELEORERNIER TH AT F VI
ER1E20mg/ HEHIZ 2B b1z > T T I REf% Ll - 72,

1 5248% DSIB-JO A a7 &{LE

HH 4G5 2 57l 9 5 ADCS-ADL1oD A& sl R s D 2
IAT7EBROR/NRTFIEEZRITRT . ST ERBEER

YU F UIEBRE20mg/ HHEOZE I 1.4 TH D . WHREIC
ARENVRD S5 NIz (BHT53956]. p=0.03. 27ChCE
TR o
FA&FHEIRE R O ADCS-ADL1oD A 2 7 Z L&
BE5RE n | 0D, 5OE(LEE | BLEDZEE
Av T VIERIE20mg/HEF |198 -2.0+0.50 1.4
Ay 197 -3.4+0.51 -

TE7) [ Rl s o0 ] - [0 i) (/N — 3% P41 + SE)
#8) [A v ¥ F VIEME20mg/ HEE O 0 h 5 OE(L B O/ PfE]- [ 75 1 KB D
Ol 7 5 DZALROF/N e PH{E]

AEFRREBEEEI X v F VIERIER T33.7%(68/202
BTHY . EmEERIE. ZETED £11:5.9%(12/20261)
BEIRA.5% (9/20261) . BBk, $57L%4.0%(8/20201) . #
B, TR, IR, JREZER2.5%(5/20201) . 55 HEIIRE.
MEM£52.0% (4/20261) . RiEtHFE, ®IME. SHITRHE.

(REHN. AHRAE. BN 1.5% (3/20261) TdH -7z,

17.2 BLEHRTRAES

B5H n [0 6 OB | Z{LROER
A2V F VIEBIE20me/HEF 193 -0.65+9.74 4.53
75 R 175] -5.18%11.66 —

1) [2438% O ] - (03 D E] (mean +SD)
H2) [ v F VEEBEE20mg/ BEO0E, 5 D ELBOFIE]-[ 75 L RBEO0ME Y, 5
DE(LROFE]

2xfi 1 B FRRER % 81ifi 9”5 Modified CIBIC plus-Jo#5
24BBFHAHDOFIEERICTRT . A~ T VIERRIE20mg/
HEX YT AR EAl o725, WEMOZ0.11TH0.
BEEIRD SN h o 7z (FBTeg © 36761, p=0.3189.
Mantel##7E) .

F7o, BAFHEICB L TOERZIIERD 5 ik o 7z (BT
XR 1 42561, p=0.1083. Mantelt&iE) .

152438 % dModified CIBIC plus-]

17.2.1 ENENVEEER
RARVIVIEBEZRAFTOHEE,»rSBET LY NA
< —RERAERE (MMSEZ a7 @ 15BL E1450LTR) 546
Bl xtRIC A< > F VERBE20mg (5mg/H. 10mg/H &%
U'15mg/H %z zn2nEIC ER#S%. 20mg/H%=218
R 5 : 524R%E) b L IZ 7 It A2 24855
2 VA L EE R TR R LB B & S L 721D 12,
SRR % 33 ASIB-JO A I T E(LBOFEREFRITRT
SIBJIZBWT, £ TH 2 RETFMFEDO AT F
VIR 20mg/ HOFRRE O 2 2 7 B L BIZ 75 £ ROt RE
% b - 7255, WEEICERZIERD 5N b - 7z (R
R 152761, p=0.2437. OBEEEDSIB-JA I 7 K KA~
VIVEBIEO 1 HE %2 A8 & L7581 o

B5HE n | 24#% (mean+SD) | FEHHDZEED
ATy FUERE20me/HE |190) 4.47+1.07 -0.11 R EHME D SIB-J 2 2 72 L&
75 & KB 177  4.58+1.01 — 0EAH 5 DZE(LEE) | ZLBDEE
3) [X v > F > HEE20mg/ B D 24381 O FA9ME] - [ 75 £ KEEO 24i1% O FH51H] BER n | B/NZEHEEEME | RN HETEHHE
(V¥ =3 oLf=
BIfEFISEBBAME 12 A ~ > F > M B HERE ©28.5% (63/221 X< V% HE20mg H [%é?ﬁFﬁ] wa%ﬁzw
B THY. EaBERIE. F3.2%(7/22161) . IE - frpiaste 2611 (53370351 |L0.56. 2.19]
52.3%(5/2211) . BIMLFE1.8%(4/221/). iz L7 215 o
F U ARARFF R TN 7 —BIERANES 1.4% TIUROEBE 266 55 g -

(372216 TH -7z,

17.1.3 /5155 MAREHER
KENZBWT, FRRYVIEBEDREZ6 % AL R
TLWARHEENLPSBET VLY NA v —BIRMERE
(MMSEA 27 : 58Dl E145DITR) 40361 & fRIC A~ >
F VIEEEE20mg (Smg/H. 10mg/H K 15mg/H%Zh
ZhIEC HARES%,. 20mg/H 22 LARERS © 512480
B5)b L I3X7 I RZ224HMEE T 5 _EEHRHER
B FEh L7210,
A RE 2 3T 5 SIBORALFHAi R i 0 2 2 7 E{LE D
BN_HRPEHEERIORT . TILRBE XYV F VIER
H20mg/HEOZIZ34ETH D . MEHEMICERZIAD
5Nz (FBHTR394%1, p<0.001. 27CEIE 5 ETHT) o

A EHIiE R OSIBO A 2 7 2L E

HERE

n

O A 5 OZALE™

ZltE =™

A2 T VIERIE20mg/ HE

198

0.9+0.67

34

-2.5+0.69

Ay 196

TE4) [RAR AT s O 1] - [0 D fill] (/N — 3k P £ SE)
HS) [A v > F VIEEE20mg/ HE OO0 A 5 OEL B OB/ FYfE]- [ 75 REEO
O %> 5 DZEALR ORI =T FHHE]

SR FRER 2 FH 9 % CIBIC-plus ® F & S I s o -
HEZRITRT . 7T EREEE AT T VIEREE20mg/H
BOZ2130.25TH D, WHEICERZENRD &Nz (T
#539441. p=0.03. Cochran-Mantel Haenszel#&7E) .

& FHI R O CIBIC-plus
BAKFHERS S | +6)
BSH " (mean=SE) FEEOE
AV F VIEBE20mg/HEE | 198 4.41+£0.074 -0.25
7T R 196 4.66+0.075 —

E6) [X % > F Y IEFIE20mg/ H B O SAL i R s O P19 ] - [ 77 £ R B O BARTAT
MOTH1E]

—4—

119) [RAR A s O 1] - (03B D ]
H10) [A v > F »E#BE20mg/ H AR O0E S, 5 O Z{L R OR/N_FFH5{E]- [ 7T+
RUFBEOOHE D 5 DE LR O F/h TP fH]
XZ DD & LTIT - 7z WilcoxonBAAIBEICBWT &, WEERHEICH K
FEIZFD 5 H 5 72 (p=0.0563)

18. EZHEIB
18.1 {EF#R
TILYNA 7 —BEBANETIE LY I VBBHREROMRER
PEELTED, FVYIVBIREOTTIYALTTH S
NMDAZAEAEF + 3 OB 2 EEESRERO—DEEZ S
NTW3, A7 F VIINMDAZBEF v 2 ILVBHEERIC &
0. ZTOWEERYEZINHT 5,
18.2 NMDASZSBEIHFF + RIUICXT T DEEERAM O
18.2.1 7 v b RMNEE iR R E 77 ONMDAZEAEF + 1 )UiC
B LT BEIRCEBEMEORE 23R L7213 (in vitro) .
18.2.2 7 v MIREZEEBHPEMRICB VT, NMDAZEERTF v
FIVDOTFEHALIC K > TE L HERICH L THEBMKEED
FEEERZR L. ZOERAORBRKZENEEILERL»TH >
7219 (in vitro).
18.2.3 v VB AT A AD Y F S AEEOEMER (GLE - 25
DOEAETI) DFERI N U TEERERN 2 IMEIERE 2R
7 NMDARZZEF v R IVBHEEHDOICsofifHhETIXIF &
AEFE LD - 7219 (in vitro).
18.3 FEEEHHITER
18.3.1 v MEBADOT 301 FB Lok A RT VB (NMDA®
FHRMEBEE) OTEAIC & D B S N - MRS = R OV R
AR EAZIHI Lz —H. E¥E T v M OZERBFRAE
HEICIZFEE L e o 1210,
18.3.2 5 v MEEENADNMDAOESIC L DER I N/, #RH
G EICED A e WA B R R E 2 I L7217,
18.33 IE¥ T v MCEHE (EEN10mg/kg) 25 Liz5a. %
B ENEEEE 2 EE L2 EORESDH B8,



19. BS ICRET BIB(LEHAR
—Mk& : A~ > F ViERE (Memantine Hydrochloride)
{£%42 : 3,5-Dimethyltricyclo[3.3.1.13>7]dec-1-ylamine
monohydrochloride
Ci2H21N - HCI
215.76
HEBEOWMEKRTH D, FHBXIZLY ) —)L(99.5)IC
YL KIZRRBE TR
‘s

aFX:
DTE:
R

NH,

- HCl1
CH3

CH;
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1.49(pH12\ 1-F 7 % ) —)L/#EER)
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