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Carfecillin (Carbenicillin phenyl ester)
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Carfecillin (P-CBPC, Lot. 238 T Beecham #)

Carbenicillin (CBPC, Lot. 146 T Beecham #})

Potassium benzyl penicillin (PC G FHEHIIK)

2) EHEM

EWRRE (5, BAREBIERME, 2.0~2.5kg)

EN%E y b (8, Harthlay 5%, 250~300g)

3) CBPC & LT PC G 04 >/ s mn ek

CBPC 3X0°PC G » 200mg & v¥FmE7L 7
IV (RSA) 27t Armour ooy v fiiE -2 w 7Y v
(BGG) » 50mg %, FhFh 5ml ® Veronal buffer
(PH8.5) #T 37°C, 2URMIRIGE 5, ZhE LD
Buffer ¢ 7 H®EHT L, REIEOHAENE Y B2
Lich D& &2 v rkaiE Lic,

4 HBHEFHEHIOHRIMEOER

i) CBPC&LU'PC GoiEd

HUR (RSA #4&4%) L FREUND’s complete adjuvant
DEBE#ESAL, Emulsion & Lcd 0¥ 1E3HoY
¥ DI T D#107 AR 0. 1~0. 2ml FDEfE L,
B1E, 4~8BHRRIE LI, BRIERENLD 1BHBD
g% 7 —n UTHumE & Ui,

ii) P-CBPC o34

a) HTRE: ABAEKCHEE L P-CBPC 40
mg/ml ¥ & FREUND’s complete adjuvant # &
%, Emulsion & L3 D%HEE LTHER Lz, HE
FEEx RSA EEWICHE U TR -1

b) #®O%%E : P-CBPC ©0.5%AF L L r—2A
FiER Y S0mg/kg, 0B, FRBICEREEEZTR,

BRI L, ROFREEABMOF = » 7 217705
o

e, FRMEBBERIGE LEY SOFHEY, Mg
ENTTVHIERIGIELDOHFED, EELE~TT
VB Ik Rt KABAT B JkS), Passive cutaneous
anaphylaxis (PCA) Kt OVARY D8 iz Li=Ad
> TTle 5T,
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1) FRONFREFERS

P-CBPC #0851, MmEREESMAEME HE Lic,

BB DOSMET Tk P-CBPC i3 % Rt Bt EH 4
DELIRDLRIEh -7 Fig.la), Lirl, ETHR
Tk P-CBPC 1253 % R EBRGEES D a4 S350
bhte (Fig.1b),

ML Table 1 WiRT X 51, #i P-CBPC fmi%
ext L, P-CBPC, CBPC % L0t PC G pRfEmEkiL
ThEh 128 £5, 512 5, S2EDWE N AR Ui, s
b, P-CBPC i i LT CBPC % 4 4%, PC G2 1/4
DBENAH TR Lizo W 1E 5, 51 CBPC Mgzt LT
1%, CBPC i 5%, P-CBPC, PC G i1+h2h 1/2,
1/16 DEENM%ER Lic, i, #t PC G Mkt L,
P-CBPC % PC G » 1/8, CBPC i 1/4 d ¥4 1 {fi
R LTI

P EDR#En G, HRinEREEDRED 4 % T P-CBPC
Hitkiest L, CBPC % P-CBPC I b\ AeEta R L
1e’, PC G LI 2EM 2 58 o T, 72ig 5, CBPC
Hifkiesi L, P-CBPC, PC G & %1z CBPC i< B
B AR L, PC GHARY LTIE PC Girl b
~ P-CBPC D3 5% CBPC X ) 5\ 28265 R Lic,
2) FRMEREENTT VRRIERE

P-CBPC HuRHAEROFRIMEREE K IG % 100 2558 1
45D E P-CBPC,CBPC %511 PC G D&
77 vE mMBOW, ThZh 1.256 mM, 1.56 mM,

L.56mM Th o1, Tindb, P-CBPC HifkicxL,
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CBPC 35 X 0 PC G 13 P-CBPC &
BIERARBEOLERE R LI, Vo
1¥5, CBPC HfiEHi AR T DRIG
% 1009680 13 % Dz Bz CBPC,
P-CBPC ¥ X 08 PC G of (mM
FOu, FhFh 1.56mM, 2.5mM,
6.25mM TH 7z, T7bb, CB-
PC #ifkext L, P-CBPC 11 CBPC
L BERBEOREMLERL, PC-
G 1 CBPC i< bR MT 1/4
THotleo O¥R, PCG HEHGK
R FE\W Tk, PCG, P-CBPC,

CBPC oz zhZh 0.39mM,

Fig.1 Antigenicity of carfecillin

a) Oral administration - b) ‘Subcutaneous administration
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Table 1 Extent of cross-reactions obtained between carfecillin,

CBPC and PC G in passive heamagglutination reactions

Antiserum to

HA

titers

Normal cells Seaﬁiecillin : treated CBPC : treated cells | PC G : treated cells
Carfecillin 0 128 512 32
CBPC : RSA 0 256 512 32
PC G : RSA 0 32 64 256
Table 2 Hapten concentrations required Table 3 Hapten concentrations required for
for 1009 inhibition on passive 502 inhibition on quantitative
heamagglutination reactions precipitin reactions
W Carfecillin | CBPC | PC G W Carfecillin | CBPC | PC G
Ag-Ab system Ag-Ab system
Carfecillin : Treated sl 1. 560 CBPC : BGG- 28, 5mM| 67, 0mM
::llj;rll\ntl—carfecﬂ]m 1.25 mM |1.56mM]|1. 56m! Anti-carfecillin 17. 7 mM . .Om
CBPC : Treated
. CBPC : BGG-
g:l{ls;%ntl-CBPC 2.5mM 1. 56mM]| 6. 25mM Anti-CBPC : RSA 3.1mM | 1.OmM| 2.5mM
PCG : Treated cells- Q PC G : BGG-
AntiPC G serum 2.5mM 1. 56mM|0. 39mM Anti-PC G+ RSA 0.32mM |0.34mM|0. 084mM

2.5mM, 1.56mM Lic-t, $7bb, PC G Hiffic
%L, P-CBPC % X0t CBPC it PC G i b~, £
NENR1/6, 1/4 DREEMH R Lic (Table 2),
Lo b, SRmEEESACH L, P-CBPC,
CBPC, PC G oX%x#t +h £ h homologous 75~
TF VR BR1~1/6 TH oo
3) TEAMEATTUEIERIG
WREH R A 5 2D FEEE % homologous 7R iR
Hilk SR D VR R %50 968A 113 % D B ix P-CBPC,
CBPC X0 PCG £~75Fv & (mM) TRDK

(Table 3),

P-CBPC #iF#ifA% T 50 %135 D hBEis P-
CBPC 75 vE&i3 17.7mM, CBPC % 28.5mM, %
# PC G 13 67.0mM TH » 1z, T75>H, P-CBPC ik
AR L, CBPC, PC G 3 P-CBPC it b, £
RENK 3/5, 1/4 DREMER LI, Wi 5, CBPC
PiBEHER ¢ CBPC ~ 75 vix 1.0mM, P-CBPC i
3.1mM, PC G 1% 2.5mM 2AEETH » T, Tidb,
CBPC s st L, P-CBPC % X0 PC G ix%h
Zh CBPC 0#1/3 3% X010 2/5 OREMER LI, %
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7=, PC G #iE#ifh % T, PC G »~77 v130.084
mM, P-CBPC i 0.32mM 3s £ 0t CBPC 3 0.34mM
DBETH-To, Tiobb, PC G it L, P-CBPC
% X 08 CBPC {3 PC G 0#y 1/4 Oz Z R Lz,

ThbD KA S, P-CBPC, CBPC skt PC G
DSk LT, FhZho homologous 7z~ 77
2 BT 3/56~1/4 DRREWRRTZ LN L &
78T
4) PCA s

P-CBPC, CBPC % > O* PC G » PCA #ifkieshd
BREMDOREY, ATy EAWVWS PCA RIGT I
THi# L (Table 4),

Table 4 Cross-reaction of passive cutaneous

anaphylaxis of rabbit antisera against
carfecillin, CBPC : RSA and PC G:

RSA
PCA titer -
Antigen ( Antiserum dilution)
Antiboby CBPC : BGG | PC G : BGG
Anti-carfecillin 192 128
Anti-CBPC : RSA 256 128
Anti-PC G : RSA 256 512

P-CBPC #ifkicst L, CBPC HEI192(5D Jiffik R
ToRHL, PC G HEIL 128 Th T, Titbb,
P-CBPC o PCA #ifsicxt L, PC G 1% CBPC &3
FRBEDOZE LR, ¥1, CBPC #ifkicxiL, CB-
PC HUJsik 256 £, PC G P 128 50 Dffihe /s LT,
+7h, PCG 13 CBPC it 5 1/2 D35#EM: % 7R
4. i35, PC G fifkicst L PC G #iix 512 5D
ik R OISt L, CBPC HEIL 256 {5 Th o100 T
7ti%, PC G o PCA fitsizstlL, CBPC iz PC G
T BN1/2 DR FENHTRT,

Ll ko si#tn s, PCA fitkiext LT CBPC & PC G
DICITR L EE DRSS b,

% =

P-CBPC 1 CBPC o#F LW iFEkT, BENIX
CBPC 07 IO I N A VEER 7 2 =— L = AT
AMELIchbDTHB, =) VHEEEI VT h b -
5 7 2 2183 % 4 L, Penicilloyl-Protein 585 T
B, &OEAPBOEENRDOND, =)V
AR RO T B8k, 7 oIS A ks X
W carrier 2 VA7 BEDIeR= V) VESTFIATS
A IETE B, EOBAEHFTS PC G, CBPC

¥ X O P-CBPC D5 MDBREIZFD T v A IgRD R
BRI X » TSR 511 5,

Z o TEBRIREN S, P-CBPC, CBPC & PC G
L OXESE Y ERNCHETS &, LT LbELRIE
MRRED LR, #1/2~1/16 55 B LI, Th
3D =v ) VERERZThEROHEE o
L, Tt CBPC @y A% v stk ko P-CBPC
D7 =7 FTHAR=NVEOFEC LY, REFHIZEE
CETOMHENE LD ERIN D,

*7-, H; P-CBPC miFicxt L, P-CBPC & CBPC &
DRI TRD b i, ZD#HFEIL P-CBPC
DIEARPS TR INIK 4 f# % 5 1}, CBPC Ligdic
8, CBPC e 5HiAMnELEIhIcb D EE XL bR
b LIcioT, BREBI A=Y vV 7T UL F—
x5 P-CBPC paz#%y, CBPC LRARBRELE 2
b,

= 4

1) P-CBPC 13+ #ic 50mg/kg, 30HMH, BRI
BoHELTh, HOEENTDLRIR,

2) P-CBPC 33k naic 535 & mEREEHUE,
YRR s X OF PCA HiEDEEDRD LI,

3) P-CBPC Xt CBPC & DficiX, B\ ZREMELT
b,

4) P-CBPC, CBPC % PC G &, \»{ b gt
PEDSFRD B LTS,

X oy
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CARFECILLIN; ANTIGENICITY AND ITS CROSS-REACTION
WITH CARBENICILLIN AND BENZYLPENICILLIN

MiNoORU NisHIDA, SHIGEO NONOYAMA and YASUHIRO MINE

Research Laboratories, Fujisawa Pharmaceutical Co., Ltd.

SacHIKO GoTo
Department of Microbiology, Toho University, School of Medicine

The antigenicity of carfecillin and its cross reactivity with carbenicillin and benzylpenicillin were studied,
and the results were as follows.

1. Carfecillin was shown to have no sensitizing activity in rabbits after oral administration for a long
period as 30 times every other day.

2. When injected into rabbits, carfecillin produced hemagglutinin, precipitin antibodies and PCA anti-
bodies.

3. Strong cross-reaction existed between carfecillin and carbenicillin.

4, Carfecillin and carbenicillin had relatively weak cross reactivity with benzylpenicillin,



