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B L G RES | Bk
= __ J L T 4 mg §%4mg 22300 AMX00426000
— ® Are $8mg 22300 AMX00427000
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o -} L OD i 4 mg OD$i12mg 22300AMX00431000
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4mg Smg 12mg i ;S% §° ‘%%m @
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5.1mg 10.3mg 15.4mg
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L Tdmg) L T8mg) T12mg) (o) 5 7 8
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B $tdmg $E8mg $¥12mg e $Edmg $¥8mg $£12mg
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4. FEEXRIIFHR
BERUCHEEDOTIVYINA T —BIBHIE IC & (T B EBHMEEKRD
EITIH

5. ®BERXIIHRICEEET xR

5.1 TN ~—RIERANE L B SN BEICORFHT L &,

5.2 RHEIDT VA < —BIZBHEORRE L O b O OHEST % Hlifil] 3
V) BEIIES N TV,

5.3 TN A = —RIZRHGE DA O ZBAEE R B2 BT, RF O
BRMEIMER ST,

5.4 MBOHEIEB L OENBMICEETH I &,

6. AEARUVAE
WE. AT %30 L C1H8mg (1M4mg# 1 H2Mm)
PORME L. 4EMEICIH6mg (1M8mgZ1H2MH) (2H= L.
RS54, 2B, JERIZIEG UCLIH24mg (1A112mg# 1 H 2[A])
FCWETEA75, META2HAELER o s c4aMb Exs
L7z fIcEd %,

7. AERUVHEICEEEY 3R

7.1 1H8mgf G A& T4 <. MLERREE OB 2
LHMZEOT, FHIE LC4AMZBLZ CHLZNI &,

7.2 TEEORFEEERE (Child-Pugh/ % IFHEEDTRE & L zh
HEF (B) OFEESRE) TlE. dmgZ IH1IE» SBBLL %R E
L 1LAMPS L2, 1H8mg (dmg#x1H2) %4 EHKS- L.
Wedh, 72720, 1H16mgx B2 w2 &, [9.3. 16.6.2& ]

7.3 AWEH AT 2720, BRI T LI EEE Ly,

7.4 FEIEREREE . RESEOEMOL L THGT L L,

8. EELEAREE

8.1 Ty A ~ —TIZRAE B35 Tl Bl iE ) R BRI ERE 1 3R ~
WL, F720 RFOEGIZL D O F v, REAHE S 5 W REMEDS
HHOT, FHFEGHOEE RS RBOBER) 121k, HE)
O SF R A O ) M OBMEICERET 2 L0 ET L L,

8.2 T UNA Y —RIFBHERE TIX, AEBRIIHO LN Z L8
Hbo Tl BREEL) YT AT I —YHEFIIBWT, AR
WADHE SN TVDLOT, HEPIEEOZLIERET 5 L,

8.3 AFILG THEAHD SN VA, BREES LRnT &,

8.4 o7 F oY) AT T —FPHEREMNZHT HEMHE (F
INRVIVE) LR LW &,

9. BENEREFHIHREICHATIEE

9.1 BfE - BMEEFDH 5 BE

9.1.1 DRE (LHEE. RIBRE. OHEF) 2FH75BEPER
BHEE (BHYYLIES DOHBEES
Wik, L7y 7, QTERSEVHLDLNL I LNHLDT, EE
BAEIRIZAT L 20 9 B 2 H01AT) 2 &6 [11.1.1ZH]

9.1.2 FRLERNH. LEARVEEEAIHGEREZTZDLERED
HBHBE
HAEMRRFAIE I L VIRIRS 2 VCIIAREIRZ I SRk
%o [11.1.12H]

9.1.3 HILMBEDEREED» 3 BH. HILEMENH 3 BEXI
HILEFHEROERE
M W OAEHE [ OV AL B O HE |2 & D JEIRASEAL 3 2 T RE
MWrid %o [10.2ZH]

9.1.4 TERRIBFAZED H 5 BE. RIIEMFHERDEE
FERAEAL T 2R D B o

(2)

9.1
.

5 TADPAZEDEEMARBREC NS DBMEEDSH 5 BE
:)ﬁll:_
1.

5
IR FRT LWL H 5. T2, Ty NA < =TI
W, EREERARLNDL Z DD 5,

9.1.6 AEXHEXIIAEMMERBOREEDH 8%

SUB S O NI L YRGB SR i o TUHE LS &0 SERASEAL
T AHEEED D 5,

9.1.7 $ESNBREE N—F> ViR, N—% VYV EREE) O
hHEE
WERO ) v RMREETCET S5 2 L2 XY SEREFEITH
BT 2SS D 5,

9.2 BREEEEEE

RHNOMAHELED LR 2 B2N0d 5. [16.6.351H]
9.2.1 EENBREEEE (VLF7F=27UT75 AIML/SKiE)

BGREBR e L BEWDTEL L T\ 7z,

(R A TR

ZWEHEI SN LG EERE ., HHI#TLZ L,

9.3 FRpEREEREE

RENDOMAFEEDS LA L BZNDH L, [7.2. 16.6.251H]
9.3.1 EEDHEZEEE (Child-Pugh %z THENEEL L E

E (C) DIfEERE)
BGREBR e L BEWDTEL L T\ 7z,

(R Al TR

ZWEHE SN LG EERE ., HHIETLZ L,

9.5 17

g SUTIEIR L T 2 WTRETED & 2 I,

GHE LD LD

fabtEz L5 L HE S NG ICORKGT 5T L,

9.6 RILW

HHR OISR O FFLRBOA WS E B L. ZILOME
HIEZBETT 52 &0 B M2BT T~ ORBITIZARHTH % 25,
BiER (59 ) CTHEREANOBITEO LN TV,

9.7 NRFE

NREEZNRE L 72 IRHERITFEE L TV v,
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=7 A OFMARIER | = 7 A O 5 FR 1%k 5
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BH5bo 5o
vaxL oy LA OARTT (RS E e 2SR N
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FEAT O A N I8

ES IR (SYOF 3.1
OB & D E LA

KHN o3 ) AL
TERINC & 2 R 5w

[9.1.32H] FEIK % AL & & 5 T | D4R F O THA L E
BEED S % o BOMREN, b
DOFFNZ X B b
SERZ LSBT

REVED S 5 o

1. BMER

WOBWERH S bbb 2 EHd b0 T, HEErH5I124rv», B
WD SN G E kT 5 7 S R LE AT ) Sk,

1.1 EXLEMER

11.1.1 k8 (0.1%). 8k (1.1%). ©78v 7 (1.3%). QTER
(0.9%) [9.1.1, 9.1.21]

11.1.2 2HEARMRSHIREE (HEA)
B KIBE, ZHO/NEEEDND S bz a 123G 2 ik L,
WY R IEEITH T &,

11.1.3 FFR (HEAW)

11.1.4 ERUHBBRE (R
R, B, CKES, A ORA I+ 7 ney FA%SD S
Sbhigaicid, #52dk L, SURLEZIT) 2k,

1.2 ZOOEHER

5%LL L | 1~5%Aii 1% A i A
J&GLE T O BINEES (b, IREGEG
25 A HUE
IR K O ) 2yl
YOSRIEE
BB, TOEE. | EBE . &
ABAE PR B,
B I OV | RO TR JiAK
g AR
ANHRAE W, B, E D DNE. L)
e P A, BB, (L LI
RS HHEEOR S,
KJE
UEOW . TR EARE AL, IR, |FEHR. BRI
D F RS RO F |, iR
ST — VLRI, TV | 8
e INA 2 —RIRAVE |5, SRS
DEAL, /83— F | Bk
V2= SN
AR i B
5 OV ik i L
st
Ll U = PR ) B S PEEIAIGHE
AR LEAME), BiiE
I8 P = I M= WAL
RSN 1] Ik
2 K UKt b
E DIE R . RS & IEEE .
(14.9%) . |#b. FREES|HALAS R, B 5.
HipkEE (IR RPN PN PN~ = BN
(12.4%) . |I& JEEA PR, L
T Fo T
JIF B 38 % iR ity
Bz 8 B O R WE. B2 R HIL,
AR R i, FIBE
A% R Wb, IR |
OV A L
i
fE R

5900 F | 1~5%Aii 1%k YA

EHREER BRIk, %I, B8, 1

O 5-J/ e I . IET . BATRR
KB, R, mh
BE RS BE AR R ) 20 ) KB
AfEEE L I, PR AR IER
CKE I, |[Hh. FImEREEAN,

. JR oW (AT LA T e —

Firipite SREBYE. 1| VRSN, LDEI.
FE_FS. | ) v A
7R AR IR
pERT O (EERSN. LERIE

B, BEAWL

BE, hH B - g

T 0L 4 %

B

13. BERS

13.1 BE. ER
o> ) AEBFE D WL G- FE & RIS, B AR S e
PN 2 BEEOREL, W, LR, R, miE. YR,
PEfE. 550, IR, (RIE, B R RS ORITER 255813 5
WHEEDS S B o WG OMIARIZ L Y . SEICEL D H B,
13.2 &
FERIZIS L C. 7 haErEofiay) YHoH5 %2179,

14. BAEDZE

141 EHZFEOXE

($&. OD#®)

14.1.1 PTPREOFHIIPTPY — M 225 L TR 2 X ) 38
BY LI L, PTPY— FOREICE D Tl ELA DS B R A
FIA L. BIZidzdld B2 L CHERmIR LSO ERE 2 4 0HE % b5
THEIEDRD D,

(NA&)

14.1.2 SAMCBN T BEOFTMM LAV I IIEET L &,

14.2 EXIRAEDZE

(OD##)

14.2.1 FHNE T O EIZoE TR 22 S5 T 5720,
B LCRAWERETH L, 72, KTIRHTHIELHTE S,
14.2.2 K#NZE-F FORETIZ, K LTIRHESEZ2VWI &,

(NA&)

14.2.3 AIRMICOARFH S &5 2 &,

16. EEHEE

16.1 MBE

16.1.1 BAABEHRSHB

&

fEFER AN C4mg B U8mghi & BRI 5 (221 L= X,
I R 1 B 5 ko s B Ly 35551 .0~1 .58
I CraxlZ7E Ly 8.0~9 4FFR Dt T T L 726

60

7K

o
S

—e—4mg

—&— 8mg

=
S}

MERPEE(g/mL)
o w
] S

o

f

12 24 36 48
B (h)

R AN 12 4mg T O 8mgde & HLlE I 1% 5- L72 & 2D
MR REALARMEEE R [FF9 +S.D., N=12]

o
"

o



HEHERR N2 Amg I U'8mghit & MBI 14 5- L 72 & & 0
MEEFRZALAR DI BEE/ X T A — ¥ [FFIE£S.D., N=12]
Cnax tmax’™) AUCe ti2 CLr
(ng/mL) (h) (ng-h/mL)| (h) (L/h)
4mg|23.0%5.1|1.5 (0.5-3.0) | 205+27.6 |8.0+3.3| 2.99+1.55
8mg|47.3+8.3/1.0 (0.5-2.0) | 431£74.4 |9.4+7.0| 3.23+2.24
W) Pl ()
fEER N 124mg, 8mgl M12mgZ 1H 28, 7HH Z & o
WP CRER G Lz & & mEEd R LIRS X
WINOHEIZBWTHEGHIG4H H £ TISERIREIC
L7z, EFRIREBICBIT 2 trax CHEAZ L 2BV <
Cuin.ssv Cmex.ss X NAUC sl T FHEAZ LB L T L 720 &
PG (12mg) Otk BB GEO0210 K& 2RI
o 1299,

TR ALZ4mg, Smg i UM 12mgZ 1H2ME], 7HE I & oitE:ic
TRAEROHRS- L7 SOLHROEFRE (57HH) 128
VA IR R VR OIS ENRE T A—% [FF34fE+S.D., N=8]

}Tj@%y lfdmg | 1MSmg | 1il2mg

LH20EHES | 1H2EfS | 1H26HY

ton®__(h) 1.3 (0.54.0)|2.0 (1.5-4.0)[2.0 (1.0-3.0)

Cone (ng/ml) | 820:1.57 | 16.4¥43 | 25.0547

Coms (ng/ml) | 33.8%9.0 | 54.0%11.1 | 81.9%13.0

AUCes (ng-h/mL) | 197+38.9 | 33063.6 | 589+88.9

bz () - - 10.7+7.2

) i (P

SRR

(OD##)

B A IZ8mg OD§E (K7 L THRA). 8mg OD$E (K
THRA) X138mgse UK TIRA) % BimgE LIS (22k)
L7ce & B R URRE 3T e s B L

Be-121 . OFFH] TCmaxl 2 Ly 6.7~6. 98 D112 TEF L
720 OD$EIR/KZ L THIRHSUIR TR L7256 0 w3ih
b, $E OKTIRA) LAEWFENICRSTH o727,

TR A IZ8mg OD$E (k7 L CTHRIT) . 8mg OD$E UK THRM)
i38mghe UK THRA) % MRS (Z2HERE) Lz 20
MR RZAE O TIRE ST A — 5 [FfE+S.D., N=21]

Cmax tmax&) AUCOO tl 2
=2 H
AR - Ak (ng/mL) (h) (ng-h/mL)| (h)
Smg ODSE 1 8 38010 (0.52.0)| 209823 |6.821.2
CkaLclm) | )T T R e
8mg OD$t
50.6+8.931.0 (0.5-2.0)| 396+91.7 |6.9%1.2
Gk 0520
8mghi
48.0+9.98|1.0 (0.5-3.0)| 393+80.7 |6.7%1.2
Ok 0:55.0
) mdefE (P
(A

TR A 12 4mg e ON8mg#E & 1 H 21817 H 8] SR #2955 (i
W) L7cob. 12mgWNAE XX 12mesE % 1 H 2017 H [
REREOHG L2 & (7oAt —N—E), ERiRREC
B2 M R D tma SHITEC L B ENIE R A
FE & g AR TH - 729 BHEAT— %),
e R AC 12mg N T 3 1 2mgde 2 1 H 20817 H 18 SR RE T
5 L7 & EOEFIREIC BT 5 I8 h RELED
SEWEEE N T A — % [FFHE£S.D., N=27]

}:HE‘ . ﬁljﬂ:; Cmm‘ss tmax&" Cmax,ss AUCT.SS Ca»g,ss

BV g/mb) | () | (ng/mL) | (ng - b/mL)| (ng/mL)
N 1.0

12 i1 ]29.8+10.2 .6=20. *] D*13.

mghfE 2082102 ) o 18765205 606156 |50.5+13.0
1.0

12mg# 7£10. 4£18.3| 623147 |51.9+12.2

meh |207£103) o 8945183 628147 |59

) R (FERE)

(4)

16.2 B4R

16.2.1 BEICLZ8E
TERE A Amg S & 22 IS ST AR I AR L 5 L7z &
&, EEFG EHB L CAEBES Tlltnasll DT A %2
NHSHR SN2, Coax e FAUCIZZEZFERD SN o 727,

16.3 9

16.3.1 MIFEAFEEE
v MMEELEGR HT ¥ 3 017.8% (n vitrow F

i H3:100ng/mL) ¥

16.4 135
RWEER (5~ 70— L4P450) D4 FHE: CYP2D6 K O
CYP3A4%19)
16.5 Bt

TEFERR AN 124mg M UF8mg it & HLAIFE 4% G- L 72 & & #%
G124 B £ TIZIRAP IR S 7 REA LR 3R G E D
F13~15%TH >720 BB, BERANIPH-TT 5 3~
dmgx WA E L CHUERE G- Lz L & &G5HTH F
TS G AT RE D93 . 4% DS IR IS, 3. 8% ASH AT (2 HE il
sn (AEAT—4),

16.6 HENERZHIHEE

16.6.1 E#nE CTOKIE
TEHE R e | S Amght & HLIRE PG (ZpEiE) L7z L &,
M RZACRIE 133 G- RIS EA L. &5#%1.0
FER CCmaxlZiE L 8. 7T D112 T T L 720 %8B, Cmax
(34.4+7.8ng/mL) N O’AUC= (296 +50.5ng - h/mL) &,
R & LB L CRECTH - 722,

16.6.2 FF¥REREEIC L 2 HE
A O TR BE R S BR  |Zdmg e & BRI G- L 72
L& IEW AR RE B Bl K OV B TR RE IR R Bl & b
L CCL/FOIKT (#23%) KU t20MEE ($#30%) A%
bz, B, FHERSEWEIREMT O, kL
DB 5 BHETORRERAIO VLI RE S 2D (HEA
T—%). [7.2, 9.35H]

IEF IR B R B I OV 4 DR O B RERE 0 BR | 2 4mg

FE A ARG L7z & & o Mg R Lk
HEYTRE/ST A — 5 [FPHE+S.D.]

iE2) /2
e | e lewen| 6 |
ﬁi@ 2346810 0520)| 2847 | 81:15 | D6
fifif% 19050 (17 0530 2640 | 82410 | 3263
Ti;ﬁg 28476 |L4 (05-40) 274 | 105159 | 58+65%

1E1) Child-Pugh/i# & iFHEREOTaRE & L 728 (A), W4
 (B) RUHEE (C) OIFHkREkEHiRe
TE2) Wil (FER)
113) IEWNTFHRRER SIS & LI L 72& EOpfi : AUC- : p=0.051,
trz - p=0.003. CL/F : p=0.061
16.6.3 BEHEEEECL28E
FRAEE T OV O B BRI SR | 8mg e & HE IR 14
GL7z& &, BB T IS, IEFERiEwkRE &
B L CTAUC-OHN. t120 %, CLrOKT K UIRHHE
MDA DD ENT20 BB tmax L U Cmax IFE T TR D
SNahorc® GHEAT—%). [9.221]]



BB PR SIS I O 4 DAEIE O B REREIR R 12 8mg
G & WA G L7z & & o At R Lk o
IYTRE/ ST A — 5 [P +S.D.]

Fix ﬁ{: L) Cmax tmax&z‘ AUCOO 12 CLR
PR gml) | B | egbml)| ® | @l
LNiS) 38.7+81 [ 2.0(1.0-4.0) | 419+94 7717 71.8+21.5
?;\if;%u 420485150521 | 577+212 105+4.1 [39.7+18.0%
i 2 . N o
%\E;D 43.0%11.6(2.1(05-5.0) | 698+247 | 11.9+2.6™ | 19.9+55

WD) ZLT7F=o 20750 AREREOIBEL LER
BEEREM R E [70mL/43/1.73m* Bl ], ANl s
J# [30~60mL/%/1.73m?] KO EJE [5~29mL/4>
/1.73m?] O HEREIE S
H2) HhuLfiE (FEpH)
#3) IR BB EE S AEEDH Y (p<0.01)
H4) IEEEREEEE & AEEDH Y (p<0.001)
16.7 EYHEE(EA
RN &0t R L L7 SEAR BRI O MG R R %2 R o
FHENT— %)
16.7.1 HI> 23 OEMEEICH T MBI DEE
(1) NOx&F > HRABFOMmMPRE
NoFeF oA (20mg/ B REROES) 12Xh, K
#l16mg/H K U 24mg/ HE G HEDIMEER T Z > 4 I v O
Comax,ssld F L ZMN31% K O37%84 01, AUC-sslE Z N ZFh
45% M UM 48%3 I L 72V o

17. BRPRRLIE
171 BEHERUORLM(CEY 255k
NINCDS-ADRDA™ & Wik #E 12 X V) probable AD &7
WBF & 4t, MMSE® 2 27 $10~22545. ADAS-] cog™ &
AR 7 18U EOBER NHEEFED T VY N A < —
RRANEEE 2R e L EN - EE R EEER (JPN-3
AER (398%1) MU TPN-5@tER (580f1)) 2B W\T, AHl
16mg/H (8mg/H %4 —16mg/H % 1831320581 .
24mg/H (8mg/H % 48K —16mg/ H % 48K —24mg/H %
LAJIE16:8IED) Uz 77 1R (2230I324:81E) # A
H U729, FEFHEE . RRARERE % FE 9 5 ADAS-]
cog lz OV i R 2T & 4 CIBIC plus—J# & L7z,
7£1) National Institute of Neurological and Communicative
Disorders and Stroke-Alzheimer's Disease and
Related Disorders Association
##2) Mini-Mental State Examination
7£3) Alzheimer's Disease Assessment Scale Japan -
cognitive subscale
7£4) Clinician’s Interview-Based Impression of Change-
plus caregiver input Japan
BREROHEEDOT VA < —RIFRIGE R E & W RI2FE
fi L7z EN T T b AR RILER R OGAL-JPN-3:E#
GAL-JPN-5:5% & O"GAL-JPN-3 B OB B E 2 xf G & L
7o Rl G 0% A 5] L 7-GAL-JPN-4BIZ BT %
TA MR SAEFIT4451H143110 (57.9%) \ZEIER (FRR
MEMRE &) PRROLNIZ, Edold, EL1116)
(14.9%) WEH-9261 (12.4%). FAAIRE2( (8.3%). T4
46151 (6.2%)  FEARIRAE 40151 (5.4%) BG40 (4.6%) TH > 726
17.1.1 EREE DHEEERFER
ADAS-] cogllB\W T, 16mg/HEEIZ 7T LRI L ORI
HEZIBOONL 0o 7205, 24mg/HEE T I LR
WL THEICENL TV,

IRASEFEIRE D ADAS-] cog

s 032> 5 DAL= H%/J\:ﬁ%$i’:ﬂﬁ®?£ D
FIME+S.D. (n)| [95%(EHEX ]
75t K |1.46+5.72 (118) - -
16mg/H [0.37%5.25 (107) 2. 4;33 A p=0.1388
. -1.89 B
24mg/H |-0.49+4.80 (88) (-3 360 41] p=0.0123

<A S AEIXSEEE R ) LT
CIBIC plus-JIiZBWT, 16mg/HHEIL 7 T L REE & K
L CHEIZEN TV, 24mg/HEEIZ 77 2 RBEE O
WCHBEAZITFED SN ol
IR O CIBIC plus-J

e | NI | R | BT | JERD | BT | R | R A
B5H 1

gk | ouk | ok | el | B |ou) B i

77| 1 5 20 24 4 118 |6
R ((0.9%)| (4.3%) | (17.1%) | (205%) |(36.8%)| (15.4%)| (5.1%)

l6mg/| 0 2| % 2 34 2] 0

, 01109 |p=0.0076
B | (0%) |(1.0%) | (22.0%)| (24.8%) | (31.2%) | (1L0%) | (0%) e

dmg/| 0 | 4 | D] B | ™| 7|0
e 5 p011%

H | (0%) | (45%) |(22.7%)| (20.5%) | (44.3%)| (8.0%) | (0%)

1) Wilcoxon DB A E
17.1.2 EANE MHEERARHER
ADAS-] coglZ BT, 16mg/HE: R U24mg/ HEEE b 12
7T e R L L CHEICEN TV,
BRI O ADAS-] cog

037 &5 DZEALE: | F/h g nzE

U o ﬁ‘ij'_)
POW | pwmesp. | roswmmxm | M
77K 0.90£5.89 (191) - -
-1.49
16mg/H |-0.58+5.87 (191 =0.011
6mg/1|-0.585.87(191)| o " o0 [p=0.0113
24mg/H |-1.66+5.37 (192) 2.9 p<0.0001
[-3.74~-1.44]

A FAEFSEEE RS, 1) AT
CIBIC plus-JIZBW T, 16mg/HE K U 24mg/ AL 12
7T R L OMICEBEEIRD LNk ro72,

TS OCIBIC plus—]
. Kt | W | B0 | ERO | HTo | Wi | KiEs 0 A
Uk | ouck | ook | RIeL | B | oFd | B Fe| E

7710 7 ’ 3 64 62 2 0 0 lal -
2R | (0% | (3.7%) | (18.8%) | (335%) |(32.5%) | (11.5%) | (0%)

1bmg/| 0 12 3 60 64 16 0
H | (0% | (6.3%) [(20.4%)] (314%) |(335%)| (8.4%) | (0%)

2mg/| 1 4 32 73 6l 20 1
H [05%)] (2.0%) | (16.7%) | (38.0%) | (31.8%) | (10.4%) | (0.5%)

1) Wilcoxon® ERLAIH5 72

18. EEFHILIE

18.1 fERAF
Ty NA < —RIZBAETIZ, WA T ) ~HEREDI T 2t
BOLNFAEREEOFRKNEELEZ LN TWE, T 53
ik, TEFvay A7 5 —+ (AChE) ZHEAMIC
M4 22 & CHMAAChEEY RS, ho=aF v
M7 LTV a) %k (nAChR) (2R A APLIEHIC
LA ) BRI S D, IS, ARSI AR
PERNC & 0 AR O BEREI T 2 3015 % o

18.2 EIE{EA

18.2.1 AChERHEEA
AChE#x @I D n I8 A HE L, fO%512 8D
S MR T7TEF Va3 v (ACh) % LR &E721010,

18.2.2 nAChRIZX$ 27O T v 7 ER{ER
nAChRDACh# &AL & 3R B EME (TORATY) v 2
EAL) 2GS L. AChOnAChRIZHR 3 2 EH % 158 S
72 (7a AT v o WERER 0 APLIEH) #-19,

pﬁ’&b

0 |191 |p=0.3287

0 192 |p=08757




18.2.3 #iEMIREIER

T3 E A BT K 2 b 2
7‘:20)0

18.2.4 RRIEBEREEXEEH

AF AR IPEME TV BN T, BT
T HUNRO BT

19. B2 ICEAT B EBIEZHIZNR
— MR T vy 3 v RALKERRERE.
Galantamine Hydrobromide

1bZ44 © (4aS,6R,8aS)-4a,5,9,10,11,12-Hexahydro-3-methoxy-
11-methyl-6/-benzofuro[3a, 3, 2-ef] [2]1benzazepin-6-ol
monohydrobromide

513\ - CivHaNOs - HBr

45F= © 368.27

LE VNN & RN i S

Mt

L CH B REEI 2 os L

L0 RO E I

+ HBr

B 257C (40fR)
SEARE log P = -0.44 (1-4 2 %/ —)V/pH 7.0V » BRiGE )
wRE (20C) @K 33mg/mL

A% 7 —)v 1 5.3mg/mL

T % /—)b:0.52mg/mL

20. BURWLWEDEE

(B ££58)

20.1 NEBOFOIEDP R GATNCRET A2 &,
(OD#%)

20.2 ERL AT THEET AL,
(RA®

20.3 HAEE M CTHRET L L,

22. ‘A

(L 3 =—JL§zd4mg)

565¢ [148¢ (PTP) x4]

1408 [148¢ (PTP) x10]

1008 [ My, NF]
(L I =—JL$E8mg)

56%¢ [1488 (PTP) x4]

1408 [148¢ (PTP) x10]

1005 [R bov, /¥F]
(L I =—JLiE12mg)

565 [148% (PTP) x4]

1408 [148¢ (PTP) x10]

1008 [ My, NT]
(L 3 =—JLOD#E4mg)

56%¢ [1488 (PTP) x4]

1408 [148¢ (PTP) x10]
(L 3 =—JLOD#E8mg)

56%¢ [1488 (PTP) x4]

1408 [148¢ (PTP) x10]
(L 3 =Z—JLOD$E12mg)

56%¢ [1488 (PTP) x4]

1408 [148¢ (PTP) x10]
(L I =Z—JVAA#&4Img/mL)

(4 ImL X561, 2mL X567, 3mL X564

23. EEXEk
1) #PEE T vy 3 veaFxeF  OMEEROWE
(20114E1H21 H&FR, CTD2.7.6.31)
2) ¥R AT vy I v aaxA Yy OMAESEHOWE
(20114E1H21 HFR, CTD2.7.6.30)
3) Zhao Q, et al. : J Clin Pharmacol. 2002; 42: 1002-1010
4) ffiw*é‘ﬂ AT VY I ORYBREEORGET (20114E1H 21 H &
. CTD2.7.6.18)
5) H_V\] EFL DT vy I ODEE & FERI O AW R SR
(20114E1H21 H&ER, CTD2.7.6.16)
6) FNEEL D T 28 I VN & SEFI O A Wy ) SRR
(201141 H21 H#&GE, CTD2.7.6.15)
7) HWNEE AT v 3 YRR S BFO R
(201141 H21 H#&GE, CTD2.7.6.11)
8) HWEE : 7T vy I v oEAMGGEOKE (20114£1H21H
3R, CTD2.7.2.2)
9) MM T Iy oRBORET (2011451 H 21 HA&GE
CTD2.7.2.2)
10) HV\] &k T vy I ORBEEREOME (20114E1H 21 H A&
. CTD2.7.2.2)
11) ffiw SR AT vy I ORI, AR OHEEORGET (20114F
1H21H#%Z2, CTD2.7.6.19)
12) #A%E ﬁﬁ% BT BHT Yy 3 OFEWEREDKE
(201141 H21 H#&GE, CTD2.7.6.22)
13) Zhao Q, et al. : J Clin Pharmacol. 2002; 42: 428-436
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OFES (201141 H21 HA&RE, CTD2.7.6.25)
15) AEPVER : T 8 I o ENZEERILEGER (2011451 H
21H#&GE. CTD2.5.4)
16) W o vy I voa) y A7 5 —PHEMEH (2011
4E1H21HA&ZE, CTD2.6.2.2.1.1)
17) HENEE 5720 DTy MENTEF IV a) VI
FH1EH (20114F1H21 A A&, CTD2.6.2.2.2.1)
18) #EH ATy IvomaF T eF VT YEEEIC
s A HERIEM (201141 H21 HA&F2. CTD2.6.2.2.1.3)
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1024-1036

20) FEPVERL T vy 3 v omEEHaREER (20114E1H 21H
JKER, CTD2.6.2.2.1.4)

21) HNER BT vy I v DAF AR I Z AR SRR
208 (20114F1H21 A A&#E, CTD2.6.2.2.2.6)
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*ioa. XBERERVEVADYE

K7 7 VW~ BRalat BRRHIRE
T100-0005 WHHSTHXILON 1-6-5
AEaf © 0120-533-030

https://www . taiyo-pharma.co.jp

* %06, BIEIRERES

26.1 BHEERSETT
K7 7 V< ke et
T100-0005 HFHETALHXILON 1-6-5
R B SR

REM 010.01



