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IRAHEIRIC 1T % Cefatrizine DI, FEKMKRE
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Cefatrizine (LIF, CFT) ix%E Bristol F%ERT Bl
RIhiFH L\ &EQO Cephalosporin R¥i4EH ¢, 77
A, BEECEVWHEAR, P AR AL, BORE
KXo THEEL?DORIRMEIFT, LarbEREETH
DEDEREYFTHIY,

AR OBBHNIGA Db, 2, 3 DEBML DK
RBRFEZT LoD T, UTFTREROORELBET
%o

1. #EH

BERFOBRRBYFEOEwBAE w3 % CFT 0
MIC %, (bR BRI X » THIE Lz (Table 1),

KOCH-WEEKS B 25 #g/ml, MORAX-AXENFELD B
0 39ug/ml, D. pneumoniae 0.39~3.13 ug/ml, Coryne.
diphtheriae 0.78 ug/ml, N. gonorrhoeae 0.2 pg/ml,
Strept. hemolyticus 0.39 ©g/ml, Strept. viridans 12.5
~25 pg/ml, Staph. aureus 0.78~1.56 ug/ml ¥ X 0%
Ps. aeruginosa>100 ug/ml Tl %, Staph. aureus 209
Pix 0.39 ug/ml THotoo LichioT CFT 1, 75
LB X O Ps. aeruginosa < 7° 7 MAHEC %
RENRBEZMRRLT, BREMETHBC Lrmbhis,

ZhrR e fL 3k #i4 L 7= Cephalosporin RHiA:#i

CFT,CEX % X' CER RiM»H#E Lo

CFT 2% 0.78~3.13 ug/ml oS LT, &
ot 0.78 ug/ml whHb 14 ¥k, 70% Mz Zedh
st FERFICEE LR CEX it X, CFT i3#y 2 B
FEEV MIC e d » TREMENR I DT ChTwbz E
Mih oteo CER 213, CFT 0 5 AMERZ M4

#ﬁLVCL‘TCo

Fig. 1 Sensitivity distribution of Staph. aureus
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LHEES 5k, Cephalexin(CEX)® rRBMIC X 0 & =gy _o o T
PHETED, BEI%E CFT 025 2% 2~3 22X\ Drugs ——— |= " |77 T T )
P9 %R TR 3 & h 7o, Cephaloridine (CER) CFT «[14] 5| 1]
EHARTIR—HE X D ERFHETH - o CEX *|15| 3] 2
2. Staphylococcus aureus B CER ¥15 | 2| 1| 1 ‘ 1
MRALIBIEBE D 7 Mt U 7o Staph. aureus 20 o * Staph. aureus 209 P
Table 1 Antimicrobial spectrum MIC : ©g/ml
Tested organisms No. Strain CFT CEX CER
KOCH-WEEKS bacillus 4 25 50 25
MORAX-AXENFELD diplobacillus 7 0.39 0.2 0.05~0.1
D. pneumoniae 8 0.39~3.13 1. 56~6. 25 0.025~0. 5
Coryne. diphtheriae 4 0.78 0.39~1.56 0.25
N. gonorrhoeae 1 0.2 0.2 0.25
Strept. hemolyticus 2 0.39 0.39~1.56 0.25
Strept. viridans 2 12.5~25 50 0.1~10
Staph. aureus 4 0.78~1. 56 0.78~1.56 0.05~1
Ps. aeruginosa 2 >100 >100 >100
Staph. aureus 209 P 1 0.39 1. 56 0.1
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Fig. 2 Cross resistance
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Case “FU€  CFTICEXCFTCEXCFTICEXCFTCEX

1. 20y ¢ [3.211.46.4 3.0 (1.0 0.6 [0.26/0
2. 20y 9 [2.6(12.33.6 3.8 [1.2 (0.320.72(0. 48
3. 20y ¢ [1.4510.62.754.2 2.4 (0.321.050

Average 2.42/11. 44. 253. 67]1. 530. 410. 680. 16

Zhb 3FMORRBIRE RIcb DM Fig. 2 TH 5,

CFT o Staph. aureus v+ 5%z, CEX L b
T<¢h Ty, CER LY RBBRERACHHT 5 2 &M
i’)?b‘ZJo

3. mmE

R A 341, CFT % X0 CEX »#4% 250 mg 4
R X T, cross over TIMAFBREXNE L %o BWEH
Fwik CFT $BNBENEINERRE W X b, Sarcina
lutea ATCC 9341 *BREWLTHHB» » 7tk A v
t20 7c¥s, CFT £E¥E¥3 pH 6.0 0 1/15M Phosphate
buffer “C{EBM L, #{&IX[FE buffer T4 FR Lo
g Fig. 3 WRT B TH %,

CFT 1%, MNR#% 34 & b 285K peak {H, 2.75~
6.4 ug/ml, P 4.25 ug/ml WL, DS @R L T
4 FefETiX 1.0~2. 4 pg/ml, P 1.53 ug/ml 7R L,

Fig. 4 Aqueous humor and serum level of CFT

/ml rabbit eye
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( ) Secondary aqueous

6 Bl 0.26~1.05 #g/ml, E# 0. 68 ug/ml TH -
720 CEX T3 1 B84 FE 5 11.6 ug/ml @ peak {&
PHxbh, DRISECHI LTORHTII3IEAF 1A
727 0.48 ug/ml DPEXRL, D 2 £ TRIETEE
Tholo

Tiebb, CFT ofidRE X CEX & lkXTkh
T peak {HICEL, FRIXIIVELS AR5, £IEHE
TI1X, 1RHET CEX ofy 1/5 DBRE TH %%, 2 K
BRETir CEX %Lib%(ﬁﬁ%d“bh%@’(‘&oﬁ_o

4. BRABIT

Bt KK ER S HWT CFT oRABFCOWTH
Wl BERE LR lFRENERCET S
LR, DREER IV Tiolo BT VTh 4R
@Sizi@f[ﬁ‘f‘zb b Lo

1) BIEKABT

CFT 50 mg/kg ##ER#E5 Lic B O HiFEKNIRE O
B8, Fig 4 WRTEBYTH D,

BAKBED peak X 2K c 0.92 ug/ml 23 %2 &
R, DBEIR LT 6 B ik 0.16 ug/ml & & & ¥
Foo FIBRCRISE Ui iR 1 B [ #1c 21.9 ug/ml
DREMECEL, S ERT2enicEld L Te ki
TiX 2.0 ug/ml &R Lo K/ MiEE%%5 &, B
KD peak KT 8.76% TH - 1o ek, RFO®IF L
() B2RBERKEBEXRLLSDT, Zh T2k
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Fig. 5 Aqueous humor and serum level of CEX

rabbit eye
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Fig. 6 Ocular tissue concentration of CFT
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b, ZEBEasEEs s, CFT ik AEEHE AR
2 awEL, CEX X o33 <hicidihtdbbbl,
Staph. aureus W dEEZHRR Lico ARSHE O M
rhiftiei3, peak BT CEX Xhis<h, o (EEE
THHH, LEORRMETIE CEX X b ERE Tt
N bhic, BABMTC LRABOMEAT, SR, BRI
PSS L b RIFARFEREOBITRENA LD DR,
Licdt 5T, CFT 1 3SHRH, RERATREYSEC B AN
BH LTS T REDROBOAIAEFEE L DI S,
TR W TR %,

5 ERERRCK

SEGIE, SAERIES G, PIENIES 6, S ERE 2
B, @bEh x A PEREB 6 Bl, SRR 2 F, EHH
WA 3G, ABEREIH, A6, B % E &
%, LB ERG XL 1 HIOH 34 HITH S,
CFT o#5 5, SRl & BB 6l i
125mg » 7w 1H4ME, § 0.5g %, EEEFCIT
1@ 250 mg %7tk 500mg, 1 H 406, i 1.0~2.0g
PRI, 5B 4 EAOU4BMICh - TE
b, FHEERIY 2.0g 5 28.0g ¥TLILA,
EEpRER B Y OYERIT Table 2 WRTEBY TH 5.
HEREI RIS Staph. aureus X5 b O T, &l
1H 0.5g #5046 T3, 2HCER, 1HPRH
/T, DI H 1GITEDTHS, 10 1.0g #H5D1H
CIXEECEA Lico

HMERED 1R 0.5g #5260 TEX LI F i DR
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Table 2 Clinical effects of CFT
Case ‘ggi’ Diagnosis Organism ‘ ggslg Dutrii.n ‘ggstiasl‘Effectiside effect
1 | 532 | Right external hordeolum Staph. aureus 125mg x4 5 days| 2.5g| + -
2 | 325 | Right external hordeolum Staph. aureus 125 x4 4 2.0 + —
3 | 269 | Right external hordeolum Staph. aureus 125 x4 5 2.5 — —
4 | 195 | Left external hordeolum Staph. epidermidis| 125 x4 5 2.5 + —
5 | 289 | Left external hordeolum Staph. aureus 250 x4 5 5.0 + —
6 | 345 | Right internal hordeolum Staph. epidermidis| 125 X4 5 2.5 + | Anorexia
7 | 295 | Right internal hordeolum Staph. aureus 250 x4 4 4.0 4+ | Anorexia
8 | 31¢ | Left internal hordeolum Staph. aureus 250X 4| 4 4.0 + | Anorexia
9 | 249 | Left internal hordeolum Staph. epidermidis| 250X 4| 4 4.0 | + |Anorexia
10 | 3992 | Left internal hordeolum 125 x4 4 2.0 + | Anorexia
11 | 339 | Right acute chalazion Staph. epidermidis| 125 X4 4 2.0 | + |Anorexia
12 | 235 | Left acute chalazion Staph. epidermidis| 250 X4/ 5 5.0 | + |Anorexia
13 | 319 | Right acute conjunctivitis D. pneumoniae 250 x4 4 4.0 + | Anorexia
14 | 28¢ | Right acute conjunctivitis D. pneumoniae 250 x4 5 5.0 + | Anorexia
15 | 413 | Right acute conjunctivitis Staph. aureus 250 X4 4 4.0 +# | Anorexia
16 | 333 | Right acute conjunctivitis Staph. aureus 250 X4 4 4.0 + | Anorexia
17 | 595 | Left acute conjunctivitis Staph. epidermidis| 250 X4 5 5.0 + | Anorexia
18 | 65¢ | Left acute conjunctivitis Staph. epidermidis| 250 X4 5 5.0 + | Anorexia
19 | 549 | Right acute dacryocystitis Staph. epidermidis| 260 X4} 10 10.0 + | Anorexia
20 65 | Right acute dacryocystitis Staph. aureus 250 X4 7 7.0 H | Anorexia
21 | 53¢ | Right chronic dacryocystitis Klebsiella 250 X4 7 7.0 + | Anorexia
22 | 709 | Right chronic dacryocystitis D. pneumoniae 250 X4 7 7.0 + | Anorexia
23 | 569 | Left chronic dacryocystitis GNB 250 X4/ 5 5.0 — | Anorexia
24 | 572 | Right corneal infiltration D. pneumoniae 250 x4/ 10 10.0 + | Anorexia
25 | 343 | Left corneal infiltration Staph. epidermidis| 250 X4 7 7.0 + | Anorexia
26 | 253 | Left corneal infiltration Staph. epidermidis| 250 X4 5 5.0 + | Anorexia
27 | 662 | Right corneal ulcer Strept. faecalis 250 X4 5 5.0 — | Anorexia
28 | 645 | Right corneal ulcer Staph. epidermidis| 250 X4 14 14.0 + —
29 | 569 | Left corneal ulcer Corynebacterium | 250 x4/ 7 7.0 | + —
30 | 283 | Left corneal ulcer GNB 250 X4 7 7.0 + —
31 | 462 | Left corneal ulcer GNB 250 X4/ 8 8.0 + —
32 | 4292 | Left corneal ulcer GNB 250 X4 7 7.0 + —
33 | 495 | Right orbital phlegmon Staph. aureus 500 x4| 10 20.0 + —
34 | 53¢ | Right iridocyclitis purulenta Staph. epidermidis| 500 X< 4| 14 28.0 + | Eruption

N&Ebh, 18 1.0g ©3HAIXLARENTD o

LA IET Staph. epidermidis & L1 d DT,
1H 0.5g #ETHEYTHY, 1.0g HHEFATITIHLL
CEHRLED BRI,

Lk X ARSI & O SE Bl X, D. pneumoniae,
Staph. aureus, Staph.epidermidis it K\ Ihicd
DTHbo LBNCAEHH 72V HHERM D 0.5% KB
FHBLT, 0.5% CFT iy AllEk XU &HB 52T
b0 T, 1H 1.0g 5 X b HHERA LI

LM FEESL Staph. D HDT, 1 H 1.0g 2R
XRTTH, 0AHRETHEGOHEN X BRI,

BRI, 0.5% CFT KB X » BREED
PO Lo 5~7 HREIC 5~7g *#5 L C Klebsiella,
D. pneumoniace Y:DFEMTILREBEAGE 1L K BE
e oteh’, GNB DS DIIIEIE AL hith »
o

ARREo 3L b, 0.5% CFT XBKREXHBELT,
1H 1.0g AR WTFRLBEHIIHEE B
LTWwWbo

AR 6 B, 0.5% CFT KEWD SR & #l
1H1.0g 25 LEbDT, Strept. faecalis ¥ 1 4]
NEHTH -Tchd, Oz b 58y 5~14 BRI 5.0~



1966

CHEMOTHERAPY

DEC. 1976

14.0g 2RI B THEYIFER LTV 5b.

HRET peatr 86 21 Staph. aureus PEC, BEEORR, E
EAEE CRERREEND D, BREXLIE L. AF%
1H 2.0g BIRCIEAT v 4 FEAFIRBRATH L,
3 HE XK BMEERD BENEA LN, 10 HER
10.08 5 L TEROHKENR L LDOR I DTH 5o

{LEBM AT B S DEFINY, BT M & iTEKRE
FIVOHMEERY AR L D %o 1% Atropine SR 0.5
% CFT KBWH AR LT, A% 1A 2.0g AR,
BB E LT Sulbenicillin (SBPC) 1 § 10.0
g DETEHEL A Lico MRS G (X Staph. epi-
dermidis PEEFRTH S icht, RIRPTRIGED 8 4
TR hMERE & kb, SBPC AEk ot
Uik ¥ E M5 &, 50 H ¥ CiTFERLH
%, MBKOBBOER Lico ®#E5ET7HB, 2HCHE
nHbbh, KEESEc PCREXZEBLDT &
= SBPC #Ebic-L, CFT 350D ¥ ¥ #5 % kit
Lico RBIHET Sz Lin HBBHAEC X b AL
720 CFT i 14 I, 28.0g ##%5 L CICEEMKMEX
Ik, HBRE LT

Table 3 Clinical effects of CFT

UEtolERpRLY—iET5 L, Table3 © X 5 ThH
60

=5 5, Axh 24, OXHER 2, BHIOMME T, F
%, Fohbbesr e 29 BITHZR 85.3% Lisdo

WA OB S Lt b ot Table 4 TH %, Staph.
aureus, Staph.epidermidis, D.pneumoniae, Coryne-
bacterium, Klebsiella 35 Y. 0 GNB 025 s[5, &
HECIEL BERCEA LTV Ealbh b,

B E LT, 2BCARHENIEY, 1HACREELEARL
hico ARG EEY hilET5 BB, Mk
BN TH oo TR CHERI X 5, PR
#Fo> SBPC X5 bDLELZLRIIDTH 5o

0, GOT,GPT, Al-P, BUN 7¢ & B ek & T,
RSB REERT L b ORI d o 7o

CS M O :

CFT OISRk 5 BRI O bic 47 75 - T
EPEBR AL DO EEREE 2 BT, DT X5
THhbo

1) CFT ofi#ii%, KOCH-WEEKS B 25 4g/ml,
MORAX-AXENFELD B 0.39 ug/ml,
0.39~3. 13 ug/ml, Coryne.diphtheriae 0.78 pg/ml, N.
gonorrhoeae 0.2 ug/ml, Strept. hemolyticus 0.39 ug/

D. pneumoniae

Effe ml, . Strept. viridans 12.5~25 ug/ml, Staph. aureus
. . Case ect . i
Diagnosis No. o 78~1.56 ug/ml, Ps. aeruginosa>100ug/mlTH - 1o
H ] E| -
External hordeolum 5 3] 1|1 Table 4 CFT effects against causative organisms
Internal hordeolum 5 11 3|1 Eff
. ect
Acute chalazion 2 11 Organism No.
Acute conjunctivitis 6| 2| 4 + 1 + } ] -
é;“te,da;“'"cys““,s. z 11 Staph. aureus 0| 3| 5] 1]1
ronic dacryocystitis 2 1 Staph. epidermidis 12| 1]10
Corneal infiltration 3 3 .
c 1 ul 6 5 1 D. pneumoniae 41 1] 3
OO:'Iteal uhlcer 1 Strept. faecalis 1 1
Iljdl 2 f .egmonl 1 1 Corynebacterium 1 1
ridocyclitis purulenta Klebsiella 1 1
Total 34 5124 2| 3 GNB 4 3 1
Table 5 Clinical laboratory findings before and after CFT administration
] ) Total GOT GPT Al-P BUN
Case Diagnosis dosis
B A B A B A B A
24 | Corneal infiltration 10.0g 15 19 10 12 6.2 5.6 12 15
28 | Corneal ulcer 14.0 21 20 13 10 8 10
33 | Orbital phlegmon 20.0 24 23 8 11 5.6 5.8 15 21
34 | Iridocyclitis purulenta 28.0 19 18 7 10 11.9 6.8 10 14

B : before A : after
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2)  Staph. aureus 20 FEDORK 5% #E1% 0.78~3.13 ug/
ml oS L, Ao 0.78 ug/ml 2 B 5T
14 £, 70.0% MNZhiEd T,

3)  fREERCA 3451 250 mg 1 A% 0 B 5k o i i
J13, 2B5HEE peak B 4.25 ug/ml s L CLAREIK
L, 6% 0.68 ug/ml TH 1o

4) BFRBFERIC 50 mg/ke FO&L5H, HiEKA
~11 2 BERSE% peak fii 0.92 ug/ml © BITIEE SR & &
¥, LUBEIR LT 6 B5H# 0.16 ug/ml %78 L7z, Peak
O EK /Mgt 8.76% Th -1

B E#EE, 2R X O 4 B 31 IR AR
BEUL, AMIRIB, BRERNIRE d REFARBINAR LD LR
7o

5) SRENIE, WERIE SYERKREE, Stk x otk
g, atkFEEEs, BERER ARRE ARE
55, REBESss X OLIBMICEBR4 K &5 34
e LT, CFT #1H 0.5g, 1.0g /i3 2.0g %
P\]Eﬁg‘&ﬁ:o

%% 5, HX 24, LRHL 2, KHIOMMN LD
hico

6) BEWEAE LT, ABMNE2H, RE1MNALR
oo FOMT UAF —RIGIRERBLIOT1IHADILRDL

highotce Eie, HHEBERE, OKRBRECREMEY
i O ok NOTE $7 9/ TY ru
PERAORYL Y 5 T e EAMIE (BR) wesilB b
To KRXOEE R, FEMS0E 9 AFWCHBI LS
22/ HRLEREF AR AR TR ETRE Lo
X 3
1) LEITNER,F.; R.E. BUCK, M. MISIEK, T. A.PUR-
SIANO & K.E.PRICE: BL-S 640, a cephalos-
porin with a broad spectrum of antibacterial
activity: Properties in vitro. Antimicr. Agents
& Chemoth. 7 :298~305, 1975
2) LEITNER,F.; D.R. CHISHOLM, Y. H. TsAl, G.E.
WRIGHT, R.G.DEREGIS & K.E.PRICE: BL-
S 640, a cephalosporin with a broad spectrum
of antibacterial activity : Bioavailability and
therapeutic properties in rodents. Antimicr.
Agents & Chemoth. 7 : 306~310, 1975
3) =ZHEEE, KAEXR, REKE SHIERE &%
EF : Cephalexin O R # 9%, Chemotherapy
18 : 985~990, 1970
4) =ZHBEFE, KAERXR, WAHMA, REXHE, 434
IE#E : AR Cephalosporin C o\ T, BRE4E
BiC k35 6. J. Antibiotics, Ser. B 18 : 298
~301, 1965

BASIC AND CLINICAL EVALUATION OF CEFATRIZINE
FOR OCULAR INFECTIONS

Masao Oisui, Kenyr Nisaizuka, Mariko MoTtovama

and Taxkesur Ocawa

Department of Ophthalmology, Niigata University
(Director : Prof. K. IWATA)

Laboratory and clinical experiments were performed on cefatrizine(CFT) in ophthalmological field,

and the results obtained were as follows.

1. Antimicrobial activity of CFT against various organisms was 25 #g/ml for KOCH-WEEKS bacil-

Ius, 0.39 ug/ml for MORAX-AXENFELD diplobacillus,

0.39~3.13 pg/ml for D. pneumoniae, 0.78 ug/ml

for Coryne.diphtheriae, 0.2 pg/ml for N. gonorrhoeae, 0.39 ug/ml for Strept. hemolyticus, 12.5~25 ug/
ml for Strept.viridans, 0.78~1.56 ug/ml for Staph.aureus and >100 pg/ml for Ps. aeruginosa.

2. The distribution of the sensitivity for 20 strains of Staph.aureus was in the range of 0.78~1.56
ug/ml, and most of them (14 strains, 70. 0%) were in 0.78 ug/ml.

3. The peak of serum level was attained 2 hours (4.25 #g/ml) after oral administration of 250 mg
CFT, then decreased gradually until 6 hours (0.68 ug/ml).

4. After oral application of 50 mg/kg in rabbit, the peak level of aqueous humor was obtained at

2 hours (0.92 ug/ml).

Aqueous/serum ratio was 8.76%.

The ocular tissue concentrations at 2 and 4 hours after oral application of 50 mg/kg were high in

both outer and inner parts of the eye.
5. Clinical results

Oral administration of 0.5, 1.0 or 2.0g daily revealed good effects in 29 of 34 cases, such as exter-
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nal hordeolum, internal hordeolum, acute chalazion, acute conjunctivitis, acute dacryocystitis, chro-
nic dacryocystitis, corneal infiltration, corneal ulcer, orbital phlegmon and iridocyclitis purulenta.

6. Side effects

Two cases of anorexia and a case of eruption were experienced, but no other severe side effects,
such as allergic reaction and abnormality of hepatorenal function, were noticed.



