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T-1982 DEKRBIEY v F ¥, 5 v hskOtvy 2afy, MAMEEE, BERSM, EHAsk
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2) BRADEHIE, 5y MTIRIMPEESS - & bE L, B, IR, MR, OB, B, A
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3) RAPHHE (0~68 D) &, 5 v MTiX, 30.07~39.45%% & OF Y ¥ ¥ Tl335. 33~39. 66
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5) £V RUBEGIOWTEEMIC L 2EENA L NICH, b MR TI62. 8% Tz D@EREY
THUREETH 212, 7T TV EDRHEEHRE (1/n) 130.9194ThH > 12,

RXHEIHRP I WVT, T-19820 —f¥ LEIEMA & # 2
L Cefoperazone Jx & @i @ Cephem FRHi4#l & Ho#k
Lic, 230 TABCEKRBBERITL 7=,

AKX D KATRBY iz O\ Tk, Bioassay ¥ ¥ X ¥
Radioassay it X W #fis & h, 1 X, V% ¥, 55 + T
HESICHECI VB CLPRRESBELH, L L
T, RpcHitsh, FRRE XCBRBTHLRIFTCH S
TEREIPDLATVS,

ZrLTUHE (BE), Sy F (BERSIOHBE &5
CIe=7 2 (BHE) TR 20 RE, KRS/, BHA
FIUCRBHMRER, EHEHAEECIIREL,
TR ER2B,

I. EBRFHEB X UCERSE

1) B3y

T-1982 % fiv, ERICEEL, K, EHAEKS
X U0 1/15M BBREER (pH 7.0) THM LT,

2) kRN

(1) o9 ¥DE4s

thE 2.5kg Btk (FMI3~4) DREBHM v v ¥
(Flemish giant) 184 icDOWT, husvi VBT
v1g/kg RETICEHUT, BEELT b Dig, T-1982
D 20mg/kg & V50 mg/kg (5K : 20mg/ml sk

0'50 mg/ml) #EH#RX b one shot Hick h#5L
HE% 54, 1053, 1553, 2043, 3053, 1E5R, 2Mf
3E5H, ABSRY, 50EMIs X 0f6 BRIk ICEBIIRICHE
Ulch=a—Vvhb, 7EA2Y v (20 #g/ml) %5
THRM* T2 - 12,

2 v bevrADEE

HE 1202 3% D Wistar 25 v + CBEE5~6)
1350z, T-1982 ® 20 mg/kg (JR¥K : 4 mg/ml)
E#IRX b one shot % i3 KBRS ARICES UL
RE 20 g I DORE AdY R~y AD 185~ T
19820 10 mg/kg, 20 mg/kg 33 % 050 mg/kg (FX
0.5 mg/ml, 1 mg/ml 33X 0% 2.5 mg/ml) % KRR
NICER Uz, EWiE5H% 55, 155, 3053, 1HH
2 B§fE3s X O° 4 BRI SEBHIR & YN U CHRiMsk, E
BB LT, PN, BB, OB, MR, O, BAk
OHIN (ESHFOLIs X B RUABEGA) *#HL, T
AL HICER (1mg $T) %, 1/15MBBE
BWEMzThewi—k (20%) U, 3,000rpm TI5
B0 L TE b L b ol RO
EEXRIEL 12,

3) B PIHEME

ROy X HBEEL, BEBICH= 2 V=V
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Table 1 T-1982 levels in plasma, bile

and urine of rabbits after intravenous administration

Dose Time (hr.) Total
m,
(fé) 0.08 | 0.17 | 0.25 | 0.33 | 0.5 | 1.0 | 2.0 | 3.0 | 40 | 5.0 | 6.0
prasma (ug/mDy| °5 13 43.34) 39.38| 33.10| 28.27| 18.31 14.15 11.16 7.47| 7.05| 5.87
m
asmatre/MmL)| | 1408 +4.91| +4.38) +5.45 +3.32 +1.75 +1.84:+1.08%1.07/+1.39|+2.15
Bile Ceg/mb) 107.10 110.10, 41.53 17.52 10.65 9.27| 8.45
tle (#€ +27.93] 8,29 +11. 31/+4. 06+1. 82/2, 112, 24
20 |Bile/Plasma ‘ ‘ 3.79 6.01 2.94 1.57 1.43 1. 32‘ 1. 44’
Bile (%) 2.04 202 1.97 0.59 0.32 0.30 0.27] 7.51
0 +0.58 +0.61| +£0.54/+0.15/=+0. 06/=0. 06/=0. 06
o 6.38 11.33 10.93 3.24| 2.95 2.40| 2.43 39.66
Urine (%)
+2.500 £2.26| +1.99/+0.60,+1.49 +1.18+0. 38
150. 05| 112. 24| 106.37| 93.90 72.12| 47.28 26.83| 20.47 11.13 8.56 7.95
Plasma (p¢g/ml)
+23.90 16, 83|+-22, 73/ £11. 99|+ 12, 30{+:12. 90| +5.56+6.81/+3.54/+1.25/+1. 41
. 303.95, 281.64| 153.40 96.10| 41. 38| 35. 27| 31.74
Bile (pg/ml)
+44. 5546, 73|+ 25. 93| +6, 41|+ 7. 12+ 5. 82/+6. 86
50 |Bile/Plasma ‘ ‘ ] ‘ 4 21| 5. 96! 5. 72] 4 70‘ 3.72) 4.1 3.99
Bile (%) 5.26 2.44 1.97 1.11 0.32 0.26] 0.21] 11.57
41,06 +0.47 +0. 40/%0. 45/=0. 06/=0. 05/ 0. 03
o 9.13 3.08 10.67 4.22 4.43 1.44/ 2.36| 35.33
Urine (%)
+2.11 +0.67) +0.24+1.05+0.82+0.31|+0. 18
Table 2 Half life of T-1982 Fiev i = 2 — VOLEIIBERD T IRENICIEH 1%
Animal Dos;, WU, ELICEEEREL, 1/ISMBEBREEK T 4151
nimal |(mg/\| Route Half life 55 .
(&) L, 2OEMENEERE L,
Rabbit | 20 | i.v. | Plasma | @ (min.) 37.06 O RS
B8 (hr.) 2.93 (1) v¥¥0Es
50 | i.Vv. | Plasma | @ (min.) 39.39 FROYIFICER I F—FVEFEBALTHEHLD
B (hr.) 2.10 BER U, EMEEAL, »57—F B L THAH
Rat 20 | i.v. | Serum | @ (min.) 11.92 AERY 0~0.580, 0.5~ 1 KM, 1~28R, 2~
20 | i.m. | Serum | @ (min.) 15.94 3R, 3~4B5E, 4~5BRI3X 005~ 6 BERIICER
20 | i.m, | Muscle | @ (min.) 11.63 Uz,
Rat* 20 | i.m, | Serum | @ (min.) 38,80 @2 5v rDBES
20 i.m, Muscle a (min) 35.63 » Biﬁbli’)fﬁ%"f—‘/’ljﬂ‘l 2~3H Pﬂﬁﬁaﬁby R%i);
Mouse | 10 | i.m, | Serum | @ (min.) 11.12 HF—FUBEE® S v F1EE6ITIC, 10~15ml D
10 | i.m, | Muscle | @ (min.) 9.12 HkEEOV vFEBRCTHREINICERS U, 3057%I1C
20 | i.m. | Serum | @ (min) 12.97 T-1982 D 10mg/kg, 20mg/kg 35 & ¥% 50 mg/kg (B
20 i.m, | Muscle | @ (min.) 10. 31 : 2mg/ml, 4mg/ml sk 08 10 mg/ml) % KEEFEE
gg i.om. ;fr“m @ (min.) 14.44 PICEESL, 0 ~0. 55R, 0.5~ 1 5, 1~ 2B5R, 2
— | i.m. | Muscle | @ (min) 9.06 ~ 4R IO 4~ 6 BEOERLERL I, LTI

* : Renal injury

RIELICHHEREL, 1/ISMBERETHRTHRL, %
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Fig. 1 T-1982 levels in plasma and bile, and excretion rates into urine and bile
of rabbits after intravenous administration
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Table 3 Distribution of T-1982 in rats after intravenous administration (20 mg/kg)
Time (hr.)
0.08 0.25 0.5 1 2
Serum | 105.00%20.91 47.00-:1. 69 13.50=+1. 47 3.25+0. 56 0.89+0.19
Liver 4,31%0.51 9.031+0.75 7.39£0.73 5.80+0.31 0.89+0.07
Kidney 6.12+0.78 11.00£0.76 9.15+2.71 3.86+0.22 1.10+0.12
Spleen 0.41+0. 05 0.65%0. 05 0.36+0.04 0.34+0.05 0.10
Lung 1.80+0.11 2.20+0.12 2.69+0.13 0.24-+0.01
Heart 1.55+0.11 2.20+0.11 1.26+0.06 0.56+0. 04
Muscle 0.12+0.01 0.45+0. 07 0.44+0.04 0.06+0. 01
Testis 0.10%0.01 0.1340.01 0.24+0.01 0.18=+0. 01

Fig. 2 Distribution of T-1982 in rats (20 mg/kg)
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Table 4 Distribution of T-1982 in rats after intramuscular administration (20 mg/kg)
Time (hr.)
Group
0.08 0.25 0.5 1.0 2.0

Serum . £g/ml 75.20+7.99 24.39+5.45 | 16.69+2. 42 3.63%x0.22 0.39+0.04
Liver 74.16+6.57 58.26+9.67 | 42.39+4.02 | 21.16%1.15 2.48+0.19
Kidney 62. 031+6. 42 34.4013.20 | 43.28+5.48 | 32.55+1.78 3.52%0.20
Spleen 7.29%0.50 5.07+0.73 2.75+0.49 0.68+0.14

N 1 Lung 19.12+3.11 21.72+1.69 | 11.55+0.58 4.060. 35

ormat Heart pg/g | 14.69+1.61 | 10.94+0.85 | 5.98+0.96 | 4.19%0.27

Muscle 4,334-0.63 9.31+1.85 1.53+0.17 0.87+0.12
Muscle (I)* 1050. 651+199. 65| 288.52+27.91| 85.67+6.59 | 17.26+1.63 0.80+0.25
Brain 0.66+0.08 2.50+0.04
Testis 6.05+4.17 7.50+1.52 6. 28+0. 55 0.93+0.17 0.32+0.05
Serum #g/ml 72.33+£6.99 [162.08+11.02| 47.76+3.73 | 15.10+2.16 | 18.33+1.20
Liver 79.90+1.37 72.80+14.62|134.55+27.72| 55.75+8.01 | 47.45+5.01
Kidney 18.15+2.03 16.65+:0.98 | 12.75+1.60 6.15%0. 59 8.10+0.81

Renal | Spleen 6.15+0. 66 2.90+0. 49 3.00+0.14 0.85+0.14 2.35%0.30

injury | Lung rg/g 19. 80*+2. 66 26.10+2. 39 9.60=+0. 89 3.05+0.23 6.40£0.40
Heart 11.65+1.33 16.70+1. 39 6.90+0.71 3.00£0.34 4,35+0.77
Muscle (D* 827.00+30. 30 |689.60+32.56|156.45+15.43| 75.45+10.13 | 94.40+10.15
Testis 24.70+2.18 7.60+0.79 3.40£0. 33 1.75+0. 20 1.90+0.18

* : Injected site
DEMZEHIEELXRIE LI, 1 MmEEREE

5 MiEx v 7 LOFER

T-1982 & v Mi#E, v vmE, v>7r7iv, v
FXME, v MIER LM XMiEE OBEERRTY
Amicon membrane cones CF 25 (7 ¢ =V + 77—«
A=AbVi5y F) AWIGEORNABETTS
v, FRE X OB (2 VR DE) &7 DFRIK (4~
166%) DEMRMEERRE L, EAR & THkES R
ZER U,

6) HMRMEHERIE

WREWIX Klebsiella pneumoniae ATCC 10031 & U,
Antibiotic medium 1 (Difco Lab.) %\ 1:#@» v 7
BT, BROERROEMEMEEARE Uiz, 2k,
PR/ ISMB BB TG, M5, Mk Oart%
RCTIER Uz, 37CT 1 IESEICEI > TRy
FRILT1 KT -1

Io. %

A, U FDIFL

’BEY ¥z T-1982 @ 20 mg/kg F5& U 50 mg/kg
(FA¥ : 20 mg/ml 35k 0% 50 mg/ml) % 2% (one shot)
UrBR DR e, B8P & O R AR 1X Table
1, 2RI Fig. 1ITRT ELH Th o

B B

MMBEANBEE L5 T, 20mg/keg HAAEE T3 58.13
pg/ml, 50 mg/kg HEAE T 150,05 #g/ml T, 2D
BREORBE & HIQORT 505, 6RMAKICLZNT
1 5.87 pg/ml LT 7.95 pg/ml Th o1z, 7 DED
EFERERIAIE, 20mg/kg EART e i 37.06 73
FLOBHNII2. 9355/, X512 50 mg/kg BART e h
1339. 3973 35 & Ut BHAI32. 10RR T » 12 (Tablel, 2,
Fig. 1),

2) JEH BRI

ROy ¥ OEH AR, 0~0. 58T 20 mg/
kg EAE T 107.10 #g/ml 35X 0850 mg/kg HEHEE
T3 303.95 pg/ml T, MTREETH Y, ZDEIDR
T AN, 6KERIRICZENEN 8.45 pg/ml L O 31.74
F‘g/ml Tdho12,

Z DB OBTE (MIEATEE & D) &, 20 mg/kg
SRR TL. 32~6. 013 X 1050 mg/kg TifARE Tids. 72~
5.96Tdh » 12, 0~ 6 TOHIEMZI 20mg/kg
FABETI37.51%3 £ 00 50 mg/kg WARETI311.57% T
bote

3) IRApHRI

Ry 3 ¥ ORI 0 ~0. 5H (] T 20 mg/kg
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Table 5 Urinary excretion of T-1982 in rats after intramuscular administration
Time (hr.)
Dose Total
(mg/ke) 0-0.5 0.5-1.0 1.0-2.0 2.0-4.0 4.0-6.0
pg/ml |276.0+37.2 204.0+87.80 | 35.5+8.65 4.5+0.09 14.0+1.25
10 { % 18.01+4.736 | 13.85+2.415 | 6.35+1.765 | 0.76+0.001 | 0.48=%0. 039 | 39.45+3, 012
pg/ml |398.0+54.40 | 207.5+11.45 | 43.0£6.25 6.5%0.70 15.5+5.20
20 { % 9.65+1.724 | 16.46+1.237 | 3.62+0.541 | 0.11%£0.019 | 0.23%+0.101 | 30.07+2,98
prg/ml |692.0+118.75| 440.0+46.7 | 177.5+35.25 31.0+5.40 79.0%+22.75
%0 % 11.32+2.118 | 15.92+2.040 | 4.12+0.564 | 0.61+0.112 | 0.40+0.115 | 32,73+2.48
Fig. 3 Urinary excretion of T-1982 in rats after intramuscular administration
% ng/ml
S0r 1000
40 5%, +—e 50 mg kg
0—o0 20 mg/kg
s2.4% g a—a 10 mg/k
e & g, kg
s 30+ /' 5 2
2 30.1% c
» ‘2500 |
M 8
So20¢t g
o
10 +
0 PR N . ‘ 0 » \//‘.
00.51 2 4 6 00.51 2 4 6
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Table 6 Excretion volume of urine in rats
Time (hr.)
Group
0-0.5 0.5-1.0 1.0-2.0 2.0-4.0 4,.0-6.0 0-6.0
Normal 1.64+0.183 | 2.43+0.349 | 3.53+0.383 | 1.77+0.190 | 1.28+0.114 | 10.65%0.62
Renal Injury 0. 630, 450 2. 060, 901 2.70+1,145
(mD)

B TI36.38% % & U 50 mg/kg WAE TIZ9.13% Tdh
H, 0.5~ 2 KfT4 peak & UTHIRL, 0~6BETD
KHEIER Y 20 mg/kg W ABE T3 39. 66%33 X U850 mg/
kg B TI335.33% Td - 12,

UlnXdic, T-1982 % v ¥ Xic#iE (one shot)
Ut mfA, BH R I ORAERIZIZT0.5 B
% peak & UL, MO POMLE I3 RMINEE S -3
bo Tz, Fiz, BHRBHERY b & RepEi Rahs
3~5fEFD -1,

B. 5v FOBE

1) BE5y FOBA

B35 5 Me T-1982 RS & O L1 BORR
P 35 & O 28 TR RE 72 & NIz BR Akt id Table 3,
4, 5K XV Fig. 2, 3ICRTEISH THAe

a) BEDBS

T-1982 D 20 mg/kg (EH : 4 mg/ml) FE vt
OmERBER, 545 T 105.0 #g/ml T2 OHEEO
FHBITU TSR L, 2 BT 0. 89 pg/ml TEH
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Table 7 Distribution of T-1982 in mice after intramuscular administration
Dose Time (hr)
' img/
( gkg) 0.08 0.25 0.5 1 2 4

Serum 10.20+1.00 | 16.06+1.49 7.00x0.98 0.99+0.07
Liver 12.99+0.63 | 20.31%+1.67 | 25.71+2.21 24.19+4.51

10 | Kidney 16.40+0.52 | 58.48+6.48 | 30.74£3.03 12.27+2.16
Muscle(I)* | 44.25+2.57 | 34.53+5.19 7.04x0. 45 0.81+0.18
Duodenum 9.30+0.22 |111.84+14.88| 74.92+1.83 33.15+2.26 8.59+1.70 0.99+0. 05
Serum 28.37+0.17 | 21.05+0.17 | 12.67+0.01 2.48+0.07 0.07£0.02
Liver 40.30£0.95 | 69.38+1.20 | 53.25+1.33 43.24+5.79

20 | Kidney 51.00+1.22 [124.15+4.06 | 67.96+5. 09 23.24+3.33 2.64+0.84
Muscle(I)* [ 310.65+3.07 [121.49+2.50 | 32.42+4.26 7.21+1.44
Duodenum | 39.44+3.69 |195.92+2.92 |181.67+3.94 97.21+7.87 | 15.69+2.47 1.62+0.13
Serum 50.73+0.21 | 43.15+1.97 | 31.38+2.34 8.06+0. 87 0.23+0.02
Liver 119.50+2.11 |180.35+14.88|140.75+19.78, 37.91+3.99 3.97+0.68 0.30+0.05

50 | Kidney 112.35+4.59 [248.50+14.01|151.75+10.08| 83.59+5.69 2.65+0.13 2.15+0.12
Muscle(D* | 601.50+31.17| 90.92+11.96| 29.57+4.55 6.22+0.32
Duodenum |109. 67+5.66 |449.59+22.27|300.00+15.53| 132.59+7.89 | 61.44+9.87 | 28.97+4.83

* : Injected site

PHERML 11,92 D ThH » 12, 7 DEEDREIAEAIL
fTiE, B, ML 0 TIX155, Mk 02
T304 72 & VNCHF A T3 15~307 % peak & U Tk
U, 2HBBIGIRBRIOBE LR IZEALED S
Nigi» - 12, peak fiEiL BB > FFB > il > O > B>
BR>EADEE b, MEABE LD EETH-
fz (Table 3, Fig. 2),

b) HEDEHE

T-1982 D 20 mg/kg (JF¥k : 4mg/ml) HES v b
DI EAEEIX, 545 Tl 75.20 #g/ml T peak {EE T
U, ZOHWERL 2 BERE%IC12 0. 39 #g/ml Th b, H
MENERII 15.94 D Th » 12, 7 DEEDREIIAREE
i, P, B, MERIOOBTIZS S, Mkl o
FH TS5 72 5 CICHIR TS X O T304 % peak &
UTHR U, 2 FSRT6IC I3 R0, BB, (O3 X O T3
AoNIEH o1, peak {HIX FFRE> B Wil OR>
BAR>SASMESMOEE 2y, MEHMEL D b E
ETH -1z,

EEST SR PO E 1S 5 A3 4%12 1,050 pg/g T, JFUKOD
NU/ABBREL TWBIGE Y, EWEmEREI311. 63
B Tho1: (Table 4),

etz DU T3 T-1982 @ 10 mg/ml, 20 mg/ml
BIT50mg/ml %5 v MR LTz b DicOWTHRE
Utz,

(p#g/ml or g)

FRAFTREIZ 0 ~0. 5 BRI T 10 mg/kg BRAEET 276.0
pg/ml, 20 mg/kg & I & T 398. 0 #g/ml 35 X U¥50mg/
kg BEABT6E92.0¢g/ml THh, dose-response h5AH
bh, BHitZRIZ 0~ 6 KT ZhZ139.45%, 30.07%
FLU32.73% Thh, ZD@¥EDN 0~ 1 FFicHkit
I hiz (Table 5, Fig. 3),

2) EBROEBREES v bOBE

HYES v M 1EES TUITREBR Y 5 = v 50 mg/kg ()
1E#EL, 5 B&%ICE, RERIIBEE > F T
0~ 6 B[ T10.65+0.627ml TdH B DITHL, BERY
SoAEE Sy bTIZ2.7£1.145ml ThH, RO
D b Fh otz (Table 6),

ULOHER»S S v MTIIWMEB Y 5 = vtk h BREE
BOXBCINTCERA ST, 28, FEDORY, B
BEOHENK X CHEBERDHER» S b BEES v T
b AEETEL DT,

BEES v FTO T-1982 O 20mg/kg (HE) D
HD7EIE Table 41ITRT &k Y Th 5,

MmiEPME D peak 131553 & T Z OEHENHBIH
13, 38.803 T, @E 7 v NDI5 WATITHA~H 2 FE
b, TIHARN EESHBED A TOEDFEIERIIE
35.633Tdh b, @F I v DL 63TICH~FI 3 L7
5T\ 5,

TGRS PSS TIIFEBICLENB A < D E o
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Fig. 4 Distribution of T-1982 in mice after intramuscular administration
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Table 8 Binding rate of T-1982 to serum protein

(Ultrafiltration) (%)

Binding Recovery Recovery/Binding
Human plasma 62.8+3.94 43.0+7.91 68.5
Bovine serum 61.5+4.79 26.7x4.31 43.4
Bovine albumin 80.8+2. 67 28.9+3.14 35.8
Rabbit serum 54.4+5,16 27.6+3.75 50.7
Rat serum 37.2%£2.97 24,9+3,.37 66. 9
Dog serum 20.2%2.01 16.4+2.79 8l.2
Table 9 Binding rate of T-1982 to bovine Table 10 Time course of biological activity
albumin (Ultrafiltration) (%) of T-1982 at room temperature
c . (S. 56.5.11-7.7 : 15-257)
oncentration T
Binding rate
(p#g/ml) Half life Original Solvent
100 64823 11 (days) concentration
80 68.6+5.10 12.2 Jont It\)/I/ff15 Phosphate
__a 100 ¢g/m uffer
50 70.3+4. 83 (r=-0.9951) (pH6. 0)
20 79.3+4.08
10 80.8+2, 67

1/n:0.9194 (r=0.9992)
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Table 11 Half life of T-1982 and CPZ

Amirmal Dose Route Half life (min.)
mg/kg T-1982| CPz

Rabbit 50 i.Vv.| Plasma 39.39 | 46.51
Rat 20 i.m,| Serum 15.94 | 47.50
20 i.m,| Muscle 11.63 | 30.39

Mouse 50 i.m,| Serum 14.44 | 32.47
50 i.m,| Muscle 9.06 | 18.05

Table 12 CPZ levels in plasma, bile and urine of rabbits after intravenous administration

(20mg/kg)
Time (hr.)
0.08 | 0.17 | 0.25 | 0.33 | 0.5 1 2 3 4 5 6 | Total
133.95| 90.84 | 67.30 | 52.20 | 44.71 | 27.11 | 16.44 | 11.62 | 8.10 | 6.51 | 3.42
Plasma (pg/ml) + + + + + + + + + + +
9.99 | 7.38 | 837 | 3.8 | 3.69 | 1.67 | 1.56 | 1.57 | 0.91 | 1.19 | 1.09
480.0 602. 82| 289.0 |334.51| 50.50 | 28.25 | 43.25
Bile (¢#g/ml) + + + + + + +
54.98 137.0 | 43.25 | 59.50 | 9.66 | 5.93 | 7.32
Bile/plasma 10.75 22.23 | 17.58 | 28.79 | 6.23 | 4.34 | 12.65
2.49 3.09 | 1.98 | 1.12 | 0.35 | 0.17 | 0.32 | 9.52
Bile (%) + + + + + + + +
0.35 0.66 | 0.44 | 0.14 | 0.10 | 0.08 | 0.08 | 1.21
11. 87 3.21 | 3.10 | 2.61 | 0.83 | 0.36 | 0.40 | 22.35
Urine (%) + =+ + + + + + +
1.86 0.46 | 0.50 | 0.46 | 0.13 | 0.07 | 0.14 | 2.15

Fig. 5 CPZ levels in plasma, bile and urine of rabbits after intravenous administration

(20 mg/kg)
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ZHED L DHEE L BN, BicFE CIX 2 BB TS
47.45 pg/g DWERRL, M, O, B, AT
b 1.9~6.4 pg/g DEEFERED I,

C. U RADFPE

EHEYE ~ v 21T T-1982 @ 10mg/ke, 20 mg/kg
FX0U50mg/kg (¥ : 0.5mg/ml, 1mg/mlisk
2.5mg/ml) & KERIFATP RICEEST U 12 B DR PIS- ik
Table 7 3L 0° Fig. 4 ICGRT EIh Th 5,

MiEFIRE 1S 10 mg/kg AR T, 154 Tid 16. 06
#g/ml, 20 mg/kg WFARET, 5% Tld 28.37 pg/ml 35
L O°50mg/kg BEAEET, 543 Tl350.73 #g/ml T peak
ZIRU, ZOBMML, ZhZh2iEids X 0 4BER&IT
I SR LTz, AWSEHERM 1 10 mg/kg
BEFRBETIL 129, 20 mg/ke AR TId12. 9783 L O
50 mg/kg BB Ti314. 4453 Tdh - 12 (Table 2),

Z DBRDEBEAMEL, FlE =it oc+=1ERN
BRI 5 D05 2 ~ 4 S DEIh b MES IS L b
bEL, 20T b +EBREE TIdd 3 55785 dose
response 234 51z,

ST DB AP I 20T U, EYE0Em
Hix 10me/kg HABETI. 1253, 20mg/kg T10.315
FIU50mg/kg ERHETI. 0653 Th - 17,

D. M4 v,vy & DEES

RIVFBYE (4°C) TH 2otz T-1982 D 10 pg/ml
LM s ey & DFESIT Table 81CR4 &b Th
%,

b M E DREEERIZ62. 8% L O T HE RS =1
43.0%Th -1, HEED > & b EVDIX M (175
T, v MITE, vV FMERL Oy MEDIEE i1
b, ZTORT\BERL, TPEREE Th 12, ZOBD
FREERII TR SR E DI & ORIICYAERI(—0, 8443)
BHLDLN, UIH->T, BIMDHEICY 2 E4EDE
AR SEINCHRT A L DEEL S N % (Table
8)

RIT, T-1982 D 10~100 pg/ml & L 7T ¢ v &
DfEGIE Table 9ILRT L &0 Thb, T7bL,
GHIZ64.8~80.8%ThH h, HAKEMK (1/n) 10,9194
(r=0.9992) T -tz (Table 9),

E. BRITKI BEEEICOWT

1/15M#BBEEH (pPH 6.0) T, T-1982 %100 zg/ml
w%%b,mm%¢5ﬂna~7ﬂ7awmzﬁﬂﬁm
EERIEEY 3 BfFICHIE L7, Table 10 12774 +
5 ILZE DAFHI12.2H Th » 12 (Table 10),

m % &
¥1U\~ Cephamycin RITHEWE T-1982 D EREE

HUFFE, Ty bRIOTYARA, BERLomy
DBBICDOWTRE U T2,

MAREE TOEMER LRI, BEOHEILY 4y

TH40D, 5 v M THIZE, 725 CRHEDBAIES .,
NTHL6S, ~ U ATHIIAT, Bk 2EENAL
N, BRI ZHRALDORED E—HT 5,

HIERFD = v A TOMAME 1 Cefoperazone? jz i
N2 EHIETDH - 120 WiIT, BHEBORFCOLYS
MBI MFRE TDZNEEN3~558, Ry
DEREGEY I bAbh 3,

ULDRERE(LEBIED LU TV 5 Cefoperazone
LHET A L, Table INTGRT X 51T, Bk 35
DHHBIIFA—HATH 555, EWEERLIIEL,
—%, BEHORIUE T-1982 H5Eb - 1r,

ARARDHIE T v PTIIBECHRARER, hoRs
ICHABE S bICE S BE OB IS PSE L b 4§
EThbh, v ATIIBE, FiEs: O+ E Ml
BMAREL Y $E L, AR 3K LT
%,

VU ATOREBNREIZMAREDES & A T-
1982 13 Cefoperazone® L b $ BETH - 17,

DY FRICS v P TORPEEMER (0~ 6B 1
PRUY Y THETDH 2DK5L Z40%ThH Y, £AD
BED X0 L HRNSRIIE DS, REBRD LR
LB —HEEL 5h5, Cefoperazone TiE ¥4
¥T22.35%3L 5 v MT15.7% Th 5 DICHN, |
PP K Th - 12,

VY X TOMRH HEHE (0~ 6 BT 13910% Th
D, T-1982 DE1z 5 HHEIIRFTH 2EHSHIDH
Nize ¥, v XFIEHAEEIIMBRBEY F3bs
BRETHY, Ud b IEHABTER (M REE/mf
PIBLEL) T4 dose response 54 b iz,

IRAPERIEDSE 12 B M BE T 5 3, JBH P i ER
7.51~11.57%Td b, TG DHEWE Cefoperazone T
1d, Table 1235k ¢* Fig. 5i1C;R4@ b, T-1982 L
B9 B &AM PIBRH IR —RE T 5 HIETRBE
13 0 ~3093T480. 0 pg/ml, BFAE (MMARE & D)
134.34~28.79TH 2 Dics L, T-1982Tid 107,10 pg/
ml 353 0°1.32~6.01 Th b, BHEE L L OBHE
EHEMETH - 120

g2 7% & DFEBIX, © Fisg RS K62, 8%%
S T HERE A R43.0% Th b, Cefoperazone I~
BEBRETHY, 778 v e DEAEK (/)R
0.9194T b Cefoperazone (1. 9702& PPREIHLL
EHEDID,
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X Y fifEt : Cefoperazone (T-1551) i BI§ 2 ZEHEm2
D WEE, TE ¥, WNARE, REHEMS: T- MIBFZE, %2 : EHABR, Chemotherapy 28
1982iC BT 5 WE ¥ MBI, H 18R —REBEKE (5-6) : 92~98, 1980
F, Chemotherapy 30(S-3) : 212~221, 1982 3) FOEAREREFLATALTHBE, FEY
9 EARE, WEHET, BEEH, HEEMT, W vARZY AL, T-1982 #)5k%, 1981

PHARMACOLOGICAL STUDIES ON T-1982

Second report; Pharmacokinetics

HarRUE ARATANI, HIDEKI TATEISHI and SuMIkKO NEGITA
Department of Pharmacology, Hiroshima University School of Medicine

YasuMITsU YAMANAKA and TORU EGASHIRA
Department of Pharmacology, Medical College of Oita

Pharmacokinetics (blood levels, distributions, excretion in bile and urine, and binding to proteins) of
T-1982 was investigated in rabbits, rats and mice.

1) When T-1982 was given to rabbits, rats and mice at a dose of 20 mg/kg, biological half-lives of
T-1982 in plasma were 37.06 min. in rabbits (i.v.), 11.92 min. in rats (i.v.), 15.94 min. in rats (1.m.)
and 12.97 min. in mice (i.m.). When T-1982 was given i.m., half-lives in injected muscle were
11.63 min. in rats and 10.31 min. in mice.

2) Estimation of distributions of T-1982 in rats revealed that blood levels were highest. Its distribu-
~ tions were in descending order; kidney, liver, lung, heart, spleen, muscle and testis. In mice, concentra-
~ tions in kidney, liver and duodenum were higher than blood levels.

3) Excretion rates (0~ 6 hr.) in urine were 30.07~39.45% of total amount given in rats and
35.33~39.66% in rabbits, approximately half of which was excreted within 1 hour.

4) Excretion rates (0~ 6 hr.) in bile were 7.51 ~11.57% and its levels were 1.3 t0 6.0 fold of blood
levels in rabbits.

5) Species difference was observed in binding to proteins. The binding rate to human plasma was
62.8%, approximately half of which was of reversible type. The binding coefficient (1/n) was 0.9194.



