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(1005EA 1 ) Ta i (%) 77.0~95.9 77.6~98. 4
i (%) 98.80~101.51 *' | 98.75~100.34 *
PR () R R
o o1 s i HixpERE (%) * *4 0.021~0. 031
10¢ Y RS 341 TEHIE (%) * 81.4~98.7 *! 79.5~97.8 *
%) 97.14~97.23 *! 95. 40~96. 60 *!
PR (f8) o) o)
5 - BigmEkeg (%) °|  0.008~0.013 0. 063~0. 073
60C . A7 2R | 10 A A (%) * 88.6~99. 3 90. 1~98. 0
) i (%) 98.38~098.74 ¥ | 98.45~98.86 *!
”z;% PR () o) o)
5 o . . Bmahg (%) *4 0. 004~0. 008
25°C T5%RH AR Y FRBR 65 )] A (%) * 81.4~98.7 * 89.1~98.0 *!
i (%) 97.14~97.23 97.19~99. 20 *!
PR (1) o) o)
(DZ()%OP}L‘XO) S L | 12077 [EROIER (%) © w4 0.018~0.019
) e A Lux-hr | VAHPE (%)™ 81.4~98.7 " 85.7~98.2 "
=% &8 (%) 97.14~97.23 *! 97.23~98. 37 *
B VEIR () R R
N ERN (/\%WD@ B Ff
40°C nwg@?‘ﬁ 3n A [ERWERE (%) ° 4 0.023~0. 033
Vi (%) ™2 85. 1~96. 7 * 83.3~100. 0 *!
i (%) 97.14~97.23 * 95.98~96. 87 *!
PR () R R
AN A ERN (/\%WD@ B Ff
a5C ook | # | OB 6 (e On) - 1 0005
5 = TEHE (%) * 85.1~96.7 *! 85.4~100.7 *!
i (%) 97.14~97.23 *' | 97.13~100.57 *
PR () R L R L
20001ux 605 PR (EEOf) Hf B
(D657 > 7) R VBR | oy EERDEGREE (%) © *4 0. 010~0. 023
25°C A (%) * 85.1~96. 7 *! 86.2~103.2 *
i (%) 97.14~97.23 96. 79~98. 22 *!

1 Adh DR K ORI IR A LT,

*2 N RUYE,
*3 BB
* g

*5 A OBUE R ORBIEICES Lied o7z, 72720, RFEHIH 2 » A T

VA HHRBRER 2 9. 50 [RlER, 30 4y

a7,

R 2 DTG (40°C, FHRHZEE 5%, 6 # A) OfER., A~ F U HEEEESE 10mg [
B B EOTERE FIcBWT3ERZETHDHZ ENHER ST,




A~ T UHERESE 20mg [HliA) 0 90
Y e R | e 1= R
ABR 7 ’ Y R B AR RBRRE TR
PTPY — b PR - FERR R *1 *1
b 4 /T v AR/ mtﬂri(%)*l 84.1~97.7 * 73.7~96.1 *
iy o 7rosp | 5 (5651 ) & (%) 97.48~99.60 *' | 98.47~99.98 *!
=& [40°C 75%RH ?‘Z — 65 H ‘fM: ﬁ%ﬁﬁ%ﬁ o -
/(10055/{ J? Iatﬂri(%)*z 84.1~97.7 * 82.2~97.0 *
& (%) 97.48~99.60 *' | 98.79~100.39 *!
rw: (fa) b b
N HmEnE (%) * *4 0. 006~0. 011
[s) =R
10¢ RIREE | SR T (9 2 95.0~99. 6 93.9~99. 3
%) 98.43~98.75 *' | 97.51~99,.21 *
PR () A =
. SO Hxmaieg (%) © *4 0. 027~0. 030
60C o A7 2R | 10 A TEHIE (%) * 91.3~99.9 *! 91.1~97.9 *
5 i (%) 100. 02~100. 95 *' | 98.20~100.03 *!
3 PR () B =
o5c tsomt | |y g | o7 PEDRRR Co) 7 * *
’ ’ " VAHITE (%) 95.0~99. 6 90. 4~98.5
a8 (%) 098.43~98.75 *1 | 99.48~102. 16 *!
90001ux PR () B =
=l o 12007 [HixpEkE (%) *4 0. 004~0. 009
o (D65275%7) AR L Bt i HPE (%) 95.0~99.6 * 94.7~99.8 ™
=% a8 (%) 98.43~98.75 *1 | 99.58~100.82 *!
5 VEIE () A A
- PR (DEEO6) b b
40°C nﬂfﬁﬂﬁa 3In A | FERYERE (%) ¥ x4 0. 009~0. 012
= VAT (%) 2 88.0~97.8 7 89.2~98.5 7
G (%) 98.43~98.75 *' | 97.28~97. 47 *
Mﬁ (fa) =R =R
AN - PEIR (’\i'ﬁ@é) b b
25C ook | # | OB 6y (R 00 - - 2
g = A (%) * 88.0~97.8 * 87.1~103.9 *
G (%) 98. 43~98. 75 98.37~100.90 *!
PR (f) b b
20001ux 605 PRk (SEmof) H =EE)
0657~ 7) T VBB |y EROTRRE () T ¥4 0.003~0.008
25°C W HHME (%) *2 88.0~97.8 * 88.9~100.9 *!
a8 (%) 98.43~98.75 *' | 97.30~99.56 *!

1 Adh DR K ORI IR A LT,

*2 /N FVE, B
*3 BEfH
*4 ST

HERLE 2 F 72 R
1B 3B E OHGIEER

AUBREE 2 %, 50 [Mlds, 30 43

HEER (40°C, FHXHEE 75%. 6 » H) OfER, A~ F o HEEESE 20mg [H

ICBWT3HEMBETH D Z &R ST,




R~ F L YEREE OD 8% Sme [BAG) © 9

elos I TN WEE |mipm| e e ez
- PEIR - AERE AR *1 *]
PT/P;}D iz@ éﬁfﬁ FEE () 8.7~22.5 7.4~12.3 "
n " GEREAD) s (%) 94.8~104.2 *! 93.4~104.2 *!
| oc 75%RH 42%; 6 Gk (%) 97.21~101.27 * | 98.32~101.81 *
%ﬁ o) PEIR - TR *] *]1
K AR U - T IRA AR AR (B) 8.7~22.5 * 8.6~13.0 *
(10082 A 9) TR (%)% 94.8~104.2 * 94.5~103.1 *
i (%) 97.21~101.27 *' | 98.73~103.33 *!
PEIR WA WA
HE (kgf) * 4.1~4.6 5.6~7.1
o o1y HRmERE (%) | 0.018~0.029 0. 004
10C YRR 371 FRiEME (D) 9.3~14.0 * 6.4~10.7 *
TEHE (%) * 92.8~99.3 *! 91.1~96.8 *!
i (%) 97.29~101.15 *' | 97.58~100. 43 *
PR (f8) YARE AR E
= 1 i (kef) * 4.1~4.6 2.7~3.1
i q o a N B ERE (%) ®|  0.018~0. 029 0.012
| 25T TR % (R FEEE (7)) 9.3~14.0 " 6.8~9.1 "
# o TR (%) * 92.8~99.3 *! 93.4~109.7 *
i (%) 97.29~101.15 *' | 97.66~100.32 *!
PR (1) YARE AR E
20001 *Ef;iﬁﬁ (kgf)(;’) 1 §.1~4.6 4.3~5.8
= e o 1205 | ERE (%) * .018~0. 029 0. 005~0. 022
(D65275%7) VR e T e ) 9.3~14.0 " 9.4~14.6
YEHE (%) * 92.8~99, 3 *! 93.4~98.4 *!
i (%) 97.29~101.15 *' | 98.89~100.83 *!
*1 ARG OB K ORBRFIEICEHA LT,
*2 N RVIE, B MBUBRES 2 R, 50 [BliE, 30 4

*3 BEM

AR

18] 1A FEOTSHIE TICBW T 3EMELETH D Z Bl s,

_10_

NI IEEAER (40°C, AHXHEE 6%, 6 % H) OfER, A~ v F M 0D 5 5mg 17




A2 F YEREE OD 8 10mg TG 9 10 10

M e s srpaT Y
. [ExeE Skl PRAFTERE TRIFHI BRTE B AT AT
PEIR - HERR R *] *]
NN o B5
PT/P;}I/ N i}%ﬁ” FEE (1) 9.2~16.2 9. 4~14.2
m (5680 V)")*E VA HITE (%)™ 92.7~101.0 * | 91.3~102.1 "
H | 01c 75%RH j% 64 A i (%) 99.79~104.98 *' | 99.63~102.91 *
i i HEIR - faRERER %1 %1
= 3 Y i AR A JRETE () 9 2~16.2 7 5 0~13.1"
(1008EA 1) VR HE (%) *2 92. 7~101.0 * 91.4~101.6 *
&g (%) 99. 79~104.98 *' | 100.7~102.34 *
PR () KEAA HKEAA
TRE (kgf) * 5.3~6.0 5.7~6. 2
- FRWERE (%) ®|  0.006~0.029 0.013~0. 025
X AN SR =
10ce DR 30 FREEE (FD) 14.7~21.8 * 11.2~16.7 *
T (%) * 91.5~99.0 * 92.1~99.7 *
& (%) 99. 38~100. 31 *' | 100. 20~101. 26 *!
PR (F) =R WA
o HRE (kgf) * 5.3~6.0 2.1~2.4
o A . FRWERE (%) ®|  0.006~0.029 0. 003~0. 027
00 3] PARY ]
2C T % R\ 6 HAENE (7)) 14.7~21.8 * 8.8~12.0 "
. A HPE (%) * 91.5~99.0 * 91.0~97.3 *
E& (%) 99. 38~100. 31 *' [ 99.16~101.67 *
PR (F) =R WA
20001 FHAE (kgf) * 5.3~6.0 4.5~5.8
ux N
o o 12007 JEMERE (%) | 0.006~0.029 0. 003~0. 047
(D65275%7) ¥x — VB Lux-hr AREEN: (BD) 14.7~21.8 * 10. 7~20.2 *
e PR HME (%) *2 91.5~99.0 * 93.3~97.6 *
A a8 (%) 99. 38~100. 31 *' | 99.13~101.69 *
i ™ H (o) . . . .
E PR () HKEAM HKEAM
# PR (yAEDe) RELE R
40°C RV IHRE 35 A HRMERE (%) ®|  0.006~0.029 0.016~0. 027
S 7 R (7)) 11.9~17.8 * 7.5~12.6 *
Ta A (%) *2 93.8~102.6 *! 92.4~100.5 *!
&g (%) 99. 38~100.31 *! | 98.81~100.59 *
PR () HKHEAA HKHEAM
N PER (SEmO6) WA WA
o 7z AV B FRWERE (%) ®|  0.006~0.029 0. 031
0, s
25°C TH%RH E%IJ i 6» AR () 11.9~17.8 * 5.6~8.0 "
I (%) * 93.8~102.6 *! 91.9~98.3 *
a& (%) 99. 38~100. 31 *' | 95.88~100.26 *
PR (F) W AM WA
90001ux PER (SEmO6) WA WA
. o 6077 |ElmERE (%) ¥  0.006~0.029 0. 003~0. 006
(D65275%7) > — VIR Lux-hr FREENE (BD) 11.9~17.8 * 8.3~13.0 *!
I (%) * 93.8~102.6 *! 91.6~103.2 *
& (%) 99. 38~100. 31 *' | 100. 65~101. 62 *!

*1 A OBE R OFRBRGIEICHES L=,
*2 /N ROUWE, TAHERERSS 2 Wk, 50 A5, 30 4

*3 ZEME

EEERLE A AW I0EEER (40°C, X 75%., 6 # ) OfEF. A~ F A 0D £ 10mg B
B ITEEOTHRRETICBWTIERLETHSL Z ERHER S,

_11_




AT RN OD 88 20mg [RAVE

9), 11), 12)

*2 N RVE,
*3 BEMH
*4 R shd

FRHFREREE 2 ik, 50 ML, 30 4y

elos I TN e S B T
e PEIR - HERR R *1 %1
PT/P;}D ;ﬁéﬁfﬁ R (5) 13.9~28.0 * 13.6~20.5 *
1 4 GEEEAD) YEHE (%) * 92.4~101.0 * 92.1~100.8 *!
| oc 75%RH 42%; 6 R (%) 100. 11~101. 72 *' | 98.65~101.52 *
B H PER - et *1 )
& R R AR R AEEE (B) 13.9~28.0 ™ 14.9~19.6 *
(10082 A 9) TR (%)% 92.4~101.0 * 90.9~102.7 *
i (%) 100. 11~101. 72 *'| 100. 88~104. 58 *!
PR () =k H{
R (kef) * 8.9~9.7 8.4~9.5
o o1y HRmERE (%) | 0.012~0.018 0. 008~0. 015
10c YA 371 AR (B)) 17.3~19.6 *! 13.9~19.8
TEHE (%) * 92.6~99.5 *! 95.0~99.4 *!
2 (%) 100. 08~100. 24 *! [ 101. 99~103. 06 *'
PR (f8) Hfh =R
15 R (kgf) 8.9~9.7 3.9~4.2
9 o al . EERE (%) ®|  0.012~0.018 *4
25°C T5%Ri % D KPR 65 AR (B)) 17.3~19.6 *! 11.9~14.2
. YEHE (%) * 92.6~99.5 *! 94.0~97.7 *
& (%) 100. 08~100. 24 *'| 99.78~101.51 *!
Wﬁ (fa) H =R
L o 120 "A\E b .012~0. 01 . 004~0. 007
(D65275%7) S VBB e [ s () 17.3~19.6 * 13.7~30.1
+ YEHE (%) * 92.6~99.5 *! 94.0~99. 4 *!
s wE (%) 100. 08~100. 24 *' | 98.94~100.03 *
i PR () =k b
e ENGHION A A
40 R s 55 HERERE (%) ®|  0.012~0.018 0.013~0. 025
N R (FD) 10.4~19.9 * 8.6~10.4 *
TEHE (%) * 95.5~101.1 * 93.5~99.9 *
i (%) 100. 08~100. 24 *''| 100. 53~101. 56 *!
PR () =R b
20 Y B %ﬁ@iﬁ ﬁ?ﬁ)ﬁ = X0
. . % RUJ BE (%) ®| 0.012~0.018 0. 006
25°C T5%kH %ﬂ i 67 RAgETE (F)) 10.4~19.9 * 7.7~11.0 "
A (%) * 95.5~101.1 * 96.3~100.9 *!
i (%) 100. 08~100. 24 *' | 100. 37~101. 43 *
r@: (fa) Hfh =R
20001 ux 6077 *&%@;\%f?ﬁ) 0 015% 018 0 0045% 009
-\ . i 0) ¥ . ~0. . ~0.
(D65275%7) VR e T ) 10.4~19.9 * 12.0~18.5 "
A (%) * 95.5~101.1 * 95.1~101.5 *!
& (%) 100. 08~100. 24 *! [ 100. 51~100. 72 *!
*1 ARG OB R OB EICE A LT,

FEH O 2 O 7EEER (40°C, ML 75%., 6 » H) OfER. A~ T R 0D §E 20mg [H]
B B EOHEHEE TICRBWT 3ERMEZETH D Z & NHER STz,
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REERVBBREBEOREMN
PAROASA

& & DESELL (WEBIEFEMEIL)
MR L

B
<IRHZEEhC BT D[RS >
A T UMERRYESE Smg TRATR) 1Y
&R 50 0 B RA O AW FA R SRR T A K74 2 CFk 24 45 2 A 29 B A 3RAHAR
0229 % 10 5 BIAK 2) |
N e
RERGE - BARIER G —BEBRE EWHEREBRE (ONFvik)
BRI & 900mL
otk B 2 37+0.5C
OB R OpHl. 2 (H/REHERERSE 11R)
@pH3. 0 (FHE D7~ Mcllvaine DOFEMERR)
QpH6. 8 (H A tHatiRE 2 )
@7k
[ 65 %% : 484y 50 [BlfR
100 [FERD ST OV TIE, FEET_REWVWTHORBRIKIZB W TH, 50 [RIEEOAEHFER T 30 23 LIN
VAR VRS M ONGBR LA & & (23288 85% UL A L7272 O8I L 7=,

) E HUE
(1) FEIHs ==
OpH1. 2 (54 50 [A1#5) | @pH3. 0 ({54 50 [l#5) | @)pH6. 8 (f5:4y 50 [l#A) | @K (f543 50 [Alfiz)
FRYERLAI 23 15 53 LANIT 8 85% LA EES T~ 2 56 - SBRIUAI 73 16 23 DAPIT 8 85% LA BB H
D7 UL 15 53180 B BRI O P HER DR HERGE O IR MR £ 10% OFEIRICH 5.
(2) i % D H ==
(DpH1. 2 (54 50 [A1#5) | @pH3. 0 ({54 50 [#5) | @)pH6. 8 (f5:4y 50 [l#A) | @K (f54y 50 [Alfiz)
R LERE IR SR 36 1 2 BRBR YA O il 2 DVE HIFRIZ DU T BB 0 SV HH 38+ 15% O #fi e %
x5 600 12 5 1ELLT T, £26%0#AEZEZ 5 H DR,

RS

AR ILA (R ~ o F AR BE Smg THATR ) ) LAEYERGR| (X = > F U IEIRIESE 20mg THATR) ) DA%
B3, ETORBREMIIBNT IEEN R 580 BEIRRA O A ERREERRTA RT A4 ©
[FSEPEDOHESMEZ 72 L, WA FICFRETH D L ARSI,

_13_



ABRIEOpHL. 2, 557508

ABRIE@pH3. 0, 55750

120 - 120 -
100 - 0, QO 100 - a ~ 0
= 80 = 80 -
s i
= 60 #E 60 -
% %
~ 40 ~ 40
20 - 20 -
00O T T ] 0O T T |
o] 15 30 45 0 15 30 45
B (2) B (2)
AR @pH6. 8, 847 50/H A BRI @K, fE5y50[a]HE
120 - 120 -
100 - 100 -
= 80 - = 80 -
H H
£ 60 A £ 60 -
% %
40 4 =~ 40 |
20 - 20 -
0 O T T 1 0 O T T 1
0 15 30 45 0 15 30 45
R (5) B (5)
—@— : HBREA (A~ T SR Smg [HAA))
—O— : [ERERE] (A~ F AR EE 20mg [HII4))
1 s omsstenE s
n=12
AR UFUEREIES Sng THE ) OBRHEHICEITSRIEHE
® AT UFUIEEEIESE Smg TBRR] DBHEEIZHITSHREEFH
(GHERELFI B VZER K DT AEFEDLE)
FRBR S SRR (%)
s o Y4 B BN [
B T 3 PR ; . e
EE | i ® v F o | (Ao T |
BE 20mg THAYR]) 5E smg [HATR))
pH1. 2 15 4% 102 101 &
- H3. 0 15 4% 94 100 A
50 [F]#A P f'\ ﬁ/m\
pH6. 8 15 45 89 89 A
K 15 %y 92 89 ke
% 1 TNENORBREMICRIT 2 HELEHEIT, P13 25H (n=12)
(FHEBREFIDELDELE)
Rl S
— - — S8 GlE & DO HER (9 )"
102, 101, 101, 100, 101, 101
I\ ’ ) ) ) ) + NN
PH1. 2 15 101, 100, 102, 101, 101, 99| 10170-8 HA
99, 101, 100, 99, 99, 100
N , 101, 100, 99, 99, N N
— pH3. 0 15 101, 100, 99, 100, 98, 100| 10009 e
7
89, 92, 93, 89, 87, 91
/\ ’ ’ ’ ’ ’ + - A
pH6. 8 15 o1 92 82 89 85 s9| 89%3-4 WA
85, 91, 92, 87, 90, 87
N , 91, 92, 87, 90, N N
K 157 83, 92, 93, 88, o1, 91| °S0r31 e
% 1 FNENORBREAITRIT B EFEMEIL, P13 25 (n=12)
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A F UHEERYESE 10mg TR W
(G EmAN B2 5 8 0 BT RA O AW R SRR T A BT A > CFEk 24 45 2 A 29 A SRRHR AR
0229 £ 10 5 Rl 2)
ARG
RERTE  BARSERS  —EEBRE IEHERERIE (OSRE)
BRI B 0 900mL
] B . 37+0.5C
A B e - OpHL 2 (B RAHRBRE 1))
@pH3. 0 (JHE® 7= McIlvaine DFEER)
@pH6. 8 (H iR 2 #R)
@7k
[ iz % 484y 50 [Blis
100 [HHEDSIEIZ SN TR, Efi T & WP ORBRIKICB W TS, 50 [z iR T 30 43PN
(A HERLA K OVGRBR LA & 148 85% LA VA Lo 7= B Lz,

) E FL
(1) W =R
DpH1. 2 (543 50 [Al#5) | @pH3. 0 (/843 50 [EI#5) | @pH6. 8 (847 50 [HIfiz) | @K (f84y 50 [HHx)
FEHERLAN 23 15 43 ANIC Y 85% LA IR T 24556 « SREREAI DY 15 43 LAY 85% LA
T B0, T 15 3BT 5 RERIA| O VR H SR DMEHERIA O ST IAEHE £ 10% OFEFHICH 5.,
(2) il 2= DFEHIF
DpH1. 2 (543 50 [Al#5) | @pH3. 0 (/843 50 [EI#5) | @pH6. 8 (847 50 [HIfiz) | @K (f84y 50 [HHx)
B A& LG AT 33 1) 5 3R BR LA D 1E 4 DOVEHZRIZ O\ T, RBRELA O 7R H 28 £ 15% O #ipH %
A 5HON 12T 1ELLF T, £25%DFPHAZEZ D H OB,

RS

AR IA (R~ o F AR EE 10mg TBATR) ) &ARHERIAN (A < o F MR SE 20mg THATR) ) O H
FENE, ETORBREMFITINT [EENRZR DA BERRA O LY AR EERBR T A R A )
DFEFPEDHE S E L7 L, WA EWERNICRE TH L L AR ST,

_15_



ABRIEOpH1. 2, fE5750E]HER

BRI @pH3. 0, #4750[H]HA

120 - 120
100 - O O 100 - 1 O —0)
= 80 - = 80
iy i
# 60 - = 60
% %
~ 40 | ~ 40
20 20 -
00O T T d 00O T T i
0 15 30 45 0 15 30 45
BRI (5) BRI (4)
AR @pH6. 8, 847 50/H A BRI @K, 85750z
120 - 120 4
100 100 A
= 80 = 80 -
H e
= 60 - # 60 -
% %
=~ 40 4 ~ 40
20 - 20 -
00 ‘ T ‘ 00 ‘ ‘
0 15 30 45 0 15 30 45
BfE (5) B (4)
—@— : RBREK| (X~ o F U HERESE 10mg TG 1)
—O— : EHERAK] (X~ > F U HEERESE 20mg [HATE))
1 wowmsomsten e s
n=12
AT UIEEEESE 10mg TBASE ) DBEHEHIZHSITIREH
* A FUIEEEIREE 10mg TERE) DBAHEBICHTSRIFMN
GGRE&REFI B VIZEERE| D F B HED LLE)
ARBR S EERHE (%)
. . N PR B S i%‘z@@é%u L %ﬁ%ﬁ@é%ﬂ L M
i | Bmig | O vy | (ieo Tt [
FE 20mg [ARVR)) H€ 10mg TBAVR))
pH1. 2 15 4y 102 101 &
. H3. 0 15 %y 94 95 A
50 [Al#E - =L
pH6. 8 15 %3 89 88 a
7K 15 %y 92 91 ke
% o FNENORBRSMICB T HEEREIL, P15 25 (n=12)
(REBREFIDELDBLE)
R 1 I
s SR A & DEE (9 5 )
Eiﬁﬁ( Eﬁ%ﬁ{fﬁz H:i)( j{: ﬂﬁl {ﬁ'lljj4—‘ ( A)) (%) +S.D. #J/]i
100, 102, 101, 100, 103, 102
N , 102, 101, 100, 103, N N
pHL. 2 1577 101, 101, 102, 102, 101, 101 | 101F0-9 e
101, 91, 98, 90, 91, 99
I\ ’ ) ) ) ) + NN
50 [l PH3. 0 157 90, 97, 95 92, 97, 100| 41 HA
. e 8 A 93, 86, 81, 88, 81, 92| o .. SN
pHo. 7 92, 89, 91, 89, 84, 89 - e
91, 93, 86, 92, 92, 91
/\ ’ ’ ’ ’ ’ + - A
2 157 91, 93, 90, 91, 91, o] 2+TL8 HA
* o FNENORBRSMICB T HHEEREIL, P15 25 (n=12)
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<IRHZEEhC BT DFERE >
A~ o F YRR EE 20mg THHIR ¥
[543 R 3R 5 D A=W 2RO RV SRR T A R T A > CFAR 24 4 2 A 29 B AHESEEHA % 0229 25 10 &5 B
H)
RS
B TIE - BARSER S RS I HERBRIE O RVik)
FRERZ & 900mL
h B 2 37+0.5C
A Br R OpHL. 2 (HJHEHRBRE 1K)
@pH5. 0 (7= McIlvaine DFEEIK)
@pH6. 8 (H A RS 2 i)
@7
] #x %k 85y 50 [AlHE
57 50 RIERDOIEHFRER T 30 S LANICEEERIA], RERRAI L HIT ) 85%LL LIAH Lz, %%
EHGTA BT A ATHE, 53 100 [0 FERITEME LT,

g HUE
pH1. 2 (57 50 [AH5) | @pH3. 0 ({553 50 [IHK) | GpH6. 8 (557 50 [AlE) | @K (fiE53 50 [Mldx)

FRUERLAN 23 15 5y AN P4 85% LA IR~ 2456 « RBRELAIZY 16 53 LI V) 85% DL ka4
B0, XIF 15 5312361 2 BRI 0O SR H 2R DR HE RG] O S R £+ 16% ORI 5 5.

AR R
AR S AR HERA OIS 28N 1L, & TORBRSMITI W T [RIEE S O AW 2R R S ERBR T A
RTA ) OBPMEOHEEEZTT- L, WHZBEB ORISR S i,

_17_



BRI OpHL. 2, f35750/H]45
120 -
100 |
80 -

60 -

() EE B

40

20 A

R (5)

BRI pHS6. 8, f3:4750/H]4A
120 -
100 |
80

60 -

() EE B

40

20 A

e (43)

ABRIE@pHS. 0, 55750

() EE 3

120

100 -

80

60 -

40 -

20

e (43)

ABRIE@IK, 53501

() EE B

120

100 -

80 -

60 -

40 -

20

e (43)

@ RBA] (A~ T HIRRHLEE 20mg [U1E))
—O— : A (A~ Y —bE 20mg)
| s ompreaE
n=12
AR UF UERRIEEE 20mg TBRE) DBAEEHICHITS5FELH
R AT UFUIEEEIESE 20mg TBHR] DBHEEIZHIT55ELUE
(RERNFEVEERNFNOTEHBTHEDLLE)
FRER S SEEE R (%)
. L . o Wi “5“ Y 1] gﬁ%ﬁ%ﬁ” L e[ ik
mis | st | R BIERAL L Gors g | TE
g 5 20mg THATR))
DHL. 2 1555 99 102 Ty
[ om0 15 %5 93 93 TS
50 el pH6. 8 15 % 94 89 Ty
7K 15 4y 95 92 Sk
% 1 TN LN ORGSR T 2 ERLYEIL, P17 25K (n=12)
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<IRHZEEhC BT D[RS >
A~z F YRR OD §E Smg [HAYG) 19
[ &S B2 5% 0 E T RA O LW F R SRR T A T4 > CERL 24 45 2 A 29 B EREEAS
0229 % 10 5 BIAK 2) |
ARERSE
RERE - BARIER T —ERBRE IEHERBRE OYRvk)
BRI A 900mL
=) B 37+0.5C
A OBR WK OpHL. 2 (B REHRBRE 1R
@pH5. 0 (JHE® 7= McIlvaine DFEER)
@pH6. 8 (H Jma B 2 #R)
@7k
[ §i5 %% : 434y 50 Bl
100 FHEDO ST HOWTIE, FEHETNEWNTHORBRKIZIHB W TS, 50 FHZOEE HEER T 30 5L
(ZRE VBRI K ORI A & 1T 85% DL B L7 T2 DA WS LTz,

B H

(1) SR =

OpHL. 2 ({457 50 [Fl#5) | @pH5. 0 (557 50 [ElHi5) | GpH6. 8 (f5:4y 50 [AlH)
FEHERIK S 15 43 LANIZ ) 85% LA IR T 254 -
FRERELAI DY 15 Sy LAWY 85% LA BV 500, U 15 028 1) 2 sl BRI O SE-2) VA H R 3 4%
YERLA O A R+ 10% OFPHIZH 5,

@7k (4847 50 [Al#iz)
FEVERLF 23 30 43 ANIZ ) 85% LA BIEH L 722 W54
HE S AT BRIF IS B W TEEVERLA O SR RN 85% LA & 70 & & | FEVERA| O AP H
M 40% K O 85% FUT Dl 2 7 2 BEAIZ I T, FRERILAI D W0 HH SR D3 A HE TR oD Sy v 2
+10%DHEPHIZH D H, T 2 B OEIZ 50 LLETH B,

(2) il % DFEHFH

OpH1. 2 (#4350 [A]45) | @pH5. 0 (4457 50 [Bl45) . @pH6. 8 (47 50 [HlHR) | @K (4457 50 [F1H5)
Bk LG U2 331 2 B BR LA D fE & DOVEHZRIZ OV T, ZRBR LA 0 7R HH 28 £ 15% O #ifH %
25O 12 LELLTF T, £25%D&iPHEEZ D H DN,

ABREG (A ~ > F MR OD 8 Smg THATR) ) &ARHERUA (X = > F 4R OD B 20mg WA )
DIWRHEBNT, 2 TORBREKIMICIENT [E RSRS8O BERRA O LY AR EFERBR T A KT
A ) ORIFFEOHERAEZmMIZ L, MEFITEMFNICFRETH L & ksl
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ABRIE OpH1.

120
100 -
80

60 -

()4 EE

40 -

20 +

0

2

i)
=

Y50[H i

o O

15

30

FERA (53)

BRI SpH6. 8, 4y 50/HlHEA

120

100 -

80 -

60 -

(R ) EE B

40 -

20 +

45

Q

15

30

B (53)

45

BRI @pH5. 0, 57 50/H]HA

120 4

100 -

(R ) H EE 3

40 -

20 +

120

100 -

() H EE 3

40

20

80

60 -

80

60 -

é . . ‘
0 15 30 a5
e (9
ARBRIE@IK, 3575008145
o ; ; : ,
0 15 30 45 60

BFfE (5)

—@— : RBRHUK| (A~ F MR OD 62 Smg THATR )
—O— : BEYERLE] (X~ F o HEREYE 0D 88 20mg THAYE))
1 smtiso s renE S
n=12
AIUF UIGFEIE OD §E Smg TBRA ] DBREEHICHITIEF N
= AT UFUEEEE OD 5 Smg TBAA] DBHEHICHITHEEMN
(GRERBLE K UAZHERF| D F A H FED ELES)
BN ke PR (%)
ST T 2 3 PR BRG] o) =
s | st | OB A~y T ol | (o T i | T
0D $E 20mg TBATE ) 0D 5% 5mg [HIVG))
pH1. 2 15 4y 101 102 A
pH5. 0 15 4 86 89 ey
50 [E]8i5 pH6. 8 15 %y 98 101 WA
K 15 %y 80 83 Sk
45 4y 85 89 ke
%  FNENORBRGSMICB T 2 HEELEIL, P19 25 (n=12)
(FREBREFIDE<DBHE)
R . e H R
— e PR x DYSHITE (9 I
[]iﬂ;& %tﬁ%ﬁﬂ ix %; ﬂﬂ Q%EHJ$‘(/6) (96) +5.]. ‘#JKE
102, 102, 102, 103, 102, 101
/\ ’ ’ ’ ’ ’ + - A
PH1. 2 15 100, 103, 103, 100, 103, 101 102=1.1 HA
87, 90, 88, 90, 87, 89
AN ’ ’ ’ ’ ’ + SsE AL
— pH5. 0 15 91, 89, 88, 90, 90, 90| °o+L.3 e
98, 101, 100, 104, 101, 101
/\ ’ ’ ’ ’ ’ + - A
PH6. 8 157 99, 100, 101, 101, 100, 102 1011.5 HA
90, 89, 89, 88, 88, 89
AN ’ ’ ’ ’ ’ + SsE AL
2 4573 91, 86, 91, 89, 92, ogo| o916 e
* o FNENORBRSMICB T 2 HEELEIL, P19 250 (n=12)
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A= T TR OD B 10mg TG 17
(G R 2 58 0 B RA O AW FA R SRR T A K74 2 CFk 24 45 2 A 29 A 3RAHA
0229 % 10 5 BIAK 2) |
RS
RERGE - BARIER G —BEBRE WHEREBRE (N Fvik)
BRI 900mL
ok B 2 37+0.5C
A B W OpHl. 2 (B RBEHRBRE 110
@pH5. 0 (D 7= McIlvaine DFEHER)
@pH6. 8 (H JmiaHHEERE 2 #R)
@7k
[ #i5 %% : 434y 50 [BlfR
100 [FEROSEIC OV TIE, FEET_REWVWTRORBRIKIZB W TH, 50 [RIEEOAE HFRER T 30 23 LIN
VA HERLA) K OVGRER LA & 1T 85% DL B L7 72 DS Lz,

) H e

(1) W =R

OpHL. 2 ({457 50 [F1#5) | @pH5. 0 (557 50 [Elfi5) | GpH6. 8 (f54y 50 [AlH)

FEHERIA 23 15 43 LANIZ T4 85% LA IR T 254

ARERRUAN Y 16 S3 DANIZ Y 85% LA RIEH T 20>, XUE 15 /2 ki) 2 5B A O SE PR HH S 03
YERLE O S EIE R+ 10% OFPHIZH 5,
@7k (847 50 [Aldi5)

FEUERIF Y 30 43 LANIZ ) 85% LA EIAH L7224

HUE S 7 BRI 30 CTHREMERLR O SERVE DY 85% LA L &7 D b & | FEHERLAI O SR
A 40% M O 85% T D 24 72 2 WS H T, FRBRILA 00 57 H 3R AR HERLF) O 7 H %
+10%DFPHICH B0y, UL £2 BEOEIZ 50 L ETH D,

(2) {2 OFEH=R
OpH1. 2 (4843 50 [A§i5) . @pH5. 0 (fE4y 50 [H1#E) . @pH6. 8 (f#47y 50 [ElfR) | @7K (843 50 [AlHR)
B A& HEBEIRE S 35 1T 2 RRBR A Ol 2 DOV ERIZ OV T GREBRBUA O SV HI 2R £ 15% O #iH % 48
25O 12 LELLTF T, £25%D&iPHAEBEZ D H DN,

ARG SR

ABREG (A ~ > F R OD £ 10mg THATR) ) & ARYERUA (X = > F 4R OD 8 20mg [WIR) )
DIEHZEENT, 2 TORBREMHEITENT [EENRR L8 A BERRA O LY REERBR T A K7
A ) ORFEOHERLAEE G- L, WRFIAEMFAICFRSETH D &Rk s,
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AR OpH1. 2, 8457 50/H#x ARERIK@pH5. 0, f54750[E#
120 120 4
100 - 0 100 -
= 80 4 = 80
fis} H
60 - E 60
% %
~ 40 ~ 40
20 1 20 4
00O T T Y 00O T T h
(0] 15 30 45 0 15 30 45
FFRE (5 R (5
AR @pH6. 8, 847 50/H A BRI @K, fE5y50[a]HE
120 - 120
100 - —0 o) 100 -
& 80 - = 80 -
H H
= 60 - = 60
% %
~ 40 - ~ 40 A
20 A 20
0O T T | 00O T T T ]
0 15 30 45 0 15 30 45 60
FFRE () BEfE (4)
—@— : ARBRIEF| (X~ F U HEEYE OD $8 10mg THIIE))
—O— : BEAHERLK] (X~ F L HEREYE OD 88 20mg THAIE))
1 rwmsomsen e wms
n=12
AT UF UIEERIE 0D &8 10mg TBAR ] DBAHEFHICH(TSREFHN
R AT UFUIEEEE 0D § 10mg TBAE) DBHEHHIZH THREAZEH
(RERAR R VZERROFEHFTHEDLEER)
FRER S SRR (%)
o e RIERG PEBREGA )
i | wmie | N (Avy TPl | (Aot |
0D & 20mg [FATE ) 0D § 10mg [ATR])
pHI. 2 15 45 101 101 e
pH5. 0 15 4 86 87 ey
50 [E]8i5 pH6. 8 15 %y 98 98 Ry
K 15 %y 80 81 T B
45 4y 85 87 ke
* o FNENORBRSMICB T 2 HEEREIL, P21 250 (n=12)
(HEBREFIDELDELE)
KB I I
— ———— Pl A 2 DR (%) < A E
EldE | RBRIK ” f i (% %) +s.p. | T
101, 100, 102, 100, 100, 102
/\ ’ ’ ’ ’ ’ + - A
PH1. 2 15 101, 101, 101, 101, 102, 102 | 10170-8 HA
88, 89, 83, 89, 83, 88
I\ ’ s 5 s s 4+ N
— pH5. 0 15 87. 87, 89, 86, 85 sg| ol L8 e
7
99, 98, 98, 96, 99, 99
/\ ’ ’ ’ ’ ’ + - A
PH6. 8 157 97. 98, 97, 98, 95 o7| 20012 HA
85, 89, 86, 87, 86, 86
IN ’ s s s s 4+ N
2 4573 83, 87, 86, 88, 87, sg| ol 12 e
% o FNENORBRSMICB T HEELEIL, P21 250 (n=12)
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<IRHZEEhC BT DFERE >
A= F MR OD 8E 20mg BTG '®
(1458 R 3R 5 D A=W 2[RV R T A KT A > CFAL 24 45 2 A 29 B AHESREHA % 0229 25 10 &5 B
HD)
RER S
ARERTIE - BARSER S RS IR HERBRIE O RViE)
FRERIZ & 900mL
h B 37+0.5C
RO ik OpHL. 2 (B REHERBREE 11R)
@pH5. 0 (7= McIlvaine DFETER)
@pH6. 8 (H Jma B 2 #R)
@7k
[ #x %k 5y 50 [AlHE
57 50 RIERDOIEHFRER T 30 S LANICEEERIA], RERRAI L ©IT ) 85%LL LIAH Lz, %3
EHGTA BT A ATHE, 55 100 [0 FERITE M LT,

g HUE

@pH1. 2 (f5y 50 [lf5) | @pH5. 0 (f5:57 50 [Fl) | @pH6. 8 (fE4y 50 [lfix) | @K (f553 50 [FIHiz)
FRYERGR 23 15 73 LANIZ 24 85% UL B3 256 -
ARERALA A 16 43 LA T 85% LA EIS 327>, XU 156 7312 d61) 2 3 BRIUA| O R =R 8
AR HERLA DY HI R £ 15% OHIPHICH 5.

ARG & ARSI O BT, &2 TORBREIICIN T TR IR E S O LY FR R LU T A
RTA ) OBPMEOHEEEZTT- L, WHZBEB ORISR S i,
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ABRIEOpHL. 2, 557508

BRI @pH5. 0, 447 50[m]HA

120 - 120 -
100 - () 0 100 -
= 80 - = 80 -
H H
= 60 - = 60
% %
40 - 40 -
20 - 20
0O T T 1 0O T ]
0 15 30 45 0 15 30 45
R (43) R (5)
AR @pH6. 8, 847 50/H A BRI @K, 35750z
120 - 120 4
100 - —0 e} 100 +
= 80 - = 80 - A
i H
= 60 - E 60
% %
40 - 40 -
20 - 20
00 T T 1 00 ‘ . . .
0 15 30 45 0 15 30 a5 60
RS (43) B (5)
—@—  RBREK (X~ F R OD £2 20mg THRTE))
—O— BRG] (A~ U —0D §E 20mg)
1 vommsombienE ks
n=12
AT UF UEHEE OD 58 20mg TERA ] DALEFIZH T 550U
& A RUF ‘/iﬁﬁﬁiﬁ 0D £ 20mg TERA1 MDIBHEEICH T 55U
(HEREF R U ZERF DT B L EDLE)
RS SRR (%)
. . . BE e i T VE LA %%@%UA M|
ElEg | BB s (A~ V=006 | (A~TF tammon| T
20mg) 5E 20mg [H1IR])
pH1. 2 15 4y 100 101 1A
- pHb5. 0 15 43 90 86 SRy
50 S
i pH6. 8 15 %y 99 98 TRy
7K 15 4y 85 80 A
% 1 FNENORBRSEAITRIT B EFEMEIT, P23 25 (n=12)
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10. &% - A%

(N EBNDLERGES - &, NEIERGES - 2RICEHT 51FH
LR

(2) a%
(A~ o F UHERIESE dmg [BATR 1)
PTP &% 56 §E (14 $£X4)
N7@EE (R RVA) 100 82
(A~ T UHERYESE 10mg TRV )
PTP ‘&% 56 §& (14 $£X4)
N7@EE (KR RVA) 100 82
(A~ F U EE 20mg THATE])
PTP Gl%E 56 &8 (14 §EXx4)
NZAEE (R RVA) 100 $E
(A~ F e 0D 82 Smg THAVRL)
PTP alds (Wi N) 56 & (14 §E X 4)
ANZaEE (R RV, FEEFIN) 100 §E
(A~ T U HEERYE OD BE 10mg [BHYE 1)
PTP a4 (Rl N) 56 & (14 §E X 4)
ANZaEE R RV, FEEAIAN) 100 §E
(A~ F HEERYE OD B 20mg [HHYA 1)
PTP a4 (WZle&IN) 56 &8 (14 §E X 4)
ANZadE (R RV FEERFIA) 100 BE

Q) FHEBE
FARPA

Q) BEROME
A~ F YRR BE bmg + 10mg + 20mg [HAYE |
PTP 3%

PIPY—h: ARy, TII= A
vte—:RJxzFLr, TAI=TA
4SS
VA
ARhv: Rz F L
Fyrv/S ARV ZF L
NyFxr R el
P4 i
A= L F YRR OD $E Smg ¢ 10mg + 20mg [BHIA)
PTP %%
PTP o —h : RU oLy, TAI=T A
re—: RUZFLLy, TII=TL
P4 I
N Tk
ARz FL v
Xy RV ZFLv
NyF R FLv
oY R =T L
G R
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1. BlERESNLEMEE

%Y LR

12. Z0Dih

AL
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V. BEICEEI HIEHE

1. HEEXRIEIR
PEERUBET LY N T —ERAEIC 5 (T D REAVEAR DT IH

2. PEXIIHRICEET HFERE

5. %hEE - HRICEAET HFE

5.1 7oA <= —TERAYE L 2 SN T-BFICOEHRTLHZ L,

5.2 ARINRT VY oA ~—FIFHIEDIREEZ D L O OHEFTE4HIT 5 &) il i s b T
W,

5.3 TV oA ~ —RUZAE LIS O B AENEIR BB W TAA OB TR STV,

5.4 {OFREVEMRER & OERIZMICEETDH Z L,

3. BERUEE
() BERUVHE=DfER
WHE L, AT A~ F oS LT 1 H 1E bmg 22 HBIRE L. 1M 5mg o8& L, #E
HE&ELT1A1[F20mg Z2RRAO% 5T 5,

Q) AERVHEEDERTERE - 1B
M ER L

4. BERUVEBEICEEYT HFE

1. 8% - AEICEET 5%

7.11 A 118 bmg 205 OWHEEHK 513, ABHWEAORIEZMZ 2B THDLDT, HFEETHEETS
Z &,

1.2 BEOBERSE (ZLT7F=27 0T 5 AH : 30nL/nin KfiE) OHBEFIZIT. BFD
RAEZ B LA HEEICHESG L, MERFEITZ1IH 1A 1omg & +52 &, [9.2.1, 16.6.1 5]

1.3 ERUEHEE, FESOEEDO FTRETDHZ L,

5. BRERALIE

MEBERET—2 /v —2
M L

(2) B PR EEIRER
AR L

(3) B RIS RFHER
AR L

(4) IREE 3 5
1) EMRIERER
AR L

2) REMEHR
AR L

_2 7_



(5) B - WEIHER
LT L

(6) JamEE A
1) ERARERE (—REARERE. FEEARGERE. FRARBELERRE) . 8ERTERT
—AR—RRE. WERFTRERABROAE
FE L

2) RBEZFHELELTERFTEDARXIEERL-AE - ABOBME
ARV

(1) ZDith
BA=RSANA
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VI.

ENERE(ICEHT HEE

EHEPCEELHDILEMITIEE RV
RN, T2 IV BAWKEBE, VAT 7 I
HE  BEO® DLEMDOREE - IRFIL, OB TRIESRTHZ &,

EEEA

(1) YERERLL - 1ERARR
AU F AT NDA BTV X VRS R OB ERIENE TH D, F v /LD Mg KA EL & AR
HAEF L. IEH7eBREZ 0RFF LoD, BEOTEME(LZ M2 Y,

(2) BN ZEEZT T HEAERAAE
B-T I uA REh~ 7 ZAOFEmEERERE ’ih“é A T UHRRRYE OD BE TRAIR | O SR ierRakBi ¥
A~ F R OD B8 THHIR) OREEERE IZRIETHEIZDONWT, AB s DBEHKT DT A
DOFRAEREREE £ 5 L % VT H IR ﬁ@wﬁ%ﬁks&ﬁblﬁlﬁ&%ﬁ L VmE Lz, ZOR%R., B
FEAZEATENRIT A EARFAITHMN U, Smg/kg FF CTITW B AR & i U CHEZREMNNTRD b
(p=0. 003, Dunnett fjE) . PrRFFIERHIM EKFINTIER U, Smg/kg R TIIB o FAE & bl L T
HEIEENRO 57z (p=0. 040, Dunnett fRiE).

(%)

100 1
801 0=0.003 '°=”$'$D”2
80 1 p=0.008 i

70 1 *¥

60 1

H

HH

50 1
40 1

FHENT K F I

30 1
20 1
10 1
8]

25 5 25 5 (me’ke p.o.)
s . - StEany e
B EIESTER = ﬁ;}ﬁ}fam EEsE|
OD§E MBRi&)
5B es-s RHEFIRS

Mean=®SE, n=12
sk WEATATREE O (Student’ s t-RR7E) | #, $$ ; VABEXHIRRE & DS (Dunnett 2 E )

B T ORAB 55 ARBDMEERETETILOBRNIBTEHRICRIEFT A T F U IEFEIE0D
fE TRl OFE (YIR)
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(sec)

300 1~

250 I p=0. 040 p=0$.$04l
& 207 p=0. 001
ig 150 4 "
B T

1
100 4
50 A
0
2.5 5 2.5 5 (mg/kg p.o.)
i B B B
BF ' AR UF UIEEHE g

ODgE 18838
AB @53 BERNR S

Mean=*SE, n=12
sk WA TR S OLEE (Student’s t—FRE) | #H, §S ; VAREXIIRRE & O L#E (Dunnett B4 5 bER)

T VDRAB 505 ERBABEES ETIILOZHEBHABRICRITT AT F U IEFIEDSE 165
Bl OFEE (TIR)

(3) VEFRIRRFR - Fibsh
M E R L
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VI

EWEREICERT DIEH

A REDHR

(W AELEMNGIFRE
BRI L

Q) ERKRABR CHESIAOPRE

AW TR 2 R
A= o F YEERYEEE 20mg RG] 20

(%38 = 3R 0 D LW E R R T A R A4 2 (CER 24 47 2 A 29 BT SEEFA S 0229 55 10 =5
BIHE 1) )
A F YRR EE 20mg THAVE) & A~ U —FE20mg &, 7 0 A4 —"—JEIC k0 FhZFhn 18 (£
~ T UM & LT 20mg) AL TICHE R HRIRR O 5 L iR RS IRIRE A E L,
BN HEYERE T A —% (AUC, Cmax) (ZDWT 90%[EHE K AINEIZ CTHEGHENT 21T o ToRE .
WY log (0.80) ~log (1.25) OHEPANTH O | WAIO ALY FHI RIS R Sz,

(ng/mL)
40 r
—e— A VF UEERES20mg (WG]
™ O A —§E20mg
b 30
li_l (Mean+S.D.. n=19)
N
<
F -
,;_ _:':'_-ﬁ':_-_- -
e 10
BE
0 &——— ' '
036912 24 48
Ik [

20mg I EROMBHR AT L F UIREHRS

& 20mg EREFROEYHENZA—4

HENT A—H BEINT A —H
bR
v AUC Cmax Tmax T
I t 1/2
(ng * hr/mL) (ng/mL) (hr) (hr)
A~ F IR FRESE 20m
A & 19 1801.9+£212.3 31.85*5.28 2.5*x1.1 63.04=%9.09
TBYE
A= 1) —§E 20mg 19 1856.4*x179.0 31.71%3.90 2.7+1.0 61.76+t13.58
Mean=S. D.

A F U RRYESE Smg THAYR) 1)
[ BN B 70 2 18 O [ 3K O LW RV SRR T A R T A v CERR 24 4E 2 A 29 B} BAHEE
%% 0229 %5 10 5 B 2) |
ARBRRA] (X~ T U HEFRESE Smg [BVG)) LARMERGR (X ~ > F IR IESE 20mg THATR) ) O
HZENE, 2 TORBREHFICB O CTRSMEOHELEL - L, IWHERFRETH-o72Z &b,
KNI AEMFCRETH D LA sng, (V. 9. iEHME) OTESH)
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A= T YEERYEEE 10mg THAYG) W

G & F 72 5 88 O E A O LW 2R S HERBR T A R4 > CERR 2442 A 29 B SRR5RA
% 0229 45 10 & BIFK 2) |
ABRRA (A~ T CHERBEEE 10mg THG)) LAEVERA] (A ~ o F U IEWRIESE 20mg THHTR) ) D%
HZEENT, 2 TORBEIICB W CREEOHEEELTT- L, IWHERFRE Th o722 Lk,
AT A TFCRETH D &2l Snie, (TIV.9. e OHESR)

AL F YRR OD £ 20mg [HHIG ) 2

(RIS O FMIREMERBR T A KT A > Bk 24 4 2 A 29 BATEEAEREAT 0229 5 10 &
B 1) |
A F MR OD §E 20mg [HIG) & A~V —0D&E 20mg 2. 7 02 A4 — "—JEI2 LV FhFh
18E (A= T AR E LT 20mg) MR A S I IR D& 5 L Ciln it R AL IRRE %
HEL., BoN-syEiEe X5 A —% (AUC, Cmax) (Z-DUNT 90%1E HE X RVEIZ CHEEHEMT 217 -
TAER, Wt log (0.80) ~log (1.25) D&EIFANTH Y., MHOEYFZHIREMEI R I N
725
B, AT U AEEEE OD 52 20mg THAVE ] B ONA < U —0D £ 20mg 1. Wb KH 0 HUUK
LTS5 LT,

(ng/mL)
40 r —e— A< vF VHEMEODSE20mg Wi ]
Il =—0--- A1) —0DEE20mg
B30 -
Hh : (Mean +S.D.. n=20)
A
~ S
Y20 ~J_
A , T
4 .' 5-3\_‘“&*
i 10 T
JE
%
0 [ S — 1 1 1 1 |
0360912 24 48 72 168
g ] (hr)
20mg0D SR EREDMBR AT U F UEE#TE kb YIRRA)
(ng/mL)
50
—e— A% ¥ F YHIMHIODHE20mg [Wi ]
i oF -0 A1) —0D$E20mg
[
?%% (Mean+SD.. n=24)
h
A
-
~
T
Vi
o T
B 10 [ T
O ﬁ 1 1 1 1 1 1 1 g\{;

0360912 24 18 72 163
5 ] (hr)
20mg0D SR 5B D MiER A 7 > F VREHR K LIRA)
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& 20mg0D FEIR SR DEMENRE/NF A —4

ST A BERT Ak
R AUC C T T

iz t max max
L3 I (ng/nL) (hr) (hr)

K| AT MR 0D
BE 20mg THHIA

A~ U —0D # 20mg| 20 1788.2%169. 9 30.95+4. 34 2.4%0.7 58. 68 8. 68

20 1809. 2+216. 1 30.63+4. 53 2.7£1.0 60. 28 +8. 68

K| AT MR D
2| 20mg [BAYE)

A~ U —0D # 20mg| 24 1992.3+279. 1 34.71£5.03 | 2.92£1.18 | 58.82*+12.21

24 2014.7%279. 8 34.97+5.52 | 3.08%1.35 | 59.36=*11.14

Mean=S. D.

I3 P EE NS AUC, Cmax D /8T A — 20, #ERE OBIR, RO LRI - K% O BR %
TRCE > TR D AREMER D 5,

)‘V/ﬁ"/i’“ﬁ&i’f- 0D & 5mg TEHYR)
#Eﬁé%ul%%ﬁ@é%%ME%@ﬁ%ﬁ4P?%yﬂ%mﬂﬁzﬂz9HH%@%E

%mw%uH%%ﬁmJ

RERELA] (A~ T HERRME OD & dSmg THVGR)) & AEHERIK| (X ~ o F  HERAKE OD & 20mg AR )
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Q) HEREEEH O
A~ o F IR EE 20mg THATR
kel (hr'") : 0.011240.0015 (n=19, Mean=S.D.)
A~ F U YEERYE OD 82 20mg [HHIR)
kel (hr") : 0.0117%0.0017 (K& Y RH) (n=20, Mean=S.D.)
0.0121%+0.0024 (K72 LARM) (n=24, Mean=®S.D.)
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UTFTOHRENRSHD Y,
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DR L
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() R#IZEEST 2EEE (CIP %) OHTFHE. BE5%
MR L

Q) MEEBHROHERUZOHE
AR L

) REMOEEOHERUEL, FELE
AR L

HE
AANT B YA DA T 5,
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RIFEFRITENSEL 0D D,
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LR Roess BENARH S, T XU ZARREESUER S, R
R B A R S D TREMEDS
H5,

tResaonF 7R (v FaszaaF 7Y FOmPiEE #BFIIRHETH S,
[16.7 &1R] KFEH5,
B IRMAE s (B T A N\ ARFN O MR EN EH3 2 B8F B |ARKENL 5N IRME W (4

W) 12 &0 B SR 5, UL 12K 0 BRIl S B T,
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11.1.5 EERAEE (FHEAY])

hATE, MR, CK R, MR ORFIA ey ERERH LN Z LB D, £,
RBCH RRAE 1 L 2 BB R E O RIEICIEE T 5 2 &,
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11.

AL F MR 400mg RFIEF BT, AR, S8, . IR, Sk, SEmEASERDL
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14.1 EXZFEFOZE

(BRI L&)

1411mP¢ EDHANL PTP > — MMV L TIRHT L5 FET 52 &, PTP > — FOfR
fRiz FEBLA A BRI~ U, IS 2L 2 B 2 L CHERIAR S O EE 2 & 0HE
%ﬁ%?é_kﬁ%éo
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XI. 3X#R

1. 5IFAXER

1) 7y PR~y b~ 3EE 512 it BE)IESE @ 2013

2) Use of stems in the selection of International Nonproprietary Names (INN) for
pharmaceutical substances (Stem book 2024)

3) AT UMERRESE Smg TR OZEMEICET &R (e ((ENEERD  [D002123]

4) A= F R EE Smg -+ 10mg « 20mg [HAR ] OGO EMEICE T 5 &k [D002239]

5) A~ F WS 10mg [BG) OREMICET 286 OmdEER) (hREED  [D002122]

6) A~ F UHEREEEEE 10mg - 20mg THAIR | O EIMERM 72 & NS o BI% DL ENEICBE T 28k (+:
WEEH [D002243]

7 AT UHERESE 20mg BTG OREMICET 28R OERER) (FNEED  [D002124]

8) A~ F MR OD §E Smg [HATR) OZEMEICEAT 28R ONdEER) ((ENEED  [D002135]

9) A~ F R OD £ Smg + 10mg - 20mg [HIVR) OMEEEDO R EMIZET 5 &R [D002241]

10) A~ F R 0D §E 10mg THAIR) OLEMIZET o2&k (indEatr) ((ENEED  [D002113]

11) A~ F HERH 0D $2 10mg + 20mg TAATR ] O BIMERHE 72 & NS B D22 EMEIZ B 2 Bk
(PR [D002244]

12) A~ F HEFRE OD BE 20mg [HVR) OZZEMICET 288 OIndaER) ((tEED [D002114]

13) A~ F IR SE Smg THVG) OVEHIVE (CEW PR SME) (2B 2 &R (f\EEED [D002128]

14) A~ F HEFREEE 10mg [BVE ) O¥s HPE (AW FRIIR %) (TR 2 B ((ENE KL [D002129]

15) A~ F R EE 20mg VR ) OB PR (AW FRIIF %) (TR 2 B R ((ENEEE) [D002130]

16) A~ F HEFERHE OD BE Smg ! BITE ) A M CEM AR SE0E) (2 BE 3 5 ok (fhN &R [D002118]

17) A~ F UHEREH 0D §E 10mg THING) OEMME (EMFRIRSEN) (BT 28R ((ENEED
[D002119]

18) A~ FUHERHE 0D §E 20mg TAATR) OFMME (EW5FRRISENE) (BT 2%k (ENEEL
[D002120]

19) RILEAR fil - 28 &FHE 5 57(2) 1 74-79, 2020

20) A~ F UHEREMESE 20mg [BAVR) OAW RO EMERBRICE T 5 ER (ENEED  [D002121])

21) A~ F AR 0D 88 20mg (BTG ) YRR SRR IZ B+ 2 &k ((EPERE)  [D002134]

22) Busch A. E., et al.: Mol. Pharmacol. 1998; 54(2): 342-352 (PMID: 9687576)

23) Freudenthaler S, et al. : Br J Clin Pharmacol. 1998 ; 46 (6) : 541-546

24) A~VU—$E: 201141 A 21 H7KFR, CTD2.7.2

25) A~y F UMM OD BE - 8 [B0R) OmEMET » b E AW HER O EEERBRICET &

B &R [D002131]

2. ZDDSEH

_43_



XO. &5

1. EENETOHRTIKR
WA TORFBIRBUILL FD LBV TH D (2025 4F 8 AHFA)

=4 W5t
K NAMENDA i

x) LERRMBIEDVTR., F1EVABROBZVEERNFTRTLTWS,

2. BHIEITHEEKRZIEER
(1) MBI BE3 20 (FDA, A —A b7 U 7 53%)
KINCB T 2EEOEFREHTHEEICETLEE 9.5 1G] 9.6 =AM OHEOTLHEHIZLLT
DiEY THY, KEORMNLEROA—A T Y T TR D,

9. REDNEREHIHBEICHTHIR

9.5 14w

I SUTIENRE L CW B ATEEME D & B ZeMEICiE, 16 EO B RRMERGREZ BRI 2 &l S b 546
WCDOBEGTH L, BER (7HX) THRIE~OBITHRRD LN TWS, -, BimER (5
v ) CTHRIEEOHAROKREEMIE 28O 5T\ %, [16.3.3 &H]

9.6 RELIF

1R EOG MR OB OAEMEEBIE L AL OME I 2G5 2 & 83k (Z
v b)) T, LHF~OBITHRED LTS, [16.3.3 &[]

H L LA
KIEOWFFCE | 8.1 Pregnancy
(2018 4- 11 H) | Risk Summary

There are no adequate data on the developmental risk associated with the use
of NAMENDA in pregnant women.

Adverse developmental effects (decreased body weight, and skeletal
ossification) were observed in the offspring of rats administered memantine
during pregnancy at doses associated with minimal maternASToxicity. These
doses are higher than those used in humans at the maximum recommended daily
dose of NAMENDA.

In the U.S. general population, the estimated background risk of major birth
defects and miscarriage in clinically recognized pregnancies is 2-4% and
15-20%, respectively. The background risk of major birth defects and
miscarriage for the indicated population is unknown.

Data

Animal Data

Oral administration of memantine (0, 2, 6, or 18 mg/kg/day) to rats during
the period of organogenesis resulted in decreased skeletal ossification in
fetuses at the highest dose tested. The higher no—effect dose for adverse
developmental effects (6 mg/kg) is 3 times the maximum recommended human
daily dose (MRHD) of NAMENDA (20 mg) on a body surface area (mg/m®) basis.
Oral administration of memantine to rabbits (0, 3, 10, or 30 mg/kg/day) during
the period of organogenesis resulted in no adverse developmental effects

The highest dose tested is approximately 30 times the MRHD of NAMENDA on a
mg/m’ basis.

In rats, memantine (0, 2, 6, or 18 mg/kg/day) was administered orally prior
to and throughout mating and, in females, through the period of organogenesis
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or continuing throughout lactation to weaning. Decreased skeletal
ossification in fetuses and decreased body weight in pups were observed at
the highest dose tested. The higher no—effect dose for adverse developmental
effects (6 mg/kg/day) is 3 times the MRHD of NAMENDA on a mg/m? basis
Oral administration of memantine (0, 2, 6, or 18 mg/kg/day) to rats from late
gestation throughout lactation to weaning, resulted in decreased pup weights
at the highest dose tested. The higher no—effect dose (6 mg/kg/day) is
approximately 3 times the MRHD of NAMENDA on a mg/m? basis.

8.2 Lactation

Risk Summary

There are no data on the presence of memantine in human milk, the effects
on the breastfed infant, or the effects of NAMENDA on milk production.
The developmental and health benefits of breastfeeding should be considered
along with the mother’ s clinical need for NAMENDA and any potential adverse
effects on the breastfed infant from NAMENDA or from the underlying maternal

condition.

https://www. accessdata. fda. gov/scripts/cder/daf/index. cfm?event=overview. process&ApplNo=021487
(202548 H26 H 727 t&R)

A=A T U T DI 3 ¥

SR

The Australian categories for prescribing medicines in pregnancy B2

http://www. tga. gov. au/prouducts/medicines/find-information—-about-medicine/prescribing-medicines—pre
gnancy—database (202648 H 26 H 7T 7 k& X)

2% OB
F—AKFZ YT D5HFE (The Australian categories for prescribing medicines in pregnancy)
B2 : Drugs which have been taken by only a limited number of pregnant women and women of

childbearing age, without an increase in the frequency of malformation or other direct
or indirect harmful effects on the human fetus having been observed
Thesedrugs may also have adverse pharmacological effects. Accompanying textsshould
Studies in animals are inadequate or may be lacking, but available data show no evidence
of an increased occurrence of fetal damage

(2) /NYREIZRET % E0HE
AN BT DB EDEREZHTL2EREICETEE 9.7 /NRE ] OHOZTHIZLLTOLEBY TH
0. KEORMSCE L Z7 2D,

9. HENERERILBHICHT IR

9.7 IMNRZE
Nt & LT RARBR T 50 L TuhZeuy,
H gt FLENA

KE DS CE | 8.4 Pediatric Use

(20184 11 A) | Safety and effectiveness in pediatric patients have not been established
Memantine failed to demonstrate efficacy in two 12-week controlled clinical
studies of 578 pediatric patients aged 6-12 years with autism spectrum
disorders (ASD), including autism, Asperger’ s disorder and Pervasive
Development Disorder — Not Otherwise Specified (PDD-NOS). Memantine has not

been studied in pediatric patients under 6 years of age or over 12 years of

age. Memantine treatment was initiated at 3 mg/day and the dose was escalated




to the target dose (weight-based) by week 6. Oral doses of memantine 3, 6,
9, or 15 mg extended-release capsules were administered once daily to
patients with weights < 20 kg, 20-39 kg, 40-59 kg and > 60 kg, respectively.
In a randomized, 12-week double-blind, placebo—controlled parallel study
(Study A) in patients with autism, there was no statistically significant
difference in the Social Responsiveness Scale (SRS) total raw score between
patients randomized to memantine (n=54) and those randomized to placebo
(n=53). In a 12-week responder—enriched randomized withdrawal study (Study
B) in 471 patients with ASD,

difference in the loss of therapeutic response rates between patients

there was no statistically significant

randomized to remain on full-dose memantine (n=153) and those randomized to
switch to placebo (n=158).

The overall risk profile of memantine in pediatric patients was generally
consistent with the known risk profile in adults /see Adverse Reactions
6.1)].

Tn Study A, the adverse reactions in the memantine group (n=56) that were
reported in at least 5% of patients and at least twice the frequency of the
placebo group (N=58) are listed in Table 2:

Table 2: Study A Commonly Reported Adverse Reactions with a Frequency > 5% and Twice
That of Placebo

Adverse Reaction Me mantine Flacebo

N=50 N=58
Cough B.9% 3.4%
Influenza T.1% 34%
Rhinorrhea 5.4% 0%
Agitation 5.4% 1.7%

Discontinuations due to adverse reactions”

Apggression 3.6% 1.7%
Irritability 1. 8% 34%
: Reported adverse reactions kadng o dscontimstion n mone than one patient in
edther Ineatmenl grouap.

The adverse reactions that were reported in at least 5% of patients in the
12-48 week open—label study to identify responders to enroll in Study B are
listed in Table 3:

Table 3: 12-48 Week Open Label Lead—In study to Study B Commonly Reported Adverse
Reactions with a Frequency > 5%

Adverse Reaction Menmanting
N=003

Headache B.0%

Nasopharyngitis 6.3%

Pyrexia 5.8%

Irritability 5.4%
Discontinuations due to adverse reactions®

Irritability 1.2%

Aggression 1.0%

% Al least 1% neadence of adverse reacions keading o premaiune discontzuation.

In the randomized withdrawal study (Study B), the adverse reaction in
patients randomized to placebo (n=160) and reported in at least 5% of patients
and at twice the frequency of the full-dose memantine treatment group (n=157)

was irritability (5.0% vs 2.5%).
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Juvenile Animal Study

In a study in which memantine (0, 15, 30 or 45 mg/kg/day) was orally
administered to rats during the juvenile period of development (postnatal
days [PND] 14 through 70), delays in sexual maturation were noted in males
and females at all but the lowest dose tested, and body weight was reduced
at the high dose. In rats orally administered memantine as a single dose (PND
14) or three daily doses (PND 14-16), neuronal lesions were observed in
several areas of the brain at all but the lowest dose tested. Adverse
neurobehavioral effects (decreased auditory startle habituation) were
observed at the high dose. The noeffect dose for developmental toxicity was
the lowest dose tested (15 mg/kg/day)

In a second juvenile animal study, memantine (0, 1, 3, 8, 15, 30, and 45
mg/kg/day) was orally administered to male and female rats beginning on PND
7 and continuing for various periods during postnatal development. Because
of early memantine-related mortality, the 30 and 45 mg/kg/day groups were
terminated without further evaluation. Apoptosis or neuronal degeneration
in the brain was observed on PNDs 8-17 at a dose of 15 mg/kg/day. The no—effect
dose for apoptosis and neuronal degeneration was 8 mg/kg/day. In animals in
which memantine (0, 1, 3, 8, or 15 mg/kg/day) was orally administered on PNDs
7-70, adverse neurobehavioral effects (increased locomotor motor activity,
increased auditory startle response and decreased habituation, and deficit
in learning and memory) were observed at all but the lowest dose tested.
Effects on auditory startle persisted after drug discontinuation. The
no—effect dose for developmental toxicity was the lowest dose tested (1
mg/kg/day).

https://www. accessdata. fda. gov/scripts/cder/daf/index. cfm?event=overview. process&ApplNo=021487
(202548 H 26 HT7 7 & X)
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