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NA TV T A (M)
S SRR ) R = B ol
LRy v (AakelEOROR) 7)) T
T TFLA L

1. BRIRH SN 5 EHE
kg L

12. ZDit
WEMAB T A NVH—ZFANTARNEZRGE LW &, T LT a VBEINDZERH 5.
(TVIl. 11. @A EOEE] OEBMR)



V.
1.

AEICET 51EE

IR AESIES

O£ BHREDEAR UM
O&EFBEIZEITHA NIRRT DIES

SEER IR IZEET 5 E
RESN TN

RERUVHAE
(1) AERUVHZEDMHER

(FRRT+—ILFEE 1%)
(2 ERBOEAR UM
6.1 BA

WE . RACIEAFZ 0.06mL/kg/10 7 (FaR7 5+ —/L & LT 0.5mg/kg/10 ) O
T, BEORREBELBE LN L, BIRDGOND E THIRNICK ST 5, 723, ASA
MM IVOBEIZIEL, LOBRRICEET 5,

W RAICIEAA] 0.20~0.25mL/kg (FaR7 4—/LE LT 2.0~2.5mgkg) TithRs
Boid, miEIcBWTE, VD ETHRIRDBEONDLIHERH 5, BIREITLEITIL
U CHlEBEm&EE1 5,
6.2 #H

W, BEHED L 1IMEE - ML ERIRA T X L0 L, AR Z5#IRNICR G T 5, JEY)
RERRE N DD L) BEORHIREBEABIE L 2N s, HHEEZFEHT 2,

W IR, A 0.4~1.0mL/kg/H; (FaR7 4 — b LT 4~10mg/kg/fF) D5
L T U 72 RPHEE S DD,

Fro. smAl BREEMESERAL, RPTHEAE) 20PN+ 2 2 &,

7%, RFTRERAIDR R IX0E R L0 IR RO e BREMEE A S D,
(EFREICBITHAIHERFDIEE

A (EnE Z2 &) 1ZIEAHAZ 0.016mL/kg/FF (7R~ +—/Lt LT 0.3mg/kg/Hf) O
Bl C, FREAC CREIRNIC B 52 BAdG L, S e R NS ON D L 5 BED
EEREEZBIE L 20D, BHEHEZHFHT D,

W RATIEAA] 0.015~0.15mL/kg/MF (7 aR 7 +—/ & LT 0.3~3.0mg/kg/lf) O
e 5 T ) 2R SERRE N R DD,

72k, BEEROFE, EROBEZBE L, LE LT 5 8FERE IS UG EE 2 T
HT L, Fle, MBI TERAEZOHT A &,

(FART+—ILERE 2%)
(2 EHEBDOBARUVHE
6.1 BA

BE . BRACIEAA % 0.025mL/kg/10 7 (FaR 7 +—v & LT 0.5mglkg/10 #) O fE
T, BEORREBEABE LN L, BIRDG LD E THIRNICEK ST 5, 723, ASA
MEOIVOBHEITIT, KVERICEET S,

WH . RAUZIEAR] 0.10~0.125ml/kg (F R ~7 4 —1 L LT 2.0~2.5mg/kg) THEIEA
Bond, BHEICBWLTE, L0 DBTRIRDEONIHERH D, SHIRBIISLEICE
U CHllE BT 5,
6.2 #H

W, BEHED L 1IMeE - ML ERIRA T X LR L, AR Z5IRNICR G T 5, JEY)
RRBEE NS DN D LD BEORHIRELBIE LN D, FHEEZFEHT 5,

W A, KA 0.2~0.5mL/kg/Hf (7 aR 74—/ & LT 4~10mg/kg/lF) OG-
WL C U 22 RPEE NS B D,

Fro. EwmAI PREEMESERAL. RPTHEAE) 2022 &,

728, RPTRERAIDR R38R L0 R B O e BREMEEE S S D,
(EFAREICHEITDAIERSDER)

AN (ElEZEte) ([I3AA%Z 0.03mL/kg/H (FaR7 4 —/L & LT 0.3mgkg/H) &
Be 5RE T, FREAIC TERIRMICE G- 2 Bia L, U e ERERN G oD KO BFED
EEREEZBE L 20D, EHEHEZHFETT 5,

W BRAICIEAA] 0.03~0.30mL/kg/l (7R ~7 +—/L & LT 0.3~3.0mg/kg/FF) D#
G PE Ul 22 SRR EE MG DI D,

72k, BREOFE, EROBEZBE L, LE LT 5 8FERE IS U GEE 2 7



HZl, £, LENIS U TCERAAZGEHT L2 &,
(2) BERUVHEDHRTERE - B
BRI L

4. RZERUVHAEICEHET HEE

7. BERUVREICEETSEE
(FAaR7 +—ILEE 1%)

(2B RBOBARUHERE
71 #EFIZE T 5 ERHE
B NT% D IRFH] 0~10 %y 10~20 %y 20~30 %y 30 43~
1.0mL/kg/"f 0.8mL/kg/I 0.6mL/kg/I BERREE

e HaH (FuR7x—nt | (TaR7r—nt | (TaRT7xr—NE | BERBLH
L C 10mg/kg/F) | LT 8mglkg/#¥) L T 6mg/kg/FF) Hid 5,
(EHRABREIZE T HAIFRDDES)

7.2 RFNT, FEAICE VBT 2L, ARG EITDRNI &,

7.3 ARENX, @E, 7T HEEXTEELRWI &, 20, #EERENSED B, 7 HEZ#B X TARA
B G X DN MER AT, BEOSSREL S S EEICBET L L,

it A 1

IRFfH 0~5 47 547~
0.03~0.30mL/kg/M
(EEIRREZBIZE L7 h & il B I I)

5 0.03mIL/kg/Hf

(FART +—ILEE 2%)

7. BERVAEICEET 5FE

70 REFNE, KRE 1%, SRE 2% S REOES ARG L0, A LRV I REICEE
LCHEGEEZRET DL,

(2B R OBARUHERE)
7.2 $#EFICE TS ERG
HNE D IREH] 0~10 4y 10~20 %y 20~30 4y 30 4y~
0.5mL/kg/ls 0.4mIL/kg/I 0.3mIL/kg/I BHIRHES

G aEEE (FuR7x—nt | (TarR7r—nt | (TriRT7r—LE | BRBLH
L T 10mg/kg/¥F) L T 8mg/kg/F) L T 6mg/kg/) Hid 5,
(EHBERICE T D AIFRDDOER

7.3 ARFNL, FEAICE VG52 L, BElEGE2TbRn b,

74 RFNE, @E, 7T BEBATRE LW L, 2L, SEFIRPEO L. T HEBITAH
B G X DN MER G AL, BEOLHRELZ XX EEICBSET L,

ki FH 451

R 0~5 47 5 43~
0.015~0.15mL/kg/¢
(ZEHIRREZBIEL L7220 & 1 B HE )

P G- 0.015mL/kg//F

5. ERPRALIR

(1) BRERT—2/\yo5r—2
AR L

(2) BEEREFEIRHER
P -v 2



(3)

(4)

AERICERRER
(EBMEBOEAR UM
1) EBRNE IEARR (£28FROEAREHRTERER)
TR 138 Bl 2 x4, AiidEe LRE, aiEnt (U e R 72“_/1/ YRS NG
T ENRLKONT ha /7&?&5& AR (AUEEE L) | Err“ %J\@Ef@
HAEEBRF L7z, 7uR7 1+ —/% 0.5mglkg/10 b TH5- u‘: k é“ ﬁ’]aﬂcﬁ&; EEIESS S
72 LB 2.1+0.3mg/kg. BiIfERE 2.010.3mg/kg. E#iE#E 1.5+0.1mg/kg T, HIRET
DORFFIIATESE 7 URE 44.1129.2 >, BifHERE 41.319.4 Fb, Eln#E#E 46.311.2 W Th
>77,
BIVE S B XA 7 LRE 18.5% (10/564 ) | ATHEFERE 18.4% (9/49 1)) | & 20.0%
(7135 %) T -o7=, ERBIVERITRTHRIE LRETIIIEMR « £ 11.1% (6/54 #1) . TEEHF
JEIE 5.6% (3/54 5]) . BIPESERETIZFEAR - FIBE 12.2% (6/49 ) . TEHHEHEN 6.1% (3/49
B) . EEERE CIXESRESE 5.7% (2/35 ) Th-o7- 4,
2) ENFEIMERAR (25REBOEAREHERHR)
FITERE 467 Bl 7 1R 7 4 —L % 0.5mg/kg/10 B CTHRE- L7- & &, ViR EX 2.21+
0.39mg/kg C. V) 46 B CHEMMOIE LN BT,
BIVEFIFEBIFIT 23.6% (110/467 f5]) T, F7eRWEAIZIESFHLR 15.4% (72/467 1)), ¥
JR « FLBE 7.83% (34/467 i) T -7-9,
3) ENFEIMERAR (25REBOHFRERTEHR)
FIEESE 110 Bl 238, RFTMEOEH T ¢, $EFRIRRE (18D . BISPER A £E S B (I
BE) . BIEEN 2 D 22O R (RE) OMREHERFC T 2 B &2 e Lz, £ OR5 R,
B GHEE L 1A 3.0+ 1.4mg/kg/lF, [EE 4.4+ 1.8mg/kg/MF, MEE 4.5+ 1.8mg/kg/lF T
Ho7-H
E'Jﬁ?ﬂ?%%fﬁ%;@i 27.3% (30/110 %) <. EREIWERIZENFLR 21.0% (23/110 #]) TH
o726,
) BHMREEOMERICBW T, @, RAIZIETr R 7 +—/1 & LT 4~10mg/kg/lFD
Pe 5 RS G bl A MR E NS DD,
4) ENEIHKAER (25MEOHIFRAEHEREER)
FIESE 252 Bl & xtgic, b EROFHRE, Wb SR IEHEATEO MR ICBIT 52
WHEZBRE Lz, TOME, B 5 i dmp e =20 5.71. 8m,gr/kg/a%E Gil
bz IR RS 7 0+=2.3mg/kg/RETH Y | FRIFHKE T, BHIR £ CICE L - efEli X g b2
FOFHRET 8.8 4y, ML ZERIEIFHAET 6.5 3 TH -T2,
E'Jf?ﬁ%ﬁ%&iﬁﬁﬂlﬁ%%%ﬁﬁﬁi 16.3% (21/129 f) . HEfR bR IR AL 17.1% (21/123
Fl) THot-, EREIERAITHERCERZRORAR CIXENEELR 7.8% (10/129 #1) . #Hif{k
ZEFIEE R CIRES LR 7.3% (9/123 ) THh-7- 7,
(EHARERIZE TS AR FOER)
1) EAE IHERER
EHIERP O ZME LT DB 96 xRl LI-HAERERRICB N, 7ueR7 ¢
— VORI G 1.2720.62mg/kg/FF TH VD . 90% D EE D 0.5~2.5mg/kg/RF D Hi[H
ThHoTm,
BIVERZHEIX 9.4% (9/96 #1) T, LEEWERIXKIME 6.3% (6/96 ) TH-7- 98,
FRELAIEAER
1) BIHERIIAER
(EBHPBOEARUHE
OERNETNHEGRE (25HKEOEA)
FHTHRE 259 Bl ktRicTaRT7 +— (131 ) EFA4Z— (128 B) %Lk
i L7=RBRICBWT, 7 a R 7 3 — Lo RRIIHE L ET99.2% (124/125) THh -
776
TR T =N EHERORIWEMAIBRIL 20.2% (26/129 #) T. TARIVER X
IR 15.5% (207129 f31]) . J&R « FLBE 2.83% (3/129 f5l) Td o729,
OERNFELERER (2EHEOHE)
YR T IS TR 2% 2 BE 145 Bl R T aR 7 +— (712 4]) &FA4~2
H—)L R TZNLT 2 (136]) ZHEELEZRBERICBWT, YalR7 3 —LOfF HARIL
HHLLET97.2% (69/71) ToH -7z,
TR T x— N EFEORWEFARIRIL 8.5% (6/71 ) T. E/REIWEA XA LR
4.2% (3/714]) TH-o7=10,



(5)
(6)

(7)

(EFARIZE T A ANIFRFOER)
OERNE MEHER

EPRERET O L LB LT HBE 56 fladRIcT R T+ —L (256 #) LUTE
XA (B1f) ZH#E L7-RBRICBWT, PuR7 +—LOAHEIL100% (25/25) T

Hol,
fuﬁ7¢;»&5ﬁ@@¢%%ﬁ$m4ﬂ%Uﬂ5%)f\ﬁm540%0m5m>
Thot= 1,

2) REMHER

R L

BE - WEAEER

HER R L

AR

1) FERABERE (—RERARERE. FEERARERE. ERARELERE). HERTHER
T—AR—XFE. HERTERERABROANE
UERR L
2) RBEHELLTERFEORNEXITERLIZAE - REBROME
MR L
ZDfth
(2EMEBOBEARVHE
RREY A %
ENORNZ x5 & LT ERIRRERC, — BT O B EI TR OB Y Th 5,
1) HEFEA
TRRT =V 1%% 0.06mL/kg/10 ¥ (FrAR 7 +—/L & LT 0.5mg/kg/10 #) O
STERMICHRE- L, BEICIL “1, 2, 3+ « 7 LHAEGEY, BIRL-FS T e R
7 F—IVEE 1% D52 ik LT,
TR 7 F—/VEHE 1% 0.20~0.25mL/kg (F R 7 +—1 & LT 2.0~2.5mg/kg) O &
TEHR U7, BARITIEDIZ T BR T 4 — /U 1%I2 X 2 RERHERE 2 BAA L=,
2) MREMESF
BEARSL . WishAR A1 T, RAETE L. BBRE (K 30~100%) XX - Wi haEREA N
A CTEIT 21T o 7o ESERF Tl S U v R TR RV TT Bl 7 4+ — A 1%%
FARINIC G LTz, BGEEITR 00 10 43T 1.0mL/kg/FE (10mg/kg/if) & L, ZD#%
I 10 2342 0.8mL/kg/FF (8mg/kg/HF) . 0.6mL/kg/Mf (6mg/kg/lf) LM#iREL., D
BITRFEOBAIMEICE DY, &5 (R5EE) ##BL, /AR THIME L
FREIRRE 2 HERF- 25 X 0 JfT L7z, TITICHE L 72 BERIREE 1L, 7 a R 7 4 — LiE 1%0.4
~1.0mL/kg/H (7 uAR7 4 — & LT 4~10mgkg/lf) OHAETHELNT,
TR T d— XEEER D 220 O TRREEMEBR AL BRI, SOTEE SRR A OF
L7, F7o. LEIG URhiEA 200 L7,
(EHARICBIT A AIERSDOERH)
SEhaRbhoEHOKRELAE
EN DR Z %15 & LT BRARRER T, —RAIAT DI T2 E G R OSEFF O£ 5 75T IR
DB TH D,
TR T 3 —VEE 1%% 0.03mL/&kg/H (FaR7 4 —/L L LT 0.3mgkg/lf) DOHEST
FARPICEREIEA L, 5 R L7, EORITEFORBABE LN 6, /NG T
[Ramsay score 3] (BIEIZLDFERICHL) ZHEEE L, BEFFL VA2 T B R T 4 — /L F
HREE I Lo, $EER LU, T e AR T — VERE 1% 0.03~0.3mL/kg/R; (7 m A7
=& LT 0.3~3.0mgkg/lFf) OHETHEONTZ, T aR7 +— /VIFESHIER R 200
T, FERRERME SRR A S A SRR 2 OF T L7,

<£%>Ramsay #EFAr—)L 12
AT BE OIRRE
1 HEEL TS, AETHELTODE), EDHESDNRY, HDWIEZOM )
HEEL 05, AT, AN#ERH L., Beh
BEELTWVWS, SEICLIETIER
o TW5, EEOBWE v 7oK E REERAIICHE R < BUS
o T 5, JHROEIWH » 70K & 2B RIS REC )N S
o TW5, BRI v FRoKE BRI RS L2

Oy | O [ QO | DD




VI. EMEB(ICEHT HIER
1. ERPNICEEH DI ELEMRITILEYEE
TIVFILT = ) —)LVRIEEW
R  B#ED S DL EM ORI REIT, BFOEFRLESRTH I L,

2. EBEA

(1)

(2)

(3)

YERERL - VERMF
TaR7 = VOERIIMCB N CRIES NS 19,
TR T F— NV DOFEGIT L o THRERIREEDN SO0, ZOERBED XS eFic k> T
B2 2 IR STz 18
EhEEfTI1T HHABRAIE
1) FErEF
O IRNFEG 11T 5 50% IR E (HDso) 1% 12.9mg/kg, 50%E 3 &E (LDso) 1% 57.9mglkg
TiEHIES (LDso/HDso) 1% 4.5 ThHo7z (w7 R) 14
QMREMHERF R O IR - JEER 2 R OHERF BREMZ O RIE AR ICBRE XA OGNS, e R 7 +—
VD FRHEEF~DRICENRO bz (3« T v k) 18,
@7 R T 4 — L OEFHEIT L B FEEE OER I TF AN Z— L L 0L NCEBTH
ol (wUR) 18,
2) HiREIER
TR T g — VL BRI 2 ARIR IR 2 © | SN ~ b S ® T (=) 19
YERFIREFR - FiRFRE
TR T F— TR IREE AT U HDso fEOK) 2 5 & & 5 L 7256 O BRIPHRER 13549
50 Ch 0., ML OEIERRE S 3 /0 LR EIEENSED DLz (w7 R) 19,
<HBE>
KRMAAFBEFEBRAT (Group 1) KUOWEFEWAT (Groupll) (ZBWT, 7R T7 +—b
LOBRA] (72 =) 5L, AIRE CTORREEOREEREHICOWT, LD X
I IRHENH D 17,
IR E CTOREM - Group I (n=129) 44+13 > (HiBH : 20~110 B) .
Groupll (n=123) 43+13F (#iPH : 11~90 )
REERERE
WEET:Groupl (n=115) 12.0£9.84r. Groupll ( n=121) 9.2+5.6 %
BIIRE T : GroupI (n=115) 8.84+8.24y. Groupll (n=121) 6.5+5.5%)
HEAHEZEZERZDET:
Group I (n=113) 15.3+11.9%, Groupl (n=120) 12.2%+7.9%;
YNy —R227
Group I (n=115) 13.6+10.3 4y, Groupll (n=121) 11.7£9.5%3
MR ATREE T -
Group I (n=110) 45.5%+25.7%y, Groupll (n=116) 37.2%17.2%y

VI. EYEREICEE9 SIER
1. MPREDOHR

(1)
(2)

AERLEMGLPRE
MM ER L
ARG CHEZE SN M EE
HA NEEEERE A B F 6 Bl 1.0, 2.0 ¥ 2.5mg/kg % HEFFIRNA—F 2G5 L&, 7
RT3 —/LOENENREIL 8- 03— A2 FETVICHEA L, ML F L 3 M=
L7, BFHONEINE 2.6 53 (tuze). 51.0 457 (tizg) KXTUN365 757 (tie,) Thoto, Hik=
VoX— N AV MZET B OMAERE (V) R OVEFIRER O MAFRITZE N1 26L LT 317L
ThHotz, &8 27 V7T 7 A (CLrs) il 1.62L/4 Tdh > 7= 18, 1~2.5mglkg ® F&#ilH T,
(A PSR R B — e AR A (AUCo-) 23 EICHHI LTI 5 Z E B3R &,
F 2. HYBRE NT XA —FIZH S NIRRT SN2 19 EAT—4),
<BE> (KA R0 oA SAEANT —#)
(19 & H)
AME N DR 12 B2 2mg/kg Z HEIEEIRN (R—F ) &5 L&, okl 7 4+—
JVORNEIREIL 8-> /3— R A2 MET VS L, 2MFREX 3 HEICEE L, &

- 10 -



FRO 31X 1.57+£0.69 45 (tuza1). 56.0E41.7 43 (tiei2). 9.9 FFRE] (tuess @ HHfE)
Th o7, VelE 830.4+120.4L, VsslE 702+438L, CL 1% 1573+429ml/4y T - 7~ 20,
(2% 5L#I)
SRE N DOREFERRA 12 2 2mglkg Z HIAIFIRN (R—F R) &5 LIzt &, TR 7 4+—
JLOENEREIL 3-2 2 /83— R AL NEFUSES L, M S HEMEICEE L, &
FEOO M1 1.83710.68 43 (tuza1). 41.9+15.5 (tuer2). 9.4 FFRE] (tuen,: FE) TH
7=, VC 1% 23.9+16.7L, VSS % 719+213L, CL I 1768+275ml/4 T - 7= 20,
Mtuza: 85 1RO, tuzaz : 5 2 MO L. tuea, o HEHEE O 4801,
Vo : ubama s =k A2 NONARFE, Vss : ERRETONAEM, CL: 2427 V75 %
(3) &
MY ERe L
4) BE - HREOEE
MMER L

. EMERERININT A —4
(1) BT AE
B v VA
(2) RILEETES
MU ER L
(3) HEEETEH
B v VA
4) 2IVF7S 2R
[VIL 1. (2) EEARRBR CHERE S - HFRE) OB
(5) NMmBtE
[VIL 1. (2) ERPRABR CHERR S N-IMmHIRE | OIS
(6) 0t
MU ER L

. BER (REaL—T3Y) B
(1) BfrAE

BRI L
(2) IRFA—REFHER

MY ERe L

o IRIR
BA=R/4A

il
(1) mi&—KEEPTE@ %
ZUERR L
(2) Imi%—ReRERAPTEE
MR L
(3) Eit~DBITIE
ZUERR L
(4) BER~NDHBITHE
MR L
(5) ZDHDHEE~DBATHE
ZUERR L
(6) MEEBHFER
BEICT 0RT +— % 2.5mglkg HETHEFRHRNA—7 2% G L & 5% 10 LT
120 3% DFE AFERFITH 9T~99% Th o 7= 20V FEAT—H),

. R

(1) HBEERAL R N BHERS
T TR S, TaR T 4 — 1,4-F ) — /UKD 7V T v UG BN 1,4
¥ ) —URORI AR E U CRPICHEIES 5 202229
AN B 8 BT 2.6mglkg % HABIFRIRN AR — 7 A5 Uiz & & | B btk 24 Rl £ CloR

11 -



10.

VI
1.

HIZERO BN RO OEIGIE, 7R 7+ —LO 77 a  BRAERD 5%, 1,4
X UKD 1-% ) — L7 v UERIAIRN 12%.4-F ) — L v v UERRG IR 8%,
4 % ) — ARDRRFEIAA R 5% T o7z 24,
(2) REIEET58%E (CYPE) OHNFiE. F5X
FL LTONT a = VEEBEERIC L D 707 a VR E R TRE S LD,
P-450 DY 7 % A4 7 CYP2B6 & & 2 /KEE{L b i ST 2225
(3) WIERBANRDEERVZDEIE
YL
(4) REMOFEEOTERVEMELE., FELE
TR T 4 — VO EREIITREERIEEED LTV,

HE it

B 8 I 2.6mg/kg & HIEIERMN A —F 285 L- L &, 5% 24 il £ Tlc 7 1R
T A=K N1,4F% ) — RO T VT v CEERAEIRR BN 1,4 % ) — UV IRORERR AR E LT
B0 68.3%0 R HE S iz 29,

kS U RIR—E—IZE89 B 1E#R
BRI L

BHEIC & BREE
AR L

BENDERZETHEE

(1) DI EHEDTZE

TaRTA—NDT VT T AT &G T D720, DFREESCHODITEIZ L 0 . &
DD LA, Mg ENED L, 7 a R 7 4+ — D CLrs NP5 52T A AlREME N 8 5
20 (SNEANT—H),

(2) BiHeElEERSE

X R T ONE R R B A A T HRERC T R 7+ — LV A HEEEIRNAR —F 2% 55 5
UMEFRIRNERGER G- L= & & CREIRE X T X — X ITHHBVA B ZEITR O b o 7z 2128 (4}
EANT—4),

(3) HFFHseelE=8E

FFREZS BERE R ONEH 7R A RE 2 A T IRE RS 7 0 R 7 4 — V2 HEIFRIRN A — 7 A% 5.6 5
UVIEFRIRN i 5 LT- & & EYEIRE ST X — X IR CHEHIA B EITRD b -
722930 (SAEANT—4),

4) SEE

TR T F— )V OENENREIZ DWW T, milinE @ Vi O CLrs N A 12 L TN (20~25%)
KL 2D 2 ENRFEINTWD, —J7, ElE CTIEEDFNRE LY bie LA, ERROKRN
FREDFEIC L D MBE SN HAEMES D Z ERME SN TS 2130 (AE AT —4), (VL
6. (8) milina (9.8)] DIEZBM)

. 0t

AR L

T2 (FRLEDOFES) ICBEIHIEH
ERNBEZTDEH
E STV

T

ESARLETDER

2. ER(CROBHEICZII/ELENIE)

(FhREHE)

2.1 REIUIARF O s 125t LIRBUE OO H % B3 [9.1.5 B3]
(EFAEICHE T D ANIERDDEES

22 /pIREE [9.7.2 2]

- 12 -



(fi#sL)

2.1 AFNOEEIZ X 0IBBUEREZ 2 L-BE TIIEREICI VIERDERT LI BEZNNH 5,
F T ARFN O & LR FERL O FEENR IR (XA XA (IBBEUEOBEERE O & 5 H
FIZHEE L2 ERLEEF L EEZ NS, (VL 6. (1) &OHE - BEERSDO & 5 BE
(9.1.5) ] DIEZBM)

2.2 VI 6. (7) /NRESE (9.7.2) ] OIAZM)

3. MEERIIHRICEHET HEE LT DERH
RESNTWARWN

4. RZERUREICEEY 2IE L TDER
(V. 4. BEECHEICEET S HE]I 25K,

5. EELGERMWIE L TDER

8. EELGEARIIERE

(BheReE)

8.1 AFGITHT->TE, FAIE LTHOENLOMAEISETE I L,

82 AFxECHTz - T, KRR, BRERA, NTHR, EREHEZITADLOEHL T2
&

8.3 AFIDOMMITEEL TE, —MRDOELFRIA L FRR, BREBHLG L 0 BEDRERICHEET 5 £ T, #
BRI 2 L 72 R A S, BYE CREO RS REBELEBRCEHT D Z L, ETHROEFHIZHIM
FTOHEITRENTH, EPIRRICE L EMAARI 2R > Z L, [11.1.9 2]
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E4 K[E

=t Fresenius Kabi USA, LLC

Hz 74 DIPRIVAN® (propofol) injectable emulsion

FE - Btk (1%) 10mL S+ 7L, 20mL /34 7/, 50ml /34 7 /L, 100ml /31 7 /L
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E4 AXY A
Ed B.Braun Medical
HR5E4 Propofol 1% (10 mg/ml) emulsion for injection or infusion

(FaR7+—/v 1% (10 mg/mL) A F 721300 H LA
Propofol 2% (20 mg/ml) emulsion for injection or infusion
(FaR7+— 2% (20 mg/mL) A E 7213850 A ELA)

AT - Mtk

1% : 10ml 7 > 7L, 20ml 7> 7 /v, 20mL /31 7 /v, 50ml 731 7L, 100ml /A 7 /v
2% : 50ml /N1 7

AR H

1% : 2000 4F 5 H 26 H, 2% : 2002 4F 11 H 6 H

DI EESIES

1% :

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

- EREE (ICU) 12381T 2 16 s A Lo N TREAE Bt o f38 D #Ek

B L OAER 1 20H 22 H/NRICKT 22 W E 72 13RI E Rr o gHR (B, £7¢
RBTREE - XIBUREE & D)
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CRABLO3EAEE X H/NRICBIT 2 2 IO BE AR L OHEE?
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AR LB A R D /NI 22 W E 72 XM RO AL [E R O $EE
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(A, F7/13R

E4 7T UR
=t B BRAUN MELSUNGEN AG
584 PROPOFOL LIPURO 1 % (10 mg/ml), émulsion injectable ou pour perfusion

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

PROPOFOL LIPURO 2 % (20 mg/ml), émulsion injectable ou pour perfusion
(FuR7 =) 7r 2%(20mg/ml), 7EH £ 7= 130 ATLAD

PROPOFOL LIPURO 5 mg/ml, émulsion injectable ou pour perfusion

(FuR 77— V7o 5mgml, FEHE 721380 LA

AT - ik

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

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

5mg/ml : 20ml 7 > 7V

AOREEE A

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

BHRE X132
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CRAB X OAER 10 A ZB 2 H/NRICKT 2200 F 7213 B L R O 85 (Hh, F 72
VR PTREE - XIgUREE & OOFA)

2%(20mg/ml) :
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6.1 BA
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FTo, BURA ORRIEVESRAL RPTRREAE) 20FHT 2 &,
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KE O SCE 8 USE IN SPECIFIC POPULATIONS

(DIPRIVAN- propofol 8.1 Pregnancy

injection, emulsion Risk Summary

Fresenius Kabi USA, Data from randomized controlled trials, cohort studies and case
LLC, series over several decades with propofol use in pregnant women
2025 42 H) 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 (5.9, 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 1s 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,
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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)].

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.

- 26 -




A=A 87 U T D453% (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.

/NREEIZBE9 5 Ro

(2025 4 7 H B

HARDBFIRILOFLHIIUT O LI TH Y, KEOEACEKVHEE D SPC &3R5,
9. BRENEREHIHBEICHT IR

9.7 MR

9. 7.1 NRFZX G & UTeBARRRER T I L Tuh7gu,
9.7.2 F£IBIRICEBIT 5 N TR OEFHZ W TIE, DNRFEIITREG LanZ &, KR
FRIZARHTH 525, SHEICR W TERPIGR T OEFICHEN L, NEFETECHIRRE S

TW5, [2.2 2]

FDA CRERATSCEOFLH)

(DIPRIVAN- propofol
injection, emulsion
Fresenius Kabi USA,
LLC,

202542 A)

i i RLA A
KE DRSS SCFE 8 USE IN SPECIFIC POPULATIONS

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.
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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
(6.3), Pregnancy (8.1), and Animal Toxicology and/or
Pharmacology (13.2)].

HL[E D SPC

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

B.Braun Medical,
202449 1)

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 49 A)

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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