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) # %
ESLAX® Intravenous 25mg/2.5mL
ESLAX® Intravenous 50mg/5.0mL
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(6) FERH
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TaiR . PRI RS O X ) TR
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B ATV
Q) #EAMa—F
RO
4) sHE DT
R, TRAT g AVEE TRAT 7 AVERE
25mg/2.5mL 50mg/5.0mL
pH 4
RBIEL 1 (PR AR )
RhEE MR L
bt MEER L
ZE 73 pH ik 3.8~4.2

07 wu=10 AR pHA A OKEIR T TIRIEE A ENMKRDRZZZ T D Z &< B2 E

Thb,
5) T Db
AR
2. HEIOHERE
) BB GRERSD) OESERUVHEME
B4, TRAT v AT TRAT 7 AR
o 25mg/2.5mL 50mg/5.0mL
BN GY 0y na=y ABY ns =y A8y
" b U ¥ A 8.25mg, pH AHHEH F 1 U % 4 16.5mg. pH FHEEH
Q) EREFORE

Br 0.016mEqg/mL
Na 0.072mEq/mL
Cl 0.056mEq/mL
FERE A 4> 0.014mEq/mL
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4. Hif
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B paEaiE RS 5 rRENMED & 5 EARBI AN NS FRAERRMITIRO LB Th S,

R E R %
FIEF)
MR R
Rt
FIE R
SRR )
Rt
6. HADBEEHTICEITS REN
25mg HF
ALl RITE gg dhom
Sz ¢ g P =N
FRA sC HT 2T HADEL DI K O
A ER (RS (I 7} OMBINT) 36 v H DOWD MBEBD S LT=03
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25C ros 2 % HgWE OB L OE &
3B 60%RH ﬁ;;&%ig 61 F | DA BRD DI,
AT = R ORFANTH - 72,
AR
TR (200W * hr/m?) | BRG « T AL T L BROLIZ K HEWEO
“@%“ + W BT ANLTAE | — | WIS b, H
A FARECHE S W OEFHN T B 7=,
(120 5 Ix * hr)
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o o R E DR R O B
I jj; ?—,;;;;&Jﬁ 6 1A | OWDRED BT,
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(R At R E gg G
25mg LAl 30°C 5 ZNA T 30 A W O BIMB R ST
50mg HU51 75%RH (f8157) M. BREOFPBENTH - 7=,

ARBRIEH : MRIR, pH. HEBWE.

(2) "BRARGFROEERICS T HAHADEEM

EE (B) | REMEMRL . REIERY

A PRAT SR TS
2~8C, 32.1 » H
2~8C. 32.1 v A + 25C/60%RH. 12f[H
K5 Y JE P N2 =N

T25 vy 2® | 2~8C, 321 %A + 30°C/40%RH, 12 f@i’/’jﬁ@%jﬁ;%
B8 25mg/2.5mL | 2~8°C. 25.1 # H ﬁ%gﬁﬁkﬁﬁo}‘

2~8C. 25.1 » A + 25C/60%RH. 12 f[H :

2~8C. 25.1 » A + 30°C/40%RH. 12#[H

2~8°C. 347 % A

2~8C. 347 H + 25C/60%RH. 12 #HH

2~8C. 347 H + 30°C/40%RH. 12 #HH
25y A 2~8C. 313 % A BixWE OB KOG &
#49% 50me/S.0mL 2~8C. 313 % H + 25C/60%RH, 128 | O BRO HATZH,
o gl 2~8C. 313 % H + 30C/40%RH, 12 | HEEORFEANTH -7,

2~8C. 248 % H

2~8C. 248 v H + 25C/60%RH. 12 iA[#]

2~8C. 248 v H + 30°C/40%RH. 12 iA[#

ARBRIEH - MRIR, pH. HEBEWE.

EE  AFIORTE, 2~8CITRFETH 5,

VMR-, BRIA R, ER (B8
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7. RBERUBBROREN
BERAR

8. thFlEDMAEL (MELFMEL) Y
AFNTEARNCHM TR G SN D05, FHTHICHIRNE G S0 2 ATREMED & 2 8G9 ™ . e OAH 73
STRFHE SN D ATREMENE 2 B2 O THH STV D EHRANC DUV T, Bl Ot 2 Et L7z,
PEAEEEA G G, (VI 220 (A EoEES) BT 2HE 7. MAEH] 1)

(1) HEBRAZE

KA 50mg/5.0mL (2% LT, FELAIEA 1 AL O Tb, T U7 VKON MVEE) & BTN
L. WHEIC2 L5 2R LT (FlA SRR EROS AL, B IRSGEE O FIEICHREW S LT
HOEHWT)

RERIEH AN, pH L, EEIRIFR (%) *
FEBEIEFR CHPLCHEEIC LW ER L, B L,

(2) HERHER

A 7N 100mg (RS UHERRKE) © Z v 7 AW 20mg (7rtEIR) | IR EHRA
05g (FANXH—=F R TL) ROA VY —AEHM 05g (F7IT7—F RUTL) 125
WL, BEAERICIEEZA U, L_XZ U 02mg (7L V7 ¢ VIRIRIE) | T AR
WEEH 0.5g (A IR L/VTAXFUF MU L) X, BBABREARRD LN, 2 by
UUmEM 1g™ (BT U MU oA) 1F, EERICEADRE, 20%~ 2 = h—/L{E4
# TYD] (300mL) (D-~>=h—/V) (X, EAKAGCOSHIROFZIEMHRTED Hiv, FEEEN
KT L, Vv A Ra— R 1000mg (A FLT L K=Y aranyBzAsirr )y
L) 0, BEARICAGOWEEE T, 777 vy 7E (250mL %) (ALERY R L T
F v ME*? 200mL) (77— MEFFR) K OVRH 2 —/L R (250mL4%) (/L h—20
FLIE Y TR 2 OWTIR, 24 IR ORGFRIIE MEM AR O bhvic, N AR Y UFE
Mg (874 F7 M) RO 1%7T  F VA E (FrR7+—L) 12OV TIE, EENE
i T 7einote,

18 R U UFEM g idikRFEF Ik

k2 BiRGe4 0% [ 77 F v Mk

TLART Vv, 22w T2 NEA VB, 7nd v e RranrFy o=
NIBBZ AT LT NI TA, AFLT L R=yaraniBozxsri, w770y, F73
T—=NF RV DTL FAERXE =T RITA THXHRAZY L RNV, Nva~
A4, 7rEI FERAETDEREEZALLDT, Blx ORGREECHERT L, itFE—
MR 2 3 258 12BN 2 A S EKEO R HEREK E W THRET 572 EIRG LW
Loz Tsz L,

(v, Z4tt (EHEoEES) BT 2HE 11, #@HEOER 28)
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BEEELAE HBRER—E (2007 F8 A : KBBORKBRER)
Bl 458 4 eSS SENE )
No. B s EHH fii#
(R —H—) [LRREC] Hic B B 14 4 FRE[H 24 [R5
77 Fy Mg QoomL & by) BT | MR | MEBPOW | MEWHO® | — | WEERAORE| pre s
1 200mL |7 &7 — pH 5.36 5.05 — 5.10 BRiESR ) B
(B MR Toetea () — 100.0 — 95.9
i ey s | e % — 445 V75 e
755 AP UERHE (SOmgimL) Cimre sl BP0 | EEAE DR VB H] DIR
2 ImL | 5 e pH 4.18 4.06 — 4.04
s . A AT
Z7 45 BAEE (%) — 100.0 — 99.4
18 D LB % | L S ORGR | A6 R OiE &
NS B X P! WERGEAOHK |4 C, Ix A | oL & | okkz G
V= AER T 0.5g™! FTIT— -
AR 0.5 . WL, a7 | o | T8 Lo
3 500mg |V F kU V) SR
(RETL) I pH 11.01 931 — 9.32 e
RIFE (%) — — - -
’ ; o |EEDTE A & EEDLBEE | [ PR
o 1 i — @A Lo
A /S 100mg ksl B REENOR e emmon DEEEION| o
4 (A RIEREE U ) ML | g pH 4.19 4.02 — 401 |BIREBER
BAE (%) — — — e
¥ ¢ —> DIk (200mL) 7 R e k) EEAEI O | BEAETOWK — (4 P55 B DI
5 200mL |7 & 7 — b pH 5.36 5.15 — 5.12
(BLFD) U VIR AL (%) _ 100.0 _ 99.3
i (A W | T O — 64 VBB O Ik
=7 Y P e | SHE OB O | FEOTEHOW A O
6 L0 [y pH 6.05 4.04 — 4.03
=T AL A L
(RET) BAFE (%) — 100.0 — 99.0
7 05g | ppemess pH 3.48 3.96 — 3.93 Wi B
(2T ) A (%) — 100.0 - 98.1 o
Je B TE 2 A — | 50mL Pax ) M O | A O — A DR
8 50mL | A= BR AR pH 6.06 4.11 — 4.02
K8 BAEE (%) — 100.0 — 97.9
BRI 20% (20mL % - S8l (45 B DR | D T O — (4 P55 B D I
9 20mL |, ...~ pH 4.34 4.13 — 4.05
(K85 ik .A
BAFE (%) — 100.0 — 97.8
X . 7 FECTER O | B O — 68 TR B DIk
A FE R | 9mg jﬂjﬁi@ S8l VA DR | MR O B DR A
10 1.9mg 0.5mL Xt pH 8.02 4.16 — 4.14 E;TJ s
FEFr VT A7) SN FRIER (%) _ 100.0 . 99.4 - o
11 1250 B4 1mL | K5~ R U 7 pH 6.79 427 — 4.19
Gtz V74 77) 5 BAFE (%) — 100.0 — 99.9
i ey s | e % — 4845 V15 W
H A 5 —FEBHE 20mg ey S8l MBI O] | BEET O HABY O
12 ImL |7 pH 5.90 4.35 — 433
(TA7Z2) RAFE (%) — 100.0 — 98.7
P L= o i 0258 5= x| VB | BOREEION | SR EBYIOW | dR RO | R AT O
13 0.25g |5+ R ¥ 3 pH 6.88 4.85 4.83 4.78
=38 7ue ek (%) — 100.0 — 97.9
"LV‘:/D 77/]» ‘/B‘Z;H(f& 2%, %‘Eﬂ ﬁé?ﬁ“ﬂ@(ﬁ ?ﬁ%ﬁ@"ﬂ @(& - ﬁ{:éﬁm (D(ﬁi
14 100mL | U R A > pH 6.47 4.65 — 4.62
(FALTEXA) B (%) — 100.0 — 100.9
b 5 5 — L 200mg ya st P4x ) I A I DR | M VI DR — 2 G4 B DR
15 20mL |y S pH 5.06 4.05 — 4.03
GF—=38 BIFE (%) — 100.0 — 98
k10 WAHAMRIE 20mL W VAR k2 TESTAIAK 20mL ISR k3 AEFRAHIHE 100mL (SEASE
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V. BHICE9 SH1EE

B L4 I ()
No. Wt | i S fhi%
(A=) LA T AT 4B 24 151
AFXH A h= AVE20 TAS) ZEH A piseh MY O | AT 0K — MBI DK
16| (s 100mg Sml | _ o ) g [ pH 3.46 4.08 — 3.99
2017 4EHRFE Ik PIRT | petess (o) — 100.0 — 98.8
W& 7 ERE 100mg B ) Pax ) M O | A O — R DR
T 5y exs2s540) b é@;ﬁ;” pH 695 4.30 - 427
2019 4EHRFE T 11 WAEE (%) — 100.0 — 99.1
o ] S5, 5 BE 0D | A48 T B Ok — 145 75 B 0D i
|77 TV o) g — e LR
(A VAT 7 =) i BAEE (%) — 100.0 — 102.1
Y 5 —T2 SR (200mL) B | mEmNOR | REBNOR | — | REENIOR
19 200mL (BRI pH 4.93 4.69 — 4.68
(A VA7 7 - AR (%) — 100.0 — 98.4
VY 4 —T3 S (200mL) P4x i) M O | AT O — S DR
20 200mL |#ERF pH 5.11 473 — 470
(=AVAT7 7 =~ --BhilehE) RAFE (%) — 100.0 — 100.0
VY % —T4 BUGE (200mL) S8l (0 5 B DR | D T Ok — (4 P55 B DI
21 200mL |#fit4 [ml 15 ik pH 5.11 4.60 — 4.59
(A VAT 7 =i T (%) — 100.0 — 97.0
AEOLEY %
: S WIS am | memmown Egatiotiid IR P —
b’ Vb oe A R —LEEA 100(1)3(1)%mg ::;;EZ; L. @B o ‘\H@HJJ;G)
(77 49— 2T AT b RE ok, HER B
Y pH 7.67 6.58 — 6.55
AR (%) — 100.0 — 97.6
F o I AL 0.5g%5 PP WA S8 HEOBYIOW | MO OW | M QBTN | OB | ko a3t
23 0.5g |v T AEF v pH 7.18 5.07 4.97 4.92 Bk &
(MSD) FRITE e () — 100.0 — 201000 |
M 7 500% x| B | mepvok|sesnon] —  |[mesnon
24 500mg | kA LR pH 4.86 4.06 — 4.03
ChE) e AESE (%) — 100.0 — 101.0
PR T ¢ VR 20pg™T T TR Fis:) (A PRI O | A O — WAV B D WY
25 R |7 T v pH 4.87 4.04 — 4.02
UREF) TTTI A etk () — 100.0 — 99.3
1% 4 7 U SUAE - pash HEOH [EREXaY( — [ERENYT ko Tzt
26 o s0omgsomL |7~ " pH 7.57 436 — 429 |Bmss
(T2~ Z7Ex7) RIEE (%) — — — — i
K7 b Lo 2 A 100mg R W T e i
27 - SmL | pH 278 4.01 — 3.99
(2 38) BAEE (%) — 100.0 — 99.6
S — A | menson| gesnok|  — [ meBnok
28 10mg 2mL | X 4 5 1 pH 333 4.05 — 4.02
(FA7Z2) BIEE (%) — 100.0 — 98.4
Ru L7 % U 25mg ooy S8l EEAE O | BEAETOWK — (4 P55 B D I
29 A 25mg 10mL | pH 3.26 3.85 3.86 3.86
=20 AT (%) — 100.0 — 99.6
7o) ) |, | M [meENok|memnow] —  |mesnowk
30 i 300mg 2mL | 7 pH 738 4.12 — 4.10
(==%1) A% (%) — 100.0 — 98.7

k4 PSAHAERRIR (S FAK) 16mL (VAR

* 7 ABAIIR SmL (VAR

ED 2B F=7F 2GR ERO RS O3

%5 IRMTYAMRE (EEREHLIE) 100mL (2R

Ny un=UADE—r BT,
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V. BHICE9 SH1EE

Bt A& 8 4 RRRFSAT (SE3E)
No. ks | i 5 — - fii %
(A9 R i RLAE 45 24 5
74 Y i 250mg ] Mg |mesor | semior|  —  [mesvon
31 25%tomL |~ >/ 7 pH 9.13 8.03 — 7.98
(=—41) e
AR (%) — 100.0 — 97.9
AT RUF U LA Img ) ML IR OW | IREAHH DK — HEAIEIH O
32 0.1%1mL | ’IVT v pH 2.40 4.04 — 4.02
(—=38) TV A
- AR (%) — 100.0 — 98.7
Ny AR Y BIEH 1g* S8l R EBIIOW | P& AT O - WA DI koo TE
33 lg ZZ_ ’}Z;T pH 6.41 5.76 5.75 568 |BmsEn
() s i
BAFE (%) — — — — |
NI Snexy| MR |motemmon[sresnon]  —  [meemnon
34 Ig|7F ruw pH 497 426 433 447
(Hi% %) - BAFE (%) — 100.0 — 99.8
A Sl Croxo| B |[memvow|mesvon|  —  |mesviow
35 300mL | = F LT > pH 5.84 4.96 — 4.90
(FVE=yAh—Evysy) Ty PR (%) — 100.0 — 100.6
AU UF MY Y AT T FEA0mL TAY) sMBl S RE I DR | A2 TR DR - MV DR
U
36 175 UlomL ?; ;:% pH 6.65 422 — 4.14
(A VAT 7 =Bt HAFE (%) — 100.0 — 100.0
I —— L | moreevion [poresvor]  —  [sesowr
37 10mL ;;fé};{t pH 3.47 4.10 — 4.07
(T AT FR) EArE (%) — 100.0 — 98.8
A B D TR 30 ) S8l (4 5 B DR | (D T O — (4 P55 B DI
U — tmL ;/5’ “I pn 415 4.07 — 4.07
2017 4EHRSE S UL BAEE (%) — 100.0 — 98.5
o S S A %10 " N e B e B | @O R A S
YU SHRTER 1g g |E$7 Y SMBL | IO | MO | BEHEINOW |, i | Lk T3
9 - : ! B %
I (e R EwEIL) :f bV pH 5.98 4.42 4.41 436 ﬁﬁg&i
2012 EARFE I BAEE (%) — 100.0 — 987 |
BRI bz LA P B DR | €4 VR BA DR — A0 BB DR
2 N
40 0.1%1me |~ F¥ 7Y pH 3.00 4.05 — 4.03
GF—=38) 7 ,
= PETEER (%) — 100.0 — 98.6
ﬂ?oﬁ 21— R'T@ME (250mL ﬁ%) <)L l‘ — 2 %,ﬁﬁ. ?ﬂfﬁ(ﬁﬁﬂﬁﬂﬁ ﬁﬁ’ﬁﬁﬁfﬁﬂ 0)7& - ﬁﬁ(’}‘ﬁ'ﬂ 0)((52 J:@ 1) (?ﬁ
41 250mL |JNFLEE Y > pH 4.87 473 — 4.68 B B
R T BAFE (%) — 100.0 — 9050 ™
HEOFRRD | AEOEERD
o a b P4x ) MEEH O | MEEHOWR | FitmE it | i E T | (. =t
20% =y h—VEFHE [YD)  (300mL) . . . Sl o TR
” g o [P = SREIBIONE | BETAOU g o | 35
(Bt k) k= pH 5.94 422 — 4.19 i
AR (%) — 100.0 — 92.2
Y AR Img e |memvion | meson|  —  |mesviow
2 _ .
43 tmg 2mL | 5 i 7 oH 5.0 4.06 — 4.05
(AAAEZ) RIFE (%) — 100.0 - 989
| 17~ S i
44 250mL *L;E?J 4 pH 6.52 5.00 — 4.98 AR &
(K8 U — m
AR (%) — 100.0 — 95.9
50750 D (SoomL gy |7 Fofpm| M| REGBVIOR| REBNOE]  — RGN0
45 500mL |FLEE ) > 4 pH 4.89 485 — 4.77
05 ViR IR (%) — 100.0 — 1005

*8 1 K 20mL |2 PR

*9 1 SR 4mL (VAR
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V. BHICE9 SH1EE

o [ BB SRR (i)
: | i 5 - - fii %
(A1) Rl RO 4R 24 151
DR & O pE R &
_. B | mEBEHOW |, it —  |aumenn
S 22
46 77 2me 2mL |7 &I R L. O E Lo

HE s
77 4) pH 9.01 415 — 413 |ERS

A (%) - - - .

Aoz |AARUMES |AERUHES

= o PN * o s 3 MEEEPAOWK | ZE T, WRITH |OLEEE0H | OB E ST
7RI — VLS 0.5g* ! FoA | ML : LI AU | DR TETH | .
47 ¢ 500me | % — L F LT aEBVOR |Hewvon | [E m;:Eu 2
(P =%) 7N pH 10.88 9.07 9.19 956 |E R
BAFE (%) - - - —
b R O5mg (59 |7 hoes| M| EmRow| memmon]  —  |meammor
48 0.5mg 1mL | Wt A F pH 5.83 4.06 — 4.04
(RiD=2) & AP (%) — 100.0 — 99.2
. ME(E ] e | g e _ {2 VI O
7 h L EHIERR 200mg [HET) " cmon i) BP0 | EEAE DR VB DR
49 200mg |/, pH 7.12 429 — 421
(H ET) TREAYE
: BEEE (%) — 100.0 — 99.2
L Tt 02me oo R | memviow [gremmon] —  |[BEEBIOR| | 50 x
50 0.2mg ImL |7 ¢ > Hife pH 415 4.06 — 405 (B oz
K8 e AR (%) — 100.0 — 9090 |®
vt —/UEREH 2mg* 12 Fis:) (AR O | BT O — WAV B DR
2mg |7V =hT
H ‘ 422 — 42
SUL Gatany o p 533 0
2018 FEHRFE T 1 AR (%) — 100.0 — 98.5

k11 IRATEAMRIE (FESHZK) 20mL (2 i fiE k12 @ R K ImL (CEfR
(zEEE) BEEEHER GEMRERER)
(1) HEBRAE

AH 50mg/5.0mL 12k LT, A /N0 03%V U Y, A NV 0.6%Y ) Y, B —R UG
Wa TN T ORAGKEZELZRML, HEICRD X5 ITRMLUT,

Wil & 74 Bl & AR TRT v AP
A NRNFE03%T Y Y 8 mL 2 mL
A NPE0.6%T ) Y 8 mL 4 mL
B — R iR 8 mL 2mL

MBI E - AL, pHE L, EREEFE (%) *
CEBERFR CHPLCIEIC LW EE L, B LT,

(2) HABER

[REEETES E15 = SUNE¢IH)
No. Hikk | —mA HH fii=
(A—H—) B 5 i Bl B A 4 IRF[H] 24 IRFf#]
PP e | [mEEmoR | ROk KEBNOR | wemnon
1 somL| e pH 347 4.05 407 4.05
(BnsEREx ) ) BATE (%) — 100.0 100.3 100.5
PP | e [mesnion| ReRnon | SEENO | KEET0OW
2 SomL ;é&\iﬁ/ pH 343 4.04 4.06 4.04
(HfnseRE= U ») AT (%) — 100.0 98.9 98.3
E o — R i -~ SHEL SR OW | MABHOW | BABEROK | BOBEHOR
3 500mL U%’jﬂi«ﬁ pH 6.98 5.47 5.56 5.68
(=A DA77 —~—HEE) BAFE (%) — 100.0 100.0 99.1
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V. BHICE9 SH1EE

9. A
BARMANA

10. B3 - AE
) EESLELGES - A, NENSREESE - AEICET SFE
A LR

2 B
(TRS5 v A®E:T 25mg/2. 5mL)
1034 T v
(TRS5 v A®E:F 50mg/5. OmL)
10 XA T v

G) PHEER
AR L

4) BHROME
NA T BEEFER DT Z ANA T L
TL  JRED T aE T FA N
TV T A T7xx T AV 2F LR OT Y T A TR (25mg/2.5mL : BE T A
50mg/5.0mL : ARE) NAREL =7 L Iy o

11. BligiRt S h 5 EME
LR L

12. ZDft
AR

14



V. JaRICEET5IEE

1. ZhEEX LR
FREF O FitR. [EREROHME

2. PEERIIHRICEAET HEE
RESH TN

3. AERUABE

1) AZERUHARORESR
W, AN EREE LTr 7 v =7 A8 0.6mgke ZifRNEEG L, i 22i20s U T
0.1~0.2mg/kg ZBMNFEHT 5, FRiE ALV RET 25615, Tugkg/ sy O 53K & TR A
BT 5, 7ok, Al JERICES U CHEEET 523, fEHED ERIZ 09mgkg £TET 5,
(fifEsn)
AL 10mg/mL DIEFFNTH 2 (Hik : 25mg/2.5mL, 50mg/5.0mL) .
ED LN fFERGE, BINEGE, FEGoREEE IV, KRN D THERZ BN
WZEET 5,

Q) RERUVRAEDOREEE - L
HANICI T 258 TARERRREBR O, BIHEEARRE (N7 2 =0 AR L OLEERER ¥ | R—
T ARG D R & O AAEABRERER O, FrfiiE AR D FREREE & OF AR R
FRER 9) | MOWMBSMZ I T L BRRERRE B - ITRRRERR T EE . Sl A E IS0 2 B A
LIiRBRICEE S & T OARME, L2 7l LiE LTz,
(V. BRICBET2HAE 5.0 BARME 3) MEKOSIRERER, (4) RErHR. (5 &
WIS, () Toft ZH)

4. RERUVARICEET HEE

1. RERUVA=ICEAEYT 5FE

1.1 ERFH R IT A EICRGFE L TR 25720, KAl 09mgkg #fEHE L L TEGT 5T
HEETHZ L,

1.2 FRtIE IS E 0B 5T 2581%, ftiET=42 ) o 7 3E@E 2 AW CGEUNCEAEE 2 5RE4
HZ &,

(fign) * (figdn) OF BILE TR L OER Bk

7.1 ENEFRBR B THRR) i ¥ R SERE L, AFZ2HEHEL LT 03, 0.6 XX
0.9mg/kg H[RIF% 51 O AR gh 5L, SRMBNRE e V2 BRSO W TRE L7 kE 5, 1R R R 1
FERFNIER L, 3BEMICHBEZENREO bz, AA0.9mgke Z#EHEE L TR T 5B
FEENRLETH D,

7.2 EANEEHRRAR CGEIMRRR) il @ ISR SERELL, BRI AT U UIT B R T 4+ — VB
TOFMEFITBWT, fFEHEL L TAA 0.6mg/kg XiE 0.9mgkg Z 5 L7-#%. FhsbizlEm
ZHERFT D 72012 Tug/kg/ 5 DEE CTREGEHEANZBRLE L, Tid 2> b — L HD 3~10%ZHEFE S
D XD ENHE AP Lz, FEHEE L TARA 0.6mg/kg % 5K DO1EABIAE 90 43 ORikeiE
INHFE T2 F N 3.4pg/ke/s5 & 7.5ng/kg/5y T -T2, FhsEHER M B ARHK O F G838 < D
BETRARY, BT =4V o ZEELZHET Lo 2B A1E, @085 3l &85 0 "THE
PEREIR SN D, o TABIZFHREAMC LV EET 28HA1E, ikt =4% 1 v 75EEZ v
THYNIEARE LT TOLEND D,
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V. ARICEY SER

5.

2304
) BRT—2 Ry 75—
A LR

(2) ERPRF EREAER
AANIRERFRERE R OFINREO LG SN DIEHTH L Z L1k v ARMERBRIZFE L Tu7igu,

(3) AR RIGIRFEHAER
ERNEEPREAER 55 O fHEER ¥
NT v ARREE TR RFE (ASA 43% Class 1~3, 20~60 %) 78 il & %t5 & LT, AH| 0.3mg/kg,
0.6mg/kg, 0.9mg/kg ZHIRNICHEIR G- L, AN, EWEBLKOZEMEL BT Lz, ZORER,
VER S8 BURE Y3 H B A 00 A L. PRI FRe R 3T BB I IE R L7z, 0.3mg/kg B G-HED
PR A 2 7R3 70BN 25% (20 519 5 4511) IR S 723, 0.6, 0.9mg/kg & G-EEOfFE X =
71X 0.6mg/kg 5D 1 FINA+53Tho T LUIMNIETES HDHWILRLF TH o7, 0.3~09mg/kg
O EFPE T, fEHE S AUC ORICITRAF2FABIBIRAZRD H v (FHBIfREL 0.894) | FKiHh
BIZITEERHE & OBEER S - 7=,
ZAAVEICBI L CiE, 0.6mg/kg $E5HET 1 BNCESERAALEE 2SR Dz LIdh, M & 72 2 5EFE
RBOBNIe ol LLEOFRERNG, HARANOFE HEIX 0.6mg/kg NE# & &2 b,

(4) BREERIERER
1) AR REEAER
OMFEAEATAERLSER (ENERERSR FIESR. A0V LRENEDOLEY)

FITBE 88 (ASAS3¥iClass 1~3, 20~657%) A XIRIT, T RART +—/LIT K DMEYE A
BRTNT AT K DREER TICHBE W T, AAlOFHE &S LT 0.6mgkg (n=30) XX
0.9mg/kg (n=28) Z#5 L. #EHAEL LT 0.1, 0.15 X 02mgkg ZiBIAR—TF A&KL L
oo Flo, X7 = ABALYOFEHEL LT 0.1mgkg (n=30) &5 L. kg OHER:
D7T=HIT 0.025mg/kg & BIMA—TF A5 Lz,

PR RIS DIERREBURE], FE 72 T RERH & OV 90% T REfIE, ~27 m =0 AR LIt
NTAHID 0.6, 0.9mg/kg BEO T WA EIZE I -T2, VERFHRRIIARZRER X7 o=y
LB GRECEITRO b o T,

AHl 0.1mg/kg. 0.15mg/kg, 0.2mg/kg DB G- 24TV, YEHIFFRERE ] 2 Be5T L 7o/ R, A
0.6mg/kg FEX TN 0.9mg/kg FEDOWT AT T HIBMAH EIHAE U TIEHRiHeRE O JE & 2358
Do, HAREERRIIAFRGHEOWTIUOBIHEICE N THE R n =y AB(LYHE
EOMICABZITBO bNen oz, BaEefk CEERMEITAONT., £/, Ao
AERER THLERMEE TET RN T2,

DRFEBRREOEASERERN (FEER (REREH) ) *

TORT =ML DEEE AN, BR T LT D X B RRRERERF T2 W T AREI O &
0.6 &N 0.9mg/kg TOEMFBIREH (55T 220 BUHER (T) ORKEMIELNDHET
DO 1ZFNZEN 84.6E295 KN 77.1E275 - TH -7,

AFOFFE & 0.6, 0.9mgkg k2 v =17 LB 0.1mg/kg 5% OE R FrGERFHR (A4
BH#%. T3 25%ICEE T 5 £ TORE) 2 FTRICRT,
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V. ARICEY SER

RIS VR TISE T HERERRRE (REHEER)

RS TARTNT
1% AF AFA N7 =g LB
R AR 0.6mg/kg 0.9mg/kg 0.1mg/kg
s . 53.4+36.9 73.4+20.5 59.9+28.3
PR (07) (n=30) (n=27) (n=30)
VARSI X0 -6.5 13.5
72 & 95%F X H 21.7~8.7 -2.1~29.2

PHE AR E (R

BREEER (HEER (FinEds ) v

R L LCAH 0.6mgkg %5 L=, R 7T VT OFHTEREZ KA 0.1mg/kg
(n=10) . 0.15mg/kg (n=10) . 0.2mg/kg (n=9) Z AshkEHERF D 7= OIZERARNIEE G- L7 RE, #E
FEA & 1 [0 B & GREOERRH R [BREHERER (Ti SRR D 25%0° 5 75% % CRIE T 5 1F
M) 1 OFEHMEITZENZEN 23047, 31.0%, 43.7 0 Th-ol=,

<BE>

[E 5 BFR - TOF kb 0.9 F T [alfE R 7

BRI NT VR T O FHREE BT, AK 0.9mg/keg Z RN G L=, ffiEe =4 —
W S (TOF) HIIZ X2 2 BB OIS (T,) OFFHEBLIREDS TOF bt (To/Ty D k)
0.9 IZ[EIET 5 £ TOHREEFIL 82.1£27.647 (n=6, FHHIEHERFA) ThoTz,

ZeEY

B H & 0.6mg/kg %5 : HEFFAH & 0.1mg/kg & 58 (10 ) TRIWEHORIULR o7z, HERF
& 0.15mg/kg % 58 (10 61) T 1 BNTIRIR, KM, EREER ., B2 R 2 O RITE- 235
U7z, MERFHE 02mg/kg HG-HE (1041]) T, 1HNSEFEMED £ APERAR, EET ORI
TER D FBL L 7=,

i & 0.9mg/kg B85« HEFFAH & 0.1mg/kg £ 58 (961) T 1 BT CEMEIISMIGHE O BIVEH 23
OB LT, MEFFH 2 0.15mg/kg B 58 (1061) TRIWEHOFRBUIR 0 > 70, HEFFH & 0.2mg/kg
BERE Of]) T, 1FICRZBORWERN B LI,

QLLEEAER
a) REMBLLERER (ENERRKRHAR FMAERRY)
(V. BRICET LA 5.0 R (4 MEEAIRER 1) ARbiEEeadi Ok
AT BROSER T 2 H)

b) #EAF LA ITREREAER
KRB E R TN T RO T BR T 5 — )V RARF Otk ERIC G 2 8 & LLRET4 5
BIARRER (BEMER, FEER. Shisk) 29 L7, o, KANIR—T 245 K OFrfi
HEATBEENENOREHIETHRE LT,

- R—SRABEHICETI2HEERLOBEERRNEER (ENERKHAR SIEHKE® )
HiRER (RERER)

TaRT =V XTERTNT BN TR EZSIT 5 B3 39 il (ASA 53%H Class 1~3,
20~65 %) 2, FEEHAEE L TAHK 0.6mg/kg iE 0.9mg/kg # 5% OVE ARG REM 2 T £

17



V. ARICEY SER

RY, TuRT7r— (n=9) Xzt ART7LT UBEET (n=12) I

-

0.6mg/kg TOERFERERFMIZZN T 412 3 K564 53 ThH - T,

BT D AH O E &

TORIT+—LRXEERITLS VRETICE T S EREGRRRE (RERER)

A OFFEE A& AF 0.6mg/kg AF 0.9mg/kg
TR TaRT F—I ERTNT FaR T y—v tRINT
VER Fifoi R 412+87 56.4+23.6 63.4%252 108.1+38.3
(47 (n=9) (n=12) (n=9) (n=9)
PRI ] 0D 7 -15 45
& 95%EFE X [H -33~2 -77~-12
SEYAE R AR A

BNRSERVOEFRRRE (HiEER (@HitEks) )

TuRT F =N RTVT BT OFEE I, HEHEE L TARA 0.6mgkeg XiX
0.9mg/kg Z %5 L. T D%, siEHERF DO 72912 0.15mg/kg ZiBIN#E 5 L 7= B O 16 Fifge i
Mz FERIORT, BARTIVT URREME L 7 0 R 7 4 — VREMEE O VR Rifee 5 & el 4 %
L BERTAT UMBERE T 0 R T+ — VIRIEE L D B RS 2 RO LT, AALE
M EAZHSONWT v R 7T BREREIE 7 0 R 7 + — VBRI X 0 R ER R E < 7
D2 ENRRO LTz, F— MRV T, MR & O RKIEBINE 512 K 2 7E R R
FERIZIE-ETH T,

TORIT+—VRIEERITLS VRETICE T HERFGERRE (HihE#E)

JERIPESE TuRT F—)b BRI ILT
ARFN O FFE & 0.6mg/kg 0.9mg/kg 0.6mg/kg 0.9mg/kg
YEM Rt Re 21.8+9.5 273+15.4 34.8+13.5 423+11.5
(43) (n=8) (n=8) (n=11) (n=8)
TRINT UREEDEL -14
95%{5 #H X [H" -22.7~-5.2
SRl - AR 22

R HBEROMREHFA L, ITLZLO

ZeH
A2 B 0.6me/kg G- RE 2141) M Tr0.9mg/kg & 5-E (1841) TEUWEHDIHIZ 20T,

- EREARICETOHEBRELONEEARNEER (ERNEKHAR FIAHER® )
iR IER (FsthiRiEE)

BRTNT UXNLT v R T — VIKEE N TR a1 F 253 38 il (ASA 735 Class 1~3,
20~65 %) (2. FHE HEE L TAH 0.6mgkg 1% 0.9mg/kg Z % 5- L=, Ahitfa{ER % e
FF S5 72002 Tug/kg/ 7 OEE TREGEAZ BLG L, HIUHR (T) A= ha—/Eo3
~10%ZHERF S VD K 9 FRfeTE A 2 3081 L7z & & ORI NHE 02k %2 TR RS,
FRE B & U CARA 0.6mg/kg 5 5 D1EABIAE 90 73 OVEHIRFHEARE L, EAR 717
V. TERTF VKRBT TIEENEN 34 (0=7) . 7.5 (n=9) pgkg/sr. Al 0.9mg/kg
HRFCIIZENZEN 3.9 O 7.7ug/kg/ 53 T o710, #GEHMEROFEE R ENHE L, 7o
T F— VIR & B L TR AR TV T R T TIER 24~31%4 LTo, RS A RIZIE
AB#ETS 1 FFRICIZIE L E Ll &2 LTz,
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V. ARICEY SER

FRUIATHMEZHIF L EESOIAERE (FHELFRERE)

—e— 2u=" A R1LY 0.6 mg/ kg— R IV TV
= -0~ - aru=y A 5L 0.6 mg/kg— TR 7+— Vi
14+ -omae-- @yE=Y A SUEY) 0.9 mg/kg— ERIV TR
=-%-=127a=y A 54k 0.9 mg/ kg~ TR T+—IVI

Tk AL (u g/ kg/ 97)

\
/7 \
\\ r
! b - a1
A . ~f [k Rt 3
o L
2 r L+ %\

-10 0 10 20 30 40 50 60 70 8 90 100 110 120 130 140
W (55
ZeH
& & 0.6mg/kg #E5RE (20 ) KON 0.9mg/kg B G5-RE (18 1)) TRIWEFA DB/ 0>
7=,
2) REMHER

OLMERICK T HHEY

TR 88 il (ASA 70#H Class 1~3, 20~65 i%) (. AFIOFEHEL LT 0.6mgkg (n=
30) XiE 09mg/kg (n=28) A5G L. LIBLOCMEDOHERIZOWTHEF Lz, X, ~7 1
=T LB 0.1mgkg (n=30) %5 L7ZEEOOAE L DML EDOHERIZ OV T B G L7z,
ORI, BE% 30 3 TOOMEL DU ILE & OPREE M E X, AH 0.6mg/kg B,
0.9mg/kg fit, X7 v =7 ARALRETIRIZFEROHERS 278 LT,

FEHERG%, RbEHEEICRE SN2 O0MERERT TIGHEINEEME] Thbo . KA
0.6mg/kg #£ 76, 0.9mg/kg #f 761, X7 v =7 ARALIEE 10 B TR L,

RERAERSRICEE ZEBRIDILMNERERINRO ONEFRRURER

R AH AH VARV N Y (57
N 0.6mg/k 0.9mg/k 0.1mg/k
i g/kg glkg g/kg
(n=30) (n=28) (n=30)
MRATE H e n (%) n (%) n (%)
- < 80mmH 7 (233 7 (25.0 10 (333
A4 >17mnméz 5 &67; 2&713 6 éoo;
PLAEMIME | >100mmHg 4 (13.3) 5 (17.9) 5 (16.7)
L
ICAFIILIE 0 i < 80mmHg
HEE > 170mmHg
PEARHAME  JEAE > 100mmHg
DA%k HIEE > 120bpm
HE & <40bpm
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V. ARICEY SER

Q@QER% 2 VilH{ER (3% . BN T—4) ?

FIEFE (ASA /3% Class 1~3, 18~75 &%) Z&RIC, HEHEL L TAH 0.6mgkg.
0.9mg/kg Y 1.2mg/kg™ &% 5- Uiz, ARAGRIR O 5% 1 57, 3 77, 5 2 ICE R 2 B H
L, M e X I VRELZER L, WTAORERHIZCEWTHHEGHIZ T e X4
SVIREBICHERREITBD b hots, Fo, WERIZE TE AZ I ilEBEOBEE GEIAL,
FLBE, RIME, SIRSE) 1 TBEE SR o T,

RN DA S AT FEE HEIT 0.6mg/kg ZFRNEE G-, s, SERICIE U Tl a2 23,

fHEHEO ERIX 0.9mg/kg £ TTH S,

5 BE - REHNEAR
OEFLBBERUIHEREESE CBAT—4%)
AV TNT BT OBAEEE (n=10) | FEREREFEE (0=9) KOIEFIT - BGER
F (n=10) ZAHA| 0.6mg/kg # HEFARNE G LTz, BAEREE K ONFHRERE B CIXER
JiF - BHERERE S L CliE 2 U 7 7 U A0 20% (BALEFE © 2.18mL/min/kg, fFHHE
FEE B 2.16mL/min/kg, EF - BHEREEE  2.72mL/minkg) WA L. RS EE C
EIHI R SK 175 £ (GEFAT - BHEREESE © 145 43, ITHEREMEE B © 255 47) R L7,
P 38 B ) S OME I Rrfoe e TS D W TS BER] THE R ZITR D bR d o 72y [BIE R
IO TR, BAREEH CIEFNT - BRI L IZERETHY . IRk BE R
TIXIEFET - BEEEEHOR 25 ThH o7,
( TV, Zate (EH EoEES%) IClT52HE 6fFE0H Rt AT 2B ICHTLIEE
(2) BHmelEREE. Q) IFEEEEE] ZHR)

Qm#E (asT—42) '
NT o AFREET O E (18~59 m%, n=22) M OEHEE (70~89 &%, n=20) (ZAHI
0.6mg/kg % HL[AIFFIRNIEG L7, mn® Cl3dEmimd & LTt s V7 7 0 2538 16%
(EhE : 3.45mL/min/kg. FEEEE © 4.11mL/minkg) 18 F L. mlhE ORI ITIES
fp L LR LS £ (Rl : 424 4y, FEmilmE 0 27.5 90) ER L7o, F7o. BIHEFRFREIZ,
i O NIEE I AR TR o7,

SERVESHEICET2EVBENS A -5 580 6mg/kg)

BERE | n tn (52) cL Vi Vs
o AH B FH v #H (mL/min/kg) | (mL/kg) (mL/kg)
ElE | 20 | 1244028 | 15.7+2.8 91+23 3.45+0.18 29+5 221+10
g | 22| 1.97£0.28 | 16.0£1.8 87+14 | 4.11£0.26 50+4 248+13
HEEE AR

FRMT T : 3 a3 — bk A v NETIVERE LT RHEEM S B e AR5 2 BV TR L7z

EERE © 70~89 ik, FEMIMRE : 18~59 1%

tiao BB 2 A3ATEE, taB AR o A IR, toy AR TEARERET. CL: s U T T R, Vi Hie o
R— b A SRR

Vss : FEFIRREIZB T D 0 A
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V. ARICEY SER

SEERVIFESHEICHT 2HMEEROLEEK (R5E 0. 6mg/ke)

- ) 90%HEIKTIRFE] | (EHIZEBURERA] | #7850 T IRef] | 1EJHFRGERR] | B 2RIEI1E IR R
(B) () (B) (47) (43)
=<y 20 | 169.3+£97.9 | 270.0+142.9 | 249.4+97.7 42.4+14.5 234+11.4
JemnE | 20 | 148.3+748 | 2458+873 235.1+£78.3 27.5+7.1 13.2+6.1
S E AR R 2
(6) B RMItEA

) EARMAE (—REARMEE. RERARRAE. KARREERE) . REHNR
F—aA—2HAE. BERFREERBONE
MR L

) EEBEHELTERPEOARREEMR LI-FAE - HBROME
A L0

(7) T Dt
DERNFEIERAR (Ha) 0
AR ER (RS HRE R
ERNTER SN A—7 R 3 RBR) 1B\ T, PR 7+ — VT O&FBHEE T SR
# (ASA 77 Class 1~3, 20~65 %) (2. AFOFFEHE L LT 0.6mg/kg, 09mgkg, XiI~
7 a = LNEALY 0.1mg/kg % #e 5 L 72RO fhsikR(EA 2 T RIORT,

FHREAI OO LRIEMZERS LEROHMEER (RERER)

P AH| AF VA== V/FN X4/

Vg =N

R 0.6mg/kg 0.9mg/kg 0.1mg/kg

Q0% B T 7 5] 70.7+22.1 65.6+17.5 108.2+32.4
() (n=71) (n=64) (n=30)

Y& F 38 TR RE 84.8+28.5 77.8+31.0 125.7+38.0
() (n=71) (n=64) (n=30)
B O R 99.7+1.1 99.7+1.1 99.840.9
(%) (n=71) (n=64) (n=30)
R 58 T RERT 166.7+94.4 151.6+76.4 231.1+103.1
() (n=71) (n=63) (n=30)
VE R Fifee ksl 54.2+33.3 82.1+29.6 59.9428.3
(57) (n=42) (n=36) (n=30)
| B | R | KX | &E| B | X | X |E|B|FX|R

oS

WEA=7 V2 g lalw|s |8 | 2| 7|5 |&| 8|«
JEIEL 32 34 5 0 37 26 1 0 15 13 2 0
% 45.1 | 479 | 7.0 0 | 578|406 | 1.6 0 | 500|433 | 6.7 0

3HBROUET =4, BAT P RERA  ERRRIT R 70T VIl o 2RO T — 4,

0% EWTIRFFE] « AHIHR 5-58 T > B B 2 0 90% T £ TR
VEF TS B « ARFIBE G52 T 0 DI KIEW 235 b 5 £ TR
e KW =R« e KW O JE T R
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V. ARICEY SER

2) Dt

ARANOE N ERRFER X, FREMEE O f izl N B TRE RFO iR E B L LT, BN 18 Mk

CTHEFHEIR T RE 213 62 MR I Eh S h - 379,

RO IZLL T DO B0 Th 5,

DfFEERE Y
KRB OFFE FH&1% 0.6 XN 0.9mg/kg i) Th - 7,

Q3h R F IR K UE AR ¢
TORT g X DHEEEAN, BN TV T N KD RREEERE T2 W, E AR 0.6 K&
N0.9mg/kg TOERZBIRRH] (REETNHH T, mﬁkmﬁz’» BoHN5ETORM) TThE
AU 84.6 1295 RN 7711275 %0, {ERFHoilef] (G T 15 T BRI OD 25% % CHIE T
L) 1XFNEI 534136955 %N 734205 TH o7z,

QEMNEEE Rk U HFHaRHE “°
BN E-EE LT O0.1~02mg/kg MY TH - 7=, FHEHED 0.6mg/kg T, 0.15mg/kg % BN
BeH LB ORI RIE 7T a0 R 7 4+ — L OV R 7 LT 2 KA BEER T\ T, i
Zh21.8+9553 KN 3481355 Th o1,

@B AREERRE Y
BART VT UEET T, AAI 0.15mg/kg ZAEFFHE S LTS L725E . BAREIERM (T
DIRIRD 25%70°> 6 75% F THIE T 2 IEH]) 13 30 0% Th - 72,
<BE>
EIE R : TOF Lt 0.9 £ ToEIE R 7
BARTNT VBT OFMEZITBN T, AH 0.9mg/kg Z RN G L2, fitiikt=
Z—|ZBITHME (TOF) #MIZ K2 2B H OGS (T2) OFFHEBIREDS TOF b (T4 T,
D) 0.9 IZEET D £ TOHREERMIT 82.1£27.6 7 (n=6, V) HIEURERFZE) Tho
7=,

OFF R
AR OMERi & 0.15mg/kg Z SAEER LG L72BS. (FRFREH OLERITZ O bNgnolz 2 &
F - EEHY 17-desacetyl (KOTEMEIZAFIOK) 120 FETH Y | EARLIEFITDRNT
O, R X2 ERER IS 2V botEZ NS, Lo T, AANTIEEBIERAIZR2 VL O
ELEZLND,
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VI. EEEICET HHE

1. EHEPHICEESHSHLESVMRITEEME
NI u=y LB
AFx YA b= NAEHKRY)
EE  BEOS LMD - SREL, BHOEBETIRLESZRT D2 L,

2. ¥EIEER

(1) ¥EFEGL - VERRF
07w =17 5B, MRHESHOY T T AR AT d=aF T T al) SRR
W7o 2 I=A M LTERL, 7E2Fal AL DN D iH~O BB EZEWT 5,
FEM S R Ao 0 775 HE T 751 C 8> B

(2) Eh = E A+ 1+ 5EHBRBHR
1) frathdB4ER (/in vitro) '?
TE v MERRBBEARBEARZ A WZRBRTr 7 v =y AR IX BRI X BRI 2
Hil L7y ZD ICe L 2.57uM TH Y, X7 u =7 ARt D 027uM & L TE DR 1%
#1999 TH o7z,

2) FRathiE4ER (/in vivo)

FREETF O a2 K ONT X ORFISE & & T A O REZBLHE L, ZOMEIHTse 7
=7 LABAEY R O 1 =7 KB OFFIRNE G512 K 2t EH 2 kg L7, momr=
U L BAL OFAEIEH O EDso X, X7 m=0 LAB{HOK SHETHY, vnrr=y LRk
MR o= AR L VDR o7 (R, 7X) . F2TEWT, EDy DEH-ED
07 =0 LBt X AERRBERIZIFE O a =7 LEHO 2 [FRH-o T2,
F AR ONT ZIZBNT EDy ODFEHGEOT 7 0 =0 AEALY &7 0= AEAY O EH Fiilks
ITIZIERIEThH - 7=,

A7 A=) LREYRUANY O LRIEYDEHEERLLE

@J%ﬁ o B 5 EDso EDoo 55 | fEFHE (FEEST 7

e OV A (ng/kg) (ng/ke) Rl (49) e (49)
P 7= hRY 15313 (16) 246+27 2.0£0.1 8.310.7
* N7 m =g LBk 31£5 (7 39.7£6.8 43103 10.1%0.7
= S mre=yAR{bY 18518  (14) 311+35 29+023 13.7+1.2
N7 u=vg LRy 26+5 (8) 38.1£6.7 5.0%+0.2 17.4%1.5

- n7 =9 5hRAY 43911 (12) 696119 1.840.1 9.9+0.3

- Ny u=g LR 782  (11) 153£16 1.8+0.1 9.7+0.8
# B yo=waiiel | 986130  (5) | 1675+60 3.1+0.2 16.8+1.6
Ny nu=vnRY 21421 () 410+76 32402 18.6+4.8
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VI. EMEEICEY HER

3) MithiEEFR DR 2

a7 u=7 NEALWITLLT O X 5 7 JEME AR B A S B IS A S N D B A R o T
%,

OfH=7 b e T OMRGHIEARIZBNT, 7 u=y AR AT ZEMRIE 2% T\ D
RRMEDIHE 2 51 & 2 37, FEIBERINERIC K 2 A UiE 4 il L 7=
QW T O F a N7 H & HVERBRICBWT, 127 v =7 ARG RO RREIUHE 2 5]
i SF, AIHE OBIHIREIZ LT # X AP L TOF (MU:#) AR XA EE2 R LIz,
AT AT T I AFIURRERE T e 7 a =7 N RAIZ X B FRIUHE O Ml 2 s H Lz,

4) Z DD FEE/E A
KREMOEEER '?
R T O 2 OFIEEHEOE 7 A2 WA T, n7 o=y A8 o FEEREm L5
Z B LD 17-desacetyl (R IX A tARE 27k L7223, EDsofi T2 &, 20 hiins/n=yv
LEAC DK 1/20 TH o7, SFEEIZIB UV TIMAEH O 17-desacetyl (KIEREIL 1%L FTH Y |
07 a = LB a2 b LT BRIZIEBLT D AhstAR (E IS 17-desacetyl (RSB G-T 2 HIG 13 & o
DTRWEEZLND,

3) E A RTRFM] - FbFR
FORT+—ILIZ K BRREFEA
RIS VK BDMEHEETICE T 5 ERRRRB S LK CIERSGHERRME

VB FEBLRF R TE R Frfgeie

g & (FGFE T 6 T, Dl KBEW A (BEHHET D TIBKRO 25%
BB E TORR) ¥ ClEIE 9 5 e
0.6mg/kg 84.6£29.5 53.4£36.9 %
0.9mg/kg 7712758 73.4£20.5 %

(V. W 2HE 50 AR  (4) BEERRER 1) AAMERGERER ) S8R
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VI. RMENEICETSHHE

1. mbhREOHRE
) BARLAEDGMARE
RO EORL 7 L

Q) BRERARCTHEIA-LDRE

EWNERRRER Y 128\ T, T 2 A RERT OBEICAA 0.3, 0.6, 0.9mg/kg % HAIFRIRNEE 5L,
MAEFREE T A a~ N7 T 7 =Tl Liz, EHEhEOKRFHE, /v arvX—kx v bE
TNERWTITo 72, 205, N (1) 1% 0.3mgkeg BT 48 43, 0.6mg/kg FET 75 47,
0.9mg/kg #ET 76 3 ToH Y, MEZ V77 A (CL) 1% 0.3mg/kg #£ T 4.5mL/min/kg, 0.6mg/kg #f
T 4.lmL/min/kg, 0.9mg/kg # T 3.8mL/minkg #/~ L, HERICEIOTIRE—EDHEE R LT, £
7o, BHE L MR RER MG TEE (AUC) ORICIIHREEN SV | BAF72MEM (FHBIfR
350 0.894) DFEO LI,

—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)

HEFIRAZRE Lz & EmEPRECARREHR

B h& S ¥ﬁ% MRT CL Vss AUC
(mg/kg) (min) (min) (mL/min/kg) (mL/kg) (mg * min/mL)
0.3 20 48+17 33+13 4.5+09 14655 0.07£0.01
0.6 19 75128 4613 41%+1.0 18148 0.15£0.03
0.9 20 7619 47+14 3.8£0.8 172%39 0.25+£0.05
i AR R 7 MRT : P I Vss @ ERIRRBIZB T 2 0N E
(3) HhEs
B R R L

4) BRE - ftAXOEE
1) BREOFE
M LN
2) PRHZEDEE
(V. BEICET 2B 5. EIREGGEE  (4) MEERRER 1) ARG @ sk
b) MEAEAIPATEEFRER) 2
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VI. EYVHEICEY HEE

2. EVEERM/NTA—4
) B AE
EWNERRBRICB I 2 8B OBRGHE, /v a v =AU hETAEZHN T2 Y,
( TVIL. 3ppEhrelcBi4 25 E 1. mHREOHSE  (2) KRR CHER I NZMmHPIRE] 2)

(2) MR 528 JBE 5E 40
MR L

Q) HEREETEH
BRI L

@DO2IV7S532R
4.1+1.0mL/min/kg (0.6mg/kg $%5-iF) 3

) HmBEHE
181+48mL/kg (0.6mg/kg 5% 5, EHikiE) 3

(6) ZDfth
BRI L

3. BREH (REaL—>aY) @

) A&
3 a2 R— KAV NET MK DIERIFIRAGDIRET V& VT, RHEEMEKY B REfET % Skt L
7.

@) NS A S EHER
TR RSB R A
(V. BRICET A 5. B (5) B - WREHIRER OB AR K OTHKERE
HEE 2
Fim (R
(V. WBRICBET A 5. BRMEE (5 B - WENIRER ©Oming ) 2R

4. TRIN
A LR
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VI. EYVHEICEY HEE

5. 91
(1) 1% — RERA P E B
LR L

(2) &k — R EEEI 9@
AEl, Nrm=y LB, RXrra=y A8t o agEREICET 24 E oA T,
il s SR I & R O ElR ML T T D4 2 OIRFEHIZZLER 0.16, 0.11, 022 LHESA TS 1P,
(v, Zatt (A LEoEES) BT 2HEE 6. HEOWRZATHIEEICHTIER
(5) Wtm) ZHR)
(EFE: 5 v k)
HRT » MZPH-u 7 v =7 55 t% 0.3mg eq./kg Z HAIR— T A& 5 L, B « BIR~0OBIT
PEAEMRF LTz, R I3 HEOT v MIBWTE G 10 KO 20 /3R Ia#E 4 i U CRIICE
1T L7 RE IR e e n & 580 0.0006 £ T8 0.0010%, —J5, ER 19 HHDZ v TlxEh=
H10.0084 K Tr 0.0066% T o7 14,
By 5E Ik

3) i~
(BFE: Sy b)
St 13 H HORAFMET » MIPH-m 27 v =7 A8k 0.3mgeq./kg (35.4MBg/kg) % Hila|R—
TARE L, L ~OBITEEZRE Lo, HITHHEENBIREO ©— 7 13 5% 5 KO 1 K
T, TN OMERERE T 1g HT2 0V HEGED 0.007% K% 0.006% Th -7, TDH%., FLith
FLORET > b OMmBER R 1Rk 2 (IR T L, &5 24 FERILIE T2 & A ERD L2 0>
7= (WP b 58D 0.0002%) 1Y,

@) HEER~NDBITHE
(BiE . 74)
THIZr =y AR EFHEEA LT2GE . IEREIR R CORE (230~340ng/mL) (XE
WEED MAEPIEE (2,000~6,000ng/mL) DK 10%Tdh-7- ( [IX. FEFEFRRBRICETHHEE 1.
REERER (2) ZAMIKERER) 2H) |

(5) Z DD~ DBITHE
(BFE: Sy b)
HEMER T v M HC-rn s n =0 AR LW % 0.3mgkg HER—F 2% 5L, 24— 7 V47
T 7 4 BT oIS, BH% S SICB W TS BRIZ AT oA L, TR, TER, B, MR
K OVUIR R Tl es 1g H7- 0 OB REIRE N S > 720 T O RERE E I ELHICIE T L, #
B1% 5 W E TITKER S Oifias > O B REANE R LTz, S 61T, 5% 168 Kl £ TITITIREkZ
B & IFIE e 2T iR A Lz 19,

(6) MBERFEEE
30.2%3.7% (& MIfAEZ 0.001~10pg eq/mL DIEEIZ/2 D L ST H-n 2 v =0 AR{LHZEHRM) 17
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VI. EYVHEICEY HEE

6. X
(1) R EEEL B U SRR

REFERAL -
BRI 5%, B0 ITIFIRICIR D IA E ., &G EOREBIETFIct S 5,
AV TE 23
27 u=vu AR OHERBRE L TICRT, 7y NROTZIZu 7 v=7 LB % ik
WG LTz & A, 1ZEAERBI SR D, 17-desacetyl RN desallyl RIZHT MIAHT S U
HDOHTHo Y,

HEE CHHRER

H H
17-desacetyl 1 desallyl {&

FEBMICE TS50/ 0=V LRILYOREYE

) B S &
) LB IT A5y T (L BT 5 5)
fill 17-desacetyl {45 desallyl {&
| mmremags cm | omb | st
7z (B 5% 0~15 55 D B FE) -
> Mg, R | 1ZEAERBD O
h W IFFHE T 1 W B TR 3%
(2 REMEIHEWERR) RET RO BN
7| 2PEE N, 24 FEREERE A R 0.05% K Tr 0.08% 0.14% k. T* 0.03%
& | FRRIEARE T 4 K[ o0 B AE [iERaR 0.03% %% ) 0.01% 0.01% K% % 0.002%

QRBICEEETIEE (CYPEH) OHNFE, HE5E
AHNORFHZBE G D MFF b7 m—2A4 P450 (CYP) o FHZFRIET D720, & b CYP 3EH
M~ B57-4 371 Y —2 (CYPIA2., CYP2A6, CYP2B6., CYP2C8, CYP2C9. CYP2C19,
CYP2D6. CYP2E1 TR CYP3A4) % AT in vitro fNitiRBR 21T 72 & 2 A, AHIT 86%LL EAR
BICROEEHEF L, ARIHANVE CYP A TRICEZRBITITEAERNEEZ LN TS 1,

Q) DEEEHROARRUEOHE
s ER L
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VI. EYVHEICEY HEE

@) REMOFEOFREVEEL., FHELE
17-desacetyl (KO ffEEAIZ, v 7 v=7 ARLH DK 1/20 TH-7= 12,
( TVL. IR 2HA 2. FBUEM () ER2 B T 23R BAE 4) £ OMmoFEBE
M1 Z8)

7. Bt
(1) BEERGT B UAE K
iz, MEFACHRE S R,

() HEir =R
27 =X = VEREE T OBRE 11 FICAK] 0.6mgkg % HIEIERIRPNE G L, #EFHEL LT
0.3mg/kg™ Z RN G- L7=%% . FRi i A% 15ug/kg/or ™ * TR U7z, ERIRMNERGETEA OB
WD EEHE TR 12 KE £ COREEO R FHEIFRIL 38% Th o7, MEFICDEORE
17-B7 & F AR Sz, RAPICIREmITRE S e hotz 20,

CARHFNDOIKFE S I HERFH &1X 0.1~0.2mg/kg TH 5,
FERAN DGR ST WIHE R 1 Tuglkg/ 5y Cd 5,

8. FSURAKR—A—(ICEHT S8
MERR L

9. BNFICKDKREE
PUERR L

10. BREDERZETHHEE

1) BFR2BERUHBEEERE
EARREE KON RERE S B CTITERIT - BHEEE LU TARAIOZ VT T 2 2K 20%
(B AR2EFE  2.18mL/min/kg. AFHERERE & B3 : 2.16mL/min/kg. 1EH AT - BHEAE B -
2.72mL/min/kg) 80 U, IFRERERE S B CITVE I N AR 1.75 5 (EFI - BHEERS © 145
gy, FPREREREE B 255 4)) IER L7210,
(TV. IBRICET2HE 5.0 BRRMEE (5 BFE - WBIERR] 2R)

) BnE
AH 0.6mgkg G Lic & &, @i CIIIEGERE SR L T2 VT T A0 16% (miln#
3.45mL/min/kg, FEEERHE : 4.11mL/min/kg) K F L= ', (TV. JBRICBETDHEE 5. EEK
(5 B - W &)

11. £k
MR L
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I R (ERALOZEES ICETSEE

l]|||ﬁ

HERNBEZDEH

I]H\l)ﬂ?,

==3

AEIL., TOERRVEREICOVTRMLE-EMOANERT S &,
(fdn)
BRI DR EOFEG 2T IES 572010, REXR ELEREHFHTH D EEZ D,

2. BERHRBLEDER

2. 22 (ROEBFICIFERELEBZWNI L)

2.1 RFIO RS ST RALIZ ) U CRBUEORBEERE O & 5 BE

2.2 FEIEMEIE, HEIEGEREOBRED I L, AT~T 7 A~ Y U ATk L CEBUE OBEE
BOHDHEE [HERER THDIAT~T 7 AF M) U LAEBERTEX W, fiiElrER
DNBRE LT, ]
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EHIET 5 E@EURAEEITY 2 &
1) EXLRIER & HAEER

1.1 EXLEIMEA

M1 oavy, 7HrI7453Fx%— (BEERBE)
vavs, 774 7% v— (KGEWE LR, mEET, Sk, 2F%R%E) 2EZ3T2 L
NH D,

11.1.2 ZEMEIER NG (BEEAR)
[8.1 &M]

11.1. 3 1EABARAE (BEE RHT)
AR, B, CK bB&. Mo ORI 47 0 vy bR 2R S+ DR BARIE D & B
PNbsZENnH D,

11.1.4 [EXES (HERH])
[9.1.3 &HR]

(fign) * (fRFR) OF 5B THLOHEFE S5
11.1.1 HREZ A (2007410 H 2 H~200844 4 1 H) [cBW\W<T, vavr) | [7TF7«
FX—vavr) ., (T7F745F L av s KO [ 7F7 4% —KIE] BEE
SHHMEINTZZ L EZT, B (RN u=y A8 RO s a =y ART) LS
HHEEBELT [avyy 7740 7%— (BEARY) | ICRHREMEEE L, BCKHEETIX
—RET7 TR, N2 —IZBWCT 7 4 X —OMENER SN ERB TR, T
AV, AFXV A RAY, T UHETIEH, KRBT a=0 AEADIHTT T 7 47
XU —DORBENENEWIMHEIT R N7, Flo, WA TARAIO e A& I v OWFHEHER %
A L7 BRIV T, 0.6, 0.9, 1.2mg/kg & G-RifE CHAEH O v 2 & I REICH BRZE X
OO hotz (V. JRFICET2EA 5. BEERE (4) BEERER 2) 2Rk
@tx&‘VE%WﬁJ%%)OLﬁb@ﬁ%Kﬁ’iDvH/a TFI74T7F% v —%iEZ

TIENDHLDOT, BEELTIATV. BRENRBDONTHAITIE, EHIZHEEG 2% 1R LiEY)
IRALVEZAT O Z L BB ETH D,
*HoE ik

11.1.2 AAIFETERI I L2 T RER R AW T, TR RO T ot i 2h S s A P e v
Wl MEFR2BIEE ST,
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VI. &£t (FRAEDOIEF) ICETHER

11.1.3 X7 v =0 LB OB FIRLOFLHNFITHE T TRE LT,

N14ZNETTF 74T —I128E) ViERE LT TIRESER | 2t L TWen, 771
TX—T b TRESEE ) ORIERZERBLZZ L, 1111 ERZREWER] 0
\Z TRUE R | #BRL L7e (2009 4F2kiET) o

(2) ZDHDEIER
11.2 2D 0EIER
1% A1 BEEEAA
e e PR FEMED
ok PRI, TAVERRAR, (D= SMIHE
7 P AR = AT
H b EREER
P& K OB T kb PR R, P FEAR
B EE & O G JRPTERAE | ST EALALDE 3k
HR PR B OB, mE EF . mEET,

TIG=2 T RNTFTUAT 2T —
BHEM, TARIX BT I/ bT
VAT Z—BHEM, mhryre
U, B EREGE A 3 i Bk
N, N SR EEE N
M7 h U RRAT 7 X2 —BHN,
M7V RAT 7 Z—EHA.,
= 27 a— LN

* YRS — & T AR IERFEOER S HE STV b,

(g a)

ENOEGRRER CAA & OB EMEH U & S (BKRMRAEMORFE 2k BIERIZ, ZEitED
FU, RAR, TAPEIRAR, DEMERIAMHE ., (R, WAL, BRI, BEAE R R, 9B, TN
EALALBEAS - 11 (BEF 101F) Tholo, HEEMITIW TN OBE IFHEE T, LEEsLEsT
HZ LR EELTWS, ZOMICHE SNHRAREEOLEFEOREERIZOWTHLEERS
SIS STV R, ERIZCOWTIE, AEICBWTHESNZEWERTH Y . SEENEHT
TR ol--o THERH) &L,
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VI. &£t (FRAEDOIEF) ICETHER

SEBFEFARBHERVBRREERE B
BIERAZERNRE—& (GKFRE)

BEMEARERERRE—EX
KFGIE 461
Fg B 18 5l (3.9%)
FBAL 32 1
Bl{ER
BEASE" EXRE” B (FER)
IR REE FEMED 1 (0.2%)
RIR 1 (0.2%)
D g fEE TR AR 1 (0.2%)
IRNE=C,d8 v PANTIE i 1 (0.2%)
r—— ﬁmE 1 (0.2%)
AL 1 (0.2%)
BREE FREEE 1 (0.2%)
R e | EMRMERUE R 1 (0.2%)
EEH & R THRBES e 029
L 5BEEL L UVUEEHITHEE | EH AL 1 (0.2%)
IWEEE & Wl 3 (0.7%)
[INEEoE =8 3 (0.7%)
M EARTT 1 (0.2%)
TI= T NIRRT T — BN 2 (0.4%)
TANRTGXUEET I ) T AT =27 —EH 3 (0.7%)
A ey e B 3 (0.7%)
ERERIRE i B 1 (0.2%)
i BRECHE N 1 (0.2%)
i/ IR R 1 (0.2%)
iMAN = el 1 (0.2%)
M7 H )RR T 7 2 —EHEh0 1 (0.2%)
M7 /vh ) HRAT 7 2 —BHEd 1 (0.2%)
M= 2T 1 — L 1 (0.2%)

*BIVEH4 X MedDRA/J Ver.6.1 |2 THEEF

9. BREBRERRICRIZTIEE
BREIN TR
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VII.

Ze% (FERLDIES) ICEYSHER

10.

11.

BERE
13. BER’RS
13.1 fE4R
AR ER N BT 5 2 LD D,
13.2 g
HREMEREET D ETHEREREZITI>I L, o, BT —%2 MBS L TITY Z
&
(fiE#)
it BB G U I MFRE- A BIE L7255 121X, @MU HEDOAT~T 7 A F N U AEBRET 50,
H R PER A AT 5 £ TREE R A Fe i), BIREIE O JRENRD bR R T, @MUl HEDdi=
Yoo AT 7 —8A|] (RARAF T I AFOERES) %535, HIEEERBIEIEL20WGE
X, BRMENEET D E TN LMEREZETOILERD S,

BRALDEE

14 BREDIE

141 RHIRESEHDIE
TLRT Vv m)AunvA 77 NEA VBRI, Juxd vy B RralrFy oo
NI AT VT NI UL AFLT v R=yarany/BazA7n, €770y, F73
F=NF PV TL FARE =T PI UL FTHRFRZY 0 BRI UERRE, Naw
Ay, ZrEI NERETDLEMEAZELLDOT, jilx OFRGRETHEMST 50 XITF—
AR B 2 5 S B I Rl N 2 AR B R K S O R 2 VO T 5 7 BTRE L
AN (s R

(fifdn)

A2 bR R ( TIV. [WHIZET5HA 8. Al & ORLEZEl (WE L EZEL) | 2R)

B OSEIRAS SCHE 2 R TROE LT,

¥, MREICIN LG 2 EERBRIC o W TR T (ZEER) e bl GBI L) )

EHEROZ L,

12. ZOHDEE

(1) BRERFERIZE D 1B
15 1 BRERERICE DB
KH 2 KB DB T D IFREE A A & L TRINICO 72 v i 5 L72BRIC, fotzif
M OBIE ST RS 2 A Ul & OWMEN D D, Flo, Mo IRk i ihzAl <, Fk
D52 BEIEOF/E R SUIFLIRITAT o 2B, BEZ LT L ORERH D,
(fdn)
AN % AR DTS Tdo 2 M A By & U CREIRG Uiz & &1, MhihiedE i o ERERC DU E#f
MENECT L DMENRDH D, o, BHETHL NI n=0 LR 2 RROMFREZ B E LT
RG22 BIEOF AV SUTALIRITAT > 72BR. 340 & ORRBARIIAL TRV A, #iEE4T
L DWEDRD D,

(2) FFERERAABR(IZE D < 1538
BUE ST
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X. FERRHERICEE I 5REA

1.

EESER
(1) ESNIEERHER
[VI. SZhHBIZBIT2EEB | OHESM
Q) ReHEBHR Y

1) PREEERISET HER (X, TH)

A XlZr s u=v L2 3.6mgkg (30 srfiE, 3 ) FRNERLLZEZA, RIRIZIEEALL
AL LU ginoTe, $7o, 72IZn s u=y AR ZFHIEA LT GE ., MERER T TORE

(230~340ng/mL) 3EFIRFED MFEFIEEE (2,000~6,000ng/mL) DOF) 10%THHZ &, £7=
nsu= ARAMITRNO=aF T F L a ) URRIEA~OBIRERE N LN, F
BAERIZIZE A ERS RN EB X b,

2) BEAHRRRUVFEBHICHT SR

JBRIFE T > N ROUREER 2 2 VT, AN LRSS T TR 21772, 7 v MZBWTIX, 2R
A X D 8EIRICH L, v 7 a=7 A8 ) 10mgkg £ THEBIALNLR-T2, —F, Fl
AR K DIRIRZ I L. % D EDsofElE 4.7mg/kg Th o7, Flo, RIZBWTIL,
Bl A2 AR IR L DARIRZ #0i L. % D EDsofE X 1.4mg/kg TH 7= (T b, =) , EIL
Ty MEHEIBIZBNT, v =0 A8EWIE7 BT L2 ) VIUHE 2 BEICIH L (pA=
4.18) . WA RAD Y T EF A URFEERER AR LI, —H, B XX I UIHE,
WAL R Y 7 DNARICIT B2 RE S o T-, £2, Ty bofHmEd /7 KLF ) iz
& D UUHE % 164uM TEREEEIZINEI L7z (in vitro)

3) MREVERSZRICHT S

WA X 2 VT, N LRSS F CRFT 21772, B2 v=7 A8{L¥ 0.54mg/kg (3 XEDy)
DFIRNFE G2 Z 0 L DB OO ENBREICEL LD (ENEI6% s 10%) . AEZR
AL TR Dy o T2, DEXICK LT, 3X3.6mgkg £ TORETHBIILLNR ST,
Flo, EAEY NELEERATIER 7 =7 A8 164uM T 5 il 2 FlZ—i@PE 0 LA o
BN A= (Ginvitro) .
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X. JFERREABRICREY S1RE

e EEHR

KR H (B SR e R K B8 A A
(n) (mg/kg)
l:':l
N=RAES AN
i‘i ?ﬁf)““ ‘(%;;%? M e B (j 32) I3, 36X3  [KIRITIE L A EBHL Lo T
S
SEEARRE RN LD HARIC] T v b (0.1, 03, X
AT BIER (IR s) 1.3 10 |\omeke X TRMAL,
HRI g £ 5 %I 7 b [0, 03, Bk 2 B L. % 0 EDs fif 13
ﬁi KT B UEH (KR RPY) @ |1.3.10 4.7mg/kg
| MEENERIC £ 2 M HEIRG OUL| £ /LT > b 164, 164, T(Jii}:?g)u \/fiﬁfx‘iﬁiggﬁﬁ”
- fEICT AER GEN) (5) 164uM ,p e S Bakh
7 IZ X BUEIZER 7 L,
g (A A ENEBNC X 5| T Y b 1.64, 164, 164 e
uM T B ASEE) O HNH],
m |TEH (REN) (5) 164uM
EERIZ L 2 fHMmE O] Jv b |1.64, 164, 164uM T /LT R LF U L UUHE % %
MR 21ER (W) (5) 164uM B,
RIEEA X O, ME, 4% L XED DA%k, DEENEBEIZEL LT
D RIS T 2 ER (§ 5) 3XED9°‘ 2R (6%K 10%) . FERELT
fIRPY) % Xt
& |BREE L OB, MEIC|] YL [1XEDg, R B
i (3T B GHFIRR) () |pxep, M DEHEERRRL.
[3]] . TS :J_‘
HEiEﬂgﬁgﬁ!&ﬁﬁé (j; 2X3, 3.6X3 |DLERICERZ L,
Ny b E/LEY B (164, 164, 164uM T 2 Bl Tk o —iE PRy
i H D B DDA s) 164M .
- Soh ol 26 2.6mg/kg THED FEATEED DT
O |\FECNMERH (BET) ) iéﬁ TREENN, M OZEE RN ER 72
i : L,
(3) T DD IREBELER

1)

2)

EEREIC &L HIE~DIER

I L7272 2 T, miSE T ONGHEEIEIC T e 7 a =0 AR OB Z RE Lz,
RIS E i O FINGEE & LT, IR OBt 2 X (Frkeiefi] 0.25msec, 0. 1Hz HFEH
RRIMERHFOND 2 FOEE) 2 ML, AR E 5 O EEEMRZ A LT
RRDOFFIFEDFF DAL D & 5 BRAMT 2 EHEREEEZ W, vre=0 B ehokbic
K0 HEIE TITAIHE DY 85.122.9% (CEXEREHERRE, n=5) Il SA72h, EEERIET
ETITIE L A EIGE IR S -7 (0.550.5%, n=5) Z &b, V7 ARZELKED
B OUHESEICER 2 RIS N2 LR S LTz,

Y UIRTS—EEEER

b MEERIMERZ AT YA XL, RILEROT7T®vFLal) oo 257 —8iEM (AChE &)
BN AEMEBEICKXVRE LT, v r=0 ARAEWIZ L% ACKE IEMEOIHIER O 1Cs i
1.OS5X10°MTH Y, 1T ALY AChEIEEZ A IRV Z EAVRENT,

44



X. JFERREABRICREY S1RE

2. EfERER
1) Bk S5E4HAER
EULY/Ei e R e BERE OESE R (mg/kg)
5k FRARPY B A 0.3 FEBRIE T - FE N LRELT)
& B e >200 (FERREET - IE N LR T)
= FRA B A >87.5 (BRI T+ N LR T)
A X FEIRN iyt 135 (BRI T - N LRI R)
Q) REBSEMHHAR
= A= M B
B | e | ey | (m%f‘g s (;;rg%j) ERR
x= 4 38 FEIRN ME e 1.0, 3.0, 9.3 9.3 KRz L
A X 4 38 FEIRN ME e 1.2, 3.6, 10.8 10.8 KRz L

3) BE=EERER
X RXIF 7 AW E AN EIRIRE BB (Ames 3RBR) . KIBEH &2 V-1 IR 22k BakBh . i
FUEMIIL 2 A T2 B s 28R BRI K 0 B L 7SR AR DB F 28R BaF I
HLorLEZ LN, iz, B MRMIMY VoRERE A W2k BRERBR LT v b E AW
INEERBR CRARTEMEIIRRO e o T,

@) HARIEER
R L
AANIERRIZ B TRMIMER G ShnWZ & EERIGREERBR TIH WGBS 3580 5
Nicb oo, WFLEMEZ AW oBE 7 RRLRRER, & FARMIM Y > SERflE 2 W 7o SR
BB L O 7 v MERBRIZB W TRETH 722 & D, DBSAJRPERBRITERM L Tu7Ruy,

6) EERESHRAER

1) ZRERVERETCOMNIMERKLEICET HHER (v )
7> M, 0.75mg/kg/H 25 LIz 2 A, BEWORE 2 FIMERINENZ LV BT Lz, F
RCEFIZROLNT, 2N O—FEEFR, A A FEEFHEF IR oo
7o — kMR RN BRI T 0.75me/ke/ H . MBI T 0.75mg/kg/ B LA L, E - HEMW
DA GRS A B B X 0.75me/kg/ H LA E & HEE STz,

2) - BRFHAEICETLHAHER (Tv b oHYF)
Z v b® 09mg/kg/ HFGEEE XYY X0 0.12mg/kg/ H 8 5--E TEENMW S IERAE 112 XY BT
LD, WTFNORBRICBOWTHLRFOREICHTIREBIIRBOONEh-T2, T v bMIB
D EEY O — %A TR BT 0.3mg/kg/ B . BENMY O A SRS RE K OR(T O 3 AT %
LRI EIT 09mg/kg/H LHEE S, £, UHXICBT 28 O — BT MEE &
1% 0.06mg/kg/ H . REEh) O AEFTEEERE K OB DI A3 5 &I 0.12mg/kg/H & H#EE S
7z,

3) HARMRUHAERDORELVICRADKEEET 58 (S k)
7 v MZ 09mg/kg/ H A 4Tz 6 H225 20 H £ THR G- L, R X O AR 53R 217> 72,
7L, ABNOFHMFEERIC LY BRSMEOWENLESND Z ENESNZZD, I
gz 21 H R ORI O G137 R o7, Rl T X BFIERO T, BB o —kENE
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X. JFERREABRICREY S1RE

FROPT R, REEN) O B SERSRE X O/ IR/ AR 2l U, BEEMEEIE 0.75~0.9mg/kg & HEE &
niz,

(6) BFRIBEHE
X OFIRN., FIREFE, BkN., S6ICHANICEe 7 n=0 LB ERE L, KT
AT LT, WRIRIE P 512DV T, B A CAANCER T 2 & B2 6K T/
ZERNIC TN S LT BRI E NGB b= Z D B RFTREMENH D Sl Lz, &
RPN, BEORIN B OV A N5 TR TR I TER O H L2 o 72,

7 FTOROEHEREM

1) IRKFHERER
MR L
— R TR 2 B ) TR RO DN o Te Z & FoMmER e & il U T~
DOBATITA S RN Z &0 D RIFHERBRIL I L T,

2) R
~ U AR o HiEER (PLNA) (ZBW T, BIEHRITRO bienolz, ok, ELEY B
ERWZBEBIN ST 7 0 7% — (ASA) RBEOZHWRET F7 1+ 7% — (PCA)
RER, ~ U RAEAWTEREZHNEET 7 0 7% — (PCA) RBRICB W THHURMEITRD
IV T,

3) BHBEMEFRMRER
M S BVERZ M7 2 2 AV CERM L 7-2RBRICBW T, BEEERJEOHERITRD bR -
776
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X. EEMEHRICEIHHE

1. BHERS
= 2T w7 AYEE 25mg/2.5mL
IR, W EEIERN R -EMSEOLFEICIVFENTLZ L&,
T AT v 7 ACEE 50mg/5.0mL
W, WFEEIN  EE-EMEOLGEZICIVERT 2 &,
HEESy c mra= LB Tk

2. A
AR - 34F

3. AERETOIE
2~8CTHIFT D

4. MFELLDITE

20. WL EDEE
PSA TNV E BB TN D 2 &,

5. BEMGTEM
BERERGLTA R 2L
<FWoLBY : HY

6. E—FR5 - R%h3E
[Al—H5y - %Rehd
[RIZNEE = (1) FEMLSHoaft 7 ot g Al
X7 u=1 LABZY
(2) by Ak A st o A5l
AXH A N = KL KFIY)

7. EFEEEEEAR
199443 H 17 8 CKE)

8. BERFTRZEFABRUVERZEES. FMEEERBFAR. WFEMKEAR

WR5E4 BUEIRTEAGEBAE A H KB SAMAEVENGRAEA B | IRGERIAREE A |

2N ®F 1
TAT YT ANHE | 5007428 A 16 H | 21900AMX01134000 | 2007429 A 21 B | 20074 10 A 2 H
25mg/2.5mL

TRT 7 AV
50mg/5.0mL

200748 H 16 H | 21900AMXO01135000 20074E9 H 21 A 2007 /£ 10 H 2 A

9. ZEEXITIXNREM. AERUVAEZEFENFNOEABRUVZTOAR
Y LN
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X. EEMEHEICEAY 5EE
10. HEERER. HFIMERLAREABRUVETOAR
201843 H 29 A : FREEEF O Fohe, KBRS RO 7 ihiiE
[EEH G, EREARSE O NE ., AR OVE RN ORI BT AIEES 14 KB 2 HE 3 514005
NET CKRRIEARFH) OWVWTIIZHEY L]
11. BEERM
200747 H 31 H~201547 A 30 H
12. BFELRMSIEIZEET 5158
AFNT, &E (bW iEERE) HIBICET2HRIZED STy
13. &£Ea—F
" JEAE GBS TG | ABIEIR S =2 — R o e | BT NEROH
WR7E4 I o — (Y] 2— 1) HOT (9#71) &= N
- 2?@;2 ;j;ﬁg 1229405A1028 1229405A1028 118179103 620005829
TAT 7 ROE 1229405A2024 1229405A2024 118180703 620005830
50mg/5.0mL
14. RIEBHRALDZEE

BERRANE
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3) SAARZETEML. FREE. 2006; 55(4): 419-427.(PMID : 16634542)
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12) Muir AW et al. Br J Anaesth. 1989; 63(4):400-410.(PMID : 2573387)

13) Wierda JMKH et al. Anaesth Pharmacol Rev. 1995; 3: 192-201.
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16) 7 MAERERNERE (RENEED

17) MAFRAMEEHE FENEED

18) fREHANAL - AR (FENEE

19) REmER (FENEED
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XI. 8E&H

1.

FTLHNETORTRRT
AHNE, 1994 4F 4 HI2K[E (Zemuron®) *. 45 >4 (Esmeron®) THFEXiv, 2010 4 2 A HIE,

THHFL 95 7 [E T
* BUEIEFIET IR

WS, BRER S TWD,

AHNDOHEETORERIKIUILLT DO LB ThH D, (2024 43 HFER)

4 | ®mE

W 52 4 | Esmeron

7K n A | 199647 H 15 H

#l O - & & | 10 mg/ml VESF

ZhBE X 1% %h 2 | 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.

Wik Kk 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.

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.

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).

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—R LS UTHAXE (2022 5 AHED)

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.

F—ANZ U T ®45%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).
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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.
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