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16. EWBIEE
16.1 MurpiEpE
16.1.1 BEEH%KS
BEHERE AN B, AFERNT T =Y T r Yy 7~ Vi, 8k
16mg™ % BAMIRE O #5- L 7= BE IR M5 IMT O SR BIRE /X 5 A
— X BRI T, ARFIEERE O 554, (5 o 5-HMTHR 138 55
W30 B PHISREE CReEm TR E (G ICEEL. AT O
S (t1.) OFEEITFIT~10BE TH -7, 4, 8KV 16mg™
HAEIRE O 510D Co, D EHIEIE2. 68, 5. 65&% M 1. Ing/mL, I
TR T EAE (AUC) o) O FHMEIZ27. 1, 57. 6 116ng « h/mLC
by, BRI THEMLEY,

H AR A B EIC AR ZWC 7 = Y F e oy 7w VA, 8K
VN6 mg™ % HLENR O #-5- L 7= B OFE LA S5-HIT O S B RE /R 5 2
— % (n=8, FHIfE+IEUE(RE)

SR ENHE T A — X 4mg 8mg 16mg™
Coor (ng/mL) 2.68+1. 18 5.65+1.27 11.1%2.56
5. 00 5. 00 5. 00
tuax (h)
(4.0-5.0) (5.0-6.0) (5.0-6.0)
AUCy-.. (ng * h/mL) 27.1+9. 69 57.6+16.3 116+27.8
tie (h) 9.84+2. 14 9.55+1.81 7.62+1.06

ool F P SRAE (/)M b KA
) AFNOA&GBEEAMREITIH1ESng TH 5,

16.1.2 REH’E
EERABMEIC, 72V TPy 7 B4R OSng AT 54K
Fll & 24 W R 3 (2 SAEFR D 45 5 L 72 I O TR MR A 5-HIMT O SR B g
RT A= HERIT, FHMBPEPREHER % IR T, 144 U8ng
% QAW A\ I AE % 5. L 7= 8 0 5-HMT O C,p,, D 44132, 55 & )
3. 77ng/mL. #5551k T i i 2 dh R R A (AUC.) o FEIfEIT
25. T} O35, Ing  h/mLTH Y | HEHEREIZE-oTHINL, 72, X
WEGREO b7 7RET, B5BRMGSIEM%ZICIT—ETH Y . M
P 5-HMTHE FE 13 ASKE R LANIC EHIRRBICEE L TV D & B 2 biz®,

H A NEEEERR A BRI AR FI4 K O8mg % 1 H 1[E]5 H B ER OS5 Lz
W OIEPEAFE5-INT D IR ENRE /T A — & (n=8, F-HIE L (R 22)

HEWENHE T A —H 4mg 8mg
Cosx (ng/mL) 2.55%1. 19 3.77+1.25
5.0 5.0
toax (h
® (2.0-5.0) (5.0-5.0)
AUC. (ng * h/nlL) 25.7+11.9 35.1+13. 1
tie (h) 5.13+2. 54 4.8671.69
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= VT Y IR G R T 5 AR O &5  OTEERGH
S5-HMTD A AT _A T8 T 4 1352%ThH 55 GHEAT—4),

16.3 970

IETEARETS-HIMT O TR A FERE SR ITM50%TH Y, F& LT b
MIET VT I v & o ~BEVEREER BICHE AT 5, 5-HMT % T8 SRR 1
B L7120 @R O ST ATE O SEHEIER160LTH 257 GrEAT
—#),

16.4 fXa

AR ZROKES, 7=V T 0P A3ER0NIIhOFDIFEAEN
TEHEAE P 5-HMTIC K 53 iR S A5, 5-HMTIZCYP2D6 K& URCYP3A4 73 B
T 25200 FRBERE AR TH AR AR, HAARF-N-BiA
70 R L ON-RiA Y 71 BRI SN D, CYP2D6 DT
FIEMERKIBLTHA A (PN TIHARBIBEEEMERNER 2N (EN)
& LG U T 5-HMT D C,, J2 CRAUCIE Z N E AL, 745 K N2 (2 s L 7=
S8 (HEANT—%), [10. ]

16.5 Heittt

TEPECEM 5-IMT D PRI 1332 & U TR & B U B 5 LT
%o AFNER N E%, BERERORTORMRPIZEIR S 4L, ZDWNER
[X5-HMT (16%) . VR FIAR (34%) . HARFLN-fhiaA Y 7Tt
MR (18%) B ON-fiiA v 7 a Uk (1%) Th o7z, £, D& (%)
DSFEHICEIN Sdviz, 5-HMTERARPN 4L 55 00 EL O T 2 I 1 TR0 4
HTHY, REREOFEREOL INTREFCTH H 2 L b, WA
bOEHPNREERICZ > TS EEZLNLY (HEATF—
),

16.6 HREDEREHT 5BE
16.6.1 BietlEEE

BT EEOBEERELET LN U LT7F=2 VT T
A 1 30~80mL/min) (T, AFldmgZ HAlE A5 U7okf, (HPEAEHY
5-HMT O Cpo So DRAUCIZBERE R A & LERTZENZ L 505 L M. 8 %
THIN L7z, EEOBEEREELATIN U LTF=v 270775
VA 30ml/minAlili) T, Cra L CAUCS ZEEHL2. 0f5 S U2, 3%
WEI L 722 GMEAT—4), [9.2.1, 9.2. 28]

16.6.2 FFieEfEEE

S (Child-Pugh/y¥HB) DORFHEAEREE 2 A 5 NCAHISmg % H
[EI0% 143 5. L 7= e TS M 35— HMT OO C,, K DAUCIEZBERERR A & b
TENENL AR RO ML= GHEATF—%), [9.3.1-
9.3.3% M)

16.6.3 FEmRUMHEE

HEREIEE I M (21~365%) . BEEEmER S IE (65R%LA L) K OMERE S
et (65mELL L) (CAHISmg A BAIRIRE L% 5 L 7= W%, (RE THIE L
T 1P 5-HMT D C, S CAUCIESEE TRIBETH - 721 BHEAT
—#),

*16.6.4 /NE

R EE 25k B O /N AR R ME B FR A5 B 1R Bh IR % 5 5 & L 7 IRt
() 55 IR R A5 & AU 7 M 8 PP 2 2 R U C RESE [H 34 B R AT
EFEMLTZE 2 A, AFHlamghE B OAFSmgh T OTEME I 5-HIT
DEFIRIEIZBIT DY BIRE T A —& (HEEME) [T B
%CV)] I TFOEDEY Th-o7=",

WL [] 55 IIURH U8R 0D ACH | Amg i K UN8mght C DTG 5-HMT D &
WAREICR T 2EMBRENT A—F GEEM) [RTEAME ()]

fitacsiis KEBIEL | C,,. ., (ng/nL) AUC_ . (ng*h/mL)
A F4mg e 32 4.88 (48.2) 59.1 (51.7)
AF8mghE ™ 39 8.47 (41.6) 103 (46.2)
Coa, es T PRABING 0D S 8 o 78 o g 2

AUC ¢ BB IRAERE OO B SRR L 5 1) 2 HLSE F i 22 A T i o
TEL - Aflamg/ B % SAERE N5
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16.7 EWHEEER
16.7.1 & ba+J—)L (CYPSAMFEEZER)
k3t —1200mg 1A 2[E £ 5 & ARHKI8mg & Of I B 5 L 72 HE,
CYP2D6 DEM TIIIE A #5-HMT D, S DAUCIEZ L E 2. 0fF L O
2. 3fFHITHEM Lz, CYP2DBDPMTIC, S AUCIEZE L EHL2. 115 L Y
2. 5B L2 UEAFT—%), [10.220]
16.7.2 Y77 EL Y (CYPIMEFEEE)
V77 BT 600mg 1H RIS & AKISmg & G- L7, &
PEACHH5-IMT DC,, Sz DAUCIE Z N TURITO% K DTSRI Lz, t1)
WCEALZ A SN 7219 GMEAT—4), [10. 28]

17. ERERRLAE
17.1 BERURLMEICET 535
GEEBEERICH T2 REVIER. BREUVUEEREE)
17.1.1 ER£RSE IR
AARZETT V7 THEESNI-BIFEBENEE 258 L L 8ES
(b =GR TRERE BB T, Afldng, Smgdh W TT TR
Z1HE1EN2EMES L, AR O L2 R U, EEFmE
HCd 52485 & 72 0 O EEHA MR A B OZ &, IR
T H T 2 245 & 7= © DOFBJPEIR [E1E DA B U245 872 1
O PR ETRAREEE O 2L BB U TARA4mglE, Smglt e &7
AR UREHOICE B RO R bz, £72. 77 Rt

- A= TJxVTuvy
77eRE ang/ A Sng/ A
N 29 (9.1) 89 (27.8) 155 (49.5)
) 14 (4.4) 16 (5.0) 33 (10.5)
HRIR IR 0 2 (0.6) 13 (4.2)
(S 3 (0.9) 11 (3.4) 3 (1.0)
FRIR 5 (1.6) 7 (2.2) 2 (0.6)
Bk (%)

a) WO RET2LL EOBBRE 2R Do F R

17.1.2 5 EMAEEER

HMECEM S IS BN A xR & LI BRI T EE R
TTRERI LG BR ClX, AKl4ng, Smgd VNI TR %1 H1E120
ML L, AL OREMEE B Ui, FEFHIEE Th 524
& 72 0 O ELRa M R AR D 25 b B K DR24HE[E] 3> 72 0 Dy
PEREE O L&, BIRFEME R TH 5 2485 72 0 OFHRE
JARREIEL O ZA BT L CTARKAmght, Smght & &7 7 B RBEIZHLL
FEHZA BB PIRBO b, £, 77 BRI AARAIT
L REBUZRNEMRE BT E TE RV ERAEERIT, ONEHE,
B, IRERTHY . TDLITRED D VIFPHEETH o721,

&Sy (1207%) D24R¢f 872 » O UHE MRS R DAL

L==N

. " N . ™ — D DA
[ZHAAHN T < BB LT NRBIRE BE TE ARV ERTHEFRIL, il [ (B ORI
DR, (RS, BEREZ. PRRIEEE. RIRTHY . Z D% T B o pon | R | RDORT e

¥ RIALS - 7 o "
HEVFHEETH oY, CRIGTE) | T | o
TR RR
BGHmmE (12081%) 024K & 72 0 O - 81E MR R ZEFE D 24 TR 205 (33'373) -0.96 - - -
E=N
- I 3.9
e P PP ————— TV Fudang/H | 228 3.5 -1.65 -0.69 | -1.14|-0.24
B V| wmgm | R R ig;fi 12@?% Tavruvisy/R | us | 0 228 | L3 |-178|-0.87
i ¢ SERIE -
(YR 72) SR Ko | Tm | Lm
S 2.24 IAFETIR (12087%) O24KFH b 7= » O FEIHER O ZE AL i
7R N CI 2 B B - T B 12 (&5 HOEILR)
s 2.23 R .
T=YFuYramg/H | 314 (L.814) -1.35 -0.34 | -0.56 | -0.13 1 EOH | | R ig);ii %ﬁﬁgﬁzﬁ
5 2% (B AR 72) SR ﬂ:ﬁi(‘: o
T=vFuYLsmg/H | 306 (1. 788) -1.40 -0.39 | -0.60 | -0.17 TR R
TR 266 (;262) -1.08 - - -
FoAkab Al (12081%) O24REH 72 Y O FPRRIEE O 2L & ‘ 20
5 1208 (e 5-aim S OLALik) TeVFudramg/H | 267 (3. 86) -1.61 -0.53 ~1.02 | -0.04
BGHE HE B SEE BT ig);fi Eg&% =YY 8ng/A 267 (;23?) -2.09 -1.01 ~1.50 | ~0.52
£ RIS - y
(YR 72) SR RBE0%E | | L@
- 2 11.13 B ACEEAIRS (12081%) D248 372 0 O R EULE KB D28 V&
A 0. _ _ ~
7 Y0 @aen 059 BT 2% (B 5 b OEIER)
J=vFuvvng/H | 314 (;1;2) -L15 -0.56 | -0.91|-0.22 R EO | m | e %/J:%¥ g;;“;;g
. G | e | D077
T=vFuYLsmg/H | 306 (@ 560) -1.25 ~0.66 | -1.01|-0.32 = | TR ORR
TR 266 (;1'73) -0.79 - - -
AR (1208%%) O24RF[E & 72V OB PR E TR O 2 L& ‘ s
P [P TP E——— TV Fuddng/H | 267 (408 -1.91 SL13 | -1.67 | -0.59
B EO | sy | R i;);fi Eg’g’% 7avrovveen | e | B0 230 | 152 | -2.05|-0.98
7 RIA% - .
(B AR 72) SR wrEr 0% [ rm | Lm
. FEBRE T E TE RV ERG EERY
7R 509 (3. 406) L0 B B B TxyFuvy TxyFuvy
Y 4.81 77 4mg/ H Smg/ H
T=vFuYamg/f | 314 @.123) -1.65 -0.65 | -1.07 | -0.22 Py pon o o
T=YFuY sng/H | 306 (35'503;) -1.66 -0.66 | -1.09 | -0.23 HEERRERAE ¥
?iiﬁ;ff?mf%m‘ 52 (19.2) 83 (29.4) 130 (46.6)
e, N . a) =
RRBIGR & B E T & A AT S - - 1 PR 19 (7) 45 (16) 97 (35)
7SR 71;;;y/ 718/mg7/;~// R 7 () 14 (5) 18 (7)
SR 318 320 313 IR 0 2 (1) 9 (3)
HEFGIIBIE ) Gl 7 T® 6 ()
P % (0
?iigﬁ“mf% s 81 (25.5) 150 (46.9) 192 (61.3) b) WFR OB ERET2L, EOWEBRH IZHD b FR




17.1.3 ENREIREHR
E N CIENE S 7 TR B R 2 x5 & LT IE BRI R R
TIE, G2 B 5 X D EMEKR DR ERE Uiz, Afldng (1
H1EES) 2205206 L, 54885 Tong/ H ~Hi & W HE
L7, F72, BG8ERT8mg/ H 2 Bdmg/ H ~JEFHE L Lz, 24
Rl 72 O PEUNRENER KRR O VR, 24K & 72 V) DL
BERESR DAL B} O 24R5 8 8 72 0 0 R B UhAIR RISk O 25 b &
W2 L CEEEO KR & 5814 £ TIZiRO b, TDk, 552
W% E TRRITRE L2202,

241l I 72 0 O ERAVE R AR DA LB

B 5120 B OBKBEMBEREOR—AT A b OFE{bE (nL, 2F4E
1)

P 5mi 1208% (Bebaih b Oz E)
1 5 SEEIR | BORIEEA o |/ -1 fi] 95% C1 P
qzt/}jﬁﬁ iE1,2)
(B 72) (FEERRE)
. 195. 1 58. 12 0. 0001
AHAmghE 41 (100, 75) (14.78) (28.84, 87.39)
. 173.3 83. 36 <€0. 0001
A Smgh 41 (104, 45) (14.71) (54.22, 112.49)

HL: B GHAERT L L, BRI REOR—2 T A R OMEEDOR—2 T A AH A&

i {195% & L7364y
£ SEIEKL S TR 7 RBUXIH 72 : LOCF (Last observation carried forward) 5% M L7
TR | LR HE3 L A EUKIERMO. 05, HGHBOREDZEMIFE S L TLRN
LN i A L e 151208 H ORABMARDS— 2T A b AL (L, AAA
BEHin o | FI8HEE 100 -1.15 1.293 | -1.40 | -0.89 )
ZAbkE 1552584 (LOCF) 101 -1.35 1.521 | -1.65 | -1.05 B 120 (B 5005 O %L )
LOCF : Last observation carried forwardik P HRE SEBE %kﬁzﬁﬁ%@ %/]x:%iﬁjﬁﬁﬂ"” o5% €T
" o () R
QARSI do = Y O FEIPEIRIEI S IS e i —
T 1195% AFAlAmgitt 10 (93, 68) (25.23) (-0.74, 104.18)
B B | i | s | (REIXEH ! 197. 1 85.98
o g ARF8mglE 10 (5. 88) (5. 32) (33.32, 138.64)
; — - - EL: BEREERT L L, RBEERON—2 T VERMRED =2 T A il % 4
i 5T 150 11.3 2.85 FL U Sy BT
BERI» DD B8 1% 148 “2.11 1.946 —2.42 | -1.79 72 : LOCF (Last observation carried forward) 5% M L7z
2k #1523 % (LOCF) 150 -2.49 2,172 | -2.84 | -2.14
LOCF : Last observation carried forwardi% 17.3 %a)ﬁij'
‘ 17.3.1 QTRIRRICxt 9 582 &
24IEH & 72 0 O PLIREENOREE O LA AN DEHAREIC 1 5 DB 5 HBE BRI 5 2 & % A
. . . E;;"gg; & LT, THEH T CREEHERE A 4ng/ B Xix28ng/ AT Ex
(53 A% P i {5 AR . . NN .
B it I Bl e B L7 mRY L A00mg/ B LT T LR E3 ARG L, EX v 70
Tl %Iz = 0D Ak LIRS
e P 150 s 2 10 - - *‘z 3 27400mg/ H j&ijﬂ liQTcFajﬁﬁ@LE (BHH ODE#F'EEJ?SQTCF
: iR = A ] N 1
BEHin o | FI8HEE 148 -2.44 2.194 | -2.80 | -2.08 ®§f§ '\‘8' 6mse(j,) PR t’ozl/if \\75)‘ \%:%Mlig/ﬁa &()\28ng5 ‘“Xl?i
3%+ 55238 % (LOCF) 150 -2.61 2.885 | -3.08|-2.15 7O7OJE$?%g{ﬁkaTCFﬁ?KFﬁﬁ)b@ﬂﬁw;%ﬂﬂﬁ L 7= /T‘\ RYVE
LOCF : Last observation carried forwardi% & 77 i ﬂ‘ﬁiﬁaﬁ Tﬁ%%liﬁ'ﬁ&) 62‘/]"7]3:73)0 TCZB) (571‘@)\5“—& ) ©
R BIGR % & T & 2 LA i) TEFIRIBIZIB T HATCFY DR—2R T A E L O bk
2 B g | I g | M 95% I
Py 152 (YR 72) IeRAE
RRBREGE TERVAHFERSR 102 (67.1) 7R 64 (;45; -3.8 -20.2,11.6 (-6.2,-3.2)
o — e = [ 64 6 -4.9 -18.5,11.9 | (-6.3,-2.9)
A 77 (50.7) 68 9 0 4mg/ H (6.71) : 2 s e
{5 i 16 (10.5) 15 1 0 TEVFudy 5.0
- 64 -5.3 -20.8,16.3 | (-6.9,-3.0)
AR IR 6 (3.9) 5 1 0 28mg/ H (7.85)
[RES 533 4 1 0 TERYTREFS | 8.6 7.7 -2.7,21.2 (7.1,10.1)
400mg/ A (5.94) ' '
T 4 (2.6) 4 0 0
d) FridericafifiIEQT
FEED E W 4 (2.6) 3 1 0 o) SEHME O HEME X
SR RN 4 (2.6) 4 0 0 1) AHOEREAR N REITLA 1E8ng TH 5,
ALTHIN 3 (2.0 2 1 0 R
18. FEihzem
ASTHAN 3 (2.0) 3 0 0
) 18.1 1EFARF

c) FERERIK T2 EDOPERE IZFRD ST F4:

(ERRERMERICE T2 HEREE)

*¥17.1. 4 ERERE DHEERRKRKER (A022104758%)
HARN % & To/NTARR IR BEIR B IE B B (Rl ~1T5H) & %f
Q& LT-ImELL, JEEMR. WATREREGRSR ©, (KE25kg % 2
DB BT D AT dmg K O8mg D A B e N Ak & Wt L=,
128 O A ZhHEFEM I & 1288 [ 022 ML B 02> o o8
— MO L7z, 7o, AAIBmglEDBALAH &iXdmg/H & L, LENH]
% \Z8mg/ A\ & LTz,
FHEHMMIEE Th D512 H o KERER (BERNEREICE
AR R, XUTPEIR /IR RAEBR AR R L < 1340emH,0WRF D4
&) OR—Z2T7 4 PO bE (SFRERAR T ARNER) 2L
TR T,
RN K OV MR I O I & b IR DS
BT TRER] (RAIAmgBE30B, K OARAISmgE3741) 12H81) 5 E74
BIVERIX, ONE2E (10. 0%, 10. 8%) . {EHX (3. 3%, 8. 1%) . T4 (3. 3%.
0% KOVWERE (0%, 2.7%) Th-o7=?,

7 x VTR AR O G% ECHITTEMAE T & 2 5-HMTIZ N
KGREND, 7 =T a P FOS-IMTIWT G LA D Y 5%
ISR E 72 B B2 T A3, 5-HMTD A A T U LS RIS RE
THBRMEILT =V T u o L HR100450L BBR< , £72, B MR
WT7 = V7P nE5#Ic iR ol shien, Len
S TCT7 = VT 1 YU X D BEMGERHIAE A 1%, 5-HMT 23 B bk -
WD LAY VZREERET L EICIVRBTLIEEZ BN
%o

B, FrA=—ANALRAZ =PI (CHO) AARICFEHL S W7=55 D
t NAADY VZREYTH AT M~Ms) (2635 5-IMTOK 1
LO~6.3nMTH Y, TXTOLARD Y UZRES 7 X 4 FITx LI
VERIFRE O BRI E 2 R L7122,



18.2 BEREIZXT B
18.2.1 H{RGIFERLHERE
5-HMTIE, HEIFEET > MW T, AN~ AR EHIRIFEAIC X -
THESE S 2 MBI 4 FH BRAFA AN U7z (IDso=7. 5 1 g/kg. ¥
RS, E72. 10 g/kg (BRWNEE) CTHERIE ) O], Kok
i FOE 2% D SN e OMAG IR DB R & e L7z, S BT, MR =
WZRWTT EF bz Y AT X ARG & F A& A7 898l L7z,
R 2T 31T D SRR IS E R IS )T L BRI K 2 MEE 5y
WOIMHENZIT LY SAERLETH -7 05 5-HMTOHLL A S
U AVERITMERR K 0 BB T B MRS S m VW E B 2 B
525»28)o
18.2.2 f&H: BEREIRHE
5-HMTIX 7 v N & OV MM HIEEE O 7 v /S = — W 5 I & R
TRAERIIHNHI L, pAfEIZZ N N8, 8K 1. 0Cdh o7z, £7z, 5-HMT
127 v RO MEHBEBEICI T B EBSRIKIC X DI $0. 01~
1 MTCPEEERAERNZ IR L 72229,

19. BMES BT HEBILFHIR

— R 7= T a7 < )VEE (Fesoterodine Fumarate)

b4 2-{ (1R -3-[Bis (1-methylethyl) amino]-1-phenylpropyl}—-4-
(hydroxymethyl) phenyl 2-methylpropanoate monofumarate

23 F 2 ¢ CoeHaNO; * C,H,0,

53Tk @ 527.65

s

o Hac\T/CH3

COxH

HO%NYCHS . HOZC/\/ 2
@H -

Mk 7oy TFavr 7w BRITAGOmETH DL, K TEN=
MU, NNVTZRAFIVERNLT IR, A )=V TZ X ) —)v
(99.5) IZHEFT Y,

*21. ABEH
IS Y R 7 ERENE L RED b EUNCEET D2 &,

22. @
(b ET—ZX45g4mg)
1008 [1082 (PTP) X 10]
5008 [108E (PTP) x50]
({ b ExT—X%8mg)
1008 [1082 (PTP) X 10]

23. FEXHk
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) FNEE : in vitroTO X VX T FEAROBFER (BA 496-
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[L20120627054]

8) FENEE} . in vitroTOMHIRFERE (DHGY1009) (KFE4FEH
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[L20120627055]
9) AEWNEEB : in vitroTORERER (DHGY1030) (FAFR4EH
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[L20120627056]
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11) R SME B M co HE R 535k (SP565) (KFRAFA
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