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REHERF . 7 R g 2 SICARIR L CL TR Xx@Iic L v 595,

(DMREE : 72 Z = EFKE LT 05~ImL (7> =)Lk
LT 25~50ug) ¥ OfET 5,

QFest - 7= v X = ESK E LT 0.01~0.1mL/kgh (7 =
&=Lt LT 0.5~buglkg/h) DS THEEHET S,

(KE7 = v ¥ = VMW 2354

PRIRE AR © 7 = X = VR E LT 0.4~3ml/kg (7 =¥ =)L
& LT 20~150uglkg) ZREMRICERET B0, XX 7 R Uik /e 8 ICHq
WL CARREFET 5,

BRERHERE © MBS UC, 7 RUBRRZR SICHR LT, 7= X =L
S L LT 0.4~0.8mL/kg/h (7 = > % =L & LT 20~40ug/kg/h)
DS TRIMFET D,

ST N el o S S
MEZHWD, 7B,
BHE O, 2 H IR
(i U C o B RS
%o

(T ARSI KRE T = X = VRSV B354

FREEEARE . 7 = > % = VSR & L C 0.02~0.1mL/kg (7 = > ¥ =
& LT 1~5uglkg) ZFBRICERHET B0, LT R UBHR e E 1o
WL CTEBHET S, KEY = X = )VFBMC WD 35805, @i,
T H o VEFRE LT 2ml/kg (7 = Z =/L& LT 100ug/kg)
EFTHRETE D,

BRERHERE . 7 = > Z = VSR E LT 0.02~0.1mL/kg (7 = % =)L
& LT 1~5uglkg) TOMIRINIHET 50, X7 R UMKz L2
AR CTRillisrEs 5,

T DA

JRPTREIZ 31T D 8

WEHE R AT T =

EWET D, ek, BEOEM, SERE,

& = VERHR & LT 0.02~0.06mL/kg (7 = > % =L & LT 1~3uglkg)
PSR ORREZIG UCll IR 5.

*F4 % B

WLV (s
. MR E) 1T

WH L BRAIZIE, AR
MEZHWD, B,
BEOF M, RIS
U Tl B8 5.

(RN 5 054
WHERIZHWAEAIZ., 720 oA ENKEE LT 002~
0.04mL/kg (7 =& =)Lt LT 1~2uglkg) HFBERICHER, 7=
v E = VR E LT 0.02~0.04mL/kgh (7= Z =1k LT 1~
2uglkglh) O X TAMEET D,

FEMEEIR ISR U CRRHET A5 A3, 7o v A=V ERKE LT 1
H2~6mL (7=>#% =)Lt LTO0.1~0.3mg) M5B L. BHFDIE
WIS CCHEEIHET 5,

(s % 5 D84

HERGYE 72 X =V ERRE LT 1 [E 0.5~2mL (7= &=
L& LT 1E 25~100ug) & HEREAMEICIEAT 5,

FEANE 72 U X = ViERKE LT 0.5~2mL/h (7 =% =)L
& LT 25~100ug/h) O X THEEAMEIZFiE AT 5,

(K BTG DA
B GE . 7= X =V ERKRE LT 1A 0.1~0.5mL (7 =%
=)L LT 1 5~25ug) %< bIETREIZIEAT .




V. IBERICBET 5 HA

QFZERUVAEDRERRE - 1R
(BA) (TR, 25MBCHE1T5MERE] . [RFRRERICEIT2EEOME . NHLWVER (i&RE
B, BHERGL) ICXTSER )
(V5. AERGERAR M
UNR) (T2BHE. 2BMEICHIT58EE] )
T U X S VESHERO B THSCTIE., BACKT D [T v 2 e & [RET = v % = VR OFER
OCHEZXH L TRLTWD, BRSMZBWT, [ (T2 Z =2k D) NT AR KO TRET =
VIR IR THEHWSLITW DA, WSO SCE R OENEET A R Z A T, NIk
T HENENOEGITETIMECKR] STV RV, ERITFERROM R LK CERNADOE R Z S Z12/NED
MEROHBEEZRETHIH20 . 20X D RSN CEEOTHAEZE L, /N TIE TNT 0 23R
O TRET = o2 =Vl O8R5 5EEZ BB TICRET S 2 &t Lz,
FREYE A
JPRERE AR D 7 = o Z =)L O MEIZERT EEIEBR CIEFHI STV ey, 207w, MAAOEGRRILE O
Be 55 G A TS N E N O FERBICE T 28R 2 b & ICRRE LT,
EAHEERER CEE SN B AR 5 &3 M1~buglkg | TH VD ENORKEIZ S RIEEOFLEDFRD BT,
Flo, FERERE A B LR R, 2 <IE 1~buglkg ORI THWOLIL TV e, L7end> T, BREEOEARIC
AW2561% 11~5uglkg ZERICHET 5] LRRE LT,
F o ENEETIVNROBOF OG-8 & L TLOEFMH Tk 10~100ug/kg] . [B.OIfr#E & 70~100ug/kg ]
FOY DKM F7 20~100ug/kg] %, #E 100ug/kg & T 5HNL<BOLNLZ b, NRIZEBT
LEEOREROCHEE LT TKREY = ¥ = VRBMZH W 285613, #8% ., 100ug/kg F TRETZ5) &

BRE Lz,

FREHE 1

ARV N BRI T T EM EEIEERICB T T = v ¥ S VRS TSRS E% ) IR LR f 2k
PRI NT-,

NT AR OKEFRFE R OB G1L, 7 = o S VIESHROEFIRSCTIEL TIBPEHERF ) (Y32 2 &2
5. REEHERF O FE R O BT B EM B ERROF R L b L ITBE LT,

4. BERUBRICEET 218
7. BERUARICEET 5518
(B 5HHE)

74 AT ABEMCBOTIE, WE, YRR O 5 - L,

7.2 KET x5 S ARREROHARS (OB CIHEA TR £ C) (13, 57 R/ 5
D LD BEORERIER B LA ORI FOERICEST5 2 &, £, REIELT, B
R, SRNRERERA, R ARERA, Wb & O 5 = &,

7.3 BEORIE (PRIMHE) ZBE L AN OHEICHRET 5 2 &, BTN 5 L OB 5 R O
DA EAA WBFIN S AFI~E TS 55 0TIE, Wi G EA OB 58, 507 R OB 4 R R
BEB LT, BUERORIUCES LAN S, BIAREGETS 2L (4 KT L 5BH1) |

7.4 FEMEFRRICR LTI TAE A A REALE L AR E T 258100, BAGELBE 2, @R L0 b
IR (FA4 KT L5 BIR) DOBIETS 2 & 258 L, SURMEL ORIIER O JE BRI 2 B2 L
7O R A5 = &




V. BEICBET5TEA

KEXARBREZR -MREES LS URBBEERERAS F54 22 (k%)
3) ERAE (T ZILESFRIZDOLT)
() ML LVER (ERER. BHEERELLE) ([CHT HHEE
O#E

a) R4 I SRR ICA LTk Ml G & U C 1~2ug/kg & ##E L, 5l & i & 1~2ug/kg/hr
THHET 5, BEOER, JERICS U CEEHBALE TH D, BEH CHEEE
(PCA) %175 %&ld, 4~60uglhr TRHGHR G-21TV, TS U T 5~10 53 LA E ORIk
T 7~50ug (10~20ug # A\ 5 Z LINEV) OHEER 52179,

b) M @ FEMIE ISR LT, o xRN LE D BEZ 541, 1 BEO 1/300
BENORMAT 5, FRREHEOMERFREIX, 0.1~3.9mg/day EEAZENKE VO T, 0.1~
0.3mg/day 722G L, HEEZWMET DMNENDH D,

(BENEERUL LETHS)

7.5 JRETRRERAE A OFT 2 2 L,

fiZE -

FER O & D & O RESER A2 L, MR B 2 S 2t dl L,

F 72, BRI AR O OICHET A HEAIC WL, THIEEOHE] CRFHOHEITHEREE LT
WS OO THRESEI X OB ESEEH T A N T A 2| 22845 L& S LTUTRE L 25 7]
RMERH D Z b, FEHEERICHW A BEOWRER 51 L 2EIER Z RN T-OGEICE LtE L, 1R
Wi § 5 2 & & Lic, NT U AMEBEE 1, OEBROMEA, O8FE, @O KoMK, @FKitiED 4 >0
FHRIZONT, ENLITKE LIAER % b O3A 4G b TR E L, oy mikkiEs52 2 L% H
By & T D HBED — o> ThH 5 3, HFNEMAGDHED Z LIk 0 FREER OFTRL) R 2 35 S84 3HA 05
BEDRLLTHZENARELE 2V | BWEH ORI TE 2 B2 6T\ D, E . EHRITIT DB T
Fil7e &, BHAAR I IZAEAI A VS D 9, AN G- CORE & JRFTHRIA ORGSR 51X E T 0
TR DR S AL, BHWERANRBECTE 29, £z, < b NS TR 2 & < 3 5 72D JTskELAl & of
HEnz o,

7 = H VIR C IR NS & FREEE AN b B ok, B b m A T & MR O e OV ERBR O FEINC X 0 a5
L 70D, BREIK s RISV REZN LU THMEEZ AL S, FERMHENIIMMOA A1 R & [RER. Ao mEg Hhix
N U CHBIRGIEICA T DM, Bt R ERBRBEREOIERMEINE LD Z L b D, 7= ¥ = )LTfRiETE
ThD1D, WEROESLH RIS NT25E . Rt TR S v, MERER AT L CIRERR SIS EE) LIC
SWEEND D, ZOZENT =¥ = )VOBIEHMRIMEHE OB & L ThIF b TS,

5. BRPRAIR
(MERRT—2 N\ ir—o
e L
(2)Bf PREEIE K ER
EHE R L



V.

BB 5 H

Q)RERSRRRER

NEAZRRE L -ERERRER
Kﬂ&%m«Uh—wwﬁ%ﬁ%%lW7Mm\ﬁﬁ%ﬁLm3WKowT£mbto
ﬁ%%@ﬁﬁi%ﬂﬁ ﬁ%LtPDNUF—w&U7IV&:w@E5%\%%ﬁ

AH B BE 12 &
i, JEIREE
B4 77 FRIEIR e

) *H@ﬁ‘éﬁ)

W

= RRGE ST,

0.1~0.2mg FHEIZ

PPRIFER BE DA 2279~ AR R 335 1

EIVEFSSERMERE 1L 23.5% (329/1,399 ) ToH v . EAREIERIX. Ei -

4.1% (57/1,399 ) .

E. RACBWTIE., 25 -

. JRETREEC 3
RS 5 S O b T G- D55 ]

\F % $E O,

NHEEY R 3.6% (51/1,399 f1)

B RS

FARY F—LEDGRAIZKE 2REHR
Tz = RaY R— L O 512 L Y Neuroleptanalgesia OIRFEZE 292 723,

LTz A =% 501 OEE

&t 5.2% (73/1,399 )
i 2 2.56% (35/1,399 fi)
B LEIE [T v ARRE -
WL VETR (72T
(2B 2 BB I F i S TRy,

TIHIR L,

.

LEThoTz?,
KET = Z =)V
FEIEE TR 78 )

ZHWA

(X9 o PR (ERIRN R G- -

Fry R

WA LZZ 77—/ (ImL 1 ey R—/L 25mg, 7= ¥ =/l

0.06mg # &4 : BUEIFREHIE) & LTEHESATHD
P
P _ ‘ BB #® 0 fF ‘ -
CIERE S 7oA Mg B B
ARFHFO 200 | (v RS ES—L FEIR RS A b=y AlLABLT 7Y Img|# TEF—AOME
(16~68 5% ; TN L 1.7mL 40mg FE ik (FIRKT 5 I AENKE L
B 1561 540 | |50~100mg AR 5% Bk & He i a5 | fh . 1 BEREFFIEELY
(Al 4 4B |3 GO b R G- 1503 BAF
RtEp Al || o7 RA BERISER] : GO R Th5,
18)53 2 5 | ) 6~10mg Pk y = A R % U Eg1.8mL
PR iy qeNRl kil 461 |k 40mglkg FHiE 5% Witk & 1T S
56| Y7 BN A 8~ E
WAIR A 34| | 10mg PR (2 FFf#H
TR RS BRI A +7 hrE0.3
. 241 | | ~0.5mg #HiE (15
LRl oy AT \JH i 12 4
1984 161
{20~59 i 1841 | 1mL #HE (30 4A0)
60 Ll 14 20 #i
N TAEH0 196 | (Y7 =2 FT I GO WA YT LT CESHH T
(9~48 7% ; 30~40mg 1mL/30 F%5i 1~8 53| A ¥4 % b= Lk ImL | R R
Bopl L14B)|| +2=aEFIy EET ImL $o0E| B DLV I L R
KBRS 7 0.4~0.6mg ik i 0. 3 HHROsE
8 4l 10 41 *0.05mg 5ir 5 % 2~3mL, 1 51H
fEIESR RN 9 B |< <> b EZ—1 rsrjf{Jf“Azi 4~5mL
SRF RS ER| | 100~200mg MBLETH S,
T“A ] | s GOF it (BiFii il &
SRS TN 'fl:lrh/é?"'\ PN 0.4~0.6mg LCRF U b
RSP A 1 B 4 ) IcLCIETF
LEOf 51 e 2R B A T
9 B (IR BRI 1 AR )
Blicizz 7€) — ERATTRETH 5.
OROYICT KrY
F—=+FLE X% BN EIZRE L T
ek Fa XY K—Lois
BEBT D RI2HF
FEF—ALEDHT
BT =V 2 2 3 kn
LHNBHFETH D,
sk HUMPE 512 & D 25 BRI OHERF,



V. BEICBET5TEA

(G N e =1 N

JIESE)

TREER 10 1
(B, +E%)
ZOfth 2 #

(1 FefI R b

AN R A,
10~15 53t
5~

8mL %1~ < v #ik,

3mL

X7 =2 =
*0.1~0.15mg % #
pE

L I
fE - - L
lESE S oA b B
AR 0 271 ] | (RF VY RFHF A b= A 40| BEICE LT 5 5% F— L OF
(0~79 4% ; +7bEEY  [0.1~0.2mL/kg & | ~60mg L, BIER|IC B LR B A E
B113%1 4158 41) 129 B | < Y ##ik, i, D 1/4~1/2 & (29%) [90%. FMFHE 98.5%
(BEER, SHES, MR | | ~Fov BEREEA] - GO 12 & % ffefs 0.1~ | MR TH D L LT
82 fil +7 bbby F7IT— (50~ 270 B |0.2mg (28.5%) . £ |\ D, Nk
TR 574 X +LmL7 7| |100mg ) 210 i & | oo EEA (14%) | LTI, BREMEE O
p 52 il o7l |)maAx a2l |\ HaERs 14l |2l Eio, REIC|HESCPREE, B
JESMEES 24 65 | | XF w77 X Z - — VM JEUT d-v AR 2 5 ISR o E R
< P 23 1 +7 hary 15 > (0.2~0.25mg/kg) |HE. HASKIREE, fiTH&
ol 23 il 31 f1 Z DA 4 4 XUEH T 2 (1.5~ T IRFBRIREE A3 % <
HHEB 561 | ([ Z oA 1461 BARFO ¥ 7% F— 2.0mg/kg) %#L, |7 o 72K O G E K
PR 4 1 N i, RERERET (B
DA T —T MR 0.1mL/kg 128 fi JRERFHEE) |l
L 1 4 0.15mL/kg 83 #i DIRERE KNS w F
oA 0.2mL/kg 54 i 7 (LLESVRHE)
0~ 9m 24 Z O 1 i BETF LN TN,
10~197% 27 i
20~59 7% 200 fi] B LTI
60~79 % 42 fi Ka <Y K—LOi
Risk 5347 : A RET D 2 NS
Risk 1 54% TR DB 70 5 K
Risk 2 2% DESEF—LLY
LN =y T Y
PEE LV, —H,
i 1% SR A 2 L BE &
TAHHEENEGEDLH
FEFNZIS TRV
JHZENMEL S
nTnag,
BRI 12 954 | XF e LT 7 50mg|2% VAR B A VE 15| MBS U T poor risk 1 (20 i,
LEES 834l [+7 FuEL 05mg |~20mLIC & B Fih 2~ WP Risk3 B )

WCTHREICHEME
NAER D RRHE I D
HHEPHERR ST
W5,

RE RSN R R 0 5 L
~UN Tha LLEIZE
FLATWDEGEAEICIE
RENTFE IIARET
b0 BFEAEN D
mwlEn, ¥ 7€ —
IV DI T ISy 78 Tl
WHEEEZ RSO Z LN T
x5,

k BB 51T K D 25 R D HEST,

T VB DIVBEHMBES(IC K DMERDR

FaRY =Lt T Z=e Tl — (BEFRETIE) &L TRELE

=N

Rry R—Lid

BHE 2~6 T 20k L, 7= Z=VvOFNI0E 30 ~1 & End, #7F)—1E L TOHK
ETIE 7 2 ol Lo ThTELENEED, 7o = )LOEMBEIC L O iEZ5 2 & BTk
ENTWD, BH 0.1~0.2mg FHEIC L W BAFZRBRERREE DS HERF S 5 10-19),



V. IBERICBET 5 HA

TR ZILENERSE L FHEREE OBEFR

JiE el e
FHTIREHA] AEINE S 28 s
0 <0.Img | 0.1mg 0.2mg 0.3mg 0.4mg 0.5mg | 0.6mg<
LN 35 1 4 2
1~20%R 44 4 21 17 1 1
2~ 3] 16 2 11 17 5 3 1
3~ 4R 7 2 4 4 1
4~ 5 RS 1 1 1
SIFE LI 1 1 4 2 1
103 8 39 41 14 8 1 1
(£ BB, EBMECHITHER OFELOHE FHEMRL
FE B OV B = . X
(FxvH=tLT) AR ik

NS U REEHZAWSIBE]
RSB AR : 1.5~8uglkg & ##iE

IH AR 2321 D 60 UL EOBRFE T, 7’aR 74— 1.bmglkg & 7 = % =)\ 1.5uglkg IZ &
TR 2 fE-E A 1 457C= 7 = FU > % 0.1mg/kg & % VM3 0.2mg/kg #5-310E, ME FREOREZ| 14
b LN TED

& B: W bER, BE, HiEELEESDETHREET S (NT 0 ARREME) FFOEER 72

WIS & 2~8uglkg 15

Tz B =) 5~8uglkg L FARH— NV EMABEDE TEAT S Z LT, KBNS M

22
R o LB E IR 5 = L B TR B, v
BEOEH. BRADKISEIRNS, 7o ¥ =)L 3~8uglkg, F4 1 % —/L 3~6mglkg % 17
HWNTITeRT F— L E2FET D,
JERIAHE £

MR E: : 256~50ug T O#E

TR EE. FREEARFIC 2~6ug/kg ZEHE L. 25~50ug T 2iB1IE 0.5~5ug/kg/hr TR 59 5
LIRE B,

Hrge e 5- 1 0.5~buglkgh O & T aEE

TR EE. FREHEARRIC 2~6ug/kg ZEHEL. 25~50ug T 21BN 3IL 0.5~5ug/kg/hr CTHHEH 59 5
LIRE B,

(RET V2 ZIILHEZAWSIEE]
RSB AR © 20~150ug/kg % T

K (20~100pg/kg) ([CHWTHRMMEZILRSED Z L3n £, LHNFEIBETS

TR FRNTEH, BEBREA~DEENLRL | FHTFATHN LTS, 18
A& C : BRI O N TH]RIDS TR S DEFORE: (1 Z0E, ISR OB AR 55 15
50~150ug/kg

LR B o FRREEK & L CEAN SRR E T 19
50~150ug/kg Doy EIETE, Moz & R4 HO TR 2,
KET = X = JVFREE 20
7 = H =)L 50~150uglkg ZEIET B,

JHRIHERE © 20~40ug/kg/h DR & TERE
TRRAE AR T = ¥ =)V % 50~T5uglkg 535, Dk, 5l CHERFRE 20~30ug/kg % 0.3~ 91

ERRAE  0.6ug/kg/min (0.02~0.04mg/keg/h) D TR ERHET 5,




V. IBRICBT 5HA

[BFTREHCE T D EEOME OMELOHE  BERML

MiEROHE - e p'e
(7 XZ=1t L) reHPE [N
1~3uglkg % §HiE
T RRAE .
J:BE’TE Mjﬂéo 2
L UVVMER (MRER. ENERLLE) (ST 5ER] OFELKOCHE REHRIL
HiEEOHE - e p'a
(7=t 1L70) AR [N
(BIRAERSDHE]
1~2uglkg Z#iEt% . 1~2uglkgh OE & TaliEE
‘FBE{E =N +2 ¥ =3 % N AN
R PEH SR E LT 1~2uglkg ZFE L., 5 k& 1~2ug/kg/hr TEHEFET 2, 2
(FEENMESDHE]
HE[E 595 1 (8] 25~100ug & BEEAMEIZEA
TIRME 25~100ug % H[EIHE L, 25~100ug/hr TR G- %2179, 2
Tz F =)L (50~100ug) % BFTHESRICENT 2 &, SIRBHFMOEHE, 70 v 7 LYUIER, 99

o OIER2MF 5D,

ERRE 5 0 = (EERAK 10mL 12 100ug 202 7= H D) LT EAD A T T =0 X =L %R
BbD (FNZEH 0.1%., 0.001%HE) 2R—F AFHETDH L FHLWBRAPRIER 21 - | 23
T MOV EEZW LD Z LN TE D,

gt A¥E © 25~100ug/Mh D & CRARAMEZE I Hige i A

TIRE FREAOBE, 7= X =5 E LT 25ughr BENEY EEZ LN TS, 23
ERRfE  25~100ug % H[EEG L, 25~100ug/hr CRERER 55179, 2

KBVETESDIHA]
BRI 5E : 1 0] 5~25ug & < HEETHEIZIEA

T RRAE
[ BRAE

5~25ug Z HAHET 5, 2

(4)RREERTEEER
1) BRI
MR L
2) REMHR
MR L
(5)BFE - IRAEAIKER
U ERZR L
(6):a A fE
1) ERABERE (—REAKEAE. REEARBERE. FARBLERE) | HERTERT —FIN—XH
. HERFGRERABRONE
HRIEAE
B EZIRICB T D AHKOEIRN AR T 5 2 & RHO—ARKRIUG % OE MR ORREZIZ OV TR
ATHZEEAME L, HEFIEIIL Ay T 7T, B 1 EEE, $ 2 EREE 1AFRE OB
Z 281 CIR— Oftiak TEMT 2 2 &I £ 0 AGEEUFE OARFOME FRBUZ DWW TRAEE L2 it LTz, #



V. IBERICBET 5 HA

1A, % 2 BFAE CZNEN 1,295, 1,271 filzxig & LT L7,
ZORER, WISERNOMERAEIEIZ OV T, RFNE AT o A FREEO RS AR W TR &ty
7= (80%T3) . =D—J5, FEMEEN R O8I L CIIEHES ik%<ﬁ#@t_®%ﬂﬁ)oﬁm®%
BT, BARBRIE RS KD TS L ORREB S T A K7 14 22 (DI, GL) JIZih» 7 H&T
S, KRR KE STEREHT L TW RN 72088 GL, AZBHEOHPIS O B OJEH] 32
iz, LW ﬁﬁéﬁww@%ﬁ%@%ﬁ%gfﬁ%éhé@ﬁ#@é_&%m@%htoL#é
(2, BB, EREEIC R O CORBLRICIIBEREEOMBEE DA G DbETIThb D Z NN b, &
B DEFHER DA THEERIZOWTHHICELET 5 2 LIXREE L Bbhi-,
AHFN O FRILORAEZAITE 1A, 5 2 BFHER CKEIE~OHERAES ., AEOFH/E, Sfhicon
TRERENL AR D o720, FOHTHEODAIZOWTII N T & R IR O FEpe iy 5.0, [ 5T REC
BT 5 8 OABY 12T B 5 TR A B ORI 28 2 2 B 5 OWE 8D LT A @[S b,
AFFRITOVTILE 2 FIFAEICHEBEFRE € TERVWEBRAEFEFRRED 1Y SNz E1E] o
I A5l o 77

2) RRBFHELE L TERFEOARXIEERELI-AE - HBROBME
PR

(7)Z Dt

1) MNRZXFRE LEERNENREHRR (EEMEEEER)
BAERDS 6 5L /N 103 Bl % x5l A A 4By BRI 0O SR (S AE T U 72 PR A 2 R R 0 S M
STz, RBRFEEEEEAEM (PPS) 84 Flick\W\ T, AFNIFIRNIZGICL Y, PR 2 Z =
Nl LT 1.9~6.0ugkg, BMEFHIT7 =2 =1L LT1RSBEZY 0.6~5.2ugkg DAV Bk 1.9~
12.1ug/kg) . ARNWED FEFAMIEE Th 5 EMOMRAHIE TiX, FHlixrRAES] 84 FlH 77 1 (91.7%)
DA LT S e 2429, BVERZSBUEEIE 19.4% (20/103 1) <. EARNWEMIL, TEH:5.8% (6/103
Bil) . FOFEE 4.9% (5/103 ) | FEURING] 2.9% (3/103 i) T o7z 20,

X WA OBRAN OIS - WLERTER AT 20 /3 LN O B KA B) 2/~ TIHEIIIE . Ik (Dm%) zfefes L
TZERT O EHIEIC £ D



VI, S HH B4 D IH H

VI. EEIE (IR I H1EHR

1. EEPMICEAEH HILEMXITILEMEE
FET NI A NRE R

EE : gL 6B 0%k

2. EEEMA

(WIERERML - 1ERF

F & L THRE,

FREL, BRFOETHRLESRT L L,

TRl LA OB EFICOM T o4 EAA FRBERY T2 AT THD p IERMEML, £

Vb R & RBROVERMF CEIRIER 72 E A RBLT 5,
(2)E T E 1T HEHABRAAE
1) s$EEER
a) Haffner Z5%
Swiss-Webster Hil:~ U7 2 IZHBRIEHNZ L THEL, BEHZ 7 L ATIIESAT, DHEOERIG, MK
S A RN BIEE U, E O ED DERIEA 2 RDICFER 20 ClE, 7= ¥ =07 = UERED EDsofl
13 0.08mg/kg T, E/LERDK 187 FHIZHY T 28R EM 2= L7z2s, MEHOFBEITIR S Fifeidmn,

Haffner Zi&(C & 2 BEREAIR TIREDEREER (w7 A)

LA DI E K, PSS EDso fE mg/kg
0.08
N — ~ o)
R (0.045~0.142)
\ 15
Toee (12~20)

() : 95%IZHERI

Haffner Zi&(C & 2 BEREAIKR TIRE DEBANRER L FHE (w7 %)

% 3 5 DIHOE G, PR (%) KR (9))
mg/kg 4 10 15 30 45 60
T K =)
Pangy. 0.1 30 50 50 10
£ L b *x 20 — — 40 50 80 30

1B E. (LDso/EDso) 137 = Z =)L/ = BRI 775, F/L b 2 TlE 31.83 T, FE/LERIZHIKT

»HoT= 27,
ey Bk LDso* (mg/kg) EDso* (mg/kg) TRIRIR I b
T 2= |8 Ik WN| 112 (7.4~16.8) — —
7 = v R R T 62 (27~142) 0.08 (0.045~0.142) 775
| #E OBR AN| 270 (221~311) — —
£ JL kB X
153 T| 470 (420~526) 15 (12~20) 31.3
_ = A LDs B
a () :95% (IR b s ot (7% LDsofi)
g (=7 & Haffner 7512 X % EDso i)




VI, HE BRI R DI H

ddY Rt~ o R ERAN 2 R T L, BT E 7 L2 A TIE S B Z 3T X D9800 SO % IR 1 a2
L7EAETH, 7= ¥ =y o U OSFRIERITEAR S 15, 30, 60 DBV TENENE/LE X
DFI110 %, 50 {5, 30 DN F %R~ LTz, (HNEED

Haffner Zi%(Z & 2 RERERIDEREER (EDsofB) (w7 R)

B (49)
S| 15 30 60 120
7 oz v ¥ =) 0.05 0.079 0.19 ~04
7 = ¥ W 4 | (0.028~0.087) (0.053~0.12) (0.12~0.31) :
EL b RS 5.7 4.0 5.4 _—
7K Fn W] (3.0~10.8) (2.6~6.2) (4.0~17.2)

b) RAHIREL L 28

U A AL =R MENET o MIERIEAIZ BT o 5 WIERE A G- L, 55 CORKPIZERZIRT I LItk -T
i = 2 W) 72 BRSSO SOSK IC B JIE T B mE L. 2k 0 BRI OSRIEM 2 RO 7251 T
X, 7 =X =/L® EDsofEIZR 1T 0.11mg/kg. K F T 0.013mg/kg TE/NLE RD 270~400 FFI2FH4 3
LHIFNF A R LT,

BIKRIBUEIC & DHEREROBEBER (7 1)

o #4197 £ EDso i mg/kg o h
BN BT oo B F
o 011 0.013
7= = (0.056~0.20) | (0.008~0.020) 400 269
Ve R EE S 44 3.5 1 1
7K Fn L7 (28~69) (2.0~6.2)
: 28.0 11.0
2 o E R
STV B (19 6~40.0) (7.3~16.5) 1.57 0.32

PEBRERFN O VEH — BFRIBIMRIC OV TR, 7 = ¥ = WSEH ORBIAE < | R,

BIKRIBEIC R S HBREFOBEFBIERAOERKE (72 1)

i3 M (hr)
Al BT S
BIRFBL | BRNE | RFHRE | RFBL | BOKBIR | 2 AFR
NRF UM 3/8 3/4 3/2 1/8 1 5/2
7 v H =) 1/8 1/2 3/4 1/8~3/8 1/2 3/4~3/2




VI, S HH B4 D IH H

o) T a7 ¢ AT K BHEBUEM 29

Swiss-Webster &M~ 7 2 % Hv, #BEEA O 2 FMHERICT 2 a7 o ORTHER 2 M L=
MAETIE 7 = ¥ =7 = B O LDso fEHlZ. Fu/L 7 ¢ 10mgkg & F#EEIZX YD T5mgkg 725
120mg/kg & FA- LA ERBHUERR AN —F, T e 7 1 2 360mglkg Z FIRGRIZIZ T = % =
VT T B D LDso Bl 23mglkg E AEIZIKT L, a7 0 v & ORICHMEERGRO TV 5,

WEREFOSMSHER (RTE) ST EFTALT « 2 (RTFE) OFHRER (w7 R)

FuanL7 4 (mgkg)
%k H s
0 10 30 140 360
Tz H =) 75mglkg 120mg/kg o L 23mg/kg
7 = v s (65~84) (88~162) (11~48)
N 530mg/kg o 860mg/kg 800mg/kg o
TV T (473~594) (775~955) | (682~936)
() : 9BWEHIRS

Swiss-Webster R~ U 2 THBREEAI VT w7 0 2L TRE LTck, BESZ7 L ATIESAT
AT DRSO B KFTREEL R LR TIE, 72 ¥ =7 = UBEO#ESR EDso HIX, S e
7 4 0.5mglkg $¢ 512XV 0.08mg/kg 705 0.3mglkg £ 4 %12 EH L, B e rBEOZ T2
V7 42 2.0mglkg 512XV 15mg/kg 75 115mg/kg &K 8 i EH- L7,

BEREFDEBERICHT 52T 0OILT « VOERER (w7 %)

. Fanrz 4 (mgkg)
Al ge
0 0.5 2.0

7z =)0 0.08mg/kg 0.30mg/kg -
7 T v g A (0.047~0.136) (0.227~0.396)

N 15.0mg/kg L 115mg/kg
ToeEox (12~20) (80~166)

() : 95%IEHHEMRIA

2) MEMESR1ER
a) ~ VAT HIEA
ddY RMENE~ 7 AHERIEA 2 JEEN G- L. 1~2 5312 30mglkg DT A~ # — L% JRERIRD S A
LTl & B35 E TORFM Z BRIPHR ] & D BRIEH O BRI E ] 2 Bt L7oRE R Tlid, 7 =04 =
Jb 30uglkg #5127 K 0 JERIR 36 FREE O Z AU H U CTH B RIER 278 L7223, E/L B 1 30~100ug/kg
BETIIABRIEREITRD bNRhoT, (KL

WEREFIDRERENR S & 5 MEHERER (w7 %)

. %1 [\ B F5 CPAEIEES S
® A A& (ugkg) o w
S HERE — 4%y 36~56 T 74y 28 %
3 64> 12 %
PENE EVI%: 10 44y 55 F T 418
30 374y 30 B
- 30 545 50 1
100 45750 #




VI, HE BRI R DI H

b) A XIZBITF HIEH 30

A X &V, FALH —)L 20mglkg BRI G2 & 2 BB KX TIBRERA D8 A | A X )3FH
ZHH BF D E TORRE, WUKETYES EAND £ TORMZIEREE L THRFNLEEETIE., 720221
0.01mg/kg FARMNE G- TIXT A0 Z — /L D FRIERER] 28~81 3% 41~48 /b E TR L, X &y
0.6mg/kg FRMNF 50 S IFIZREOERNRD iz,

FARVE—ILOREBFERMICE KX THRBRERDEZE (%)

= EEREE (57)
A& (mglkg) — N - N
BE FE L LIFAETO | UETYEL EBNDHET
FREfH DHFE]
F IR H =) 20 23.614.8 31.0£5.5
7z H =) 0.01 41.8+6.2 48 4+6.1
FF R H =) 20 22.7t1.8 30.5+2.5
R 0.6 38.5+3.8 44 5+3.8

3) RRERMER 3V
SD v MIT7x U H =7 UBRIER VeV e REFRIRNE G- L. 80RO & L CORERTRICR T
ZIEEIH . K OBRREOFEIE & L CORERBIKRTT 5008 EAIHENZ OV TRE LE/ER, 7= %
=7 OB T OEFERE (PM) EDso 5 & OVEEREEL (HR) EDso fliZZH 240 0.009mg/kg K
0.312mg/kg (HR EDso/PM EDso [t : 33) Tho7=0lcdf LT, EAE X TIEZNZH 5.8mekg KOk
5.9mg/kg (HR EDso/PM EDsoft : 1) THY., 7 =¥ =)L = U CIIBRsN A2/ HEICH L,
MR 0 REICE G LT BRIZREM D R D33 BTz,

4) FEF A REZBRAERIZHT B4R (in vitro) 32
ENAE Y NP SR LB A~D g, -, k- A A A R 7 ¥ =48R 5 K (u:3H-DAGO,
6 :3H-DPDPE. « :3H-U-69593) fEiAIlxd 57 =2 # =L OHEFEH Ki., nM) 1X. I+ 1.2
+0.2, 18018, 290+24 (Mean*SE) LKHOHLN TS, £/, E/AE Y MaFR U~ 7 AR E R
AUGHE R T 2 IHEER O ICs0 i (7 T =R MEME, nM) X, . 6-. k- FEAA N7 F—ITx L
TEFNZ4, 3.610.8. 700+480, 760460 (Mean*=SEM) &R BN TW5D,

5) HRDFKIR L ik
TEROFRBUL, FETIEEGZLELIZH LD, W HE (A 0.5~1.0mg) TiX, 2hFI% 30~45 47

(surgical analgesia DIKFE) FFi7 5 39,

6) AFNL EFLO X 5 72 ER G, MIBFHEDER & LT, FIMRERICIIT 28054l L TOR TR, Mifk

HERTA R XU R—LEOfFfIc kY, Wi D Neuroleptanalgesia ™ OIRREE 1G5 Z LN TE 5,

%) Neuroleptanalgesia OfFE 1%, Bk OHRZ IR L EFNROBGLND Z L T, BRIREZSE D & FIFFI,
L. FEORREICKT 2 8L, BEMERRORE., I LICHEEOIFFHEAEMELRS DN, BHBFEIE TV D
Mineralization ORE—MAEY D L S ITFEBRH O Ao TRiE—E 720 . ZOMRRETIE, BEETMICHED HH
H7e, BELINE L OMICEROBEDO S HRETFINEZITO 2N TEX S,



VI. SR 2 B4 A IH H

() RARIREFRT - Frthsa

AR5 5 39

TEMFrmiheH : 30~45 7y

( TVI.2.(2) 5)hRDFER & Fie) M)
A 452 5 39

VEFIZEBLREH] 5 77, (EFIFFRERFE « 2~4 FEfH]
Tl < b TR S 39

TEHIZEBIREH] 5 77, (EFIFFERFH © 3~6 HEfH]



VIL_ Y @hie 2 B9 5 IH

VII. ZE¥EREICET HIEHR

1. MAREDHTRE
(1)ABELENGILTEE
i o4 SR B ONFART H o0 B8 | S B2 72 1 R 13 2 41240 0.6~38ng/mL, 3~10ng/mL T&h 5 1.2.39,
QEERABRTHREIN-IPRE

<HEANT—%>
HRN G- 30)

FERERR A B 5 Bl 3H-7 = > % =)L 6.4uglkg (7 = % =)L = gt 10ug/kg (ZFHY . 10mL/90 #) %
e G L2568, 7 =0 2 = O MR R 38594 60 0 LAINICEEHICIN T L, 5 B0/ 98% 23k L=,
F7=, AUC (0-8) V¥ 511ng/mL * min /5 L, I FEHK 3.6 Rl Th - 7=,

(ng/mL) (n=5)
20 A
10
7 6
I
>
Ed
- 31
)
0) 3
o Total °H
%
+
g 11 3H—Metabolites
0.6
®H—-Fentanyl
0.3 A
0 1 2 3 4 5 6 7 8
R (h)

SH-7 T A2 =)L 6.4uglkg B TR G RE MR E

MRS 45 - 37
BB FINR OB 6 BIICT = ¥ =1 1uglkg BRI G, 1ug/kg/h T 18 RifilfipiE A L, MEH~ =
VEAZNVREE T VHA LT A (UEHP :0.06~2ng/mL) THIE LRI TO LB Tholz,

(ng/mL)

n=6
MeantSEM

T T T T T T T T T H%ﬁaﬁ
12383 5 7 9 15 18 6 (h)
post-F

R 5 RURERT 6 REZROMBP I T V2 ZILIRE

0.1




VI g B HIE H

FRARN FRfE 4 - & RO REfE 1 5 0 bl 39

BR Mt 1% g 50 S, RN & 5 WIS 7 = > % =1 1.5uglkg B 5% . 1ug/kg/hr T 24 R
etk b (F5BE 25 ) L, M7 2o X = ViREE T A7 a~ 87T 7 ¢ — (RIEHPH : 0.25~3ng/mL)
THE LRI TO LB TH Y, WKL CIIRERGD 2 RO R ORTE Tl 2 #l TO LM
M, 2 BB CIEEARNE G- & el U CIRfE (P =0.002) Th -7z, HI NI E B LT 8.9+
4.1 B[, ERARNEEEC 8.6E3.3 Kl TH -T2,

1.5

o WENKE
A BIRAKS

0.5
Iz
(ng+mL1)

i Serc =S NN

|
0.5 1 2 4 6 8 10 12 24 27 30 33 36
B [ (hrs)

miEFEE (Mean+SD) ®EEE 7O 74 —IL
& 0 AR E R E R
<HBEAT—%>
RN B G- © B 544 T B 36
EREAM - 10~30 /3 LA

(3)hEE
NP A A4 U 5 P EE 1%, 0.7Tng/mL LA T 523, i P2 0.6~2.0ng/mL CTILEKAICHE & 72 %
X9 2R IR A Uy 12,89,
GBS - HHHEEOZE
VI.7. 48B4 &R

2. EYRERP/ANTA—4
(WEEWAE
<HBEAT—4>
3-ar/8— kAU hETV (FRRANERSE) 39
(2) W USSR FE 7E 3
MR L
QRNHRRETE
<HEAT—E2>
0.041%+0.007min ! (Mean*=SEM. Hi[EIFHIRAELS) 36)
@HPITIUR
<HBEAT—4E2>
956 +65mL/min (Mean+SEM. Hi[al#RP#E5) 30
22.05+5.47TmL/min/kg (Mean=®=SD. #HES G 5) 39
22.27+7.11mL/min/kg (Mean*SD. #RANEHif5) 39



VIL_ Y @hie 2 B9 5 IH

B MBHE

<HBEAT—45>

3.99+0.20L/kg (Mean+SEM, Hi[A[EIRAN#ES.) 30
(6)Z Dt

MR L

. BEE (REal—v3) B
()84T 735
YR L
(285 A — 5 EHER
YR L

R
AR L

LB f
(1) % — A B Y @ 1
<#}pT—% (v bH) >
J v MCSH-7 = v % =) 3mglkg & T#E L1254, #5156 % TIIKOK 5 5. #5 30 9% TR 4
fETh-o72 ( TVL5.(5)F DD MBI~ DT ﬁj%%)o GRENEED
(2)1fi% — R BR AP @B 1%
<HEAT—%>
FERIM (8~14 ) Ok 38 BlC 7 = v X% =)V 2uglkg &7 R 7 +—/L & & HITHIRNES: L 72RO Rk
RIS R OB 7 = v & = VR (Rl (PSR AEREDH) ) 1A T o L 912, E72MREMNEIEIE 1.5ng/g
Mk (n=7. Hkfl) LHEINTND 0,

1.2 14
12
1; 1.0 B
m £ 40
& 0.8 Z
7 5 8
~ 0.6 z
5 + gfﬁmf
w (ng/g
(ng mL) 041 4
0.21 o
O T G T T T T
55 109 15% 209 10—15% 15—20% 20—25% 25—30%
(n=10) (n=10) (n=10) (n=8) (n=10) (n=10) (n=10) (n=8)

1T 40 Bl 7 = > X =)D 104.6 (60.8) [Mean (SD)) ug &= 7B\ A & & HIT< bR RS L
T2, 23 Bl O RHA M O 24 FIOPHEFFIRIAETIC T = > Z =L skt & (RS © 0.01ng/mL) .
Z O HF IR T AR AR A PR S 1T 1,12 (0.04)  (Mean (SD)) THh o7z 40,

QR)ET~DBITHE
<HNEAT—5>
BATHEH 0 1249,
R pEls 13 BllC 7 = > % =)V 2uglkg Z &5 L7, MG R OFLHHIREIL 45 SRICRkEEZNLZE
0.19ng/mL, 0.40ng/mL & 72V | 10 K& I Mg CIEIBMRRLL T, Fit Tid 0.05ng/mL & 72 572 43,



VI g B HIE H

G)RER~ DTS
<HNEAT—5>
6 Bl DEBFIT 7 = v X =)V 1uglkg Z RIS G- L T= 1, 22.5 /5315 (e i BB P S 19.1ng/mL & 72 5 7= 49,
(B)Z DIt DB~ DT
<#T—% (Svbk) >
Z v b (Wistar-Imamichi &, ) (Z3H-7 = ¥ =)L 3mglkg % % F&5 L. lggs T o s 2 el
HIE U7ofE R, B RE O Fem B3, M izt 30 /31, Mk, TTiE. B2 oM olfss Tl s 1k
MBICRD B, DA, B E & B L, &5 24 BEE IR SO 1/20 DLF, 48 BRI 1Tk Al
D 130 LAT & 72 o7z, WM~DHAAIEHR G 156 3RS IiE ORI 5 5, #5 30 5%ICITH 45 & o7,

(FENEE
SH-Zx VA ZILETESEOARD T (Sv ) (7 =% =)\ 3mglkg)
e
0.25 0.5 1 2 4 7 24 48
HELAR

1fi 0.37 0.57 0.98 0.76 0.29 0.18 0.14 0.11
ikt 1.88 2.20 1.26 0.51 0.23 0.13 0.15 0.13
Jifi 4.40 5.62 4.25 3.18 1.22 0.46 0.42 0.10
i 1.63 2.05 2.02 1.42 0.53 0.23 0.09 0.12
JF 1.73 6.78 9.27 8.45 3.63 1.26 0.36 0.23
ey 3.20 6.28 10.45 9.28 6.44 1.59 0.49 0.32
i 0.65 2.37 3.90 3.63 1.06 0.35 0.10 0.10
I 0.34 1.41 2.04 1.46 0.70 0.46 0.20 0.16
i 0.93 1.53 2.28 1.27 0.57 0.30 0.12 0.11
HEW 0.29 1.04 2.91 2.64 1.25 0.26 0.05 0.04

FP ML 2 FIEHE, BT = > % =)0 ug A1 B/g i3 mL ik

pg/gXidmL

00251 2 4 7 24 48 (RERS)
0.5

H-J T V2 ZLETEREROERST (S H)
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(6)MIEEBHEER
<HEAT—%>

81+2% (Mean*+SEM. pH7.4. in vitro%#ris) . pHIRIENES © 36,
90+
80+

70-

o) &

o
o

60

50

40+

30-

! T T T T
6 6.5 7 75 8.0 9.5
pH

SH- 22 Z )LD E FIEET®D invitro B VN $ESI12xT 5 pH IR
HEH E X+SEM



VI g B HIE H

6. 1t

(1) BHER AL B U SR R
<#MMT—4 (XYR. Ty k) >

AR L

TR TR S 5 45.46,47)

HRBRE

Zv h CH-7 =& =)L02mgkg & FEE) 28T 2 HEERBHFREE TR D X 5 128G ST 5 49,

Conjugate

ch\)cl)\N Q\‘ ﬂ @ HBCJ)LNQN?)L@

byt e
AP

o /ON
Conjugate Hac\)LN

[ij Femanylx\\‘\\\\ e }

e
Conjugate

so] "

M4 M5

|

Conjugate Conjugate

b MBI EERHIE ) VT 22 =0 (M4) T, 7 =% =)L 0.5mg/body % IE& 72 T A 4 4
(2 1 BIFRAIRIN I G- L7 p O F - 24 Bl & CToHkt & (58445 /3—1 > 1) 13 35.76 £13.18% (Mean
+SD) TH V., 567 = & =/ 50uglkg & KEFifif G LT25H OZ 4% 16.2816.96% (Mean®SD)
ThHol2 19, ZOMIZ M3 LULLTFD & 5 2 EM 03 R ST 5 49,50,

> "C

o NmESPP Ak 727 S|

ERAXI /TR
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QR#IBE5T 8E (CYPE) OnFiE. F5F
t NP7 Yy —2%FHW in vitrofSEHEBRICBW T, 720 F =X CYP3A4 LY v T = H =)L
RSN D L OGN D 5 51.52),

QVEBEBNROBFERVZTDEIE
Y L2

GRBDDOEFEOFERVEMSLL., FHELE
<#MMT—4% (FELEYF. TV >
VT A=)V OIEMITENE Y NEIERZHWZT v A TIE7 =X =1® 1/950 THOH, 7 v b
PR R TIRTEPEITRE D TR 59,

7.8

(1)BE R B0 AL R R B
<HNEAT—5>
KE DR PR, — 3 PR 30,

(2)BEtt iR E
<HNEAT—5>
fERERR A B 5 B SH-7 = > % =)L 6.4uglkg (7 = =)L 7 = MG 10ug/kg (2A1Y) ZEARNES L
7o e . T2 RERRIDANIC G- 8D 76 £3% (9 HARZEIK : 6.411.2%) PIRHPICHEES L, 9% (9 BARZE(L
& 1.2£0.3%) HFEFITHEME S 47z 30,

80+

E
70
60-| n=5
Mean+SEM
£
[ii 50| [
1
:
40|
S
2
#
% 304
20
10
SH-II sz
0 — . . ,
0 8 12 24 48 72 (B%RS)

15 1%05E

BIRNIRERD H-T 2 02 Z )L RUEREHE SO Rt

8. FZTVAR—E—IZEAT B1EHR
MG E L

9. EMNFICLHBRER
(NREREEHT

R L



VIL

HEEhREIc BT A

(2)Mn&EHT

<HBEAT—45>

PrESNiholz LA STV D 59,
Q)EEMAER

MR L

10HENERERT LESE

11

ANRIZET D iR (A ERER)

BrAER K6 %L F o/ 103 6 (N BE ; SZIa15 8% 45 B Am - 761, TRE ; 2% 8%k 45 UL E 2 LU T -
48 5, C B ; 3 LA L 6 LA T : 48 ) (CWllalf G & L CAKI 2~15ugkg (MBI U CTHE S5 FRfvE
ANREOE G 1~buglkg 2 5te) Z#H 5 L, MHPERENHERTRE TH -7 30 ] (TH# : 11 FiIL T C B : 19 i)
TRt SN, WEEGE (RIME~RAME) 13 18 2.00~4.63ug/kg 8 C # 1.88~4.89uglkg Th -7, #)
Bl G5 DI 7 = > % = )VIEE (R/ME~RKE) 1 TEE (10 #) T 0.2~0.7ng/mL %O C £ (18 i) T
0.2~0.9ng/mL & MFED M TEWITERD DAL/ Do 7o, BRI IE 23/30 il CHIEIEE 544 1 RE =5 43 Th - 7= 29,

<HNEAT—5>

/NRIZE 1T D AR A

Singleton 5®ILIE, /A, FAD T = v & = LIRIENHE & I HHE L 5 & NRIcB S T2 H =
L DIEYENRE A RS L 7o R SR ST B 56759,

Z Dt

AR L



VI %5t (B EoiFEs) 12B4 5HEA

VII. 2% (FERLEDIES) BT 5IEH

2.

mw

ERNBETDER
&

[

FRIOEBRNA RV LETEREE. ChoDRERICERALEZEMOAICEY . RFHDREHIEY) & HIE
SNBBHEIODVTOARET S &

fRER

FEREIM - & TSR\ Z 2Rt 8 2 W T A 77— T /b % it U CIR TR 2 1N L AR B AR 2 AR L C — e
(CARTFREEWT 21T 5 7L TH Y | < BIRT A L IXRPUREAZ < b I T REORAFHERNIZIEA L CiikB
P2 51 & FU2 2 DEIL TORBRIREZ BT 5 2 LB TE L HETH 5. xﬂ@@WQ&wawmﬁ\@ﬁ*

. MR OB < R E O T DI 5 5 A I IR SR E B HE L TR WEE . BITERIE
AERFICHRPAL T & AR W ATREME S A 1E T & A\, BN R OV B I T B 5 ;Ob\fbi;’é%ﬂ L 72 R RIS BRTE 2 B2

boZEMBBRE LT,

BINBRLZTOEH
2. B2 (ROBHICIFEZESLENI L)
(BEHEHLB)
2.1 iRl O AN RO BRE [11.1.3 ]
2.2 $ﬂ®ﬁ“’ﬂbﬁﬁﬁ@%&ﬁ@%é$%
2.3 GHESIME . IMIEE SRS K DB IRRAED & 5 PR AR LT WERE [T 2 X VR EICR D E
BRI SR Z D 2 LD D, ]
24 SERIEOMAAED & 5 BEH URFEEATITEENEZ 52 L013H 5, ]
25 %%%%[ﬂeiﬂ%#t HZERBD, ]
26 TR T = SERRIEKFW) A P G O3 G IR BBV OBE [10.1 S
<EE%&5&U<%ET&5>
2.7 VEHHEALXIEE OB RIED & 5 B (A 5K OV S IR T 512 K 0 (LI EREIR e 4 fl =
FTZERDD, ]
2.8 WMUMSEDEE [R5 KO bR T #5125 0 UNEEO#IER Z AT 2820035, ]
(KLETEE)
2.9 HURMRCREE (REIRZE. IKAEMR. FH5%E) 0BF [9.1.6 3]
2.10 ¥ - FHEICHERE, THER K QMBI S OTE B B O & 5 % [9.1.7 ]
fiEER -
(BEHELE)
21 7 x X = )VOFETEER X G DRSO EE L, BRRRICHD Z END D, T OB, Mg
\Z Ko TERDITHKEIRT D03, FisthaRAl O H 3RS0 3T TIL 2 OALE DR &7z,
22 FEYVET a v I RAEDRE LT 5,
2.3 FRCMERAME 2 2 LoV IREEO BE ~OE A2 25 L Lz,
2.4 HREHEAFIREENE Z 5 2 L3 D DT, EREIEORERERIET 5,
25 7= U H = VAR EICEO RER N A £ U RGBS A EIT S 2 &w%éo; 7z D BBRF TIERE O
PRIEZ B fERBD, Fio, 7= X = MEREMRBRIRIEAIC L 2 [E L2 T2 &1 d 5,




VI et (B EovEES) ([CBd2EA

26 pAEAA FZERBEHERICEY | AROERNBEEIIZILE Siv, AR OBEBUERD D Hoh s BEh
WD, Eic, KFOMENBIT T 2BENNH D,

(EEMEERUL BETERS)

27, 2.8 HEANE, < bR FREOBEIHV, FREFEZEEOM M EOEZICHEL,  EFENSUIZ O
WICRIEDOH D) . UEDEE ] 2B L, EEMES 2 &Lk,

3. BHEERIIHRICEET 5FE L ZTDEH
RESN TV

4. BERUVREICEET HFELEZTDOEH
'VAREZERUVEZICEAEYT 5:FE] &

5. EELEARMIRE L ZTDEH
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% 2 (0.03) F 7T = ¥ 35 (0.5)
Bucking 18 (0.2) (W1 % %)
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IX. FEERARPABRICEE 5 HH

IX. JEERPRERERICREd 518 H

1. EEHER
(1)ZEhFEHER

VI.EHERICEHT HEB) &M

Q)R e REEHAER

BRI H

2

5
PRI

1. HppRER 9 5 1R
a) —MBATENCER KITTIEM

b) M ICI JIETER
1) AMEs

(2 1Bt s

(3) EHEREIGIZH JIFT
fEH

~ 1A

<7 A 20

%=

£ X 2D

AVAES

AVAES

AV S

REIERN

-

-

i PPN

RN

RN

IR

0.1~1mg/kg TlE#xES), ZRG, FPRING, #E, B4 h=
— Rk R DR S, E L b R KR4 10~100mg/kg
D UHEEL,

0.01~300mg/kg TEUSER), [ B0, fH5ELE, %2,
e, FRULAEL, HERRAB B, S DTk 1~16 BRI
S TH B, BN E R 5~600mg/kg Th[FEEEDIEIRA 2~24 BFH
HrHivd,

0.02~0.1mg/kg TH B35 X N7 < 72 HREBTLLE, 75 B 9R TLE,
L7 UM, RIS S5, hopping. placing reaction, righting
reflex [EH,

0.0125~1mg/kg THIEBNORGE, BITRHM. FITxH7T D IS
KT, BRIk, FEWLPNH], JRUE, Bi3EZEORERDMREE ) 5 T 40
Z3~20 BifEllc b= » THHH BN D,

I T R S D il
SEH B SENMBE | A i Ao 0% P I 08 A | 2 0 60 I
% R | PRI

P EEE D

7 & =)0 |EIEEERAE
(mglkg) Mg O & iRE

R

S EEFE D

ELE X FREARIEAL
(mg/kg) {fzﬁj;a; SR 1 1 5 10

0.003 0.003 0.03 0.03

0.003 0.01 0.03 0.03

1 1 3 10

HEH &= AL A=YV E)LE R
mg/kg)

ranscs 0.003 0.01 0.03 1 3 10
W SOGEIE % |ZeiL| 121 261 — 61 221

WERROGEME % — 1117 141 10 | 2517 357

A Tz B =) ELE R
A (mg/kg) | 0.003 0.01 1 3
SEHITL b7z L il iz L ikl
R Ak L Bl Eieie L il
H & WAL WAL WAL WAk

S

HAIHE (mg/kg) BUSHE 0.01msec ICPS 4 # /v
005 | g | AR

0.1 il
£ L b X 6.0 A 7

Tz H =)
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SRR T Frik & RS O
R
o) FHESCHICHB KIEIERH | x= IR A fi(mgke) | MiFTREH | oFT RS
0.05 Bl e
Tz H =) 0.0785 il
0.1 i
£ JL b R 3 EinGilRenc il
d) BRIMEMECB IESER | xro FlRA Sherington ZUERN & = % V>, Neck muscle 7> G758 X% 8
K OYRIE % 0.01me/kg #5512 X 0 ik,
e) fmgEEISIcBXIET | Ty b BT Shuttle box %
TEH ] 30 43 1B 2 B[ 4 1R[]
P BDso 0.034 0.064 >0.0628 | >0.0628
(mg/kg)
f) ZERKIG ~ 1A HERZEN 45° R D E & ZF DIRBED 3 FhLL DRt % faie,
s 2R EDso
B
A (mefke)
Tz A=) 0.13
£ L b % 28.3
g) HUREIEM ~UA HEIERN - S mmtyizf—» HLA tu a::_qz
Tz =) 25 >5 >5
£ L b % >40 >40 >40
EDso (mg/kg)
h) fRIRICE K IE 1R oHE | HRA N - AL
HEH J& (mg/kg) BT (C)
Y =YY 3 0.13
7 = v BH 30 0.4
E AN 10 0.27
ok oW 100 0.3
1) fErtfERA 20 A X AN S B RN B VYT 5 FLE R
(mg/kg) 1 2.5 1 2.5
MEHRE (%) 0 0 60~90 70~178
. R ERR M OB ER 28R
B XIET1EA
a) WP - FEERIRAEIC I KT | A X iR ] By | TN ILEERET | BORFFREC | TR LA L
{2760 merke (%) W (%) | Wb (%) "
-
1.25 Bfr L T Z 5“ P s
2.5 21 43 81 PEIE N2
10 34 71 40 TR R
40 3210 80| 391 TRAMEAHE AR




FEREA IR B4 5 E

ey

ARERIE H ) . ik L FE RO
PRI
a) PRI - fEBRIEEREICB LIET | A X 27 FEARPY .y B LRI B (%)
S )
1EH * (mg/kg) 14 54y 10 43
0.01 51.2 17.1 9.0
T =)
PR 0.02 83.6 28.8 16.6
0.04 97.6 29.5 21.2
. 0.5 — 29.3 14.0
ELE X
2.0 — 27.1 36.3
A X 2760 | HRPY PR AR IE IR AR DI
s | PR | MUE | D M | Dk
(mglkg) | FRMET | HAWA | OEM | HBKRET | &R
(%) (%) (%) (%)
0.01 25.3 42.3 | FERUFNE 21.3 6.8
VENZ =912 .
) 0.02 34.3 49.3 | RWRZARL| 257 11.3
Vg i
0.04 49.8 56.4 | PREIBER | 33.9 24
0.5 40.9 30.7 | Bk L
ELER 1 64.2 42.3 | PRERIER
2 75.3 43.0 | PRARIER
b) fHLEICH T 2{EH 60 | ELEy b | oA oA TURME | REREATIY | T UL R
P (g/mL) | 1108 | 1107 | 110 | 5107 | 5x10% | 5x10% | 5x10° | 5x10° | 5x10°
|
RS [81% L [80% L [77% L| | ! ! | [30~40| 0= 1L
%
SRR w ] ow o o] | w| -
(b/min)
| R b 1 A
c) RMMEEPLICEIIET |4 X ZIRA SEF RN = FEANBETIR| T = s Y Do
iz 2169 F&E(mg/ke) | 0.5 1 2 1 2 10 20
TENE 0 10 30 20 [30~40| 10 |20~30
(mmHg)
d) MMyt EICs LIET *a RN Cervea| ~V h\LE RV
L& XL o R R
T 68,69 R u isole | FE100mg/kg IP) A BRI
PEDZ =YY 0.04~
~ 0.02 | 0.01 | 0.08 | 0.005 | 0.01 | 0.02
A& (mg/kg) 0.08
peErmieh | S | 5% | |429% | [ 8| 20% 1 | 30% 1 | 207
- 27% | 235%1
sskr  JEfwiE
e) TuT L OEHEM | A X 29 FRIRAN PEDT VY
o ) Juanrz v
SHRE | 7= R itk (4))
1mg/kg
40uglkg
i E(mmHg) 138 89 135 >15
D% (b/min) 156 89 156 >15
/r < 27) %%H)RP!;J 7z ‘\/ﬁ :/1/7 I‘/ﬁ/ﬁ“iﬁ 07N08mg/kg GC ct %) W@éﬂﬂ?ﬁu

F a7 4 Imglkg FiE TSP
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SRR oy | 27 ik L AR O
pgi
3. ElEmick IR
a) WHBE I 51ER AV R (g/mL) 3x10°8 1x108 3x10°7
HEhREH (%) ke L 29 63
EHIR MR, EETTENRD S5,
EAEY b bl TrFrayy | exa 3y | ku b=y |75V 2| maF
PA; (Bi&) 6.8 — — — —
PD’2 (GEmie — 6.1 7.8 3.9 7.5
Z v |k 66 BERIEAI O BYEIEA (EDso g/mL)
T R T N e KA KA
(g/mL) (g/mL) (g/mL)
TEFLa)|1.5~2.5%108 5%107 2.5x107 5x10°7
BaCl. 2~5x10% 5x108 5x107 1x107
b) Oddi KfFizxtd 5 ENAEY M| FRIRN Boissier chivot ZE23i0#k L7 HE IZ AR K 2 B EAT 507
YEF 66.70 %, FRSHEARIY 50ug/kg T, 100ug/kg TfEIE, 100ug/kg
I BEIEIET b e vy 20mglkg, 33X v 2.5~5mglkg, T
L7 2 500uglkg HRE TR,
c) WEEERMEICE XIET A X 66) AR K& T2 LT 2 ARUINER 2 2R G NE IS N L CIB R BB &
VEH . 7z # = 5~10uglkg., 7 = /) ~2U Y2 10~200ug/kg.
THAFEET I K 20~100pug/kg (2 X 0 EEPETCIEE,
A KT PEBSROE (%) B
A A& (mg/kg)
0~2 2~4 4~6
0.08 66.2 38.4 43.5
Tz A=)
PR 0.8 100 35.9 25.7
1.6 100 69.3 48.7
12 94.5 48 0
E)LE R 120 100 92.4 0
240 100 89.6 83
B O H BB TICHEEE 2 BFICHE,
d) [EXHICRT D ELEY M| IR EETER LEZRE X —HaE ORBICE X THEZ R,
VES 67,7 100ug/kg THRE X Z Ui L 100~500ug/kg T, 7 FLF U v~
10ug/kg DEE IRIEIZHEPL,

e) BERGEBNICE IFTIEH | x= AR 10mL Ok % ETeBEM o B BIEIE I3 2 B RE, 7 =
VA =) = e 0.002355mglkg O HIE L E L B KR
1mg/kg D F T E U THEIRFH,

f) D S Ik A 1ERH 69 | LT v b T RLUFTU OO IR DERICE LIEFT 52, #5451 EDso

(Leicht %)

HeH| (g/mL) TR | FEAMBETIN| T2 /YT
7 RLFY v .
1x10°6 : 1.25x10%
9106 x10 TERES 5%10




IX. FERRREBRICEE 4 2 IHE
. B v L ¢
AERTE H B . Wipr et SIS
R
g) TEIZxT H1EH
D W+ 7>k 7.85x10 6~10 5g/mL ¢, BHEjRELE, 7T v FX
v, 79V =vOBFICHEN (w7 XA
@ EkTE 7k } FRA | 0.0039~0.39mglkg T, H ISR AR,
A M, R G B,
4. FRHREEEEICR JITT
YEH
a) PRRE - inEsEEIck L | = A 1R — ERE AR A
EIEH A T A=) E/LE R
TR (g/mL) 1x10°6 1x107 11074 1x104
INAERD (%) | Zfk7e L Zik7z L 30 i L
o1 66) A E R R IR O LML (3V 0.5¢ps 0.56msec) (2 & 2 AT
B OISR 2 88, 7 = v % =L 50~300uglkg, 7 = /
~Y Y 100~400uglkg, T XA buET I K 0.25~1mgkg T
TERET,
b) MBI XTT D IEA H v AL AR — e TR AR % F VY, AP RRSRAIIIL I X 2 MARCEATIC
JIET1EH,
FEAI ZED YV EJLE R
% (g/mL) 1x10- 1x104
FEAREEAL M5 Time Course 4t
c) MRIEENEMICK KIET | AL fR R R O BB IR L DR B MEIEEY BN JIET1EA,
R FEH Tz =) LB R
P (g/mL) 1x106 1x105 1x104 1x104
EBAEAE (%) 101.5 109.9 93.7 80.4
*FH 100%
d) M5 H TV TR BERWEEEICB XIETIEH, 7= %=1, &
e L& 110 6~1x10 4g/mL C, K LN, MR N &
i) & BB K D IRENIZ AT,
5. WM %9 5 1EH 66 = SRR EI OHIET, HiRRHEE SR L A BRI O IUEE,
1/&%w5~%%m;71/«Un/m~%m@@\?%x
FEEF I R 100~500ug/kg TEAL G 23,
6. FIREMICBLIETIER™ |~T R BT 1mL/30g K OAMIC L 2FIR L AR 2B LIETHE, 7=
VEZVOMEERIL, EALEXR, AR LRALT 7 S —L
I L 77,
7. WIAER* A4 X 0.05mg/mL T 7% DY 1M,

(3)% Dth D ZEIHFHER
U ERR L

(+ENEERE, *MeNeil £ B
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2. H4%EER
(NEEIR5EMHHAER
LDsofi (mg/kg)
i <A 7wk
H ICR-JCL SD-JCL
P 508 s HE i i e
. 10.1 10.3 0.99 1.10
R (9.5~10.7) (9.7~10.9) (0.93~1.05) (1.03~1.18)
5 T 127 165 5.46 5.51
(118~137) (150~182) (4.63~6.45) (4.91~6.17)
= . 368 394 69.7 68.9
i (340~397) (342~453) (60.0~80.8) (59.5~79.9)
Mo 68.4 73.7 1.74 2.07
- (64.5~172.5) (63.5~85.5) (1.53~1.98) (1.85~2.32)
1EE10 T, EURNES 0.1mL/10 7. () : 95%IE MRS
4R
PRI, 22RO, righting reflex OVH S, BEFLEOR, AYRAHE, BEARGIFIZHUR, B iTiEe, FARMERE
ENFEGBEOHEINTHE 4 B ~2 BRI 72> TR S, SETHIE 72 REELARNIZ 23005 OFER & £V IE
W R DORE %2 & > Tz, (&R
QREXREGEMHER
BIaMEM
(Zv b+ 0.1:0.2:0.4-0.8-1.6mg/kg/H 5 HMEK EENKS)

0.2mg/kg LA EOFGHETIXAMETERIC L VT L, IO RKIRVEEE & i, Bk, o 5 > 3580 5

Too WEMERET 0.8mg/kg UL E O GRETHREIMOIMGIE 23, HEMERE TIX 0.4mg/kg Ll EOFGREIZEY 72

REHIOIME 2580 Hivlz, 0.8mglkg #5-HEOREI IR, BHg. MECHR, FFlE. P, 1.6mg/kg DOHEIC

P, P, oD Mt B 03k R LC bE U TR EICHIH &7z, 1.6mglkg #5-HEDMEICIRE OB M358

HAVELAAN, MR FRIET A NS B R A LRI FT A BE 1T38 b, BB ST IC B W T H A AF

fﬁJf 1.6mg/kg & 5-#F CEH g Kz i Sl DN Fl W@fﬁlb&)ﬁ%qﬂu& L CHED 9 » MHABFRD H =LA, H
TR H o T,

5

(v b 0.1-0.2:0.4mg/kg/H 5 EEER: RHIRNES)

FEPERET 0.2mg/kg UL EOEGREICEBI NCREIE EREOBEMN, 0.4mglkg & 5-HEFIHE SO M2 &
U7z, BRI L C 0.2mg/kg PL EOE GHEICEMEME O 5 i, KO 0.4mglkg & 587 Y a—
B DIRE B S I OBREE DG . B RS B E O T AR B AL, MR R, BaEE AL 2
AT RAZ SRR O b ginolz, ((EPNEERR)

EEE M

(7 v hiE 0.1-0.2:0.4-0.8mg/kg/H. 7 » M 0.2:0.4:0.8-1.6mg/kg/H. 13 #MMLER MEEENES)

HEMERE T 0.4mg/kg DA E, MEMERE Tl 0.8mg/kg PA E OB G BECURIRRE ., R RIS 0O Hh BREIR & 5 L 7248

THIBEROD B, 26 T, g T X TOIBRERCERR O o3& S i, (LIS /NEFLE S

JE BRGNS/, U > "Bk % 3 & 2 MR AR DTz, IREEITREERE CA B GREE b
B REBINMGI A, MEERETIT 0.8mg/kg B B> B HREICEEE O R ININEI 23580 Haviz, MEERED

1.6mg/kg #5-HECHEED, MEMERED 0.8mg/kg 5 CHIR, MR, Wigo H &34 Il <7,
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MR FHIPT R C 0.8mg/kg MEMEE G2 A MLERE O WAME M 23, BRI LR FAOFT L C 0.8mglkg HEMER: 5-4F.
1.6mg/kg MEPERE 5REI TR B BEOWRDER 235580 BT DAV 2580 e o 1o, IRERARRFA0FT 7 Tl
0.8mg/kg UL OB HREICH W CRIB ORE, #IRfE, BIEICREZR WV LPRED S o1, 1.6mg/kg £ 5-H£1C
ffifaEic~E 7 U OikE. 0.4mgkg UL EOBRGEECIFEHIROILEN ENZENRO b,
(FENEEL
R)ELH AR
MR L
(4) DA RS ER
UERR L
(5)HETEFE E M ER
fig R EBR
(v A 0.08-0.15-0.3mg/kg #LHz 7~12 H 6 HIAHER IEREN&RS)
R R E, — PR R . — AR, SECIR IR, S QNS B B 12 B LTIl seA & 5
B & RHREE & ORIICA B ZITRD Lo 7o, AREHAREIL 0.15mg/kg, 0.30mg/kg #G-HIZIHWNT
BOKTOIEO L, &R E LR 02 141, 0.08mg/kg £ 5EC 022 2 41, IRAREAE 1
B, 0.15mg/kg BeH-TEICERIGBATE 1 Fi2%, BFEE & LTI 0.08mg/kg BH-EEICHIE®EA 1 1. 0.3mg/kg
PG RECOMERERZTE 8 IR, S BICHERISEMIZ R L L ClE, 0.08mg/kg ¥ 5-FECH B e SARE BNLAEE O
WD &5 14 B BRSTAEE OBIMMAZ TR bz, RHEAO % B PO S TiT- 7 6 O
BRBIEE IO BEAL Y gk, PR EE b, 1TE R OB IC R 5 FlEes el NSRS & . ok
OHERICE U CITIEAIE 51 & R & ORICH B AR ZRITR O bz o72h3, 0.3mglkg & 5EECE
WNCEEIIER O B ATk FRERIC L L TR EIZERIE L T,

(7> bk 0.08-0.15-0.3mg/kg 4FHE9~14 A 6 HFdk: MEPENEE)
AR, — I ERE R, — AN, SECIRIR R, S QNS B B R 12 B L T sesl & 5
L RRREE & ORICA B RZERIIZRD Hi7e o> 7253, 0.16mg/kg. 0.30mg/kg #% 584 CHE 72 £ R WK E
OIFIAFED iz, AN E L COMME RS IR FREEOMZHNT 1 BiI72 0 THRAB G722 <. 0.30mg/kg
B GRHCER R & L COSMEREZDES 2 B123, 0.15, 0.30mg/kg % 5-HHC BHA LA IS H B ORI 358
D BT, BHRO—E% BRI 0 S & TiT - 72 8 B OB Bl 22 T lEsL IR 2k, Rk E £ b,
ERIER A BA . ATE), R OERRIC ST 2 e B, ARG L OV iR I B U IR SEAII G-t & kiR
TEL OMICHBERERITRO LR » 7208, 0.15mgkg # 5B T, WHERIIEEHCHE L THE
IR TF LTV, (FENEEL
(6) AT Rl B 14 S BR
AU ERR L
(7)Z D DYFHEM
SRR ENE
P a i L CHMRIEIFIEZ T L7250 Tld, single dose suppression (i C7 = > % =)L/ T V- R
NRY R=NEGHNT = ) FT7 I RERTHONTANEAPRBO LN TWDEITTH D,  (Janssen tHEEL
E MZBUTAHIER™
CARIFREEBEIE OFRER 2 K | BITEIXBIE L TV 2@ 5% (normal male postnarcotic addict) 6 f4il % %} 51C
L, “HEMRZXIEIC L) WBREAZ 1 AN EES L CEOIEREZBE LEMETE, 72X =1y
BEE (0.4~1.6mg/70kg) 1%, E/L b RIEEE KT (10, 20mg/70kg) (Lt LC, MElEIEH T 25 {5, H
AT ) 720 FEIR C 50 5281 Ch o 7223, TERIRERIITR 2 REfE CE L b RIEESE K (4 I
MLLE) I LTV ERHLNICER TV D,
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X. EEMEHICEY SR8

1. RS
WA B K. I R ERS OLS R L TS
RS - B R

2. AERE
54 (LEMFBRRRIZHES )

3. BERETOIE
FEIRRAF

4. MWV EDIE

20. kL EDEE
[ —BF KT 2 — [ O TR O TEEDS TR, FEICETAMED R X LR ->T
BEHETDHZ L,

5 BEMITEM
BERERLTA R L <ThoLBy A

6. RI—m% - RzhE
SEFEIS, — ) _AHOREIER,

7. ERRAEEAR
RH



X. EHAEEHICEIT D IHA

8. BERFTARFEABRVARES. REELENHEAR. REMAKERAR

BR554 HERSEAREAR ARRES EMELENSHERR RSERMERR
7 = Z = VIERR 200943 H 10 A
01mg (4= (i34 255) 22100AMX00476 20094 11 A 13 H 197242 A

TE) 2025 4F 4 A 1 HBEIRGERARAME © 7 = v X = UTERK 0.1lmg (85— =48] (BF— = 4tkath)
2009 4F 3 H 10 HERFGEAEE 7 A EVERNR 0.lmg THE—=48) (B—=T7 v 77y —<ath)

N

2007 F 4 H 1 A RLEMRGEAGRAM « (IBIRGE4A) 7= X =LiEFK 0.1mg =3 (=707 7 —<k{&4)
200642 H 1 HAREAERE D (IHIRFE4) 7 = o = V3SR 0.1mg T =38 (Z36ka)
2004 %5 H 14 HIRGEAEE c (IEIRGE4) 7 = v X 3 A MEFIK 0.1mg  (Z3ENa4t)

197145 A 10 HARR D (IHERFEA) 7= ¥ 3 A N (Z3XEth)

T4 HLENRFEAREERH RKIRES EMEAENSHEEAR BRERIREARR
7 x K = VERR 2009 43 H 10 H
0.25mg =4k ¥ (552 255 22100AMX00477 20094 11 A 13 H 2004 4 9 A

) 2025 4F 4 H 1 A RER 5E &R D7 o X =VERR 0.25mg T — 24k (B — S 4balEHD)
2009 4= 3 H 10 HeA A H D7 A S VKR 0.26mg [ =3k (=37 n vy — < Rlaih)
2007 4 4 A 1 A RLEIR 7B ARG ANE s (IBERFEA) 7= Z=)VIENHE 0.25mg [ =3t (B—=dFnrr—<flatth)
2006 4F 2 H 1 HIRFGBA LT (IHIRFE4) 7 = X =)VIEEHR 0.25mg [ =3t (ZHepkaiath)
2%4%5%145%%@*% c (IBfFE4) 7 = > & 3R A PSR 0.26mg (= 3epkatth)
1971410 A 16 H—ZIZ L5480 : (IRikIE4) 7= 23 A b (ZHAath)

9. REXIFREM. RERUVAEEEEMEFNOFEABRVZTOAR
2004 42 A 27 H
Zhie X AFZh R
1. REREE, SH RIS T 5 S
2. JRFTIRRERZ 331 2 S5 O 4 B
3. WL WESE (firferm, MR &) (k7 2 8m
L, kD RFaY F—LEOfFRES T 1 ICEE Sz,
RER O A&
ARNIOHEMEZ . RERE WWONTERGHRE & U THESME G KO S IR T & 50180,
2007 4= 8 H 23 H
BRI R, R IST D 8E ) 1S D [T U RRRER ST R E T = o # = VRREE) IV 5358 D)
WOMEROHE BINE T,
ML VETR (iR, i 72 &) (x4 2808 ] (IZ oW TBMER (BN 12X 2 i s R OB
R ZBERL L., FCRa R L7,

10.BEERR. BERRAREABRVEZORNRE
L7

1. BEEHM
L

12 HRHRMFIRICE T H1FR
AFNZEAET BB ERE 75 5 (PR 2443 A 5 BAN) 12HS&, 1130 ARZRE L LTHRGT 4,
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13.%F 01— F
. EEmBEEMmMEE | ENEERI—F | LT FEENE
g = . . s o = .
N = 1/$‘ N V7=
i /&M ’ i}:%{& 1120813010201 8219400A1063 8219400A1063 621208101
0.lmg 55— =4k
N = 1/$‘ N V7=
il /W/ /JE%{& 1162714010201 8219400A2051 8219400A2051 621627101
0.25mg [E— =3k

14 RFHRTLEDEE
ABFNT T = v & =)V 7 = UERIERIFITH O | ARFIOIE I I8 5 SR LM RS Db R E 21T - T

WHRBIOBHF I L THREE R 2T 7283, ERREER K &S 1C108) fEEEMEIESE 5 B A e g E #
B33 TC108-2) fEEEM A LR SR 2 HE T& %,

UTOERMEMTZT I — 0 RT f AR—=H TNV F A T OMEFGIEAMRE LIS U CAREEAKE TR

RO EFEL TR LIESGEIZRD,
TR ED R EETH H 2 L
A BEENEAREEZZEZDZENTERVLDTHDLZ L
(FRZ 20 45 3 H 5 HAT fRIE3E 0305001 5. Rk 24 £ 3 ] 5 HAF fRIEFE 0305 55 1 %5) ke
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1. ELHETORTRR

Tz H =T TR 1963 KA ISR HAEGRLIEE, 4 B £ T EU Hui ) Qb Kl EE CH5E S
TEBY, FaxXY F—=L oIk d=a2—0 L7 "NREHEZIZ U & L THREEOEA DL D Wi L v
IR (e, BMEERmRY) ISk 28mEIcHA s TV,

FHREFE (FzFZLELT)
A=ARTYT AFTE TTUA KAV AZYT ATUH BT AL 2 AL A, HEH, KE %

(Martindale 40th ed. 2020)

EAAME T OMBE LR, FIERORRIZUFO L5 Th b,

AR RLAIN A
KE O SCE 1 INDICATIONS AND USAGE
(FENTANYL CITRATE, Fentanyl Citrate Injection is indicated for:
Akorn, + analgesic action of short duration during the anesthetic periods,
2022 4 3 1)

premedication, induction and maintenance, and in the immediate
postoperative period (recovery room) as the need arises.

* use as a narcotic analgesic supplement in general or regional anesthesia.

- administration with a neuroleptic as an anesthetic premedication, for the
induction of anesthesia and as an adjunct in the maintenance of general and
regional anesthesia.

* use as an anesthetic agent with oxygen in selected high risk patients, such
as those undergoing open heart surgery or certain complicated neurological
or orthopedic procedures.

2 DOSAGE AND ADMINISTRATION
2.1 Important Dosage and Administration Instructions

Fentanyl Citrate Injection should be administered only by persons specifically
trained in the use of intravenous anesthetics and management of the
respiratory effects of potent opioids.

* Ensure that an opioid antagonist, resuscitative and intubation equipment,
and oxygen are readily available.

* Individualize dosage based on factors such as age, body weight, physical
status, underlying pathological condition, use of other drugs, type of
anesthesia to be used, and the surgical procedure involved.

+ Monitor vital signs routinely.

* Discard unused portion.

As with other potent opioids, the respiratory depressant effect of fentanyl may
persist longer than the measured analgesic effect. The total dose of all opioid
agonists administered should be considered by the practitioner before ordering
opioid analgesics during recovery from anesthesia.

If Fentanyl Citrate Injection is administered with a CNS depressant, become
familiar with the properties of each drug, particularly each product’s duration
of action. In addition, when such a combination is used, fluids and other
countermeasures to manage hypotension should be available /see Warnings
and Precautions (5.4)].
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Inspect parenteral drug products visually for particulate matter and

discoloration prior to administration, whenever solution and container permit.

2.2 Dosage

50 mcg =0.05 mg=1mL

Premedication in Adults

50 to 100 mcg (0.05 to 0.1 mg) (1 to 2 mL) may be administered
intramuscularly 30 to 60 minutes prior to surgery.

Adjunct to General Anesthesia

See Dosage Range Charts below.

Table 1: Dosage Range Chart

TOTAL DOSAGE (expressed as fentanyl base)

Low Dose—
2 mcg/kg
(0.002 mg/kg)
(0.04 mL/kg).
For use in
minor, but
painful,
surgical
procedures.
May also
provide some
pain relief in

the

Moderate Dose—2 to
20 mcg/kg

(0.002 to 0.02 mg/kg)
(0.04 to 0.4 mL/kg).
For use in more major
surgical procedures,
in addition to
adequate analgesia,
may abolish some of
the stress response.
Expect respiratory
depression requiring
artificial ventilation

High dose—20 to 50 mcg/kg (0.02
to 0.05 mg/kg) (0.4 to 1 mL/kg).
For open heart surgery and
certain more complicated
neurosurgical and orthopedic
procedures where surgery is more
prolonged, and the stress response
to surgery would be detrimental to
the well-being of the patient.

In conjunction with nitrous
oxide/oxygen has been shown to
attenuate the stress response as
defined by increased levels of

(0.002 mg/kg)
(0.04 mL/kg).
Additional
dosages
infrequently
needed in
these minor
procedures.

(0.002 to 0.02 mg/kg)
(0.04 to 0.4 mL/kg)

- 25 to 100 mcg
(0.025 to 0.1 mg)

(0.5 to 2 mL)
Administer
intravenously or
intramuscularly as
needed when
movement and/or
changes in vital signs
indicate surgical
stress or lightening of
analgesia.

immediate during anesthesia circulating growth hormone,
postoperative | and careful catecholamine, ADH and
period. observation of prolactin.
ventilation Expect the need for postoperative
postoperatively is ventilation and observation due to
essential. extended postoperative
respiratory depression.
MAINTENANCE DOSE
Low Dose— Moderate Dose—2 to | High Dose—20 to 50 mcg/kg (0.02
2 mcg/kg 20 mcg/kg to 0.05 mg/kg) (0.4 to 1.0 mL/kg).

From 25 mcg (0.025 mg) (0.5 mL)
to one half the initial loading dose
as needed based on vital sign
changes indicative of stress and
lightening of analgesia.
Individualize the dosage
especially if the anticipated
remaining operative time is short.




Adjunct to Regional Anesthesia

50 to 100 mcg (0.05 to 0.1 mg) (1 to 2 mL) may be administered
intramuscularly or slowly intravenously, over one to two minutes, when
additional analgesia is required.

Postoperatively (recovery room)

50 to 100 mcg (0.05 to 0.1 mg) (1 to 2 mL) may be administered
intramuscularly for the control of pain, tachypnea and emergence delirium.
The dose may be repeated in one to two hours as needed.

For Induction and Maintenance in Children 2 to 12 Years of Age

A reduced dose as low as 2 to 3 mcg/kg is recommended.

As a General Anesthetic

As a technique to attenuate the responses to surgical stress without the use of
additional anesthetic agents, doses of 50 to 100 mcg/kg (0.05 to 0.1 mg/kg) (1 to
2 mL/kg) may be administered with oxygen and a muscle relaxant. In certain
cases, doses up to 150 mcg/kg (0.15 mg/kg) (3 mL/kg) may be necessary to
produce this anesthetic effect. It has been used for open heart surgery and
certain other major surgical procedures in patients for whom protection of the
myocardium from excess oxygen demand is particularly indicated, and for
certain complicated neurological and orthopedic procedures.

i€ D SPC
(Sublimaze, Piramal
Critical Care Ltd,
2023 42 1)

4. Clinical particulars
4.1 Therapeutic indications
Sublimaze is an opioid analgesic used:
a. In low doses to provide analgesia during short surgical procedures.

b. In high doses as an analgesic/respiratory depressant in patients requiring
assisted ventilation.

c. In combination with a neuroleptic in the technique of neuroleptanalgesia.
d. In the treatment of severe pain, such as the pain of myocardial infarction.
4.2 Posology and method of administration

Prior to starting treatment with opioids, a discussion should be held with
patients to put in place a strategy for ending treatment with fentanyl citrate
in order to minimise the risk of addiction and drug withdrawal syndrome
(see section 4.4).

Route of administration
Intravenous administration either as a bolus or by infusion.
Intramuscular administration.

Fentanyl should be given only in an environment where the airway can be
controlled and by personnel who can control the airway (see section 4.4
Special warnings and precautions).

To avoid bradycardia, it is recommended to administer a small intravenous
dose of an anti-cholinergic just before anaesthetic induction.

It is recommended to wear gloves while opening the ampoule (see section 6.6
Special precautions for disposal and other handling).
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Posology

Sublimaze, by the intravenous route, can be administered to both adults and
children. The dose of Sublimaze should be individualised according to age,
body weight, physical status, underlying pathological condition, use of other
drugs and type of surgery and anaesthesia.

Adults

The usual dosage regimen in adults is as follows:

Initial Supplemental
Spontaneous Respiration |50-200 mcg 50 mcg
Assisted Ventilation 300-3500 mcg 100-200 mcg

Doses in excess of 200 mcg are for use in anaesthesia only. As a premedicant,
1-2 ml Sublimaze may be given intramuscularly 45 minutes before induction
of anaesthesia.

After intravenous administration in unpremedicated adult patients, 2 ml
Sublimaze may be expected to provide sufficient analgesia for 10-20 minutes
in surgical procedures involving low pain intensity. 10 ml Sublimaze
injected as a bolus gives analgesia lasting about one hour. The analgesia
produced is sufficient for surgery involving moderately painful procedures.
Giving a dose of 50 mcg/kg Sublimaze will provide intense analgesia for
some four to six hours, for intensely stimulating surgery.

Sublimaze may also be given as an infusion. In ventilated patients, a loading
dose of Sublimaze may be given as a fast infusion of approximately 1
mcg/kg/min for the first 10 minutes followed by an infusion of approximately
0.1 mcg/kg/min. Alternatively the loading dose of Sublimaze may be given as
a bolus. Infusion rates should be titrated to individual patient response;
lower infusion rates may be adequate. Unless it is planned to ventilate
post-operatively, the infusion should be terminated at about 40 minutes
before the end of surgery.

Lower infusion rates, e.g. 0.05-0.08 mcg/kg/minute are necessary if
spontaneous ventilation is to be maintained. Higher infusion rates (up to 3
mcg/kg/minute) have been used in cardiac surgery.

Sublimaze is chemically incompatible with the induction agents thiopentone
and methohexitone because of wide differences in pH.

Paediatric population

Children aged 12 to 17 years old-
Follow adult dosage.

Children aged 2 to 11 years old-

The usual dosage regimen in children is as follows:

Age Initial Supplemental
Spontaneous Respiration |2-11 yrs 1-3 mcg/kg 1-1.25 mcg/kg
Assisted Ventilation 2-11 yrs 1-3 meg/kg 1-1.25 meg/kg
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Use in children’

Analgesia during operation, enhancement of anaesthesia with spontaneous
respiration

Techniques that involve analgesia in a spontaneous breathing child should
only be used as part of an anaesthetic technique, or given as part of a
sedation/ analgesia technique with experienced personnel in an environment
that can manage sudden chest wall rigidity requiring intubation, or apnoea
requiring airway support (see section 4.4).

Use 1n elderly and debilitated patients-

As with other opioids, the initial dose should be reduced in the elderly (>65
years of age) and in debilitated patients. The effect of the initial dose should
be taken into account in determining supplemental doses.

Obese patients-

In obese patients there is a risk of overdosing if the dose is calculated based
on body weight. Obese patients should have dosage calculated according to
their estimated lean body mass.

Renal Impairment

In patients with renal impairment reduced dosing of Sublimaze should be
considered and these patients should be observed carefully for signs of

fentanyl toxicity (see section 5.2 Pharmacokinetic properties).
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57 2% S OME
A=A T VT o EAUE C (FENTANYL Drugs which, owing to their pharmacological
INJECTION, effects, have caused or may be suspected of
Astra Zeneca causing, harmful effects on the human fetus
Pty Ltd, or neonate without causing malformations.

2021 4 11 H) These effects may be reversible.
Accompanying texts should be consulted for

further details.

bEIE. RELIGFICREY HECH

Hy L
KE DT SCE 8 USE IN SPECIFIC POPULATIONS
(FENTANYL 8.1 Pregnancy
CITRATE,
Akorn, Risk Summary
2022 %3 H)

Prolonged use of opioid analgesics during pregnancy may cause neonatal
opioid withdrawal syndrome. Available data with Fentanyl Citrate Injection
in pregnant women are insufficient to inform a drug-associated risk for major
birth defects and miscarriage.

In animal reproduction studies, fentanyl administration to pregnant rats
during organogenesis was embryocidal at doses within the range of the
human recommended dosing. No evidence of malformations was noted in
animal studies completed to date /see Datal.

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% to 4% and 15% to 20%, respectively.

Clinical Considerations

Fetal/Neonatal Adverse Reactions

Prolonged use of opioid analgesics during pregnancy for medical or
nonmedical purposes can result in physical dependence in the neonate and
neonatal opioid withdrawal syndrome shortly after birth.

Neonatal opioid withdrawal syndrome presents as irritability, hyperactivity
and abnormal sleep pattern, high pitched cry, tremor, vomiting, diarrhea, and
failure to gain weight. The onset, duration, and severity of neonatal opioid
withdrawal syndrome vary based on the specific opioid used, duration of use,
timing and amount of last maternal use, and rate of elimination of the drug
by the newborn. Observe newborns for symptoms of neonatal opioid
withdrawal syndrome and manage accordingly.

Labor or Delivery

Opioids cross the placenta and may produce respiratory depression and
psycho-physiologic effects in neonates. An opioid antagonist, such as
naloxone, must be available for reversal of opioid-induced respiratory
depression in the neonate. Fentanyl Citrate Injection is not recommended for
use in pregnant women during or immediately prior to labor, when other
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analgesic techniques are more appropriate. Opioid analgesics, including
Fentanyl Citrate Injection, can prolong labor through actions which
temporarily reduce the strength, duration, and frequency of uterine
contractions. However, this effect is not consistent and may be offset by an
increased rate of cervical dilation, which tends to shorten labor. Monitor
neonates exposed to opioid analgesics during labor for signs of excess sedation
and respiratory depression.

Data
Animal Data

Fentanyl has been shown to embryocidal in pregnant rats at doses of 30
mcg/kg intravenously (0.05 times the human dose of 100 mcg/kg on a mg/m?
basis) and 160 mcg/kg subcutaneously (0.26 times the human dose of 100
mcg/kg on a mg/m?2 basis). There was no evidence of teratogenicity reported.

No evidence of malformations or adverse effects on the fetus was reported in a
published study in which pregnant rats were administered fentanyl
continuously via subcutaneously implanted osmotic minipumps at doses of
10, 100, or 500 mcg/kg/day starting 2-weeks prior to breeding and throughout
pregnancy. The high dose was approximately 0.81 times the human dose of
100 mcg/kg on a mg/m?2 basis.

8.2 Lactation

Risk Summary

Fentanyl is present in breast milk. One published lactation study reports a
relative infant dose of fentanyl of 0.38%. However, there is insufficient
information to determine the effects of fentanyl on the breastfed infant and
the effects of fentanyl on milk production.

The developmental and health benefits of breastfeeding should be considered
along with the mother’s clinical need for Fentanyl Citrate Injection and any
potential adverse effects on the breastfed infant from Fentanyl Citrate
Injection or from the underlying maternal condition.

Clinical Considerations

Monitor infants exposed to fentanyl through breast milk for excess sedation
and respiratory depression. Withdrawal symptoms can occur in breastfed
infants when maternal administration of an opioid analgesic is stopped, or
when breast-feeding is stopped.

8.3 Females and Males of Reproductive Potential

Infertility

Chronic use of opioids may cause reduced fertility in females and males of
reproductive potential. It is not known whether these effects on fertility are
reversible /see Adverse Reactions (6.2), Clinical Pharmacology (12.2),
Nonclinical Toxicology (15.1)].

#[E D SPC
(Sublimaze, Piramal
Critical Care Ltd,
2023 42 H)

4. Clinical particulars
4.6 Fertility, pregnancy and lactation
Pregnancy

Fentanyl can cross the placenta in early pregnancy. Studies in animals have
shown some reproductive toxicity (see Section 5.3, Preclinical safety data).
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Administration during childbirth (including Caesarean section) is not
recommended because fentanyl crosses the placenta and may suppress
spontaneous respiration in the newborn period. If fentanyl is administered,
assisted ventilation equipment must be immediately available for the
mother and infant if required. An opioid antagonist for the child must
always be available.

Regular use during pregnancy may cause drug dependence in the foetus,
leading to withdrawal symptoms in the neonate.

If opioid use is required for a prolonged period in a pregnant woman, advise
the patient of the risk of neonatal opioid withdrawal syndrome and ensure
that appropriate treatment will be available.

Administration during labour may depress respiration in the neonate and
an antidote for the child should be readily available.

Breast-feeding

Administration to nursing women is not recommended as fentanyl may be
secreted in breast milk and may cause respiratory depression in the infant.
The risk/benefit of breast-feeding following fentanyl administration should
be considered.

Fertility
There are no clinical data on the effects of fentanyl on male or female
fertility. In animal studies, some tests on rats showed reduced female

fertility at maternal toxic doses (see section 5.3 Preclinical safety data).
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KE DA SCE 8. USE IN SPECIFIC POPULATIONS
(FENTANYL 8.4 Pediatric Use
CITRATE,
Akorn, The safety and efficacy of Fentanyl Citrate Injection in children under two
2022 %3 H) years of age have not been established.

Rare cases of unexplained clinically significant methemoglobinemia have
been reported in premature neonates undergoing emergency anesthesia and
surgery which included the combined use of fentanyl, pancuronium, and
atropine. A direct cause and effect relationship between the combined use of
these drugs and the reported cases of methemoglobinemia has not been
established.
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4. Clinical particulars
4.2 Posology and method of administration
Paediatric population
Children aged 12 to 17 years old-
Follow adult dosage.
Children aged 2 to 11 years old-

The usual dosage regimen in children is as follows:

Age Initial Supplemental
Spontaneous Respiration | 2-11 yrs 1-3 mcg/kg 1-1.25 mcg/kg
Assisted Ventilation 2-11 yrs 1-3 mcg/kg 1-1.25 mcg/kg

Use 1n children-

Analgesia during operation, enhancement of anaesthesia with spontaneous
respiration

Techniques that involve analgesia in a spontaneous breathing child should
only be used as part of an anaesthetic technique, or given as part of a
sedation/analgesia technique with experienced personnel in an environment
that can manage sudden chest wall rigidity requiring intubation, or apnoea
requiring airway support (see section 4.4).

4.4 Special warnings and precautions for use
Paediatric population

Techniques that involve analgesia in a spontaneously breathing child
should only be used as part of an anaesthetic technique, or given as part of a
sedation/analgesia technique, with experienced personnel in an
environment that can manage sudden chest wall rigidity requiring
intubation, or apnoea requiring airway support.
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No. S5 =& = BEEE Kk FiR AL =NCKF r r r
20mL SHER \|EFBALRRK ZihiL L kL
1 785—)L10 (=) £EBEE | @ | EB- -8t pH 5.4 5.4 5.3 5.3
50mL [0 E£(%) 100.0 100.0 100.8 101.9
10mL AN ) |EEAZALRAK | Gl il bzl
2 RaLZ4y (=) 5%JROER | @ | BB -Ek pH 35 35 35 35
50mL (=7 58 (%) 100.0 102.3 102.0 997
(% F AT T s8] HEOIALRK | AL ekl ZEieHL
T e ol , sz
3 (FAFSE 1) 20mL @ | =Bt :H 7.6 74 74 74
(%) 100.0 100.4 101.2 101.7
FILZHLE 2mL SER |EZALREA ikl L ZEieHL
4 (T7-RTT 5> HERER | @ | ER-#t pH 3.7 3.7 3.7 3.7
Ova-lhzm) 10mL 1230 EE(%) 100.0 100.0 99.9 100.8
. SHER J|EBALRRK ZiHL EeiL kL
5 FAL— AL ii;qr‘nﬁgm ® | =& -k pH H4 9 - ~ 5 oé 5 oé 5 ocL
o | (T o s P ' : : :
ix mL (2340 =28 (%) 100.0 99.0 98.8 99.8
;5'; nE | mEERsRE | Tl | TesL | TesL
=
% TLEeTvIREER 2mL pH 5.7 5.7 5.7 5.7
6 E 200pgl 7R Wbk | EHEBER | @ | ER-BE | E2(%) 100.0 98.7 98.6 99.0
(7ARYM-KBXK) 50mL IZiRA0 pH 42 42 4.2 4.2
E£(%) 100.0 98.7 98.1 98.2
LR 1mL s8] |EAZALRE EeiL ekl ZEieHL
<2 = == kY72
7 (X153 1;@@_@3& @ | ER-#k pH 44 44 4.4 4.4
OmL [Zi&A0 E£(%) 100.0 100.3 100.2 101.4
OEAsE SER HEOIALL&REK | ZEAL L ZEieHL
8 (ﬂﬁ)f)/ ’ 5mL @ |=@|-#x| pH 5.9 59 6.0 6.0
EZE2(%) 100.0 101.0 101.0 102.7
L R—2EE imL SHER \|EBELREK ZHL EieiL kL
A mg 1 =8, sle
9 (KEA) ﬂifiﬁ}:ﬂl& Q | ZB-#k :H 3.9 3.9 3.9 3.9
10mL (20 &= (%) 100.0 99.7 99.2 101.6
T BS99 AP 1mL AN ) |EEALRNK | EAHL il bzl
10 SE5% (25mg/mL) FHEEIER | @ | EE-Bt pH 49 49 49 49
(RNLa-T74H—) 50mL (230 &2 (%) 100.0 99.5 102.5 98.8
FFRAUE N | meERgEE | Zeal | Zenl | EesL
11 10mg/mL 20mL D | EB-#t pH 48 49 49 49
x| FARRZEFRD) 28 (%) 1000 99.8 99.0 99.9
A IR NB_ | REBRLER | FLEL | T | FHEHL
- i 070 ol , sz
12 % (FARSEHR) 20mL @ | =Bt :H 5.7 5.7 5.7 5.7
B (%) 100.0 100.4 100.2 101.3
E | foohquEsimee AN ) J|EEBALRNK | EAL kil izl
13 (=7azr—<- 10mL @ | =EB-#ht pH 6.6 6.7 6.6 6.6
T AN ERN) 8 (%) 100.0 99.1 992 99.4

R&HE

D7 = F FA MEFHKO0.1mg 17 > 7L L B AHAI BRI RS

@7 = v Z F A MERKO.1mg 17 > 70 & BB HHI 1505 2 VAMREA TSI L T2 b O 2 RA
@7 = 3 A MESKO. Img 17 > 7/ & Bl &3 175 55 % 7 AN N 2 R4

@7 =B FA Mfﬁ}wszo.lmg 17 > 7 A FEAIOmLARA

S8 VX oVER, BAEKEIOOLE LIZEGFE (%) TRY,

Ko T HFXA MR T EOER ) O EER OIS THarRe il ( 7:/ FT VU FRIERA
Y VERRIERE) | WOARRERA], MAOFLEA, =BRRH1D O, BN, #Eiie 242 I H)

ICHEET 22 & [P msER R s D Z e R”H 20T, {ﬁiiﬁﬁfik/iﬁﬁ‘é_&] ] ERfisn T,
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TI AR ANESKROAmgDEE S T HER A&

o | wmapm = e
e ’2’%” magmsais) | maR (0| GEse | HBRE | mamk 6hr 24hr s8hr
* 2%HILRAAY SHER = A RARIK - [#A% ZEibHL ZiL
14 | TYIN 10mL @ | =E-#t pH 6.2 6.2 6.2 6.2
ﬁ (B#-T7AMSEHN) 28 (%) 100.0 100.4 101.7 1016
% |Tzrasoasm Tl e | REESLAE | AL | EGL | ZEAL
15 g (R—YvHi—qoH L | £EBRER | @ | =2 -8k pH 5.1 5.1 5.2 53
NAL) 10mL =30 28 (%) 100.0 1003 99.6 1009
RF T 10mL 58 E ARl A TV il ZEieHL il
16 (1_7; ,Jf)/ 4BEER | @ | =E-Eot pH 8.9 8.9 8.9 8.9
50mL (<70 E8(%) 100.0 99.4 99.8 99.2
gl ol A Pl | A ezl LA
£ /153 E50me 2'5mL,5. o w SLER PN TN ki ZEib#: L[ AN
17 (BFn5eEE) SERER | @ | ER-#t pH 4.9 48 4.7 46
50mL (2300 &= (%) 100.0 100.6 101.9 98.1
A L e B | REEBGAR | FIGL | Tl | Tkl
18 (0.2mg) soomt. 1o | © | EE-Hok pH 49 5.1 50 4.9
(BBHES) mo E8 (%) 100.0 99.3 99.6 100.3
Py HES 5mL S8 = A B RARIK - [#A% ZEibHL - [#A%
19 ?IL; 2 me EEEER | @ | =Rk oH 43 43 43 43
50mL <30 E£(%) 100.0 101.6 102.0 100.9
ILY—SEEHR S8R | TR Eieil ekl il
20 10mg 10mL D | EB-Et pH 37 37 3.7 36
(LZzm) 28 (%) 100.0 99.0 99.2 99.8
. RIMLyO R ESER 5mL s Eiid sl A 7N il ekl ekl
20| B |toomesm-mmn. | cmams | © |=RHk [ oM 41 4 40 40
o ) 50mL =10 S8 (%) 100.0 1005 1017 985
B |y ugons 7UINE 0 | REBRLRE | ZitEL | ZRGL | ERGL
2 | E |ZVFIH2100me EEAlE | @ | =88k oH 92 o1 8.9 89
7497 1omL IS4 a8 (%) 100.0 100.2 99.6 100.7
5 ('] . . . .
bR 2mL iR | RERBLER | ZIAL | FEGL | FEGL
23 (77/ &ﬂﬁ__;x)mg HEBEE | @ | =8R8k oH 74 6.6 6.4 6.2
50mL <30 E£(%) 100.0 1015 100.8 100.2
ot NiE_| REBRLAR | FhAl | FAL | FAL
24 P :M:ﬁ}), me 10mL @D | =B sk pH 5.2 53 5.2 5.2
28 (%) 100.0 99.0 985 99.0
—hO— L35 s Eiid sl LA 7N il ekl ekl
2 (_I—‘U‘i()l " 10mL O | EE-#t pH 438 48 48 48
S8 (%) 100.0 99.5 97.9 98.1
2 hE12 1T L% AN EEERGRE | FGL | ZeGlL | FEGL
26 (/qf;) 12me smeEw | @ | =gk | oM 65 65 6.4 6.3
50mLIZiAfiF &= (%) 100.0 102.1 100.3 97.9
NV TEST 1000 1AT7 L% AN ) |EZALGRERE | EAHL kil kL
27 (E—Hor)—T7—| EHAK @ | ER-#t pH 5.1 5.2 5.2 5.2
Y-EHE) 1omL [Z/EfR =8 (%) 100.0 98.1 98.4 99.2
B&aAE
IRE

O7 = Z R A MEFTKO0.1mg 17 > 7L LA TER1A R
1R B VRIRIEHI IR LT b O 2R

@7 = Z R A MEFHE0.1mg 17 > 70 & A IEHA

@7 = ZF A MEHHKO.1mg 17 > 7L & BLAIEH
@7 = B R A FERTE0.1mg 17 > 7L LA EAF10mLEZ RE
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TIARANESE 0.1mg DEES T ILRER &

P R R P
Ba i’ﬂé" RAKMA(SUE) | EAR |, | AN |HBRE | mAEE 6hr 24hr 48hr
oAy 5K 4mL SHER \|EZATRAE EibiL - [#A % EiL
28 (T59V-RIRI54 | £EBBIER @ | ERB-&#h pH 6.9 6.9 6.9 6.9
W [ZF= 50mL [ZiAN 8 (%) 100.0 100.0 99.1 98.9
£ R . 17U IE N | EBEEELRE | Tl | FlHL | EekL
29 ?EE ?ﬁ;mgﬂmzomg £EEER | @ | 2R gt pH 5.1 52 5.2 5.2
H 20mL (/AR E8(%) 100.0 100.3 100.2 100.5
S P 2mL oM | mEBHLAAK | ZEOL | EGL | ZGL
30 7’n77—7l—§$=)'{) SEEER | O | =B-#t pH 45 4.4 42 4.1
! 50mL (<70 E8(%) 100.0 100.9 101.7 101.9
R2EE 1mL S8 |EAZATRAE kil bkl kil
31 2%:@#) SEEER | @ | =B-80 pH 4.1 4.1 41 41
10mL (2300 &= (%) 100.0 101.0 99.8 101.3
. imL SHER \|EZATRAE EiiL - [#A % EiL
Sl (I
32 (/’:"z)'" Eid EBEER | © | =Bk | oH 50 50 50 50
- 250mLIZi7 A0 =8 (%) 1000 98.0 99.1 9838
U705 20m 1mL S8 | E AR ikl ekl kil
33 x| ez Revme £EEER | @ | ZE-det pH 73 72 7.1 7.0
)qlé i 50mL (=370 E8(%) 100.0 100.4 100.3 99.0
v e e 0.5mL B | REEBLAE | ZIEGL | ZEAL | ZAL
s | B \TNIEERR | smgmn | @ | =Rk o 67 67 66 65
=# 50mL (= S8 (%) 100.0 99.3 99.6 98.8
L 7UINE S| RERRARE | FAL | AL | ElaL
35 ;ﬁ:fébg;;; EEEEEK | @ | =88] pH 66 67 66 66
- 50mL <& AR E8(%) 100.0 1005 101.4 99.1
% ;‘)&E 7"~5 P 7"~ P 7"~ = 7l-~
" FRRELE Eigjg}s:& I %iﬁ 2 5.6)14 7N Kt;b xg.’.;b 21:2&,
FESTR1000 (/NEF) o e . : : : :
50mL [0 E£(%) 100.0 98.2 99.0 96.3
- s 1T ILE S8R EHEEHELRE kil Eibeil -
37 (7:”;3)‘/ AR EERER | @ |FR-EHk | pH 48 49 50 —
‘ B 50mL <& AR 58 (%) 100.0 100.0 101.0 —
£ : BERAA | ZEBL | EIEAL -
P> W 1IN T ILE AN ) HEERL £ £y
s | & |V | smaga | @ |mRemk | o 49 50 52 -
= 50mL 128 6% &2 (g _
i i S8 (%) 100.0 99.9 97.7
EaASY TR 1IN TILE SR AL BB BRIRIA kil ikl FiiL
39 (:#)ﬁ’ £HEEEE | © | =8-ER pH 46 46 46 46
- 20mL (S AR E8(%) 100.0 99.4 100.2 99.3
TUALSYSSE 2mL SHER HIBRERTHA | ZieiL - [#A % EiiL
40 (%w%%wb@ H£EBER | @ | =B-tht pH 5.7 58 5.8 5.8
B 50mL [ZiAN E8(%) 100.0 101.6 101.2 99.7
% 3 - T T T
= KR 5% S8 Al AT RN kil ekl ikl
4 E (13 500mL D | EB-#t pH 47 48 48 48
ey 58 (%) 100.0 100.8 97.8 98.6
. s | R BAARIR ikl ekl kil
1w 5_n 2
42 '(;__'ZZJ%))J e 700mL @ |=m-sx|[ oH 40 40 40 40
S8 (%) 100.0 98.1 99.5 100.9
[i=WabiN
D7 = F R A MEFHKO.1mg 17 > 7L L B A A B2 BE
@7 = FFA MEHIRO.1mg 17 > 7V L B A AL B 48 & IR AI TR L= b 0 2R A

@7 = F R A MEFHE0.1mg 17 > 7/ & BAA SR 1528 % AR EN N 2 186
@7 = F XA FEFHE0.1mg 17 > 7L L BA HH10mLE2 RS

B T A= )VEE,

LEHEZEZ100E LI2RFR (%) TRT,

¥ T X RA MNESKE MEH EORE] OMEEROEIC THRMEIER ( 7= 2 F7 O R3EL, Ry U7 BEUCREA], e
Y VEESRIEAIGE) | WREA. MAOFREAL, =BSRHT D AL BRAEA. $EFie 2 ¥ I VAl Tra— A RAIOHE
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TIARANESE 0.1mg DEES T ILRER &

O ERSH PRI & =
s %:’i;" RAKME(SUE) | EAE |0 | BEKE |HRAE | mAEk 6hr 24hr s8hr
A INGH 58 |mEZALKA | TiehL Tkl L
43 v i 700mL @ | =Bk pH 45 45 45 45
(FILE)
&£ (%) 100.0 99.4 100.3 97.2
P TRy 18 58 |EZALRK | TEAL ikl ikl
—IXIA -1 S L ale
44 (D7 L) 1000mL D | EB-#H pH 5.0 5.0 5.0 5.0
&2 (%) 100.0 98.7 100.3 103.7
E— TRy 3e VAN ) |AZIRLRA ekl il il
. - “ = = =H- sz
45 i (B DET7 L) 1200mL @ | BR-# pH 5.1 5.1 5.1 5.1
gﬁﬁ S8 (%) 100.0 1015 102.4 104.0
- T SR | BEEOLBLLRK | AL | AL | FiRHL
46 Bl |STZURL 900mL D | =88k pH 6.1 6.1 6.1 6.1
(KIR) —
Z2(%) 100.0 98.9 101.3 101.0
. SR | HEBOLEBLERE | TGL | BAL | TEAGL
47 ZDU;OJ 900mL @ | BBt pH 6.1 6.1 6.1 6.1
EE(%) 100.0 104.4 103.2 101.9
LA w35 58 BEZRATRIA | Eeil ikl -
V7= oiE _
48 (LT, @) 1103mL @ | ERB-#k pH 55 5.5 5.5
&2 (%) 100.0 99.7 99.6 —
- R VAN ) E:FER LA TN ekl il il
49 ?;ﬁ;ﬁi 500mL @ |=g-#x| oH 65 6.5 6.3 6.3
S8 (%) 100.0 100.9 101.1 101.2
S — 3G VA ] |ATIALRIA il EeiL ikl
—23G; o L L
50 (BFHEE) 500mL @ | BR-wt A:H 5.3 53 53 53
i} Z2(%) 100.0 100.0 99.0 99.2
PN w3 N | BEEBARE | ZTEEL | ZRAL | ZeAL
51 12 (kg)’ 500mL D | =88t pH 55 55 55 55
A 28 (%) 100.0 98.6 100.4 98.9
R yys-T3ErLzx] SV EEZHETRIK | TRl kil kil
52 GEK-TROFIT7IL 500mL D | ER-#t pH 5.2 5.2 5.2 5.2
) EZE(%) 100.0 99.9 100.7 99.2
7EF+(AC-17) AN ) BEERELRA ekl il il
53 SR GRER) 5mL @ | ERB-# pH 59 5.9 5.9 5.9
(E50) S8 (%) 100.0 99.1 99.1 1002
BEAAE
Q7 = FF A MEHIRO.1mg 17 > 7V LA AN B & IRE
@7 = H XA MEFHKO. 1mg 17 > 7V & ELASHFN 1R 4 2 IRRIEA TR LT b O &2 RE

@7 = F R A MEFHE0.1mg 17 > 7L & BAA 3K 17528 % AR EN N 2 186
@7 = F XA FEFTE0.1mg 17 > 7L L BA HA10mL & RS

EE TV A oIVEE,

BlAE%A100& L72ikfFE (%) TrT,

¥ T U RA NERIR TEH EoEE] OMEMEROEIC THRAEMEIR (7= /) FT7 I REA, Xy OTBEUREA], Srey
—VERRIEFNGE) | WARRERAL, MAOFHFEA, =BRRPL D DAL BFMAEA. SEffIie 2 X I UF Ta—n, 841 REIOPEH
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TIVARARESR 0.1mg DEEES T RERRIE
A EZ L A o |E& o | o .
No. S BREERL (E1HR) BEEE ik REEE | HERI1ER BaE% 6hr 24hr 48hr
B |~y Fhys LoE 10mL S | MEEPLRE | ZEAL | ZEL | ZiEHL
54 | B |roax) EEREE | O |=R-#t| oM 5.2 5.2 5.2 5.2
b (AEK-BRDFRT7ILT) | 1000mLIZFZEAN &2 (%) 100.0 08.7 97.6 98.5
BARAZI/ D74 S8R EJER LA TN EietL kil ezl
55 — 20mL @ | =B-#k pH 6.5 6.5 6.5 6.4
2 (3/77—72) E8(%) 100.0 98.7 99.9 99.9
D . 100mg Fas |EZALGKAK | EAL EeHL ezl
s | o |EHBEIATOL sekomn| @ | =k [ o 45 46 45 45
1;61 500mL (<%0 28 (%) 100.0 100.0 99.5 100.7
e DR 2mL N | BEERLEK | ZieaL | Eeal | EesL
57 % ?;fg IR H£ERER | @ | =8-#x| oH 53 5.4 53 53
’:;: 500mLIZ A0 E2(%) 100.0 102.4 100.5 98.9
. . IAC %3 S1E7 \|EBRLRRK kL EiiL EeHL
58 (Iég?jﬂ’ 10 5%7‘|~“ﬂ1§5& @ | =& &k pH 44 45 45 45
500mLI= & #R B8 (%) 100.0 99.7 102.1 102.6
E 5-FU3£250 5mlL S8R EEFZRALRKE | EAGL kil ezl
59 B | ("rﬁn 55 SEEER | @ | ER-#t pH 8.3 8.3 8.3 8.3
ar) g n e
B 50mLIZi7m 8 (%) 100.0 98.8 100.7 976
ELl Em S8R |EZALGKAK | EAL ikl ezl
60 E] ?t;g).wk 20mL @ | =Bk pH 6.9 7.2 6.9 6.9
£ Z8(%) 100.0 99.5 99.1 99.6
£ T |EBmELERT R 5mL N | BEERLEE | ZTRAL | ZEEL | ZiEAL
61 l;'Fi g 50mg (1%)* EHEBER | O | ER-E#E pH 4.2 4.2 4.2 4.2
7 |(EH 50mLIZi 0 28 (%) 1000 100.6 101.6 98.6
BE&AE
O7 = # 32 A MEFTK0.1mg 17 7V L RAERIA B LIRS

@7 = F A FEFHKRO.1mg 17 > 7/ L FLA SRAN R 2 2 IR A CIsiR L= b O 2 IRE
@7 = F R A MEFHE0.1mg 17 > 7v & LA TRAN15 28 % FRHNIN RS

@7 = F R A MEFHE0.1mg 17 > 70 LA AN 10mLE RS

BE Vo H = AER, BEEEKEI00L LIEFE (%) TRT,

Ko T = HRAMERE T EoEE) OMAEHOES THRehEIHA (7= F7 V%A, Ny 7B e RER, ey
—VBRRIEAISE) | AR, MAOBLEAI, =BRHLO OAL BHMIMEA, SEfiie 22 I Al Tra—n FedA FFofH
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