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TERZBLERIIATHEIE 72 LB 18.5% (10/54 f3) . ARt 18.4% (9/49 f)) . milin& #E 20.0%
(7135 ) Thote, E7RBITERIZRTHRIE Z: URETIZIIR - AL 11.1% (6/54 f51]) . JEHFEHE
Ji 5.6% (3/54 151]) . BIFEEERETITFREAR « ALEE 12.2% (6/49 f51]) . TESFREIE 6.1% (3/49 f1) .
B R CIIES ERIE 5.7% (2/35 ) Th-o7- 2,
2) ENFEINEFAER (25REOEARSHERHER)
FIHTEE 467 Bl 7R 7 +—/L% 0.5mgkg/10 B THRE L= & &, FHmiRET 2.21+
0.39mg/kg T, V¥ 46 B CEBMDOIERI G LT,
BIVE BRI 23.6% (110/467 f5]) T, EA2RIER SRR 15.4% (72/467 #) . FEIR -
HLHE 7.3% (34/467 f5)) Toh-7- 9,
3) ENFEIMERAR (25REBOHIFRERTEHR)
T 110 il 2 k502, J/FTEOFH ~ <, fﬁﬁ%ﬂ: (L EE) ., BIEMER & £F O B (TEE) |
H SRR 2 b 7O R (ITRE) O BREMHERR IS ié%ﬁﬂﬁ%*ﬁﬁ L7ze TOREE. EiE
BT T RE 3.0 £1.4mg/kg/FF, IHE 4.4+ 1.8mg/kg/ﬁ%e\ AL 4.5+1.8mg/kg/li T -
- 1E)
BIERZEERIL 27.3% (30/110 f51]) T, EZREIWEAIXERFEHLR 21.0% (23/110 ) TH-
7= 4,
4) ENEIHKAER (25MEOHIFRAEHEREER)
TITBRE 252 Bl A xtgc, Wb EROPHEE, b =R IEME RO MREHER I 1T 5 B
HEEZRF LT, %@ﬁ’%%\ T3 e G IR b = R OPHRE 5.7 1.8mg/kg/RE, R LEE
FIEMHRE 7.022.3mg/kg/ CTH VD . BREHE 7%, BAIR E CICZE LR X b £ R 0FH
HT 887y, HMLERIEIHEETES 3 ThHhoT-,
FIVE RSB R T b 2 H 0P 16.3% (21/129 f4)) . mfsfb 22 FIEEE AR 17.1% (21/123
) THot-, ERFEIERITHERCERZRORAE CIXENEPLS 7.8% (10/129 #1)) . HifR{b =
SR FHRE CIRE S RENS 7.3% (9/123 f4]) T o725,
) &S R OHERFIC BV T, BH. RAICIE T e R 7 3 —/1 b LT 4~10mg/kg/BDOF 5.3
JFE Gl U] 72 R E 035 B 5,
5 ENFEIMERAER (EFAERICEITHAIMERFDIES)
EHIRRETOEFHEZVE LT H5BE 96 B Ezxg L LI-HERERBRIZEBNT, 7o R 7 +—
IV DFETERGHEIL 1.2710.62mg/kg/FFCTH 0 | 90% D BF DY 0.5~2.5mglkg/If D i T &
of:o
BIVERZEHHRIL 9.4% (9/96 #1) <. ERWERIXKIME 6.3% (6/96 ) TH-7-6,
RELAIERER
1) BMHERIIAER
ERNFELHERAER (£5REBOEAN)
FIFRE 259 Bl ktRicTaR7 +— (131 ) EFA_X 2 — (128 B]) ZLbifg
L7zilBRicB W T, 7R 7+ —VOFHRITIAEH ET9.2% (124/125) Th-oT-,
TR T 3 — N EHEORERRIZEIL 20.2% (26/129 #) T, F2EWERIXEREHE
i 15.5% (20/129 f) . F&H% - FLBF 2.3% (3/129 ffi]) T -7 7,
ERNFELHERER (£5REOHE)
BHBPETIC TR EZ 2T 588 145 flzxtgicraiRl 7 +—n (12 6]) &FA~NH
— LR TAT Y (T34]) B LZHBRIZBWT, YaR7+—oFHEITHEH
PILET97.2% (69/71) TH-o7z,
TRy — A FEREORIERRHRIT 8.5% (6/71 ) T. F72EINEMITIES LR
4.2% (3/714]) TH-7=9,



ERNENHERER (EhAEICBITAATHERDOER)
ERRERTOEFZ VI LT 5BF 56 Bl xR 7 aR 7+ —/v (25 ) &7 B
L (31 f)) Zbbsg L7=ikBRICB W T, 7 uR 7+ —Lr0f AFIEL 100% (25/25) TH-
77
fﬂﬁ%ﬁ—W§5ﬁ®@¢ﬁ%ﬁ$ﬁ4ﬂ%Uﬂ5%)T\ﬁmE4ﬂ%Gﬂ5W)f
HoT- 9,
2) R
BB R L
(56) BFE - mERIGKER
MU ER L
(6) AEMER
1) FABERE (—RERARERE. BEFEARERE. FRARBLEBIRE). SERER
T—AR—XAE. BERTEREBKRABRORNS
BRI L
2) ABEHELELTERFEOHNBRIIEREL-AE - HBOYE
EARRAA

(7) Dt
1) RREA A i
EPN O Z G & LTBRRRER T, —RENATON TR IEIIROEY ThH S,
FRERE A

TR T g —/VEHE 1%% 0.06mL/kg/10 ¥ (FaR7 +—/L& LT 0.56mgkg/10 7)) Dl &
THERINICHER G- L, BT “ 1, 2, 3+ « «7 LEEHFE, RIRLEZKSA TR 7 ¢
—IVEE 1% OG- IR Lz,

TR T f—LETE 1% 0.20~0.25mL/kg (FuR7 +—/L & LT 2.0~2.5mgkg) ODH&ET
BEIR L7 EARITE I 1R 7 4+ — L HE 1%I2 X 2 BREHER 2 BsG LT,

FRERHE+r

BHRTR ., i 215 <, [ERE L, BFE (B 30~100%) XIIMEF - @b ERES T A
THREIFFR 21T - 72, FRPEERE IR, V) v VR 72 AWV T T R 7 4 — VERE 1% % §Rk
WIS LTz, 53 E TR 10 EiE 1.0mL/Akg/FF (10mg/kg/ff) & L. =D 10
ST 0.8mL/kg/HE (8mg/kg/FF) . 0.6mL/kg/fF (6mg/kg/fF) & MikiBE L., ZD%ITEE
DERIEICE DY, 5E (REHE) 2L, S/E2E CFRIMICE L7z kg4
MERFT 2 X O FHEI Lz, PITICE L2 BMEWREEIX, 7 o R 7 4 — L #iE 1%0.4~1.0mL/kg/
B (FeR74—1 L LT 4~10mgkg/ls) OHETE LN,

) EFABRDDEFRDIRS A

ERNORANE RS L LIZBERRR T, — R T i Eiam h o #0555 1Tk D
WY ThHs,

TaR T = 1%% 0.03mL/kg/F; (7R 7 4 —/L & LT 0.3mg/kg/f) D& T
ARICRREIEA L, 5 ke L7z, TORITEBEOREZBIE LR b, /A HET
[Ramsay score 3] (BHEIZLDFERICKIE) ZHEE L, #EFFL~LE TR 7 +— &5
B CHHET L7z, S L~UE, TR AR T 4 — L ERE 1% 0.03~0.3mL/kg/f (R AR 7 4 —
e LT 0.3~3.0mgkg/ff) ODHETEONT, T aR7 +— VTSR IERN 2T, JE
PR R BE A7 SV LA B A BRI 2 OF T L 7,

A MEEDOHER ICB VT, W%, RAIIZ T e R 7 +—/L & LT 4~10mg/kg/M D5 %H
FE b 22 BRPHEE A F D,

VI. EMER(CE T HIER
1. EEZMICEESH S LEYMIIILEYDEE
TAXNT = ) —IVRIEEY
HE  BEEOH LW DONREUIRE X, BHORMNIELEZRTLZ L,

2. EIB(EH
(1) YEFERGL - EFRER
TR T 3 —VOVERIIMICB W TRES S 10,
TR T AV OFGIT L o THEHRENSGONDD, ZOERBRED X D izl - T
2 2 B NI ST 10



(2) ENEEN T ZHREBERE
1) HARNEEGC T BRI )
RN G2 BT 5 50%EIRE (HDso) 1% 12.9mg/kg. 50%EstE (LDso) 1% 57.9mg/kg
TIBEIESH (LDso/HDso) (X 4.5 ThHo7- (w7 %) W
2) PEERER & ORI AR RIT%H T 2 1EH
RIS T O MR « JEER PR -OHERFBREL O RIEMEICHF IC R E XA O, TuR 7 4 —
IV D REEHEEF ~DEISENTRO SN (=2« T v ) 12
3) SER G X B BRERER S R A
TR T d— VDA X D BRI OIE R LT A H — L 0 DN T B
ST (T R) 12,
4) TPREARRRAERIC X D E A
TR 7 o — VI BAR AN 2 AR 2 © | PN~ b S T (r=3) 19,
(3) VEFARIRBHR - Briursh
TR T g — VTSR A BN L, HDso fEOK) 2 58 % #5- U 72356 O BRI
50 Ch 0, Il ORIERR S 8 4 Ll R EHEMENRD bz (w7 &) 12,

VI. EYEREICEET 5IER
1. mMPREDHRE
(1) AELEYDTILDREE
MY ERe L
(2) BBRFABRCHEZEIN-MDEE
MMER L
(3) &=l
BRI L
4) BE - tRECEE
MMER L
2. EMRERI/INTA—4
(1) fEWAE
BRI L
(2) RULGEEE K
MMER L
(3) HEEETEH
HANEEEERE AN B+ 6 Bl 1.0, 2.0 ¥ 2.5mg/kg % HEFFARNAR—F 2G5 L2t x, 7
R 7 —/LVOENENEEL 3-a 08— F A2 hETIVICHEA L, 2l PEEIL 3 IR
L7=o HHOFEREINL 2.6 4 (trza). 51.047 (tuzg) K365 % (tiey) ThHolz 14,
FAMNE AN DOREEERA 12 FilC 2mg/kg & HEIEARN (RA—7 R) &5 L& & bFRERIC, 7
R T 4 —/LOENENREIL 8- 03— A 2 FETVICHA L, ML 3 M=
L7 BAHOERINIE 1.57£0.69 (tree). 56.0541.7 (tizs). 9.9 K] (tiey) Thot-

15)
o

10000
1000

100*E

Propofol [ng/mL]

AE O GEEERR N 12 BT 2mg/kg HIEIERIRN PG L 72 BR o i Hh e FEHERS



4) DIF7IUR
A AN A B+ 6 il 1.0, 2.0 X 2.5mg/kg & HEIFIRNA —F 2% 5 L= &, £
H27 U7 Z A (CLre) % 1.62L/45 Tdh - 7= 14,
SRENOREFERRA 12 $lZ 2mglkg Z HAIFRIRN (R—T R) &G Lzt &, 7V T7 7 A&
1573429 mL/min T -7z 15,

(5) NMAE
A AN A B+ 6 il 1.0, 2.0 X 2.5mg/kg & HEAIFIRNA —F 2% G L=t &, 7
R 7 4 —/VORNEIREX 3-a L X— h A P ETIVZHEA L, FRa =k A MIEB
TSR (V1) ROVEFIREREO DA REITZ L 26L LN 317TL Th o7z 14,
F o, AEANOEEFRA 12 Fi12 2mg/kg % HEFHIRN (R—F R) &5 Lz L &, EFIRE
TONMEE (Vss) 13702+438 ThH o172 19,

(6) Zmith
HIPENHE R T A — Z T SR EEIT R SN -T2 18 (AMNEAT—4),

. BEE (REal—sa>) @i
(1) A%
R L
(2) T A= EFHER
kg L

. RIR
LA

il
(1) Mm% —RxREF @B
BRI L
(2) Mm%k —REEEREPT @A
MMER L
(3) i~
BRI L
(4) FER~DFITHE
MMER L
(56) ZDthnERE~DIEITHE
MY ERe L
(6) MIFBERFEEE
BFIZT v R 7 +— V% 2.5mglkg HE& THEIFHIRNA—Z7 25 Lz & &, &51% 10 KO
120 5 DOE RS RITH 97~99% Th »7- 17 SEANT—Z),

. R

(1) RBIFLLER O BEHRRR
AAENTIFICHIE TR S, TR 7 r—ib, 1,4-F ) — VRO 7 V7 a Ui &7 5 TNT
1,4-F% / —/VIKORERI AR L L CRPICHEE S 5 15.18)

< TR T F— L ORHHREE >




10.

VI
1.

R N EBE 8 Bl 2.6mg/kg & HAEIERMN AR —F 25 Lz L &, 5% 24 B £ TIoR
FUIZFRD BN TR R OZOEIEIE, TrR T +— VDTNV v CEEREERD 5%, 1,4
X ) —UEKD 1-F% ) — VTV 7 o AR 12%.4-F ) — L 7L 7 o R A AN 8%,
4 x ) — VK DOREEARN 5% Th - 7= 19,

(2) RHIAET 5ER (CYPE) OHFE. HEX
FE LTIV a o MG ERIC LD 7V 7 o U BaE TR En 5,
P-450 Y7 % 4 7 CYP2B6 IZ L A /KEE{b & s KL Tu 4 1820

(3) YEEBHRDEERUVZDES
BEA=RNA

(4) REVOFHEOEERVIENEL., FELSE
TR T =L O EREIIIFRFAERITER D STV,

HEtt

N B 8 Bl ) 2.6mglkg & HIREARN A — T 285 Lz b &, BE# 24 Bl ETlIc7 v R
T =N KNR1L4F ) — UKD T VT v CEERIERE LN 1,45/ — VRO AR E LT
HE0D 68.3% 0N R HFIHE S iz 19,

S U RR—4—IZET H1ER

BHE R L
IS & HREE
BAE R L

BENDERZETHEE

DM EHERE D R

TaRT =D 7 VT T AR EIARFT D728, LDEBCBODITEEIC L 0 O EN
B Laicid, g ESB L, 2R 74— CLrp N4 5213 A RN & 5 2V
FrEAT—%),

Rk RERE S RS

REEREHLOLER RBHBELZ A TRERIC TR 7 3 — L2 HEFIRNAR —7 2% 558 50
IXERIRNEi e G- L= & & | BB T A — Z [T BEZITRD ST 22289 (S E
ANT—4),

FtsRErs & B

FPHEZE A RE R ONE B 7R TS RE 2 A T HRE FEIC 7 0 R 7 3 — L A HEIF RN AR — 7 A% 5.8 5\
IEERIRNERE R G- L7z & & ERMBHRE X T A — X |l BEM CHEHBOE B 21T b 7e s o 72 2425
FrEANT—4),

T

TR T =L OIRNENEEIZ SV T, @i D Vi & O CLrs 23 (2 L CTHEEHNT (20~25%)
BB ENBEIN TS, —JF, ERE CTIEENFNRBILI D bie LA, Lok,
BEOEICLY, MELINAIHEMES 2D 2 ENHEINTWS 1720 (S E AT —%), (V. 6
(8) minE (9.8)] DIHZBM)

. Z0fth

TR L

=z (FHRLDZEES) ICEY 5IEH
ERNBEFNER
E S I T 720

R I

ESARLETDER

2. ER(ROEBEICIEI/ELGNIE)

(Zhee @)

2.1 ARFISNIAF O3 x5t LisBUE OB O & 2 % [9.1.5 & ]
(EFAREICHE T D ANIERFDEE

-10 -



2.2 /NRE [9.7.2 ]

(figan)

2.1 AFNOEEIZ L 0IBBUEREZ 2 L-BETIIEREICI VIERDERT LI BZNNH 5,
FIARFIOUINA &AL FEEL O RN (XA X8 ([ EEIE OB EREO & 5 &
FlIbEE LW EREFT LW EEZ NS, (IVIL 8. (1) ERZAREBIWEA & FIHIER
(11.1.2) ] DIESHR)

2.2 V. 6. (7) /NR%ZE (9.7.2)] OIEBRIR

. PDEXIIHRICEAET 5FE L TNDER
REIHN TR

. AERUVA=ZICHAEYT 5FE L ZNDER
(V. 4. FAEROHEICEET A S 2508,
. BELEARMIE L FDER

8. EELERNIEER

(Zhee @)

8.1 AAEEICHIZ-> Tk, FAIE LTHOLM LR SETREL Z &,

82 AHIFEEIZH T - TL, JUBMER, BRERA, NLFER, ERERZITZD2LIERL THBLZ
L.

8.3 AAIDOFEHITEEL TL, —ROEERELA & Rk, FREEERG LV BENZERITREET 5 £ T, MK
AT I R L 72 BRI S, L CRBF O REZEERS BN TS 2 &, ETREOER IR
THHEITBNTYH, EHIREICABE L EMAARRZRDH S Z &, [11.1.9 2]

8.4 AFIFHHIIXGEZ MM L, MEDOEENIER L TR - MERICHT HHE - xHEE2E bR
B

8.5 AFIBL AL, WY X IXEFHRENSOND L O BREOETIREAZBIZE L2 D, Bl
ARSI o2&,

8.6 AHIDEENTERIIHET 5 £ TlE, HEIEOE, fGRZ 0L ) M OBIES IC/EE LRV X 5|
BEICEETHZ L,

(2 EHEOBARUHE

8.7 BRI LT, ML BERREOESICEEDDH I L,

(EFAEICE T D5 AIERFDER

8.8 ARG HIX, BHER L~V K OHRAMRE SRR EE O FEAN 2 M BUZIE U CTITV, SEEH IS B e i I
HHEEZEDDZ &,

89 AFFE X, [EMHEICL K EMREEITI Z L,

8.10 ANLFEE MO OBEMLOWFE TIL, BFOBIE 2k L, LEITE U TALNREZITS 2 &,

(fig7n)

8.1 Y MIAIILBmOEESFE, TETFMIBWCIIRTOMENFRAI L 2 >THY . AFD
BHIZBWTHRBROXISEIT O Z &, ETIREIFOEFHZB W T HRBEOXINZITH 2 &,

8.2 EH MA@ DOIEEFIE, AFIE G IZ MM, KL E 2 OMERFGERNHI T = 55
ENHDHOT, ZNHITHT B =Dl mt 2 iz LT Z &,

8.3 EH IR CITEE DOIRBEDZALIZ I U CHUR IS 24L& 21T 5 72, BE DO LT IREE
ARG IEEIRS BRI DM ER D S, AAIOMAIZEE L THIMEBAE S BENZERIT
WEET 5 F T, MY ENBEORHIRELZFERSERT D 2 &, FERRE-FOH
e 2 BE IR REOENGEDNZ . RAIE G RHZIIPERIE RGN E Z 9 0»
EBEZONDDT, EHIHREICHEE LT ERIDAKIZ DS Z &,

8.4 Y MEAIIEOEEFIHE, AFNFE G IZETL | K MLES OFERFEERINHI N E = 5385
BRHDHDOT, AFEGRHIFZGEZ MR L, MEOEENIER LT - JEERICK 581
£ xHhEELRNT b,

85 V. BEICHETHIEA V.3 FELOHE] 22R+52 L,

8.6 REEL7-HZLIRK., SO OXE, MO ENEZD /RN H D DT, AFIOZBENTER

-11 -



AT L,

8.7 BEFFHAIELE O EEIE, WERGARET 5720, FMEEOEE IXFH., A LBk
BROBESIZEEDDZ L, FBEORE, TR OOHHIEEOREIC LY 25 RV E
IRARBN OB BIIXEAANENH DO T, @WYRMEHEER’MSE LD X 5 BEOREZHEL
NS GIEEZRET D 2 L

8.8 MEHK G- ZHET D7, MG U THEEF LU L O R BERE O T 21TV, #45%
IR RIROEEREIC L EDD L oIcT5H2 &,

8.9 ARHIFE H-HE| T I X MEREIL ZE O RER PN L = B0 dH 5 DT, EHIRERFOEFFICRB
TIHREFEIC L DKEMRELTITY Z &,

8.10 —fRICETIBHEICB T, NI B 2B S B A BT AN TR 2Rk L, A
FICHRW AT 5, Loy U ANTIER S OB CAFI O E 2 ik L TG s
iFH IE L T T HARBIOEENTE > T DA AR A H2ciThbiuz s s
HHOT, BEOBERZMG L, LEISUTCALIRZIT) 2 ENXMETH D,

6. FENERZEIHEZICHIT HERE
(1) B6HE - BEEZEDOHHEE

9.1 AHHE-BIEREZEDHLIEE
911 ASATl, VOEERUEHES
PG 2 ol (1 21X, AR G E 25 1/2, T 72 BARFK 0.025mL/kg/10 FL 12k
W) 52 L, I, KM ESOFFRIGERIG NE Z 2 BENNH D,

912 BIRBEET. FRFEETRVERLEERLOHLEE
BEORREAEEICBE L2 0, BHEEOBRGHEEIZERT 52 L, B\Ip, Kifn£55
O PRGBGSR EBEEE N R Z 282 h i3 d 5,

913 TALAREDBREFREOHLIESE
RN H LD Z ENH D,

914 EMREFEOBRTFEOHLEE
9.15 EMBHEDRERDHDIEE (RFIRXIEKFN DK ITHUBABIEDRETREDOHLEEER
Q2.1 B8]

916 BERBEZTOEEXIIEHIFIRSEHDES
MAAEE BN D BENDHHBFICHONTIE, MPIEE %2 F =% — LAKI SUIEH T o
NENELA OB G B2 5 2 &, A#F 1.0mL H7-9 8 0.1g DIFE 2 &4+ 5720, MmHls
HREN LR T DAREMER D 5,

(fis)

9.1.10 ARH G-I IXMER A ERNGI L Z 23558035 5, ASATL, VO X 9 72 2 IREEOENEHR
WA TIL, PERIEER I 23 Z 0 od <L RIS A B BRI IRE (3 M oA of 7 55 3 =
DT VO THEE LV RRICEE T2 28, HRE L TERF O 1/2 OEE TR T 5 Z & 038D
bhD, -2 REHERPCETIERFOSEFF CIX, BEOLFRELZHEEBEICHE LN,
BeGREEBET L Z NI LD,

9.1.2 AHIF 5-R IIMFRIGER MG = 2B 5085 5, TAERASRE, MRS E K OVE BRI {17 &
DWW D& % BF T, FHIEDOKEIZ L HERFERMEINEZ VTV EBZI N5, BRES
JFREE D & 5 BE T, —RICEDONEFENMET L TWD 728, MHEENE < HiFF S
T ZORER, P ER OMRLIE RS ROMEWEA R BE LT WEEZ 2 bND, £, &
BLRIENS R Z A ERHH LB OND, RBINDLDEE CIIREZOBELT RN ZETH
L1720, lx OBEFEOREREAZEEICBE L 2RO REECREHEZRET 52 880 5

b,
913f@#h%ﬁﬂfﬂﬁ7w~w@m%&ﬁbtk:%@@%Wﬁ%@%nt&@ﬁ%ﬁ
H 527,

9.1.4 AFNTEIEMEEELICIEEIN TS,
9.1.5 FEYBBUE DML D H 2 BE TILBBUENENLTWIEAE R H 5 DT, RANZSNWT
HLEBEICKRGTAVLEND S, (VI 2B2RREFOHA (2.1) ) OESRK)

-12 -



7.

(2)

(3)

(4)
(5)

(6)

(7)

(8)

9.1.6 AF| 1.0mL 1121347 0.1g OIFE (¥ A AWML OCHEIENEE Y 702 Y F) ZEER
TWB 72, AROBRGITNFEORG 25, IREERES O BECIEVLAIR G h O EH
TIEAFBE G L0 MPIRENERIC R DB LN H D, FHIZE TR OSFHI IV T
GRS RMEIC 20 | FEEEN R (5 XMRA) FolHAZz RS L TnD
Bandbo0 T, MPEEEZE=4— L. LEIIS U TRAE 2N ALA O 5 58 2
THLZLBBOLND,

BHAEEERE

9.2 FHEeIEEEE
BEORFRELAEBEICBE LN, HEECREHREICEET D Z &, EIE, (Kl E%
O FERAEBRANH LR BLHEENE = 282 n b b,

APt RElEE BE

9.3 MHREIEEEE
BEORHREZHEICBE L RN S, REEORGHEITEET 2 2 &, Bk, RiiE%
DIFRAGERINF LR BREIE NS Z D B XN H %,

KNEREE AT HE
BRE I TV
ag )

95 1EIF

Igm SOTIEYE L TV B ATHEMED & B LI 16 OB SEN G Z LR 5 Sl s b
BRIZOHRTEET D &, BRI IRA~BITT 5720, FrAEROEIHZERH b d 2 &
BH D,

96 LI
I L OISR ORI DA IS E S L RAOMBEUTTIEERAT 52 L, & M
LF~BT 52 EBRESATOD,

INRZE

9.7 /MR

9.7.1 /NEEA G & LRI M L TV,

9.7.2 £ HIREIZEIT S N LR R OEEICRB O TE, NEEIITERS LW &, KEEBERIT
RHTH DN ANEIZB W THEFIER P OSEFIME T L NS TN RE SN TN D 29,
[2.2 /]

(fign)
9.72 V. 2. 2o NREZOHEHA (2.2)] OIS
=EE

98 SrE

P 5OHE 2o (B2 0F, EAROB 5 HE 2K 1/2 72 bARFK 0.0256mLkg/10 #5129
W) THRERFOLFIRREEZBIER LN OEEICHREGT 5 Z &, RBNIEITHFIE TR S,
JREPICHEE SN D, — RIS, IT. BHERE N VEZ A EREEENME T LTS Z EnEL . 1E

BRESRE~DRIERLRH 5 b3\, [16.6.4 7]

(figan)
9.8 IVI. 10. ¥FEOH RAE AT HEE ] ODHESMH

HEER

10. #EEH

EnP
AX

(1)

EEZN TN
HBAZESEFDER
RE STV
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(2) fIRFELZDER

102 BHAEE (BFRICEETSL)
FEHI4 F REIRIER - H & 71k R - MR
NV T PRI JREE - BEEER BRI N | FEIIER OFREY - S5FF1ER .
VTENL IFYTLE | D IGEEINE, PRSI, | mEETER. RIkME) &8
IV B — VIRSR I EHEIRE, OfHEL W | BT D,
A B BRI HEPMETTHZ2ER3H5HD
dfifs b e £ T, FHT 256811 &5
Jr) T BRI 41 HEAGE S 57 SEEICE
HR PR AR SR B ) 1 5¥pz L,
VR PR A7 S5
7L a—)b
et = A1)
PIAEENRAD (B 1 HEWTA)
T RAEu—/)LERE. T
D a— LR Rk

. BlfEH

11. 8l¥eR
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11.1.1 EME (4.3%)
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LU IR AE AT O Z L
1M112 7+ 74 5F%F— (BHEAH)
MAEVENE, SV SRR, LB, RIMEZES 7T 747X —Nbbbild I ENd b,
1113 [EXEE (HHERH)
1114 FRIAT (0.1%) . —@MEEEFR (BHERH)
FUER DR GN T HAITIE, KB MR L, N TR e L E 51T 9 Z &y
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A - K BIREDO TANAREEIN S bbb Z End 5,
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ARFN TR AERINHIVER 2 720 T, 2REMRSITTHE L72RESD 2 WITIRIRSE 2 4 U 5 A
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BRIE I TR

10. BEEKRE

11.
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141 EXFREBFOIE
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PLEB), AT ERNICIEREICITV., 6 REFUNICERT 5 2 &, B, KAIORRIKEOEE:
WEOREIIIEETDHZ &,

1414 RV b= A ROKRE v NMEZFER L7546, 8K TH 5 DEHP [di- (2-ethylhexyl)
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phthalate ; 7 # /VEEY - (2-ZF /AA~X L) ] MBEFIFIOEHET 2 2 ERREINTWED T,
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1. ELENETOHERFTIKR
a7 3 —/)VEET . 1986 FIZEAE D AstraZeneca FEAEENC TR A EE L Tl FCKS
ETHRIEINTWD, 7=, USP LO'BP IZHINEH S TWD, 7B, WOk 2285 L 7-8K
AL, R4 B.Braun thE A CHFITH Y, 1995 4 K 0 F5E SN A E CTHEH STy
50
ARIENZ I DEIRESUTN R, FHELOHEIZ T (VI IBEICEET2IEE ) IZi#l Sy ThH 0,
AE T ORI & (X872 5,
SMENC BT B F R O

4 | S

2t 4 | AstraZeneca

We 52 4 | DIPRIVAN 1%

TEH
FE « #Hikg | 20mL 7> 7 v, 50mL XA 7L, 100mL XA 7L, 50mL L7 4L KU v

7 58 4E | 1986 4

i - | SRR AR OHER: . FTIRIRIC BT 5 A TIPR T OBE OB, FH &
SR | s oss

Bk g | - 2HMEOEA
55 mATm DR : £ 4mL (40mg) /10 ¥ (8 1.5~2.5mg/kg)
mlnE . ASAIL, IVOREF : & 2mL (20mg) /10
- EH B OMERE
A (g %G te) © 4~12mglkg/Ff
- SEHRIRIC BT D N TR TR o BB O $E
N (EiE 2 E8Te) © 0.3~4.0mg/kg/MF (4.0mg/kg/FFa iz 722 &)
- PR O WriRE O 8%
RN : 1~5 43T 0.5~1mg/kg Z# 5 L7=%. 1.5~4.5mg/kg/Ff
FReiE AN Z T, 10~20mg 2R —F7 AHFK 5 LTH LW
ASAI, VOBFH G RELZIESTHZ L
- B LR RS 5T 4 7Y 72— —TCL ke % AV 5% 5 1k
55 mkAlim DR} - BEEM IR 4~8 u g/mL
FRIFRT R SRR X B A M P2 4 4 g/mL 705 FERRIERTR IR B PR E 6 u
g/mL 225 BT 5,
55 L EDHEE KON ASAIL, IVOBE « HIEMPEEZIK 52 &
PR AIOEHEE © HAE M IR 3~6 1 g/mL

AENCE T D %R ©

4| K

2 & 4 | Fresenius Kabi USA, LLC.

Wx 52 4 | DIPRIVAN 1%

FEHHA
HI - K | 20mL 7> 7L, 50mL 31 7L, 100mL /34 7L, 50mL L7 4 /L R Y v

7 58 4E | 1989 4

e - g%fﬂi@%)\&g%ﬁ%\ MAC #EF DB AR O%ER:, 7% - N T#HK Fo ICU
PR DE N K OHER

AL - FHE | - 2RO A
55 AT Ot F R« HABRA E T 10 B 40mg (2.0~2.5mg/kg)
mlin, 755, ASAIL, IVO B AR £ T 10 #43IZ 20mg (1.0~1.5mg/kg)
DIRTFAN A EABLAE T 10 B2 20mg (1.0~1.5mg/kg)
PSR A RS - S ABRAA E T 10 #4812 20mg (1.0~1.5mg/kg)
/NRAREH T 3 LA L 0 20~30 #7217 T 2.5~3.5mglkg & &5

- BERIBEOMERF (FrftiEN)
55 Ik AR OfEE R © 100~200 1 glkglsy (6~12mg/kg/HF)
mlin, 759, ASAIN, IVOBFHE : 50~100 1 gikg/sy (3~6mg/kg/Hf)

DIEFINEE  Z2< 0BG, UTO@EY Thod,

“FEREE L LTT 4 U N R L LT A A FEAV 556100~
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150 1 glkgl/4y
—ERE S LTT 4 U N B L TH A A RE WD 5A-50~
100 u glkgl %y

HRRA BT ARE 0 100~200 1 g/kgl/sy (6~12mg/kg/iF)

/NG C 3 LA L : 125~300 1 g/kglsy (6~12mg/kg/fF)
- BHMEOMERE (XE5)

e K 20~50mg oS-
- MAC $5§# DBl i

55 miAin DIEE N« FHEADOLE1T 100~150 1 g/kgl/sy (6~9mg/kg/FF)
T 3~5 4], IKEES OA X 3~5 4372F T 0.5mglkg

By, =9, MERSVELTT, ASAIL, IVOBE « @Rk A & F&
BIHAR—T A ETRET 5 2 &,

*MAC : Monitored Anesthesia Care

- MAC $E## DfERF

55 kAT DEE RN - FEpEE A OSE1E 10mg XX 20mg O:BANES-

i, =99, MRAMELFAT. ASATL, IVOEE : sRAED 80%.,

A - B T O ICU $EFF B A - HERE

N ;5 uglkglsy (0.3mg/kg/FE) T 5 yLL ERERGEIEAN, T D%, 5~10 u g/kg/
57 (0.3~0.6mg/kg/lif) T 5~10 /il h, #FifE L LTI 5~50 1 glkg/
(0.3~30mg/kg/Ff) LI BV,

AENCE T D FERE G

4 KA
= t 4 | B.BRAUN
Hx 58 4 | Propofol-®Lipuro 1%
. TR AT
A - Bk 20mL 7 > 7L, 50mL /3o 7V, 100mL 231 7L
J& 76 | 1999 4F
F— EHRBEOE AN K OHERE, ETPREOR T 5 N TR T O BEOEH, Tk
)‘j]ﬁl: fj]% %@H‘ﬁﬁjﬂ?@fﬁﬁ
Mk - HE | -SRI 5 28 -

- BHFRIOE A
55 kA DK : 20~40mg/10 # (#9 1.5~2.5mg/kg)
55 Ll o ASATL, IVOEFE K 2mL (20mg) /10 B (9 1.0mg/kg)
- B REE DO HERF
A KR — T AL TlX 256~50mg (2.5~5mL) . FReiETlL 6~
12mg/kg/f
EE . ASAIL, IVOREE, 25 REORRRES, MKEKTFTORO LR
¥+ Amglkg/HF
-1 # ALLEO/NRIZEBT D425 -
- DL RRIOE A
8 LA ED/NR - 2.5mglkg
8 ik A : 2.5~4mg/kg
ASAIN, VoOEE  E5EEZEET L2 &
- BHREROMERF
3Ll I : 9~15mg/kg/HE
3AT W EOWMENVNE LD LHD
—HE AT 51T 5 Sl
0.3~4.0mg/kg/F
—2 W B OO BRI 0D S
1~5 43 /) T 0.5~1.0mg/kg/HF
PHEFOVERE OMEFFIZIX, 1.5~4.5mg/kg/f
55 LA E° ASAIL, IVORFE  FHEEEAFHEL, Wwo< W EEETHI L,

. BT BT BERRIEFER
EARIZ BT D psMER (FDA, A —Z ~Z U 7 5535)
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WA CE), A=A NZ VT ITRR D,
AFRZB T D H EOFE
9. BENE=ZEIT HEEICEHT HIE
9.5 1147
T4 SOTIERE LT B ATREME D & 5 ctElciE, 1RE L OB SN EME %2 Eal 5 & &
NAOGECOHRFEETHZ &,
AENIRERABITT D720, FAEROERIMEIERS bbb Z ENd D,
9.6 3w
BREOFIRMER ORI REOFREEZEEB L, RO TP L2+ s2 &, &
FEHLFABITT A Z ERME SN TS,

FDA CRERFTSCEOFLH)

i FLAN A
KIE DA SCHE 8 USE IN SPECIFIC POPULATIONS

( DIPRIVAN® (propofol | 8.1 Pregnancy
injectable emulsion), for | Risk Summary

intravenous use . | Data from randomized controlled trials, cohort studies and case
Fresenius Kabi USA, | series over several decades with propofol use in pregnant women
LLC., 202248 A) have not identified a drug-associated risk of major birth defects,

miscarriage, or adverse maternal or fetal outcomes. Most of the
reported exposures to propofol describe propofol exposure at the
time of cesarean delivery. There are reports of neonatal
depression in infants exposed to propofol during delivery (see
Clinical Considerations). In animal reproduction studies,
decreased pup survival concurrent with increased maternal
mortality was observed with intravenous administration of
propofol to pregnant rats either prior to mating and during early
gestation or during late gestation and early lactation at
exposures less than the human induction dose of 2.5 mg/kg. In
pregnant rats administered 15 mg/kg/day intravenous propofol
(equivalent to the human induction dose) from two weeks prior
to mating to early in gestation (Gestation Day 7), offspring that
were allowed to mate had increased postimplantation losses.
The pharmacological activity (anesthesia) of the drug on the
mother is probably responsible for the adverse effects seen in the
offspring.

Published studies in pregnant primates demonstrate that the
administration of anesthetic and sedation drugs that block
NMDA receptors and/or potentiate GABA activity during the
period of peak brain development increases neuronal apoptosis
in the developing brain of the offspring when used for longer
than 3 hours. There are no data on pregnancy exposures in
primates corresponding to periods prior to the third trimester in
humans [see Data, Warnings and Precautions (5.3), Use in
Specific Populations (8.4)]). The clinical significance of these
nonclinical findings i1s not known, and the benefits of
appropriate anesthesia in pregnant women who require
procedures should be balanced with the potential risks
suggested by the nonclinical data.

The estimated background risk of major birth defects and
miscarriage for the indicated population is unknown. All
pregnancies have a background risk of birth defect, loss, or other
adverse outcomes. In the U.S. general population, the estimated
background risk of major birth defects and miscarriage in
clinically recognized pregnancies is 2-4% and 15-20%,
respectively.

Clinical Considerations

Fetal/meonatal Adverse Reactions DIPRIVAN crosses the
placenta and may be associated with neonatal depression.
Monitor neonates for hypotonia and sedation following maternal
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exposure to propofol.

Data

Animal Data

Pregnant rats were administered propofol intravenously at 0, 5,
10, and 15 mg/kg/day (0.3, 0.65, and 1 times the human
induction dose of 2.5 mg/kg based on body surface area) during
organogenesis (Gestational Days 6—15).

Propofol did not cause adverse effects to the fetus at exposures
up to 1 times the human induction dose despite evidence of
maternal toxicity (decreased weight gain in all groups).
Pregnant rabbits were administered propofol intravenously at 0,
5, 10, and 15 mg/kg/day (0.65, 1.3, 2 times the human induction
dose of 2.5 mg/kg based on body surface area comparison) during
organogenesis (Gestation Days 6-18). Propofol treatment
decreased total numbers of corpora lutea in all treatment groups
but did not cause fetal malformations at any dose despite
maternal toxicity (one maternal death from anesthesia-related
respiratory depression in the high dose group).

Pregnant rats were administered propofol intravenously at 0,
10, and 15 mg/kg/day (0.65 and 1 times the human induction
dose of 2.5 mg/kg based on body surface area) from late gestation
through lactation (Gestation Day 16 to Lactation Day 22).
Decreased pup survival was noted at all doses in the presence of
maternal toxicity (deaths from anesthesia- induced respiratory
depression). This study did not evaluate neurobehavioral
function including learning and memory in the pups.

Pregnant rats were administered propofol intravenously at 0,
10, or 15 mg/kg/day (0.3 and 1 times the human induction dose
of 2.5 mg/kg based on body surface area) from 2 weeks prior to
mating to Gestational Day 7. Pup (F1) survival was decreased on
Day 15 and 22 of lactation at maternally toxic doses of 10 and 15
mg/kg/day. When F1 offspring were allowed to mate,
postimplantation losses were increased in the 15 mg/kg/day
treatment group.

In a published study in primates, administration of an
anesthetic dose of ketamine for 24 hours on Gestation Day 122
increased neuronal apoptosis in the developing brain of the
fetus. In other published studies, administration of either
isoflurane or propofol for 5 hours on Gestation Day 120 resulted
in increased neuronal and oligodendrocyte apoptosis in the
developing brain of the offspring. With respect to brain
development, this time period corresponds to the third trimester
of gestation in the human. The clinical significance of these
findings is not clear; however, studies in juvenile animals
suggest neuroapoptosis correlates with long-term cognitive
deficits [see Warnings and Precautions (5.3), Pediatric Use (8.4),
and Animal Toxicology and/or Pharmacology (13.2)].

Z—A ~Z U7 D4%H (An Australian categorisation of risk of drug use in pregnancy)
Propofol : Category C
Drugs which, owing to their pharmacological effects, have caused or may be suspected of
causing, harmful effects on the human fetus or neonate without causing malformations.
These effects may be reversible. Accompanying texts should be consulted for further
details. (2024 4 3 HIfR)
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( DIPRIVAN® (propofol | 8.4 Pediatric Use

injectable emulsion), for | The safety and effectiveness of DIPRIVAN have been established
intravenous use : | for induction of anesthesia in pediatric patients aged 3 years and
Fresenius Kabi USA, | older and for the maintenance of anesthesia aged 2 months and
LLC., 2022 4 8 H) older.

In pediatric patients, administration of fentanyl concomitantly
with DIPRIVAN may result in serious bradycardia [see
Warnings and Precautions (5.4)].

DIPRIVAN is not indicated for use in pediatric patients for ICU
sedation or for MAC sedation for surgical, nonsurgical or
diagnostic procedures as safety and effectiveness have not been
established.

There have been anecdotal reports of serious adverse events and
death 1n pediatric patients with upper respiratory tract
infections receiving DIPRIVAN for ICU sedation.

In one multicenter clinical trial of ICU sedation in critically ill
pediatric patients that excluded patients with upper respiratory
tract infections, the incidence of mortality observed in patients
who received DIPRIVAN (n=222) was 9%, while that for patients
who received standard sedative agents (n=105) was 4%. While
causality was not established in this study, DIPRIVAN is not
indicated for ICU sedation in pediatric patients until further
studies have been performed to document its safety in that
population [see Clinical Pharmacology (12.3) and Dosage and
Administration (2.1 and 2.2)]. However, propofol infusions are
routinely used to provide safe sedation to critically ill pediatric
patients in ICUs.

In pediatric patients, abrupt discontinuation of DIPRIVAN
following prolonged infusion may result in flushing of the hands
and feet, agitation, tremulousness and hyperirritability.
Increased incidences of bradycardia (5%), agitation (4%), and
jitteriness (9%) have also been observed.

Published juvenile animal studies demonstrate that the
administration of anesthetic and sedation drugs, such as
DIPRIVAN, 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 oligodendrocyte cell losses are
associated with prolonged cognitive deficits in learning and
memory. The clinical significance of these nonclinical findings is
not known, and healthcare providers should balance the benefits
of appropriate anesthesia in pregnant women, neonates, and
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young children who require procedures with the potential risks
suggested by the nonclinical data [see Warnings and Precaution
(6.3), Pregnancy (8.1), and Animal Toxicology and/or
Pharmacology (13.2)..

4. Clinical particulars

4.4 Special warnings and precautions for use

Paediatric population

The use of Propofol is not recommended in newborn infants as
this patient population has not been fully investigated.
Pharmacokinetic data (see section 5.2) indicate that clearance is
considerably reduced in neonates and has a very high
inter-individual variability. Relative overdose could occur on
administering doses recommended for older children and result
in severe cardiovascular depression.

Propofol 2% is not recommended for use in children < 3 years of
age due to difficulty in titrating small volumes.

Propofol must not be used in patients of 16 years of age or
younger for sedation for intensive care as the safety and efficacy
of propofol for sedation in this age group have not been

demonstrated (see section 4.5).
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