% % 202546 H EﬁzEJ (A HAEZEEFHRMEES
* 20244E4 H ET (5300 87119
B SR T IV INA ¥ —BISRHIAE A AR A
* FRHEM 367 H (Bedmg. $i8mg. H T2 I RALKFERIESR. ORNAEER. A&
$E12mg, MMi4me/mL) mize s pe s n AREE PRy
60 H (OD$e4mg. OD# = °
8mg Onglzzz ) — __JL TixE 4 msg fitdmg 22300ANMX00426000
— ® A $E8mg 22300AMX00427000
— __J l- e 8 mg $12mg 22300 AMX 00428000
—— — ® N 2
— OD#i4 22300AMX00429000 | 20114£3
=_-JLiT12mg e !
—— - s OD##8mg 22300AMX00430000
—_— _} L OD i 4 mg OD$¢12mg 22300AMX00431000

- JL OD 8 mg P9 H #idmg/mL | 22300AMX00432000
—JLOD 12mg
=_-JL WNA&4mg/mL

REMINYL® Tablets, OD Tablets, Oral Solution
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- dI—5 1 V7§ oy s
I R = =
WG - S, S15)
4mg'g 8m§,g 12rrl1g i .;S% < ‘%%N @
(1) (1) (1§EH)
HG vy I\ HITv vy I | HT s3I W | G G
gy | K | 51k ok | 1 S s @
5.1mg 10.3mg 15.4mg i = — @
(v y3v e |(Fovy3vk|(Fovyivel ;%,X
L Tdmg) L T8mg) T12mg) (Lu) 5 7 8
ABRHY ., HEELO—2, JUAEL Y, A Zlm
— TTVYBYT AT A, BHEKRT A, v 70 k= e 2.8 31 3.6
o AO—ZA, Fa¥LyZya—), Bikrs . ¥ (mm)
Vo EEETRAEE, =R (iE) 64 4 127 0 189 3
D L3 =— V4mglc D AED me
W) L3 = L EESmels O AT #Wa—F | JANSSEN G4 | JANSSEN G8 | JANSSEN G12
(L 3 =—JLOD$E) (LI =—JLODE®
L 3I=—10D|L3I=—10D|lL 3I=—10D L 3I=—)10D|L3I=—1O0D|L3I=—10D
i 5 IR5E4 . . "
B $tdmg $E8mg $¥12mg e $Edmg $¥8mg $¥12mg
(1%EH) (1%EH) (1%Eh) o - H WEmORE | MRktoERE | Ao
Sy I NHTT I NTT Y3 ” (EUREAN i EE) | (CIPEN i Igee) | (TRED i i8ee)
) oAb K F W R Bk oK 3R i | R AL ok 3R 1
7 N e JP
L PP 10.3mg 15.4mg I 2 )
(Hovo3vk|\(Forvs3Ive | (Tory3ivel e
L C4mg) L C8mg) <12mg) T Q Q G
Mmoo — A, Mok YERKEHIVT T L, A
a2 TR FY T A- MBS P YA, 7 G = = =
o JOVF - A, BREERT AT ATFT Y ST R % ; . .
YA, EEE AT = bR (mm)
1) L 2 == OD$E4AmglI D A JF&
K& 2.9 2.9 3.4
1#2) L 2 =—)0OD$E8mgll D AN re (mm)
(LI Z—LAAR) fﬁ 140 140 210
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R (ImLHr)
T8I RALKERRYES Img (75> %38 Tdmg)
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(LIZ— V&)

- FE | IR o
pH 4.0~6.0
53 i
WHILRE (TVIg3Ih—18)
1mL 2mL 3mL
Akp T — F TYPI115 TYP116 TYP117

4. FEERIIFHR
BERUCHEEDOTIVYINA T —BIEBHIE IC & (T BEBHMEEKRD
EITIH

5. ®BERXIIHRICEEET xR

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

5.2 RHRIDT VA < —BIBHEORRE L O b O OHEST % Hlifi] 3
BV BEIIES N TR,

5.3 T A = —RIRHGE DA O ZBAEE R B2 BT, RF D
BRMEIMER ST v,

5.4 MBOHEIEER L OENBMICEETH I &,

6. AEARUVAE
WE. RAICET I %3 L C1HSmg (1M4mg# 1 H2Mm)
PORME L. 4EMEZICIHI6mg (1M8mgZ1H2MH) (2H= L.
RG34, 2B, JERIZIES UCLH24mg (1A112mg# 1 H 2[A])
FCWETEA75, METH2HAEL RO s C4M Ll Exs
L7z IcEd %,

7. AERUVHEICEEEY 3R

7.1 1H8mgf TG A& TIlEA <. MLERREE OB I 2
LHMZEOT, FHIE L C4lMZBLZ CHILZNI &,

7.2 TEEORFEEERE (Child-Pugh/ % IFHEEDTRE & L zh
HEF (B) OFEESRE) TlE. dmgZ 1IH1IE» SBB LR &
L LAMPS 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 . RESEOEHOL L THG T 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 0 REMEDS
HHOT, FHFEGHoEE GRS RGBOBER) 121k, HE)
O SFERA 0 ) M OBMEICERET 2 X0 ET L L,

8.2 T UNA Y —RIFBHERE TIX, AEBRIIHEDO LN Z L8
Hbo Tl BREELT) YT AT I —YHEFNIBWT, AR
WADHE SN TVDLOT, HFEPIEEOZLIERET S L,

8.3 AFILG THEAHD SN VA, BREES L RnT &,

8.4 o7t F oY AT T —PHEREMNZHT HEMHE (F
INRVIVE) EPEH LW E &,

9. BENEREFHIHREICHATIEE

9.1 BfE - BMEEFDH 5 8%

9.1.1 DRE (LHEE. RIBRE. VHEF) 2FH75BEPER
BHEE (BHY7YLIMES OH3EES
Wik, L7y 7, QTERSEVHLONL I LNHLOT, EE
BAEIRIZAT L 20 ) B 2 H01AT) 2 &6 [11.1.1ZH]

9.1.2 [ERLERNH. LEARVEEEAIHGEREZDLERED
HHBE
HAEMRERFAIE I L VIRIRS 2 VIR Z I SRk
%o [11.1.1Z2H]

9.1.3 HILMBEDEREED» 3 BH. HILEMENH 3 BEXI
HILEFHEROERE
H R O AEHE [ OV AL B O AR HE 12 & D JEIRASEAL 3 2 T RE
MW3d 5o [10.2ZH]

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

(2)

9.1.5 TAPAZEDEEMARBRZChSDREFEEDSH 5 BE

S BRT AT Do F72, TV YA =T
SRR, RN A OIS 2 D B,

1.6 [EXGRISAEMEMARBOMEENSH 3 8E

S ST I 0 U B OSSR I3 e D TTHELS & 0 JEIRHYEAL

SAHWEMEDD B,

HHBE

A7 SEESNREE N—%2 ViR, N—F 2V ERESE) O

WAtk 2 ) ¥ RAER TTET 5 2 L2k D EIRZ ST

iR B 121 E /T SR

9.2 BREEEEEE

KA O MAGEEDS LA 5 BZNWDH 5. [16.6.35H]

9.2.1 EENBREEEE (VLF7F=>7UT752 AIML/SKiE)
Be G 7 (. REVEDTEL L TV Wiz,

(D A TR

ZWEHE SN L aERE . HHIETLZ L,

9.3 FRpEREERE

KA DOMATEEDS LA 2 BZNDH L, [7.2. 16.6.251H]

E (C) DiffEERE)

B GREER  L BEMWDTEL L Tz,

9.3.1 EEDHEEZEEE (Child-Pugh % THENHEEL L E

(D Al TR
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9.5 17
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A BEAOREIR - SET | W - fab T

FEAT O A PP I | AH & SIS OFEH| AHI o a) ED
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BEED S % o BOMEN, b
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FEIR % AL S 4 5T

REVED D 5 o

1. BIMER

WORWERH S bID L bHDOT, BEEH5I124r», B
WRRD SN G E kT 5 e S R LE AT ) Sk,

1.1 EXLEMER

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

11.1.2 AR RSHIREE (HEA)
B KIBE, ZHO/NEEEDN D S b2 a 123G 2 ik L.
WY R IEEITH T &,

11.1.3 FFR (HEAW)

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

1.2 ZOOEHER
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TR TR
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s
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e %

5%Lh L |1~5%Ail 19%A i B
A EE N BRI, S{MIE, 8.
U5 T iy T WG, AATRE
RERA SR,
JiF B RE M| b)) ) R
A |, R R R
CKEEI ., |, FfmEREIE .
B b JROH A i LA T a—

ERB e, VB8N, LDHBE,
JE b5 I ) v A,

7R Y MR, IR
MR |ERBGIN. LERE
WL RELWY
i, i - B
F OHL T 4 %
DiE
13. BEHE

13.1 BE. ER
o> ) AAEBIFE D WG R & AR, B AR S e
PN 2 BEEOREL, W, ISR, I, miE. YR,
PEfE. 550, IR, (RIE, B R RS ORITER 255813 %
WHEEDS D B o WG OMIARIZ L Y . SEICEL WD H 5o
13.2 B
FERIZIS L C. 7 ha ¥ rEofiay) YHoH5 %2179,

14. BRAEDZE

141 EHZMFEOXE

($&. OD#®)

14.1.1 PTPREOFHIIPTPY — M 225 L TR 2 L )38
BY LI L, PTPY— FOREKICE D, T EA G2 BRI
AL, BIZidzdlad B2 L CHEmR LSO ERE 2 4 0HE % b5
THEIEDRD D,

(RAK)

14.1.2 SAMCBN T BEOFIMM LAV I IIEET L2 &,

14.2 EXIRAEDXE

(OD##)

14.2.1 AHNEEHFEO LIZOECTHERZEE S5 L RET 5700, K
B LCRAWHRETH L, 72, KTIRHATHIELHTE S,

14.2.2 KFNZE- T I ORETIE, KR LTRHBEER NI &,

(RAK)

14.2.3 ARMICOARFH S &5 2 &,

16. EMEHEE

16.1 MBE

16.1.1 BAABERSHB

&

fEFER N2 4mg B U8mghi & BRI 5 (Z=2IEK) L= X,
I RIS 1 B 5 ko s B L 35551 .0~1 .58
I CraxlZFE Ly 8.0~9 4FFR Dt T T L 726

60

o
S

—e—4mg

—&— 8mg

=
S}

MERPEE(g/mL)
N w
] S

o

f

12 24 36 48
B (h)

R A2 4mg & O 8mgde & HilfE I 1% 5- L72 & 2D
MR REALRME R [FF9 +S.D., N=12]

o
"

o



HEHERR N2 Amg e U'8mghit & MBI 14 5- L 72 L & 0
MR RE(UROSEBEE/ ST A — 5 [FFYE+S.D., N=12]
Cnax tmax’™) AUCe tiz 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
RO TR G Lz & &, M RELIRIRE I
WIFNOHEIZBWTHHEGHG4H H £ TIZERFREIZ
L7, EFRIREBICBIT 2 tea CHEAZ L 2BV <
Cuin.ssv Cmax.ss X NAUCsslZFHEAZ LB L T L 720 &
PG (12mg) Otyed BB GEO0210 K& 2RI
o7,

TR ALZ4mg, Smg M UM 12mgZ 1H2MA], 7HE I & itz
TRAEROHRG- L7 SOLHROEFRE $57HH) 128
VA ISP R VR DS ENHE T A—% [FF34fE+S.D., N=8]

}Tj@%y Ifdmg | 1MSmg | 1Mi2mg

LH2EHES | 1H2EES | 1H2MHY

ton®__(0) 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 (0 - - 10.7+7.2

) i (PR

SRR

(OD##)

R A IZ8mg OD§E (K7 L THRA). 8mg OD§E (K
THRA) X138mgse UK TIRA) % BimIgE LIS (Z2k)
Lok &, M REURRE ST e s bA L,

Be5-121 . OFFH TCmaxl 2 Ly 6.7~6. 98 D112 TEF L
720 OD$EId/KRZ L CTHIRHSUIR TR L7256 0 w3ih
b, $E OKTIRA) LAEWFENICRSTH o727,

TR A IZ8mg OD$E (k7 L CTHRI) . 8mg OD$E UK THRM)
ix8mgde UK THRA) % HaREOH S (Z2HERE) Lz &0
MR RZAEOF Y BIRE ST A — 5 [(FfE+S.D., N=21]

Cmax tmax&) AUCOO tl 2
=2 H
AR -k (ng/mL) (h) (ng-h/mL)| (h)
Smg ODSE 1 o8 38110 (0.52.0)| 309823 | 6.821.2
CkaLclm) | ) T R A
8mg OD$t
50.6+8.931.0 (0.5-2.0)| 396+91.7 |6.9%1.2
CkC) 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
(NA*®)

TERERL A 12 4mg fe ON8mg#E & 1 H 21817 H [ SR & 955 (i
i) L-ob, 12mgM A X 12mesE % 1 H 287 H [H
RERIOHG L2 & (At — N—E), ERiRREC
B2 M R Dtma SHITEZ L B ENIE R A
FIE & AR TH - 729 BHEAT— %),
FERER A2 12mg N i 3 1 2megde % 1 H 21017 | AR
5 L7 & EOEFIREICBIT 2 I8 h RELED
SEWEEE ST A — % [FFHE£S.D., N=27]

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

BV gmb) | () | (ng/mL) | (ng - b/mL)| (ng/mL)
N 1.0

12 i1 ]29.8+10.2 6=20. *] 5*13.

mghfE 2082102 ) o 18765205 606156 |50.5+13.0
1.0

12mgf 7£10. 4£18.3| 623£147 |51.9+12.2

mef |20.7£103) (8945183 6282147 |519

) R (FERE)

(4)

16.2 B4R

16.2.1 BEICL28E
TERE A AmgdE & 22 IS T AR I R L 5 L7 &
&, EEFRG EHB L CAEBRSG Tl tnsll DT A %2
NHSH SN2, Coax L FAUCIZZEZFED SN o 727,

16.3 9

16.3.1 MIFEAFEEE
v MMEELEGR T8 3 017.8% (n vitro. F

i B H13:100ng/mL) ¥

16.4 133
RWEER (5~ 70— L4P450) D4 : CYP2D6 K U
CYP3A4%19)
16.5 Bt

TEFERR AN 124mg M U 8mg i & HLAIRE 4% G- L 72 & &, #%
G124 £ TIZIR AP IR S 7 RELR 3R G5 &E D
W13~15%TH -7z BB, BERANIPH-TT 5 3 v
dmgx WA E L CHUERE G- Lz L & &G5#HTH F
TS G AT RE D93 . 4% DS IR IS, 3. 8% ASH AT i (2 HE il
sn (AEAT—5),

16.6 HENERZH I HEE

16.6.1 E#nE CTOKIE
TERE e | S 4mghe & HLRE 9 S- (ZpgiE) L7z L &,
M RZACRIE 133 G- 2L IS EA L. 51,0
FER CCmaxlZiE L 8. 7T Dt12 T T L 720 %8B, Cmax
(34.4+7.8ng/mL) N O’AUC= (296 +50.5ng - h/mL) &,
EHER A & LB L CRECHh - 722,

16.6.2 FF¥REREEIC L 2 HE
R O TR BE R S BR | ZAmg e & HL IR IR G- L 72
L& IEW AR RE B B K OV TR RE IR S R Bl & b
L CCL/FOIKT (#23%) KU t20MEE ($#30%) A%
BNz, B, FHERSEWEIREMNT O, L
DB 5 BHETONRRIOVEEIRE S 2D (HEA
T—%) [7.2, 9.35]
T RFRRBER B T OV 2 O FRIE O FFHERERRE R ER S 1 24mg

$ex BRI S- L7z & & o g R bk o
HETHRE/NT 2 — & [P +S.D.]

- Come ] AUC- tie CL/F
iR i (ng/mL) ) (ng - h/mL) (;) (mL/47)
fi& 23+68|10 (0520 28+47 | 8115 | 33466
f;&:f% 19050 17 0580) 25240 | 82£10 | 33663
Ti;ﬁﬁ% 2.8+76(14 (05-4.0)| 277749 | 105155 | 258+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 BEHAEEECL28E
FRAEE T OV O T BRI SR | 8mg e & HE IR 19
G L7z& &, EEEOET IS, IEFERaEwkRE &
B L CTAUC-OHN. 1120, CLrOKT K UIRHHE
MDA DD E5NT20 BB tmax L U CmaxlIFE T FED
Lo rc® GHEAT—%). [9.2211]



TE T BAEHERH T OV 4 ORI OB AR S EBR A 1 Bmg
et BRI 45 L 7 & X O e KAL)
EMBAE T A= [FIMH=S.D.)

Fix ﬁ{: L) Cmax tmax&z‘ AUCOO 112 CLR

PR gml) | @ | egbml)| B | LA

TE

(N=8) 38.7+81 [ 2.0(1L.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(21(05-5.0) | 698+247 | 11.9+2.6™ | 19.9+55%

WD) ZLT7F=o 20750 AREREOIBEL LER
BEEREM R E [70mL/%3/1.73m* Rl ], A OIS s
J# [30~60mL/%/1.73m?] KO EJE [5~29mL/4r
/1.73m?] O HEREIE
H2) vhuLfiE (FEpH)
13) IR EREEEE S AEED Y (p<0.01)
H4) IEEEREENEE & AEEDH Y (p<0.001)
16.7 EWHEE(ERA
RN &0t R L L7 SEAR BAE O MG RS R %2 R o
HENT— %)
16.7.1 H5 > 23 OEMEEICH T MBI DEE
(1) NOx&F > HRABFOMmMPRE
NoFvF oA (20mg/ B EROERS) 12Xh, K
#l16mg/H K U 24mg/ HE G HEDIMEER T Z > 4 I v D
Comax,ssld Z L ZMN31% K O37%84 01, AUC-sslZ Z 2R
45% % UM 48%3 I L 72V o

17. BRPRALHE
171 BEHEROREM(CET 255
NINCDS-ADRDA™ O Wik #E 12 & V) probable AD &7
WF & At, MMSE® 2 27 $%10~22545. ADAS-] cog™ &
FTA 7 18R L OB R N EEED T VY N A < —
RRANEEE 2R E L EN - EEREGEER (JPN-3
AER (398%1) MU TPN-53tER (580f1)) 2B W\T, AHl
16mg/H (8mg/H %4 —16mg/H % 1831320581
24mg/H (8mg/H % 48K —16mg/ H % 48K —24mg/H %
4303168 0) 77 1R (2230324:810) % BRI
H U729, FEFHIE . RRARERE % FE 9 5 ADAS-]
cog M N Exfk i R EHt© & 5 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
##4) Clinician's Interview-Based Impression of Change-
plus caregiver input Japan
R T SR O 7 )Ly N A ~ — TUSE A B % oo R IC %
fi L7z, EN T T b AR RILERA R OGAL-JPN-3:E#
GAL-JPN-5:5% & O"GAL-JPN-3 B OB B E 2 3 G & L
7o Rl G 02 M A ) L 7-GAL-JPN-4BIZ BT %
TA MRl SAEFIT44/51H43110 (57.9%) \ZEIER (FRAR
MAERT &) PROONTz, E AL old, EL111H)
(14.9%) WEH-9261 (12.4%). HAAIRE2( (8.3%). T4
4611 (6.2%)  FEARIRAE 40151 (5.4%) BG40 (4.6%) TH > 72
17.1.1 ERNEE I AHER R SER
ADAS-] cogllB\WT, 16mg/HEEIZ 77 REEE ORI
HEZIBOONL 0o 7205, 24mg/HEEZ T I R L
WL THEICENL TV,

IRALEFEIRE D ADAS-] cog

s 032> 5 DZAb = H%/J\:ﬁ%$i’:mﬁ®?é ——
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
24mg/H |-0.49+4.80 (88) (-3, 360 41] p=0.0123

XA FAEIIEEEE R, ) LT
CIBIC plus-JIZBWT, 16mg/HEIL 7T L REE L LK
L CAHBIZEN TV, 24mg/HIEIZ 77 REEE O
WCHBEATED SN o Tz,
AR O CIBIC plus-]

Kz | R | B0 | ERD | BT | HEE | KiE: 3 A

U b T i)
BOR | e || a | mieaL | B | omi | B e g | OF

77| 1 b 20 24 4 118 |6 1 lsl -
R ((0.9%)] (4.3%) | (17.1%) | (205%) |(36.8%)| (15.4%)| (5.1%)

l6mg/| 0 2| % 27 4 2] 0

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

24mg/| 0 4 20 18 39 7 0

m | o | s | 2m)| s || 6o | o OIS

1) Wilcoxon DB A E
17.1.2 ERNE D EERKZER
ADAS-] cogl BT, 16mg/H B K 0°24mg/ HEE L b 12
T IR LB L CHEICEL TV,
TS O ADAS-T cog

075 DZEALE: | F/h S IginzE

U o ﬁ‘ij'_)
POW | pwmesp. | roswmmxm | °M
77 +K0.90£5.89 (191) - -
-1.49
16mg/H |-0.58+5.87 (191 =0.011
6mg/1|-0.585.87(191)| . " o [p=0.0113
24mg/H |-1.66+5.37 (192) 2.9 p<0.0001
[-3.74~-1.44]

A FAEIFEEE R RS 1) AT
CIBIC plus-JIZBW T, 16mg/HH KL U 24mg/ AL 12
TR L OMICHEEETIRO NG D572,

TR E i O CIBIC plus—]
. Kt | W | B0 | ERO | ETo | Wi | KiEs ) A
Uk | ouck | ook | RIeL | B | oFd | B Fe| E
7710 7 3 ’ 64 62 2 0 0 lal -
A | (%) | 3.7%) | 18.8%) | (33.5%) |(32.5%) | (11.5%) | (0%)

16mg/| 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

Ho((0.5%)| (2.0%) |(16.7%) | (38.0%) |(31.8%)(10.4%)](0.5%)
1) Wilcoxon DML F I E

18. EEFHILIE

18.1 fERAF
Ty NA < —RIZBAETIZ, WA T ) HERED T 2t
BOLNFAEREEOFRKEELEZ LN TWE, T 53
Yk, TEFvay y A7 5—+ (AChE) ZHEAMIC
S22 & CHMAAChEEY RS, ho=aF v
Y7 LT a) %k (nAChR) (2R A APLIEHIC
LA ) BRI S D, IS, ARSI AR
PERNC & 0 AR O BEREI T 2 3015 % o

18.2 EIB{EA

18.2.1 AChEFHEEA
AChE#Z @R n I8 A HE L, ROR5128D
S MR T7TEF Va3 v (ACh) % LR &80,

18.2.2 nAChRIZX$ 27O T U v 7 ER{ER
nAChRDACh#E AL & 3R B8 (TOaATY) v 2
EAL) 2GS L. AChOnAChRIZHR§ 2 1EH % 158 S
72 (Ta AT v 7 WERE  APLIEH) #-19,

pﬁ’&b

0| 191 |p=0.3287

01192 |p=08757




18.2.3 #iEiIIREIER

T I EA FBIC & B M 2
7‘:20)0

18.2.4 RIEBEEEXEEH
AFFAIPRMETIVIZBW T, BT
T HUENRLD b

19. B2 ICEAT B EBIEZHIENR
— 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]benzazepin-6-ol
monohydrobromide

4513\ : CivHaNOs - HBr

45 F= ¢ 368.27

LE VNN & RN i S

i

L CH B RECEI 2 os L

L0 RO E I

+ HBr

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

A% 7 —)v 1 5.3mg/mL

T % /—)b:0.52mg/mL

20. BURWLEDEE

(BIHI££58)

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

20.2 ERL WA MITTHEET AL,
(RA®

20.3 HAEE M CTHRET L L,

22. ‘A

(L 3 =—JL§z4mg)

565¢ [148¢ (PTP) x4]

1408 [148¢ (PTP) x10]

1008 [ My, NT]
(L 3 =—JL$E8mg)

56%¢ [1488 (PTP) x4]

1408 [148¢ (PTP) x10]

1005 [R bov, /¥F]
(L I =—JLiE12mg)

565 [14%% (PTP) x4]

1408 [148¢ (PTP) x10]

1008 [ My, NF]
(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 =—JLOD$E12mg)

56%¢ [1488 (PTP) x4]

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

(4 ImL X560, 2mL X567, 3mL X564
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(20114E1H21 H&FR, CTD2.7.6.16)
6) FNEEL D T 28 I VN & SEFI O A Wy i R SRR
(201141 H21 H#&GE, CTD2.7.6.15)
7) HWNEEL AT v 3 OEYBEEIIK T S BFO R
(201141 H21 H#&GE, CTD2.7.6.11)
8) HWEE : 77 vy I vOEAMGGEOKRE (20114£1H21H
&3, CTD2.7.2.2)
9) HNEE T Iy oRBORET (2011451 H 21 HA&GE
CTD2.7.2.2)
10) HV\] &k T vy 3 ORBEEREOME (20114E1H 21 H A&
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11) ffiw SR AT vy I OB, AR OPEEORGET (20114F
1H21H#%Z2, CTD2.7.6.19)
12) #A%E ﬁﬁ% BT AHT Yy 3 OFEWEREDKE
(201141 H21 H#&GE, CTD2.7.6.22)
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OFES (201141 H21 HA&RE, CTD2.7.6.25)
15) F#EPVERL : T v 8 Iy o ENZEEBILEGER (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 530Dy MENTEF IV a1 VEEIC
FH1EH (20114F1H21 A 4&#E, CTD2.6.2.2.2.1)
18) #EH ATy IvoZaF T eFVa) YEEEIC
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1024-1036

20) FEPVERL T vy 3 v omEEIaREER (20114E1H 21H
JKE2, CTD2.6.2.2.1.4)

21) HNER BT vy I DA F R R I Z AR SRR
F a8 (20114F1H21 A A&#E, CTD2.6.2.2.2.6)
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*24. XEFEKRERVBEVEDESE

K7 7 Vv~ BRalat BRRHIRE
T100-0005 WRHSTAHXILOW 1-6-5
il © 0120-533-030

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

*26. RERTHRES

26.1 BGEERSETT
K7 7 V< ke et
T100-0005 HFHETAHXILON 1-6-5
RB SR
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