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L, IRFBEN TS, AT, 2000 43 ALY SEOEKRT —% O HARAN~OIMENE ] & HETd
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MEEHIRRIZ IS 1T D N TR K OVBERLA% D 88 ) OZNRE ST TORRIFZE - 72
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TOFT S OULERF O | OEGBEIFIE ST,
Fo, T T o ABER 200ug 77 AV —] BEHAINTODERIRE, MEERRER I
BWTIE, 2HFREOSMARZEICEI LR 2t ok O Hivd Z &b, HRRRAARET, Huf
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TR (BN
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APEAFHE S 47z 86 BiH 31 fil (36.0%) ICRIMEAZZE SO b, ZOELbOiImEmiE 9
(10.5%), A& 11 6] (12.8%), WEE 4 Bl (4.7%) ThoT-. EFIREBINEEE & 55
& LT ERIARRRIR 1T 3 1T 2 AAN O L BMFES B E 6B L TRET LIz & 25, 1022 filf
464 B (45.4%) ICRITEANZRO B, O HORIME 210 6] (20.5%), &iLE 94
(9.2%), W 61 %1 (6.0%), #RAK60#] (5.9%), HNHEEE33H (3.2%) Th-o7-.
EN CHEi SN - R GRER ORFRGHIR : 24 R 2B 2 TRE 28 B 2BV TLeetEn
Jﬁént%ﬁﬁmMﬂMom@@rm*WW%m B B, FDER G OILEE 1241 (16. 0%) |
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RIE 60 1 (3.7%), AST (GOT) #4031 f51] (1.9%), Ak 24 B (1.5%), ALT (GPT) #gin
1761 (1.1%) ThHoiz
AGREE (N -
[E N C S50 S A7 55 AR IE B AR IC B W\ CE MG S 7z 63 I 16 61 (25.4%) 1ZH
VERDNZE 8 S, D E7 b OIIHAR 8 Bl (12. 7%), EIMJE 5 41 (7.9%), WEH: 4 ] (6.3%),
MR BN 2 B (3.2%) Th otz BERBRAEMOZENL, Wb T - BRI IR
LILHHFHANTH - 7-.

W) AEERORAE (B
EEHIRREIC TéAIW%*&U%%%@ﬁ%)
%% 6L EO/NRIZIE, T AAT FI VR 0.2 0 g/kg/BEOF G HEE THARN~FRBLEA L, B ORE
bﬁf,%ﬁﬁ%Vmw#ﬁ%ﬂéﬁ 02~IMw&yﬁ®%lTﬁMEA¢6
, BEIEFER (TERRBEE HARES) 45 B E 6 R O/NRIZIX, T 27 AAT IV U % 0.2, g/ke/F
®&5@FT#%W«%MEAL BEOREICEDET, %ﬁ%#V«w#ﬁ%né% 0.2~1.4 u g/kg/Ms
®@IT%M&AT6
7k, BEOREICADLEY T, R5EE2EERET S Z L.
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~1%ARNH) , O (0. 1~1%A0) |, AL GEEARB*) |, KEBEE (1~5%AK0) , &
BEE (0. 1~1%A3) , FERIAEE (0. 1~1%Am) , FEENE (5%L0 ) , FRIT (0. 1~1%
i) DME SN TND.
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I. AMICEAY HHE

1. BR3T4

(1) #ns4&
LT v AFER 200ng 7 7 A4 % —
TLET v 7 AFER 200w g/50mL Y Y 17 7 A P—]

(2) *4
Precedex Injections Solution 200 g [Pfizer]
Precedex Injections Solution 200y g/50mL syringe [Pfizer]

() BFDHER
Precedex @ Precede 1%, [4e3i2] MEET S L9 BT, EHRFICBT 28FOEHEIT O
ET,H LW T AR E L TIHER L Tl TWERET238A LW ) BWAH 5. 2D Precede
W7 VLtBT v 7 ADFEL TH D dexmedetomidine Z 8T, Precedex & L7-.

2. —4

(1) 4% (&%)
T ARXT NIV UERRE (JAN)

(2) F4 (ddik)
Dexmedetomidine Hydrochloride (JAN)
dexmedetomidine (INN)

(3) AT L. (stem)
A

3. BEXRT TR

%iﬁ : C13H16N2'HC1
> 236. 74

0. AFMCBE5HEA -5-



5. {24 (ffiE) XIEXE
(+)-(S )-4-[1-(2, 3-dimethylphenyl) ethyl]-1# —imidazole monohydrochloride (JAN)

6. ER%, A4 KBS L5BS
1RER%E S« DA-9501

0. AFMCBE5HEA -6-



M. B3R5 ICBEY 518H

1. YEEZHHEE

(1) 5488 - R
A Dt i AR S PE DB AR

(2) BfEMN
K, AZJ—=)LXiEI=H /) —L (99.5) IZIEITLT .

Q) RimtE
FHRHTEE 60% LA TIINaR M2 =7

4) BR(HER), BR RES
Rl K 157°C
Wb, WEME A BZMEER L

(5) BIEEMRETEH
pKa=7.1

(6) HELfR%EK
LogP : 2.89

() ZDoELRIEE
FEYEME - BEYEEE  +52.4°  (10mg/mL /KIAHR)

2. B SDEEEETICHEITALREM
FIARXT NI VUL 25°C, 60%RH TIRET S & &, 3SHERLETH-T-.
TORATREIDVIERIEDEBESHTIZEBITAREM

RIS PRAFHIA RIFERE HEEH S

o
7R
EH s 25°C, 60%RH, KT 36 7 | RV=FL LRI e HIEN
SERE (&)
T EEA

PR
f@ii&?)@?%
ISt 40°C, 75%RH, WA 64H | HRU=FLoRML {E’gi RSN

Bige ()
R

e Zht
AZARHIAE, S (R ) Sk
Eé?ﬁ/‘] Imm i[ﬁ::ffn_‘;ﬁ\/r {Z‘S

B 25°C, AEHEOLIT

HER (RIS 140-190 i 1x-h) | 0 M

L. A2 B3 ATE H -7-



3. AR OHERARE. EEE
RS alBR 1%
PRAMRUL A~ b VRE T

A
Wik n~ 777 14—

LA RSB35 A



V. S&IZRHd SEHE

1. #fz

(1) FRzDOXEAI
TLET Y REEER200ug 1774 H—]
TRV )
TLEFvo REER 2000 g/50mL ) o TD7A4H—)
TR S

(2) HFNDOHNER VMR
TLET v I REEHR200ug (D74 H—]

=

s

7Ut7/ﬂ
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TLETFyy REEH200ug/50mL > o2 T 74 H—)

I FLT 4R Y

PRR | MAEHOHK

@) #AIa—F
AL LR

4) "HEDYE
TLEeTy I REEHR200ug TD74H—]
pH : 4.5~7.0
BBIEL 1 EHERERICHT D)
TLETvo REE® 200 g/50mL &) o2 T 74 H—]
pH : 4.5~7.0
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TSI O 258 vh D RFER 2 SR O A K VAR
TLtETy I REETER200ug D745 —]

EHR
TLETy I REEER200ug/50mL 22D T 74 H—]
L
2. BRI
(1) B CEHERES) DEERUFHME
W 5E4 TR T v 7 AFRHER 200 1 g T LB T v 7 AR 200 1 g/50mL U Y
(77 A4 H%—] (77 A% —]
BRNSY LA T Lk 1¥ ) o
FUARXAT NI VU 236ug T ARXT NI VU 236ug
(FI7AAFT RIP L LT20ug) (FZAAF RIP L LT20ug)
whnl Bk MU T2 18mg b MU A 450mg

(2) EMEDEE
TLETy I REER200ug TT74H—]
LA T v2nl #, ¥k U oA 18mg (0.31mEq) Z&A.
TLETv o REEFHR200ug/50mL ) oD T 74—
12U > 50ml F1, #HEfkF H YU A 450mg (7. 70mEq) Z&A.

Q) #E
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3. MMIBRROHMRRURE
A LR

4. Aff
L

5. BAY HAREIED & 5 3
BRWE : LARAT hIVY

HN

(R )-4-[1-(2, 3-dimethylphenyl) ethyl]-1# -imidazole
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6. WEIDEEERETICEITHLEN
TLETYIREETHR200ug T 745 —]
AHFNIE, 25°C, 60%RH CIRIFT D L&, SHEMEZETHD.

HADEEMHARICETAREAEZRVRAEEE

PRAFEAE PRAFHIR] AR HEEH i
JESIN
K % ERMERRL T
EIRIEHR B, SR 36 51 o ity
TS5 2T )L é‘\ii
o bt YN
W0C. TSURH (ﬁi&@‘@]i) ff\j%é?% gﬁ%%)
. » T5% =g DiyNN
SRR W 64 A PR HFEN
TRV
ik 25°C, AT _ | EE
~ K| e . 18 Hil | MEHTAT TN | SR (R Bt
i (R5EHRUEE 140-190 J5 Ix-hr) Wit R
LTy REE®E200ug/50mL 2 o2 TD7 A 4H—]
KA, 25C, 40%RH TRAEFT H L &, 3EMBZETHD.
HEDREMRBICETA2REAZRVAEIER
PRAFSRIE PRAFHIN R HE HEHEH PR
IEIN
FEHRAFAER 25°C, 40%RH 36 A pH HirEN
Hix'E
v/ TURR v
TYRE —al PR
Y
P 40°C, 25%RH LI T 64 AL RN
3
25°C, D65 o7 fﬁ*
. (FABRJE 120 J5 Tux-hr DA E e .
P JOk waw | T kol B
G U“}‘E%%ﬁ&%‘:’: L — ﬁ%@z‘& REEPEEY
oSS g ‘7‘/ TR
200 W-h/m? LA_E) Sh
<BES>TI)RA—BERHEZEOLREN
RSN PRAFHIM RAFEHE HEHEHE AR
MR
SR, BOET N4 pH
(EPIT AN 48 s g S
[N
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. ARERVBBEEROREN

RELE

TLETyv I REETHR200ug TT74H—]

14. BRALDEE

14.1 ZEXFREFOIE

14.1.1 KFNILLF O I[N & OB G2 LEEAT D) DARENTVHLIDOTIRA LWL FEET D
e,
c T ALRT U UB, PTESRL

14.2 EFIIZ5HIOEE

14.2.1 A 2mL (2 A FRAIEHR 48ml & %2 T 50mL & L, §FFICiRE L+ 4 5,

14.2.2 FR% X A8 KI5 2 &

14.2.3 KR FHilE AT D0 oIz > T, HGEEORE AR EAGE ) IR 7)) 2ff
Ji R B R

14.2. 4 &M TG L TWA DT —T VAR ZITEA LR WD &,

14.3 EF 52D

14.3.1 NATANLOREBUL 1 HOHE LRIKIZREETS Z &,

TVII—11 @ EOFEE] OHSROZ L.

TLETv o RETHE200ug/50mL > o2 TD7A4H—]
NI L7 4V R ) oo THY, AEEIEIIRETH 5.
VI—11 @ EorE] KO X —4 v ForsE)] oEsEoZ L.

BREORTEN

TLEeTy I REEER200ug TT74H—]

TRLOFMICT LY, RFNOARE OLEMRER 2 i L7z,

R G - AKNZ ERBERCHIRL, 4pe/ml ORKEZRE LZ. EERICHEKREZBRIE, £V 0 v
IR AL, KIAERELE. U UDIEER, IBER T ORELE. 7R, 4,
8, 24 KON48 FE D&KL T U U5 2mL BRELL, HPLCHEIC L W E& L=,

i (mL) BIEEIE7) ATV e i = %)
Becton-Dickinson(B-D)Luer-lok 60 N =3 il P = N
Becton-Dickinson(B-D)Plastipak 50 N b =i il P = N
IVAC Medical Systems 50 A7l ERERI L, Sarya—5 00
bR

ARNEZAEBER T A4p g/mL ICFHR UKL, Uy PHRIRELZ5A, iR GRE) T 48 B

HEETH-oI-.

TOAATRIVOUDEE

(BRIRRF IS T HEIG [%])

LGS 1 FREfH 4 TREfH] 8 IRFfH] 24 K5 48 FREfH
Becton-Dickinson(B-D)Luer-lok 100.0 102.1 104.0 103.9 102.3 101.6
Becton-Dickinson(B-D)Plastipak 100.0 102.5 104.3 102.5 101.9 101.1
IVAC Medical Systems 100.0 104.1 103.3 101.4 101.5 100.0
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8. fihFlL DE AL MEILFEMEL)
TLEeTy I REER200ug TT74H—]
TROEC LY, KHE ORISR Z FhE LT-.
BIZR - BOAER, BA 24 FEMEY, BlD 48 e **
% Vb R KT VT = X =V o RN 4 RERE B
%ok FEMHIEE : d) OBIAEID L
FAGEE :a) SMBL, T AAT NIV UEBRES Y D v — 27 DA (HPLC)
b) #ME, pH, &, NAEMEMK 7 (BHL, 7aiR 74— oW Tk +#)
c) HMEl
d) S8, pH, &&
FESE
D EiEAhBOLNEM DT,
CHEE U VIR Y, 20%~ > = R =LY, 5% T RUBHKR (KK 5%) Y, 0.9%ME T U oA
(AHARR) ©, SV vk (Z77 v 7 Y, T RUBENHBRY v 7k (77 v 7
D#gE) Y, ~ v h—ZMELEEY VR (RE a— VL REGR) Y, 7 RodEm7 7 —hY v
FNER (T4 —> DR Y, 77— U U7V (V4 —> F#aiR) Y, Btk (VU4
—T1 ZHgiR) », BKMRIE (VU % -T2 Sk », HERHKR (V) % —T13 Bk v, b -
BRRE - 7B (7T 7V — Ri@iR) Y, ABAER (KEERE) Y, ¥4IV B
B BAE - 72 /R (B —7 U — Rl (1000mL ) ) 9, @b o U —igiE e ok - B
BT B BREEH I (RN 2 SR (10000l 48) ) O, @ o U —Enig i R
BEX I B TR B EBRER (ZAHY v 7 2 SR (1003mL)) Y
« BEFREE SR AR FA A =T R T A Y, TaRTr—r (1% T aR Ty ik <L
A) )Y
CARA] c X =T AR Y, nru=u AR, AT A = ALk ©
CHEEA D S ZY T LY
< BRA BB R Y, T XV VR Y, TV VT g R (LK

7% 0. 3mg) @
CMEERA: 7= 7 ) VR Y, 7 b e EURRERE AR O, RN JAT RLF U 9,
R7H 9

s CafiPiAl . =W LDV EERE (~UL Y B VRS 10mg) Y

< EERRVERTY B TRINAIEWTH] « T oA u— ViEERtE (4 7 7 b AATEEREA 50mg) ¢
CFRBEER] : 7u® I K (T3 v 7 A7 100mg) ”

a Be NODEMET B Y U ARIRAR YT F REAF LY F R (N 7S 1000) Y

C PUBEPRIBAN - B hA R Y VEFHE (B a—~ U RE) ¢

o MIEEEEIPRLIER] © ~XYU > R U o AEFHE (~XU > R U o AVE L JTHAL10mL TAY) ) @
@ EEMEDOONT= GEBRMNELCT) 7.

BB T AR TY B

cHIRLH . T BN

( VI—11 @/ EorkE) oEsR)

Zeh@BH LNz PHIET). *
c BRDME/ DAREIRIEA]  =a 5 o DO (7 ~— ME 12mg) @
< B AR ILER - AT ARE Y — b A Vs (ERAT 7 A=Y 1 100) ¢

ZeARBHLNI-(EEET). *
CAFRERT T A2 —BIES  ERHAY R LR Y M MY U LKA QERAT T AR —/1 100) ¢

IV. BAN B35 IE H -13-



ZiehBH oIz (EEETERUPHLER). *
ARt 7 e AR VEE ERAE T U T N LKW (BT 7 AV o S 1g) @
SCHURR DAY

FEhEH ca) 198847 H, b) 20044E6 H (72 /7 U — Nligii, ~LYE U IERE 10mg, 73 v 7 A
T 100mg K O 7 1R 1000 13[F4E 8 H, 1% 7 0l 7 4+ — ik~ A ) IdFEE 11 H),
e) 1998 4E 7 H (R, JAT RLF U ERRTZIANL199 45 H, TART Y v
VB RO T ERAF 2002 4E), d) 2011 4F 10 H

(XM —2 ZOMOBEERIO T LT v 7 AFER 200 gl 7 7 A4 F— | ORE (L] OHSRDO Z L.

9. UM
A L7

10. B - @

(1) FELDELER - S8R EEHRICET 5158
TLEeTy I REER200ug D745 —]
a7 Y ZRilko=n, B LRHT I 2RO OEICE 2 REICHAT S 2 L.
TLETy I REEER 2001 g/50mL 1) o2 T 7 44—
(XM —2 ZOMoOBEEE O [#/EFE] | oEBROZ L.

(2) a%
TLETv I REEFHR200ug T774H—]
2ml. (200g)  [5/34 7 V]
TLtETy I REEER 2001 g/50mL 1) 2 T 7 44—
50y

Q) FREE
BE) LR

4) BBROME
TLET v I REET®R200ug TD74H—]

INAT I ES Fyo7
HTAINALT v BT A (350 ) I (T HREET—H) TIAI=T A

TLETy o REER200ug/50mL 1) o2 T 74 H—)

DONSZS T AL R 7%y
PAE U D A7 aeL TF A A TF A A

DI ST F ke

11, BIARE SN B AHE
LB L
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V. AEICET5ER

1. SREXRITHR

4. SHREXR TR
O&HBRIZETHATIFRA R VBB D IR
ORFME TIEITHIHEE TOF MRV LERDIEF

2. RERIIHMRICEHET IR

5 MREXITHRICEET HFE
(BB TIZE T HIHEETOFMRVNERDIERH)
EHREM AT D N R T 7 AN REN DA O AR e OV PRSI S TR,

(fifEs0)
BH I BATT DB TRE L 7 7 A N—HE1L, ERBEKRRICBW TR SN TELT, K40
e e OV R VEI IR STV R0,

3. AERUHAE

(1) RERUVRAZEDMH

6. AERUVHAE

(EFEREICHITH AR R UBERG D8
W, AL, TI7AATIRU V% 6pgkg/MiOF 5T 10 ERN ~FeeE AL (WA
B, e THREORIEICADE T, Bl -~V RMESNAEE, HERFELL T 0.2~0.7pg/ke/Rr i
TRHGEEAT S (f&%&@) FTo, MR GO T 22 TXD.
W, 6L EO/NRIZIE, T7AATIRU U % 0.2ug/kg/RFD $ G3 EE CERIRN ~FReeE AL, BE DIk
HEIZEDHET, E@fﬁ HL UL DFHILDER, 0.2~1.0ug/kg/RFODH lf%mﬂw‘%.
W, AEIETER (TERR RS+ AR E) 45 LA E 6 ﬁﬂ@%@d\ 2, TUAAT IV % 02ug/ke/
RE D P 538 B CEARN ~FRfE AL, BEFORIEIZADET, E%fﬁ%%wm%%néﬁ% 0.2~
1L4pg/kg/BFDHIPH THRAFHEAT 2.
7B, BEOREICAEDLET, FHEEL AR T .

(BFFRETIZE T 5 IHEE TOF MR VLB EEE)
W, AL, TIVAAT IRV % 6ughkg/REOBEGHEET 10 3 EFFIRIN ~FEGEE AL (FIHA B ¢
5, # O CTERBEDIRREIZA DY T, BMEFHL ~LELIORE, #ERFREEL T 0.2~0.7ug/ke/MFDHiPH
THEEAT S (RS . eds, BEOREBIZHOE T, K5 HELHEHEET L.

(2) AERUAZEOHRTEREE - 1B
[V —5 (3) HENGHERRE DHESR

V. IB#EIZEI5IEHE -16-



4 RERUVAEICEEY HIE

1. BERUAEICEET HEE

(ZhEeF&E)

71 AFNTBEEOTEERBIRENZEL, TEERENFE, ML Z U CHERAZ R ARSI S & S TR TR 5 A BAG 52
L.

7.2 R AICBOTEAFI O AR G- —@PEDIME BRSO AL, HIH A 55 DO
A EET DL, ARFNO R MAEIEEAIC LY @B E EFRHSbhoZEnd5. [8.4 -]

7.3 FRAICBW T ERHOMER BIGE L 0.4ng/kg/MDHEE A 2L, PR OHERF~DOBITEEEIZIT)
Tl F o, MEFREEEIT 0.7pglkg/RiAaE R 72l MR IREIRIZ VT, 0. 7pg/kg/MFa itz TG LTEG A
FERER R, FEFRRRER L OV LA ROA FEHGEOF BRI T 52 HESIL TN,

(EHREICH T D AR D RUBRZDER

74 N WTEREEESY HIF55A, ERE. 1 ngke/MidT-0 3~4 735D\ NIENLL LR CRERICTRET52
k.

75 /NEIZIWTIIHIEAR R GE21 T2 &, WMNEARRER W T, FIIANRHR 521 ToT2 581, SiiED R
BRI D2 LS CVA.

7.6 ARFNIN TR, BEBLEEE & OBERL %280 TR G ARETH 03, RFIORHER G- AW TX
120 FERE (5 R, ZNRIZE W TIE 24 FERE (1 B ) 248 2 A0 FRRERIZ D72\ W0 C, TN A B 2 CEEFF DL E7R
B lZlE, BEORHIRIEE | S E iS58,

(fifgast)

(ZhEe3tiE)

7.1 REWEG L, WICEEOMRERBEOLEEC T H2HEENLNETHDH. Fiz, N LIEREEREH 50
IS TICB W TR OEBICK T 2 EESMNETH D, LEan- T, EHHERECTIE - AL
B, AEr e PERIEERE BN CE DIRE TR T 2 L.

7.2 FIERE G-I, AR A A SR 72 0, R aop ZAMHIIC X 2 A IGHEIER IS
L0 —BEDIME EARROONDZ ENH D, IELEANGRINDEELOME EFHICED U A
7 INEZ HIEBEOLEIE, WIMARERGIEEOREEBETHMLERDH L. EHIREICE TS
N TR o R OB A% O SEFHZ BV T, HERFR G OBAT 5 2 L L A[RETH 5.

7.3 ENERRERICHS O TIE, MERFHE 0.2~0.7ug/kg/MEO F AR TH 5 0.4pg/kg/F CHERFRE 5% BlA
L, BEORBIZADE THRERELZIENT 5 Z LIk Y, @Y HEE ICHRE®RGT 5 2 LN
BECH-o7z. LIno T, 04ugkg/Mi% B Z2ICHERFHE G 2B+ 25 2 &

WM BT 2EPIREBE 2R L LTz 24 BFM 28 2 2 B 53R BRICB VT, RAIEHERBERE 0.2~
LApg/kg/Ri T G- L7z & 2 A, DfbEE, Rt L O IE S O FH GBI ERAFRITHIN
THIENRO LN, THEERER T 0.7ug/kg/ M2 B2 7202 &L | ERELT.

BHRPRSHR (BN [CEVWTHEKREFNISEOON-TLEEER

AF B 5 (ng/kg/FE) 0.7 LLF 0.7 11T 1148
FHAMGRE Bl 95 78 71
BIWER OREH BIVER ORI R HRFIE (REEY)

Dol 70 (73.7) 68 (87.2) 53 (74.6)
LA 2 (2.1) 3 (3.8) 6 (8.5)
Kt 22 (23.2) 15 (19.2) 23 (32.4)
Wik 5 (53) 6 (7.7) 10 (14.1)

NS 5 (53) 4 (5.1) 6 (8.5)
WP 25 B0 B OVERR DI 21 (22.1) 22 (28.2) 24 (33.8)
FME N 5 E R 1 (1.1) 2 (2.6) 6 (8.5)

WP 7R 4 2 (2.1 5 (6.4) 7 (9.9)

XA BHRIFINCRO DN F A EFROHE L TD), B AIKROGEOENHEAEELOGENRD.

V IRHRICB 355 A
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(EHRREICH T HANTIER PR R & DEEE)

74 INRIZBWTE GIEEZ ET 56 O G EO B L%, KRR COREL IR ELE. .

7.5 /NRITKRIL TR A 524 T o TS M IR ERBR I BN T, i ML E DI BLROHEMNNGRO DAL T EMD,
NIRTOMMI ARSI ThIRNZEE LT,

7.6 N LREWEH, BEMGEFR K OBEN % 218 CRfe i 53 22N FIRETHY, N LI EENRTIZ AR O 5-
LT OB,

FRATIE, ERNO R 5708 (AR5 : 24 FFZE A TR 28 AR ICBT & E-HIR O T
ROLBYTh-Tz. Fie, INRZ G LU E N (C0801017 #RER) TIX, 24 KefilaB 2 TIRBREE MR H-&

NT-HEERE 7 61 (24 BFREILANIC
BEBRFIL 1 B (87.5 BEfE)) DA TH-o72. ZD
1),

JNRL

BADEHINEEG | SmSHEITBRTLIL. JERELL.

ERRHRSHER (KA 1T 555

PRESNIZ 4 FlETe) DB 6 s 72 B H LN OF - THY, 72 R 2B 2%
ZEDD, IARFIORge s G- MRS RSN T 120 FEE (5
(ZIUNTIT 24 B[ (1 A D) 282 D RRER 1TV 720 ), a2 CHER DS L BRI AT

[Nl

KTEBIE B H R ESME 120 B¥RAL5 A 1L LD ERERFIEL ()
75 4] 88.3 MFfH[3.7 H] 13 %1 (17.3%)

5. BRERALIR

(1) BBERT—2/8vsr—:3
[AAl
<EFHREIZEFTAAIFERD R U EZOERS>

2009 44 H XV ATOAGE TH D72

, YL

<BFHETIZE T 2 FEFE TOFMRVLEFRDER>

ENTORBHRFICAVFEIHEHER
( TBFABTICEITHFEETCOFMRVONERDIEFF] Z3RXEIHR LT HRERHBRICEML
—iER)

P o At ey 1% EEEE | S
T=HY TR T COI | R AT - {5 I -
B TIL OIS | BRTORING | gy | DR (32 RTINS
DPIHZBTHT 72 AT | BT I E T | O G | RO R | oy 5
RO | - EEOH |77 g | BEECOsRE | DO P ey | A
ERMTOBIRMIER(L | BCBURAS | e, | FQEEE | o, Do e
FIRR R EE R | YRR ] (62 1) N ~h=

g |2 (DEX-30154) o o

S =S TR T TOBIK

P SN SUSAFRESOIBUFIR | po sy p e TR 5 H1Z0AA/S
BT LB I PR OB | S e | SEIERIL | BIBUL-FFHIKH | 2279 S4ICSIER
BCBIDT VAT VU | e e g | 77 ERR | BFRREFCOTE | MERFT 270 Ic 70 |
DAER ORI || DTl | CEER | R | 7 — 0B s ‘
THBUMMENER (LT TE | D20 e | S | (196D MFLLID TR
AR T S MR AR i EHA
(DEX-3037%88)
FE=HY TR T COIR | BT - 5
BT R OHATEILER | RSO R | WEAIL | AT (5 | 1ABRER 5 HIC0AASS

wgg | CHEHCBULT VAT | BT R T T RO R | AT S4CH RO

sapp | IOV OHMMEROL RN | i AEFOM | HER | BT CORRE | M 50I05Y7 | K

2 ERATOHIRIEIEAL | #HCBIH% | ATRE | T QBB | 2EXBELLRD TR
TIERAIE T EEREE | e RO | ks | (32661) FloEE
#A5# (2005-00575#) i

a) OAA/S A=17”: Observer's Assessment of Alertness/Sedation A=17”
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(/ME]

<EHBRICE T D ATHFRP R UEEB & DIER >

ERNTORZHFICALNE I ~MHAKER
(UMRIZE T BFERUVRAEAZEBRAERIZIEM L -3 ER)
X eV Hiy ey i LEGMAR | e
DA VEEn
NSRS TS0 57 | N ANl [
- IAAFIIOV ORI, % | TOFENCIT | EER ey (ST
EFJHI*H AN N SHE AR = b He A By %(‘:jﬂéﬂzﬂz?{ ﬁ%&‘i‘e(\ﬁ/7l\)@&’ﬂi
iR | IR OSBRERET) | o E KB gasi o, L1y | zessUsaoris | P
" - é%mmgﬂﬁﬁﬂ\—lﬁl% ﬁ ‘ﬁ&@%‘g%@ﬁ?\ g}jﬁgﬁ %ﬂ%(ﬁ@d\lﬁlég DEL -
JEE R (CO801017348R) | kst = (63(51) i
M — TR B
NEER S -
PRBEEHBELLTIX | |l | e | DT OB | SEHBIE: AUC, G \\
AFRID L DI BHE R sl HEMH e S o ATH,
S v = St &5"3#0)%%@ Fiie . ‘F"C)\ISJDL/VCU\ ﬁ%ﬁﬂ“iﬁﬁ%x/b_‘—ﬂ/y
??%j] ﬂ'*%*ﬁu?f@_é% I *H, i Sy N /m&“i‘ﬁﬁﬁ N Ly < @77”
LSttt I 0 T | RiONRIBE | AZ A
5 1A (W98-2667415%) (364)
BEEE ——— — —
DIBETFAS O A% | VDT . e — e
LT aAF oL 0k | gommans | srgm | CETH RO ) SKOBIEAUC, Cr'F
o _ s egrng | IWAUE240 | A Ao,
WEE, 77 —~al )RR | GROMERRY. | R LIRSS | 5 BISIOUMSSIE S | R
B O S0 BB | REOSBIIER | IR | 3 e | el
(CHOPAER) USSR =
25 A BT ARG D/ &
HRELTz, FUAATIIY | NREPIE T N TP A B S
> DIEWYENHE T K UK TOXIHI AT FEM IThiLTWn52 | EYHEHE: AUC, ConE | KIE,
NEHT a7 P ANAFUEY | RO | R | AR 7RR | O L ST | 2T
LHEIAH, HEEMR, HEW | RopEie&k e DN (59 | i (RSSY, RASSY) ~7
" B, % e #% 3t O B | OSRROME f31)
A | (DEX-08-0135)
BERH FMINIE: AUC, Cou
120 LA k24 AR/ | /NI TASE F ATRREER | A G
SBEAAGLLEBIN, | COPMBRER | HER | TDR TS | gy o) 0
M2, JFE WG, | FROMHSRT | MEEAL | 120 A DL E24s | OR0 TS | K
SEOBIESL O EME | ISOSMBIEN | BAGS  | IREONRE | (e e
A8k (DEX-11-01345%) [0 SHEE0Yy ) H (54 *%1/ Ry -
AL LT
EIEAERR28IALN LA4TELLT | B/ A ik .
i = o N TR B S
| S - 3 = ~ s R
DIARENBELLT A | FCOTIAN | gegm | S 0Bl | Lo —8isk Q¥ | i,
ATV OREN, %) | 85RO = o [N e N N
POV e FHEMRY | EERSELUL | VIL) okEE0EYE | 775
PR ORI IEA W92 | RO F R, it | WL FOEE | LR A 5
HI/IAR, JEEH, S | ReMRUEY Y| s et - e
i/ TP (DEX-09-0854%50) | BB Ry o
P EETERG28 L, 3630 A T A
BEER | e b 155 A LR
AATIIOYDEEMERO | REFERICE | e | sl £ | L 2% SR QY
AEERIT OB/ | FOLRRERT | oy 365@%% g | V7R OBRGERLEL | KA
i, I HAMEDRF Y an s (g | LOERORS
1, ZHiFA LA (DEX- e
11-065453k)
EFIERERIC I FOA
TR A TOR TS/ . .
MEEAGLLT s 2 | DIRIIEE | - gy | TR g o
- A oy g WA | s IO TaLy | VAT 2— SR RH | ),
BN | IOV OAIIERORANE | o Deprns | BRI | ot DL | D e | K,
LEYRL | EWETOMIM, WME% | el | I | e B | o repindia | 2T
fb, “EER MRILE, £ | 000 Sl | PRI
3R (DEX-08- I 3
05785%)

a) BIS: Bispectral Index Scale, b) UMSS : University of Michigan Sedation Scale
) RSS:Ramsay $#8§fA=17 (Ramsay Sedation Score), d) RASS: Richmond Agitation Sedation Scale
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(2) ERRREIEAER

[RAl

1) BEMRE EERUERERER 9
KENZBWT, BFEEBREZNSRE LT, T2 AAT I VOB EEIMEFRE 2R 2
BB A— 7 B2 £ L7z, T2 A AT I VUL, FFBRERNE WD, FnikEz
HET 20 ENEENE NI A= 2B ERFTTZENEL LN, LIznoT, AR
BRCIX, 727 AAT b VUVEYBREICRIFE T LA ER OE OMOIEER/NT A — X DI O
THRILZ. £72, #0%, 8FHER, SSEOLROEHETOERN - ZeMEic oW THRE L
T AXT NIV OFEE, AEMFETEEN 0.5, 0.8, 1.25, 2.0, 3.2, 5.0, 8.0ng/mL (272
HRRICHGEE A Lz (R 40 2y 0k TR O B EEMAE IR 2T DA L72) . A0Es
EREOME EF-ORBAZ BT 5720, TEAEEIL 12,0 g/ke/Bf (0.2 g/ke/%y) Z ERISARNZ & &
L7z
EERIAE &R (<1.2ng/mL) TiX, 77 AAT IV D7 V7T 7 A 3K 35~40L/hr & Tl
STz, THUL 12% DOEENEIPH T, EFRRIICIIFEE 2o neE 2 b,
T AAT NIV UEGIZE D VP (FOLERARE) , PAP (MEhARIE) , PAWP (BHEDARERAE) D%
B3 DT AS, PRI DOMHENIA SR o -, METHEE 2ng/ml LA CHEBREIEE| 6 % B
(IR OV « U X AREESEOREMRNKS) BB b,
CPT OKMZKAINEEER) 12 X 5 HERFHIZRSEIER A b,
T AXT b VAL CPT OKB/KIIEER) (28T 2 MATEIREDEE & HT a— 1T 2 U EARN
LTz,
REEHR T CHREEO/mWVENERIL, TEK 50% (5/10 ) , #®Ik 40% (4/10 ) Th-otz. R
BRI, 727 AAT FI VUG LEEN D D KO EEREWERITRED bhveho iz

2) 5 1+ERER "0
[V —5 iR (3) FABMOGEZRBR [FRA] D)F 1R OESR

1) AFNOEN CHAGESIN A O HEL OCHEITZLU T 0@ Tho.
EETTREIZ BT DN TR o & OB % o g8
URIPRRIAE 1 350 2 FEAAE C OO Tl B OV E RF D S )
WE, AL, TIAAT V0% 6uglkg/ME OB 5 FE T 10 43 INIRIN ~ERoeE AL (I AR S, fe CHRED
RIBIZE DR T, BMEFHFL -~V DMFONDEE, HERFEEL T 0.2~0.7ug/kg/MEOFFH CREGHEA TS (R 5 .
[CEEHRIRICI1T D A TR H R ONEER A% O BEER O 20 Fio, MERHE 50308675260 T&5. ]
7B, BEOREICEDE T, S5EEEE T 52,

V IRRIZEE 45 A -20 -



[/hR
<sE>
ENEWERZRETLI-E | BB RUE IHHER
% 1HHRB (SMEAT—%, CHOP i, sE&EH)
DR D 1 5 AU 24 5 HAULT OFLREE 38 Bl a1, RERTIROHRE 25T 24 FEfH
DF I AATFT FID U OEIZEIER ZRE Lz, T 27 2 A7 IV UERHAE (I ARERS
0. 35ug/kg 10 77 +HMERHR G- 0. 25pg/kg/RF) , FH=E (WIHIAMLE 0. Tug/kg 10 43 + R G-
0. 5pg/ke/ ), mEifHE (WA E 1. Opg/kg 10 73 +HEFF G- 0. Topg/ke/If) Z 5 L7
ZOREE, WTNOHETHEGRI O &R GG 2 Rl CRFIXRITEOER (IMSS*3~4) &R
L, #%5BMG 4 BRE D DG T £ TEHICHEE O (INSS1~3) 23380 b,
MAEFT 7 A AT NI DU R L UMSS CTIHMEAH EDOHMERFR G-B4h 30 0%, THEOMERBR G T 8
REf%, @B ORI 544 T 30~15 A1 OHERFH 544 T 60 2012 CHIBERIMR S b7,
FEAEDERICBNT, MFEFT 7 AAT FIDURELEFLLHDLWNEIT VT T A L
LYUIZFBIEER S H o 7.
RLELROOLNTAEEFGL, SIELOEMNECH-7-. @SmbEOREMHEE T, KHE 83.3%
(10/12 B1) , HHE 100.0% (12/12 ) , @mHE50.0% (7/14 %) THY, @ETIE, e
UK 66.7% (8/12 %) , F A& 58.3% (7/1241) , AR 71.4% (10/14 %) TH-7=. KA
FECHIMIZ LD THIN 1 FERD Hivizns, JRERIEL OB L S Hilr 7. TEEZREWEAIL &
FECIRIME R OBEFFOA 1 HIRARD S, Wb ESIk%IcmEE L.
* UMSS : University of Michigan Sedation Scale

University of Michigan Sedation Scale (UMSS)

Awake/Alert

1 Minimally sedated: tired/sleepy, appropriate response to verbal conversation
and/or
sounds

2 Moderately sedated: somnolent/sleeping, easily aroused with light tactile
stimulation

3 Deeply sedated: deep sleep, arousable only with significant physical stimulation

4 Unarousable

Malviya S et al: Br J Anaesth 88: 241-245,2002

) RBNOEN THRSN I NEDO ER CHEIZLL T O#MY Th .
EETTREIZ BT DN TR o R OBE % o g8
W, 6 L EO/NRIZIE, TIAAT IRV % 0.2ug/keg/RiD B 5 THIRN ~FRGEEAL,, BEORREICALE T, £l
BEFL UL NESNDEE, 0.2~ 1.0pg/kg/MREOHIPH CERGEEAT .
W, SN (FERRE S+ A% 45 LB 6 BRI O/NAITIE, T2 2AAT Y% 0. 2ug/kg/ME D B 555 B TERRM
~NEHRIEAL, BEOIREEIC A DT, B~ ELILLEE, 0.2~ 1 4ug/ke/ DRI CRAEAT 5.
B, BEOIREBIZADE T, 5l E L@ TR 52 L.
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- EIHEREEBR OWEAT—4, DEX-08-01 8k, SEEHR) W
AN TIE BN T T D 2 UL B 17 R O/ NE B 59 Bl 2 %G1 T 7 A AT I POk
AR WA AT ¢ 5 J OV U foe < BRINAERIHE G- LTz & & O3 2ER 2 Gt L7,
T AAT NI VATFRE T (2L E 6 o) , FRE D (6 5L 117 seRE) cxfL,
B 1 (WHAMEYS 0. 25pg/kg 10 20+ HEFFR 5 0. 2pg/ke/Hf) , FE 2 (WA S 0. 5ug/ke
10 7 [ +#ERF R G- 0. 4pg/kg/RF), H & 3 (R AN - 1. Opg/kg 10 43 +#ERA G- 0. Tug/kg/FF),
R4 (WIHARTES 1. 0ug/kg 10 43 +#ERFE G- 2. Opg/kg/IFf) &5 L7z,
ZOFER, RN LU, FRBTOHE4MLE Y bEo7z. L AR o —#EEK (R
BV Th) LRV AT a—RE (7o F =)L) NBENESSNZRETLREETH-T-.
LAY 2 —HERIR L VL A o — SRR 5 S TR OEIA L N A F o — RO 58T
RO EEZ Lo 72 (ZHFH Cochran-Mantel-Haensze ¥iE, Wilcoxon FiiE)
FElE 1 ROERE T ORIERIE, HES 3/1541) & HE4 (8/14 1) THRH LI, TOWNRIL
WAk GH) , ARimE (LE) , SEEE GF) , miE (64]) KOEE (14#]) Thot.
KRR TIE, T2 AAT RV UFE LEEND DI R OBEERBIERITERD bhphoT-.

1) AHNOENTHER I NI NEORERVCHEIIUTOEY ThD.
PRI T D N LI o K OV % 0> B

WHE, 6L EO/NRITIE, T AAT M I T % 0.2 ug/kg/MEDBHHE TRIRNA~FRBHEA L, BE ORE
IZEDET, BEEFH L ~LBFLIDRR, 0.2~1. 0 u g/ke/RFDOHFIPH TRHEIEAT 5.
W, EIEER (TERESH HARBEE) 456 ML E 6 SR O/NAUTIE, 77 AAT FIV 0% 0.2 g/ke/FED
B G TEAIRN A~ FRGHEA L, B OREBIZADE T, B#EEH LV BEONDEE, 0.2~1. 41 g/ke/FFODHE
P CHRRHEAT D
7nE, BEOREBIZEDET, RGHELEERETDZ L.
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Q) RERGERFR
(Al
1) FI1ERER"

RERRAICE T S FEHUEARORYBRER VEHICEYT S AERICEDO®RE

T AAT b IV ORIEAN (WA HHER) 12X D 3RWENRE,
W ZRE L, & DI AEEOBEUMEZ R 28T 2 BRI TA T » ZITBWTHCKA - fE
55 T FRERAR B 2 52

REWRE 73 B, T A 2BV T A (B B AR NIRRT 76 512 X5,
Jits L7z
HERDBREH S HE
24 IFRIRAGEEA
AR AR 10 53 B AT =24 TR AERF
0.30ng/mL 3.00pg/kg/ 0.168pg/ke/iH
0.60ng/mL 6.00ug/ke/ 0.337pg/ke/H
AR AR 35 Syl A =24 TR MERF
1.25ng/mL 3.70ug/ke/I 0.700pg/ke/IF

FAAAIER], HEROSHE &

K A VN T B P U B e 7 P RS 78300 B, B MSEChEE 3 & (0.3, 0.6,
1. 265ng/nl) THAH IS LT 2 L~ L ORERN ATRETh 5 = L B LA E Ao T

7, BRACONTY, BOKATE DA & AR RRSHEARD b, LinisT,
AAMCHBNT S, HEMEFIREE 0. 3~1. 25ng/nl T4 HHE &3 % Bk L~ L 242 =
LIRTE D LEZ LI

LinioT, & IHERRRCORZIHT 2@ ML R OARORE, FEOETEES 0.3
~1. 25ng/nL \ZHHEIT S = & & HEE L L.

a. $EEHMEM
B 5RR% 24 BRI E TO T Ramsay R O 7 & LB
T ARXAT MNI VUL TR ERRIE% 24 B E TOYY) Ramsay A a T A LI- L 2 A,
TITRRBERL T 7 A AT F V0. 3~1. 25ng/ml BE CHEHER O HEIGHERRD i, HA
AL OB ADORNCEZD S DT D SN T,

=P VN
[ BReRA
5+ 4.7
i
43 40 4.2
I
4 T
° 3.3
§ 3.1
@ 34 T
F4 23 23
é ) ES T
S 2
c
<
(3]
= 14
0
N=6 N=6 N=6 N=7 N=7 N=6 N=8 N=6
Placebo 0.3ng/mL 0.6ng/mL 1.25ng/mL
THORATRIDY

1) Ramsay A7
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b. RENBRZTHAH L
20 BB ETO CFF R a7 D #E#%
HARNK OWCK NIZIBUNT 24 FFE E CORE GRS S CFF A a7 CEMfE) O EZ R LT-.
AAANKLORCKA & HICERLGRRMGHE 24 BRE T, T7AAT IV _TORGRHEE T TR
BED CFF A3 7 IXFAEET, 1RBRERGH, #EH L TOTHESICHEEE L, #5RE O R 24500 TR
SNCFFRBREE T TED I ERRE I,

OFK A —o— Placebo-24hr
@HAKXA —e— DEX 0.3ng/mL-24hr
—A— DEX 0.6ng/mL-24hr
45 T 45 —m— DEX 1.25ng/mL-24hr

e T J T A AL

N 35 N 3B m— —
2 - > 2 — |
m — T —
O 30 l O 30+ l z‘i I A/l
7 —1
—O— Placebo-24hr 1 < /I*
—e— DEX 0.3ng/mL-24hr Y
257 —A— DEX 0.6ng/mL-24hr 254
—m— DEX 1.25ng/mL-24hr g
20 T T T T T T T T 20 T T T T T T T T
0-3 3-6 6-9 9-12  12-15 15-18  18-21 21-24 (hr) 0-3 3-6 6-9 9-12  12-15  15-18  18-21  21-24 (hr)
Time Intervals Time Intervals

#:p<0.05, 7T EARRHIK L CREFHEA EAEHY

+:p<0.05, 7 AAF I (0.3ng/mL) BEICH L CRERHAAIA E 2500
#:p<0.05, T 7 AAT hIVL (0.6ng/mL) BEIZKI L CREGHEA B 2550
EEJfEES.B. (N=6~7) (pairwise i)

g CFR* X7 DS

¢ Critical Flicker Fusion Threshold (CFF)
T Y AAT NI A5 R O FE 3 < T o QORI s R, sIRASHER R C& 72722 Bl (SRR
OIRFEL Hz) Z2ET DI LR, RE OREEDR 5 E M OGRS 1% 3 A .

c. B2tk
Rk A
BRI T CT 7 A AT M D UBORIERORBUL, AR 33/55 5], HNEzE: 21/55 5], 587
21/55 B Toh » 7=, FEBEEE & FEHIZOWT, B 5237 F S0 BIE B O e AR L 2 AHE T
RO NIRRT,
T AAT MU EBEN G DT N OEERBIERITRD b o Tz,
BARA
REBIERE T CTT 7 A AT IV UBORIERH OB, IR 24/58 5, ONEZE 16/58 #i, SHIE
16/58 {5, {&ifJE 12/58 fil, MR 10/58 Bl CThH o7, FBMEE LRI OWT, B 5237 F&4HE
PR O E AR LA EIIERD o Tz,
F U AAT NIV 1 26ng/nl 24 FERRGRED 1 BT, FLBRMAE 18 BRI, EERBIEMR L LT
FHFENEN RO bV, G2 HIkE L, 1B X W IERITEE L.
T I ARAT NI VARG LEEENR S BIETTITERD b o Tz,

1) AANDOEN CTRBIIIZEAD HER CHEIZLL T D@ Th 2.
CGEPIRIRICIIT D N TP b S OB O #E)
URIFTIFRERE T3 DIEARE CTOF M OMLE R D S
WE, AT, T7AAT IRV % pglkg/ D1 58 T 10 IR ~FrtE AL (RIHIARRE), i CTEED
REBIZEDE T, BEEFHL~LBELNLORE, HERFELL T 0.2~0.7pg/ke/IFOHIIH TRIHEA TS (HERHR 5-) .
[EETIRIRICI T D N TR e OB OBIFR O Z) FTe, MEFHR G ORRIGT 2286 TE%. ]
7p, BEOREICEDE T, REGHELEERE 5L,
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2) FIHRER (BN EmERAEg) ¥

ICU ThiER: - lERZBEMLE LTz, Ao, EHEFRESEEOHRE, TEMORE

AT AT, EHIRFECTOSF R OERZ B L U258 AR RBR 2 i U7, ARBRE, &
W& S BUHEEHET R O EGHE A2 B L728 1RSI RSO CTRE LBk 5 & -
BHHEDR, BINE L T 2ETERICB T H2EBLOERZ B E LIZEFIZBWTHARIT, 7
DUEETHDLMPERTT AI-OICEmEEINT-. T 7 AATFT FIPro&R5E, 64 g/ke/FFT 10 55/
MART G 21T o 72%, 0.4ug/ke/Re CHEFRFI G- 2B L, #FHF L~ LIZHbET 0.2~
0.7 g/ke/WRFDHFH CHRE L7-.

a. $EFHER
i) SEVSLOEMRSE (EEFMEFMEEER)
TIARXT PRIV URORBITHREFNGON, 2l b IFY T AOBIRE Z b L
LZpdolz. ZHUS LT, 7T BARBETIE, 6 FlF 5 ] (83%) TIFY T LADKRELENLE
LY, TIRRHTOIZY TLAREENT 7 AAT FIVURGHIV BABIIE o7
(p<0.010).

0.025 7

0.020 {

o015 J THEESE.

0010 p<0.010 0.018

0.005

IS LDREE (me/ke/FE)

=
=

0.000

TSR ATRESY TR
(N=6) (N=6)
HERCEL-ZA VS LDENREE
Wilcoxon 2 FEAMR E

b. fEEFEMBEME
i) ELEXOEMEZREE
TIAAT RIVURED 6 BiIfh 16 (2 HEDOA) IZE/LE ROBIEGNLIEL 725 7= D%t
L, 77®AEETE6HFSH (1 HE) TRELR-TZ. T BRBETOE/NL B G EN
TIARAT NI DVUERGREI D LAEIZE o7 (p=0.040).

0.0107
¥
E;
)
E TE+SE.
1]
up 00057
% p=0.040 0.008
¥
A
=S
@ 0.001
T ZpRATIESY | Tk
(N=6) (N=86)
SEEICEL-EILERDEMEEE
Wilcoxon 2 FZE AR E

V IRRIZEE 45 A -25-



c. &%
HEBEE T CTT 7 A AT NI VUBORWER OFRBLL, %% 10/18 #i, e 9/18 5, AR 6/18
Bl CThoTz. WMBIGH T CTT 7 AAT I VUG EBENH D R OEELRBVERITERD 5
IR o7,

1) AFNOEN CHAGESIN A O HIEL OCHEITZLL T 0@ Tho.
EETTREIZ BT DN TR o R OB % o g8
URIPTRRIAE 1 350 2 FEAAE C OO Tl B OV RF D S )
WE, R, TIAAT IRU % 6pglkeg/MiF 530 C 10 /9 RIFHIRN ~FitiE AL (I AFHE S, O CTBEO
RIBIZE DR T, BMEFFL -~V DMFONDEE, HERFEEL T 0.2~0.7Tug/kg/MEOFFH CREGHEA TS (R 5 .
[CEEHRIRICI1T D A TR H R ONEER A% O BEER O 20 Fio, MERHE 50308675260 T&5. ]
7B, BEOREICEDE T, S5EEEE T A2,

[/hR

LR L

<HE>

NSRS B R R OV ELE, EHIEHE T CHEr 2 M3 &3 DB EENR 45 B E 17 R o B8 %
%G & U [EN S ITFEERBR (C0801017 #ABR) OFE RIS &, [@w, 6Ll Eo/NRICiE, 57 A
T RV U 0. 2ug/kg/ W DOF G CEARN~FEGHEA L, BEORBIZEDE T, FEsa L~
NREHIHEE, 0.2~1. Oug/kg/MFOFIFH CREEEANT 5. W%, EEER 46 WL E 6 A O/
WIZIE, 77 AXAT RI V% 0. 2ug/keg/REO P Gl E TEARN ~FBEEA L, BEOREIZE DY
T, FHEFAFR L~V DNE LD, 0.2~1. dug/ke/FEOFPE TRGIEAT D, | LT L7z, AR
WBWT, NEOEERKT 1~2 BRET (b L <ITEBHLAERT) OFEHMIERT 7 22 F FI Vv
BEN, A TORENOEEL T HHEFH LV EHERFCE 2 2 EOVRIBR STV 5 BIZIMAE R E
T D 0.3~1.25ng/ml. OFPHNTH YV, F-HME, LEMELOERENTED L.
[V—5ERERE 4 1D [NE] 1 RO IVI—1 i EEO#R - AlErE ) FRRBR TR SN
7o R EQ/ N BE FitEA ] OISR

(4) FREIRIEER
1) ARG

[REA)
<KEFARIZHITHAIMERFRUBRREZDER >
@ BN EIBRE EBRFELI/IMAITY v U IHER Bk, ERSERLRRE) ©7
B 1FRBRICE VT, AFIO#EEAEH (Ramsay #5852 27 KON VAS #8582 2 7) R O ENREIX, H
ARANEBCKANTHERIETH D Z &R I N,
Wk N5t g & LT AMNRIR T — & % H AR ANDBE ~IMET 124 72> TOZ YA R 258k
LT, R EIEREICICE SN BARNEBEAL FhERtg e L2 T /MAH Y 7 2 AR5 &
SR VU IR 2ER L. ATV v P R B, B EM SN SN BT
7T R% R R EGRER OTRBR MG IS RS &, B E AR IRY b, TR
7 VR XOBINEE-OF L BN G EE ANERHIEE & UCHER L7z, X
EREER T, EHIEEEICINAE SN, 8 (NLMUAEE) NV L 7R DIER 2% & Lot
B MARRRER CII sl « B850 « SEES « BEE0 - 2O BIRIEFI 2 x4 L Liz). AELMOCHEIL, &
I AHERER CTHZEME & AR S FER O R (6 1 g/ke/IF 10 /3RO E 514, $a5HL
YU E DR T 0. 2~0. 7 u g/kg/ W THEFFEE -, B IRERITR 24 REfE]) CTREIRN ~FRfIEAZ1T -
7.
WSS MFHRRBR RS & ENE L/ 7Y > 2 2 73R BR R & Felea L7z,
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a. fBFHMER

i) BEPOHEBRICELL-TORI+—ILOEMESEFOEENH (EEFMMUFTEER)

HARNZEBWT, EEFEHORIE L 2 2 EPICREED T a0 R 7 4 — OBk 5% 3 L
LZeho TRRERIOEIGIX, T2 AAT M DV UHEGRETIX 90.9% (55 il 50 ), 77 &AREE
TIX 44.6% (56 il 25 B) L7eb, 77 ARAT IV UEGRECTHEILE - 72 (p<0. 0005) .
ARBRAAE T, WK AR T DR SR L Tz 9,
[ 4 9% FA 8 O Propofol(>50mg) AN b B (AR D =5

CIAEBAERED LD EDPropofol >0~ 50mg)AS A B 274 o 1= fiE f5l
[ Propofol DB M SN BEITLHESE M > T fEH

@HEA ORRRA
p<0.0005 p<0.0005
] &’)6) 1 c%)
| ] 18.7%(N=38)
80 - 80-
| fE 21.2%N=43)
7
60 ® 60
_ 2
85.5%(N=47) )
404 7.1%(N=4) 40 60.1%(N=122)
J 15.2%N=30)
204 37.5%N=21) 24U+
. 23.7%(N=47)
0 —L = — - p—y ) O = o4
TYRATIEDY TSR TIRATISTY Ttk
(N=55) (N=56) (N=203) (N=198)

BEFOHEBICEL-TORI+—ILDEMERS SR DEES
Jitiz% CHH#E L7~ Cochran-Mantel-Haenszel 1 & (scoressMODRIDIT)

NEFE D 7 1R T 4 — VBN G- 378D S TIEGFIDOFIE ITHONWT DT I AXT IR LT Z R AR oD L

100 - —e—HAA (J-DEX99-001) (1355%55)
00 | —Oo—RRKA (WI7-246) } ‘
o %313%
70 (N=165/203)
60 I
%) -
% 50 -(N=25/56)
Baop %389%
30 (N=77/198)
20
10
O | |
75K FHAAFNIVY

BARNERRKADIEFHERAD UL DREF (AR ER D 95%EREXME)

TG0 (%) IR ED T R 7 4 — VBN S 72D > TEF DOEN S

i DB R 5 ER7 U v P 7@ ER(J-DEX-99-001)17
o e FIAAT NI DU VAN —
PARY —_ I/
7T A (N=55) (N=56) e
e Omg ] 478BB8%) | 2137.5%) |
...>0mg~50mg | 3(55% | 47.1%) <0.00059
>50mg 5(9.1%) 31(55.4%)
E/LE X
L A8ET3%) 42(75.0%) | 0.032V
HY 7(12.7%) 14(25.0%)

V IRHRICB o5 A
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FRAE TR OB - 155 Phase I3 BR(W97-246)15
o e FIARAT NIV URE 7T v AREE
TR T F—)v e
il (N=203) (N=198) BE
U U - S B 122(60.1%) | 4723.7%) |
...>0mg~50mg | 43Q1.2%) | 3015.2%) | <0.0005%
>50mg 38(18.7%) 121(61.1%)
E)LE R
2L 93(45.8% .29
_____________ :_Jf___________________________(______(3)_________ _________48§2f1__2_/_0}_________ <0001b)
Ho 110(54.2%) 150(75.8%)

a) g% CRFEL 7= Cochran-Mantel-Haenszel % i€ (scores=sMODRIDIT)
b) fitii% CHHELL 7= Mantel-Haenszel 4 & (scores=MODRIDIT)

i) ABREREHROEHRICELETORI +—LBMEEE
HARNTI, 1BRERGTICHEL R TaR 73— OB & (ng/FF) 1%, 77 2R
TEHMEES.E. ¢ 23.47+4. 03mg/IE, S : 12. Omg/Ff, T2 AR T F I DU HRECEHE+
S.E. :3.78%2.22mg//§, HHAE : 0.0mg/HEL 72V, 77 AAT FI DV UREHPEREIZD IR
7= (p<0. 0005) .
BOR ANIZ 38U T b AR D RAE YGRS BTz,

[ J=P- N @K A o
100 FH{E+SE. FHELSE
40,0 T
i 250- [ m J
» »
E 500 \ E 3004
a‘p“( 07 5;-( 20.0 -
T 10.0 4 p<0.0005 2347 T P0.0005 o
* ’ -k-
g'rz 50 3.‘78 _|f2 10.0 533
o O
n - : n 00 W
00 ! _ - —
THORATREIDY TS8R THORATREDY TSR
(N=55) (N=56) (N=203) (N=198)

REREI S OERICEL-TORIA—ILENESE (mg/B)
Jiz% CA#& L7z Cochran-Mantel-Haenszel }iE  (scoressMODRIDIT)

V IRRIZEE 45 A -28 -



i) JARRFER S hDF1Y Ramsay X O 7 DR
AARN, BCKAE HIZT 7 A AT b I VU BGRICET %) Ramsay #8§f 2 2 7 OHERIZFEET
HY, KILEWNOEFIBFRICBITDEET T, 77 AAT FI VI E2BFEORREIZEHETH
G LSRG O N D EHIREOHBIZTE AN EBCEA TR TH D Z LR SN,

OEHAA

Ramsay $8§8 X7

—0— THRAITIIUUE

—o—JS5tRE
FHEESE.

OFT:KA

6_

5
N
R

i N\
& 4 Q—Q—ngﬁ
> 3 -8l
g “Ogig o ey
©
& 21 e

ERERE
] T T

—0— FHRATIIDUE
—o—JS5tuRE#
TH{E+LSE

jo)

%Szggé)i\%?(

5 10 15
R 5 EsRER DR (hr)

BERESE @I Ramsay X7 DHERS

Ramsay $E&%X27

20 25

AT RN
1 RLREHTHD, AFTAFLTND, EHHEEHRN
2 IR, B, WD D
3 SHEICIDERITSUS
4 JEFASDBOAITIC S
5 JERI~ DR IIFTITHRIRI SO
6 JERI~DEN TG LCTHMUSETS

V IRHRICB o5 A
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b. SHRZEERIEMA
i) BEROEBICELEELERENMEEORERNDRESH

HARNZBWT, fEFICELE ROBIREEZNEL Lo TEROEIRIE, 77 AAT
MITUBET87.3% (G5 BIF 48 B)), 7T B AREEERETIZ75.0% (G Fld 42 B1)) L72v, 5

T ARAT IV UBRGHTTHREILE 2T (p=0.032).

CO ELEFDEMZSNBRITG TR
COELERDEBMESABEITESEH>T-EEH

@HAEXA | 15 FN
. (%6) p=0.032 %) p<0.001
12.T%N=T) 100 ]
25.0%(N=14) 1
80 - 80
54.2%(N=110)
604 60 75.8%(N=150)
40 - 81.35N=48) 75.0%(N=42) 40
20- 2- 45.8%N=93)
24.2%(N=48)
FHRAFIESL F5uk =T PFETES Sy Tk
(N=55) (N=56) (N=203) (N=198)

BREROERICEL-EILEREBINRESDHENDHEES

Jitiz% CHHEEL 7~ Mantel-Haenszel #27€ (scores=MODRIDIT)

i) BRERSHOERICELE-EILERENREE

HARANZEWT, 1B C NI L 7 5 - F L R2OEMNEE G & (ng/F) 1X, 77 vAREE (F

PIE S, E. 0. 225+0. 065mg/B, FHHAE: 0. Omg/B) 2, T2 =
+S.E. :0.0970. 050mg/Mf, HYLE:0. Omg/BF) CTHEIZ D 7ehoT-

AT R IVEGEE CPE
(p=0.001).

oa®A TRE+SE OFKA FIEESE.
05 - 104
- I
09
—~ 0417 - 0.8'- J-
& £
2 ® 1 <0005
ﬂlg\ll [ @ 0o 089
=0.001 .
2R 02 P J 2 04
8 K o]
Lo 0225 T
e | CFHAATIESY TR
(N=55) (N=56) (N=203) (N=198)

ABRELEROERICEL-E/ILER RS E(me/B)
Jitis% CHH#EL 7= Cochran-Mantel-Haenszel £ 7E (scoressMODRIDIT)
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c. FMREERE~NDEE
i) FFEIREK
HARNCEBWT, JBEBRIERG R RO GH& THRIZHT T, MERENT 1 R (5548 9 Refil#:)
ERRWNT, T AAT FIVUREE T T ARBEMICAE B EZZRD o 72 (Wilcoxon 2 FEAFR
E) .
TEZRITMEEE B2, BHRMEROBEHRIZSE O MERE D EF-38 bz,

i) EbARIMMERSREAFORE (Sp0,)
HARNZBWT, 1RBRIEERG R R OR G TRIZHT T, Spo, i 1 Kisl (B G-Baats 21~24 FF
D ZRWNT, TIZAAT NIV UL 7T v REMICAEEEZZRBO D o 7= (Wilcoxon 2 FEA
FRIE) .

d. &%

A7 RIER OFSEIT A AN ERCRATHEELL TRBY, BARNTORAEHEEIZALI, EFE

EETLAEES  AELAEFZITEO NIRRT,

HEAh S AR RER -
HERVEE T ORI LZBIERAORILRIL, Part ] ODF 7 ARAT F IV UEET 55%((51/92 Hi),
PartHDF 7 AAF b IV EET50% (102/203 6), 7T B AREET 35% (69/198 f5il) T -
7.
TUARAT MV LBER S L TITRD bR o T, EERREIWEMIL Part I T 4
il (RIE - RErEsn, Ok, S5EL - ik - IRBRE, SHEBEAE0R 1 6) ITRDH
N, W GRS 5O kAR v o 7=, Part I Tl 11 1] (fiZkiE, Hifl NOS, K
JE, OMEIE, Blige - MR - AR « PR R O T EE - MR, g, RIm)E,
IR - O 1R, RIE - SR, DAL, RSO 1FD) IO AL, MiKEE, Hif NOS,
R, ML 4 B TIRBESE O i3 i Sh 7.

ENEL/IET Y v 736
HERIBIE T ORI LIZRBIEHORBERIL, Part I OF 27 ZAAF M I VU EET 39%(12/31 ),
PartU DT 7 ZAAT » I VU BET 36% (19/55 f5i]), 75 B AREET 20% (11/56 f3]) T -7-.
Part I & part I Z (R 7-BHWERZBIHRIT 36. 0% (31/86 #i) <, E/RFEIEAITEMmE 11 41
(12.8%), mILE 9 H] (10.5%), WES 461 (4.7%) Th-o7-.
T AAT NI VUG LEEN S D RO EELRBIERITED benoT-.

1) AFNOEN CHAGESIN T A O HEL OCHEIZLL T 0@ Tho.
EETTREIZ BT DN TR o & OBE % o0 g8
URIPRRIA: 1 350 2 FEAAE C O Tl B ML E RF D S )
WE, RAILIE, TIAAT RV % 6uglkg/MEOR 5 FEC 10 43 IENIRIN ~EReE AL (W AR S, e CHRED
RIBIZE DR C, BMEFHFL -~V DMFONDEE, HERFEEL T 0.2~0.7Tug/kg/MEOFPH CREGHEA TS (MR 5 .
[CEEHRIRICI1T D A TR H R ONBER A% O BER O 20 Fiz, MERHE 50308695260 T&5. ]
7B, BEOREICEDE T, S5EEEE T 52,

V IRRIZEE 45 A -31-



QMBS EMB KR CRES

Mk RIEER) ¥

ICUIZBEFBTIRATFIDUOEMME, TEMEICOVWTOTART +—)L & D LIRS
KER A FHITT, Sl IEEFHETB A7 2R 7 + — Lt RERAR R 42 90 L7-. AR T,

FOARAFT FI VUL T a R T 3 — T K DR I E R AT o TR & A i

Ftlic. 77

AAT NIV URERETIE, TN THE PASERE THRIZ 3 1 g/ke/FF 20 43 O W) A ff ¢ 5- % B
WL, VT 0.4 u g/kg/RECHERFE G- 21TV, 8HER L ~UIZHDE T 0. 2~0. 7 g/kg/ I DHELPH

TR & AT LT

a. fEFHER

i) HEPOTEY Ramsay R 37 (EEAMMEFFMEIRR)

RO L~V & LT 5720, SO Ramsay A a7 #HH LT 2 A, T AAT
FIDUBET 4.540.07, 7R 74— VEET 4.740.07 &, WMEEMICAEEEZROD LT

(p=0.259), WIH & bIRBROHFFRE ZHERF T & 72,

FHE HHITFE) Ramsay A 27 23 3 DL EOLA @G 2 B G H 0TS &HIE L, Y Ramsay
27N 1 XL 2 OBAIIEEE AT L HE L. fED, MEEE S 1 2B e cEe

EESFONC.

#E P DT Ramsay $EF A7 (Ramsay AO7 D AUC Z#1H & FFfEl TRRL7=1E)

TIAAT IRV TRIRT F— VR K (o i)
(N=148) (N=147) P
SE¥)E £ S.E. 45+0.07 4.7+0.07 0.259
BRI lA =R A S VoY dWiab eyl 147 (99%) 146 (99%) >0.999
Ramsay=1 or 2: 8§ ~14y, Ramsay=3, 4, 5, or 6: )7/ $#H G FRE)

:é:ixg=§=g:§<g:.

—O0— FTHRATRIDUE
—o— FORT+—ILE
F{E+SE.

* IRERNST ORI+ —IL D EIFFIELT

5 -
N
4
X
E"‘?
é 3 \gié&g ngé\g—éfg
E i -
o
2 -
BE «~— >
1 FHRATIEIRE
T T T T T
0 5 10 15

BB D F 1 Ramsay RI7 DS

‘5 RE®OFRGb)

1
25

V IRHRICB o5 A
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b. fEEFEERIER
i) EILERDEBMZRENTETH > =EHDEE
ELE XOBNERGNARETH S TIEFOEIGIZONT, [HFEF ] THENSHEH 6 R E
T EBREE GBIME LA 6 FF £ ) IO L THRefLT-.
FHEHENLE ROBINMESNRECTHSTEROEIRL, T/ AAT FI VBT 2% (144
Fld 104 ), 7R T7+—ABET3T% (145 FlF 54 ) &, T AAT FI PV UEEHTH
BlZ@EhoTs (p€0.001). [HRENGHER 6 KT E T) KUY NRERIEE G546 &% 6 I
ME Tl IZBWTHIERRIZ, EAEROBINEGENARETHSTIEFOEIGITT 7 A AT 3
VURETCAHBEICE o2 (W po. 001).

ELEFRDEMBRENTIETH-EFDEE

FIZAT IRV RT3 —/)VRE RE (p H)
N=144 N=145
yiran AR Y =)
R (B TR~ HEET) 104 (72%) 54 (37%) <0.001
N=132 N=141
WENDIRE R 6 FFffET <0.001
91 (69%) 34 (24%)
N=132 N=141
:L\N SHe N Fbs 24/ 6 S 0.001
BB 5.BRME) DHRE R 6 £ T 5 Gov 7 (129 <
(Fisher D EHERESRIE)

c. B&H

PERIEE T ORI LTZBWER ORBIRIY, 77 AAT M IV UBET34%(B1/148 fil), vl 7 4—/L
BET 16% (24/147 Hl) THo7lz. EOBEENE S TZRWERE, Wit LIERIMETENLEN 14%
(20/148 1), 5% (8/147 ) TH-7=.

TRERZE L BEEN & B A0 (XML & HICRRO Do Tz,

FEREWERIZT 7 A AT FI VBT I0BERD B, 2055 341 (RME « #4R0k, RME « oK
4 - DEME, Mo 1) 3G Fk L, 2 BIKE, RnE - g R 0% 1 FDIEEE L
5 B FRZE, AEAR - TR - BEEL, JOBE - $5EL, (OoMEh, Sotd - Mol D4 1 BIZTRERER A ke L 7=
TRRT F—VRED 1 FIEEMEE - 2RR - SOITTEEREE 2 Mk L 72

1) AANDOEN THEGRSIIZ R ADE SR O EIZ LT O@) Ths.
GEPIRIRICIST D N TP h S OB OB
URIFTIFRIRE T 381 IR T OF e OMLE IRr oD $8E)
W, RN, TI7AAT IRV % opg/kg/RDEGHET 10 S MEIRN~FRFHEAL (DI AR S, it TEE
DIRFEICEDE T, BEBEHL ~LDNEOIDER, MEFFREL T 02~0.7pg/kg/FrOHIFH TR T 5 (MEFRf 5 .
[ERHIBRRIZ BT DN TR H S OBt D8RO Z0) ET2, HEFHR G ORRIGT 52280 TED. ]
73E, BEOREIZEDE T, KGHRELEERET 2L

V IRRIZEE 45 A -33-



<BFHRETIZE T 5EEE TCOFMRVNERFOER >

O BRNELNERATEE - GERBREORITHE T IEEE Fi - LERFEHHAR ENSEEERR
Eﬁ) 19)
JRFTIRIE « SRS O RFTIRIE R I TR - ERFOEFHICBIT AT 7 AAT hI VUV OfF
kL ZRMERET 52 L2 ENE LT, T - ALETERHD 30 0% 82 D7t =4
U v VAT CORNRE « AR O R N IERE TR O E R SF BT 72 D
BE T XA, FBIHREE AL 77 A I 1 B i el 4 940 U 7 (DEX-301 55k : 162 1)) .
ARG & LT 3ug/kg/FE, 6ug/kg/FE (X7 Z7EAR) 10 ROEIRNFRLE 5%, BIE
B L~V ERERFT D K 91T, 0.2~0.Tu g/ke/lF CUTXT 7B R) OFEPH THER% 598 5 &
L7z, BGHOEFEOAM/S Aa7T(X3~4 & L.

Observer's Assessment of Alertness/Sedation (OAA/S) X7

FHii 7 =Y — AN
ST By BO#H HORTE e
O AFHOREA T LT i e AL, 5
B BTGS2 48 F L (3R
. - . . RN T
LD OFHDOREA LT OO S
R P DR R DR T 4
S N N[
IESNORT 5 pdEEN]I (B4t
KFCONA XA D ARSI B R .
IR L RIS T 5 3D TR (BEDMEA TUND) (HO¥S L)
RO SEIHE _ _ s
Ry ) EBhien
B OO UTFET > Th _ . . 1
BERSLZR (R HEAR)
Chernik DA et al: J Clin Psychopharmacol 10: 244-251,1990
a. fEFHEM

i) RBRERSDRICTORIA—ILOBMZEELEL LB >1EFOEE (EEFMMTMIIER)
TR 51T, 0AA/S A 27 S4B R OMERFT 272027 a R 7 +— v O8Ik 5% V3 b
LZgho T EFIOEIGIE, 77 BREET 1.9% B3 fid 1 #), 727 AATF IV HIHAR
3 1 g/ke/WFHET 52. 8% (53 il 28 i), FIHAEU 6 1 g/ke/HFHE T 57. 1% (56 B 32 ) TH Y
7T AR L, MIHAN 3ug/ke/FEEEL N 6ug/kg/REEECHEBEIZE -T2 (WTFhvh

p<0. 001).
CI7aRor— LN EBmEsEShih ot iEfl
EE7aRI+—ILAEMTE S Sh =& 6
p<0.001
l p<0.001 l
(%)
100
80 4 47.2% 42.9%
& (N=25) (N=24)
105;] 60 - 98.1%
Eu (N=52)
2
= 40
50.89% (571%)
~ N=32
20 (N=28)
1.9%
o L (N=1)E

TS5ERE TIARATIEDY FHORAFRIDY

(N=53) MEAESH MEAESH
3 1e/ke/BEEE 6 Le/ke/ BFEE
(N=53) (N=56)

BEBRERED(ICTARIA—ILDEMZREEBEELEIST-EFDE|E
T« L Z A 7 CTHHEE L 7= Mantel-Haenszel i€ (PAFNAIC LD T T 0RBELE ST I AAT RV U REED L)

V. IB#EIZEI5IEHE -34 -



JRFTIRE - BERTSE O BPTHEE F T ORBRDEX-301)
B B0 0> 55 R \ f;;ﬂffgﬁ ) jgfi%
FaR 7 F— LB S (N=53) (N=53) (N=56)
____________ el 19w 28(B28%) | 32(67.1%)
HD 52(98.1%) 25(47.2%) 24(42.9%)
RIE @ <0.001 <0.001

a) Pl - LS A7 THHFEL 7= Mantel-Haenszel 1 E (B FNAIZ LD 7T R BELARKI & GHEO LK)

i) RBRERSHRIIBELLETORI+—ILOREHEE

TRBRIE 51T, 0AA/S A a7 =4 IZEELUHERFT 272 0OIC0EE L LT m R 7 +— L O H4E
FE (1[E%4720 0. 2mg/kg RN—TF A$eH) CEMEES.D.) 1%, 77 BHREETIL0X6.9[E, 77 A
AT NIRRT 3 ug/ke/HERET 1. 5+2. 7 8], HIHIAN 6 1 g/ke/FFRETO0.8E 1.3 TH Y,
7T BRI L, WA 3ug/ke/FEREL TN 6ug/ke/FERECHBEIZ D o7z (WTLd

p<0. 001).

p<0.001

p<0.001

(EI)

11.0+6.9

FRERITEES T —Sd k0N,

T9{E+S.D.

08+13

e

TS5tREE TIRATIEIDY FHORATIEIDY

(N=53)

ER &SR SR
3 e/ ke/BEEE 6 L&/ ke/BEEE
(N=53) (N=56)

i) AR+ —LIEMEENBEIZL S E TORM

TRBREEBE GBREN S, T u R 7 4+ — VBN E £ CorRR (PR 1, 77 BREET 20.0 4,
T I AAT b VYA 3 1 g/ke/FERET 86. 0 4y, WIHAET 6 1 g/ke/FERET 125.0 0 CTH Y,

T ARII L, WIHIAG 3ug/ke/FEEEL N 6ug/kg/REEECHEIZEN 72 (WTFhvd
p<0.001). F7z, FRIADEIZINT, PIHIENT 6 u g/ke/RFfE TITPII AN 3 u g/ke/RFEEL D

b, TRRT 3 —/VBINREE TORFRDK 40 oy 72,

BEREFREDICRELL-TORIA—ILOBREEE
T« ALEE X A 7 THHFEL 7= Cochran-Mantel-Haenszel 17 E (PAFNAIZED T T BRBEERT I AAT U REED L)

TORI A —VEMEENAREICE S ETORHE (5)

SRR FYIAAT RV FIAAT RV
(N=53) I EAT 3ug/kg/ ek FIEEAT opg/ke/ i
(N=53) (N=56)
R Y fiE 20.0 86.0 125.0
FRE (p fiE) <0.001 <0.001

FAfr « ALiE S A 7 TRREEL 72 JE@ ] log-rank #37E
PAFNRIC L DT T RARBEL KT I AAT IV FEED L)

V IRHRICB 355 A
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iv) O0AA/S X7 DI

TTERBEIK LT 7 A AT I VU HIIER 6 ug/ke/REREMR O ELRT 3 1 g/ke/RFREL B1T,

BB 10 32 LARRIZ 0AA/S A a7 OAR ERAK TR b7z (p<0.05). F£72, 0AA/S 27 D
EHHED =410 > 7o DIE, YIALT 6 1 g/kg/ el O 3 1 g/kg/IRFRHET, FALEAL 16 73 KN 25
NHEThHoT-. T, BEKTHD, 60 0% ETT T ERBIIK LET 7 AAT NIV VEETAH
MK T 2RO bz (p<0.05) 73, 0AA/S AT 3tk »< 2 ES- L, $ERIREED S O HeH /2 El1E
BROH BT,
51e-e0 50 oogo;
I @) o % */§7 *
000 0,0 0. 0.0 o O /T
x* *O TTTY ? 0-0-0 + O 00 5 % Tk
N, * o]
4 9 \*, ; F * |y A «
/2\*\ E\E\* * fii *\* ook s x T oY ] ’f* /f\ ?
R s ek L e L A A
Pﬁ * s * EEI S * T % %\1/ Q;* 7/ ] .
r( 3 L* L* AL -
@ 1] I
b FHE+SE.
o * p<0.05 (vs. TS5tREE)
2
o~ JStREE
—B— THRATIEID NGRS 1 g/ke/ B EE
—O— THRATRIDUNEAGTHI6 1 g/ ke/FEEE
1

rrrrrvrrrorrrr7vrrr1v 17 17T 17T 17T T T T T TTT
10 20 30 40 50 60 70 80 90 100 110 120 130

77 77

o

n
X
5
Bl

T T T T T T TT
140

S

E

77

150 160 170 180 %ﬂ

VAN

II
17T T T
L S
TTTT
®BB®E &

15 30 45 60
Pl

~4‘§§—

N (N=F &R TIAAT XU HINATT Spg/kg/lihE/ 77 AAT MU R AT ug/ke/HHE)

Behai (N=53/53/56) | 5543 (N=48/47/46) 110 43 (N=27/21/22) | 16543 (N=15/9/7)

547 (N=53/53/56) | 604y  (N=44/46/45) | 1154y (N=27/20/22) | 170 5y (N=14/9/7)

1053 (N=53/53/56) | 65%4r (N=42/41/43) 120 47 (N=25/19/19) | 17547 (N=14/9/6)

15455 (N=53/53/56) | 7043  (N=41/40/41) 12547 (N=24/18/17) | 180 % (N=13/9/6)

2043 (N=53/53/56) | 754> (N=38/34/38) 130 43 (N=23/15/17)

25457 (N=53/53/56) | 80747 (N=35/31/36) 135 %7 (N=23/15/15)

304y (N=53/53/56) | 8574y (N=32/30/33) | 14074y (N=22/13/13)

35457 (N=53/53/55) | 904>  (N=30/29/30) 14557 (N=21/13/13) | 58 T# 15  (N=51/49/55)
40 %y (N=51/53/55) | 95 éJ\ (N=30/29/25) 150 5y (N=20/13/12) | $5& T7#3045  (N=51/49/55)
454y (N=50/53/51) | 100 %y (N=30/29/24) | 1554y (N=18/12/11) | 85K 174545 (N=51/49/55)
504> (N=48/51/48) | 10543 (N=29/22/23) 160 5y (N=16/11/10) | 5K T# 60457 (N=51/49/55)

OAA/S RO7 Dt
Tl - A # A 7 CFHFEL 7= Cochran-Mantel-Haenszel #E (FATFNAIZL DT T RARTEEST I AAT RV EEE D L)
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b. SEEIEETRIER
i) RRERSHIBRELELETI VA ZIILOREHEE

TEBRE 5B L LT 7 = v 2 =V OBEGHE (1 [F1247- 0 WIHARF 0.5 g/keg R—F
Bh) CESEES.D.) 1%, I BRBETL4E2.2[0E, 57 ZAAF hI VWAL 31 g/ke/
BERET 0.4+0. 8 [B], WHAART 6 1 g/ke/BfRET0.4+0.7TRITH Y, FTHRBIH L, FIHA
fif 3 1 g/kg/ Wit L OIHAERT 6 1 g/kg/WFlE CHEIZ D 72 h o 72 (ZHE 4L p=0. 010, p=0. 008)..

RRERERICPNEL LT VA ZLOBELEE ([)

S FIAAT RV FUAAT RV
(N=53) WA 3pg/kg/MiRE PR 6pg/kg/ IRk
(N=53) (N=56)
SEHELS.D. 1.4+2.2 0.4+0.8 0.440.7
FRE (p fif) 0.010 0.008

FAl WL 2 A 7 THEEL 7= Cochran-Mantel-Haenszel #3
(BAFNRZ LD T T BB R T IV AAT IRV FRED L)

c. EIEE CTORR

i) BRERESELRTAS Aldrete RATHAIZITET BFE TORR
TR TG Aldrete A7 28 9=SIZ3ET A F TORMOZE LR E O E LT,
7T R AREEIIRBRRAL T 15 0 TlEE A EOIER|T Aldrete A 7N 9=IZELEN, T2
AAT NIV UHIIALT 3 u g/ke/IRFRER TN 6 1 g/ke/RERE T 15 23 228 2 DIERBIAS 30%FREE

Bz,
100%
80%
b
Vil 60%
[=2]
N
n
X
% 40% b
z T5REE (N=53)
THRATREDUHAGTH Sue/ke/FEE (N=53)
— TURATREIDUUEAGET 6ug/ke/FEEE (N=56)
20% |

0 10 20 30 40 50 60 70
RRERSRTHMLORM(5)

80 90

SREREIL B4R T D Aldrete ROT A 9=S(ZET A ETOHRER

Aldrete X377

\l

PR ~ Ch FERI A A G Cl g LAY C& %
e F IO A IS Tl TR TR
VAU FIEH U AT TR LA TR

TEEh

TRITIR ENZIRAS B I TED
PR RS, ST ST PR R

MAEDRN—ATA 2 MLHE£20%
MEAR—ATA ML E£21~49%
MEDBN—2F A f1E£50%

SEATERE
FEODNTIZ KD TR
eSS

J—ATT T Sp0,>92%
fEsR % AL T Sp0,>90%
R AL TH Sp0,<90%

o =Moo~ o —lo— 1o~

Aldrete JA: J Clin Anesth 7: 89-91, 1995

V IRHRICB 355 A
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d. FIREE~NDEE
i) PREIRE
B G-BGRETD B % 554G 180 0% £ T, MU GK T4 5 5005 60 593 £ TOMELOHER 2 1
ALz, FOREE, REFENSDOELEIZBWNT, I BREHIXL, T AAT FITV Y
W EAT Bug/ke/RFRE - 6ng/kg/ R CH BRI TITFE® HivZe > 72 (Wilcoxon 2 BEARIE) .

i) BhARIEL R EAFIEE (Sp0,)

B 5-BRbAaRTD H e H-BRAG 180 314 £ T, KOG T# 5 5376 60 43 £ TOD Sp0, DHER % et
L7z, ZOREE, #E5FMED OELRIZBWT, 1S (T 7 2 A5~ VA AT 6ug/ke/
RERED B G-BRAE 20 01k) ZFRE, 77 BABEHCXIL, 77 AAT FI P UWHIAN 3ng/ke/RF
B - 6ug/ke/BFE CTHREPIZHBEZRE TNILERD HiL7eh o 7= Wilcoxon 2 BEANRIE) .
BERTRIZE, Z7T78REICHL, £T 7 AAT IV UVHTHEERIKTFTARD L
(p<0. 05, Wilcoxon 2 FEAMEIE) .

e. BREMH
PBRTEHE T B LI-BIER ORI, 77 2R 54. 7% (29/53 f51]) & 0.5 11 g/ke B 81. 1% (43/53
) KON, 0pg/keg BE 73.2% (41/56 Bl) CTHEZEDGRD HILIZ(ZIEI p=0. 006, p=0.049 x>
TE). BEOEOGEIWERL, KIME T 2 REE 30. 2%((16 1), 0.5 1 g/keg BE49. 1% (26 #), 1.0 u g/ke
#E46. 4% (26 ) LUTRINE], FRREPIHIB0. 2% (16 1), 43.4% (23 f51)), 41. 1% (23 ) 1, #RIRE3. 8%
@), 22.6% (12641, 23.2% 134 1, @it [3.8% @#), 11.3% 6 #1), 12.5% (7 #l)],

fREEFAE [6.7% B, 11.3% (6 F1), 10.7% 664 JThH-oT.

TRRE & BhE S & 2 50 R OV EE R REIWERITRRD Hiveh o7z,

1) AANDOEN CTRBIIIZEAD HER CHEIZLL T D@ Th 2.
RIFTIRRIE L30T DR T O T B OMLERFO $H)
W, BN, T7AAT IRV % bpg/kg/MDFGIHEE T 10 /3 EIRN ~Fe AL (WAL E) , fi v CEEO
WEBICE DT, BEBEHL DGO, HERFRELL T 0.2~0.7pg/ke/RFDORIIA TRIBHEA T2 (MERF#R 5-) .
7B, BEOREIZEDE T, REEELEERET L.
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@ ENFEMABEES - 8 < LR THRETIHEEFMREARR (ANSERARKR) ©

TEMEAN - B < O T RREE NI IR OB T 2T 7 A AT NI Vv ORI &Ltk
ERETTAZEEEHME LT, BT TERMD 30 5522 HFRHEMN /2 E=4 U v VAT TOM
FEak - FBE < B FRREE T IR TATRHCEBEE AL & 72 2 BE 20t RIs, BIMREELLT T
YRR T MG 2 S92 7= (DEX-303 7R : 119 #1). @IHIFeE-& LCO0. 4 u g/kg/FF,

1.5 g/kg/WE, 3ug/kg/Wf, 6ug/kg/li UL T ER) 10 S OFIRNEi G-, BHEESH

VUL RS 5 K D1Z, 0.2~0. 7 g/ke/BF CULT T 1 R) OFEPH ClEFF# 58 2

BEPOHEOAM/S ZAa 71T 3~4 & LT,

a. ERHER

i)

BBRERERICITORITIF—ILOBMREEZLELE LGN ERDEE (XEHHK

FHEI LT

FHEER)

TR 51T, 0AA/S R a7 =4 | ZHEKR OHERF T 27207 B AR 7 + — VOB 5% V3
L Lo TIEBIOEISE, T BRBET22.7% Q2 FIh 5 ), 527 ZAAF kI 24
5. 0. 4 11 g/kg/WFRET 13. 0% (23 5111 3 1)) , WIHAEAT 1. 5 1 g/kg/IRFRE T 45. 8% (24 il 11 451)

WAL 3 1 g/kg/RERET 68.0% (25 filHR 17 i), FIHIART 6 1 g/ke/RFEET 80.0% (25 i
20 i) THY, FTEREIXL, PIHAR 3ug/ke/REHEA T 6 u g/kg/FRFHECHEIZR -
7= (FHZFH p=0. 003, p<0.001).

opIES HFt

C_ 1 7aRI7+— LBk Esniah >t fEfl
E ORI+ —ILASBE RS SN - fE 4

p<0.001
| p=0.003
! p=0.086
%) [ |
100 4
20.0%
32.0% (N=5)
_ (N=8)
80 54.2%
N=13
77.3% $ )
| (N=17) 87.0%
60 (N=20)
80.0%
40 68.0% (N=20)
(N=17)
45.8%
204 (N=11)
22.7%
(N=5) 13.0%
(N=3)
TR TORATRS  FYRATIS FTHURATIS THRATRS
(N=22) DUMEIRE  SUuMan SUUBaE CUYBan
04 16/ke/BERE 15 /ke/BERE  3u/ke/BEEE 6 /ke/BEEE
(N=23) (N=24) (N=25) (N=25)

BBRERSRICTORIA—ILOENEEEFDEELLENT-EFDE|S
R T 15 CEEE L7~ Mantel-Haenszel #8E FAFNEIC LA T T EREL KT I AAT NV UL D )

IS - B < IR FRREE F CORER(DEX-303)
RS G- S W5 WA WA fr WA fr
FaRT x—)b (N=29) 0.4pg/kg/HFRE 1.5pg/kg/ME 3ng/kg/MERE 6ug/kg/ MRt
BInEE S (N=23) (N=24) (N=25) (N=25)
. 23N 522.7%) | 3(13.0%) | 11(45.8%) | 17(68.0%) | ¢ 20(80.0%)
HY 17(77.3%) 20(87.0%) 13(54.2%) 8(32.0%) 5(20.0%)
e @ — 0.086 0.003 <0.001

a) W5 CTIRFEL 7= Mantel-Haenszel A€ (B PNEIZE D 7T RARFEE A 5-HEO k)

V IRHRICB 355 A
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i) AREREDICBHELLETORI+—ILOKREEE
TRBRIERE -1, 0AA/S A a7 4 IZENEKR OHERF T D72 DIZMBEL L LIe 7 m R 7 +— /L O 545
FE (1[E147-9 0. 2mg/kg R—F A¥E5E) CEXMELS.D.) 1%, FITEREETI5. 1247, T2 A
AF NIV UHWIEE 0.4 4 g/keg/FFEET 3. 713, 4 [8], WIWIAR 1.5 4 g/ke/FFEET 1.94+2. 3 [A],
WIHAEAT 3 g/kg/FERET 0.8 1.5 [B], WIHIEAT 6 1 g/keg/FERETO.5E1L. 2[RI TH Y, 7T REE
WZXF L, PIIEART 1.5 u g/ke/WFRE, 3 u g/ke/WRElEN N6 u g/kg/RFlE CAH BEIZ D 7o Tz (B
AL p=0. 006, p<0.001, p<0.001).

p<0.001
! p<0.001
! p=0.006
! p=0.329 '
()]
0o 51%47
P4 8 37434 FHg{E+SD.
i~
7
T 9]
Ju
D 19+23
48
= 08%15
24 I 05+1.2
TS5t THRATRS FHRATIE FHRATRI FHRATRI
(N=22) TURERS CUMEER DUAIaR DUIan
04 p/ke/B5RE 15/ke/BERE  Su/ke/BERE 6 1o/ke/HERE
(N=23) (N=24) (N=25) (N=25)

BERERERICRELL-TORI&A—IL OB EEE
JERER 515 CRARE L 7= Cochran-Mantel-Haenszel 7€ (FATFNEICL AT T ERBEEAST IV AAT MU RELE D LEK)

i) FRRT+—I)LBMEENNEIZH S FE TORME
TR 5B D, T uR 7 4 — VB S- £ TORM (FRfl) X, 77 BREET 25.5 47,
F U AAT NIV 0. 4 1 g/ke/WFEET 20. 0 4, WIHAATT 1.5 1 g/ke/MFET 24.0 45 Th
0, PTG 3 ug/kg/REREN OB 6 1 g/kg/FflE TIE 7 R AR 7 4+ — /L OB G- T
JEFIEN DIy tz120, iz EH SN hotz. T B REECK L, AN 31 g/ke/HE
BEM N6 ug/kg/FFRECHBEIZE o2 (FRFH p=0. 001, p<0.001).

ORI+ —ILENEENREIZEDETORRE (9)

S FUAAT NV FUAAT NV TYART NV T YART NIV
2 FIL e B A HIH AL HIHA LT
(N=22) 0.4pg/kg/IEfE 1.5pg/ke/eRE 3.0pg/kg/WEHE 6.0pg/kg/IHEfE
(N=23) (N=24) (N=25) (N=25)
HH i 255 20.0 24.0 — -
R E (p fi) NA. 0212 0.001 <0.001

FERIA T i CRARE L7 JE B! log-rank #7E (BAFNRICED T T U RBEER TV AAT IRV BEEDHE)

V IRHRICB 355 A
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iv) O0AA/S R 7 D
WA G B OB HE, FEBBHIEIN D D 0A/S ZAa 7 DIKTRRO bz, IR iEL
DB IBNT, T2 ARXT I PPN 6 1 g/ke/RElE, FIART 3 1 g/ke/FERE, HIHIALT
1.5 g/ke/FERE, #IHARES 0.4 u g/ke/BFRETIE, ZNENIRGEIAE 10 3% (p=0.001), 15 434

(p=0. 002), 30 4314 (p=0.004), 40 53%% (p=0.015) IZHH THERILTRRD Hiviz. £72, 0AA/S
A a7 OYEENEE L T=4 [ oT-DIX, PIMARER S5 217> - IIALR 6 1 e/ke/RERE,
3ug/kg/MEE, 1.6u g/kg/BFRET, ZHEN 154y, 2543, 256 3% THoT-DITH L, HEFHEGE)
5 BRALA L= AR 5- 0. 4 1 g/kg/BHETIX 40~50 0 Th o7, L7223 > T, )N 00/S AT
S4ICEEIE A0, THAWNBRGRMLETHD Z ENmB sz, i, 5K TR,
30 DB ETIHT T ERECKH LET 7 A AT FIVUVBECTHBILE o 72 (p<0.05) 2%, D%
HEZEITEOOLNT, HEEREND O REIENED LTz,

S+ — oO-0-0-O—
0 Q i r o ?g
00 f*/ %
e e} o} e} — Dk
*} ;/j o o o 3 I ja 0-0 *
4 *L —O—
C BT T TR
% S E*\ * ,% /
* * * o \
M R G AE y .
n DAY ” *F/ LK | /N \%/ s
r< 3_ Y T Y Ca Y T £ 2
%)) * * * *%/ L * l
<
< %
P EHHEESE.
* p<0.05 (vs. TS5tREE)
24— o FouRE
THORATREDV IR 504 1 g/ke/ B BE
TORATRIUV NG5 1 o/ke/ FiRE
B THRATIIUV AR 1 g/ke/BFEE
—O— THORATIEIDUWEAE 16 1 g/ke/ B EE
1 i L
L L L L I L L L I L L L e L L L
% 5 10 15 20 25 30 35 40 45 50 55 60 65 70 75 80 85 90 95 100105110115120 FE g O
A B X X N B i S X N N S i X N N s S S X N TTTT
Al %% %%
15 30 45 60
L

N#E WN=FTERR T IAAT IV WIS 0Ang/kg/Iil) 7 7 AAT IV AT 1.5ug/ke/ I/ 3pe/ke/RERE/ 6ug/ke/IFE)

Be5R1 (N=22/23/24/25/25) 40 4y (N=22/23/23/23/24) 80 % (N=12/13/7/12/8) 120 43 (N=3/6/2/5/4)

547 (N=22/23/24/25/25) 45 % (N=21/23/21/23/22) 854y (N=11/12/7/9/8)

1045y (N=22/23/24/25/25) 50 4y (N=21/20/19/19/20) 90 %y (N=8/10/5/9/7)

155> (N=22/23/24/25/25) 554y (N=21/19/15/19/19) 95 4y (N=6/10/5/8/7)

204y  (N=22/23/24/25/25) 60 5y (N=20/18/14/16/16) 100 4y (N=5/9/4/7/7) Be586 T4 15 5 (N=21/22/24/24/25)

255y (N=22/23/24/25/25) 65 % (N=15/16/14/15/15) 105 4y (N=5/8/2/7/6) BH#TH 300 (N=21/22/24/24/25)

304  (N=22/23/24/24/25) 70 4y (N=15/14/13/14/10) 110 5y (N=4/7/2/6/6) Be586 71445 5 (N=21/22/24/24/25)

354y (N=22/23/23/24/24) 75 4y (N=13/14/11/13/9) 115 5y (N=4/6/2/5/5) BT 605 (N=21/22/24/24/25)
OAA/S ROT7 D#HEF%

JBRIV 7 {5 CAHEL 72 Cochran-Mantel-Haenszel #27E (PHFNAICED T T RARBEL ST I AAT U EEED L)

V JREIZ

B4 5IHH

-4] -



b. fEREEHEIIE
i) BBRERERICHRELLEIIVIZIILOBREEE
BB G T7 = X = VOB G 2B L LTIERIDSWTOFREGRETE 2 FILLFCTh
0, £727 = = ViBIEREIEFNCRIT 2B GHEITOTORGHTE 3 BILINTH -7
ZEMD, TIAAT RIVUEGHRICHKEL L7 2 X = VOREHEEZ, 778 REEE
TV AAT RV UHIMATR 6 g/keg/REECHBEZEITRO LR o7z (p=0.897).

RRERERIIRELLETIVASILOESSEE (E)

FUOIATFT IV | TIARATIRD | FUAATIRYY | FIAAFREID
TR WIHABE G- WAL WAL WA
(N=22) 0.4ug/kg/IRfE 1.5ug/kg/WERE: 3.0ug/kg/WFRE 6.0ug/kg/BHE
(N=23) (N=24) (N=25) (N=25)
SIS D. 0.1£0.6 0.2+0.7 0.0£0.0 0.0+0.2 0.1£0.6
FRE (p E) N.A. N.A. N.A 0.897

R 15 T4 L7~ Cochran-Mantel-Haenszel #E (BIFNEIC LD T T BREEE ST I AAT MU REL D )

c. EIEE CTORR

i)

BRERERTHDL Aldrete I F7I(2 & Y [EIE*E HIET S h 5 F TORFHE

TRBREEBE G T 205 Aldrete A2 712 L 0 [AlfE* LT S5 £ CORFM OB GREZ & OfEm)
L LT, O BERBEIIERIER TH 16 5 TIEE A EOJERIT Aldrete A 2 72 L 0 [E148 & 4]k
SN, BTV AAT NIV UBETIE 15 552 AIEFID 30%FEEE BT,

ETOHEHORAZTN1LLE, BHORX a7 OAFED 8 LA EA[EIE & )

100% r

& EIEREE

Aldrete 37|

20%

0%

0

80%

60%

40%

T5tREE (N=22)
TYRATREDUMEARS 04 16/ke/B5EF (N=23)

TYHRATREDUEAGTT 1.5 6/ke/B5EE (N=24)
TYHRATIEDUIEAET 3 1e/ke/BEEE (N=25)
THORATREDUWEAET 6 1o/ke/BFEEE (N=25)

10 20

30 40 50 60

70 80 90

SRR SR T A LD RRE(S)

100

110 120 130

BERESRERT A Aldrete ROT XY EIEEHIBISN S FETORERH

140
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d. FEREEE~NDEE
i) FEIRE
B 5 BRLERTD BB H-BG 120 7312 £ T, KOG TH# 550705 60 43 F TOMRIBOHER &
L. ZORER, BERMENSOBIREIZBWT, I REHIHL, £T 7 AAT IV
VEGRECHERIN TR b o 7 (Wilcoxon 2 FEARRIE) .

i) ENARMESSRAAFNE (Sp0,)

B BRIART B G-BAG 120 0t £ T, M URGH T 5537025 60 43 £ TD Sp0, DHER Z fRFd

L7, ZOfE5, B5EME) S DELEICBWT, G 754y, 904y, 9543, 100 4312,

TITRRBHIK L, 77 AAT bV UPIHIHRY 0. dug/keg/MERE, WML 1. bug/ke/REEE, 1))

AT Sug/ke/FElE CH B ZRMR T 2550 H 7= (p<0. 05, Wilcoxon 2 FEAME) 23, ZOHIM®D

SEHEALEIZ—1. 8% L FCTh o 7=,

B THRIZYH, T8RRI L, KT 7 AAT FIVUVBTHERIKTRAED Gz
(p<0. 05, Wilcoxon 2 ¥EAMRTE) 7, ZOHMOIFHEILEDL —2. 2% L FTH-o T2,

e. B&MH

AHRERIBIR T ORI L-BWERORERY, FI7vREET72.7% (16/22 %), T7 AAT FI VU #E

HE84.5% (82/97) THYV, BHERITILO0.067 1g/kg #E73.9% (17/23%1), 0.25u g/kg FE 100%
(24/24 B), 0.5 g/kg FE80.0% (20/25 ) KON 1.0 g/kg BE84.0% (21/25 ) TH-o7=. 77

BARREL 0.25 1 g/kg BECAHEZE (p=0. 008 x *HTE) 23558 BTN, T OMOBEEEE L O EZEITR

OB T.

FARRIERIL, PR 39 1 (40.2%), R 35 1 (36.1%), K+ 32 6 (33.0%), mifiE 11

Bl (11.3%), REEFAE 9§l (9.3%) Toh v, FHEHITIIMELNE [7°7 & AREE 45. 5% (10 f),

0. 067 1 g/kg # 43. 5% (10 ), 0. 25 u g/kg #£ 41. 7% (10 ), 0.5 g/kg #f 36. 0% (9 f), 1.0 n g/kg

#F40.0% (10 %) LATRWEIE], #R0k [27.3% (6 41), 30.4% (7H), 33.3% (8), 36.0% (9 i),

44.0% Q1 )], i+ [22.7% G ), 39.1% O ), 41.7% (10 1), 20.0% (6 H#), 32.0%
@®FN], Mt [9.1% CH), 0% OfF), 8.3% @Fl), 8.0% @2H#l), 28.0% (7#)], Kk

iE [9.1% @2 B, 8.7% QH), 4.2% (1#), 12.0% @B, 12.0% GBH)H] TH-o7-.

TR & BN & D301 L OVERE R RIERIZRED B Lo 7e.

TE) AFIDEN THRRINTZ A D FAEK OV EIFLL FO@Y THD.
RT3 DFEFRE 0O P K LB RF O ST
WE, AL, TI/AAT IR0 % ougkg/ OB HEET 10 4yMEIRN~BieE AL (RIS , i CEaE
DIRFEICEDE T, EEPEL ~LMEOLNDHRE, HERFEEL T 0.2~0.7ug/ke/RFOHEIA CRHGEEAN TS (HERHES:) .
78, BEOREBICEDE T, #5EEEEEHET L.

V IRRIZEE 45 A -43 -



(/MR

<KEHBRITE T HANLFRHP R OB R DIER >
@ ENFEMBRER (ERNSHEELRRER 2

PRI T CHE 28 & DB IR/ 46 L E 17 R O/NEEFE (R AN 63§ Lligi & S4B FAF O R
fiiER] 61 41, K OVPFF ICUSER] 2 B) 2 RIZ, 727 ARXT I VRGO, Zatk QS EiieZ et

HaklR & U, HIHZ sk 3[R B — e IE B Ml & 520 L7z,

AH% 0.2 u g/ke/FECHRGBIM L, H VT 6L EICIZ0.2~1. 0 u g/ke/FF, 6 BATMIZIZ 0. 2~1. 4 1 g/kg/FFD
P TR TITERNT 6 BERILLE, PIRF ICU SEMINE 24 BRREIDL E (WP osa b ik 28 HiM) #RANEE L.

HAZGER LU g, N TR AL SBS* R =2 7 —2~0, A TR TH#1L SBS A a7 —1~0 & L7z, L AF 2 —
PEEK (I 4V 7 4) 13 SBS X a7 Opuff k AR EATEA TR EM OHEWHI S TR G S, AH)

DOEEE « BRI B L LT LB A SN L EANIOF AL L LT,

=

*: State Behavioral Scale

State Behavioral Scale (SBS) X7

RiG7 L

H FEH) 7RI 5% ) D3 A B U720

Ba L, b LUFRE RO X AT

IRERRLZSOE L7

T 7 REEICEREZ T S 2 ERTE RN

URERHEZ ETe] W D0EICH R AR S e

EUVAYAQR

R EF R SOE

HEMFRZED, FEVFR—INERTHD

W5 | AL AR I K A L

RERBUTK LEOER A BILD

FTRMEEICERERNT S IR TE N

RENIRLELZ Y 572

B RHT A 2 BT, b L<IdEE 5

RELWWH vF
L <WEFICRIG

HEEMPRTED, A= b SHRWIFRITES TH D

W51 AR K D X IATe

YT EICIET S

HEEZHD ZENRTELN, FHERDL LIR-TLED

BB SR

R ELD, MDD LI RF v FROPFONTEITI EHEBESILNRTED

WrPriu 2 ghad, b Lz o

WL, BERL
LLTNBIER
TE5

B R CH RIS A LT D

IRRLZE IR X A Te I 2 E FERYIC L X GALe

FNSUET % A2l 2 LTSS

77 REEICEEMCERZ M D

WE AR D

R AELD, BOLE 502 v FROMONTEITO LHEBESILENRTED

RETIURL 2 Eh 9, & L<IREET 63 @3B s FEbEEX N0,
LTWn3)

bEbLL L

HHHEZNRL,
kL7l LT
DT ENEELV

H RN CTHM 2R 2 LT 5 AN TFRE TOMEAKREECTH D

T, RIS AT

FIRUET 2 A2 L CROES %

VODRIZNEAD /7 T REE I EEMICEEEMIT S

LR TIRUVTENN % 5

50 LTYH, HAEDLLTRERLITDHI ENTERN RIEHDH I LENTERND

EEIOEM FEHAEERR, bELELLTND)

NTRER g3 COMEIIIREETH D00 H Livian

HERITZZIAAL TV D

PGS 2 Te OIS 22l & B L L7y

T 7 REFRICARMICEREZ T D

ZETIR GENTa2—7 2y, 74 z5l-F%, —ATTEZ R

RIZHDH T ENTE RN

BERIOHEIN FEHEEZDD, bELLL LT D EFEAIID) blalb, BEIFoE5)

Curley MA, et al.: Pediatr Crit Care Med 7:107-114, 2006
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a. fERHER

i) AIFFRAICLRAF1—EREE (S ¥ VS L) DBREZVELE LA - -EFIDEIE (FEFMH

FHEER)

PEHEROFERE L R D E DIV AF o —EE (I 4T L) ORGELEL LIRho )i

BIOEIEIE 77.8% (63 BIh 49 #1]), 95%(EMEX L 66.0~86.4% THh - 7-.

ZORERIE, K

R DIEGIEEE R IAUE LI DIEIE TH D 60% M OAMEHERLETH L 95%E1H
X FRRD 40% 2 K& < kR[> 72.
o, FHERTE L FROBR TH -T2,

ATIFFRAPIZLRF 21— B8R (I VS L) DR ESEVEELENOTERIDEIE (FAS)

S EATIG 45 WL > I o R o
B (%) EON ﬂ’Egt Ef; ;;%LAL ;i :E ;’éﬁ% 2 LAl 6 R | 6 RRLA L 17 kR
° (N=63) ~ " (N=19) (N=12)
(N=14) (N=18)
Zzgioffii 49 1 12 15 1
- i 0 (77.8%) (78.6%) (66.7%) (78.9%) (91.7%)
95%(SHEXEY | 66.0-86.4 51.7-93.2 43.6-83.9 56.1-92.0 62.5-100.0

TEBEEIR 5B 545 5 24 R DV NI A LIRS T (W T BV 7)) ECOHIICL AF 2 —#EHEE (4T L)
LA L2273 > TR OE I 2T

b)Agresti-Coull 17 HS%, HEKYE 5% (0] I 2.5%) ORI E T 95% EREX & E L=

FAS:Full Analysis Set Fe KON EGHEM]

i) ATFERPICEZESRLANILZHELE-BRRVZOEES
B LU A iR L2 B EoZnEno bRl () 1%, 3.00 EERE (0. 0~24.0 BF
) T60.86% (0.0%~100.0%) ToH-o7-.

AL A BARGERL N LT r LB (FAS)

Aol {EIETER 45 L 12 5HUE 25%Lh E 6 m%Lh E
(N=63) 12 H A 24 7 A Al 6 A 17 A
(N=14) (N=18) (N=19) (N=12)
HEFRL 7R () ®
RS 3.00 6.55 3.53 1.52 2.88
PR )M — R MH) 0.0-24.0 0.0-22.0 0.0-12.7 0.2-24.0 0.0-5.9
EIROKERH] (h)»
i 5.90 9.38 5.88 4.00 437
P (e IME — e KA 1.9-24.0 5.3-24.0 1.9-17.2 1.9-24.0 1.9-6.5
HEFRL7- B8 (%)
e 60.86 59.56 74.94 57.07 71.05
G e/ IME — oK) 0.0-100.0 0.0-100.0 0.0-87.5 9.5-100.0 0.0-100.0

a)IABREER 5-BLAD D1 G- 24 TREREBH DU NI TEGE T (W3 B ) ECOMIMIC B EEERRL ~ LA HERFL 72 R
(Frefis, HiPH) 2R
b)i% S MDA FHIRFRH
FAS:Full Analysis Set # KOG
B A SHERZRE : SBS -2~0 (A THEI ), SBS -1~0 (354 %), SBS : State Behavioral Scale

V IRHRICB 355 A
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b. fEFEIEETRIEA
i) AZMERRICLRAF1—EEE (T8 2)L) OBREELEE LGN SEFIDEE
PRHE OFRR & 22 2 N TR LA % 2 —80FHE (7 = 7 =)L) Ofh2 L3 & Lixho
TIEBIDOEIAIE 88.9% (63 il 56 ), 95%I5HHX ML 78.5~94. 8% Th - 7=. FKAEMEED
FEROBENIRE < ph ot

AIMERRCLRAF1—EEE (T2 )L) DIRE5EBHEELEIST-EFIDE|E (FAS)

125AVE

EIELENR 45 L. E . e s . s
{5 (%) (Nijj;) 12 5 1 i 24 5 A Kl W%ﬁ; ?g’ﬁ%‘% Wu({jjfz?z*“ﬁ
(N=14) (N=18)
7;;5;;@? 56 12 18 18 8
Bao R 0 (88.9%) (85.7%) (100.0%) (94.7%) (66.7%)
95% S FEX [#] 78.5-94.8 58.8-97.2 79.3-100.0 73.5-100.0 38.8-86.4

ANERIRIE 5B B S- 24 BRIV NI TR T (W05 ECOHMICL A% o — R (T =0 7=
JV) LR TR DB S E R,

b)Agresti-Coull JEIZFHEDE, A EAUE 5% (Af]- I 2.5%) O E T 95%FEXMEFHL-.

FAS:Full Analysis Set F KON G4EM]

c. T2

FRERENE N TREL LZEIWER OB, 25. 4% (16/63 i) TH 0, HEOEWEIWERIZ, B0k 12. 7%
8 #), KM+ 7.9% GH), WEH6.3% @ F) KOWELEE 3.2% @ #l) Thor-.

R ORIWERRBIRIL, (EEEM 45 HEL FEAH 12 5 H AR T 42.9% (6/14 1), 12 » ALLE

24 7 ARGHT5.6% (1/18 f5), 2 mkLh b 6 AT 31.6% (6/19 f), 6 mElh b 17 iR T 25. 0%

(3/1241)] TH 7=,
TRBRSE L BEEN B BT MO EEZRIERIGRD b o 7z,

V IRHRICB 355 A
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2) LTEMHER
ERNFEIHRARHESHERE (ENSHEERLRRR 2%

[CUICT 24 el 2 2 D 8EF 222 L, N LIERAEBE Thoh 5838 (HARAN 5 61) X440, 7
JAAT NIV ERMBEG Lo L X OREMEROEIMEERFTT5 220 E L TEIFESE
faax LEFEE R E R SRR A 550 L7-. B5 X ICUEETORE L, BHHIFIX 24 B %2
A THRE 28 HETT, NLMERFNS MG U CH% bkt Cx b2 & & L. &G &I
WAGEH & TH D 6 1 g/kg/FF 10 2O AWM KL ((EE) KUZEHITHE< 0.2~0. 7 u g/kg/FF
OFPHOMERFEE G- L U, WA G ZITORWIEGEIZIE, 0.2~0. 7 u g/kg/WFOFPH O HERFEE -
MO L., B L~ [Richmond Agitation—Sedation Score (RASS) =0] # #Hfd
%Xz, HERER G A 0. 2~0. 7 1 g/kg/BR OFPH CTHILE L7,

a. TYRAT I OUICHHMNLGREVEROREER

i) TARa—ILTHREL-EECKRYT ZEME,

(FEREMFEER)
7 b 2=V CRRE LI BRI RS T AR, @fE, IR OV, &ERE o b A
BOEOSXE2ZELT, KWEREOEG B A G LIE~REHIME L TR LZAH

(person—days) CHRIMEEIRT L LICL Y, VEFSHZD 1 HH7- 0 ORIERREER (E

AL/ NH) ZRE L.
BeGBRAATE 24 WRfH £ T & 24 BERHILIRE & CRITEIER SR 2l L & 2 4, [RfE, M,
WIRK O 3 FROBF OV b B GBIMAH 24 FERILUIE CRILRIEME TH - 7.

EIER PRIROBIERARERE

B5 5 24 BRI AN D R LR 5FR 24 FEEORIERRET RO LLE

24 FERLIN 24 B R ELREY
~ )
BUIEI O gempie | sempenc | s | memeng | mseem | gemso %Z%§
A 1+ 3 3 0.0400 6 6 0.0217 0.546
= IE 3 3 0.0400 5 6 0.0217 0.513

%R 1 1 0.0133 0 0 0 0.486

a) FEEIEAE O~ B H (B IERI DB S 3D FHE:24 I LI 75.00, 24 BRI 276.08) TRRLZABE(HAL: /A H)
b) HEBAMATE 24 BELAINE 24 BB OIS HRO Ll (A2 THUE)

<*7mba—)L CRELT-ANE>

AR M AR I < 60mmHg XL FEIEIE < 40mmHg, SFUHE M LD B SR LD = 500K FL, Zhicky
FEHL 1 R LA M A UGS 52 B AR I3 &, ST = 500mL 2k

P L  IGREHA I > 180mmHg S FHEIEMMLE > 100mmHg, S ZUGHELE AN 5-TE LY = 50% - F-L, Zhic
TR ESEERA 1 5% Bl h S e

%R DR < 40bpm XUTHR GRMEIY = 50%E F L, ZAUTKO ISR S 5.2 BlAA I &, d—=

A—Tp—Z%Ad
Richmond Agitation—Sedation Scale (RASS)
a7y fis) figgihn
+4 ERASIN OO FITEFHI XTI, EFRAS Y 7GR LIS
3 %—F@i@%ﬁg ?1j720iﬁ?_?/v%3[09ﬁéﬂbiﬁ’yy) IS/%<, XiE Eﬁ’f%?/ﬂiﬁb’ciﬁﬁg
nimeTEEAE M7 TEVE 35
2 BIFE IR TR BRI BB, SUF A TP AR FIFHL 720
+1 HHAEZIDROIREE AL TOEZEI THDHH, BIXIFHENY TRV UTIEFE TR
0 G S M ASIN
1 . ??:%’EEL@ VRO, FIZEOEL, HHRE AW TREIIC (10 F L) 5EHE
2 [ N FICSOGL, ffE At TRz (10 BPLIN) REET 5
-3 [ AT RN FCSUSLCEIA, e S b
-4 DRSS FAZRURLARWDS, PRI SO LEK
-5 TRELARRRIRE BRI BUR LR

Sessler CN, et al.: Am J Respir Crit Care Med 166: 1338-1344, 2002
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b. fEFFFEERGREDESE
i) BIEEEHEE RASS=O0) kRN EIS
TIAAT MV UEGHIC RASSS0 Zflkke L7 RER OEIGIE, 5-BMA% 24 FEE E T
95.48% & & <, #&HBAMATE 192~240 Kefi] (85 9~10 HEH) 1IZBWTK 70~75% %~ L7= 2
EERBRITIE, 24 BRI LIRS & 3B G BHAAT: 20 H £ T85% U EOEWEIS TLRE L THR LT,

W

o

Vi
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2 Time (N £0)

RASS=0 ##tGL-FEDEIS

i) RASS=0, -1,-2 &N EIS

TIARAT NI VUG HIZRASS= 0, —1, -2 ZMkEE LR OEIA X, 5B 24 R E C©
1% 54.69% TV, 384~408 Fffi] (P& 5- 17 H B) THRWEFRIREEZ M EL L L7- 2 Hll2FB\V\ T 8.33%
EEWEIETHo72 b OO, TS ORE I CTIIE5-BitA% 20 B £ TK 45% LI EOEIA THER
U7z, KR ORERIFRIZIE RASS=-2 X0 bIFEWVEHBLE L INH L 2EBETH L, 46%LLE
LWV FERIISH AT Th o722 & AR T AR TRV EEZ BN,

W

N
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o
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i) BMERECKREHEERVERSE

EMMEEFKIT T o R 7 r—, IXYT L, ZOMIERIOIEAICE L AL, WTOEAL &
5.Bkh 24 BEEILAREC— H 72 0 OB GBEE DS D EMITRO b o te. £, #5508
24 FEFILAFE 24 BRI 2 & OB G- BOHERE 2 2 5 &, FiE OIEFI OREE(LIZEN 5 —@tEo
HEINEE D BT R LI I B 70 INIEEE & e o 7z,

c. BMEREFRE~DEE
i) EBNERECKRSHEERVESE
BINERIRIT 7 = v X =V 2 UM, TV VT g UHEERE, F OMIERIDIE TS < W
B, B 5B4h 24 REFLIREC—H & 72 0 ORGHEEDNEINT AMEAIERD Do o7, £z,
K HEFN DB G- BN OV TR GBG 24 FELIEE 24 R 2 & OHERB 2 B D &, FEE DIEF|D
JFB B OARREIZHL IR 9~ 25— ME O BEINAFER D & 7= RE AR | S S 7o MRS B e o 7.

d &%
RITERORBLR (BARREMREE 2 51) X, 40.0% 30/756)) THY, ERRIERL, KiE
15 5] (20.0%), T 12 1 (16.0%), #RAK3 B (4.0%) ThH-o7-. [REREEE BN H DT
K OEEREIERITERD b Zenorz.
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(5) BF - RRERIFER
<HEAT—52>
_Eh]% 24)
KENCRWT, @ElE 065 %) M OGEE S (18~65 %) 2 X RITH T HRBRZ £ L=, FOR5E,
>65 kDl E & 18~40 %, 41~65 ik DIEFME O T, FEMENRE AT A —Z OEITFEEO LT, 3K
THHIWVER (BESERS) ([ B ERRMICER O H 2 RISEOREITEED b7z,
BIER OB Y, FEEmE [18~40 T 20% (4/20 B1) , 41~65 1% T 30% (6/20 f) JiZk LT
g [50% (10/20 B) 1 CEM-T-. mlnE TR DIV RITERIE, (KEESEIE 7 41, 9% 2 B, K
JE 16, EEMERLBICTH ST,

FrigeErEERE >

KENCIWT, IFRERERE BB (Child-Pugh 234 *0 CHREE~FE) & OIS & xR % Fit
L7z, ZORER, IFHRERE ORRENEEIZ/2 D ITHE, RAIOMHKRPNERIE L, SEFERENEL R,
BEERIRBE DR N R bT-. ATHEREREE R O CL 1%, (WA IS LTI T L, #REE, s,
AR E B D CL 1L, TNEIUERERE D 59, 51, 32%ITIE T L7, t,, (22T H MY
BREClL 2. 46 FFf Ch o= dITxt L, A, W, HEFRERE CIL, 22 3.87, 5.39, 7.45
WFRICIER U7z, ®RJE, W, HEONFEIEREERE O C 13, TUEZIVRRESE OK 16, 19,
32% b5 L7-.

BIWER OFBIHRIL, @EHEAN 40% (8/20 f51]) (2L, FFHEREREERE 80% (16/20 fi) & @inoT-. &
B GHECEBEICA O NTZRITERIE, ANz A 20% (4/20 1)) , #REEATRERERR S EE 50% (3/6
Bl) , HREEETHSRERE R RS 25% (2/8 B) |, EEPEENTHERERETEEST 33% (2/6 #) , DATREIE], {Kin
J£[33% (2/20 f511) , 33% (2/6 ) , 25% (2/8 f3) , 50% (3/6 f51) 1, BEJE[5% (1/20 %51) , 50%
3/6 61) , 0%, 0%] CThH-7-.

TV AAT M I VAR RITHGH =T, B & i U CIFSRERE EH C Ch BA, CLARTR, tie
EEENROLNTEY, ZIUTHEWERER eSS T TR, Fitd 2EmMich 7.
L7z23> T, IFHEREREE BT 1Tk LT, BGHELZEET2LERSH D LB X L.

KRB TT 7 ARAT I VU HERG LBENSH D K OEEZEERILRD bvenoTz,

BHAEESE Y

KRIENCIT, BHEREREE B4 (CLor: <30nL/min) B OREHEREBH 4 5 G IR & S L=, 2 DREIR,
ARSI L W ORI T, SRMBE ST A — ¥ DR Dot L, B
BHERENEE B CIRSI R AR < 2 AIIRAA b, 7o, BHIENEBAFICH LT, FCEA L
FEZDNLHEWERITRRO T, BRMEIREF TH T,

1) AFNDOEN CHAGESIN A O EL OCHEIZ LT 0@ Tho.
EEPIRFRIC 1T D N TP b K VBRI % O SR
URIPITRRI: 12351 D IEHRAE C O T M UYL E RF O ST
WE, AL, TIAAT RV % 6uglkg/MEOHR 53 FEC 10 43 INIRIN ~EReE AL (I AR S, e CHRED
REEICADET, BEHEHL ~LDELIAHEE, MERFREEL T 0.2~0.7ug/ke/MFOHIP CTRgEE AT 5 GlER% 5 . [ 6
FIBTRIC T D N LR K OB % D SRR O 7)) Tz, MEFFR G ORRAET 2280 TES. ]
7B, BEOREBICALET, Bl iRl s2 L.
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(6) AREMFER
1) ﬁm&%mﬁ( RERABERE FEERABERE, FRARELERE), RERTERET -2 —
AHE, HERTEREBRABRONE
%L%*%hxﬁ% ARFRNZI51T D ERIRBINLIE T % B b3 5 72 oD 0 i R 5 7% BRI 35k 2 S i
Uiz, (I'V—5 BRRAGE (6) 16HBAEA 2) ARSI UCEEMTEONAEXIEFEN L= -
Bz ] OEESH)

D EFARIZE TS ANITFRFE UG HOER

il FHRCRE A - RANOFFEL/RINER « EYYE RIS O SRR T8 2EIER - BGIE D%
AR, e, ARSI C B R 525 LB 2 DD ER EZBRETT D 2O O fi A& 2 2004
8 H~2009 - 12 AT/ T TS L, SAGt 2, 147 BlOFHEZER I S 7.

LRVERRIT S 2, 147 Bl 55, RS NZEIWEMIT 309 JER] 454 4 TH Y, RIERAZRILRIZ
14.39% CToH o 7=, EHEEICHLNEWERE, MAET 100 {4, KILE 90 1, 7 A7 X 8k
T NIRRT 2T —BHMA40 4, RIR261E, 7T =0T MU ART =T —EBHIN 25
i, eV Ve HIN 25 T o7z, AIMENTR O 1, 340 BIOF MR, %) 187 JEfI, A
%h 959 JEFI, AR 180 ERITH Y, AENZRIL 98.96% TH 7=

* PR AEGS T (R THIRIRIC I 1T © A TP rh e OV % o> 81)
https://www. pmda. go. jp/drugs_reexam/2014/P201400052/730119000_21600AMY00010_A100_1. pdf

@ BFMEBTIZE T 5FEFETOFMRVLERDER
fEFARGERL © A2 N2 2RIER - BYYEDORIURN, etk OEIMEICER 5 %
HEBZONDER, RIMORIWER « BYYEZ RE 2 72D O AR A % 2013 4F 8 H ~2015
R 12 AT/ CEE L, R 376 FloOFEEENEIN ST,
LERVERRNT X 374 B 5 b, MERR S T-FIVER 1 100 JEF] 137 - TH 0, BIVER R BRI 26. 7%
Thot-. EHHEICAHALNT-BWERIL, Ik 33 1, mEALT 26 4, &£ 10 4, it 9 4,
EARIET 9 B, LpEas 8 i, BARANFIEINT 7 41, (KEAFRIE 4 ], mJE EH 4B CThH -7z,
EEZRRIERIZ 3 MER 49 TH Y, BWEHRBEFEIT 9. 4% Th o7, WX, MK T 12 41,
PRIR 7 451, EARTER 5 1, FEEAAFIEEAK T 4 6, (KEASRAE 3 B, ME RF 36, HEHEXDRE2
B, i 2 Fl, ARME 2 F, g 2 B, RS 1B, JRPESENR 1B, EAGERAZE 1 41
ThHor-.
BN D 366 FIOHZNENL, E%h 122 FEFI, A2 187 FEFI, O0A % 49 EF, H2%h 8 S
ThHY, ANRIFIT.8%TH-T-.

R RORE A « 28 EE ] O SRR 2 ARG 2 72 O ORFRIE Al A 4 2013 4F 8 H ~2016 4£ 9
FZHF TR L, 25552 FlOFRAZEN AL S du7-.

T E A FEREARAT X5 546 B0 5 b, FHAROBWEMN OGN TH] &> TJEFI THERR S L
CEIERNE 10 SEGI 16 fETH Y, WNFUIMRSBZEIMBKT 4 61, 1RIK3 #, HHES DRSS 14,
EIRILT 1), 22 160, BERLE, A6, mEET 1F, mEbBR 1 E, BRSO
BEEIE | B CTh o7z, HERBIWERNIX 2 EGI 3 FETHY, NFRITEDLES DR E 141, FARIET 1
B, ME LR 1HITH-T.

* AR A S URETIREE T 23 1) 2 RS T T & OMLIE RS O #1E)
httpsi//www.pmda.go.JD/drugs_reexam/ZO18/P20180702002/671450000_216OOAMY00007_A100_1.pdf
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2) ARDEFUHELTERFPEOARXIERL-FAE - HBROME
KGRz TIE TT —5. (1) &R 0HEEBR

FEVAREIRFEREGERRER (ERNSHERER 7 OR 7+ — )Lt BELEERER)

it DB R QBRI DT 7 A AT R IV O AMEA OB ITE L BT 5720,
TR T V% bl B & 3 2 S IVAR VR 2 b I B R ST R R & St L 7=, ROV,
CABG GEHEIR SA /S 247) ITRMLAE FHE ICU ICAE L, ROMFEICL D N TSR A D 72 <
b 4 RS ELTHIREEMRIC, TIAAT NIV AL L CTHEEHEITORE TR
T A —IVEFEARL U CTHFE AT O RELIZEN 0 1T, ShEREROREROT 7 AXAT I V&
HOGRMERGI LTz, T7AAT RIPVUBETIE, 77 AAT I VU % 6ug/ke/BET 10 3D
WIARTE G () 1TV T 0.4 u g/kg/RECHERFR G- 2 Bbh, XUIHIMI ARG 21T D720 GE
(20X 0.7 g/kg/ W CHERFIE G- 2 BilG L7- 1%, BARBEER L~V AHERFT 2 X 912 0.2~0. 7 g/keg/IFF
DEF CHREEFE 5oRFE A T L 7=, B G-BRMEH 4 BERIDL B L7-%1cikE L, 38 6 el |
WHEZMGE LT, BEIIRETUEETE L. aR 7+ —HETIE, RT3 —LEifRf
CEOTEIZHEWES L, 5% 4 BRI ERE L, ENCRGE%T7Io28E L

a. RERFDIEEER
i) IREARICEEESFLALEZRGE LEFDBES (EEEMMETMER)
PE 1 REMRIDUI T B AR 7 3 — A ER TR 85 5B EES N HHEE 1 Rtk £ Tl
RASS=0, -1, -2 Zfkise LIIEBIDEIAIX, T2 AAT FI P URET 96.2% (26 4 25 )
TR T A —)VEET 34.6% (26 BT 9 B) THY, TIAAT NIVURTHRIZEN ST
(p<0.001) .

1 RASS=0,-1-2% f# &t L 1= 45l

; é/o) [ RASS=0-1-2% 8§ L1 A > 1= fE 1
F38%N=1)
80 -
65.4%N=17) p<0.001
60 -
96.2%(N=25)
40
207 34.6%(N=9)
0 - E— ;
THOARATRIDY JaR7+—IL
(N=26) (N=26)

REBTRIZ RASS=0, -1, -2 ZHGILI-EF D EIA
Jiig% CHHEE L 7= Mantel —Haenszel #i &
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b. RERIRDEREHIBIEA
i) RERRICT T o2 Z)ILAEMES S N=EHDEIES
Y4 IS PRER I ERIIC T 2 X =L OB A B L LR o T SE ] 0 E
B, TZ7AAT FITVURET84.6% (26 Bl 22 61), B AR 7+ —/LEET61.5% (26
Bl 166 THY, TIZARXAT FIVUBEETHEIZE N> 72 (=0.017).

C x4z uhtiEmig S Shigmnof-EEfl
(%) B 7z A= LASEmR S SR

100
80 p=0.017
60
84.6%(N=22)
40
61.5%(N=16)
20
0 — — -~ 9,
TORATREDY FaRI+—i
(N=26) (N=26)

WRERIRICTI A= LN EMRSESN-EFDEE
Jiig% CHHEE L 7= Mantel —Haenszel i€

c. IREMDERICRIFTTEE
i) $REEHRIIZ Behavioral Pain Scale DX A7 M 3 THO-EFDEE
W% 10 4 FijIC Behavioral Pain Scale A a7 3 Tho-IEHMOEISIX, T 7 A
AT MITVURET96.2% (26 Bl 25 Bi]), T aR 74— /VEET 36.0% (25 FIF 9 f) TH
D, TIAAT NIV UVHETHEBEICE -T2 (p<0.001). £7=, K% 2 47RIIC Behavioral Pain
Scale DA AT I3 THSTIEBDOEIGIL, 77 A AT hI VBT 96. 2% (26 i+ 25 i),
TRIRNT F—/VHET 32.0% (25 Bt 8 i) THY, TI/AAT NIVUHTHEILE NS

(p<0. 001) .
HRE 10 280 RE 2 780
[ BPS=3 OfEFI (RE 10 28D [ BPS=3 O GRE 2 HHD
%) [ BPS>3 OEFI (RE 10 28D ® [ BPS>3 MEMR GRE 2 £
1007 Fseen o 107 Frmmen ™
80 1 80 .
1 64.0%N=16) p<0.001 68.0%N=17) |  p<0.001
60 60-
A 96.2%(N=25) 96.2%(N=25)
40 9 40 _
20 36.0%(N=9) 201 32.0%(N=8)
O Fravy FaRTAr—IL O T Rz AT =T TakTr—I
(N=26) (N=25) (N=26) (N=25)

Behavioral Pain Scale D#AXaF7 A 3 THO=EHIDEIE
Jitiz% CHH%k L7~ Mantel —Haenszel #i &
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Behavioral Pain Scale (BPS)

IHH IREE p=ye

V59 I AL TN 1

o2 EAHINZOZ DTS (Bl JEDNEERR) 2
” TEREIZOE DTS (1 FAIR) 3
FEPHH TS 4

XL 1

e H (T 2

LR T 2o e I 3
Faa &b e R U= N B 4

ANTHZIZEAL TS 1

- Wi T, 38/ E ORI A TR B L% 2
TIPSR O [RIM: Y 3
ANTHER DA ha— LR ATHE 4

3HEHEDOAAT#AFLTBPS £7°%.
Robieux I, et al.: J Pediatr 118: 971-973, 1991

d. IRERDEERER
i) RERICEREOEBMNZEEEZLEL LA >T-EHDEIE
BRI IR OB 5 A2 WL Lo TEFIOFIAIE, 727 A AT K I VU BT 100. 0%
(26 Bl 26 f5), 7R T F—ABETT13.1% Q6 FIF 196]) THY, TZAAT FI VU
THEICE D> 7= (p=0.005).

1 IRERICEFEASDELLSEASTIEH]
0 I RERCESENADEL o R

100 7
26.9%N=7)
80
60 7 100.0%(N=26)
40 73.1%(N=19)
20

FTaRI74—
(N=26)

FHRATREDY
(N=26)

p=0.005

RERICEFHEDEBMESELELLGEMSTEFIDEIS

Jiig% CHHEL L 7= Mantel —Haenszel {7
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e. IRERDOEREHIBIER
i) IRERICTVAZILDEMESZREE LM > -EROEIE
WEBRIZ T 2 B = VDB G 2 LB L LR TERIOEIGIL, T 7 AAT FI VT
80.8% (26 frh 21 f3l]), F iR 7 4 —/LEET50.0% (26 Bd 134]) THY, T AAF k3
PURETCHBEICE T2 (p=0.022).

[ IRERICT I NABBEELG SN >T-FEH
0 I RERICTI A A REEESTES]

100
80
50.0%(N=13)
60 p=0.022
80.8%(N=21)
40
50.0%(N=13)
20
FHORATIIOY FaRI7+—iL
(N=26) (N=26)

WERITT AL ENE S SN TEFDEE
Jiig% CHHEE L 7= Mantel —Haenszel {7

f. &M
AV SR & 7o 7= 42 Fild 6 5] (14.3%) ICEWEANERD S, TOERE DOITMFILT 2
Bl (4.8%), HL>24] (4.8%) Thot-.
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VI. EMNREICERY HHB

1. EREZMICEESHDILEMITILEE
=D R
HE  BEEDO® 2B OEEXIINRE X, KFORMNCEEZSRT L L

2. EEER

(1) 1ERELL - ERKF
T AAT NIV UIMNERIC AT SR 0, 7 R L) URERET LT, KRIMBIE SO b
PR OB - HEE L~V EF AT 5 Z L ic X0 SR ER A RBLT S .

WE, FEE LT NP r=a—my (IC =a—8a ) [ZARMRER ED B o izE « HEg
L% BB HRICHEEE L TWAR, o 7 RLF ) U RERIRIE (LSS &, ADT7 4 — KAy
IR X 0 MRS D D 2 VT R U U o OEERER I S, 70 LC == — 1 U OIEEN AN
ENT, BEFRRENREILTS.

FUAAF NIV, TOFBEO a,7 FLT ) USREETIET 2 2 Lok, #EERE L
5.

X Bbi

I B
FTRINE

/

i 5 Bl

an
T1—RN\v7
(NARH M)

v

JVFRLFI>

(NA) ( \i‘—}

Q.BEG 0,366

TLETYTR

S/ NVTRLF) > =Za—0O>
(LCz=a—0OY)
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Da, ZHEIZHT DA
T I ARXT b DTSR EEESRBRICBWT, Bk o BT T H A T U TE WS ELAE
ZR U7 (Kifil gy : 6.20M, oy @ 4. 0nM, o @ 6.0nM) V.
Ty FRIMEEI 7Y —25HWTC o, X oy B RICHT 28 MEE2 R LA, 77 R
AT I VNT oy ZRMEITH LT 1, 300 0 iRIRPEA R L (0Ki i ay 0 9. 27, a0 6.16) 2.

@ o, ZBEERIHIC & 5 RBMERIBU=EINF

1) BN JFIVEE REMICHT H4EH
a, AT G EALEEZLTRY, 7A=A MBRET LT T =iy 7 7 —BIEEDET L,
HUEN cAMP DI 3> 7 F v & lg o TAEPIEREZ T 5. S 661 BAZAT LIGET, Mg
D K'F ¥ VDB A M OFBAAKAFNE Ca®' F v 1R /L O T K 0 IR 2 38 o5 i S, BrE A7 B e
D _EFIZ X VR A 27OV R OARED R S, RREARRCR I S D

K'FvIL
FHRAFIIDY K Ca”Fr Il
' 14 5 st
BB e X e
ca amm
GIEH / sﬁm/' B0
cAMP

TV AAT FIVUNE, B bay, SBEREZRIIEBEEMEICBNTTZ 4022 ) UIRINCE S
cAMP AR 24 L7z (IG5 Ml @ 4. 0~6.9nM) *2.

FIAATFT I VAL, Ty MEHFEEARICBIT A EEN A R E RIS S E (3~
300nM), Z DOEIE KT v p4EHIEE (Ba®, Cs') OALEIZ X 0 i S iz @,
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2) /LT L3 > (NA) gm0
FUAAF I D IMND o, TR E LT NA BEBER B L, ASIARR D IS A B
LLEZLNT.
TIAAT NIVUE, Ty FORHEE S OBLMPLIC L D NA BEEE A R RIS HH L
(IX107°~1X10" uM), ZDEMIT o, ZHEMEEEHET F A Y — I LY ERICHE I .

110+
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90 \;

80
704
60

N

40

BERENSD NA EREE D EILE®S)

— T T T
10-6 10-5 104 10-3 102 101

FHORI@MIEIDUEE(IM/L)

SYRDEBRZICETHT IRAT IO D NA EREHNEI/E R

5 120

) |

Ee}

£ 100+

8 |

1

5

< 607 %

=2

S 404

10

<

fm 204

= 1

B o 7
o DEX DEX+ Control

FFISAT—)L

SYRDBERZICEITDTIRATRIDUIZED NA BEEHIFIIR T 27 F /AT — )L DEE
FTIAAT RV (IX10uM) BEEFEN=T), T7AAT RV (1 X107'0M) +7 F 7327 —)L (1uM) BE5-8E (N=7),
S FRAE (N=8) HMEE S E., %:p<0.01, TZAAT PV HELMEEL ORI HE R 2RA B2 HY (53 HHT)

Ty MITZAAT FI T2 10~1000 u g/kg ZMEVEN G L%, IO NA KLY NA R
(MHPG-S0,) #HIET B &, NA GO MHPG-S0, DK T3 54, NA O HHEIEE 2 3] 4
DI ENIREE T

VIS 2 B4~ AHIE B -58 -



@ SEFERDIERERLL
TIAAT FIP0.3~333ng &7 v bOFRENICHREGT 5 &, HEKF28EERN (EmK
HOWER) RHLI, ZROOIEMIET 7 AAT FI VUG 1 0ATHERBICR G LT FRA Y —
WX VBEESNT. LT, 77 AAT FIVUTHEIED o TR Z R L CHEEER %2

R EEZ LN
300 .* ~ 1001 ©.
'E {% 801 \.
oz S
ﬁ 200- } g % o \.
&= } L 407
[X 100 * 7
E % §/ % 20 o*
/ =}
o H *
0 ® T ; T T 1 0 T T T l\,_
0.1 1 10 100 1000 0 007 0.7 7.0 300
THORATREID (U g TFISAT—IL( U g)
SYUNMIBITETIRAATREIDY FTHORATIIDL 66 g THEHKLT-
LNy 2 488
EHRANIE S & IR (ERREHER) E“ﬁﬁﬁﬁkﬂiéT*“i/ LOFE
*: p<0.05, VIR SR L CH Y *: p<0.05, BLEATRAFCHL THEZDLD

(% BEn=6~15) (43HL53#HT % OY Scheffe DR E,

f n=6~15 53HT B Y Scheffe 0
(&7 n ) (B H R Scheffe DRTE, L BRAEICLS post hoe BE)

¥ BRI LS post hoe 18 7E)
Ferin PR A B RECIE, BLERRERNE 300 5y CHTHE1o7-.

@ EFERICES T 5 a, 2 B/hY T4 T
TV AAT MI VAT L DBEFERI o TBAERE R~ T A TIIBIEINT, B EKED o H
K w7 TR TATHBRINDIZEND, T AAT bV OHFHERICIT ay ZREY 7
A THREBRLTND EEZ BN

() EMERMFTHHBRBIE
@ $EEHER
) S rOBERERIRIETHE™
TUAAT NIV ET v MT3~30pg/kg ERARIEL S LTo & 2 5, ASEB & A BRI
(KT &, 30pe/ke CIHABEBITEE A LBBRINA»oT. ZOERITZn LT oYk
D BN TH T

TFTHORATREDUBIRNRS(IZEESVND BREE R IFTEE

HIIgEIAa T
¥ —
SEHARTT £ SE. | e BB T 20 2 (%)

VAo R 654+94 —
63.1+5.6 - 4%
FYARFRI 3 37.4+3.0% - 43%
(ng/kg) 10 9.4+ 1.9%%* - 86%
30 3.7+ 1.0%%* - 94%
sunru<y (mgkg) | 0.5 28.0 £ 3.2%* - 57%
H7 = A2 (mg/kg) 2 743432 + 14%

N=10, *:p<0.05, **:p<0.01, ***:p<0.001, IFUERFRALIZILL TH B Z2HY (Student-t R7E)

F: Wistar R EEM T MZT 7 AAT RV (Rt dE) K ORHREL TAY ¥y — b ¥ T4 — 0)71:111/7"1:!7 2 (0.5mg/kg),
PR BLAE SO B 7 = AL (2mg/kg) HEARNBES-L, $5-153 5053053 0 B R EB B2 HE. HIEIZRIMR
photo cellZ%E(ifi L7= B BhEEh EHIEEE AL, 7y M3SBEIdT 22 L2 IRMRbeamZ 8T L 7= [RI35% B 55EH)
AaF7ELChHT R,

VLI GhSRER B4 HTE B -59-




2) Sy MIBITHERERD
Ty MIT I AAFT NIV & 0.1~3mg/kg DB THEEENFEE TS &, ERRAOHEE (ER)
NEEIN, BEREFMRITIHEEENICIERE Lz, 57 AAF FI DUV OEIBIERILZ T F /2 —)L
FEOHRM o, TAREETENC LV RESNE.
@ TFINA—)LIREE
O AR XY ER
M :L-659066 1% 5B

400
120

300 ,_émo | }\ I t .\i
E é 80 - - i\i
B2 00 E ] 1 v
1 HE 40
100 g \* }\
20
0 T T L | T T Tl T T T rorrrT] 0 T T T """$* T T """Y* T TrrrTTT
0.01 0.1 1 10 001 0.1 1 10 100
FHRAFRIS AR5 8 (me/ke) o, FEREREE (mg/ke)
SYNMIEITBTIRATIEDU DHERER FYNMIEITBTIRATIEIDUIZES
(IE M) R 5 3H R B fel) HEIRFEE I 2X 9 % i EDHE
SEEE £ S.E. (N=7~10) SEEEE S.E. (N=7~10) *:p<0.05

3) ARIZHITHEHERD
AXEHNT, T7AAT IV EBICLD8REBOEMABIE LI 25, 3~10u g/ke §f
WRANBE G- CH B A7) 70 888 A 2 7 OB B b7z,
E— T NVRIZT 7 AAT MI PV 1~10ug/kg (8 15~150 n g/body) 5 L7224, 3ug/kg
PLET, HEERGFNREFEHERN AN, £, KRBRoOKaEHAE (10png/ke) &5 LA
\ZIE, BHE% L ERREEER A a7=5) NEHRL, 227 2 U LEOSEHERNK 2
IRFfIFrE L 7. BEIEPN, BEIEESN M VKIS N~ D SR T #¢ 5- CILIERIRIN B G-IRF D K 5 7258\ SR 2 B IS

WD Lo Tz,
A) B) @ FHRNIRE
W HENRE
54 ° 5. e—e A KEBREE
/ * T 0. EwsEs
4. 4. THfE+SE. (£E N=5)
[ (0]
5 * S
7] 3, 7] 3,
5 5 }
§ 21 5 2 \
Q (]
(%] n
—
11 11 /
Om =5 ) . 0% , ; . , . .
1 10 100 0 30 60 90 120 150 180
TORATRID U1 e) 1% 5.1 DB RS (min)

ARZBFBTHIRAATRED U DESHER
A) AEREHE: SBRNIREHORS SRS EICREL(E
B)RREMZELL RE5EIL EREAEZTOREAE
#:p<0.05, FHERTRRERIC LA TH EZHY (Kruskal-Wallice DNEAZARE)
T B =T N RIZT I AAT IV ZER RN U ZBIEN (1~10pg)
TEAEAL (3~50pug) , KA (5, 15ug) IZBEG-L, TREARaT 2 LI SHER{E A A 31T,
AT T OB S35 T BE R G LB O Ra 7 2108,

VLI GhSRER B4 HTE B - 60 -



AT
A7 A XD HRHE
0 IEH 2R EBOSHE
1 ARHg T I - SEFRIRRBIZ D 3 E BT SO L, head tonel T IEH
2 PR B OMERRIRTE, neck toneDHERE, TEEELF35IRHE
3 PARR -neck tonedVH K, HERK £
4 PAAR - neck toneVH = DFFE, & DRIFIT LY TEE
5 TEHEASHE - neck tone® FEAH R, WA 52 CHIARMEZ R SUL/RL

4) Sy bORRIZHT HEE ¥
T O Z v M E RO T IR 2 ER 2872 & 2 A, FEiEIRNE G LD 77 A X T
b 2P DI R 2 BRI 10 090 ER S DI T (MSEFEREE 0. 2~6. Ing/nmL), A
WO (4 ) 13 Ga1OERIESR CGREERE) 20 SRR (ERE) ~OBITE2R0,
T I AAT b IV OBEERHERIC O IEIR B ASHE N L 7=

A BT B T N VNP VY S
B:02ng/mL HWWWWWWW

(0.1 te/keg/53)

C:1.0ng/mL
(0.25 tg/keg/53)

D:2.0ng/mL
(0.5 te/ke/53)

E:6.1ng/mL
(1.0 teg/ke/5)

TORATISDUFHRRIRN IR SR B on RO EIL (F-0,5%8)
B~E: FEGRIRN G- DT 7 ZAAT NV MR (1) RO 5538 (T) 277

VIS | 2 B4~ AHTE B -61 -



Q tEEfER Y
TIARAT MI VIR T A, T v MIET 2B H OFRER S 2 3 U, $EEMR 2R L.
< AIZEBWT, 3~30ug/kg DEFIRNIZGIZ X 0 BWRIETO R 20T 5 £ TORN %2 H EBIRFIC
R ST
Fv MIBWTC, T27AAT NIV EG 16 0% L0 7 v NORTICEEROBEHFEUC X 54 % 5-
2T 2 A, BREINDT D E TORRE% 3~30pg/kg D FEIRMN IS CH EEKAICER S w72,

IORIZEITHEREIZ L HIRFIER

IR D ST D BB D BrEEASE S
HERE ETORER FCORER] ETORR ETORR
+S.E. () R (%) +S.E. (7)) JERHE (%)
TRIRE ot HR T 62+0.5 — 99.6+7.3 —
1 6.4+0.6 + 4% 116.6 + 3.4% +17%
FUAAF I 3 8.0+ 0.4* +29% 1145+3.7 +15%
(ng/kg) 10 162 +3.1%* +161 % 115.6 + 4.4 +16%
30 28.6 + 1.0%%* +362 % 117.8 +£2.2% +18%
E/LER (mg/kg) 4 17.8 + 1.6%** +188 % 120.0 + 0.0% +20%
N=10, *:p<0.05, ##:p<0.01, ##¥p:<0.001, FEHR I LLL THEZEDY (Student-t HE)
SYMZHITS tail-flick FHERIC LS Em1EH
G RBEIDNDITHFETOREH g\ \@LT@ET@H#F’EEJ
+£S.E. (7)) EEHE (%)
TRIR o FEE 24404 —
1 26+02 + 7%
FYIAF RIS 3 4.9 +0.7%* +102 %
(ng/kg) 10 7.0+ 1.9% +188 %
30 11.6+2.8%* +380 %
E/LER (mgkg) 4 30.0 £ 0.0%** +1140 %

N=10, *:p<0.05, *+*:p<0.01, *#k:p<0.001, VL RAEIZ L CTHEZDY (Student-t FRE)

(3) YERFEIREFRT - Fristhrfal
T AAT F IV THIRNERER ST O HEANTH Y, WA G TRMIT T, &720, HEFF
B3R G TS U CIAE PR DSHERF 975 . G TRRIT, THARFRMNABUN (t),) #9 2 Fpf] Tofn
A HEAT 5. ( IVI-1 IMTIREOHER ] OHEBH)

VI BB B4 5T H -62-



VI. EYSEICEEY HEE

1. MmAREDHERS

(1) ABELEMLGMEPEE
FIARAT NI D ATMIFET IR 0. 3~1. 25ng/mL & 725 L O Fe EHEE AR L AN LREAT S Z
LTk, EPBERICBIT 5 BEEFOEL-EEIREE S LN TES,

(2) ERRGABRCHREIN-OPEE
@ BEKAEREERS O
AARNDRERER AR TG ICT 7 A AT FI P2 0.1, 0.3, 0.6ug/ke & 10 232N TERAIRIN X
B UL A, REGKIZHRH (1) 2.36~2.91 B CimiEd L v %k Lz, AUC iZoW\W T,
0. 3~0. 6pug/kg O FHEHFH CRIZIENFRO Bz (0. lpg/kg BEIZRBWTIX, %5 2 BEfE H DIBERZE
LARRE DR RR CTh 0 T RRETH o 72) .

-
o
1

—e— 0.1ug/keg

[ ]
] —A— 03 ug/ke
—M— 06 ug/ke

E(ng/mL)
1

Tt4{E+S.D.(N=3)

8
=

S =SS
VS

o

=

|

o
o
|

../i 20
It
I
I
|

B E & DR (hr)

BERABF(BAERNIZETETIRAT SOV BEERRNIZ SO MERT IV ZAAT I OVIRER
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Q BERAFHEA 04D
INT ALEED HARNERERRN B 2 2 x50, BELMAEHIREE 0.3, 0.6 XM 1. 25ng/mL & 72 %
£ 91T, 3.00, 6.00pg/kg/hr @ 10 srE OB G- D12 0. 168, 0. 337ug/kg/h T 24 WEfE] DO FFfef
5. X0% 3. T0ug/kg/hr @ 35 Syl DA MR 5 DO%IZ 0. 7T00pg/kg/h T 24 FEE OFFi& 5 21T-7-. &
BEICBIT 2 EFAREED M EE C. 1, £h2h 0.29ng/mL, 0.64ng/mL, 1.46ng/mL &720, 1ZIE
B LT 5 MAEHRENHER SN2, F7, BE Lo HEEPEN T AUC ICHBENRD bz, 1H
ST 2. 10~2. 91 BRI Th - 7-.

10 5 —v— 24 F§[#/1.25ng/mL
E —A— 24 B5fE/0.6ng/mL
—o— 24 BFfEl/0.3ng/mL
—— 12 FF[E1/0.3ng/mL
—v— 1 F§[E/1.25ng/mL

——v—— %T —2— 1 Bf81/0.6ng/mL
v.T —o0— 1 Bf8/0.45ng/mL
A W\T —o— 1 BfE1/0.3ng/mL

V. —O— 1 B¥fE1/0.1ng/mL

E’;\EEIKIM T H4{lE+ S D& B N=6)
N

ki Y
NN O
N

AATREOUMIEREE(g/mL)

T T T T T T T T T
0 12 24 36 48

R 5 ER R O K (hr)

1,12 B U 24 BEREFHGERAIRPUE AR D MERR T IRAT IO VIREKERE (BERAN, RA)

12~24 BRI B IS B T2 FENBE/NSA—52 (BXA, BA)

12~24 IR FFREEAN
10 43#/12 R 10 43%/24 B[ 35 4y%/24 B[
IR ENHE T A—H -
HAZ M5 7 AAT RV (ng/mL)
0.3 (N=6) 0.3 (N=6) 0.6 (N=6) 1.25 (N=6)
Cimax (ng/mL) 1.03+0.61 0.92+033 | 1.93+1.01 2.57 £ 0.66
Tinax (hr) 2.18 +4.82% 0.17+£0.01 0.23+0.08 3.41+7.15"
AUC. (nghr/mL) 4.82+1.48 796+ 1.14 | 17.41+2.44 40.88 + 10.68
tin (hr) $ 2.67+0.83 2.10+041 | 2.12+0.60 2.91+0.46
B (1/hr) 0.26 +0.08 0.33+£0.07 | 033+0.09 0.24 £ 0.04
MRT (hr) 3.11+1.20 270+ 1.11 2.56+1.37 3.00+1.01
CL (L/hr) 39.0+8.2 36.0+£13.0 | 33.7+10.3 30.0+12.7
Vss (L) 116.4 +38.1 1002+672 | 923+72.0 85.5+31.8
Vss (L/kg) 1.7+0.7 20+2.1 1.6+1.5 1.5+06
Css (ng/mL) 0.30 + 0.06 029£0.05 | 0.64+0.07 1.46 £0.32
AUC../Dose (ng*hr/mL/mg) 26.7+6.1 31.0+£102 | 31.8+82 372+11.5
IR, MR, §FRTY THiE+S.D.

# AMUE (R 208 1 Toma=12hr) ZBRUN TR HLUZMEIE 0.214+0.121
9§ AMUE (WEBRE 9226 Tma=18hr) ZFRWTEH L7261 0.494+0.037
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HANOREEER AT Zc (54 6] - 6 1] 9 B, FHRE : £ 66kg) &, HARMAEHFIRED 0. 1~1. 25ng/mL
LD DT, AHFIE 1~6ug/kg/RFT 10~35 3 5%, HeFFH&E L LT 0. 056~0. Tug/kg/KF T 50
oy ~24 W R G- U 72356 OIMmSE IR EEHER Lk OB RE A1) N T A — X LT O LB Th-o Tz,

W ENRE ST A—H FH)fE+S.D.
ti2 (hr) 2.39+0.71
CL (L/hr) 35.47+11.95
Vss (L/kg) 1.54+0.983

(3) i
AR L

4) B=S - tRAEDOFE
WA DREEERR N 2 R, A (I 2 TN, TuaR7x—), $ERHA(TL7 2 Z =)L), WA
BRI (A Y 705 2) EOMEER ZRE L= & 24, B F M AEERITRD bk o7
NS, BAEE, IR, MREMERN TN SN, MR EEA] (2 2 v =7 L) L OB S AR
HITGZBH s nzmnoTz.
VI—7 FAEAEH) OEBM

2. BEWEEREINT A =5

(1) fRfAE" 2
J v Ay = KA NET VTN L=,

2) RILEEEH
A LR

Q) HEREEH
[ A]
AARNMNERR AN NTALEE) 1T 7 AAT bV %2 BAEMBEFRE 0. 3~1. 25ng/nL £ 725 X9
24 FEIRHGEEA U= 58 O AGERE B0 EHEIE, 0.24~0.33 (1/hr) THo7z .
[/1NRE]
BRI L
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4 2IU7I2R

(AN

AARNMNERR AN NTAIEE) IZT 7 AAT bV %2 BAEMBEFEE 0. 3~1. 25ng/nL £ 725 X9
24 BB EEA LTZBA D7 V7 7 o AOWHIEIE, 30.0~36.0 (L/hr) TH o7z .

(/]

PopPK 7 NV EHWTHE L7 HARNNEBEOEREMIEL7=Z VT 7 & (CL,) ORI
R7E1L, EELER 45 H~12 » AR T 1.156+0.29 (L/hr/kg) , 12~24 % AR T 0.99+0. 26
(L/hr/kg) , 2~6 A C 1. 07+0.19 (L/hr/kg) , 6~17 jfAdi C 0.83+0.12 (L/hr/kg) Th
0. RAEHBLTEL, B 6 BARO/NETEY @ R 2ERNED vz, 2, HI R
HIERRA L B~ 722,

(6) AMBIE

[rA]
AARNMNERR AN NTALEE) 1T 7 AAT bV %2 BAEMBEFRE 0. 3~1. 25ng/nl £ 725 X9
24 RERIRRREIEA L7255 O EFRE TONMMAR O FHIEIL, 1.5~2.0 (L/kg) THoiz .

(/]
PopPK &7 /L& W THEE L7z H AR N/ NLBE OEREME L7 EFIRERFOSAAME (Vo) OFY
AR 1, IEIELENR 45 #~12 » H AR T 2.52+0. 40 (L/kg) , 12~24 » H AR T 2.26+0. 34

(L/kg) , 2~6 AR T2.2110.25 (L/kg) , 6~17 AT 1.79+0.24 (L/kg) THV ., A&

L CTmE<, BRI 6 R O/NETE Y @< 2B NRD bz 2.

® zoftt
TR L

3. BEH ((REaL—3y) @

(1) fEHA&E

[/1NE]

S EFRER 4 7BR (CHOP #&B%, DEX-08-01 3Bk, DEX-09-08 #&ER, DEX-11-01 3ABR) (&&h0 L7=4ME AN
WRBEZXGIIT 7 AAT s IV ORSEFSEWENRE (PopPK) f#HT 2 FEHE L, Fofé PopPK 7 /L2 1%
FKLTo. BEET VO CLITITEE RO AR OBANER, Fbar— k2 hOSAERE (V) I
IHEE, a0 X=X M7 VT T2 (Q KOKRa 73—k A hOSAERE (V) ICIEAE
K OMERN LR L L THAAN BN, Z D& PopPK 5 VI HARNNEEEZE ST —4 (C0801017
RER) 22U LD TRT 21T 72 2.

* PopPK £ 7 V& FHWTHERE L7 (REMIE L2 CL (CL,) , REHMIELZV, (V) KOMKEMIELZE
WREBODMERE (Vi) ZAARKAKOSEAOHMTHE L ZA. ARAKUIHEAOHTZ
AHDI/INT A—=ZIZRERFEWVITFRD Do 7.

« PopPK £F7 /L% W THERE L2 HARA K OSNEAD, CL, KONV, kT DO BELZ M L= L 2 A,
FERESEIR P72 0 DN CIIE T OFEE OB 27~ b 00, LT 17 meRmo/NE T, 2
NEDO/NRT A= IR A LI L CE<, Fpin U TR P2 EmNRD S, R 6 LA ETIL 6 5%
SR & P U OIS MR & D 2 EAVRIB STz,
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BEFENHEETIVERAVTHELEBRARUVNEABEHAEYERE,

\TA—BDELE

EE (R AR 22)
J#AE 1
NG A=K R Pl . g I A i T IV
EIEFER 45 A~ . N N
i 12~24 % H i 2~6 JE A 6~17 FEAIs
12 % H A ¢

CLw HAAN 1.15 (0.29) 0.99 (0.26) 1.07 (0.19) 0.83 (0.12)
(L/hr/kg) PANEEPN 1.21 (0.40) 1.09 (0.34) 1.14 (0.29) 0.84 (0.28)
Vew HAAN 0.91 (0.20) 0.94 (0.19) 0.88 (0.20) 0.89 (0.23)
(L/kg) PANEEPN 0.95 (0.37) 0.75 (0.28) 1.08 (0.57) 0.95 (0.63)
Vs HAAN 2.52 (0.40) 2.26 (0.34) 2.21(0.25) 1.79 (0.24)
(L/kg) SE A 3.11 (1.00) 2.43 (1.07) 2.47(0.78) 1.86 (0.84)

CLw= REMHIELIZZVT TV A, Vew = IREMIELT LA R—= A MO SA A,
Vesw = IREAMIELZ T # R EBRE O 54 28
a FMENIE 1 A ~12 % A K3

44
3
— o
o)
i
N
<
} o
‘r’<2- e HAA
N o 00 R o o SAEA
M o
Ir\ 8 % o ® ° O O ° o
N G N ° o
o1 g’0000000. S o © e °°
) % °0 ® o ©
@‘Z,:%."'-" ¥ O e oO e % o ‘:). K c’O.o
g [o) o .% ° o o ° o
% (o]
0 T T T T T T T
0 2 6 8 10 12 14
Fin (%)
BEHEMEBEETILERVTHEEL CL, B
164 o
8
124
“ab [¢]
g
<
=2
o]
|3
o e HAA
€81 o SEA
< o
o
%000 o
4 cogo o ° °
o ° °
8 ‘oolcbooo 0090 o ° o © o ©
dis.% ?—, o.' .Ooo Po © ° o °
AR R ST S
o ° o o o o
0 T T T T T
0 2 6 8 10 12 14
Fir (5%)

BEMEYBEETLEAVTHELE V., B

VLA S B2 RS9 5 A
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@ /854 — S EHER
DR L

4. RIR
AR

5 9%

(1) % —fXREEFT @G 4
NEER L
<BE Ty >
CH] 727 A AT S IV URIRNE G520 7~ MIKNEBEHREIR L, oI BEH-L 155
WL, 2oL OMMWBURERE T MEPBUEEIRE D 6 5L ETHY, TOHES
7z.

#IZhm il
M L

(2) M%k—RRiEREF @A *Y

W e ORISR (OMNEIN) 20 Bl 2580, fEANREE T O EUIRICB W TT 7 A AT IV
% 0. 5pg/kg DHIET 10 Zpfif G L=, BHIEEIOPHEE T 0. bpg/ke/h OFFLARFFEEZITY, 77
2ZAAF NI DU DIBBBATIE L FAERA~DEEIZOWTHE L. RHAEAR V) ik OGS 5 £
U725 R (UA) M, M OVEEAR (UV) mZ2HAWTifET 7 A A5 I DU BEZIE LR,
UV, UA, BROYW O 27 2 X5 F I DU EL, TNFH 0.46+0. 15, 0.34+0.09, KX
0.69=0. 15ng/mL TH Y, MHHEREATE (CUV/CMV) 1 0.68, MRV UL H24H (CUA/ CUV) (X0.76
Thot-.

¥, JRFTRREE TSI B IEHRE TO T L OLEREFOSER & U CARBIZHE AT 2881%, W%, A
Wi, 77 AAT NI VU % 6ug/ke/MEOEEHHE T 10 2y FIRN ~FRgEEA L (WIHIARTES) |
BV THEE OREBIZEDLE T, B#EEFHFL LN EONLER, #MFFEE LT 0.2~0.7 1 g/kg/FFDHi
PCHRREIEA L GERRE) |, BEOREBICAEDLE T, REHEZEEHEETS Z &,

Q) F~DFBITHE®

18 7% 7 & 40 sk DREFE 72 bt 27 B 2 %4 5212, FHEMNESN BRI T C o EUIRSMPICT 7 A A7 R
Yok ARHEE LT 6ug/kg/h T 10 ERIRNZ 5L, KW CRHIIEEOPASH £ T 0. 7 g/ke/h %
RN G- LB O BICB T 20T OT 7 AAT FIVVBEZHE L. T7AATRIVUD
PG EIT 639 ug THY, FHERGERME (M2 ET) 12215 0 Tholz., TIARAT
FI VUG FIEE 6, 12, KON 24 FFE T 10 BN SRS NI T OT 7 A A7 R I UV RE,
6 IRFFIRE A CH RfEIE 12,3 (8.1~20.1) pg/mL (B BIOMFLTHH) Th v, 12 KefRgATIEL 1 il
5 13.6pg/mL 23S &4, 24 BRI ORES T 10 Fl5_XCOBE THRHEBRARNMN & 72 o7, mighiE
FELC 69 2R BT H i 6 BRI 5T 0. 45~0. 95, 12 BE[EIES T 0.90 TH - 7-.

(4) BEBAOBTH
U B L
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(5) ZDhoBRE~DFEITHE
ST L
<BE .7y h>Y
7w MZBT 22k~ n0mRBR T, [PH 77 AAF7 MV U 2iRNEG%, 25 ITHET
BN A DIV, IFlE, BIE, M, B D, KiE, B, B CEIRE L o7, BRI
&AL Dl THRLTIR T L7722, BN OMKIIERTH-T-. £72, Long Evans ZRHEGT v

-

BT LM EY, T7AAT RIVIAT =0 LG T D TR RE S Tz,

(6) mMIFELHEEE"Y

bt MIBIFAEAMARERMNLIZLEZA, TV AAT F IV OEAMER (CEHEES.D. ) 1393, 72
£0.40% (N=4) ThoT=. T AAF s I OFEMIL, 0.85~85ng/ml DIEEHIHIT—ETH Y,

PEZEIIRO BT, MFIOFELE T THL—TE Tholz. MFEERERE T, EAKAROETNAD
niz.

VILZEW BRI B9~ %IH H - 69 -



6. Kt

(1) CBERE B R SRR ¥
TV AZXT NI VI CIAE R EZ TS, Ty b, A XKEOE MZBT A REERBROMEE,
FRALIR~ERL SN D 2 DO, N-T VX AR~DEH, X 5T, ﬁ@@Aéh5%V®#4o®
REBENTFET D EZLOND.
b RTIE, 2RO N-Z V7 v UBIEGENEEREY CTH Y, IO 41%% Hb, N-XF L
0~ a VEETAR, THED T w2 X FILKEBGRN ZFLE R 20. 6%, 10.5% T - 7-.

CH; CHg CH; CH,
N
N COOH
¢ <] 9
N / /N Glucuronide
HyC HyC
N- 2 F LD IR BEfK N-AFJL O-J LY B BHask
[N-Me-cooH]  (M-XI) [N-Me-G-OH]  (M-X)
(Eb A %) CHy GHy
N CH,OH
<]
N N- 4 F )b 3- KEEE{&
HyG [N-Me~ OH]
KB It
(Eh A %*)
CHsz CHy
(/N ) CHs  N_ 2 7 L4k
N [N-Meth] (M-IX)
/
HsC
N Glucuronlde CH; CHs
N-A F i
T (Eh A %%) CHs

CHZO%Ha PN /
N CH N CHs ek N-4 LY 0 B sk
</TL© e VLY €0 mown 08

Eb X)) N

HN !
Ty T A F LB Dexmedetomldme(DEXN CHg CHy
-3 (M-XID) Nj/’\@/cm

KL ¢
(EF AR5y k) ¢ J

CH. CH Glucuronlde/
N C T H.on N-4 L9 OV Biaatk
¢ T g kB btk [G-Dex-2] (M-IT)
HN [oH] (M-III)
th l’)’)lﬂ)u‘zéﬁ#ﬂ%ﬂ: lﬁﬁﬁ‘a‘ﬂ: 71 Frymet
(Ek AX,5v k) £k Sy k) 4. 59 hk) (=
CH; CHy CH;y CH, CHy CHs
COOH j/ké/\
Glucuronlde SOsH
H VR Btk o-F Ly 0y EBaatk mEta sk TNEFA AR
[COOH] [G-OH] [SO3- OH] [Gs-0H]  (M-VII)
M-1IV) (M-V) (M-VI)
lhwkh‘ﬁ? TEF I
(59 k**)
H—N—COCH;
CHs
H— c COOH
S— cH2

ANHTY—LEHAER
M-oH]  (M-VII)

ZUk, 41X, EFORBEABRDIERIYVETE LT IRAT IO DR BHRES
¥ AXIHFATAAZBOTORBHEINT.
wk T NVETFAAGERIIT O NFAT AR, Ty MBHIZBWTOAHMH,
ANVH T = VRIS RIET Y NMFATA A, TR, Ty MBHIZB O TSR,

I
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(2) B AET HEZCYPZH DHFiE. F5ED 9
UGT2B10, UGTIA4 IZ X DEEN-Z V7 u= KL, 77 AAXAT hI P ORBOK 34% % HD 5.
F U ARXT h IV OBRGIZEE S % T 72 CYP450 4y F-FflE CYP2A6 & HEE & 7273, CYP2EL, CYP2D6,
CYP3A4 & 5 % CYP2C9 DD CYP 7 A VYA LbT 7 A AT b I D ORHNTB G5 2 AragtEn
TRIB X Tz

Q) MEEENROFRERVZOEE
L LR

4) REVOFEDEERVULEERD
FERBMTH S 2FON-7 L7 0 VEERIARIE invitro TI K 390 o ZAKHLIER 27 LT- (£
VB NEG, T v NEHEE) 2%, invivo TIIRZILEDIERAZED 100 fFE%2 5 L TH HHE oy
SRR ER 2R S o2 (T v B) .

1. it

(1) AR R URRE °
RETR K OFEFICHR S 223, b M CIERES B IRPHRE S D .

(2) BEE
YN
KNS B FICPH 7 7 ZA AT B2 P2 2. 0pg/kg 2 BRI G32 &, BERED K2 13R
tc R X AL, BB hG 24 FERIL F CIo B B BE DK 85% MR H I HEME X 4U7-. 72 BRI E ©
12, BEEHUREED 93. 84%MIEHIT, 2. 16% 33012 A 31 96. 0% 23 HEHE X, HEHLHERNTH -
7250 RO EEASMYIT 2 FEO N-Z L n LB (Bl 34%) , N-AFAKD Z N o ik
ek (14.51%) ThHho7=Y.
RACRECRIIR B SR oTz, 7B, T7AAT FI VUL, RIS MR HKHF <
b5,
(/]
HAMEE L
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3) it
DR L
(55 ZHUEEBNETF KA (S5 BIHI T RATF UL BEMIRME S0
FRep B U o U R )

% of [H]Dose

e (hr) R BRI ETIRIE e
0~12 69.83 £3.27 — 69.83 £3.27
12~24 1548 £1.12 0.55+1.23 16.03 £1.91
24~48 7.14+£1.09 0.85+1.81 7.99 +1.38
48~172 1.39+ 047 0.75+£0.60 2.15+0.54
72~96 0.54+0.31 1.20+1.06 1.74 +£0.97
96~120 0.28 £0.12 0.34 +£0.63 0.62+0.74
120~144 0.18 £0.07 0.21 £0.20 0.39+0.23
144~168 0.15+0.04 0.13+0.26 0.28 +0.26
168~192 0.11 £0.03 0.03+0.03 0.14 £ 0.06
192~213 0.08+0.02 0.01 +£0.02 0.09 +0.03
0~213 95.17+1.34 4.08 +0.69 99.25+1.21

N=5, FHfE+ S.D.

8. b5 RK—5—IET HiEH
LB L

9. EMHFICLDHBRER
UERR L

10. HEDEREHT HBE

(1) BHEEEREDD

WOk N DY SR E (7 V7 F =227 U7 5 A ; Cler>80mL/min) 6 fl & B L B e fe & L
(CLer<30mL/min) 6 BT 7 A AT K22 0.6pg/kg & 10 43 CHBIFHIRN G- L 7-BE 0 34,
RE (Cpaxs Tuaxs AUC, ty, CL, V) ZHEU7ZfER, WM& ICHERAETBO LR Tz.
Rl EAE CIIEFERA DR R AN A L. BEEEERTICBTLT 7 AAT
k2 REW O FEN R RRET S LTV R,

n¥, TIAAT FIVUCOREWITEICRPERES D Z &0 D, BEREREERE ~ORRFHE
HIZ X0 IRB R ER I N D AREENRE X D50, FERBHWICIEEBEEIIZE A ERBO L

TR u.
BHREEE R E DEMENE/NTA—F K N)
58
POk N Cumax (ng/mL) ti2 (hr) Tmax (min) | CL (L/hr) V(L)

(ug/kg)
TRt R 6 0.6 0.960+0.432 | 228+039% | 11.7+4.1 | 41.2+62 117.1 £26.9
R E R 6 0.6 0.833+0.258 | 2.05+0.30°% 120+£4.0 | 50.0+18.8 | 1272+449
§: AR S fE+ S.D.
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(2) FFHsaeEEEEY
Rt HEHBR T M O JE | T A8 B Iy OVER JEE PR RE RS & FR A (2 F 4L Chi ld-Pugh 2388 912 X % Grade A,
B, CIZHIE) 12 0. 6pg/kg % 10 23 CHBEIFFAIRN G- L1- & & OEYBEIILL TO LB Th o1z,
ARANOMICERINL, R EOTEEICHBE L CARIZIER L, #EBHAZ V7 72 (CLy) 1%
BAEEICHBA L TR T L, VRS D 59%, 51%, 32% Th-o7-. Fiz, IFHEEERE
ORRENEEIZRDITHE, BEFRENRLS 20, HEEFRREOFHISRO bz, AFFROBEH
BIEIE, EEEEGLERE (8/20 B) ZEHE~JTFHREREE RS (16/20 ) TEho7- ULEIAT—%) .

J 1 O : B HERE(N=18)

E © T EEEE B EN=6)

\%" B P EERTEEEET R EN=T)

4 A EERTHEEEE B E(N=6)

8 FEHfE+SD.

‘Q 01 ﬁé\

T NH—““

v

ik

X i

X 0014 \J T

ik

H

ﬁ% T T T T T T T T T T T T

B 0 4 8 12 16 20 24
B 5 %5 (hr)

=
3
i
o
Tt

BEICBTHHEEEFHRNZSROMBTATIRATIEOVIRE (FEKA)

A eEEEEB IR T EENTRE/ 54—

S E) e TR ERE JHHRE b
IRTA—H (N=18) B (N=6) EEE (N=7) HE (N=6)
fake b5 (ug) 39.9+6.7 36.9+9.0 38.8+11.7 452+5.1
ARG (%)Y 89.71.6 87.90.9 86.52.0 82.1+3.8
Cmax (ng/mL) 0.9010.487 0.930+0.319 0.877+0.498 0.760+0.244
Crnaxt (ng/mL) ¥ 0.1030.016 0.12020.025 0.1230.090 0.1360.027
AUCo.c (ng*hr/mL) 1.02+0.28 1.30+0.42 1.74+0.59 2.03+0.26
ti2 (hr) 2.45+0.47 3.87£1.70 539+2.19 7.45+1.44
CL (L/hr) 41.9+12.7 31.0*11.4 27.0+12.8 24+24
CL¢(L/hr) 417.7£160.5 2479+855 211.7+140.6 132.934.6
Vs (L) 119.6+41.1 102.0+17.5 103.4+35.3 209.2+40.0
Vst (L)? 1238.7+488.6 776.0172.1 741.0338.3 1166.9£217.1
A4+ S.D.

a) BEREHERE | BRI, PR B OAPEEERREE BH OZN T N=12, 3, 6, 5 BlDA/ T A2 E R

VLA S B2 RS9 5 A
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(3) MRZE

% 42)

FERIE T CHER A VB L T AEIELER 45 UL 17 AR O B AR NN B @6 B2 x4z, T
7 AAT b I V% 020g/kg/FECEG-BItATR, BEEF LSRG LN D X OIS, EIELEM 45 L
F 6 AR O/NRIE 0.2~ 1.4ug/kg/FE, 6 mELL L 17 AT ORI 0.2~1.0ug/kg/MEO#PH TR T
REBZ 6 RELL E, R ICU SERIIE 24 REfEICL | (W o3GG b iR 28 HH) §lRM#& G- L7z,
BehA&T 1~2 BERIAT S L < IZMiRB A BT O LB mAER T 7 A A5 I DU BEER 070~
1.0Ing/mL ThH o7z, ZOWREIE, BAD B EMEETIRE0.3~1.25ng/mL)DHFAN T - 7-.

1200

1000 e
. STEERGEE—245 AFA
g a S 12 A-24 AN
800 A N Q
= o —04 o
© . AR—17RA
§ 600 X 2
N
o X
3.
- - e
X
& a..
* 2 [ S
e
~—=z e
“
04 Y '
-2ta-1 0 1 2 3 4 6
SsERRoNN )
FERREERID MTPREES (BERANDEEE
BARNDNRBEDEYERE/NSA—S
EIEfEN B 3 2—6 1% B 3
45— 1200 (N | 1222 NEIO (N=11) O 1TIRIND)
HeFr R B
02—14 02—14 02—14 02—1.0
(ng/kg/hr)
IR (kg) 6.4£1.2 9.5+1.7 15.3+3.1 34.0+15.1
CL (L/hr) 7.52+2.68 9.47+3.08 16.32+4.01 27.27+8.97
CL (L/hr/kg) 1.15+0.29 0.99+0.26 1.07+£0.19 0.83+0.12
Vs (L/kg) 2.52+0.40 2.26+0.34 2214025 1.79+0.24
t1 (hr) 1.59+0.44 1.64+0.35 1.48+0.28 1.52+0.30
FEfE£S.D
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4) EhE >
KK NERERRBR A 2 R RIS, T 7 A AT h 2P0 0.6pg/kg % 10 2B CHIEFFIRN B G- L7254 03
YiEhHEIC 3T D AR DB AT, 65 wWix LIRS EEmE RO AR PR EHERS IS 18~40 5%, 41~
65 DIEFMBERED L D LNFIEFRERTH VD EKPBNRE /X T A — X I L D WEIT A Lo T,

£ ®: 15— 40 BOWBRE
™ A 41—65 mDWERE
£ V.65 & L ESHIWERE
*;«upé : FHE=SD. (N=20)
N1
)
1l
L
ik
-«
X
S
ik
H
$ 04
b \\stﬁ\ﬁ by
T T T T T T T T T T T T T T T 1
15 20 25 3.0 35 40 45 50
B 5% 0B (hr)
FEWHMBRNOMIBRTIRAATIIDVEE#TE EKAN)
FEEER DEMEIRE/NTA—S (FKAN)
. FEEnE = ey
SRYENRE RT A—H — — —
18~40 % (N=20) 41~65 1% (N=20) >65 i (N=20)
Crmax (ng/mL) 1.483 +0.278 1.615+0.275 1.498 = 0.290
ti (hr) I 2.11+0.48 2.18+0.34 2.28+0.35
B (1/hr) 0.328 £ 0.075 0.318 + 0.049 0.303 +0.047
AUCo.-. (ng *hr/mL) 1.01 +0.31 1.04 +0.21 0.97 +0.21
Tmax (hr) 0.148 £0.018 0.145+0.015 0.150 £ 0.016
MRT (hr) 243+127 2.28+0.42 2.42 +0.43
CL (L/hr) 38.1+8.7 412+10.1 38.7+9.1
Vs (L) 86.4 +25.5 91.0+12.4 92.0+22.0
Vss (L/kg) 1.19+0.24 1.13+£0.17 1.29+0.23
TR AL, - S.D.
11. 20t
MU ER L

VLA S B2 RS9 5 A
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. ¥2% (ERALOIES ICEHYT HEHEE

. =

Of

01

REEEDEH

[
o

1.

11 AEOHEEICKYELE, SiFE, &Ik DERBELHLON, IMELICW BTN HS. LIzAHT,

AFE, BEOMHEKE, BRBEZDLEREBEIEFRBEMICEERTELHMEEL, RAKITHLE

HEMN ARG T, AFIOEEBEERAZELEEREL, EPEENIFEFET COERICBITIEETEICH

BLE-EROAMNMERTSHE. £z, NEADEREICELTIE, NREOEFAEICEAL-EMNERT S

& 1972, 11.1.1-11.15 B8]

1.2 KEMFOBRRMNTTEL TS, 2EFHE, BEARRSE, BEORE AELNOFETEAREHRSEL
IGEICEELRIR, RAELELAHLONIZLOMRELH LD T, KFIILEDON-FE-AEITHLY, BRI
BRUEATHILEERTL, BEDKREREICHART HLLEIT, SOLIGEKRLHLONIZHZEIZITE L
MEZETH2E. [11.1.3, 11.1.5 B8]

(fi#s3)

L1 ARANOFHNE oo 2 FEFEVERNC L0 ARIIE & OBRAR, KA o2 BERIEERC X0 &)
MEBTDLZLNnHDH. FIERNKROVESN TOEFTERIZI T 2 #2710 L 72 FRRRERIZ B W T,
DTN O CDFEREIR N B 2 FlTLEME), 5 BN OMEIESREEL L T D, ARANIMOSEHK &1
A5 EEHZ 5, BHEREUIFEHFE T CHFZET 2BF IR INIEAITHDLZ LD,
AFNIOFEIER A 1E L < B L, ERER SUIIERFE T COEEII T 2 BEE PRI L 72 EAT23,
BEOREREBAMGEINERE L TR TO20LERHD.

INRA~OEHIZEE L CUE, BRRRBRICBWT, WNETIEERA XD ARME, R, PR,
L, WMBE ORBOAERLRNEHEEICRD LN EnD, /NEOEPIEERIZE L 7= ERfME
HA3dszEELr.

II—6 (7) /NE%] OESROZ L.

1.2 SV 75 EOHEMERZBG U2 OWAERRERICIB VT, @EEEWERE 2 FlCimE Ik,
25 LENTIXEERBIRDFEELL T 5. IAEIRTRENSERUNIS, SRIRE LT ey
IAE~OEERORT b ErH5I1250 2 5%ICEE LT 5. &5 IS OREREREO L&
WCHEBEL, 20X RERPALNISGE @Y @& 2175 2 &.

2. FEAREZNDEH

2. BEE(ROBHIZIFEFES LGNNI L)
AHND RS R AR BUE D REEE D5 B

(FERL)
AANZKET HIEBUE DML RVD, BeMEEEBE L TRE L.

3. MREXITHRICEET HEE L X DEH
'V =2 eI RICPEE S D1ER ) 22MT 52 L.

4, FERUVHAZICEAET SIEEFDER
[V —4 FEXSHEICEET 23Rl 22352 L.

VIL 22 PR oo ) B 92 A -76 -



5. BELGEARMIE L ZNEH

8. EELGEXRMIE

(FhBEH&E)

8.1 B & a I, BEEHIZAMUIZEMOMEIROOLE, JHEREIRE, ML IZ DU Tk 7o s LA
FAFES TR TEG-L, TEERENRED L E) L IR R IEE T528.

8.2 AANL o ZAEMHBLNERNIESBIRIEREH 35720, oS AL O T ABI X8R Ao e 512
FETHZE.

8.3 AFHIPLH T T MHEL ~ULNELND L) BRE DR IREELBIE L RN DR Gl 2 T+ 5o L. Aflx
B GSN T EF TS E 52 DR EITREEL, HCNISUGT B0, ZIUIARFIOFHE THLT-0, ok
PRI S OMER D2, SIRAT53 ThHHEB Z RN ET DL,

8.4 AFNOMHIAT G- HICHObNE RO )T EFITRL T, BEREDORHE Z BT ILENHDH),
BERARME EFNHLONISAITE, SOICHEURLEERTTHIZE. [1.2 ]

8.5 AFKIEE-FIINAZNA A OEIERE L TEERE R I T DB L O EBSRNI L.

8.6 KAl EHIHR G LIk, (EHZZEZRTIELIZG G, 7=V SEROVAT U RBIR R HLONLBENLRH
5. ZIHORERE L THFRIE B, FE% QSRR NS B, FIRFZ X AU Tl E o 2347 EF K& UM
R TaFUARED ERAPHLONLBFINGD.

8.7 BB G %O 5P IEIC XY, BEDEIR DR HHONDZENHHT-D, 5% LT H85A 12134 123
/I HMREEBEIITOZL.

(EFARRICEITA AR R UBEREZOER)

8.8 AHAIDF HATERL TITEHIRFRICE AL EMAARA OIEIEHZ IELBRAEL 72 ETHRE O REATE
ERHEE L CESLT- D2 8. F70, KUARERR, BERW A, N T, JEBREEAIT 2 DL M2 L Tl L.

8.9 N LIERasnHORENL DM FR K OBER CI, BB ORFIIRREZ + 3Bl T 52 L.

(BB TICE T 5EEETOFMRVNERFDIERR)

8.10 AF|DOF HIZHEL CIIHAFE T COHEFHCIITHBEE B2 EERID, AF O FHEM % 1E L PR
L, BEOHFHL -~V R DR ERIEZ EEIRKGEL CFET D2 L. F70, KOBMErR, FRsRW A, N TR, 1iF
R BT Z DI WA L T,

8.11 JPFTIRRIE TICHT 2T - LEZATHERT IR, EaREE, MPUCIRTE, fREREES O 2 RIEZ Bl T
DLEFEFEZBNT, P LE RO RFELBILEETHIL.

8.12 AFNLEUNI AT L CEHT 52 L.

8.13 A, - FHEH I TR 1L, ER O 5551280, MEERBEIRED BN E LT R ICARI O 52 Bt 3
2%, fFICiEE 5L,

8.14 EREEICHEREL, P -UWERIZEENEETIECTEIE TICELIE. 2B, EiFO BN ERITHELT
LFETITHBEOER, [ERA OB OBIEEIHEFEL 2\, BEICEETHIL.

W5, EHEEBRE S L LEENBERRBRICB T 2SR 0T ROBEMEL L2 VE L L
MO TIEBIDOEIRNE, T 7 AAT I DU BERET 87.3% (48/55), 77 2 AREETIX 75. 0% (42/56)
L7V, TIZAAT NIV UEGHTHBEIZEHWERBE LN TS (p=0.032).

AHNZ R A & T DBI21E, BEL RICERAIZ RS LWL ) ICEETL D L.

'V—5 (4) 1) [FA] <EHisiRicsiT 5 AN TR & OB oo SaE: > OuEsh 5 AR, =W
BU/MAT Y v 7R OHESROZ L.
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8.3 a, XARMIEENIRKIC X 2 BEHEH ORBERITHMAITH Y, AFE2HEEGEINTHDLEEE, B
MRS TVDEIICRZTHTY, HiiE 522 ERSITHEEEL, 506 L THSHICHKGTE
DEEFHIRIZIZERT 5 2 LN TE D, ZHIUTARAOFERI R EHIEHN Z R L T2 5D TH Y, HIK
WCRGIIET 5 2 & OB THEEFA+2 Al L TRELL EICARAZEG L TLE) Z DRV E
INCEETHZ L. V=5 (3) [AA] DE T HRE] 0HEBROZ L.

8.4 AFEANBRLGRE (W AR EGH) 12, MAPREN B EIREIZ D, RIEME a2 B ERTIC
X A MENKEERIZ L0 — @D T FARBDLNDLZENDSD.
EMEAFEL L G E 0@, V-8 (1) BEXRZRIEM & FIHER ] OEBHOZ L.

8.5 Eit8. 4Lz By, ARAWEICLY, FE EAEOLMERBWERANRNRRT L ENHS.
BeHFRIE, NA XNV A COEIICER LT, ME - DA T BB R O E 2R R A B 5T,
BEOEEREL HBE LN REEHET DL L.

IO ORWERNHEBL L-5GA OLEIE, V-8 (1) EAZREIWEM & PIHER] oES2ROZ L.

8.6 7 v MRV BN G E LIIREERBRICBW URELR Z "B 3R N G0 Tk (IVI—6
FEOBEREZAT HBE T 2ER 9.1.5) OB, tho o, TFEKREEFIHE THL /7 n=
& AR OIBIIE @ FEBLT 5 Al REEN B 2 Db,

8.7 AFNIMD o, ZREIEBIRTH D7 0= LEBROEBER 2 AT 5. KA 2 RIS U721,
i 2228k Ik L7234, BEBUEIR S RELT 2 /REER H 5720, &5 2 IET 28553k 2 12
By o HEEIITOZEE LT

(EHARRIZE T D AR R UERL % DR

8.8 AHFNL ICUIZHIT 2 MU REREITVRN S, BEORSRELIE L TREINDIVLERDD.

EIBIRBE x5 & LT EIMERRBR IS\ C, 7T R & BEBE L LR > 7228, IKFRFRIE,
WEOR BN, ERER O IERER R O FERERPRE SN TND Z LD, KUBERR, BRRERA, NLFE
WEITZ 5 L) ¥ElHZ L CBLERH L. £z, @ifE, KifHE & ORIRS: OFE SR EhRE D 2812 %t
WMTED LD WL L TR LERDHD.

8.9 ARANINLIEWL A, BEMGEFL & OBERL 408 U CREIE 592 Z E WAlETh 5. LavL, E£HIR
BB g & UM R RBR B\ T, 7T B ARRE & R BUEE IXRIRRE 72~ 7228, IKRRIE, T
WA, MRS O IFRZRREERA R RBL L TWDH Z &b, BEOMIREZBIE T2 0ERH 5.

(BB TIZE T 5EFE TCOFMRVOLERFDET)

8. 10 EWNEFRHERIZI T, (KERFRIE, PEUAMG], MIEN, HRIE NEOMWERROA EFRNRE
SNTWDZ &b, TUBMER, BBEWA, NTREZIT2 5 X0 %L L T LERH L. £
I, ARM)E R OBRARE OIEERIREO LR TE D L) #EHE L TR MLERDH S.

B, AFNCEATILIMEOBE GO, AROBWEMHOZOOHA K7 v o () KO
e-Learning 27 Y ERWRO L, RFIEHEHTLZ L. B, FEEMEROBNEZSZ T #EEMEH
W7 7T WEHT L.

[V —5 (6) IaWAOME A 1) FRREAR AT (— Mt I Bl A, e (60 A R A, A FH R Ll )
fEIRGER T — & N —AFE, RERCEHERKRBRONE ] oHBHOZ L.

8. 11 T « ALiEZAT 5 ERHAS, FTHT - ALE & RIRFICE 2~ OBE TG U BEikiRRE, PRUREE, FEERE)
REZE DR EIREEDMKR R 21T ) Z IR TH D LB DN DT, FAF « EOEME L 135
WCEEEHROTCEXLERNEEELRET OILERDD.

8. 12 W/ BRI 2155 72D, +ICEREZITOMERH L. Lo T, KRANZ L 58

BEMEFEICT H-0I1201%, KPR L7 = > % = VSO SR Z FOD TR « A TR E 5 &
OB A HERIITONLELD 5.
ENIZI T 2 B WA RTIRE - ASERELSE O R RREE NI T - JLE R E SR (DEX-301 #5R)
S OB TARGE RS, « 386 < & BT RIRE T I8 e 83t (DEX-303 3UR) 123V T, K 0 $m A3
W32 T D RIS FRER - F < & B FRRER T CIE0E L 72 38R CIB ISR 2 M L L7 - T IE]
DEIEREBVFER L 2o TV 5.

VIL 22 PR oo ) B 92 A -78 -



(V-5 1D [Nl <JSFTHEE FIZ3 1T 2 R T O Tl K OMLE R o i > OIE N 5 AR TR
8 - AREERREESE O R FTFREE T RS T - ALE R EERRUBR (DEX-301 #UER) K& O\@IEI PN 55 AHAE A -
< B IR TR T AT TR SR RUBR (DEX-303 #UBR) | DIHZM D Z L.
Flo, BlCH T =TT 7 L= a VNS E R - AESVE BRI O TR M| 2 A 1 O FAR - ALEIZ I
TIE, A A FFEICRY +DICEREZ X 72 ECARAZHEMNT 2 2 LN EHETHD.

8.13 ffEA; « FHE< B TR IV TIE, MO JRFTHRELE X D SIEBRER R, PFRER A~ DREN K
T2, ARAE ORI IXFRCIEER R R, MERERR~DOER D LEIIR D,
TERAN - FHE < BT IRRERIF O ARFI O IV T, HBHEOE PO T C, Wik 5HEIZLY
TEERENRE D AT NN E LI ICARN DR G 2 BRMGT 2FDBENLETH D,
FEINIC 1T DRSS - Fril < BT FRR: T IERE TR EHRBRIC B W T, il (R R HK ST
m IR &G 2R L, BREAI OB L5 MER D IHBEBNLE L TWD Z E LR L TH1Db
AN 2B GBRMG Lo, TGSk, MREREIER ORIRN &< D Z & idahoTz,

BB T IEEE F TR R ARICE (T HBIRSR R - TRHFREIERA

JRFTIRE AGIE RS OO R TR T CToOMER RS - BB B IE T BRI T CTORBR
(DEX-301 7XER) (DEX-303 7t5R)
T IAAT NV RE TSR RE T IAAT NV RE TR RE
FRADE 4K 109 53 97 22
RIVEH DFEBUERIE 84 29 82 16
RIVEH OFEBUEHIE 77.1% 54.7% 84.5% 72.7%
PSR REIEM
IR 25 (22.9%) 2 (3.8%) 35 (36.1%) 6 (27.3%)
SR 1 (0.9%) 4 (7.5%) 0 — 1 (4.5%)
e IfnL 13 (11.9%) 2 (3.8%) 11 (11.31%) 2 (9.1%)
R JE 52 (47.7%) 16 (30.2%) 32 (33.0%) 5 (22.7%)
IR AR EIE
PR 1 (0.9%) 0 — 2 (2.1%) 0 —
IR FE 12 (11.0%) 3 (5.7%) 9 (9.3%) 2 (9.1%)
-l 46 (42.2%) 16 (30.2%) 39 (40.2%) 10 (45.5%)
FARIL T 2 (1.8%) 0 — 4 (4.1%) 2 (9.1%)

8. 14 AAIFGHKTH Y, BENAFEGEOEENSERICEIET L E T, 85 L~V RO - J5ER
WROEF=FY P METHS. FIEFMITEEICI > THRAY TH Y, FIIT=E - WEEDNGOIRE
KONEBEIZ HT- > TiE, BlzxiE Aldrete A7 O X 5 7RI EHEEZ I LT, B=E - B H¥ 5 X
ICHETLHZ L.

ENIZIBIT 2 J iz - (ke o R PRI T 3RS FAfr - ALiE Rpsagfati  (DEX-301 &lR) KO
EAEAL - i < IS T RREE N IR PR ERSBR  (DEX-303 #R) 128\ T, Aldrete A7 (T &
DEE LB ESND £ TS 2B 156~135 53 TH Y, 15 43 %2 DIEFIN 30%FEER L

7=.
V=5 @) 1) [FA] <EFhfEE TR 2 IEFE TOFMR R OREREOEE>De. kU Qc. | DIEBM
DL,

VIL 22 PR oo ) B 92 A -79 -



6. RENEREAT HBAEICHT IR

() &HHE - BEREOHLEE
9.1 EHHE-BIERZEOHLEE
911 DOEREEDHLEE
BEOLHIREEZ B LR D& Gl E 27528, RIS L TEHoCH T e o s,
NReZA—H—DFAEEETHZE. ARME, RIRBHHDONCT <D, FCEERLT oy et BE%
ITEEORIRBHHONDBENDB DD,
9.1.2 IDBSREMNMETL TS EE
P G FE DI 2 IR T, BB ERENRE K OV il B A AR L e NS B R S E AT T H 28, &
72, MENEU THULER K O & VEBN SR A O L2230, B GL, @Y igBREiie oM 217728, &K
Fl oW AR GRHC —BEO E EFRNHEONLZE08HY, T R EEREREIEO LT 2 7H5
HEENDHS.
913 BIRILFEMETLTCLSEE
AFNBE G- BAAART M O G- HICHIR AR EEIT), BEORFIREZEE B LN 5 A HE 5
i RIMERH SO Ae5. MER LT EIME T UIZIREE CIRILE S LI 5A 1, FHoiEEEih-o
TG HE DR HEEZ BT HZE. FFLEEDIR TOBAAI DO ELANRIET BTN ndH5. [16.5 B ]
914 MKEFILEZITTLNSESE
BN SRR A B2 U e S DL B IS U CARRI OB Gl B A 352 & Rt ikig LIk OB ARE, &7
IKf, BDUNIH T LA MR &, KT BREROETRHIIIFRTERZA, BE OBFEE & OEERHE)
BEBlRT 528,
9.1.5 EMEREXIIEMBBEOREEOHLEE

(fi#5n)

9. 1.1 LIEREEDH L BEH

AFNDOHHENE opy ZAERERIC L0, ARME, WARDSREERT 525, LEREFEOH HEE, FF
WCEEOMEREREDOH HBETIIINOOEARKEILLTWEEZXDNS. BEOHTa v s
RO BESTEHEEORIRR S bbhoBThndb b, ZhbOBHETIE, EHIREELH5ICE
BN OAFZHEHRE L, FHIRIRICHLTE, 7 hov o, =2 A—0—0fif%s%5
ETHZ L.

DEERER T O HEIEE OFIICIE, O a—I2 X ALEEREER (B0~35%ILFEE) NBEIIRD. R
BT~ ORI F2BHRT 223, JRE 0. 5~1nL/kg/hr UL FIZOEREIR T & & %, ERERAEHNLE
Thb.

IRILE K ORARDSFEEL L7238 DAL E X, TVII—8 (1) ERZRREWEM & WIHER] OESMOZ L.

9. 1.2 DHERENME T LTV DR

DHEIEIR FEEE T OAR2REBICH D LB 2 b, RAIOWMI AR GRIZREELT 5 iE EF237R
D OIS, BAMOBARIZLY PHEOLERBIEOZEZAE LD FEERS S, 20k 5 72E
FIE, VAR EREEZEET 2 EOEEBNRMNETHDH. Rk, EPIBRICE T S EE TOMH
CBWTIE, MEFRFENOBMT 2R POZBENMETHD. WIMENKEE LZEAOMLEE, VI
—8 (1) ERZRENWEH & WHIER] OESROZ L.

9.1.3 PHERIMPREME T LTV D EFH

MEER MR DMK T L T2 FBE T, FRICARFI O R oy, = FEARLIERIC X D RMES R LS
T 5. WEOAR, BT aT I oGS0 BERARTERBIEEOHERZX Y, BEDOREL
HERICBHER LN LR GHEEAFAGT L2 L. BRIENEI LZSAOMET, VI8 (1) \EX
7RRIER EIEER ) OISO Z L.
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9. 1.4 MiEHEfbz i TV EE
AENTEBAREERD @D, MIEEEIZ X o TRAI O M E 2 REIAR T2 Z & i3n e &
ABNDN, T LA, BTEOREE, KOBRERFICLOMERH L EZEAONDTD,
eV eEE L TRE L.

9. 1.5 FEMRAF ST FEWBBOE D UAEIE D & % B
T o & ORI T D RAAERBRORE R, B O I MEAF O HIRAFVED R Shizlow,
HEMRAEOBRTEED & 5 BFE A EERE & Lz, EABRKRRIZBNT, 727AATFT IV 0
Fehp - B ERTRICE T 2 BB OERMECBEDPZ T HIZRIZONT, KEROMET > 7r—F
EIFERMLUTRER, T BRHLT 7 AAT FI VU EERECTHEU LIRS O, T2 AAT B
IVURERECIRE RS S TR EREER ], (MUS0h0K58 DZE(L] FOURFMER LR
D HIVTUVRUN.
WNEBOEDMAEED & 5 BEIZHOWTE, KethkzBE L THERE & Uiz, o 3EH] TEEUE
DEEREN & 5 A HEICRET 52 L.

« B IRARAFE R

SD RfEMET v BT, T AAT RV 8, 16pg/kg/ll, ~F V3 dmg/ke/IA T A LA
K 2mL/kg/[A1 % 1 WRefRIRE < 3 A (72 [B]) SKAEFARNE G Uiz, Bkl 30 ptklc ey v
Img/kg % F#e5- L, BESEGEL | BRIEEZE L. T uXx Y o R £ 0OBIER 2 27 ot g
%, AR GRET 0, BERIRED R Z Y U ERET18.3 AR L, A a7 OHAERE
MBBRSNTZ. T 7 ARAT b I VUG T, AERFOICRIEIERE A 27 oy fili3sgn L,
16pg/kg BED A a T IIxBBHC R THEICE S 8otz ( TIX—2 (7) ZOfhofekdEr:] ©

HZ M)
20 ”
15 -
~ %
1ol
#
g
~ 10 4
0
[
L
E]
i 5
b=
0 T T T
SEBIER FTORATRIDY  THRATIIDY Ry
2mL/kg/[E] 8y g/kg/[E 16U g/kg/A] 4mg/kg/[E]

SYMIBITHREERBIER, NUATIUHINEITIRATRIOUD
3 BRI REMIKNIR SR DT OF Y B EICLHBEEERATT D HRIE

*:p<0.05, APREIEIRICK L CAHEZSDHY (Mann-Whitney @ U FR7E)

- FRARPERE H O GRER (FR(EZREY)

WMERET 771 7 AT NT, T AAT F P2 0.0625, 0.25, lpg/kg/[FDEANETH 2 #HE#E
BLi-EZ A, 0.25ug/kg TIX 16T, lug/kg TIFEY O 3PN EHEDH G NA LT,
IHIZ 2B HOBEEIT oIS, HOEEEHIL 4 FlH 3B\ TEICEM L. e, 7
JAAT NIV UARIER S U UIRIERZITIL, —E07 77 POVICRTIR G, fiiE e, EaiEtR,
WHHEE ORI EOBIEIEFER AL

PLEDHKER, 727 AATFT IV RHICEDMIRBRO N, ( [X—2 (7) ZOfMDFs
gt OEEBMR)

VIL 22 PR oo ) B 92 A -81-



THTHILIZE T HHRNB SRS EH%(E/H)

. . . . . FUAAF NIV
AR S e FUAAF LIV (LEIR) ** Tyaégfw/
Beha (ugke) 125 X% 2507 0.0625 0.25 1.0 0.25 X1 1.07
B 541 6~25 H 23N | 2 U 3BT | 2 X% 3 ERE ¢ 2
13575 30.0+0.0 1.1%0.1 1.0+04 28.9+3.0 1133+54
1382 % 30.0+0.0 0.9+0.4 0.30.2 58.9+5.0 63.7+3.8
%) No.
13925 30.0+0.0 3.0+0.8 104422 229+5.1 17.6+2.8
140357 293403 13205 67.7+6.3 — 136.6+13.9
*  PEOIIR DR 3 AROEE0 B S G mEL o+ B GO FRE 1R 0P R1EL
T No.1403 D&, N XV 250ugke, 77 AAT hIYy QEIA) 025pgke 25
I :No.1392 DZ 3 %5
(2) BREEIEE RS

9.2 BHEEIEERE
B HEDOREAZEL, BEDOLEGRELZBIEZL e NOEEICHR ST 28, BEEEAOHIRLRITER 55
DIV TR BENLHD. [16.6.2 ]

(fifEsn)
ARANT 0% LL ERBFYEM S5 Z E DR IN TV D, BSREREE B N O E 255 & L=
WA OERIRFRERIZ IV T, BRERES & RS O T, EWEhie 7 A —2DEITROHNT
W, L L, BEEEMEREG CIIEEHERNRL R AHEANALNTND. LR ->T, B
REFEEREICH LT, BEHEOHKZEZE L, BEOESREZBE LN HEERFRGENLE
Thsb.

VI—10 (1) BHEREREDRE ] OHEZROZ L.

\

%l

- VAS/8EH# (VAS/S) A a7
TRXTOYRE THEEGHE TR 25 5FE T VAS/S ZaT7 D EHNA LI, EFEHANEO . 25
FUEIIA 27 O—EDRTRH B, FEETH 3 REICIXITTEFENITHL L. &E5#% 2
BEETE T VAS/S 2 3 TIZW T OIS IZ 3BT b @EFEE SR L » BREREREEGI N E L, &5
T4 10 23 KON 45 3 IS ITMBER] CHB 2N O biviz. Mt CHEYBEIREIZEIIA LN o T
2%, SAFROFEEE IR L0 L RRAERES CTE D Z ERNRIB IR TN D,
[V—5 (5) B - WiENHE OmBHOZ L.

BHEEEE I R BEMREREICHITS VAS/S Ra7EILED#HFE

FTARE AR B EHREEERES (N=6) e pkBRE (N=6)
¢ 5-BR AT 10 5y 48.8* 13.8
15 %y 77.2 442
254y 72.0 48.5
354y 64.3 455
45 /1 67.8% 27.7
BHHTH 60 4y 48.0 222
1.5 5 24.2 16.3
2 IREFH] 10.5 8.2
3 HFfH 1.5 0.0
4 TR 1.8 —0.5

SEERBERRER TVAS/S A a7 =0], mbHIEWVEFKELZ [VAS/S X2 7=100] & LT

BEHHIN G DR 2 7 BB OHER & HiEt
FHOHFITEEGRIO VAS/S 227 b DL EEZ T, T : N=5
% p<0.05, TEHERBREREICK L CREHERIAEZED Y (BT

VIL 22 PR oo ) B 92 A
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Q) FFtRElEERE

9.3 FrikaElEERE
BHREOREHZEEL, FHCHEEZOIFREREE EH TG T, BE O IREBLHEICBRL R 6HRK
WA DL, IFHSRERE O N B2 DIC LT3 > TARAIDOTY R AERIEL , $AFHEH O HEIR-CRIE
MBHEONRI LB LN DD, [16.6.1 ZH ]

(fg)
A CHTRERERR 5 A8 S ORI 2 151, AAI 0. 6pg/keg & 10 43 [F 1 TRIIRINER G- L7 & &,
BEFEEABRE 1T HE S, ITRERERE A CITEEEICHFI L T AUC S EF, 7 U7 Z U AMNMETL, 1HE
FRISIER T 2 Z ENMERSINTND. 7 VT 7 ZADKT LRI OERIC LY, e
EHERE TS ERANRRT 2 2 BRI TS, LEER- T, FEEREEOREIZL > T, &
Gl 2 R0R T D 0ER D 5.
Flo, i 10U AEBHEZ R E LIZBREBRIZ W T, R EDOFRBERIINTHREREE 2 50 5 &
FHTELSBROMANRHENTND. L >T, FIEREREE 260 2 88 A2 55T 55812
X, FRCERMEORBITEENLETH L. RILESFER LI-HE O/REE, TI—8 (1) BER7ZRHE
TER & IR | OISO Z L.

- PR RERE 2 R 1T B 1T D S RE

AFNOWI W (t,) 1 TEEEEGERE S 2. 45 B CH o 7= DlTxt L, REE, SR, S ONFH
RERREABE CILZ L4 3.87, 5.39, 7.45 W§ff] & IFHREREE O BEIEE ICHB L THRICIEE L.
VT T AZOWT IR EO B ICHE L TR T L, BBEEEBRE D 41.9L/hr (2% LT
W, hERRE, HEONFRERRERE T, TNEh 310, 27.0, 22.4L/hr (EEEWERE O 74,
64, 53%) IZAK T L7z. WEBEHAD 2 V7 7 A CLy EFRICIRT L, B, SR, BEEOMREE
FRERE T, TNEh 247.9, 211.7, 132.9L/hr (EEFEGERE O 59, 51, 32%) MK T L7z,
Come [IIFREREREE O HSEEICHBI L C RA- U, B, %A, SEEOFEERERE CIX, MK
BREDOTNFNHR 16, 19, 32% EH-L7-.

VI—10 (2) fFtrelELEE ) OESZROZ L.

- IPHERERE T A I T 2 R EM O Fske GHIEH I L 2882 =27 (0A/S 2=7) )
PEREHRE (Z FL~ITRRRERR T B TR G R VR R D 2 27 DIR T2 A b U EHFRRAE)S
Fre Lo, TRIORd@Y, BE, PHEE, BEOIAT, MEEREDRE TIIRA a7 O TFEL,
A2 a7 (ROVEEEIREE) OFHE B bz, 2 b ORERIE, NFHREIES EE TR 244
DI VT T ADKT EHRAEBHOEENFR EEZ 5D,
'V—5 (5) &5 - JWEHIEER] DHESROZ L.

VIL 22 PR oo ) B 92 A -83 -



% aEfEE EEERID OAA/S A7 R

el ey B FIT R ek 1) HR S PR R P 4] TR RE R 451
HE (N=20) (N=6) (N=8) (N=6)
e OAA/S 2T
5 4 3 2 5 4 3 2 5 4 3 2 5 4 3 2
LR |20(100)| 0 0 0 |6(100)| 0 0 0 |788)|1113)| 0 0 |6(100)| 0 0 0
4 18(90) | 2(10) | © 0 [6(100)| 0 0 0 |[5(63)|338)| 0 0 |233) [233)|2(33)| 0
10 53%% | 10(50) | 7(35) |3(15)| 0 | 1(17) |4(67)|1(17)| 0 |[3(38)|4(50)|1(13)| © 0 |3(50)[3(50)| ©
15455% | 2(10) [13(65)|420)| 1(5)| 0 |3(50)|3(50)| 0 [2(25)]1(13)|4(50)| 1(13)| © 0 |5(83)]1(17)
2545%% | 2(10) [12(60)|525) | 15)| 0 |3(50)|2(33) | 1(17) | 1(17) | 1(17) | 5(63)| 1(17)| © 0 |3(50) | 3(50)
3555% | 2(10) |13(65)|5(25)| 0 0 [3(50) [2(33) | 1(17)| 2(25) | 1(13) | 4(50) | 113)| © 0 |2(33)|4(67)
45531 | 525) [1470)| 15) | 0 | 1(17) |2(33)|2(33) | 1(17)|2(25) | 1(13) | 5(63)| © 0 | 1(17)|3(50) | 2(33)
1 BFEI#% | 6(30) |14(70)| © 0 | 1(17) |2333)|3(50)| 0 [3(38)]2(25)|3(38)| © 0 | 1(17) | 467) | 1(17)
1.5 B2 | 10(50) | 9(45) | 1(5) | 0 | 2(33) [1(17)]3(50)| 0 |3(38)|1(13)|4(50)| © 0 |2(33)|3(50) | 1(17)
2 BEEI% | 18(90) | 2(10) | 0 0 |2(33)|233)[233)| 0 |4(50)|2(25)|2(25)| 0 |2(33)|2(33)[2(33)| ©
3EEREIEE | 19095) | 1(5) | 0 0 |6(100)| 0 0 0 |5(63)]338)| 0 0 |17 [467)|107)| 0
4 FE[EI#% 120(100)| 0 0 0 |6(100)| 0 0 0 |788)|1113)| 0 0 |[583) 10| o 0

() M %, OAA/S AT =1~5: 227 MET L EHERIED TR
Fe R OBUH T A E RS TR 2072 OAA/S 2 2 FIZES T A e < LTz,

- I BERE A OHERNC BT 5 A HFRIEBIR

it ICU BE At L LIZENTY v 73 Bk (J-DEX-99-001

R MOV B IIAHRRER  (W97-246

i

BR) IZBWT, BT 7 AAT FIVURGHETREREE 2L 77 AAT FI VR EHTAEFRRD
FEHRIGETFRD SN TRV, Sl E R ORIRO FET = IAERERE S OHERI D7 MK <, R EDFE

BRI TR RERR

FEOHER T < R 2mAR A LI

D% EITIE, FRCRMEDORBITIETPLE L EZOND.

L7ehio T, fAriknefss®

EOHEGNZ AR & 54

TORATREUU RS RO HERESHES BT IEEERRRE

) £IEREERT DF

PRE I LTV

. . o JFsRERE S &1 5
A= F R
BT AAT IR TR 70 AAT IOV
R A 15 . e R 2 A . s
BN R L ait BN B e L et
31/86 11/86 42/86 5/10 5/10
e 25
A TR (36.0) (12.8) (48.8) (50.0) 0 (50.0)
. R £ 11(12.8) 2(2.3) 13(15.1) 3(30.0) 0 3(30.0)
(J-DEX-99-001 #5) ——
g I E 9(10.5) 3(3.5) 12(14.0) 0 0 0
IR 1(1.2) 0 1(1.2) 0 0 0
153/295 28/295 181/295 12/26 126 13/26
e 25
_— BRI (51.9) 9.5) (61.4) (46.2) (3.8) (50.0)
. {ESIDER 79(26.8) 9(3.1) 88(29.8) 9(34.6) 1(3.8) 10(38.5)
(W97-246 5RER) .
g I JE 31(10.5) 5(1.7) 36(12.2) 1(3.8) 0 1(3.8)
R 25(8.5) 1(0.3) 26(8.8) 2(7.7) 0 2(7.7)
() N:%
* RIRBIRITN (B2 o <H#EbHY ), BhEAEETE RV, [BZLLBEERL] 0K

VIL 22 PR oo ) B 92 A
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(®) 5

9.5 1FiF
BIE ORI G E EEDEHISNDHAIIDORE G228, 8RB (T IcBWT, AFRIE
B, BB, FEIMEIK FIZEDEE LN R EDIL T L OVELEENTRO LN TV, b
MZEBWTIHREBITHERRO I TUWA.

(fEw)

7 v b OIERAEEABRIC IS W THAERKFEOIRT, AFHAR/FEFEOWED, 7 v OB
RERCHREZ OO, F-mRBRICENT, FELRIKFICLS EB2 oD RBIEED
KT R OECEBIEDRRD 5N TS, & P TORBBITELHEO LN TS ZENnD, AHIFREIZX
DI EOFIEMENERIEZ LA D LW SN DG EICOREETH L.

Zv NIRRT~ R LA S A BR A IE (Seg 1)

15 HEM SD %7k :6~7 @i % 210g £ :10~11 #in #9 215¢
e i HEZ oML, AFLAT 10 8~ 2B, 1EZ > MTIXASEL AT 2 18 [~ BRI £ C
1 A 1ERZTFRE
EGEE (ngkg/ H) 0 (xHHERE) 6 18 54
B 12 8 13 12
R | HHPEE (%) 100 (12/12) 100 (8/8) 100 (13/13) 91.7 (11/12)
g RS 12.6+3.9 133+1.3 122+2.0 12.0+2.4
S AT HIZE Y © 11.8£4.0 12.8+1.2 9.6+2.7 93+34
ﬁ% HIRBIE L E > 1.0+1.2 0.4+0.5 26+33%* 2.7+2.8%**
v ) 1H¢ 6.60.4 63104 6.1+0.5* 5.1H04%%*
KHE@E®Y (48 103+0.6 9.4+0.7 94412 7.9740.7%%*
L 479+33 450+5.1 479+4.7 40.7+3.4%%%
BRI 12 10 10 11
i BRE 9D 133422 12.6+2.6 12.6+2.3 13.8+2.7
Gy ey ) 123+25 11.8+23 112+2.7 12.8+22
MERER (g9 3.59+0.22 3.42+0.26 3.13+0.28** 2.59+0.44***
A& — — — -
RS — — — —
o LS (100 515 (79 i) (77 Bl (97 Bl
ﬁ;f% W5 1 i LIEAE 7 8 14 29
;15”,} B W 55 2 Sy iva iR 9 10 14 31
U i 3 S EiEvIRAE 9 11 15 35
Jea-5 55 4 Sy HiiE{LEaE 10 14 14 32
g 55 5 Sy B LARE 25 28 27 54
WaE 55 6 sy HiE bt 6 8 19 81
PR LRI 18 21 27 86
TR LaESE 1 2 6 40
FEHEMA BT 1 7 2 8
a) 1 4V DfEZ R

b) x2HESLLIE Fisher DEEHESRE R

c) Bonferonni V£ T B A RIER t UE

d) FEMEES.D.
*:p<0.05, *%:p<0.01, kk:p<0.001, — :FFFCT NEE bel, MHHLOAEZERL

VIL 22 PR oo ) B 92 A
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Syt DR RBFERBEIR G HERAE (Seel)
i B HEPE SD %7 b, 3 HE(ZRBLBHAAR), (A 250~300 g(AALARALEF)
P G815 71k R 6~15 A2 1 A 1 BFEICE TS
FEE (ug/ke/H) 0 G REHE) 2 20 200
EULYES 25 25 25 25
IEARENV AL 25 23 21 22
REW) | e 14.1£3.2 14.1+3.1 14.0+2.5 13.8+1.7
EXRE eI 11.8+3.6 123422 12.943.0 13.3+1.9
EREIFEL S b e D 23+33 1.7£2.1 1.1+1.9 0.6+1.7
BERBIETR (%) 45 6.0 438 26.7%%*
PRI b e d 0.5+0.7 0.7+0.8 0.6+0.7 3.6£3.4%*
HHRINR > D 0 0 0 0
FEL R R ™ 0 0 0
AAFHR R Y 274 267 257 195 **
G F(g)> 9 3.74+0.6 3.8+0.7 3.4+0.6 22+04%**
fEAEE B> 9 0.51+0.08 0.50+0.04 0.48+0.06 0.35+0.06%**
A — — — —
R — — - -
IR | BALIEIE DR AR a2k 182 186 172 133
. (HE%)
1kt B b A 1.1 22 2.3 7.5
2 HHEEALIEE 0 0 0.6 26.3
3B VA 49 43 10.5 76.7
4. P FEEvIEIE 23.6 12.4 35.5 93.2
5.9 BB EARAE 0.5 0.5 2.9 54.9
6.BHE B H At 0.5 12.0
7448 T BB LI E 9.8
S AL HEE (VAT 18.0
a) Bonferroni {5 CL EMOFRTER t E
b) x2H LI Fisher D EEEMEREHE
o) N7 EE /R
d) ‘FEE£SD.
*:p<0.05, **:p<0.01, ***:p<0.001
VI Z2 A A _E o EE)IZBI 35 H H - 86 -




(OFER

9.6 RELIF

AF e G1% 24 Bl IR AL AR T S22 8. BRUR (T b)) LOEMIEBWT, FLHBATHED RO TS,

(fEw)

v RO MIBWTAAIOIHFF~OBITNRD LN TS, B MIBWT, AF#EEGH 1% 6
BERET, 12 BRI S CIXITTPICT 7 2 AF I P UM ENTZ b D0, 24 B4 O S TIZ4
TOBRIETHREBRARE LR MENH D Z L0 D, RHR~EET LA IIAFH 54 24 FRRIX

RIEBET SEDLZ L.

BASYRDLHITHIRATIIDY 15 /ke BEBOLH D, MepRERVMDREICHT SITRED L

B 5% DR (hr) SLI IR EE (ngEq/g) I 9 E (ngEq/g) FLH A/ R b

0.5 1.04+0.471 1.72+0.234 0.58620.209
1 1.32£0.16 2.06£0.251 0.647£0.113
2 1.84+0.157 2.88+0.131 0.638£0.048
4 1.860.192 391£0.315 0.4760.015
8 1.59£0.214 2.29=£0.112 0.695+0.101
24 0.187£0.018 0.216£0.011 0.8650.108
72 0.0£0.0 0.032%£0.024 0.0£0.0

S E +S.D. (N=3)
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(M NRF

9.7 INRZE

(EAEIZEITH AR T R OB % DES

9.7.1 RHAMNREN L OFTA R AR EUT-AINE R OV M Fa e LT AR AR BRI L SR T Ru,

9.7.2 /NEA~DOFGITEEL T, /NEOEFIERRIEA L EMAER T 528, /NETIIRA LB IRIIE, %
R, PR, MR, L, SR ORBAO A EFER N EHE RO L. [1.1 ]

(BFMETICEIT5IHEE TOF MR UNERKDIER)

9.7.3 18 AT D B Z G EUT- A0 R OV VAR R L U7 BRI s BRI X S RE L TR0,

(fisn)
9.7.1 ARANOIKHAENRE R K OFAERICH T 20 RN D 7 BRI SN TWRNI LD
BRE L.

9.7.2 S£HIBRRIZI T D N LR K OBERL % O BERZ IV T, /NEE RN & TRELT 2 HEFRRD
EWE, NEEG L L-ENFENHEIEE R (C0801017 #ER) & A ZxtE & L EWNE I
FEEMEIRGRE (DEX-402 :BR) THEHIL-.

/NI 0801017 BABRTIE, AT, RARK OWERINHNC DU TH EF RS &M 2 ERENRE S 1,
COFEFRGILEICE S THRE SR,

ZORESR, RILE (NI 49. 2%, ARG 24 RERIBAN 0%, ARG 24 BEEE 1.4%) , &Ik U
W 31.7%, RRA#EG- 24 FERLIN 2. 7%, RG24 BEHE 1. 4%) K OWERAH (N 27. 0%,

BN G- 24 RELAN 0%, B ARG 24 FEfE#E 0%) Toh o7z, WNT, EH: ChE 14. 3%, A
5 24 WERILAN 1. 3%, B G- 24 IR 2. 7%) , B0 OB 11, 1%, B G- 24 e LA 1. 3%,

N G- 24 FERTE 0%) S OVFEEL VN 9. 5%, i A& G- 24 RERILIN 0%, B A #5524 IR 0%)

ThoT-.
IO EMNL, ZEND, INEA~OEEIZEL T, NEOERBFRICER LZEMAERT 5 Z
e LT

9.7.3 JAPTHEE T2 2 HEME TOFH L OWER OSEFHIZISWT, /NI T 2 AH O kR
DT <, 18 A D A %4 % Lt M OCAIMETHENZ L Ty,

INBERADEERR (R FFRER:C0801017 FHER K U DEX-402 FHE&)

/S C0801017 #BR DEX-402 7R (R A )
jrine UhJR) BeH 24 SR | Bl 24 B
MedDRA/J v20.0 (N=63) (N=75) (N=73)
n (%) n (%) n (%)
R R b | G5 b | TE b | TE
HEFGHBBIE(%) 55(87.3) | 16 (25.4) | 28 (37.3) | 15(20.0) | 38 (52.1) | 17 (23.3)
MR LY o RkEE
i 0(0.0) | 0(0.0) | 000.0) | 0(0.0) | 1(1.4) | 0(0.0)
IR EREE INAE 0(0.0) | 0(0.0) | 0(0.0) | 0(0.0) 1(1.4) 1(1.4)
BRRZ MR L 2(32) | 0(0.0) | 0(0.0) | 0(0.0) | 0(0.0) | 0(0.0)
bR E
LA 0(0.0) | 000.0) | 227 | 0(0.0) | 8(11.0) | 0(0.0)
IR 2031.7) | 8(12.7) | 27 | 2(2.7) 1(1.4) 1(1.4)
DR RS —F 1(1.6) | 0(0.0) | 0(0.0) | 0(0.0) | 0(0.0) | 0(0.0)
BN 0(0.0) | 0(0.0) | 000.0) | 0(0.0) | 2(2.7) | 0(0.0)
LB 0(0.0) 0(0.0) | 0(0.0) | 0(0.0) 1(1.4) | 0(0.0)
DR 0(0.0) | 0(0.0) | 0(0.0) | 0(0.0) | 1(1.4) | 0(0.0)
Rl — B 1 R — HEARE O FR IR RBL L2581 — B2 45T
MedDRA = ICH [EE 3 T35, N=Z MM SEMBIK, n=i%4 X5 Ok

VIL 22 PR oo ) B 92 A -
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s g 0801017 #Bx DEX-402 55 (5% )
frifnee: M) B4 WL [ e 24 I
MedDRA/J v20.0 (N=063) (N=75) (N=73)
n (%) n (%) n (%)
[ R b | OE | b | GE b | G
NGB
JE BB A PRk 1 (1.6) 0 0 0 0 0
i3 1(1.6) 0 0 0 0 0
1 N RS 1(1.6) 0 0 0 0 0
AL 22 1(1.6) 0 0 0 0 0
TERYEALAE . 0 0 0 0 1(1.4) 0
H e ARSI Ak 1(1.6) 0 0 0 0 0
TN 7111 | 1(1.6) | 1(1.3) 0 0 0
/NG ER AL 0 0 0 0 1(1.4) 0
Mg i1 9(143) | 4(6.3) | 1(1.3) 0 2(2.7) 0
— % - EHEER L O G ORRE
SR 1(1.6) 0 0
FEEL 6 (9.5) 0 0
JHFREE R P
R RE L& 0 1(1.3) 1(1.3) 1(1.4) 0
EE VLB MAE 0 0 0 1(1.4) 0
JEYRIE R KOV AR BUE
RN R 2% 0 0 0 0 1(1.4) 0
SEEN 0 0 0 0 1(1.4) 0
fifi g 1(1.6) 0 1(1.3) 0 1(1.4) 0
JEqiIR 0 0 0 0 1(1.4) 0
ShRatE b Y A E 0 0 0 0 1(1.4) 0
5, PR L OUE A HE
AL B H 1 0 0 2(2.7) 0 0
Wtz FE 2, 1(1.6) 0 0 0
BRI R A
TANGX VBT I T URAT =7 — BN 0 0 0 0 1(1.4)
7" Ko fEE 0 0 1(1.3) 0 3(4.1)
1=z h A N d = 552 | 0 0 2(2.7) 0 2(2.7)
MEAE T 0 0 6(8.0) | 5(6.7) | 11(15.1) | 9(12.3)
iFE 5 0 0 7(93) | 7(93) | 12(16.4) | 6(8.2)
RIR 5 3(4.8) 0 0 0 0 0
DFEX QT £ 1(1.6) | 1(1.6) 0 0 0 0
A PR N 0 0 1(1.3) 0 0 0
Fia s A AR T 0 0 0 0 1(1.4) 0
i IR 0 0 22.7) 1(1.3) 0 0

[ — B SR Rl — SR AGE O F RN B LT 51— B 121 43
MedDRA = ICH EFREHKFAGEE, N= LM SEMMIE, n= %4 X506

VIL 22 PR oo ) B 92 A
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S C0801017 B8R DEX-402 75 (5 )
i UNE) Beh 24 WSRILIN | B 24 IS
MedDRA/J v20.0 (N=63) (N =75) (N=73)
n (%) n (%) n (%)
4 R R b | E b | L o | ST
R L OVGeskEhEE
TV R=VR 1(1.6) | 1(1.6) 0 0 0 0
PR TR B
i iES 0 0 1(1.3) 0 1(1.4) 0
T PP 0 0 0 0 1(1.4) 0
I 1(1.6) | 1(1.6) 0 0 27 | 1(1.4)
PRI 1(1.6) 0 0 0 0 0
R
Tk 7011 | 1(1.6) 0 0 0
B 0 0 3.1 | 1(14)
WHHEEDRE 0 1(1.4) 0
Bk L ORISR E
VLB E 1(1.6) | 1(1.6) 0 0 1(1.4) 0
B RERE 0 0 0 0 1(1.4) 0
MRS, HELES & OMithR R
S 2(3.2) 0 0 0 0 0
S i, 0 0 0 0 1(1.4) 0
fECRE R E 1(1.6) 0 0 0 0 0
M BE V5 e 1(1.6) 0 0 0 0 0
1 2 A S g 1(1.6) 0 0 0 0 0
g 7k 1(1.6) 0 1(1.3) 0 3(4.1) 0
St 1] 0 0 0 0 1(1.4) 0
Jifi 7K e 0 0 0 0 1(1.4) 0
WP ) 17(27.0) | 2(3.2) 0 0 0 0
NI s 5 1(1.6) 0 0 0 0 0
W A 4 0 0 0 0 1(1.4) 0
RUB T 3 (4.8) 0 0 0 0 0
R4 KOV TRk S
HEIEr PV 1(1.6) 0 0 0 0 0
B R Z MRS 0 0 0 0 1(1.4) 0
FLBE 1(1.6) 0 1(1.3) 0 0 0
BT Hi i 0 0 1(1.3) 0 0 0
B i I, 0 0 1(1.3) 0 1(1.4) 0
BT RUIE 0 0 0 0 1(1.4) 0
ERIR2 0 0 0 0 1(1.4) 0
1A
& I 1(1.6) 0 0 0 0
1B if 31(49.2) | 5(7.9) 0 1(14) | 114

7] — PR I R — AR O F R RIS LI 5503 — LI 45
MedDRA =ICH [EBRESEMFEE, N= ZEMMITGGERGIE. n= 84 X0 06

VIL 22 PR oo ) B 92 A
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(8) &

9.8 SE
B O A ZEL, BEOLEREAZBIELeNGEEICIE 57528, AEREOIK TICLY, SEEER
DEFRLAR I ELIRNIRE D BIWE A b0 A B E NN H 5. [16.6.3 ]

(fiF#)
AANTFEICHFRB 2R T, BIEEIN D Z &b, SRR OBHRIEME T LTV 5D Z EREZ W Eiln
FTIEHAEEENEE LTV EE X OND. WA OERRRER (W97-245, W97-246, WI7-249, W99-302,
W99-294 K T W98-263/264 k) (23T, 65 sl Lo @i CIEIER b 1T, AR+ K& ORIR
DFRBBENEVMEADRZZD SN TS, LER- T, @miEIcd L Th, HEHEDOHBELEZE L,
BEOEHREZBR LN SERELRBEENALETHS.

1K M [E - FRARD F 5 R IRAEE

e WMVEBALT 7 ARAT B IV URE
HEER 18~35 1% 36~55 % 56~65 5% >65 I
HAAN S o 5k 2 Bl 18 131 16 151 19 f
(J-DEX-99-001 ™ R E 1(50.0) 3(16.7) 2(12.5) 2(10.5)
XL —EERER) BRIR 0 0 1(6.3) 0
( LEIN EREGRSELIE 17 3 91 4 113 4 166 141
W97-245, W97-246, W97-249, . ;
W99.302, W99.204 (X il 1(6.0) 18(20.0) 31(27.0)* 58(35.0)
WO8-263/264 75k) TRIK 0 3(3.0) 4(4.0) 20(12.0)*
() W%

*p<0.05, 7T ERFELGREE OMICHFAOEEZED Y (12T

AR & L7iBR (S TIT ool 2o g & U723 THRIRIRERIR) Opliid, K OHEZH 30 75
CERL 44 1 H) IZESWTRRM Lz, £/, FHMiEE S Lo (st Tirbn e higiic
B % B M OV & A L7258 AR - SR ERPRAABR) A ©, sl (S TR & ZRARD %
BUHENE L ROBMARH D Z LN HRE L.
riling (065 %) KOEmERA (18~65 %) Z X5 & Lt COMKABRORIR, miling & I
BHORT, YRR T A =2 OZFBO LT, HKOFEIEM SHFEERS) ([CLRRNICERD
b D POSTEDFIEITRR D STV, LarL, AANFEICHAE S BRSNS 2 Lnd, T
REM OVERREZME T LTV 5 Z L3V i ® T, SFHER OR-CERR MBS ER T 2B 20
b5,
EPBEREE 2% & LIERRRBRICB O TIE, Bk AO&EEER TIE, Ml itici~, KinE
S OERIR D FEBUBEE A3 s W ME A 235880 BTV 5.

VIL 22 PR oo ) B 92 A -91-



FEROREERAETARE (2% L)

— 18~35 % 36~55 % 56~65 % >65 %

- AARN* | BCRAR* AARN* | BCKRA** AARN* | BCKA** AARN* | BICRA**
ERRSEAES 2 B3l 17 51 18 i 91 5 16 141 113 1 19 4 166 1
TG 2(100.0) 4(23.5) 10(55.6) 55(60.4) 7(43.8) 70(61.9) 7(36.8) 130(78.3)

ENiNES 1(50.0) 1(5.9) 3(16.7) 18(19.8) 2(12.5) 31(27.4) 2(10.5) 58(34.9)
e L 1(50.0) 1(5.9) 1(5.6) 15(16.5) 3(18.8) 15(13.3) 5(26.3) 32(19.3)
&4 0 2(11.8) 2(11.1) 9(9.9) 1(6.3) 15(13.3) 2(10.5) 16(9.6)
BRIR 0 0 0 3(3.3) 1(6.3) 4(3.5) 0 20(12.0)
1 PRI 0 0 0 4(4.4) 0 3(2.7) 0 6(3.6)
FEEN 1(50.0) 0 1(5.6) 7(7.7) 0 3(2.7) 0 8(4.8)
M 0 0 0 3(3.3) 0 3(2.7) 2(10.5) 10(6.0)
DB HHE) 0 0 0 1(1.1) 0 4(3.5) 1(5.3) 11(6.6)
NS 0 1(5.9) 0 2(2.2) 0 4(3.5) 0 9(5.4)
2. 0 0 0 3(3.3) 0 3(2.7) 0 5(3.0)
34 0 0 0 1(1.1) 1(6.3) 4(3.5) 1(5.3) 4(2.4)
SR 0 0 2(11.1) 3(3.3) 0 4(3.5) 0 5(3.0)
HH . 0 0 0 3(3.3) 0 2(1.8) 0 7(2.4)
JazK 0 0 0 4(4.4) 0 0 0 42.4)
MR R 0 0 0 0 0 2(1.8) 0 3(1.8)
M8 0 0 1(5.6) 1(1.1) 0 1(0.9) 0 6(3.6)
B 0 0 0 1(1.1) 0 1(0.9) 0 6(3.6)
FH B 0 0 0 3(3.3) 0 1(0.9) 0 3(1.8)
e 0 0 0 3(3.3) 0 2(1.8) 0 3(1.8)
fEHR 0 0 0 0 0 1(0.9) 0 3(1.8)
IS 0 0 0 3(3.3) 0 1(0.9) 0 1(0.6)
2R 0 0 0 3(3.3) 0 0 0 3(1.8)
(IHN:%
*:J-DEX-99-001 75k

*k: W97-245, W97-246, W97-249, W99-302, W99-294 }z TR W98-263/264 7l

£To, WINIEBT D RPTIRE < ARERREE O RPTREE T IS T - QER BRI N T, 65 7%
b CIEFEEmE I, 727 AAT b I VU RERECRIILE O FEBLERD @ OMEA TR &

nTnag.
FRAAIFIRE 2% LI EDFEFEFR (2005-005 5458 B UF 2005-006 FXER)
Fiip
s s 65 Al 65 %L1 75 kLAl
ﬁ%$’g% FIIATIIVURE | TTRARE | TIAATIRUUEE | TT0RRE | TVAATIRUVEE | 7T 0REE
N=222 N=78 N=96 N=35 N=34 N=13
n(%) n(%) n(%) n(%) n(%) n(%)

MAEPEE

IENINER 104 (46.8) 23 (29.5) 69 (71.8) 11 (31.4) 25(73.5) 4(30.8)

L 30 (13.5) 18 (23.1) 11 (11.5) 9 (25.7) 3(8.8) 4(30.8)
M, MaERds LY
e

WA 79 (35.6) 25(32.1) 38 (39.6) 11 (31.4) 13(38.2) 4(30.8)

(NizEnd 5(2.3) 2(2.6) 2(2.0) 1(2.9) 0 1(7.7)

FRIRIER 4(1.8) 5(6.4) 1(1.0) 0 0 0
Lol

IR 32 (14.4) 2(2.6) 13 (13.5) 2(5.7) 3(8.8) 1(7.7)

SR 12 (5.4) 15(19.2) 5(5.2) 4(11.4) 0 1(7.7)
B ahEE

&4 8(3.6) 2(2.6) 2(2.1) 0 1(29) 0

a8 6 (2.7) 1(1.3) 2(2.1) 0 1(2.9) 0

N: &G TOBEH

1 NDBETH—OAEELPERATIEHR LA 1 FIEL THEE

VIL 22 PR oo ) B 92 A
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X5\, ENTORPIFREE T IEFRE T - QEREOSFRBRICHIT D 0AA/S Aa TN 2 FEroTz
FEFIOENGIZINT, RFTIRIE « RIS O [T T TR (DEX-301 3§k) o 0.5ug/kg ¥,

MRS, - FHE < B TRRER T T

B (DEX-303 3BR) @ 0. 067pg/kg BER TN 1. Opg/kg BET, 65 Ak

TR 65 LA BT OA/S AT 2R 2 LA & 72 o T SEB DEE 300 MER 23580 LTV 5.
Lo T, ERE TITHEC» DO L TIREEFICEL )V A7 NEL RN E 2 5 b.

OAA/S ZATH 2 LU LS T-FEFIDENE (FAS)

[BRm=E - {eE RS O BT E T TOEER (DEX-301 EXER) ]

TR 0.5ug/kg Bf 1.0ug/kg B
65 AT N=34 N=34 N=33
OAA/S 2217 3 DL | 32(94.1) 21 (61.8) 15 (45.5)
OAA/S Za17 2 DL F 2(5.9) 13 (38.2) 18 (54.5)
65 Ll b N=19 N=19 N=23
OAA/S 2217 3 LI I 17 (89.5) 9 (47.4) 11 (47.8)
OAA/S 227 2 BLF 2(10.5) 10 (52.6) 12 (52.2)
FAS: Full Analysis Set i KO G4E R
OAA/S ZOT7H 2 AT LT EHIDEIE (FAS)
[hEfES) - BB IE THREY T T ELER (DEX-303 FtER) ]
TR 0.067ug/kg B 0.25ug/kg 0.5ug/kg B 1.0ug/kg B
65 IEA N=8 N=13 N=12 N=16 N=14
OAA/S 217 3 DU L 7 (87.5) 11 (84.6) 7(58.3) 10 (62.5) 8(57.1)
OAA/S Za17 2 DL F 1(12.5) 2(15.4) 5(41.7) 6(37.5) 6(42.9)
65 Ll k- N=14 N=10 N=12 N=9 N=11
OAA/S 2217 3 DL | 13 (92.9) 6 (60.0) 7(58.3) 7(77.8) 4(36.4)
OAA/S 227 2 LLF 1(7.1) 4 (40.0) 5(41.7) 2(22.2) 7 (63.6)

FAS: Full Analysis Set iz KOfEHT kT GAER

LLESY, @B d LT, G EEDOREEBEL, BE O REZBIERZL 2D DHEELRK GBS ETHS.

VIL 22 PR oo ) B 92 A
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1. HHE{ER

M

)

HRZESEZFOER
BEINTHZRWN
HREE L ZFDEH
102 GrEEE (BFRICEETAIL)
A4 F WA R « FE i 5 1k R f e lR] 1
R UT R L SREEA MERT, OHEAS T, MR | #8 AR (SE & - BRI - 859 1
S AN AN 3 TEEDIERPHLLNLZBZENND | H, THERERE~O/ER) ZHMm 35
42 B IR HOT, FEHTHEEIIIARF O | 720
TaRT )b, BARTNTL D | B GE T D, AAIHDHIA
ST RS DEEFFIE, SERIEOR G B2
VR DA tElRE % IO, EEICHRGT52E.
FRAR A SR T 1)
F/LeRIEERIE KW, T
SV UERYE, S — LR
ARG
(fgsn)

FEMEE R & U7 SRR (S CAT o 7o BRRSBR R E BV 2 st L7300 1IC S W CREf L 7.
L. R UTEBEURERA] (XX T L)

FUARAT RIV U EIEY T AOHAEREICLY, SEEEROBEEAGED S TWD, SRYEhEE A7
FEAERIERD bhieh T,

#Hh5E

FTIARAT NIV MR 0.2, 0.4ng/mL

IHY T A FIEEHR G- 24. 60pg/kg/hr 5 43R + HEFH% G- 4. 35ug/ke/hr 20 43~

WIEIE - T44. TAug/kg/hr 5 738 + HERFR G- 250. 84ug/kg/hr 20 73 & T &% B 5-

VAS §f% (VAS/S) 2=T

BBGHEATIIT D VAS/S A aTIZxd 5 2 #Y T LR DI ERR (W) Z2RkHHZLicky
fifft Uiz, 47 M K28R (ERAEL) 12, 77 AAT I VU BREIZL D ARRENRRD
Lz (p=0.0034) . XXV T AREENIT D VAS/S DAJBLIET 7 A AT h P 0.2 V0. 4ng/mL
BELTTRvREE (T 7 AAT RIVU LD L) ORIZERDH ST, T 7 AAT FI V0. 4ng/nl
REL 0. 2ng/mL BERCHERHAAIE BAITRO b - 7.

VAS/S 38 S LIREMBORIFERMOHEON-HEL A

- Sl i G i

L AR AERR HRfE SRS AR
A AN i1} 8.47 12.6+3.43 -0.81 -5.53+7.46
FUAAT IV 0.2ng/mL 1.41 4.84+1.68 45.1 45.0£10.0
FUAAT I 0.4ng/mL 0.00 1.16+1.88 65.0 60.4+9.65

VI %2
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2. BHMELA (FaR 7 x—)

TIAAT RI VT aR7 +— VOFREGICE Y, EEEROEBRARD LR TWD. )
RE PR BEAERITRE O Bz hr o7z,

B b &

FUARAF NIV MR 0. bng/mL

TR T F—/b MR 1 0~6. 27pg/mL

FRIER (ERE 2185 7))

TRIRTEY, BEMEGSEHC2H TR ONHEE LD 7 R 7 3 — L O R EET 2. 423ug/mL
(Steph) TH oM, T 7 AAT hI V2 & OPFHEGRETIE 1. 024pg/ml. (Step2) TRBIOHE 1M
KNBOONTZ. LIRS T, TIZAAT IV LML Y 7aR7 3 — L oEMIIER S
7.

ESIBREED N (TORIA— LB ERET IZRAT RSOV LD G RK GRO L)

T RART 4 — /L B SR TRRT )V + T IAAT U AR
% Step TR L L HERERERD TIN T aRT U R TSR AAR D 18
(ug/mL) LT B1% (%) (pg/mL) THIRL 7215 (%)
Eiacail] 0 0/9 (0) 0 2/9 (22.22)
Stepl 0.628 0/9 (0) 0.833 8/9 (88.89)
Step2 1.022 2/9 (22.22) 1.204 8/8 (100.0)
Step3 1.378 4/9 (44.44) 1.556 8/8 (100.0)
Step4 1.752 8/9 (88.89) 2.239 8/8 (100.0)
Step5 2.423 9/9 (100.0) 2.728 8/8 (100.0)
Step6 3.430 9/9 (100.0) 4427 6/6 (100.0)
Step7 4427 8/8 (100.0) 4.052 3/3 (100.0)
Step8 6.074 6/6 (100.0) 4.943 1/1 (100.0)
Step9 7.449 4/4.(100.0) - -
Stepl10 6.381 2/2 (100.0) - —

3. WMARRELA] (Y 71T )

TIARAT NIV AV TNT U OHHBEICLY, 4V 70T > OREHER OHEE & O FAK T
DFEE DHEFRNFED HIL TV D,

Bl

T AAT NIV MHREE 0.3, 0.6ng/mL

AV TNT v ERERRIRE DK 0. 8~1. 0% £ T

OA V71T A HNRE (%)

BHESVFHEMEE B IS T DA Y INT U HEE (%) & FRIORLE

BEAPRFHEEAY IILSUBEE (%)

S TIRREE (V7 VT B FUAFAT RIS
F5HE) (N=9) A AT (0.3ng/mL) (N=9) | & iF (0.6ng/mL) (N=9)
TEEE (MR) 0.93+0.082% 0.62+0.062% 0.43+0.062%
AR RITRT D UG (RVC) 0.50+0.038% 0.420.052% 0.21+0.030%
44+ SE.

VIL 22 PR oo ) B 92 A
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QA B NHYA v

M, DA%k, PR, RIE &L O Sp02 DAL Z FTRIRT. WMERTOIGEInE, LMt~ 7
TAREERE (Y T7LT CHEMERE) CIERARRETIRD ONRDoTN, TITAAT MIV
0. 3ng/mL & TN 0. 6ng/mL Ff CULHEHI T, 0. 6ng/mL & 58 CTLAEBPWT O AR T L. #
B CUUHE A M E O KRB RIE, 7T B REGRE (Y 70T B E) T 17. 2mlg, 7 27 A X
F R P2 0. 3ng/mL PEAHEET 28. Tnmllg, 72 A AF ~ I 22 0. 6ng/nl PFFHEETIE 32. SmmHg DAL
T CTholz., DAEORRKOENIET 7 AREET 17, 4bpm DN, 77 A AT K I 0. 3ng/nL ff
FARET 8. 4bpm OGN, FLTTF 7 A AT k22 0. 6mg/mL OFFRETIE 6. 5bpm DI T - 7=.
MIEH (FREMHE T#) OUIUEIINTEIZT 7 A A5 k232 0. 3ng/mL #C 22. 4mmlg K VT 7 A A5
kX 0.6ng/mL BECIE 21. OmmHg J8i4> L 7=.

ME, DMEEEUVTFREDEE)

TTRRRE (YT NT L B T YAAT MU S
FFAfG A S A 515 (N=12) A B8 (0.3ng/mL) (N=12) & R (0.6ng/mL) (N=12)
¥ 2 hiE; ¥ 2 hiE; ¥ 2R BN,
JEREFAIT (N=9) (N=8) (N=9) (N=9) (N=9) (N=8)
AT (mmHg) 120.4 -4.4~2.0 119.7 -13.3~-0.6 118.4 -11.0~-2.0
PEIER T (mmHg) 66.3 -49~1.6 65.3 -11.1~-0.2 65.3 -6.6~-1.8
L4E% (bpm) 58.0 -3.3~4.7 55.1 -5.7~2.1 57.0 9.3~-3.0
e (E)) 15.8 1.3 15.6 0.4 16.0 0.4
{RIR.(°C) 35.89 0.31 35.82 0.18 35.83 0.02
SpO2 97.8 -0.8~0.3 98.4 -1.6~-0.7 97.4 -1.0~04
BRI (N=9) (N=5) (N=9) (N=5) (N=9) (N=5)
AT (mmHg) 120.4 -17.2~-7.5 119.7 -28.7~-19.8 118.4 -323~-13.4
PLBEIME (mmHg) 66.3 20.1~-12.4 65.3 24.4~-143 65.3 22.3~-10.2
L4E% (bpm) 58.0 3.8~174 55.1 2.5~84 57.0 -6.5~5.8
e (E)) 15.8 1.7~538 15.6 N/A 16.0 N/A
SpO2 97.8 0.6~1.3 98.4 -0.2~1.0 974 1.5~22
A5 (N=9) (N=5) (N=9) (N=5) (N=9) (N=5)
UHERA LT (mmHg) 120.4 -6.7~13.9 119.7 224~3.6 118.4 21.0~-1.2
PEIER T (mmHg) 66.3 -7.0~7.7 65.3 -19.4~-32 65.3 -17.8~0.2
L% (bpm) 58.0 1.2~39.1 55.1 -6.2~8.2 57.0 -8.0~7.6
MR (1B1/57) 15.8 -0.3~13 15.6 02~2.4 16.0 -0.9~0.7
I8 (°C) 35.89 0.01~0.54 35.82 -0.10~0.37 35.83 -0.17~0.43
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4,888 H (T Tz F =)L)

TIAAT NIV ETNANT 2 = VOUHEEICL Y, 77 =¥ = VOHEEFER O L O
FER DR T NRBO SN TWD. £/, TV 7 2 X = )VEMEERFICH L CT V7 = % =)L o AUC
DI T%EEML TV 5.

Bl

T AAT NIV MHEE 0.3, 0.6ng/mL

TNT x B =)0 HPREE 156~200ng/ml F TO R FE

OPFHRE O i H i B

TNT oo A= )VEME SRR T 7 A AT bV UER&R SO /N
7 x B = )VIREOHER Z T RITRT.

B A ] e

% Step ITEHFATFAIIVAZVEMBERRUTIRATIEDVHAREROEYNPRE

o T 2B = Ui T E (ng/mL)
(§]
(717 35, " T Py TNT o B=)b+ TNT =B =)+
T = J TR
TUAATRIVY 0.3ng/mL | T7AAT RIVY 0.6ng/mL
e 5 B hn #% e D) Bl i 5 F (N=9)
Bf A i (N=9) OF 1B (N=9)
Stepl (29 7 #) 14.984 17.763* 19.322*
Step2 (59 1) 23.727 26.528 27.295*%
Step3 (1 W 29 70 #) 32.608 35.515 37.569*
Step4 (1 K¢ fHl 59 53 1%) 43.989 47.619 50.706*
Step5 (2 ¢ fH 29 77 1%) 59.229 61.530 64.185
Step6 (2 K¢ fHl 59 43 1%) 81.441 81.424 84.812
Step7 (3 K¢ fH 29 43 1%) 107.072 111.933 117.337
Step8 (3 WM 59 70 #) 140.893 152.353 151.352
Step9 (4 K¢ fH 29 53 1%) 179.875 193.470 195.071
Step10(4 R} 59 57 4%) 231.260 270.150 —
*:p<0.05, TVT o F= VEIE G LT VT 2 A=)V + T I AAT RV G R OMICHE B EDHY
(53 B3 HT)

OEsRERIZH T H1EM
IGHE RN LT B OV DWW T, TA 7 2 v X o VEMBE BIFICH L CTF 7 ARAF hI P
(0.3, 0.6ng/mL) OFHKFICHERIETNA LI, JREMMETE, 77 =¥ =/LHEME S
FRICHL L CTF 7 AATFT IV UEMAE (0.6ng/ml) JRFHABRICAEBERIE TN A DL, BhfJRifE
FEAFIE (Sp0,) ICOWTITHEREITA D) -7

EIRENRE

(ImE, DR, Sp0,) IR IFTHE

o | TR T B VB R | TV T 2 AN+ T IART I T T 2 A+ T I AAT IR
MmATEhE X7
s A (N=9) ¥ 0.3ng/mL f F IFF (N=9) ¥ 0.6ng/mL f F IFF (N=9)
T & R 2 bR & A AR & R AT
WS A% 0 ofn. =
121.44+2.99 | 7.56+t4.38 |121.44+2.46 | -12.22+5.55% [123.44+3.48| -26.11 +4.24**
(mmHg)
P o 3 1. )= .
72.22+2.23 | -1.67£2.69 | 67.56+2.05 | -10.00+3.83 |72.33+2.75| -21.78 =4.88*"
(mmHg)
D% (bpm) | 64.0014.16 | 13.44+6.10 | 60.22+3.80 | -3.78+3.48% |59.56+2.47 | -12.67+1.73**
Sp02 (%) 99.33+0.29 | -0.78+0.32 | 99.33+0.29 -0.44+0.41 |99.22+0.43 -1.78+0.57

TNT 2 B VM B LT LT 2 B )L+ T I ZAF R RO

TRRERINET N T 2 =)V #E Step G ETOE(LE
%:p<0.05, #%:p<0.01

BAEDY (5

> AT)

A BB SO

(2B DA
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OMER %L
T I AAT NIV U BB G R ORI~ DR B L G LT, W T V7 = % = LB
BREROT 7 A AT IV & O GRHZBT MERBA~OR B Z i LT R %2 TRIRL
7.
T AXT NI DU HMBE TR L CH BRI RIS 2o 72 (p=0.6471) , 7
VT o H =) VEER 5T, HERGF TR E R MR O TR0 b7 (p=0.0001) . 7z,
TNT 2 X =V L CT 7 A AT R I UV OPFHIC L 0 MEREMK T3 28 23 A
LT, FHHFIABEEITRD Lo T,

TFTORATIEO VDR RBICRIFTTHE

R N by e T IAAT RV 0.3ng/mL T IAATRIV L 0.6ng/mL
T HARXATRIV TR 5K (N=9)
W B 5 B £ 5 (N=9) £ 5 (N=9)
H JIR Ny = N = Ny =
% %5 (bpm) Y44 % % (bpm) L&' % % (bpm) A"
B 5wl 14.89+1.05 — 15.44£0.99 — 15.33+£0.97 —
15 55 # 14.56+0.88 -0.33%£0.93 15.22+1.05 -0.22+1.67 15.00+0.83 -0.33+1.27
30 4 10.33+0.69 -4.56+1.06 12.44+1.03 -3.00+0.88 11.00+0.55 -4.33+1.34

TG RINET IAAT NIV E A% 15 57, 30 0 ETOEAL & (o)

FIIIVAZ BB RUVTIRATREDOVHABORRBICRIZIEZE

TNT 2 A= VBB ER | TA 72 2=+ T IAAT I | TA T2 Z =)+ T I AAT R

AT H (N=9) ¥ 0.3ng/mL f FH I (N=9) ¥ 0.6ng/mL ff A FF (N=9)

1% %5 (bpm) EAL &' 1% 5 (bpm) ¥ (% 1% % (bpm) L&'

¥ 5w 14.89+1.05 - 15.44+0.99 — 15.33+0.97 —

B 4 1B il 14.44+0.96 | -0.44*1.75 13.671.07 | -1.78%1.26 12.00£1.07 | -3.33%1.19
Stepl 13.671.04 | -1.22+0.86 13.560.47 | -1.8740.93 11.56+£0.77 | -3.78%1.14
Step3 13.44+1.37 | -1.44%1.43 10.89+0.73 | -4.56=1.30 11.78+0.74 | -3.56=1.23
Step5 12.561.38 | -2.33%1.20 11.56+£0.67 | -3.89%1.07 9.63+0.63* | -5.75+1.40°
Step7? 11.50+0.89* | -3.50=1.51* | 10.00+1.38* | -5.00£1.55* | 7.00=0.62> | -8.43+1.17°
Step9 10.86+£1.24> | -4.00£1.75* | 9.25%£1.91* | -5.75%2.14* | 8.67%=3.71° | -9.33%+4.98¢

& Step ¥ 5 HF | 11.78%0.85 -3.11£1.01 9.67£1.30 -5.78+1.86 8.67+1.49 -6.67%£1.90

T GMMNET N T =)V 4 Step B G- FTOELE (5B HT)a:N=8, b=7, c=3
% Step ORERNLTOOF H RO L IR B 1T O R LEFRIC
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8. ElEA

11. BB
WORWERNRHHONLZERNHLD T, BEE 31TV, BENROONIZIGAIIT G2 1T 570
A U s N

(1) EXGEIVER & MEAERK

1.1 EXGEIER

11.1.1 BME (5%LL 1)

IRHLEDFBD BV AITIE, AR OWGE L 1L, EiR O &, Tz b, FERI O R B 72 AL E
EATHZL. B EMROBEENTTHEL TOD A THODLILT . [1.1 ]

11.1.2 SmE(5%LLE)

m MEDFRDBIVGEITIE, AFNOBOE ST 1L, FBEEAIOE SRR A EZITIZE. [1.1 B
11.1.3 AR (5% 2L 1)

RSO DA A2, AFIOPGE X 1L, REMROEBREZRJN T2 B Thal Al (7 ke
5 OFFIRNEE G-, = 2AA— D — D%, @Y7V E A1 THZE. FROREMROBRIENTTHEL QWD ERE
ThoHbhod . [1.1, 1.2 BH]
11.1.4 (DEHE (0.1~1%A0H)

DEEDGRD DN AL, PUREEAREOE 5., Fril®h, OS2 L@ a211o2 8. [1.1 S
1115 (DM LE (0.1~1%AK3) , iRELE (5EEE R

DME IR, IS IESFRO HNTE AL, AAIOHIE, _—2A—=T—OM H, FHEh, CigEd, 5805 0#%
HASEYIILEE THZE. (1.1, 1.2 ]
11.1.6 1REEFRAE (1~5%ATm) , BIEIR (0.1~ 1% A7), FEIREEE (0.1~1%A0) , FEIRINGI (5%LL 1), TR
SR (0.1~1%Ai5)

IR SEAE, — MO MEREN, P RIEE, PEU NS, EARIE TSRO LA, AREIOWRGE L Ik,
SOBEDR, BRsRRh, B ORISR ALEZITHZ L.

(fiF#n)
1. 1.1 K+
AANZE, AN o TREERRIE L, SRR A 2 7L 2 O] & 2R EMREA 7V 2D % & 7=
L, RIJEAZRET D ERMESNTND.
ORI EAFEBL LTV R
- PERIMIEEDME T L CWD B, LIEREEDS HBE, FCHEEDOLEREREDH LB,
HEMBENTTE L TV HEE, S CIHRMENREBE LT <72 5.
OIMFEFFD =D DERE
cBHHE, N XY A OEBNCER LT, MECRT DBEE OIS EITY, BEOEEIR
A +ICBE Lo R GHELEH T 52 L.
- PEER MK EME T LTV 5B T, ARG BIGRTR OB G HRICiiE AR, 7727
G272 BIZ 10 A R G BREN B OMER 2 X D BN D 5.
- REMRENBRIRIRIEICH 2 BE TIX, AR —BMEORKERD L « DO T A2 & 72
TZENHDLDT, QMBRERNEBRZRET DX HOFEEPLETHD.
(ORI 76 B IR 0D AL
c W EBOREXITPIE, WiEROME, T2 b, FERIOMHSET R AE L2172 L.
11. 1.2 @&
AORERY SO ENEER G L0, RWEMES T 7 2% o 2 AT X 5 A IR VERNIZ X - T
EEADPREOLNDEZERH .

NE

141
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O B e 456 5 oD e I+

- P AT G, ARAIO MRS S R SR LIS 72 D T &0 D, RAEME o ST AEAMIZ K 5
MAENAEERIC LY —@EomE LA RS LbNs ZEndH 5.

Q& IMER D= DEE
AT, N YA OEENER LT, MK T ABEL OIS EIT, W55
f%of%%@ﬁ&%éwiﬁ@%@&%%ﬁb&w:&

- fE EFAEE & D BE XINE B ARET 2 BN D DA, WA RS A T D
REDBRENPLETHD. Ik, BHIHRICEBT 28E TOMAIC W TE, MR ORGT
L7 EOBEBRVLETHD.

@ i EFE B DAL E
« MBS UC, WA G OR0E Tk, BEROBARNE S, PEH LTV S S RS
(RN, PGE1) ZdfEi¥ 25U @ 2175 2 L.

11. 1.3 %k

AHNZL, TN 0 ZRERAIIE L, ASEARRA 2 7L 2 O] & R EMREA L 2D % & 7=
L, DA ORY (RIK) 2R BT 52 EnHEINATND

ORARDFEHL Lo Wi

- DIMEREEO S HEE, FHCEEODKERED H 5B, MERNTIE L CWAERE, &
@&quy&%%iﬁﬁ,mﬁ%fi@%#%ﬁb%ﬁ<&é.
QLMAEEROT- D DIEE

s B HFE, N XAV A OEBNCER LT, MEEICRT 2 BER R OSSR EI T, BE Oy
WeZE +DICBE LN bR HEZRE T2 L.
CRARICH L CIE, HE DT hrbErofkh, N—AX—h—0OfEHEEZETLH L.
- REMR N ERIRIRIBICH 5 B T, AR — @O KR OME « DO T %2 X 72
TZERHDLDOT, QR BANERZRT D L IFEPLETHD.
ORI Bl DAL IE
- BHEOWEXITIE, Fial U (T e rE) OFIRNES, X=X 2= —DH%ED
W) 7o LB AT D Z b
11. 1.4 [y
BRI Z W T, DB FIN# O OB RB IR T B 2 BT LSBT BB L. 20 X 5 iEaIciy,
AR OEGH I, PIAREIREO®R S, BRi®h, OMEESEY 2 AE TS L.
11. 1.5 Ok, JfE ik
DB TFIZ O DFEREIR N 5 FlSMEIEREBL L. 20 X5 2gA12iE, AFloFiE, ~—X
A= —OfER, BRE), OMEEE, SROAIOREEEY AESIT) Z L.
11. 1.6 {KEESEAE, MEPENL, PRULIREE, PR, HRIET
B G-Ik L CRER AR RO =2 Y 7 (R, Sp0, %) 21T 9 MEBERH Y, FRCHRVEERL
AL TCIIERER R DB EE N LI TH 5. ERB A SN 5L, AFIORGE X TH 1L, 68
%%ﬁb(?%éi),%%%ﬂmié@%,%%Kmﬁ%ﬁzé WO R E AT O Z &

VI %2

MR EOEEFNCET5HA - 100 -



(2) ZothnEIER

1.2 ZDOHDEIER
1%L I 0. 1~1% A 0. 1% AT BRI
FEAARIR R T L2, $EEL, LI, BEV, | 9 OUF, SER, FEGEE,
SHR, NARRH, YAZ, | BadKT, MR, AR
IR, HHEZDRE R, =a—mT—, H
wig, YA =T, &
FERETE, Bk, R
e Wik, W&, | MR, R BLW
PN LIS
TEER AR OB, RAYVEREM, MR, M| Hm, fE R, M
SR JEZSE), DA%, DERKE | EREE, mERE, EER
W, ORERPLDEXEE, & | A, T —8, WR
MEREAL, DS, AE | B, PROE, DAL,
MR, CNEPEARTEAR, HASML | DEMEAEENR, AV & >
i, REMEMR, DEME |7, Woey s, LT
IR a7, Tiils R
PEARIEAR, DB QT 4E
R
ERES HESUN, B SR, mR | R, %, vRIm, i,
e 77 A ME, RIRSUE, M| Bl D oo, PR EEE
K, &M, MKAE, PR
4
RS e B, SEAUE, BARPR
I HI, I BEE, B, | R R, SRR N
i ERHE E BEEDERRE, IFBRERIE 2
JiE
JFhie AG FLFLH, MyF AST B5-, | v-GTP L5, ¥E, §F
Ifi& ALT _E5- BRRE R
i E2NN FLBREE R
WAIR %S ZIR EHERERE, IRPA, S| 2R
B
KRR mpz) TYR—=VRA, MRMETS | TA BT T A7 7 | @mF R TA
R— 2, &Ik, &Eh Y | Z—8 kR, Kh U 7L | fE
U AMUE, MRS, K| fE
FEHME, NPN _EF
Z DA, FE MR | R, S EEN, VRIE, | B, AR, YR, R | AR UE
W, KR | A, R MfE, 5 ifd
(fF#n)

R E B L7 BR[E N T TN FIERICB T D88 2 I L 7= 7 Vo DU 7R R ER, M/ T
TSR HIRIR I3 D 8AF 2 S L 72 55 11 AH - 55 TILFH - 265 B AR ER PR AR 6 38R, [EN T ISz R
R (T I AAT IRV 5 W 24 FE A B 2 TR 28 HHD, BN TITOIV RATREE Fizdsit 53k
TR T - AL B BE O BHER 2 R L7 R EABR 2 SRBR DL BEERHS RISV TR L. F, /%
Kp G U7 [E N R MARGBRAS S D= ML QT it | LI Atk S 41850, CCSI(BER L 2t
) LDFEEPEIZILDETZIR | ETE T ND AMIE | ZBFL LT,
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S EBREIERARFEEERVBERREERE -8
@ ERRVTEBNEERZRRICST2RMERAFERIKE TLETyIXE8ER 200 el 7714H—1, BA)
[EIN K& O8N CORTTRIRIC IS 1) Diria 3 L 72 B AR M ONEIN o SR pRI: T i iy - ALiE T
D EEFZ AL 72 B AR BR TR0 DIVZRIERJEBLIRPLUT T RO LBV THY, ZHODREIIRIUILSE
FRWEMORIRRZLTLLIZ. ZNODIERDBHEONTIG AT, TERISISC CEbIZRELZ1TIZ L.

ERRVBNEERERICE T 2RIEARERRKR (BA)

SETEIRIT 31T B 4k %ﬁfﬁﬁ??éﬁ‘ﬁggﬁf&@ﬂ%ﬁ#m
HENT Vs JPHEE AsE | EIRESL - FBED oz
v ENEH FRERSE D JRIFTIRR | B T IRRE: ¢ s
+ Be kB © T TR B
WS ME PR B © (DEX-301 #B%) | (DEX-303 5tER)
O HEHEK 1,022 75 109 97 1,303
@ RITERZBRBIEL 464 30 84 82 660
® %%ﬁﬁf&f% 45.40 40.00 77.06 84.54 50.65
RIlE A OFESH RIIVE A DTSR 5 B4 (R B1ER %)

JERYSE RS L OVH AR BUE
S 1 (0.10) 0 0 0 1 (0.08)
fitie 1 (0.10) 0 0 0 1 (0.08)
B 1 (0.10) 0 0 0 1 (0.08)
RIS L O SRESE
2 6 (0.59) 0 0 0 6 (0.46)
TR [ P 1 (0.10) 0 0 0 1 (0.08)
TR 147 PR B ] 1 (0.10) 0 0 0 1 (0.08)
I EREREIE 0 1 (1.33) 0 0 1 (0.08)
& (i Bk H0sE 2 (0.20) 0 0 0 2 (0.15)
1 MEIBE 2 (0.20) 1 (1.33) 0 0 3 (0.23)
KRB LOREREE
TUR—U A 7 (0.68) 0 0 0 7 (0.54)
5 ke 4 (0.39) 0 0 0 4 (0.31)
w1V SMLE 3 (0.29) 0 0 0 3 (0.23)
iR BRI IE 3 (0.29) 0 0 0 3 (0.23)
AV AiSE 1 (0.10) 0 0 0 1 (0.08)
R H ISE 3 (0.29) 0 0 0 3 (0.23)
iR Bk e 14 (1.37) 0 0 0 14 (1.07)
KB 1 (0.10) 0 0 0 1 (0.08)
K
] 17 (1.66) 0 0 0 17 (1.30)
& 2 (0.20) 0 0 0 2 (0.15)
BiEL 10 (0.98) 0 0 0 10 (0.77)
e 1 (0.10) 1 (1.33) 0 0 2 (0.15)
L] 1 (0.10) 0 0 0 1 (0.08)
faiH 3 (0.29) 0 0 0 3 (0.23)
B 1 (0.10) 0 0 0 1 (0.08)
AR 1 (0.10) 0 0 0 1 (0.08)
HEHEZDORS 0 0 1 (0.92) 1 (1.03) 2 (0.15)
TR
AR 1 (0.10) 0 0 0 1 (0.08)
I e 1 (0.10) 0 0 0 1 (0.08)
JE A 1 (0.10) 0 0 0 1 (0.08)
EE T 1 (0.10) 0 0 0 1 (0.08)
TREED FU 2 (0.20) 0 0 0 2 (0.15)
A= — 1 (0.10) 0 0 0 1 (0.08)
S 6 (0.59) 1 (1.33) 0 1 (1.03) 8 (0.61)
R 1 (0.10) 0 0 0 1 (0.08)
MR 1 (0.10) 0 0 0 1 (0.08)
—a—XF— 1 (0.10) 0 0 0 1 (0.08)
NN 2 (0.20) 0 0 0 2 (0.15)
[EXRLES 1 (0.10) 0 0 0 1 (0.08)
fEHIR 11 (1.08) 0 0 0 11 (0.84)
NSRS 1 (0.10) 0 0 0 1 (0.08)
Bk 1 (0.10) 0 0 0 1 (0.08)
E=il 7 (0.68) 0 0 0 7 (0.54)
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S T 51 B B %@Trﬁﬁ@?ék#ﬁfﬁfﬁf&@ﬂ%ﬁm
R
ENT VT JRIPNEE g | ERRSL - FBE<D Azl
v ENEH RIS D JRFTRE | IR R IR T s
+ Be b3 © i FToORBR PR
SRR SRR © (DEX-301 #%%) | (DEX-303 #ER)
BIVE O BIVEF OFREERIEBUFIEL GBI %)
RS
B 1 (0.10) 0 0 0 1 (0.08)
JeAE 1 (0.10) 0 0 0 1 (0.08)
T PR 4 (0.39) 0 0 0 4 (0.31)
HBXORkEKkEE
HARPRE 0 0 1 (092) ] 0 1 (0.08)
Dl
el 1 (0.10) 0 0 0 1 (0.08)
RNk 8 (0.78) 0 0 0 8 (0.61)
SRR 1 (0.10) 0 0 0 1 (0.08)
LIEPEAREER 1 (0.10) 0 0 0 1 (0.08)
NI 20 (1.96) 0 0 0 20 (1.53)
AV 7ay 1 (0.10) 0 0 0 1 (0.08)
L7uys 1 (0.10) 0 0 0 1 (0.08)
IR 60 (5.87) 3 (4.00) 25 (22.94) 35 (36.08) | 123 (9.44)
W7oy 1 (0.10) 0 0 0 1 (0.08)
NEIR 5 (0.49) 0 0 0 5 (0.38)
IDAA 7 (0.68) 0 0 0 7 (0.54)
F7)—F 1 (0.10) 0 0 0 1 (0.08)
HIMIGHE 8 (0.78) 0 0 0 8 (0.61)
e 7 (0.68) 0 0 0 7 (0.54)
D I 1 (0.10) 0 0 0 1 (0.08)
== PEAINR 4 (0.39) 0 0 0 4 (0.31)
SR 16 (1.57) 0 1 (0.92) 0 17 (1.30)
DEVEREENR 6 (0.59) 0 0 0 6 (0.46)
e 2 (0.20) 0 0 0 2 (0.15)
MR 2 (0.20) 0 0 0 2 (0.15)
DR 1 (0.10) 0 0 0 1 (0.08)
MRS
[iNEEA D) 3 (0.29) 0 0 0 3 (0.23)
TEERAR A 1 (0.10) 0 0 0 1 (0.08)
e I 94 (9.19) 12 (16.00) 13 (11.93) 11 (11.34) | 130 (9.97)
1 I HE 2 (0.20) 0 0 0 2 (0.15)
[ESiES 210 (20.55) 15 (20.00) 52 (47.71) 32 (32.99) | 309 (23.71)
RAPERE I 2 (0.20) 0 0 0 2 (0.15)
I PRE 1 (0.10) 0 0 0 1 (0.08)
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DU S 335 48 85 1433 | P=1.000 P=1.000
f 13 2 3 15.38 DF=1
JiE 348 50 38 1437 — —
‘é‘DD A%}
TS e 0 o — o
i 1 343 49 87 1429 | P=1.000 P=0.542
" 5 1 1 20.00 DF=1
1 30 2 3 6.67 | P=0.610 —
2 153 26 47 16.99 DF=4
; 3 138 1 31 13.
ASA ZH(FHADH) 4 23 2 7 13 (7)471
5 2 0 0 0.00
N 2 0 0 0.00
N [ 48 4 4 833 | P=0271 P=0.276
S A7 4
DERAAEAE f 368 57 96 15.49 DF=1
JiE 192 24 50 1250 | P=0.301 P=0.268
R 7. SEZ n . .
PRRER TR H 223 37 50 16.59 DF=1
I I 348 55 92 1580 | P=0.222 P=0.187
ARHHHHRER A " 66 6 8 9.09 DF=1
P [ 137 23 28 16.79 | P=0.495 P=0.461
TRER B f 277 38 7 1372 |  DF=I
B 4 391 57 94 1458 | P=0.805 P=0.532
Al SER
PR EK il 21 4 6 19.05 DF=1
R 1 332 50 84 1506 | P=0.871 P=0.862
R 4 81 11 16 1358 | DF=1
FAE R (AL E Al E [ 316 48 81 1519 | P=0.759 P=0.745
i) H 98 13 19 13.27 DF=1
. 4 396 60 98 1515 | P=0.533 P=0.485
]
Byl il 16 1 2 6.25 DF=1
L 1 394 55 90 1396 | P=0.054 P=0.036*
" B FESRIERE " 18 6 10 33.33 DF=1
j o [ 362 56 93 1547 | P=0.392 P=0.399
il IR SXENTHEES 5 51 5 7 9.80 DF=1
3K T - — —
o — 344 48 77 1395 | P=0.391 P=0.351
% Z OO E R 5 69 3 23 18.84 DF=1
: I 409 61 100 1491 | P=1.000 P=1.000
y 1) | A
BTG " 3 0 0 0.00 DF=1
] [ 273 40 69 14.65 | P=1.000 P=0.885
Jeimirub el o
TR H 139 21 31 15.11 DF=1
s 4HE 402 57 96 1418 | P=0.069 P=0.046*
= & | I%y
ALHRIEHA] A 10 4 4 4000 | DF=1
. I 386 57 95 1477 | P=1.000 P=1.000
s pruel i
A ORGA f 26 4 5 1538 DF=1
% [ 410 61 100 14.88 | P=1.000 P=1.000
o= S
AT EB H 2 0 0 000 | DF=I
ZOMOIEFRE EHEL2) 4 411 60 98 1460 | P=0.321 P=0.148
[ 3K B 1 1 2 100.00 DF=1
. I i 389 58 9% 1491 | P=1.000 P=1.000
L \7\ SER §}§ SEZ A
TIVIaA R AR OERFRER) % 7 3 4 13,04 DF=1
N [ 315 48 82 1524 | P=0.698 P=0.631
R
TNV A EARRIFIE f 100 13 18 1300 | DF=I

KRERE R - *:p< 0.05, *k:p<0.01
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EHERTICH T D ANTFR PR OB & DERZEH 115 AREREQ4 R SES)D
TLETYIREER 200 gl 774 — 1 E AR B BIE A RIREE

- a5 E'J;’g?é e FRATT ol
>~ \ ¥ ﬁ 2 ==3 .
EEWJ;& E{ﬁdﬁ 'ﬁ:@ (%) X *ﬁm Fisher
e S 386 51 85 1321 | P=0.006**  P=0.006**
G #H 30 10 15 3333 DF=1
= Ipg/kg/i 9 2 2 2222 P=0.293 —
1< =2ug/kg/MF 7 1 2 14.29 DF=5
2< =3pg/kg/iF 3 2 5 66.67
W T 5 L B 3< =dpg/kg/i 1 0 0 0.00
4< =5pg/kg/i 1 1 2 100.00
5< =6pg/kg/F 9 4 4 44.44
6bug/ke/Mi< 0 _ _ _
<0.2ug/kg/MF 18 3 5 16.67 P=0.636 —
. - 02= =04pgkg/s 303 46 75 15.18 DF=3
HERFIRAGE: T 0.4< =0.7ug/kg/Mr 86 12 20 13.95
0.7pg/kg/liF< 9 0 0 0.00
<0.2ug/kg/MF 7 1 1 14.29 P=0.287 —
oo - 02= =04pgkg/s 232 39 65 16.81 DF=3
SRHERFBe TR 0.4< =0.7ug/kg/Mr 138 19 31 13.77
0.7pg/kg/liF< 39 2 3 5.13
=200pg 30 6 12 20.00 P=0.548 —
200< =400pg 53 7 10 13.21 DF=5
400 < =600pg 69 14 21 20.29
e 600 < =800pg 76 12 24 15.79
800< =1000ug 39 6 8 15.38
1 000pg < 144 16 25 11.11
~H 5 0 0 0.00
24< =48 MH 255 43 72 16.86 P=0.328 —
48< =72 R 61 6 14 9.84 DF=4
72< <96 IR 32 2 3 6.25
LA 96< =120 IfH 26 5 5 19.23
120 B < 42 5 6 11.90
] 0 — — —
MIRERE T #:p<0.05, #:p<0.01
VI 22 (6 F_E o7& 512 B4 5 IE H -121 -




Q@ B EFAMBERE FHEEEEHESIBEENR, KA (TLTyvoREETE 200 £l 77145 —))
BIVEFA R BUEFIRIZOWTH B ZNRO LA B 1%, EREIVERREOA LR OG0 2 THH
Th-oio. 728, AR H (3 H AGERA (FIEEAFER) IZB W IR 1-L L CRO DIV -T2, 2
DBRFE RN IOV THRATLAER, H EOEEOSET SO/ 2 S B 2 LB L35 1578
PRI TERD B2 Tz,

EFABETICETAAIMERA RV ZOESCES T2 EFEAREATRTHEESEESIBEERRID
EHEREEAREEE

e BIVEH MR R
HH Sy 583 FEE CERLR e .
SEBIER %ﬁ&ﬁ 144%?( 3&(5‘: )HL x 2 HRE Fisher
bR ] 67 13 28 19.40 p=1.000 p=1.000
= 28 5 6 17.86 DF=1
YEHE oA $iE 27 5 6 18.52 — —
, H 0 — — —
(St ) T~ 1 0 0 0.00
<15 % 1 0 0 0.00 p=1.000 p=1.000
AP (/N 15 = 94 18 34 19.15 DF=1
A 0 — — —
<65 % 43 7 10 16.28 p=0.733 p=0.607
AR () 65 1= 52 11 24 21.15 DF=1
A 0 — — -
4 11 4 8 36.36 p=0.301 p=0.179
B OHEAR M e 81 14 26 17.28 DF=1
T~ 3 0 0 0.00
. ) 4HE 74 11 19 14.86 p=0.112 p=0.110
JRULE 13 = ) 7
ORI LU IE A 21 7 15 33.33 DF=1
B, TEMES LUSEMR O B 10 64 10 22 15.63 p=0.364 p=0.270
A (FRB L OVR)— 7 % &) il 31 8 12 25.81 DF=1
e N 4 89 17 33 19.10 p=1.000 p=1.000
3 > 1> A
MR SO RIS i 6 1 1 16.67 DF=1
e 4HE 94 18 34 19.15 p=1.000 p=1.000
T - 7
AR f 1 0 0 0.00 DF=1
—_— 10E 94 18 34 19.15 p=1.000 p=1.000
IS
N UsTEE f | 0 0 0.00 DF=1
N 1 72 13 22 18.06 p=0.931 p=0.762
2t s
RS S ORRElR A 23 5 12 21.74 DF=1
Sk e 1 90 17 33 18.89 p=1.000 p=1.000
FAIES f 5 1 1 20.00 DF=1
P 1 88 17 32 19.32 p=1.000 p=1.000
7.
E FREERIES A 7 1 2 14.29 DF=1
N i fE 95 18 34 18.95 - -
=
E\ EEIEE = ﬁ 0 _ o o
- $iE 95 18 34 18.95 — —
J,» N M [t s
1/E|\ Ekioﬁﬁu IK%:"?::: ﬁ 0 o o _
N 10E 55 14 23 25.45 p=0.103 p=0.068
g | IR f 40 4 1 10.00 DF=1
5 AR 4 57 10 20 17.54 p=0.873 p=0.790
= R Gl 38 8 14 21.05 DF=1
SRR AN 1 86 18 34 20.93 p=0.281 p=0.200
§ £ H 9 0 0 0.00 DF=1
fiE 83 14 29 16.87 =0.334 =0.232
S| g p p
@ | S f 12 4 5 3333 DF=1
a . JHE 60 14 27 2333 p=0.247 p=0.184
A A== =g 2N
FFIEARRES i 35 4 7 11.43 DF=1
b b e G 4 94 18 34 19.15 p=1.000 p=1.000
FZ G 10 J OV T Ak = | 0 0 0.00 DF=1
T EH R 38 L ONEE Ak fIG 95 18 34 19.15 — —
& H 0 — — —
R e 1 89 16 32 17.98 p=0.696 p=0.318
X 3>
PSR ORI f 6 2 p 3333 DF=1
R, PFEMRR L OVE SO 4 95 18 34 18.95 — —
IRTE H 0 — — —
o 10E 94 17 33 18.09 p=0.426 p=0.189
7ok 7
RN, FEMERS I OEE i 92 18 34 19.57 p=0.918 p=1.000
PR H 3 0 0 0.00 DF=1
— i B EERLOEE i 95 18 34 18.95 — —
AL IRTE H 0 — — —

MIRERR - *:p<0.05, #*:p<0.01

VIL 22 &M E ok B B4 51E B - 122 -



=
G

ate BIVEH fRATRE I
THH T FEBL FEHL FEELR 5 e .
1% i v
EE&J;& ﬁ{%J;k 14‘;& (%) X *ﬁ/i Fisher
N 1 85 14 24 16.47 p=0.171 p=0.091
< % BB H 10 4 10 40.00 DF=1
%%‘\ 5%, HRBIOLE S e 85 17 32 20.00 p=0.736 p=0.681
gf‘i i A 10 | 2 10.00 DF=1
A ) o I 94 18 34 19.15 =1.000 =1.000
=~ A N o AL p p
z 7 SB B L OPNRLE # i 0 0 0.00 DF=1
OIE | p o gom = 95 18 34 18.95 - -
: i 86 15 31 17.44 p=0.477 p=0.365
EX s S s i 7
FsiEREE O A 9 3 3 3333 DF=1
JL—F 1 51 9 17 17.65 p=0.919 —
RS RERS 5 O HE JL—RK2 33 7 11 21.21 DF=2
71— 3 10 2 6 20.00
i 56 9 17 16.07 p=0.473 p=0.422
% 3R ASS O TR - AL IE O A7 1 H 37 9 17 2432 DF=1
REA 2 0 0 0.00
4 40 5 11 12.50 p=0.303 p=0.268
BEAE A 1 H 47 11 17 23.40 DF=1
REH 8 2 6 25.00
4 86 16 32 18.60 p=1.000 p=1.000
T UL — A H 5 1 1 20.00 DF=1
R 4 1 1 25.00
4 84 14 26 16.67 p=0.070 p=0.046*
I7% S5 it B8 A P A H 5 3 7 60.00 DF=1
REH 6 1 1 16.67
4 47 4 4 8.51 p=0.049% p=0.047*
WP PR A i H 28 8 15 28.57 DF=1
REH 20 6 15 30.00
i 37 3 3 8.11 p=0.174 p=0.112
T — AT B A &l 36 8 19 22.22 DF=1
REH 22 7 12 31.82
e 4 27 5 15 18.52 p=1.000 p=1.000
A5 e
FIH il 68 13 19 19.12 DF=1
, 1 73 16 30 21.92 p=0.300 p=0.227
PorinvIAY
MERR T i 2 2 4 9.09 DF-=1
N 4HE 94 18 34 19.15 p=1.000 p=1.000
A2 g (oINS . ;
B L OBIIA R T P2 X 0 o 000 fia
e 4 82 17 33 20.73 p=0.463 p=0.451
R TEY
T | LIRS H 13 1 I 7.69 DF=1
g MR, HEHBLIOH i 92 17 33 18.48 p=1.000 p=0.472
Z HETEHRE T " 3 1 1 33.33 DF=1
b ol IR 4HE 77 14 30 18.18 p=0.952 p=0.741
5 N L5 YL 3 7
% LB TaR T il 18 4 4 2222 DF=1
D | s e 4 2 17 33 18.48 p=1.000 p=0.472
A SHEFEIR T p 3 ] 7 3333 DF—1
2 | MRBLOY~ SHIAHR s 93 18 34 19.35 p=1.000 p=1.000
g | Fi A 2 0 0 0.00 DF=1
g . 9 94 18 34 19.15 p=1.000 p=1.000
B ) 8577yl y fis
§ BVEA T ZRIR R T = i 0 0 0.00 DE=1
= o fiE 94 17 33 18.09 p=0.426 p=0.189
jas = AL VLY AW
= PEfm ANBHAR T p ] ] 7 100.00 DF—1
3| ez i 93 17 33 18.28 p=0.825 p=0.345
FRB R IO T il 2 1 1 50.00 DF-1
; e 89 15 27 16.85 p=0.142 p=0.080
ST B 7 L 3 J
MR IR T i il 6 3 7 50.00 DF=1
TBIRA) FH I L OB F3 93 17 33 18.28 p=0.825 p=0.345
NEC H 2 1 1 50.00 DF=1

KIRERER - *:p<0.05, #k:p<0.01
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- EIEH FRHT Hod
HH iyt L FEH FEHL R 2 s .
[ v 7
— 1 66 12 B 18.18 p=0.830 p=0.348
- A 2 1 1 50.00 DF=1
- #E 68 13 19 19.12 - —
H 0 — — —
[ 68 13 19 19.12 - —
=] PN
Ha i 0 0 0 —
- 1 67 13 19 19.40 p=1.000 p=1.000
+ - il 1 0 0 0.00 DF=1
I g B 61 12 B 1967 | p=1.000 p=1.000
i SR H 7 1 1 14.29 DF=1
T 1 30 7 7 2333 p=0.635 p=0.539
% " a 38 6 12 15.79 DF=1
f | Ing 68 13 19 19.12 - -
o | PF H 0 0 0 —
% W HE 47 9 15 19.15 p=1.000 p=1.000
" il 21 4 4 19.05 DF=1
- 1 66 13 19 19.70 p=1.000 p=1.000
i 2 0 0 0.00 DF=1
. 1 66 12 18 18.18 p=0.830 p=0.348
AR " 2 1 1 50.00 DF=1
“ #E 66 12 18 18.18 p=0.830 p=0.348
H 2 1 1 50.00 DF=1
1 4 1 1 25.00 p=0.867 —
2 21 3 s 14.29 DF=4
ASA S (FHADH) 3 3 ! . D
5 1 0 0 0.00
N 3 2 2 66.67
- i 7 1 3 1429 p=1.000 p=1.000
SR A4
PRSI i 88 17 31 19.32 DF=1
- T 46 11 17 23.91 P=0.350 P=0.298
7
PR AR il 49 7 17 14.29 DF=1
"y N I3 80 17 31 21.25 P=0.335 P=0.288
%F AR il 15 1 3 6.67 DF=1
A . I 38 10 20 26.32 P=0219 P=0.182
% PRELE K 1 57 8 14 14.04 DF-=1
/2 E——— [T 89 16 30 17.98 P=0.696 P=0318
FRARE AR 1 6 2 4 3333 DF=1
N fiE 77 12 22 15.58 P=0.163 P=0.100
LR RS H 18 6 12 3333 DF=1
FEH B e Fla s 1 80 14 25 17.50 P=0.637 P=0.474
5. ) i 15 4 9 26.67 DF=1
. 4 93 18 34 19.35 P=1.000 P=1.000
ESSA i 2 0 0 0.00 DF=1
I fiE 87 15 26 17.24 P=0.353 P=0.172
ISR il 8 3 8 37.50 DF=1
[ I 81 13 21 16.05 P=0.172 P=0.132
e PR # 14 5 13 3571 DF=1
fuig —| —|
Z Dl RHHEEIR, " iy ” % S I P0.458
oF | E 93 18 34 19.35 P=1.000 P=1.000
N . ) }
fﬁé ks # 2 0 0 0.00 DF=1
1 43 8 12 18.60 P=1.000 P=1.000
IJ Wy i o . N
Z PR i 52 10 22 19.23 DF=1
o [ 92 17 29 18.48 P=1.000 P=0.472
e
(LAl A 3 1 5 3333 DF=1
At — —
Fiii — —
— L 9411 13 33 18(1)(5) PD1F.2(1)0 P=1.000
R 4 93 18 34 19.35 P=1.000 P=1.000
S AR (AR R om
T VFraA R R RIRIRIE) = 5 0 0 0.00 DF=1
- o 63 13 21 20.63 P=0.755 P=0.782
N2 o
HTNAPARRIREE # 3 5 13 15.63 DF=1

KIRERER - *:p<0.05, **+:p<0.01
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SAMTISH 5 A TFR R RUMBE DHII=H 1 SR ERRABETREREL OB EERRO
TL Ty o RMER 200 161 771 — IERIK R BB FISE B

HH I P
-H ) 5 2SS N .
EPEC | e | s (%) X BRE Fisher
. Iz 92 18 34 1957 | p=0918 p=1.000
TRATR AR A 3 0 0 0.00 DF=1
= IngkghF 2 0 0 0.00 - -
1< =2ug/kg/f§ 0 — — —
2< 3ugke/lt 1 0 0 0.00
WA R 3< =Z4ug/kg/FF 0 — — —
4< =Sug/kg/HF 0 — — —
5< =6ug/kg/lF 0 — — —
6ug/kg/lE< 0 — — —
<0.2pg/kg/FF 7 2 3 28.57 P=0.120 —
e L L 02= =0.4ugkg/lf 61 9 21 14.75 DF=3
HERSDRAREL TR 04< =0.7ugkg/ 20 7 10 35.00
0.7pg/kg/lRf< 6 0 0 0.00
<0.2pg/kg/FF 5 2 3 40.00 P=0.069 —
e N 02= =0.4ugkg/lf 54 8 16 14.81 DF=3
FHERF B TR 04< =0.7ugkg/ 25 8 15 32.00
0. 7ug/kg/lHi< 10 0 0 0.00
=200ng 28 8 9 2857 | p=0485 -
200< =400ug 29 3 1 1034 DF=5
400< =600ug 17 4 10 2353
LY 600< =800ug 7 1 2 14.29
800< =1 000ug 4 0 0 0.00
1 000ug < 8 2 2 25.00
] 2 0 0 0.00
= 1 3 3 2143 | p=0916 =
6< =12 K] 20 4 8 20.00 DF=4
N 12< <18 F¥HH 20 5 10 25.00
HeBe TR 18< <24 R 19 3 9 15.79
24 Wfil< 21 3 4 14.29
£ 1 0 0 0.00

MBRERER - *:p< 0.05, **:p< 0.01

VIL 22 PR oo ) B 92 A
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£

RS

9. ERRRREEHRICRITT R
HEESH TR

10. BERS

13. BEERE

13.1 IR

BUHEEDH DT HE 2GE R 5K S IMER S SN B E NN H5. MBI HEARRER 2R\ W Cila &
P 5 (A S AR IR HE SR IR A B EFROD 13 %) SN EREREBRE 1, 5 1 FE AV 7y ROV ELT
v Rbhbibivic. £, WA TOEFIRFRICEIT D8ER - SR AT L7 BB I B W Gl & B vz
Mk MBS, IRILEZ O RRIR, 5 1E (BRIRHESEE R H & EIRO 20 (&4 Tl 5) Erndb b b,
132 L&

fRMEICR LT, BEEO B, FOZE b, FEAMORGEITV), WRIRISH L T, sta) Al (7 ey
VE) OFRIRNEE -, UTR S, TRV TV EDOENRNT G-, DR F R 2L E 21T, AV 7T ay 7, i
Ty, DI TR, BRARE), sROAO B 557 B a17o2 L.

(VI —5 EERFEANER & Z OB (GIRERE)S. 2) DHEBROZ L.

(figL)

VI—8 EEM (1) 11 L 2) IR L& B0, MIMAREESFIZ, MFEEN I EIEEIZRD,
RIME oy Z BRI X 2 RIS L 0 —@EoE EFRHS5bhb ZEndb s, LiZno
TARZRHICEE LI2E, FEROERBEE LT R2HEE1bN5.

WA CIT o T BB G 2 A2 R L7255 T AEEARRER 2B C, M EE 14. Tng/mL (&
RHESR R LR 13 4%) £ TO®ENMTh, AV ey 7 kL7 ey 7B LTS, AV
2y 71 156 S3FEe LTS, L7 ey 713 1 NS E 2 L CIHR L, W RLOJER] b #5235kt
.

£7o, ICUIZIT 2% 88 - 880 2 370 L 72 BB AR FREIE ARBRIC B W T, o THIETICT 7 A AT
b2 VU 14nL NG S, WESEBICHRIR, DELE, @00 T AGE, T =3 A%
BL TS, IBBREEOEEITH 15 I IE S, DIfEAEOREE, MEIRTEE LA, 2 Rk
DMEIRIZ X DA RADHERAZ LN, A VAV Y, T RLF U VEOREE FHROFE, BIELE
R Eizx LT, SiiEE o B5R, TR0z b, FEAlORS, RIRCRELTx, i) o (7 b
0 v ) OBAIRNEE, XIE R332, 7 RLFU CVEOBAIRNE S, OfifgtsSs, AV 7n v 7,
D7 ey 7, DMEIRCH LTI, DiigRAE, BRAE), LK O8R5 SEY) LB RV ETH D .
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1. BRALDEE

TLtTv o REEER 200 16T 774 H—)

14. BRLDFE

141 EFFREBDIE

1411 ARANZLLF OFFEORLA AL QL a4 35) DIRSIVTWAD TIRA LW EETH2E 7.
T IHRTI B, VT EL

142 EXRIZRSRIOFE

1421 AF| 2mL \ZAF AR 48mL 2012 C 50mL EL, $#0MIHIRZ L3R fnd5.

14.2.2 FR%1T 48 IReILAINITAE 4528,

14.2.3 AAIZFHREAT DIZH oo T, HHHEOHME FTRERIEALGRE QU UR 7 E) 52 L.

14.2.4 21 XML G L QD DT —T MIABIZEA LR L.

143 ERIZEZDFE

1431 SAT NSO EEIL 1 FOHREURRITRIESHZ L.

TLtET Yo AT’ 200 18/50mL 2N ST D74 H—]

14. BHLEDFE

141 2fRMEEER

1411 SEHFRRTIE, LT ORIIEET DL,
SRR T DR AT HI L.
SNV THRENNHLDT, VI VR TETIIKARE, 5ROERE -2 7202l
RV D AREER S DT, SME (L)L) ZHR<IRES /N L.

142 EFFREBFDIE

1421 RFNILL T OFEFEDOBLA LA QLA AT D) DVRSIVTONDD TIRA LZ2WIHERE T 5L 7.
T LRTIL B, T ERL

143 EXIR5ROIE

1431 EHICERL T, 7VAX— 32 BE 0B -<BT, SMEzERi-> TRV 3L,

1432 7 (7T V% —) ZREEHRIIZEERSH, #F-HEe HEL I Lo 08§ 22 8. i I 72340
7256, P A7 +=0 7 (BIRE TICLD2EEN) SHFRDIEZ BTN 55,

14.3.3 #-CHIT-HER AR IMTED, T Ay MNETE LIRS IRHH L2028 2R3 H5D T, #i10 &
oot e AN

14.34 H1%2 RIS LRGSR NAEL, T A7y "SI Rl i & SBT3 D
BENRHDLOT, #12RKRFEHRIIZ RS2l

1435 fHEDOF %y 7 Z P o VEMESE/2 RO T, TEATA L Z IR T A2 L. vy T EINLT-#(T,
fRZEicfibivzanz .

14.3.6 7-Z5D7a k.

14.3.7 AFNOEGAZHT=> T, VPR T 2L, #2000 TEER G LW E, -, LUTFORICHEE
THILE.
ARFNHMEF ATRER R E THDHZ LB THERTDLEBIC, YV VR T OB HEC > TR G52 L.
VR T DR (ATAL —) DT ITHERITEY T AL EL By RSILTO WSS, A7+
RPN Z D BENNHD.

144 EFIHBR5ZDEE
BREMZ O AL 1 FIRVEL, B ORKRITT Y L EH TN T H2 L.
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(fi#=3)

TLETv I REE®R200ug TD 74—

14. 1. 1 fhF & OEAZ L (B LFRZL) 1I2oWT, A2 baRERZ 50 Lz, (TIV—7 ikl & Ofid
AL IR ) B TXIT—2 ZOMoOBEER O LT v 7 AEER 200ug (77
A HF—] OELEZE] OHEBHR)

14.2.1 T TOFRREIZLTHEHTLZ L.

AR

1L A T VR OARA 2nl (200 1 g) (CAPEAIEHE 48mL 212 C 50mL & L, §ICRE L, F4OICiR
9 5. (50mL OV PEH, BRRERE Aug/ml LD XD 25 fFICHR L CHHTS.) £k
HEAHDOT Y o2y, FARMERICHEAS & RERE (dug/ml) EFMAREZHT L-¥ 7 LT
SOVEMT A 70 8, A RO, ARE 48 RERIRRE L 72RO 2B <SR E# L 5

.
HABERIERCTRERE 4pg/mL IZHRLIIZE D5 EE (mL/hr)
W G BEDOKH (kg)
(10 53F) 40 kg 50 kg 60 kg 70 kg 80 kg 90 kg 100 kg 110 kg

6.0pg/kg/hr 60mL/hr | 75mL/hr | 90mL/hr | 105mL/hr | 120mL/hr | 135mL/hr | 150mL/hr | 165mL/hr

HERF P B B BEOKHE (k)
(BR%A 10 43
~24 W) 40 kg 50 kg 60 kg 70 kg 80 kg 90 kg 100 kg 110 kg

0.2 pg/kg/hr 20mL/hr | 2.5mL/hr | 3.0mL/hr | 3.5mL/hr | 4.0mL/hr | 4.5mL/hr | 5.0 mL/hr | 5.5mL/hr
0.3 pg/kg/hr 3.0mL/hr | 3.8mL/hr | 4.5mL/hr | 53mL/hr | 6.0mL/hr | 6.8mL/hr | 7.5mL/hr | 8.3mL/hr
0.4 pg/kg/hr 4.0mL/hr | 5.0mL/hr | 6.0mL/hr | 7.0mL/hr | 8.0mL/hr | 9.0mL/hr | 10.0mL/hr | 11.0mL/hr
0.5 pg/kg/hr | 5.0mL/hr | 6.3mL/hr | 7.5mL/hr | 8.8mL/hr | 10.0mL/hr | 11.3mL/hr | 12.5mL/hr | 13.8mL/hr
0.6 ng/kg/hr 6.0mL/hr | 7.5mL/hr | 9.0mL/hr | 10.5mL/hr | 12.0mL/hr | 13.5mL/hr | 15.0mL/hr | 16.5mL/hr
0.7 pg/kg/hr | 7.0mL/hr | 8.8mL/hr | 10.5mL/hr | 12.3mL/hr | 14.0mL/hr | 15.8mL/hr | 17.5mL/hr | 19.3mL/hr

14.2.2 ZEMRBRKAEL Y, 4dug/mLICHmRE, U UNTRIFME TLEETHD Z LRI
TW5. FREIT 48 BRI L, 48 FERILINICHERH L2e - 7235800%, @Y7 Hik CHREIHET
5HZ &

14.2.3 AFEETRGEHREOFHEH 2 LELTL2 00, HEEEOHE TRV Y VUK %%
FAWTEREAT S Z L.

14. 2. 4 4ifn XEifnE & OFCAZALIZ OV THER STV RNk E L7z,

14.3. 1 AFNL, 1EEFADO AL TARFITHHOT, HEUX1EIORE L, BKIIERESTLZ L.

TLETy Y REEEER 200 g/50mL Y22 T 74—

14.2. 1 fF & OFEASZA WELZEL) 2o T, AR EFERm L. ((IV—7 fhHlE D
Bl 28t (B EZ8 k) ) KON TX T —2 Z OO BEERI O 7 LT v 7 AFER 200 ug [ 7 7
A Y —] OREE] OHESM)

14.3.7 R GIIH G HEORB 2 LELTHZ LD, BEEEORESIAIER) v URC T2
WCEHGIEAT D Z L.

4.4 BH#HOFEZEE LT, UToOREZ#EHA EOERICERL, FERETLZ & & L.

BB ORI LR & L, EAZOFBRIIESRE & DITECHICHEET L L.

VIL 22 &M E ok B B4 51E B - 128 -



12. Z0MOTE

() ERERfERIZE D < &R
BEINTHZRWN

(2) FEERERAERIZHE D < 1B
FRIE I LTV

VIL 22 &M E ok B B4 51E B - 129 -



X.

JFERREAERICER 9 STHE

1. FIHER Y

M

2

@)

ESHEIBRSER
( TVI. 3E2hFEBLICBAT 2IHEB | &)

R

Rk 1547 A 1 HLARNICEM S 7= BRCTH D720, EHEHRF 902 5 (K 1346 H 21 H) ITE

DL AEVERERER S L COEER L T 57, —ERERER Y & L CE L.

@ hRE#FER
~ U AW TER - IR - SERIETICESL< EP*E*EW%ND G, 0.006~0. 6mg/kg DEFHRA
BhHTAHALN., PUSSIER R EEFRIERIXRB O b7, Ty MZEBWT, 0.06~
0. 6mg/kg O F RN B G- TR FER 23D %W‘_

@ DMERUVIER2E%R
TV ORI « JEERER~DIEH i~ & 2 A, 0.0003~0. 03mg/kg DR £ 5-4iPH TREREC
1L <, 0.0003mg/kg DL ECILEML T 23, 0.003mg/kg LA ETOd0H%k, M EDIK T8O 5
7.

@ BEEER-TEH
EBAEy MEHEIGZ ATl L& 25, 2x10°%/mL~2x10"g/mL THiERIR DR T & OV BhiEH)
O], 7TV AT X D ULHE & BRI L7

@ HEHBR
FRRNE G- 21TV, ~ 7 AGE M ARERIERE 2 et L7 & 2 A, 0.006mg/kg THEEEHNF], 0. 06mg/kg
KO0, 6mg/kg CTHpifl 2~ L7,

® K-ERELH
RN 52170, T v MNREROREBMREIZOWTHRET L= E 25, 0.006mg/kg LL TR EHMN
S O Na'fa gtk &80, 0. 06mg/kg LA BT CL AP SEHEAN, 0. 6mg/kg T Na', Kkt & DHEINN
NSV a Wil

T DD FEAER

<SZEER>

— R IEBEREBR O —BR & LT L 7.

@ aFI—ILEERE
Rz HNT 7 HEEIRNER 52170, ACTHFEF 2 VT Y — VEARICH T 21EHZE L7z &
=%, 3 KON 10ug/ke/BEC LT — LB DS S T

@ BREIzx3 %R
7B FHRIC 0. 5mg/mL, 25pL SER L7 & 2 A, MR & HIZIRENME T Lz,

@ mEVEA
7 v MCERIRNEES- L, BEEMERIC W TR LT & 25, 1~30ug/kg CHEMRIFA 7B EH 23780
bz,
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—RRRERBRAE R

S DO \mees| g Bt
0006 mekg | o BT RIS BB O, IR T
. Ej%éi%%iﬁéﬁ, H’EEMEE, ck%&bé‘%ﬁgjéﬁﬂ
A 4 <A 0.06 mg/kg | HoOPZE, JRICED TIEHROTHEIL, FERKE
RAER T8 (6 pmp) | FHARA B, RIS OIE
B RGEERED, FIRIEOIKT, BEML, LA
0.6 mgkg | DT, N, JRICED FHEEOH, K
FERR, BRERZEH, 180K
0.006 mg/kg | A MIFIAph o7
. R R (e | HRR 006 gy | FABIKE -
) 0.6 mg/kg
JiE
T ] AR R IE R
i AR A3 <2 0.006 mg/kg AP
,: (?:j‘/\o\/&i‘/l/‘}l‘l\u '7A) (07'6 15”/%) ﬁ%ﬂﬂ'ﬂﬁ] 00066nri’lgg/{<kgg Eﬁﬂﬁﬁﬂﬁ@ﬁﬂhy Hﬁﬁ&ﬂ%‘&ﬁﬁﬁ
) : -
o) P . . 0.006 mg/kg | Writhing @:i\%wi%&%&ﬁ&
' (FiFHE writhing) (6 e | PR L 006 mekg | Writhing DRI
;E oodgémgﬂ(ﬁ% TERIXRRD BT
. mg/kg B eyl
i N (e | HRA 006 mpke
g 0.6 mg/kg
Rl e 0.006 mg/kg | TEFTIE8 IR ST-
B | NUTRTY R S FHARN [ 0.06 mg/kg
(56 Hil/HE)
1E 0.6 mg/kg
H % 0.006 mg/kg | {EHIZZRD O -T2
A FEAEA y i [ 0.06 mg/kg
(6 Bil/EE)
0.6 mg/kg
Sk 0.006 mg/kg | A MIFIAen o7
i, fEAm HARN [ 0.06 mgkg | REIK AR HILT
(56 /) G6 s
0.0003 mg/kg | FPR BT B
[F 15234 % Il
s SR | 0.003 mg/kg
gﬁ I (23 1) 0.03 me/ke
p 0.0003 mg/kg | MJFIR T
;’;;ﬁ TEERERE v srpy |_0-003 mg/ke ME, O, ik T
% (FRERT) (23 ) 0.03 me/kg M, O, R AR T (B G- E %I 1
) £t BAD)
o 2X10%g/mL | FHESROET, B BhEEh I
S A B Bl ) %(}I(;E{/;J\/EEE invitro | 2X107g/mL
H 2 X 106g/mL
e 2X10%g/mL | 7B F A=V AL AU L ]
ﬁ iU AEH %glo;ifﬁllj\/lgg% in vitro 2X107g/mL
/‘; 2X105g/mL
i B 2X10%g/mL | TERIFZRSBI2D o7
b PIEAZIEH %ézﬂﬁf@;%ﬁ invitro | 2X107g/mL
s 2X10%g/mL
7] } 2X10%g/mL [ ERIIEEED DR -T
iU AMER %gg;ifﬁllj\/lgﬁg% in vitro 2X107g/mL
2 X 10g/mL
1 0.006 mg/kg | AL ROBEE/LAK T
P THLE s RE \ il 0.06 mg/kg | IRARHIEZFEDIR
L[; HfE R s (@Z%ﬂz/ﬁi) RIS RARRERORT
EA 0.6 mg/kg
K 0.006 mo/k PREHEN, Natfadet S0
. . mg/kg
& >, TRRCHIN, Na', C1 A DRI REH
B REROREWE e | WA | 00emeng | -
H
£ PREEVEDN, Na®, K, Cl- RSN
24t 0.6 mg/kg
IX FEERARRERIZEA 2 5H H -131 -




g TR || R B
BT 3,10 ACTH RN T — IV EEA DO
VT — VA AX (FFEEI|  pgke/fF
R (N R4~5 Bl/EE) | =Ko~ 7 A
HIEY) Fifsee 5-
. FIRICHRARU 7B, MIIREBIC AR T
A 0.5 mg/mL ’
;C) IR TR (" 2 8 Hil/EE) IR 25uL
fi S F B AP 72 B E I S 2 DAL Tz AR A
(9 4~6 fl/EE) BRI | 1~30pgkg | TRSUACHIEERIZEROD ST,
A " coocs |ENEBUBEEREY GDEXT B
(36 BI/EE) RN 10~300pgke ;}-DEX-Z I, B IEERD B RD -

2 BitE®™

(1) BEEx5EM4HRAR
T I AAT § IV OHREFFARNE G RBRICS T 2EIEO B EE, v AKRDT v b T bng/kg, A
XC2mg/kg THoTZ. WTNOBWFEIZIHS T HEEIEREIL Img/kg ThHoTz. T AAT FI VY
BHHIZH LD ERERIE, 8, IR TE, VYEBETholz.

BRI H BYTEE EiRgeR i 5 & (mg/kg) FRBRAL R (mg/kg)
# = J 5
~UA FHIRPY 0.1, 1, 5, 10, 20 R D £ FE B 2 .10
HEEE R | ok iRy 0.1, 1, 5, 10, 20 W O E e B O; 2
1% B 05, 1,2 At v 2
2 :>2

(2) REHRGHMHRR
D Sy bk, 4XBIT5 28 BRIBIRARERS SRR

7w MTEIT S 28 HHFEIRNZ G558k (10~160ug/kg/H) 123\ TIX, (REHGMENHE], $EF, 7
E, IRBRZEH, ABORE, fAREK, JREE WIREERT, Hi~o~ePT VBRI BT 7 —
B, BIBEREOIERNA LI, ARBRICK T 2 5B 10pg/ke/ B AR & B 2 bz,

A XIZBIT 5 28 IR GRER (10~250pg/kg/ B) 1ZBWTIE, $HE, SELEE, lE,
Mg, BHA, LB, FRREURT, ABEKSIEE® LI, MRRE IR L TR h—
ARIH BT, KRBT 5 &L 10pug/keg/ H EE X2 BT,

. BEGRRE e
PR TH = AR
ARIE B B Fd - B 52 (ng/kg/H) ARBRAE A (ug/kg/B)
—. FRM M ' :<10
. vk 28 A 10, 40, 160 T B 9 .<10
i H R U S :<10
AX 28 A 10, 50, 250 plL ey 2 <10

IX . IR ARABRIC B 92T A -132-



@ #HEAXIH TS 14 BEHRARER S SR
YA XIZH T 2 14 HEFAIRN #5308 (15~50ug/kg/ H) IZFB W T, EEFFEO—CIREEDZE L,
IR T R ORIRZDME I & (15pg/ke/ H) 1 BRRD BTN, T LIFEBERIER TS b0 L
FZADI, WIS A X2 W RAER GRS — BB TS S TW AT
bV, DNEBYWRA OFTRITERO Do T,

. A A o
SRR IE e i 7
SABHIE H By o P (ug/kg/H) EAFTR
p YrEAX 15g/kg/B VL E:
’i‘ﬁﬁg @ 5 7 ) ﬁﬂgg 15, 25, 50 EBIMEDIE T, L2 4F, B,
" (7 @3 fil/RE) 5 R, B8, (RIEIE T R OVRIR

() EfnEHRER
FAITF T AL ORI E % W Ames 3R, ~ 7 AU N E 2 H O 72851220828 BalliR,
W FLIE RS A MG 2 W 7o e R B SR CE TR CTh o 72, v 7 A/NEERBR T, Bk o
B ETH D dmg/kg OFIRNFEEGIZL Y, NMRI 2~ 7 R CIEREAL T RFA & HETE S 72 R ek
TERKBEAR T & /ME BRSO Hiviz s (FEGLP 3BR) , CD-1 R~ U A& W /- GLP 3k TlX
TV AAT NIV bmg/kg BRI G2 X 5 EEFMHIL, BiE2IRIET 5 LWL LT T
oz,

@) DB
MR L

(5) HEIEFEFMHERER

® T v MERATR CIEIRMAAR TIZ5ER (Segl)
MERER BN I\ I, EFEREICBEFTRIIREO b v o7-. —F, 18ug/kg/ H LA ETIXMEIE,
HAROKRER TR L N, HEAEREICH T 2 Batt 81T 54ue/ke/ B, FA T2 MR
&l bpg/kg/ A EE X bz,

@ Y MIBITHBMERERRPR TIESHER (Segll)
i EUIBH ORESR, 200ug/kg/ H CHRUIBINIMEE OGN, 7R RE OB, R RAE, hEEEOW
B, BRREAEBIES RS b, ATERAFEEMERIT 20pg /kg/H EB 2 LT,

@ VYFICHITHHEREMRIFHIRNE TREHER (Segl)
e RO 96pg/kg/ H £C, IIMEMIC L 5 HH-CME S O —BoRBEOELLISMNT, T2 A AT K
IVUEE LT D LB DD AR AEEEENEITRED Do To. AR A RN
MEEPE T 96pg/ke/ H & E 2 BTz,

@ Sy FEAEHRVZIHAETHREHER (Segll)
8ug/ke/ A LA L THAEIROIRET, 7K OBERLE ORERINIMSINZE0 bz, ARBRICH T
DA A MR EIE R 2ug/ke/ H E B X BT,
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o B GRRE B ARBRAE R
AR W 1 .47 (ugke/ F) (ugke/F)
Ay
o ZZELAT 10 - BlE)— N6
Seg 1 Tk REHARIH (2 33 ) 6, 18, 54 U, BlENATHER 54
@ ALl 2 JE A~ wttf: 6
=M 21 R
o TR — i FE 2
ZE5H Zvh O R 615 H 2,20,200 | fEEVEE RHAZESHRE : 20
AR Segll ' YR 20
) R FHA— T <6
AT O JHHE 618 H 6, 24, 96 ML RHAAGRRE 96
' K96
A FEA— il 8
SegIll Tk R AR 16 H~ 2,8, 32 TR B RHAESHRE 2
EH25 B A2
(6) FRTRIZEEER
7 v b O TR G O RITEMAERRBR K O ERE AR L D, 727 ZAATF § I VU3 RE DR

T2/ T AR INT-.
WD b oT-.

(D ZothorikEt
@ t&EH

B RRTFIEEAER

7 v MZ

B D H WA R K O T 0 7 i

—J, TIVAAT NI VUATIEMEE D LB O DRI

BT D0 b FIBHIEGAMHIEER (KA

PR L0, 727 AAT P IVACEBEDOHIMMEAFF ML AT D Z LRSI,

IR E SRR -
v Rayige

B HEIRINERH R GRERE D, 77 ARXT h IV UITIEH SR E R R A A

b, FEtMEKEYEZ A 5 TR RIZ S T,
- BEERER R
AR IE : & AR
AR H BT (4 B ) BehR AR R
- IR 8, 16 ‘
1k Zvh (721, 168 ) Lkl L REAT DY
, feAFE BEF 8,16 e ,
A7 P (bl welke B ERAERFIEDD
it R 0.0625, 0.25, 1 "
et | (o) gk EARDY

VIl—6 #FEDE sz AT 2 BHICET HIER9. 1.5 DHEM

IX. IR R
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-134 -




@ fmEH
ENEY MIBT DRSS LET 7 4 7% 2 —BR LAY LV —BR T, HURMIZRME

ThoT-.
- PG - g
RRBRIE H B fd (1) #5-& (mg) AR L
2T (6 [8]) 1.0 Rexft:
PURME E/LEVR
FZN (10 [a]) 50 Rexft:

@ EMAoREHRSSEMH
ARXIZVARAT FI VY (LK) % 28 HEIREFAIRNEE S L7ofER, DERIFTR T PR MRO DT
MIRFER: & D3, IR DIR T3 BT LIS, KRl 3 & ZRIiFEi o bz o 7. T
400ug/kg/ H ThH-7-.

@ MEHEN

MMFET v MCT 7 AAT IV 2R FEREL, 74 U REI2L 053 S DA & e
DEALINRED B D EH L7z,

FORER, T AXT bV OHEKRGFENRERKFEHERIRD . WTIhoT 7 XA
T RIVUEBIZBW TS, FEBROSEMERENI R RS TH Y, MREMEOBEINIT A

o7, RV T, AERINCHE O 2RSS IME R 23580 b= 23, %t

R L OMICEBEITTR D N o 7.

IRV NCT 7 AAT FI VU EFIRNE LS L, 7¥ I 0BG HLND X9 2B RIS

DRSS L N7 AN N — 2 AFFEFR ORI DUV TR L 72,

ZFOFRER, BRIIIEFICBNTTF 7 AATF NI DU DIRBRERINT-—F T, TZAAF IV

VG L DRI E R O R h— U ARBUI A SN WIS TH D, BEALERE & iR LT
BEITRODON RN,

ERIE H EfEE BHRRE b5 PR
YTk B TIAAT IRV TIAAT VU EERIZBWNT, A
R (7 B#D) (L5 B 3,10,30pg/kg/[] BARAFHZRIE A SR E R 35850
(N REE - + 6 12 5) T DIV, ARREEOHEEAN I A DI
6~14 Bil/if) ! 20 mg/kg/IA] Motz
TIAAT NV
R H=TAY I ) 0 (REALIE) e N -
palm (HEHE 120 FRRPA @ 3ug/kg + 3ug/kg/h, T7/'<7‘Tl\:‘//if§'£5-ﬁ$@ﬂuiuﬂwh
ware | +7 ) (10 HEPEARL 54, | 30ug/kg +30ugkg /h | B DEALIZASIVR DRI T
) 12 WfiERrRE ) | ray o7,
20 mg/kg +
20~50mg/kg/h

a) THIDEANBGORFHANEE
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X. BHMERICEHT SHE

1. REX5
W H LT v AR 200u gl 7y AW —], BT v 7 AEEIR 200 1 g/50nL U Y

(77 A ¥—]
BE, BEMEES EE-EEES V), RFEEES EE-EMEOLGZEIZL VA
HT+5Z&)

ARGy - 77 AAT MV UMERRE wEK, EEMEESRG GEE-BEESH )

2. BZHEAR
TLeTy I REEER200ug TT74H—]
AEhIAM - 3 4F
TLET v RET®E200ug/50mL Y oS TT7A4H—)
B - 3 4

4. BURWEDZEE
TLET I REE®R200ug TD74H—)
BE I TV

TLET v REEHK 200 g/50mL ) o2 D74 H—]
20. FIRLVEDEE
20.1 TURK—ELHE I REE CRE L2 L.
202 UL FOEAITIIEHA LN L.
T YA —EEENHAEL COD5A
SN TUNBIRENIFIL TS A
MERZE DM IERIZILRDFRD N E
SV VITHEHRE D BAR DO NG S
Xy T PRI TODT S
VI—11 @M EoiEE] OEBR

BERTHEUCELLIMYBEZABLEDOBEN (TLETYIR A/ N/ RTRY) X

g - MBI L2 EXICEET D 2 L.

TVt Ty 7 AFER 200 ng/500L Y Y [T 7 A Y—) LEMIEBRAZUEHAIOA S SR 1%
YV 0.3%v Y 0.6% )Y, RTRIEN 1% I Y - 0.3% ) Y- 0.6% v U,
L7 4V R U DT 0 - I T 7 ) A X — DS - Al - B O - SMEELL R X
I, B -y NEEIDHE STV,

ERICEELTIE, SV VIR OT Y A X —aEREHORMA Z R T L L.

https://www. pmda. go. jp/files/000228133. pdf

https://www. pfizermedicalinformation. jp/ja—jp/system/files/attachments/pcd06info. pdf?pmidf
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5. BERITEM
BEMERLTA R 2L
<FHVoLEBY 2L
ZOMDBEWTEM : 72 L

6. Fl—fs - FAE
Ry : 77 AAT F IV UERE
M Zh 3 7aR 74— 0%T 4 7V ACOE, 1% T 4 7V AL E-%y b, o RT77—<)
IEY T ARV LOESFHK 10mg, AUFEE)

1. ERREERH
1999 4 12 A 17 B CkE)

8. WERFTHRAFABRUVARES. EMALNHFAR. RETHEFAR

i ;@Jﬁ’?f“‘” R ﬁ%{ﬂiﬁi@ ;@E R B
T T v AFRERR
200 u gl 77 A —]
(FvEeT v I AFE 2016412 A 7 H
200 4 gl RAE— 2004 4E1 A 29 H | 21600AMY00007 0006 43 71 1 F1) 20064E3 A 1 H
AR SEE RS
T:2017 49 HRH)
T T v ARRERR
200 12 g/50mL U | 2018 4E3 H 23 H | 23000AMX00469 | 2018 45 1 30 H | 2018 4E6 /] 14 H
[T 7 A —]

() IXIREREA

9. BEEXIEHHREM, FAERVAZEZEFENFOFEABRUVZOAR
TLeTyv o REETH200ug T774H—]
(1) #hEEXIEEHEEM
PEERIIHRDER
O HEHREICRBIT D AN T R OB o858 (2010 458 H 20 H)
@ JRPTREE T3 2 IEE T O R L OWLERFO SR (2013 46 H 14 H)
(2) AZERUVHAELEFENE
RZERUAENDER
O E£HIBEIZE T 5 AN TR & OB #% O 88EE: (2010 4= 8 A 20 H)
24 BE & COMEAHIBRZ EER L, ARG 21Thb &5 HEEZBIN L (C)EHIBR, ()
EISEVIHR
W, AN, 727 AAT I V% 6ug/ke/IRFOEGHE T 10 S RIFHIRN ~FgiE A L (9]
HAamEE), HOTEEOREBICADLE T, EEEFHFLANELNLEE, MRFEE LT 0.2~
0.7 u g/keg/REDHFPHTRIGEAT D (MEFFE ). 7eds, AKOKG L 24 B2 B2 2 L. F
7o, HERFE G BBMAT A L TE D, ks, BEOREICEDOE T, 58 2 EEET 5
Z L.
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@ RFTREE T2 5 IEFE TOFM L OWLERF O (20134 6 A 14 H)
JRFTRREE T2 31T 2 FEHRE T O Rtk OVLE IRF O $8EF: O 2hRe XUF By, AEX T &%
BinL7=.

W, AT, T AATF KNIV U 6ug/ke/FEOPEIHE T 10 4 BIEIRN ~FigtiE A L (1]
HAmEsE), W TREOREIZADLE T, EMEFL VBRSO EE, HREE LT 0.2~
0.7 g/kg/FEOFPH THRIBHEAT D (HEFFRG) . 7ok, BEOIRREICEDE T, W5 HEZHEE
T 5 Z &

@ FEHIBEEIZE T 5 N TR K Ot O 8EFF (2018 4= 11 H 29 H)
INROREROHEZ BN L.
WE, 6 L EO/NRIZIE, T 7 AAT I V0% 0.2 u g/kg/ RO 533 E TEHIRN ~FieiEA L,
BEOIRREIZE DT, BEMEEF L ARG LI DHEE, 0. 2~1. 0 1 g/kg/FFOFFH CRIBHEAT 5.
W, EIEEN (FEREE+ HARER) 45 8L L 6 mARMO/NICIE, TI/AAT NIV V%
0.2 1 g/kg/MEDF 5 3EFE THRN ~FRHEA L, BEOREBICADE T, BlEEH L~ An3 G515
Kk, 0.2~1.4 u g/ke/FFOFIPH CRHGEIEAT 5.

10. BEERE BIMI#ERAREABRUZORE
TLEeTyv I REEER200ug TT74H—]
(1) EFARIZEITAANIMERG R UG HZOER
PR REMEAR 201443 A 24 H
[BEFVEE U RF 235 RARIERFH) OVWTIUCHLEEY LAV EOREE/BRZ257.
(2) BFAREBTICEITSFEE TCOFMRVNERDES
PR REmMEA B - 201846 A 28 H
RS, EREINSOME, AR OVZERMEOMMRSE BT 28 4 5F 23 5 (K
BRER) OWTHICHZY LAV & OFEEREEZET-.

2

=110

11. BEEHM
TLETY I REEER200ug TT74H—)
(1) EFAREICE TS AIERP R OB %DER
N 84E 1 2004 4F 1 H 29 H~20124F 1 H 28 H (FFREKT)
/N 44 201845 11 H 29 H~2022 /£ 11 A 28 H
(2) BEHEBRTIZE T SFEEFEE TOFMRUVLERDERH
A4 201346 H 14 H~20174£6 H 13 H (FFHAEKT)

12. HREZEHRMFIRICEIT 51FR
TLEeTy I REER200ug TT74H—]
AFNL, FEHIRR R OB RINE ONC IR YE 2 S & A S K E O 8D 5 R FIE% (BA A
ERE 107 5 CERK 18 423 H 6 HAY)) O—#A il L2 Wk 20 FREAE 5784 &R Es 97 5 (CFpk 20
T3 H 19 HED)) 12k D TR ERDRIT G TV D ESRM ] IZIXEEY L.
TLETyv o REEER 200 g/50mL 1) 22 TT 74 H—)
AFNL, FEEIR R OSBRI QNSRRI YE 2 S X A S R E O 8D 5 R FHEY% (A A
EREE 107 5 (CFEpk 18 423 H 6 HAY)) O—fAIE L7z pk 20 FE A7 8A SR 97 5 (ERL 20
F3 A 19 HAD)) 10k B TEREEHARIC EIRAFRIT SN TV AESES ] (ZIFEEY Lgu.
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13. &0 —F

JE A 5 B A . S
, X &R EH L= —R . L7 NER AL
i oned Sl qesE S R HOTO#D &S | . = .
SNRT (YT =—F) 22T Affa—R
TV T v AR
. 117113602 621711302
200 4 877 A F—) 1129400A1054 1129400A1054
T T 7 AR
200 ;2 g/50mL VP77 1129400G 1022 1129400G 1022 126309101 622630901

AV —]

14, RERIGH LOEE

TLET I REE®R200ug IO 74—

FE L

TLeTy I REgER200ue/50mL 1) 2D T 7 44—

AZ LR

X.

ERRFHIZEE I DH A
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XI. Xk

1. SIFA3H
1) #ENEE b b o ZRER SRR [L20160105182]
2) f(ENEE: Ty Fal KR a2 SREES R [1L20160105183]

3) A {h—IED> : Anesthesia 21 Century. 2001 ;3 (1-9) : 490

4) Kamibayashi T, et al. : Anesthesiology. 2000 ;93 (), 1345-1349 (PMID : 11046225)
5) Bloor BC, : Anaesthetic Pharmacology Review. 1993 ;1 (3) : 221

6) Hall JE, et al. : Anesth Analg. 2000 ; 90 (3) : 699-705 (PMID : 10702460)
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XI. sE£E&H

1. ELSHETORTRR
FUAAT KNI VUL, 2020 4E 3 ABIE, R 46 » ETHEPRRICEIT HEHEKE L TRREREG L
THEY, 33 » EIZRWCTRFTHE: T2 2 IFHE TOFIT - WERFOEFHFIEE U OKRZ G LT
5. ERERBUSEE FTRIORT.

E4 oz IS EESIIES FRGRIAFE A 1
HFH Precedex® %ﬁgﬁﬁ%ggﬁi 2009412 A 9 H
TN Precedex® iﬁfﬁﬁ%@iﬁ 2006 4F 11 A 27 H

oo | procetex® | EPIBHKUBER 20006 5 A0

(2o, 27 Z2AF b0 ORBEGRI]
77 x—h (2000 25 H), "RxA=Z (2000 27 H), FVU (2000 411 H), 777 HaREHEH
(2001 =6 H), BH#—/ (2001 =6 A), ¥ U7 (2001 9 H), F# (2002 4£7 H), o
77 E7T (2002411 A), b= (2002 4511 H), M7 7 U Z3FIE (2002 412 A), &5 (2004
F6 H), aFr (2004 9 A), =AZ VYA (2006 &1 A), =/LY LN R0 (2006 2 A),
F~=—2 (2005 42 H), 7B F > (2005 4E5 H), V7T~ ZHFE (2006 5 H), UL
774 (2005 4E 6 H), w2 T A (2005 4E 11 A), =H 7277 (2006 4£ 1 H), 4~ Kxr¥
7 (2006 43 H), ZA (2006 4£3 H), =77 K/ (2007 £7 H), ~NFFL (2007 4£9 H),
NF (2008 24 H), FI=nILFE (2016 44 H), L 3/ (2009 45 H), #E (2010 4
6 H), ~Lb— (2011 4£12 A), I E7 (2012 4£3 H), Eu v = (20124F 12 H), RN—L—r
(2006 =1 A), =<7k (2015 48 H)
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2. BHZRIT DERRIIRIER

(1) WEmIZBE9 SiEoMER
B AMEAMEHR (F—A NF U 7 0%H)
KFNZEBIT 5 9.5 I, 9.6 FILFOEOTHIZILLTO LB THY, A—A T VT OHEL TR
725,

9. FEDERZHAITHEBICHAT HIER

9.5 1T
B EORRMENGERMEZ B D L SN2 58I oAKET 52 & Bk (7> ) 128
WT, EFREEOBA, BBEBITHE, FELRERTICED LB ONIBEREEOE T ROE
LIRERRO SN TWVWAD. B MIBWTRBEBITHENRRO LN TV 5.

ARHN P 5-1% 24 BRI AL 2R S22 &L 8RR (7 v ) KOt MTBWT, B ITEn
WHLILTVND.
Sar!

A —=ANTVT DI
(An Australian categorisation of risk of drug use in B1(2021 4 H)
pregnancy)

<BE HyFHOBE>
A=A FZ U7 D%5%E (An Australian categorisation of risk of drug use in pregnancy)
Bl : 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. Studies in animals

have not shown evidence of an increased occurrence of fetal damage.
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(2) MRICEEY 5imsMEsR
AINCHBT 2 9.7 PRFEOHOTEITUTO LY THh Y, KEDOWHMHLELITHRL D,

9. RENEREZEHIHBEICHTHIR

9.7 MNREF
(EHBRICE T 5 ATERHPEUBR%OER)

9. 7.1 (RHAERERL OB AR LR L LA R VLM A 4EIE & U BRERBRI 332 L Tz
Uy,

9.7.2 /NR~DFEIZER L TE, NEOEPIRRICERLLEMAEHNT 52 L. /DMRTIIRALY
HARME, RIK, PRSI, mEeE, ELD, BERORBAOFFEEZPEHEICRD N, (11
Z M
(BFHFETIZE TS IEFE TOFHRPNERDIER)

9.7.3 18 AN DBE /G & LA O LM 2 618 & UTCBRRERBRIT I L T,

it R

Pediatric Use
Safety and efficacy have not been established for Procedural or ICU Sedation in
pediatric patients. One assessor-blinded trial in pediatric patients and two open label
KEDOWRSCE | studies in neonates were conducted to assess efficacy for ICU sedation. These studies
(2021 45 H) did not meet their primary efficacy endpoints and the safety data submitted were
insufficient to fully characterize the safety profile of Precedex for this patient
population. The use of Precedex for procedural sedation in pediatric patients has not
been evaluated.
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XI. {§&

1. RF - REIERICE L CERRHIZITS HT- > TOSERER

(1) B

RHERR L

2) B - WEERURERS T 2 — T BBl
DR L

2. ZOhoEEEE R
TLEeTy I REEER200ug T 74— OBREEEEL

BBk
a. i BRIA B

RBR Tk

b. FABRIEH

BTk

c. iBRIE H

d. ABRIE H

ML, T AAT NIV UHERRE SR O v — 27 OF M (HPLC) *

AFH ImL ICEFERA ImL** 2R E A bE. 2, AHREK TT 7 AAT RI D

2ug/mL & L7t O ImL IZAFERA] ImL 200 2 B Gt 7e.

AL, WTHBIRGER, 30747, 6057, 2 fH, 4 K& O 24 BRI 7Y v 7 %

1To7=. DO —7 OFEIL, 24 BERBICY 7V v 7 &4T- 7.

¥ AFXY A =0 AHEY), 7 e USRI E N X T ML HPLC HTIc R
WA Thotolz, KREHM

wok T4 H— L~ U U AF25mg/mL, X7 v =7 ARLYIX0.1mg/mL, 7 ==L 7
U AT 10mg/mL, 7 b & B RREAYE K FIIE 0.4ng/mL D

CAMEL, pH, EE, ARk

B, pH R OVEBIE, A 2mL (& FEERTE £ 00 2 EREIC S0mL & L7= (n=1).
ARVEMERORL 713, 580K 2 59 50mL (2 ARH] 2mL % 00 2 APk 738 H o EHAR & L
7= (n=1).

WY, RAEZLO 24 RRRICY T TR TR o T

(4B, pH, B
RER I

AF 2mL |2 TR Z2 0 2 TEMELZ 50ml & L7= (n=1).

FRTEONZEED Y S 1oL 207 AL T L, SMHEROY T é L
(n=1).

RO OY TNV ARRICTHEL, BLAER, 24 KO 48 FEFRICY 7V v 72177 -

7=

DAMEL pH, B, ORITR
BTk

AH Snl (ZAFA KAz, EMIC 200mL & L, 25 {7 RE Lz (FLiF v 7 A%
K .

FLeF v 7 2FREE (%70 R +—N1E =AY ZLUTIORTLEIICESL,
AHEHAK & L.

BEHATR & b, IRAEHZ KL 24 BRI 7 ) o P a7 o7,

il T T I AR 1% 7 BT +—/b
(T T VI AFRIE N %7 AR 7 +—)V)
25:75 25mL 75mL
50:50 50mL 50mL
75:25 75mL 25mL
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e. iBRIAE :
RER A

fRBRIER

ABR T -

)

AHN 2 0. 9%w/v Hifb T R U U AR T 4 g/mL ISR L7,

J1fii%, Esmeron : 10mL »3+4 77 /LH1 100mg, Dopamine : 3200 u g/mL, Dobutamine : 20mL /X
A 7L 250mg, Levophed : 20mL /3o 7 /LH 20mg TH BH.

WK OJEEL, [Handbook on Injectable Drugs, 10th Edition] (Lawrence A. Trissel
2 American Society of Health-System Pharmacists, Inc., (©1998) Z#&#&(Z 1L C,
BRRBIS C— I SN D RBEIC K SERE L.

S8, pH, G
AFH 2ml Z B OEFAHE CHIN L 2O b ARRA 1 KEZRA L, BICAPRAHTITEZ N

ZIEfEIZ 50mL & L7z (n=1). 723, WMRSEEEAICEI L TIX, o LomEaEn el
1R % N 2 Vi o Wt tt, AFIEIRA L

FRTHEONLEHED S S 100l 20T AL T MK L, SMBIRIEROY 7 vl Liz

(n=1).

B OV TN EERICTHE L, BBEHEE, 24 K48 FEfiZIC 7 v T &iTe o7z,

g. WUBRIHA -

BRI ik

h. FABRIEA -
BTk

i iRBRIEH -
AR ITIE

I

ARA| ImL 1IZH/HH ImL (B b RAREEYE KT Img/ml XX 7 =% =)V 7 = Rt
50 g/ml) HIBEEDLES. Zhx b o —ERVIRLT-.

RAER, 304y, 604y, 2BFRIR N4 BERIZICY 7Y v 7 &2iTo7-.

SMEL, pH, ER, AEERLT

B HUA 1 AR K OARRK 2L 2 IEREICE Y, APRAE/K CTIEMIZ 50mL & L7 (n=1).
BBUHN 1A, ASH] 2mL B O 40nL OAEBRAHIK 2N 2, AU O 0B
L7z (n=1).

W, RAER LD 24 FERICY 7 ) v 7 w700,

SMEL, pH, &, REPERI T

AN 1.5 A (150mg D7 &I R) LOKRA 2ml 2 ERECE Y, ABREHE/K CEMIZ 50mL
L7z (n=1).

FUHF 1.5 A (150mg D7 & I R), AH 2nl KUK 40nl OAEF KAz, REETER
W OB & LTz (n=1).

WY, IRAEZKR 24 BRI ) 7B TR o7,

XL, %
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JRBRIEE ;4B
BRI © AAZ 0.9%w/v LT b U D AT dpg/mL (ISR LTS (Lt T v 7 ARl . 7
LET v 7 AFRE SmL & FRF SmL (7 AFK7 U 2> B 0.6mg/mL XIEY T E /L
SmEg/mL) ZiREHHETL.

60 43 K N 4 BERAZ I Y v T R T T

i
2R ERTT | A& ABRIE H Bl 5 B4 24 W 48 W[
%

Wi
N % Fresenius a | M8 LN |9 7L -

Syt —s - L -
20% v =h—/L Fresenius a | M8 AL A7l -

S or—r - HEL -
0.9%H - F R 2 Fresenius a | M8 AL Al -
(AR N OE—2 - HEL -
TR FERSHR RIFEUZE b | 48 ZkielL 2440 -
(KIZHEIR 5%) pH (pH4.55) 445 448

& - 100.4% -

RIBMERLA AN AN -
HLERY Vil RIFHE b | S8 EliaL EiiaL -
(G277 v71E) pH (pH6.38) 6.29 6.46

s - 101.0% -

RYEPERL T B BN -
TR BEINFLEEY 7 R RIF K b | 4ME BAbial il -
(F27 7 D @iR) pH (pH4.97) 4.95 491

s - 100.9% -

RYEPERLT HAEN HAEN -
~ V= ZMELEEY 7 AR RIFEUZE b | 48 2440 2440 -
(WZ=—)L R k) pH (pH4.89) 491 4.88

& - 100.4% -

RIBMERL AN AN -
TRUBEINT 2T — ViR BN b | M8l ZeielL ZbielL -
(7t—> D Hiik) pH (pH5.35) 5.39 5.38

i - 102.2% -

RYEPERLT HEN HAEN -
7T — R BFN b | S8 EA7aL Ei7aL -
(7t—> F i) pH (pH6.58) 6.64 6.75

& - 98.9% -

RYETERL T B BN -
BRARHR TAUA b | 4ME BibialL L -
(VVH—T1 BHiK) T pH (pH5.12) 5.14 5.12

s - 100.4% -

YRR ida) Lida) -
IR ARIFE R TAUA b | SME Bibial il -
(V% —T2 BHiiR) Tr—~ pH (pH4.86) 4.88 4.86

i - 100.3% -

RYEPERLT HEN HAEN -
HEFFIR TAUA b | S8 EA7aL Ei7aL -
(VUZ—T3 SHiR) Tr—= pH (pH5.09) 5.12 5.10

& - 100.3% -

RYEPERL T B BN -
B B - T BRI P NZULE S b | S8 HEAOKRE | ADRE -
(72 /7V—NiR) pH 6.64 6.52

s - 100.30% -

YRR Lida) Sida) -
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SR ROEARIEG | & RBRTE B Bl A B 24 W[ 48 W[
%
E XL Byl EARE T BRI NS c | 48l VB VB VB
(B =7V —Ni@iR (1000mL £¥)) pH 6.72 6.75 6.70
s - 100.0% 100.1%
& e ) — g KL c | 48l R V] WA WA
W BB - TR A E AR pH 5.41 5.45 5.41
(A 2 Bk (1000mL 4%)) e _ 100.2% 100.1%
e — g A TIVE c | 48l WO | REEAEN |
WEEHI HE T BRI pH 531 531 527
(FNHVv7 2 FHk(1003mL)) SE R 100.1% 100.0%
BRI SR A
F AR H =L F NI L May&Baker | a | #ME# AL EibdelL -
(Intraval) SR DY —2 - L -
TR T F—)b AT HEE d | s Akl AL -
(1% 7R 75— =LA ]) pH 6.92 6.87 -
REHER VT v/ 27K 1% & 97.9% 99.6% -
7R T 4 /1) 25175 R F1% 0.422um 0.378um -
FaRT F—b d | 481 EA7aL el -
%7 aR T — V=LA ]) pH 6.76 6.70 -
BEHR (VBT v/ AFRK 1% LB 98.4% 99.8% .
7 a7 4 /1) 50:50 B 0.425um 0.377um -
T aRT 4 —u d | 481 |23 BibiaL -
(1% 7 aR 7 4 —NAE= LA ) pH 6.51 6.73 -
REHER (T 2T v IV AHIRIE 1% G 100.0% 98.3% -
TRRT V) 75:25 e 0.417um 0.381um -
g5 al
/=N ~Y (57 Organon a | M8l EAb7eL EAb7eL -
(Norcuron) Teknika SO —2 - L -
=A==ty NN (] Organon e
(Esmeron) Tel%nika s 2L 2L )
xﬂe*fﬁwvbiﬁ EaKFne) Glaxo | Bl B AL )
(Anectine) Wellcome
SEERA
pdde Roche * | Elal | L :
(Hypnovel)
Uil
TFVINT R RIFRSE £ | S8l IREVE IRAIE IREIE
(LB 0.3mg) pH 5.01 521 4.99
s - 100.0% 100.0%
E/VERBRESE KT - g | 4 AL 2L -
P bl ) - g | Sl bl AL -
U R A
EhA A AEFHE AARN—Z4 | f | M8 BRI BN pigERE|
(b2—<V> R¥E) yy— pH 6.56 6.61 6.56
s - 99.9% 100.0%
BelMiE DA ETRIER
—ag U NE HrAL SR £ | S8l IREVE IRAE IRAE
(7' <—NE 12mg) pH 6.52 6.40 6.20
R - 100.1% 100.1%
B o R SR P A
TS AT A2 — R A U ER INEPEE £ | S8l B AV B
(HHF =74 —U 4 100) pH 6.18 5.24 483
i - 100.0% 100.1%
XL {5 -148 -




)
£ F #E T | A ABRIEE [LAERNIER 24 WER % 48 W%
%
IFHER=T 2% — B EA
HEH ARy M RIT LK | /NP, £ | M8l £, 7B 8 7 0 7
¥ pH 7.40 7.41 7.35
(FEHH=Z 2R -/ 100) & - 97.9% 96.2%
A7 AR R
EH A7 7V ND 2K F) TATZA| £ | 4 R (Z =G (Z =G
(E77 AV o S 1) B S pH 5.42 5.85 5.97
o - 98.4% 97.5%
M VERTESEA
T x=L 7)o R Knoll a | Bl AL EibielL -
(Phenylephrine) SO —2 - L -
7 ha e AR KT Hillcross a | M8 Bk AL -
o Abbott o BlaL | ElRL :
opamine)
e Abbot ° | s Blal | L :
Dobutamine)
(/1/77]\ |V Abbott e g SEAbAL SEAbAL i
Levophed)
IfL R BHLLE A
AU N BESHE = AU A| f |48 Bl =R BN BN
(~RY PRI RFELT AL | 77—~ pH 6.22 6.37 6.23
10mLIAY ) B - 100.0% 100.0%
Ca fEHAl
=AY TATZA| h | 4ME HHAOKRIE | ERADIRIE
(LU EHHR 10mg) PE S pH 425 4.14
s - 100.85% -
RERPERL T ikida) ikida) -
)
£ F #EN T | A ABRTEH [LAERNIER 24 WER % 48 W%
%
SRR B SRR AE KA
Fr v u— VIR INBFEE £ | oM o 7 SR pLSERE]
/7 7 b siiffRFEA 50mg) pH 5.99 6.09 6.09
i - 100.1% 100.6%
FIRBEEEA
PARS NN BT+ i | M HAOKK | EADRE -
(T3 w7 AVE 100mg) pH 8.94 8.84
o - 99.98% -
NIRRT RN BN -
o BIENEME T R AR R 7 F R HLA
TISRYF R Bk h | 418 MEORE | BEAOWRE -
(N7 1000) pH 5.14 5.08
i - 101.37% -
RYEPERLT JAE JAE -
EE A LAl
o Phamacia | 2| 4y Bl | ElAL :
ntralipid)
PIEEA
TALFETIV B | Apothecon | j | 41l | - [ As LY | -
PURZA
ST EAL [ Abbott FER | - [ b L7 | ]

E) 4 Rtz ok A

*  FEAIA R OIS IE e TR G AL E iR DL D ThH D
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TLeTy I REER200ug/50mL 2 ) o2 [T 7 44—
(#1EAHE]
(EBEBDETH)

[ TLI74I R )oY

ARIE  RFEGES

A
I
oW H—

vy EE ONE 2y BT
()

RFZFoICIREAL, BFEEANRICBCRES TR, WFZRERYICEL, Lo EERTH52E(H
FUEWSIEALIL, ENLUERFEEESERNIL). [(RFOEENEUTHRIMGS, “Y174+=07 (B
ABETICEDREIN) "R ER"DEIDBEENLHD. Tz, HRATIMEALY, HRT v ER TR
A ROEICIEENHDE, T7—EA, BENAOVID DRV TOREERNRBLEVEZAAHD. ]

FryTERHNDOARICELTHT.

[3] o

DI ORVTITRYNT BEIC, THERLTHEROIT7—4RERS.
DO RIRRMICERFAMNGNEITEL, FATIOEERZELOMNYEREE -OVISES.

25 45—D7S

D OORUTOEIRGRBAZIZHRL, RFMF—DTVIITHERIZEYR, 595, [EL{EYRERATULVEL
BE, “YATAZ TR BRI SETNAHS. ]
FEGEETHVIVORUTEFERL, KDYV ONERAMEERRE THH LTS HRTHIL.
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(BEELVORY T—E]

T T v 7 AFER 2000 g/50mL U Y [T A —] iE, 1 U P 50nL FIZ, T AAT R
T 200pug EERTHEFEBFETCASNTNE T LT 4V R Y v ORBITH D, 52 EY)I
FET D ENTEDLV YV URCTERANT, BRICEHMNICRS T2 L.

VU UURUVTEMHTABICIIS ) VR T DY) A= —RENT VR ) U Th D
ZEEMTHERT L L.

HADPHERINTNAIYLURT (2018 4F 9 A BLE)

gt (ReStE4) i i
- i‘/l/71““:/ial/i/yl/‘:/:ﬂff/7: SS 7l TE-SS700N, TE-SS800N
TNTa—ar VPR 35 8 TE-351Q
T ROAT 4 TR E AL ThLILV VR S-1235 S-1235
ko F VPR 7 TOP-5300 TOP-5300
k7L PR 7 TOP-5500 TOP-5500
&ttt hy 7 b7V TOP-5510 TOP-5510
b F VPR TOP-5520 TOP-5520
k7Y PR TOP-5530 TOP-5530
O —F VIR CSP-100 CSP-100S
KIFE RS O—F VR T CSP-110 CSP-110
I —=F 7N PR CSP-120 CSP-120
IMS 2V PR SP-115 JM-SP115
[ AN G s S IMS UL PR T SP-505 JM-SP505
IMS 2V PR SP-520 JM-SP520, JM-SP520P
A ) /./T/7 SP-80z SP-80z
VR SP-80Ws SP-80Ws

A DHER SN QWD L [ UMEREA FF DT U UR 77 (2018 4F 9 A BIE)

it (Resttss) e 4 RS
TNT 2—Tar VPR SS TE-SS702N
TNT 2—Var IV VR 7SS T 3 TE-SS732N,TE-SS830N
TNT 2—Var VPR 7 SS AL 3TCL | TE-SS830T
TIVEMRA S TNTa—Tav VUi 7 35 8 TE-351, TE-352, TE-352Q

TNT a—Tar YUy 7 TE-3318 TE-331SON, TE-331S0C, TE-331S1N, TE-331SI1C
TNT 2—Var VU7 TE-3328 TE-332SON, TE-332S0C, TE-332S1IN, TE-332S1C

FNT 2—Tay TCl A7 TE-371 TE-371
KWFEE SRSt J—F IR CSP-100 CSP-100
. . IMS LU PR SP-120 JM-SP120
MAEHE Azl . oo s
IMS YUK SP-505 JM-SP505D
T UH L SP-80Bs SP-80Bs
=7 RS en
U7 SP-80s SP-80s, SP-80s-SH

[ BEP SN TR UL DR T, S BAA RSN T SR AR E DL DR TEERT 50 |

VU VR T ORETE, A EOEES, FEE ) VR T OERHSHAEL LI U VUK
VIR —=H I WEDbEAZ L.
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