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16.1.1 BERE
(DI BT HRE (1661) 12FNVT T 71 VHEEERE (7 7E))
25 \3bugx FETH A 5. L 721K, RELAK O e i B 3
BROEEIRE ST A — I TO@E) Tho720,

(pg/mL)
20 1 —e— 5ug (n=8)
—0— 2.5ug (n=8)

15 (PHEIRERE)

5
ol
0 QMI 8 & o (hr)

(3)ESE (Child-Pugh% 32 L — FA) ORMEMEIFEZERE (12
Bl) 12FNT T T4 VIERIE (B T Rv) 2530035ug % KO
HAES L 7z, KRR M4 i R K OSE Y BiE§
FGA=FIUTOEY THorzo HERABTLRELT
Cnax P AUCTS 159 2 EITIXFRD SN hr o 729,

(pg/mL)
20 -~
—e— 5ug (n=6)
15 A —O0— 2.5ug (n=6)
Jiil (FIoELIZ%E(RE)
4
th 10 A
e
E
5 -
00O T T 7 T 7 (hr)
0 4 8 12 16 20 24
BEAERE
Y ERE ST X —
G5 Cruax Trnax AUC)- ti2
(ug) (pg/mL) (hr) (pg * hr/mL) (hr)
25 3.63 2.33 34.58 5.37
’ +1.26 +1.03 +13.55% +2.11*
5 6.76 1.50 58.06 6.61
+2.03 +0.55 +26.28 +2.46
¥n=4 CEIfE + R =)

0 12 24 36 48 60
BRE5%EEE
HYERE N T A — %
¥ 5-H Cruax Tinax AUC- ti2
(ug) (pg/mL) (hr) (pg * hr/mL) (hr)
95 3.15 4.25 66.26 14.21
’ +(.82 +1.58 +1554 +493
5 6.51 3.00 120.59 14.03
+2.76 +0.93 +71.90 +744
G4l + iR 7)

(M EENEE (166)) 12F VT T 71 VHEEERE (7 7k)L)
25 \F5ug % I AR 5. L 72K, RZEALAR o I 4E rp i R 3
BROFEYBHE ST X —F IZUTOHEY) Th o7z, JEEEN
OF P GEGHATAMEBGENT (CAPD) . HEei T R 5%
#T (CCPD)). HENEREREE (APD) OF MK OENTK
OFEFNC LD . REAUEKOIEYENRE/XT X — 5 IZHL » A%
REIBOONRPo7, B, FVTT 74 VIEHE (BT
V) SughtGHICBWT, FIVT T T4 VIEEE (9 Tk
V) F5H 5 RE OB SHE F T ORI AR & g S
N75BD D BE1FIT, REARDCpax L NAUC)- 0 B3 F ILZ
15.37pg/mL K UF156.54pg-h/mL & K T3 2 H[ AT 5
722, [7.3&2M]
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20 4 —e— 5ug (n=11)
—O0— 2.5ug (n=5)
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(4% (Child-Pugh/ 32" L — FB) OEBMEIFERERE (REN
3081) (2FNT T T4 VIRESE (7 T v) 25 13bugk #%
U E 35 U 72, RZELIR o e b i FEHE R |k OV SE i Bl g
NG X =FZUTFOlY THolzo BE (Child-Pughs 7
L — FA) OFEEEE & LB L TCnax & AUCIE 15T 51
A28 SNz, [9.3281]

e
5
AT

. : ; " & ()
0 12 24 36 48 60 72
5%
HEHTHRE/NT A — &
58 Chax Trnax AUC)- ti/z
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25 3.81 1.40 92.67 20.99
’ +(0.88 +0.55 +2347 +422
5 8.28 191 193.74 24.77
+3.00 +0.94 +57.52 +3.23
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25 6.36 1.81 1174 17.52
’ +2.62 +1.52 +51.4 +10.69
5 11.71 1.50 197.7 14.59
+445 +1.02 +97.0 +527
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—O0— 2.5ug (n=7~8)
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(hr)

0 48 96 144 192 240 288 336 384
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(ug (pg/mL) (hr) (pg * hr/mL) (hr)
25 5.70 4.14 210.25 25.33
’ +3.85 +1.35 +144.28 +10.52
5 10.25 3.86 358.86 28.34
+1.74 +1.21 +179.24 +855
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17.1.1 RS M HEHER
BEAE IR 0 2 O FERE & A 3 A BT 533761 %
AT, TH1E, 14HB&EORERS L2BEO R
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Sughe 55 o fiff R Bl AR
S VASTE 5 WA
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B E————
we | s [T7EERORT
(mm) | (mm) | ro5 o0 [ ] ‘
R 7378 | 5856
TTERR UL 2147 | £2206 826 00010
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¥ gﬁ# <1154 | +2230

AT RO PIGVASIE & AR & L 72360 TS & 0 FRAEIE A 0 1T
HEEME

FIER B EIE, 25ughET25.0% (28/11261) . Sugh T
35.1% (40/11481) TH o7z EREIERIE, 25ught TR
fR7.1% (8/11261) . HR%4.5% (5/11261) . EME O 7H Z
7 F v 1EA27% (3/11261) . Sught TARIR14.0% (16/114
Bl) . EH7.0% (8/11461)) . IR53.5% (4/11461) . &9
oEAL, a7 s F v LR R ORREERE ARV E S EA
26% (3/114f1) Tdh o7z

1712 ERE TR (REARSHER)
BEAER IR O 2 9 FERE 2 B 3 5 MBI B E 21161 %
EAZ, THLIEL, FVvT7 57 14 VMRS ug % 52:B MR

K?E?x%bf’r"‘ﬁ)ﬁ?ﬂlﬁ% VASZE MW, F—7 Bk
X OBRES L7 £ ORR, HIHIRTOVASELEIS
z’blﬂf\ FNEDHERE S 7219,
(mm)
90 —e&— 5ug
80 (FHELRERE)
70
& 60
A 40
S 30
10
O 1 1 1 1 1 1 1 1 1 1 1 1 1
O 4 8 12 16 20 24 28 32 36 40 44 48 52
R5HE (ER)
Tl $e G-l D B IR i
s | 2380 | 4580 1280 2400 |36 |52
Big | 210 | 208 | 198 | 184 | 163 | 155 | 145
-3 [}
fg@;{; 7522 | 5095 | 47.17 | 3939 | 3360 | 3185 | 3087
T | 12a1] =203 = 532 = 2583) #2773 £ 2491 | £ 2592
(FIgfl + iR )

FNVT T 7 4 VIREEEOKRIEEIC O W T BHIKE R O
HARRIE 2 RTHEBNIERD SN h o 7. T 2 EA211
BIHRSENZFRD HILT W59,

BIE S HERIE, 488% (103/2116)) TH o720 L%HEl
YERIZ. AIR204% (43/211610) . EH:7.1% (15/21161).
JagyF > ER33% (7/21161) . 1R524% (5/21161) T
Holzs

(EEBFNEEICH TS EIEEDHEDES)

17.1.3 EINE M HEER

BEAE TGRS 0 & 9 i & 3 5 IR BAT 53761 %
RHIZ, FIVT T T 4 EREE25ug % 208 . HivThug
2RO AER G LB oA E . hOADOIFET
HBHVASE I, FEEMRIE BRI X DV RET L 72, £
DGR, 25ugh G2 E (LOCF*) IZBIF 2 ¥ 57tk
TOVASZALE OFIMHI1324.93mm (90% 5 FEIX H :
1867,31.19mm) TH Y. 90%EHEIXE O TERMAEIL. i
(ZRE EN7VASE LR OBE (1524mm) % LH o727,
$LOCEF : Last Observation Carried Forward
BIVESEI#IE, 45.9% (17/376)) THo7-o E R EIE
iz, RIEEO 705275 v ER135% (5/3761) . HRA
BOF A AT a U TF81% (3/37#1) . WEIE5A4% (2/37
Bl) THotzo

(BHFEREEREICH D ZOEENKEDISS)

17.1.4 EINEE MHEEAER

e Ay I VBELIIMT LVEF—IC L AEENPEY L
e WEEG D F ) FEIE R A T A R AT R B R E 3166 %
HIZ, THLIE. 128 RERS L2BoE Mk
. PWARDIRETHHVASE Vv, ik —EEHRIL
BERBRIC X ) MRES Lz, EEFEMEE . 5 MM4AeER
(LOCF) OVASZALE L L7z, ZFOHEER, &EHiHTH
VASZA LRI BT, 25ugl U5ugh 51 CHRI M DSHEZR
XA

MEBEDPHEL TBY . JFEDSAEN6 7 Ll kF5fE L

Tvxé)&iu{%ﬁ: &) FFRP S X SIRRED R
L72IREBICd B &Il S 7z iR B RS



2.5 g% 515 00 B R B 18. ERhEIE

SPAIVASTi ST 18.1 fE AR
” = PR (P25 % HesE) B A FEEEEBAINE I zin viro D ZER
M s | e | TR ERBRLOZERIEBIERBO MR &, BRI 7% F ¥
mm pfiti e ST - N VB
(mm) (mm) [959% (2 1 X i FA Rk ZBEREBEETH DL EHIRENTN D
T |103| T2 D802 01 b b U A R OB OB
2508 | 105| 7730 | 4874 [294,1569] | P=00022 SRERTEH K u 5 | kiurokt
(LEds £1104 | 2527 AR 0244 | 221 | 484 | o000
N Kif#i (nmol/L) | £0.0256 | £0.214 | 596 | =~ 7"
Sughi-5- IR D B R 1Ak
. VESh 4 ER 0.00816 1.66 21.3
SEIVASTH AT : :
bt  W25% ) ECs(nmol/L) | £000138| +009 | =10 |1120372610
w5 PR (S TIyTR——
- %_Ef% 77@:%);5 " CEIfE + R =)
(mm) mm o f= -
1959 fE I 1] F 72, inviroRBRICBWT, LAY I VEEKkrEL A Y
TSR | 103 Zfozgo 2o - FA NZEELUNOHE . D, N Ty AK—F— R
Sug 7729 | 2979 | [188.1455] | P=00056 U > F o RV a8 I S OB
psee | 108 s1107 | 22550 JEATH LT BRI % 7R & 2 o 72200 20, 8 B 124 7 R
ORGSR OFIIVASIE 2 B & L7236 T & Y FEsE A 0 8 v APHENIE G~ 7 AT - &S ATEIIRIER X, A
mE e YA A4 N SBEREMETHL/ VEF VIV T 4 3
(nor-BNI) ORZETG1C & Y et s ez,
FIVER S BIZR1%, 25ughET60.0% (63/10561) . bughfT 18.2 Z HEEICHT B1ER
541% (59/109%1) TH o720 ELRENWERIZ. 25ughtTT BEED IR CH I A Y I VENEH A I v
0grF >y ER133% (14/10560) . HiFRANVE Y EH BEANEGFHFE~ T AT SR EATHRPPie 25 3 L #E)S
B O#NBAE F577.6% (8/10561) . ASHE K OFH RIS 5 # AT TR Y ¥ APE NS ER Y™ AR 5 IR X 78
FIWVEY EF67% (7/10561) . $ERE - & BAHR K OIRA RIEIL 725, F 70 e RS I ¥R AR O >
57% (6/105%1). bughtT. IR - AR, Hb, IR WAHAEFINTHLENL FAIEHEEFS~ ™ A8 5%
. Tug s F v EARURAMRANVE Y EFAT7.3% XATE L HIHI L 722
(8/10961) . FEIED F1355% (6/10961) TH - 720 18.3 k17t
o . T v MEFEBEBEVIZBWTEILLE A TRD LR
17.1.5 EIP5 M ARGAER (Egﬁ*x—bﬁtﬁﬁ) WIEBERIEEALRE A o2l bbb, KEDGHEK
MEAS I HIHT LV F -SRI L Dimfih R L TPIEIRES < L BTGB B TRILE R AR
&wﬁmﬁm%o%r%ﬁﬁé&ﬁ%%mmﬁnwm% BN ot A h ., BREEII AV EZL5NT
MG, 1HLEL FIV T T 7 1 v IRERESug % 528 MR T VB
Ji@%’kff L-BoAtEE, VASEH W, +— 7 Rk
CEVHE L7, EOBR. HGHIZTOVASEILEIC - s
:a‘owfﬁﬂﬁliﬁ T 19. Bz ICEE 9 2 E{EFEMAMEA
NEEBIEELTE V) L B EED6e » B UL R L — BT - FNVTI 74 EMBYE  Nalfurafine Hydrochloride
TV L TESWIC L0 BT 5 X 6 |2 HE A5 it % £ : (2E)-N-[(5R.6R)-17-(Cyclopropylmethyl)
L7-IREEICH B & 1—1J|_ﬁ XN TR R RS -4 ,5-epoxy-3.,14-dihydroxymorphinan-6-y1]-3-
(furan-3-yl)-N-methylprop-2-enamide
(mm) monohydrochloride
90 & Sue # F &:CHNO- HC
80 (FHEHEERZE) 4 F B 51303
70 . » .
F o M R AE~TCO T OEEOHRTH Do Wi
%,J 50 B IR EETH Do BRI
A 40 Ke 257 =W LCTHITR T, =8/
SE 30 =)V (95) 2R LTl ii?rb)‘ ’< <\ W F
L?g NETVIFINI—FIVICIZIEE A LTI
Wy,
0 1 1 1 1 1 1 1 1 1 1 1 1 1 . ..
0 4 8 12 16 20 24 28 32 36 40 44 48 52 feZ@E= -
#5HE (BE)
T G- RO BRIAR B A& H N
56| 2:8H | 481 | 12080 | 24088 |36:8H 528 H :
s 122 | 122 | 121 | 116 | 110 | 103 | 99 o . HCl
fﬁ;’};ﬁ 7805 | 56.70 | 50.09 | 42.88 | 37.67 | 3131 | 27.77 e P
()| £1L73| £ 2457|2694 £ 2861 +27.23| +2543) £ 2473 HO 0" L l\‘l ‘ N\
(Pt = HE e 7%) CHs 0

S B R %095 (1-4 2%/ — ),/ pH6SDREE i TD5

FNT T T 4 VIR ORGSO W T, KA 2 R KR (LogD))

FHEFNIRO bNadr oz, F72, 122600, SHRKLED
160, WHEA4BIZRED BTV 519,

BITEHZEBIE 1L, 754% (92/12281) TdHh -7z, T EIE
F. HHIR - HAEIR13.1% (16/12261), 7u 5 2 5~
E5115% (14/12260) ERS10.7% (13/12261) . Btk
FWT74% (9/12260)  FRANVE > 1566% (8/122
Bl). AR EAB7% (7/1226) Tdh o7z,




20. BURW EDFEE
201 REHOBAIZT VI o —at (GHmEXAD) O
FERGETHI L, Fo0 KK ZPTPY — M ALY
WL THRET 2541, BREBTTHREL, 25X
CROIHHTAZ L,
20.2 HEV A a M3 258137 4 )V 2 O—E05##E$
LI ENHHIZO, Bty PONEICEET LI &,

22. A
145 [145E(PTP) x 1, BUBRFHIA D ], 1403 [145E(PTP) X 10
IBEEESRHIAD]

23. FEXk

1) HEPUER - ST EE 2B 2 IR O MEt
(200941 H 21 HKFE. CTD2.7.6)
FEPVERL - IRBESENT BRI B D S BEE O Mt
FEPVERE  AUETEITEZE B 12 B B Y B RE O MRES
(201545 H 20 H &2, CTD2.7.6)
ALV ¢ Child-Pugh# #8277 L — FBORTHEZE B EICB
V% SR EHRE O RET
NGRS - R A BIF 50D LBy TR IVEID
A W AR [ S 1 O T
FEPVER RS BIT A BRHO BB DM
(200941 H 21 H &2, CTD2.7.6)
FRREE il HARSEESAERE 2010 5 135(5) | 205-214
Ando, A. et al. : Biopharm. Drug Dispos. 2012 ; 33(5) :
257-264
FEPUER: BB AW, AE Bt o
(200941 H 21 H &2, CTD2.7.6)
FEPUERL © RS B30T B AR BAEF O #ET
(200941 H 21 H &2, CTD2.7.6)
FEPERL © SRYAH LA o Meat
FEAERL ¢ FERAUESER] (WAER]) & WM EANEH
OWEt
FEPVERE RIS (R L OSEYAHE AR
DOIE (2)
FEPVERL ¢ BT OB
FEPUEES  IMEOENTERE 2B B 2 D HAE I 2308
DR (MEERERER) (200941 H 21 HA&GRE. CTD2.7.6)
PR IMEOENTERE 2B B 2 D HAE I A R)E
OWE (BHR53E) (200941 A21 H AR, CTD276)
FEPVERL © JEBAT B BT 5 2 D SRS T A RhR
OME (—iEEERER) (2017429 220 #4&ZE. CTD276)
PG BRI BT A7 D SIS T A%)
Rowst WEErsEER) (20154E5H 20 H A&GE, CTD276)
MPVEFR BT R EEG B D F N S
R OMF (B S5-R ) (20154E5H 20 H A&GE.
CTD2.7.6)
PRI b A IR ESMERE. 2008 ; 28(2) ¢
75-83
PR B, P T UAR—F—BI UM T
F v Y AIVITH T B ARER
Umeuchi, H. et al. : Eur. J. Pharmacol. 2003 ; 477(1) :
29-35
Togashi, Y. et al. : Eur. J. Pharmacol. 2002 ; 435(2-3) :
259-264

2)
3)

4)

5

N

6

~

7)
8)

9

~—

10

=

11)
12)

13

=

14)
15)

16

=

17)

18

N

19

=

20

=

21

~

22)

23)

* %24, XEFEKERVHVEDESE

BIEERAE BEHAMKE
T103-8439 HEHSH X H AFGAN 3-4 -1
TEL : 0120-316-834 FAX : 03-3231-6890

BUEFRERF B 52 ) FEHEICB S 53R, BRIV
HbE

FER7 7 —~<HASH (T Oy —

T541-0045 KEdTH JLX BB 2-6-8

TEL : 0120-034-389



26. HERTEESE

26.1 BGEARTTTT

-~ s RUBRI=H
TORAY" osmnmnazn—T21%15

26.2 BT
EBEESKXISxt
RRMbhRE A AEAI 341

26.3 121

BAlcld CERGKA ST
RRBHRXAAEAI 341

% %26.4 TOE—a 424
(1B EEREICDITDZ DHEIE)
EFR77—VHA St
AR EER 2-6-8

@B
DD
—8— 2204



