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* [Quality of Clinical Evidence] Category A : Supportive literature. Level 1 : The literature contains multiple randomized controlled trials, and aggregated findings are supported by meta-analysis.
Level 2 : The literature contains multiple randomized controlled trials, but the number of studies is insufficient to conduct a viable meta-analysis for the purpose of these guidelines.’”

PONV : Postoperative nausea and vomiting
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* P<0.05 compared with the sugammadex group

PACU : Postanesthesia care unit, PONV : Postoperative nausea and vomiting, VAS : Visual analogue scale
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Study design & Main endpoint result

a. 2 7= T OFFfslol| 2 HIBHE(LBS : laparoscopic bariatric surgery)2 22 H[2H &K1 8O 2 |tz IQAETT A Al o2 & S50 IS Sf0Iot PR IR SAFLC AB2 X SIS st E2|Ch= 2.0 mg/kg(n=44) corrected body weight
(CBW)T HIRAE|TP1 0.05 mg/kg+OFEZT 0.02 mgkg(n=44)2.2 PR BIFEIRIOH, VAS pain scaleS AESIH 42 £ 552 75110, E5H PONVR E5O2 £l M PACU YRI7I7ES ERISIAELICE

[Main endpoint result] 22|C2 E047L2| PACUM| =2t S 302, 602 AIEI2| VAS pain scores LIQAE| 21 ThH| B HASLICHP<0.05).°

References 1. WE2. it 23 fet 0F| 2. Korean J Anesthesiol. 2009 Nov; 57(5): 553-9. 2. T) Gan, et al. Fourth Consensus Guidelines for the Management of Postoperative Nausea and Vomiting. Anesth Analg. 2020 Aug;131(2):411-448. 3. Castro DS Jr, et al.
Sugammadex reduces postoperative pain after laparoscopic bariatric surgery: a randomized trial. Surg Laparosc Endosc Percutan Tech. 2014;24(5):420-3. 4. B2|CI2% 5{7IAtS}, AIZOJOHZOX].
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Study design & Main study result a. 2 22, Y AE|, HF 2 A2 0fE TSE S71= 201613 9ZRE] 2018F 627HX| Tib! DIFIE BH2 OJZI0|(A14H0t~194)) HAO 2 AIAZ XITIATIXZ 22|20t HIQAE|DI0] Suiet QFINE HItsICoH, 1E 2 A0|A OfE
S 22|02 1,946, UIRQAE|IDD14,136F & 968Y0| 2 |20 ZEEIRISLICH £ G7 Zik= G 0|4EHS LS MK £0i S EANIKIQ ARICZ HOlE ZRARKEnd-interval time)0| A& LICE'
[Main study result] THH| 22|02 SHZE UQAE|2] £ ThH|, End-interval time0| R2I51 & B2 o2 LIERSELICKE T X101, 2.812, 95% Cl, 1.85-3.77, P<0.001)."

Reference 1. Garver RS, et al. Retrospective Analysis of the Safety and Efficacy of Sugammadex Versus Neostigmine for the Reversal of Neuromuscular Blockade in Children. Anesth Analg. 2019 Oct;129(4):1124-1129.
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MAIONE = Bl SE8t 1= Slok
o Fy - )OS 1
\ My &= F0ol= X0l SQELILE.
23202 QLEI MHZ RIEH HME 2AoH A21H AOHHIM 232E S0| 2012l A2 Al A& = EESE8!
HRICIR0| 0t OHMAIS SOISH G171 27} A01 31 AOH IEHIM AED BIE2 THHZ0IIS SMAIR 4 QO
HPICI2 2.0 mg/kg §0 Al 2= OILHOH AHITI & Mot, 112 S21 R 11 HIMS OF1lE & ASLICE?
AMEZ SIS(TOFR =0.9)& HASLICE?
KHOHZ20I12t (TOFR < 0.9)

0g0g®
g0
o®

— gy e X
| 22 = 212! 01 TOFR 0.90 SEoiE NIY0I B4 (min) NEz s

[Primary endpoint result]

Children Adolescents Adults
Placebo (min) 19.0 234 285
Bridion =32E = HRE= S0 Olol LEE! %E ATHZ RIEL
SI™ME Qloll HEICI=2 2 mg/kgee & O{oHOF EXLICE. ™
1 mg/kg (min) 2.7 1.7 1.7
. - ok Al : I[
2 mg/kg (min) 1.2 1.1 1.2 MEZ2 RIE HT (13| M=o o |018£EI:9 H
e S5 T
4 mg/kg (min) 0.6 1.1 14 ZELC I
-~ o - 12 2 mg/kg 160 mg

X Be|D22 24| Ol eM0N 27 2= T HiF 2501 2ol

OLE AAZ %

O

TOFR : Train-of-four ratio, min : Minutes, T, : The second twitch, TOFC : Train-of-four count

IO SN2 o7 HRUACH SSE2F 2

o
[

Al
—

a2

= [

X B0 M| T,7t CRAl LEEILEE XS 3|=0] HOS™

XHEh Al 2RHRI0l ATS Q15 =0] 822 212t 2 mg/kg, 4 mg/kg ILICE
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Ssk MBZ RIEH AL MBZNEEMH EH =

215N Z2l= AN &olst HTINHIM H o S == 501 -
HAICIE 2 mg/kg E01 & HO| IS SR —Hﬁ'g:lgggﬁgﬁn =
TOFR 0.99] 3|=8 HHSL L} = 258 EmELLE
[Primary endpoint result]
P<0.0001 P<0.0001
98.. 1.4
minutes
I (n=48) HIQAE| ! (n=42) HAICIS (ret) HIQAE|TIBI (n=ag)

(Range : 0.9-5.4 min) (Range : 3.7-106.9 min)

TOFR : Train-of-four ratio, min : Minutes
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Study design a. 2 7= 210t AN M 2RE2E02 REE MAD AT ATS Yol E2|CI20| Sutet QM S Sfolst Ty |, 2A1Q, Hallxt, 22rAY, OFHM-HI I WS H712 20055 58~2006F 620 AZI/UELICH 9152 BXt= 471 AZHZ SSH|UCH(8
infants[282-237112], 24 children[2-11Al], 31 adolescents[12-17Al], and 28 adults[18-65A]), 22|CI2 0.5, 1.0, 2.0, 4.0 mg/kg, placeboZ HIREIAELICE 1 B HA= B2|CI2 E0 AR S TOF H|7F0.901l 2517 71| AQE AZIOIQELICH b, T, A

s §|Eo| 74
S g0l o SXOIM T, T2 Al 25250] Qs Real AE2 AT S0 sl 50 ugkgel HIRAEDRIT 2 mgkgll H2|Ci20| F2dS Hlw ot Cf7 [, 2AIR] Hid, Eali, Hlw, 2z, QR E7I Waeh H7N=98)= 20057 1122H 2006 3E7A| £l
EL\EL 1R Bl Baltl2 = UQAE| D E04 AR 2 TOF H(7+0.90] =251 [7HK] AQE ARI0|AELICE

O

References 1. 22|02 =L 5{7tAFR) AZO|FZQA. 2. Plaud B, et al. Reversal of rocuronium-induced neuromuscular blockade with sugammadex in pediatric and adult surgical patients. Anesthesiology. 2009 Feb;110(2):284-94. 3. McGrath CD. Monitoring of
neuromuscular block. Continuing Education in Anaesthesia Critical Care & Pain. 2006;6(1):7-12. 4. Naguib M, et al. Consensus Statement on Perioperative Use of Neuromuscular Monitoring. Anesth Analg. 2018;127:71-80. 5. Blobner M, et al. Reversal of rocuronium-
induced neuromuscular blockade with sugammadex compared with Neostigmine during sevoflurane anaesthesia: results of a randomised, controlled trial. Eur J Anaesthesiol. 2010;27(10):874-881.

bl

Bridion®(Sugammadex) 100 mg £L MM HH (Selected Safety Information) [&S-&31] 24| 0|4 &Xl0| M 2F2E E= HRZZ2E0] ot R AN RITO] o [SH.83] Mol UFNOI M. 232F = HFZ2E0 ol R A AT MHZREH 2
5 AZHLSA(PTC; Post-Tetanic Counts)7t 1~23| LIEHE Thofl= 0] 2kS 13| 4 mgkg JUFOSICt 2225 L= HTE2E00| Ol E AFD X NE22E T,7+ ChA| LEfLEE X1 3|20 HOSUS o= 0 AS 1] 2 mgkg HUEOSICE E—?-Eﬁ-% 2
ox: 2A25 E0{ S AZD XTH AR EE 713517 SEAIZ TRT Qe A2 232%E E0 38 $0| ok 16 mgkg BYS 15| HUENSICE 0| A2 HIFZE F04 F A5 AT0f tisiAl= PN 40| ZIRIZ|0] QUX| It APElol &L 25 LX| 5559 ARl
oraa JSA% 30 ml/E 04 80 mlﬁ 0|2hofl chst 82 2ES LRSHK| Ut 552 A0 BRI H0tElH HAE 30 mU/2 0/2h = EM0] LRS! SIXI0)A| 0] 29 F0i= HYTIX| A=Ct D-AL THXI0| ZL AR AIHO22E 520| I|045|— gsto| oLt
Q5FA| 4Lt HIDH &L H|THSERI0] CHSHO| 22l 82 AN MIES 71EC 2 F04aH0f STt ZHol srxr Z5 WX 5559 70 Bixtof st 2F 2ES LO5HX| 4 SIXt ohe) LUMAFR MAEX] oDz E5| Z52 7HY0 SRt E= STEOK
EXfof| 7 0] 2F £0d A\$9|0H0F§ L A0k 1) 01210] 2 HAUE M 0A): A0} 8HX}Q| AL, 22 MBS £0(7| s 0] 2 100 mg/mLE 10 mg/mL SE2 SJAISH 4 QIC} 2) YWBIHOI AX: 2 A2 = HR2E0 Qs LEE AAZ RITh A2 2E 2%
PTC; Post-Tetanic counts)?} 1~228] LIEFE Tofl= 0] &S 18] 4 mgkg FOSICH 232E E= HAZE0 oloH SEE AMZD R T,7F CHA| LIEHE THofl= 0] 24E 2 mg/kg FOfBIC. 3) A5t AT 021012 FHAFHA A5t SF0| Chail= e b Gict
b B|A0H J|IZBI: 200 Mgl 47 0IEIA T S0IQl= B2ICI23F 2 mL HI0|2(100 mg/mL)OI EE LHBDO 0.9% FSHESEH 18 mLIt S0 = 8 E= X ¢°H%MI %&*O SHEHESEE10 mg/mLi DHECE [AMBAe FeM!] 371: 0] 29| 7
t >°*E|E7| 20| Qli= 2Kt 6) 57| Zato] H0| Qli= 2K | = =l BiXt8) 2Mut BHXt9) XL 10) U2 EEiO'A_
HIOE{H0| A0 =G0 HIHIRICE. S2EKI0IA 71 S5t 21E 0|MEIS S D SHS: lfm. Eﬂfﬁﬁl: rﬂ_ltﬁ%(ﬂm 000, <1/100), 7 |E}: D
aXIO*t ZEAAER(>1/1,000, <1/100) 2) &2 IR CHAL QIAAEIOA] OFLFZIZIAIAZS 5K TRIEIS0| E61K| U ETEIQICH AJEF & ZAffA] 1
|

LR, 0fTof 0] 2fol| o= H0| gh= StXjof M ZAsiict. 0] BHEut ke SYE2 thss Zefeltt. | 8%, F=217, it'Jéi 455

[
=}
[
o Jp o
e

i
P
nx
5 T10
m!ZI

0
=2
rion

ﬁ
'T.O
ﬂ
r\l
(0)al
S
=

R

ro
N

ﬁo_\l i
re ol of

ro
u 0o
:IZ

Rl
I

Ho
o

F

oz b-
2

MOII
0 MO

.
=
B
IE
o
]
<|
i
=
Is
i}
T
e
30
ful
=,
Y
oIIO
Ll
o
_9_

0| %A= SW MESEFOL: 1) Lo =Xt 2) 7FI0 =Xt 3) YEZ0| MotE &At4) 25
1) 0] efo| cl>_fx N 2SR ).Ot 1 70054_l|-7<|7|'o|-)\‘|0| 1200 LSt =

LLOL O

OEQLz
o Fl S

N
or
0x
=

o}

o Tl olo
2
z
g
ﬁ
=

4

oo
1A
oo |
~
D&
LI_
o
T
|_ﬂ
t
e
am 3
l@
ﬁ
c
(&)
&
>
9
’\7
= 5
o
o
N
S
=
b
oH1 >.
HO

R
s 2

0% 1;m
re
|_|—|
rr
o
w

|
e

T >
F‘E
T
0[0
=2

|_

%
i
o
Mo
Rl
|_
L
0
>I
I~
o

: 2

r
_|D
o
I
ob
re

f

i

3
AN
H -
N
o
il
El
E
T
E

lal

fol

/kg TOFL 15 )OHH 0| 9f 0 = OfLIEAIAS ZEIoH nfRIBRZ0| HETRICY 16 mg/kg
A 01 S 2SA| 2= 240l 2

|

i

IAAS] (RI9F 1509, 4 mg/kg S04 148, 16
oF 01 Ly AMA[RIOIA O1Z0[4, 74, §X7f
2ICH 5) AT = 0] 242 F045H K| 2 & 0[LH0f TIAfeh M2t é@ﬂ% St Mot AAME 2 AAEIaH0| (90}, 20
2 e 0|AEEo2 BTERICt 7) A H|ZE SXHBMI=40 kg/m?) X 1|2

@ O|= OF2t &k3l(American Society of Anesthesiologists, ASA) Class 3 == 4 (55 T
S = T ef AR ?@”ﬁ) | “*@iﬁg E)\f fACE. O] 242 mg/kg, 4 mg/kg L= 16 mgkg)s FHYE

EloHm e 4 oo &2 o rE 0
tO
oY a
1o
P
d
mDZ
4 o3
;_9
™
=2
=4
o
|0
-m
2
n<
rlo
P>
4>
1o
o
Rl

2
:Q Y
=2
st
rlol
ol
~
g
ol
N~
~J
x
~
3
=
~
-m
2 0
M
2
Pt
ol
ol
=
a2
Y
o
o
~J
X
5
0
Q@
El
Ho
19
N
=2
et
rr
1=
rd
o
>~
byl
£Q
n
(=}

ail
rr
inl

o
Rl
=2

| 0z 2
0o |
0z
>._

2
10
>
H1 0
-
m
o
X o
of
o HI
on
92
H
=
0z i
=
e
2t
ail
rir
oY |

<}
= g

<
o [’
o:

A
rior
~
o
o
L1
0z
i
o
ol
o2
0z
=
oot
Y
=

_|O
it}
00
o
njo
nx
e
o
>
@
=
<L

10
rion
=
A
rr
0=
or
=)
Rl
i
2
i
40
el
0
rr
o>
J\J
r@
rd
I'Z
m>|
FM
rion
_>,‘_
FH?
w
» W
OE
o
rﬁ
=
i
-
0
i
=4
o
-m
i
fon

' 1o &
o 0lo
A
=]
e
rlo
=
_>|‘_|
T
3
T o>
Mo
ron ol J=

i
bl
=2
>

bl
(=}
El
1o
o
~
=
u
lo
]
T
ﬁ

HMES Ao | QAE|TD ‘(50 ug/kg ~ Z[tf 5 mg) + 22| 2 L=
HIRAEQT 2E0M| HIsH 0] 2F 2 mg/kg 2 4 mgkg 2EHM F2[6HA| HUTHp=0.007
) BUEQICH 0| 5 O_‘ﬂfﬂiﬁlﬂ A= SUEH O|MARIE DALY, AT 2, Xigt
4 SES =Y UK 55 BXRQHE X0 £H5(0{0F BiCt 2) 0] &4 &
Of Al A RO RIS ofst7 | Hlaf OF0| 04 2 CHE 2Z(0]. E2MD[H, FAITHM) F04 Al Olix*oi 232 L= HIF=2
0] 0| YO 2HE| H{=|0] A1Z RIHO| 1Y b 5) QAIRIOIA O =50 AE2 XS QX0 E ATAIS I B2 0FFQ] M=yt 0K FS(EAY, 717, A1, 7|[HEE “%* )7+ LIERTC. )7|E“4°| 015150| 01|“5| = 7|53*E“*t”9
0|2 S&5| HEsH0F Bt PHe E—?LEEOH Ofelf REE AF XITh MEfOIIA 7 |=MEES S 4 QUALE 87 A 4 Gl B0 A& A1E2 0 nes
lotE]H HAE<30 mIJT)Oil)d 0] 9 = 0] 2t 2R 20| 21| HiA0| XIHERAOLE, M AT AL B = UAX| LU
SR STHOKE SthHot 7HM0H SRt A| 0] 242 F04 Al 2510} Bit. 10) E2AXAM 222 E E= HFE2ES F0 2 SIXIE Uy
SN AMFE XK, AHIZ0|=Y AMZE X, BRES S)0f i RE XIS C’”W\I?\L Ol 0] &S AFEatiA= O EICt 12) e
C}. 13) 0] 2 =0 A| TZIBISOIIZEAIAN 8IS HE)E YOz 4+ QoD = F2o| BHsH0f Sttt 40| LIEIE ZR0| Al
A SIXf0f OIS 712040} BiTt 15) AMED RIS W e % OILH01| SAxfet M”—H. U AHRIE S
SBSEE LIER 4 Q7| 20l 0] ool L= 2R2F F= HTE2=0| £
AIEA0] 4+ A7t ZHM S 2-3Y SO o] FAE o[22, 2 30 ﬁ'@l X
0] Okl LEE A0 Tt QA H0|Ef= Sict E0do] S0

- OO

J

ISH(treatment-emergent) 42t (SAA{0H
g/kg ~ Z[tH 1 mg) FOZ Lt RAGINICE =22
2/0.036). 9) =L AT T AL Z2t L0 A

&, FEA7], T, HMiE S0l e, ¢

ro
rob
v ofn
0z
b
JC‘
o
Ral
1
=g
Mo 0
rlo
i
>.
m
H oo
E
LJ
]l
2
E
E
19 -
No
3
b8 3
~
(@)
N
=2
oW ox
:Io
1o
.
E
£Q
iul
T
o
o
No
o))
ro
rob
ofn
0z
re
J
o
]
1
o
0 r

N o o

= ob
J
12

L
ro
R
i

x
ZAL 2, Ol*W 9] t”Od% QL2 & 2gl0] 26.6
Mg = gl= %EH@ %%Oléitigﬁ LEW ‘EJO*Ef U F£9]: 1) 0] & F0§ = AAZ RIHOZ 2

3) 2 T AEE XS U7 |E UZ2 ASote Z2 AEE AHO| ChA| BHMEr 4 QloD 2 Z:05(0f Bttt
EIN &, 7]

Pl
0>
>

= 0
9£
2
(o))
(m
oM
°
:‘
OE
mIO
=

:
=
z
O
z
_E
N
*x

=
=l
S
L

on
J
ull
Hop
=2
rr
fon

=

r
0zt
0o
o
o
1
2
o
[«)
o
1:!_

mlI
0=
g
N
r
2
=)

z
oX

Ef. )7*”0H§J%01| EH§ I‘%QI
E

OE
(=)
ol
ﬁ
=)
>
9
x_o
> -
o
rlo
i
Oﬁ
Ifil
>
iQ
Tl

o
LO

s
=)
0
rlo

riol
=)
30 4
rr
rfor
A

Oﬂ—_rL%| Bt gich 11)§
DR L= ‘:'—’E’SEH(W s

?rﬁ
or
s
il
i
o
HU
or
k=]
ﬁ
_o
ru
_>|_n
ro
=
T>
?
10
[
A
rr
=
A
(e}

r

tn
=}
Wz A

£
o
|
€%
[ i

Mo >
0%t
ro
_tj_
5
k=)
JS
rlo
3
3
= o
i
= |m
i
[Xe)
~l
3
(@)
o
oo
3
Q'L
[
20
i
= m
= 0
Oﬂﬂ
=)
N

. 4
L ASEE: 1) E20/H : E20[HEZ 0] 2foll thol Yo = w2 28 Tl=E 7K1 Rl= A==, diHe
{0 204 A| O] AC2RE 2525 E= HF2F0[ M= T/T, H7H0.971K] 2l=5= AlZI0] X|SHE &~ QICt. 22iL} 0]
mokgit ZEAAEN FEEN A ZRAAEN 59| AAAUC 2f 34%)7} O S=IACH YR H 770l Het Fol:
HI01| ChoiiAt= YA QUX| BTt 0] of B0 & RRrFeE BEA| =Tt L010f gt Fof: 2~174| A0 HXIE e
0| (0] QU] At DBXI0]| Chet F£O: 2Xi0f 0] oF FOf Al MEZ AT HEIZREQ| 2|=0] X|AA== Hef

ok
2
2
=
i
nz
H
2
[

ro 1>
ol 2

o Oz
19
mjo
_9
|'O\I

= 4y g O 4>

o %II
=
i
Ut
d
o
0x
=
0
_11
-|t|
=
ro
rz
4>
>
Rl
=2
=
=
ro
rz

HU oo rr Hu Im

re Ob
1
oz
2
—o
u9£
0x

I 1o
0z
o
rok
o
El M
e
1l
iaal
rr
oX
4o
=2
m =
4m O
2
o o
°© m
>
fu -
2
= T
1
:|0
© nu o
ofm
rok
=
10 2
18 10
Ao =~ ox

roh

FI201A Of 2KZITH 4 mg/kg)2l M Z2MA2 HRI0(M 2HE= Eéi Eﬂf%‘ﬂ CHAIZ FAIGIACE 24 OJ2ref A }01\ EHO“JI Of0| 0= ¢
OO& M F0aH0F BTt (HEY 1 2021.10.14) % XSIAIZ| H

gl
O?L

=)
<4e)
r)l
Tv
ook
]
2
=
rok
>
=
ror
L
i3
rlo
!
]
nx
[o1%4
x r
rx
r-llu
n>l-
9._
="
N
=
o
)
n

: MSD | Copyright © 2022 Merck & Co., Inc., Kenilworth, NJ, USA, and its affiliates. All rights reserved.
w $)04637 NS5 £+ SHEUZ 416 M2AH(0] 235 SHEAUNIAL|(F) (Tst) 02-331-2000 http://www.msd-korea.com KR-XBR-00255 04/2024



oridion

sugammadex

This was a phase IV, double-blind, randomized, multicenter, in-clinic, study of sugammadex in pediatric participants from 2 to <17 years of age for the reversal of neuromuscular blockade({NIMB) induced by rocuronium or vecuronium. The trial consisted of 2 parts, Part A and Part B. Part A evaluated the pharmacokinetics, safety, and
tolerability of sugammadex 2 mg/kg and 4 mg/kg for reversal of moderate or deep NMB respectively, induced by rocuronium or vecuronium, to confirm that these doses(i.e., the recommended doses in adults) would be appropriate for evaluation in Part B. Part B was active comparator-controlled and evaluated the safety and efficacy of
sugammadex for reversal of moderate or deep NIVB. Randomization was stratified by age(2 to <6 years, 6 to <12 years, and 12 to <17 years) and neuromuscular blocking agent(NIMBA)rocuronium or vecuronium). Of 276 treated participants, 51 received sugammadex 2 mg/kg (18 from Part A, 33 from Part B), 191 received sugammadex 4
mgkg(22 from Part A, 169 from Part B), and 34 received neostigmine 50 pgkg plus either glycopyrrolate 5-15 pig/kg or atropine sulfate 10-30 pg/kg(Part B). The primary efficacy endpoint was time from the start of administration of study drug to recovery o a TOF ratio of 0.9 in Part B.'

The aim of this multicenter, randomized, parallel-group, dose-finding, safety-assessor blinded study was to explore the dose-response relationship of sugammadex given at reappearance of the second twitch (T,) of the TOF stimulation for the reversal of rocuronium-induced neuromuscular blockade in infants, children, adolescents, and
adults between May 2005 and May 2006. A total of 94 patients were randomized to receive sugammadex or placebo, of which 91 patients (8 infants[28 days to 23 months], 24 children[2-11 yr], 31 adolescents[12-17 yr], and 28 adults[18-65 yr]) received the study medication (all-subjects-treated group). Anesthetized patients (American
Society of Anesthesiologists class 1-2) received 0.6 mg/kg rocuronium and were randomized to receive sugammadex (0.5, 1.0, 2.0, or 4.0 mg/kg) or placebo at reappearance of T,. Neuromuscular monitoring was performed using acceleromyography. Primary endpoint was time from sugammadex/placebo administration to recovery of the
train-of-four ratio t0 0.9

Voss T, et al. Sugammadex for reversal of neuromuscular blockade in pediatric patients: results from a phase IV randomized study. Paediatr Anaesth. 2021 Dec 8. doi: 10.1111/pan.14370.
Plaud B, et al. Reversal of rocuro duced blockade with in pediatric and adult surgical patients. Anesthesiology. 2009 Feb;110(2):284-94.

[Indications and Usage] Reversal of neuromuscular blockade induced by rocuronium or vecuronium in adults and pediatric patients aged >2 years old undergoing surgery. [Dosage and Administration] Adult Patients: Routine reversal: A dose of 4 mg/kg Bridion is recommended as IV injection if recovery has reached at least 1-2 post-
tetanic counts(PTC) following rocuronium or vecuronium induced blockade. A dose of 2 mg/kg Bridion is recommended as IV injection, if spontaneous recovery has occurred up to at least the reappearance of T, following rocuronium or vecuronium induced blockade. Immediate Reversal of Rocuronium-Induced Blockade: A dose of 16
mg/kg Bridion is recommended if there is a clinical need to reversal neuromuscular blockade 3 minutes) after of rocuronium as IV injection. The safety and efficacy with the use of Bridion for immediate reversal following vecuronium induced blockade has not been established. Renal Impairment: No
dosage adjustment is necessary for patients with mild or moderate renal impairment(creatinine clearance 30 ml/min and <80 mL/min). Bridion is not recommended for use in patients with severe renal impairment(creatinine clearance <30 mL/min) or dialysis. Elderly Patients: Elderly patients tend to delay recovery from neuromuscular
blockade, but dose adjustment is not necessary. Obese Patients: The dose of this drug in obese patients should be based on actual weight(ABW). Hepatic Impairment: No dosage adjustment is necessary for patients with mild and moderate hepatic impairment. Since no dlinical studies have been conducted with patients with hepatic
impairment, caution should be taken in patients with severe hepatic impairment or hepatic impairment with coagulation disorders. Pediatric Patients (>2 years old): Bridion 100 mg/mL may be diluted to a concentration of 10 mg/mL to increase the accuracy of dosing in the pediatric population. Routine Reversal: A dose of 4 mgkg
Bridion is recommended if spontaneous recovery of the twitch response has reached 1 to 2 post-tetanic counts(PTC) following rocuronium- or vecuronium-induced neuromuscular blockade. A dose of 2 mg/kg Bridion is recommended if spontaneous recovery has reached the reappearance of the second twitch(T,) in response to TOF
stimulation following rocuronium- or vecuronium-induuced neuromuscular blockade. Immediate Reversal: Immediate reversal in pediatric patients has not been studied. Preparation of dilution for pediatric use: To prepare the required dose, aseptically transfer all the contents of the 2 mLvial of Bridion 2 mL single-dose vials containing 200 mg
Bridion(100 mg/mL) to a bottle(or intravenous bag) containing 18 mL of 0.9% sodium chloride injection, to achieve a final concentration of 10 mg/mL Bridion. [Warnings and Precautions] Contraindications: Patients with known hypersensitivity to Bridion or any of its components. Careful Administration: 1) Patients with renal
impairment 2) Patients with hepatic impairment 3) Patients with decrease of cardiac output 4) Patients with edema state 5) Patients with a history of allergic reaction 6) Patients with a history of pulmonary complications(Possible occurrence of bronchospasm) 7) Patients with coagulation disorders 8) Patients with arrhythmia 9) The elderly 10)
Pregnant or women who may be pregnant. Adverse Reactions: 1) The safety of Bridion has been evaluated based on an integrated safety database of approximately 1,700 surgical patients and 120 healthy adult volunteers. The most commonly reported adverse reactions in patients who experienced surgery were anaesthetic
complications. Immune System: 1) Hypersensitivity(>1/1,000, <1/100), the others: Anaesthetic complications(body movement in the middle of anesthesia or operation, coughing, grimacing and sucking of the tracheal tube(>1/100, <1/10), unintended intraoperative awareness(z1/1,000, <1/100). 2) In clinical trials with surgical patients,
hypersensitivity including anaphylaxis has been reported infrequently. The frequency of occurrence of hypersensitivity reactions in post-marketing surveys is unknown. Hypersensitivity reactions that occurred varied from isolated skin reactions to serious systemic reactions(i.e., anaphylaxis, anaphylactic shock) and have occurred in patients with
no prior exposure to Bridion. Symptoms associated with these reactions can include: flushing, urticaria, erythematous rash, severe hypotension, tachycardia, swelling of tongue, swelling of pharynx, bronchospasm and pulmonary obstructive events. Severe hypersensitivity reactions can be fatal. Hypersensitivity reactions, including anaphylaxis,
have occurred in patients treated with Bridion in clinical study for healthy volunteers(150 subjects received 4 mg/kg, 148 received 16 mg/kg and 150 received placebo). The incidence of adjudicated hypersensitivity was 0.7%(n=1) and 4.7%(n=7) in Bridion 4 mg/kg and Bridion 16 mg/kg groups, respectively. There were no reports of
anaphylaxis after placebo. 3) In a dedicated diinical study in healthy volunteers, dysgeusia, nausea and fiushing were reported and showed a dose response relationship. 4) In a few patients receiving Bridion, unintended intraoperative awareness was reported. It cannot be determined whether this event was causally related to Bridion. 5)
Cases of marked bradycardia, bradycardia with cardiac arrest, ventricular fibrillation and ventricular tachycardia have been observed within minutes after of Bridion. Patients should be closely monitored for changes during and after reversal of neuromuscular blockade. ff cardiac disorders should occur, appropriate
treatment should be insituted. 6) In one dedicated clinical trial and in post-marketing data, in patients with a history of pulmonary complications, bronchospasm was reported s a possibly related adverse event. 7) Post-marketing clinical trials of obese patients(BMI >40 kg/m’) showed that the adverse reaction profile was generally similar
between patients who were administered actual body weight(ABW) and patients who were administered ideal body weight(IBW). 8) One trial of 331 patients who were assessed as ASA Class 3(Patients with severe systemic disease) or 4(Patients with severe systemic disease that is a constant threat to life) investigated the incidence of
treatment-emergent arrhythmias(sinus bradycardia, sinus tachycardia, or other cardiac arrhythmias) after administration of Bridion. The incidence of treatment-emergent sinus bradycardia in patients receiving Bridion(2 mgkg, 4 mgkg, or 16 mgkg) was generally similar to those in patients receiving neostigmine(50 ug/kg up to 5 mg
maximum dose) + glycopyrrolate(10 ug/kg up to 1 mg maximum dose). Incidence of treatment-emergent sinus bradycardia was statistically significantly lower in Bridion treatment group(2 mg/kg) compared to neostigmine treatment group(p=0.026). Incidence of treatment-emergent sinus tachycardia was statistically significantly lower in
Bridion treatment group(2 mg/kg, 4 mg/kg) compared to neostigmine treatment group(p=0.007, 0.036). 9) During post-marketing surveillance period of 6 years in 718 subjects for re-examination, AEs were reported in 26.60%(191/718 subjects, 281 events), regardless of causal relationship. Among those, serious AE was hypertensive crisis,
pruritus, purpura, urticaria, urinary retention, atrial fibrillation, etc. and there was no serious AE that cannot rule out relationship to Bridion. General Cautions: 1) Ventilatory support is mandatory for patients until adequate spontaneous respiration is restored following reversal of neuromuscular blockade. 2) In order to prevent recurrence of
neuromuscular blockade, the recommended doses for routine should be used. 3) When drugs which potentiate neuromuscular blockade are used in the post-operative phase, special attention should be paid to the possibility of recurrence of neuromuscular blockade. 4) Recurrence of neuromuscular blockade may occur due to displacement
of rocuronium or vecuronium from Bridion by other drugs(i.e., Toremifene, fusidic acid). 5) When neuromuscular blockade was reversed intentionally in the middle of anaesthesia in dlinical trials, signs of light anaesthesia were noted occasionally(movement, coughing, grimacing and sucking of the tracheal tube). 6) In patients for whom
intubation is expected to be difficult, the method of airway maintenance should be considered beforehand. If rocuronium-induced neuromuscular blockade cannot or does not allow airway intubation, it should be promptly restored from neuromuscular blockade. 7) Coagulation parameters should be carefully monitored in patients with
known coagulopathies when Bridion is administered. 8) In patients with severe renal failure(creatinine clearance <30 mLmin), the excretion of Bridion or the Bridion-rocuronium complex was delayed; however, in these patients there were no signs of re-occurrence of neuromuscular blockade. This drug is not recommended for use in
patients with severe renal impairment. 9) Dedicated studies in patients with hepatic impairment have not been conducted. Patients with severe hepatic impairment or hepatic impairment with coagulation disorders should be cautious when administering this drug. 10) Bridion has not been studied for reversal following rocuronium or
vecuronium administration in the ICU. 11) Do not use Bridion to reverse neuromuscular blockade induced by nonsteroidal neuromuscular blocking agents such as succinylcholine or benzylisoquinolinium compounds, steroidal neuromuscular blocking agents, pancuronium other than rocuronium or vecuronium. 12) Conditions associated
with prolonged circulation time such as cardiovascular disease, old age or edema statefi.e., severe hepatic impairment) may be associated with longer recovery times. 13) The patients should be carefully observed for the possibility of drug hypersensitivity reactions(including anaphylactic reactions). f any abnommality is observed, appropriate
measures should be taken immediately. 14) Each 1 mL solution contains 9.7 mg sodium. if more than 2.4 mL(contain approximately 23 mg sodium) solution needs to be administered, this should be taken into consideration by patients on a controlled sodium diet. 15) In rare instances, cases of marked bradycardia, some of which have
resulted in cardiac arrest, have been observed within minutes after the administration of Bridion for reversal of neuromuscular blockade. Drug Interactions : 1) Toremifene: For toremifene, which has a relatively high binding affinity for Bridion and for which relatively high plasma concentrations might be present, some displacement of
vecuronium or rocuronium from the complex with this drug could occur. 2) Fusidic acid: IV of fusidic acid in the pre-operative phase may give some delay in the recovery of the T,/T, ratio to 0.9. No recurrence of neuromuscular blockade is expected in the post-operative phase, since the infusion rate of fusidic acid is over a
period of several hours and the blood levels are cumulative over 2-3 days. 3) Hormonal contraceptives: The interaction between 4 mg/kg Bridion and a progestogen was predicted to lead to a decrease in progestogen exposure(34% of AUC). Pregnancy & Lactation Administration: There are no diinical trial data for exposure to this drug
during pregnancy. It is administered only if the benefits of administration exceed the risk. No data are available regarding the presence of Bridion in human milk, the effects of Bridion on the breast fed infant, or the effects of Bridion on milk production. is not during the of this drug. Pediatric
Administration: In clinical study for pediatric patients 2 to <17 years of age, the safety profile of Bridion(4 mg/mg maximum dose) is generally consistent with that observed in adlults. Safety and effectiveness in patients younger than 2 years of age have not been established. Elderly Administration: Exercise caution when administering
Bridion to elderly patients who tend to delay recovery from neuromuscular blockade.(Revised: 2021.10.14)

%Before prescribing BRIDION, please refer to the full prescribing information for further details.
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- To investigate the pharmacokinetics, efficacy, safety and tolerability
of Bridion in pediatric patients’

* Double-blind, randomized, phase 4, two-part study

» Pediatric patients' aged 2 to 17 who had a planned surgical procedure that required moderate
or deep neuromuscular block. (ASA 1-3; Male 55.4%; White 89.5%; Mean age was 7.9 years)

« 276 of 288 patients were treated

« Bridion 2 mg/kg or 4 mg/kg vs. Neostigmine 50 pg/kg’

« Time to recovery to a TOF ratio of =0.9 after administration of reversal agents

Events of Special Interest

* Hypersensitivity, anaphylaxis, clinically relevant bradycardia’

Randomized Received treatment
(n=288) (n=276)

PartA

To investigate
the pharmacokinetics,
safety and tolerability

Interim Analysis

Part B

To investigate
the efficacy and safety

" Efficacy of bridion for reversal of moderate or deep neuromuscular blocking induced by rocuronium or vecuronium * Stratified by age (2 to 6, 6 to 12,12 to 17) and neuromuscular blocking agents (rocuronium or vecuronium)
* Bradycardia that requires clinical ¢ ine 50 pg/kg plus either glycopyrrolate 515 g/kg or atropine sulfate 10-30 pg/kg
ASA : American Society of hesiol TOF : Train-of-four, R : Randomizati




The time to recovery to a TOFR of = 0.9 was significantly faster in pediatric patients when dosed with Bridion
compared to neostigmine with a mean 1.6 minutes from moderate NMB and 2 minutes from deep NMB.

Geometric Mean Time (minutes) to Recovery of the TOFR 20.9

Reversal of Moderate NMB (Part B) @ Reversal of Deep NMB (Part A and B)
8 8
p<0.0001 -

Bridion Neostigmine Bridion
2 mg/kg (n=33) 50 pg/kg (n=34) 4 mg/kg (n=191)

24

Geometric Mean Time to Recovery (min)
N

Geometric Mean Time to Recovery (min)
N

90.9% of patients in Bridion group recovered to TOFR =0.9 from moderate neuromuscular blocking
within 3 minutes.

Kaplan-Meier Estimates of Time (minutes) to Recovery of the TOFR =0.9 (Part B)
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-+ Consored
= Bridion 2 mg (n=33)
= Neostigmine (n=34)
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Time to Recovery (min)
Adapted from Voss T, et al.

% Results from a study to investigate efficacy and safety of Bridion in pediatric patients aged from 2 to less than 17
TOFR : Train-of-four ratio, NMB : Neuromuscular block, min : Minutes

90.9% of patients (30/33) dosed with Bridion recovered to TOFR =0.9 within 3 minutes.

Percentage (%) of Participants Achieving TOF ratio of 20.9 within 3 minutes (Part B)

90.9+

Bridion

2 mg/kg (VN=30/33) recovery

8.8%
Neostigmine recovery —

50 pg/kg (n/N=3/34) \

In this study, no hypersensitivity or anaphylaxis were observed and lower rate of clinically relevant bradycardia
was observed in Bridion group compared to that in neostigmine group.

Summary of Adverse Events (Parts Aand B, up to 7 days Post-treatment)

Bridion 2 mg/kg Bridion 4 mg/kg Neostigmine 50 pg/kg
(n=51) (n=191) (n=34)

% (n)
21AE 78.4(40) 74.9(143) 97.1(33)
Events Occurring in 25% of any Treatment Group
Incision site pain 5.9(3) 3.1(6) 2.9(1)
Procedural nausea 7.8(4) 47(9) 0.0(0)
Procedural pain 58.8(30) 58.1(111) 70.6(24)
Procedural vomiting 5.9(3) 2.6(5) 2.9(1)
Selected Events of Special Interest
Clinically relevant bradycardia* 2.0(1) 1.6(3) 5.9(2)
Hypersensitivity 0 0 0
Anaphylaxis 0 0 0
Delayed recovery 2.0(1) 7.3(14) 8.8(3)
[Not all adverse events are included.] Adapted from Voss T, et al.

* Up to 45 minutes post-treatment. Other adverse events are up to 7 days post-treatment.
TOFR : Train-of-four ratio, TOF : Train-of-four, AE : Adverse events



oridion

sugammadex

Study design

a. The aim of this multicenter, ized, parallel-group, dose-finding, safety-assessor blinded study was to explore the d ol { of given at of the second twitch (T) of the TOF stimulation for the reversal of rocuronium-induced neuromuscular blockade in infants,
children, adolescents, and adults between May 2005 and May 2006. A total of 94 patients were randomized to receive sugammadex or placebo, of which 91 patients (8 infants[28 days to 23 months], 24 children[2-11 yr], 31 adolescents[12-17 yr], and 28 adults[18-65 yr]) received the study medication (all-subjects-

treated group). Anesthetized patients (American Society of Anesthesiologists class 1-2) received 0.6 mg/kg rocuronium and were randomized to receive sugammadex (0.5, 1.0, 2.0, or 4.0 mg/kg) or placebo at reappearance of T,. Neuromuscular monitoring was performed using acceleromyography. Primary endpoint
‘was time from sugammadex/placebo administration to recovery of the train-of-four ratio to 0.9."

Reference

1. Plaud B, et al. Reversal of rocuronium-induced neuromuscular blockade with sugammadex in pediatric and adult surgical patients. Anesthesiology. 2009 Feb;110(2):284-94.

Bridion®(Sugammadex) 100 mg L 9F&A Ak (Selected Safety Information)
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All-subjects-treated group

Infants Children Adolescents
(aged 28 days-23 months) (aged 2-11yr) (aged 12-17 yr)

Adults

(aged 18-65 yr)

24 31
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BHICI2 0.5, 1.0, 2.0, or 4.0 mg/kg vs. Placebo
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* 5 2-65M), T : 6654
ASA : American Society of Anesthesiologists, TOFR : Train-of-four ratio, yr : Year, T, : The second twitch



S 54 o471 =7 (=] E
HRICIR0| 821 Eis A91T ADHIM QA SEHZ LIEKtALICT St & SellI= 2.0 mg/kg EOAI
L= SIEHIM 2= OILHON A EZ IS (TOFR 20.9)E HRELILE.
Estimated Dose-response Relation between the Time from the Start of
Administration of Sugammadex/Placebo to Recovery of the TOFR to 0.9 (per-protocol group) Median Time (min) from Start of Administration of Sugammadex or Placebo to Recovery of the TOFR to 0.9 (per-protocol group)
50 50

£ . Children (n=22) g . " Adolescents (n=28) [ infants [ Children Y Adolescents | Adults

2 E= Placebo (min) 21 19.0 23.4 28.5

=E =E

g gs Sugammadex Dose 2 mg/kg (min) 0.6 1.2 1.1 1.2

g o E ° [

2 3 4 2 3 4
Dose (mg/kg) Dose (mg/kg)
50 0

§ Adults (n=26)

o

5% —— Estimated time to TOFR t0 0.9

=E

% p === Lower and upper limit of 95% CI

£= o0 0 Actual time to TOFRt0 0.9

£ N . =, HEICI22 AOH BAR 3 MOIYM MEMO S 9F58t | HrMS HASLICE

0 1 2 3 4
Dose (mg/kg)
Adapted from Plaud 8, et al Incidence (n) of the Most Common Adverse Events (at least 5% of patients)

Sugammadex Dose (mg/kg)
2.0 4.0 Total

HOCI2E BE SE0IM, A200 AOH M QA AI-EE5sE TSNS H

30

PaN
SLIC.

Infants, N 2 2 2 1 1 8
Median Plasma Concentration-time Profiles of Vomiting, n 1 0 1 0 1 3
Sugammadex after Administration of Rocuronium (0.6 mg/kg) stratified by Age Group Diarrhea, n 0 0 0 1 0 1
Pyrexia, n 1 0 0 0 0 1
\ ” Viral gastroenteritis, n 0 1 0 0 0 1
Nasopharyngitis, n 0 0 0 1 0 1
= 10 Sugammadex 0.5 mg/kg = Sugammadex 1.0 mg/kg Pharyngitis, n 0 0 0 0 1 1
2 8 =2 " Rhinitis, n 1 0 0 0 0 1
% i g Procedural complication, n 1 0 0 0 0 1
E . E 10 Hypoglycemia, n 0 1 0 0 0 1
g s Children, N 4 6 5 5 4 24
ol oL ' Vomiting, n 2 3 2 1 3 11
0 10 20 30 40 50 60 0 10 20 30 40 50 60 Procedural pain, n 1 2 1 2 1 7
Time after sugammadex injection (min) Time after sugammadex injection (min) Consti pation n 0 1 1 0 0 2
- Children(n=5) ¢~ Adolescents(n=5) =& Adults (n=6) - Children(n=5) ¢~ Adolescents(n=6) =&~ Adults (n=5) Pain. n 0 2 0 0 0 )
5 o Postoperative anemia, n 0 0 0 0 2 2
= Sugammadex 2.0 mg/kg = 6 Sugammadex 4.0 mg/kg Adolescents, N 6 5 6 6 8 31
£ E
z; 5 zg 50 Procedural pain, n 3 1 3 3 4 14
3 20 ks 40 Vomiting, n 3 0 1 3 2 9
g 15 E 30 Nausea, n 1 0 1 0 4 6
E 5 Adults, N 6 6 5 5 6 28
e 5 Y0
ol ol Procedural pain, n 1 1 2 1 1 6
0 10 20 30 40 50 60 0 10 20 30 40 50 60 Generalized pruritis, n 1 0 1 1 0 3
Time after sugammadex injection (min) Time after sugammadex injection (min) Constipation, n 1 0 0 0 1 2
-#-Children(n=5) ~#-Adolescents(n=6) =& Adults(n=5) -#-Children(n=4) -#-Adolescents(n=7) =& Adults(n=5) Sleep disorder, n 0 0 2 0 0 2
Adapted from Plaud B, et al. N = total number of patients in each dose group; n = number of patients with adverse events Adapted from Plaud B, et al.
% RAZECR QEE MAZ AT M Qs Q1T Ao H2|C|29] Fuiot oA Stolst o1 TOFR : Train-of-four ratio, AE : Adverse event, min : Minute

TOFR : Train-of-four ratio, TOF : Train-of-four, min : Minute, Cl : Confidence interval
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