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UINIAFD'I57—713.5mgrb—9]
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RIVASTIGMNE TAPE 4.5mg “TOWA”/ TAPE 9mg “TOWA”/

TAPE 135mg “TOWA”/ TAPE 18mg “TOWA”
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2.1 BEID RS NI IV N A — N RFBERITK U @ HEUE O BE R
DHDHHEE

3. HRk - MK

3.1 #HRk

B4 UNAFTIF—T UNAFTIVFT—F
7t 4.5mg [h—="77] 9mg [h—"7]
X 1 (1.6cmX1. 6cm) H |18 (2. 25cmX2. 25cm) H
7 ya

TS 2 F 72y 4.5mg[UNAFH I e 9. Omg

ABERNO D > Z7 )Y LTI, AFL > - AT
AINA! L2 ZAF Loy 7HEGEK RUTTF RUA
VIFL . RN

R4 UNAFTIT—F UNAFTI =
7t 13.5mg h—"7] 18mg h—"7

¥ (2. 76cmX 2. 76cm) H |18 (3. 2cmX3. 2cm) H

7 4
HENSr UNNZFHT I veeees 13. 5mg| v INATF/T I veenes 18. Omg

ABENO D> 7)Y LTI, AFL > - AT
WA (Lo FLI IOy s REAK KU TFo. RUA
VIFL . RN

3.2 BAIOMIK
o, UNZRFII>TF—TF | UNRFIILF—T
- 4.5mg [h—17 ) dmg [h—"7]
PEIR LB IHO G OME T — JHIT, EERmI 51—
TEDLN TV,
[ F—— XFFAK
[ 8k G - iz
=251 —
e o
Jox X - 2. 5em 5cm
- 13.5mg [h—"7] 18mg [h—17)

PR EELBPOHHOMET— THIT, BEEZS AT —
TEbLN TN,
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4. SHEEXIIZNR
BERVCFEEDT VYN, T —RRHME LS ) 5 RMEERD
HEITHIH

5 WHEEXIIHRICEET S EE

5.1 ZIVUNA X —BERANE LW SN BFICOAEHTE I &,

5.2 REIMWT IV INA < —BIGBAVE DIFREZ D b D DHETT Z M9
5 EVI RIS STV,

5.3 VIV YNA < —RIEBAE LIS OB AUEE R BICB W TARIOF
M RER I N TV,

5.4 OFBHNEMRER & DERBIICEET S Z &,

5.5 RAIOMHERANEYT TH 20, LUTIORTAFORMEZ T4 I
fRLU 7= ETHEEBEICHET S Z &,

5.5.1 ENEGERRBICHB T, ARE DB & 0 s 125 H AL
D EFEERDFRD 5N TN D,

5.5.2 i@u. AFNIHRFRICRET 2 FTLR2EBMU EE2ET 5, (M
AHIEZ#1H1E4. 5mgs U, JHHIE U T4iEMEI24. Smgd DEET
55E)

6. RERUAE
W, RACUNZAFZI &L TLIALEAL 5Smeh 5BE L.
JRHIE U T4EfEIC4 Smg S DBEL, #fFREE L TIHLE18mg %
it 9%, 72, BEOREBIRUC T, 1H1EImgZ B E &
L. FHIE LU T4EBICI8mgIc BT 52 £ TE S,
AFNIEE, BB, BIERO WS O IEH TR KRG I I
L. 24RREICEE DR B,

7. BERUBEICEET 5 EE

7.1 UNZXF VI ELTIHLIEImMgL O &5 2B L. HAEL
T4BZICIHLE18mg E THET 2% 5 HEICDVWTIE. FAIEA

iz, HbEREE CGEL. W) ORBEEZEEL. AFD
BEMENRI EFEZ 5N YEITYZEETORE D& % H
Wdsz s,

7.2 RFNEEBICHEGT S I ENHERINDIEHITONTIE, UN
AFTIELUTIHLEL Smgk DREZBIEL., FHAIE L T4HA
124, 5mg S D1 1E18mgE THET 2 H{ 5 HE2RINT 5 2 &,

[9.1.1-9.1.8, 9.3.1&H]

7.3 1H18mgRiII B AR T/ <, W T—HakEEz2H
MELZHETHHDT, HEETHDSI8mgE THET S &,
7.4 AENT, MEFFRICREET S TIE, IHEE L T18mgziB Ak
WEIFCTHRERIC K D B E I PIRETH %, WHIkERREE GEO.
g4 NASNEHEE. HET2h IS OERIHEET S
FTKRFET 5, KEHBAHEREEOLEIE. KEMEFRIUHAEX
EARERMICARTHTZHERETRGEHEMT S, Tnlsoga
EAKOBAE 4 5mgXiidmg) #HWTHRGZHMET 5, %
H5HE%IE. HERFOHEZ2RM ERG L, AEEPERETH
BT EEMA L LT, EEOMEE TIZ2AEM L L ORI T

29 5,

7.5 FHIE LT, 1HIENZ D E1IKOARATT 2 Z &, [14.2. 62
He]

7.6 o) > X7 I —FHBEEHZETARAMDE (RRXXD)
) EPERLIRNT &,

7.7 EEEHEE N INEESOEROH L THRETH I &,



8. EELEAMEE
8.1 AFIEETHENED SN NERITIE., BREKE LAV
&,

8.2 TIVYINA X —RIZRMEL, HENEOERSE DM ERIER N 2
KFIEDHEEND D, /o, AFNIFITE G FGR THEE
BICOEWKOHIRZFRTE I E08H D, 20D, HEED
LD E S BROBEICREI T RNWEOEET LI 2 &,

8.3 AEIDREFIC L D KFIERDID 5 ONDZ ENH D7D, Mift
BT ERIAEET 52 L, EEERSH S5 bNZHEITE. A7
O4 REKEXIPE Ry I DAARIEZERT 20, AFORE
XIF—FFREE, HD2VIIHERAZPIET 2R EMUBRLEETS Z
. [14.2. 58]

8.4 AHlzF—EFTICHEH A - BREZBVIRL GG, KEMAE
[BOHEENAL, MPRENEINT2BZNNH L7720, Miff
B 2EREET S Z &, [14. 2. 58 H]

8.5 AKIDEED X DRE. Bift L T B 8HIZRERTICH - /a i
F a2 Uz B R G &0, EESRREIERNFEE L 6
MMEINTND, B0 A OBRITEITHERT L T 2 8% % fkk
L7222 TR T 2L BERVONEEZICEET L&,
[13. 1]

8.6 IEMHHZWNIETHIDFHHICEXOBKNBDEOND I END 5,
iKick D, BEERRFEZELZBZNNHZOT, EHHD DN
ERRNASNZHEITE. BRE T ITWEY L& TS
Z &, [11. 1. 75H8]

8.7 TIVYNA X —RIFBANERE TIX. RERIOIEDOGND &
Nbsb, £, AFlzE0a3Y I ATF I —PHEFOHKEGICX
D, KEROBBEINTVDLDOT, BEPIIEEOL(LICER
T35 &,

9. BENDBERZETHEEICHT I EE

9.1 BfHHE - BEBEEDHIEE

9.1.1 AALEMREX(ICERE C(REZ7O0vo. BE70vY)
ZDNREBEDH HEE
%iﬁ*if%gﬁlﬁgﬂ/ﬁﬂﬂ WCEOBRIRNIAEIRDEZZ2BENNDH 5,
7. 2218

9.1.2 LERIEE, ARE. LEBHESOLOKE. EREEE (BHV
gégﬁ%)%@ﬁé%%\MEEXH%@&EE'%K@@%
Wk, E=EJ7Ov 7, QTEE, Torsade de pointesZ%SHE Z %55
FNMD D7D, BERAFEIRICBITLEWLSEHEREZ +0I1IXT
HT &, (7.2, 11.1. 18]

9.1.3 BEBXIITZIEBEBDHZEE. HDWIhS5OHEE
BoHzEE
HEEWESEIML., BiEE I+ BIBEE 2 AR UTELS
2B ETNNH 5. [7.28H]

9.1.4 RESFEDHZBERXRIIChEREILPTVES
ﬁ?’g]ﬁ'ﬁ%ﬂ%ﬁéﬁﬁ#ﬁ%%ﬁ?ﬁﬂm%{bé’d‘éﬁ%hﬁi‘%éo (7.2

9.1.5 TADLAZDEZHERENIIINSOBREROH DEE
‘;’%j@ﬁﬁﬁ%ﬁ?éﬂ@@%(ﬁ%%%éﬂéﬁ%hﬁ?% 5,

9. %;g%ﬁ"ﬁ%ﬂ(iﬁﬁgﬁﬂﬁiﬁ?ﬁ\ HE2WEINSDEEEDDH
LU ST A O UNHE K OV SRR 20 W6 D TLHE 1T & D E IR 2 AL
I/EBTNNH D, [7. 28]

9.1.7 $#EANKBEE (N—F2 VYR,
hHBEE
BMEKROTY > RMREEUET D EICXD, ERZELIES
BETNNH B, [7.28H]

9.1.8 EFEDEE
WbgsREE RO, BHS) 2RHELOTR2BTNNH 5,
[7. 25 H4]

9.3 FHisErEESRE

9.3.1 EEDHIREERE
BELEDPDZERTVWEHINIBAICOAKRETHZ &, Mt
BENERITIBZTNND D, £z, EEOIHEREREERE 25
& UIRRBIIEHBL TWian, [7.2. 16.6. 12H]
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itz B 5 EHESNDEEICOAEETH T &, BER
(Zy b, HF) ZBWT, UNZXFTIEZ0REHO
RIENDBITHED SN TN DS,

9.6 RFIF
BEEOARMERORARBEOEEEZZE L. B O T
HikEBRFT 22, BMER (S ) KBWT, AtdhAo
BIFOHEINTVWS,

[7.2%

N—=F U VEGERE) O

9.7 NR%E
INREE R S & U B R BRI ENE L TR,
10. #HE%EHA

AFNZ, R T I —BIEDIAGBREN, TOERRELE
&% F 5, RAFOF ~ 7 O0—LP450 (CYP) ICX 2T HTH
Th5.

10.2 HAEE BRICEETHZ &)

RN % EEARIELR - FEE A P - fEpRIA T
O AEBER Y REER N | AR &Rk >
FEFIay > mEN. aU KRB | EBHERZELT
HNTOa= L ER (B, EH, | W3,
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AR EHF Y AMEH
EHT HHAOMEH
PHHEICHERT %

Y723y >R
Glik5zail
AFHANZT LS
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1. BIER
KROBMERNDSELND I ENHDHDT, B\RE2THITTV, B
HNRO NGRS E2TIET 2R EHYBNEZITS Z
&

1.1 EXAZENER

111 RO (0.3%) . LERIEE (0.3%). &Ik 0.8%). BRT
Oy & (0.2%). ARSERE FEEAH). QTEE (0. 6%)
[9. 1. 28]

11.1. 2 BMIMEFRE (0.3%). EEFME 0.2%)
— VR R I S, R I e OV S 2 NI A TR A R
ENHD5HNDZEND 5,

1.1.3 BEBHEEESIEEDIER. BEE (WINBHHEEARH).
+ZiERERS. Bl (W0, 1%)

11.1.4 B (BEEAREH)

11.1.5 %kt (0.1%)

11.);.)6 8 0.2%. Hig 0.1%. HAR. #il WOWIThHEER
[E)

11.1.7 Btk (0. 4%)
M3 5 W TR ORFIC K DK D 5HN D ENH DD T,
ZOEI RGBT, WROFENE & CAF OB E T # 5 %% 1k
T HREBMUIBWEZEZITD T &, [8. 62H]
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13. BEKRS

13.1 fEIR
AECBWTAFIOEERS (1E108mg. 2HRM) D2EE%ZICHE
CLEEOMEND D, £z, FEICBT 2R O85 K TENI
BT HREHZGICKDBERSH TIX, W, B, R, I8
. O FEWL, IREL B, M. IR, SHELIRRE. LR, ZITE.
Wik, |IME, FJARKKUOHESENZRZD SN TS, [8.55
]

13.2 L&
BEZGRIE. HONTAFZ T XTREL., © O%24RFRIX
TN L OB 2T, BEOEL, MR F o
EEEBTBHZE, £iz. REOBERSGKRICIE. 7 MOE i
K ERBERE L THEATE S, RAIICT NOE CREEEK
e L Tl~2mgZ RN 5 L. BRSO U TG 28
T3, REAIELTAIRT I OMHIIRET S Z &,

14. BRALDEE

14.1 ERIRMAFEOEE

14.1.1 AT 3 ETIH/MINTHRET S Z &,

14.1.2 /NEDOFERCHDEMNZV., ERICRSBWATNICRET S 2
&

14. 2 FERIBEFTEEDEE

14.2.1 A#FNE, W58, ERBEER SO MR O £ TREES RS T, 1
THR LUK DI 0, BELEZAREZFEALTH ZTNAN
ERTICHFTT 5 2 &,
1ﬂﬁ2%ﬁ%%@&%%ﬁm‘%%ttfﬂ%$ﬂé%ﬁ?é:
14. 2.3 RJEOEEGXIIIE - RIBRENH S NS EFTNITITAET L7
WwZ &,

14.2.4 BEAFT BEFTICZ U — LA, O—3 3 > XFNTY—28MH L
TN &,

14.2.5 RJEHZE BT D720, MifHERT2EEZEE L. $#0E LR
—ERTCIFEE T L &, [8.3, 8. 4%M]

14.2.6 JFHI, 1ENZD EO AT U, BEiAF24R R 125 L W LAl
T 2B Z &, [7.55H]

14. 2.7 AFIMFNN=HEE. ZORATH L WEFNTEE 0 & A,
BHIOEEED ORRICA OB 2175 2 &,

14. 3 EHIEMAFEROEE

14.3.1 BifF24R5R% b AFIO RS 15> TV B DT, HHFAOH
A EEmEZ2ANENCL TH D 2izd, NEOFRCE D @M N
FICREICEET D &,

14.3.2 AFZW > 7=%1F. FEBICHNT, F2k> &,

16. EMBNEE
16.1 MAEE
16.1.1 RiEixE

R NICUNZAFZ 2 D HfHI9mg® U <1318mg# 1 H 1n 18 #%
5 GHMBA) L0550 omEhEy e/ NS A —%
ZUTIRT . MR U NAF T I DRGSR I i i 4 rp i
B (Cmax) ICEEL. MiFF24RFE1% QA TRE) £ TR ITH
DU, CmaxidVNZAF V2 R #19mg T3. 39+1. 44ng/mL.
18mgT8. 27+2. 3lng/mL CEHfE £ FHERE) Thok.V

TEHERR AIZ UNATF 2 2 DB 19mg ® U < 13 18mg %5 H i 5 L7z & & 0

%550 HOIMBEHSEMEIRE/N T XA —%

%5 Cmax (ng/mL) Tmax* (h) AUCy-2n (ng+ h/mL)
9mg 3.39%1.44 8 62.9+£18. 7
18mg 8.27x2.31 8 153.3+41.5

n=18, M £ EERA, X R
UNZF T 2 VB HI18mg Z BREBOMBEFH VNI TF 7 2 VRED
RT3, SR THh o /ze WTHORHBTHUNAF I D
UNZF T 2 VHEAFID S ORHRIZEROKISNTH > 7.V
MEEFUNZF T 2 D REISZGRG3H TERIREBICEELZ, U
NAF T 2 A FI9mg DF) |15 H Xk U 55 H B DAUCo-2an
53R 7= BERIZL 34 TH o 7=V
16.1. 2 EMZFHIRFHEHER
(UNRFTZoT—TF4.5mg Tb—71)
UNAFTI>F—T4.5mg (b= &4 7O /)y F4.5mg
%7 O A F —/)N—iEIZ & 0 ZNZ IR BR A 551 12 2405 R B [m] B
U TR REARBEEZRIE L, Bo5NEEYEHE/INT A—F
(AUC. Cmax) IZDWT0%IEHERMIEIC THEHENT 21T > T2 fb 3R,
log (0. 80) ~log (1. 25) DFEFHNT H V. KD 4 W7 Y[R F 1 D il
man.?
(ng/mL) —o— L YNAF T I F—T45ng [h—17)
—— At )Ny F45ng
SR fE £ R 2. n=20

1.200

1.000

0.800

0.600

WEERE

0.400

0.200

0.000 ‘ ‘ ‘ : : : ‘
0 6 12 18 24 3 36 42 48
RERFEEIERD (h)

HIEINT A—F BENTA—F
AUCo-18n Cmax Tmax T2
(ng * h/mL) (ng/mL) (h) (h)

UNAFTI>T—T

4.5mg [h—1] 17.957£5.517] 0. 898+0.295 | 11.95+3.85 | 5.78+1.97

TIERZINYT 16 45645752 0. 823+0. 286 | 10.85+4.16 | 5.60+1. 77

4. 5mg

CEIfE + BEMER 22, n=20)
I AEREENTNCAUC, Cmax®5ED/NT A—2 13, #E#E ORI, (RIEO B -
REEIZE DR AMFIC L o TR D ITREMED ® 2.
(UNRFOEZF—=TImg Tb—=71)
UNZAFFTI>F—TImg [h—") &7k )Ny FImgz »
O 2 —/)N—{EIT & 0 Z R Z IR RR A 53 1 12 24055 B [m] B A L
TP REMBRBEZHEL., HFoN-EYHENT A%
(AUC. Cmax) IZDWT0NEHEX RIS THEHENT 217 > 72 /5 R,
log (0. 80) ~log (1. 25) DHIPHN T V. Wi D 4= 0 R &ML ik
Iz
(ng/mL) —o— I UNAFFIF—T9ng [b—17]
—— At )Ny F 9ng
Il + RRE(R 2. n=20

3.50
3.00
2.50
2.00
1.50

WS

1.00
0.50

0.00 & - - - - - O -
0 6 12 18 24 30 36 42 48
AL A RS (h)



HIEINT A—5 BHEINT A—F
AUCo-48n Cmax Tmax Ti/2
(ng - h/mL) (ng/mL) (h) (h)

UNAF IV F—T

48.141+14.563| 2.40=£0.70 11.85+3. 95 2.36+0.53
9mg [h—"]

u 7t9D <IN Ty 36320, 255| 2. 40=1. 01
mg

12.70+3. 80 2.45%0.55

(CEHf + EEHER £, n=20)
I P REE NG TN AUC, CmaxZE D /8T A —F13, #BE ORI, (KR O RBEK -
W25 DB G I &k > TR D RS 5.

(UNRFTZF—713.5mg [k—71)
UNAFFTI5F—713.6mg b= &40y F
13.5mg% 7 O A A —/)N—JEIT X U ZNE NI R B2 12 2405
M ERGA U Tl R (LRRE 2 HIE L. 55 N3 ahne/N
Z A—% (AUC. Cmax) IZDWTI0%EHE X MIE I THEHENT =
o7 fER, log (0. 80) ~log (1. 25) DHHPFHNTH V. WHIDEYF
MESEM D TR S Nz Y

(ng/mL) —O0— L UNAF I F—T135mg [h—"7
—e— A7t )\ F13.5mg
S fiE + BRHER 2. n=20

4.50 {
4.00 A
3.50 A
3.00 A
2.50 A
2.00 A
1.50 4
1.00 4
0.50 A
0.00

RS

0 6 12 18 214 30 36 42 48
(2R (h)

HIEINT A—5 BEINT A—F
AUCo-48h Cmax Tmax Tu2
(ng + h/mL) (ng/mL) (h) (h)

UNARFTIT—F
13.5mg [b—"17]
17O 2Ny F

13. 5mg

66.480+£25.990 | 3.18+1.14 | 15.60+£4.69 | 2.65+0.76

69.20625. 811 | 3.24+1.17 | 13.26%3.02 | 3.00£1.00

CEHf + BEHER 72, n=20)
I 4E AR EE N TN AUC, Cmax /85 A—F 13, #BkE OB, RO REEK -
FEZE ORI IC L o TR D WREM D 5,
(INRFTZ7—T18mg [b—T 1)
UNAFTI>T7—718mg b—7) &4 702 )/\y F18mgk
7 O ZAF—/)N—{KIZ & 0 2NN IRERERR A F 1 12 240 [ B (818 £
LTI REMARREZIEL., BONTRYBE/INT A—F
(AUC, Cmax) IZDW TI0MEHEX LI THEHRIT 217 - 724
log (0. 80) ~log (1. 25) DEIPFANTH O . Wi D LM F B RS54 A3
wanr.»
(ng/mL) —o— L YNRAFT I F—T18mg [b—17)
—e— A7)y F18mg

9.00 -
8.00 A qzi51ﬁi%${ﬁ/f~ n=20
7.00 4
Il ¢ 00 |
[ 6.00
i 5.00
4,00 1
E 3.00 4
2.00 4
1.00
0.00 . . . . : - - ‘o)
0 6 12 18 24 30 36 42 48
AEATEERER] (h)
HEINT A—% BHEINT A—F
AUCo-18n Cmax Tmax Ti/2
(ng + h/mL) (ng/mL) (h) (h)

UNARFTI 7=

18mg [ h—17 | 125.364+£47.876| 6.15+£2.05 | 14.55+2.68 | 2.57%0.55

A7EO N F 199 930+48.102| 5.89+2.18 | 13.553.56 | 2. 77+0. 66

18mg
CEHME + BEE(R 2. n=20)
[ 5 PN TNZAUC, CmaxZ5D/8 5 A — 4 1E, W OFIR, ARH ORI -
B DB I & o TR D AR S 2.
16. 2 WRYR
. BB, BB Lz & UNRF VI D OBRZERITIT
BRI TERROD s oz GHEADST—4).9.D
16.3 9
UNZAF T2 OMmMPHEBEERIT. UNZAF T I VRFAIERYS
B DI AT T36~48%TdH > 7= (in vitro) .

16. 4 {3
UNZAF T I ERXIRATI7—FBIZL 0K REN, TDE
WG 2275, CYPIZLARBENIDOT N TH 5,9
16.5 HEt
UNZAFZ I OHMIRBEDOBEMNETH D, EHER AT
[U4C] HEFHUNZAF T I 2RkOfE L&, 0% L RPA
Prtxh, ERAOTHNILSRE CTH > 2 GHEADF—5),10
16.6 HEDHEREFT HEE
16.6.1 FHigEEREERE
UNZF T 2 VU I CIFBERERR R 20t R & U 2 Y B R 5k
BFEBENTWRY, 2B, UNZAFFZIokOF (ENREK
) #Z. Child-PughZX I 7 M5~120D L BEFICHEREREG L &
. BEFERAEEEL TUNZAFZ I > OAUCHKIL30%. Cmax/hiH)
60% EF L7z GREADF—4).1D [9. 3. 1B1d]
16.7 FEMBEER
UINZF T 2 U IO SEMEIAE BAEH & e U 2Bl s, U
NAFZ 2 oROF (EANRER) I2OWT, YdF> >, T
Ty U, PTEINA. TIVFAFLTF 2 & OEYEHRE NI A 1EH
ERALUZFR, UNZAFTI D OEYEHRICHT 2HHAEOLE
BRDENBMO . UNZAFTIVREERCIATI—FIZk R
#MIN, CYPIZEARFIDOTNTHBZ M5, CYPERIHET S
HEYEMHHLTHIUNAF VI OEYFEITEZEZZTRNEE
AoNb, oo UNAFT I VEMFIL8mgE BT L& EDUN
AF 7 2 OCmaxiZCYPIZH T BICs0fli kL D +HMENZ & s,
CYPIZ L O (it S N 5 P o E Y hie I 2 % T3 I AETEIK
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