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BIVE IR ELFIX 23.6% (110/467 f51]) T, E2RIER XIS RER 15.4% (72/467 fi) . FEIR -
HLBE 7.3% (34/467 i) Th -7 3,
ERNE LHRER (2EREOHIFHAERTERAR)
FINERSE 110 Bl 2 x40, JRpTmRpF A T . #1 %Jj: (L EE) . BIEMER & £F O Rl (TEE) |
H R Z £ 72 Ok (R O FREHERF 12 éif@ﬂ%%%*ﬁ‘f L7z, TR, EiE
BeEEE I T BE 3.0+ 1.4 mg/kg/My, TAE 4.4+1. Smg/kg/ﬁ# M#E 4.5+1.8mg/kg/FFCTdh 7=
k)
BITEMZEEEIT 27.83% (30/110 B) T, TZREWEMIZIES LR 21.0% (23/110 #1) TH -
=Y,
IEIW% IR (2EMErOHIFHASRERAR)
TITBRE 252 Flaxtgc, Wb EROPHEE, b =R IEME RO MREHER I3 1T 5 Bl
HEE LT, %@ffﬁ%’ﬁ\ P G AR L = RO FRE 5.7 1.8mg/kg/RE, HHERLEE
FIEFEHRE 7.022.3mg/kg/fFThH Y | BREME 7%, BAIIRE TICEE L 2Rl X s b = £ 0
T 88y, HMLERIEIHAETBES 3 ThHhoT-,
FIVE S BRI b 2 F 0P RE 16.3% (21/129 f4)) . mfefb 22 #IEEE AR 17.1% (21/123
Fl) THot-, ERFIERITHERICERZRORARE CIXEHNEPLS 7.8% (10/129 #1)) . HifR{b =
TR L CIRE S RER 7.3% (9/123 f4]) T o725,
(EFAEICEIT S AIIFRDDEEE)
ENE I /AR ER
EHIRE T O Z M LT 5B 96 il xtg L LI-HERERRICKWNT, 7aR7 4+ —
JVDFETERGHEIL 1.2710.62mg/kg/FFCTH 0 | 90% D BF DY 0.5~2.5mglkg/If D i T &H
277,
BIVERZEHRIL 9.4% (9/96 1) T, ERNWERIXKIME 6.3% (6/96 ) TH-7-6,
(4) #REERVEAER
1) BMHERIIAER
(EBHBOEAR UM
ERNFELHERAER (£5REBOEAN)
FIFRE 259 Bl ktRiIcTaR7 +— (131 ) EFA_Z— (128 B]) ZLbifg
L7zilBRicB W T, 7R 7+ — LV OFHRITAEH ET9.2% (124/125) Th-oT-,
FuaR 7+ — A HERORWEMARBERIT 20.2% (26/129 ffl) T. FREIWERILEEHYL
i 15.5% (20/129 f3i]) . F&% « FLEE 2.83% (3/129 ffl) T -7-7,
ERNFELHERER (£5REBOHE)
P FIC TR 22 2 8E 145 HlaxtRICTaR 73— (126]) &FA~%
— LR TAT Y (T36]) ZHEEL7ZHBRIZBW T, YaR7+—voFHEITHEH
PILET97.2% (69/71) TH-o7z,
TR 4 — A FEREORIEMRBRIT 8.5% (6/71 ) T. F72EIWEMITIES LR
4.2% (3/714]) TH-7=9,
(EFAREIZHE TS ANIFRDDEE)
ENF M5
EHRETOERZLE LT 5835 56 flaxtZIc TR 7+ —/ (25 ) &7 EN
A (81 f]) i L7-REBRICBWNT, R 7+ — L0 HAEIT 100% (25/25 f5]) T
HoT,



(5)
(6)

(7)

A= ﬂfﬁf—/v?ﬁﬁﬁ@@{’ﬁﬂﬂ%ﬁfﬁ%&i 4.0% (1/25#)) <., {KME 4.0% (1/25 ) T
HoT= 9,
2) BEMHAER
MR L
B - fRRERIER
MUEER e L
BRENER
1) FRARERE (—RERARERE. BEERRERE. FRARBLERAE). MERTE
T—AR—FE. WERFTRERABOANE
BA=RSYA
2) ERBEHLELTERFEOARRIEIERELLAE - HBROME
AR
ZDfth
B
EINDOREANZ %G & Uz BERRER C, — B TN BRIk O@E Y Th 5,
1) FREEA
TR T F—VEE 1%% 0.05mL/kg/10 # (7 aR7 43—/ L LT 0.5mglkg/10 £5) Dif X
TEARMNICE G- L, BEIIE “1, 2, 3+ « 7 LEEHEE, MIRLAZFETTaR 7 4
—VERE 1% D 5% 1k LT,
TR T f—LETE 1% 0.20~0.25mL/kg (FrR7 +—/L & LT 2.0~2.5mgkg) ODH&ET
SRR U7-, EABITE IR 7 +— VEE 1%I12 L A FRE R 2 BAdG LT,
2) FREGAHESS
BLIRTE ., MR 28T, [REME L, BFE (K 30~100%) XIiXfedk - (b E=RIRE T A
THENER 21T > 72, FRESERFCIX, ) VU OR 72 AN T T R 7 3 —/VEE 1% % ik
WIC#E Uz, &5 EITHEPIO 10 5 1.0mL/kg/F; (10mg/kg/Ff) & L. £DO#IE 10
T 0.8mL/kg/HE (8mg/kg/FF) . 0.6mL/kg/MF (6mg/kg/fE) & HikiBE L., ZD%ITEE
DEERIEIC ALY, BHRE GRHHE) 2L, H/Ia2hE TR L7z ke 2
HEFF 92 KO FHE L7, TN L2 ERIRREIX, 7 adR 7 4 — 1V EiE 1%0.4~1.0mL/kg/
B (iR 7 43—/ & LT 4~10mgke/F) OFETH LN,
TR T 4 — TR ER N 720 O THRREEPESER A, FFHERRIE, SRR RIS 2 R L
7=. F£72. MBI UihithiER 2 O Lz,
EFAEFTOEFORESE
EN O N A x5 L UK T, —RiITb - E G T O O 55 1EIZR O
WY ThD,
T aRT F—VEE 1%% 0.03mL/kg/FF (ZFaAR7 +—/L & LT 0.3mg/kg/lf) OE I T
ARIICERREIEA L, 5 fFft L7, ZO®RIZBEZTORELZBE LN, F/IAEDHET
[Ramsay score 3] (BEICKLAIERICKIG) ZHEE L, 8EFFLLE2 T ol 7+ — L E
A CHE L, #EFL-ULE. TR T 4 — VR 1% 0.03~0.3mL/kg/RE (RN T 4 —
e LT 0.3~3.0mgkg/fF) OHBETHOLNT, T aR7 +— /VFEHIERAN 2o T, JE
PR B A SRR A R 2 OF F L 72,
)& BRI OHMERFIZ BV T, @, RAIZIZ 7T o R 7 3+ —/b & LT 4~10mg/kg/lF O£ 5358
FE T U 72 BRI FE 035 B D,

VI EWEEICEY SEE
1. EEPWICEES AN T A ME

TN T = ) =)L R{EEW
HE  BEO O (LAY ONHEX IR L, ORI IELSRTHZ L,

FIFIEF
(1) YERARALL - YERRTERF

TR T =L OVERIIMIC B TRIES LS 10,
TaRT = DOEGZ L > THERREENE O NN, ZOEANRED L5 iz k- T
Fl Z D TR ST R 100

(2) BMEZRM T DHERAE

1) FREHER

FRIRINIR G121 5 50%1EIRE (HDso) 13X 12.9mg/kg, 50%EstE (LDso) 1% 57.9mglkg



TIEERR (LDso/HDso) 134.5 Thol- (w7 R) W,

TR T = VTSR A BN L, HDso [EOK 2 5 &4 85 U 78555 O R 130
55T, FRELE ORIERF LK 3 40 L @R BEMENRD b (v R) 12
JREHERF R ORI - JEERER R SOHERFREMZ O RIEMEIC R IC R F I IAONT, TYaR 7+ —1
D FRHERF~DBICHENRD Bz (3« T k) 12
7Dﬁ7j*%@ﬁﬁﬁﬁﬂi5%Mﬁﬁ@ﬁ§m?ﬁ&y§%wiU%%ﬂﬂ%%?%o
7o (v R) 12,

2) PIRRAE{EF

(3)

T a R T o — VT B RTINS & RIREE R 22 O . PN~ b & (r=3) 19,
E AR IRMER - HiEaER

RN A+ RFEWAN T (Group 1) OEEFZEW A F(Group IIZEBWT, 7R 74—/ K
ﬁﬁﬂ?ﬁﬁ%hwW%ﬁﬁb\A%i@@ﬁ%&@ﬁ@ﬁ%ﬁowf\uTﬁiﬁﬁﬁ%ﬁ
bW,

IR £ ToORE (7))

Group I (n=129)44+13 Fp(#iPH : 20~110 )

Group I (n=123)43+13 F#ilH : 11~90 )

TERRF]

& F T : Group I (n=115) 12.0£9.8 43, Groupll(n=121) 9.2+5.6 %

BAIR & C : Group I (n=115) 8.8+8.2 47, Groupll (n=121) 6.5+5.5 %y

HEEAHEZE 25 FE T Group I (n=113) 15.3+11.9 4y, Group Il (n=120) 12.2+7.9 73

Y AN —Z237 : Group I (n=115) 13.6+10.3 4y, Groupll (n=121) 11.7+9.5 %

[ 5B FTAEE T : Group I (n=110) 45.5+25.7 43, Group Il (n=116) 37.2+17.2 4>

VI. EMEREICEEY HIEH
I A BE D HEFE

1.

(1)
(2)

(3)
(4)

AELAEDLMBREE

BRI L

ERREER CHER SN M EE

HARNERR A S 6 #1112 1.0, 2.0 X 2.5mg/kg & H[EFFIRNA—F A&G L&, 7
mﬁ7ﬁww®wmﬁﬁm&nyﬂ~hxyb%fwK@éL\ém¢%ﬁm3mﬁmﬁ%
L7z 15,

AE N DREFERLA 12 B2 2mglkg & HEIFRIRN (R—7 X) &5 Lzt &, TrfR7+—/L
OERNEIEEIL 8->/ 8— K 22 NEFTIUVIZHES L, 2L 8 FMEIz e L7 16,

(ng/mL)
10000 3

1000 4

—
o
o

sl

s —s IO ’E

o
1l

L

T T 1T 1T T T T T T T T T T T T T T T T T T T T1
0 1 4 24
B A

A EERERL A 12 #1112 2mglkg % BARIEFRARN R G- L 72 BR oD i i B HER 16

s

Y EE R L

BE - ffRAROEE
EERR L



2. EMERERI/INTA—4

(1) A%
MY ERe L

(2) RULEETE K
MUMER L

(3) HEXEETEH
A AR A B+ 6 il 1.0, 2.0 X 2.5mg/kg & HEAIFIRNA —F 2% G L&, 7
R T 4 —/VORNEIREIX 3-2 0 %— h AV hETIVICES L, EIMmPEEIL 3 Iz
L7z BAHOHRINIL 2.6 45 (ti2a). 51.047 (tieg) MON3654 (tie,) THoiz 19,
SME N O 12 BIlIZ 2mg/kg Z HIRIFFIRNA — 7 ARG Lz & X, 7 aR 7 +— LDk
WENREIX 8- 2>/ 8— h AV R ETIUIZHEA L, AT 3 FaMEICHEE Lz, £F0 -
1% 1.37+0.68 43 (ti2.). 41.9£15.5 %3 (ties). 9.4 FF[El (tue,) TdH-o7= 160,

4) 2IV753 X
A AN A B+ 6 il 1.0, 2.0 X 2.5mg/kg & HAIFIRNA—F 2% 5 L& &, £
H27 V7 Z A (CLre) filE 1.62L/45 Tdh - 7= 19,
SRE N DOREFERZA 12 B2 2mg/kg & HEIFFIRN (R —F7 2) &5 Lzt &, 7 V7 Z > A (CL)
EIE ) 1768 mL/min Toh o7~ 16,

(5) HMAE
HAS NERERR A 6 Bl 1.0, 2.0 O 2.5mglkg % HAIFHRNA —F7 25 Lzt &, 7
R T F—/LORHNENREIL 8- = A M ETVICHEA L, FRa =KX MIB
TSR (V1) ROVEFIREERE O DA RFEIZE L0 26L LN 317TL Th o172 19,
SME N O 12 BIIZ 2mg/kg Z HEIFFIRNA — 7 A5 Lz & & EFIRETOOME
8 (Vss) X 719L TdH o710,

(6) Zhfth
ERYENRE /R T A —HIZBH B IX A N o T2 17 EANT—H),

3. B&EF REaL—3Y) @i

(1) @BfrAE
MMER L

(2) NG A—RLEEFER
BRI L

4. TRIR
A% L7

5 9O

(1) Ik —HxREPS @@
MMER L

(2) Mm% —BAERBEPT @A
MY ERe L

(3) i~
HMER L

(4) FER~DFITHE
MY ERe L

(56) ZDthnEE~DIEITHE
MMER L

(6) MIFBERFEEE
BEICT R 7 +— V% 2.5mglkg H & CHEBIFFIRNA—F7 A& 5 Lz & &, B5% 10 KO
120 3 OE A ERITN 97T~99% Th - 7218 SEANT—#),

6. 1t
(1) RBIFLCLER U BEHRER
AFNIEICAIECTRE SN, ZTaR 73—, 1,4-F ) — UKD 7V 7 a U ERAERR 5 NS
1,4-% ) — VIKORERFAAR L L TRPICHE S 5 1920



< T IRT 3 — IV OGRS >

oH | ©
o OH
/l\©/k Phase II
e

[178 Da] [354 Da]
2,6-diisopropyl-phenol prpofol-glucuronide

PG
Phase 1 l

o] OH OH

Jﬁk - /kd\ Phase IT
e ——

(o] OH “\ ‘//()

S
[192 Dal (194 Da) d Son
2,6-diisopropyl-1,4-quinone  2,6-diisopropyl-1,4-quinol (274 Dal

1-(2,6-diisopropyl-1,4-quinol) - sulphate

4QS
Phase 11 / \Ph(we n

COOH O

SHA

o | 9
ot COOH
O
HO
OH
OH
OH
[370 Da 370 Da
1-(2, 6-diisopropyl-1,4-quinol)-glucuronide ~ 4-(2, 6-diisopropyl-1,4-quinol)-glucuronide

1QG 4QG

(2) RBHU-BEAETHEE (CYPE) OHhFiE, FEXR
TE LTI a = VIBBEREICL D 7 V7 a U Bia R cREtEn s,
P-450 O 7 % A 7 CYP2B6 |Z L B /Kb & i ST 5 1920
) VEEBMEDEERVUZDEE
BARRNA
4) REYOFEDEERVEML., FELLE
7 a R T F— O FEREITREAE IR D STV R0,

7. e
WEBEOIZEAENPRE E L TRPICHE SN D,
RN 8 Bl 2.6mglkg Z HFIEFIRNAR — T A G Lz & &, &% 24 Bl iz e R
T =N KN 1,4F ) — RO TV T v SBRARE 5N 1,45 ) — /URORBI AR E LT
580D 68.3%03 R I el S iz 22,

8. FSURAR—F—IZET HIEHR

AR L
9. FBHFIC L BIEE
AR L

10. BEDNDE=ZEHTLHEE

DM EHEEDEE

TaRT AN DTV T T AIFMREEIKGT D720, DIEBSCHOTEIC L 0 L&
DD UT-3AE, P &R L, 7 e iR 7 +—/vd CLrs B8 %5 T 5 W REMEN & 5
28 (JNEANT—H),

EHaEERE

R E R A ONE R B RE A AT HRET LT R 7 + — VA BEEEIRN AR — T 2R 55 5
UVIEFRIRN R G- L7z & & CERENRE ST X — X ITHFHBVA BT b/ o 7z 2425 (4}
EANT—#),

FFigeErE =R E

JHEREZS BB RE R ONE | 72 S RE 2 A T EEREIC 7 0 R 7 4 — V& HEIFR RN AR — 7 2% 5.8 %
UNEERARN R iR G- L7 & &, SR ERE T X — 2 [CERE CRERHIOA BEZITRD b/ h o
722620 (SAEANT—H),
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SEE
TR T F— )L OENINREIC DWW T EmlinE O Vi O CLlrs BB 1T L TN (20~25%)
BB 2 ENRMEINTWD, — ., BilsE CIEENDFM R bte LA, EREOEN
EREDEIC LY, MELISNDZHAEMELS D Z ERRESH TS 1828 (SAEAT—4),

1. 20t
B L

I. £ (FRALOZXESE) ICEHT HIEB
1. BERRLZNDER
Y AQAVAYA

T

2. ERAB LT DERH

2. BER(ROBHBIZIFBELELIL)

(Gheet@)

2.1 ARHINIAF ORI xt LIBBUEDOREERE D H 5 BE [9.1.5 B #]

(EHAEICHIT D ANIERPDIESE)

22 /NS [9.7.2 ]

(figs)

21 AHNOEEIZ L VIEBUEREZ 2 L-BE TCIIHERGEICLVIERAIEHRTA2BFNULNH 5, £
T ARBNOERNMNA] & LR AR OFFEARR R (X A XA (ZRBUE OB O & 5 B
WCHEG LW ENLEELWEEBZOND, ERREWER (2) 7774 7%>—] O
BTz L, (VL 8. (1) EXRARRWEA EOHER (11.1.2) ] OEZR)

22 VI 6. (7) /NREE (9.7)] OISR

3. MEERIEIHMRICEHET S FE LT DER
BRIE I TR

4. AERUVAZICEET 538 & ZTDERA
(V. 4. HELKOHEICEET AR 250,

5. EELRERMIE L TDER

8. EELEARNMEE

(FhREFHE)

8.1 AAEEICHIZ-> Tk, FAIE LTHOLM LR SE TR Z &,

82 AFIFEEIZH T o TE, ZUBMER, BBERA, ALK, EREEZITZD2LIERL THBLZ
L,

8.3 AAIDOFHEHICEEL TX, —ROEEBEMA & Rk, BREEBG LV BENZERICTTET 5 E T, K
FRE I I AR L 72 BRI S, BT CEREO LR EEIRCERT D 2 &, EPIREO SR A
THHEBICBNTH, ETEERICAE LIZEMAARIZ R > Z &, [11.1.9 2]

8.4 AFIBHHIIXGEZ MM L, MEDOEEIER L TR - MEERICHT HHE - xHEE2EL RN
B

8.5 AFIBH X, WY ME S UTBEFHRENEOND L) BEOLFIRELBIE L RS, KE5HE
ARSI L,

8.6 AFKIDEENFERIIHET 5 E Tld, BEIEDOER, GRZ L) MM OIS ICHEE LRV L 5|
BEICEET DL,

(2 EMEOBEAR UM

8.7 BRI LT, ML ERRKOESICEED D L,

(EFRERICHE TS AIERFDIERE)

8.8 AHIFEE-HIX, BHEF L~V K OHIR MR EE O FEAN 2 M BUZIE U CTITV, SRS B e B [
HHEZEDDHZ L,

- 11 -



8.9 AL L, KBS IC L AKEMIEEITY Z &,
810 AN TIEE 6 OBEMLOEFE TIX, BEOBIE A L, LIS U TATMREZITY 2 &,

(figan)

8.1 & MMABmOEEFE, TEFMICBW LM OMENFAI L > TRY . KAlO
BEAZBWTHREBROXIEZIT O Z & EHIREREOEEFICE W T HRIBROXSZITH Z &

8.2 AE AR OEE FIE, AFNFGRF X MIEN K )5 55 O MR AEER BN H 23 = 555
BMBHDHDOT, THHICHLT D7D el 2 LTk Z &,

8.3 EE R ITHRE OIRBED LI U CHUR IS Y 22 40L& 21T 5 72, BE DO EHIREE
ARG EEIRS BT 20 ER D S, AANOFFHIZEE L THIMEBE b BB NFEERIT
R 5 E T, MY ENBEORHIREZEERSERT L Z L, FERBE”FOHE
o D BRE X2 REOEWGAENE <, REIBGREZIXFFRAGERINHI A Z 0 970
EBEZOLNDDT, EHIREICHEE LT ERIDAFZ O H S Z &,

8.4 EE AR OEE FIE, ARFNKGRF X MIEN K i) E 55 O MG ER BN H 23 = 555
BNRHDHDOT, RFFGENITZEZ AL, MEOEENIER L TR - FEERICKH 58]
£ INER DRV Ey,

85 V. 3. (1) MEAOHEDMH] OISR

8.6 REE L7 bIRK., SO O, FMErORENTEK D /RN H D DT, AFIORENTER
WZWHKRT 5 E T, BEEOEIRC/ER A2 ) B OBIESE 2 Thnwk 5, BEICHEET
HTZ &,

8.7 2L MK LEOIEEFE, WMERGZERIT D720, FRPEOEE XTI, REICSLE ik
BROBERSIZEEDDHZ L, FBEORE, TR OGSO LY 25 RV E
T ARRNOFHBIIIBANENH DO T, @URMEHEENS O D L9 BREDRREABIE L
M HREREARETH L,

8.8 MWES G- ZWET B 72D, MBI U CTEEE LU L OV AR SRR EE O A 21TV, 85
(LB RIRORGEEIZE EDD 2T 5 2 &,

8.9 KK H-HE | T I L MEFEIG 2 OFERINHI N Z 5B F N0 H 5 DT, EPIEEIEOEEICB
TITREHE I L DK EMRELTITY 2 &,

8.10 —fIZEFTIREIZIB N TIL, NGBS 2B S B 2 B3IIT N TRER 2RIk L, &
FIZHIEER 21T 5D, LU AL S OBERFIC AR OR 5.2 1k L TR WS
ST IE LT T HAF DO ZENTK > TV DA AR N 72T W B Z N
HHOT, BEOBE MG L., LEIOLECTCALMREZIT) ZERMETH D,

6. HENDERZAT VBHICHIT HEE
(1) EHHE - BERFDHHEE

9.1 EHHE-BXEREDHLIEE

911 ASATl, VOEERUVUEHES
B GRE 2 R0E (B 20X, HARFORGEEZN 1/2, 770D HAAF 0.0125mLkg/10 F21C
WoR) +5 2 &, MRV, R EEOMRFERIEINE Z 28 FNn0 b D,

912 FIRBEET. FRFEFEFTRUVRROLEZFRLOHLESE
BEORREAEEICBE L2080, BHEEORGHEEIZERT 52 L, BmIp, Kif£55
O FERAEBRMGCREBEELEN KR Z 282 h 13 d 5,

913 TANAREDBEEOHLEE
RN H LD Z END D,

914 EMREFEOBREROHSEE

915 EMBHEDBREREDHLDEE (RFIXITAFIOES I3t LEBECBRETEOHLEEE
k<)

[2.1 ]

916 BERBEZEDEEXIIEHIFIREHDOESE
MHAEERNBRNCR D BENDH 5 BFEICHONWTIL, MPIEE 2 E =% — LAFI IR T O
NENSLAI OB G BZ T 5 2 &, AK 1.0mL H7-9 8 0.1g DIFE 2 &4 T 570, MmHlE
BIREN EFT MRS 5,

(FER)
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(2)

(3)

(4)
(5)

(6)

(7)

(8)

9.1.1 AR GHRE VIS ER NG NE Z 235603 H 5, ASAIL, VO X 9 72 2B RIED
BT HBH T, FERAEERMHIAE 2 o7 < BRSPS RF | X MR, oMK
MEFENEZ VLT VO THF L VERICESG T2, BRELTHEFO 1/2 OEET
BHET L EDEIOOND, Tl REPHER T CETIRERFO#EEFTIX, BE 02T R
REAEEICBE LN, EHEZEHT D Z ENEID LD,

9.1.2 AR G IXMEAEERINHINE Z 23568030 5, MAERanliE, MU ERFEE K OEER M
WEDD DB D BE TIL JREOEEIZ LD MRFEERAHINEZ DT WneEEZ b5,
BEECHIEE D H D HEE TIL, —RICEDOWERRE I NME T L T\ A 72 I E A
L HEEF ST . FOREE, REER OHiRCHE B g R OINHIEFA N R LoV &
Ezohb, iz, REBEBENEZD2GERHDHEHLE2OND, RBINLOBETIX
JRREEDREE RN TH LT, lx DBREFEOEYRELEEICHLE LB oG &
PG IEE T D Z ERED HILD,

9m3f«ﬂh%ﬁﬁf&ﬁ7f~w@ﬁ%&ﬁbt&:5@@%%ﬁ%@6htk@ﬁ%ﬁ
Hb 29,

914 AFNTEEMEIMICITEEI N TS,

9.1.5 FWIRBUE OB O & 2 BE TITBBEUEN BT WEERH 5 DT, AANZSNT
HIEEICRGTOIMNERD D,

9.1.6 AA| 1.0mL #2134 0.1g DIFE (XA XML OHEIEEE FY 708 R) B"EFEh
TWA T, KAIOBRGITIRE ORG24 5, IREREESORBECIEAAIE 5 o &
HTCIIAFFE G L0 I AEE BN D BENRH D, FRIZEFIRRRFOEEFR 2B
TIFEEHENEMRNC /20 . FFEEmR (XA XA ZofEIELAl 255 L
TWAEANHLOT, MPEEZE=%— 1L, KBS U TARFE 21T ALA 05
BEAHETLZEREIO NS,

ERaeEERE

02 BigHERE
BHEOZEREEPERICBE L AR5, B ROR SRR 5 2 &, MR, (RnFES
DIFR TR EBLEEN R = 5 BT b 5.

ArtiRefEEEE

03 FTHEEEEEE
BH O LRIE L BRICBIE LA b, RO EEEICIEET 5 2 b, SRR, 0TS
O IR G B R BLBIE S = % BENAD 5.

KhEREE AT HE
BRE I TV
153

95 1117

I AT EEHR LTV D IR O & D M2 B EOBIRMEN G2 Enl 2 TS s
BRI OREET D2 L, RENIBIRA~BITT 5720, FrAEROMRIMEHE%ERN D bbb Z &
N5,

23w

9.6 1ZELIF
BREEOARMER ORI REOAEMEEZE L, BAOMKGE TP L2 HiTd 228, & M
HHPABITTHZEDRRESNL TV S,

INRZE

9.7 /©R

9.7.1 /NREZ G L U BERFEBRIZ S L Tu\7awn,

9.7.2 £ HIRIEICEBIT A N TR RO ICB O TIE, NEZIIZEES LW &, REEBERIT
RHTH 20 IEICB W THEPIER P OSEFIME T L NS TR EFINRE ST 580,
[2.2 /]

=&

9.8 HENE
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DEHP # & £\t v NEZFEHT LI ENEE L,

142 EHIBERFOIE

1421 RFNIFFARN OG5 2 2 &, EFIFICA LA MERIX, mifd. Ak o i R E
MRNERTHZ &Y, F/RICIZ D Z N TE S,
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EHAI
50mL XA 7/, 10mL V7 4L K> U 50mL 7V 7 4L Ry ) oy

el

2000 4

-?4fUNV1%itiW@% XL, BBEUEDOBAERED H 5 B
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RN—=T ZAEIC L DENIITORN &, T 4 7V R 2% R X 5

PR AT, FIANC & DI HERF 252 1T A BRI B W TCO RTINS b D LT 5,
55 AT DR K 1.5~2.5mglkg

55 WA LD EliE 55 AT ORI KTT 2 H GBIV AR ETEAN

Bons,

ASATI - VOBRETIIHET S (89 1mL (20mg) /10 7).

- BB OHERE

BN (@l &2 Te) © 4~12mg/kg/If

IR R G A o T 5, BRI E IR E OB — 7 AR 513 T

RPN, ASAIL « IVO B TIE S B 2EE - BUE,

—/NR %
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i%’!ﬁﬁ’“@%)\
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- BRI OHERE
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55 mAli DR - BRI PR E 4~8pg/mL
IR AT SR 1T B AR M TP IR dpg/mL 2> 5 FEMB RT3 B
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55 ik LA LD BE L N ASAIL, VO EF - gl B R AR L, 1 5
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- FERUREE (N THRIR P 2 bR <) From A ER S (>2.5mg/kg TOREEE
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N E 7213 > 6mg/kg/I T O FREEERR)
o g 4B R DL K OHEES , SETTBIR DI D N TR th oo BE o diss . Fil e O
fjJHb ° %jj% %@H‘ﬁﬁé‘f@%%
ik - HE | TSR 5 2 li—
- BHRRIEOE A
BN : 20~40mg/10 Fb (M5 849 1.5~2.5mg/kg)
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- RO HERE
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ElE . ASAIL - VO | U A7 B, £FIRERARESE ., EERMKEEIKTO
5B Amglkg/hs
—/NRIZBT D 2B Fl—
- BHRRTEOE A
8L Eo/NR - 2.5mglkg
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- RO HERE
3 kLA L 0 9~15mg/kg/IRf
ASAIN - VD& U A 7 /N BFE T3S 2 25 REE N - HERF~ O RS IL 7
Uy,
—EFRIRIZ I T 2 B—
0.3~4.0mg/kg/Ikf
— 2 W B OBl iRg D B —
1~5 4373 T 0.5~1.0mg/kg/HF
BHERRIE OMEFF 1T, 1.5~4.5mg/kg/IH

2. BNCHEITHERZIERFR
AR BT 2 1AME SR (FDA, A—A T U 7 5%)
HARDOUF CED 19.4 H£FEEEZH T HHEF ], 195 i), 19.6 #3hw ) OHEOFTHEITILLT D
LBV THY, FDA CKEWRMCE) ., —A NZ U T L3R D,
AIBZBT 2HEH LEOEE
9. FENE=ZEI HEBEEBICHET HIE
9.5 143
B0 XATIEHR L CW S aTREME O & 5 etEicix, 1R EOFRRMEN a2 Elal 2 &l X
NHGHRICORPEETHZ L,
ABNIIRIRA~BAITT D720, FHAEROMERMHEERNH Db 2 ERH 5.
9.6 231w
R EOBFRMERORAREORREEZEZE L, BAOME X IIFIEEZHRFT52 L, &
FMEHLFABITT A 2 ERME SN TWD,

FDA CKEVRHT SCE O

i i FLE N A
KIE DR EH 8 USE IN SPECIFIC POPULATIONS

( DIPRIVAN® (propofol | 8.1 Pregnancy

injectable emulsion), for | Risk Summary

intravenous use : | Data from randomized controlled trials, cohort studies and case
Fresenius Kabi USA, | series over several decades with propofol use in pregnant women
LLC., 202248 A) have not identified a drug-associated risk of major birth defects,
miscarriage, or adverse maternal or fetal outcomes. Most of the
reported exposures to propofol describe propofol exposure at the
time of cesarean delivery. There are reports of neonatal
depression in infants exposed to propofol during delivery (see
Clinical Considerations). In animal reproduction studies,
decreased pup survival concurrent with increased maternal
mortality was observed with intravenous administration of
propofol to pregnant rats either prior to mating and during early
gestation or during late gestation and early lactation at
exposures less than the human induction dose of 2.5 mg/kg. In
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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 post implantation losses.
The pharmacological activity (anesthesia) of the drug on the
mother is probably responsible for the adverse effects seen in the
offspring.

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

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

Clinical Considerations

Fetal/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 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
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Day 15 and 22 of lactation at maternally toxic doses of 10 and 15
mg/kg/day. When F1 offspring were allowed to mate, post
implantation 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 (5.8), Pediatric Use (8.4),
and Animal Toxicology and/or Pharmacology (13.2)].

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. (2024 4 3 H W)
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KE DU SCE 8 USE IN SPECIFIC POPULATIONS

(DIPRIVAN®  (propofol | 8.4 Pediatric Use
injectable emulsion), for | The safety and effectiveness of DIPRIVAN have been established

intravenous use : | for induction of anesthesia in pediatric patients aged 3 years and
Fresenius Kabi USA, | older and for the maintenance of anesthesia aged 2 months and
LLC., 2022 4 8 /) 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
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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 1in 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).

Ye[E D> SPC
(Propofol-Lipuro 20
mg/ml  emulsion  for
injection or infusion :
B.Braun Medical, 2023 4~
10 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-Lipuro 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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