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Table 1 Susceptibility of Klebsiella isolated from patients to cephradine

(25 Strains.)

MIC (pg/ml)
0.2 0.39 0.78 1. 56 3.13 6.25 12.5 25 50 100 >100
CER 3 4 2 2 1 4 9
CEX 1 2 3 6 13
CED 2 4 19

Table 2 Cephradine rat tissue concentration

(50mg/kg i.m.)

Tissue (pg/ml)

Blood Lung Liver Kidney

15 21.0 9.9 39.6 213.0

_,E,? 30 10.0 2.37 27.4 60. 6

% 60 2.0 0 10.5 22.2

£ | 120 0 0 5.85 1.1

180 0 0 2.55 5.4

Cup method Bacillus. subtilis P1C 219
TSA (Difco) pH 7.2

Fig. 2 Tissue concentration of cephradihe
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Fig. 3 Serum concentration of cephradine
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Fig. 4 Serum concentration of cephradine

FLRY, 2gHEL 1g LI T Dose response
BHLNE, F—BFcETY, Hickb, »iY
DEDBHLNEFNE, EHSOXBLEETETH
59, :

B EERMRE

a) k %

W% 7 ), SREXMR 16, BHEMIEXR 24, 2
TERPER (LR 1 4, M EER 14, BHEEY
R 2B, REBYE6 5, AFRE 14, $214)ic CED
B L, MRS X VBRI ORI 1T o 1

MHRE LITBEEMINF D S76F £ T, FT108),
WALBITH %,

e, BRE, CED #4548, BGHM, KD
Beir ¥ix Table 3 iR+ L 89 Th o, CED #EIIW
FhblHBEZ3HH T 4B THEL, 4bliiE
B LRBEAMICHRS Y, 3EEBESIERET IR
S/,

ERERZIE DR IXEHIEIROE KR L, BREDOHRL
72b?, b BB REORENTA LB EEAER
DOWEEN3 HURNIRED bh, T, BHMOROEFL
%, BRREFAOUENER L LOLESL L, BK
FERIMER L T HLRBREDHELERIFE, &5 WK
BREFRROKENEHTRWHEEABL L, BERMNIC
LBEFMIC L ROBED AR T EH L L

b) M %

BT Table 3 ITE LW TR LI, KBMCHS L,
PR SRR CILARMERBE R 1 Pl ERD T, MR 8 4
th6 FIASERD, 2B ERhE
i sh, BHIELR 26
TixES LG, HL1FITH

101 o—oA! $25y. 2.0g/dsy 1o
Ml o] eeB: Bsty. 1.08/day W% 8 B M 4 i L
8 *—=C ! $23y. 1.0g/day Z 72 DiE 3 H TR LBIR
HEh Y, AKFOBHIC K
& DESHEE L, IO
6 o—B L fopki e at L e
5. 435l > No. 5 JEfsilid L %
EOERE CIHBEISH TH
4 D, No.6 SEBlEAMERA
3 FIC B D B 5 B SR &
2 HerE S hAKIOMERIC & 0B
N RERKEL MK Lo b DDA~
. T YRS, AR

77 rRARY CRIEKIDR
THREN 2D, BFICEE



101

CHEMOTHERAPY

VOL .23 NO. 1

uoI0aJul joe} AIBULI() 33K

(poyraw 9s1(]) QAD 03 AIALISUSS 3

(=) “ o1 £ A%A_vﬂv aatyesaN (-) 0ArT Jo sseosqy | 28 | OV | W | Md | 12
(=) poon) 91 61 ‘LN - “ Axnfuy paop [eurds ‘ w| W | k| oe
(=) aInyieg L ST O + QT eluojradAy “ 9% | L9 | J ‘N°L 61
(-) poop) 91 51 Q1 170977 + o« LA AN “ w |4 | 1a | st
'OyIIRl] | JUS[[90XY 12 61 (=) -+ u wamuMMMMuwwwn>: u S0 | W ‘S°N A
(-) umowinq g g1 ‘LN + “ R ‘ | 4| s | o
(=) Jua| (30X 8 4 (-) + u J90ugd Buny wx 1'L°0 0S5 | 65 | ‘'SM ST
(=) on|[1eg v 51 ‘LN + 109 g soar] jo swsoqaarg | SPHURWIRIC gy g | g | x| W
(=) u L g (=) + sna4no Ydoig (-) u &g | 18| W | 'S €1
(=) “ 9 2 (-) + 1700 7 sieroaydey | PPN Tl e | zg | g | nE | o
voyaIwl | 3uo[[aoxy v 1 (-) + snaunp Yydmg (-) sutisuop omoy | €9 | 0 | W | CH'H | TII
! @mw poon) i 2 “ e1u0ja0dAH ’ 0s | ¥s | W | 'viL | ot
(=) “ ve 2 umowyuf) (-) eruownaug 09 | s | W | LH| s
(=) | werreoxg o1 2 (-) # “ ®Luojadfy Eos:w“m_ocsm_ 199 | W | ss 8
(=) “ mm m (-) # “ (-) eruownaug g | 9 | W | "M's L
Alv 1000 61 2 .wr_m ‘H + %30900053&&& Allv " [ 29 'm vV .E 9
(-) aanj|1eg 1 2 seuowopnosq — souowopnasy ssnurg S o | € [ 09| 4 | NN g
(-) “ ¥l 2 umowyu) (-) ‘ v | 6e | 4 | NN ¥
(-) . 6 2 (-) # sna2000unaug 4°d D ‘ sv | | W | mu g
(=) y 4! 2 u 'SV u o | v | 4 ‘T°L 2
uondnag | jue](eoxy 1 2 umousyuf) () eluounsug s |oz | d | MmN I
(skep) (8) * LA
109}39 asuodsax uovreanq | Aep/esoq I933e -115U8g 31033q aseasIp s1souiq (31) o8y | xog| ewmy °N
apIS R a8eso( swsuedag pere]os] Buif1apun) ‘Mg 208D

surperydad jo synsax [eorur) ¢ d[qel



102 CHEMOTHERAPY

JAN., 1975

L7zBITdh Y, HWEXHEH-ERAL L

No. 7 SEFIEAKIOMBIC L VSR L B 24l Th
Do AHNTIBSZMED 2 RERE A BICHRHEAR L g
WA LBRIORE, HMEROIEFLRR SR,
Beh22H BB A5 CRP Bk, HmEMERH SN0
T2g 10HMEE.L, Mt BmEROERE{LEFED
Tco IHIC3 g % 8 HMIAKORE & 1T\, MZLAE,
HiERDIEH (L, CRP [, WS EEOUEL R,
BRPRIBETE Ulco FFHERE - EHREORE LD M o7
BeHEIX LB RIER O 1.5g L No. 7 DAEFIZERE
RT2g T, BBERIZI6~788 ThHoT
IREEBRYSE 9 1D 5 B, BPERIIBYE 4 F1TIXER
260 BR14], HWERELFT, HEREOHAITR
544 A BIc 2O TRLE Liciicd Th 5. 'R
Hix, WTFhbLKBE T, HEREORIEZRE, HK2
B, Wb 1 FITH o7, BIERBBRYYE 5 # TIEER) 2
B, F%h1 B, 2 HIoRETERE L No. 13 SEH)
DEEAT FUREUME, TRTRBETH o7ce KB
B 4 PP AR RS HEOED SRV LD 1 i -7
2, BRBRIEDLHEISA TS, £/, 52 6
DRIGEHICAKIORZ B bhicas, 1HITRED
BAHERD BT, 1E00 1 6] GBI OB H
EXF W& Y

No. 21 DOFFISE # 58 - 7ERI T, Mgk, At
BB HENCHEIT L7cds, BORMBIXITER o7 L
L, AROFERAICE Y T, AmBRE mECER
b Hice BEHRIGHDORBIT2ETIX, ARLLES1%,
WP AR RYLAE T90. 9%, JRESIRYLEE T66. 6% DHEIR T
Holeo e, BRI IPRERRIE Trd A M RYE
23 5B TdH oo

c &8 £ H

CED #h214040 4 BRI 3D Hivic, N
#3514, THi2pl, GOT, GPT o LR 14ITh o/
BB AFIBEHRION BB L2, Bgojkick
D ERICHB Lo FHIZ L0 3 Hi% e 7 Hik
ZH BT, BERES, BEEHTTND S HICH
KL GOT, GPT o LB &R IIEFL, AAISE
iiic GOT, GPT IcR¥ Db - 1EHT, LHZHED
BT, BEEPIEL, 18#%ic ICG Kk ¥ oR#E LT
BoledS, BRERBED LI,

ER I 5% T Table 4 z5x3 L B0, B,
FFHEE T L IR B0 BB D 2 b o 7o

% £
AF DOV ZHRYIEIC 51T 5 FZIHIE90.9% T, JREE

RRYYEIC BT 2 HLRIZ66.6% Th -7z, J. KLASTER
SKY® 5 ORBHRBIC TN THEMERB 2 H T 5%
YUE, RESBYUEICAKIZ H LTk, £heh
HENRITET. 1%, 52. 1%DRIETH > 720 Eiz, 1ENY
D BVERPIR SR RRYUAE I A FIE T O Tl A RhR 3241
P3LFIELHT, 131F 100% IZEWEE R LTV 5,

& ORRAE TR EHERIZ 3 W T, J. KLASTERSKY
BOBWHRITHAR I WERE 2 001X, ERRBIC EER
Bpin L, BRE LAFNCBZEOBEVERE P -
leledbFEx %, L L, 2ETL%DOEERITARO
FREE XT3 0LEL %,

i3, ARIOGERPERNKET LICERNE L BlicH D
NIRRT TH DD, —MRICHIEIRA % B MR 33 R YuE
R LB, BiREKE, #E7 FyRESORRHO
HR% BHRERVPRICHET 251D 0, D5
EAVINT UFEPHBEL TSI ENE LY, (v
TN UFEIZET 7 v 2B CREANCRE MR
DT, FEROBLICHEL, PHcHEE2Z T & TH
%,

KA, TTRETZ7exKRY VRORLFTDH S
CEX Iz oW TR LIEY L, RUEDFITH DA
KL T 5L, MFEDOEXOITNZL, BEHELWI
EMELELBNRE Y. IMPBRECKTHEMCEDbL
BrLlaleBETHL, RER BREELRHNT IR
W23 55, CED BBRERIFIPRSE Xz LibD 1
Bl -7, #HERIEICEVHER L. ¥/, GOT,
GPT O LR &2ZDHNR1FIHY, Hik# ICG iy
DIFERERE LITR o725 BERED Lo,
LARBWERZ LR 2HT, @2 EA LR REEIE
HE@Rdish ol

#® B

1. CED oftiRi#ce+ 5@ ik CEX oth
LIS LWREETH o720 CER O¥iEifix CED &
CEX 12l LR B WHIE T > 72,

2. Rat fAEANIRIE OHERE) 1%, B ik Mo
G o 7zo Peak fHIZWTHGIGFICH Y, 3T
HE W HEZR DT LRI Th o 7

3. RN L RERA DML RE D Peak i &
(2 Peak WX RMIRABSE L BniEI bR S
25, HEBRVEBGEFITIREOECOVWTIRFERTE LD -
7o

4. 5 BMEREEROMPRELNEL, 28 &5
L1 g #EIZBWT Dose response 234 Hiviz,

5. MPRERRRYLELLG], WIRERBYLE 9 61, FFIRE 1
%, E-21%lic Cephradine 1 H 1.5~3.0g #&&O#5



103

CHEMOTHERAPY

VOL. 23 NO. 1

09 201 56 ot o1 a1 62 52 €1 6T - 12
05 ) ¢y | g9 L o1 a1 5z gor | sor | z—1 |e—4 |2—1|2-1| - + 0z
89 08 g8 | 82 81 €2 vz 2 2 91 0z -z | T + 61
28 %9 8'S L 61 i 52 €2 g8l er | s—v |9v—0e | z—1 [o01—8 | F + 81

€1 gzl 91 12 2 L2 €1 2 | 9—% |ov—0e | 1—0 | €—2 | - + i

88 L 82 08 21 0g—02 0 + 91

101 9°L 12 02 82 €2 1 v | e—z2 |oe—62 | 1—0 | 1—0 | + + o1
8T u 28 0sT 2r 05 L—9 F p1

€8 ) 9 61 A 0z 12 o1 1 | z—1| o2 |1-0|O0I—2 ]| - + €1
st €9 u 81 0z L 81 o | 1-0 |01—9 | v—2 |21—8 | =¥ + i
88 081 i 6 2 v 9 Lg ost | 82 | v—1 |8-5 | v—¢ | 5—¢ 11
9sT S0t ¥ 8 €9 W oL 56 6T | 86 |S—¢ | 1—-0|2—T1|2-1| ¥ - 0t
06 69 g 0g ce UV | v—¢ | v—¢e | 1—=0 | 1-0| - ¥ 6
.8 v2l 68 ge 62 9z 22 ST 1-0 s—¢ - 8
28 LT g 9 5z 1€ ve 9¢ g'or | §1I z—1 1-0 - L
€6 €01 8L 2 8 8 o1 o1 - - 9
69 69 8 9 €1 €1 o1 e | z—1]1-0 0 0 - - g
& 2L 8's | eg 1z L2 92 2¢ 01 o1 0o |or—8 0 e—1 | - - ¥
.8 601 vy ge 91 s Yli-o0 I-0 - €
2 V12 '8 | €2 a1 29 ¥ 221 s sz - — 2
99 A 99 | e 62 91 ve 11 ot of | 1—=0 | 1-0 | 1—0 | Auew | — - I

10338 | azojaq | 1e3ye | arojaq | I93y® | 9rojaq | JIaiye | eaojeq | Jd3je | 9I0Jaq | 1938 | 910j9q | I93ye | 9I0J3q | I33y® | dI0j9q
< *‘ON
AdH,/09M AdH /08Y uar01g
(0T X ) 0gM asvdy LdD L0OD Nng 050

sS8urpury eurin

s8urpuy £103jeioqe] ¥ I[qel




104

CHEMOTHERAPY

JAN, 1975

L, Euhpl, Ahe il #3034, A1 HloREE
Z o

6. B L4, THi24), GOT, GPT LEH 14 &t
4 BIORWEF D Sz, T2 Bl BEE 2 ki
#Eh, B L GOT, GPT O LAFIIHIEPLIc XD
EHAL L. .

X ik

1) AR, b HKNEOLE, =5 AF47 19
(5) : 245~252, 1973

2 ) KLASTERSKY, J.; et al. : Cephradine, Chemotherapy
(Basel) 18 : 191~204, 1973

3 ) BENJAMIN M. LIMSON ¢t al. i a New Cephalosporin
derivative Cephradine, in the Treatment of acute infe-
ctive disease. Current Therapeutic Research 14(3) : 101,
1972

4) BABR A vz B 85 R UYE o
R BRI BE R o U F S MESE 48(4) ¢ 117~125,
1974

5 ) FAABURK, b : Cephalexin O RN « BEINAYBF A
Chemotherapy 18(6) : 878, 1970



VOL. 23 NO. 1 CHEMOTHERAPY 105

LABORATORY AND CLINICAL STUDIES ON CEPHRADINE

Ke1zo Matsumoto, Hisao KiMURa, YUkIo NOGUCHI,
YosHio Uzuka, Kiyo NisHIOKA, IcHIYO HonDA

The first Department of Internal Medicine, Tohoku University, School of Medicine

TosHIYUKI MAEDA

Hikarigaoka Spellman Hospital

Kazuo OgATa, YuTakA HORINO

Kesennuma Public General Hospital

RYUICHIRO SuUZUKI

Miyagi Prefectural Adult Disease Center Hospital

0OsaMU SuzUKI

Furukawa City Hospital

KoicHr YokovyamMa

Yamagata Prefectural Central Hospital

Laboratory and clinical studies of cephradine were performed with following results.

1) Susceptibility :

Cephradine showed MIC values of 12.5~>100pg/ml against 25 strains of Klebsiella isolated from sputa:
The distribution of MIC of cephradine against Klebsiella was almost equal to that of cephalexin.

2) Tissue distribution in rats :

After intramuscular administration of cephradine 50mg/kg, the peak levels were measured in kidney, liver,
blood and lung in order. They attained the peak at 15 minutes in all tissues.

3) Serum levels after oral administration in men :

There was a tendency that peak levels after preprandial administration were higher than after postprandial
administration.

4) Cliniacl aplication :
Cephradine was administered orally to 21 patients (respiratory infection 11 cases, urinary infection 9 cases,

liver abscess 1 case) at a daily dose of 1.5~3.0g. Cephradine was remarkably or moderately effective in 17
of 21 patients.

5) Adverse reactions :
Some side effects were observed in 4 cases ; diarrhea in 2 cases, exanthema in one case and mild elevation
of serum GOT and GPT in an another case. The two patients suffering from diarrhea were improved,

however in spite of consecutive administration of cephradine. And the others were restored to normal by
cessation of administration.



