CHEMOTHERAPY
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Table 1 Comparison of antibacterial spectrum of CXD
A) Gram-positive bacteria (10° cells/ml) MIC (ug/ml)

Test organisms

CXD CED CEX CCL

Staph. aureus 209P JC-1

” Terashima

” Newman

” Smith
Strept. pyogenes Denken

” Cook

” Dick

Strept. pneumoniae Type 3
B. subtilis PCI 219
” ATCC 6633
Micrococcus luteus PCI 1001
Corynebacterium diphtheriae PW 8

1.56 3.13 3.13 0.78
3.13 3.13 3.13 3.13
3.13 6.25 1.56
1.56 3.13 1.56 1.56
0.39 1.56 6.25 0.39
0.39 1.56 0.2
0.39 1.56 0.2
1.56 0.78 1.56 0.39
0.78 0.78 0.78 0.2
0.78 0.78 0.2
0.2 <0.1 0.1 -0.39
0.39 0.78 1.56 0.39

TORBENGEN, NPEES XUBSERABTNS
COEBIBRITET > MR, DE¥FDOL S UBRBNZ S
hice

1. ARENTE S

i) RBHE:CXD o ZBEANRE N OREFHE
i, AR(LEREFS MIC NEELOIEERLEICLD
FXAFEARCHE O R/N R EF M 1L EF Minimum
inhibitory concentration (MIC) £JIE L1zo 15 B,
NEHSEBIEMIE, Heart infusion agar (3RHF) %4/
U, BB, Trypto-soy broth (3BF) T37°CT
ISR TRIEB R ZATLY, 37°C, 4B IR N TIER
® i LOBEEREOHRELRNENERICXOEE
L, Z0EEHEO MIC #% HE L7zo CXD %475 &
TARBIEFNL, BEBEA100 £g/ml & L, DIFIER
UEERARZTORIERRBE LR Ui o
BERIL, 77 ABHRETIR10cells/ml, 7/ 5 nfatk
B T3 10%cells/ml & L7,

Cefroxadine (CXD) o B/ @ b 8 4 4 M H i3,
Cephalothin (CET), Cephaloridine (CER), Cephalog-
lycin (CEG), Cephalexin (CEX), Cefradine (CED),
Cefaclor(CCL), Cefazolin (CEZ), Cephapirin (CEPR),
Ceftezole (CTZ) $5 & ¢F Cephacetrile (CEC) 734 Ce-
phalosporin 3% 10838 % & Penicillin G (PCG), Am-
picillin (ABPC), iSulbenicillin (SBPC), Carboxyben-
tylpenicillin (CBPC), Aminocyclohexylpenicillin (A-
CPC); ‘Streptomycin(SM), Kanamycin (KM), Amin-
odeoxykanamycin (AKM), Ribostamycin' (RSM), Li-
vidomycin (LVDM), Kasugamycin (KSM), Genta-

micin (GM), Erythromycin (EM), Oleandomycin(O-
M), Leucomycin (LM), Spiramycin (SPM), Josa-
mycin (JM), Lincomycin (LCM), Tetracycline (TC),
Polymyxin B (PLB), Colistin(CL), Debekacin(DKB),
Tobramycin(TOB), Amikacin (AKM) 33X Chlora-
mphenicol (CP) 735 & D25R &t EHRIC DT MIC
ZREL, CXD LGTEHOHBRM AT 570

DI ARBICER Lo BRERIT, KIEMEL5 5
5420 7 tE2ekk & (LIME D E R D ERH S S #EE
%E L 7z Coagulase [ {4 Staphylococcus 80¥k, FHH 1> & 4
W U sc Escherichia coli 25#k, Proteus mirabilis 24¥,
Klebsiella pneumoniae 20 ¥k 33 & U Pseudomonas aer-
uginosa 60#KIC DV TIHRE AT 7o

i) SEEREER : BTSRRI Lt OB ERE
L7#R, EBEHRERO BN RBO i3, Table 1
KRLIEBD, 75 nBHED Staphylococcus aur-
eus {11.56~3.13 ug/ml ® MIC Td v, Streptococcus
pyogenes {20.39 ug/ml LK<, Streptococcus pneumo-
niae |31.56 ug/ml @ MIC T& 5 7z, Bacillus subtilis |3
0.78 ug/ml, Micrococcus luteus (20.2 1g/ml, Corynebac-
terium diphtheriae (20.39 ug/ml EZnZh{EL> MIC
ZRUice £t 777 ARUEORER <7+ 5 413,
Table 2 &R L7=& 8D, Escherichia coli, Proteus vul-
garis, Proteus mirabilis 33 X U Klebsiella pneumoniae
i3, 6.25~50 xg/ml @ HEHIELBHEAAIC MIC 14
%L Tl>/co Pseudomonas aeruginosa 3, 100 ag/ml.
THORBEM LI R Tdh oo Aerobacter aerg- -
genes (% 50 pg/ml, Salmonella typhi, Shigella flexneri
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Table 2 Comparison of antibacterial spectrum of CXD
B) Gram-negative bacteria (10* cells/ml) MIC (ug/ml)
Test organisms CXD CED CEX CCL
E. coli NIH JC-2 6.25 12.5 6.25 12.5
” IAM 11253 12.5 25 25
Pr. vulgaris OX-19 25 25 25
” ATCC 21100 50 12.5 50
Pr. mirabilis PR-4 25 50 3.13
Kl. pneumoniae Type 22 6.25 12.5 3.13
” PCI-602 6.25 12.5 1.56
Ps. aeruginosa X-39 >100 >100 >100 >100
” Denken >100 >100 >100 >100
” NCTC 1049 >100 >100 >100 >100
” IAM 11027 >100 >100 >100 >100
Aerobacter aerogenes IAM 1102 50 25 50 50
Salmonella typhi T-287 6.25 25 50 6.25
Sh. flexneri 2a 6.25 12.5 3.13

Table 3 Comparison of antibacterial activity of CXD with that of other cephalos-
porin against 80 coagulase positive Staphylococcus aureus strains

D Minimum inhibitory concentration (zg/ml)
rugs

=0.2 | 0.39|0.78 | 1.56 | 3.13 | 6.25 | 12.5 | 25 50 | =100
CXD 1 3 18 29 21 6 2
CEX 3 3 4 12 17 25 11 5
CED 3 5 2 7 22 17 7 4 4
CEZ 4 17 15 14 11 12 5 2
CEG 1 4 2 5 19 31 12 4 2
CEP 51 11 11 3 1 1 2
CET 44 18 10 1 1 3 3
CER 40 8 9 5 2 8 1 2 1 4
CTZ 19 23 16 9 3 2 1 2
CEC 9 34 22 10 3 2
CCL 1 3 16 28 21 7 2 2 .

15&136.25 xg/ml © MIC %R L#co CXD 3, 75
LRBHE, B¥BEICH LT CEX, CED kb3<h, CCL
LEBEOBROILE % AT 5 broad spectrum iy
EYETH> 10

(LB ERDOER D O S #BERIRE U 7z Coagulase (B
Staphylococcus 80¥KICx1d % CXD g /113, Table
3 ITRLEBY, 0.39~25 ug/ml D HEBHY LK IC
RSt s — o HtB 5, & {IC1.56~6.25 ug/ml T

MIC psh LT, 3.13 £g/ml i€ MIC O peak
Bwohie LU CXD i3 50 ug/ml Pl EORERE
BizA 5 of. CXD Lifip Cephalosporin K&
DOHETIX, &bhbiFEOFD CEX, CED. CEG #&
X O —BREBERENINT ST, ¥, CXDi,
Table 4 IC5R L7 &%Y, fii Cephalosporin' % AD
PR X D 7 ¥ o REICH L TROITENEE L
T,
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Table 4 Comparison of antibacterial activity of CXD with that of other antibiotics

against 80 coagulase positive Staphylococcus aureus strains

Minimum inhibitory concentration (ug/ml)

Drugs
=0.2 [ 0.39|0.78 | 1.56 | 3.13 | 6.25 | 12.5 | 25 50 | =100

CXD 1 3 18 29 21 6 2

PCG 11 6 5 5 8 10 2 9 10 14
ABPC 7 5 8 9 12 8 7 12 7 5
SM 3 1 5 17 3 1 2 41
KM 3 2 4 20 13 11 1 2 24
AKM 9 7 8 21 17 1 1 1 1 14
GM 38 11 17 2 5 2 3 1 1
EM 21 3 6 1 1 1 2 45
oM 5 4 13 8 4 2 2 8 5 29
LM 1 4 29 13 1 1 31
SPM 9 22 8 3 2 36
M 5 2 8 19 17 2 8 6 13
LCM 4 3 15 17 3 4 2 1 1 30
TC 3 9 4 6 3 3 5 1 46
Cp 3 8 27 8 9 25

Table 5 Comparison of antibacterial activity of CXD with that of other

antibiotics against Escherichia coli

D No. of Minimum inhibitory concentration (ug/ml)

l)'ugs strains | <0.2 | 0.39 | 0.78 | 1.56 | 3.13 | 6.25 | 12.5| 25 50 | =100
CXD 25 2 10 8 4 1
ABPC 46 8 2 8 9 5 14
CBPC 46 2 2 6 9 4 14 9
ACPC 14 2 12
SBPC 26 3 5 5 6 4 3
AKM 7 1 4 1 1
RSM 36 11 | 13| 8 4
GM 43 9 15 14 5
LVDM 47 4 7 20 7 7 2
CEX 14 1 6 6 1
CED 25 3 1 2 13 3 3
CEZ 46 9 16 7 6 5 1 2
CTZ 25 16 7 2
CEC 25 9 | 12 | 3 1
CCL 25 2 3 10 6 4
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Table 6 Comparisori of antibacterial activity of CXD with that of other
antibiotics against Proteus mirabilis
No. of Minimum inhibitory concentration (ug/ml)
Drugs .
strains | <0.2 | 0.39 [ 0.78 | 1.56 | 3.13 | 8.25 | 12.5| 25 50 | 2100
CXD 24 4 9 6 3 2
ABPC 18 1 2 9 2 1 3
ACPC 14 4 10
CBPC 27 12 8 3 4
SBPC 26 3 7 12 4
AKM 10 10
RSM 20 4 5 3 5 3
GM 22 7 7 4 2 1 1
LVDM 20 1 7 4 8
CEX 18 2 3 6 2 5
CED 23 2 12 6 3
CEZ 27 8 15 3 1
CEP 24 2 4 7 9 2
CTZ 23 1 12 6 2 1 1
CEC 24 2 4 11 6 1
CCL 24 2 5 12 4 1
Table 7 Comparison of antibacterial activity of CXD with that of other
antibiotics against Klebsiella pneumoniae
D No. of Minimum inhibitory concentration (sg/ml)
rugs .
strains | <0.2 |0.39|0.78|1.56 | 3.13 |6.25|12.5| 25 50 | =100
CXD 20 2 7 5 3 2 1
ABPC 7 1 1
ACPC 7
CBPC 15 1 1 13
SBPC 16 2 14
AKM 2 2
RSM 16 1 8 3 2 1 1
GM 17 6 7 4 ’ /
LVDM 29 2 2 | 15 6 4l
CEX 8 1 2 1 4
CED 20 2 9 3 | Y
CEZ 18 8 7 1 1 N
CEP 15 4 8 1 2
CTZ 20 10 7 2 1
CEC 20 1 2 9 6 2
CCL 20 2 10 6 2
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Table 8 Comparison of antibacterial activity of CXD with that of other
antibiotics against Pseudomonas aeruginosa

D No. of Minimum inhibitory concentration (ug/ml)

e strains | <(0.2 | 0.39 | 0.78 | 1.56 | 8.13 | 6.25 | 12.5 | 25 50 | =100
CXD 60 60
CEX 60 60
CED 60 60
CEZ 60 60
CTZ 60 60
CCL 60 60
CBPC 60 2 3 21 34
SBPC 37 1 2 12 15 7
KSM 60 1 1 2 56
GM 60 2 5 2 14 17 6 6 6 1 1
PLB 60 2 9 23 14 2 3
CL 60 5 | 17 | 18 7 13
LVDM | 60 2 1 8 | 17 32
DKB 60 8 12 22 8 10
TOB 60 4 19 16 12 6 2 1
AMK 33 3 5 14 7 2

WRENMMED Escherichia coli 25¥kiCxtd 3 CXD ot
B, Table 5 ICRLcEHD, 3.13~50 2g/ml D Fig. 2 Serum concentration of CXD in
®ENIC MIC 04 #2tB 50, £0 MIC O peak (3 ::::aglea:fugscgigg mg, P.0.)......
8.25 ug/ml Tk > bt atB D CEX, CED kb
htg<h, CCL EABRETH 7. “31/5'“(;

FYNEED Proteus mirabilis 2432 CXD @ ’
BN, Table 6 ICRL72EBD, 6.25~=100 pg/
nl O EBRGFHBEARIC K%L, £0 MIC @ peak 125
{212.5 pg/ml T & 5}z, CXD i, fik#E D CEX.
CED rRBEOBSZH: TH >t CCL kb 2 BRER
BHREANE > Tl

RMOMD Klebsiella pneumoniae 208K ICH T 5
CXD pigifid, Table 7 iTRLIzEBD, 3.13~=
100 sg/ml @ HEHIE > MIC HHsoh, LLIC
6.25 #g/ml {C MIC @ peak H$3¥ 570 CXD i, 5.0
fhitkd> CEX, CED & RIEED BSHT & o7,

CCL & b 2 BYR BB RS HEAUED 5 Tro 2.5

HWNBED Pseudomonas aeruginosa 604k iC X133
CXD ofigS7i2, Table 8 ICRLAEHY, MOHK

10.0

7.5

Serum concentration

Cephalosporin % HiAEMH & FARIC 100 #g/ml THEO 17z 1 2 4 6 hre.
ﬁﬁFﬂﬂ:liKﬂﬁE'éi 570 Time after administration . .
2. Muchilps ‘
i) RRHE : CXD pifithMEORIEIZ, BRHK
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Table 9 Serum concentration of cefroxadine in normal adults (500mg, p.o.)
Body Serum concentration (ug/ml)
No. Case Age Sex | weight
(kgs o hr. { 1 hr. | 2 hre. | 4 hrs. | 6 hrs.
1 M.S. 20 f 56 6.2 10.2 8.0 2.4 0.4
2 K.N. 30 f 52 5.6 9.8 6.4 16 0.2
3 K.T. 19 m 62 5.4 12.8 6.2 1.4 0.3
Average 57 | 109 | 6.9 | 1.8 | 0.3
Table 10 Serum concentration of cephalexin in normal adults (500mg, p.o.)
Body | Serum concentration (xg/ml)
No. Case Age Sex | weight
(kg) | ¥ hr. I 1 hr. | 2 hrs. | 4 hrs. | 6 hrs.
1 S.0. 16 f 52 2.7 7.8 11.0 7.2 2.2
2 K.N. 51 f 56.3 4.4 6.4 18.0 6.1 0.5
3 U.N. 23 m 56 3.5 15.0 14.5 1.7 0.4
Average 3.5 9.7 14.5 5.0 1.03
Table 11 Serum concentration of cefradine in normal adults (500 mg, p.o.)
Body Serum concentration (pg/ml)
No. Case Age Sex | weight
(kg) | Y% hr. | 1 hr. | 2 hrs. | 4 hrs. | 6 hrs.
1 K.K. 49 f 50 4.2 10.5 6.5 3.6 0.9
2 T.E. 32 m 54 5.0 9.5 5.2 4.0 1.0
3 S.A. 29 m 61.5 4.6 12.3 9.8 7.0 1.3
Average 4.6 10.8 7.2 4.9 1.1
@ Volunteer D &R A 3 FIC DT, CXD 500 mg L7

=ROBE%, 304, 1KH, 2KM, 4RBMBXU6
Rl © & ICRREERYIC BRIk D S BRI ETTL, T D5
FTOWT Micrococcus luteus ATCC 9341k % BREE
L@y v 7T CXD ol hiEHEDORIEETT >
oo tid5, CXD OB Z, AFEERE 0.05M
phosphate buffer (pH 7.0) CHEBAR L T100 £g/ml
2EEREE L, UT 2 EREARETORAOETR
%% LT CXD 0ZBEOCHORBH ILFRENE
LCiERihia 4 2 1o ERHC CXD & CEX % kU CED
500 mg FEOR5H% O MPREORRMER b HEHRET

i) BB : CXD 500 mg $201 H5H O R#IL
Table 9, Fig. 2 ICRLAEBY, 3 FITGMEMEEN0
SBIC 5.7 ug/ml & LR LAY, 1BAIHRIC 10.9 u8/
ml & Il hiEED peak L& L7zo LinL, CXD 85
2 BSIIRIC 6.9 ag/ml & MoWEEIR B HNS D
nisw, 4F5RI%IC1.8 kg/ml LIZY, BE56 Bfdicia

0.3 #g/ml EF L MHEL, '

H#¢ CEX 500 mg SO 5%t hilpEd, Table
CRELEESD, 3PTLEMBRE0IRIC 3.578/
ml E70, 1ERI®IC9.7 zg/ml & LR LD BE
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2 BSERIC 14.5 4g/ml L MMED peak [T 7.
UL CEX i3, 4RMI®ICIZ5.0 ug/ml & WA LI
b, 85 6 BAIHICIT 1.03 ug/ml &P L.

#7:, CED 500 mg ®OR5% O mMEi2, Table
0CRLEESD, WE504RIC.6 4g/ml L1, 1
BRIRIC 10.8 #g/ml S 2MIC ER Uik, MWD
peak K@ L7%e LU, CED i3, 5 2RM%KICT7.2
ug/ml ETHK L d, 4 RE#ICIE 4.9 ag/ml E{EL
b, BOBE 6 BAIRICIZL1.1 4g/m] & MncyE i
R Uto

CXD & CEX. CED 500 mg &[0 #5%0 b M
O K, Table 11, Fig. 3 CRLAERD, Mmoo
EO peak {3 CXD & CED At1 Fsfitic» S, CEX
R2KHBRICBD S . CEX, CED 2, 6KRIRIC
bESMPRELRE L X ohs, CXD 212 A LNk
LT

3. BBHRMNRE

i) EBHHE : CXD DEERMAIRE ORIEFER,
CXD 500 mg B0 #5 2 FHBIC FRRFICHH L e
FOERN 8 A, "SR 2 i & U LSRR B 4
FOIBMERAE O 1 g ERRAILIE, COMBTILL

Fig. 8

Hg/ml
15.0

—
4
o

5.0

2.5

Serum concentration
D
12

Comparison of concentration of Cefroxedine
with that of cephalexin and cefradine. in
normal adults (500mg, p.o.)......the average
of 3 cases

14,5

O=e==0 Cefroxadine
x=——x Ceuphalexin
o——e Cefradine

1/2 1 2 4

Time after administration

Table 12 Comparison of concentration of CXD in serum with that in tissues
(2 hours after a single oral administration of CXD 500 mg)

Body .

No. | Case | Age | Sex | weight Tissues removed Serum level | Tissues level
(kg) (pg/ml) (re/g)
1 | K.O. 9 m 36 Palatine tonsilla (R) 6.4 3.0
2 | K.O. 9 m 36 ” (L) 6.4 4.0
3 [T.O. 7 f 29 ” (R) 7.8 6.2
4 | T.O.| 7 f 29 ” (L) 7.8 6.2
5 |Y.0. 7 f 28 ” (R) 6.8 5.0
6 [Y.O. 7 f 28 ” (L) 6.8 5.0
7 IM.S.| 19 f 55 ” (R) 6.2 3.4
8 |M.S.| 19 f 55 ” (L) 6.2 3.4
Average 6.8 4.5
T.O. 7 f 28 Pharyngeal tonsilla 7.8 3.0
Y.O0. 7 f 29 ” 6.8 4.0
Average 7.3 3.5

Mucous membrane of
1 | K.N. | 32 f 56 maxillary sinus (R ) 6.2 3.0
2 | K.N.|[ 32 f 56 ” (L) 6.2 3.0
3 | S.K.| 25 m 58 ” (R) 6.4 3.2
4 |M.K.| 34 f 61 ” (R) 6.6 3.6
Average 6.4 3.2 .
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¥%0.05 M phosphate buffer (pH 7.0) T 5 #%#&R%
70, KMEFICL D ISKMRRE &, £DOMIL LMK
ZhhREOBAICHL, My v 7HICK D MBI
A®D CXD DFEHMERE L.

i) SZREAK : CXD 500 mg #R01 #r 54 © MR
PIMERIZ, HIICOD SRR 3L L7chsls B /2 LR R,
Table 12 (TR LA ESD, FHRKICHB LA POK
BBk 8 PIOFEEIMIL 4.5 g/ DIFHMEAEL, €D
K EIC B B M0 MEERi36.8 ug/ml THh - 7o MRBIRE
2 PO 3.5 ug/g DIEYMME SN, EDEL
DIMmREIZ7.3 ug/ml Eiiotce Fho, EHITHI 4
FIOMMPIEMZ 3.208/8 2R EL, €DBADMH
WEEI36.4 ug/ml TH o7t

BEMRN

# Cephalosporin ZfiEHR CXD % HB ARHRFHA
BICH T 3 B REHEICT L TROKZS 21TV, €O
IRISRRERERES L 7o

1. BERANKRESIUHE

FRAERREIRICH T 2 REM BB RBIYE, 7740
b Table 13 ICRLcEHD, SHEALRERERION,

Teable 13 Diseases treated with CXD

\1‘1& B

Sex Male

Diagnosis Cev— Female | Total
Acute purulent otitis media 5 5 10
Furuncle of the ear 6 1 i
Acute maxillar sinusitis 2 2
Acute lacunar tonsillitis 8 2 10
Peritonsillar abscess 1 1

Total 22 8 cigu

ER7H, atBRBER 25, SUERTERRLIORNE
LURKBEINS 1 6], B2H305 (B226], £8H) %
CXD oEfs#kE Lice

CXD offAkid, &% 1 H 750~1,500 mg % 3B
BAMBEEET o7

123, CXD EORSICEIL L TEREHELD, B
R BYHP L ORREOIREEETL, 202
B MIC ZRIE L THKEROR =R 28408
ERHE LT

%7, CXD gEO0R5 L 3MEARERHIT HE

Table 14 Therapeutic results of CXD (No. 1)

mic | Aeed " | Disap- | Days | g4
No.| Case |Age|Sex| Diagnosis |Bacterial isolate Dail Total gf“,:,?ff for - Effects
(ug/ml) dosey Term dose | symptoms| cure effect
(mg) |(day) | (&)
1]1.A. 26 | m [Acute purdlent) Staphlococcus | 4 43 | 750 | 7 | 5.5 3 7 - | #
2|R.S.[29 | m ” ” 6.25 | 750 | 6 | 4.5 3 6 | — | H
3/H.1.[10| m “ ” 3.13 | 750 | 8 | 6 4 8 | — | H#
4|S.K.| 32| f ” ” 3.13 | 750| 6 | 4.5 3 6 | — | #
5|G.T. 16| m 2 ” 3.13 | 750 | 5 | 3.75 2 5| — | #
6|J.U.|10] f ” ” 3.13 | 750 | 7 | 5.25 3 7 - | #
7(T.M.|30] f ” v 3.13 | 750 | 7 | 5.25 3 70 - | #
8 |H.K.| 8| m ” ” 750 | 4 | 3 2 4| — | #
oM.s.| 8]f ” Sirepeococcus 50| 8 | 6 48| - |
10 |H.S.| 8] f ” No culture 750 | 7 | 5.25 3 7T - |t
11 [C.F.| 34| ¢ |Furuncle of | Staphylococcus| 5 15 | 750 | 7 | 505 3 - |
12 [M.F.[27 | m ” ” 12.5 750 | 16 |12 7 6 - |t
13M.1./36|m ” ” 12.5 750 | 12 | 9 5 12| - |t
14|I.F./ 40| m ” ” 6.25 | 750 | 8 | 6 4 8 | — |
15 (S.N.[12 | m ” ” 6.25 | 750 | 7 | 525 3 | 7|~ |
16 [S.A.[53 | m ” ” 6.25 | 750 | 8 | 6 4 8 | — |
17 [H.K.[ 30 |- m no ” 6.25 | 750 | 7 | 5.25 3 71 - i
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Table 15 Therapeutic results of CXD (No. 2)
Mic | Administration | niyo. | Days | o
No.| Case |Age|Sex| Diagnosis Bacterial isolate (ug/ |Daily Term Total gfea,;:?:e for et Effects
ml)| dose dose | symptoms| cure
(mg) |(day) | (g)
85,y 4 | m | fievte maxit | Surepr. pyogenes | 0.2 [1,500 | 18 | 27 7 || - | +
Siaph. aureus
19M.1./48| m ” Enterococcus 6.25 (1,500 | 20 | 30 7 20 - +
0|1.5.| 49 | m | Acute lacunar g 0p pyogenes |0.39| 750 | 7 | 525 2 7| - | #
Strept. pyogenes
2 [N.M.| 33| f " Rcbt P 0.2 | 50| 4 |3 2 4] - | #
2|K.T. |18 m ” ” 0.78 | 750 | 11 8.25 6 11 - +
ZK.S. (44| m ” ” 0.39 | 750 5.25 3 7 - H
Staph. aureus 3.13
2|H.Y.[43 | m % Strbpt. myogencs | 0.39 | 70| 7 | 528 3 N
Strept. pyogenes
% |H.K.| 16 | m ” Foemodiiee 1 0.3 | 750 | 5 | 3780 2 5| — | #
26|T.0. 26 | m ” ” 0.39 ] 750 4 3 2 4 - Ht
27|R.S.[30 | m ” ” 0.39 | 750 4 3 2 4 - H
8(Y.S.[ 39| f ” ” 750 4 3 2 4 - H
9MH. [ 2| m ” ” 750 5 3.75 2 5 - Ht
Peritonsillar
30 |H.0.| 25 | m | Eriton " 0.39| 750| 7 | 5.2 3 T - | #

L AFER PO LERER DA 2L - 3W0TH
Bipote

2. BEDREOK ERIE

CXD #OREIC & 2 BERERD R OHERLLER, —
INEERICESD, BE), PPEHELUEHO 4 BRI
BMELI. 5B, CXD £OHE5%5 BN
SERENEE L, BEREOEEEIBE(L, RBHO
R, BE, B, KEH 5 DIIHRL EAEERBL
b D% Excellent (#), RERABA10EDIRICHLR
BL7cbD%%E% Good (), CXD OBSBEIAE10
RULBEICARAE L2 d D22 PHS Fair (+),
CXD BOR5# % 5 72  EROKEEBEAORD 5
hizh ot d D% Poor (—) LHELTo

8. ERERM BRI :

- FRERREIRICE T 2 S REESORICH LT, B
B0 MARMEICE-T CXD DEOFEE TV, &K
DREREREMET U 7R R, T DORREARIL, Table 14,
BIGRLE B &5 o7t PIF CXD BBissis &
REBlico Ty 8.

A b E %

ABEBI0AIICx LT CXD %1 H 750 mg % 3 B3R
SRR, Table 14 ICRLAE KD, FHYRESH
TR, HRBt, BREL, SREREK, EERE
HEizh, BOREYY 7 BICERAER, M, 2K
DR, FISEMNHBERE Lo KEF O ERTH
5 Staphylococcus aureus 8 ¥k, Streptococcus pyogenes
1BRE SRERE L, K TEE L BlAH oo Staphylo-
coccus aureus @ MIC (3 3.13~6.25 ug/ml &72 570

KRB OEREIRIT, EX2PBXTER AL
8o

i) B8

A 7HICk LT CXD %1 H750 mg % 3 B4R
¥4 R, Table 4 L RLIEBD, BREFHLR
THEER, HHRELEL, HERRHLRD, BRIH
TAEBMIIEHR L, AFEEORKR, ERIIHEHE
L7zo Bl 5 Staphylococcus aureus 78k% 5 RER
£L, 20 MIC {33.13~12.5 #g/ml T3 >7co

AEBOMBHSED, HXH5ALLUPPES2HD
|53 ;- v U SR (el

iil) SEBIRER KRB 2HICHLT CXD . 1H
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Table 16 Efficacy of CXD by species of disease

—

T Efficacy Excellent | Good | Fair Poor Total
Diagnosis  ~————___| (#) @) | ) | (=)
Acute purulent otitis media 2 8 10
Furuncle of the ear 5 2 7
Acute maxillary sinusitis 2
Acute lacunar tonsillitis 6 1 10
Peritonsillar abscess 1 1
8 17
Total — 5 30 cases
25 cases 83.3%
Table 17 Efficacy of CXD by species bacterial isolates
T ) Efficacy Excellent | Good | Fair Poor Total
Bacterial isolates "——__| () (4#) (+) (-)
Staphylococcus aureus 2 11 2 15
Staphylococcus aureus 1 1
Streptococcus pyogenes
Staphylococcus aureus 1 1
Enterococcus
Streptococcus pyogenes 2 1 3
%t;ijgzizccus pyogenes 1 1 1 3
Siciecsus poogenes s | ;
No culture 1 1
Total 8 17 5 30 cases

1,500 mg % 3 MR ®/ckE R, Table 15 iTRLIcE
b, RE7HRICES, BEERREHRL, RERRE
%, BEAERK I ENBER, TREHS D HEM I &L
720 CXD # 5 19HETCEARBARBER LD, &
BREORR, PE, ERIIBE L. /2, XBRHR
LCLER, GEROUIAURBREIHBLHEI L
7oo KIEFID HBE D MM 5 Streptococcus pyo-
genes (MIC : 0.2 ug/ml) & Staphylococcus aureus
(MIC : 6.25 ug/ml)+ Enterococcus *5}EERIE LTco

AEEDRBHRIT, LTI PPEYTH oo

iv) SHREERHR

AFRBLOFICK LT CXD %1 H 750 mg % 3 B4R
JH/AER, Table 15 WRLzEBD, ##H, 25K
EEE L, HEEM, WTRER, RHABRFIEIE
B3 RTRRNEAL, DERKORF, BE, EEXQ
CREH6ATHEERB L. DERKDBRRTF D5
Streptococcus pyogenes 1%k, Streptococcus pyogenes+

Neisseria 4 ),
pyogenes 14, Streptococcus pyogenes+ Haemophilus
5 % 5 MEEIE L, Streptococcus pyogenes (30.2~0.78
ug/ml, Staphylococcus aureus % 3.13 pg/ml @ MIC
ZRUT

ARBOLBNE, EH6H, EHIABLUPP
BFR1PEIE ST

v) =ik g

A 1 liTe LA+ yIBaskiR, CXD %18
750 mg % 3 E IR /AR, Table 15 TRLIES
D, W#H, SHREEIE, HiREL, FEEERISA
TH%L, HEERRY, BSOS, RFuLa?
A CH:BHA L. YIBAIDIMH -t D Staphylococcus
aureus (MIC : 6.25 #g/ml)+ Enterococcus EARRE
L, BRIICEHTH 570

ERBRRERICET 2 At BRE0 AN LT
CXD % 1 H 750~1,500 mg % 4~20 B i bihE

Staphylococcus aureus+ Streptococcus
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Table 18 Interrelation between MIC and clinical response of CXD
X X o -
Excellent X
() X
° X o0 (O
@ Good X 00 (O
g, X o o}
8 ) X o |0
- ®) @]
"o X X (o] (@)
‘E) Fair e}
5| D)
Poor
(-
=100
=<0.2 [0.39|0.78|1.56 (8.13|6.25|12.5| 25 50 ug/ml

Minimum inhibitory concentration (MIC)

* O Staphylococcus aureus 16 strains
X Streptococcus pyogenes 10 strains

OREETORBEDEERIN L, & ITEHRKRAICE]
EREEZONAERDRBER T > K BHShEd o
o

ULk, BERTRRRERIC B 2 RER S B BRYE0
PicH LT CXD o O 5% TV BRIERGHIR 1R
HUARE, TORESIREARIL, Table 16ICRL:
LY, EDSP, AT HBLUPPEHSH L1
Y, TOEBHRIIEY, P EERT S L254183.3%
OERBZ S hi.

CXD miypekmlagshRi3, Table 17iCRLAE B
Y, BHREEM S Staphylolococcus aureus 3 XU Str-
eptococcus pyogenes 15 ¥ D SEEPIC RPN B, %
T Streptococcus pyogenes+ Haemophilus &5 T >
o

CXD DEERIERGHR & RESBRIO MIC f5& i1,
Table 18ICR L7c & 450, HHMICIZIZIBIBIGR T
LAEL Tk,

BERZOVICER

BED Cephalosporin ZHit#E O HIR BRI, &
CEEHXE L 75 2RI E DS b TCh Klebsiella
pneumoniae > Pseudomonas aeruginosa 15 XT3 LT
SROYBIER % A7 3 H1D Cephalosporin KAt4E
DHTRIEICE N SRBRREE L TR LTS &
bbit, OO Cephalosporin K3, IE&H5 D%
BHRIFT, LidbAROREINIL, HEA <7 b5
ADEA LB HOROEFHOEFOBERNEEERT

T3,

##2OM Cephalosporin #| CXD i3, 7 7 AB#kH,
RESICKH UTEEEICHER R 5 228 L, KE
BT LCREMICERT 3 & L biC, BORETHL
MPMENZSH, FHMEDC ELEKELTHIS
Tz,

CXD oo BEXEA Higtif 12, Staphylococcus aureus,
Streptococcus pyogenes, Streptococcus pneumoniae 13 %
TERETES 7 ARBURE TR LEBRAEL MIC T
CEX, CED kX oHiE hinE &y, CCL LtRABEL B
bhie Lnl, 77 2BRUECHLTR—BRITHED
MIC © CEX, CED, CCL #FLIiZELALBELUORSZ
HERTLITH S,

{LIMERERD Hig 2 5 23 B L 7z Coagulase [ #:
Staphylococcus 80 #kiCxtd™ 5 CXD (2, 0.39~25 ug/
ml o By K MIC 20475 L, 3.13 #g/ml iC
MIC @ peak H338 5 H7cds, 50 #g/ml Pl ko &EE
TR A SNEh oo CEO BRI TH 2. £ 70,
CXD i3, kB @ CEG, CEX, CED &k 0 1 ¥R
BEREN#EE>THED, CCL FiZLALREBEORK
RUERLILCLEDSTCATLEEEEDN S,

RHABED Escherichia coli itxtd % CXD OHiEEH
i3, 3.13~50 ug/ml LESZHZFHNLSH, £0 MIC
@ peak {2 6.25 ug/ml [T A 5h7-d8, CEX, CED k
DHENNT SO THELTH Y, CCL & FRED K52
HEFLTNS,

KW BED Proteus mirabilis [Tx4 5 CXD i
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i, 6.25~=100 #g/ml O HBHIRL> MIC 2 %R
L, #® MIC @ peak {2 12.5 ug/ml &<, CEX,
CED LEBET CCL L HMANPLE>T 5,

HWMAOHED Klebsiella pneumoniae (L3t 3 2 M A
12, 3.13~=100 ug/ml DLLBEHIRL> MIC HH%ERL
THb, £0 MIC @ peak (26.25 ug/ml T, CEX.
CED L RBETH - 7cht, BEICxt LT CXD i3 CCL
& D BBUNENL S TH B,

WM MED Pseudomonas aeruginosa 608k IC %¢ LT
CXD 2, {li> Cephalosporin #|& F#IC100 4g/ml T
o O RHHEIE RRTETHAMNIBDH SN
21

CXD o mohMEEid, WA v 7HET500 mg FOB
5T302 %I 5.7 ug/ml & ERU, 1KM%IC 10.9
ug/ml & peak [C#L, 2MRIKIC 6.9 ug/ml &R
Lisd, #¥5 6 MM%ICi20.3 ug/ml LEMERD, &
O#5%EFETRRINFOMPREICET S0, K
BRHE S AT HE AN B XS Bbhb, D Ll
CEX, CED o MiMBsi3, 6 kRdkic b AxhiinhmeE
MR I N TL/-A8, CXD 3 CCL & BUUL - HEME
FZRLTRB2,

CXD oBEHBAXIHICEL TR, BHHERICLS
LENRBRLEL, DLTH, M, MOETETTSEL
bhThaY,

PEORE 2 BI®ICHH Lc e » DBERMICL.5 48/8
(& #E6. 1 #g/ml), PREERMKIC3.5 g/ (MM
7.3 ug/ml) B XU EFFMBLARRIC 3.2 sg/g (AWM
B 6.4 pg/ml) DEMMEMREIN, CXD IREHEM
ABTHEBIRIFENZ 5,

ERBRRERIC BT 2 REN LS ERYEAE304)IC T
LT CXD oEFKERMIT, AR T2AH 1 5750
mg RETCIHFNERTEEERMBERBENTETSDH

b, 1:BMEATEMNAOFTROWRENL SN TRE
#Ar%, CXD BORSIC X 3HMKIL, MM, 2
BMTRBLULPHEYHS LD, EOHBRIILY,
B3PI EWT 5 L250183.3% DIFRMN L b hxMo
HRABEEELLcbDE HX 5. CXD 0 43ETI5
MEhRi2, Staphylococcus aureus, Streptococcus pyoge-
nes 1EED Y 5 LBLEIRE D 5} ICH S0 EBIC
%<, % fc Streptococcus pyogenes+ Haemophilus it 4
AHPMEHohi-C L bERICMT 5. Ef, CXD
DEREKIERAR L WM B MIC 122, BBz
1EBIBI RS S h, AKIDRBHREE ST LT3
PAY & 18

CXD oRIfFAICAML Tz, 2ERHOBEMCLEL
RZ, BIBER, BENEZL, TORERII.I%LH
LEZNTHYY, SEOEED KR T2 & BRI
BiEA L EBZAONAERORBARIIT S BHLILD
o7, TAMEICEETRETHA5,

BE, AROERZ, BB BAAEMEL LS
(1979) iIKTRKL L.

X [

D BB ARLFREFLRE: HRy v #29
Vo CGP-9000, 1979 o

2) #ERAE : Cephalexin B4 2 @Y, RKOH
%, J. Antibiotics Ser. B. 23 (2) : 203~212,
1970 )

3) BERAEZ . HAWRMEKK Y 3 Cephradine
iCBET 2 B 125 UIC EEREYRF %o Chemothe-
rapy 23 (1) : 502~516, 1975

4) ERAE : ERERN EK icB W 3. Cefaclor i€
PR32 E Py, EEKK A B %o Chemotherapy 27
(S-7) : 682~695, 1979 '
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. FUNDAMENTAL AND CLINICAL STUDIES ON CEFROXADINE
(CGP-9000) IN THE OTORHINOLARYNGOLOGIC FIELD

TakeHIKO [IWAsAwA
Clinic of Otorhinolaryngology, Sapporo Teishin Hospial

Fundamental and clinical investigation with Cefroxadine (CGP-9000, CXD) a new Cephalosporin deriva-
tive, were performed with the results which may lead to the following conclusions :

1) In vitro entibacterial activity : The minimum inhibitory concentration of CXD was tested by an agar plate
dilution method. CXD revealed an excellent. broad spectrum antibacterial activity against standard
strains of various bacteria. CXD had same antibacterial spectrum like those of other Cephalosporin
antibiotics,. = The MIC of CXD against 80 strains of Staphvlococcus aureus isolated from otorrhea was
distributed at a range of 0.39 to 25 #g/ml with a peak being observed particularly at 3.13 xg/ml.
Other strain of Escherichia coli, Proteus mirabilis, Klebsiella pneumoniae were also examined on their sen-
sitivity of CXD as well as other Cepalosporins,

2) Blood concentration : The blood concentration of CXD in healthy adults who were given 500 mg by oral
administration reached peak level of 10.9 #g/ml on the average one hour after oral administration. Even
6 hours clinically effective serum concentration of 0.3 #g/ml was still demonstrable.

3) Tissues concentration : CXD activity was demonstrable at the concentration of 3.2 to 4.5 u4g/g in tissues
of human palatine tonsilla, pharyngeal tonsilla and mucous membrane of maxillary sinus after 2 hours
of oral administration of 500 mg. At the same time. the serum concentration of CXD was 6.1 to 7.3
#g/ml.

4) Results of clinical treatment : CXD was oral administration to 30 cases of representive infections in the
otorhinolaryngologic field, and it was excellent in 8 cases, good in 17 cases, and fair in 5 cases. When
the cases in which it was excellent and good were consinered together. the ratio of effectiveness was
83.3 per cent (25 cases). No side effect was observed in these 30 cases.



