526 CHEMOTHERAPY

AUG. 1980

Cefroxadine (CGP-9000) DWRFIHIGH D1z DIEMEHY, BIKAIHRES

RKAILR-ERBEK- ALFoT -/ R
W7 1R A ML T

7 LORROH A Cephalosporin %), Cefroxadine (CGP-9000, CXD) DIRF#HIISH D 723HiC,
LUt RORIMMRA £1T o fco AFIDHIBIR <2 F a3, CEX [CBRUILTED, HIMHRY 5 4
KRBT CEX & 03 ChTU o MKDHMED Staph. aureus |3 0.78~6.25 ug/ml (CHEZHS}
R, 1.56 ug/ml ICHHEDIWUMB SNt WIBKAIC 500 mg ZRHEMBHC AREE/L
& DIMME R, 1KMKIC peak f7.19 xg/m! Z Sh, LI LT 6 H1N#%i20.53 £g/ml
OBFREET Lo RAMICHIT BRABITORNER, 50 mg/kg ROBS% 2 HHIC1.54 48/
ml DOFIEXKA peak AMI Sz COBEDEMIIZ 10.39 % TH - 7o RBREPIMEL IR
~DOBFMNBIFT, REASANEREOBIT Ch > 7o BIRINC, ARNME, NENE, S48
B, MWYERIER, MR L O 4B D 222 E RIS LT, &# 1 E1250 mg % 7:i3500 mg
21H2~3EHRE L. F334, B3P, 2PEH4H, 82 HloRMIS N BIfE
ALLTIRACTHRHBERES ED. T, TraAF-—RIGRRERFASNRLE» T

Cefroxadine (CGP-9000, CXD) 3, 1972&% = 4 =
CIBA-GEIGY # T #f9Bi% s /¥ Lu># 0 Cepha-
losporin ZREME TH 50

AF 3R D Cephalosporin ZR K ELER, 75 &
B, BEECH UTLLEER <7 v E2EL, BE
WERT 2, 20%EE LT CEX 0D XLPH,
BEERERLT, BREBHY T 2 FHsEH CEX
LOFT TR ENBEDBLRTL B,

BELRBRBECET 3 XAOEKICAOHDE
B, BMENRHZTo260T, UTKREOLS OBH
EHET 5,

£ B 5 &

1. R <7 b REZERERREAOLT, XD
WS (MIC) #BAR(EREELGEEECIVRE
U7z BMEH{ BRI Tryptosoybroth |C18~24Rsfilt&E D
HEKTH 5o

2. BRERYMEERKIC T 2 BREIUNH | IRREUERE
L 05y Utz Staph. aureus 20 ICDWT, LELEKE
OFHEICLD MIC 2 E L. EKIC CEX {Cob
THRE L

3. IMoEEE : MR A 3 &I, BEATHE R I K
500 mg % 1 [EIAARE LT, REFAICER T U Tinsh#
EAERIE Lo

BERIEICIE, M. luteus ATCC 9341 2B LT

WEH v THECE o1z i pH 6.6 DA, &
KOFRBLUESE M BOERIC I pH 6.601/15M
Phosphate Buffer Solution {37z,

4. RABT : ABERBRE (KE2.5~3.0kg) iC
&oT, XHORABITICD X K5 Lo AH50 mg/
kg ZMBHEEITL, %5 b HF—FAEROTEE
BEARICERE LTz £ 0EBBRIICHIEKERRLT,
FIEKBRELRE L. ARCIPREICOLVTIRE
Lo X5 HIEKBE®D peak HFICREREZFEH LT,
RAERABEIC DL THRE L.

BENER, 3. K3 LAKTH S,

5. EHERERE : ERIZ, AENIES §l, PIFHE?2
B, SHREER 45, BRHEER4H, ARREI1AS
K UABEERE 36, FH2ERTH 3,0 )

LA LT, &F % 161250 mg F 723500 mg,
1 H2~3EARE L CTEREBERM LI

£ B K &

1. ixRZ
Table 1 {CRTCEL THBo
Koch-Weeks #3.13 #g/ml, Morax-Axenfeld B 0.2
#g/ml, Strept. pneumoniae 1.56~6.25 ug/ml, Cory.
diphtheriae 0.2~0.39 ug/ml, N. gonorrhoeae 0.2 ug/
ml, Strept. hemolyticus 0.2~0.39 ug/ml, Strept. viri-
dans 6.25 ug/ml, Staph. aureus (0.78~3.13 ug/ml B
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Table 1 Antimicrobial spectrum
(kg/ml)

‘Organism ‘ S?&igi CXD CEX CER
Koch-Weeks bacillus 4 3.13 50 10
Morax-Axenfeld diplobacillus 7 0.2 0.2 0.025~0.25
Strept. pneumoniae 8 1.56~6.25 | 1.56~6.25 | 0.025~0.1
Cory. diphtheriae 4 0.2 ~0.39 | 0.39~1.56 0.025
N. gonorrhoeae 1 0.2 0.2 0.25
Strept. hemolyticus 2 0.2 ~0.39 | 0.39~1.56 0.025
Strept. viridans 2 6.25 50 0.1~10
Staph. aureus 4 0.78~3.13 | 0.78~1.56 | 0.025~1
Ps. aeruginosa 2 >100 >100 >100
Staph. aureus 209P 1 1.56 1.56 0.1

Fig. 1 Sensitivity distribution of Staph. aureus
(20 strains)

%

Drug 25
2 | %13 4 1

cXD (10.0) | (65.0) | (20.0) | (5.0)
2 (%15 2 1

CEX (10.0) | (75.0) | (10.0) | (5.0)

¥ Staph. aureus 209p

LU Ps. aeruginosa>>100 ug/ml T - 70

LY L7z CEX? LU CERY L HiN3BIC,
27 b L iZBELILTED, Koch-Weeks gits &7 5
LRERETRARN L VO XVDHBNERT C &5
Mok,

2. BRIRSY#E Staph. aureus &Stk

Fig. 1 WRT & 51C, £HKID0.78~6.25 ug/ml ic 43
HLT, 1.56 ug/ml L1345 65.0% 285 > THHDOIL %
RLTWVE, FIFICHRE L7 CEX i3, R#I0.78~
6.25 ug/ml DRFICH > T, 2 D 1L b1.56 ug/ml |C
BoNTRBENS, KKID Staph. aureus T34 5

Fig. 2 Serum levels of CXD healthy adults
500 mg without food
18/m

10

¥ 1 é 4‘ 6Hours

Cage—Jours [ 1 2 4 6

1. 20y. $.52kg 3.50 7.42 3.26 2.26 0.35
2. 20y. $.45kg 1.92 7.86 7.24 1.92 0.70

3. 20y. 9.52kg | 2.60 | 6.28 | 4.10 [ 1.76 0.55

Average 2.67 7.19 4.87 1.98 0.53

ZH#id CEX ICHELUT 36D TH 570

3. M

3&EbAME 1 Kefiic6.28~7.86 ug/ml, Fi57.19
ug/ml @ peak EMZSNT, PHIZHHLT, 28
f14.87 ug/ml, 4 B§[H]1.984g/ml G, 6M [ Ti30.53
ug/ml TH -7 (Fig. 2),

4. IRABWIT

BT NXT2IBDOFEEBTREL .

1) #IE/KABIT (Fig. 3)

1oRs#£0.17 £g/ml OBFTAR L, 1 1500121.42
ug/ml, 2 Kefiihipeak fET1.54 ng/ml (T3 L7, DItk



528

CHEMOTHERAPY

AUG. 1980

Fig. 3 Aqueous and serum level of CXD
50 mg/kg p.o. rabbit eye

ug/mi n=2

Serum level

Aqueous level

l’ R ol -~
, -
L4
¥ 1 2 4 6 8hrs.
) Hour » 1
Tissue 2 4 6 8

Aqueous humor | 0.17 | 1.42 | 1.54 | 1.21 | 1.21 | o.11

Serum 13.2 | 17.47 | 14.82| 5.93 | 4.57 | 0.16
A s
deous/ % | 129 | 813 [ 10.39] 2040 26.48 | 68.75

Wik LT 4 9M1.21 wg/ml, 605 &1.21 sg/ml T,
8 iM% & 78450.11 ug/ml OBFTMBEAEN L2,

i AE 2 1 R R%IC17.47 sg/ml D peak 783 5
1T, 8KMITI20.16 ug/ml TH -7,

Fokiniitiz, BKARED peak By, 2 B5MIC10.39
%ThHo70

2) IR4aMBPINEE (Fig. 4)

BOKRE% 2 BMICET ST, REMICI.88 ug/
E THoLORMENBITLTALNI UT, ABRK
7.66 4g/8, IRING.48 4g/g HM5.04 ug/g, M 3.76
#8/8 T, HIRBOMMICHETIRIFEBITER L
IRBRABTIRCOSICED, MF EMK3.04 4g/g, Al
B7k2.23 #g/ml, MBRASHN1.18 £g/g T, WFik, K&
KICRBITRERALDONLED S,

MiA~Ni2, 14.748/ml OBTREERL .

5. ERERBCHE

Table 2 {LRT LK TH B,

N B B2 Staph. aureus, Staph. epidermidis Hsk
HEANAbDT, XF|%1H250 mgx 2 F/-i23EA
Ricky, 2@z E 3 BYAICRRORKR, EiRSY
BiCk#XIN TS5 AMIC3. 758 ZA LTHEBLTEY
%5 L7e DT H5HIZ7 BETCIERIBRLTEY
KEAL, 1ARBREGMRLUTHEEL, PPEYOER
THo7

N2 K &2 Staph. aureus, Staph. epidermidis Lk
A250DT, 1H750mg 3[4 i LT1ACHBRER
DREESIH, OCTH 1FAREHTH >

Fig. 4 Ocular tissue concentration of CXD
(rabbit eye 50 mg/kg p.o. 2 hours n=2)

5 10 15.g/g or ml
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Table 2 Clinical results of CXD
“Age _ ' ) Daily |Days of [ Total .
No. | Sex Diagnosis Eye Organisms dosage |admini- | dose Eﬂ'ecg Side effect
: (mg) | stration| (g) '
1 |22, f | External hordeolum OD | Staph. aureus 250% 3 5 3.75 + -
2 |41, m | External hordeolum i OS | Staph. epidermidis | 250 3 5 3.75 - -
3 |15, f | External hordeolum OS | Staph. epidermidis | 250 % 3 5 3.75 + -
4 |"17, f | External hordeolum OS | Staph. aureus 250 % 2 6 3.0 + -
52, m External hordeolum Both | Staph. éureus - 250 3 - 5 3.75 + -
6 |69, f | External hordeolum OS | Staph. aureus 250% 3 5 3.75 +H -
7 | 28, m | External hordeolum OD | Staph. aureus 250% 3 6 4.5 + -
8 | 43, m | External hordeolum OS | Staph. aureus 250% 3 5 3.75 + -
9 |11, m | Internal hordeolum 0S | glabh aureus | 250%3| 5 | 375 | 4 | -
10 |51, m | Internal hordeolum OS | Staph. aureus 2503 4 3.0 - -
T 8, m | Acute conjunctivitis OD | Staph. epidermidis | 250 % 2 4 B 2.0 + -
12 20, £ | Acute conjunctivitis OD | Staph. epidermidis | 950x3| 5 | 3.5 | + | -
13 |39, m | Acute conjunctivitis OD | Staph. epidermidis | 250 3 6 4.5 + -
14 |36, f | Acute conjunctivitis Both | Staph. aureus 250% 3 4 3.0 + -
15 {73, f | Chronic dacryocystitis | OD | orp; wiridans 250x3| 6 | 45 | + | -
16 |57, f | Chronic dacryocystitis OD Sf{tz;;h{lz:zr:%;,i&lf;\l.& 250% 3 6 4.5 + -
17 |68, f | Chronic dacryocystitis | OS SRR 250x3| 7 |52 | = | -
18 | 47, f | Chronic dacryocystitis oD iz‘ae:};g:‘:agyPR— 250< 3 7 5.25 + | Diarrhea
19 | 42, f | Corneal infiltration oD étlr,ﬁ) iridans 500x 3 7 10.5 + -
20 |29, m | Corneal ulcer oD | Staph. epidermidis| go9x3| 5 | 7.5 | + | -
21 |43, m | Corneal ulcer 0s G.NR. 500x3| 7 | 105 | * -
22 |19, f | Corneal ulcer OD | Anaerobic G.P.R. 5003 7 10.5 - -

SUERBRII4HFIT, DTHLb Y 1 L RERBEROE
SRRPITH 5. RN F /o BIRIBD M DIER T,
Staph. aureus ¥ 7-i3 Staph.’epidermidis %IFBR L 7-o
BRECA~ 4 Foa —F v v OER AT, £# 1 H500
mg 7013750 mg B 54 3iC, 24 &b RIRORER,
WL MR, BORSER L CEORE/(LNAOH, B
BTH ot

SRS O 12, Staph. aureus, Str. hemolyticus,
Str. viridans, GPR GNR 5 & ¢¥ Anaerobic GPR 73
EEMEROHBEMRI I NIce TRTHRE L RETD
REICLD, IEMBRHOERDS SN, RESDEE
RKTHML, A#1H750 mg ZHRELD, 44t
2RI b & DR SAKBRBEA S LV ERTH -

oo DT D 2 PITIIIMED RO RBL DS SN TPPHE
$TdhH o7,

AR, BORMBAEMEKD, FilsAEEIHIC
BRERAE S LDl R MEAO KR T Str. viridans,
GPR 2L T 3. KF# 7 1 BKKD0.5%KE
WA EY LU TIEBHRICEEL, 1E500mg 1 H3EA
RELHT, 7THETICRELR T HE, RERIH
%, BB LIc. BRPITH S,

A O 3 Fth 2 Flid, AE~L R THRTOR
BRARSRTH 5. 3H& bR, FlErkl>, AEd
1B E - READBICEREEH LD BEBEEH O
3£ C, Staph. epidermidis, GPR, GNR. Anaerobic GPR
ZRE LTS, KFIDO.5% KEKDSIRIC, 1[EI500



Table 3 Clinical effects of CXD

Case Effect
Diagnosis No. | o |+ ] =
External hordeolum 8 21 5] 1
Internal hordeolum 2 1
Acute conjunctivitis 4 4
Chronic dacryocystitis 4 2| 2
Corneal infiltration 1 1
Corneal ulcer 3 1] 111
Total |22 | 3|13) 4] 2

mg 1 H3ERRELHT, 1 HI38H O/, THEH
BAONTEYMTERL, DD 2HRPPELS LUE
DL 1HITH o710

TS 222 WIDBKKS B 2 — 15K /KT BIC, Table
3 DLIIL1 B,

EH 3B, ARH, PRER4, B2 OXMTH
272

BIfER & LT, SEPNSTAMR 2 B BIC THBHER % TF
Zlcbobo, BEEAMMAATIEREELT, B
BMIMKTE /2. TDMDEFITIZ, TLraF¥F—RIENK
ERULEIEAORBRRALNIED 7,

18, SENIFF, BHIE MERAGETLLSHS
7o

x ®

O A Cephalosporin #|, Cefroxadine o %
#, BRRHIERET>TASOh Il 8%, ko Ce-
phalosporin FNC DT E LRI L TH & L 7ok
EHBREH LTAI,

33, AFOHER <7 b i, CEX?, CER® +¥
PILTWBH, —8D 7 5 sHAEE (Koch-Weeks )
Tid, KEDTSHTOAT LMo,

BREKSYMED Staph. aureus DREZ A T3, CEX
DL NIELUT 2D TH o7

AFOWMEEAICONT, O. ZAK 5ViC&nids 5
LBHE, BEEic LT CEX ICEEL - ELEE =
<y bR, EORE N R 7 1BHERET CEX
LOBNTHZEREINT S,

AEBHCNICAROBRBISNDDTH o,

AR OMPBEICONTH S &, BRERACEBAER
15500 mg 1 @5, 1HRE%IC peak fEF197.19
rg/ml 32 5, 6KR#%(20.53 ug/ml ThH 7o [
B®o CEX #57Tit, peak (31 KRiCH > THEH18.7
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ug/ml 57U, 6KsM%i20.8 ug/ml TH o f2o T12
bbb, ZFOMPNED peak (2, CEX LF UT1K
M&kicH v, DgoOMMMIEBSBLUL THLEMN, R
Mic &t 2512 CEX ICHXTIERELRT SDTH
271

H. WIRZ 59 Ckhid, &AX500 mg PR O M
B3 1 KM#%IC peak {14 sg/ml % 5 WTHY, &
#t> CEX WA peak H& 114 M & >T15 ug/
ml 25RL T3,

IO T 05 ICHAXTLBRINTEREDMER
1Cd o 7h8, peak Kz Dt M AYHERSICIZTPIO M
KA EHohi,

EFIDIRABITICONT, KRS0 mg/kg BOHFS
L7 DOHIRKAME 3 2 FHidt peak T1.54 ug/ml
%RL, 8K $0.11 ug/ml OB TRENSEHDS
7. peak BFiC ki 5 FKMMALI310.39% TH o1z

KR ORABTICHT 2812205 TH B,

HCHL &b Bt 2~ 3 D Cephalosporin FNCOT%E
OIRABITERI L& C AT}, FRIC50mg/kg %
BOHKE L THEKARED peak f#id, CEXYTid2
M2, 8 ug/ml A% S hEKMFHI315.91% THD,
6 IFRRIC 3BT RENS LB SN, Cefatrizine® T
i3 2 BRI IC peak {0.92 pg/ml T8.76% DEKMFE
HAR LTz 85T CXD O BEkRBTO peak i3
CEX & Cefatrizine OthRjiC i1 &L, CEX [THAXT
HifetE D L OIEMM S dtbhic.

KiICRO®S% 2 BICE T 2RERARER, AR
TEBNROLT O ARD Y 5 2B, BEEICHTS
FiEh% F 305 BITREMNRINLN, REASNG
ME AU TOBEREOBTTH >7ze Chid CEX? K
B35 LBUDERERT D TH > 70

P EoXBHERREDL S, CXD 2otk CEX &
k%, #OF Cephalosporin #|& L THR BEUEICKT
AHERESMETEZEOT, & ICBRRBTTHE
KRB L » BRMESRT 3 C &3, BEKLARTS
3LEZLNI,

IR, RER/CMEICH L TAAZERR1E
250mg %1 H 2~ 3@, fBKREEEICE]E0ms,
1 B 3 EPRE L TERDRERE Lo

AEKIE, NENE, SpEBEE, BEREROSE
T id 4~ 7 BRSICK 2.0~5.25 g ZRIRE LY, A
BB, AEEREICIZ5 ~ 7 BRNICRRT.5~10.58 %
BELT, £26t, £%30, FH136, POEH4
Pl X U 2 BIORRENZ S hit. MEPHHRICD
T HBE, Staph. aureus, Staph. epidermidis, Strept.
hemolyticus 15 2D 7 5 KEHIRE, 105 GIC GNR,
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SHHICS LS AYMITHER LT . 9000 : A new orally active, broad - spectrum
BERE LT, 1 PIOBIC FRAIRE B Adt, Bl cephalosporin. J, Antibiotics 29 : 653~655,
1976

Rtk AR ETRIZEREDSI B ENT R,

ol TUrF-RISE ZR 1 AICb BTy 2 SHEE, KGEL LK, 4k LK S

M F : Cephalexin o[} #9/5/H. Chemotherapy

1o 18 : 985~990, 1970

ﬂl:a)élﬁﬁ'l. mﬂiﬂ‘bﬁﬁbn‘p. CXD {2 1 (@250 mg 3) =MEE, KAEER, MFHHA. 1 m 4t ,_q.#
37213500 mg, 1 A 3EINIR TEROIRRYPAEIC T D TEHE : A% Cephalosporin C 2T, IRFHH
BRHREME LS SROAMLERTHELELS N i1 Bi)lle J. Antibiotics Ser. B. 18 : 298~
LOTHEo 301, 1965

4) WIRZ, H.; W. A. VISCHER, ]J. FULLHAAS & P.

BERORIE SO RAKSF < 14— KK ieut R. IMHOF : Pharmacokinetics of CGP-9000, &
R I new orally active cephalosporin, in healthy
volunteers. Am. Soc. for Microbiology 827~

% 5 829, 1978

- 5) KAEXR, FHHEMEX, KLz vF, NI R:R
1) 2ak, O.; W. A. VISCHER, C. ScmiNK, W. BRIC 513 5 Cefatrizine ® % B, EiKEIR
ToscH, W. ZIMMERMANN, J. REGOs, E.R. 8t, Chemotherapy 24 : 1962~1968, 1976
SUTER, F. KRADOLFER & ]J. GELZER : CGP-

OPHTHALMIC USE OF CEFROXADINE (CGP-9000)

Masao OwursHi, KENJ1 Nis1zuka, MARIKO MoOTOYAMA
and TAKEsHI OGAwA
Department of Ophthalmology, Niigata University School of Medicine

Bacteriological and clinical experiments were performed on Cefroxadine (CGP-9000, CXD) in ophthal-
mological field and the results obtained were as follows :

1. Minimum growth inhibitory concentration of CXD was 3.13 ug/ml for Koch-Weeks bacillus, 0.2
#g/ml for Morax-Axenfeld diplobacillus, 1.56~6.25 ug/ml for Strept. pneumoniae, 0.2~0.39 ug/ml for Cory.
diphtheriae 0.2 #g/ml for N. gonorrhoeae, 0.2~0.39 ug/ml for Strept. hemolyticus, 6.25 ug/ml for Strept.
viridans, 0.78~3.13 ug/ml for Staph. aureus and >100 ug/ml for Ps. aeruginosa.

2. The sensitivity distribution for 20 strains of Staph. aureus was in the range of 0.78~6.25 ug/ml,
and almost of them (13 strains, 65.0%) were in 1.56 #g/ml.

3. The peak of serum level (7.19 #g/ml) was attained 1 hour after oral administration of 500 mg CXD
in healthy adults, then decreased gradually until 6 hours (0.53 #g/ml).

4. Intraocular penetration was examined in rabbit eye.

After oral application of 50 mg/kg, the peak level of aqueous humor was obtained at 2 hours (1.544g/ml).
The ratio of aqueous humor level to serum level at 2 hours was 10.39%.

The ocular tissue concentration at 2 hours were high in outer parts of the eye, such as bulbar conjunctiva,
extraocular muscle, lid, sclera, cornea, and low in inner parts of the eye.

5. Clinical results : Oral administration of 250 mg or 500 mg in a single dose twice or 3 times a day
revealed excellent or good effect in 16 of 22 cases, such as hordeolum, conjunctivitis, dacryocystitis, corneal
infiltration and corneal ulcer.

A case of diarrhea was recognized, but no other severe side effect was observed.



