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Carfecillin (Carbenicillin phenylester) ZB8-3 % B3¢
2. WINHEH, RE@TOWT

HH E-NIR#E-£ Wil BalUEH

MEEEZ - RKAE

B-=Z=ARMAR-PERBERH

BERERTEURR L4 PRIFEDN
Ak EYT
RIPRFEEBREYFEHE

#i# © Carfecillin (P-CBPC) 2%, &80 &4EKS D
T THREE B < ik 4 & S h, Carbenicillin (CB-
PC) #4R+3z L 2HELED, A& ¢z P-CBPC
ZERBHCERORE LB, £ERNICHITF 5 CB-
PC oBimzstic R Lic, EH-REEREBCHEL
7oy ORIGER I o v THRET B,

REMEE LUFE

1. ERHEDME

Carfecillin (P-CBPC, Lot. 0438 7T, CBPC & LT
757 pg/mg), Carbenicillin (CBPC, Lot. 0138 T, 768
pg/mg) HER LI,

2. AR

DED 2R AV, TRTOBIERIB s
L7,

v b :SDR, 60--280g (4, 6, 8:@4), &, @

A4 % :Beagle, 8 ~12kg, 3§

3. MBEFRE

7w b (1BF101E) iy, CBPC & LT 100mg/kg
D P-CBPC %&rfs L, #5.0.5 1, 2EH%K
DRI L, Mo CBPC % Cup BCRIE L
o (MEH Pseudomonas aeruginosa NCTC 10490,
MFFFDo

4% (1§61 ik, CBPC & LT 100mg/kg ®
P-CBPC #Zn# 5L, #450.5 1, 2, 3, 5Bk
BIRCIEAR BBk 2> DRI L, Mo CBPC % Cup
HETHIRE Lic,

4. FIEROOFRE

A2 (1F4E) ©FAvx—1 (25mg/kg) W
TTFEML, kB I OABBRCE=—1F o —T%
AL, WRED X B 3 Fifigic CBPC & LT
100mg/kg ©» P-CBPC » & 0¥y 5 Uic, #45 0.5, 1,
2, 3, SHfBRICFIfRML, AERHIRMZERL, Ebic
esterase DIEMHKIE X572, 10-4M-DFP % ¥

L, MELXZDEELI, DWTHHER SHERO=2 /7 —1
Zinx, 10,000r.p.m, 15505 HEL, 0 B
DN THBER % 7T 72D, CBPC % X 0t P-CBPC o
BE®RDI,

5. HAREAREE

Sw b (110 &, CBPC ¢ LT 100mg/kg @
P-CBPC %#&n#5 1, #50.5 1, 28M#CH M
FIESE, B B MRl SBoERED 2HEED
1/15M v v buffer (pH 7.0) 2z T, HETH—
FERPER L, 10,0001 p. m. T 20 53 0dr RS, il
D CBPC BEAAIEL, HMENBELXEH L,

6. FRepHH

Ty P(IRESIE), 4 (1P 61D wrhth CBPC
L LT100mg/kg » P-CBPC #&n# 51, 0~3,
3~6, 6~24 R DOMRTREFIL, RFEE% Disc
BECHIE L, EREERDT,

7. REitehBER

4, 6, 854Dy b (1EESE) OB ARY =F
VvF o —7®IEAL, CBPC & LT100mg/kg ® P-
CBPC % n¥rs Lic, 0~3, 3~6, 6~24 R fait
L, £® CBPC BELZHE L, MEHhEIRELR
oy ety

8. ERUNERKIORRES

Zy FOBELLEDE, ML DBFE DB TR
BENEHAERR L, BRE2EF (LRE3TE) DRI
CBPC & LT 20mg/kg ®» P-CBPC % (CBPC & LT
10mg/ml OFEH) HEAT B, HA LSKHEKE, L
BRI L, FEEMALEHEET 5, MEPRER X OHR
MALoEFF CBPC B2 WE Lic, HMRTMLOETF
CBPC BEOHEIL, 5%7 v P mEEHL/ISMY vE
buffer (pH7.0) THr€ Y% — b &ER L, P-CBPC %
3T CBPC wkffth, TOBELXIE L, XBE
U TR SRR A, BB L, Ak
IR LIHE% 100 L LTEOREARERDI, ok,
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BARE, EZRFAITERRE: THERE L,

9. HLEADHRE LUEFRELRE

5, (1EE5TL) & CBPC & LT 100mg/kg o P-
CBPC & R#5 L, #5%# 3, 6 24 KREICHMmE
JERE, B, MELEE, PBTH KB - BBEW Ex
BRLT, ZhEPhEMHOERED 2 58D 1/15M Y v
fit buffer (pH 7.0) ¢HE2 5+ 14 XL, 10,000r. p. m.,
154550508 L, Fisrhoy CBPC, P-CBPC %4 HEE
Bl

10. REBRAGEEICEKT DRIRBEH

fEFEREE (B, A 174K, P-CBPC o 1g T
ROLMETHREL, 5% 204, 404y, 604y, 904,
120 4y, 240 Spickm, %5 X8 0~2, 2~4, 4~6RK5fD
REHE L, CBPC oM, RPEELZIE L,

<BE-&HD>

#KFK : Beecham #4 500 mg §5%l, 24z

BEIE - 5T 9~ 1285 e R L, FHI% 150ml o

KEELLEOEEL, HE52HEH#E300m], X
B 2RI 150ml OKREFER Lic, %7,
R 5% 2RI BT~ &, T, I BV 2
2—e—biBRHFXER LI,

11. #&ts$ o CBPC BEDRTE

BRER & LT, Ps. aeruginosa NCTC 10490, #EE:
#1& LT Antibiotic medium No. 3+Agar 1% (pH
5.5) % Disc ik (RREE 2~3 pg/ml), F7=i% Cup
¥ (R 0.7~1.2 ug/ml) © Bioassay LT, #fkho
CBPC BEHHE L1,

TR EERT, mEEFPEEORECH LT, £EY
DMEEXFAWT (e DEAR=2vE—F) fER LI
o, R BEHPREOME S LTIX1/I5MY v
buffer (pH 7.0) TfER L7z

12. P-CBPC & LUt CBPC o3BT E

B RLIR LicHikic Licdd o CTHEHE LD,

£ B B R

1. Zo Mo DR

1) miEFiRE

4, 6 8 X8 84A4DSD % F, b 410z P-CBPC
% 100mg/kg (CBPC #5) #n#45 1L, CBPC piiF
R A HEE LT,

BRILFig10lB Y THD, 4:BS7 v P OREM
BRRER, B5#305TFH11.9ug/ml, 65847 v
b Ti% 8.8pg/ml, 85845y FT5.6pg/ml Lich,
BH% IR O 2RO ABRCSET v MEER
WIFFRE B D i, ¥, R—B4SEYOMERETR

i, mEPRBECEEALEIRDbhh T,

Fig. 1 Serum levels of CBPC after oral
administration of P-CBPC in rats
Animal: SD strain, 10rats/group
Dose: 100mg/kg (CBPC equivalent)
0.59 M. C.solution
Bioassay: Cup method
Ps. aeruginosa NCTC 10490
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2) iAREARE

SERDIEIC R L HRe Lichi», £F 10T P-
CBPC % 100mg/kg (CBPC #50) *&En#&& L, ff,
&, filgo CBPC EEEZIE L, MmiEHIRE &L
7o

Table 1 wHbAn ek h, FFREERS v b OBS
X o T h OFENBDOh D, 64Ty bOY
— 7 {EI%. 64.2 pg/g (304y), 8384 Ty b D 53.4pg/g
BO4) IR L, 4384 TILA0.3pg/g (1RRD & L
WEEY R L, L LBREBETE, 6B47y MO
Y 7 (DS 46. 4 pg/g (305)), 8584 T v +TIL 43.9 g
/g (304) XL, 484 Tix72.0pg/g (304y) L4
5y PEBWLWTHLMCEMER LI, ¥, MPRE
LEBREEL R 4845 MIE—2(#E10.7pg/g
L, 6RIVBEATy +DT.0~T.2pg/g LHELT
BfEEZR Ui, i, MEPRELHBROLE D, 48
43y MIBEASDH 2 EEVWERR LI

LLEDERENPOEIT » P X DEET v bDE I,
P-CBPC ni&n##bic x5 CBPC o Bioavailability
BPRTHBHEEZDRD,
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Table 1 Tissue and serum levels of CBPC after
oral administration of P-CBPC in rats

Time (hr.)
. Organ* or
Rat: Week old seram** 1z N .
Liver 32.2 40.3 13.8
W Kidneys | 72.0 44,7 21.8
Lungs 10.7 7.5 5.9
Serum 11.9 10.5 5.5
Liver 64.2 56.5 21.2
6-W Kidneys | 46.4 43.0 15.5
Lungs 7.2 6.3 6.1
Serum 8.8 7.2 2.3
Liver 53.4 45.1 13.7
8w Kidneys | 43.9 36.9 10.3
Lungs 7.0 5.2 5.1
Serum 5.6 3.6 1.8

Animal: SD strain, 10rats/group
100mg/kg (CBPC equivalent)
0.595 M. C. solution
Cup method
Ps. aeruginosa NCTC 10490
* Organ=pug/g

**  Serum=pg/ml

Dose:

Assay:

3) ReFHEA

LREOFREST v P ARSI () @, R—44ET P-
CBPC #f&0fb L, RePEER IO 248 coR
FRENUCRAY RE Lic,

fEHu% Table 2 Dby b ThB, BEE2UEH O R
hpElt R T 5L, 4845 v +T38.29, 634
7y FT22.3%, 8BE Ty +TI.59% L ch, M
BELRACHEEATYHET v MEETRRIZE T, &
o HEBLSOHWICTHIBEH IR = coRic
CBPC Dkifisagkit e,

4) BET PR

KROTICEEHR LT Lich s, 4, 635 L0858
4% v+ () i P-CBPC % 100 mg/kg (CBPC #:51)
BNy Lo CBPC oAbk 2 R Ui,

fE L Table 3B /el k b, $hE5 v ML
BRI KR TH B, Tibb, 24K T ToORHE
KL 44 T14.09, 684 T11.39, 8F4ETILE.7
%TH B0 ZIILRPPHIER & F]— DT TH - Foo

5) ERUERAL

HILEZ T, AL, il L OTFE &Skt
LicSD® 7 » P D&, P-CBPC »10mg/ml %

Table 2 Urinary excretion of CBPC after oral administration of P-CBPC in rats

. : 0 ~3 hr. 3 ~6 hr. 6 ~24 hr. Total recovery
Rat: Age, Weight | o/m1 ~ g5 pg/ml % pg/ml % mg %
80g 1, 980 24.8 1,167 4.4 . <111 <2.5 2.33 29.2
60 — — 2,700 27.0 210 8.8 2.15 35.8
4-W 60 2,778 41.7 1,650 5.5 <133 <3.3 2.83 47.2
60 8,519 38.3 1,650 5.5 < 67 <3.3 2.63 43.8
60 2,867 28.9 1,057 6.2 <125 <3.3 2.09 35.1
Average 4,036 33. 4) 1,645 9.72 2.41 38.2
(n=4
+ S.E. 1,508 3.95 290 4.32 0.14 3.23
150 4,000 25.3 167 2.0 < 65 <1.0 4.1 Z7.3
150 800 16.0 1,314 3.1 < 83 <1.0 2.9 19.1
6-W 140 2,375 13.6 1, 066 2.3 123 1.9 2.49 17.8
150 2,286 16.0 1,520 2.5 102 1.7 3.04 20.3
150 1,375 22.0 647 2.4 182 2.7 4,06 27.1
Average 2,167 18.6 943 2.5 3.3 22.3
+ S.E. 544 2.17 242 0.14 0.33 2.03
290 2,045 15.5 700 1.7 58 1.0 5.27 18.2
270 5,272 10.7 374 4,3 57 0.83 4.28 15.8
8-W 280 1,209 18.6 490 1.8 < 51 <0.74 5.69 20. 4
260 1,059 13.8 550 1.3 < 51 <0.8 3.93 15.1
250 1,600 16.0 675 2.2 < 51 <0.8 4.54 18.2
Average 2,237 14.9 558 2.3 4.74 17.5
+ S.E. 778 1.30 60 0.53 0.32 0.95

Animal: SD strain, 5rats/group, &
100 mg/kg (CBPC equivalent), 0.525 M.C. solution

Dose:
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Table 3 Biliary excretion of CBPC after oral administration of P-CBPC in rats
Rat: SD strain, Dose: single dose, 100mg/kg (CBPC equivalent)

Rat 0 ~3hr. 3 ~6hr. 6 ~24 hr. Total (0~24hr.)
No. Sex Weight | pg/ml | mg % | pg/ml | mg % | pg/ml | mg % mg %

1 115¢g 423 0.89 7.7 360 0.31 | 2.7 50.0 | 0.23 | 2.0 1.43 12.4

. 2 110 420 0.67 | 6.1 | 232 0.20 | 1.8 72.3 1 0.33| 3.0 1.20 10.9

< | 83 | Male 120 870 1.40 | 11.6 | 186 0.16 | 1.4 86.8 | 0.40 | 3.4 1.96 16.4

% 4 135 660 1.38 | 10.2 | 558 0.48 | 3.6 47.8 [ 0.22 | 1.6 2.08 15.4

215 120 630 1.13 | 9.5 442 0.38 | 3.2 63.0 | 0.29 | 2.4 1.80 15.1

= Mean 600 1.09 | 9.0 356 0.31 |2.5 64.0 | 0.29 | 2.5 1.69 14.0

S.E. 75.110.13 | 0.9 60.8 | 0.05 | 0.4 6.5 [ 0.03] 0.3 0.15 0.9

1 210g 680 1.43| 6.8 195 0.18 | 0.8 86.0 | 0.41 | 2.0 2.02 9.6

- 2 190 560 1.29 | 6.8 | 270 0.32 | 1.7 73.0 {0.31 | 1.7 1.92 10.2

oS | 3 Male 180 720 1.44 | 8.0 260 0.26 | 1.4 110 0.47 | 2.6 2.17 12.0

,% 4 200 605 1.45| 7.3 | 180 0.14 | 0.7 95.2 | 0.55| 2.8 2.14 10.8

g 5 210 885 2.21 | 10.5 | 420 0.50 | 2.4 38.2 |0.23] 1.1 2.94 14.0
©

Mean 690 1.56 7.9 265 0.28 | 1.4 80.0 | 0.39 | 2.0 2.54 11.3

S.E. 50.310.15| 0.6 38.10.06 | 0.3 11.3 | 0.05| 0.3 0.28 0.7

1 270g 670 1.74 | 6.5 95.0 1 0.08 | 0.3 18.5 | 0.16 | 0.6 1.97 7.3

o 2 270 320 0.90| 3.3 | 180 0.14 | 0.5 190 0.84 | 3.1 1.88 6.9

<5 | 3 | Male 265 290 0.58 | 2.2 238 0.17 | 0.6 325 1.20 | 4.5 1.95 7.4

% 4 270 390 0.90 | 3.3 | 178 0.13 1 0.5 98.0 | 0.45| 1.7 1.47 5.5

"3’ 5 270 425 1.06 | 3.9 | 155 0.12 | 0.5 96.5 | 0.55 | 2.0 1.74 6.4
o

Mean 419 1.04 | 3.8 169 0.13 | 0.5 146 0.64 | 2.4 1.80 6.7

S.E. 60.110.17 | 0.6 20.6 | 0.01 | 0.04 46.9 [ 0.16 | 0.6 0.08 0.3

(CBPC #)% 20mg/kg IEA Lic, ¥ i, Aic CBPC
FEALTHE L, HA LSKE#HD CBPC o fiE
R, 3 X OFFN DD P-CBPC A2 RD
7o

$EHL Table 4 D L3 D TH B, MO CBPC #
EEiL, /NG e P-CBPC %yt A Lz & £F3#516.2 g
/ml LR LE L, OTATIRE 1.7 pg/ml, /PNGHE
BIOTHIERFNR L8R X 2.4 pg/ml LIEETH
sico %ic, CBPC % [F—#E THEA L THRERINCK
IR RO, BdECIEFEEL, DL
D 3.2pg/ml T ELh oI,

D EIEFL S D P-CBPC DA Ed, /Mek
WAL R T35.2%, fhd 3 Wiz TiI1l. 7~13.19%1
LE¥FE ot ¥, CBPC OIEATIIEFERIN &2 ES
R R VARG LYo (WS NS e

Lh EofER 26, P-CBPC OH{LERN ORI ALIX
NN BT, = 06 P-CBPC 23kIX X, CBPC
DL EENNOBITNR D EELDND,

6) JHILEA DR LUMEREIRE

Table 4 Absorption site of P-CBPC in ligated
gastro-intestinal tract of rats

Antibio- Serum levels|?5 decreased from

tic Site (pg/ml) |ligated parts
Stomach 1.7 13.1
Small intestine
P-CBPC Upper 16.2 35.2
Middle 1.8 11.7
Lower 2.4 12.5
Stomach 3.1 17.2
Smallintestine
CBPC Upper 3.2 15.2
Middle 0.8 12.0
Lower 0.5 10.7

Animal: SD strain, 3 rats/group

Dose: 20mg/kg (CBPC equivalent)

P-CBPC 0#% ni 544, RERINCHLE O &AL
1+ % P-CBPC %5 X 0t CBPC n#i % #3f L1z (Table
5)
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Table 5 Recovery(25) of CBPC and P-CBPC in gastro-intestinal tract and feces after oral administration
of P-CBPC in rats

rime| s | Stomach _[ogall etineSpl Seindlge BT el ecovery
(hr) | (Weight) |p_cBpC CBPC|P-CBPC CBPC|P-CBPC CBPCP-CBPC CBPC|P-CBPC CBPC Total
1. 160g | 7.5 0.1 — 23.4 — 344 —  — | 75 57.9 65.4
2, 170 L1 0.2 — 151 | L2 25.2 —  — | 23 40.542.8 Mean
3 | 3 170 2.4 0.3 — 120 | 25 2.7 —  — | 49 40.0 44.9 47.79
4160 | 10.1 0.2 | 3.4 45 | 0.5 22.3 — — | 140 27.0 41.0
5. 180 3.1 1.0 | 0.3 36 | 37 325 — | 71 31 w2
6. 170 0.8 — — 7.2 52.8 — — | 0.8 60.060.8
7. 160 1.8 — — 05 43.1 — 130 | 1.8 56.6 58.4 Mean
6 | 8 170 3.0 — - = 11.0 — 2.2 | 3.0 36.2 39.2515%
9. 160 0.2 — | oz 81 12.6 — 416 | 0.4 62.362.7
10. 180 0.1 — — 0.5 6.9 — 288 | 01 362 3.3
11. 180 - = - = — —  40.8 —  40.8 40.8
12. 190 - = - = 0.1 — 3.2 —  33.3 33,3 Mean
24 | 13. 180 - - - - — — 385 —  38.5 38.537.0%
14. 180 - - - - 0.6 — 0.0 —  40.6 40.6
15. 170 - = - - 0.3 — 318 — 32,1321

Animal : SD strain, 6 weeks old, &, 5 rats/group
100mg/kg (CBPC equivalent), 0.59 M.C. solution

Dose :

Fishb, #5464 3R, 6’ X O24RRI KT 5
P-CBPC & CBPC offEUNRIX, FhZh 47.7%,
51.595% X U87.0% L 7%, 3BEfE] & 6 Bl & DREIC
TLRZEDNLNDS, 24K REIfEIX37. 095 & WA EME & 7R »
oo

L&D P-CBPC & CBPC DRBFHINE L 25 &
RDOEEHTH b, 5 3R TR K45 o P-CBPC
1% CBPC b LT, /MG B3 & 7eix Tl e fii e T %,
L L, PBoORE(D P-CBPC »\Hiks X OVMNECE
FLT3, #5% 6K T kifa» CBPC & LT
PETEE LOKE - B - ficdgdhT5, ZoRRT
X P-CBPC i3 XA L, BAIBERDE 14T

%I T Eigdotc, BHEH2ABFHITILE, NE R,
Tzt CBPC %7013 P-CBPC DI E A LT
{, CBPC L LTINTAIG-El - BEeBTLTW
2o

2. A X[ZFHT DIRIRBEHM

Sy MeEsid s P-CBPC DWRINHEM D ByfER BE & A
ek, 2&ERA 2% HAWT P-CBPC 2%, iR
BT AREE IR P C s ;5 P-CBPC &
CBPC oHRkxKiffFDOLh & il Lic,

1) miEFRE

fifE € — 7 R (Mg, 9~11.3kg) 6tic P-CBPC
% 100mg/kg (CBPCH#H) P& 5L, HELED

Fig. 2 Serum levels of CBPC after oral
administration of P-CBPC in dogs

Dog : Beagle, 9.0~11.0kg
6 dogs/group

Dose : 100mg/kg (CBPC equivalent)
0.595 M.C. solution

Bioassay : Cup method
Ps. aeruginosa NCTC 10490

Serum levels ( # g/ml)

2.82:0.4

121 2

3 5

Time(hr.)
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CBPC ol E #RE Lic, ¥, ¥—7/VRERK
BT F4T LT 3RFHIELALE, B IDTHH LD
L& h P-CBPC R #5 L, FIRIME S L O KRRERIR
M1iE+ D CBPC $s X 0t P-CBPC s # H HEE R L,

MM DIEH € — 7V ROFRMM © M1 # o CBPC
BEXFig.20rshThs, BEMEFEEL10.6
~10.3pg/ml L EH 1 ~2RKHcB b B, T,
CBPC offiiEigE 3 5% 5 Fefdl & CHIE X h, 2.8
pg/ml OBREIE LRI,

D ¥R X OKE#RfFo CBPC % X U P-
CBPC B % bl Ul o KBS 2% D B 5RO BT
HEYRITTEELOLRBDT, ZOEYERLTER
é’ﬁtﬁ -7

Fig.3 13 P-CBPC #% 100mg/kg (CBPC #1%) #&n
#5 Ui-gEo Mkt o CBPC 3 0t P-CBPC %
~7 . CBPC OFREIE G- 2 ~ 3 K] ©11.5~11.2
pg/ml Ligh, SEEHETYH 8.5ug/ml & HBIE\MEYR
SRUTCo ¥, K2 P-CBPC 1155 (E 3. 3 pg/ml 2%
KRB b, Zhid CBPC ofy1/3~1/4 1
B4 T %,

Fig. 3 Concentrations of CBPC and
P-CBPC in portal serum after oral
administration of P-CBPC in dogs

Dog : Beagle, 10. 0~13. 0kg
4 dogs/group, &

Dose : 100mg/kg (CBPC equivalent)
0.525 M. C.solution

161 )
14 1
121 ;;2 —_— CBPC
= 112 /
}:c 10 4 4.4
> +
" 8.5+0.8
= 6.9+1.4 L
E 6
5
i P-CBPC
41 3.3
3.1%1.0
““““ 1.6
1.5 -
0.5
12 1 2 3 5
Time (hr.)

fl—D €= 7V Rz oW T KRR © CBPC &
P-CBPC BEXHE LIfERIL, Fig.d DL R0 TH
%, ¥7 CBPC BEOKEMIMIIRMm &AL #BEE
2 ~ 3RFRMENS 9.1~9.7 pg/ml & ARE F 13 eRE
%R Lico LA L, P-CBPC 134554304 B iz 0.3 ug
/ml & D TEBREVNRE IhICET TH -7 Lic
Mo TBEBERA T ester 0% 513, KELD P-
CBPC »\—, MikMzfEHm LCHFERKCBITL,
DIPRLTTRTH CBPC bt 5EEx bh3,

Fig. 4 Concentrations of CBPC and P-CBPC
in femoral serum after oral administra-
tion of P-CBPC in dogs

Dog : Beagle, 10.0~13.0kg,
4dogs/group,

Dose : 100mg/kg (CBPC equivalent)
0.595 M.C. solution

1 9.7
~ 104 +3.5
= CBPC
B
S {‘
CS +3.2
:.g ] 7.1+1.0
A
5 6 1
£
=
3
w4
2_
P-CBPC
0.3/
oK ,
1/2 1 2 3 5
Time(hr.)
2) ReHpit

i € — /LR 6 Ttic. P-CBPC #»#¢5 L CiiErh
BELY Fig.2 ork hRDIN, ZOERMICERRL
T, RPEER X OEIEREZHE Lic, CBPC o 24 K
HIRER RIS 7. 22 LER ThH o Tee Eho, BE5H
3 R5flds X OF 3 el & 6 e oI IC Z h Ehiy
3 %DPMH A B, 6 B ¥ Tl Ko 2 P S hic,
Fie, RAPEELHEREE TIXFH 2,780 pug/ml 3 X
002,373 pg/ml & EEBEHER S h T 5 (Fig. 5),
3. BERERAGREE(CHT DIRIRBEL

1D mFHRE

FEEDF SRR L e Lichis, P-CBPC % 17
BOEMHE LB 1g Enirs L, CBPC omiGH
BEEd kot (Fig.6), 55604 14.5ug/ml L &
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Urinary levels(ug/ml)

Serum level ( pg/ml)

Fig. 5 Urinary excretion of CBPC after oral

administration of P-CBPC in dogs
Dog : Beagle, 9.0~11.3kg
6 dogs/group, &
Dose : 100 mg/kg (CBPC equivalent)
0.526 M.C. solution
Bioassay; Paper disc method
Ps. aeruginosa NCTC 10490

4,000
3,000
2,000 2,7804:360 2,373:450
1,000
=
] 4 g
300 3 &
g
200 2 2
1 E
j=1
100
3—6 6—24
Time(hr.)

Fig. 6 Mean serum levels of CBPC in 17

human volunteers (fasting state) after
oral administration of P-CBPC

Dose : 1g single dose
Bioassay : Paper disc method
Ps. aeruginosa NCTC 10490
Standard solution : Serum dilution
(Consera)

14.5
T 4.3 |14,

’\‘t4.8

12.144.9

6.21.3 T

4.4:42.3

1 2 4

Time(hr.)

— 7 ENB BRI, 2BERIT12.1 pg/ml, 4 BRI C 4.4
pg/ml OREV MRS, Eh, MBEFRCFETS
EMEEILT T CBPC ©, P-CBPC D#HEILAD D
NI oTce o7l DRERITZEIERIC K% —E Seff CH
HELICHEDORET, —BRCERFZRBT2RIDD
HWEKGEHETH B, Lich - TROEBERE R X OEEK
D MEFRECRITTHECONT, SLRKBHEZLE
&35,

2) PRepHEE

i AR E OWITE & R I Al —5BEEE O R dkitic >
WTBRRER I (Fig.7), 1g © P-CBPC 05T,
6 % to CBPC D JRAFBENUNERIL 34.225TH - 1o
2R % TIc19.5%, 2 ~ 4 BERIRIC10.495, 4~ 6%
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Fig. 7 Urinary excretion of CBPC in 17
human volunteers (fasting state)
after oral administration of P-CBPC

Dose : 1g single dose
Bioassay : Paper disc method
Ps. aeruginosa NCTC 10490
Standard solution : 1/15 M Phosphate
. buffer (pH 7.0)
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LABORATORY EVALUATION OF CARFECILLIN,
A CARBENICILLIN PHENYL ESTER

II ABSORPTION, EXCRETION AND METABOLISM

MiINORU NisHIDA, TAKEO MURAKAWA, YASUHIRO MINE, SHIGEO NONOYAMA,

NaoHIKO OkADA, HirosHI SAKAMOTO, KAzuYvo MIKI and Syoji NAKAMOTO
Research Laboratories, Fujisawa Pharmaceutical Co., Ltd.

SAcHIKO GOTO
Department of Microbiology, Toho University,- School of Medicine

The serum and tissue levels,and urinary, biliary and fecal excretions of carbenicillin after oral administration
of carfecillin were determined in different animals. The serum levels of carbenicillin after oral administration
of carfecillin 112.8mg/kg (equivalent to 100mg/kg of carbenicillin) were compared among Sprague-Dawley
strain rats aged 4, 6 and 8 weeks. The serum levels of carbenicillin in younger male and female rats were
higher than those in older rats. When the tissue levels of carfecillin given orally to rats were determined
under the same conditions, carbenicillin levels in 4-week—old rats were higher in the kidneys and lungs, and
were lower in the liver than those in 6- and 8-week-old rats.

The authors attempted to elucidate the sites where carfecillin is hydrolyzed into carbenicillin and absorbed
after oral administration to rats. In the rats with intestinal ligation, the serum levels of carbenicillin after
injection of carfecillin to the upper part of the intestine were the highest and disappearance of carfecillin
from this site was the most rapid.

The 24-hour urinary recovery of carbenicillin in rats aged 4, 6 and 8 weeks after oral administration of the
same dose of carfecillin paralleled to the serum levels of carbenicillin. The urinary recovery in rats aged
4 weeks was twice as that in rats aged 8 weeks. About 15 percent of carbenicillin was excreted in the bile
within 24 hours after oral administration of carfecillin. The disappearance rate of carfecillin in stomach
was determined at the same dose to compare the disappearance of carfecillin and carbenicillin.

After oral administration of carfecillin 112.8 mg/kg to beagle dogs carfecillin was detected in the portal
vein blood but not in the femoral vein blood.

The serum levels and urinary excretion of carbenicillin in 17 healthy volunteers after oral administration
of 1g carfecillin under controlled conditions were studied.



