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74— LREta] ZRE L, Hx O IF S SCEE ST S E M AER & Ll
HBELTWD

2019 O CEFCRMEEOL LI G, [1F L EMHE 2018) NAFR I, 4k TEE
FESR S OIRFEERIEMITENCEE T2 04 R T4 > ) [CB#T D IEREH OO, TOHEH
W2 E LTz,

AR &

IF 13 TR SCEFOFREMT L, B - FBHEEOERIEFE T L > THHEERITKLE
72, EFEMOMEEHOTZODE R, WHTREOTZO DGR, HAIOTZO DR, EFELO
WIEMHE O D OFER, FEHRBE T T DI DB RENER S T-FA 72185 0 & 3R
rnfEERE L LC, AN LR Z RE L, SEAISE O 72 DI M5k = 360 0 BE R 58 X%
WRTEIZH#E0 DA TAER M ORI 2 (KB L TV 2 IR LB T B D,

IF (ZF0# T 2 TH HESIE B BERE L7 IF e EaE I ERL L . — D BiIoh % i & KGR D

HPENOERPFTEH SN D, 2E L, MEAEOHEZFICEDL O K OFIHEB LB
il - T - PREET REFIEET IF OFEFHELIT RO, Sz 5 & BEEAEN LR
feE 7z IF 1%, FIHE B 255 - HIWr - BREH T2 & & bic, RERMMTEELT 2D L
W) RRERAEFFOZ L AFIEE LTV D,

IF ORI EFT —F 2 HARE L, SBEEASE CTORKITMATIT R,




. IFORAIZHT=-2T

AR IF 13, PMDA O B EHE S F AR O~ — I TSR E ST D,
BRI TEEGA VX B a—T 3 —AMERO TG &) 129> T IF Z21Epk - #2135
M. IF OFSERE 2, ERAGICAE LTS IERS IF (R LEOERS I oW
TITRERBED MR HE~DA VX Ea—IC LV FHZFADRANFE RESE, IF OFHMEE
BDLUNENRD D, £, FEKFEGET SN EOEESFICET 2 HHICE L CE, IF Mk
RS2 ETCoMIT, MEAENBMETIEGETAREZHA LN LI CESE, HDEWVIFEED
I AE R —EAFICLVEAMEA SR EHFT L L & HIC, IF OFERICHIE-T
13 BT OUAT SCE % PMDA O ESE 5 B ARG MR R DN — U TR T 2 L EN D 5.
¥, MIEEASCZAMEOMAO R bRH SN TS VS BRRER < IXIL 28&
B TXIL 2 ICBT2HBEITARZZ T TORWERDETEND Z EBHY ., TDM
VPN TR ETRETH D,

IF # AHEFBICBNVTRPT I ENTERWVEEREBFERFE LTHERA L TWEEE 0,
IF (X ARIEDOEFE AT T, HZEEGL ORYERTE SUIRTE I D D EENER - 1247
%, EIESLEEF A O D OFERCH D L OMESITIZA, flll - BHICIXERRL, &
PSSRSO SV, A R OVE2 AP D e 5\ 2 B3 2 I D SR A5 FR RIS IR 7 1 A s )
ARTA v, B a—F - F7 - T 7 4 2AHOKKE —EREZ T I 55520, R
FTAERIBUNEER T A T A Tld, AREGRIEAKRIN O FHEE BT 2 fF 2 Hz >\ T,
RSP ENEFUEFEPLDORDIZIE U TUTI ZLIEFELIXARNEINTEY, MR %~
DA BEE2—RHLOEFGAAEZR SIZLY, FIHZEALN IF ONEFEEZRESHELIRE LD
Th2ZLa@BL TEPRITNT RS0, BEEREEN L5 6N 5 HFROBFHURIL 2 i
R, TORBUEE AtEx, ERISGICEIT 28 IE# 2R 5 2 SI3EAMOARE Th
. IFEZFMALTHFEEGZTIHED D & DI L TWZE 2l




B X

. BEEICBT 2B ..o 1 V. BRICETAEE ..o 15
Lo BARE DRI oo 1 Lo ZHRESUTINIE oo, 15
2. B OIRTEFHIRFME oo 1 2. BEESUINRICBRET DIEE oo 15
3. B OBAIEAIRE s 1 3.0 HER O E e, 15
4. WIEREMIZBEI L CTRET N EFRE o 1 4. MEKMOHEIZBEET DR e, 15
5. JREESME MO - i _E oo RFIE L 1 50 BEIRAAE oo 16
6. RMP OBETE oo 2 VI. SEHEHEKEICEETAER ... 23

M. AFCETAER ..o 3 1 3EEER) B B LS9 X3S Rt 23
Lo BRIBAA e e 3 20 FEFEH o 23
R R 3 VI. EMERRICEETSEE .. 25
3. REIEROUIRTER e, 3 1o MR OHERS e 25
4, S F R OGT F I s 3 2. FWEELFRII /ST A= e, 26
5. b4 (@AE) UIARE e, 3 3. RHEM (Reavb—vay) ... 26
6. EMA., B4, B, LEEG e, 3 Ao WM oo 26

M. ARSCETIER ...oovieeeee 4 S0 IV s 27
L. DEREZEAINER s 4 6. AREH oo, 28
2. ARG DTS NI 2 ZENE ... 4 T B e 29
3. HRGT ORERRRERIE, E8IE 5 8. NIV AR—=Z—IZBT DHEM oo 29

IV, BIAENCEE S 2B .o eee e 6 9. BHTEIZEDBRER s 29
Lo A e 6 10. FEDOHE REATDEE s 29
2. BUFIDFLL oo 6 11, DM e 29
3. AT ORI O B e 7 V. BAeH EHEoREZ%) BT 3EE.. 30
4o T 7 1. BERNREZOME s 30
5. BAT DATREMED & 2 HTEWD .o 7 2. BEHNAELZOHB 30
6. BEIOXFEGEM: FITBITF DLENE . 7 3. ARESUIZBRACPEE S HIER & £ DOHH..30
7. FAENE R OVERREE DL TENE e, 9 4. MEXROHEICEE S 58 & £ DOEH..30

fill&l & ORAZE (WEILERZER) ... 9 5. HEREARER L Z OB 31
TR s 14 6. FFEDHmAEART HEEICHTIEE...33

10, 2525 * T2 e 14 7o FHEAER e 36
11, BB SV DB s 14 8. BVEM oo 39
120 F DM 14 9 RRAFE RN BT TR e 41

10, TR e 42



11 A EOTER e 42
12. ZOMDTEE oo 42
X. FERRRABICEES A ...l 43
1o BEFRRRBR oo 43
20 FEMERRBR oo 45
X. BEOFHCETIHEHB ... 47
Lo FIEEAT e 47
20 AR e, 47
3. AEEREETOIFE e 47
4 BN EOTER oo 47
5. HBETNTEM oo 47
6. [H—J57 « TAIHFE oo 47
7. FEEESFEEEA B oo 47

8. HUENRIEATRAEH B R UVKRE 7.
SEAGEENGIRAE A B, BRGEBHARTEA B ... 47

9. ZhEESUIRNELEM, HEA =
EHIBINEOFEH H R OZEDHE .. 47

10, FRERAR R, AR RARER A
JEOE DPNER oo 48
T BRI s 48
12, FEEGIRHIFRIZEI T DB o 48
13, BRI = B oo 48
14, PRBRASAT EOTER oo 48

ZDMDBZE SR oo,

CBEBBE .

AR - ARESERITER U CHR AR I 2
TICHT>TOEBER oo
Z OO BIHEEE R e,



I. SiEICE§I5HE

1. BAROERE
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IZB W TR SN H O IEBL o WIE Al CTH 5, [RIFE T, FEL o FEBL bt i iz Hl -~ 2

D=7 ARBAEMID AT oA REKRA-BRINOTEFALEZBREL, 4R T Vv EF= T2 EDORAF

NEET VNI TT T L a ) U EEEEZ 72T 2 LII2E D, 2077 (EDes) 1355< 725703,

TERRBENELS D 2t RHL, =27 v 7 A®ZBE L, =RAT v 7 A®F, _ryn=v A

Bt L RSO BEE RS L-HE, FRABRBRNSEL . I EREHERRIIN e =T A8

CRER%ETHD, TAT v 7 AT R IERL M A & U CHER A E TR A D D,

1994 4RI K[E, A XV A, 4T ZTERBEI, 2010 4E 2 HBIE, R 95 » FETERB S, K

EHEN TS,

AIRCBN TR, HERGEOMZREZ B E LB ITAERR, X7 o=v A8 E O Z1T-

7o AR LLEGEABR , RERSE & OF AAEARER (R — 7 A5 R OFRE AR S) Z#3HMiigrt & LT

KRB FE 2TV, 2007 428 AT [BRERREO Aot . BB RO MME] 23068 - 24 & L CilE

B AR E S LT,
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(2) REIITIEED T E A ERO BV, (=2 tinvivo) ( [VI. FEIEMIZEIS HHHE
2. EIREH (2) oz BT 2B 4) TOMOEIEER] 28H)
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{EAATRERTRABR | 2 IR)

(4) EWNERIRHERIZIT 20EE] 461 FIH 18 il (3.9%) 1 32 EORENWEAH (BRI A O 25 %
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Bl (0.7%) . MEEE 26 (04%) FThoto UKREE) .
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I. AMICEEISHEE

1. BR5E4
) 4
T AT v APERE 25mg/2.5mL
T AT v 7 A®ERE 50mg/5.0mL

Q) #* £
ESLAX® Intravenous 25mg/2.5mL
ESLAX® Intravenous 50mg/5.0mL

REX i)k 3
ES (Esmeron=wfs 4 5h4,) « LAX (relax=7hfg3 %)

2. —He4
1) & (Fmax)
o7 u=v LB (JAN)

() #4 (WfixX)
Rocuronium Bromide (JAN., INN)

(3) AT L (stem)
fhohiEAl  — curonium

3. WEAREREX

4. PFXRUDFE
4373 1 C3Hs3BrN,O4
45T E ¢ 609.68

5. ¥4 (d4iE) XEEXHE
(+)-(17p-acetoxy-3a-hydroxy-2-morpholino-5a-androstan-165-yl)-1-allyl-1-pyrrolidinium bromide (JAN)

6. {EAA. A4, BS.
1RERZE 5+ Org9426

&S



Il. H3RSICET AHEE

1. YMELEMNEE
(1) 548 - R
H e~ 0O MR

(2) AR
Ke TER=FRUNM, N N-DAFIUHRILALAT IR, AZ =X Ex X J—b (99.5) W T
BWTHRD TEHEITRT U,

) BiEtE
BARAFIRIBIZ IS B K™ (%)
PRAFSRIE KRora i (%)
PH Aty 3.8
25°C. 60%RH, 1 % H 7.2
25°C, 75%RH, 1 % H 10.4

RIS ECHIE LT IR % (n=3)

@DEE (MER). R, BRER
JFEE O R TH Y . BARERRS 2R &9 158~163C T L L, R+ 5,

(5) BRIBERREEH
pKa : 7.5 (0.15mol/L {7 V o Ly, 25°C)

(6) N EREH
LogP 0.1 (25C., 1-F4 27 % /—/—K)

(7 T DD E/RIEE
e lal 5 1E+29.9~+31.0
(WK R OVBZ% BE VR )\ 2 H5 LC 0.25g. 1.0W/v%. 0.05mol/L HEfgaki, 25mL, 100mm)
pH : 9.3 (Iw/v%/KIAEHH)

2. AABRSOEBEHTICEITIREN

PRAFSRAE PRAFTEHE (eS| il
EWRE | FU=FLoR Q@) s
tBR 20°CHEFT RS Y L Lo 36 4 H 27z L
fHixmE om, K
g 1 AR SEEOEIN KL OE
e sC RI=FLoR QB 60 H | ROBMSRED SN
HEFJT W%Eﬁiui?l//;ﬁﬁ 77,4753\ }#E*ﬁ@%ﬁm
ThHo7T,
SEERAMREOK e o
e | (200W - hrim?) | B KV =F LS ) WIS LD
WG R R " S - o - BoEM, kOVE &
() Bt AT LR Q) DIEF 2R b AL
H s kT TIVIETESD - -
(120 /7 1x * hr) =




M. BMRDIET SHEE

3. ARMHSOWERSRE, TEE
fle R eliRiL
(D) BIHERT Rl
(2) RN A7 SVRIEE (BAED Y U LEEAITER)

JIES i REA
Wik n~< 777 40—k



V. B&|I“R8¥5ER

1. Hiw
1) FEOREA
et opall

(2) HE DO/ ER B UK

W4, TAT 7 AVEE TAT 7 AVEE
25mg/2.5mL 50mg/5.0mL
IR, PR AR S O X ] TR

PR AV O
FaRis XA TV

Q) #EMNa—F
BN

@) HE Y
a4, TRT v AVERE TRT v ACEE
25mg/2.5mL 50mg/5.0mL

pH 4

RGIE K1 (EPR AR EL)
Bz LR L
H LR L

Z25E 7% pH 1k 3.8~4.2

n 7 u=v 5B WiT pHA AT OKEIRT TIHIE & A EMKDIRZSZ T D Z &<, B2 E

Th o,

(5) T Dtk
A L

2. HHOHEK

) BERES (EERS) OEERRVFNA

A4, TRAT 7 AR TRAT 7 AT
IR 25mg/2.5mL 50mg/5.0mL
EERTI D% nr7u=y AR 7 a=y LR
D 25mg 50mg
e Wil b U o 2oKF0¥ Smg, HEfbT | BEEE S R U U ALK 10mg, HEAk
" RU %A 825mg. pH FHIEH F R U WA 16.5mg. pH FHEEFH
Q) EREZEDRE

Br 0.016mEg/mL
Na 0.072mEq/mL
Cl 0.056mEg/mL

FEfE A 4> 0.014mEq/mL




V. BE|ICBEY HIEE

Q) RE
M ERR L

3. BRBRBRAOHRRUEE

BA=RSANA

4. Hif

stz ER @ EDos™ 1%, £ 0.3mg/kg THD V.

*EDt)s .

5. BAT HAREIMED H L5 RMY

AR L AR =2 — & LTS

. PIERS S (T) % 95%HHl 42 &

BB EIRAT 5 rTREMED & 5 TR AR NS S fRAERMIZIIRDO L B0 TH D,

SRR LA v %
RIlZE i ¥
SR R
R
RIIZE R ¥
AR R
Rty
6. HADEEEHTICEITS2REN
25mg BHI
L R E gg e
et ¢ ). P N A~ Bl
=i e (Ol | 0P A | DEDBERD BRI,
g " B OFFHNTH > 77,
25°C N SERRWE ORI R O &
PIIBE= 60%RH ?%g&%;g 65 H | OB RRD BT,
5T = B OHIFANTH > 7=,
UTERIMIR
TR (200W * hr/m?) B 0 W T ANAL TV BRGIC &RV HRRmE D
“@%“ + W HIANLTAE | — | BIRED S, B
03 1 FAIETED BOFPFHNTH -7,
(120 5 Ix * hr)




V. BE|ICBEY HIEE

50mg 24 #l
(BT Al RETIE PRt dhom
HARH
EHReE | SC (EC) ¢ W AT SRR O BMEOF B
St e (37 ] OV 36 4 H | DWADFED BITZAN
g " B OFPENTH -7,
] . SERE O BN O 6 R
IR ﬁ; ﬁ%ﬁ&%ﬂg 61 A | DWW BT,
3 B DREFRP C o 7=
o BRAGTE & Lol L C R 7
i;@f;&f HG AL T T TS
B ‘ o
Gt BH ARG & bk L CHEE 73
SEREOE (HEAT) R | e A
(1.0001x. 1.200hr) T AL T )L 7421[375 B LN o

M) 2 ERIL S CTIRIEL., F D% 1 £ 5°C TRAF

(ZZEH] ZERRERKICETIRTEN
(1) BRICETAHRADKENE 1AV )

T R o o
R
25mg SF 30°C T T AL T 3] WL OMMARD 5 iz
50mg U 75%RH (f8157) B, BEOREFNTH -7,

ARERIEH - MR, pH, HRBME. T8 (

v AEVERORL - ANEVESRY

(2) ABRAREFEROZERICEITHHADEEM

peSil RAFSR: (S S
2~8C. 32.1 # A
2~8C. 321 # A + 25CI60%RH. 12 i
N T o 426 =R
T35 9y 2® | 2~8C, 3215 H + 30°C/A0%RH, 12 ] ffii@jgzgigsi
i 25mg/2.5mL | 2~8°C., 25.1 % f e e ) B LTS I
e 5 . Bk O#HENTH -7,
2~8C. 251 %A + 25CI60%RH. 12 i@k
2~8C., 251 %A + 30°C/40%RH. 12 i@
2~8°C. 34.7 # A
2~8C. 347 # A+ 25C/60%RH. 12 i
2~8C. 347 # A+ 30°C/40%RH. 12 i@
=25y 2O 2~8C, 313 5 A W E OHEME O &
#49% 50me/S.0mL 2~8C., 313 % A + 25C/60%RH, 128 | OB D ST
: &> 2~8C, 3135 A + 30°CH0%RH, 1238 | HsO®ENTH -1,
2~8°C, 24.8 5 J
2~8°C. 248 # A+ 25C/60%RH. 12 L]
2~8°C. 248 # A+ 30°C/40%RH. 12 L]

ABRIEHE MR, pH, BRBWE. NAEMERRI . RIE R, T8 (B&)

EE  RAORFEIL, 2~8CITREFETH 5,




V. BE|ICBEY HIEE

7. RMERUARRROREN
FERAN

8. & DEEEI (WMELFEHEL) ?
ABNFEARRNCHM THRE SN D05, FITICHAIRNE G S o rTREMED & 2 ]AI* . R OARHID
SIEFHE SN D FREMENE 2 B2 O TIH SN TV DEEANCOWT, Bla OIS Z BE L,
OFREEHREA G BT, (VI 22 (BEH EOEES) ICHT2HE 7. MHAEH 3H8)

(1) HE&AZE

AFH| 50mg/5.0mL 2% LC, BELAIEAF 1 HAL O T, T U7 AKROR hVE) & BTN
L, WEIZ D LR LT (BEIEADEROGAEIL. B ISGGEH O FIEIZHEW AR LTz
HOEHANWEZ)

RERIEE A L, pH B L, SRR (%) *

*GEBAER CHPLCIEICK Y EEL, BH LT,

(2) HAERIER

AN 100mg (RN UHERIE) . 73 > 7 A1 20mg (7r&IR) | ZHRFT—LERH
0.5g (FASXE—=nF R ) TL) ROA VY —AEHH 05g (F7IF7—AF RUTL) (2o
WTIE, BEAERICIEEZAE U, LY U0 02mg (77 V2 v7 ¢ UHERRYE) | T A
TEER 05g (A IRXRL/VTAXFUF R T L) X, BABRECAHRRO N, 2V hy
UUmEM 1g* (EXZT U b oa) 1T, BEERICEAOLRE. 20%~ >y =y b—/L{EH
#® YD) (300mL) (D-~>=h—/) &, BEAH%AGAOSHROFIBEDRRD Hiv, BEEN
KL, Y A Ra—Lf#EH 1000mg (AF LTV K=y arany/BEoArsirr )y
L) 1E, BARBRICHEOWEE A, 777 v 7 (250mL 48) (LY k) . T
F v FE*? (200mL) (7 &7 — MERKR) KOARFZ 23—V REgK (250mL 1) (/v h—270
Y T NVHR) IZHOWTIE, 24 DFRFRITVIR TR bivlc, R AR Y T
lg (B 75 F7 L) KO 1%T 4 FVNRUE (FaR7 5 —1) IZoOWTIE, EENEM
TERDoT,

k12 MU UFTEM 1g iTRTEH Ik

%2 BRGE4 X (77 F > Nk

TAEART Iy, =)V 2Aa~wA LI 7 hEFUBRE, JaXxdv ) B RealFy oo
NI AT NVF NI TA, AFALT L R=YarandBo 2L, v 77 ), F73
F—NF MU DA, FAEREZ—F NI DA T RAX 0 R UVERIE, Nra<
A, 7kt REBRET D2 EUWEEZELDIDT, Blx OBRERETHEAT 20, XiLFE—
SR RN 2 T 2 55 12N 2 A B E K EO R EREE AW CHET 570 EIRG L2
Lol TBrz L,

( Tvil. Zatt (A EoEES) (BT 2HE 11, @A EoEE] 20)




V. BE|ICBEY HIEE

ezl HBRER-—E (200714F8 A : ARHOHBRER)

RLA B, BRI (i)
No. Hikg | —4 THHE i
(A—H—) Bl A i Bl & E % 4 FR§RE 24 IREH
775y Mg QoomL K hA)  [WREH | B | ROBHOR | REEAOR| | REENOR e
1 200mL |7 &7 — k pH 5.36 5.05 — 5.10 Bk R B
(BA) MR Taetrs (%) — 100.0 — 059 |H
a5 AR GomemD) |, oy || EEEoR | emvoR]  —  [wewnoi
2 ! ML | e pH 4.18 4.06 — 4.04
(77 49=) TAEE (%) — 100.0 — 99.4
ié@ﬂ:lf&% EI@&U’W% Eé&lﬁ%ﬁé
o BB | L. i’ DR Dtk f
e s e ﬁw@@ﬂmigb;@@agagﬁigﬁgggﬁy&jng®
(BET) IN pH 11.01 931 — 9.32 EE
BlEE (%) — — — —
O RS MEOLBES | ;
A 7 73 4E 100mg KT IR BN Liggﬁi% B Ugggﬁi% %Ijﬁgﬁé:@&
4 (B RERES U ) Smb | gei pH 4.19 4.02 — 4.01 BN R
AR (%) — — — —  |PH
(3 DE (200mL) e A I L
5 200mL |7 =7 — k pH 5.36 5.15 — 5.12
(B VATV e (o) — 100.0 — 993
27w KD TFAE) AR |y S8l IEEABHOW | BT O — IO EH O
6 ImL | e pH 6.05 4.04 — 4.03
(HET) EAFR (%) — 100.0 — 99.0
RN v A L R 0.5g% R Pis ) AR OE | MO O — AP B DR S
7 - 0.58 | jemese pH 3.48 3.96 — 393 e am
(25 30) AR (%) — 100.0 — 98.1
SRR 2 e SOmL A | mewnow | wegnok|  — [mesmok
8 SOmL |2 B itk pH 6.06 4.11 — 4.02
KR8 BAFR (%) — 100.0 — 97.9
JeEEHEE 20% (20mL &) DR is ) MEIEIA O | QT O — AP B DR
9 - 20mL | pH 434 413 — 4.05
R&) BAFE (%) — 100.0 — 97.8
FAH K m B 1 9mg ?#*}7‘7‘ P Pas ) AR OWE | MO O — AP B DR -
10 ] 1.9me 0.5mL ;;;;? pH 8.02 4.16 — 414 E‘EJFHZ%J;;)
GER7 V7ATT) MU B |BEE (%) — 100.0 — 99.4 o
AT R 1250 B PR SHBL I O | HE OB O — HEAIEH O
11 1250 BSfiZ 1mL | K5~ kU & pH 6.79 427 — 4.19
Gefnz V74 77) 5 IR (%) — 100.0 — 99.9
% 5 — L 20me gl o o [ wemoR]  —  |weEvoi
12 N tmL | pH 5.90 435 — 433
(FA7Z2) BIEE (%) — 100.0 — 98.7
e PR 025" = ox| B | memnon | seteiown | wresn o K e s o
13 025g | b - ~# 3 pH 6.88 4.85 4.83 478
(B—=39 ke BAER (%) — 100.0 — 97.9
*oom A R 2% 8l IEEABHOW | WEABH O — IO HHOWK
14 100mL | Y |7 > pH 6.47 4.65 — 4.62
(TARZEXD) IR (%) — 100.0 — 100.9
5 A R 200mg s <ol M [mewon wewmon]  —  |wewnoi
sl 20mL | g o pH 5.06 4.05 — 4.03
B—=38) AR (%) — 100.0 — 99.8

k1 WATEMRIE 20mL (ZEEfR k2 VRS K 20mL \Z EEfiE * 3 AEPRAIEIR 100mL (ZEE SR
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V. ®FICEY SER

AL BT (i)
No. Bk | — k4 HH i
(R ——) i & AT R RA 415R 24 B[]
AFH A =T L7E20 [AS] ZEH AR i) GBI O | AT OWR — A B DR
16| (5275 2) 100mg Sml | _ o, )y pH 3.46 4.08 — 3.9
2017 HEHRIEH I AT gt (o) — 100.0 — 98.8
P By 7 HESHR 100mg B ) pas} A OR | HEAEI O] — A B DR
T sy xsasogo 4mL ;;;// pH 6.95 430 — 427
2019 4EMEFEH Ik AR (%) — 100.0 — 99.1
" (0] | — (0]
) VY & —T1 B (200mL) o %ﬂii'ii‘*ﬁ?@i ﬁjﬁ ,mﬁfiﬁ)?wm ,mﬁiﬁ):@«x - ,mﬁiﬁ)j@«x
(=A VA7 7=~ HiE) i PRAEE (%) — 100.0 — 102.1
VU % —T2 B (200mL) Sl IEEAHBHOW | RAEH O — MO EH O
19 200mL | KA IR pH 4.93 4.69 — 4.68
(=A VAT 7 =7l iE) AR (%) — 100.0 — 98.4
VY & —T3 Bk (200mL) i) GBI O | AT DR — A B DR
20 200mL |HEFFK pH 5.11 4.73 — 4.70
(A DA77 =~ - IR (%) — 100.0 — 100.0
) T4 S (200mL) S| mEewyIown | BEENOE | — [ meEomn
21 200mL |78 [E11E K pH 5.11 4.60 — 4.59
(=A VA7 7=~ Hi) PAEE (%) — 100.0 — 97.0
AEaOILEY %
I
\ N G2 s msemon|s e — |meemon
b Ve A Ra— LA 1003)3:)%% L;—; t;; L maEmo CE Lo
(7 7 A ¥—) 25 F R RE oz, LE 2R
PR pH 7.67 6.58 — 6.55
BAFR (%) — 100.0 — 97.6
ForF AR 0.5¢7 PEPS WA SHBL OBHOW | HOBAOW |KEQBROE | HOBROWE| ko 3t
23 0.5g |V T AL F Y pH 7.18 5.07 4.97 4.92 B &
(MSD) TRITA e (%) — 100.0 — 201050 |H
- Hewy—| B [ memmop|segnor| —  [mesioR
24 500mg | b A LR pH 4.86 4.06 — 4.03
M) i AR (%) — 100.0 — 101.0
TaAE T 4 TERH 20ug*7 TSR i) GBI O | BT DR - A B DR
25 HERH |2 2T v pH 4.87 4.04 — 4.02
URE) TTTI A et (%) — 100.0 — 993
1945 ¢ 7Y St . SHiE BaOW | B0l — BEOWE | Lo rat
L 500mg SomL |2, 7" pH 7.57 436 — 4.29 B &
(FARNTERD) BAiE (%) — — — — i}
K7 R Ly 27 ATESHTE 100mg bt S8 TR O | BB OK — AR O
27 - SINL | e pH 2.78 4.01 — 3.99
(27 30) AR (%) — 100.0 — 99.6
o LR 10mg S| mewyiown | BeENoR | —  [mesomn
28 10mg 2mL |3 &Y' 5 A pH 3.33 4.05 — 4.02
(FA7Z2) AR (%) — 100.0 — 98.4
Ko L7 R 25mg oy Sl BB O | REAEH O — TG EH O
29 B 25mg 10mL |\ pH 3.26 3.85 3.86 3.86
(B—=3%) AP (%) — 100.0 — 99.6
sruT ey ik Tty | | B |mesnow|mesnon] - [sesnow
30 ) 300mg 2mL | | pH 7.38 4.12 — 4.10
(== AR (%) — 100.0 — 98.7

%4 IR GESHK)  16mL VA7

* 7 APRAMEIK SmL IZ IR

ED ZEM . F=F 2GR B RO RS O 53R

k5 ATARRR (AR 100mL (2P

n/u=v AP —r LEHRST,

11
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V. BE|ICBEY HIEE

firl & 4 RRESRAE (2RR)
No. Bt |~ HH fii%
(A—H—) Bicl & Hif Bl A .14 4 1R fH] 24 [R5
R e OB meEnok Kemnok]|  —  [seEnoi
31 ! 2.5%10mL | pH 9.13 8.03 — 7.98
(== AR (%) — 100.0 — 97.9
J AT FUFY A Img J—— pas) A OWR | HEAEIOWR — M O IR
32 B 0.1%ImL | "7 pH 2.40 4.04 — 4.02
=39 FEAEER (%) — 100.0 — 98.7
Sy ARY R 17 s Sl PEGHIOW | P OBH OB — BEOBEROW| [k oo T3t
B e | ) e pH 6.41 5.76 575 5.68 BAE R 5
() A (%) — — — —  |®
e ) L 16 Snext| M |peemor [smesnor] —  [seesvon
34 Ig|7FrVw pH 497 4.26 4.33 447
U5 #) A PAEE (%) — 100.0 — 99.8
A i v rmss| M BB O | RAEH O — IO EH O
35 300mL | = F L7 pH 5.84 4.96 — 4.90
(FVE=yAI—ETx )T IR (%) — 100.0 — 100.6
~AYYF R Y MELTRRL (AY) | b Pas ) MEIEIA O | QT O — AP B DR
36 17 utomL | pH 6.65 422 — 4.14
(A VAT 7 =~ - i) R (%) — 100.0 — 100.0
LT AR 10me o B e [Eernor]  — [eseoR
s 10mL | e pH 3.47 4.10 — 4.07
(FA7Z2) AR (%) — 100.0 — 98.8
AU B YRR 30 b B O | BB OIK — $HE 4 B O
3 [ fmk ;Q‘/g ST 4.15 4.07 — 4.07
2017 4R 1E BAER (%) — 100.0 — 98.5
Ay Y R 1g710 e RS b)) BT O | BABTOWK | BAEBFOK iﬁggﬁii Fiabo TH#
0 G- R EEIL) ST 5.98 4.42 441 136 |RARL B
2012 FIRFEF IR TAEE (%) — 100.0 — 987 |
ey Ly b B O | BB OIK — $HE 4 B O
40 0.1%ImL |’ pH 3.00 4.05 — 4.03
B—=35) - FEAEER (%) — 100.0 — 98.6
EH 2 R (250mL 48) “ A h—x SMBL A O | HE OB O — TEOBROWE| [k oo T2t
41 250mL [NFLEE Y v pH 4.87 473 — 4.68 B R &
R&) (e IR (%) — 100.0 — 950 |™®
HEOEERD | BEOERRO
= P WA YE A O | EAVEA OHR | it 2 ate | it & & . =
R L e EENOR | REBRHOW gg?’g;;g{ gg?’gi;g ;;FL% r:;
(Pt ) k= pH 5.94 4.22 — 4.19 ]
BAFE (%) — 100.0 — 92.2
U AT Img my SHBL I O | FE OB O — HEAIEH O
43 B Img 2mL | pH 5.29 4.06 — 4.05
(AL IR (%) — 100.0 — 98.9
777 v /& (250mL4¥) AR s MO | SEATET O — BOBHOW| Lo 2
44 - 250mL {7 pH 6.52 5.00 — 4.98 B %
(R&) R (%) — 100.0 — 959 |®
5757 D#E (500mL 45) 7 ko] ML | WEEOWR | MEHN O - T O
45 500mL |FLEE Y » 5 pH 4.89 4.85 — 4.77
K8 ik PRAEE (%) — 100.0 — 100.5
* 8 ¢ FEHHHZK 20mL (2 AR *9 1 A K 4mL (ZHEAR K10 IRAHEARR (V) KB A L EFHKR) 3mL IZ R
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V. ®FICEY SER

No firl & 4 ) RIS (28R
: mis| s | omA : fii%
(A—H—) Bicl & Hif Bt BB 1% 4 IREfi] 24 KE[H
HEOL % EREXDY W &
. o 8 MEAEHOW [AET, KT — G AE
Yy 7 ATE 20 .
w| T amL|7 etk AL P L O
= R S
/7 4) pH 9.01 4.15 — 413 R ER
REE (%) . - - —
Baoiksy |6k OMER | B 6% OHEER
S5 R F LTI 0.5¢% ! Foof 2 Pis ) BESGEAOE [T, WITA |ORBRZELH|OREZ SR |
. © soomg|r—nt WL, sewpow |gewnog | DER Lo
(WD =) 2N pH 10.88 9.07 9.19 956 | B
REE (%) . - - -
7 b R 0.5mg [#F~ |7 by SHE A O | HE OB O — 4385 DI
48 0.5mg ImL |Fiesikf|  pH 5.83 4.06 — 4.04
(R =%) & BAER (%) — 100.0 — 99.2
7 h Yy RN 200mg THETS 2 | o . . Sl BB O | REAEH O — BB O
49 200mg | PV pH 7.12 429 — 421
(RET) i
: HEAFE (%) — 100.0 — 99.2
L h it 02me oo B | mEmvow BREENoR]  —  [BREENORE| g s
50 0.2mg ImL | 7 ¢ > ik pH 4.15 4.06 — 4.05 BRAE R B
K8 i AR (%) — 100.0 — 99.0 i
a7 ) —/LEEH 2mg*? Fis:! M OW | B OK — M O IR
2mg |7 /v =K F —
U (s [ pH 5.33 422 4.20
2018 4ERR5EH 1E AFR (%) — 100.0 — 98.5

S 11 IR (FES ) 20mL IR

AHA

(ZHEER) BAREHER GEMRARER)

(1) HEBHZE

k12 @ FES K ImL IZIRAR

50mg/5.0mL (2K LT, A /N 03% v U A4 7300 0.6%T ) Y, B —R i

et Th U TORGEEL EHERML, HEICRD L ITRM L,

il & 71 Bl & Al TRAT v AV
AN E03%T Y Y 8 mL 2mL
AR E0.6%T ) Y 8 mL 4 mL
B — A iR 8 mL 2mL
RERIHHE : AMBIA L, pH AL, BRIETEE (%)
*ERIRAFR CHPLCIEIC K W ER L, HHI LT,
(2) FHERFER
IR EIEESEaNE
No. Bk | ks HHH fii#
(A—4—) 22 RO 4nER 24 BT
R 0% ) b e B | mEmvorR | Beanor | KeEnok | BeBmoik
1 S0mL t,:ggf,u/ pH 3.47 4.05 4.07 4.05
i N V2 A
(i FnsERES Y ) BAFE (%) — 100.0 100.3 100.5
4 SUE 0.6% Y v . S8 OB OWR | BOBHAORK | BABFHOW | BEOBHOK
2 50mL ];,:Er;u/ pH 3.43 4.04 4.06 4.04
C A N 1. FAZ AT
(RS D ) BAFE (%) — 100.0 98.9 98.3
e . S| GBI | REBYIOR | BEBNOE | BEBYIOWR
3 500mL U%’;%& pH 6.98 5.47 5.56 5.68
(=A VA7 7 =< BEE) BAFE (%) — 100.0 100.0 99.1
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V. ®FICEY SER

9. BHE
A L

10. &% - 3K
() FEARELRE - 2K, NEIRRTER - 2RCHTHHR
FERAN

) a%
(ZARS5 v A®E:E 25mg/2. 5mL)
10 314 T )v
(TRF v RA®E:E 50mg/5. OmL)
10 234 7 )b

3) PlaR
BHTR L

4) BHEOME
AT BEFE DT T AL T )L
T RO T T TF TN
TV T A T7X Ny F RV F LMo T Y v FF TR EZ L (25mg2.5mL ;B A
50mg/5.0mL : ZRfa) AfFREL7ZT7 Ik v 7

1. AgR#EhLSEME
AR L

12. Z0fth
M L

14



V. S&EIcE8d 51EE

1. ZEEXIETZHR
HEEOHME. SEREFOHME

2. PEEXIIHRICEHET HFE
BEIN TR

3. AERUHE

(1) AZRUVHAEOREDR
WE . RANITHEHNEE LTr e =0 A8k 0.6mgke Z RS L, IlFHSEHTS CC
0.1~0.2mg/kg ZBMEE G5, FHEACL Y EGT 2551, Tugke/ sy OB G35 TRHEEA
BT D, ke, Film, FERITIS U CEEHRET 528, e EO LRIT 0.9mg/kg ETE T2,
(i)
AFNE 10mg/mL OIEFRFTH S (B : 25mg/2.5mL, 50mg/5.0mL) .
EO LN FEEGE, BINEGE, B G OBMmEE I, REIDR D THEREZ RN
WZEET 5,

Q) AZERUVRAERORTERE - B
HANICEG 258 TAHERRRER O, BIHERRE (N7 0=0 ARk L 0GR ¥ | A—
7 AL RB 2RISR & O BAEIRERUR O, R ARRICIS T SRR & O AR TR
AR ) | ROVBAMIR U L BIRRERETE B - ITHRRERR T B Rl A IO D R A R
LIiBRICEE S & T DR ME, ZattZ2 7 LiE LT,
( TV, IBRICET A 5. BKRME 3) MERISRERER, (4) BEERRER,  (5) &
B OWEREER, (7)) Tofh) )

4. RERUVRAERICEETHIEE

1. RERUVAZICEEY 5T

1.1 FEAFrRe e I BIIRAF L TR 2 5708 Al 09mg/kg ZifE I E & L TiE-9 HB/T
EETDZ L,

1.2 FE A LV REGT 25613, fbike=2 Y o Z3&E 2 AV CE N AR E 2 R i
LT &,

(i) * (figin) OB BILEFIRSCOHEE T 5

7.1 ENEERAER (B TR i ¥ ICESERE L, AAIZHEHEL LT 03, 0.6 XX
0.9mg/kg H [ GRFO ARSI, IMBNRE K VL EMEIZ OV TRE LRSS, 1R RRRERE 1
RERFHNIERE L, 3EMICAEEENRD b, KK 0.9mgke ZEHREE L TR T 5
ITEEDRLETH S,

7.2 ENEERRER CGEIMHRER) A O ISR SERE L, BRI AT VU7 v R 7 4+ — VR
TOFMBEFICBNC, FEHRELE L TARA 0.6mgkg Xix 0.9mg/kg ##5 Li-th. iHitiz/EH
ZHERFT D721 Tug/kg/ 7y DEE CTHRFEEAZBAB L, TiAA =3 b a—/LED 3~10%IZHERF S
DX DEANHEAZFE L, fEHELE LTARA 0.6mg/kg % 5K DEABRLEHE 90 43 DFFFEE
NI X2 EH 3. 4ug/kg/ 5y & 7.5ng/kg/ 5 T o T2, FHHFEMERF I M EE AR ARH OB 58138 2 D
BETERY, Mkt =4V v 7B EZEH Lo 2 580%, w05 X3l &5 O g
HERBEEIND, Mo TARBZFHEAIL Y EET 2861%, fitfEE=21 v 7EE%2 Hn
CHUNCEAEREZFAEH T OLER D 5,
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V.

ARICEY 2ER

5.

R PR RIS
) BRT—8 1y 5r—o
M L

(2) ERERFREHER
ARANIREFE R R OFIRFO AL G SN DEANTH LD Z L2k v PARMERBRITEM L Thau,

(3) AERIGIRFHAR
EMNERREER 5 IR
NT v AR T RN R (ASA 5338 Class 1~3, 20~607%) 78 fil & x5 & LT, Al 0.3mg/kg.
0.6mg/kg. 0.9mg/kg & FFIRMICHEIFR G- L, A2hME, JEWERE K LML G Lz, £ OREE.
VE R S BRI AR AL A L. VE R FRige e i) 13 R AP I IE R L 72, 0.3mg/kg #& 5-8E D
R 2 2 T RIEGINN 25% (20 il 5 61) BlEZZ S 7228, 0.6, 0.9mg/kg &G REDFRE 2 =
71X 0.6mg/kg 5D 1 PIINA+53ThH o T LSMNIETES H L5 WIEREGF Th o7z, 0.3~0.9mg/kg
O EHPHC, fEHE L AUC OMICIT B2 MBEBIRIES Hiv (FHEIfR%EL 0.894) | @)
BE\C I 24F%E & & DRRIEIED & - 1=,
ZAEMIZBE L CiX, 0.6mgkg BEGRET 1 BUIIESHTAALEEDNZEO D= LIsh, RE & 72 D IEH]IX
WO hoTo, LLEOKERNG, BARANOFE H &L 0.6mg/kg 3 Ei# & &2 b,

(4) BREERYEABR
1) F MRS ER
ORELLAETHERGSHR (ERBEKRFER FOIHERR,. R0 LE{EHMEOHE?Y)

FITEF 8861 (ASAZ)JH CClass 1~3, 20~657%) ZXIRIT, T 0R 7+ —/WIT KD MEHEA
BRI T AT KD RREEHER FIZB W T, AFIOFEMNE L LT 0.6mgkg (n=30) X
09mg/kg (n=28) ZH5 L. #FFHEL LT 0.1, 0.15 XX 02mgkg ZBIAR—F A5 L
oo £2, =T ARALMOFERHEE LT 0.1mgkg (n=30) ZHehH L. AisthiE OHERr
D722 0.025mg/kg ZBMA—F A5 Uiz,

R AR T DAEM BN, 8 58 TR & OV 90% W REfIX, <27 n =0 ARt
RTAF|D 0.6, 09mg/kg FEDO T NHEIZE > T2, ERAFHEGRERIIARIRGRE L=y
DAL R CEITGRD IR o T,

AFH 0.1mg/kg. 0.15mg/kg. 0.2mg/kg DB G- Z24TV, EHFHCREM 2 5t L 7o f5 5%, AH
0.6mg/kg B TN 0.9mg/kg BEDWTAUZI W T BB I EITEAT L CEH R RE M Ot & 2378
Doz, HARBEHEREIIARE GHOWTOBIMAREICE N THE XY n =7 ARy
EORIICHEREEZITRBRO NN Tz, BEMEHR TEELRMEIIAONT, £, AAlO%
BB THL LR TEIT o T2,

DREFERERCERSGRERN (HHhigER (KRERER) ) Y

TaRT = XL AN, BRI LT N L D EHEER TIcB W T, KFOFE H &
0.6 X 0.9mg/kg TOEMAFBIREM (55T 200 BIGHER (T) ORKENIESNHET
DOREED) 1XENZFI 84.6 295 KN T77.1£275F Th -7,

AFNOFEEH & 0.6, 0.9mg/kg K7 1 =17 A5/t 0.1mg/kg 1 5% OVERFHGERERHR (A
FeH%. T 25%IC B8 T 5 £ TORER]) % FRITRT,
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V. ARICEY SEA

RIS VKRB TISE T S EREFRRRE (RERER)

JER IR BRI NT
po——— A A Ny =y AR
R 0.6mg/kg 0.9mg/kg 0.1mg/kg
- N 53.4+36.9 73.4%20.5 59.9%28.3
FRFREIS T () (n=30) (n=27) (n=30)
_Rryua=yLEELD -6.5 13.5
7= & 95%15 HH X H] 21.7~8.7 2.1~29.2

S + B HE(R

BAERERME (FEER (FhiEis ) ¢

R L LCAHK 0.6mgkg 245 L72#%., BR 7T VRl T O T REITAA] 0.1mg/kg
(n=10) . 0.15mg/kg (n=10) . 0.2mg/kg (n=9) Z HHMFEAERF D72 DIZFARNZ G- L7-RF, #E
FRHIE 1[5 B & 5RO E R Frfe e [HAREHERR] (T 23RO 25%20° 5 75% % CRIE 3 5 K
M) 1 OFEHMEITZNZEI23.04. 31.0%7, 4373 CThH-oT-,

<BE>

[E 8RS : TOF kb 0.9 £ Tl 7

TR T T VB FOFATEE BT, AH 09mg/kg & EIRNEE Lot fithike =2 —
BT HME (TOF) #IIC X % 2 [ H OUHE RS (T2) OFFHBIRE)NS TOF H (To/T) D)
0.9 IZ[E1E 5 £ TO HIREIERRIL 82.1127.6 % (n=6. VH+HHEHERE) ThHho7z,

e i

8 H & 0.6mg/kg $£ 5.« MEFFH & 0.1mg/kg B 58 (10 ) CTEUWEHOFBII 2D~z HEFF
M 0.15mg/kg B 58 (10 411) T 1 BNCERAR, AL, FAEER . BB & O IEH 23 %8
B U7z, MERFH R 02mg/ke BE5-8E (1041) <. 1BNSEREIMED F 0, IRPERIR, fEAR T O
TERDRHEL LT,

R H & 0.9mg/kg #5 5 « HEFFH & 0. 1mg/kg B 58 (9 451]) T 1 BINZ.LEEPERASMIUHE O EIEH 23
FHEL LT, HEFFH & 0.15mg/keg #5-8E (10 61)) TRIEHOFRBUI 0 > 72, HEFFH & 0.2mg/kg
BERE O T, 1ENCRBORITERNREL LT,

QLR
a) EEMBLLERE (BNERKAR FMAERRY)
( TV, JBRICBET2HE 5. WK (4 BEEADRER 1) AZMERGERER OME
AT BEPUSER | 2 M)

b) #EiE AL ITRERER
R R T VT U ROT B R T 4 — )VIAKRA Ot E N IC 5 2 5 8z LB+ 5
BIFARER (HEIER. JEEM. 2 £ L, k. AANTR—F 285 KU
EARGENZENORETIETHR LT,

- R—SABERHICET2HEBRELOREERARMRAR (ENBEKRHAR SOHERERY)
R ER (REEER)

TR T =T R TV T BT TERM AT 5 39 6 (ASA 4338 Class 1~3,
20~65 %) 2, fEEHE L L TAA 0.6mg/kg X% 0.9mg/kg ¢ 5% OVE M FRpe el 2 T &I
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V. ARICEY SEA

R, TaRT 4= (n=9) XITEARTZNVT UREET (n=12) (23T D AKH OHFE H =
0.6mg/kg TOVERFHERRIXZ N Z 41.2 53 KV 56.4 53 Th -7z,

TORTA—IREERILS VRETICE T 5 ERERER (RERER)

ARHA O & AHl 0.6mg/kg AA 0.9mg/kg
JEROE S FaRT F—) ERINT Fa R T F— tRINT
VB Frfe e 41.2+8.7 56.4+23.6 63.4+252 108.1+38.3
) (n=9) (n=12) (n=9) (n=9)
REEERERT D 7= -15 -45
& 95%[FHE X [H -33~2 -77~-12
SEYSAE - R A

EmESER O ERRE (FEER (FihiEER) )

TR T VAT R T T OB T OFMEE T, EHE S LTAA 0.6mgkg Ik
0.9mg/kg ZHeh5- L, Dk, AiiEHEREO 72912 0.15mg/kg ZBINEE - U 72K O /EH e s
Wa TFRIRT, ERTIT UBIEE L 7 0 R 7 — L FRIRE O 1E I i fee e ] & el 4= %
L. BERTAT UMBMBEIL T 0 AR T A — VRBME L D R RD 2 ERRO LN, KALE
M EAZ DN T BRIV T BRI 7 1R 7 4 — VEREREE X 0 (B Fie R R < 2
52 ENBOONT, F— T IV T MERF & O SR EINE 512 K 2 1E e ie i
FEENZIE-ETHo T,

TORTA—IVREBEERILS VRETICE T HERERER (FthEHER)

IR RS FaRT F—)b ERTINLT
A DFEE T & 0.6mg/kg 0.9mg/kg 0.6mg/kg 0.9mg/kg
1E A Frfgeir i 21.8%9.5 273+15.4 34.8+13.5 423+11.5
(43) (n=8) (n=8) (n=11) (n=8)
YR TINT UREEDEL -14
95%(15 X [#]" -22.7~-52
LA+ AR HE(R 7S

R BEROMREZHFAE L, MITLZHO

REeH
A B 0.6mg/kg 58 Q161) KO09mgkg B 5-RHE (1841) TEUWEHDORBUL AL T2,

- BREARICETORBRRELOBEFRARNER (EREKRAER FHHERER®)

AR IER (BthiEME )

TRTNT UL B R T 4+ — VBT TR A 5T 2 B3 38 5l (ASA 435 Class 1~3,
20~65 %) (2, fHEHEE L TAA 0.6mg/kg XX 0.9mg/kg & #5- Li-th, MhielEH %k
FFSH 272012 Tuglkg/ 77 OB FE CRfEEAZ B L, BES (T) 282> hr—/fiED 3
~10%IZHERF S D K 9 FRilE NI 2508 L7- & X OFRiEABRE 0L (L a FTRICRT,
R & & LTARA 0.6mg/kg % 5D 1EABRIAE 90 25 O F-EIRFRHE AR E L, RV
V. TRRT VR TIEEREN 3.4 (0=7) . 7.5 (0=9) pg/keg/sr. Al 0.9mg/kg #
HRFCIxZnE 3.9 KO 7.7ug/ke/ 0 Th o7z, HHHM RO FEERHGENEHE L, 7 a
T d— VIR L R L TR AR 70T URREE T TIEK 24~31%04 LT, B A RIS
ABRGEHE 1 FFRICIFIELE LTI EE R LTz,
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V. ARICEY SEA

FRUIATHMEZHIFL-EESOIARE (THELFRERE)

—e— 2u=" A R1LY 0.6 mg/ kg— R IV TV
= -0~ - uru=y A RALY 0.6 mg/kg— TR 7+ Vil
14 F ---a--- BZasY ALY 0.9 mg/kg— RTINSV
=-%-=127a=y A 54k 0.9 mg/ kg~ TR T+—IVI

Tk AL (u g/ kg/ 97)

i
/7 AN _
Iy A N ) - a1
- L 1 r
2 r L+ %\
-0 0 10 20 30 40 50 60 70 8 90 100 110 120 130 140
g (53)

REeH
% & 0.6mg/kg #HEE (20 1) KO 0.9mg/kg #58F (18 ) TERIEM ORI A2h -
77,

2) REMHER
OLMERICKT HEED

Tl 88 51 (ASA 73%H Class 1~3, 20~65 ;%) 12, AFIOFEEHELE LT 0.6mgkg (n=
30) X% 09mgkg (n=28) Z#& G5 L. DL CMEOHRBIZOWTHREF LZ, X, X7 o
=7 L5 L 0.1mgkg (n=30) %85 L7ZBEROLHE L QM EOHERL I DWW T R L7z,
ZORER. BE#% 30 o E ToLMEL ORI E R OESR BRI, AH 0.6mg/keg B,
0.9mg/kg #f, X7 v =7 LABALHRETIRIZFAEROHERS 275 LT,

FEHERG%, &beEEICHE SN OMERFGEL TIGE MR TH Y. KA
0.6mg/kg Bt 7 6, 0.9mg/kg 7 #, N7 v =17 LAB{LWFE 10 I TRRD LAV,

BERERSRICEE ZARIHIVMERERLIRO oONERNBRVREERER

R AH AH X7 u=y LB
b 0.6mg/k 0.9mg/k 0.1mg/k
A R B glkg glkg glkg
(n=30) (n=28) (n=30)
MRATTE H g n (%) n (%) n (%)
e < 80mmH 7 (233 7 (25.0 10 (33.3
LA = >170mmﬁgg 5 E16.7; 2 ((7.1>) 6 <(20.0))
PEBRH ifn >100mmHg 4 (13.3) 5 (17.9) 5 (16.7)
I M= & < 80mmHg
HIEAE > 170mmHg
PEAEIIMLE  JEE > 100mmHg
PSSRy I ZE i > 120bpm
I 7E & < 40bpm
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V. ARICEY SEA

QERA I UEHER (3% BAT—4) Y
T EE (ASA 43%H Class 1~3, 18~75 %) Zxt4ic, HEHEL L TAHA 0.6mgkg.
0.9mg/kg &' 1.2mg/kg* b Uiz, AFEGRIAOEEGHR 155, 3 47, 5 s (ZERIL 2 £ He
L, M 2AZ I VRELZER L, WTHLOERGEICBWTHLEGAI#% CiET e 2 ¥
RVREICHBRELITEO bNIRn o, o, BHHI#HTE A X I VilEBEOSE QIR
ALBE, ARIME, SEIRE) 13BRE IR o T,
CRAN OGRS T AFE N EIL 0.6mg/kg & KRR G-, Aln, SRS U Tl 2 23,
& A EO FRIZ 09mg/kg £ TTH D,

5) BE - mEAIHER
OBEF2BERVITHERESESE BN T—42) 0

AV TNT VBT OB AREEE (n=10) | IF#REEDE (h=9) KOIEFT - Bibeid
#F (n=10) (ZAH| 0.6mg/kg & HAIFIRNZE G L=, B RERE K ONFEGEREBE CIXIER
JF - BSEERRCE LI L TS U T T U ANRK 20% (BRS¢ 2.18mL/min/kg, FFHERE
BEE AR 2. 16mL/min/kg, 1EH T - BHERERSE : 2.72mL/min/kg) D L. FFfEREEHEE T
TRV 175 5 GERI - BB - 145 70, e E RS - 255 99) LR L7,
TERFEBLRE ] & OE R Frfe R I DWW CIE A B CTH B R ZITFR D DL o 7223, [RIERE
MIZoWTix, BALBEHCER - BMEREH L IZIFRETHY | IFHEREREBERE
TIXIEFNT - BH#BEEHON 25 Th o7,

(V. Z4t (BEHEoEES) ICBET2HEE 6 EOYREZAT HEFICHTIER
(2) EHgmekRFRE. Q) IFHEREFERE) 21)

QEkE (BN T—42) 'V
NRT AT OEEEHE (18~59 mk. n=22) KOEEE (70~89 i%. n=20) ([ZAH
0.6mg/kg Z HLEIFFIRNEE G- L=, milnd CIXIFmimdE & L TimiE s UV 7 7 U 20358 16%
(s 3.45mL/min/kg, FEEHGE : 4.11mL/min/kg) 1K F L. @&iliva O Ve Erpe e 1396 5
W B L TR 15 5 (Bl 424 43, FEmeE 275 4)) ER Lo, $£7-. BEHEREHEIL,
EEE O R FEREE IR TE o T2,

SERVESHEICES T 2EMBENSA -5 (580 6mg/kg)

wgr | o tin (47) CL Vi Vss
o fH B A v (mL/min/kg) | (mL/kg) (mL/kg)
ElhE |20 | 1241028 | 15.7+2.8 91423 3.45+0.18 29+5 221+10
g | 22| 1.97£0.28 | 16.0£1.8 8714 | 411%0.26 50+4 248+13
HEE B AR R

FEAT L © 3 28—k A NETIVEAGE LT RERISR B EMFAT L 2 V> CifeT L 72

g 0 70~89 ik, i ¢ 18~59 7%

tipo F8 ¢ AT, teB AH 0 AR, ey AH  VHAREE, CL S U T T A Vi ik
Y= A NEFE

Vss @ EFIRIEIZE T 2 5 A H
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V. ARICEY SEA

EhERVESREICHT SHMBEERAOLE (R5E8 0. 6mg/ke)

. ., 90%HEIBTIREH] | (FEHIZEBURER] | #7858 TR | MEIRRGERR | B 2RIEI1E ke
() (F) () (43) (47)
e 20 | 169.3+£97.9 | 270.0+142.9 | 249.4+97.7 42.4+14.5 23.4+11.4
g | 20 | 1483+74.8 | 2458+87.3 | 235.1+783 27.5+7.1 13.2+6.1
SRl - AR AR 2
(6) AR

D) ERARERE (—REARERE. FEXARERE. EARGELRAE) . MEREHR
T—ER—ZARE. WERFZRERZBROAET

M ER L

) RRBEHELTRBPEOARRITRME LI-FE -

A L

(7) TDfth

NERFEMABHER (Hs) 0
R A (U8R )

ENTEEESNT-A—T & AR 3

HBROBE

ARBR) IZBWT, TR T — VEREE T O 45 BRI TR

# (ASA 73 Class 1~3, 20~65 %) (2, AAIOFHEHEL LT 0.6mgkg, 09mgkg, XiI~
7 a = ABALY) 0.1mg/kg % % 5 L 7= B O HsiREH 2 TR IR T,

FHXEFEANI O LRIEMZERS LEROHMEER (REREER)

JUS AHA AHA VA== NN V(]
faran =N
L 0.6mg/kg 0.9mg/kg 0.1mg/kg
9045 7 B [ 70.7+22.1 65.6+17.5 108.2432.4
() (n=71) (n=64) (n=30)
YE 2B R 84.8428.5 77.8£31.0 125.7438.0
() (n=71) (n=64) (n=30)
F SO =R 99.7+1.1 99.7+1.1 99.8+0.9
(%) (n=71) (n=64) (n=30)
RS 52 T RERE 166.7494.4 151.6+76.4 231.1+103.1
(F) (n=71) (n=63) (n=30)
VER Frfee s 5424333 82.1£29.6 59.9+28.3
(47) (n=42) (n=36) (n=30)
3 B N N %= B N N & B N N
(a7
ME227 V2w la|w | s |8 |a|o|5 |8 8|«
JE 15K 32 34 5 0 37 | 26 1 0 15 13 2 0
% 451 | 479 | 7.0 0 | 578|406 ]| 1.6 0 | 5001433 6.7 0
3RBROUET — %, FATEEEERZ  (ERRRIT R 7 v 7

0% BEEIWT IR © ASHN 5-52 T 2> B HAUHE i 0 90%aHE T = T O IERE

TR BLIRE] « AR G587 5 b BB ME D415 £ TORFH
I R R+ 5 IR 0D U Iy =
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V. ARICEY SEA

2) Z Dt
AFNOE N ERARFRER T, BREME O R S R E TR E RFOMtiE L2 B L LT, BN 18 fisk
THEBHEILTHTRE 213 B2 HRICHEM S 370,
ERRRBR OIS IZLL F DO & B0 TH D,
OEERE Y
AAFNOFFE H E1E 0.6 LT 0.9mg/kg 238 TH - 7=,
Q%N R FIRRFRE KR N E R s ¢
TR T gL DHREEE N, BRIV T T XD RREERE T IR W, 0.6 XY
MMMQT@W%%ﬁﬁW(&5m7ﬂ%ﬂ@ﬁﬁﬁﬁ#%%ﬂéif@ﬁﬁ)ﬁ%ﬂ%ﬂ
84.6129.5 F Je TN 77.1£27.5 ¥, 1EMFrfeReR] (TG T1 0 T B3O 25% % THIET 2
R 132N 53413695 K% 1N73.4+2053CTh o7z,
QEMFEE R VR 4
B HEE L T0.1~02mg/kg MY TH - 7=, FHEHED 0.6mg/kg T, 0.15mg/kg % BN
BE LT-BEORGHRMITI 7T o R 7 +— L OB R 7 LT 0 K DB ik T., 1
ZH21.8+19.553 K TN348+13.54 Th o7,
@B AR EERERE
BRI NT UREE T T, AAl 0.15mg/kg ZHERFHE L LCHRE L2GA. BARRIERR (T
MXFRAD 25%70 5 75% £ TlEIE T 2 M) 1X30 RiE Th o7,
<BE>
[E {585 : TOF £ 0.9 £ ComIfE R 7
BRI NT VR OFIREFEITB T, AA 09mg/ke ZEHARNE L L%, gt =
2 —|ZBT 5N (TOF) HIPKIC L2 28 H OIS (To) OFFHBLRED S TOF b (TH/T,
D) 0.9 ICFEET 5 £ TOHREIERRIL 82.1127.6 47 (n=6, FH+HIEHEF:E) Tho
776
GOF 3R
AR OMERF & 0.15mg/kg & KRG LB, MFRFRRRH OLERITB O bNenoTo 2 &
F 72 EEAHW 17-desacetyl ROTEMEIIAFIOK 120 FRETH Y, EAEAELIEFITD RN
D, REDICLDEHERIZ WD LEEZOND, Lo T, AFNTEBEER T2V O
EEZBND,
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VI. ENERHE(CREIHHRE

1. EBZPHICEAEHILEMILEME
T =y LB
2x YA = LK

EE  BEEO S DL OMEE - REFL, RIOEBEFHRLESZMT DL,

2. ZEH{ER
1) {ERERLL - fEFRSF

0y ua=gABAit, BRGESMO T I AR GFET S =aTF T eTF A a ) VR

w7 v I=2A N LTIEH L, 7TEF A3 U A K D080 6 i ~ D BLE (R 2 W3 5 |

Ry AR 7 T A T o %

(2) EMZEEA T HHBRBHRE
1) ERsthigER (in vitro) ™

ENE Y MERREARGIERZ AW Tr 7 v =y AR BRI X 5 I Z
#il L7z, 2@ ICo flX 2.57uM TH YV, X7/ =7 A8/ D 027uM & iz L CTE DRI

19 Thot,

2) FRsthiE4ER (in vivo) '

FREE T D3 2 U7 Z ORFIIEHE & & 7 A OBtz BRI L, €O o0 7
H=0 AR RN v =y AEALY OFIRNEEIC X D iitEiEl 2 i L7c, non=
U L RAL OFEREH O EDso fHIT, N7 v=0 AR{EMOK 5ETHY, 7 r=0 L5R{E
WI~7 v =0 LB E VAR (Ra0 TH) o FRTEBWT, EDy OFGEO

17 n =0 ARG KD EMREERIZRZ IO 0 =g LB O 2 fFR1r-o 7,

R AR ORT ZIZEBNT EDy D GEO 1 7 v =0 LB &7 v =7 KB OIE A Fey

ITITIERE CTH o7,

07 0= LREYERUVAY OZ) LRIEYDEREERLER

i@h{f@ﬁé W B s EDso EDoo % 5- % | TERH TEM Fio

B OV A (pg/kg) (pg/kg) FfE] (43) kel (49)
- n7 =y s 15313 (16) 246+27 2.0%+0.1 8.3+0.7
2 VAR N (7] 31+5 (7) 39.7+6.8 43403 10.1+0.7
= C oA mra =y hR{LY 18518  (14) 311+35 29+03 13.7+1.2
Ny u=vy LRy 26+5 (8) 38.1%6.7 5.0%0.2 17.4+1.5

ST o7 nu=uhRY 43911 (12) 696+19 1.8+0.1 9.9+0.3

v Ny u=vy LRy 782  (11) 153£16 1.8+0.1 9.7+0.8
7 C oA v a =y hR{LY 98630  (5) 1675+ 60 3.1+0.2 168+1.6
Ny u=v LR 214+21  (5) 410+76 32402 18.6+4.8
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VI. EDFEEICEI SHIER

3) it IER DS '

17 m = LNEACIELLT O X5 2 IR o R AR R A T N SRl I A B D R A B o T

s

OffH="7 F U & TOMEHIEARICIENT, B2 r=0 AT L EMRR AL ZZT TN D
FTARAE DR 2 5| & 2 &3 WIRERITEIS I 2 Wi 2 4 L7,

QRfEE T DR a K OT Z 2 AWTZRERICE W T, 17 v =7 LRI RO RFEIGHE 2 5]
L2 S ARIGHE OB IC X7 # X AW T TOF (IUh&#) gl X oA R Lz, %
TZARAAF 7 L AFUERRE T R 7 v =0 ZBALIC X D 5 IUHE O #6550 L7z,

4) zDtDOEEER
REEMDOEEER '
FREE F O3 2 ORIEEH ML O 7 AfZ2AWEZRIR T, v o=y 280 8 NHEYw &5
Z HVD 17-desacetyl IR IXfsthiREH 27~ L7223, EDsofE CLE#T 2 &, 2o e rsun=y
LEALHDFI 1/20 TH -7, SREEIZIB U TIMIES O 17-desacetyl (AL 1%L FTH Y |
07w =y LR E S UTEBRCRBLT 2 stz /E T 17-desacety (K23 B 54 2 BIG 13 D
DTRWEEZLND,

() fERRBRRE - Frfuk
TAaRIT A —ILIC K DREEA.
RTINS VICK DMBHETICE TS5 ERARRER S &K OERERERE

58 B B FRfoe iy
FRAE & (B 552 T 05 Ty D RKERT A (B HA&T D Ti SRR D 25%
oD £ TORERH) F TRHEIE T 2 RFH)
0.6mg/kg 84.6£29.5 53.4+36.9 %
0.9mg/kg 77.1£27.5 % 73.4£20.5 %

V. WHRICET A 5. BREGE (4 BEERRER 1) AMEREERER ) R
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VI. XYEiREIcREd 5B

1.

mpPREDHTRE
D) ABELEEYGOPRBRE
HUERR L

Q) BERARTHERIA-MPRE

EWNERRRR ¥ 1280 T, N7 AREE FOBRFICAS] 0.3, 0.6, 0.9mgkg % HEIFFARN G L,
MEHTREZ T A a~ NI T 7 4 —THNr Lz, EYBEEOKRITHEL, /3> /3—KF XA hE
TNERWTITo 72, ZOREFR, M (te) 1% 0.3mgkg BET 48 43, 0.6mg/kg FET 75 47,
09mg/kg BT 76 3 CThH Y, MHEZ U7 Z & (CL) 1% 0.3mg/kg #£ T 4.5mL/min/kg, 0.6mg/kg Ff
T 4.1mL/min/kg, 0.9mg/kg #£C 3.8mL/min’kg #/ "L, HHGEICEIOTIRF -EDOEEZ R LI, &
7o #&hE L AR R MR TERE (AUC) OB &V . BiFe MM (FREI%
35 :0.894) BB LT,

—o— 03 mg kg
—— 06 mg kg
—o—09mg kg

1000 ¢

M3 AL ARBEEE (1 g/mL)

0'0] 1 1 1 1 1 J
0 60 120 180 240 300 360
IR (45)

BE#HIKARE Lz E0mEPRECKRRERER

BHR | e R MRT CL Vss AUC
(mg/kg) (min) (min) (mL/min/kg) (mL/kg) (mg * min/mL)
0.3 20 48=+17 33%+13 45+0.9 146 £55 0.07£0.01
0.6 19 75128 46+13 41%1.0 18148 0.15%0.03
0.9 20 7619 47+ 14 3.84+0.8 172+39 0.25%0.05
PEE AR AR MRT : “F-EJi 7 IRs Vss @ ERIRIBIZI T DA 5 78
(3 hEHE
MER R L

D EE-HHAEORE
1) BEOFEE
BN
2) PEHZRO
V. BEICET 52 E 5. EREE (4) MEERRER 1) A2 ERGERER @ik
b) MAEALIATREMEER ) 2R
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VI. EMENREICEAY 51EE

2. RYRERAINZA—2

) WA E
EINEERRBRIC BT 2 BIRE ORI, /v R— AV NEFAEHN T2,

( TVIL HpEhhsic B4 5 H A

@) BALHE TR
LR L

Q) HEEEEH
LR L

DIVT7S53VR
4.1+1.0mL/min/kg (0.6mg/kg ¢ 5-1F) 3

) B HER

L. i AR DO HERS

(2) ERIREER CTHERR S PiREE ] 2 R)

181 +48mL/kg (0.6mg/kg #¢ 5, EHKHE) ¥

(6) TD1h

YR L

3. BEHE (KREaL—2ay) &H
) WA E
3a = AU NETNMICEDIERIBIRADERET VE AT, BEEMIRYEREMNT 2 3t L

776

QNS A —SEHER

FFPR RSB R IR

V. GRICEET HHHE

HFRE 2]

Fiim (R

4. I

V. 1BRICEET 5IEH

AR

5. AR AR

5. AR Al

(5) &% - WL OB REEE KO RIER

(5) A& - WEMRER Onind) 2]
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VI. EMENREICEAY 51EE

5. 9%
(1) % — fxBE P9 & @ %
MR L

(2) I % — B& B2 B P& B 1%

Al ~rm=y LBy, RXrra=y A8t o aEEERMEICE T 25 E OIS T,
s ER AR I & RHA O FRRINL T TO 2 DIFEHIZZNZER 0.16, 0.11, 022 EHESTVWD P,
( TVl Z&t (EHEoEES) CET2HEE 6. BHEOWREZATLIEEICHETIER
(5) it ZHR)

(HWiE: Sy k)

AR T » MC3H-n 7 0 =77 ABAbY) 03mg eq./kg ZH[AIR—F 2% 5. L, B - BBIE~DOBIT
PEAfRE L7c, R 13 HE DT v MIBWTHER 5% 10 L 20 53R ez 28 L TR IEIck
1T LI RE X2 2 & 580 0.0006 LT 0.0010%, — 5, ER19 HHDO T v FTlxEh=
+0.0084 K TF 0.0066% T - 7= 14
*H 5 Ik

Q) Hir~oB it
(FWiE: Sy k)
Stz 13 B H ORI AT » MZ3H-2 27 2 =7 A8 L9 0.3mgeq./kg (35.4MBq/kg) % H[E[HR—
TARE L, P ~OBITEZ RS Le, I PEUNRBIRE O B — 27 138 54% 5 KO 1 e
T, ZNDDOMEREREITLH 1g BTV HEEGED 0.007% & 0.006% CTh 72, TD%, ILitH
FORET » b O mAER B RERE TR 2 ITIK T L, #5% 24 BEBLIETIZ E A ERD LR -
7= (WP bR 0.0002%) 19,

4) FEE~OBITH
(BFE: 742)
THIZe 7 u =y AR EFHIEA LTS A IMERER T CTORE (230~340ng/mL) (XEF
WEEDMAEHIE (2,000~6,000ng/mL) OF) 10% ThHh-7= ( [IX. FEEFKRRABRICBETHHE 1.
BB (2) RaMRHERR) 28) |

5) T DD~ DRBITIE
(FWiE: Sy k)
HEWFRET v M2 UC-n7 v = A58t %E 03mgkg HEIR—F AL L, 24— 7 U477
T 74 'BAToTER, BEH 5 SICBWTHIRIZESZITam L, I, FEE, B, mERiR
K OVHUIR AR CHlies 1g H7- 0 O EEIREE N m - 72, ias O METREIR E ILEL /IR T L, #
H.4% 5 Wl & TSRS OB D BERES A LT, S 612, # 5% 168 R £ CITILREK %
PR &R R REIZE AR Lz 19,

(6) MFELHKEAE
30.2+3.7% (& hMdELZ 0.001~10pgeq./mL DI/ 5 K H 23 H-n 7 v =7 A5 by E N 7
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VI. EMENREICEAY 51EE

6. R

(1) R EERAL B U B i B
AEHEBAL -
IR 512, HoNITFIRICIR D A E L, BHEEORENEH FICHe S 5,
AR -
07 n=0 ARt OREERBFREEZLLTIZRT, 7y NROTZiIZr s v=0 LR %E IR
WEG LTE 2 A, 1ZEAEREBI S0, 17-desacetyl KT desallyl fRIZH 3 M2 S
LDOHRTHSTW

HETE AU RATHE R

H H
17-desacetyl 1 desallyl {&

EEBYICE TS50/ 0=V LRLYOREYE

) B SR &
) € PIbin W 43 (BHEICHT5H)
fit 17-desacetyl {& desallyl {&

) i 1% % T8 0.7%

AR —F 25 (5)L) lEvey .

_ - " (5 8 2 (TR )
7 (5% 0~15 5 D 2 FH) - -
Y HHE, SR | 3L A LRD BN
h 5 H FFIE G PN TP A TR 3% M

(2 EFfMFE %) [iIERS N2y g WA
7 | 2 PG . 24 BRI A R 0.05% K% T 0.08% 0.14% . T 0.03%
& | FHGIEAR T 1% 4 R o R REYF 0.03% &% 1% 0.01% 0.01% &% 7% 0.002%

QRHBICBEET IEBE (CYPE) ONFiE, F5E
AHNORFHZEE 5T 5 MFF b7 m—24 P450 (CYP) HrFHZFRIET H7-0HIZ, & b CYP FEL
Mo 7-% 278 Y —A (CYPIA2, CYP2A6., CYP2B6, CYP2C8., CYP2C9. CYP2CI9,
CYP2D6. CYP2E1 K2 TX CYP3A4) % T in vitro fNHIERBR 21T 72 & 2 A, AHNT 86%LL LA K
TAEOEFHRAFE L, AW CYP HESFREICEARBHIITEA LRV EEZ SN TS 19

@) DEEEHROERRUEOHE
s ERh L

28



VI. EMENREICEAY 51EE

@D REVOEHEOERE VTR, FELE
17-desacetyl KD ARIERIZ. v 27 v =7 ABALMDOK 120 TH-o7- 12,
([VI Sohssmicpid 2A 2. SEREM Q) 9% AT 2RBA 4) T 0o
M1 i)

7. HEt
(1) HEMERLL B UHR &
Fiz, EHFIzEEE R B,

(2) Bt ==
AT B = VR T OBRE 11 BHCARK] 0.6mg/kg & HERIFFARNE S L, #FEHAELE LT
0.3mg/kg* ZFARN IR G- L7-1%% . i iz A% 15pg/kg/ 5y ** TR LTz, IR EEEA OB
WG GHT % 12 W £ TORZEALEBR DR PP IX 38% Th o7z, MmAEHIZD &Y
17-BL 7 & F IR S =28, IR EIIRE S i 20,

FARBN O AT I T MERF &1 0.1~0.2mg/kg TH 5,
FERFN O AGRE TN R X Tug/kg/ 7y T D,

8. FSURAR—E2—IZEHTI1ER
AR L

9. BHEICKDIBRER
HUERR L

10. HEDEREFIHEE

1) BT 2BERUR#EEERESE
B AR EE KON RS B TIXERENT - BHREE LR L TERAD 7 VT 7 2 AR 20%
(B A2EFE  2.18mL/minkg . ATFHRE R F B & : 2.16mL/minkg. [EFAF - BHELE
2.72mL/min/kg) P U, FFREREMEE D CIRE AR K 175 £ (EFAT - Binels « 145
4y, IFRERERE S S 1 2554)) ER L7219,
(TV. WRICET2HE 5. BRME (5) B - JWENIERER] 2H)

Q) kA
A 0.6mg/kg G- Lo L &, mild ClddEmE LI L T2 VT T AN 16% (Sl
3.45mL/minkg. FEm#EE : 4.11mL/minkg) IR~ L7 1V, (V. {BRICBETHHE 5. EEKK
f (5) B - W] SR

11. Z0fth
HYERe L
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VI. 2% (ERALOIESF)ICETSEB

I3

ERE L OB
IS
AENE., TOERARVERZEICOVWTRAML-EMOANMERT S &,

)
MOREDOHFEMZIET B0, Bk EVNELRTHEFHETHH EEX D,

Ul
oK

7

Ea
e

2. ERABLEDER

2. B2 (ROBHICEEBEELENIE)

2.1 RFIO RSy AT RALIT ) U CRBUE ORBEERE O & 5 BE

2.2 EIEMEIE, HEREFEFROBEDO I B, AH~T 7 A+ MU U ALK L CEEUE O BEE
FED G 5 BE HEEER THHLATT 7 AF MY D LZHHATE RN, fitsElEd
DEIE L, ]

(fggn) * (R DFSIIE T IRCOEE SIS
2.1 I EITAF Doy XL BALY) CHEBUER DN BN 72 R BR 2 £ D B TR OAER 23 BB R B3
DIEHEMER B D,

2.2 EIEMGIEIE, MBI PEGREO B TR TR, FEBL R ) SRR 12 k9 D SRS A 3 R oD C
<, FAARVE R AMETR « GBIE LT VWO TR L L CHEEME 24T o T e, L L., HIER
HESIE, HENFEEREOBRE BN TS, AHYTZ AT P UATY RN—2F% 2 & TRk
REBOBEBNFEEL B X HIZED | HAREF 2SO RAEFEE I L CEEENZH S
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X. JEEREREAERICBI S IR E

1.

A ER
(1) ENFEEHER
[VI. SEHEIIZBET2IHE | OESMR
) R IEHER 9

1) PREHBRICHTHER (1 X, TH)
AXZrrv=v L8 3.6mgkg (30 /3fE, 3 E) #IRNELG L Z A, KRRIZIZEALE
AL Llenote, Filo, 7XICn 7 n=0 LB Z Rl A LTc 6. IMEE T TORE
(230~340ng/mL) 3EFIREDMAEFIE (2,000~6,000ng/mL) DK 10%ThHbHZ &, F£7z
n7u=y AR RO =aF T Fra ) URREASOBIREREH N LS, F
WMERIZIZEAE RS RN EEZ BN,

2) BREEHBRRRUVEEHICHT HER
RIET » N ROBRFER 22 -V, N LRERE F TR 21To72, 7 v MZBWTIL, 2
BRI X 28RICH L, v rn=0 A58 10mgkg £ TREBIIAONRN-T2, —F., Fl
AREAT IR K DRARZ 0] L. %D EDsofHI% 4.7mglkg Th o7, F/o, R ITBNTIEL,
RIS AR & BRIRZ PN L. % O EDsofE1% Ldmgkg Tho72 (T v ~, F=) , T
Ty MEHEIFIZEWT, v o=y A8APIET BT L3 U VIUHEZBREEICMHE L (pA=
4.18) . FOLAD IV T EF ) CFEERERER AR Lz, —J7. B A Z I IR,
WAL S Y O ARSI IR E RIT S R odz, £, 7y MORHmED /7 v 7 FLF U i
X DUNHE % 164puM THREEIZHNH] L7 Gin vitro)

3) MRRUERSERICHT HER

A X 2T, NTREREE F TR EITo72, =2 n=7 A8 0.54mg/kg (3 XEDy)
DOFARNEZLGAZ L0 | DB L OO ESBREICEL LD (BTN 6%E 10%) . AER
AL TlE e o7, DERIZK L TiE, 3X3.6mgkg £ TOHREG THEIALNIRN-> T2,
Fz, BEAEY MALDEEATERZ o= A8 164uM T 5 filH 2 FlIZ—i@ D8 O
BRI ST (invitro) .
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G LT, BRI R 512 >V T it Bk 2R A CARNC BT 5 & E 2 B2 T
ZEIRPNIZ FoTim ST BETEME NR O Ll 2 & n ., BREZRRDATREN S 5 E W L=, &
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[FIZhE = (1) FEML o M s st g A
N7 =0 LR
(2) ik 53 A it e A1
AFY A b= DAY

7. EREEEAR
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1.

FLENAETORFTRR
AANE. 1994 4E 4 1K [E (Zemuron®) *. 4T % (Esmeron®) TIE5E S, 2010 4 2 HHAE,
5 95 » [ETAR S, BRFEHIN TV D

* BIfE I3 s ek
AHNOEETOREGIRMIILLTO LB Y TH S, (20264 7 AFER)
% EES|
By 3¢ 4 | Esmeron
KR H [ 199647 H 15 H
Al ¥ - & & | 10 mg/ml FHHA

/|

2N HE 1% %0 R

Esmeron is indicated in adult and paediatric patients (from term neonates to adolescents
[0 to <18 years]) as an adjunct to general anaesthesia to facilitate tracheal intubation
during routine sequence induction and to provide skeletal muscle relaxation during
surgery. In adults Esmeron is also indicated to facilitate tracheal intubation during rapid
sequence induction and as an adjunct in the intensive care unit (ICU) to facilitate
intubation and mechanical ventilation.

MIE K O &

Posology
Like other neuromuscular blocking agents, Esmeron should only be administered by, or

under supervision of, experienced clinicians who are familiar with the action and use of
these drugs.

As with other neuromuscular blocking agents, the dosage of Esmeron should be
individualised in each patient. The method of anaesthesia and the expected duration of
surgery, the method of sedation and the expected duration of mechanical ventilation, the
possible interaction with other drugs that are administered concomitantly, and the
condition of the patient should be taken into account when determining the dose.

The use of an appropriate neuromuscular monitoring technique is recommended for the
evaluation of neuromuscular block and recovery.

Inhalational anaesthetics do potentiate the neuromuscular blocking effects of Esmeron.
This potentiation however, becomes clinically relevant in the course of anaesthesia,
when the volatile agents have reached the tissue concentrations required for this
interaction. Consequently, adjustments with Esmeron should be made by administering
smaller maintenance doses at less frequent intervals or by using lower infusion rates of
Esmeron during long lasting procedures (longer than 1 hour) under inhalational
anaesthesia.

In adult patients the following dosage recommendations may serve as a general
guideline for tracheal intubation and muscle relaxation for short to long lasting surgical
procedures and for use in the intensive care unit.

Surgical Procedures

Tracheal intubation

The standard intubating dose during routine anaesthesia is 0.6 mg/kg rocuronium
bromide, after which adequate intubation conditions are established within 60 seconds
in nearly all patients. A dose of 1.0 mg/kg rocuronium bromide is recommended for
facilitating tracheal intubation conditions during rapid sequence induction of
anaesthesia, after which adequate intubation conditions are established within 60
seconds in nearly all patients. If a dose of 0.6 mg/kg rocuronium bromide is used for
rapid sequence induction of anaesthesia, it is recommended to intubate the patient 90
seconds after administration of rocuronium bromide.

For use of rocuronium bromide during rapid sequence induction of anaesthesia in
patients undergoing Caesarean section reference is made to section 4.6.

Higher doses

Should there be reason for selection of larger doses in individual patients, there is no
indication from clinical studies that the use of initial doses up to 2 mg/kg rocuronium
bromide is associated with an increased frequency or severity of cardiovascular effects.
The use of these high dosages of rocuronium bromide decreases the onset time and
increases the duration of action (see section 5.1).

Maintenance dosing

The recommended maintenance dose is 0.15 mg/kg rocuronium bromide; in the case of
long-term inhalational anaesthesia this should be reduced to 0.075-0.1 mg/kg
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rocuronium bromide. The maintenance doses should best be given when twitch height
has recovered to 25% of control twitch height, or when 2 to 3 responses to train of four
stimulation are present.

Continuous infusion

If rocuronium bromide is administered by continuous infusion, it is recommended to
give a loading dose of 0.6 mg/kg rocuronium bromide and, when neuromuscular block
starts to recover, to start administration by infusion. The infusion rate should be
adjusted to maintain twitch response at 10% of control twitch height or to maintain 1
to 2 responses to train of four stimulation. In adults under intravenous anaesthesia, the
infusion rate required to maintain neuromuscular block at this level ranges from 0.3-
0.6 mg/kg/h (300-600 micrograms/kg/h) and under inhalational anaesthesia the
infusion rate ranges from 0.3-0.4 mg/kg/h. Continuous monitoring of neuromuscular
block is essential since infusion rate requirements vary from patient to patient and with
the anaesthetic method used.

Paediatric population

For neonates (0-27 days), infants (28 days-2 months), toddlers (3-23 months), children
(2-11 years) and adolescents (12-17 years) the recommended intubation dose during
routine anaesthesia and maintenance dose are similar to those in adults.

However, the duration of action of the single intubating dose will be longer in neonates
and infants than in children (see section 5.1).

For continuous infusion in paediatrics, the infusion rates, with the exception of children
(2-11 years), are the same as for adults. For children aged 2-11 years higher infusion
rates might be necessary.

Thus, for children (2-11 years) the same initial infusion rates as for adults are
recommended and then this should be adjusted to maintain twitch response at 10% of
control twitch height or to maintain 1 or 2 responses to train of four stimulation during
the procedure.

The experience with rocuronium bromide in rapid sequence induction in paediatric
patients is limited. Rocuronium bromide is therefore not recommended for facilitating
tracheal intubation conditions during rapid sequence induction in paediatric patients.

Geriatric patients and patients with hepatic and/or biliary tract disease and/or renal
failure

The standard intubation dose for geriatric patients and patients with hepatic and/or
biliary tract disease and/or renal failure during routine anaesthesia is 0.6 mg/kg
rocuronium bromide. A dose of 0.6 mg/kg should be considered for rapid sequence
induction of anaesthesia in patients in which a prolonged duration of action is expected.
Regardless of the anaesthetic technique used, the recommended maintenance dose for
these patients is 0.075-0.1 mg/kg rocuronium bromide, and the recommended infusion
rate is 0.3-0.4 mg/kg/h (see Continuous infusion) (see also section 4.4).

Overweight and obese patients

When used in overweight or obese patients (defined as patients with a body weight of
30% or more above ideal body weight) doses should be reduced taking into account
ideal body weight.

Intensive Care Procedures

Tracheal intubation

For tracheal intubation, the same doses should be used as described above under surgical
procedures.

Maintenance dosing

The use of an initial loading dose of 0.6 mg/kg rocuronium bromide is recommended,
followed by a continuous infusion as soon as twitch height recovers to 10% or upon
reappearance of 1 to 2 twitches to train of four stimulation. Dosage should always be
titrated to effect in the individual patient. The recommended initial infusion rate for the
maintenance of a neuromuscular block of 80-90% (1 to 2 twitches to TOF stimulation)
in adult patients is 0.3-0.6 mg/kg/h during the first hour of administration, which will
need to be decreased during the following 6-12 hours, according to the individual
response. Thereafter, individual dose requirements remain relatively constant.

A large between patient variability in hourly infusion rates has been found in controlled
clinical studies, with mean hourly infusion rates ranging from 0.2-0.5 mg/kg/h
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depending on nature and extent of organ failure(s), concomitant medication and
individual patient characteristics. To provide optimal individual patient control,
monitoring of neuromuscular transmission is strongly recommended. Administration up
to 7 days has been investigated.

Special populations

Esmeron is not recommended for the facilitation of mechanical ventilation in the
intensive care in paediatric and geriatric patients due to a lack of data on safety and
efficacy.

Method of administration
Esmeron is administered intravenously either as a bolus injection or as a continuous

infusion.
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4.6 Pregnancy and lactation

Pregnancy

For rocuronium bromide, no clinical data on exposed pregnancies are available. Animal studies do not
indicate direct or indirect harmful effects with respect to pregnancy, embryonal/foetal development,
parturition or postnatal development. Caution should be exercised when prescribing Esmeron to pregnant
women.

Caesarean section

In patients undergoing Caesarean section, Esmeron can be used as part of a rapid sequence induction
technique, provided no intubation difficulties are anticipated and a sufficient dose of anaesthetic agent is
administered or following suxamethonium facilitated intubation. However, Esmeron, administered in doses
of 0.6 mg/kg may not produce adequate conditions for intubation until 90 seconds after administration. This
dose has been shown to be safe in parturients undergoing Caesarean section. Esmeron does not affect Apgar
score, foetal muscle tone or cardiorespiratory adaptation. From umbilical cord blood sampling it is apparent
that only limited placental transfer of rocuronium bromide occurs which does not lead to the observation of
clinical adverse effects in the newborn.

Note 1: doses of 1.0 mg/kg have been investigated during rapid sequence induction of anaesthesia, but not
in Caesarean section patients. Therefore, only a dose of 0.6 mg/kg is recommended in this patient group.
Note 2: Reversal of neuromuscular block induced by neuromuscular blocking agents may be inhibited or
unsatisfactory in patients receiving magnesium salts for toxemia of pregnancy because magnesium salts
enhance neuromuscular blockade. Therefore, in these patients the dosage of Esmeron should be reduced and

be titrated to twitch response.
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Breast-feeding
It is unknown whether rocuronium bromide is excreted in human breast milk. Animal studies have shown

insignificant levels of rocuronium bromide in breast milk.

Insignificant levels of rocuronium bromide were found in the milk of lactating rats. There are no human data
on the use of Esmeron during lactation. Esmeron should be given to lactating women only when the attending
physician decides that the benefits outweigh the risks. After the administration of a single dose, it is
recommended to abstain from next breastfeeding for five elimination half-lives of rocuronium, i.e. for about
6 hours.

F—RA+ZUT7HRMAXE (2026 F£7 AFR)

4.6 FERTILITY, PREGNANCY AND LACTATION

Effects on fertility

Fertility studies with rocuronium bromide have not been conducted.

Use in Pregnancy (Category B2

Rocuronium bromide was not embryotoxic and/or teratogenic when administered to rats during pregnancy
(day-6 to day-17) at IV neuromuscular blocking doses of 0.3mg/kg. There are no adequate and well-
controlled studies in pregnant women. Esmeron should be used in pregnancy only if the potential benefits

justify the potential risk to the foetus.

In patients receiving magnesium sulfate for toxaemia the dose of rocuronium bromide should be reduced and

carefully titrated to twitch response.

Use in Lactation
Insignificant levels of rocuronium were found in the milk of lactating rats, however there are no data on the
use of rocuronium bromide in lactating women. Rocuronium bromide should only be given to lactating

women when the attending physician decides that the benefits outweigh the risks.

A=A KZ U7 D%%E . (An Australian categorisation of risk of drug use in pregnancy)

B2 : 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 are inadequate or may be lacking, but available data show no evidence of an

increased occurrence of fetal damage.
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4.5 Interaction with other medicinal products and other forms of interaction

Paediatric population

No formal interaction studies have been performed. The above mentioned interactions for adults and their

special warnings and precautions for use should be taken into account for paediatric patients.

4.8 Undesirable effects
Paediatric population

A meta-analysis of 11 clinical studies in paediatric patients (n=704) with rocuronium bromide (up to 1 mg/kg)

showed that tachycardia was identified as adverse drug reaction with a frequency of 1.4%.

5.1 Pharmacodynamic properties
Paediatric population

Mean onset time in infants, toddlers and children at an intubation dose of 0.6 mg/kg is slightly shorter than
in adults. Comparison within paediatric age groups showed that the mean onset time in neonates and
adolescents (1.0 min.) is slightly longer than in infants, toddlers and children (0.4, 0.6 and 0.8 min.,
respectively). The duration of relaxation and the time to recovery tend to be shorter in children compared to
infants and adults. Comparing within paediatric age groups demonstrated that mean time to reappearance of
T3 was prolonged in neonates and infants (56.7 and 60.7 min., respectively) when compared to toddlers,

children and adolescents (45.4, 37.6 and 42.9 min., respectively).

Mean (SD) time to onset and clinical duration following 0.6 mg/kg rocuronium initial intubating dose* during
sevoflurane/nitrous oxide and isoflurane/nitrous oxide (maintenance) anaesthesia (Paediatric patients) PP group:

Time to maximum block** | Time to reappearance of T3**

(min) (min)
Neonates (0-27 days) 0.98 (0.62) 56.69 (37.04)
n=10 n=9
Infants (28 days-2 months) 0.44(0.19) 60.71 (16.52)
n=11 n=10
Toddler (3 months-23 months) 0.59 (0.27) 45.46 (12.94)
n=28 n=27
Children (2-11 years) 0.84 (0.29) 37.58 (11.82)
n=34
Adolescents (12-17 years) 0.98 (0.38) 4290 (15.83)
n=31 n=30

* Dose of rocuronium administered within 5 seconds.
** Calculated from the end of administration of the rocuronium intubating dose
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6.4 Special precautions for storage

Storage in the Refrigerator

Esmeron should be stored at 2°-8°C in the dark and used within the expiry date given on the pack.
Storage out of the refrigerator

Esmeron can be stored outside the refrigerator at a temperature of up to 30°C for a maximum of 3 months.
The product may be placed in and out the refrigerator at any point(s) during the 36 month shelf life, but the
total storage time outside the refrigerator must not exceed 3 months. The storage period must not exceed the
labelled shelf life.

For storage conditions after first opening of the medicinal product, see section 6.3.
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