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& 2.16Mlx - hr! ST,
BEER M (B). &5 SRwER (M : 10°)

FRUFFHIR - 1,0001x % 1 B 24 e BRE L7286, LT OHIMICHEY T 5,

1. *2ERE. S4 MR, '3 » ARG
<G RSN >
U] AFIIE R e
2ggg A L ALK SR RSB L BiHesh &
500me (T IUAFZ A T IV) (280W - hr/m2) ol

RERE Mk (B), a8, B EE

EE  AROIFHEISRRF CTH L, £, SMERERITE L TRFT 22 L, (TX. 3. @
R TORTE] KON T4, B EoEE ] OEESR)



(VoY) RH=T I AFEKR 200mg >V Y [=rA )

, . BRAFESME R e .
S BV Pt AR i
- 40°C /20%RH. LT AR T ﬁ%@%?ﬁg%ofﬁ\m%@
6 7 J1 s (LAY | D AR E R,
EWMRE | 25°C 40%RH, /%ﬁ’ 18 » HWE ST, BUKOFFANT
AR 36 » A Hotr, EERAkEET)
o BRYEIC X 0 B E OB AR
j?gi FL T4 RY Y o w%ﬂ‘ﬁ%%k&0t°4
— o R Sk N TIXEBYE O WEINER D
St 120 75 Ix * hr b7, HEOFHHEANTH o7,
o (D65 7> 7) * | FL74 ARy Ury | pmye | BRGEN & BB ORI
AT E : R HIT B ORFN TH -
(BREEEAIA D) Wk | g,

SCHARREE L LT 120 /4 Ix * hr UL E R O AN i = % L X — & LT 200W -

(ZEER) 7V A a3 O EERR 12y b)

h/m? UL I

A PRAEGAE I ORI AT RE fii B
200 FREE 1,0001x, 25+5C/ | Lt L7 ¢ | 2L ()6 | 2 k722 L GRIEN)
vugi X0 AT E W ARV Y Y

1 (7H) (FU=xF—721) HESE b7 L (BAEMN)

HIERE PRI MRS B E. R

R AFOIHEIIEIRRGFTO D, £z, BBERZ AN TEEREZRFFLTNDLDT, 7V
AR —AE IR E CHE LW &, (TX. 3. AEREETORE] KO T4, Bl
tForE] OESK)

. REERVBRROREL

BARSAYA

. hEIEDEREZTIE (EEFEHEL)
Tt ha UHEEREOKIIY), XTSI VIERRIE N ONT = F D R & DIRAICE W T, B
BN E SN TS, (IVIL 11, @A EoEE] oHEBR)

1. GESHI & DEESEL
KA EOFHERZ 11 (viv) TR L2, =IRICT 4 RFREKE L. IR, SMBL. ki RO

pH ZHE L7z,

AR &Aoo s a UHEEREKTIY), RTNIUERRE. T =F UV UEBRE T IR b LS
VAR R IokE - SRR S T,
Fo, AFE I XY T A Img/mL (KL 7 AR 10mg O 5 {54 RFHY) & OIRA TIERd
BRI PN R T IIHER SN TR WD DD, 2024 4 4 HIZIBMINFEiORBRIZBW T, AH| &
RV 2 H LAESE 10mg (FR7Z2L 2 2 4 7 4 bmg/mL) & OIRA TIEREC AR IR+ 2

R STz,
— %4 pilN-353 WRAETE H Bl Al Bl A B 4 FEE
. S8 A8 PR B DR A8 VB DR ¢4 VB DR
7 RLFY 1mg/mL
FLy merm oH 35 6.9 6.9
sM8 A0 VR B DR A0 VR B OIR e £0 PR DR
= N L5
7k g 1mg/mL oH 35 72 74
T R u— LR sM8 A0 VR B OIR A0 VB OIR 46 VB DR
10mg/mL
i pH 5.0 7.0 7.0
VN VNl = I ome/ml, SN 40 VB DR 40 VB DR TR R
YRR A1) & oH 35 7.0 7.0
F AR L =) I FROER O | HkBHOWR | BB OK
25mg/mL
VAN pH 10.6 10.1 10.1




— B JEA WA IE H [ENi] Bl & Bt 4 FFff
SME (5 5 BH DR YRR O (5 P8 B OR
V% NP nil) AN
ST RV 1mg/mL pH 3.8 7.1 7.1
S (0 75 B DR VR O A B DR
Ty =
=7 50ug/mlL. oH 7.0 7.4 7.4
o)ﬁ N =By o)ﬁ N =iy @W/ N Ny
ST L Omg/mL s81 H O 7L H O 7L At OFLEIR
pH 7.9 7.6 7.6
g N E viE i 3 E viE AL %}\LZ;
58 LR 2 5mg/mL S8l EEI O EEI O ok 1-Hlew
pH 5.5 7.4 7.4
L £ BB DR £ BB DR 40 P BH DR
NPT Img/mL ) B O B O EIEY O
pH 3.4 7.2 7.2
S A~ t | BEa~HMElf | Ba~MEnn
ELE R IRERE 20mg/mL DR FEHH DR B D
pH 3.8 7.0 7.0
_ . S (0 75 B DR VR O TR 1-FE i
=F TR
T=F 73 25mg/mL oH 5.9 1 71
L7z X =) el A T S8 (0,75 BH DR (0,75 BH DR ] O
R & pH 3.2 7.1 71
(2024 4F 4 H 12BN i)
HIL (—4) AR | mAEAE ;D) [RESERES 4 FEE
7 U AFER 1000mg Ny 7 10me/mL A8l MEAEIHOWR | WOABHOWK | BAEHOK
(FTERTI ) 7x) & pH 5.6 7.4 7.4
Ao S e ba sl dmg SMBL | MEGEPIOW | EEEYIOR | TR
U UY =gy 2mg/mL
(Fv ot b a HEREARIY) pH 3.6 7.0 7.0
HA VA 1mg Lme/mL S8 MEAEHAOK | MEEHOK | MEEHOK
(75 =% b k) & pH 5.4 7.1 7.0
H AL —EHHE 20mg 10me/mL s81 MEAEIHOW | WABHOWK | BAEHOK
(77 EF VL) & pH 6.0 7.2 71
RV B L7ESHE 10mg N s81 MEOEIHOWR | MABHOWR | R
NN 5mg/mL
(X T N) pH 3.4 6.8 6.8
TN~ = L ESHK 0.5mg [F) 0.1me/mL B MEABIHOW | WMOABHOWK | BAEHOK
(F N~ =) e oH 42 7.3 7.3
T VT 7 ARHER 200ng NE | BB OR | BEEHOR | EEET O
77 A Y—] 100ug/mL
(F 7 A AT b I VL HHRRE) pH 5.6 7.5 7.4
7 AR A= /LT 19%50mlL N | BEOLEIK | BEOLBIK | BROLBIR
<A ] 10mg/mL
(FaR74+—1) pH 7.5 7.5 7.5

k RoU 2 H LS 10mg : AR L CGEAIEE : Smg/mL)
£% . NV 0 AERK 10mg 2 AR T 5 AR LR CREEE
ETABI L IRA LR, BB ISk 138D b e o Tz,

2. WiRAH EDESEL

: Img/mL) 2o\ T, [FEED

FER 715« AF (100mg/mL) % Fre Ok 2 AV T 10 %7 L C=iE (25°C/60%RH) K&
st (5°Clamb.RH) T 48 B[ % THIZ L 7=,

BRI : S8l

B U7l - AR, 5% 7 FUBER, LR V7V D AR T 0T v I,
Z 057y Dk, 77T v 7 Gk, 7 4 A4 140 ik, ~A N X —Hik, v

¢ — F ik

fi R WTHhoEETYH, SMUIEITERO Sh T,




3. pHZEEIERER (2024 4 4 H 12BN FEE)
AFI 10mL 2>\ T pH Z5H)

B EE LR, TROLEBY Thotz,

0.1mol/mL HEFEVINE (A)
#kF pH 0.1mol/mL /KE&{tF + U o AVEIR & pH | BEhEE | 2Lt
wng (B)
AH~T 7 AR (A) 10mL 5.7 1.7 Bfere L
[ A ] 7.4
(100mg/mL : 10mL) (B) 10mL 12.2 4.8 e L
. B
LA
10. A& ax
(1) FENRELRRZR - O£, %Eﬁb‘”ﬁﬁ% R - AEICEHT A1ER

RAN U T ~YLIZRET A S *

ICHEL T ithiEiE Ko T —=2— F [Warm Red

& White Oxt A 71 7] %ﬁﬁb\fc@%?‘ﬁw vELTWA,

SR HA OFAEE -
(ATRAEFRE N A AR RRERL 2

R GBS IERIR —HAIL ) T VBT AR E -
. 20154£3 A 27 H)

https://anesth.or.jp/files/pdf/guideline 0604.pdf (2025 4 8 H 4 H#eiR)

e 4 T~ YL
S
f!f!f///y A m
s W7/ 200ms ) 2mL B2
RN = ANVFIAMEE 1891 577,
AHA~=T 7 A ﬁ%&‘{{ﬁz 200mg E; Emml (=T "® T a m" % 200me
<A =: E 5 %
B ofiiuen =1 5 8 \JE\ *ryIXEOR
- HREHENE G i) A=l TEISEGD :\}\\I\_\\\\&
Bl =zl
m//«f//fffff/f//’/fﬂ /.-“’/.-“’/.-“’/.-‘& %\S.\K\\\Yﬁ\%
. | SmL A4 44
R =2 ANVFOANEN 84\ .?'-?ﬁ‘
AA~T U AFHERK 500mg — 500meron-ray | 3 'E: ‘gg
[~ A ] =L Fr L E P EaNIET -....543 500mg
=z R RN S B & TYTE Y b
T ~ s 3 - § g
- BINEIEE waee (@%) ! CCEY vy PEEET
BIE s~
Y otoms’, sumamm 75247
é///////IA AHVTI2 /////’/'/15'/
é ERIRF §5
Z B
AH =T 7 AFER 200mg ? el IIIIII (1 IIIIIIII
VYT A e mmn@m////
%znvrozmﬁ / %
7777, 200me It
% wuc‘:-‘)‘:h RJ’F-(J'?ZE:LJ?.":Dﬂmg‘BE anlsizl
(1. 3. W OHFFARE] OHSH)


https://anesth.or.jp/files/pdf/guideline_0604.pdf

(Vo) (RAA~T 7 AFER 200mg > U Y [<1A )
i RA 2 A CREMEZRF L CND DT, 7Y A X —ad 3 s E ChRE L2
Lo (IX. 4. B EoWE ] OEBR)

& ERNNImS TR h
’ =S 1 = V)
—— By oo Ry - (7' ) 28—/ 3Em)
PO o S ee— || LT o

Zof, U VOBV FVICETAERER. VL 11, @A EoEEl X, 4. Bk
DIEE] DHESH

(2) %
(AH<T 7 AFER 200mg [~ /LA T ])
2mL [10 /XA 7 1]
(A M ~TF 7 AFREW 500mg [~ /LA 2 ])
5mL [10 /A 7 1]
(AH~T 7 AFIER 200mg >V Y <A ])
2mL [10 >V ¥ (BifeEAIAD)]
(3) FliRBE
AR
(4) BREOME
(AT
INA T IV DT T AL T IV
TLR  EmFBTFL T LD DL
TV TFFTxr w7
R Ta VL BOT Y o T FTRE ORI T L IR v o T
(V)
SE (RN v Wi (V=) AR FeE LY
hy 77Xy (RoFy) : TF)LTL
HAr> bt AFLVRTT A N~v—

1. BRIRM SN B EHE
kg L

12. FDith
EARRANA
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1.

P

ARICET IEE

EX(EXZHE

A7 O LREYREAYI A=) LRIEYIZ X SR IREL o DEITE

SHEEX ISR ICREEY 5 E

5. MEEXHRICEEET SR
AENIr 7 v =7 LB T~ v =7 LB LIS O Tt A K 2 fstizik g o
FHEIZX L TIEEA LsnZ &,

HZERUVA=Z

(1) RERUVRAEDMEER
BHE ., RANTIZAT T 7 2L LT, OMithiikeE (Ffge =4 —l2B8\\ I (ﬂm)
FIIZ K5 2 [ H OIUHERG (Te) O HIEL 2 RS LM‘;&) TIZ 1 7] 2mg/kg & . RV
kR (g E =X —IZBW KA M- TH=v7 - hv > b (PTC) #4IZ iél~2@
OHUHESOER (1-2PTC) OHBLZMERR L72%) Tk 1 Bl 4mglkg ZFlIRNEG34 5, £/,
D&HMWA%M%®ﬁ£%£&5ﬁ%LﬁM IR EE N D ORIEZ LB L T 555
W, ANCIFEAT T 7 AL LT, nr7u= AR5 3 5% % A2 1 [ 16mg/kg
ZERIRNE 555,

Q)ﬁ&&Uﬁg@ SE AR - AR

U EE L L
BERUVBEICEEY 5FE

1.
1.

HERUASICEET 515

1 FshiET =% —IC K DR TE RWIEAIE, +0 72 AR ORI AR L= BIxA N~
?7Xkbf2m%g%&5¢5:ko+”ﬁ§%@%@%ﬁ%%??5W@B7Dﬁﬁbi
e X BRIk L T AT ~T 7 AL LT dmglkg 2595 3, fsthiRIRkEN S ola]
WHBIET 52 ERb DT, BEOREZ HRCBET L2 &, B, HiEE=4—IC X
5 e T & RVHE O BRI LMD T DHI0ORY 1 =7 AR{EMIC K 5 bk
ﬁﬁéﬁﬁ®ﬁ%$&@£éri%¢éﬂfw&w

L2 Xy u=y AR ORFE &R G ERICRR IR S ORIEZ HE LT D56

DARRFN DA M e ON2e VI IMEST L TR,

73

(1)
(2)
(3)
(4)

FAR

Bk T—R2 /Ny —2

MR L

ife PR SR A BR

BRI L

RAERIERAR

MR L

R AR BR

1) BRI

OEMR4 5 1185 ER

K RHEI TS (ASA 708 Class 1~3) IZ JFEMR FTr 27 n =7 A5/t 0.9mg/kg
NI~ v =9 AR 0.1mglkg Z FFIRINEE G- L7t fitiEE =& —I2317 5 MU
(TOF) #IPMIZ K5 2[5 H OWHER L (Te) OFFHBURHCA T ~T 7 ZAF FY UL (A
H~T7 27 AL LT20mgkg) %, F/2ARA L - TH=v7 - 7>k (PTC) R
£ % 1~2 FOBEHEKG (1-2PTC) OHBIRHZA T ~T 7 AF N oA (AA~T
7 AL LT 4.0mgkg) #HEFRNEG- L&, AT~T 7 2 F b o L% 5BtA
225 TOF t (To/T1 Dke) 0.9 1ZEET 5 TORMIZ FERO LB THY, nr/n=
U LB G5 DA T~ T 7 AT N U 7 AT L D hERIREED D ORIE R, X
7 v = LB G54 & el L CRVMEB 2RO BT 1284

11 -




£ EPRHE TR T

AAYTFIAF M i [ AH~TF 7 2 P 5 [kA7> 5 TOF . (T4/Ti D)
RV e 5 é‘*ﬁ FrU DL PN 9T T 2 F TORFH
ARk AE e N ) CEHBLAEHE R, PPS)
2.2+ 1.2 %
=/ A= 3=NyIN 2 0mafk AAA (n="17)
X2 UmEe an 1.4+05%
B R (n=9)
(T2 P HHBARE) 2.8+ 0.8%
A==y N 2 0mafk A& (n=6)
X7 UmEe an 34+1.97%
(n=17)
1.6+0.9%
ER/8==Ny N 4.0mek HAA (n=11)
X7 LmEe an 1.6+0.7%
VRN (n=10)
(1-2PTC HEEE) 3.0+£2.4%
spm=yal HAA (n=10)
X2 LmEe o 3.3+35 47
(n=8)

H1D AT AL L TOREE

EWAEE (Te BFHBIRE) AT ~T 7 A F M) oL (AH~T 27 AL LT 2.0mglk)
ERE L7 (HARAN n=19) CTHESNEZBERIZRE T LT I Bt 2371
a7y N, mi ey e s#Ein (% n=1) o7,

W ahgg (1-2PTC HEBIEE) ICAT~T 7 A F RNV UL (AH~T 7 AL LT
%Dm%@)%&ﬁbkﬁ(ﬁﬁknﬁD'ﬁﬁ%éhk@@ﬁ@ﬂ%hF@\%ﬁﬁﬁ
n=1) 7Z-o7,

@i/ FE MR

(DA B FA R (ASA 5 Class 1~4) I EER FTr s n =7 A&t 0.6mg/kg
XIEIR7 v = AR 0.1mglkg Z HARNEE G LT- 1%, iitfee =% —|281) 5
(TOF) HIZ &5 2 B H OUUHERIEG (Te) OFHBFFCAT~T 7 A F MU U A (R
H~T 7 AL LT 2.0mgkg) XIIRAAF T I AF VRl 50 1 g/kg %, £724K
AN eTH=yr «Fy b~ (PTC) HPKICE D 1~2 FOHHER)IEL (1-2PTC) @
HBFHCAT~T 7 AT N oL (AH~<T 7 AL LT 4.0mgkg) XiZAAATF7 I
A FIURRERYE 70 u glkg & BARIFFIRNZ G- Lt & AW ~T 7 A F N U U AT xR
FAF T I v AFURRERE R H-BAE)> S TOF b (T4/T1 D) 0.9 1I28lfE 9% £ TOlf
MIZTEOLBY THY, AT~FT 7 AF MU U AL AEERRIIXAAF 7 I v
A F VTR & Hie U CHEIZRE 2 - 72 (p<0.0001, [A118 KER] 0O 5 #5028 Hifie 2 v C
VBRI R OV s% 2 K- & L= Zohe @S eeomtr) o,

K S AR AR SR A AE

AHTF I AF | B EBIA7 5 TOF b (Ty/T: DLk)
Y BB %ﬁgfm o 0.9 (2l T 5 £ O
DI RNIS B CB(TPHE™ Y, ITT)

nsua=rA AHTF I ZAF R A 1.5%r (n=48)

VO R L= XA RF T2 AF IR 18.5 % (n=48)
(T2 i HY HLIRE) AV A==y N AH<T I AF R T A 2.8 (n=48)
BAt FAAF T I AT I)VRRERYE 16.8 4> (n=45)

=R/ R=1=N N AHTFT I ZF R A 2.9% (n=37)

TRV AR Bt XA AF T I A F VR 50.4 537 (n=37)
(1-2PTC HiHikf) [ Rr/ =1L AH~T I AF MY A 4557 (n=47)
LX< FA AT T I VA F)VERERE 66.2 %7 (n=36)

1) RPME A TS LS
EW R (Te B (C AT~ T 7 2F M) U A(AH~T 7 AL LT 2.0mgke)

G LI (n=96) THE SINZEREERITE.L, i, A@EicXsmmE (5%
n=4) 7=-7-,

- 12 -



EW g (1-2PTC HEE) ICAT~T 7 AF RV UL (AH~T 7 AL LT
4.0mg/kg) Z#&E5 L7-BF (n=83) T#WHIN-T2AMERIZEDL (n=5) Z-o7,

(2RI EIR T R E (ASA 23 ¥E Class 1~2) I IEEM FTr 7 n=v A Bk 1.2mg/kg
EERNE G LT 3 i AH~T 7 A F N U A(AH~<T 7 AL LT16.0mgkg)
ARG L2k & 0n s o=y LS EY#EG# 15 Ty 2 10%ICEET 5 % To
BEE (T FYEREE) 12 4.4©07 2 (n=55) T 0. AFH A k=17 ALIA
¥ 1.0mglkg % FHIRPIEE 5705 T1 23 10%ICEE T2 £ TORM CEAME + (R
#) 7.1%1.6%y (n=55) &L CHEICTRA 7 (p<0.0001, [FIFERF 05652 e
% P CHAFRRE R OiaR & R & L7z —JuBe@E s fiondn) 67,

AH2TF I AF R T A (AH~F 2 AL LT 16.0mgkg) ##%45 L7=# (n=56) T
HE SN EREERIILEEHHE (n=4) 72572,

2) REMHB
TG L

(5) BFE - mAERIER

OBENELNHEGER (FEE)
BRHER T &2 2T 5 il B E L OYEmEn B (ASA 3% Class1~3) |2, FFEMR TR
7 1= LB 0.6mg/kg ZFAIRNTR G- L7-1% . ikt =% —I2B1) 5 UE (TOF) #i)
W2 LD Te BHBIRHICAT~T 7 A F M) UL (RAT~T7 7 AL LT 2.0mglkg) % HiA
RN G- LTz & AT ~T7 7 2 F N U 7 A8 5B 4675 TOF k. (TJ/T1 ®k) 0.9 12
9% F TORM CEIME SR ) 13, FEmEnE iE (18~64 %) T 2.511.3 57 (n=48) |
65~T4 AT 2.9+£1.6 7y (n=62), 75 L EBE T 3.9+1.7 4y (n=40) TH -7z 89, (I'VIL.
6. (8) il (9.8)) DHEM)
ART I AT NI L (AH~T 7 AL LT 2.0mgkg) =5 L7 65~74 1%kt (n=62)
TS SNEIERIFHEIR, BB, AE XD EME, FEaEDE v, ZR (% n=1) 2o
Tre AA~T I AF R TL (AH~T 7 AL LT 2.0mgkg) &5 L7 75 Ll BRI
BIVER OWE R 72 D> T2,

QBN FEMHERARER (BHEETES)

BREE T 22T 5 EEBMEREERE (/LT F=27 U7 7 A 30mL/min Aif)
ITBHEEEFBRE (VL7 F=r 277 T A 80mL/min UL E) 12, FEMRTFTrZ 0
= LB 0.6mglkg Z E RN G L=, fithfgt =4 —2k1F 500 (TOF) HliEic
£ Te HBRFICAT~T 7 AF NI UL (RAH<wT 7 AL LT 2.0mgkg) &, £724HR A
heTX=v7 « b (PTC) HKIZ X5 1~2 B S (1-2PTC) o HHE
WCAT~T I AF F)TL (AH~F 27 A& LT 4.0mgkg) & HEFHRNES LT7- & X,
AHT 7 ZF V7 LGB TOF e (To/Th D) 0.9 (IC[EET 5 £ TORMIZ T
FDLEEY THoT 101112

XM E IR R (B PRAE R )

AHwF I AF D) T R[AH<F 7 AF R Y A B EHI#E) S TOF It (T/T: D)
B 5 O AR fr bR 0.9 (2[5 3 COR
B R RE 1.7+ 0.6 432
Ol — (ASA 4y Class 1~2) (n=14. PP)
(T F HH BLRE) Tmes TR 2.0+ 0.7 457
(ASA 43%4 Class 2~3) (n=15. PP)
B RE I R 1.9 559
TR fih it 4 Omelk (ASA 4y Class 1~3) (n=232. ITT)
(1-2PTC HiBLH) T L B K 345570
(ASA %3%4 Class 2~3) (n=35. ITT)

E1) AA~T 7 2L LTOREERE
T 2) EHE AT e =
T 3) KM EHE, KAEEAE LS

EWBshEE (To FHBLEE) ICAH~T 7 AF M) v A (AH~FT 27 AL LT 2.0mgkg) %

Peh U7 BHREIE R BE R (n=15) T SIBIERNIZ T, Bl MEGOPE, Wk
fMERT (& n=1) Zo7,

- 13 -



ERRE (T BB (AT ~T 7 AF MU UL (RA~T 27 AL LT 2.0mglkg) &
B b Ul BB AR E BARE (n=15) THUE SHRWERIT TR, FEG OHE, S (5%

n=1) 7=-7=,

(6) ‘AmAIER
1) FERARERE (—REARERE. FECRAREHRE. ERARELERHAER) . RERTR

T—ERN—ZHE. RERFTRERAROANE
Y L
2) ADBEFHELTERFENONBXEIERLAE - HBROME
Y LA
(7) £t
R L

- 14 -



VI. EMEB(ICEHT HIER
EHIBPH(CEEH S EAMXITILE YR
AV

1.

RIEMER

(1)

(2)

(3)

e FRERGL - EFRERE

AH=T I ALy -2 7T XA N CORESITAEE (FATr A U8R 2L T,

ZERDE S ZME LI ELZGT M TH D, ZOEMICLY a7 a=7 L5FDAT
04 FEREROMOZENAREEL Y AT ~F 7 Rtn o= AR TOBKRES bERIN
77 EBICu 70U LRNETAURT I VOEOEREAT~T 7 ZAOMEHRIEICH DD

NRFIIIVEEOADEN & DB THENR LMD, y-v7aTFXFAR) LG L TR
H=T 7 ATiER 7 a="75EOHEMMERK 1,000 fFIEmE 72 (FRER 1.32X104M 1 K&

N 15.1 X 108M1)

B, AHYT I AN F T AMBICEET 2008 2 DI RHATH 508, ik TAH~T
JAMB A=y LytfE 11 OBEEREERT S Z LT, Mkt ol 7 v =7 LD}

JE R BN SE 5, Z LT ns a oy AOREARSMENATEZDZ LI2ED,

MRpEAHon 7o =y ANMENITEIN T, B 7 a=v AOVERERALIRE D LT,

B HARIRIEN DEIET 5 B2 5T D 19,

HENEEF T HRBRRAE

1) FhitiEsl & OB FrE

AH<T 7 AF RV UL, AT A RERHES THIu 7 n=0 ALY KRR 1
= ABAEICKR L CHEFEICE WEIMEZ R L (e iTthEn 15.1 KT 8.8X
106M1) 23, AFH A b= AHEAC/KFIIZ R B BRI O o7z 14

2) fhithEEEIEE A

O~ Y R FRIERIEEZER (YDA, in vitro)

0y u= AR IIR 0= ARAUIN AT ~T 7 A7 MU U ACAESND Z &
W20 FitEES OER S ILE S dv, BERIREE O ORIENG D, In vitro i BRIZE
WTC, AAT 7 AT NI O AE, vra=y Btk =0 AR X D)
AR A A1 S 19,

290%fRsthiEIZxtd B4ER (YL, in vivo)

07 u=v AR IIRY 0= ARAORRGEAC LV | Y UIRER R O TOF X
W DEHD s T1 53 90% ] S 41 2 W sthfR R BB (AR L, FptiE A DE (R 12 B ARRIE &
®7A &L 460nmol/kg DA H~T 7 A} MU U LEHE LA, TOF . (TdT1®
) 0.9 ICEIET 5 £ TORE A il L=, TOF kb (To/T1 D) 0.9 ([C[EfE 5 £ TORE
MiE, v 7 o= AR L DMEEICE LC, HRBIE T 1451145, AH~T 7 R
T U T AEG% 1.950.5 5 CEHEZERERZE, n=4) Thotz, £z, X/ r=0U A
AT X DA o LT, HAREE T 23.1+1.8 4y, AH~F 27 ZF U v Lk 5%
4.4+0.67% (n=4) THo7= 15,

QRWERsthiE It 4R (YL, in vivo)

1 EDoo (BLUNAE B A 90% 4079~ 2 &) O 5 fE o 7 v =7 A B4 (800nmol/kg)
XiF_7 v = A5{Y (7T0nmol/kg) % #eh L. RN IR EZ 5 & 2 L7
. AEFANIK X 1,150nmol/kg (27 v =0 ARALYOK) 1.4 %5, 7 o= LAB{LY
DH) 164 (FDPRFE) ODAT~T 7 AF N U LZHEG LIz (n=4), 7 v=0 ARLYIC
X AmatsEckt L, TOF kb (To/T1 D) 0.9 ICEiET 5 £ TOREMIL, AFRA k5%
28.2+3.4 4y (CEHMETHEHEGAFE) Thol-DITK L, AH~F 7 2 F M) 7o 5#% 7.9
+1.8 L HEICEM LTz, — ., N7 r=0 AR X DibERICK L, TOF kb (To/T:
D) 0.9 ZEET 2 F TORFMIE, ABEE K% 49.024.7 3 THH ORI L, A
H~T 7 ZF N oL h4 48.6+8.3 /0 ThH -7 10,

Ve IR - HRiGRER

TERZEHICE LT, TVIL 2. (2) HZh& AT 2Rk 2) ) KO TV, 5. (4) MREERYRA

Brl 2,

VERERp R BT LT, 32 LRy,

- 15 -



VI. EMBEICET SEE
1. MFREDOHTRE
(1) BRLAMGMPRE
EERR L
(2) FRERHER CHER SN =MARE
AANERRANC AT ~T 7 25~ U U Lz IERRRE FCHREFRNE S LT L < 0Rydhk
IRT A= B R OMMIE P ARZAARIREHERS 13K 1 RO DO L B0 Th o7z 1718,

# 1 HPERNER G ORYEIE T A =X

BT - AUCo-» CL Vss tiz
(mg/kg) IR (ug* min/mL) (mL/min) (mL) (min)
1 14 561 106 12,071 107
[14.2] [16.7] [13.5] [13.9]

3 14 4,604 103 11,799 132
[10.0] [9.02] [15.5] [17.5]

16 14 9,670 98.4 11,370 143
[13.5] [15.5] [15.0] [22.5]

S [ CV (%) ]
E1) AHvT I AL L ToORL®

B BARIERARA G- o A P RS L IR IR EEHERS

] e-6-6 | mg/kg
100000 ++¢ 8mgkg
*-o-9 16 mg/kg

) %%
g .\ ‘\
B e ®
2 10004 e
L e
= \ ~
=l O e
-
9 ®y . "~
= 100; g el
e e e
k B
= ey T
Y ~. ~~—
010 ]

0.01+
I N L L L P
o 2 4 6 8 10 12 14 6 18 20
H ) (B D)
(3) i
MR L

(4) BE - ftRAEOEE
BHEOE L L0
DFRSEDRE & ke L (VL 7. (2) OFHERE L 20 E] OEEMR)

2. EMRERI/INSA—4
(1) BfrAE
MY ERe L
(2) RIUEFETE R
BASAA
(3) HEKEEEH
AR L
4) DIF7IUR
MY ERe L
(5) N MAHE
BRI L
(6) Zmith
MY ERe L
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3. B&KH (REaL—av) @

(1)
(2)

R A%
BRI L

NS A= EEER
MUMER L

R AR

M L7gn

5 7o

(1)

(2)

(3)

(4)
(5)

(6)

(1)

(2)
(3)
(4)

1 ;% — A B8 P9 @ 14

MUMER L

<%¥:7v k>

FHET v MZUC-AT~T 7 AF M) UL ZHE L& MMM ~o@miEixiz s AL
WO BN oT,

;% — AR BERE P @@ T

MUMER L

<BE Ty h>19

HHE 16 HHDOZ v M UWC-AH~FT 7 AF hU 7 20mgkg Xix sH- o7 o =17 A
0.3mg/kg % BEMEFIRNZ S, 20T sH-n 7 n=v A 0.3mgkg Z&5% 3 pLINIC AL
~7 7 AF FY 7L 2mglkg FERNTRG Lz & & #54% 30 SICBT D EREDIE IR IEE:
P mAE PR ERIT, £ ZEi. 0.02, 0.23, 0.25 Tholc, AH~T 7 AF ~I U L7
TiekBirsn 7 o=y AoRBEERMEL, /o=y ABEMBESHEERETHY, AH~T
7 AF Y 7 ABEMTIIbT N TH o7,

it ~DBITH

MU ER L

<BE Ty h>20

HEHR 9 HBDORALT v M UC-AH~T 7 AF U 7 A 20mg/kg & B [RFIRNES- L= &
= A SRR E TR 1% 30 Tk ER D . Hit 1g BV EREGEDK 0.2% ThHo
776

HE~DBITH

MMER L

Z DDA~ DFITHE

MU ER L

<% .7y k>

ZT v MZUC-AH~T 7 AF b 7 A 8mglkg & HAIFHIRNE G- L& 2 A, BERREIRIAN
D IRFAPH A~ Uiz, B b Eim B oA L=k IR BAE R OSK R TH D . &
VN iR, BERE. RUSZRR (RE) KOME (M) ThoTe,

T v hOREROIRICK T 2 BEEREIZAGT v hERBRETHY, AHT~T 7 A+
MU T LADAT = AEEMHITIRWERIBI D,

mFEQKEE

M2 2 37 R OGRIMER~D S

AH<T 7 A, b MIESX % CRPREE : 0~125 0 M) K OVRMER CEREIEE : 0~250
uM) EREA LRV 2122 (fn vitro) .

.

RBIERGL R U R BRI

fERERR N 6 BlC 1UC-AH~T 7 AF U U L dmglkg % FERREE F CHEFFIRNEE S LTz & X,
M AEFALERED 99.9% N KELIR TH 7229 UNEANT—H),
RBICEEET IR (CYPE) OHFE. §5%

BRI L

VEEENRDEERVZDEE

BRI L

REVOFHEDEERVEMEL., FELE

AR

- 17 -



7.

HEitt
fEFER N 6 BlC UC-AH~T 7 ZF b U 7 L dmglkg 2 IEMIEE T CHIEFFIRNE G- LT & & &
LR DK 90% 238 5 24 R LAPNIZ IR I HRIE Sz 29 (BAEAT — %),

b URR—4—(CEAT B 15
EERR L

BNEICLBBRER
EARRERICIBWTC, AH~<T 7 2F MY v AofEFREIL high-flux B2 X 5 6 KEE ok
ML VR 70%HED Uiz, lowflux JECIZIA T ~FT 7 2T MY O A ZBREIN )T,

10. HEDEREAT HEE

11.

R RERE S R

HEEBWREREERE (VL T7F =22 U7 T % 30mL/min Klifi, BITRE L ETe) XITEHRE
EHEE (7VvT7F=227 077 % 80mL/min LA L) ([ZHEEF CAA~T 7 ZAF R 7L (A
H~T 27 AL LT 2mgkg) % HEEFIRNEES LTz & X OIEPYERE T A —X T TERO LB TH
o7z 242 B OBV T HEBHEEEE RS (7 L7 F =227 U T 7 A 30mL/min i) |
MR ERE (VL7 F=027 U T T A 30~50mL/min) XIIEHREERBE (71
TF=2 2 )77 A 80mLimin Ph L) (CHEHEE R CAA YT 7 AT MY UL (RAwT I AL
LT 4mgkg) % HEFIRNIES L7- L X OEMEIE T A — X I FEDEBY Thoi- 20 (4
EAT—%), (IVI. 6. (2) BHgpEmERE (9.2) ] OEEM)

£ EPEREREE B SO BRAEIE & ERA IS H PR G LTz & & OFYENEE /ST A — X

BHETD | BESREREE O P AUCow CL Vss tie
(mg/kg) TR (ug* min/mL) (mL/min) (mL) (min)
Hiae 13 1,728 95.2 13,800 139
5 ERBE [34.8] [22.1] [20.5] [44.4]
LB RE 13 27,463 5.53 15,986 2,139
R RE Y [114] [108] [35.5] [121]
Hiae 6 3,750 95.0 14,149 149
IEH B [20.3] [16.0] [20.4] [13.5]
4 P A AR 6 9,058 37.8 15,938 344
PR B [37.4] [39.6] [21.9] [29.8]
L B RE 6 20,312 16.0 15,071 794
bR E B [21.7] [26.8] [19.7] [35.5]

fEEE [0 CV (%) ]
H1) AH~VTF 72 LToOEER
1 2) BHTEE 9Bl EETe

Z Ot
A YPR L
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VI. &
1.

T

N
P

£t (FALOEES) (CBEJ SR
REEZDEH

&
E I TR

. EERAR L ZDER

2.
AHN DR %F UIBBUE O BEERE D & % B3

EZ (ROBEICEFRELGBNIL)

3. MEEXIIHMRICEET 5T L TDER

'v.

2. WRESUINRICEET DER I 22T 5 &,

4. FERUVRAZEICEET 5FE L ZTNDER

'v.

4. AEROHEICEET D EEI 2B TH 2 L,

5. EELERMIE L ZNEH

8.
8.

8.

8.

8.

8.

EELERNEER

1 Wt K OV stk O B8 OFRFE 2 FEIMIZEHN L. AF 222 >N H T 572912,
fpatiiEE =4 —Z a[RE72fR V1T H Z &,

2 FEEREENS TR SN D BEICR L CiE, ROEMELR O FIEZOWT T OHDICBE 2170, B
BUTTHMARIREE) D O RIE 2 ME & T 558 OARK| 16mgkg O 51X, B H/NNEOEHIC
BbHZ L,

3 B AEIET S F THTIHEER 2179 2 & (7 AR TN Tk es 2 {H 4% =
k)o

4 FEsthERIEF OFRAFIZ X 2 FR NI, REMES DS OHEZ 5L 5729, BE OFiiE N+
B L7722 & AR LIZBICRE T 2 L, 72 thER LIMBEEROBERNEX 2BZn
WD D THREOBIEZ+7314To 2 &,

5 MERFRRE TS AR 2R G35 & WL 72> TV D IGEITIE, B ARmoB i, Ny %

YIREPEZIDZ LB HDHDT, MBS U THASEIIA A A FEB&ET 52 &,

6 FINRICn 7 m =0 AR RO v =0 LR O iR 2 88509 5 354 2 OF

T 5 BRI AR O FRICIER U, Ao R AR L2561k, AN TR 7 Sl 7 duE %
11952 &,

T ARHN DB 5% A A B G-9 2 MEVE UTe i a, RS- 2 st Al oo 1R S8 BLRE

%@EEﬁ%@%hé%%hﬁ%é@Tﬂ%%@%%%+%Kﬁ§bﬁﬁ%ﬁiﬁ&ﬁ?é:
L 2728
8 KA G-I LANI

SEANE), DB, IME IR ERIRD S 5D 2 ERHDHDT,
TRERBNRE OB 2 0117 5

Z L, [11.1.2 2]

-
—
-
—

i
17

(fiF7n)
8.8 [IVI. 8. (1) EAZENWEM & WHIER (11.1.2) ] OEEM)

6. RENDEREATHEEICHIT HEE

(1)

attE - BERZF0HLEE

9.1 BHHE - BEFEZ0HDEE
9.1.1 DDIAHEEDETOHALES
fhtiEED D DOEIENEBIET 5 BZN1H 5,
9.1.2 ZIEMEEDESE
fhstgED D DEHENEBIET 2 BEN1H D,
9.1.3 ZFLILFXF—FEDOHDEE
9.1.4 FRBEEDHRERDHLESE
KEEBER - TRBENADH D, [11.1.4 B ]
9.1.5 MEEEEELHFESEE
R N 2%t 5 & U m s aBRIC B W TIEME LR b v R 7T AF URFEI S 7 |1 b
o R O @M DER TR SN TN D 29

(fiRai)
9.1.3 [VI. 8 (1) ERZERWEME&WHER (11.1.1) )] OESMK
9.1.4 [VI. 8 (1) EAZAEMEA &WHPER (11.1.4) )] OEEMH
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(2)

(3)

(4)
(5)

(6)

(7)

(8)

(1)
(2)

9.2 BHEEEEERE
AFNIEPEE SN D720, PN BIES 2 BEnndb 5, [16.6.1 ]
(figsi)
9.2 [VI. 9. BITEICXLHBEER] KO VL 10. HEDOERE2AT5H8E] OHEBR
FFiRefE= 5 E

B

9.3 FFiREIEE RS

TR RERE E R 2ot 5 & U7 R ARRRBR 1T 50 L TV 7Ry,

KNEREE AT HE
RESIN TN
a )

9.5 1w

T3 SUTIFIE L TN D FTREM:E D & 5 MRV TIEIE E OB IS G 2 Rla) % &k &
NAGENCOBREETHZ &,

RELIE

9.6 =FLIm

16 EOATMER ORFREOA RN Z BE L, RALOMKGESUT T IEZRETT5 2 &, 8
IR (> b)) THITPICBIT T2 ZEAmE s Tng 20,

INRE
9.7 MR
ERICEBWT, NREA %G & U= BRERBRIZ I M L CTuh7au 80,
=
9.8 ShE

fRatEE D> & DRIEEILET 2 BF N0 H 5, AMEOEREKRABRIZIB W T, EilnE ClhliE R
DO T NTBEET D258 Hiviz, [17.1.83 2]

(fER)

9.8 V. 5.

. HEER

HRZZEFTDER
BRE STV
HEEIE L FDER

(5) B3 - WERIER (17.1.3)) DEZMH)

10.2 BtREE (BIRICEET S L)

A

SARIEIR - FRE T 1A

BEFE - fabRIA T

fLIT7=v

fi st IR HE 2> & D [RI1E D
HE SN A st D FRFEAE T
LBENDHLHDT, KA
Feh1% 6 REELARRIC e G-
HZ L,

AFCoagESNTcn 7 n =0 L5
I~ m = LAY & &
L. nrn=0 AR LI~
1= L RACY) Ot R AN -
THZLENDD,

R 1 BELEA
JIVZF AT HE L
TF =NV ARNTY

% FRERT A1 O /E F A3 155 5
HTENDD, FEOEELTA
A Y BIZARI NG S

AF & AR 2 TR L | % DR A
DMFERENMET T 5 Z L013H 5,

U7y ) A

F— L TS B I AENT=5E6 &
RO EZHE LD Z L,
PLEE [ A AFNEDOPEAIZ LD . Pkt | TEREF IR TH 503, IR

BEEFA ARS8
NH5HDT, BEDRELZ
BT 5 L& B Ik e
BT A2 MAEEICERT S
N

2T, A 4mglkg & HkeE Al
OO ICIEMALE S hr R
Z AF ] (APTT) XX ~7'm b
7 e R (PT) OREE Tk
DIEERED LTS,
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. BIfEA

11. Bl¥EA
WOBWERRH LoD Z ENDDHDT, BIEE HoITITV., EEPRO LNTGEITIETHRS
g 57 P B 21T 2 &

(1) EXBEMER & HEK

1.1 EXAEERA
M1.1 2avy, 77714 7F 20— (WTRHBEERP)

WAL, FRRZ ., RLBEMEROZ, Wi, MR, SR, SIEAR, WHERESE AR 292 &8
H5b,

) SMEANEERERNCAR ZIEMEL F TR LIz X, 777 4 7% — & TildisIs
1% 16mg/kg # 58T 14/148 3] (9.5%) . 4mg/kg B¢ 5-HET 10/151 #il (6.6%) 7B HALTz,
11.1.2 DEMS). ODESHEA. DMEL. BERIK (O30 HEEERP)

[8.8 &H]
11.1.3 EEIAREEME (B RI)
11.1.4 [IKBEEE (0.3%ATi)

[(9.1.4 ZP&]

(figsi)

11.1.2 V. 5. EERIEAREER EZOHE (8.8)) DOIESMK

11.1.4 VIl. 6. (1) AOHE - BEEREZEOH 5 HE (9.1.4) ] OHESMH
(2) ZDHDEIEH

1.2 ZnfthDEI{ER

1~ 5% A it 1% ATl SRR
e LD MR-
FERARRE R FEIED 0, BRI ESE
THBR % SR, BRAR, s, AR+
)& I K

B-N-7t&F/-D-7/Lat 3
=X =B, JRET VTR

WRA CEE. R B2 snsn
AZ: )
TR « Ak MR T
IR EUE WIRL, Z DR, 392
F DAt i SN )

& 5 F B EIE A FE B e ORI A SR W5 (35 7'V 7 ¢ A > ®f#E 200mg - 500mg)

LN SUE B 1,477 i

RIVE RSB I (%) 175 il (11.8%)

AIE RS 307 1

R sk %%¢ A %k %%¢

H kS s thatd L ORLE A OHE

G 31 2.1 FREE A DFRE T 1 18 1.2
Mg 19 1.3 Wi A DT 2 9 0.6
THI 4 0.3 QLI & % e if 9 0.6
F Nz 3 0.2 WL X A AR 7 0.5
(D 2 0.1 AL B AL 7 0.5
VyFr s 2 0.1 R L B KGE A DHE 3 0.2
KIBR 1 0.1 B & O R AT 2 0.1
i3 1 0.1 WL K DR 1 0.1
JiHER % 1 0.1 BB U7 OB O B 1 0.1

R DIT~7) K=V EMNFE <)
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FE L

F¥H %K (%)
e SO 1 0.1
JLE A DFHE 1 0.1
JLE T D IR 1 0.1
YR
B-N-7EFN-D-J Va3 =4 -V 7 0.5
RET VT I R 6 0.4
R B2-2 7z a7 ) U HN 5 0.3
B2-2 7 sua7 ) N 3 0.2
Mo 7 L7 FrRARSF—EHM 3 0.2
DEX QT FiERFRILE 3 0.2
Y > SERER D 3 0.2
HAEREE M 3 0.2
BN-TEFLD I N a¥ 3 = —F b 2 0.1
IR 5 2 0.1
mf 7 L7 =8 1 0.1
DD 1 0.1
772V T3) T VAT =7 —YHEN 1 0.1
TANTXVEET ) F T VAT 2 7—EHI 1 0.1
Mg e v L e 1 0.1
PrER M AR T 1 0.1
DEM QT iR 1 0.1
77 3 o 1 0.1
i eh IRV % 1 0.1
A U o e 1 0.1
M ERTF 1 0.1
PEBRI ) A 1 0.1
IS B - 1 0.1
~<v 7V MEd 1 0.1
~NESE R 1 0.1
NI N7 e e 1 0.1
Jife S8 B fn JEEAK T 1 0.1
FRER EED 1 0.1
AR i ER 1 0.1
SR HR AR I ER 1 0.1
SR 1 0.1
PR RBEE
FEED F 5 0.3
SER 4 0.3
e 2 0.1
S BLRR 2 0.1
Pk 2 0.1
B 2 0.1
WL SR 1 0.1
USIREES 1 0.1
fBTIR 1 0.1
EHEER L OB S R E
2 5 0.3
A& 4 0.3
FEEN 3 0.2

(CHRIDAT~7)

TE D) JRREEE BRIE IS IT%0EAS 8 B, RT3 10 BIE 4TV D,
T 2) WESOHEICITERD b 51, WRIRAS 5 Fl& T,

- 22 -

R ik %f?i*
Bk 2 0.1
5 SR 1 0.1
i 1 0.1
BRI L OWIR 1 0.1
e S b 1 0.1
M. MOEREs K OWEskE
WK 9 0.6
Leo< D 2 0.1
SRUE SRR 2 0.1
<LaxH 1 0.1
W B G 1 0.1
it NS 1 0.1
M EE
ARG If 6 0.4
& I 2 0.1
FTH 1 0.1
Bk L YR EE
ifi R 4 0.3
JRPH 3 0.2
IR 1 0.1
R 1 0.1
T B RS L ONE A L e
WET 5 0.3
A A 1 0.1
iR 1 0.1
A 1 0.1
B R N 1 0.1
R L O PRk
% 2 FEE 3 0.2
FLEE 2 0.1
ZITE 2 0.1
A ERR 1 0.1
ZERZ 1 0.1
N
SR 0.2
IR 0.1
HISMIHE 0.1
HiE L oSk mEE
AR F U 4 0.3
HE 1 0.1
FEphpEE
j62 1 0.1
AARSE 1 0.1
Y 1 0.1
B L Ok E
ARKEGR 2 0.1
Mgk L OV v REEE
I ERHS IS 1 0.1




9. BARERRICRIFIZE

12. BRRIRERRICRITTZE
Mg 7 v 27 o o OWEBR AT FRMEE T 2 &R 20 THEET DI L 8,

10. BEERS
RESN TN

1. BRALDIEE
(AT IV)

14 BRAEDZEE
14.1 EFIREFOIE

D HA| & GEHT D EAITIE, B2 OFEGRREE AT 50, EFE— SR 2 EH 55
AIXMIEEN & AR K EO P HEREZ D ClE T 57 CIRELZVWE I ICTH 2L, 72
B, A F v bo oK, XTI VIR N YT =F D UHRERE & DIREIZB W
T, A EnHEINTND,

(VY

14, FRLEDIEE

14.1 £fRpEE
FEHERCIE, UToORICEETDHZ &,

YT ORISR T A T L,

VYUV TABENRHHDT, VU UV ERMTFETINL Y, ROEE L 52 20
Z &,

A (T ) BANTED . TRy RINEE LIEENRHE LD T58FENARH D
D THA DI BRI N &,

14.2 EFBREEOEE

14.2.1 SV ORI TIHER LW &

14.2.2 fEAICEELCiX, 7V A X —a#E2BRE 05> < BT, 4ME (SLv) 2R T
o4z e,

14.2.3 fAE0x v v 72 o< VEER S TR LT, EHEHEICHIEICHER TS 2L,
Y v TR LRI, RN by

14.2. 4 FHHELZER T 2HEIIRHICERL, Lo CEETHZ L,

14.2.5 MK E AT 2HEITIE, Blx OFGREEE CHEAT 20, LA — s EE & # H
T AR RN & AR K SO PHRIE 2 D CliE T 57 EIRALAAVWE Y125 2
Lo B, AU bu UERREKF, XTSI VERRIER YT =F U U ERRE L OIRA
IZBWT, BAZIENImE STV D,

14.3 EFTREZDEE
VUV OMBEE  FEAIZ L b, BIEROBEAIZ IERY &L, SHZOERIZY
VUL EBITHRNNCEET DL Z L,

(fiRa)

(AT 141, (DY) 1425
BAZbic oW T, TIV. 8. fhiAl & DR A2t (L2 ) | DIESI

V)
V. 1. (2) HAIOAE KL OPER ) TIV. 10. (1) EESLERRL - 02, WMENER R
Z e WEEICEAT B IEHR) DIESMR

12. Z0HDEFE
(1) BRERFEAIZED CI1ELR
RESN TR
(2) FEEGPREABRICE D < 1B
BRE ST R
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X. JRERPRERERICEII HIEE
1. REHR
(1) EMFEIHB
VI SRR 5EA ) OHBH
(2) REMEEHER
MR L
(3) ZOMOEEHER
PR L

2. =MHHER
(1) BEESEEHER
A ER R L
(2) RERSSHERER
A E RS L
(3) EinE=EHER
EERR L
(4) AARMERER
AR L
(5) ARERAEFEHAER
A EER L
(6) BFTRIBMEEAER
EER R L
(7) ZDthDREFHEE
EEER L



X. EEMEBIEICHY 5IER
1. REX»
K AW~ T 7 AFHERK 200mg [~V A ) AT ~T 7 AFER 500mg [~ /LA 2],
AN ~T 7 AFER 200mg >V Y (=LA )
VA Hr=e ST
) FEE-EMEOLGTEICLVERTL L
HDRGy « AA~T 7 AF U oA B4 LN

2. BFEAM
AN ~T 7 ALK 200mg [~/vA v ), AH~T 7 ALK 500mg [~1A 3]
HEhIME - 3 4
AT T 7 AFFERK 200mg >V Y <A )
HzhHIM - 30 » H

3. BENRETOIE
SR PR A

4. BHRWEDEE
(AT IV)

20. kWL EDEE
SNFEPHE % 13O0 L TR T 5 2 &,

()

20. IRV EDEE
20.1 B ER A AN TREMEZEEL TWAD T, 7 U A X —AE TR E CRlE LD
L,
20.2 LLFOSEAITIIER LAnT &
CBEET 4V AREITEIZ KD ~Z BB RNGE
VU U BEEDRNLTO LGS
- PEIRE OMIKIRICILIR DB O b D55
c VU VIR E DO AR DR D b5 E
X v TR TN DS

(fig7m)
()
MV. 10. (1) FEEDPLERELS - 02 MR RS - 2T 2 15H) 0ESR

5. BERITEM
BEMERLT AR 2L
KFVoLEY &Y

6. R—HRS - REhE
SR EIRGA © 7 U T 4 A U FRE 200mg ¢ 500mg
[Al—pi e« 7e L
3R« R A RF T I v A FIURGIRIE

7. EfEER B
200847 /1 31 H
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8.

HERFTRRFABRUVERRES., EMELENSEFAB. REMARBRFAR
. LS IR 7B SER SEAM FE IR ARFEPH AR
Bﬁ/uﬁ ﬁiﬂ H %wu%ﬁ ﬁiﬂ H ﬂiﬁ H
AT T X H%&W 202442 15H 30600AMX00073 202446 H 14 H 202446 H 14 H
200mg [~/1A1 ]
AT ~T 7 AFEIR
500mg [~ /LA | 2024%-2H 15H 30600AMX00074 202446 H 14 H 2024467 14H
AT =T 7 AFRENR
200mg> Y N 202442 15H 30600AMX00058 202445 H 22 H 202445 H 27H

=LA

MEEXIHREM. AERUVAELFENFOFABRUVENOAR

‘éb&w

10. AEERR. BMEHRRAREABRVEZOARE

11.

AR

BEEHM
BARSAYA

12. REYMFIRICET H1HH

13. &Ea3—F
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KE DU SCE 8.1 Pregnancy
(BRIDION- Risk Summary
sugammadex There are no data on BRIDION use in pregnant women to inform any
injection, solution : | drug-associated risks. In animal reproduction studies, there was no
Medical Purchasing | evidence of teratogenicity following daily intravenous administration
Solutions, LLC, of sugammadex to rats and rabbits during organogenesis at exposures
2022 % 11 H) of up to 6 and 8 times, respectively, the maximum recommended

human dose (MRHD) of 16 mg/kg. However, there was an increase in
the incidence of incomplete ossification of the sternebra and reduced
fetal body weights in the rabbit study at 8 times the MRHD, which is
a dose level in which maternal toxicity was also observed. In a pre-
and postnatal development study, sugammadex treatment resulted in
an increase in early postnatal loss, which correlated with maternal
behavior (increased incidence of pup cannibalism), at exposures
equivalent to the MRHD and higher /see Data/. The background risk
of major birth defects and miscarriage for the indicated population are
unknown. However, the background risk in the U.S. general
population of major birth defects is 2-4% and of miscarriage is 15-20%
of clinically recognized pregnancies.

Data

Animal Data

In an embryofetal development study in rats, pregnant animals
received daily intravenous administration of sugammadex at 0, 20,
100, and 500 mg/kg (0.2, 1, and 6-times the MRHD of 16 mg/kg/day,
respectively, based on AUC comparison) during organogenesis
(Gestational Days 6-17). No treatment-related maternal and
embryofetal changes were observed.

In another embryofetal development study, pregnant New Zealand
white rabbits received daily intravenous administration of
sugammadex at 0, 20, 65, 200 mg/kg (0.6, 2, and 8 times the MRHD,
respectively, based on AUC comparison) during organogenesis
(Gestational Days 6-18). Fetal body weight decreases (10 and 14%,
respectively) were observed in the offspring at maternal doses of 65
mg/kg and 200 mg/kg. In addition, incomplete ossification of
sternebra, and unossified 1st metacarpal were noted at a maternal
dose of 200 mg/kg/day. Maternal toxicity was also observed at 200
mg/kg. Considering the observed effects of sugammadex on bone /see
Nonclinical Toxicology (13.2)] , it is possible that these findings may
be attributable to drug. There was no evidence of teratogenicity at any
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dose.

In a prenatal and postnatal development study, pregnant rats were
administered sugammadex intravenously at 0, 30, 120, and 500 mg/kg
(0.3, 1, and 6 times the MRHD, respectively, based on AUC
comparison) from Gestational Day (GD) 6 to Postnatal Day (PND) 21
(corresponding to the beginning of organogenesis through parturition
and subsequent pup weaning). Postnatal loss during PND 1-4 was
noted across control litters and treated litters from dams receiving
sugammadex as a result of pup cannibalization by dams. Overall
incidence of affected litters was 2, 1, 4, and 3 litters, respectively, at 0,
30, 120, or 500 mg/kg/day. The reason for the increased
cannibalization is not known. An effect of sugammadex on steroidal
hormones and/or pheromones cannot be ruled out. In addition, there
were no drug-related effects on parturition in rats during evaluations
for prenatal or postnatal development.

8.2 Lactation

Risk Summary

No data are available regarding the presence of sugammadex in
human milk, the effects of sugammadex on the breast fed infant, or
the effects of sugammadex on milk production. However, sugammadex
is present in rat milk /see Data/ . The developmental and health
benefits of breastfeeding should be considered along with the mother's
clinical need for BRIDION and any potential adverse effects on the
breastfed infant from BRIDION or from the underlying maternal
condition.

Data

In a milk excretion study in rat dams following single intravenous
dose of 20 mg/kg sugammadex on Postnatal Day 9, the maximum drug
level was achieved at about 30 minutes after dosing with a ratio of
milk to plasma level approximately 1:1. The oral exposure via milk did
not induce effects on survival, body weight and physical or the
behavioral developmental parameters monitored in rats in the
prenatal and postnatal development studies [see Use in Specific
Populations (8.1)] .

8.3 Females and Males of Reproductive Potential

Contraception

Upon administration of BRIDION, the efficacy of hormonal
contraceptives may be reduced for up to 7 days. Advise female patients
of reproductive potential using hormonal contraceptives to use an
additional, non-hormonal contraceptive for the next 7 days following
BRIDION administration /see Drug Interactions (7.3)] .

<HE>

pag|

pregnancy

F—A N7 VT O
An Australian categorisation of risk of drug use in | B2 (2024 4F 6 H TGA* database)

*Therapeutic Goods Administration

5F SO

F—A 7 U T D5 . 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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