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Carfecillin ORI, BEHCES3 5 Bge

WPEFZE - A 7T - B8 - 280F - KTHRE
FRAZELIL 2 F

# 10/ Carbenicillin (CBPC) ¢&% % Carfecillin (P-
CBPC) /¢ & ttiz Carindacillin (I-CBPC) % h £h
Carbenicillin @ phenyl # X ¢¢ indanyl ester ¢, &
MR D RIREEH B L L, W Tz CBPC & %o TEA
THOTCRBEE, EHECIIRBRPECKBER, ¥
stH CBPC Tt o FMRPTIE o 7= » o MR B IC
BIhTwd, RELDITBRERAMEEZEG Lico20v T
cross over LT P-CBPC oy, #kt# I-CBPC & K
B®L, BRreE14LicowTi P-CBPC oRIY, il
BRI L7

I 7 &

1) W& BERAEEEL, 26715467 O B
6 £ THb. BREBIEHFRC LB TLEE
T, BEMKENRECASEHOIDT, 7Vv7F=
v e 2975 VAL, 2.4ml/min. CH 5 (Table 1),

Table 1 Background of volunteers of
healthy adults

Case | Name | Age Height Weight
A | J.W. 26 174 cm 57.5kg
B | T.M. 26 170 60.5
C | S.A. 25 177.5 60.0
D S. K. 31 163 55.0
E |H.T. 38 168 62.5
F | F.Y. 46 171 57.0

Patient with chronic renal failure

Case | Name | Age | Height |Weight| Cer.

G | S.K. | 52 |162.5cm |49.0 kg [2.4 ml/min.

i) HMARREE : BERASES 2 2B o0,
#E E, F »bicsFiEFEky o P-CBPC o
1g & 0.5g RRRFOHEBRBRZTR, #kE A~D
2B in B EES28F OFfiz, P-CBPC & [-CBPC »
ZThZh lg ARROLBRRE T -7 PIIRBTIZE
Mtz D SRR RE T, 200ml Dk & & HICHMR X,
2HEE R CATF 5 2 oo BREEIXRYIZERRC,
FUBDOKE EHIZ 1g D P-CBPC R X271,

i) $Rifm, FRERAFRA] : REBERUA BRI P9 ARET, PORRER
0.5, 1, 1.5, 2, 4, 6B§flCsRmm L, EREREPIRER],
PR 2, 4, 6RHICERY BRBIR I8, BREE
CARRAT, PIRER 2, 3, 6, 9, 24 RERlCERMm, AIRE
B0, 2, 4, 6, 9, 24 ¥R Uiz,

iv) (¥ N8 BISE ¥ Pseudomonas aeruginosa
NCTC 10490 #MEWE T5HE cup Ex A, Mmrp
BENEROBERERIT e P MEFFIC X 0 R L, 7x
¥, P-CBPC, [-CBPC h%h 500 mg fro> CBPC &
13.397mg 5 X0U°382mg TH B2 b, REFEIRR
CBPC i3 58&L LTEE Li,

II &

i) P-CBPC 1g & 0.5g PIRBEFDMirhiBEE & Rebsk
:x

1g AR ORBEIMPRET 1~1. S Biic & 5 h,
18.03% X T* 8.1 pg/ml ¢, 6RERIEICIZSS X% 1 pg/ml
Ligh, MmAREEERMNIG L 24 X UL 56K, i
L 40 FEETH - 1o

0.5g PRRE DR M HREIZ305~ 1 Bk 1T 2 &
R, 7.6 8 XV 7.2pug/ml T, 4BSRISICIT 1 pg/ml L1
TFeinb, 6RMIEIITMAADNL Ui, MPEBEYE
B 1.56 BT, 1g WIRRSEIRIERABETH -
7= (Fig.1, Table 2),

BRERPBEX 12 ARFRTIZL, 5203 X Ot 1,450 pg/
ml, 0.5g PIERBFIZIE 800 35 X 08 920 pg/ml T » 7o
6 Rtk ¥ o RBERPENEL 1g NIRFHICIZ4T.7%
¥ L 0037.09, F#942.49, 0.5g PIIREHCIE 58, 29%%s
X 0'48.7%, F¥3#53.595CH »7= (Fig.2, Table 3),

ii) P-CBPC % X0t I-CBPC 1g PyfRES D [ by ps
& R

P-CBPC oE&EMm+ERE 1% 1~1.5BMgc 2 bR,
12.5~6.9 pg/ml &, 6RERI#EICIX 4 B 3 FDt At
BiH& Ulco Irbh 38 BE 2 38 3 131, 08~1. 498%[H], Fi5
1. 3285 TH - oo

I-CBPC D&EMheEs s 1 B abh, 10.5~
5.8 ug/ml ©, 6REFRIKIC b LB 0.4~1.1pg/ml 3R
Db T, MEEEEERNT 1. 05~2. 1685, Fi51. 58
B CH - 7o (Fig.3, Table 4),
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Fig.1 Blood levels of CBPC after carfecillin administration
Carfecillin 1.0 g Carfecillin 0.5 g
pg/ml
10
5k
1k av.
T/2 1.40 hr. av.
sk ’ T/2 1.56 hr.
0k o 2 1 | I 1 1 .
o 1 2 4 6 0o 1 2 4 6 hr.
Table 2 Blood levels of CBPC after carfecillin administration
(pg/mb)
Dose Case 0.5 1 1.5 2 4 6 hr. T/2 (hr.)
E 11.0 13.0 10.0 7.5 2.4 0.8 1.24
1.0g F 4.4 7.5 8.1 7.4 3.6 1.1 1.56
mean 7.7 10. 25 9.05 7.45 3.0 0.95 1.40
E 7.2 7.6 5.7 3.5 0.8 0 1.56
0.5g F 7.2 6.2 5.6 3.8 0.6 0 1.55
mean 7.2 6.9 5.65 3.65 0.7 0 1.56
Fig.2 Urinary recovery of CBPC after carfecillin administration
Carfecillin 1.0 g Carfecillin 0.5 g
mg
400
av.
300 + '
200 - av,
100 -
+ 1 L ]
0 2 4 6 4 6 hr.
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Table 3 Urinary recovery of CBPC after carfecillin administration
Dose Case 0~2 2~4 4~6 hr. Total (mg) Recovery rate (25)
E 250.8 101 27.3 379.1 47.7
1.0g | F 128.1 137.8 28 293.9 37.0
mean 189.5 119.4 27.7 336.5 42.4
E 140 72 18.9 230.9 58.2
0.5g F 138 41.8 13.6 193.4 48.7
mean 139 56.9 16.3 212.2 53.5
Fig.3 Blood levels of CBPC after carfecillin or I-CBPC administration
Carfecillin 1.0 g I-QB‘PC 1.0g
wg/ml
10F
5F
L
av.
T/2 1.58 hr.,
0.5F
T/2 1.32 hr.
av.
0.1F
0 1 2 4 6 0 1 2 4 6 hr
Table 4 Blood levels of CBPC after carfecillin or I-CBPC administration
Drug Case 0.5 1 1.5 2 4 6 hr. T/2 (hr.)
A 10.0 11.0 9.5 6.1 2.0 0 1.39
B 4,2 6.1 6.9 6.8 1.8 0 1.49
Carfecillin 1g C 10.0 12.5 10.5 9.3 2.4 0 1.31
D 7.4 11.0 10.0 8.4 2.1 0.5 1.08
mean 7.9 10.15 9.23 7.65 2.08 0.13 1.32
A 5.6 5.8 4.5 4.5 2.7 0.6 1.64
B 6.4 10.5 9.1 7.1 2.1 0.4 1.05
I-CBPC 1¢g C 9.0 10.0 9.3 8.4 3.4 1.0 1.46
D 5.4 6.7 5.1 4.7 3.8 1.1 2.16
mean 6.6 8.25 7.0 6.18 3.0 0.78 1.58
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Fig.4 Urinary recovery of CBPC after carfecillin or I-CBPC administration

Carfecillin 1.0 g

I.CBPC 1..0g
mg
4001
300F av.,
200F
100+
1 (] 1 1 ] . .
0 2 4 6 0 2 4 6 hr.
Table 5 Urinary recovery of CBPC after carfecillin or I-CBPC administration
Drug Case 0~2 2~4 4~6 hr. Total (mg) Recovery rate (25)
A 195.2 112 18.9 326.1 41,1
B 119 110 3.0 232.0 29.2
Carfecillin 1g C 27 125.4 20.4 172.8 21.8
D 234 109.3 27 370.3 46.6
mean 143.8 114.2 17.3 275.3 34.7
A 108.8 94.4 56.3 259. 4 34.0
B 180 117 42 339 4.4
I-CBPC 1¢g C 210 129.5 47.3 386.8 50.6
D 111 113.9 56.7 281.6 36.9
mean 152.5 113.7 50.6 316.7 41.5

RE R AL Z, P-CBPC 2 800~1, 800 #g/ml, I-CB-
PC 1% 990~1,850 pg/ml TH -7z, 6REMHIEE TDOR
BR R EINE L P-CBPC iX 21.8~46.695, F#534.7
%, 1-CBPC Ci% 34.0~50.695, F3941.59% CH -7
(Fig.4, Table 5),

i) HFA£flic P-CBPC 1g WO MmAEE &R
2ak7 il

VT F=v 29T 5 VA 2. 4ml/min. DB REE
DOERBMAPEE T SRS 2 b R, 22.0ug/ml T i
L, 24Bf#8C 3 13,0 pg/ml T, AR 40329,
26IFRNCIER Lic, BMRPIEL 110 pg/ml ©, R
BN R 6 BRI & TIc2. 894, 24RERiIME & TIRT. 4941
BE I dy o7 (Fig.5, Table 6, 7),

I % i
%0 f CBPC <t % P-CBPC & [-CBPC o ffy shife i

Fig.5 Blood levels of CBPC in a patient
with chronic renal failure after 1g
dose of carfecillin

Cer 2.4 ml/min,

ug/ml
300
20- \
10 T/2 29.26 br.
5-
023 6 9 o4 T

HERBILBRRBA T\ O DIt B AN R b hic, T
bbb, 1gHRROREMPREL 6 ~12pg/ml ORI
»b, NREBAREREE ik 2pg/ml LI ETHBD, 6K
Mgt s s tsda lug/ml T &g, e
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Table 6 Blood levels of CBPC in a patient with chronic renal failure after 1g dose of carfecillin

Time 2 3 6 9 24 hr. T/2 (hr.)
Concentrations 21.5 22,0 19.0 18.5 13.0 29.26
(pg/ml)
Table 7 Urinary recovery of CBPC in a patient with chronic renal failure
after 1g dose of carfecillin
Time 0~2 2~4 4~6 6~9 9~24 hr. Total Recovery rate (25)
Recovery (mg) | 6.6 8.4 7.4 13.9 22.1 58. 4 7.4
v 1 SIS RAIATHE TH - fo P-CBPC 0.5g RREEDH R BHLEEZ DR,
MARERENL 6~Tpg/ml T, 1g PEREFDRILDEFIC -
% B

T 5 EE S, 4RRI#IZIE 1 pg/ml LUF O M
BECET LA, chbOBfE»bmEAE bR/INEEHR
1E¥EREDS Bpg/ml LIF D Proteus mirabilis & k% —H%
BYSFCHEH EEZ bh, TOBEOHEREL 1g 3,
6 ~ 8L L Ex bhb,

FRAPBERNE 1g WIRFRCIZTH S & &S R P B ET
800 ug/ml IJ &7 b, P-CBPC 0.5g pPIfRiEIc 800
pg/ml Ll ETH 57D T, BFEREREI R L I ERIT
BN EEBR ISR 100 pg/ml BEEORFIEET X 5 IRE
RAECT 2RV WE I, = 0 B4 O B
0.5~1g % 6 B LIV B DZ Y L E 2 Hh b,

CBPC i, Penicillin 54 #|D b CIEB RO M1
PED D 5 & SFELEFRO 10T, EHAOBET
X1 H4g BT, FASEREL &0 LcBiciz 1 B 2g B
T3 L5855 T 25 EoK|<©h 5 P-CBPC
DHF DM FEETFERIETEEAO 2 f5iIcEL,
M RE RS IA20MSCIER Uiz, 1 HE 2~4g 2 H
WHITRADNRBEIERED 12,5 pg/ml BEORIEEEC
LB —RBRIFEC T ABELIIELES, Larl, R
FREMETL, 1g PIRERCIE 50~100 pg/ml R &
£BDT, BTLHDORBRERIMEDOH AT 1 HEY
2~4g 52 Th, BRESERORBBISEOREL D B
BANRBHEILREOBEVEAE, Titbb 12.5~25ug/
ml BEDOEHER X O—OREE L BE & 3 5 O

{EFR AL 6 £ic&nf CBPC %% P-CBPC
& [-CBPC % cross over LTHR X, |IN, iz
HBLT, kol E,

1. P-CBPC 1g & 0.5g % cross over L7 24T
ISR E MRS 10.25 35 X O 7. 2pg/ml, SE#Mm
PR EE RN 1. 40 36 X OV L. S6 BRI TH - 7o BER
FRENLERIT42. 435 X UB3.595TH - oo

2. P-CBPC & I[-CBPC #% 1g 3> cross over L
o 4 Bl TSRS RE AR E R P-CBPC 10. 15 pg/ml,
I-CBPC 8.25 ug/ml T, FHmAEEYRmiL = n
Rl 323 X O 58REREITH » oo REEIRAPEINERIL34. 7
%EAL.56TH » Tz

JVTF=V 27975/ A2 4ml/min. DFRELE
14wk P-CBPC 1g % WHRES OB &l FHES 22.0 ug
/ml, AR 29, 2605 TH » Tro AR ARME
IR 6 Btk ¥ T2 2. 895, 24BERIE X TIRT. 4% TH

T

X CA

1) HorrMAN, T. A.; et al. : Pharmacodynamics of
carbenicillin in hepatic and renal failure.
Ann, Intern. Med. 73:173~178, 1970
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STUDIES ON ABSORPTION AND EXCRETION OF
CARBENICILLIN FOR ORAL USE

FusaNOSUKE YAMASAKU, HAJIME TAKEDA, SHIRO KAWASHIMA,
Tomoxko TsucHiIYA and YAsuTAMI KINOSHITA
The Second Department of Internal Medicine, University of Niigata, School of Medicine

P-CBPC and I-CBPC, CBPCs for oral use, were administered orally by cross over method to 6 volunteers
of healthy adults, and their absorption and excretion were compared to obtain following results.

1. After 1g and 0.5g of P-CBPC were cross overed in 2 cases, average maximum blood level was 10.25
ug/ml and 7.2 ug/ml, and average half-life of blood level was 1.40 hours and 1. 56 hours. Cumulative urinary
recovery ratio was 42,49 and 53.5%.

2. After each 1g of P-CBPC and I-CBPC was cross overed in 4 cases, average maximum blood level was
10.15 pg/ml with P-CBPC and 8. 25 pg/ml with I-CBPC, and average half-life of blood level was 1.32 hours
and 1.58 hours respectively. Cumulative urinary recovery ratio was 34.7% and 41.5%.

3. One g of P-CBPC was administered orally to a case of renal insufficiency with creatinine clearance of
2.4ml/min., and maximum blood level was 22,0 ug/ml and half-life of blood level was 29. 26 hours. Cumulative
urinary recovery ratio was 2.8% within 6 hours, and 7.495 within 24 hours.



