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CL(L/hr) 752+268 947+308 | 1632+401 | 27.27+897
CL(L/hr/kg) 1.15+0.29 0.99+0.26 107+0.19 | 083+0.12
Vss(L/kg) 252+ 040 2.26+0.34 221+025 1.79+0.24
ti/2 (hr) 159+ 0.44 1.64+0.35 148+028 | 152+0.30
¥4l £ S.D.

2. RERUHEHR O

AR FICBH] 72 A AT b 3 Y VMG 20ug/kg % W EHIR
WHES3 % & 2BEON-7 Vv 7 a Y ERREAARE LCEREIARH & i
FEP R RE DR 41% % 150 720 AUEIE IR S ., %
G-BlG 24k 14 F Tl GBS RE DO # 85% 23 IR IZHEIE X 7z, 72
WP F TS, BT e D 93.8% 23R A, 2.2% H3HE A IZHEME <
. FEEZER A TH o 720 MR EED T2 ZAXF I VY
BB SN ol BB, FZAXF NI VR, BT RE
EAFHEDHEATH 5o

3. 97

b MBI AERAKBOREZMFT L2 2 A, KA ORAR GRS
<L 94% D LTdH o 720 REIOKEEMEIX. 0.85 ~ 85ng/mL Ok i
PAIC—ETH Y, MEERDENT, MHAOHFLET T —ETH-
720 NFBERERESEEHE T, HAMKEFOR TR LN,
4. FBEEEZEREICH T 2EDEE

TR s B OSBRI RE R E R (ZhEh
Child-Pugh 47712 & % Grade A.B.C 2 It) 12 0.6 ug/kg % 1045
M CHEFRNES- Lz L EORYEREIEZUTOLBY) THo7z,
ARHN O I FFHERERE E O FRE A L CHRICIER L.,
Wbk 2 ) 75 Y A(CLNGEREB AR L CTICT L. 2z
WERE DK 59%. 51%. 32% Td - 720

FIREERERE LB 2RYFENS A -5

S )i TR s B AR
INTG A=Y (N=18) W (N=6) | P& (N=7) | HEN=6)
kG- (ug) 39.9+6.7 369%9.0 388+117 452%5.1
HEREHE (%) T 897+ 16 879+09 86,5+ 2.0 82.1+38
Cmax (ng/mL) 0.901 %0487 | 0.930+0.319 | 08770498 | 0.760+0.244
Cmax,f(ng/mL) f 0.103=0.016 | 0.120%0.025 | 0.123+0.090 | 0.136+0.027
AUCo(ng - hr/mL) 1.02+0.28 1.30+0.42 1.74%0.59 203+0.26
ti/2 (hr) 245+047 387170 | 539+219 745+ 144
CL(L/hr) 419+127 310114 | 270+128 224+24
CLi(L/hr) 417.7+1605 | 2479+855 | 211.7+140.6 | 1329+346
Vss(L) 1196411 | 1020+175 | 1034+353 | 209.2+40.0
Vs, (L) T 1238.7+4886 | 7760+172.1 | 741.0+338.3 | 11669+ 217.1
¥ i + S.D.

ToRE R R, B, AR, EE OIS EEOZNENN=12,3.6.5
Bl S %585 X — & &5
5. BREETEEICHT2EYIRE
i B BB AR R R (CrCL : <30mL/min) ICBIF 572 A X F b 3
“/“ v @%4@?)&%&: (Cmax\ Tmax\ AUC\ [aVEN CL\ Vss) L:\ %%W%ﬁﬁ 2: D
B AR O SN o7, L L, BREREEZICBTST
JAAT NIV A OSBRI S Tw v I
TR S B 2 &b, Bk E R AN ORIEHIR G2 X
DA ER SN D WHRIEY D %o

(ERPRAL#E]
(S5 kB IC 517 5 A TPEReR RO BB O]
BA

8T HREBICB VT, RAOHEFHH (Ramsay #2237 K O
VAS #E 2 2 7) R OSBRI, HARAN EFCk A TREETH 5 =
LR S Nz

MgEhEmsE A Sz BE (HARA L H) 2RI L2TS
EARMBCEHER T v VU IRV ICBWT, KA 2 6ug/kg/ I
OPE5- LT 10 5 B FIRINA~FEBEIEA L HivT 02 ~ 07ug/kg/
BEOFEPH CHRIIRNPE G L7z & & (B G E I3 05 R 24 R . BT
VEHI DFGEL L 72 B AR BB RO T TR 74 — L OB S & 2
TE L eho EROEEE. ARAEGHETIE90.9%(50/55) . 7
T AR TIE 44.6%(25/56) L7 ), RFA LG BECTHIEICE - 72
(p<0.0005) o AFRERRGHE I, Wk AIZB1F 2 e P L Tz,
F7o, WHEROENE AOBIEG & LEE Lk do IERl oG
122V T, ARFIP G TIE 87.3%(48/55) . 77 £ REETI375.0%
(42/56) & 72 1) . ARHIPEG5HTHEICE D - 72 (p=0.032)

100 —e— HAA (-DEX99-001) )
gl —O— WURA (Wor-246) i 9%
80 % 81.3%
7o} (N=165/203)
~ oo}
=*
s 50f (N=25/56)
= 14.6%
2 ol
= 0 % 38.9%
(N=77/198)

20}

10F

0 1 1

7 eH FUARFIIVY

FREE (%) EFNIED 7 TR 7 o — VBN G DA E B O #If5

FE OB IS EN 7Y v ¥ v 73Rk (J-DEX-99-001) 8
e TUVAATFTIIDVUME | 7T REE -
TuAT (N=55) (N=56) e
Omg 47 (85.5%) 21(37.5%)
>0mg~50mg 3(5.5%) 4(7.1%) | <0.0005"
>50mg 5(9.1%) 31(55.4%)
ENLE AR
L 48(87.3%) 42(750%) | o)
»HY 7(12.7%) 14(25.0%) )




FE T OB i+ Phase I #R5#% (W97-246)
e FUAAFNIVUB | TR .
KR — ) :
s (N=203) (N=198) i
Omg 122(60.1%) 47(23.7%)
>0mg~50mg 43(21.2%) 30(15.2%) | <0.0001?
>50mg 38(18.7%) 121(61.1%)
B2
7 0, 0,
2 L 93(45.8%) 48 (24_12/0) 000019
oyl 110(54.2%) 150 (75.8%)

a) ffii% Till#% L 72Cochran-Mantel-Haenszel ki (scores=MODRIDIT)
b) Jii% CHi¥% L 72 Mantel-Haenszel#f 2 (scores=MODRIDIT)

SRR ST C 240 2 8 2 % S8 2 9 A B E(H AR N756))
Gz L7 JE R MR IR0 12 B W AHIE0.2 ~ 07 ug/
kg/ WD HEPHT 24 Wy [H] % 88 2 Cie 3 28 H MIEIRN G- L7z &
&, BEFFGEH CTH AARME . 0T K OIENR O FIFEH 583
RIFITROEBYVTHY, WTNOFGD HG BG4 KR DL
N & 245 B TRET N 2 A BAIRO N o7z (AT
WE) o AHIFEG-FIZEHHE L X)L Richmond Agitation-Sedation
Score (RASS) < 0 Z ks L 72 HE B 0B &1. Be 5-Blatk 24 i
M % Tl 955%. 24 KER LI 70% DL ECTHER L 72,

2415 [ LN 245 [ FEBURET B
EI I» fifsb)
BT | sespra semvtrn| oo | s st v | o
A 3 3 0.0400 6 6 0.0217 0.546
L 3 3 0.0400 5 6 0.0217 0513
IR 1 1 0.0133 0 0 0 0.486

a) FEMMF LR O~PE G H B B O Fe 5 H A o ARl < 2485 [ LLIN75.00.
24IRFR#E276.08) THR L 724 CGRAL - -/ A H)
b) 5B 24RE I LN & 24 O FEBIE O LI (R 2 7 H#iE)

MR
SR T CHE & L2 L 3 2B IE RG4S DL E175 R O /N R
B (HARN63M © DA VR4 O FE BT ATEFI6 161, L O
FHCUSERI2H) % xb 51 L B —BEIEE MR 12 B W T, A%
02ug/kg/BTHRGBME L, v TRl F12130.2~1.0ug/kg/IH,
GIE AT 1 120.2~ 1.4 g/ kg/ W5 o> i P -CoMF ) DL _F IR Fe28 H R FHIR M
P L7z, BAEEE L ~vid, AN TS EIESBS* A a7 — 2~
0. ATLIPWRR T #%IZSBSA 27 —1~0& L7z L A ¥ 2 — il
(34T L) IESBSA a7 0 Bt Jo O R BRI AT B2 il L G B
PRl FIWT IS B D TR G- S, RATOSAHF - SmaF M 1 3E 8 2
FATT L EZ 5N BHEANIOMEEIEE Lo T OMRE, HEEHEN
ORI L R 2FEHRICL A X 2 — (I V5 4) o5 % U
BLE L d o 7HEB O EIA1377.8% (49/63) .« 95%15 HEHIX [H]1366.0~
864% T » 720 95%EHHX I FRRIZ. ARBRo A b e itk ¢
H5H40%% L5 7z, Tz, KAERMED ABOMRETH - 72,

* . State Behavioral Scale

WIELEN:

Lotk 458D

127 AU | 2Bl 6ig DL

BI%L (%) . ) oo | 240 AR | GReAR 175 A i
(N=63) 122 B T g | vl | (N-12)
(N=14)
IFVITLAD
eyl 49 1 12 15 11

Liedro 7| (77.8%) (78.6%) (66.7%) (78.9%) (91.7%)
B

95% 5 HHIXIH] | 660864 | 51.7-932 | 436—839 | 56.1-920 | 625—100.0

(BFRRETICH T 2EFETCOFMROLEBERFDES]

BA
Tl - WL DT EREBAS3050EBA 5 L FHINL BHEL
LU, 7T L RRIE EE MG % 2 BRI L 72,
JIFTR - AR E RIS O R FT R EE T T 0 5% (DEX-301545%
16261) 2 Tid, AHI % 3313 6 ug/kg/ W T 1021 1)) & i #%
Ht%. 02~07ug/kg/ WO P CHEFR G- L 72, HEGERFL X
JVIZOAA/SATT =3~4% L7z LB U THEINEGHTHH &
LC7uR7+—)b, BI#EHEE LTy Y=V a2 5T
LZEEL, ATF—FNTTL— g VIERITIE, B ERHE)
BB D7 = v 5 NG % WIHE LTz, TORE, Bk
NG T TR T  — VOB E LB Lo 72ER]
DEEZ, T REET19%(1/53). MM EM 3 ug/kg/ K
T52.8%(28/53). W F 7 6 ug/kg/ W B T 57.1%(32/56) T
BN, TIEREH L, BN 3 ug/kg/ FE B K N6 ug/kg/
BHETHEICE D> 72 (W d p<0001) o

SRR - AR O JRPTREE T T OB (DEX-301)
BB G — FIR USR] W FA
‘7”\217]‘57*—)1/ (N=53) Sug/kg/ Wik 6 ug/kg/ W
B S (N=53) (N=56)
%L 1( 1.9%) 28 (52.8%) 32 (57.1%)
Y 52 (98.1%) 25 (47.2%) 24 (42.9%)
g <0001 <0001

a) FAli - Wi & 4 7T L7 Mantel-Haenszel g (HFIEIC L 575 &R
T & ARFH 5RO LK)

WAL - 88 < D IR TRER T T O RER (DEX-3033 8% : 119%1)) @
TIE, A#NZ1.5, 3 X1 6ug/kg/ B T1055 O & e 5.

0.2~07ug/kg/ W OFEPHCTHEFHR S L7zo F72. 04ug/kg/ I
DR G- HIE TL05 H OIS, 0.2~07ug/kg/ FeD i
PHCHERR S 247 ) BED 8 L7z HAEEE L NIVIZOAA/
SARAT=3~4% L7, LEIS U CHRINERKE LTS aE
Tk =V BN L CT o v Y VRS TEL I L LT
ZORER, RSSO R T+ — VOB S
LZeho 2 EMOE G, 7T REET227% (5/22). W
5.04ug/kg/BEHET13.0%(3/23) WA 15ug/ kg/ BEET
45.8%(11/24) . WA 3 ug/ kg/ W #ET68.0% (17/25) . I
BT 6 ug/kg/ FEET80.0% (20/25) TH Y. 77 L REEIZH L.
BT 3 ug/kg/ WL Y6 ug/kg/ WHETHEIZE D o 72 (£
N2 p=0.003. p<0.001) o

WAL - FRi < b BRI T C ok (DEX-303)
Bk S WS- IR B EILREL]
@?”Erﬁjvr— (N=22) 04ug/kg/ Wl | 15ug/kg/ Wil | 3ug/ke/ Wikt | 6 ug/kg/ Wik
VB (N=23) (N=24) (N=25) (N=25)
kL 5(227%) | 3(13.0%) | 11(458%) | 17 (68.0%) | 20 (80.0%)
Hh 17 (77.3%) | 20 (87.0%) | 13 (54.2%) 8 (32.0%) | 5 (20.0%)
s - 0,086 0,003 <0001

b) Kl BT L 72 Mantel-Haenszel#i g (B FNAIC £ 5 7 5 & R & RH1H%
L)

[EEE. iR E R, BREREEE. HEEREHREE]

EE (>657%) KOk S (18 ~ 657) % W54 T MERER 2 st

THEME L 720 ZOMEH. milvE L IS E OM T, EYEE T 2 —

¥ OGRS ST I FRVEN GEEER ) 12 0 BRI ICE KD

B B BTEDMHE RO 5N o 72,

I AR Al o S R T OV BB By 2 0 S Bk 2 il T L 72

ZOMER, HTHEREREE DR ENEEIC R 21266, A ON LD E

HEL . SHEFREEAEL 20 SERIRE OB RO b, AHEHER

DFEBIBUT ., BB (20 Bl 8 BI) (IR RE R = (20

B 16 ) TE h o 720

R A i o R T OV R B % 0 SRR % A TN L 7z

ZOREH, ERE R Y L RRERBRE O T, BB S

A—FDEFBDOONG Dol LA L, BEEBERER & HE Tl

HEMI 2558 < 22 IS H H 7z,

WA ORI 2RI, EEA (I 55 A, 7aRT 4+ =),

WEI(T VT 2 vy =) WARES (4 Y 7V v) L oMEAER %

Mt L7z & 2 A SEBiEsam) e M E NI S N o 7255, 1

B B RIVE I 252 2 R S e, fiiiRAl (o2 o=

L) L OGS A HAERIEED Sk h o7z,

[%iﬂ]%ﬂ] 14) ~19)

1. fER#EF

RANIIEPI T P50 A5 3 2 WY @, 7 L) v S8Rk E2 L

TR S O AL OB - FE L NV ER 2835 2 &

W& DS ER 2 BT 5,

. aZEFICHT BER

ZHRBATERERIC BT AHNL a 2B IRICH LT 0,7 FLFY &~

ZERITHT B BIWEDSE L AHO T v KRB B B A

T an a, 7RV F) SRS 3 58N (pKifiE) 1E, a,:9.27,
a,:616 TH Y KH D a, ZBHEENOBRINEL a, ZHAE~ OB
X0 B #1300 2o 720

. SERMMER

RYA, Ty b A XT HHEYE @, 7 R L) VS AR

o HEFEM (ASSTEB) O T, 1A B o2, IR I O 13

) D BNz,

(B2 ISR T 2 EB{E¥ AR

—f%% T AXF I Y UK (JAN)
(Dexmedetomidine Hydrochloride)

L4 o (+)-(S)-4-[1-2, 3-dimethylphenyl)ethyl]-1 H-imidazole
monohydrochloride

DFRAROSFE  CisHiN: - HCl © 236.74

BER

N

w

HN
MK OGO EEREOBRERTH b,

[BR EDiEE]

1. BERIDEE
1) WETHEYV VR TRMHT LI L,
2) YV VIV T A2BENDDH A0, MR ZEETLZ L,
(3) 7TV RS —WIITHAME CHHE LA L,
(4) 7 RAF —@EZIEE O SHFHPICHTLZ &,
5) V) YVICHEEORENROONSL L XIIEH LA &,
6) WAEHEBENL TV LA, NERICEB R FEWSE O R

BEDOENL L ZFMHL 2N &,



2. BEEHOEE

(1) MEEBRCIES 2V b (RN 2R D D 5.)

(2) WT-ZEEFEDICEL, Lohh) ¢TI E (IFvEn
IHEALZL, TNULEMTZ S ERV L), FTO
WHAEY THRWEA, A 7 r =7 (HRETICL DA
HEAN)” R Wi BRI LEBENDED L, Tl HAT v
FAEAZEYD . F A v b EHITEER R O BB 2D 2
L. 7 —RA WRRR VY VYRS T OBRERSTEHL
BRWBENLEDH S,)

(3) Fx v FBIL, YU VYRR N &,

(4) Mot (SHIHRES) L34 - gy 77 5881E, B
RO R LR nwZ o (V) ¥ VRIS, 220 0 A3
U, iR, =7 —RAZIISREITUREND 5.)

G) YVYIVRYTIZEY FTAHENC. THERELTAERNO
T—RRERS . VI U VLE, EATA YO E
Lo 2¥HE-ay s &8b, (AHoadé. Baivo
FFN, BEMD S DHERNRIEAT A Y ANDZT —RAD
KB ERH D)

6) YVYIYRYTDATA T —D7 v 7 IZHEFERIZEY v T52
Lo (ELEY PERTVARWEA, “YA4 7+ 7" %
WL PR D BEND D B)

(7) YV YVRY TRy b Lk BEICEIRSE 2203 AR
. BTS20 Y IR TORET L HEIHEN, LTTT
L300 EARBOLT —ES) 2479 2 &,

8) YV Y IKRYTEIEATA Ok (G O¥EAIZT
ELRINELTHIL, (BKEICLAHA T4 =V 7 HHR
LD, BHORARITEANKRI DI EDVH L, BATBE DR
Oy TP THLEIENE LS LIEATA VNNOT
7 —RADE SNBSS )

9) YUY IVHICHEIG R BIES PP LIRETHH L 2wz &,
TR T2, BEASNLZEDH 5.
(10) #5HE. HEAT A Y OWHR. HABOEA I OFHIRNEZ

DOWTEMMICHERT 22 &,

[#&EB%&A]

P ) A 7 EHET N 2 HOED by EUICET A2 &

(8 #]

50mL x 531 »¥
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