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ASA Z3¥E o I~TI D HBE
A 20 sELL B 70 R o B ([RIEEUSRE)
F7 | FRROPIHST T E B
BRERILHE | - B (PR, BRAG - BRRE., PNAREEAY : 7272 LoDl - K af 2 O TR TEBR<)
- BEES (BHAE . NAREERY 772 L BRRE Rl %5137 EEIBH A BRS)
- BAEE (DRI ME A Te) 350 (FFHE) - S50 (S0, W)
< HITHRICHE RSO TR, BERESMBRER , SRR A LT BB (2720, T — T AR AR D JT
J7e i‘%ﬁ;?%ﬁfﬁlﬁ’#&(ﬁﬁﬂﬁ%ﬁL:ﬁﬂ@’éf:&w)\ TS T T —F VAR AR DT AN A IO 2mL LLT
o D JS PRI X v &%)
- o Mz EEER L 2 (N20) 2 R&E TRV A
- fiTth . EPIREEICINAES I, FFE T CHERAE BB B
[ FrERAT ]
7L
[FrEE A ]
TR T —/L (2.0~2.5mg/kg) . 7= F =)L (1.5~8.0ug/kg) K U7 =17 1 (0.08~0.10mg/kg)
[REEHERT]
1. TATIVTURE
1) FTAZILT MR L2 F (N20)
N20 (50~70%) JfH T, T AT LT 3% (KALERDZ AV ) IO AZ BRI LT, BREMHERE
Bk HIXEFORBIIGCTT A7 AT OWNRELZTFE LT (T A5 : 2~6L/57)
2) FATZNTL [ (02) BE
02B0%LL L) JEH T, TAZNLTY 3% (KAbgs D& A /L) IO AE BRI LT, BREMHERE X
BEDOIRBEIIISEC TT AT VT O AR EZFRIE LT (T A& 2~6L/57) .
2. BARIITURE
N20 (50~70%) it T T, BR T AT 1% (KAbEs D AL ) LV AZ B AR LTz, RIHERE R X
BEORBIZIISCTERT VT OB AIREZTHEL T2 (A& : 2~6L/53)
B BB WT, BRIHER TII SIS T = XV RO = AOB I 52 T LT,
Tz A= VORI, 2.0ug/kg/REFILL T E LT,
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V. amkIcEY SRR

RER Tk
(mo%)

[ REZR B DR S5 1]
FRIHERE - O IRIFMAR L I X AR L T FE (PITICHE LB 2 & 1) ¢, BE ORIE (FEBREIES) 1TG0
T, IRBRE (W A FRISE) DR BE IS CRRSE LT, F7-, Wi O3 K OVFRERR OO BE A5 12 0 | IUHE HA i
JE% 80mmHg LA F 150mmHg i & OVif%ka 50 [8l/45 LA b 100 [Bl/ 453 AT (e RE 2 Lo gtk L
77

[BFLE]
FRREAHEA TP I S D2 B 5L /BINSUTR T/ 25580 b5 & IRBREE O B (2 TRk
T23, LFOBATL, BOFLE LU CTHRIESE, B, JUAREIRESEZEH TEHILLLT,
1) L7z 2 BUAA DL BT IAHEEIME AS 150mmHg PL_EIZ ES- 30 EAY 100 [\l/43 DL

n

2) L7z 2 B LA T, IGHE ME 2 80mmHg A AR T 3T L%k A3 50 5]/ 53 A2
3) REMRDFEHL, LBEELEELGE

BRLECYE!

[F5hi]

(CEEFHIEH)
1) BEREEE L TR RIE BERE)
2) MERNDOREE/ 0118 (TRBRIETR AR TODHE FCICE L 7= RERH])

(FIRFHGE H )
1) BREEOSOFREL/ 1018 (RBRIERAK THLH RO ETORM, £FEA HE2 S 2 H5ETORM,
Aldrete 2217 978 8 s LA RICEIETHETORHE)

) BREMERE TR O BIS OHER

) REEHERE R O R EIE | B R IR A OROF ALE RO £ 5K

) FRIERHE RS O A FRIFRER 0D #6 TR R RRI SRR FE | T A R SETR FE O HERS

) FEEE BRI ORI AE K A A A R SR K OB 53U A L BT BEOR
e N2 (I AHE ML 1% 80mmHg LA 150mmHg il & OLEHa%kiE 50 (51743 LAk 100 [8l/4y
RiGZHERF) THATHEDT AT LT O FREHE R i FE

[Z4H]
- AEES BARA
LA, M DR R R Bl BRI OHERS

(EEFHEA)
TR TONS@OIECHREICLVZEEEZEEL, HEICOR CQD L& LIZHE,
F AT INT L NFRBERE U THEZITHY , D> OB S ORI/ [EE RSB AR T LT IR LD EE
ST LT,
OFMEE L L TORZIME (BEhE) : BRRREL TORZIME BERE) ORI AL YED LY | THEREHD | LU E
EHHEL T, T AT LT URE(N20FE L QR0BED T A) DN I N95%ETEIX M D T RRAE2390% LY
HBREWGAICEIES RIS - SR L=,
QRO DO R B/ 111 (B £ TORER])
T AT VT ANOREE R T IV T U BEIZ DUV T TRBRERANR AR TR SRS £ Clo L=l A e
LU, FAFERRT K Tl 2 225 B & L 7= ANCOVAD S 1S B AU 7= SB35 B S A T, BERIZE D
JRHEEAE M OB%E X S AR L, BRI AT BT AT NG OIS WA RFEE LT, 73
B, A=1.0047) . HEAKHE a=2.5% () LUT-, MREOHKE FTIZELUIZRER O ZEZ-2V TI5%(E T
XD ERREA1.053 Z0E /NS, JEL R REES V- &ML 72,
(RIYGEHIER)
RIS DO ER/ BRI 351 A& FEME B ICDW T, 2 F5AK t B EIC LD IE 5B O bl 24T 7=,

a) ASA Z3¥E: 7 AU FRIEF4S (ASA: American Society of Anesthesiologists) (2331 5 BE D2 F IRRED 434,

3 :ASA S%E ©
Class JREE
WA B4, B OHEEL
BREOLHIRELGTHEL

FEO L IRBEATHEE
EMOERE L EHER T REEBE AT DB
BEAEDIRRE T, FHFTEL THEID A HEME I T2 R
MBEREAER F—

¥ BA TR0 A13E” (emergency) ZHfit 15,

Sl<|1=2 8=~

12




V.

ARICETAER

b) BREEIEEL COA M (KR

£) DRl

i PRRIAE FE T (TR A B A~ W A& T) o0 3 Sk
! K8) BRI | RogeE IE - D%
PN lll %f'ﬁ /E;q J:,ﬂl H_i ﬁ‘i 80mmHg U\ J: GUNZEH N
(4 - = P Fing g N %
EN=HRedHY A50mmHg A & LB 50 | BRSO 7T0%LL 1
N N 3 S 3
FonkEsy | I g [ OO RIS | o 7ok
HREDHY o ra A RO AL 3R B I S L - | B A D T0%LA E
4t 4 DB OB A GBSO T0%AT
N = H L ER DB KB 70% AT
BEO EHECHDLT MU DR, BIS SR HERS A 4 L A JRRIE
Y SN T A TIC R A B D L HIWT L= 5 (2 DB A BRI CFEA)
| &

¢) Aldrete 27 : BRI LD [EE 2 AR 10 S TR 2227, K12 BIRYFITEE OIBBL &M 5720 I Vb ivd,

% :modified Aldrete 227"

Az

N
u
N

)

H R XUTHRR I LD | A TEED9 2L AT RE
B RBSIIFERICEY, DS S 2 a2 e A3 AT RE
HRERNZHDOWNIFRIZID | WEEEIN T ZE3 TERN

G

PP TED
PR IATRE, 53 P
SV

MRl el L, ISR 1 E £ 20% LL N D 25 4L,
MRl el L, UG A 1L £ 20~ 49% LAN D254k,
Rl E Ll U IS I FE £50% 2L 28k,

Bk~

SERITREEL TV
FENTCREET S
B LR

i R SR AN (SpO2)

22 R T 92% LA B
W3 5% 5T 90% LA b2 e
W% 5T T 90%Ai

ORLN|ORLN|[ORN|ORLN|[ORLN
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ARICETAER

%
=]

ES

[F5h]
(1) =EFEEE
1) FRERR L LT oA 3 (BERE)
FAS DR WTHENTMSRESHD || T+ 72888850 | I THERESH D | LHIESNIIEB OFEIE (B 2h=R)
1Z. TATNLTURETIL 98.8%(164/166 f5]) Tdh-olz, —J7. BART LT EHEOARIZEIT 100% (50/50
i) Ttz
THEREAR 147 ) EREiE T2 4 Bl (T A7V T0 - 02 BE) 13, BREEHERE TP IR B 235RD BV IEFI T o
77o Fo. FHMEARREE SN 1 Bl (T AT /LT N0 BE) ‘im?’ﬁ\ REEH ORI T 2 X = VDR
feix 5-1% . EIEH HEG (B I/ M As 1k /05 1) AR B T2 7 O 1R BR A P IR LT SE B Tl o
7
2B, PPSNIHIFDENRIT, TAT LT HET99.3% (1447145 1) . ©R 7 /LT #T 100% (50/50
B)) TIH-o7=,
T AT NG UREOBNZRD 95%(FHEX D TERE I, FAS T 95.7%., PPS (#%fi£) T 96.2%&, W't
MRFHE L 72 B (RO 95%EHE X MO FIREDY 90%LNH REWE S, T AT LF L OFEIEN
*ﬁnﬂzéhé) %‘f{%fub 7X7/V7/®ﬁﬁ¢%&b‘(@ﬁ)‘ﬁ |\$7j)uu_‘ y)%hfuo

T RAINT DRFBIELL TORZME (HRE) <FAS>

A L5 (%) ] A% (THgRESHY 1 LLE)

&Eﬁ * {Eﬂf: +§j\fa‘: 2 1%% = = = il (o 0
ks el | KDY FEREDY PN MDY | AR RE Bl (%) 95%Cl

ES

TAINVTURE | 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

FAT NG

;O;; 77 111 | 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
2!

TATINT

st 55 | 43(78.2) 2(3.6) 9(16.4) 1(1.8) 0(0.0) 0(0.0) | 54(98.2) |90.3~100.0

BRI NT 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

T 5t AT FAS

2)ﬂ%ﬁ’%)e@%ﬁ@/lﬁl?ﬁ(iﬁ&%&kﬁéﬁm%}}z“irL%Ltﬁﬁaﬁ)

FAS (2B 54 F£TOREE CEMMHEYER ) 13, TA71L72 N0 BT 10.144.6 4y, T AT LT
02 ﬁif 9 3+5.7 /3. BAR T VT URE(N20 i) T 14.8+8.4 43 CTho7=,

F7-. PPS ICBITAKEETORMIL, TATILTF N0 BET 10.324.6 4y T AT LT -0z FET
8.7+4.2 4y “TZ“J‘7/1/7/E$(N20 BER) T 14.0£7.8 53 Th o7,

2 IREETOREE (FAS)

o fesw s | | L | i | s | sl | 7ot | okt | 35 | 9%
FAI NG 166 | 98 | 50 3 70 | 90 | 110 | 37 9.1 | 10.6
P TAZNT N0 B 111 | 101 | 4.6 3 7.0 90 | 120 | 3 93 | 110
TAINT -0 B 55 9.3 5.7 3 60 | 80 | 110 | 37 77 | 108
TRTLTURE 50 | 148 | 84 6 10.0 | 120 | 150 | 41 | 124 | 172
fET R GAE ]  FAS Unit: 43

LCL: FRRMEMMA UCL: LIR(EHIRA
% P L TORH (PPS)

ﬁg s s | TaiE *%ﬁ it | 25w | sk | 7o | okt | 9% | 9%
FAT VTR 151 9.8 4.6 3 7.0 9.0 11.0 31 9.0 10.5
ozt F AT LT N0 BE 101 10.3 4.6 4 7.0 9.0 12.0 31 9.4 11.2
s FRAT VT 00 BE 50 8.7 4.2 3 6.0 75 10.0 21 75 9.9
BRI IVTURE 45 14.0 7.8 6 10.0 12.0 15.0 41 11.6 16.3
AT X RAEM] : PPS Unit: 4y

LCL: TFRRAZHHIRST UCL: L FRIZHAFRSY

14




ARICETAER

ik R
(mo%)

< BRINGATKTHIEL >

TATNT N0 BELERT VTR (N20 BF) OHE £ CORF A REEE LT- IS A stz s

5. FAS 023151l Mi&zﬁﬁﬁﬁ#?'ﬁf B OEK B ERETOHRE FTORR (S E+ERER

FE) L, FTATINTL N0 BET 9.740.6 43, BARTZ /LT #E (N20 () T 14.3+£0.9 43 THY ., lEETD

HEETI _gbf_ﬁff?'ﬂ@#@ ISREFX M D LIRMEIL—2.7 53 Th o7z,

723¥3, PPS eNZ 31T 2 FAREBAL B OVFAITIRE ] CRAEE % D45 ¢ 58 COHE £ TOREM A AL

F3E) 1T, —rx7ﬂ/7/ N20 #£1% 9.940.6 43, TR 7T (N20 fEH) 13 13.6+0.9 53 THY, WEET
OYEFETICE LR DOZED 95% 5 X MO EIREIX—1.7 /3 ThoT,

PL XD, FAS J O PPS | :I‘ol/"C M COPE ETICELRFE D ZED 95% 5 HH X [H] 0> _EBRAE TV

THLHFRNCRELT-IELSHICB T D~ =0 (A:1.0 43) KO/NED o722 80, BRSO R B/ A

BRI OWTI, 727/v7/0)“h“7/v7/ IXRTDIELERTD LI,

F IREECORBZIEL LI F AT V5L DI DKET (FAS)

HEE FEERR B weEt pfE
A 17.9 1.3 154 14.1024 »<0.001
. F AT )TN0 B -4.6 1.0 154 -4.6254 £<0.001
B hR —
BRI NLTRE 0.0 - - - -
s 3.0 1.7 154 -1.8003 p»=0.0738
HE 23 1.2 154 -1.9065 »=0.0584
FTENL ] 3.4 1.4 154 -2.4419 p=0.0157
G 3.7 1.8 154 -2.0311 p=0.0440
F 0.0 - - - -
FHTHRER (4) 0.0 0.0 154 -1.4663 0=0.1446
AT BREER  FAS E7 /L 308 ECORR=1 51 + T EB AL + TR Unit: 4y
i H%??@H#ﬁﬁ _ e 7
HEEfE | BEvERRE | BHE | HEEM | AENERRZE | BME | 95%LCL | 95%UCL
T AT INT N0 BE 9.7 0.6 154 -4.6 1.0 154 6.6 2.7
wRT VTR 14.3 0.9 154
FEAT R QAR FAS €7 /L B S COWRFIM=$ 5B + FHTEAL + T Unit: 53

Be &= - DUl
LCL: FRRAFHHMRA UCL: LRRAZHEIRA

(2) RIRETE B

TRRIEM AR T B RO ETORRM | [4E44 A B2 S X 5ETORM | KO MAldrete 227728 8 &
PLEIZBEETDETORR  OWT NG, T AT ATV BT R T7 VTR R L TH B2 -T2 (p
<0.001. 2 AR t BE) . F7z BIS OHER | K ORFHFLE IEOF G AR TIX, T AT VI U RRITERT
VT BEE REIRE NI A DI 2T,

< RBMERFHOREE, BEFREDORIF LB KDL 5 IRI >

T AT NVFZUFECERBN T, ME R VA O EFIT URF L E 2 LB E L TIEEE 6 41(3.6%) . 1
JE R OB DAL T IZ LR L 2 B E U7 EBIE 40 61 (24.1%) . REEARIZ )L RO AL %
BEUTERNE 3 61 (1.8%) Th-oTz,
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V. amkIcEY SRR

i R

(H3%)

[Z2i]
BIWEHIL, TAZLT T 166 T 103 51(62.0%) 12 195 . B R T LT BT 50 fid 24 {5
(48.0%) 12 44 FRBLT-, BEALRBERIZT A7 NAFUEHTIBWT 1 #iIC 2 1 (W& 11/ B R
RHE) FEBLILT-,
T AT VTR BWCRBERNE DS T-FIER X, Bl 27.7%(46/166 #1) , Rt 14.5% (24/166
f) | e YLE N 11.4% (19/166 f5) . M F{X T 9.6% (16/166 ) . y-GTP ¥il1 6.0% (10/166
B) . AST (GOT) HE1, Loagisk b K ONEETR 234 4.8% (8/166 ) TH -7z,
TR NTUEHICB W TRERNE S T-BERIZ, ILEL T 20.0%(10/50 1) . i 16.0%(8/50
) . DI 12.0% (6/50 1) | IE#: 8.0% (4/50 i) . AST (GOT) #4/I1 K2 CXALT (GPT) BE N 4.0%
(2/50 i) ThH-7=,
ERARRIER BRI R 7 LT U BEE ORI RERBNIT AL 2T,
FIERRAEEOHERE K SN A2 FIERPT R ELVFHEL =T AT VT OREET a7 74
ST ERT VT LRIRECH T,

BAEED. AR, A E A SRS BT L 1 S R AL R S ) LA AT R B T
CHATHHA  FAT TR R BB LT B FHRE AL, A CL AR A RIS
HTEDIRBI N,

d) FAS : Full Analysis Set. A7 /LT 3 5.8 7= 2 TOREH]
e) PPS: Per Protocol Set. "Bz ha— L5 K& 72t i 7372\ ViE il

4) FENE Rl A5 R BT DN FIFBE 2R 5L L2 BLM-240 O 11 / IR G bR 5Bk GRGR M & $H)
(2011 4E 4 A 22 H7KFY, CTD2.7.6.18)
5) Takeda J, et al.: J Anesth. 2013; 27(3): 468-471.
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V. amkIcEY SRR

2) R HHBR
PERARFBRI 23\ TR G-3lBR J OSSR AAIERBRI T S ATy,

<BEZ.ENE I /NHERRR ">

HEx | FIREREFEERGELET AT LT 0 1/ TR R

FPAL | F =T I HEEER
B | TAZNTY 85% " THREMHERFL 1= L& DR BMEO R
*5 | FEE 3 61

“ASA S3¥E @ DB

T | 4R 20 R LLE 45 R o B (R IR RE)

TG HYE | - BMI:18.5~24.9kg/m2 DHEFE (ZR7)—=1 /)

5 AELL EBEL TR B (R SR

BV E BV O BEFE U3 (RIS S B DN D5 D B

Tz | BRI, MRS IR~ T S - SRS IR S R e TRl A B E

BRAMEEYE | 3B QT/QTe MIFFDE AR R (500ms ZAB X DIER i 450ms LL_EDIER MM IKSND )

NHHBE

[ FRERRT#3K]
2L

[FRERE A ]
7aR 74— (0.5mg/kg/10 ), 7= ¥ =1 (1.5~8.0ug/kg) K "7z =1 A (0.08 ~
0.10mg/kg) ,

[REEHERT]

ARG | JEHFER IRE VA (EX 50~T75%+BE# 25~50%., H A& 4~6L/57) DWMAZFALRL | &R
R MAL R (CO2) JEEEDS 30~35mmHg (Z LT LT IRA T ALILITT A7 L5 6.0% DWW A%
BRAAL . B RIPAUREERIBE 2 8.5% " L L TR 4 [JIBEA EiF 5 (10 RREE R 2L T5D), IBE
28 8.5% T CHREL 1%, MEERENAE S5 T Al fE/ IR RE CH D LT L= kT B T2 B A
T 5, 708, D7 ELAEHP B B kG O B2 BB K ORI B S OB FE K T3 5% T,
8.5% % T EIS/RNEAIMERFT 5, 8.5% P HEFFZIIIEBRENRES IS U TR AT AT LT U - FE OHE%
BRI ET D, 722 URORI RIS B S 18% ™ 248 2 DH BT R AT TH720 ),

[Z2i]

- BEFESL

- ERARRRAE, R, OB, ME, DS, R, RIR, BER AR LR R, R IERL CO2
TR IR 7 (A YR EE O TRA IR BEE O HER

[Zoft]

- R ORER-[EE (B RO, &, A4 A HE S 25) ETORFRH

o PRI FE FHEE (BT R O RS04 1%, TEBRENREOHERS I OVRIERE O BE - RIFR S 5 [
HY . THER LD 2 B CHEHLT)

o« PANBEATICBE 9 25EM (T RATIE X EAR<E TEN ) [ PHICKEER & L2100 2 BB CRIEL
72)

BIYERIL 3 Bl 3 41 (100%) (2 5 HEAEBIL ., ZOWNERIL, OHAZEEN 3 B 3 {4, mAe Ve 8 2

Bl 2 B THoT=, DTN EEICTREIEL, LA, TOMOEERG ERHG K ONZFOMOEE

HEFZRIIALN 2D,

FER | ERRMRAEEERE ST A FIREFT R, ZOMOZ2VEE BIZBEL T, BR LEEERDER

RERITED LN T,

F AT VT DS HELE IR TH D 8.5% ™ LU T AHERF LT- -4 Th-> Th, FifiT <

JEATEAU, BRI EE SR EE D BRI IER O B/ o7,

a) ASA Z33H: 7 AU AR (ASA: American Society of Anesthesiologists) |Z351) 2 g D4 B ik g

GEAE PA2 ),
T)HENERE T BEEZ R ELT BLM-240 OHESE FIRIREE CRREPHERFL7-BROZ MO MG (5 T/ AR ERARRER)
GKGRIFSTAME B (2011 4F 4 A 22 HKFR, CTD2.7.6.52)

BRI

£
)
4
%

1) TRRENTODAANO AER O, @, RAICE, TATZ AT LT 3.0%D#E TRRAAL ., U172 BREREE 2
BoNDHIOBEOETINEEZBEL2ND, RELZTAE T2, @5, AT, L ERZOMHOF I D bE T,
T AT NZ LT 7.6%LL T DR E CHRMI TS E U2 R E 235515, 1 THD,
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V. amkIcEY SRR

(5) BE - REHIHR (S EA)
1) EEE

i OFIBE 203 BICIBITHT AT NT DFINEE L BME AV TN T o L RF LT, HhifE
L= FZOFH T CL REE DO TEE/ [BIE REE] CEAME AR ER ) 1L, 7 AT VTR 7.124.8 5 AY
TIVTURE9.847.0 4y (FREEHDRER) | T A7 )VTURE9.4+6.3 57 AV T IVT U RE:11.448.2 45 (I
OINTFT D FEARND) . T ATIVTURE 115+43.2 45 AV T NVT U RE 1214442 4y ([R11E =)
BOIBEDWEA) T A BEEITIRDSTZD, T AT IVTURED RN Th -T2,
HEEDOREREIL, TATLIUEE AV TVFUBEOMBET ARMEN S E<, %L EIZHxbi
7273, OO R BEE L 5% AT CRIFLE ThoTz,

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

2) /IR 10113

~

NEOFANBE 121 FlBWT, BEMLERIH T TOT AT NAVT MR L o X U HERFRE O
kL A LR L T2, B D ETOREM CRAMELIREER ) 137 A7 VT HEFfRE: 7.544.3
4y OB MERRRE 1 15.849.4 45 (p=0.001, ANOVA) | LB IS U7 FEOVNT IS RS TE D ETORAR]
CEEME BT 72) 13T AT VT U HERRE 1 7.244.2 4y X U R 14.8410.5 4y (p<0.001,
ANOVA) T, 7 AZ NV T U MERFRED A BT Do 72,
HEFRORBIRIT, TATIVTUHERRET 47.5% (59 # 28 f3i]) | A~ HERFRE T 48.4% (62 13
o 30 ) THY ., MR AEITRRD DN o7, TRHEERERIT, IRERR Tho7z 10,
2B NROFMEE 400 BIZEBNWTT2A AT AT XITV T IV~ AT % AN T A7 VT MR
RELAY T INTUAHEEFREL D HERRIC LD, AV TV T HERF I LR TT AT LT MR REL K
MRS AR | p WA TTHESE D IER ER R O EIER AR T LM ESIVTWD, FRCIEREE T TV T
N AZ R BTG AL, PR AR ORBIERA SR T 5o EShTnD 12,

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

11) NGB NEAECOT 2 A A AT EITV DT N~ AT % FWE BLM-240 K O Y 7 VT BREED [l B
(#F7h38R 32-002) (2011 4F 4 A 22 H7K#, CTD2.7.6.51)

ARFNCBITF DV NREA~DOE G 1T L T OEBY THD,

9. BREDEREZHTIEREICHTHEE (k)

9.7 INR%E

9.7.1 /NREE KRG LT E R R FERIT ML TR0,

9.7.2 MAMERRERICIHNT, 2R (6 ELLT) DT 2 A A~ AT XUTTFV DT IV~ 27 % JA N FRB O MEEF A FK 2
WA Gk, R | Sy AT DI 2R ORIE AN Z RO HIL, FHIRREE T TV P T N~ RS
EHRELIZGEICINGORITERRH LT WNERESNTND,

%2015 4 7 AREATIRIER T &> T,
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V. amkIcEY SRR

(6) B MBI
1) ERARERAE (—REARERAE. HFEEARERE. EARRLRRE) . RERTRT 32—
AHE., HERTRERBROAR
AR R OHEFRF L TSN BB 2R EL, B EZIE FICBWT RAORNEM., BIfE
HOFEHRDL, LA B O A PO 9 2K R O B 2R BIE O FE SR D& 7P L 7=
AT S TS 7 12,

1 A AR A
H i) AFNO A HBZIE TR T RAORIER, BIEHAORBLRDL, etk A I 8L LT
K B O 2B EH O FEBLIR L& Al 5%,

HRRAE | — OV T A OB (O U R RSB, PE A AR IS DREITE R S AR DL, T AR ] K
HH | KRR EL L EVEOBR, DL R OA EEG N O T 1A% L2 2 rEOBR

FHA IR | Rk 7 3
are K%ﬂrﬁéﬁrrﬂ’#m&%&ﬂiﬁﬁ éni:,%%( A *;%EWJ%;}: 3,000 %)
LA MEMRAT R GBS - 3,431 4], B DM S G4 : 3,198 Hl
FEREHAR | Wk 23 4F 10 AH ¥k 27 4 12 A
BRI | AAIE G- B AE) DR EE. 24 W

(4]

(1) B A RBLRIL
LAEVERAT R SGHEG]I 3T HRIVERIE, 3,431 it 491 5] (14.3%) 12 702 FFFEBLL T, KGREFODIE
WERARFRERIZ BT DRIEHI 5 B 166 Bl 103 #1(62.0 %) & LIRS, 7o, BINEH ORI U5
BUBE AT ZE LUEO IR, R RmIERIIEBO biven Tz,

& ERRIER ORILRBL

BIERA FEEE IS - % FEHLE (%)

LR 61 1.8

AR 57 1.7

G k=gl 74 2.2
" (B 1L FE 75 22
Bzl 87 25

ML 80 2.3

Mg - 33 1.0

life PR AR AT 286 8.3

T ARG UERT I NI AT 27— HEN 11 0.3

AU 24 0.7

I EAR T 293 8.5

i hEB I OLE & PHE 29 0.8

i G 17 0.5

a) a4 B BIK7340 (SOC) VR BUAE B Ji . FAGEE (PT) 13784 4% MedDRA/J version 21.1
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V. amkIcEY SRR

;"\u %

(Ho%)

(2) B TR
AR ORI BRI ST EE RGBS, WO TR 35U Ch REA S h o7
R P LA T, U AR, B, OE, AT UL B B b | BRI R L 7- %
LG o15Y AWAVINESY it

R FIEBNOBIERREZRE

TR FEHLHE (%) T BUE S/ M 15

Rt R 29.6 13/44
SHEH AN 14.7 87/593
IR} 22.4 11/49
s R 9.4 17/181
DAL AE S B 15.6 5/32

W SR 9.0 6/67

kg R 14.3 54/378
JHRERES R 12.7 31/244
FHE - FRESM L 12.2 17/139
FLIRAEL 16.3 63/387
b NFH 17.5 61/349
WAPR g Ft 10.4 25/240
IS F 14.8 84/566
FE R TS R 12.0 16/133
Z A, 3.4 1/29

W N3 ) B OV R I i B & 22 M D BAAR IS OV T, W AR (R 23 B L AUERIE I S8 B R0
< BRI R ISR 3 T AUE R E A R BRI E SR 2o T2,
DIEROFEFG K ORIEA @ ORBRIIZNEN 3,431 filF 362 4 (10.6%) & O 3,431 i+
350 1 (10.2%) T o7z, FAZERT 10 LI Lo O ZEWERIXRMILE 75 4 & ORIk 57 4T
botz, T, BEYRINRFI L0, FrF O BE ST R BRI e o7z,
BLBNOFIVERR BT H M 1,562 BiH 187 51(12.0%) . % 1,869 54 304 1] (16.3%) THY,
Lok CH IR E & O EAR TS LALLM, TN LA ORIERA BB RIZ OV LB L TIRIER
BThoT,
a): DM ROAFRESR - BIERLL T, PT LSRR, GIR, S0R, #5EERR A, DI, AN, D
9E DRI, L IR A I (Secondary) . HLEARTF | MUE b5 a3 DHESE, LER SR
ZEER LT,

(3) BIVEA & OV AE
BREEHFPICIEL-RIER O IR SCEDO M _EOVEE 2T RITx5 (BER) K OFIIT
W CRA) BERBEMIZZNLN 103 1 127 & O 46 il 55 :CHY, K- FEEEIL 79 #i
88 I ChoT, 7k YLEHR 1T 7eh o7,
HEAHFEROBRAMASTEDEH LOEE IO T TEARVENER DS, LEA2RIER EAZER
T, 3 UL E) ORBUR LT FREDEBY ThoTz,

KA LOERIDO TR TERWERBIFEMA

_ . ; oy e I FEHE

RIS ORIR BT | PR | b | R | i | PR
At 120 143 46 55 79 88
T B 6 6 1 1 5 5
=23 3 3 1 1 2 2
Mg SR 3S K OMERR 26 30 18 20 9 10
M /. 9 9 6 6 3 3
- IR 4 4 2 2 2 2
NHEE % 3 3 3 3 0 0
— % A BB E R O 5RO IR TE 8 8 4 4 4 4
PR BEAT 3 3 3 3 0 0
RS 16 21 1 1 15 20
TIT7—EHINN 4 4 0 0 4 4
I i BR AN 6 6 0 0 6 6
| R L OULE A OFHE 41 42 6 7 35 35
R DR A DFE 5 5 0 0 5 5
R 5 D B AE 11 11 3 3 8 8
it B 5 17 17 0 0 17 17

MedDRA/J version 21.1
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V. amkIcEY SRR

[BFohiE]
155 FH RS AR A D A 2 R et RIEF] 3,198 BB AARKIOEZNEIT . FEELEEE L TOERIMEDH]
TEHEAE @ 2 HWTHMIIL7Z, BRI TRROLBY TH-oT,

R R L COF MR

] e %M B (%) % M BB R B BN (%)

ENT-EREHY 42.2 1,351/3,198 984

HEEDHY 56.2 1,796/3,198 '

BRER 0 1.6 51/3,198
) a) AR G ORBNOH M, L FLIEOA B, REFHEEOF 1, ML RO R EBEAEIEL L, FroRICES
IES EMENTAEREDY || THEEEDY || THEEER 12310 3 BRBECRMIL 7=, F7z, THBESDY | UL B AL T, A2 F

(%) L7,
HIE 1K) FER -GS R E
BENT-FEREDD 72l 2L 7L
HerEdY 2L L gggng\%atm FARMATIC KB BB K572 LT - DA

KA G P OEE) - T OV TR D o726 K O/ SUTMLE - DA O ZE B B AH
N s B LD FIMEATIC KD DD LRI S NI 56 K O/ UM DO B THS AT THE AR
T HELES S

[HEEHRE XK OHRRE]
EAIZE T, FEAEMM P ICB AR ROBU . ARAIOEIL, HEHE IEZEORH EIXERL T
V2L o

12) #hNE Kl BLM-240 FsEfRHRAEE 4246 H 10 A

) EBEBGELELTREFEOABRR THEL-RE HABROBME
FH LN

(N Z 0tk
LA
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VI. E3hFEEB(CR89I SHIEHE

1. REZMICEEHHIEEPXITLEDH
AR TLT
AT INVT

2. BE{EF
(1) 6 PR - fF FIBEFE
FATNTAL, BRI C I ~BATL , (LGB AR R E I A B3 5, 72721, 2
DIRERYE I OB B 1355 2 CILARBIS LT R,

(2) EXhE R AT T B BRAAE
1) FRERAORR
OeMZRITSH MAC(AHEA) 219
F AT NG DERTD MACHIZLL FDEFY THD,

FEMIBIFBTFRINAFD MAC

7 lra=q
i 1% o 0WMHGR T ) P i
9nH 13 4 10.0+0.7 5 7.5+0.8
4 7% 13 4 8.6+0.6 — -
25 i 14 4 7.340.0 4 4.0+0.3
45 7% 14 4 6.0+0.3 6 2.8+0.6
70 7% 19 6 5.2+0.6 6 1.740.4
a) B L/ KB D2 a2 — 3 — D%k (up and down 2 THIE) S R Y 7

* ) MAC : /NIt £ (Minimum Alveolar Concentration) , W ABREMSED EDso 2T 5, B2 BIBHZE D2 ERIIC
XL C, 50%DE hMEEN %L Z &2 <72 B BE O WA FRELHE O Al N i BE (FERIFE SRR BE) o Z O BB AN R
ST BN D388, OF 3R, i, NRS OB BEZT5,

QBB LARIRD MAC IZRIETRE (Suh) 19
2.5 5 A #RDHESD 7ok (n=8) Z T, T A7 /NTAZEIT S MAC (2RI R LA IR D 22
EREILTZ, T OSSR, IEHIRIERE (K 38°C) DF A7 /)L7 D MAC 1L 5.72% THY . FELFE O &
L MAC (TR RIESlnotz, — 5 ARKRIE (28°C) ILEFFD T M Tld, T A7/VT72 D MAC
VZIEH RIE R D 58%IZIK T LT=,
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VI. ExhEE (B9 51ER

2) B D KRR/ [E1187 B5
OREE/EIHEREE (Fh) 17
3 B HIORE SD T MRS IZINA L, TATIVT | BRI NT AV T NT Fa g%
Z B CRRIRL | 1E 18] SR R Y R O 2y R R BR A R IR ] 2 2 e LT,
ZORER, B DRI 2 OV MAC ERIZI W T, T AT VT AT DRI O E1E IR L IE 7] )
i, aoy REREBR ISR o7,

K RIS T $ O IE 17 R R IR (4)

JRIRERE (hr) MAC Lt FRI NG wRTNLTF AT NTF AN=2 07
0.5 1.6 2.4+1.6 4.8+2.1 7.545.7 11.5+3.8
1.0 1.6 3.5+2.5 5.4%+3.0 8.2+5.1 17.0+5.9
2.0 1.6 4.4+2.3 6.2+3.1 9.7+4.5 25.0+8.5
2.0 1.2 1.1+0.7 5.4+2.8 10.1+8.0 21.3+11.1
2.0 0.8 0.3+0.8 4.042.7 8.819.0 11.6+13.4
2.0 0.4 — 0.8+1.8 0.9+2.2 1.0+1.2
— B P SA) i A {7
2 BREE T % ouz oy RS R (4)
JRRIREERE] (hr) MAC Lt FRAI T wRINT AT INT AN=Z 02
0.5 1.6 3.4+1.2 7.7+1.6 11.6+4.7 16.1+2.7
1.0 1.6 4.8+2.1 10.5+2.8 14.6+1.9 31.5+3.6
2.0 1.6 9.8+4.1 15.0+4.8 35.8+7.6 56.2+6.9
2.0 1.2 4.7+3.0 14.2+8.1 23.2+4.7 47.244.7
2.0 0.8 1.4+1.5 6.9+2.6 14.2+7.6 23.6+8.6
2.0 0.4 — 2.2+1.6 3.4+1.2 3.8+1.4
— E i I P Y R 7

*5:3 5 AMBORE SD 7k 2.0hr/1.6MAC (% 12 S, Z DT 8 L

Tk Ty N RS EINAE L, TAINVT Y BRI NVT U AV TNT AT a7 W TRERL . TE B SR RIS
RE[H] e OF, m &y RERBR A S IR TR] O S B AR HE R 224 T U, RERRERRIE, 0.4 (T A7 V70 %BR<) | 0.8,
1.2, 1.6MAC T 2 I}, 1.6MAC T 0.5, 1 FFfEEL 7=,

% 4) IE[A SR RER]  BREE T AL E Ty PRI M E AR A X kAT — 7V BT 5 ETOREH
*2) myuy NRABRAHEH: 7y s ElisiE ETIER L% 60 BHHER TEHETORH

BRI B e O a X oy KRB CORR OT a1 772824, FilE 2 B CO MR OV CTORE-
FOCFIRZ, T A7 VT %28 T BB CEn 72 (p<0.01~0.001),, £7-. 1.6MAC ThHrZn
Y RERERICOWTORER-SUSHBIE, T AT VT %8 2B CEho 72 (p<0.001), — 75,
1.6MAC TOIEMHIZ DOV TORER-FUSFEBIIX, ~a& Tlidmn -7z (p<0.001) 23, 7 A7)V
FUTIEL (p<0.05) , BRI NTU R OA Y T IVT 2 THEA B ENR-ST,

PLEXD ., BT MBI D IER M R ONa X oy KRR A e 1S & U 72 BRER) 5 O T BE / 8118 FERE 1
T AT NT L TROED T,

$%:2015 4F 7 H RS CTIRGERR T &> TD,
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VI. ExhEE (B9 51ER

#Fz: ERKHEUeZ oy RRERIZKITDEIR TR R
2K RER DA FRAI NG vRTNLT AITNT =2 %
5.3+1.0 4.2+1.0 6.4+2.3 19.9+3.4
0.4~1.6MAC 1S p»<0.001 p»<0.001 p£<0.01 p»<0.001
/2.0hr naEy R 10.6+1.8 11.0+1.8 26.7+2.2 44.3+2.5
7 p<0.001 p<0.001 p<0.001 p<0.001
1.2+0.6 0.940.8 1.5+1.4 8.8+1.9
1.6MAC AT B 0£<0.05 ns ns p<0.001
/0.5~2.0hr YA 4.4+0.9 5.1+1.0 17.1+1.8 26.4+1.5
7 p»<0.001 »<0.001 £<0.001 p»<0.001

B AEL O B E R S T B BRI O A EME ns:not significant

®5:3 5 AEORE SD 7k 2.0hr/1.6MAC (% 12 T, Z D% 8 [t

Tk Ty MBS E I NAE L, TATVT RR TG AT NT e AT ~a s % TR U, BRI R X
0.4(T A7 VT %#<) . 0.8, 1.2, 1.6MAC T 2 Kifii], 1.6MAC C 0.5, 1 B &7, TE A 5SS R118 FER K O,
a4y RERER G HE RE [ O S A MR 222 B % L [l T 21T o7,

Q¥R DERTIN T LD L (A X) 1520
TETF 22— T BN BRSO B EEDOIRIOIRIETH S,
FRATNTG L DRETF 2— T PG % | A XO WA AR ER . [ EW AR 2o MK
BRI LY | BART LT U L BIF LR R WP RORBIC B T T AT AT O it
BRI AR 7 LT Lk L CaR R Th AT EARIR S,

F7- . HEWE AESMERBRIC B TIE. T A7 LT ORI T I S OB N B85 2 1 72
ZEMRENT,

NHBRRANDEE (SIERERAN)D
TR A NCAA] 6~12%" W AS T 7= L ORI ZLIT, 6% CHRIEILDTLIE, 9% ™ TREFIHIA
FROLITA, 12%™ THARDEERIEEORIALIZZRD beh o7, Fio, KB OBERIGEI N R K
FHNTAS F LTS, CAMABERIE IR Hian Tz,

HFRFZR. BRBRANOZE N ERERAN)?
R NICAH] 6~12% AW ASHT= L& DBOHRBBO LI, MEDIK T, FEEE DN
B O 1 AR DA T 23R AR RSB BT,

) : ﬁk*ﬂ VTWDARFI D FAER ORI, Dl AT, TATZLT LT 3.0%DHEEE CHAL . w7 BREMEEE A

BoNDIOBREOREIREZFBE LMD, BELZTE T2, @, KA TIE, (L EZOFHAOTEII» D bDET,
?‘xwv?‘/&bf 7.6%LL T OIREETHEH R U172 BRPREE A 55, | Th D,

(3) YE SR s ] - ﬁﬁﬁfﬁﬁ
[VI. 3p@helc B9 2EE-1. MAEEDO#R OESR
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VI. EMEREICRE 3 5IEH

1. MAREDHER
() AERLAEDGmbRE
LB R L

(2)ERRERBR TRERSN - RE
1) BARANIZEITS FabilnrhiEeE ¥
AARNTHTERE 6 BlCT A7 LT 6.0% % 30 /3 I ALT- & Fa/Fi (W AR FE L2 DR IR
TEEEDES | SEE) 13, W ABRAE 3 401 Tl 0.702, W ABRLA 30 4374 Tl 0.890 2L T-, F7-.
Fa/Fao (WA 1 D #EAE R FERIR LT3 DR MERIR EE OEIS | M) 1X, AR T 5 kT
0.169, W AT 30 4 Tix 0 Thotz, o, MHF T AT VTR EITE R MR (Fa) HIZIEH
FROHEB 2R L, W ABRLA 3 3412 Crax D 8 BIFLE I EH L, ZOHKIT—ETHRB L,

1) ARSIV COBAEI D ATE R ORI, Tl BRI, T AT AT E LT 3.0%DHEECHIAAL . #5172 BRI A
BONDIOBREDOEHIREEBE LD, BEZRET 5, BH. A TIE, L EROIHOE IIhHbL T,
FTATNT L ELT 7.6%LL T DR EE CHVEH TN R A 555, 1 Tho,
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VI. EYEReIcEid 51EH

B : B AAFMEEICBT DM TAINTARE RO FAlREOHE

(ug/mL) (%)
250 I — MmMFEE F10.0
-—— Fa
500 - THELEERE | gg
on 150 = B6:0
= L
=
= 100 - 4.0
50+ - 2.0
0+ T T T I T T T T T T 00
0] 10 20 30 40 50 60 a0 i
(BA#ZT)(10) (20) (30) (80) BT
FTAIIWSVIRAMBEROER [57]1/( )AIKXRAE TRORR™ (5]
F: AARAFRBZEOM P T RINFGREICRITEERYBIE T A—F
B | CEIE | ARERAE | RME o | feKfE | 95%LCL | 95%UCL
Crmax (ug/mL) 6 207.167 26.679 173.00 202.500 240.00 179.169 | 235.165
Tmax (Min) 6 25.0 5.5 20 25.0 30 19.3 30.7
AUCo,t(ug-min/mL) 6 6786.214 | 926.478 | 5709.20 |6454.645| 7997.23 | 5813.935 | 7758.493
T1/2(min) 6 25.74 6.26 19.6 24.02 33.8 19.17 32.31

FENTRI G : T A7 VT M SN A TOIER], 7 rha— /L hsb R E 7RG e W EF]
LCL: TRRMZHRA UCL: LERIZHEIRS

*G BARNFAEE 6
(BRI FEYE  ASA 2305 T | 4F 1 20 ik L I 45 J AT . BMI18.5~24.9kg/m2, 5 4ELL EBRE L TV i B3 ]

ik ORI A — VI LA A% BB T TTFATALTY 6.0% 0% 30 SRR AL, TAZAFLW AT 10 4
DINIZTaR 74—V g O = X =V FE RPN B 5 U TR AR L ICORIERIRE (Fa) S T A7 VT R
FRELZ,

1) TRBSIVTODAKIO LR CF R, BB AL, TATATELT 3.0%0 B TRIAAL . WUI7R BRI EE A

BONDIOBEDOEHIRREEBE LD, BEZRET5, @H. A TIE, HBLEROIHOE EIIHbL T,
T AT NT LU T 7.6%LL T OIRE THEI TR E U2 RERRE 235515, 1 THD,
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VI. EMEREICEET HIRE

2)NEANIZEITS Fa/Fi BU Fa/Fao®™®
Ah A B N 8 B 12, 7T0% R iR b 22 3% (N20) % 30 0 MW A% . 65%N20 if H F CTF
ATINT L 2.0% AT IVT 0.4% K DN H L H0.2%% 30 SR AL W ABI4E 30 20
D Fa/FI (W AR VX DR IERIR B OEIS | SEIE) 1%, T ATV T20.91, AV 7 NVTF 0.74, />
1% 0.58 THY, T AT NTUTIFEAVTNT K Oad o L _XCTaEnoTz, £-, WAKT 545k
D Fa/Fao (W A H O BRI RUIR FE L2 RT3 DHERIFRIR EE O FIE | SERIE) 1%, 7 A7 VT 042,
AVTNT 022, NBXL 025 THY, TATNVTUTIFAY T NG e Oay L L TR -7z,

X : S EBRR AR AT 1T D Fa/Fi T O} Fa/Fao DHERS

<Fa/FO#ERE (RAHR) > <Fa/FroD¥FE GESKHE) >
1.0 BELER 14
FRIINSV uL
0.8 1
Gt AVTISY
Jota 0.1
s g1 NOFY
Fa/Fi /fzf‘f’ Fa/Fao
e nos
04T £ 1IISY
£ 0.01
FRINSY
5.2
EHELIRERE
0.0+ T T T 0.001 . ‘ |
0 10 20 30 0 50 100 150
e (57) BSRE (53)

*F5 S EREER RN 8 ﬁJ
Tk F AL A VRIS D REEE TS . TO%N20 % 30 53, RIC 65%N20 BFH T CTT AT LT 2.0%Y , AV 7T
0.4% K% O ~xa X 0, 2%@/5'5 W N FRIESE % 30 43I A LTZIREOD Fa/Fi, Fa/Fao ZBHILTZ,

¥ :2015 4F 7 H R CTHRGERE T 7o TD,

) BERAENBEANIZHITS, XMBRED LLE: 22
[E] A lige R SR B AR C 717»7/ 6.0% " #EFE VLA T C 30 R A, WK IEEABR Clx T
AT INT 2.0% T E G T lRA W AREEER (0.4% 1Y 7 VT, 0.2% 01X ) Z il t ZZZ 06 T 30
SRR E 7%7/1/7/0)%%7&/;§r“ X2 DDN, Fa/Fi (N FE | iﬁ‘é%kakﬂ?wzﬁr“@iu/\)&o
Fa/Fao (W A H D e AR MERUIR BE L 20 T DR FERUR FE OB IXIZEFRR O HER 2R U, L7en
ST, BFERE THOONHETHIE, AFEAEITI RS EE K iém IR ST,

1) RIS TWBARA @ﬂﬂ/i&oﬂﬂi I TEE ., AT, T AT AT ELT 3.0%D I TR | 8 U722 BRI E )3
5+ %zhéio%%@ RIEZBIEL 200, IREAE T 5, @, AT, EEBLEROIHOA EIZI) DL,
FAINTELT 7.6%&T@?%)Ef%ﬂé’aﬁﬁﬂ:i@@]ﬁfﬂ’#%ﬁﬁﬁ%héo 1 CHD,
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VI. EYEReIcEid 51EH

(3) P
LR

HBE-tREOEE
NEBEOLE
WML

2) FEREDEE
ML 2zt (A EoEE) (23 2HA-7. MEERIOHESH

2. RYEERA/NTA—4S
(R A&
WSS QMR T A7 VT R T LTCRBR DT 11T, B A R— A RET A2 Ve,

(2) BAREEE 3K
AL

(3) MR E M
K VPR

W HPIFTVR
AL

B) R HEHE
MR L

(6) D4tk
MR

3. BHRE (KE 2L—sav) BT
OF Zivre
R Al

(2) AT A—SEBER
AL
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VI. EMEREICEET HIRE

4. mqy 3)
AANFHEE6FIEZ 6 RLEL T, TR T 4 — VLD RBBE A | B3 (02) I FTTF A7 L7 6.0%™
% 30 M ASHE, TATITURAFET 10 53 INIZ 7 0R 7 40—V OV = Z =)V RN % 5-L T
PR AR LT,
ZOREF RN ~OWNHEZ7RT Fa/Fi (AR ’ﬂfé%kakﬂﬁ’uﬁ?%rﬁﬁzﬂlé\ SEEIE AR 22) 13 Jé
ABith 3 /31%121% 0.7024£0.049 £TEHL, ZO®% T Ih—T/AE B ZRL2NG, WABLE 20 43412
0.887+0.012, 30 43 # 1213 0.896+0.008 |ZE|EL 7=,
PLEEDT AT T3, liZ0 R A BRI IR LIRS D ZEDRIB S LT,

X : HAAD Fy/FI OHER

1.00 1
0.80
0.60 1
Fa/Fi
0.40 1
0.20 41
I EHAREERE
0.00 | | | | ?i';llil_ BERE |
0 5 10 15 20 25 30
(RASET)
FRAZILS VIR ARREEE(9)

FEMTRI G - T A7 VT M B-SNT ATOIER], 7 rha— /L hsb R E 7RG e VW EF]

*I4 B RN T EBE 6 1
[P ASA 7338 1 | Fin 20 ik BA b 45 5T . BMI18.5~24.9kg/m?2, 5 LI EBREE L QU R R ]

ik AR T F— VEIZ LA EEE A . O T CF A7 LT 6.0% % 30 45k AL, FAZ LT AKT 10 4381
P TaR 74—V e T 2 2 = VR RIS G- U CRRER AR L, Fy/ R 2R LT,

1) KBS TODAFN O MR O 813, TlE | FRAIZIE, T AT AT LT 3.0%D 8 E THARL | 8 G172 BRIFHAR L )

BoNDIOBE O INEEZBEL2ND, RELTREI T2, W5, KA T, B LERZOMHOF I D bhE T,
TATZIVT LT 7.6%LL T O CHVRHY TR U 72 IRV E A3 555, | ThD,
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VI. EYEReIcEid 51EH

5. 5%a (in vitro)'?
ERD M RRENE W TT A7 VT DL/ H A, AR WA AV —T7 A )V ) 1 A5 Eisa$x CE¥4E
HEWER 22) Z AT~ T T 74— IZIDRELT-EZA, ZIE L 0.424£0.024 (n=11) . 0.225+0.002 (n=8)
F X 18.741.1(n=7) ThH-7= 7,
7% EMERGUBHZ BT 27 A7V Z 0 DO, Oligk, FEIE. B, 55 & OE IR O ik |2kt 32 2 Bl AR 24
CEBMEHEAER ) 1%, 221 1.29+0.05, 1.2940.17, 1.31+0.14, 0.94+0.13, 2.02+0.58, 27.2+3.0 TH

ST 2,
(1) i 7% — Fixi BE P9 & 8 1
U GERMRL

(2) I — B B B P B A
LB EL

(DR ~OBIHE
AL

(4) R~ DBATIE
AR L

(5) Z DI DRI DBTHE
LB EL

(6) B E A A o
AL
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VI. EYEReIcEid 51EH

6. X3
(1) AR R R BHEERE (F T EE)
FATNTATNEEAER#EZIT PR P IcHEEE RS 29,
HARNFMTESE 6 BT A7 /17 6.0% % 30 Zr WM A LTz & DIMiE - O MR 7 > S5 A A IR E K O
U7 VA a ik (TFA) Je R 134k E ' TR Rl Tho7- 9,
k) M7 R 7 A A IR EE OO RE T RAE - 3.92umol/L, HLiE FTFA R EE D E T RRAE : 0.500umol/L

T RTINS OHEBICBHRY (in vitro, in vivo) ®

F
| P450 //O //O
CFeH— 0—-C—-CFs —— F~ + FsC—C ——> FsC-C
‘ N N
H = OH
T AT/ l (TFA)

@]
[
FsC—C—N —protein
|
H

ACTA Anaesthesiologica Belgica.

Q)R#BEETIBEECYPE)DHFE.FEEX®
ARFENIREZ T EHANZ D, REHEEE O SI3IEFE ISV EHEE SN D,
BS54 DB D4y FHEIL, CYP450 2E1 L& 2 HiLD,

G)YEEBNROBRRUVEDEIE
AR R L

(4) RO F DR MR UE L, AL
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Drugs@FDA: FDA-Approved Drugs: SUPRANE 03/01/2019
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8.4 Pediatric Use

Respiratory Adverse Reactions in Pedjatric 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)].

14.5 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/2019/020118s022,5023Ibl.pdf 2022/6/20 %
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