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I. BEICEYTSEE

1. FAROEE
AFNL, RT3 —IVEFDRG &1 D EHHE: - #EFAFITH D,

FaRT F L 1% E 20mLI HIE T RO v R 7 +—/L 1%EE 50mLI HE T 1%, HE TS
FEASBRASE A A U BURS M OB 5 1k 2 3% 8 2 EMERBR 21TV, 2008 45 7 A 15 HIKR &S L,
2008 4 11 A 7 BIZHRE L7-, (GEE¥E 0331015 5 CERK 1743 A 31 A) [0S XA HE)

N, BRI ZE LT IR 7 +—0 1%#7E 100mLIHIE T | OBIRSA AR L. Bk EORER A
ZRRE., EMERBRS A FEM L., 2012 45 8 A 15 A/AR S, 201245 12 H 14 B BERGE LT,
(7 0331015 75 (EAK 1743 H 31 H) IZES KR HFE)
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I. &WICEYTSER

1. BR5EA
(1) M4
TR T 4=/ 1%HHE 20mL [HE T
TR T 4=/ 1%HHE 50mL [H[E T
TaRT =V 1%FHE 100mL [ H[ET ]
(2) ¥4
Propofol I.V. Injection

(3) AMDOHBE
—fx4 LV
2. —&4

(1) M& (WwAE)
7 uR7 4=/ (JAN)
(2) #4 (WMAE)
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(3) AT L (stem)
N

3. EEXANETRERX
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4. DFRRUDFE
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5. {£E4 (MAiE) XEXH
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& =) (99.5), 2-7m/N ) —)b T R Ru7 7y PZFNAT—T )L IA~FH U ACHRD T
W3 <, KITIFEAERT 20,

(3) WiEtE
ZUERR L

(4) BR (RR). R, BER
MU ERR L

(5) BRIGEBEMTEH
Pl v/

(6) FEHEH
MUERR L

(7) TOMDOELREE
MM ERR L

2. AMESORMERTISH T BRER
AR L

3. AYVRSOREREERE. EEE
(1) fesEaBRIE
1) B
KEDT MT7b Ku7 I UIEKRIC.2,6-Y 7 0E-N-/7an-14_0 V% ) /) A3 0OF7 Tk
Nu 7T IR ORIEAKFET Y U LAEREINZ D L&, RTHFOERET D,
2) S TR E VA
AL D 2-7 1% ) — VERIC O TR AR MV ERET S & & HE 271~275nm (ZWIL OfiR
KamrL, R 239~243nm (2N O/ R L, 1K 274~278nm ([ZWINDJE 27~ 7,
3) BRI AT S VHE R
A D S ERBEEIC X D PET D & &, 3580cml, 3080 cm, 3040 cm, 2960 cm, 2880
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V. RAICEIYSIEE

1. #i
(1) FEORXZ
FLEME SR
(2) RHEONBEUHER
TRIRT F—Ib TRRT F—Ib TaIRT F—Iv
W 7E4 1%E#E 20mL 1%#E#E 50mL 1%##E 100mL
THET) THEET) [HET]
FLEVEES A
HIF - PSR HEOHBEEFE TH 5,
R IZBOVRH D,
pH 7.0~8.5
L w1

EE RIS 5 )

(3) @Ala—F
LR
(4) HFloMit

(Mv. 6. ”WAIOF/HEM FIZBIT 2 LZEN] DHESM)

(5) =t
25 R
2. SEIDOHER
(1) A%ES GEERS) OSERUVHNE
TR F—)v TaRT F—)v TR T F—)v
e 1%#7E 20mL 1% 50mL 1%#7E 100mL
THET) THET.) THET.)
1727V (20mL) H | 1854 7L (50mL) H' |1/34 7L (100mL)
Gk TuRT =L 200mg | 7 EART 4 —/L500mg | 7 HRT +—/L 1000mg
177 134 7Lt 134 7t
A A Rl 2000mg FEREP| Z 4 X 5000mg. KR |# A X 10000mg.
VN[Nt HLvF L 240mg, E7|IIE L F > 600mg. | IIFE L T F > 1200mg.
UtV 450mg, pH## |7 V&V 1125mg,. pH|#EZ V& U 2250mg.
HiAl

A EA i

pH FHEiA iR

(2) BRESORE
M E R L

(3) BE
BRI L

LR

. N
FARANA

. BBRREOHRRUVRE




5. BAYTHEHEIED HHRHEY

B R L

6. HADEKBEHTICETIRER"

(1) RHIRA R

BRI : 2005/12/15~2008/4/17
OTaRT =N 1%#1E20mLT B E T

RAIGRFRER (26°C) [ OiSwiE]

AERTEH =R FRAT 1R
<HIHE > &5 BAhh 12 % A 24 # A
PR n=3 PRO200I-1
<HEOILBEEFE TH Y. |PRO200I-2 WA e ke
BRRQICBWADH D, > PRO200I-3
e PRO200I-1
FEERER n=3 : YN A S A
(RS, SRR | RO 2 BE & &
pH n=3 PRO200I-1 8.41~8.44 8.10~8.13 7.56~17.57
<7 O~8.5> PRO200I-2 8.48~8.49 8.11~8.13 7.67~7.72
: : PRO2001I-3 8.44~8.48 8.08~8.10 7.63~17.71
s _ PRO200I-1 1.05~1.06 1.06~1.07 1.06
{Xﬁffl 1“;3 PRO200I-2 1.05~1.06 1.06~1.07 1.06
: : PRO2001I-3 1.05 1.07~1.08 1.06
gih RS — PRO2OOI'1
ﬁggjﬁ >n_3 PRO200I-2 TReY — A
: PRO2001I-3
B2 n=3 PRO200I-1
<RI TFE : 0.34m BLF,  |PRO200I-2 e A A
1.0 #m PL E&EH70 > |PRO200I-3
Lm0 % _ PRO200I-1 100.8 100.5 99.9
iﬁ% o/i) 10; 0;’;3 PRO200I-2 99.5 100.4 99.7
: o0 PRO2001I-3 99.8 100.2 100.1

ZTOM, BIRAEERR, =2 F b3 Uil B, Rk TR R OERBRZ L L, MALT\D 2 EEMR LT,
%1 :RRT ) 1.8 DIEBEWE : 0.1%LL T, RRT # 1.9 OFEBEWE : 0.2%LLT . AL OEBEWE : 0.1%LL T,
WHERBRYE : 0.3%LL T, FEEIEAEE5.0mmol/mLLL T

X2 RARRIIKHTLIEEE (%)
%3 :24.5% HEEA




HRERFEHEHIR : 2005/12/15~2008/4/17

O7TuR T =V 1%FE 50mLI HE T EHRTFRR 25°C [HEOERE]
RERIE H =N PRAFHA R
<JHHE> &E5 BH AR IR 12 % H 24 5 A
Mk n=3 PRO500I-1
<HAEOLBEESFETH Y. |PRO500I-2 e A A
BRRICBWAH D, > PRO500I-3
. PRO500I-1
i3 n=3 . . .
. PRO500I-2 Bk e ke
=} £ s Sz RESHI RS
(S, S TRBOLEREE) | be s 003
H n=3 PRO500I-1 8.28~8.39 7.93~17.95 7.51~17.55
S PRO5001-2 8.31~8.42 7.92~8.01 7.55~17.60
o PRO500I-3 8.33~8.38 7.95~17.96 7.60~7.64
- _ PRO500I-1 1.06~1.06 1.06~1.07 1.06~1.06
{fz%fi 1“;3 PRO500I-2 1.05~1.05 1.07~1.08 1.06~1.07
S PRO500I-3 1.04~1.05 1.08~1.10 1.06~1.06
. PRO500I-1
iR = . . .
"Amgfizﬁl >n 3 PRO500I-2 A — EAHs
: PRO500I-3
RiF£% n=3 PRO500I-1
<FHJRIFEE 0.34m BLF.  |PRO500I-2 Bk e ke
1.0«m L EZZBD72N> PRO500I-3
PRO500I-1 99.9 101.6 98.4
4S8 (o 2 =
Cos 0/:) 105 O(;j PRO5001-2 99.5 100.7 98.2
: e PRO500I-3 100.2 101.1 98.4

Z oM, REAERRER, =2 F Mo R REVERRL R R ORI 2 i L, EE LT\ D 2 e amR LT,

%1 : RRT# 1.8 DHEHZEWE : 0.1%LLF. RRT # 1.9 0¥EEM'E
IRBGWE : 0.3%LL T, EBENEES.0mmol/mLLL
3 :24.5 % HHM

%2 FTRICHT A EHE (%)

SRERFEHEHIR : 2010/1/8~2012/3/20

1 0.2%LL T, AU OXEZR WY

0.1%LL .

O7aART7 =V 1%FE100mLI BET] K HIRAFER 58Sk
AR IE F oy k PR A7
i kel PHARRE 12 % A 24 # A
PR n=3 PRO1001-1
<HAOFLEEESETHY . | PRO100I-2 ey A STNEy
FRZZBVWRH D, > PRO100I-3
e PRO100I-1
FERSRER n=3 . . .
sy | PRO100I-2 HE HE iy
[=] g e RERI A
(RO, FATRIHENERL) | pposdors
H s PRO100I-1 8.30~8.36 7.80~8.01 7.39~17.60
D8 5o PRO1001-2 8.45~8.46 7.80~7.91 7.47~7.56
i PRO100I-3 8.36~8.46 7.83~17.95 7.46~17.62
= _ PRO100I-1 1.05~1.06 1.04~1.05 1.04~1.05
{i’éo%fi 1“;3 PRO1001-2 1.06 1.05 1.05~1.06
Sl PRO100I-3 1.05 1.05 1.05
; PRO100I-1
L = . .
ﬁgjiiﬁl . ’ PRO1001-2 e — e
: PRO100I-3
R4 n=3 PRO100I-1
EEPRIFEE 0.3 #m LT, [PRO100I-2 e A STNEy
1.0 «m Ll EZZBD 720> PRO100I-3
PRO100I-1 99.2 99.6 98.6
LB (o X9 —
Cos 0/1) 105 0°?>3 PRO1001-2 99.9 100.1 99.2
' o PRO100I-3 99.9 100.3 98.5

Z oM, REAERRER, =2 F Mo OB REVERRL R R OEERBR 2 i L, EE LT\ D 2 e amR LT,

%1 :RRT# 1.8 DEZEWE : 0.1%LL . RRT ) 1.9 DIEBEWE : 0.2%LL T, AN OEZWE : 0.1%LL T,
WY : 0.3%LL T, WEEEENEE 5.0mmol/mL LU

K2 FRRIIHT2EAR (%)




7. RRZRUBREORER?
(1) L
[FfXE] »5DHEE
14 BRLDEE
14.1 XHFIFARFOIE
14.1.3 BEHRNCAFZMOIEA] (6% 7 RUBESNEEZRS) LIRAGLARWT &, KAlZ 5% 7 U REESHR
(H 7 AR THIRTLHEOHRRRIL 5 FEB N2 s (FufR 7 4 —/LEE 2mg/mL ML L), 7
PUIPE G ERNCIEREPIZITV, 6 FERILINICER T2 2 &, ok, AFIO AR OB 53 O BT TR
THZ L,
14.2 EF B EROIE
14.2.5 RANIPEA 2 #H LB O3, RMRHAAIOT-OIHERE D & F BT L, HE R ERYYE
ZHRENRHLOTUFORICERETLHZ &Y,
1) BREME., WEMICER GV, BEHICHEAZBGTL 2 L,
2) AANOEEIEHT 5T 2 — 7 HE L BEFHOICIRV LS Z &,
3) 17T NUT L AL TAEBROBEER LN &, 1 AOBRFICHL, 1 RIOAZOMHHE L,
RIRITFETET 52 L,
4) AENOFGIMER LI B, F 2 — 7B R ORF OB FITHE TR UL, $5-5ts 12 REfEZ o
THPROWRERCHEET L L, £/, 12KHEZBATRET 2581, Hilo2iifsa, Fo—7HEW)
AR EFHT D L,

(2) FuaRT74+—/L 1%F7E 50mL 0 E T OFR% DL ENE
5% K ¥k 200mL (2 7 2 R 7 —/V 1%Er 1 50mL 201 23— 72K\2 72 5 F TN T- 7208 9
WEFENCIRFI L, BEA %R OB L E KRG Lz,

TR T —)b 1%5E 50mL A E T A R%OZEME (5%~ K 7R 200mL (Z47R)

[RRENIERES 2hr 4hr 6hr 8hr
s MR H e FLE IR H LI H LRI H LI H LRI
T S OVor i O HiLT mOHILT O LT O biLT O LT

pH 8.36 8.29 8.29 8.18 8.26

g7 | PRI (4m) 0.232 0.233 0.233 0.234 0.234
B |1um Ul EoKT O HILT BOLILT BOHILT O HILT BOHILT

FRAF(%) 100.0 99.4 99.4 98.2 97.6




8. tuFlDEEE (MELFHEE) ¥

AEDERICET HEE

ARIT, AEN OB FHZEMEICET 1M TH Y . MH L ALE L THEM LB F M - et
(ZOWTORIIEERM L T v, 72, BE LAl oL PR Z EMEIZ OV TIEBRE L TR
W, AAlE AL RS U THER T 2BRICIE, SRAOIRMN CELZMBL, Hrd5Z &,

(1) pH Z&Ehikkr
TR T )V 1%#E 50mLI HET ] 10mL 23k LT pH 28k 2 30 L 7=,

pH 1 2 3 4 5 6 7 8 9 10 11 12 13 14

«—0.1 mol/L. HCI 0.1 mol/. NaOH—
M 10.0mL 42 & 10.0mL
1.24 8.43 12.59
0.1mol/LL. HCI 0.1mol/. NaOH
Sk 10.0mL 10.0mL Sk 10.0mL 10.0mL
g W FE%  |§ 1% i W FE% |91 RERI%
o PER Al | AElEK | AtIEin | AaIEK | AGIHER | AEaILBR
B HREEODEE | RobnT | Boohd | Bobind | Boond | o7 | Bobitdt
pH 8.43 1.24 1.18 8.43 12.59 12.59




(2) FLAZ(CHER
AFIL 5% R U BEROR A R &2 2 TR ORI RF LT,

T aR T = 1% ERE A IEHIELA &

(5% RUBHR Mg TR T 4+ —V 1%FHE 5%~ R UBHK
1:1 100 mL 100 mL
1:2 50 mL 100 mL
1:4 50 mL 200 mL
1:10 20 mL 200 mL

OFuRT +— L 1%HEE 5% 7 R 7K D 2 IR A2 X 522 e

——— s =
R et 7 3 Bl e e T N YT i
[[RAENIENCS AEILEIR | BHohT | 8.49 0.235 RHLNT 100.0

1:1 0.5hr HELEE | BobNT | 843 0.234 RO BT 100.5

2hr HELEE | Bobond | 842 0.234 RO BT 100.0

Bl & B AEILEIE | B bhT | 8.42 0.234 RHLNT 100.0

1:2 0.5hr HELER | foond | 843 0.234 @B o 99.7

2hr HELER | #oond | 840 0.234 @B o 99.2

[LRRENIERG: HEfLER | #oond | 8.38 0.235 ROLNT 100.0

1:4 0.5hr AEIEE | RoonT | 8.39 0.234 A HT 99.8

2hr AEIBK | RoonT | 831 0.234 A LT 99.6

[LRRENERG HELER | foond | 7.96 0.232 ROLAT 100.0

1:10 0.5hr AEABKR | RBobhT | 7.93 0.233 oY=y 99.9
2hr AEABIKR | RBobhT | 7.86 0.234 (oYY 98.3

iHfE] 50k
14 BRALDEE
14.1 XHFIFRARFOIE
14.1.3 BEHRNCAFIZMOIEA] (6% 7 RUPESNEZRS) LIRAGLARWT &, KAlZ 5% 7 R U RFESHIR
(H 7 ABUER) THRT HEOMRERIL 5 EEBLRN & (RT3 —/LEE 2mg/mL ML L), 7
PUIPE G ERNCIEREPIZATV, 6 FERILINICER T2 2 &, ok, AFIO AR DB G3E OF% EIZIT TR
THZ L,




(3) uR7x—/ 1%FE 50mLI B E T 0 = 5iEk 2 V- A2k
FaRT F—)b 1%EE LR E = HEREHWTEAS S, b9 — b TEARAIKIZONWT

WEt&E1T > 72,
S Wi Jiti# (mL/hr) s Bi1-F%
gx (s ] s | O 70 FEIR WL | Wi v b | ESRI T [Lum BLEO
¥ i WO g S | MooFE | (um) BT
e R0 e 120 5 M LR RBoOLNT | BOLNT 0.234 BOHILT
3%3§z§%f4[7%? 300 100 AEIEIE | ROONT | BOLAT | 0234 | BOLAT
" 600 100 HEILEE | EobsnT | Bosnd 0.235 Eob5nd
v—7 VU — R [7| 120 5 A FL TR BOLNT | BOLNT 0.234 RBOLILT
325 | X /Mg - ME - EME .| 300 100 HELERKR | RoObhT | B b5 0.234 A b
=N 600 100 HELERKR | Robhd | BRdbnd 0.234 1Y %
TNHY w7 1 S 120 5 W AAIEK | Bobhnt | BRBosnd 0.234 A b
325 |8 [7 2 /1% - B - E| 300 100 W AAHEK | Bobnt | BRosnd 0.235 A Hd
fit'g - B X ] 600 100 W AR | Bobht | BRobsnd 0.235 Ao b
TIHY v 2 B 120 5 REACHLEK | Bobnd | Boond 0.235 B BT
325 | [7 X /- B - E| 300 100 REACILEK | Bobnd |Bobsnd 0.234 B BT
fi#RE - X I 600 100 REACIEK | oot | 8Boond 0.234 ALY
S AT 120 5 a@@%«g ?J&b EMf ?stb %zhﬁ;f 0.234 ?J?sb %zhf;f
3m’[¢@ﬁﬁﬁ] 300 100 & LRI %b%h# @m%h# 0.233 ﬁ@%hf
600 100 HEILEE | EobsnT | Bosnd 0.234 Eob5nd
U T3 i 120 5 AEILEE | BOonT | BOLNT | 0235 | BOLAT
3m_[ﬁﬁﬁj 300 100 Eé%@& ﬁm%ﬂ# ﬁb%ﬂ# 0.234 ﬁb%ﬂf
600 100 HEIER | RBobht [ BRobsnd 0.234 Bos5nd
o o oo | 120 5 HEILEE | @Bobhnd | Boshd 0.234 BooNT
3&.%%{A3A%ﬂ[ﬁ 300 100 HELEE | RmOohT |@oohd| 0233 | @HLT
600 100 HELEKR | Robhd | BRdbnd 0.234 Ao b
R a— R#aiR[FL| 120 5 HELBER | Robhd | Robht 0.235 B BT
331 &Y v UR (=v K| 300 100 HEILEE |5 | Boshnd 0.234 B 5N
— 2] 600 100 M 4 FLRTR wBoond |[RoOobhnd 0.235 RO HILT
74— D [FE | 120 5 HEILEE | EobnT | B shnd 0.234 5N
331 &Y vV (7 K| 300 100 HEILEE | EobnT | Boshnd 0.235 5N
) 600 100 HEIEKR | Robhd | Roohnd 0.234 ALY
Z77 v 7 Dkl E.| 120 5 A FL TR BOLNT | BOLNT 0.234 RBHOHILT
331 |l 7R (7 R | 300 100 HELERKR | RoOb5hT | Bdb5nT 0.234 A b
) 600 100 HELERKR | Robhd | Bdbnd 0.234 Ao b
S5y 5 (SR Y 120 5 Eé%@@ %m%hf %b%ﬂf 0.235 %b%ﬂf
331 S nit] 300 100 Eé%@& ﬁm%ﬂ# ﬁb%ﬂ# 0.234 ﬁb%ﬂf
600 100 HEIER | RBobht [ BRobsnd 0.234 1oy
PSS ShIEaE A
323 PSR A
325 YN VEWA. s ]
331 g A A

(FXE] »oDkE
14 BALDOEE

14.2

RABREROIE

14.2.2 FEFHEALOUNL T =R AN LT, L) VIR, 5% R BRI, ARSI, 7R U
MAFRY o F ViR & & BITARAIZ G L TH L,
B, AANIEMAAIZEH L TV DH720, R A—RFx— MO = FHERCHEET = — TS24 H L7z
e, TOax s =B OOEINRRA L, iRk OSEKRIL,
B BERBRGEDHER ST RSN EC SRR 50 THEET L2 &,
14.2.3 RF & FHc 57 55612013, REFRELRET 5720, VYV URVTEEERTL 2 L,
14.2.4 BAEMABT7 4 V2 — 2 AW TERAIZEG LN b, Zv L Va VBES N Z E XD D,

ZERIBNFEDOREN DN DD, DY
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9. HBHH
BARANA

10. 75 - o
(1

) ERHSPELEES - A%, MUCBREEE - SRICET HHE
DR L

(2) A%k

(FAaRIZ+—IL 1% 20mL THEI))
20mL X 5 %

(FAaRIZ+—IL 1% 50mL THEI))
50mL X1 /314 7 v

(FAaRIZ+—IL 1%E:E 100mL TBHETI])
100mL X1 /3o 7L

(3) PHBE
B R L
(4) BROHME
544 ME
TaRT = 1%EE 20mLIBETL] |7y 7N A7 A (EaFEH)
FuRT +— 1%EE 50mLI A E T
S ﬁ“ = =L NA T BT A (EAE)
TR T —b 1%EE 100mLI H [E T
1. GRS LEEHME
B R L
12. Z0fth
R T L

11



V. ARICEYSEE

1. BREXIEHER
O & R B K OHEFF
OLPIRIRICEB T D N LI D gHE

2. MEERIEHRICEAET 5FE
RE STV

3. HiERUVHAE
(1) BERUVRAEOHESR
(ZEHBOEARUHR
61§l
WL ACIEAK A 0.06mL/kg/10 ¥ (7R 74—/ & LT 0.5mg/kg/10 F)) O@E T, HBH
DEEREZBIZE LN S, BIRAH/OND E THRIRNIZES T 5, 728, ASATLLCIVOEFIC
E. ROBRICREST 5,
W R AICIEAHA] 0.20~0.25mL/kg (FuR 74—/ L LT 2.0~2.5mg/kg) THlENELN5,
BEE LBV, K0V ETRIRDEONDIHANH 5, sIREBIIVNEIDES U CEEBMNE S

> g

6.2 #i

W, BEL L IIEEE - HEMLERBEAT A LA L, AFETHIRNICER S5 5, 73 R
ERBoNs L5 BEORISREBEBE LN, R HEELZRET 5,

WL AT, AH) 0.4~1.0mL/kg/FE (FrR7 4+ —/LE LT 4~10mg/kg/fF) OF%55#E Tl
Ul R RS B D,

Fro. BRAD RRIEPESDEA. RPTREAIE) Z20FHT2 2 &,

¥, RATRREREIOF IR 13m0 AR BT U) R RERE S S D,
(RPAEICE TS5 AR OERE)

N (Bl 2 & Te) ([ZIEAA%Z 0.03mL/kg/FE (7R 7 +—/L & LT 0.3mg/kg/lf) O HHE
T, FHEEANMI CTHARNICR 5246 L, MU 28FRENS O L) BEFO LT RELZBILE L
D, B HHEZFRET 5,

W B ATIEAR] 0.03~0.30mL/kg/: (FrR7 4—/L & LT 0.3~3.0mg/kg/lF) OF 5 H
CHE B 7 BAFRE D MF DD,

¥, BEORE, JEROBRELZE L, LE LT HHEHEEINC CERGEREZEBT 52 &,
Fio, REIE U TERAEZIHT L L,

(2) AZEBRUVHEROREREE - L

MU ERR L

4. REBRUVAEICEEYT IR
TRERVHAEICEET SEE
(2 EHBOBARUHR)
7.1 #FICH T HERH
YN
DIRF[H]

0~10 % 10~20 %3 20~30 %> 30 43~

1.0mL/kg/Hf 0.8mL/kg/I 0.6mL/kg/is BERREE BT
(FaR7r—nE | (FaRzr—nE | (FaRrzr—L T D,
L T 10mg/kg/f¥F) L T 8mg/kg/fF) L T 6mg/kg/fF)

5
o

12




(RHARICE T S AR OERE)

7.2 KFNT, FHtEAIC KV BET5 28, QERGETDRVI &,

7.3 AFNL, @H, T HEBATRE LW L, 2L, EFRIBO bV, 7 A A8 TRA
BT X DN LBERG AT, BEORIREL S S HEIIBSET 52 &,

I
B 0~57%y 55y~
Beh 0.03~0.30mL/kg/I
i 0.08mL/kg/s (SR HE A BLEE L7278 & ST R0
5. ERERAE
(1) BEF—8/8y—
R L
(2) BEEERR
B R L
(3) AERGERHR
(£ BHROBARUHS)

1711 ERE THER (25RBEOEA AERTERR)

FAN A 138 Bl 6t AifIE A URE, AiEERE (7 r A7+ — /I K D MBEE AR, 78
NREROT hrvrzgh) miEr AiRERL) T80 225 MEHMEAOE#EH &L R L
7zo 7R T 3 —/L % 0.5mglkg/10 B CTHH L7z & & | Y mtIREITAT# 3R LR 2.1£0.3mg/kg,
ATHESERE 2.0+0.3mg/kg. ElinE#E 1.5+0.1mg/kg T. Sl E CORFMILATIHE 2 URE 44.1+9.2
o, AR 41.319.4 7, mlnERE 46.3E11.2 W Th o7,

RIVE R ZE BLRITATR I 72 LR 18.6% (10/54 f511) | AT FERE 18.4% (9/49 f5) . =il HE 20.0% (7/35
Bl) CTh oz, ERRIERITRTEIEZ UFECTIEFRAR - ALBE 11.1% (6/54 ) . ESTRFE TR 5.6% (3/54
B) . RIECSERE CITFE AR - ALBE 12.2% (6/49 ) . TESTREETR 6.1% (3/49 #il) . milnd #F CILIE STy
JEIE 5.7% (2/35 ) Toh o727,

17.1.4 ERE T HEER (25RBEO#EF AERTERAR)

FAEE 110 Bl 255100, RFTRELOFH T <. BEFpRE (TR . BRI AL Bl (IF). A
FERER 2 Lo 72 RREE (IUEE) ORREMMERFICIS T 2 Bl &2 MG Lz, Z2OfE, Bk 5
13 1B 3.0+ 1.4mg/kg/H, THE 4.4+1.8mg/kg/ME, TIEE 4.5+ 1.8mg/kg/i Th > 72,
AIERFBLET 27.8% (307110 ) C. F72EIVERIEESRHER 20.9% (28/110 #i) Th o729,
(EFARICH TS AR D OHERH)

17.1.8 BN I 18EER

SEHIRRT OS2 LE L T 58 96 fla kg s Lo e ERBRICBW T, 7mAR 7+ — ik
FHIOEE R G HE X 1.2710.62mg/kg/FFTH D . 90%DEE D 0.5~2.5mg/kg/RFDHEiHH TH -
77

RITEF R BT 9.4% (9/96 ) <. EZRFNWEMITIKMIE 6.3% (6/96 f5l) TdH-o7=7),

) EHEBEEOMEE BT, BE., RAIIE T e R 7 3 —/b & LT 4~10mg/kg/H o % 53# ¥ Tl

U722 REMREE 3G D,
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(4) BIEMEER
1) ENEREERR

(ZEREBOBEARUHR

17.1.2 ENE T RER (25HEOEA AEMEER)

FHi8E 467 HIIC 7 v R 7+ —/L% 0.5mgkg/10 B TH G L& &, FHmIERET 2.21+
0.39mg/kg T, F¥J 46 B CEFEDIE RN 5 LTz,

RIVEFZBLRIT 23.6% (110/467 #) . EZRAMERIZES LR 15.4% (72/467 B) . FER - AL
BE7.3% (34/467 i) ThH o727,

17.1.3 BREMERR (ESKBEOEA)

FAfT A 259 Bl R v R 7 4 — LV IERA]D (131 ) &F A~ 2 —n (128 fil) ZHEk L7
HREBRIZIBNWT, TR 7+ — AV ENFOFHRITEHLL ET99.2% (124/125) Tho7,

T uR T — VERFE G REORIEA BRI 20.2% (26/129 #) T, ERRIVER TSR
15.5% (207129 i) . 4% « F1BE 2.3% (3/129 ) TH-7-9,

17.1.5 ENE I HFAR (2SREBO#HET AEMERER)

FF B 252 Bl & kf4 1, Hif bR 0FHEE, ML RIEMERBEO RREMERFIC I 2 B H &4
A L7, T ORER, Bl G E X b= R0 5.7 1.8mg/kg/Ry, HiER{l % FRIFEE A
7.0£2.3mg/kg/MFTH Y . FRFEE T, BAIRE CTIZE LRI T 7.6 50 ThH o7z,

RIVE R BLRIT R L 2 0 RE 16.3% (21/129 ) . HEF L ZEHIEME FHRE 17.1% (21/123 #1) T
bolz, EREIWERITH R 2 HE OB CITEN FELIR 7.8% (10/129 #)) . #ifg{bZEFHIEM ARET
TSRS 7.3% (9/123 f5]) ThH-o7-'°,

17.1.6 ENEMERR (EFKEOHEF)

LY FICCRIRE ST 285 145 Bl Xt 7 a R 7 + — NV EgHF (72 ) & F4X0 2 —
v R TNANT L (T34)) ZHER LRI\ T, el 7 +— L ERF oA FRIZAEHUET
97.2% (69/71) T -7z,

TR T d— VERFIR G EEORWERARBRIL 8.5% (6/71 ) <. LE/RBIWEMAIZIES L 4.2%
(371 fl) THoY,

(EFARICH TS AR D OHERH)

17.1.9 BN MiAEER

SRR OS8R A LE L 9 5B 56 Bl &2 XIGU 7 a AR 7 o — VTERHF] (25 ) & T E/8A (81
f) Al Lo BT, T a R 7 — A OA HEIL 100% (25/25) Thoiz,
TR T g — VERFIE G EEORIER R BRI 4.0% (1/25 1) <, KifE 4.0% (1/25 ) TH-

tlz)o

) SHEMEEOHERHCBW T, @H, AT R 7 43— & LT 4~10mg/kg/FE D 53 E T
Y 2R RIREE 3G DD
2) REHER
U ERR L
(5) #BFE - WBHFAR
MG R R L
(6) AEMER
1) EARERE (—REARKRAE. FECEARERE. SARGELRAE). RiER
—RARE. REFRFTREBRAROAR
U ERR L
2) RBRFH L LTEREPEORABRNITRIE L-AE - HROBME
% L7

m

BT — 5~

<
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(7) =0ttt

(ZEHBOBEARUHR

17.1.7 KB AE

ENORNZ %G & UTZERIRRERC, —ANAT DIV BRI B IR D@ ) Th 5,

1) HEBEA

TR T F—/ViERH A 0.05mL/kg/10 B (R 7 3 — & LT 0.56mglkg/10 #) O & TR
Iz L, BEITIE “1,2,3 - »7 CfamEd, BIRLEFR T aR 7 3 — A EHA O S
ik Lz,

TR T = EHF 0.20~0.25ml/kg (FrR 7 4 —/L & LT 2.0~2.5mg/kg) O & THtlE L
oo BAKRITEHIZT 0 R 7 4+ — VEFANC X 2 BREHER 2 Bda L 72 &) 10

2) B

AR, Wi AT, KETE L. BBFE (K 30~100%) XIIEE%E - (L ZEHRRA N A CTHE
@%%ﬁot@fﬂﬁﬁfi Y UPR T ERCTT R T g — VERAE FIRNIC G LT,
B 5 1 IR D 10 43T 1.0mL/kg/FF (10mg/kg/FE) & L. ZO#%IE 10 43 0.8mL/kg/RE
(8mg/kg/H¥) . 0.6mL/kg/Ff (6mg/kg/lRf) LiRIE L, £ O®HKITEZT ORKIKEICEDE, #
g (B3 #HEEL. R/AE R CRICE L MR A {2 L 98 L=, Fiklc
L7 REREE X, 7 e R T o — VEESA] 0.4~1.0mL/kg/FE (e R 7 4 —/L & LT 4~10mg/kg/
Kf) OHETHELNTZ,

TR R T A — VIS FNERAE A 2 20O CTRREEME SR A, FFHERRER, SRR ANRRERE & OFF L
Too Fiz, MBI URRAERIZ ORI 726 1O 1D 1))

(RHBRICE T 5 AITEERPOER)

17.1.10 KPBBEPORBOBELE

ENORNZ %G & UTZERRRER T, — AT a0 BEEF O 7 EITROE Y T
b5,

TR T 4 — VERHE 0.03mL/kg/H (7R 7 4 —/L & LT 0.3mglkg/lF) OE S THARNICEH:
FEEAN L. b LTz, TORITBZEORELBIE L en 6, F/MMi#h&E T [Ramsay score 3]
(FEICELDERICHR) Z#EEE L, EFFL SV E T 0 R 7 4 — VB3 E Tl Lz, #aF L
~UUE, T a R T — A 0.08~0.8mL/kg/RE (7R A7 4 —/L & LT 0.3~3.0mglkg/F) @
HETHELNTZ, 7 rR7 3 — WERANTEREH R 7000 T, FERRFEME SR A VLR8BS BRI 2
PR LT 12 18]

) 2HEMEEOHERHCB W T, @%., AT R 7 43— & LT 4~10mg/kg/Fr D 53 & T
Y22 RRE NG DD,

15



VI. EMEBICEYTSEE

1. REPHICEAESSLEMX T aMEF
E R - SERRA (TAXLT = ) — LV REEY)
TR BED D DB ORIEE - ZIRFIL, RFOBPMNLELZSZRT D &,

2. ¥B{ER

(1) {ERERL - VEFBFF
TaRT A= VOERERICBWTRESND S,
TR T = OEHIZ L o THRERIRREEN G SN D08, ZOERANRED L D 2Tk > TRZ 20
IERER S TRy,

(2) ENERMT SRR
18.2 FEE:ER
18.2.1 FRINEE G121 D 50%MEIRE (HDso) 1% 12.9mg/kg, 50%E St &E (LDso) (% 57.9mgl/kg
TiRWEE%k (LDso/HDso) 1% 4.5 Tho7z (w7 2) 14,

18.2.2 7'u AR 7+ — /WIEFFNTIELHNTFREE 2 B L, HDso DK 2 fi5 &% &5 L1258 O iy
K 5 3 T D | L OREIEREF H5 8 47 LI REEMESED iz (w7 &) 19
18.2.3 7' AR 7 o+ — /VIEFHIO KB G K DRI OIE R I X T AL Z — /L 0 B & ) 2Rl

Thotlz (w7 R) 19,
18.3 HiRME/ER
TR T g — VIS FNEH BAR AN 2 AR I 2 B . SEHRME A~ b S 7 (=) 1Y),
(3) {ERZRTRFME - FFiuki
MUERR L
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VI. EMBEICET HRE

1. mMPREOHTR

(1) AERLAEVWGOLFRE
MU ERR L

(2) BERERTHERESL-ODRE
HARNGEEERR A B 1 6 #1112 1.0, 2.0 X 2.6mg/kg & HEFHIRNA —F ARG L& X, uaiR 74+
—VOENEREIL 8-> /X— b A v METIUICHEA L, Al iR e L 3 FIMEICE L, &M O
X 264 (tiza). 51.0 97 (t1eB) K364 457 (tizy) ThHoto, Hla/X— KA MIBIT
DOy AR AR e OVE B IRBER O 3 A B FEIXZ N2 26L KN 325L Th 72, &8 7 V7 7 > A (CLrs)
fE1E 1.68L/43 T o717 18 1~2.5mg/kg O AR T, MoKy i - i AR F s (AUC
0e0) DHBEIZHAEI L TIN5 Z LR ENT,
Fio, EYEHE T A — X IZH L RMETA LR o7 NEAT—4),

(3) shmiE
MR L

(4) BE - ftREOTE
(TVil. 7. MHEAEH) OHEZH)

2. EMEERONTA—4
(1) BifAE
LR L
(2) WRUREEER
AR L
(3) HEREEEHK
M PR L
(4) PVF3532R
AR L
(5) HHEE
AR L
(6) £t
M PR L

3. B&H (REaL—>av) #H
(1) A&

YR L

(2) NFA—2ZEHER
B R L

4. R
AERR L

5. 9%

(1) m-REErEEE
KB L

(2) MK-HEmEPIEEN
(VI 6. (5) 4Bkt DB
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(3) Ait~0BiTHE
(TVIl. 6. (6) #ZFhw) DOESH)
(4) HE~NOBITHE
MUERR L
(5) ZofhoiBB~DRITHE
MR L
(6) MFEEAKEAE
BEIZT R T +—/v % 2.5mglkg & THEIFRNA—F 25 Lzl &, &E5% 10 LT 120 47
BOEAMARITN 97T~99% ThHh 7219 HEANT—4),
6. i
(1) KREBLLRUCHRBERE
RRNEBE 8 Bl 2.6mg/kg & HAIFFAIRNA —F 25 Lz b &, #51% 24 Bl £ CTICRPICER
D OENTRFY KR ORFDOEEIT, TaRT7+— DI Nr a EBEEERN 75%., 1,4 % /7 — /KD 1-
X =TT o CEREARIN 12%, 4% ) — L7V 7 a UEERAIRD 8%, 4 ¥ ) — VIKORTERH
BN 5% T o722,
(2) REICBEE5T 58K (CYPH) OHFE. 5=
M ERR L
(3) MEEGBMNROFTERVZTOEE
MUERR L
(4) REVOFHEOERRUELL., FHELE
HMERR L

7. Bt

RN 8 Bl ) 2.6mglkg Z HEIFFIRNA — 7 ARG Lo L & &5% 24 R E TIC7m AR

=N N1,4F ) =KD T N7 a U RIARR SN 1,4 ¥/ — WV EOREBRAKR L L TREE
D 68.3% AR HE S =20,

8. FSVARR—A—IZBHT S1EH
MR L

9. BREICKEKRERE
MR L

10. BHEDERZFITH8E
16.6.1 DM EREEDTE
TaRT A= ND )T T AT EIAKF T D720, DR ERED LIcSaIiE, i
ENRAO L, TaRT7 4 — D Clap BNEEBEEZTHAREN S 52 GMNEAT—4),
16.6.2 BHiEEE RS
BEEREFELCNER REHEZ A TREERIC T AR 7 + — VEHBEIRN A — 7 AR 5H 50

RN FRGE G- LTz & & EMBIRE T A — X (CHGRHA B EITRD bhgpo 722 28 (4
EAT—24),

16.6.3 HFH#RElEREE
JFREZS B RE N OVIE R R IS RE 2 A THRERIC Y 0 R 7 + — V2 HEFEIRN AR — T 2% 5.5 5\

XFR RN ERRC G- L 72 & & | SR ERE /R T A — X (CHRBER ORI B22IER0 bhgino 7224
22 BMEAT—4),
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1.

16.6.4 BiNE

TuR T F— )V ORNEIREIZOWT, &l O Vi L CLr NEEE 2L L TEXIZ (20~25%)
KL< ENWESNTND, —FH, |minE CIFEFHREI b LA, EEROKNEIRE
DECLY, BRELINDHEMEL 2D Z EBRHE SN TNE Y 20 GLEAT—#), [9.8 &
ey

ZDfth
EER e L
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VI. £t (EAELOZXESH) CEYHEE

1. EERREZTOERE
BE STV

2. ERHABLTDER

2EE (ROBHIZEIBRELEWNI L)

(FhBELLE)

2.0 B SUIARAN DR xE LiBBUE OBEEIRE D & 2 B [9.1.56 S ]
(EFARICH TS AR D OHERH)

2.2 R [9.7.2 B

(fi#s)

2.1 AFIOE 5 L BEUERZ 2 L7-BAE CIIHERSICEVIERNERT I IBENANS D, T
ARENOFNINA &AL DL O FHERRMI IR (7 A XA (ZEHEUE OO & 5 BFIT H
BLWZEREEFLWEEZ LD,

2.2 SEICB W CTHEBBRAATH 20 EHIBHRES N TN D 2T, S DI EO/NEDE IR
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<DailyMed (USA), 2024 4 8 H s >

4 IS

24 Fresenius Kabi USA, LL.C

HR5E44 DIPRIVAN- propofol injection, emulsion
A - B#& | injection, emulsion ; 10 mg in 1 mL
INDICATIONS AND USAGE

DIPRIVAN is an IV general anesthetic and sedation drug that can be used as described in the
table below.

Table 3. Indications for DIPRIVAN

Indication Approved Patient Population

Initiation and maintenance of Monitored Adults only
Anesthesia Care (MAC) sedation

Combined sedation and regional anesthesia Adults only (see PRECAUTIONS)

Induction of General Anesthesia Patients greater than or equal to 3 years of
age

Maintenance of General Anesthesia Patients greater than or equal to 2 months
of age

Intensive Care Unit (ICU) sedation of Adults only

intubated, mechanically ventilated patients

Safety, effectiveness and dosing guidelines for DIPRIVAN have not been established for MAC
Sedation in the pediatric population; therefore, it is not recommended for this use.

DIPRIVAN is not recommended for induction of anesthesia below the age of 3 years or for
maintenance of anesthesia below the age of 2 months because its safety and effectiveness have not
been established in those populations.

In the Intensive Care Unit (ICU), DIPRIVAN can be administered to intubated, mechanically
ventilated adult patients to provide continuous sedation and control of stress responses only by
persons skilled in the medical management of critically ill patients and trained in cardiovascular
resuscitation and airway management.

DIPRIVAN is not indicated for use in Pediatric ICU sedation since the safety of this regimen has
not been established.

DIPRIVAN is not recommended for obstetrics, including Cesarean section deliveries. DIPRIVAN
crosses the placenta, and as with other general anesthetic agents, the administration of
DIPRIVAN may be associated with neonatal depression.

DIPRIVAN is not recommended for use in nursing mothers because propofol has been reported to
be excreted in human milk, and the effects of oral absorption of small amounts of propofol are not
known.
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DOSAGE AND ADMINISTRATION

Propofol blood concentrations at steady-state are generally proportional to infusion rates,
especially in individual patients. Undesirable effects such as cardiorespiratory depression are likely
to occur at higher blood concentrations which result from bolus dosing or rapid increases in the
infusion rate. An adequate interval (3 minutes to 5 minutes) must be allowed between dose
adjustments to allow for and assess the clinical effects.

Shake well before use. Do not use if there is evidence of excessive creaming or aggregation, if large
droplets are visible, or if there are other forms of phase separation indicating that the stability of
the product has been compromised. Slight creaming, which should disappear after shaking, may be
visible upon prolonged standing.

When administering DIPRIVAN by infusion, syringe or volumetric pumps are recommended to
provide controlled infusion rates. When infusing DIPRIVAN to patients undergoing magnetic
resonance imaging, metered control devices may be utilized if mechanical pumps are impractical.

Changes in vital signs indicating a stress response to surgical stimulation or the emergence from
anesthesia may be controlled by the administration of 25 mg (2.5 mL) to 50 mg (5 mL) incremental
boluses and/or by increasing the infusion rate of DIPRIVAN.

For minor surgical procedures (e.g., body surface) nitrous oxide (60% to 70%) can be combined with
a variable rate DIPRIVAN infusion to provide satisfactory anesthesia. With more stimulating
surgical procedures (e.g., intra-abdominal), or if supplementation with nitrous oxide is not provided,
administration rate(s) of DIPRIVAN and/or opioids should be increased in order to provide adequate
anesthesia.

Infusion rates should always be titrated downward in the absence of clinical signs of light
anesthesia until a mild response to surgical stimulation is obtained in order to avoid administration
of DIPRIVAN at rates higher than are clinically necessary. Generally, rates of 50 mcg/kg/min to 100
mcg/kg/min in adults should be achieved during maintenance in order to optimize recovery times.

Other drugs that cause CNS depression (e.g., sedatives, anesthetics, and opioids) can increase CNS
depression induced by propofol. Morphine premedication (0.15 mg/kg) with nitrous oxide 67% in
oxygen has been shown to decrease the necessary propofol injection maintenance infusion rate and
therapeutic blood concentrations when compared to non-narcotic (lorazepam) premedication.

Induction of General Anesthesia
Adult Patients
Most adult patients under 55 years of age and classified as ASA-PS I or II require 2 mg/kg to

2.5 mg/kg of DIPRIVAN for induction when unpremedicated or when premedicated with oral
benzodiazepines or intramuscular opioids. For induction, DIPRIVAN should be titrated
(approximately 40 mg every 10 seconds) against the response of the patient until the clinical signs
show the onset of anesthesia. As with other general anesthetics, the amount of intravenous opioid
and/or benzodiazepine premedication will influence the response of the patient to an induction dose

of DIPRIVAN.

Elderly, Debilitated, or ASA-PS III or IV Patients
It is important to be familiar and experienced with the intravenous use of DIPRIVAN before

treating elderly, debilitated, or ASA-PS III or IV patients. Due to the reduced clearance and higher
blood concentrations, most of these patients require approximately 1 mg/kg to 1.5 mg/kg
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(approximately 20 mg every 10 seconds) of DIPRIVAN for induction of anesthesia according to their
condition and responses. A rapid bolus should not be used, as this will increase the likelihood of
undesirable cardiorespiratory depression including hypotension, apnea, airway obstruction, and/or
oxygen desaturation.

Pediatric Patients

Most patients aged 3 years through 16 years and classified ASA-PS I or II require 2.5 mg/kg to 3.5
mg/kg of DIPRIVAN for induction when unpremedicated or when lightly premedicated with oral
benzodiazepines or intramuscular opioids. Within this dosage range, younger pediatric patients
may require higher induction doses than older pediatric patients. As with other general anesthetics,
the amount of intravenous opioid and/or benzodiazepine premedication will influence the response
of the patient to an induction dose of DIPRIVAN. A lower dosage is recommended for pediatric
patients classified as ASA-PS III or IV. Attention should be paid to minimize pain on injection when
administering DIPRIVAN to pediatric patients. Boluses of DIPRIVAN may be administered via
small veins if pretreated with lidocaine or via antecubital or larger veins.

Neurosurgical Patients

Slower induction is recommended using boluses of 20 mg every 10 seconds. Slower boluses or
infusions of DIPRIVAN for induction of anesthesia, titrated to clinical responses, will generally
result in reduced induction dosage requirements (1 mg/kg to 2 mg/kg).

Cardiac Anesthesia

DIPRIVAN has been well-studied in patients with coronary artery disease, but experience in
patients with hemodynamically significant valvular or congenital heart disease is limited. As with
other general anesthetics and sedation drugs, DIPRIVAN in healthy patients causes a decrease in
blood pressure that is secondary to decreases in preload (ventricular filling volume at the end of the
diastole) and afterload (arterial resistance at the beginning of the systole). The magnitude of these
changes is proportional to the blood and effect site concentrations achieved. These concentrations
depend upon the dose and speed of the induction and maintenance infusion rates.

In addition, lower heart rates are observed during maintenance with DIPRIVAN, possibly due to
reduction of the sympathetic activity and/or resetting of the baroreceptor reflexes. Therefore,
anticholinergic agents should be administered when increases in vagal tone are anticipated.

As with other anesthetic agents, DIPRIVAN reduces myocardial oxygen consumption. Further
studies are needed to confirm and delineate the extent of these effects on the myocardium and the
coronary vascular system.

Morphine premedication (0.15 mg/kg) with nitrous oxide 67% in oxygen has been shown to
decrease the necessary DIPRIVAN maintenance infusion rates and therapeutic blood
concentrations when compared to non-narcotic (lorazepam) premedication. The rate of DIPRIVAN
administration should be determined based on the patient's premedication and adjusted according
to clinical responses.

A rapid bolus induction should be avoided. A slow rate of approximately 20 mg every 10 seconds
until induction onset (0.5 mg/kg to 1.5 mg/kg) should be used. In order to assure adequate
anesthesia, when DIPRIVAN is used as the primary agent, maintenance infusion rates should not
be less than 100 mcg/kg/min and should be supplemented with analgesic levels of continuous opioid
administration. When an opioid is used as the primary agent, DIPRIVAN maintenance rates should
not be less than 50 mcg/kg/min, and care should be taken to ensure amnesia. Higher doses of
DIPRIVAN will reduce the opioid requirements (see Table 4). When DIPRIVAN is used as the
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primary anesthetic, it should not be administered with the high-dose opioid technique as this may
increase the likelihood of hypotension.

Table 4. Cardiac Anesthesia Techniques

Primary Agent Rate Secondary Agent/Rate
(Following Induction with Primary
Agent)
DIPRIVAN OPIOID#/0.05 mcg/kg/min to 0.075
mcg/kg/min
(no bolus)
Preinduction 25 mcg/kg/min
Anxiolysis
Induction 0.5 mg/kg to
1.5 mg/kg over 60 sec
Maintenance 100 mcg/kg/min to
(Titrated to Clinical 150 mcg/kg/min
Response)
OPIOIDP DIPRIVAN /50 mcg/kg/min to 100
mcg/kg/min
(no bolus)
Induction 25 meg/kg to
50 mcg/kg
Maintenance 0.2 mcg/kg/min to

0.3 mcg/kg/min

aQPIOID is defined in terms of fentanyl equivalents, i.e.,
1 mcg of fentanyl = 5 mcg of alfentanil (for bolus)

= 10 mcg of alfentanil (for maintenance)

or

= 0.1 mcg of sufentanil

bCare should be taken to ensure amnesia.

Maintenance of General Anesthesia

DIPRIVAN has been used with a variety of agents commonly used in anesthesia such as atropine,
scopolamine, glycopyrrolate, diazepam, depolarizing and nondepolarizing muscle relaxants, and
opioid analgesics, as well as with inhalational and regional anesthetic agents.

In the elderly, debilitated, or ASA-PS III or IV patients, rapid bolus doses should not be used, as
this will increase cardiorespiratory effects including hypotension, apnea, airway obstruction, and
oxygen desaturation.

Adult Patients

In adults, anesthesia can be maintained by administering DIPRIVAN by infusion or intermittent
IV bolus injection. The patient's clinical response will determine the infusion rate or the amount
and frequency of incremental injections.

Continuous Infusion
DIPRIVAN 100 mcg/kg/min to 200 mcg/kg/min administered in a variable rate infusion with 60%
to 70% nitrous oxide and oxygen provides anesthesia for patients undergoing general surgery.
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Maintenance by infusion of DIPRIVAN should immediately follow the induction dose in order to
provide satisfactory or continuous anesthesia during the induction phase. During this initial period
following the induction dose, higher rates of infusion are generally required (150 mcg/kg/min to 200
mcg/kg/min) for the first 10 minutes to 15 minutes. Infusion rates should subsequently be decreased
30% to 50% during the first half-hour of maintenance. Generally, rates of 50 mcg/kg/min to 100
mcg/kg/min in adults should be achieved during maintenance in order to optimize recovery times.

Other drugs that cause CNS depression (e.g., sedatives, anesthetics, and opioids) can increase the
CNS depression induced by propofol.

Intermittent Bolus

Increments of DIPRIVAN 25 mg (2.5 mL) to 50 mg (5 mL) may be administered with nitrous oxide
in adult patients undergoing general surgery. The incremental boluses should be administered
when changes in vital signs indicate a response to surgical stimulation or light anesthesia.

Pediatric Patients

DIPRIVAN administered as a variable rate infusion supplemented with nitrous oxide 60% to 70%
provides satisfactory anesthesia for most children 2 months of age or older, ASA-PS I or II,
undergoing general anesthesia.

In general, for the pediatric population, maintenance by infusion of DIPRIVAN at a rate of 200
mcg/kg/min to 300 meg/kg/min should immediately follow the induction dose. Following the first
half-hour of maintenance, infusion rates of 125 mcg/kg/min to 150 mcg/kg/min are typically needed.
DIPRIVAN should be titrated to achieve the desired clinical effect. Younger pediatric patients may
require higher maintenance infusion rates than older pediatric patients.

Monitored Anesthesia Care (MAC) Sedation

Adult Patients

When DIPRIVAN is administered for MAC sedation, rates of administration should be
individualized and titrated to clinical response. In most patients, the rates of DIPRIVAN
administration will be in the range of 25 mcg/kg/min to 75 mcg/kg/min.

During initiation of MAC sedation, slow infusion or slow injection techniques are preferable over
rapid bolus administration. During maintenance of MAC sedation, a variable rate infusion is
preferable over intermittent bolus dose administration. In the elderly, debilitated, or ASA-PS III or
IV patients, rapid (single or repeated) bolus dose administration should not be used for MAC
sedation. A rapid bolus injection can result in undesirable cardiorespiratory depression including
hypotension, apnea, airway obstruction, and oxygen desaturation.

Initiation of MAC Sedation

For initiation of MAC sedation, either an infusion or a slow injection method may be utilized while
closely monitoring cardiorespiratory function. With the infusion method, sedation may be initiated
by infusing DIPRIVAN at 100 mcg/kg/min to 150 mcg/kg/min (6 mg/kg/h to 9 mg/kg/h) for a period of
3 minutes to 5 minutes and titrating to the desired clinical effect while closely monitoring
respiratory function. With the slow injection method for initiation, patients will require
approximately 0.5 mg/kg administered over 3 minutes to 5 minutes and titrated to clinical
responses. When DIPRIVAN is administered slowly over 3 minutes to 5 minutes, most patients will
be adequately sedated, and the peak drug effect can be achieved while minimizing undesirable
cardiorespiratory effects occurring at high plasma levels.
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In the elderly, debilitated, or ASA-PS III or IV patients, rapid (single or repeated) bolus dose
administration should not be used for MAC sedation. The rate of administration should be over 3
minutes to 5 minutes and the dosage of DIPRIVAN should be reduced to approximately 80% of the
usual adult dosage in these patients according to their condition, responses, and changes in vital
signs.

Maintenance of MAC Sedation

For maintenance of sedation, a variable rate infusion method is preferable over an intermittent
bolus dose method. With the variable rate infusion method, patients will generally require
maintenance rates of 25 mcg/kg/min to 75 mcg/kg/min (1.5 mg/kg/h to 4.5 mg/kg/h) during the first
10 minutes to 15 minutes of sedation maintenance. Infusion rates should subsequently be decreased
over time to 25 mcg/kg/min to 50 mcg/kg/min and adjusted to clinical responses. In titrating to
clinical effect, allow approximately 2 minutes for onset of peak drug effect.

Infusion rates should always be titrated downward in the absence of clinical signs of light sedation
until mild responses to stimulation are obtained in order to avoid sedative administration of
DIPRIVAN at rates higher than are clinically necessary.

If the intermittent bolus dose method is used, increments of DIPRIVAN 10 mg (1 mL) or 20 mg (2
mL) can be administered and titrated to desired clinical effect. With the intermittent bolus method
of sedation maintenance, there is increased potential for respiratory depression, transient increases
in sedation depth, and prolongation of recovery.

In the elderly, debilitated, or ASA-PS III or IV patients, rapid (single or repeated) bolus dose
administration should not be used for MAC sedation (see WARNINGS). The rate of administration
and the dosage of DIPRIVAN should be reduced to approximately 80% of the usual adult dosage in

these patients according to their condition, responses, and changes in vital signs (see DOSAGE
AND ADMINISTRATION).

DIPRIVAN can be administered as the sole agent for maintenance of MAC sedation during
surgical/diagnostic procedures. When DIPRIVAN sedation is supplemented with opioid and/or
benzodiazepine medications, these agents increase the sedative and respiratory effects of
DIPRIVAN and may also result in a slower recovery profile.

ICU Sedation

Abrupt discontinuation of DIPRIVAN prior to weaning or for daily evaluation of sedation levels
should be avoided. This may result in rapid awakening with associated anxiety, agitation, and
resistance to mechanical ventilation. Infusions of DIPRIVAN should be adjusted to assure a
minimal level of sedation is maintained throughout the weaning process and when assessing the
level of sedation.

Adult Patients

For intubated, mechanically ventilated adult patients, Intensive Care Unit (ICU) sedation should
be initiated slowly with a continuous infusion in order to titrate to desired clinical effect and
minimize hypotension.

Most adult ICU patients recovering from the effects of general anesthesia or deep sedation will
require maintenance rates of 5 mcg/kg/min to 50 mcg/kg/min (0.3 mg/kg/h to 3 mg/kg/h)
individualized and titrated to clinical response (see DOSAGE AND ADMINISTRATION). With
medical ICU patients or patients who have recovered from the effects of general anesthesia or deep
sedation, the rate of administration of 50 mcg/kg/min or higher may be required to achieve adequate
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sedation. These higher rates of administration may increase the likelihood of patients developing
hypotension. Administration should not exceed 4 mg/kg/hour unless the benefits outweigh the risks.

Dosage and rate of administration should be individualized and titrated to the desired effect,
according to clinically relevant factors including the patient’s underlying medical problems,
preinduction and concomitant medications, age, ASA-PS classification, and level of debilitation of
the patient. The elderly, debilitated, and ASA-PS III or IV patients may have exaggerated
hemodynamic and respiratory responses to rapid bolus doses.

DIPRIVAN should be individualized according to the patient's condition and response, blood lipid
profile, and vital signs. For intubated, mechanically ventilated adult patients, Intensive Care Unit
(ICU) sedation should be initiated slowly with a continuous infusion in order to titrate to desired
clinical effect and minimize hypotension. When indicated, initiation of sedation should begin at 5
mcg/kg/min (0.3 mg/kg/h). The infusion rate should be increased by increments of 5 mcg/kg/min to
10 mecg/kg/min (0.3 mg/kg/h to 0.6 mg/kg/h) until the desired level of sedation is achieved. A
minimum period of 5 minutes between adjustments should be allowed for onset of peak drug effect.
Most adult patients require maintenance rates of 5 mcg/kg/min to 50 mcg/kg/min (0.3 mg/kg/h to 3
mg/kg/h) or higher. Administration should not exceed 4 mg/kg/hour unless the benefits outweigh the
risks (see WARNINGS). Dosages of DIPRIVAN should be reduced in patients who have received
large dosages of narcotics. The DIPRIVAN dosage requirement may also be reduced by adequate
management of pain with analgesic agents. As with other sedative medications, there is
interpatient variability in dosage requirements, and these requirements may change with time.
Evaluation of level of sedation and assessment of CNS function should be carried out daily
throughout maintenance to determine the minimum dose of DIPRIVAN required for sedation. Bolus
administration of 10 mg or 20 mg should only be used to rapidly increase depth of sedation in
patients where hypotension is not likely to occur. Patients with compromised myocardial function,
intravascular volume depletion, or abnormally low vascular tone (e.g., sepsis) may be more
susceptible to hypotension.

SUMMARY OF DOSAGE GUIDELINES:

Dosages and rates of administration in the following table should be individualized and titrated to
clinical response. Safety and dosing requirements for induction of anesthesia in pediatric patients
have only been established for children 3 years of age or older. Safety and dosing requirements for
the maintenance of anesthesia have only been established for children 2 months of age and older.

For complete dosage information, see DOSAGE AND ADMINISTRATION.

INDICATION DOSAGE AND ADMINISTRATION

Induction of | Healthy Adults Less Than 55 Years of Age:

General 40 mg every 10 seconds until induction onset (2 mg/kg to 2.5 mg/kg).
Anesthesia: Elderly, Debilitated, or ASA-PS III or IV Patients:
20 mg every 10 seconds until induction onset (1 mg/kg to 1.5 mg/kg).
Cardiac Anesthesia:

20 mg every 10 seconds until induction onset (0.5 mg/kg to 1.5 mg/kg).
Neurosurgical Patients:

20 mg every 10 seconds until induction onset (1 mg/kg to 2 mg/kg).
Pediatric Patients - healthy, from 3 years to 16 years of age:

2.5 mg/kg to 3.5 mg/kg administered over 20 seconds to 30 seconds.).

43




Maintenance of
General
Anesthesia:

Infusion

Healthy Adults Less Than 55 Years of Age:

100 mcg/kg/min to 200 mcg/kg/min (6 mg/kg/h to 12 mg/kg/h).

Elderly, Debilitated, ASA-PS III or IV Patients:

50 mcg/kg/min to 100 mecg/kg/min (3 mg/kg/h to 6 mg/kg/h).

Cardiac Anesthesia: Most patients require:

Primary DIPRIVAN with Secondary Opioid—100mcg/kg/min to 150
mcg/kg/min.

Low-Dose DIPRIVAN with Primary
mcg/kg/min.

(see DOSAGE AND ADMINISTRATION, Table 4).

Neurosurgical Patients:

100 mcg/kg/min to 200 mcg/kg/min (6 mg/kg/h to 12 mg/kg/h).

Pediatric Patients - healthy, from 2 months of age to 16 years of age:

125 mcg/kg/min to 300 mcg/kg/min (7.5 mg/kg/h to 18 mg/kg/h). Following
the first half hour of maintenance, if clinical signs of light anesthesia are
not present, the infusion rate should be decreased..

Opioid—50meg/kg/min  to 100

Maintenance of

Intermittent Bolus

General Healthy Adults Less Than 55 Years of Age:
Anesthesia: Increments of 20 mg to 50 mg as needed.
Initiation of | Healthy Adults Less Than 55 Years of Age:

MAC Sedation:

Slow infusion or slow injection techniques are recommended to avoid
apnea or hypotension. Most patients require an infusion of 100 mecg/kg/min
to 150 mcg/kg/min (6 mg/kg/h to 9 mg/kg/h) for 3 minutes to 5 minutes or a
slow injection of 0.5 mg/kg over 3 minutes to 5 minutes followed
immediately by a maintenance infusion.

Elderly, Debilitated, Neurosurgical, or ASA-PS III or IV Patients:

Most patients require dosages similar to healthy adults.

Rapid boluses are to be avoided.

Maintenance of
MAC Sedation:

Healthy Adults Less Than 55 Years of Age:

A variable rate infusion technique is preferable over an intermittent bolus
technique. Most patients require an infusion of 25 mcg/kg/min to 75
mceg/kg/min (1.5 mg/kg/h to 4.5 mg/kg/h) or incremental bolus doses of 10
mg or 20 mg.

In Elderly, Debilitated, Neurosurgical, or ASA-PS III or IV Patients:

Most patients require 80% of the usual adult dose. A rapid (single or
repeated) bolus dose should not be used.

Initiation and Maintenance of ICU Sedation in Intubated, Mechanically Ventilated

Adult Patients - Because of the residual effects of previous anesthetic or
sedative agents, in most patients the initial infusion should be 5
mcg/kg/min (0.3 mg/kg/h) for at least 5 minutes. Subsequent increments of
5 mcg/kg/min to 10 mcg/kg/min (0.3 mg/kg/h to 0.6 mg/kg/h) over 5 minutes
to 10 minutes may be used until desired clinical effect is achieved.
Maintenance rates of 5 mcg/kg/min to 50 mcg/kg/min (0.3 mg/kg/h to 3
mg/kg/h) or higher may be required. Administration should not exceed 4
mg/kg/hour unless the benefits outweigh the risks).

Evaluation of clinical effect and assessment of CNS function should be
carried out daily throughout maintenance to determine the minimum dose
of DIPRIVAN required for sedation.

The tubing and any unused DIPRIVAN drug product should be discarded
after 12 hours because DIPRIVAN contains no preservatives and is
capable of supporting growth of microorganisms
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Administration with Lidocaine

If lidocaine is to be administered to minimize pain on injection of DIPRIVAN, it is recommended
that it be administered prior to DIPRIVAN administration or that it be added to DIPRIVAN
immediately before administration and in quantities not exceeding 20 mg lidocaine/200 mg
DIPRIVAN.

Compatibility and Stability
DIPRIVAN should not be mixed with other therapeutic agents prior to administration.

Dilution Prior to Administration

DIPRIVAN is provided as a ready-to-use formulation. However, should dilution be necessary, it
should only be diluted with 5% Dextrose Injection, USP, and it should not be diluted to a
concentration less than 2 mg/mL because it is an emulsion. In diluted form it has been shown to be
more stable when in contact with glass than with plastic (95% potency after 2 hours of running
infusion in plastic).

Administration with Other Fluids

Compatibility of DIPRIVAN with the coadministration of blood/serum/plasma has not been
established. When administered using a y-type infusion set, DIPRIVAN has been shown to be
compatible with the following intravenous fluids.

- 5% Dextrose Injection, USP

- Lactated Ringers Injection, USP

- Lactated Ringers and 5% Dextrose Injection

- 5% Dextrose and 0.45% Sodium Chloride Injection, USP
- 5% Dextrose and 0.2% Sodium Chloride Injection, USP

Handling Procedures

General

Parenteral drug products should be inspected visually for particulate matter and discoloration
prior to administration whenever solution and container permit.

Clinical experience with the use of in-line filters and DIPRIVAN during anesthesia or ICU/MAC
sedation is limited. DIPRIVAN should only be administered through a filter with a pore size of 5
micron or greater unless it has been demonstrated that the filter does not restrict the flow of
DIPRIVAN and/or cause the breakdown of the emulsion. Filters should be used with caution and
where clinically appropriate. Continuous monitoring is necessary due to the potential for restricted
flow and/or breakdown of the emulsion.

Do not use if there is evidence of separation of the phases of the emulsion.

Rare cases of self-administration of DIPRIVAN by health care professionals have been reported,
including some fatalities.

Strict aseptic technique must always be maintained during handling. DIPRIVAN is a single access
parenteral product (single patient infusion vial) which contains 0.005% disodium edetate to inhibit
the rate of growth of microorganisms, up to 12 hours, in the event of accidental extrinsic
contamination. However, DIPRIVAN can still support the growth of microorganisms as it is not an
antimicrobially preserved product under USP standards. Do not use if contamination is suspected.
Discard unused drug product as directed within the required time limits. There have been reports
in which failure to use aseptic technique when handling DIPRIVAN was associated with microbial
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contamination of the product and with fever, infection/sepsis, other life-threatening illness, and/or
death.

There have been reports, in the literature and other public sources, of the transmission of
bloodborne pathogens (such as Hepatitis B, Hepatitis C, and HIV) from unsafe injection practices,
and use of propofol vials intended for single use on multiple persons. DIPRIVAN vials are never to
be accessed more than once or used on more than one person.

Diprivan, with EDTA inhibits microbial growth for up to 12 hours, as demonstrated by test data for
representative USP microorganisms.

Guidelines for Aseptic Technique for General Anesthesia/MAC Sedation

DIPRIVAN must be prepared for use just prior to initiation of each individual anesthetic/sedative
procedure. The vial rubber stopper should be disinfected using 70% isopropyl alcohol. DIPRIVAN
should be drawn into a sterile syringe immediately after a vial is opened. When withdrawing
DIPRIVAN from vials, a sterile vent spike should be used. The syringe should be labeled with
appropriate information including the date and time the vial was opened. Administration should
commence promptly and be completed within 12 hours after the vial has been opened.

DIPRIVAN must be prepared for single-patient use only. Any unused DIPRIVAN drug product,
reservoirs, dedicated administration tubing and/or solutions containing DIPRIVAN must be
discarded at the end of the anesthetic procedure or at 12 hours, whichever occurs sooner. The IV line

should be flushed every 12 hours and at the end of the anesthetic procedure to remove residual
DIPRIVAN.

Guidelines for Aseptic Technique for ICU Sedation

DIPRIVAN must be prepared for single-patient use only. Strict aseptic techniques must be
followed. The vial rubber stopper should be disinfected using 70% isopropyl alcohol. A sterile vent
spike and sterile tubing must be used for administration of DIPRIVAN. As with other lipid
emulsions, the number of IV line manipulations should be minimized. Administration should
commence promptly and must be completed within 12 hours after the vial has been spiked. The
tubing and any unused DIPRIVAN drug product must be discarded after 12 hours.

If DIPRIVAN is transferred to a syringe prior to administration, it should be drawn into a sterile
syringe immediately after a vial is opened. When withdrawing DIPRIVAN from a vial, a sterile vent
spike should be used. The syringe should be labeled with appropriate information including the
date and time the vial was opened. Administration should commence promptly and be completed
within 12 hours after the vial has been opened. DIPRIVAN should be discarded and administration
lines changed after 12 hours.
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Drug Name Category
A=A NZ7 VT DHFE propofol C
(2021 4 4 H )

BE  pEOME
A=A NZ U7 D54 (An Australian categorization of risk of drug use in pregnancy)
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.
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