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Fig. 1 MIC distribution for S. aureus 38 strains

15 O==0 CXD
A x-- CEX
/ ‘\ a--=a Cefadroxil
2 [}
F
%
5 10
n
£
4
sb
oo )
A 1 1 1 1 1 Ld 1
<0.4 0.4 0.8 1.6 3.2 6.2 12.5 25 504 100 > 100

(ug/ml)

Fig. 3 MIC distribution for E. coli 50 strains
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Fig. 6 Correlogram of MIC Klebsiella pneumoniae
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Fig. 8 Correogram of MIC Proteus mirabilis
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Fig. 9 Blood levels of CXD in each case (cross .over)
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L, BHAREMME CH oo AX1E 250mg %1
H4E (RM& X UHEH) #E5L, 3HEXDTHA,
BRERGEA, 4 IMOBRETHBL Ak, HHIEH
WU BI2 Haemophilus parainfluenzae %% & % izo

BEF2 Y.A 168, 2, SHENR

RUBHICEMN, BEX039.2°CoRME & b ICTHEHEN
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Table 1 Blood levels of CXD (500 mg p.o.)
Without food

1% hrs 1 2 4 6
S.Y. 5.8 13.2 9.4 |- 0.6 0
K.M. 21.0 15.1 7.3 1.3 0
Y.U. 10.0 13.2 5.8 | Trace 0
K.M. 0.9 4.9 13.0 2.4 0
Average| 9.4 ‘ 11.6 ’ 8.9 1.5 0
Average of peak levels=11.6 (ug/ml)
With food
Y%ohs | 1 2 | 4 6
S.Y. 0 5.4 14.2 1.3 0
K.M. 2.9 9.0 14.5 1.9 0
Y.U. 0 3.1 13.2 2.3 0
K.M. | Trace | 12.1 14.5. 1.3 0
Average| Trace 7.4 14.1 1.7 0

Average of peak levels=14.1 (ug/ml)

2 2 ABRABRE, MMEENS . 91 » ABIKD
B, 2HBBERMHY, tELxRREXRLTEDC
LTABEAL E S, YRR G CERICEX
L, RFEE B, Bbsohr. HWHELET S. aureus
ZREU. CXD 2851, 4 HED RBREHiCRER
WBEL, BRELBRELBABO-TOLANBRRILEEDL S
o 20%, MRERERSER L1,
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Table 2 Urinary recovery of CXD (500 mg p.o.)
Without food

|o~2hrs] 2~4 | 4~6 | Total

S.Y. 93.6 3.6 A 1.6 08.8
K.M. 50.2 10.4 |/ 1.8 62.4
Y.U. 66.0 8.8 2.0 76.8
K.M. 41.8 52.8 12 8 107.4
Average 62.9 18.9 | 4. 6 ’ 8(2.92)

With food ’

0~2hrs| 2~4 ‘ 4~6 Total

S.Y. | 386 | '60.0 3.4 | 102.0
K.M. 66.8 ©27.0 4.4 98.2
Y.U. 17.0 48.2 18.4 83.6
K.M. 54.4 22.8 5.0 82.2
Average | 0.5 | 7.8 | %2
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Bt, BT LD S. aureus % BPHRMH Usco &K 250 mg
#1B3O2BMMRA® BERNDCBERLLD TR
L, SHMHAE LY, BURALTHLS ZIERCES
Lhko uB4ER, RHREALEBILTL 3,

fEFIT S.S. 658, 5, BHREXR

W1 AL OEREICMERERS D, 2HEER
NOS &, 1 EAMMICHEDESHE U TSR kB, 45
CRP # T2k MBO¥ASD, 7770 -0
Z10BMEALTHRERG AL HAK, CRP b+ 12
STWko #7727 0—-2 k6 HE KD EHKRBU
WD, BEGEEBEN ok, CXD500mg 1 B3
ElORESTERLNS, Fik, CRP 5 CIKARERS

MELT oo BHIKIZ H. influenzae BIEHEY
o

M8 LM 588, &, BftAEXR

2 » AHISE%, %WMBLUO%EL L, EETR
WMUW, ZORKT, BMDHH, KB LXUBEH-
SLEDT LT HBE, XM, FiiL1 KM 87 mm, CRP
HTHoto

CXD 250mg 1 H3@4 BMO #5iIC kb ARER
122 <H%L, CRP & Mk, KRiko BELELEY
fro 15k, MILHK, BENSITHTRERKTSH1
M, ¥E5%D MU M Klebsiella 8 X U P. aeruginosa
THD, CHONERMTHE LY > DRATEHE,

EP9 MS. 20, 2, RENEXK

# 2 MM & O SRR A S o 1o A5, MR%KiLY
Lfch, EimME ) ML Ta%k, XM1A
1.5g 3AMoRET—ISERRHEELTL AN, BHE
iz H. influenzae MHAEBRI AT,

fEFI10 N.H. 61, 2, BMHHKR

2BHL D2 BEER, MR, FERHD, KREA 100
mg, YL ICER O BlRE B, BREREEOFil
CXD 18 750mg, 6 BMo#SICLhEERILK
{1t RPEHIZ E. coli TH oo

EMI1 H.T. 51&, 2, @EBKR

WEED BE T, &I, BCTHRBARESY, K
BRORLEF Lo REABBY, REBICANKKS
(BHSh, AF1H750mg, 4 HERSCERIMX
L7:o RDER S. epidermidis TH oo

fEFI12 S.N. 23R, 2, BEBKR

BoSETERTOBETCTHESH, ENSLURR
BAEFL, BUBMR BN (RDE S, epidermidis)
L, A#%1H 750mg, 3 B0 HE5CHERRIMHELE
(Table 3),

Pl E12BloER OBRKDRIE, 2THEHTH 7. %
1z, ARMCARERS LizbD (EhOR) 7HEEE
RS LEbD (AR) 5HEICHTTLEY, BRO
BT E K KBBIZ OV TOERBH S, &
BREEFHBHRICOLTRAFAREEDKYD, B58
DREDTERLSONSL, HERETEH >, Blff
iR 1HlICbBoNEhote FiisHbEI&OBK
BRERMKII Table 4 ICRTEEDTHBe EH No. 1
THRE#D GOT, GPT il s { SXTLERLTY
B, COEMIBERRSEMOLHICTAETFYE
2570 yOREEFT->TED, BL5LChiILkABRR
a%zbnseeom.*#m;atenﬂ&&ﬁﬁw
EEZ2FCED ST T, bi
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Table 3 Clinical trials with CXD !
Case Age Diaénosis Isolated Dairy ) Clinical | Side
Name . ) ose Duration
No. Sex (Und. disease) Organismus (mg/day) effect | effect
23 Acute pharyngitis | Haemophilus T N _
o1 |Y.K. f (Aplastic anemia) | parainf. 250> 4 4 (_'_l ,(,_“)
a2 1Y.A. 1f6 Acute tonsillitis Normal flora 250% 3 4 (+) (-) -
i 42 Chr. tonsillitis ) N
o 38 |Y.H. | (Hepatopathy) S. aureus 250 3 10 “#( +“)_ ( )_
| 33 Acute bronchitis K. aerogenes _
0 4 |M.I. f Pharyngitis Enterobacter. 250%3 ,A,_-_s_,,m. (i:)‘, £~_?,,
o 5 |Y.K. 3{9 Acute bronchitis | Normal flora 500% 3 5 (+) (=)
|1 15 Acute bronchitis _
0 6. K.K.|. f Chr. tonsillitis S. aureus 250%3 12 (+) (=)
\ 'O;’ 7 's.s. |’ Bt:) "| Acute bronchitis Ig::%’::ﬁﬁg;ﬁ” 500x 3 11 +) (-
a8 | I.M. 5,3 Acute bronchitis I’f_- aeruginosa 250X 3 - AR
‘A9 | M.S. ng Acute bronchitis P{z};’;iﬁ’;gzs 500% 3 7 (+) (-)
410 | N.H. 6{1 Acute cystitis E. coli 250% 3 6 (+), (=)
51 Chr. cystitis . L . i _
o1l |H.T. f (Hypertension) S. epidermidis 250%3 4 +) (=) ]
1 23 Chronic cystitis g B
A 12 | S.N. f | (Cholecystopathy) S. epidermidis 250% 3 3 (+) (=)
Between meals : O, After meals: &
Table 4 Laboratory findings before and after CXD treatment
Case | Name |B and A GOT GPT Al-P RBC Hb WBC BUN | Creat.
(8)) () (v) x10* | (g/dD) " | (mg/dl)| (mg/dl)
B 19 15 7.3 395 12.7 4700 7 8.0
°C 1 Y.K.| 4 35 45 7.1 | 389 | 12.7 | 5900 6 8.0
B 10 3 4.2 490 12.9 6700 11 1.1
A 2 YA 4 457 | 12.0 | 5400
B 29 26 8.8 510 16.1 8200 12 0.9
© 8 |Y.H.| 4 510 | 16.4 | 6000
B 13 8 4.6 430 13.4 6000 19 1.0
°© 4 MI A 14 9 4.7 | 412 | 12.8 | 5100 | 22 0.9
B 17 8 5.4 365 11.9 4100 13 0.9
© 5 Y.K.| 4 16 8 5.6 | 387 | 12.8 | 4400 | 12 0.9
B 27 29 8.7 445 12.0 8500 10 1.1
© 6 KK 4 15 9 8.5 | 474 | 12.8 | 7400 9 0.9
o 718.s B 20 8 7.9 488 13.9 6600 13 1.7
‘ A 15 4 6.4 462 12.9 5200 15 1.2
A B I.M B 16 7 7.6 428 13.3 5300 13 1.9
i A 19 12 7.3 407 12.7 4900 13 0.9
A M.S B 12 6 3.1 415 10.8 3200 15 0.9
: A 13 4 | 2.8 | 402 | 10,3 | 4100 | 16 0.9
B 38 20 7.4 501 14.8 5700 21 1.9
410 IN.H.| 4 21 9 6.7 | 447 | 13.2 | 6300 | 15 | 1.1
B 23 16 6.6 482 14.2 5800 18 1.1
ol JHT.| 468 | 13.5 | 6200 B
A 12 S.N. g 13 6 4.9 448 13.0 9000 11 1.0

After meals : A, Between meals : O

B : Before, A : After
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LABORATORY AND CLINICAL STUDIES ON
CEFROXADINE (CGP-9000)

HirosHr OkuBo, YURUKO OkaMoTo, FumiHiko Usa,
YosHiHIRO UEeDA, KE1Ico MAEHARA and JUNKO MAKINO
First Department of Internal Medicine, Kansai Medical University, Moriguchi, Osaka

Cefroxadine (CGP-9000, CXD) a new derivative of cephalosporin recently developed by CIBA-GEIGY Co,
was examined on its in vitro antibacterial activity, as well as on its blood levels and urinary excretion rates
in humans. Some clinical trials were also carried out. The results obtained were as follows :

1) In vitro antibacterial activity against bacteria isolated from human infectious foci : MIC of the drug
against S. aureus strains distributed from 1.6 to 50 #g/ml, their peak being located at 6.2 #g/ml, similarly
to cephalexin ; while cefadroxil showed higher MIC against these strains. CXD showed similar activity
against E. coli to cephalexin, the peak being located at 12.5 #g/ml ; while 100 X dilution of the bacterial
inoculum yielded remarkable descent of the former’s MIC. MIC of CXD against Klebsiella strains distri-
buted widely (<0.4~>>100 #g/ml), while those against P. mirabilis were over 12.5 ug/ml.

2) Blood levels and urinary excretion rates in humans : The average peak plasma level of CXD four adult
volunteers after single oral dosage of 500 mg in fasting was 11.6 #g/ml one hour after the administration ;
while same dosage to same volunteers after meal yielded an average peak plasma level of 14.1 ug/ml two
hours after the administration ; but, no significant difference of the peak concentration was found between
both regimens. The average urinary excretion rate of the antibiotic during six hours after administration
was 86.4% in fasting and 91.5% after meal respectively, although the excretion within initial two hours
was larger in the fasting group.

3) Clinical trials : All of twelve patients with various ilnfections acute bronchitis 6, tonsillitis 2, pharyn-
gitis 1, and acute cystitis 3) responded at least fairly to the treatment with CXD (750~1,500 mg/day
p.0, 4~12 days). No significant difference in its effectiveness was observed between the group admini-
stered in fasting and that of after meal dosages. All cases were good. Neither side effects nor changes in
laboratory data attributable to the drug were observed in these patients. These results obtained should
support the availability of CXD as on of the cephalosporin derivatives for oral use.



