1308 CHEMOTHERAPY OCT. 1974
N EHEBRIZ 3513 5 Cephapirin OFEERERY, KRR ET
CHBA-FEEARX-BEHER-RINEXR B F-HRFTKRE

BHEBENMRERERE—NEEHE
(EfFE: 2EBAKE)

Cephapirin sodium (CEP) xkE 7V A b1« 51
T Y - AR TEARIALEFLWATBEAN7 v
%74+ % cephalosporin RAEHETH B, bhb
iz CEP wowTlihRE, Ryde, ARARGRE
OB LLRRE S FURE, 77 ABERE (KB
B, BWHE, MAEHE, REE) cHTsHBEINER
O AR 3517 5 RBGE 33 5 B IR A B
DWTHEREML D TRET 5,

. # ®# A

SABHRIE DR R B S h o WET FYRE
20 B, KBBE 20 B, ZOME 20 B, NLHREI 17 4%, &
BB 20 iz oWwT, CEP O /NREBEIILEE (MIC)
HIETTHRAREIC X D JE L, Cephaloridine (CER),
Cefazolin (CEZ), Cephalexin (CEX), Cephalothin
(CET) OXh LHBKRE LI, ik, MEHFEIBAR
{EEEFREAESC X ) B b ic B EE L TTR D7,

HE 7 FyREIC2OWTE, CER i\~ T MIC 23
0. 5 meg/ml LATF D2 5 #kb 228, BRECK T
12. 5meg/ml ¥ TOHRH B, \oiFH, CEP Tk
Tix 0.2mcg/ml 1= peak 23HH, FELTH 1.6meg/
ml LERHEDYRL T3S, CET L EHEL
& —vaRLTWS (Table 1),

Ko\ Tit CER, CEZ % 6.3 mcg/ml, 12.5
mmcg/ml 35 X O 100 meg/ml ¥ feidzhl kil o
Jok g2 —vTHHH, CEP 3£k 100 meg/ml *7cid
FhL kD MIC #RL7, 20 #kD 5 H 3 #28 MIC
100 meg/ml G, &b 12 #2% 100 meg/ml L) EOBKTH
B ZIVBICK LTIt CEP, CER, CEZ & iz X <1
Fot Rk =V TH B, HbIELV MIC 43 6.3 meg/ml THY
A %A% 100 meg/ml F 723 F R BB TH B, Hifi
HBECOWTR SR E DI YU 2~V TH 3
25, & CET UL Tk h, &~ 7 23 100 meg/ml
FirFhb ks X0 25 meg/ml D 2 [@EHEDOH AR R
LT3, SBEC LTI 5H &S —Hc il %R
X7z (Table 2),

Thb¥EEAT FyRE, KIBE, MEE EREO
By RESM TR T L, Fig. l okksh, HET T

Y EREIC KTk CER, CEP, CET, CEZ, CEX o
IR BRI RS R TS, RBEC2 W T
CEZ, CER, CEX, CET, CEP oJjgT CEP [33+~XT
100 meg/ml % 73 zh Ll EOMETH 5, EHH, M
BBV TR S H & bic X UREAHERLT

Fig. 1 Distribution curves of cumulative sensitivities
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Table 1 Sensitivities of CEP and other antibiotics to Staphylococcus aureus
Strains D;ugs meg/mll > 100 50 | 25 |12.5| 6.3| 3.2| 1.6| 0.8| 0.4| 0.2| 0.1/0.05>
CEP 1 6 3 10
St. aureus -CER 3 1 1 2 4 1 3 3
(20 str.) CEZ 1 2 7 10
CEX 5 15
CET 2 4 14
Table 2 Sensitivities of CEP and other antibiotics to Gram negative bacteria
Strains | s meg/ml >100] 50 | 25 |12.5| 63| 3.2| 1.6| 0.8] 0.4| 0.2] 0.1[0.05>
CEP 20
E. coli CER ) 6 4 4 6
(20 str.) CEZ 5 1 1 5 4 4
CEX 13 5 2
CET 14 4 2
CEP 9 1 7 3
Proteus CER 9 1 9 1
(20 str) CEZ 9 4| 4| 3
CEX 11 8 1
CET 9 3 8
CEP 6 1 8 2
Kiebsiella CER Sy 73
(17 str) CEZ 6 2 | 5| 4
CEX 3 3 3 6
CET 6 7 2 2
CEP 20
CER 20
Ps, aeruginosa CEZ 20
CEX 20
CET 20

W5, £k B ’a, KBEC O TidiiEskaNz &
AETHDA, BIVE, MAER, ®ES FyRETI
CET rEULIBEMR X bhic, RIBECHLTIXE
Dl D4 FI LR UK METH 525, BET FURE
5 U TIAFI B TN R R LT,
2. M R E

CEP (i EOREX, HWEME L THEE PCI
-219 #% B\ 7z cup-plate method = X D7z, i
pH 7.2 @ heart infusion agar # f\>, 37°C, 18 pyhgss

FEHE LT, Tods, BREMBIFRICIL pH 7.2 phos-
phate buffer %\ 7z,

BB 3 4ic CEP 1g %51 L&D
1%, Fig. 210RTL8D THD (KIRL 3 HDOFE)
7thb, CEP 1g i X 5 MO ¥ — 713 3 §I5F
BT 30 Hkicdh 6.4meg/ml THH, | HET
5.2mcg/ml &igbh ZHICET L, 2 B5RI% T 1. 8 meg/
ml, 4 FR#%TIE 0.6 meg/ml & 72> T\W B,

3 R & H it

R—EH 3 B oW TERFCRFERE 2 BIE L 72, 13
bhicFKiz pH7.2 o phosphate buffer % f\ Y7
FRETVCRIBCHE LI, KPP B SRE T
BE#% 2R Tz 308.9mg (BEEER 30.9%), 2 B%
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Table 3 Clinical results with CEP
N Cas Sex, Di Causative Sensitivit Dosage Effect Side- R X
o. | Case o0 isease bacteria ensitivity daily dose [pe- eCt | fect emarks
(route) |riod
. . CEP 50 Bacteria in urine
s |Cystitis after  1E. coli CEP>100, 1gx1 4 |effect- E. coli—disap-
1| T.N. 5] |operation of Pseud. CER (—) (i.m.)|dayslive none | " ed Ps. 4 6x
rectum cancer |deruginosa GM (1) -/ |qay 11305 9.0 103
° ‘Wound infection CER () lgx 1(im.)| 10
2| S.Y. after cholelitho- |E. coli 2g x 1(i.v. ” # | Cured on 6th day
55 ABPC (—) . 12
tomy drip)
5| g1 | 8 [Perforative perito-ly, . %ﬁ‘(%) TC () |1gx2 5 inefl- | | Effective with
| 18 |nitis - con ABPC (4) (i.m.) ective MNC
(appendicitis)
‘Wound infection CER (—) TC (#4) . Curettage of
41 KXK. 691 after operation of |Staph. aureus |CP(+) KM, lgx 2(i m.) 13 ?‘flt;ect # | granulation
mammary cancer GM (1) o (twice)
5 Perforative E. coli ggggo’ CER (i) 2g x 2 3 Negativisation of
5| AT. eritonitis - COct (=) (i.v. drip) ” # | bacteria on 6th
30 P Pneumococcus |CEP12.5 CER ({) Pl 10
(trauma) ABPC (+) 2gx1(») day
b . 2g x 1 1 - Ccf{mplicaéed with
8 |Postoperation o . : . ineff- infection despite
6|SH 40 |stomach cancer E. coli CEP 50 o (‘Q’z‘ Ei;lf) 5 |ective | 7 of KDM, CEZ &
g CB-PC combined
Peri ggl(l(mg}l;:g HH; 1gx1 mark- No pus disch
3 |Periproctic _ — —)llgx o pus discharge
7| NT. 52 |abscess G(~) bac. CBPC (—) (i.m.) 7 232;_ 7 | on 3rd day
KM(#) ive
Wound infection
sltTuU. |38 after closure of  |Actinobacter ggéH&SﬁR’ 125mg x 2 8 ” ” Defervescence on
"7 | 2M|congenital bile- |anitratus CBPC. ABPC (=) (i.m.) 3rd day
duct ’
Perforative perito- CP(#t), CER, . 5
9 [ K.F. | 2 |nitis ” CEz,KDM, — &x1 (v ) 3 offect-| -,
(duodenal ulcer) CBPC, ABPC(-)|y, | (, P
Retrograde infec- CEP50 CER () [400mg x 1 7 Ineffective despite
10 | s.m. | 8 [tion after closure |E. coli ABPC (—) (i.v. drip) ineff- , | of SB, PS, DKB
1 1 |of congenital bile-|Pneumococcus {CEP>100 CER [800mgx1 | 5 [ective combined in
duct (=) ABPC(—) (7) latter half
'Wound infection CEP0.2 CER (#}) 2g x 1 3
3 |after operation of |E. coli CBPC () : . .
11} 88 55 |bile-duct cancer, |Pneumococcus |CEP6.3 CER ({{}) 4(1>.<v1. (d/x;lf ) 3 ” 7 Bacterial shock
cholangitis CBPC () g
; [Emprema of gall CEPLLSCERU), Chelmctomy
12 | K.K.| g5 |bldder, Preumococeus g\ iy ABPC| Siv. drip)| 0| 7 | 7 | bined with wound
septicemia V. arip : .
(=) CBPC(—) infection
0 Recto-vaginal 8%%%“0EX(+H) lex1 effect-
13 | S.M. g7 cancer, abscess  |E. coli GM(HH)ABPC(3#) g (im.) 16 ive ” Defervescence
formation o
CBPC ()
s Left lung tumor ) CER () CP(H)
14 | TK. combined with |G (—) bac. KM (H) GM({)|lgx2(im.)| 10 | » |found| Hemoptysia
61
pneumonia ABPC ()
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FILA% 4 #:fEE T2 75.2mg (BEER 7.5%) TH D,
12 pfsfeHbBis 423. 6 mg (12 BRI BEIR 42.4%)
THY, ZTOERLALIRER4GHETIEIND
(Fig. 3),

4. BREKE A R

bhbhoHE TR T 5 EERER S 14 fiic CEP
RERL, B2 B 76l E2 56, BErhR 64.3
% DBMER x T Toks, PRHEHEEL LT, FHIE
A 3 BUPICEEER 0K 23HE Licd D% ER),
5 BLARIZEEERD 1 DU BB LB L)
OEER, 6 BUBRI AL EIB LR ES L
L7z (Table 3),

FRHED OB S N MBI RBEE 8 B Il 4 4
Acinetobacter antitratus 2 ¥, HE7 FURE, SBET
hZh 1 B, KAZ GNB 2 $hTholz, HEHHEIL
W, SEEETHD, HETE lgx 1 B 1~2 @
OF}ET, HESETIE 2~4g 2 1 B 1~2 @oHKE
BT, EBIXRATZ 1B 1~4g THDON, ¥
7o, /MRD 2 HITi 1 ik 50 mg/kg/day T, fhio 1

Fig. 2 Blood concentration of CEP (3 healthy adults,
1 g once i.m.)
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Fig. 3 Urinary recovery rates of CEP (3 healthy
adults, 1 g once i.m.)
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|t 80 mglkg/day & 160 mg/kg/day THo7,

BIfERC 2T 1 BT RNEER RS bhte, T 0
FEFNIREATH REBELIESLTRE Lt @
T, BERXERYFZDEREDLDOTIXRL, HARCE
Lz, 52k T 503 ETikicnoicds, BB
HBE LD EER EEL bhic, FOMTNTOREH
s\ CHBEE, HBRBESOBKEREBC DWW TAHF D
BEC X ) BEELR LIS DIRED Bhich o,

LR, BERRBIC O\ T IEdRT %,

FEM 1 ATIMERHRCRELCERATRAE
KRB L GRE CRPMAELRL 4.6x10¢/ml TH » #h
% BRAERNBOM, CEP1 B 1g » 4 BREIGE
BERTROLEZ A, KIBEME SBE» DS 9x 10y
ml FHEX I, BREDRIRAD bR, EBEK
EROHENED bhi (Fig. 4),

BT ARBETHB, BEAAKRLAKMILE
200mg DHEEXTFTROTWIENHBREL WD EAFCE
FLY, HEEIHECIHBNEALBEOEZYR
TR ERDEDFATH S,

fEF 8 AXRUEREASE (Kasai 3 &) T [FFIE
Ry E X TROLENTHD, BPTFBicT CB-PC

Fig. 4 Case 1. T.N. 51 yrs &, Cystitis after opera-
tion of rectum cancer

5 (15/X) 10 (20/%1) 15 (25/X1) |
CP1g/dayL M| CEP1g/day LM.
39"
” /\/\/\ A
TTANTNNAAN HRAAIN
% />
[_5FU 250mg/day intrarectal administration |
Bacteria in urine E.coli CEP 50
’ Ps. CEP>100 Ps.CEP>100
Bacteria count 4.6X10° Bacteria count 9.0X10*

Fig. 5 Case 8, T.U. 2 mos. &, Infection after
closure operation of congenital bile duct

5(12/11) 8 12 15(22/111)
CBPC600mg/dayl.V]
: !
| GM Smg/day IM. | cpp 195mgx2/day LM.
Leukocyte
12400 11200 13600 10600
38°
A VSARAAARAAAAAA
36"
GOT 118 GOT 235
apr 1OSA inctobacter GPT 202
cinetoba
Oiphos 399 CH (), CER, CEZ, GM, CBPC(—). Alphos 658
TTT 5.4 TTT 12.6
T.Bili 13.6 N T
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L GM #HEHEL T2, 38C Ro#REHDAMDL
Acinetobacter antitratus (X% 5 4 A2 CP H, Zofti+
~T =) MHEHIh, KF% 50 mgkg/day #5 L
Tel A3 HECIXPHLELVAIHFZSIRBRC W
DIERNTH D, = DEMTIX CEP H5[12 O FEE
BEASHDRECE/A LY, ThXBHEBRIEDS
highokldThh, BAEILIRETEOREL LD
TEEGICRIfEA & k@B bhity (Fig. 5),

EH 9 ToEBBREELC X 5 MREEBEATD
5, A% | B 4g 0AWBEEXTRVEHTH O,
BHEMEO FFEE, BRECIREELX ZD T uv
(Fig. 6),

# =

L AsbREoMERCH 35 CEP OREZHEIIAE
B 50 meg/ml, 100 meg/ml ¥ 7ol Zzh A B &V 5Tt
HHBRE RO 5P, BHHE, MRS HEe7rY
RETIX CET & X PIeRERBETH 5, RIBHET
L Ti2ftho> cephalosporin SR FiAEF] & RIEICTHET
HBH, HET ¥ URECK L TCOIRFREZELYRL
T\5,

2. CEPlg firk#bry, MRl 30 SRR
fEIZE L 6. 4meg/ml THH, DEIECETL,
4 FrfteTIx 1. Omeg/ml AT & 705, %1, RepPht
IXTDIREAEN 4 BRI E CioBEEXh, 12 ReidieBE
WEELTIE 42.4% TH 5,

3. EEERGI 14 PhfERL, Ew 2 61, B 7
&5h 5 B, AR 64.3% THol, EIfFHLL T

Fig. 6 Case 9 K.F. 42 yrs 5, Perforative peritonitis
(Duodenal ulcer)

1 2 3 4 5 6 7 8 9 10 11 12'13“
{29/11) 1w (6/V)
[CEP 4g/day intravenous drip L
| CEl‘xj 2g'day intravenous drip|
Ope.
S AN
a7 /\/\VA\/\/\ /
- VAVAVAVAN
' Aci llrb !
1 - cinelobacier
Bacteria(—) CP(4i), CER, AB-PC, KM, GM(~).
3800 7900 5400 8500 (12/ W)
GOT 33 GOT 48 GOT 31
Alphos 6.0 Alphos 5.9 Alphos 4.6
TBili 1.2 T.Bili 10! T.Bili 1.0
BUN 35 BUN 12 BUN12 ’

Bl il e 4 3F 2 12 b DB DT,

D EORBRER L SO EREREREN S, FFI
FOHENE CET LELULTWBHZ &, ¥ FEREUR
POEBT FUYRBECIARBYIELDL L X b, 774
BHEERIECY LTAERTH S Lo b, fio
cephalosporin Fdi4#l & KRR LA RS ER &%
2 bhd,

X 3

1) R.C. GorpoN et al.: Laboratory and pharmaco-
logic studies of BL-P 1322 in children. Corr. Ther.
Res. 13 (6) 398~406 (1971)

2) P. WiEsNER ¢t al.: Evaluation of a new cephalo-
sporin antibiotic, cephapirin. Antimicr. Agents &
Chemoth. 1 (4) 303~309 (1972)
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FUNDAMENTAL AND CLINICAL STUDIES ON
CEPHAPIRIN IN SURGICAL FIELD

Kivoniko SHiBaTA, Tapao Ito, MicaiTErU Fuji, Nacao SHINAGAWA,
Toru MURAMATSU and YOSHITARO SUZUKI

The First Department of Surgery, Nagoya City University,
School of Medicine
(Director: Prof. KivOoHITO SHIBATA)

Cephapirin(CEP), a new broad spectrum antibiotic, was examined on blood level, urinary recovery,
antibacterial activity, clinical effectiveness and side effects.

1) Blood level: Following a single intramuscular injection of 1,000 mg of CEP in 3 normal adults,
the mean blood level showed a peak of 6.4 mcg/ml 30 minutes after the administration.

2) Urinary recovery: In the same cases, the urinary recovery of CEP was 384.1 mg (38.49,) within
4 hours, and 423.6 mg (42.49,) within 8 hours.

3) Sensitivity of organisms isolated from surgical foci: The sensitivity of CEP, cephaloridine
{CER), cefazolin (CEZ), cephalexin (CEX) and cephalothin (CET) was examined in 20 strains of
Staphylococcus aureus, 20 of Escherichia coli, 20 of Proteus vulgaris, 17 of Klebsiella and 20 of Pseudomonas
aeruginosa. In comparison with CET it was almost equally effective to gram negative bacilli, whilst it
‘was slightly effective to Staphylococcus aureus.

4) CEP was administered to 14 patients with surgical infections and the result was remarkably
effective in 2 patients, effective in 7 and non-effective in 5, the effective rate being 64.39%,.

5) One of the patients complained of pyrosis as the side effects, though it was mild.



