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Carfecillin & B8 3+ % Bf %
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Carfecillin iz Carbenicillin (CBPC) @ phenyl ester
¢, Indanyl CBPC (I-CBPC) : @AfticZn#Lic &
DB L RIS h, EHbRKXIKFETDHI=AT T
—¥DER% 5, AL LT, Fig.1 o X 5ic CBPC

Fig.1 Structure of carfecillin and its

transformation
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ABBRCAWVHE N2 BET5, Thbb, ZPYER
I-CBPC) ¢ F—HH O TRHBEE - 7r7 v AL ER
oFEE LTREBRPECHTHIROAMAE LR
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MEE v Enabhni, BEORBEKYIIEZ
CBPC stk CHIE Licd & O REEL LTHE
Atz db@Rabhi, REDRIREAYPHEICO >V TEL
LT=2x57nr50 CBPC o4&Ric»HA LTELE
ERFETEY, TRBERNCLFERALLOTEORK
Br@mET o,
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1. mREE, PRpHpit
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WAHERBY , T X 5T, EXERY pH 6.0 1/156M
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Fig.2 CBPC standard curves by
various dilutions
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g ABF volunteer 104ic Carfecillin 1g %5
BiZefEriic Kk 150ml & & LR &Y, 2R EC
\EAAEU, 2EE#K 300ml KA, I 4RHEC
&K 150ml 2K X8, MmABE, RPPEIEEZHRE L,
FoR# Table 1 DLk D THbB, WETED I

Table 1 Serum levels and urinary excretion of

CBPC following 1g of carfecillin
administration (n=10)

20 [40min.| 1 1.5 | 2 4 |6hr.
Serum
2.6| 6.2| 8.1 6.6| 5.6{ 0.3
level g g g g g * | trace
+2. . . .5|+2.0|£0.
(pg/mD) +2.1| 3.1 |£2.8|+2.5(% +0.6
0~2 | 2~4 |4~6hr. | 0~6hr.
Urinary 27.1 13.2 4.1 44.4
recovery(96)* | +10.3] +5.8 *1.5| +14.4
Urinary level 2,517 855 352
(pg/mlb) +1,309 | +852 |+124

Mean=+SD
* The urinary recovery expressed as % of CBPC
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ik 0 & LTREERERM Ui, RPBEERIRSEIh
7= Carfecillin ®X4F D Carbenicillin X3 5% TR
E

R A volunteer 5 @iz O\~ T Carfecillin & I-
CBPC %% 1g $OZeHIRIC cross over ¥ C#HE L
THRE, RpPEibZ i L, 8K - BAOHIRIX
MR EARTH D, MPBREOBSILFig.3nLED
T, ¥— 7{Hix Carfecillin ThICE L, HEHE
BT ICRNMHAER Lich, @ITKEDK\IDE
EZz bhie, Table 2 2 W #EHERFEMEE & DIRL
b DTH S,

Fig.3 Serum levels of CBPC following 1g of

carfecillin or I-CBPC administration in
cross over test

= !Carfecillin
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Table 2 Serum levels of CBPC following 1g
of carfecillin or I-CBPC administration
in cross over test (n=>5)

pg/ml
05| 1 | 15| 2 | 4 [6nh
.| 50| 82| 53| 52| o7
Carfecillin| | 3"y 1 0"5| 1271|+2.4|1.1] trace
5.2| 6.3 48| 55| 1.1
[-CBPC |, 570|+2.0|+2.3|+2.1|+0.5/ trace
Mean+SD

RepgE=Riz Table 3 KRTEWD T, AULHEE
Xhi: Carfecillin % 7-i1% I-CBPC o4& n CBPC &
54 59%TRT, Carfecillin @iz 5 3% I-CBPC X h =
RREWERR L. RPEEIL Table 4 iRt %k
H T, Carfecillin D12 5 B3/ VBVBETH -0 R
BLOBRLD DL, BHEEFRICHG LT BEE &
Ihb,

2. BERARE

Table 3 Urinary recovery of CBPC following
1g of carfecillin or [-CBPC admini-
stration in cross over test (n=5)

0~2 2~4 |4~6hr. | 0~6hr.

| 257 |19.4 | 3.3 48.4
Carfecillin* | ™7 51 ™9 o | “ %13 | 5.7

20.3 11.0 3.8 35.1

I-CBPC* | “110.0 | 3.9 | 0.6 | 413.5

Mean+SD
* The urinary recovery expressed as 25 of CBPC

Table 4 Urinary levels of CBPC following 1g
of carfecillin or I-CBPC administration
in cross over test (n=5)

pg/ml

0~2 2~4 4~ 6hr.
Carfecillin 3, 060 2,150 287
I-CBPC 1,728 1,146 342

ddD %4383 =Y A 0.4g/ml EEED Carfecillin
K#EH 0.5ml/kg (200mg/kg) ZEOFHE L, 183 1T
Tox 304, 1, SRR = — 7 L BREME RN IE &
BT ELE DL, pH 7.0 SR EK T 5 55 RD
Tereor4 XL, B EELREL L, TOBE
ik Fig.4 o Lsbh T, H5H% 1RO’ S TOREHE
DOIEFFEF, & M MThoto

Fig.4 Organ levels of CBPC following oral
~administration of carfecillin to mice in
dose of 200mg per kg
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3. BERHEFP o Carfecillin ok s R
BRI RIL Methylisobutylketone : BEfif : k=6 :
1:1 ObDEH, Merck vV » ¥ AR Y 5 RAEHK



VOL. 23 NO. 7

CHEMOTHERAPY 2261

No. 5715 %:{ff Lic, ¥ 7o, MEET B. subtilis ATCC
6633 A {HMA L7z,

Fig.5 1374 =2 v, 7&%K+ic Carfecillin Z¥EFE L
T\ & ¥ Bioautogram #7773, H.EFliL Carfe-

Fig.5 Bioautograms of carfecillin in broth or
distilled water

origin front

0O
O
- O

Carfecillin

CBPC
In broth at 37C
for 1 hour

In broth at 37C |
overnight

In broth at room
temp. overnight

° O
> O

In water at 37C
overnight

With Pseudomonas T
With Staph. aureus T
With E.coli
With boiled

Pseudomonas

OO0O0OO

cillin B A A A » b Licdh DT, [ TEMD RE &
DRI LDIEEEIhB PC G oRFHIEATHD,
FHEo b opt Carfecillin 2D D &ERT, &Ik CB-
PC Bt A8y b Licd DT, @HZNh5 PCG oD
BRI v He BRI & &\~ Carfecillin 200 pg/ml 474 7 1
a v 3TC I 1B & PC G =4, b
R E DI, 37°C I 1KEBI-b DTl Carfecillin
DAXy MIMEEL, CBPC it Litot, L, B
RIC 1 RE b O Tk D BRS¢ Carfecillin 3 X
U PC G o4, CBPC o B2 RCR Lic, ¥/,
Carfecillin #78FKHBRELTITC IR IKB VAL E
2% PC G L IEM ofd 183 % & & 8, CBPC & &
DI oic, Fie, Carfecillin BHERP ~RIESE, BE
7 FURRE, KEEOBRKLMRORRMEEH L%
LoTIHSHEEELLLD, SLIRBEEEKIONH
BHEGEMZ b D% 15K 37°C LBV D bR
BE L, FXTOHERENT CBPC DAF , b
R a i L,

BEEELTIREHELADObIR 71 2 D pH #8
B THETH &, EET FURE T pH 6.8, K
7.6 7v7v .5 7.6 RIEES.2LEATH T
DT, FRFRD pH IR bR 71 2 vRIEE L, &R

& L, T7bb, Carfecillin 1,000 ug/ml 15 LE 1
BERIT D LB 1 2 v 9B EML b DIRDOWT,

BAE#HE 7C 2REMBECHRB PR ECAKX b
L Bioautogram » {8l L7z, ZTOPHMEILFig.6 D L¥
bc, pH OEEiKE L, pH6.8 TX37°C 2Rk

Fig.6 Bioautograms of carfecillin incubated
with broth or bacterial suspensions

for 2 hours
origin front

Carfecillin o O
CBPC O O
Broth- pH6. 8 O
Broth pH7.6 Ke) (@)
Broth pH8. 2 O
Suspensions of:

Staph. aureus pH 6. 8

E. coli pH7. 6 O (o)

Klebsiella pH7.6

Pseudomonas pH 8. 2 O

PC G D&t & D EBILeh 72y, pH 7.6 D
74 avciidED CBPC oBiv A&, pHS.2 D
74 a vt CBPC 183 &inbh, Hehicifniihe
bbhic, BB FVYREL v v BB 12V
T Carfecillin 7g &A% NCEEHRC X b NEELE iz
T E ST IEAZ R E DI o Tee KEHEDOEE
BT AR C p OB T 1 2 v b LA CBPC
~DBBEHIET LickiBZ R L, RIRETIRETS 7
A aviE1L{ CBPC HiF&HhLdi,

Fig. 7 i KIS SR A HER 4 Biie ou T Carfecillin
EROBHEYTT. OSB3I IR 1 2 VEIER
D pH M7.6 THoTe, 1HREF 7.0 TH T, Lic
MNoTpH 7.6 D7 1 a v LBHEEEEENBEL, A
BOERYITR, 2, 4, 6BRH#I L h Bioauto-
gram %{EHL 1L C Carfecillin OFAEBE LI, €D
B Fig. 7 © X 51, WTFhoBEFCRE\ TR
AN ARSI BH, 478\ L 6 R E OBRERT,
PERIEEE, 74 2v, pH 7.0 DD 71 2 v,
pH 7.6 oD 71 2 VIS E DR/ NET Y, T14a v
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Fig.7 Decrease of carfecillin following
incubation with E. coli strains

0 2 4 6 hr.
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in broth. pH of those are 7.6
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pH is 7.0
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B IUMBEOFEY pH & L IRFHETH LHHbA
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4. <y XcHEBEEHEORRE:S - IjF® Bioautogram

Carfecillin 4,000mg/kg # <7 2 2LICEO#E L,
05T - Bh & v H LE D EEKEFRIC 2 SRHE
7cDb, pH 7.0 SiEAEER TS FAMOTerE DS
4 R Lot DmEk EFE L, MEXRA UL SEHFRLD
D, IsbOTBEER X OBASEISSKICE DL X<

Fig.8 Bioautograms of supernatants of organ

homogenates and serum of mice orally
administered carfecillin

origin front
Carfecillin O O
CBPC r (:)
Liver, 30min.
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Kidney, same
time

Serum, same
time

Intestinal wall

15min.

Intestinal contents
15min.

O O0O0O00

Bk Lo bRBEOME Y Lic b DI2O\W\T, Bioauto-
gram H{ERI U7, £ ORURIL Fig.8 D& kv T, IF-
ik CBPC %13 %, miE - lBEETix PCG & CBPC
%, BB CTIRYEOEAF L CBPC ~DiR#il [
RRZ 2 & T,

5. [EEAKRESF— McoLD Carfecillin » CBPC
N QERHA

7 v MEBAE SR — MR 5 5ED pH 7.0 B
WM TERL, BERFELTRE, #RARKILII0
BB R Licb e, 400pg/ml @ Carfecillin BifERE
EWBEY0.2ml FoO% BEE® &L, 37°C T incubate
Utz SRR 1 Bl PIc B Lc o bt b
BB TR AE y b LI, IF-CBPC L olh e
Wi, FARFICE CHEOFREOF— PR AVTEREY
AT Lo

Fig.9 1% Carfecillin, I-CBPC & 2>\wT 5 » biFH=
U — b BV & D Bioautogram OR[N T,
MULTEBKIEREDI-D D% 0451, 2, 10, 30
SROERE KR Lico FWE DR TIIEFIIREORF

Fig.9 Bioautograms of esterified penicillins in

incubation with liver homogenates of rats

Solvents; Methyl isobutyl ketone :
Acetic acid : Water=6:1:1

origin front

Carfecillin

I1-CBPC

PC G O

CBPC o O
With carfecillin 0 O OO
2 O Oo°
10 C)o
30min [ O
With I.CBPC 0 O QOO
2 O OO
10 O OOo
wanf O O

Beoh Tk L, CBPC D I o fikh A b
Db, FARC PCG O IFF A LTV 5 DA%
bhic, Z® PC G REHEILEEER INIOH
CBPC #THE LA DI ARETH S, tis, WWE
DO H#E T Carfecillin @3 5 % I-CBPC X b\~ < &
AR KRS RE D TDH XS TH T,

Fig.10 Rz D X 5 ektE TO KB %, 7 FOJF-
BB ik E YR — POWT PVPC2) %45 T
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Fig.10 Transformation of esterified penicillins
by organ homogenates of rats
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A—REDOTIITR» THE Lic & EOFEHEOBRER
#7553, Carfecillin & I-CBPC t oIl cELL,
"WTHFE A B R, Carfecillin I3 5 2E L IR R
5B L5 THhoIH, B - BTRTEA LR UHEE
R Lo PVPC TREBHRICHWTELL EL 0T
KSR 51T 5 EARE NI,

Fig. 11 i3 fEI0ERIC W\ TER Xh iz CBPC %,
Bioautogram FOEENLHE LA-b DT, Fig.10 &
FEOBFREETHIOTH S, kL, BEHORE

Fig.11 Production of CBPC from carfecillin or

I-CBPC by organ homogenates of rats
%
1001

50

50

. Carfecillin
------ :I-CBPC

Te & PIER E D&M, LRRET 2B RT IO
AZbRic,

Fig.12 3 BHMBIC L BEREZ DI, Ty b <
YA UHF - [ ROV TIRIERFCER U TR
BF L SIS FEROZ MR E Ur— b MEREA T
&4 TF ¢ Carfecillin & EBES LTERE T -
Fe B TR

Fig.12 Transformation of carfecillin by
homogenates of organs
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4 X TRFREWIRCTI W TIKIRDOEEL S - &
BBEFL, VHFRZHERNEE, 7y PETTATIR
BEEHC X D W BADERZ L RIHHERLHT, -
TiE~v R, B LT o FOE 5200 Carfe-
cillin ® CBPC ~"DE#EEEI T X5 ThH-T

Fig. 13 Xz 0ERBRI SV TER I BH CBPC %
Bioautogram EOEENSEK LA-b DT, Fig.12 &
RHEOBIRINARINTWB, Fig. 13 KiEAZ T
WA X DOFF - BT, CBPC DAY BEREINC SR &
DI o e '

Fig. 14 i3 D 4 OB O MBI OWTORE % /R
Fo, A % - VHFTRL, Ty FPHRTHICKE,
=Y AMETD » & DEPHILERIEL LRI,
Fig.151% 5 » ric CCly 1ml/kg % 3 BREIAHIE L7z
DLRFEEHEEVHL, EOUESS » MESREHBEL
T, A—&McHE LB Th 5, MTAE LT
EREENB S hieh, BAEor— M TIHEOET
ZE DL 5,
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Fig.13 Production of CBPC from carfecillin
by homogenates of organs
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Fig.14 Transformation of carfecillin by serum
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T
TSt me= e re e cmamnae
—
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Fig.16 1Z=v A ar e v 200ug/100g % 2 HHE
RO LobicE Y LB L ELEBE~ Y 2D &
B LR R T, BIAE Lic= v 2D Tk
DROEET BN, Licdio, T CBPC o4
BbEL\NE ERINT,

Carfecillin % fn/k4f# L CBPC & Phenol 4
TAHARGEBIETA=AT 5—X LT ALY VEINKSY
RUTYH ) FAER LB R £ T A RUNICTR2 D = A
75— L ORCHEIEROFET 5 TR R ES 1o
iz, =7 AfFAEFx— & Carfecillin 28 DFEER

Fig.15 Transformation of carfecillin by intestinal
homogenates of rats pre-treated with CCl,

0 30 60min.
100 22 : -

Liver
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—=—= !Pre-treated
with CCl,

100

Remaining rate(%)

50

0
Fig.16 Influence of colchicine on hydrolysis of
carfecillin by intestinal homogenates of
mice
Decrease of
carfecillin

Production
of CBPC
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100 g ; — 10

T

50~ \\ 50
!

oF T~ 0 : '

10 30 60min.
:Colchicine pre-teated mice

= = === !Normal mice

LA SR X\, 7 A E Y V450 ug/ml TR0
LicBEL, EURISTIBEE L D\WT Carfecillin dfnK
DIRDFE BB LT, = OR#EY Fig. 17 Rxd, @
ZOFBIIEE AR LT, HEFROFEILERSE
B2 BIIHEE L ladr o T

II BB K K &

FRFN494E 7 BAsb 12 A ¥ °D 6 » AfHic Carfecillin
B LBt Table 5 i3, $7abb, 741
D Z Ve B R RRYE & 1 PIDIBMAE DA REE (&
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Fig.17 Effect of aspirin on carfecillin hydrolysis
by liver homogenates of mice
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100 LI T
- \
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5 \
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w0 \
R 50 \
=
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=} \
L%
= \
\
‘| B —— .Aspirin added
v -=--—— Control
O_

BiHT—F7A%FEREI) 1A 2(4)~3g(H3)
% 5~14H HHEHAL, S.K. #lo Tobramycin & X %
e LIS D B RHRERIX T iedoledr » T BITEA & LT
1505 3 H BRI BREF 2 7obs, BEREY
1H 2g b 1lgETHT LT L - TR L, 1 FIkE
£.2,3 B HE»D FHIZ R LA I3AHR G 25T L
foo Fio, BE LAHH T EEREMACREEOH
BaRich ot
82 DPlicoNTHB E, H.O. flix 5 BHEokE T
BHA LRRARIFCH - 7ze C.M.HI T Fig. 18 0 X
5%, HH >105/ml HEE I hi-KBE o CBPC i
% MIC 13.800ug/ml 7R L7cdd, 2 BHABEL 103/
ml &AL, FHEhE Lic, F.Y. flix Fig. 19 wiRd X
5%, %% Enterobacter % >105/ml &t ¥, CBPC
b33 MIC 3, >800 pg/ml G2 - -, Carfecillin #
5 1 BRSERERI B S, BRIV SRS
B LI RICERT RITEE Lind o foo 2 BHEERNA

Table 5 Clinical results with carfecillin

Organisms isolated/ml Dosage Side
Case |Age|Sex Diagnosis - Results !
Before treatment During (After) Daily | Days effects
treatment
1.H.O.| 56 | F | Acute cystitis | E. coli >105 | Negative 2.0g| 5 Good | None
- . E. coli 102 | 2.0 7 Abdominal
2.C.M.| 53 F Acute cystitis E. coli >105 Klebsiella 102 | 1.0 7 Good discomfort
3.F.Y.| 37 | F | Acute cystitis | Enterobacter >105 | E. coli >105 | 2.0 14 Poor | None
4. H.K|68 | F | Acute cystitis | p ooy >105 | Klebsiella 6x10° [ 3.0 | 10 | Good | None
5.M.U.| 59 | F | Acute cystitis | S. faecalis >10°8 Negative 3.0 5 Good | None
Mg ¥y . (Relapsed) 2.0 2
- Acut iti . E. coli 104 .
6.S.H.,| 54 | F | Scute cystitis | p oy, >105 | 10l 108 | 20 | 14 | Fair | None
7.Z.K.| 28 | F | Acute cystitis | Pseud. sp. >105 | E. coli 103 | 3.0 8 | Good | None
Chronic Candida - .
8. S.K.,|44 | M pyelonephritis Pseud. aerug. >10° (Relapsed) 3.0 13 | Poor | Diarrhea
Fig. 18 Fig. 19
C.M. 53yr. ¢ U.T.I F.Y. 37yr. ¥ UT.L
5/29 6/1 6/5 6/12 4/3 4/10 4/17
- C i —
o Carfecillin 2gX7d.+1gX7d. Carfecilln  2gX14d.
%iitx];trceualrt: e E.coli ~ Negative E.coli  Kleb. llgii‘rilsengxalrtx:xre Enterobacter Enterobacter  E.coli
~10° s . /ml >10° 10° >10°
1.8X10°,5X10 MIC to ~800
MIC to 800 CBPC(ug/ml)
CBPC(ug/ml)
Proteinuria (+) (=) (-) Proteinuria (+) (+) (+)
RBC.in sed. 2/HPF 1/all 1/all RBC in sed. 1/HPF 5 1
WBC in sed. 30/HPF 1/3 1/6 WBC in sed. 10/HPF 30 30
WBC 5,600 4,500 WBC 11,400 3,900
ESR (mm/hr.) 44 18 GPT 17 10
GPT 8 10 GOT 22 18

GOT 18 20
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%, KBEE >10/ml :7ch, WEFRRDSFiEeTE
& HE I,

H. K. Sl £ BE BB R R OFET 501G
cillin 3g 100 MBS HEERAERT B LI e %
2, Klebsiella 6x108/ml k¢ o oo SHAI DITL L
Licied, \Whis 5 Fgh & HIE L, M. U. flid Fig. 20

Fig. 20

Carfe-

- MU. 59yr..% Acute pyelonephritis
710 7/16 7/22

| ——
39 Carfecillin 3gX5d.+2gX2d.
38

S.K. I EBYIN - AE RN L S EM T
FEIR HRRE >10°/ml % RIAFI A & DT BHE
BETHB, GM,CL, Pipemidic acid »{#HH LTk
3, Carfecillin 1 H3g 13HE#A L1, ks, B
~ 2 B3k Hic Tobramycin % BERLEEMEHEA Uiz, &
DO BRI BRI % Lt Candida (H) i
b, ikt 6 B BICiXFORRE >10°/ml &g T
T2o FAMABIC LD b THRIBM 2R LR LcZ
ERERR L, COTHIIBEFHRTIR XD BRL,

BIRHEIERE L LT, ERRPHEROBmACER
L, 7% >105/ml TH - 1B 102 DA — £ — % TR
DLl &xBR 1000F—F—FTRPLIcL &%
PRERE L, EROBAEZRILD 5ok, HEFICH
RRE K LT >10°/ml DEPEF- IO EEHE

L7,

37

36 T WA .
Midstream Str.faecalis Negative Str.faecalis

uring culture > 10%/ml >10°/ml

Proteinuria (+) (=) (+)
RBCinsed. 1/HPF 1/7 1
WBCin sed. 4/HPF 10 >30
WBC 14,800 6,800 9,300
GPT 21 18 19
GOT 31, 28 26

Table 6 & Carfecillin #ERHICEREI TR
A B OV TORERTRT, LICREFRROLBLE
RIBNLTR D 5 o

m =%

=

CRT X5, RICBEREY >105/ml ZE D, FH
B X b RPEREE L5y, L ERBEGRTHRS
H B o RRERE CHOERE Y >10/ml &L, I
BT ROE(LE L - To RFRERIICERZE LTI
BH, WhE 5 BER)EHE L,

S.H. IR eIRBEE % >10°/ml Z &, 1A%
FRIREERL B R L, WHERRSER(L LA, 28k
BEOKBEY 109/ml FEH L, LHL, BRKOHEE
AT, WEFRRLERTH D, PR EHE S,

Z. K. Gl @bk o Pseudomonas J& D 1 B & M3
>105/ml HEEIh7cflc, BEKTHRIOHBRIZZD
BEElE L, KBE 10°0/ml &in o Toie, BRIRERI
MEBLAEE L

Carfecillin iz =x57 1L EhpzZ it kb, BEH
B ORI EIFE b, CBPC & LTHREAH L, F
BICHEE SN TIHE N2 RET OWETH 5, B - 1K
BNBELRREED CBPC kxid+2 MIC EhbEx
Th S IELREEPMECHILE T B, FH 1g #54
4B CORPEENL 2,000 4g/ml & L E B LR
DTV B H b, MIC E 400 pg/ml BRE * TORKE
ThH5bHE XL, BNTHUEE DS EELDbNRS,
FEDDORR L 1 flicds\ Tk MIC 800 xg/ml Dk
BB X % Bt RBRRPGEC N LTI EDTH - 1o

¥, FANGGIREC X 5 IRESRERYEE /s & OELEM%
CBPC OKEESHRETRD Yo od &) T, M

Table 6 Laboratory findings

Cases 3 5 8
Before After Before After Before After Before After
RBC (x10%) 386 388 392 391 383 391 352 368
Hb 12.0 11.8 13.4 13.8 11.3 11.9 12.5 13.1
Ht 34.5 36 38.5 39 35.5 37 38 38.5
WBC 5,600 4,500 11,400 3,900 14, 800 9, 300 5,800 4,500
ESR (1hr.) 44 18 120 54 17 26
GOT 18 20 22 18 31 26
GPT 8 10 17 10 21 19
Al-P(B-L) 1.6 1.8 3.1 2.7 2.4 2.7
BUN 9.5 12.0 7 9 7.5 7.5
Creatinine 1.2 1.1 0.6 0.8 0.9 0.8
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Pk L THBRIRNEE N 52177 5> B #E 5 b
DEEZBR, TOX5LEROTEANERILD
DH B,

Carfecillin 233 b tnk 5% 5 135 XWCBPC
LABCAR S5 Phenol i ouWLTi, FDEMER
B ShHE« DR Tiebhic, TORBR, HEHEIh
7= Phenol i2fiRMACIT AL DLRDH, KB
MR SRFEHIRT, RPCiZd - EbMBEas &
Crn 7 e VEBIEESh I cHlEIh, —HIXEb
REEh T/, — 1B Ll TWBH 2 EAGERH S his,
NEZ 3% A Phenol D33 M 13 —A% B9 ik R
btk ZEz bh T,

5, MEBRAE X — b &AL Carfecillin © CBPC
~DEEHGEEY [-CBPC o%h & g LicER Tk
Carfecillin @3 5 23\ BAEWEELR D D Z LR
Dic, FDEZ, BKEMBELLY>2LELDbIB
B oz s ALind, WBrdThy, TCRNmCE
Bl & i+ XT CBPC 73> TWAETH
Bicd, BREOBRIIRNTHASEELDRD,

R E O lLERT 5\ T, PVPC © ABPC ~DZh
L O EERT OV TKREND D, PVPC TiZEL
SHERITH oo TDX S In= AT VIEE DK
DFEELET IUEIGREE & DB CEDICHE N E T
B LB, Carfecillin & D 6 2 D fEIC =R TV
¥&op5b CBPC &, PVPC 0 X 5 3fiic=AT N
¥WewETSH ABPC rORT, BMpERTAHLRIAN
KOBEEDEN e P THHETHERELICEE, »
Tho#EE CBPC s\~ L ABPC oMl EA%
b TOR VB THHEDIDONTHEATHZ LD
BEXHAHD, t Mic Carfecillin 500mg 1 EIfEA 5
BT RER A TER IR TRAL L EomPBREL. 1K
% (€ — 7 {E)F# 5.2 pg/ml® TH b, PVPC 500 mg
BEobs 1RO mHEE (€— 7 1% 7.7 4g/ml2
LHEIRTWADL, HEIZELL,

Bk € ok — b Carfecillin fuzk 5 f2EE BV
EORMCEDHEETHZENE LM E Shi, Zhid
PVPC 0z D &\, T TR A X TIRBKEE - FFo =2
77— E¥ERBIDIL T DK RDOEE D S R,
FEHEDE ¥ CHCEE L TEEYRTEROD B
ZERHIB T B A, Carfecillin @3\ T 3 A
HEEZHEDD T EMNTELR,

HEELRE: ST, TOofFrECx— 0
Carfecillin iR BOEENREED b D X b H 008
T 5 DRBDIH, FOBrESF— b TILERE
HH LD ST, BORGRCRR DK EI R
DERTIBTH D05, FEEMICE TR

st % Carfecillin OIS REEIREL WS LT
Hhu, BECIWLT=ATAHNABCFCETS
LR ESTHB.
BT D EROBG L ET IR 5 2 &b
A%, e PeFEE L E LIELETHEREC IS
BE#ER areF Vv CHIAB LIV ADBFHRE SR —
N TIIMAFEOEEN B LW LD BRI, £D
e, BRBEUOKREDFET S LY, =ATLVE
DE FFCETHEI GV UBEER IR TR 4
FTHZENEXORBDT, BHECHREXEFETHE b
CONWTIEFRSRFABIDELEL DR D,

IV % Ei]

HFLww=25 LE CBPC TH % Carfecillin iz ou T
BRI 2T, ROBEE 2 7,

1. I-CBPC } @ cross over EIC X A 1D
BT LB ES 2 oo RAPBEHIIW S SA
Carfecillin D3 5238\ X 5 TH -7

2. <V ARZEOHGREOBERNREIRGHE 1 RH
DORRTH, &, miE, MOIETH -7,

3. Carfecillin # 1% 74 a2 vhic#iE$+% £CBPC
~NEEMT % = L% Bioautogram FERMT, [EERL<EY
F— b EORAK X D HELHIKIRE >, EDOE
B X b I-CBPC LE Ly, SRELHTH-
Too ¥, B LY EECEDHFET D LuHhe
DI,

4. SHIDRBBISEBZCEKERL, F% 5,
RRER 1, EH2HEIREL 2 BIFFREL
T 2HICESIRE THRIZEThEha LDl
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STUDIES ON CARFECILLIN

KemMEI MasHIMO, KAZUFUTO FUukAayva, OToHIKO KuNnii and MAKOTO SUZUKI

Department of Internal Medicine, Institute of Medical Science, University of Tokyo

On a new esterified carbenicillin (CBPC), carfecillin, some studies were carried out and the following
results were obtained.

1. The serum levels after oral dosing of carfecillin to volunteers by cross over method comparing with
that of indanyl-CBPC were the approximately same values each other.

2. The organ levels 1 hour after oral adminisiration of carfecillin to mice ranked in order of the liver,
kidneys, serum and lungs.

3. Carfecillin was converted to CBPC completely on the bioautogram, being incubated in broth at 37°C
overnight. Carfecillin was rapidly hydrolyzed in the mixture with organ homogenates. The speed of
hydrolysis of carfecillin was the same as or slightly faster than that of indanyl-CBPC, depending upon each
organ tested. There found also the difference among animal species in the speed of carfecillin hydrolysis by
organ homogenates.

4, Clinically 8 patients with urinary tract infection were treated with carfecillin. The response of five
cases was good, one was fair and two was poor. In two cases abdominal discomfort and diarrhea were
complained respectively.



