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ZORER ., WK BB L 2 FELIIBO LN T, BN TORKILHRE CHDHT AT VT
6.0% ") (K IMAC) g AIED A8 MRS R ST,

3) AN R FTEEZ R L LT BLM-240 D2 W EREOME (55 1 / T ARNERER) GREREFMNE k)
(2011 4 4 A 22 H%FE, CTD2.7.6.6)

1) KRENTODEARAN O AER ORI, @, AL, TAZLTELT 3.0%0 % ETRMAL ., B Y72 R E 23
BoNDLIIBEOEEIRIEE B LIS, BEZTE T2, @5, AT, R LEZOIHOA I DbET,
T AT VT LT 7.6%LL T O CHMVELH IR U 72 REPVEFE 3555, | ThD,

Q) RERGEREER
Y ERL

(4) REEREBR

1) BXh MR RIS ER

ENEE I/ IR ER R FAER 40

RE | R R E TR TIREE 2SR LT A7 LT O 1/ AR R R R

THAL | A =T W% WATHERM LRGSR
B | TAZLVTUORMEERE L COR R BERE) &k V22, BRI ATk B IELMEDRFE
*G | EHIREME T LA TITEE 216

ASA Z3JE o I~ D HBE

A 20 sELL B 70 R 00 B (RIE SRR
T | FRRoPHE T e RE

BERFEYE | - Mo (BN, BRM -+ BARE. PNARERNY : 7272 LoDl - KIS O T 1R

- JEER (BHME., ARSI 772 LBHIE T 054130 EOIBIZERL)

- BAET (DU RAEMEZ B Te) -850 (BFHE) - S50 (S0, W)

o WTPICE RSO TR, RS RREE, RPTRRE A L BT H R (T2 L, AT —T VR AR D BT
FE 1 IR R E K O IR ISR LT 2720 D | FEN DT — T AR AREOT ANHBID 2mL LA
O R FT RRERERAE I AT 97 5)

- TR cEER L E SR (N20) Z0FH T RE TRV EH

- % IR EICIUASIL, FFE T CMERE B LI R

[ RmRRT 3]

L

[#RERE A ]

TR T 4/ (2.0~2.5mg/kg) . 7 =¥ =L (1.5~8.0ug/kg) & /=1 A (0.08~0.10mg/kg)

[RERfERF]

1. TATNVTRE
1) TAZNLT MR b E 3% (N20) B
N20 (50~70%) Jf I FC, T AZILT 3% (KALERDZ A Y )L) OB AEBIAA L 7o, PREMHERE
ARk HFITBE ORBIIEC TT AT VT OB AR EEZ TR LTz (F AT & :2~6L/53) .
2) FRINTL [ (02) B
02B0%LL L) PER N T, TAZNVTY 3% (RALERDF A V) IO AEBIAA LT, BREMHERE X
BEORBIZIIGC TT AT VT O AR A FIRE LT (A& 2~6L/57),
2. BRI TURE
N20 (50~70%) i T T, B R T NT 1% (KALERDHF A L) LV AZBRIAU T, BREMHER 11X
BEOREBIZIIGCTERZ VT OB AR EZFEL I (TR R 2~6L/577).
BB BB WT, BRIHER IS S T 2 2= L ROy a = A0 BN 52T L LT,
T xH= VO EIL, 2.0ug/kg/FFRILL T E LT,

|

=1

*7
FRah e

11



V. AEICEH9 5I1EH

[ RELZR B DR 5 1]
FRIHERE -1 O IRFMAE B I X AR TR (BT E 25 1) ¢, BE ORI (FERBNIES) IS0
T IRERIE (W ARERSE) O\ T LT, F7-. T 008 B B OVRRISE OO B2 42 10 L I i,
J£% 80mmHg LA | 150mmHg it & OV k% 50 [a]/45 LA b 100 [8]/43 R I HERF D L5 L
77

Rk | [RELE]

(23%) | BRERHERR 1 CIi)E SUT 05 D B 5 /80 U T /D BSRD BT 5A | 1RO P E TR

T3, LFOBEAIE, BOFAE LU CHRIESE, B, JUrEEIRESEL A TEHILLLT,

1) L7z 2 BUAS DL BT AR E AS 150mmHg PL_EIZ B S SU3 0 100 B/ 4y LL B8

n
2) L7z 2 IR LN T, GE ME 2 80mmHg AR T 3T Ok 50 [51/ 53 AT 28
3) RENRDFEBL, LBEELEELGE

[B%hi]
(EEFAMLEE)
1) KL L CoHRME HERE) v
2) BB ORER/ 0118 (TRBRIER AR TODHE FCICE L 7= RERH])
(BIRFEAGTE )
1) BRERSORER/BIE JRBRERAK TOLHE RO ETORM, £FA HE2S XA DETORERH,
Aldrete 227 o3 8 sLL HIZEIE S HFETORR)
2) IEEMERFF O BIS OHER
3) TREMHERF R ORISR B SR DR AL E SO P 5R I
4) PRIEHERR O IR A FRERSE DR P URBRSEI | W A RS S DO HERS
5) FEHE, BRSO ILE L OAE A AR IR EEOB N 5 T L e, B OR
ReN 22 E (e A L 1% 80mmHg LA 150mmHg A K QL% 50 181743 LA 100 [Bl/4y
RIMEHERD) TR O T 27 LT O B 1

BREEEE!

[Z£H]
- AEES BRARA
- LR, T DR R B AV BIARIE S OHERS

(EEFHMIEH)
U TR TONSQDIECHREICLVZ EMEEZEEL, HEmIcOR CQDLMEMI-LIZEE.,
T AT NT ISR E L TH B THY . D IRERD DO REE/ BIE A3 ER 7 LT NZE BN EAMRGE
ST LWL,
OMFEEE L LTOERME (BERE) « BRFESEE L ToOALIME (BERE) OFHE L YED LY | THsBEHY DL E
EHEL T, T AT AT URE(N2OFE KL Q0B ED DA DFZNH I UN95%(E FEH X M D T FRAE2390% LY
HREWIEAICEIES RIS - &R L7z,
FENTETIE | QB HO TR/ BIE (B ETOREH)
T AT INT U +NOFEEER T VT VBRI DT, TRBREAI A TR O HE £ TIC B L7 R 2
LU FAFEBAL M OV I ] 2 2228 B L U 72 ANCOVAMN SIS B AU 7= JHEE 5 A L) B4 VT BRI ZED
JRHEEE K VDOB%EX &AL . BRI A FATK T DT AT NT DIEL AR LT, 72
B, A=1007) HEKNEE «=2.5% (7)) LUT-, MEEOHE ETICE LRI DO ZEIT OV TI5%EHH
XD _EFREA31.053 0/ NS, IEL RS REES -SRI L 72,
(FIREHIE H)
RIS DB R/ B8 12 31T AR 5IE B 122U T 2 AR t UEIC K G- RER 0 bl 24T 7=,

a) ASA Z3MH: 7 AV T R4 (ASA: American Society of Anesthesiologists) (23515 B DB RBED 4545,

3 :ASA 2358 ©
Class RAE
I — I B4R, A OHERL
II REOEFRBERTLHRE
il BEORYREEATHEE
I\ EMOFEREINEE BEER ST RBEATHHE
v BHAEOIREE T, T2 L THEID mTREME IO T 7 R
VI ARSEASAE R S —

I

¥ BREATFROYEIZE” (emergency) BT 5,

C
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V. AEICEH9 5I1EH

b) BRERHEE L TR N (HEAE) ORT Al L 1

=i PR IR T (FRBR R A B A~ TR A S T) o0 3G 2 1
i (A 8h BRI | Kokl ILE - D%
PN uy (ﬁa‘/ﬁﬁﬁﬂ‘}fﬁ‘i 80mmHg U\J: YN 22E 3 N
g - e v 4 e G %
EniinEDY 150mmHg A3 & OV 873 50 [ RBRIRD 0% E
oy | [ o [ OO RIS | o 7ok
HREHD 1 ra A RO AL 3R B L TS L - | AL A D T0%LA L
1 1 3 DA DB A KB D T0%RT
N ﬁ /ﬁ LR DB KBRS D 70%A
B SO T, ILE LS. BIS SEOHER ) M A A SR
iRy SN T TICRIRE 238 L HIET L7235 A (Z OB 2 Bl R4 S A)
| &

c) Aldrete A7 : R DD [RIE 2 A 71 10 RUCRHi T 2227, FIZ B IRV FHT B OIRBEA 327D Vb ins,
& :modified Aldrete X=17

N
U
N

BRLEEYE! v

B UTHERICRY | WA CA B Z LN AT AE
D) H AR SUTHRICLY WMDY 2 n iz B Z LR TaE
H R HHVNIHERIZED, U E BN T ZERN TEARN

TR OZ AN TED
R PR [RIEE 5 P

HRTE Hege L, WG I +20% LLN O 284k,
MATENRE MERTE Hee L, WG I E +20~49% LLN D ZE 4L
MTATE Ll L, IURERA I E £50% L0 L ZE{k

SERICREEL WD
Bk~ FENTCREETD
S L7

ZEE T 92% LA 1
MR AAFIEE (Sp02) | BAFE 5T 90% LA L &#EFF
P 5 Th 90% A

ORLN|ORLN|[ORN|ORLN|[ORLN
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V. agICEYSER

[BF2hiE]
(1) FEFMEE
1) BRERZRE U COA I (HE)
FAS DIZBWCTIHBENTZMEEEDY |, [+ 72 REH Y | UXTHERES D | L HIESNTIER OEIS (F2h)
1L TATZ VT RETIL 98.8% (164/166 ) Th-7-, —JF7. BARZILTUHEOFZNFEIL 100% (50/50
) TdH-o7=,
THSEE R 143 | ERFIE N 1 B (T AT T2 =02 BE) 1, RIEHERR P IZIREN 23RO SN TIER] TH -
77o F72. FHEARREE SN 1 Bl (FATLT N0 BE) 134714 . WERIR OIRIRIC TT =0 X = VD
T 5%, EIERA HF G (B I/ MR AE 1R /05 1) NSRBI 7o DI B A 1L LT E ] Tho
77
2B, PPS BT HHELRIL, T AT VT EET99.3% (144/145 61) . ©AR 7 )LF BT 100% (50/50
) TdHoi=,
T AT IVTUREDHNZRD 95%ISFEX KO T RRAEIL. FAS T 95.7%. PPS (#HE) T 96.2%&. W iuh
LRIFHE U7 (B D 95%(EHE X D T ERMED 90%L0H KEWG G T A7 VT OFMEN
WBFESND) BTz, T A7 IVT7 OEERE L COFRMENRD B,

R TRINT DREEEL L TOR RN (HHE) <FAS>
RFA L% (%) ] A% (THhEDY B E)

. PIE
g | oo mne | 407 | e ke . — . )
Bk P D FEREDD PN sy | FM AR 151 (%) 95%Cl

FAINTUEE | 166 | 111(66.9) | 9(5.4) 44(26.5) 1(0.6) 0(0.0) 1(0.6) |164(98.8) | 95.7~99.9

Ni;\;ﬁ/v]‘/. 111 | 68(61.3) 7(6.3) 35(31.5) 0(0.0) 0(0.0) 1(0.9) 110(99.1) | 95.1~100.0
Z”;Z’WV' 55 | 43(782) | 2(36) | 9(164) | 1(1.8) | 0(0.0) | 0(0.0) |54(982) |903~1000
2

VRTNT R 50 | 31(62.0) 3(6.0) 16(32.0) 0(0.0) 0(0.0) 0(0.0) 50(100.0) | 94.2~100.0
FEAR | Tt R4 FAS

2) DO B RE/ B (FRBRIKTAFKE T2 DIRE £ TITE L= IFH)

FAS (28124 £ COREHE CEMEHEHERZ2) 13, 7 A7 /LT *N20 BET 10.144.6 43, T AT LT
V02 BET 9.345.7 4y, BAR 7T RE(N20 fFH) T 14.848.4 43 CTh o7,

72, PPS ICBITHHHE ETORMIL, TAT/LT N0 BET 10.3+4.6 45 T ATNTL 02 BET
8.7+4.2 %y, BARTZ VT U HE(N20 BF]) T 14.027.8 43 ThoT-,

#2 IRE ETOEE (FAS)

o 51 prge |t | B0 i | s | et | et | okt | S5 | 9%
FATINTL R 166 | 9.8 5.0 3 7.0 90 | 110 | 37 9.1 | 106
P T AT VT +N20 BE 111 | 10.1 4.6 3 7.0 9.0 12.0 31 9.3 11.0
FATI NG -0, BE 55 9.3 5.7 3 6.0 80 | 11.0 | 37 7.7 | 108
wRTNTURE 50 | 148 | 84 6 10.0 | 120 | 150 | 41 | 124 | 172
FRATRF G < FAS Unit: 4y

LCL: FRME#ERS UCL: EIR(EHHEHBRA
% IRE T O (PPS)

?ﬁfj pR Wi | T ﬁ;ﬁ ot | 2% | o | s | ok | 996 | 9%
FATIVTRE 151 9.8 4.6 3 7.0 9.0 11.0 31 9.0 10.5
pen F AT LT N0 BE 101 10.3 4.6 4 7.0 9.0 12.0 31 9.4 11.2
s FATIVT 0 BE 50 8.7 4.2 3 6.0 7.5 10.0 21 75 9.9
BRI IVTRE 45 14.0 7.8 6 10.0 12.0 15.0 41 11.6 16.3
fiRHT *TGL4ER - PPS Unit: 4y

LCL: FRME#ERS UCL: EIR(EHEHRRA
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V. AEICEH9 5I1EH

FE g
(mo%)

< BRING AT HIEL >

TATNT N20 BEEERT T UEE(N20 PFA) O3S £ COREMEEIEL LT IES AL T2E 2
5. FAS 2331 D FHTEAL B VTR KR CRRAFE 1 O - 5HE T O E £ TORERM (CFA)E £15 4EFR
FEVE, T AT T N0 BET 9.740.6 47, BEARTZ AT HE (N20 ) T 14.3£0.9 /3 THY | liEETD
HEETICELUIZREHOZED 95%EHEHIX MO EIRfEIX—2.7 /3 Tholz,

7233, PPS oNZ 331 B FANENL K ONFATIE ] CRTE% O & & 5 BECOHE £ TORR (X A%
BFE) X, TATILT N0 BEIE 9.940.6 45, BART /LT EE(N20 1) 13 13.640.9 5y THY ., WifET
OPFEEETIZE LR O ZED 95%(F X MO _EREIX—1.7 5 Th-o7T,

PLEED, FAS J Y PPS (BT, W COHRE ETICE LR DZED 95% 548 X H0>_EBRAE TV
THLHFRNIRELTZIELHEICB T D~ =0 (A 1.0 47) T0/NED o722 805, BRSO FEE /]
BRI OWTIE, TAZATL DRI NNTAZKTAIELHERED I,

F RE T TORMERELLET 27T DS HDRE (FAS)

HeEENH FEAEE B Rt p fE
I 17.9 1.3 154 14.1024 p<0.001
. F AT T N0 HE -4.6 1.0 154 -4.6254 p<0.001
B 5Bt —
BRI VTR 0.0 — - - -
s 3.0 1.7 154 -1.8003 p =0.0738
JIEER 2.3 1.2 154 -1.9065 p =0.0584
FTEBAL e 3.4 1.4 154 2.4419 p =0.0157
b 3.7 1.8 154 -2.0311 p =0.0440
S 0.0 — - - —
FAlRR (4) 0.0 0.0 154 -1.4663 p =0.1446
AT REEM :FAS B /L 448 £ COR R =5 5-E + FAITERAL + TR Unit: 4
R yi%i\f@ﬁf‘ﬁﬁ A FER
HEEE | BEvERRzE | BHE | HEE | AEuERE | B | 95%LCL | 95%UCL
T AT NT N0 B 9.7 0.6 154 -4.6 1.0 154 6.6 2.7
wRINT R 14.3 0.9 154
FRITXIBREE] (FAS ©F /L k48 £ CTORFRE =3 57 + FHTBAL + FHFEER Unit: %3

B i =BA i - DU B
LCL: FERFHHIRA UCL: LRRZHEIRA

(2) BIR iR H

TRBRZE AR T B RO ETORR |, T4E4HEHR B2 S 2 5ETORM ) K UAldrete 22728 8 4%
PLEIZBEETDETORR I OWT G, TATATURHTER 7 VTR L TR RIZE -T2 (p
<0.001, 2 BEAR t BE), Fiz BIS OHERE . K ORIFALE LD H R TIL, TATZAT U 'R
VT UREEREIRIBE NI A LN T2,

< BREMERF R O EK, BEEREORFLB KO 5RIL >

T AT VTR T, TR VLA O LS UBF LEZ L UT-IERE 6 #1(3.6%) . 1L
JE B SO O TS LR AL E 2 LB UTIERNE 40 61 (24.1%) . AEEARIC T U RAF LB %
FELUERIT 3 61 (1.8%) ThoTz,
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V. AEICEH9 5I1EH

HES

(%)

[Z2]
BIWEHIL, TAZ LT RET 166 Fld 103 51(62.0%) (2 195 ., BART7/LFHET 50 it 24
(48.0%) 1T 44 3B T-, WEARBWERIZT AT AT BHCINT 1 HINC 2 (W& 11/ B gs
REE) FEBLILT=,
T AT IVTZ R B W CRBERN @D T-RBIERIT, Bl 27.7%(46/166 f1) , Rt 14.5% (24/166
) . i HE U LR NN 11.4% (19/166 ) | M EART 9.6% (16/166 ) | y-GTP i/l 6.0% (10/166
#) . AST (GOT) HE01., Dol K OGRS 234 4.8% (8/166 #]) TH-o7=,
TRT VTR B W TCRBLRNE S ZBIER T, MFET 20.0%(10/50 #1) . iy 16.0% (8/50
) . DR 12.0% (6/50 1) | N 8.0% (4/50 f41]) . AST (GOT) HEHN & TN ALT (GPT) #7234 4.0%
(2/50 i) ThH -7z,
R BEIE T BLR UL B R 7 LS U BEL ORI R X8 NI A DD,
FIZEERR AL OHERE R OASAZ N A2 HRIET LV L 72 7 A7 VT DR T 0T 74
JUTERTZ VT LRk ThoTz,

PLEIY | WistifR e, A e A NSRS 2 ORI L, i K OSB AL 55 O B 7056 AN T REZR B T
THMT25E . T ATV T TR R Z LB L 5 FIEH (TX L A5 TR B AR TH
LTEDRBEISNTE,

d) FAS: Full Analysis Set. T A7 /)L 3 & 5-S37-2 TDIEH
e) PPS: Per Protocol Set. 7'12ha—/ L75 K& 72 il 7372\ ViE il

4) PN Rl B R B AR N TR E ARG L UT- BLM-240 O 11 / LK G PR 3ABR GRERIETAL R
(2011 4F 4 A 22 H7KFY, CTD2.7.6.18)
5) Takeda J, et al.: J Anesth. 2013; 27(3): 468-471.

16




V. AEICEH9 5I1EH

2) KRB
PR IRARBR | 23\ TR 53U K OSSR AR IS S Ty,

<BE:ENE 1/ DERKRER ">

R FHREERGBELI=T A7V OHE 1/ AR EKRRER
FHAL | A =T FExt R
HI | TATZLT 8.5% " TR LT- L&D 2 DG
x5 | FvEE 3 6
“ASA S3¥H )| DB
T | 4EHH: 20 mRLLE 45 R o B (R IRERE)
BRERILUE | -BMI:18.5~24.9kg/m2 D EE (A7) —= T )
5 AR ML OV R (B IRAERE)
M E BV O BELE 3B (MRS EM S BN DN D5 DD B
Tz | EER, N, HEE IR D~ T S - SRS IO RAE RS R e RIS A B
FRoMIEUE | -iE 212 QT/QTe RIBRDFEI/RIER (500ms Z# % DHER (3 450ms LI EDIEE D IRENDIGE)
NHHBE
[ FRERRT 3]
2L
[REEEA]
7aR 7 — v (0.5mg/kg/10 ), 7= ¥ =1 (1.5~8.0ug/kg) K "7 =1 A (0.08 ~
0.10mg/kg)
[REEHERT]
HEBRAE | JEHFEZ IRE VA (EX 50~75%+ EEF 25~50%., H A 4~6L/577) DWAZFREL | &R
[ ERE (CO2) JEEEDS 30~35mmHg (2 & E LT IRA T ALILICT A7 L5 6.0% DWW A%
BRAAL . B ORIPSURBERIEE 4 8.5% Y L L TR 4 [CIBER EiF5 (10 SREEZ R ZLTD), IBE
28 8.5%CHIFEL/-1% ., MEERENRE SO FIN AT e/ R RE CH D a2 T8 L7z L CHBER T2 B th
T 5, 2B, DR LR BR LA O K REYIBE & OB B E OSBRI FH 03 & T3 2% T,
8.5%™ & FHILARWEIHERF T2, 8.5% ™ & IXIEERENIES IS U TRAT AT VT IR O E
WH AT D, T2 U RIFRURIER IR FE Y 18% ™ & 2 D B HIIATH 72w,
[Z4£H]
- FEFL
- BRI, RE, OEX, ME, O aE, MR, RIR, BRR AR IR R, R ERL CO2
R M T A YR EE RO TRA IR B O HER
g g | LEPHED B
el - FREMEOTEER-BIHE (B3 . AT H HE2F 25) FTORMH
« REMREEFAEIME (B P ORBI O A %, FEERENREDHER K UUREE% O R BE - R IR AR/ TR RE
Ho |, TREZRL 10 2 BEPSCRMEL )
© PHTREATIC BT AR (T AL e <iif TSz ), [ R XA E 7Lz 10 2 B CREflL
72)
EIERIL 3 B 3 1 (100%) 1 B 3L, ZDOWNRRIL, ODfAZEn 3 41 3 #F, e e 8in 2
il 2 P TohoTe, WT G IELEICTEIE LT, FECHI, EDOMOBEERA EFHR KL NEDOMO TR
HERRIIALN2D ST,
FER | ERARMRAEERE ST A FIROFT R, ZOMOZ2EE B ICBELTh, K LREE2RER
RELIIBD NI -T2,
F AT IVTG L DS R ETHD 8.5% ™ LU TR HER LT- 354 Th-oTh ., FifriL HEA<
ATEI, BRI EE SR A MR IO R RO Do T2,

a) ASA 433 7 AU IS4 (ASA: American Society of Anesthesiologists) (235175 S D L iR EED /3 A

GEIZ P12 ),

T)AEPNEE FIREHEZR R ELTC BLM-240 OHESE BRI CTHRERERFL 72 BROZ MO RET GF 1/ TEERIRAER)

RFEIFETME RN (2011 4E 4 A 22 HK#R., CTD2.7.6.52)

1) KBSV TODAR O A AR O i, TRE . AR, T AT AT LT 3.0%D 1R THIARL | 18 G722 RERE L )
BONDIBE ORI IREEBIE LS RELTE T 5, B . AT, HBREERONHAOFEIHIDELT,
T AT T LT 7.6%LL T ORI THRH T il )2 R L D M55, | ThD,
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V. agICEYSER

(5) BE - REHHR (N EA)
1) B °

kT OFIBE 203 BICIBITHT AT NT DFINEELBMEAY TN T o LHIRF LT, HhifE
{LZEHZOFH T C. BREE DO TEEE/[BIHE REHE] CEAME A ER 22) 1L, 7 AT VT U8 :7.124.8 55 AY
TNTURE9.847.0 4 (B DFRERE) . FATIVTUREE:9.146.3 45 A/ T IVTURE 11.448.2 4y (FE
OINTF D FaARID) . T ATIVTURE 115+43.2 45 AV TV T RE:121+44.2 4y ([B11E =)
LOIBEDA) T, A BT STZD, T AT IVTURED JF I8 Thh -T2,
BEERORBBREIL, TATNVTURE, AV T NVTUREOWBET, IRMER KD EL, 5% EIZAB
7273, OO R B L 5% AT CRIFRE Th-oTe,

8) Bennett JA, et al.: Anesth Analg. 1991; 72: S19.
9) McMillan DW, et al.: Anesth Analg. 1991; 72: S179.

2)/INR 10,11,3%)

~

INROFHEBEE 121 FlTBWTC, HBILER I FTOT AT AT MR ~xa X SRR O
DL A PRI L T2, B O £ TOREM CEAME I ER 22) 137 A7 VT U HEFfRE: 7.544.3
4y N X U HERFRE 1 15.849.4 43 (p=0.001, ANOVA) | fEH5 G U7 FF O I S i TE D ETOREH]
CEEE BT 72) 13T AT VT HERFRE 1 7.244.2 4y X U ERiRE: 14.8410.5 45 (p<0.001,
ANOVA) T, T AT VT U MERFREDN A B R o7z,
HERGORBIRIL, T ATIVTUHERET 47.5% (59 5l 28 §) | ~Na X U HERFRET 48.4% (62 13
o 30 ) THY . WRERICEITERD DN o7, TREERERIT, IR R Tho7z 10,
ok NEOFMEE 400 FlliBWTT AR AT XITV DT N~ R AW TF A7 V5 4R
RELAY T INTUAHEEFREL D HLGERBRIZ I, AV T VTR REIC L X TF A7 0T U HERFRE I
MR BRI AE | WA TTHESE DR 25 R D EIER A KT 5L HIESI TS, FRICIEREL T TV 2T
N~ AT ER B UIGEIE, PR AR ORIERA S KT eSS TnD 10,

10) Zwass MS, et al.: Anesthesiology. 1992; 76(3): 373-378.

11) #PNEE NEARITCOT oA A7 RAT NITTFV DT IV~ A7 % - BLM-240 KUY 7 VT RERD Frie kB
(MR BR 32-002) (2011 4= 4 A 22 H7&FE, CTD2.7.6.51)

AT D UNREA~OR G T T OLEY THD,

9. FEDERZETHRHFICAATLHIE (D)

9.7 INRZE

9.7 /NEZEE WL EU-ERNBARRBIZFE/L TV e,

9.7.2 WESNEEIRRBRICEB VT, $1R (6 BEULT) DT A A~ A7 XITV L DT b~ A0 % T RO HEER A #% F
W23 E . WK, MERTESEAE | Sy WL HE S O PR SRR ORIER R Z GROBIL, FRIRBKEL T TV VT L~ A7
EHRELUGEICINGORITERBRH DT WNERESN TN,

¥ :2015 4F 7 AR CTHRIERE T 7o TnD,
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V. AEICEH9 5I1EH

(6) aMrIfE A

1) ERARERAE (—REARERAE. REEARERE. EARKLRRE) . ERTERT 52—
AFHE., HERTRERBROAR
AR R OHEFF L TSN 2R LU, B HEZIE T2V T RAMOREIE, B
OFEFARDL, LA B O A PO 9 B K O B 22 @I E I O FE B DL 2 #F A L 78 1
AR S T ST 12,

i A AR A A

HEY

AFNO A FEBZIETICBN T REOBIWER, BITER ORBLRIL, LEM L OA VISR f T35
K K O EERBIE O BRI AT 5,

A
HH

—AE T LS ORI (O i R RSN PE A AR (IS DREIE R S AR DL, AR K
ONER ISR i & 22 Ve O BISR O ML R OF FF G N OFraaik - P72 5% L 22 M0 BILR

GLESwaRS

gk 7

AFDS AT BRI OMERFE U TR S 7= B (B ERERT %K - 3,000 1)

B | e oA o A I 3,431 1 A7 BPEREHT e 1% 3,198 B
FEHEMIR | Ak 23 45 10 ARk 27 45 12 A
BN | AR SBMEDREEL 24 R
(2]
(1) BWEFR S BRI
LR R GUE BN 3T ARIVERIE, 3,431 il 491 i (14.3%) 12 702 FEFILL 7, 7KGRIFDE
NEER RIS T DEIEH L 166 54 103 #1(62.0 %) % EEIST, Fio, BIVEH OFERE & OV
BUE NI LV aEWIT L R Z2RIENIEERO bivien o7z,
xR EREWERAORBAIRBL
RBITER4 FBUEFIEC- 52 F B (%)
AR 61 1.8
AR 57 1.7
; 1A PR 74 2.2
R R 75 2.2
Bl 87 25
ML 80 2.3
Mgk - 33 1.0
T AR R A 286 8.3
T ARG UET I NT AT 27— N 11 0.3
ey LE HN 24 0.7
R 293 8.5
B hEB I OE A PHE 29 0.8
i G 17 0.5
a) :an B BIK348 (SOC) 1L FEBURE B4k . FEAGE (PT) 133 BL-4L MedDRA/J version 21.1

19




V. AEICEH9 5I1EH

EES

(mo%)

(2) ERFAEEAE
FFEIRIORIEA R RICOWTUIZEDR LN WT IO FTEEIC W TH I RN L) o7
BIVE I AR T AR, ARR, B, MEk, M e UA e BINE THY | BRI LI ER
TR LRSI,

R FIEESIOBIEHREHR R

TN FEELR (%) F8 BUE B/ HE Bl

et SR 29.6 13/44
SRS AN 14.7 87/593
AR 224 11/49
I 24 E) 9.4 17/181
I R fEE 15.6 5/32

0 2SR 9.0 6/67

THALZRIMRE 14.3 54/378
T RERES L 12.7 31/244
M- FRESM L 12.2 17/139
FLIRANEL 16.3 63/387
I NE} 17.5 61/349
WAIR g Ft 10.4 25/240
I F 14.8 84/566
g R ks R 12.0 16/133
Z DA, 3.4 1/29

W AR R e O SR AR I BE & 22 M D BIARIZ DU T, AR (R 2SR LT AU BIVE I S BRI
< B KRR MR FE S T R BRI O R e 2o T,
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350 1 (10.2%) T o7z, FAZERT 10 Ll B O ZEWERIXKMIE 75 & ORIk 57 T
Hoto, To, BES RN LIz, 88 O BE S SRR -T2,
BRBORIERRBFTENE 1,562 il 187 1 (12.0%) . %t 1,869 #iH 304 4 (16.3%) THY,
LT H R E F OUILES TS AL, TS ORITER B ERIZOWTLE K TIRIER
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DFREEE R OSB3 724

(2) BHZEE T BB AR
1) RBMERDORR
OehzkiT5 MACHHELA) 1P

ISR S LUy,
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PLEEOT AT T 0%, liZ0 R A BRI IE LIRS D ZEDVRIB S LT,

X: BARAD Fy/Fi OHER

1.00

|

0.80 1
0.60 1
Fa/Fi

0.40

0.20

TIETRERE
| l | | | |
0 5 10 15 20 25 30
(MRA#ET)

0.00 +

e e P I B e S R B R S i Y

FATISVIRARRERRE(5)
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(BRI FEYE  ASA 7305 T | 4FHi 20 ik LA L 45 5RT . BMI18.5~24.9kg/m2, 5 4ELL ERUEL Qe B ]
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5. 4% (in vitro)?
ERDIMFEEENE FAWCTT AT VT OIfiR/ A, BRI/ A AV —T A A V) A5 Bk G4
HEWERZ22) AT~ N T 74— IZIDRELT-EZA, ZE 4L 0.42440.024 (n=11) | 0.225+0.002 (n=8)
K 18.7+1.1(n=7) ThH-7= 7,
728 EMERGUBHZRBIT DT ATV O, Ol . B, 75 P & OE MGRERR D ik (et 9- 5 53 BibR ik
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sk ) LI o AERE 7 o S A A R R 0D i B T FRAR - 3.92umol/L., ML HITFA 5 oD i B T BRI : 0.500umol/L
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8.4 Pediatric Use

Respiratory Adverse Reactions in Pediatric Patients

SUPRANE is indicated for maintenance of anesthesia in infants and children after induction of anesthesia with
agents other than SUPRANE, and tracheal intubation.

Is not approved for maintenance of anesthesia in non-intubated children due to an increased incidence of res-
piratory adverse reactions, including coughing (26%) , laryngospasm (13%) and secretions (12%) [See Clinical
Studies (14.5)).

Children, particularly if 6 years old or younger, who are under an anesthetic maintenance of SUPRANE delivered
via laryngeal mask airway (LMA™ mask) are at increased risk for adverse respiratory reactions, e.g., coughing
and laryngospasm, especially with removal of the laryngeal mask airway under deep anesthesia [See Clinical
Studies (14.5)]. Therefore, closely monitor these patients for signs and symptoms associated with laryngospasm
and treat accordingly.

When SUPRANE is used for maintenance of anesthesia in children with asthma or a history of recent upper
airway infection, there is an increased risk for airway narrowing and increases in airway resistance. Therefore,
closely monitor these patients for signs and symptoms associated with airway narrowing and treat accordingly.

Published juvenile animal studies demonstrate that the administration of anesthetic and sedation drugs, such
as SUPRANE, that either block NMDA receptors or potentiate the activity of GABA during the period of rapid brain
growth or synaptogenesis, results in widespread neuronal and oligodendrocyte cell loss in the developing brain
and alterations in synaptic morphology and neurogenesis. Based on comparisons across species, the window of
vulnerability to these changes is believed to correlate with exposures in the third trimester of gestation through
the first several months of life, but may extend out to approximately 3 years of age in humans.

In primates, exposure to 3 hours of ketamine that produced a light surgical plane of anesthesia did not increase
neuronal cell loss, however, treatment regimens of 5 hours or longer of isoflurane increased neuronal cell loss.
Data from isoflurane-treated rodents and ketamine-treated primates suggest that the neuronal and oligoden-
drocyte cell losses are associated with prolonged cognitive deficits in learning and memory. The clinical signifi-
cance of these nonclinical findings is not known, and healthcare providers should balance the benefits of ap-
propriate anesthesia in pregnant women, neonates, and young children who require procedures with the poten-
tial risks suggested by the nonclinical data [See Warnings and Precautions (5.6), Use in Specific Populations
(8.1), and Nonclinical Toxicology (13.2)].

145 Pediatric Surgery

In a clinical safety trial conducted in children aged 2 to 16 years (mean 7.4 years), following induction with
another agent, SUPRANE and isoflurane (in N2O/02) were compared when delivered via face mask or laryngeal
mask airway (LMA™ mask) for maintenance of anesthesia, after induction with intravenous propofol or inhaled
sevoflurane, in order to assess the relative incidence of respiratory adverse events.
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Maintenance in Nonintubated Pediatric Patients
(Face Mask or LMA™ mask Used; N=300)

All Respiratory Events™* (>1% of All Pediatric Patients)

All Ages (N=300) 2-6 yr(N=150) 7-11 yr(N=81) 12-16 yr(N=69)
Any respiratory events 39% 42% 33% 39%
Airway obstruction 4% 5% 4% 3%
Breath-holding 3% 2% 3% 4%
Coughing 26% 33% 19% 22%
Laryngospasm 13% 16% 7% 13%
Secretion 12% 13% 10% 12%
Non-specific desaturation 2% 2% 1% 1%

*k Minor, moderate and severe respiratory events

SUPRANE was associated with higher rates (compared with isoflurane) of coughing, laryngospasm and secre-
tions with an overall rate of respiratory events of 39%. Of the pediatric patients exposed to desflurane, 5% expe-
rienced severe laryngospasm (associated with significant desaturation; i.e. SpO2 of <90% for >15 seconds, or
requiring succinylcholine), across all ages, 2-16 years old. Individual age group incidences of severe laryn-
gospasm were 9% for 2-6 years old, 1% for 7-11 years old, and 1% for 12-16 years old. Removal of LMA™ mask
under deep anesthesia (MAC range 0.6 - 2.3 with a mean of 1.12 MAC) was associated with a further increase
in frequency of respiratory adverse events as compared to awake LMA™ mask removal or LMA™ mask removal
under deep anesthesia with the comparator. The frequency and severity of non-respiratory adverse events were

comparable between the two groups.

The incidence of respiratory events under these conditions was highest in children aged 2-6 years. Therefore,
similar studies in children under the age of 2 years were not initiated.

Drugs@FDA: FDA-Approved Drugs: SUPRANE 03/01/2019
https://www.accessdata.fda.gov/drugsatfda_docs/label/2022/020118s026lbl.pdf 2023/11/1 &4
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