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R LR

i
A% L0

. IBAT BHETREED H 5K

24 ER (1-AFNZTF)N) Tx=/)—b, 2- (I-AFNVZT=)V) -6- (I-AFNVZF)N) T /)—
. 2- (- AFNLZF)N) 7= /) =)L, 25-EA (I-AF)LF)) 7= /—/, 38,3 5,5 -7k
TEA (LAFNLTF) BT x2=b-44" -VF—)b 3 (ILAFLTFN) 7=/ =N, 2- (1
AFNT R FY) -1,3-B R (I-AFNLZF)N) RoBU, 4- I-AFAVZF)N) T/ —)b, FF
VNP 26-EA (IFAFLTFN) 140V F )

. HAIOREEHETICEITAREN

o s 2 - B R ERER (25°C 60%RH. 24 » H) OfE%. ML G BS1IH
¥ D# IWT%O TR T = VERE 1%20mL T~ /v A > ), 702 R 7 +— Vit 1%50mL [~
AT, TaRT F—VEE 1%100mL (=LA 2| MOF aR7 3 —/LETE 2%50mL0 (36 i
DOTHGHE FIZBWT 2EMELETH D Z LR Sz,

v PRAF 2R M OMRAF IR PRAFTERE fRs
20mL T AT v FRAE N
q % B gk il B 1% 50mL H 7 A /A T L FRAE N

B AR 25°C.,/60%RH. %ﬁmﬁ
24 » A @RS 100mL # F A3 A 7L AN
2% 50mL # 5 A A T L A

RIEIEE : MRtk MesBiBr, pH., MUERER HHEIEVIE, R ERBE. NEREY,
TR RV, EERAR, EEE

. REERVRBEOREMN
B L



8. ¥l & DEAEILL (MEILFHEIL)
1% k) & A flfgik & OfFL G2k Y (X, 2. ZOMMBHEEE) DESH)

AT
LA (e : : ‘ S,
Roe Al (—hh) BALE BAs0 0% | RAZENE RRES
e 1210 (11 G700 Dok 1Ak
(;fﬁﬁg;%) el | (1:1 @ERE) ~1:4 G EAR) Bl L
" E X (A9
@éﬁi@ﬁ%) Bk L WP DI H b TR K Bk L
ji=y
<§§i§ﬁ%§ S L ol L*s
Cfm%éé@gziwm> Bl L WP A H b H A Bles L

*1 RAWER . HGEANCK S RA LTZRORAZRILE AR5 120 0RER,
AHFNCK L, BBEAIEA @) 2 1:1 @/EFR). 1:2 GEAI. 1:4 6 KO1:10
(1L fERR) L 705 KRR LIRS AR 1 iR, =R - Y (T VIR A L TH A=) FTRIT,
RAHE®%., IRE 30 0tk IRE 2 B ICHRER 2 F20 LR L 2 W2,
GRBRIEE : 4Bl pH. Eh T, FoR7 4 — &R O 78 (BEMSEHE))
%2 R GRER - = FERIC L 0 R & RS+ 2O AL 2R~ D 7 ORBR,
ZHEBROAQICAAAOF 2 —7 LA OF 2 —7 %, HOICERET = —7 28kt
AR LW E SR 2 VD) PR ANTTF a—TI0H L, YU VR T EAV T TO®EE TRE,
Y UVUR S DOEERE
AF| (mL/hr) 5 100 100
Kk (mL/hr) 120 300 500
RAEZOEAZLZ R, GURER R (BMEEE))
*3  AH & ABBEKORIER G CIHIRAEETHoBE L7720, RIS E o7,

KT TRT 3 —/VEFHE 1% =LA 2] EMOFA L OELEZEIZOW T TXIT. 2. ZOftio
B OIS M

) MoK L DIRE KON =FAE %2 LTG0 TVl 11, @A EoEE] omEBE
14. WM EOEE <Pke>
14.1 FEHIFARIRE OER
14.1.2 T~y a VB RO TZGAIIIMEH L2 nwZ &y,

(AR +—ILEE 1%)

14.1.3 BEHANIAR 2 OEA] (5% 7 N 7HENEEZRS) EIRA LW &, AHI%E 5%
R ORGSR (77 ABGRE) CHIRTHRFOMNEIT 5 F2BI Wl & (el 7+—
SV 2mg/mL DA b)), AT SR AT EREANCIT V), 6 BRI 5 2 &, Rl
KHFNDZTRIE DOP G E DR EIITEET 52 &,

(AR +—ILEE 2%)

14.1.3 FHRNIAR M OIEF EIRAG LN &,

14.2 HHABHREOEE

14.2.2 FEHEALOITAL T = HIER 2N L CUHEE Y 7V, 5%~ R o FEE SR, AR,
T ROMEIMAER ) MR E & HICARFIEREG L TH LU,

B, AFNIEVIHAE2EE L TWDHID, R D—Rr— MO = HiERSCEREF 2 —7
HERFER LSS, TOa R 7 X —HoIcOOERNRAE L, Mgk O ikRiL., 225BA
BOWRENEN D D, FOEE ., MBS GBS TR N U 5 ATREME N & 5
DTHEETHZ &,

9. BHM
AR



10. B3 - 8%
(1) FEEIPRELGARSF - L. NENERERS - REICET 1B
AFNIENFAAN 2 G/ L T D2d, R h—Rx— MO ZHIERSCIER F = — 755 2l
FALEBE, TOaxy Z—acOEN AR A L, ik OCRikRI., 225BANE 7]
EERD D, TOHAE, VERRGEDHER SIVT IR E U5 iR S 5 O Tk
E9az2e, (VL 11, @A EoEE (14.2.2)] OESMR)
(2) %
(FART+—ILET 1%20mL T<ILA <)
20mL [5 7 > 7]
(FTARIT+—ILEEE 1%50mL T<ILA <))
50mL [1 /34 7 V]
(FART+—ILEE 1%100mL T<ILA 1)
100mL [1 /31 7 V]
(FTART +—ILEEE 29%50mL T<ILA <))
50mL [1 /34 7 V]
(3) FHEBE
MR L
(4) BREOME
7L (1%20mL)
T T A ()
INA T IL (19%50mL. 19%100mL. 2%50mL)
INATI : HT A (M)
Fyrv R
GRFy v (FTLRIEDKEOY 7)) T
ALK TFILT A

1. BIRRESh DA E
R L

12. ZDith
MEMAE T 4 NV E—HHNTEARFZEG LN L, 2w Aya rPEINLGZEnb b,
(TVIL. 11. @M EoykE) omEBR)

V. REICEET SIEH

1. MEER TSR
OLEMBEDEAR VR
O&EHAEIZHE T B AIERPDIER

2. BEXRIIHRICEET HFE
BRIE I TR

3. AEARUHAE
(1) AERUVHAEDHESR
(FART +—ILEE 1%)
(2 BRBOEAR VR
6.1 EA
WE . BRACIEAFZ 0.05mL/keg/10 # (FrR 7 +—/L & LT 0.5mg/kg/10 #) OHE
T, BEORREBEBE LN S, BIRDGOND E THIRNICK ST 5, 235, ASA
M OIVOEEITIE, XVBRICEST 5,
WE . BRAICIEAA] 0.20~0.25mL/kg (FR7 4 —/L L LT 2.0~2.5mgkg) TR
HBohsd, mEllBWnTiE, KVAPETRHRIRNPEONLGEDRH 5, BIREZ ITSLEITIS
U CHl b3 5%,
6.2 HHF
W, BEL LIIMmE - S LERES T AL L, AR ZFIRNICE S35, @)
RERIRE NG O D KO BEORHIREBEABIE L2 s, HHEELZFHT 2,
WE . RAIZIE, AHF 0.4~1.0mL/kg/FE (7aR 74—/ & LT 4~10mg/kg/fF) D5



R T ) IR EE MG B D,
£ BURA OREVESURA. RPTREAISE) 2004202 L.
B R ETRREEAI ORI 308 F & 0 AR = Tl b 2R BRRRE MG D D,

(EHERERIZEIT D5 AR DR

A (EE % Ete) ([ZI3AFZ 0.015mL/kg/ (vl 7 +—1 & LT 0.3mglkg/Ff) O
B HHE T, FRREANC CHIRNICE G- 2 BtA L, U728 EER SO D X5 BFD
EEREEZBIE LN D, BHEHEZFHT 5,

WE . BRAIZIEAA 0.015~0.15mL/kg/IFf (FmA 7 +—/L & LT 0.3~3.0mgkg/f) O
e G TR bl 2R SRR E A DD,

¥, FEROREE, EROBEZBE L, LE LT 58FRE IS U TR GHE 2 7
b, T, MBS TEEAEIHT L L,

(FRRT+—ILEE 2%)
(EBEREFDEARUVHR)

6.1 BA

W RAIZIIARAZ 0.025mLkg/10 7 (Fr R ~7 +—/LE LT 0.5mg/kg/10 7)) Dk
T, BEORREBELBE LN L, BMIRDGOND E THIRNICK ST 5, 723, ASA
MM OINVOBEEITIE, X VBERICEET 5,

W RAIZIEARHA] 0.10~0.125mL/kg (F R 7 5+ —/ & LT 2.0~2.5mgkg) THtlRss
BFonsd, @EREICBWTE, KD ETRIRPGEONDGERH D, BHIRE XL
U CHllEBEm&EE1 5,

2 MR

W, BEHED L 1IMeE - ML ERIRA T X L0 L, AR Z5#IRNICR G5, JEY)
TRRBPHEE NG OND X O BEORERELBE Lo, HEHEZHTT 5,

W AL, AA 0.2~0.5mL/kg/H (FaR 74—/ & LT 4~10mgkg/fF) D5
T B 22 REMREE S DD,

Fro. smAl FREMESERAL, RPTHEAE) 20T 22 &,

7K. RFTRERAIOR R X8R L0 R B G e BRI S S,

(EHARICHE T D AR P DERS)

R (EilE 2 E&Te) [IEARA%Z 0.03mL/kg/FF (FaR~7 +—/L & LT 0.3mg/kg/lf) O
P G RIE T, FREEAIC CTERIRINIC B G- 2 BHEA L, U e RE NG oD KO BED
EEIRIEEZBIR U NS, HE5HELZHRHET 5,

W BAZIEAA] 0.03~0.30mL/kg/M (F R~ +—/L & LT 0.3~3.0mg/kg/fF) DO
B CE g R EERE NG O D,

72k, RROFHE, EROBELZZE L, LE L3 2SRRI U TG 4 R
HZl, Flo, LEIS U TEREAIZHTD Z &,

(2) AERUVAEDHRERR - BRI

MR L

4. AERUVHEICEHET I

1. BERRUVHEICEET IR
(FRR7+—LEHE 1%)
(2 EHEOBARUHE
71 #FICH T SERB

Nk D RER] 0~10 %> 10~20 4y 20~30 %> 30 43~
1.0mL/kg/H§ 0.8mI/kg/I 0.6mL/kg/If BEIRAEZ

5 (TaR7x—nE | (TaR7r—nE | (TaR7r—E | BRBLHA
L C 10mg/kg/FF) L C 8mg/kg/FF) L T 6mg/kg/§) Hid 5,

(EFBERIZE T D ANTTFRHPDEH)

72 AFNE, RN LV IRET 52 &, REEEGETDRNI L,
73 AFNT, d@H, 7T AEBATRELRWI L, 220, EFRPRO b, 7 HEZB L TKRA
BHAZ K DEFH N LERIGE T, BEORSREL T S HEICBSET L2 L,




il F 43l
IRF [ 0~5 47 547~
0.03~0.30mL/kg/If
(BEIRMEZBIEL L 72203 &l B

Fe G 0.03mL/kg/i§

(FART7 +—ILEHE 2%)

1. AERVAZICEET 5FE

70 ARBFNIL, AKRE 1%, @RE 2% L REOES WAR S H7-0, BMBA LWL I RBEICHES
LCHEGHREZRET D&,

(2B RBOBARUHR

72 #EFIZH T HERHE

8N DIRFIH] 0~10 %> 10~20 %y 20~30 4y 30 43~

0.5mL/kg/fs 0.4mL/kg/H 0.3mL/kg/H RERREE

BEGRE (TuRT7r—nl | (FaR7r—ne | (TrRTr—E | BRPLH

LT 10mg/kg/fF) | LT 8mg/kg/iF) L T 6mg/kg/FF) Hid 5,

(EFARERIZEIT2 AIERDOER)

7.3 RANL, FEANC LV ST 22, BlELEThbRVWI &,

14Kﬂ@\ﬁﬁ\7a%ﬁifﬁﬁbﬁw:& 1P L., SEEENRD LN, T HZBZTAH
PG L D8N LEREAICIT, BREOSTREAF| S MEICBE T L,

5
] 0~5 % 5~
. 0.015~0.15mL/kg/f
i . R -
BGHRE |  0015mLke/T | e s U s b )

5. BRERRLIE
1) BBERT—2/1\vr—>
MU ER L
(2) ERERFIRAER
MY ERe L
(3) AERICIERHAER
(2B HBOEAR UM
1) EBERE IERR (28FBROEAREHRTERER)
TR 138 fil & x4, RiIE LRE, m&%#(?mf7ﬁ—w 2 FRFE A BT
CTENRLKROT buvrah), miEhe AiseEa L) | %ﬁ %ﬂ@iﬁ
%%%@%Ltofmﬁ7¢~w%a&%mw0@f&5btk% Iﬂﬁmaim&%
72 UEE 2.110.3mg/kg, RIHERE 2.010.3mg/kg. @EERE 1.5+0.1mg/kg T, #tIRET
OWFFITATEIE 7 URE 44.1129.2 >, BIHERE 41.3+£9.4 #b, ElnE R 46.311.2 HTh
>7.
I VE FH S BRI RT3 72 LRE 18.5% (10/54 f31]) | R SRR, 18.4% (9/49 ) | mifinE A 20.0%
(7135 %) T oz, T7RBIERIIRTHRIEZ: U CIEZAR - #15E 11.1% (6/54 1)) . JE5HEF
VI 5.6% (3/54 5]) . BIBESERETIZFEAR - FUBE 12.2% (6/49 ) . HEHFERHAN 6.1% (3/49
B . EEE R CIIES TR 5.7% (2/35 %) ThHh-7-2,
2) EW%H*EDT%& (é%ﬁﬁ @%lﬁﬁiﬁmhui%ﬁ)
FHTHEE 467 Bl S 1R 7 4 —L % 0.5mg/kg/10 BTG L7z & &, EHmtiR&E1X 2.21+
0.39mg/kg T, P 46 B CEBMOIEEI GO,
BIVEFFEBIRIT 23.6% (110/467 f51]) T, F7erWER XIS FHLR 15.4% (72/467 f31]) . &
AR« FLBE 7.3% (34/467 i) T 7= 9,
3) ENFE LMK (25MEBOHIFRAERTEHR)
THTEBRE 110 Bl &2 5502, WP T ¢, $5FRIRAE (T /L), BRI & £F 5 Filr (I
BE) . EIERE 2 D 22O e (IRE) OMREMHERRC 1T 5 B &2 it Lz, £ O R,
B G 1R 3.0 1.4mg/kg/FE, ITAE 4.4+ 1.8mg/kg/FE, AL 4.5+ 1.8mg/kg/FF T
o7



(4)

(5)
(6)

(7)

BIVEARELEIX 27.3% (30/110 ) T, EZIEAITESRER 21.0% (23/110 ) TH
o7 Y
) BH ORIV T, @, RAIIETr AR 7 +—/1 & LT 4~10mg/kg/RF D
B G CuE ) 2 BRHEE G H D,
4) ENEIHRAER (25MREOHIFHAEREIREER)
TR 252 il xt4ais, d b EROFHRE, R b ERIEEHBEOMBHERFICBIT 52
BHEEZBS Lz, TOME, Eimk5 il b= #2008 5.7+ 1.8mg/kg/FF, iz
b FRIEMEHEE 7.022.3mg/kg/RFTH Y | MEHE 7%, BAIRE TIZE L 7RI dE b aE
FOFHRET 8.8 4y, ML ERIEOFHAET 6.5 3 TH -T2,
BIE R TR L B O RE 16.3% (21/129 ) | difEe{b 22 F I ARE 17.1% (21/123
) THoT-, EREIWERITHER LR FOF AR CIXERRLR 7.8% (10/129 #1) . #ifgilk
ZEFEIEME R CIRES ERIR 7.3% (9/123 ) T -7 5,
(EFAEIZE TS ANIFERFDEE
1) ERNE IHEGER
EHIRRE P OB Z VB LT AR 96 il L LI HERERRICKEWNT, e R7 +
— VO EFEHRGHEIL 1.27+0.62mg/kg/FTH Y . 90% D HE M 0.5~2.5mg/kg/F D&
ThHoTm,
BIVERZEHRIL 9.4% (9/96 #1) T, LERWERIXKIME 6.3% (6/96 ) TH-7- 6,
FRELAIEAER
1) BEMMHERIIAER
(EBHBOEARUHE)
OERNFELHERER (25HEOEAN)
T EBE 259 Bl awtRic 7o R 7 +—v (131 ) EFFXZ— (128 f) %Lk
L7 BRICkW T, e R 7 +— oA HRITAHUET99.2% (124/125) Th -
TR T =N FRERORWEMARERIL 20.2% (26/129 ) T. FARRIVEMR LS
YR 15.5% (20/129 1) . &% « FIBF 2.3% (3/129 f5) Th-7- 7,
QOERNEMHERER (2EHREOHE)
PR FIC TR E 2 288 145 flaxtRiz7TarR 73— (126]) & FA4~L
=)L« BRTZLT Y (T36]) 2 LERBRICBWT, 7aR7 +—/LvOFHET
HRALLET97.2% (69/71) Th -1z,
FaR 7 — N FHEFORWEMARBRIL 8.5% (6/71 #) T. E2REINWEMAIXEH LR
4.2% (3/71 %)) TH-7=9,
(EFARRIZE T D ANIFRDDIERS)
OEME MHERER
EHRETOEGHEZVE LT 585 56 flaxtgic el 7+—n (25 6] L7 €
XL (31 4) ZEER L7-3BRICBWTC, Y uR 7+ —LOAHZEIL 100% (25/25) T

HoT,
7nﬁ7ﬁ~w&5ﬁ®@¢%%ﬁ$m4ﬂ%Um5m)f\ﬁmE4o%Gm5m)
Thot- 9,

2) TEeMHER

M ER e L

BE - RAERIGER

P v 2

SAERE A

1) FERBERE (—RERRRE. BREERBRERE. ERARELERE). HERTHR
T—AR—XFE. HERTEERABROANE
U ERR L

2) AREHELTERFEONEXITERLZAE - REROME
BRI L

Z Dfih

(2 HEOEAR VR

B 7T %

EN DR Z x5 & LToERIRRER T, — BT ORI T EI TR DB Y Th 5,

1) MEEA

TR T F—/VEE 1%% 0.06mL/kg/10 ¥ (e A7 3+ —/L & LT 0.5mg/kg/10 F) D
STHARNICEREG L, BEICIE “1, 2, 3« « 7 LHEFHEE, BRLAR ST R



7 A —IVEE 1% O 52 IE LTz,
TR T F—VEHE 1% 0.20~0.25ml/kg (FrR 7 4 —1 L LT 2.0~2.5mgkg) O HE
THEIR L7z, EARITEDIZ T B R 7 4 —VERE 1%I2 X 2 IIERs 2 BItA L 7=,
2) RRERHESS
LIRS, iz 215 T, [AETE L. B3R (K 30~100%) XiXfed - b= RIEG T
A TR 24T > 7=, IRBEHERFCIE, vV v U R 72 HWTT a R 7 4 — VifE 1%%
FRAIRNIC B Uz, S5 13 9] 10 43 1E 1.0mL/kg/FE (10mg/kg/if) & L, E D
X 10 7341 0.8mL/kg/FF (8mg/kg/fF) . 0.6mL/kg/ff (6mg/kg/ff) LHiREL., £
BITBEOERAIEICE DY, BH5E (R5EE) 28BL. /AR THIRICHE L
FRIIRHE 2 HEFF 2 K 9 Gl L7z, IS U2 FRERIREE 1L, 7o R 7 + — /L #E 1%0.4
~1.0mL/kg/H (ZFuAR74—/ L LT 4~10mgkg/l) OHAETHLNT,
TR T r— TERAER D 220 O TRREEVESUR A, FHERREE, ST ARV 2 OF
L7, F7o. HEITG URpiEA &2 00H LT,
(EHREICHE TS5 AITFRDDER
SEHaRPOEHOTREAE
ENORRAZ 55 L LIz BRRBR T, — BRI T i iR O 8EfF O 5 55Tk
DIEY TH D,
TaR T —NEE 1%% 0.03mL/kg/FF (7R 7 4 —/L L LT 0.3mgkg/lf) DOFEXT
FRIRINICERBEIEA L, b fflFike Lo, TORITBEOIRELZBE L en b, f/NMRhET
[Ramsay score 3] (EEICLAERICKIG) ZHEE L, 8EFFLLEZ T ol 7+ — L%
Gl IR Lz, $EEF LU, T e AR T —VERE 1% 0.03~0.3mL/kg/F; (7 m AR~
#+—/L& LT 0.3~3.0mgkg/lKf) ODHEBETH LN, 7aR 7+ — /WIERIEMAB 2O
T, FERRIRME SRR A S IS BRI 2 DR L7,

<£3% >Ramsay $HERFA 77— /L 10

=g B ORGE
1 HEEL TS, RLETHEL T0DI, BHEIDRY, HDOWIEZDM
2 TEEL TV, BT, ARSI H Y | F2oeh
3 EELTWVWS, BEICLIBERIIKD
4 Ro T\, JERIOBWY » 70K & BT AICE R UG
5 Ro T2, JHBOIRW Y v 7oK & BRI NI G
6 fRo T3, JERIOEBWY » 70k & BRI KGR L7
VI. EHEREBICEY HIEH

1.

EEPHMCEEHSHILEMRITIEEYEE
TR T = ) —LZRLEW)
HE  BED D EMOIEE I REIT, OB RLESHRTH L,

EIRIEF

(1)

(2)

(3)

ERERGL - fERE

Ta R T = )VOERIIMICIB VTR IS 13),

TR g =NV DFHITE > THEHRRER SO N, ZOERNED L D 72z k> T

L Z D ERIH ST 10

BN EE T HRBRRE

1) FRERER

OEIRNBE G123 5 50% MRS (HDso) 1% 12.9mglkg. 50%EFER: (LDso) 1% 57.9mglkg
TiEERES (LDso/HDso) 1X 4.5 THo7= (w7 R) 12

QREHERF TR DR « I8 B 2 % OMERF RIS O BIEME IR IC R F XA 60, T a R 7 53—
JL D FRESERF~DEISTEN RO bz (ra - T v k) 1))

@7 R T 4 —NDKEHEIZ L DR ORI TF A ¥ — L KO LR TH
ST (v R) 13,

2) HARIRER
70 R T gV BRI A ARSI s B | S ~ 2 S B 72 (=) 14,
e AR IRRERT - AR

TR T g TSR A L, HDso fEOK) 2 5B &2 &5 L7258 O FRFEEER 135

- 10 -



55 Th Y., ML ORIERF G 3 /0 LR BIEENRD bz (w7 R) 13
<HE>
KRN A+FEFERAT (Group 1) KUMERAT (Groupll) [Z8BWT, FYaR74+—/b
FLOSESRA] (72 =n) &5 1L, ANRFE TORRBEOREERFICOW T, LT X
IIRHE N D D 19,
IR E CTOREME - Group I (n=129) 44+13 % (HiPH : 20~110 B) .
Groupll (n=123) 43+13F (#ilH : 11~90 #)
TERRF]
WEFET:Groupl (n=115) 12.0£9.84%r. Groupll ( n=121) 9.2£5.6 %
BIIRE T : GroupI (n=115) 8.8+8.2747. Groupll (n=121) 6.5*+5.5%;
HEEAREEZDE T
Group I (n=113) 15.3+11.947, GroupIll (n=120) 12.2*£7.9%3
Uy —2a7 :
Group I (n=115) 13.6+10.3 %4y, Groupll (n=121) 11.7£9.5%3
[FIE SR ATHEE T -
Group I (n=110) 45.5+25.747, GroupIl (n=116) 37.2%£17.2%3

VI. EMBEICET HEE
1 R E D HFS

1.

2.

(1)
(2)

(3)
(4)

AERLEMGLPRE
MMER L
ERREER CHER SN M EE
HAS NERERR A 6 Bl 1.0, 2.0 O 2.5mglkg % HAIFRNA —F7 25 Lzt &, 7
R 7 +—/LOENEIEIL 8- 3— AV FEFVICHEA L, M EE I 3 A=
L7ze SAHOLIAIL 2.6 77 (tu2.). 51.0 57 (tizg) &N 365 %) (tiz,) THolo, Hz
V=R A2 MIBT D OMEME (V) R OVEFIRERFO DA REIZE N 26L & O 317L
Tdholz, &5 7 V7 7 A (CLs) X 1.62L/45 TdH - 7= 16, 1~2.5mglkg ¢ i &#ilH T,
(A PSR IR — IR AR T A (AUCo-) 23 &SI LTI 5 Z LR &,
F7o. EYENRE T A —HICH BRI LR o717 NEANT—4),
<BE> (KA R0 0REA]  SAEANT—#)
(1% &H)
SRENDOREFERA 12 #ilZ 2mglkg Z HEIFEIRN (R—F R) &G Ll &, 7R 74—
JVORHNEIRET 8-> /8 — R A2 NEFICES L, 2l AL 3 FEEICEE L, &
FHOFWHAIL 1.57+0.69 45 (t1221). 56.0F41.7 %7 (tuzaz). 9.9 B (tuen. @ T UfHE)
T o7 Vit 30.4+20.4L, VssiE 702+438L, CL 1% 1573+429mL/5> T -7~ 18,
(2% &%)
SNENORERERA 12 Bl 2mglkg & BEIFHIRN (R—F ) &5 LIt &, 7 R7+—
JLOENENREIL 8-> /83— R A2 NEFAICHES L. ML 3 HEMEICEE L, &
O 1.87+10.68 45 (tuer1). 41.9F115.5 (ties2). 9.4 FERE (tuei.: TRAE) TH
7=, VC 1% 23.9+16.7L, VSS % 719+213L. CL I 1768+275mL/5> Th -7 18,
Wtuon1 0 85 1ADDM, tieae : 85 2 SXAFFROIRM. tuzs - R 024080
Ve: Fbhar— kA2 hOHARR. Vss: EFIRETONHERE,. CL: 287 V77 A
R
MU ER L
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- BRI
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(3)
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(5)
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(1)
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ST

VI 1. (2) BRGRHBRCHER S M7 M | DEBIE
Z Ot

LB L
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FRIT 7%

ZEE R L

INT F—AEEHER
EERR L

L7

I i — AR P9 @ @t

MR L

;% — R RE P @A T

BRI L

A~ ITH

MR L
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BRI L

Z D OFEBA~ DIEITHE

MR L

mFEAKEE

BEICT 0RT 4 —/v % 2.5mglkg HETHEFIIRNA—7 2% G LIz & &5% 10 KO
120 4314 DB AR A RITH 97~99% Th ~ 7= 19 UEATFT—X),

RBERALR R BRR

Tl CRB SN, e AT+ —b, 14-F ) — VKO T VT v AR BTN 1,4
¥ ) — VRO AR & L CRPICHEIES LD 182020

RN B 8 Bl 2.6mg/kg & HAIFFAIRN R — 7 A b Uiz & & #5404 24 BF E TITIR
HFIZRO LN B R O OEEGX, Te R 74— 7 VT o BEAEN 75%, 1,4
X =KD 1-% ) — VIV a CEEREGIERR 12%.4-F ) — L TV 7 v URIRARD 8%,
4 % ) — VARDRRIEIAARD 5% Th -7 22,

KB5S 4 58X (CYPE) OHFE, HEX

L LTIV a=NMEBEERICL D 7 V7 a U BRARTRB#E NS,

P-450 DY 7 &% A 7 CYP2B6 |2 L 5 KEML & A ST 5 2028
PEEENROARRVZTDEE

Y L7

(4) REWOFHEOEERVEEL., FHELE
TR T =D EREINIRREAE R IXE2 0 5TV,

. HEH

B 8 Bl 2.6mg/kg & HAFIEARN A —F 285 Lz L &, 5% 24 Bl ETlc 7 1R
T =N RON1,4% ) — VRO T VT b URIAEIRIE BTN 1,4 5% /) — VRO AR E LT
HED 68.3%0N R FIZHEM S 7z 22,

S U RAR—E—(ZBET B 1EHR

RME R L
. BEIZLABER

BRI L

- 12 -
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ABNDHDDT, AFBERHZITRE Z MR L, MEOEENTER L TR - JEER I 9 581
L2 S SN SRR
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8.6 WHE L% bR, SO O, MEOFENEKD AREENH D DT, MBEOFENER
\ZWHRT 5 E Tld, BEHEOEIRC/ER 2 5 B OBIEE 2 Thenk 5, BEICHEET

HTZ &,

(EEREDEARVHE

8.7 BHMEAI I EOEESIHE, WERGEZRT S0, FEEOEEITIFH., i LER K
BOERSIZEEDDZ L, FIBEOIRE, TR OGSO LY 25 RV E
IRARFN OB G BIIXEAENH DO T, @WYRMEHEEN GO D & 5 BEDIREZBEL

RN O GEEEZRETD 2 L,
(EFARRIZE T D ANIFRDDIERS)

8.8 WEK G- AT D7D, MBI U CTHER LU L O HARA R RIERE O R 21T\, $55
(MBI ORGEEIZE EDD LT HZ &,

8.9 AH|H 5-WHI X IEREIL 25 DO RER NG N E Z 2 BZ NN H H DT, EFIRERFOFHEFHIZB W
TIXRENFEIC X D RGEMIRZ LTITH5 2 &,

8.10 —fRICHETIBEHICB W TIL, NTFEEA S HBE 2B S B 2 BICIT AN TR 2 Pk L, R
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(1) EfHE - BERZFDOHLEE

901 BHE-BREREDHIEE
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(FAKRT+—ILEEE 1%)

P G 2R () 208, ARG E 2K 1/2, 772 b LA 0.025mLkg/10 #I2J8
W) 952 & MM, KRS ORI ERINEI A Z 2 BENNH D,

(FART +—ILEEE 2%)

P Gl Ao (B 212, AR OFEEE 2K 1/2, 772D BLAAIK 0.0125mLkg/10 12
W) AL, MR RS O MR R SNE - ABE A B S,

9.12 FERBEE. FRBEERUBFROLAERLOHSESE
BEOEEREZEEICHELAND, BEEORGEHEIEETH 2 &, W, (K E%
O IFRAGERNHI R BRI NE Z D B2 H 5,

913 TANAREDEBREEDH S EE
RENH LD END 5,

9.1.4 EMKEOBREEDHIEE

915 EMBBENRIRENOHDEE (RFINIEAFORS I LEBECBREENOHLEEE
<)

[2.1 ]

916 BERHEZSOEEXIIBEHAFBRSDIOES
M AEE BRI R D BEND S D BEEITHONTIE, MPIEE &2 = % — LAKISUIHEH F o
NENFELAI OB G BA2FET5 Z &, AF 1.0mL 720 0.1g DIFE 2 &6+ 5720, i
BEIREN AT RN H D,

(fiF#)

9.1.1 KA G- R IIERAEERINEIN L Z 2556038 5, ASAIL, VO X 5 722 ikieDH
WO EE T, FERIEBRINHIE Z 0 o9 <L RRIC B RIS IRR |2 R0
RARMIEZENE Z VLT VO TEF L VRERICEET 2L, BLZELTERTD 1/2 @
HWECTHRET L ZEREIO LN, T RMEsHER P CEPIEREEO R CIX, B
DEHREAEEICBE LN L, HGEEZEHT L Z X BOLN5,

9.1.2 ARABEG-REZ I IR AEERINEI N Z 255030 5, IEBRaskaE | PR AR E K UG ER
MR EDWD D& 5 BE TIL, FHREDEIC X 0 MEIRMEERMHEINEZ VLTV EEZD
N5, £z, REEBIENEZ 25808 HDHE B2 06N, BRBINDOBRE TILHE
HOBEBEENSHETH D720, Hx DEEOLEIREAEEICBE L 2N b REES
B HHREZFE T D 2 ENED LD,

9h§Th#@%%ﬁfmﬁ7j—w@ﬁ%&ﬁbkk:5@@%¢%%w%hk&@$
ERd B 30,

9.1.4 AANTEEMERGLICHEESNTWS, (IX. 1. HillX% 0ERR)

9.1.5 FWRHEUEDOBEERED & 5 BH TIHHRBUEDN BN T WS B 5 DO T AFNZ O
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9.1.6 AA| 1.0mL H1Z138 0.1g DIFE (XA XML NV 7' Y R) NEE
NTND12D, KROEGIIREO®REZ1E 5, IEERHEE O LE IR LA G-+
DOBRF TIIARFFEGIC L 0 M REINBRICRD2B8ETNNH 5, FRCEPIGERFOHE
WZBW TS GRS EMRIC 220 . EEBETR (X1 XA o lEhELA]
EHEGLTWAEAERHDHOT, MPREEZE=X— L, LEITG U TARKE 2120
A O G EEZRE T2 L RBIOLND,

(2) BHaEEERSE

9.2 BHEEEEERSE
BEOEHREZEEICHELAND, BEBORGEHEITIEET S 2 &, MR, K E%
DO IFRAEERNHICRERLBE N = 2 B2 h b 5,

(fin)

9.2 BREESCHREEDH 5 HBE TIE, —RICEYOWLIENMET LTV D7, M
BEs i HEFF SO <L ORI, REMEH] ORI ER 45 R O BIHITEI A FEHL L
TWEEZDLND, o, RELBEPEZ 2580 H0LbBANL, RBINLLD
BETIIHBEFEOEREY RN R TH LD, ix DBEDORTIRELIHEITBE LR
PO ERGRBREGEE ZHET5 2 LR bND,
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(3)

(4)
(5)

(6)

(7)

(8)

APt RElEE BE

9.3 MHREIEEEE
BEORHREZHEICBE L RN S, REEORGHEITEET 2 2 &, Bk, KiE%

DIFRAGERINH LR BREIE NS Z D B XN H %,

(figan)

9.3 BEECHEEDH A BE TIX, —RICEYONBEE NINE T L TWA =8, M
FERE MR ST < ZORER, FREMER O BRI BR AR R O ER 2358 BL L
TWEEZOND, 72, REBENEZIBENHDLELEZOND, BRBINALD
BE TCIIRESEOBEYRNZHETH DD, Hx DBREOEHIREZIEEICHZ LA
DTG ECRGHRELZRHE T2 ERNEIDLND,

KhEReE AT HE
REIN TN
ey

95 1EiF
I SOTIEHRE L CW B ATREMED & B LRI W ORISR GRMEEZ BRI S Sl s b
BRI OREEEST D Z L, AFNIRRA~BATT D720, HIAEROMRMHHSERNH Sbh b Z &
N5,

(fig3n)

9.5 2018 4F 3 H Ol EOIEESETICE W T, [EA S ESR « LiEf AR ER A% H
MEEAICEY, TaR7+—0 5] OENGEERZHIR L, R ~0F R
EAEUET LT,

ZELIR

9.6 1ZELIF
BE EOFRMEL ORAREOGEMEEEZE L, BAOMKGE TP L2 METd 528, & M
AT T L ENEESN TV S,

NR

9.7 INRZ

9.71 /NEZEE %G L U BRRRBR T EME L T,

9.7.2 FE£HIRIEICE T 2 N TR R OSEFHIS T, ARSI S Lanwz &, KRR
RHTH D08 AEICE O TEPRBETOEFICHER L NS TR RE STV 58,
[2.2 ]

(fEsL)
9.7.2 [VI. 2. 222 NRKEFDHA (2.2)) OESHR
SEE

9.8 SE

(FART+—ILEE 1%)

P Gl 2 ol (B 20X, BAREO 5l E A1) 1/2 770D BHARKIK 0.025mL/kg/10 FL Ik
W) TR EBREFOLGRELZBIE LR OEEICERS T 5 2 & RANT IR CRE S,
PRECHEIE S D, — RIS, BF. BHSRE R OV EZ B IRSEREME T LTV b 2 &% <, 1E
R RE~ORWERAR S Hbied v, [16.6.4 2]

(FaRIT+—ILREE 2%)

B G 2 oE (B 21X, BARFORGHEZK 1/2 370D B AAIK 0.0125mL/kg/10 FH I
W) THRERETORFIRELZBE LN OEEICE ST 5 2 & RANT RIS TR S,
PRIPCHEIE SN D, —fRIC, 1T, BHERE OESHEHEREMET LTS 2 ENnEL ., i
R RE~ORWERAR S Hbhed v, [16.6.4 2]

(fiRai)
9.8 [VL. 10. ¥sE0EFREZATHHE ] (WEEE) OESMH
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bbH, TOGE, LERERGEDHERINTHRBERBEENEC S EERS 2O THEETHZ L,

14.2.3 KAz Frgitk 57 5% A 1%, BGEEZRE T 2720, VY U URCVTERERNT L2 L,

1424 $8AEMAB 7 4 NV E—EHNTARFZRG Ll b, mwArva B EINL &R
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FHENETOHRTIRR

1% 7 1R 7 4 — VAT 1986 FIZH[E THEGRZ IS LEIE S, 2% 7 vk 7+ — VKT
1994 FEIZA T = —FT U TRIIEIN TN D,

AFNE R DT 0 R 7 5 — VBRI BB O AL 22 L7 R4 B. Braun #7538 A L7~ #l
FITH 5, B. Braun tL Tl 1% 7 1R 7 4 — LV HA &2 1995 FI235E, 2% 7 1R 7 4+ — /LKl %
2001 FEITHEFE L, BINZIZ U ETAHLETHRIEL TV D,

A TOHRGRIRPUTILL T D LB Th D, (2026 4F 8 HIEFxL)

[E 4 KE

w2 Fresenius Kabi USA, LL.C

Hr7e 44 DIPRIVAN® (propofol) injectable emulsion

FE - Bk (1%) 10mL 734 7L, 20mL /34 7/, 50ml /34 7)1, 100ml /3o 7 v
AR 5eBRAAEEH (1%) 2009 411 A 13 H

B I X5h 3 + 3L EDBEIIRIT B EF OB A

« 2 A UL EOBEITT D 2 FREEO MR

AN BE BT SRR TRRE R (MAC) TO#EFFOE AL LU

BN T4 % KRR & OOFIIC X % s

- ETREE (ICU) 2RI 24HE N CALMFRE 221 T 2B EE Dl
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E4 AFXY R
ey B.Braun Medical
fRFE4 Propofol 1% (10 mg/ml) emulsion for injection or infusion

(FaR7+—1 1% (10 mg/mL) A E 72135800 A ELA)
Propofol 2% (20 mg/ml) emulsion for injection or infusion
(FaR 74—V 2% (20 mg/mL) S F 721300 HELAD

AT - Mtk

1% : 10ml 7> 7L, 20ml 7> 7 /v, 20mL /31 7 /v, 50ml 731 7L, 100ml /A 7 /v
2% : 50ml /XA T v

FaEEEH

1% : 2000 4 5 7 26 A, 2% : 2002 £ 11 }] 6 H

DI EESIES

1% :

AR LOVER 1 0 A 22 2/NRICEB T 2 25 MEEOE AR L OHER?

ETRIEE (ICU) 1281 2 16 sl Lo N TRERAE L o B35 D

c A KO 1 20A 22 5/ NSk 22 W0 E 72135 VR ALE e O SR (B, $72
VR T IRRER - DXIRRER & D OF )

2% :

CRABL O3 AEE X H/NRICBIT 2 2 FEOBE AR L OHEE?

- BRI E (ICU) 1281T 2 16 A Lo N TREAE Bt o 83 D #k

CRAB L3 A A D/ NRIC T 2 W E 2 IR L E RO S (B, £ 3BT
PRI « DXIBRREE & D BEA)

4 77U A
=t B BRAUN MELSUNGEN AG
584 PROPOFOL LIPURO 1 % (10 mg/ml), émulsion injectable ou pour perfusion

(FuR7 =1V 7o 1%10mg/ml), FEFE 723w AELAD

PROPOFOL LIPURO 2 % (20 mg/ml), émulsion injectable ou pour perfusion
(FuR7 =1V 7o 2% Q20mg/ml), FEFE 23R AELAD

PROPOFOL LIPURO 5 mg/ml, émulsion injectable ou pour perfusion
(ZuR7x—/ V7 a 5mgml, AHE 723800 HELAD

AT - ik

1%(10mg/ml) : 10ml 7> 7 /L, 20ml 7 > 7 /b, 20ml /A 7L, 50ml /31 7L,
100ml /A 77 /v

2%(20mg/ml) : 50ml /31 7L

5mg/ml : 20ml 7 > 7V

REEE A

1% : 20024F 4 A 19 A, 2% : 2007 4£ 3 H 8 H, 5mg/ml : 2008 4F 10 A 23 A

P EESIES

1%(10mg/ml) :

AR LOVER 1 0 A 2B /NI T 2 25 MEEOE AR L OHER?

- SEHRIREICEIT 5 16 & 2 5 N T AT o BE O HE

c AN KO 120 A 22 5/NRITSKT 22 W0 E 7 13 R AL E e O SR (B, $72
TR - IR & D OFH)

2%(20mg/ml) :

CRAB LV S EAEM X A/ 5 2H OB AL K OWER:

BHVRIREICRIT S 16 Az D N TR A B o B3 o dif

cBAB LB k& 2 2/ NI 2 20 E 2 1IN L E R O SR (B, E 721 3RET
R - DI & D HF)

5mg/ml :

AR LOVER 10 A 282 2/0RICBT 2 28 REEOE A

c FRAB L OER 1 038 B8 2 5/ 2 M E 72 13RI AL E RF 0 SRS A

- NI D2 W 7o 1 SVRH L E IR D AT IR R D B (B, S 72 R PTRI - XIS RR
& DD

AFRIZF1T % 26E

TR HELOHEIZLTO LY TH Y SETORGIRIL & 13RS,

ENOAEGRNEOFIP TAR 2425 2 &,
4. EEX (IR
O=EMHENDBAR UHFr
O&fHamKI &I+ 5 A TIFRHP DIEF
6. RERUAE

(FBRT+—ILEE 1%)
(2 BB OBAR VMR
6.1 BA
WE . BRACIEAFZ 0.05mL/keg/10 B (FrR 7 +—/L & LT 0.5mg/kg/10 #) OHE
T, BEORREBEBE LN S, BIRDGOND E THIRNICK ST 5, 23, ASA
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MK OIVOBEEITIE, KBRS T 5,
W, ACIEAA] 0.20~0.25ml/kg (FrAR7 +—/L b LT 2.0~2.5mgkg) THEIEN
Bonsd, @mEICBWTE, KVDETRIRPGEONDALGAEDRH D, BIRE ITMLEITIG
U CHl B m&Es3 5,
6.2 HE¥F
WE . WeHED L ITME - L EREA T AL L, KFZ5IRMNICREGT 5, JEY)
RRBHEE NG OND X O BEORERELBE LN, HEHEZHTT 5,
W IR, AH 0.4~1.0mL/kg/H; (FuaR7 4 —1 b LT 4~10mg/kg/fF) D5
W U 22 RPMEE NS B D,
Fro. BURAI ORIEMESURA. RPTEAE) 20T 22 &,
72K, RFTRERAIOR RS IXE R L0 R B G e BREMEE S S D,
(EHFAREICBITDAIERSDDER
A (EE % Ete) ([TI3AFZ 0.015mL/kg/l (vl 74—k LT 0.3mglkg/Ff) O
B GG, FRBEEAIC TRRIRNIC I G- 2 BltA L, EUIR 8RNSO D L H BED
EEREEZBIE L 20D, BHEHEZFEHT 5,
WE . BRAIZIEAA 0.015~0.156mL/kg/Iff (FmA 7 +—/LE LT 0.3~3.0mgkg/lf) O
e G CE B R SEERE S B LD
k. BEEROFE, EROBEEZBE L, LEL T HHEEHREICS U CRGEE 2 7
HZE, T, MBS THEREAEHATLZ L,
(FART+—ILEE 2%)
(2 BB OEARUHE
6.1 BA
W, R ACIEARKZ 0.0256mL/kg/10 7 (Fa A7 43—/ & LT 0.5mg/kg/10 #) D E
T, BEORREBEABE LN L, BIRDG LD E THIRNICK ST 5, 723, ASA
MEOIVOBHEIZIE, K VERICEET S,
WL RAIZIEARHA] 0.10~0.125mL/kg (F R 7 4+ —/ & LT 2.0~2.5mgkg) THtlRss
Bonsd, @EREICBWTE, KVDETRIRPGONDGEDRH D, BHIRE XL
U CHllEBEm&EE1 5,
6.2 #¥F
W, BEHED L 1IMEE - ML ERIRA T X L0 L, AR Z5#IRNICR G T 5, JEY)
TRRBPHEE NG OND X O BEORERELBE L s, HEHEZHTT 5,
W IR, AHF0.2~0.5mL/kg/HE (FuaR7 4 — L LT 4~10mg/kg/fF) D5
R i B 22 REMAEE N DD,
Fro. ERAl FREMESEIRAL. RPTHEAE) 20T 2 2 &,
7RE, JRPTRERAIOR R T8 L A B e BREMRE S S,
(EHBEICE T 5 ANTIFRPDOEEE)
RN (BlE &2 &Te) IIEAAIZ 0.03mL/Akg/ls (FaR~ +—/L & LT 0.3mgkg/Ff) O
Be H5E T, FREAIC TERIRMICE G- 2 Bha L, U e ERERN GO D KO BFED
EEREEBE LN D, HEHEZFET 5,
W BAZIEAA] 0.03~0.30mL/kg/M (Fr R~ +—/L & LT 0.3~3.0mg/kg/fF) DO
BB Tl Ol 2 SRR MG b D,
k. BEEROFE, EROBEZBE L, LE LT 58FERE IS UG EE 2 T
HZE, T, MBS TCTHERAEHTDL L,

2. BHNCEITHERZIERER
IHIZ B S UEsMESR (FDA, A—2A F 5 U 745%H)
AADEBEFIRLD 9.5 {iF), 9.6 =3 OHEOZHIZLL T LB THY ., FDA CkEH
WACE), A=A TV TSRS,
AIRZBT A EOFEE
9.%%@%%&%?6%%t@?6&%
9.5 1%
B0 SATIENR L TV D AJREMED & 5 & MEICiE, 1B EoFISMER Gt L EAl 5 & &
NOGENZORFRETDHZ L, KFNIREA~BATT 5720, FrAEROMEIHERH 5 b
nNs>zE0b5,
9.6 RF.1m
R EOBFRER ORAREBOR L ZE L, BAOME TP L2752 &, &
MEHLFA~BITT 2 EDRMEINTWS,

- 25 -



FDA CKERAT SCE ORI

Hi gt

RN A

KE DA SGE
(DIPRIVAN- propofol
injection, emulsion
Fresenius Kabi USA,
LLC,

2025 42 H)

8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy

Risk Summary

Data from randomized controlled trials, cohort studies and case series
over several decades with propofol use in pregnant women 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 is 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/neonatal Adverse Reactions DIPRIVAN crosses the placenta and
may be associated with neonatal depression. Monitor neonates for
hypotonia and sedation following maternal 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
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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)].

8.2 Lactation

Risk Summary

Based on data from published studies, propofol is present in human
milk. Variable concentrations have been reported in human milk with
administration of propofol to nursing mothers in the early post-partum
period. Available data have not shown adverse reactions in breastfed
infants. There are no data on the effects of propofol on milk production.
The developmental and health benefits of breastfeeding should be
considered along with the mother’s clinical need for DIPRIVAN and any
potential adverse effects on the breastfed infant form DIPRIVAN or
from the underlying maternal condition.

F—A N7 U7 O4% (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.
Safety statement
All general anaesthetics carry the potential to produce central nervous system and
respiratory depression in the newborn infant. In routine practice this does not appear
to be a problem. However, in the compromised fetus, careful consideration should be
given to this potential depression and to the selection of particular anaesthetic drugs,
doses and techniques.

(2026 4 8 HBEH)
/NREEZBET DR
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8.4 Pediatric Use

The safety and effectiveness of DIPRIVAN have been established for
induction of anesthesia in pediatric patients aged 3 years and older and
for the maintenance of anesthesia aged 2 months and 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
in 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 young children who require procedures with the potential
risks suggested by the nonclinical data /see Warnings and Precaution
(5.8), Pregnancy (8.1), and Animal Toxicology and/or Pharmacology

(13.2)].
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( Propofol 1% (10 mg/ml)
emulsion for injection or
infusion

B.Braun Medical,

2024 /£ 9 H)

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 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 4.3).

( Propofol 2% (20 mg/ml)
emulsion for injection or
infusion

B.Braun Medical,
2024 /£ 9 H)

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% (20 mg/ml) 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 4.3).
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