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1. RRFZEL LUK

1 BERIEECRTAHEN

IRBHEIRRRILTE R 3k © Staphylococcus aureus I} X O
S. epidermidis v xt3 % CPZ D&% CEZ,CER,CET,
CEX, CDX % X 0¢ CCL & Ji#kat Lic, MIEHEK LA
Mgk omre g iy, BEEET 108 cells/ml

A& K13 Pseudomonas aeruginosa

L L

ZDORAEx Table 1,2 D@ h TH 5,

CPZ @ S. aureus =33+ A E L, 0.39pg/ml 6
3.13pg/mlicp b, L56pug/mlic €= 27 %KL, &
DML CEZ, CER, CET X h®<%4 b, CEX,CDX,
CCL L iziEfT5HDTH -7

—7, S.epidermidis wexy+% CPZ OHE L 0. 1~
1.56 pg/ml iz dp b, 0.39 pg/ml iz — 7 235B» b,
ZoHENHDE XL CEZ, CEX X h®®%¥ X b, CER,
CET X h®®4 b, CDX, CCL Li3iEREETH - oo

2. RROMER XOEKFEEOKRR

3 kg BiROAERMKEICAF 50mg/kg > #Ed X
CHHE L, BFHCIES LOBKEERL, AFHOR
TREXHE L.

Table 1 Sensitivity distribution of clinically isolated Staphylococcus aureus

MIC (ug/ml)
Antibiotics Total
=0.1] 0.2 {0.39]0.78 | 1.56 | 3.13 6.25!12.5[ 25 | 50 | 100 |>100
Cpz 1 8 | 11 1 21
CEZ 4 | 14 3 21
CER 16 4 1 21
CET 11 9 1 21
CEX 14 21
CDX 2 | 17 21
CCL 1 4 | 13 3 21

Inoculum size: 106 cells/ml
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Table 2 Sensitivity distribution of clinically isolated Staphylococcus epidermidis
MIC (pg/ml)
Antibiotics Total
=<0.1/ 0.2 |{0.39]|0.78|1.56|3.13(6.25|12.5| 25 50 100 | >100

CpPZ 2 1 9 7 7 26
CEZ 2 1 3 4 13 2 1 26
CER 20 5 1 26
CET 23 1 1 1 26
CEX 2 1 3 4 13 2 1 26
CDX 2 19 4 1 26
CCL 1 3 13 7 2 26

Inoculum size: 106 cells/ml

Table 3 Concentrations of CPZ

in serum and aqueous humor after iv

administration of 50 mg/kg in rabbits

Time Serum levels Aqueous humor levels 2
(hour) (ug/ml) (vg/ml) Aqueous humor/Serum (%)
1/2 19.0 3.0 15.7
1 12.0 1.8 15.0
2 7.1 0.8 11.3
3 2.5 0.6 24.0
4 0.2 0.5 250.0
6 <0.1 0.1 —
Table 4 Concentrations of CPZ in serum and aqueous humor after im
administration of 50 mg/kg in rabbits
Time Serum levels Aqueous humor levels
(hour) (¢g/ml) (pg/ml) Aqueous humor/Serum(%)
1/2 21.8 <0.1 —
1 18.0 0.9 5.0
2 8.7 0.6 6.8
3 5.1 0.5 9.8
4 1.5 0.3 20.0
6 1.2 0.1 8.3

BIEF L Bacillus subtilis ATCC 6633 DIEprik
FHETHHEE? » TR otc, Fho, ThoDERE
BARTERICIZI/15M Y YRR (oH 7.0) % B\ i,
ZORBMIER 2 F2BOFHEETH 54> L, Table
3, 4,Fig. 1,2 DB HTH 5,

TR AE DR/ FTRENERE 0. 1 pg/ml TH B,

50mg/kg IEBRDMBAIRED € — 71330701ch b,
19.0pg/ml %77 L, 4BERITO0.2pg/ml, 6 FEREICILE
WA R Lo S. aureus W4T H5E R % 1. 56 pg/ml
LT 5 LRI SHRIMMETTH - 10

—7, BAKNEELY»5 &, it h305c 3.0pg/ml

EE—7%RL, 4BETIX0.5¢¢/ml, 6RRETi20.1
pg/ml & 4RI T CIMERBE X hEL
B BT, S. aureus 1T B HREEE S 1. 56 pg/ml

ETHEBRERIBMETTH - T

—7, BEBOBELIB L, MERBEIRSHE0
DTE—7 LI, TOWEL 21.8pg/ml RL, #
EHOLE LV EVCEEYR L, b5 6T
b L2pg/ml EMERI DIBVRELYR L, $LB
KABEIRSEH1BRce—2747%h, 0.9pg/ml%
ARLICDS, COBREZEEROC— 7R 3.0pg/m], ¥

7o 1BEMEED 1.8 ug/ml L b L {EVIBETH - oo
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Fig.1 Concentrations of CPZ inserum and aqueous
humor after iv administration of 50 mg/kg

Fig. 2 Concentrations of CPZ in serum and aqueous
humor after im administration of 50 mg/kg

in rabbits in rabbits
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Fig. 3 Ocular tissue concentrations of CPZ after im and
iv administration of 50 mg/kg in rabbits
(1 hr. after administration)
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Table 5 Concentrations of CPZ after instillation of 5% solution
(pg/ml)
Time 5 times every one minute 5 times every five minutes
(minutes) Aqueous humor levels Tear levels Aqueous humor levels Tear levels
5 <1.56 430 <1.56 ‘ 450
15 <1.56 185 <1.56 130
30 <1.56 40 <1.56 78

3 EROBMAKNEE

5% 50mg/kg A HER XOMECTHRER, 1R
RTRREMmE L, RES (CEERGE, mE SR
B R AL BK) R ERE L, BITEREAYE L,
WEFEE LE L RO HE TR - oo+ DAL
Fig. 3 k&% 2 P2 BOFHTHEDH LI,

Fig. 3 w3 &L HwiL¥, M, #iE #SESLIo4
B TRERTHEROINEVBITER L, A
B LUBEKPNTEERO FABITA R 5 1

WERS 1 BEGEOBT, ARG >HEESITE>H
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BESEBESITE S ERKSHEIEDIATSH - 120 I T
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. 4 A#I5 YEHRABEORERK S L CRERH~D
g 8 g g & 2 g | & —
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3kg B DA EBRAEEORE 5 1 ReARLER
W TVIR LT-5 YW 175 0.04ml % 192 & 5Bl
- £ £ £ £ XU ESEMABRL, FD%55, 159, 3090 &4
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o9 el A | & S |& | & EEECER 6mm (MMEEFKE No.6) OF 4 27 1
BEEA L, CPZOMSEERTBE¥HE L.
.5,'-”\ ) 7 © sy 0w | & BIESERELDOHE ERAETHHRERB~——F
; gg = 4 A TETIT e T,
£l 8 3 F ORI Table 5 D H THE 2 W2 BOTFHL L
£ %EE THb Ui, fokARIC X 5 R/ aTEE0 & 18 B 1 1. 56
E " .."S'E Bl . R N R pg/ml TH - oo
g|318188) | | | 19T 5SEBLV 52T L 5EDABRC L BBKA
ACIEIEEE BESBRRTHS S, 159, 305K T Fhb 1.56
2 A 5-2‘% pg/ml ST THh -t
E e —7, REEREBEYSDL, WThoRERCT
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M gg §§; $2|32|35% FI53E 6 F 7> HIBFISA%E 2 AR A OB\ 1S IC ABE S L 08
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TEH T, B2 HTLEACEHU LEORKER LA
(Table 6),

RS & LTHREEHRD 5 45 Bl 04t
FHE 1O TERLEZAED 46, %26
THERIL 100 % TH -7 (Table 7),

e RERTB & LT 6 flica AR X ORABEF AR
AR ERE Lk 2 ALBIHER DD S Bl % % .

SBEET T IR bR, & Enterobacter
SHIOWTF 4 A 7REM S ZD L L HCEZ(-)T
Ho e FFNIH) TH VERSHE L L b EDHERL
1o

0. Z2R&LVEE

1. FIE¥RIRE

BRERIETS - L bEBELRELETH D S aureus 1T
*3% CPZ O IE %A% &, 218kF198k, 90. 4%
0.78~1.56 g/ml 1= MIC 233 #i+ 5 = Lpibhic,
OB, CEX ki35 & O THtEERD bh
fehrote, =7, BREPEOIEE & LTHEDOSH
S. epidermidis w35 CPZ D E % &5 & 0.1 2g/ml
» 5 1.56 ug/ml DR MIC 444 L, 0.39ug/ml i
E—72Hh, ZOHENNL CCL gL, CEX ®
CDX X hRRT<h T Wb HE T, S aureus = S,
epidermidis Xt LIEFRICHR)  H 5 EBbh b,

2. KROMER X OBEKPEE

50mg/kg ¥ FR G L, BEHEIGERYHET
DEBMERCRHERCE LnEPBREEL FRLE
VCABKAIZ LSBT L, #eHEREcnERE
3EL, FRLBHFTH - dd, BKEBTILEREC
S. aureus TXTHEHEECIIE LV, ZOREIC
IHERERE OBFE I IR IRE O BYE i L5
%, BAORIECIBENEE LhZ trmbh, &
B o TRBEEYEX TRETIHNBC LA
B L7,

3. S5ZRBRCI2EKPRELEEERTBE

1E1750.04ml % 15 ZL 5EE 542 L 5 AR

L, BREOKBKRT L0 59%, 150%, 090B1E
BT OB K HRR LEEERZRE ¥ Lih, BK
FRETREERIC X B 5 9%, 1558, 30)®% iz

CAEHHRIRD LT, WTFhoRF AT 1.5
pg/mIUTTHH DO LIXRBZ I 2BKFBAAS
FYRIFTRVWC EETRRTEIDTHD, —7F, &
ERIEBEI0METIES AL 5EABRN15TES
EXHhEFTShTWB I 5cBbRi,

4. BRHE

EBIBRA CIRADRLIECIIEES, KSEGROR
BIEWIIENE E L C Embhioh, BRI
KD H B E TR CHREY T o T,
ABERYIE 3 Fle LTii1E 2~3¢g /H, 3~4R
HOBRETHEN DY, FHED > %3N LTIt
~5g/H, 3~13BDOHRETEYLYTRL, RERES
# 2Bt LT eIl X bR Lo 7o) h0.5~3g /A,
6 ~10B DBRETHREN A LD LHBER L1, FLBE
RRIE T H B NERIE 1 flick LTik2g /8 2 BCRE
LERHRIELDTRIFRLDTH >
FFRED 5 g% CPZ 50mg/ml BFECOR
D 5 PHFFTBHREXED 52 5O NHEOBERTH
HEDBEOBERTE L 4MTIIEIRHBEALTE
h, coZ ki CPZ D PENDEIEZRTHOT, &
hoDRENLOHEEI NIRRT 7 7 ABHEH, KR
E 75 sBHWERE, Corynebacterium, S. epidermidis, S.
aureus, Enterobacter 12Xt L TCHZTH - 1o

¥/ CPZ # iR ETFBh & LTEHPERESH, &
PEERTH 1 Blicet LT 0.5~2¢g /H, 4~6 HBo&kET
BETH o fco

5. EIffA

CPZ 52103 % BENLEEA 2425 L\vT'h
LBURZEERRA S hich - T,

¥ 2B 1 Akt 5 3R (108 Bgs) ok
1z¥s1F % RBC, Hb, Ht, WBC, GOT, GPT, Al-P, BUN,
S-Cr. D # 2% Liz LA LIEE®RE T, BIERALEDL
nB DLk - T,

X [

1) FIEIBALEREEREBE, R VAIVA
I, T-1551 #8%4k, 1979
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STUDIES ON CEFOPERAZONE (T-1551) IN THE FIELD OF
OPHTHALMOLOGY

Hirosur Harano, Mariko Uepa, TosHiko ToTsuka
and Hisava Tokupa-

Department of Ophthalmology, Kyorin University, School of Medicine

CuuicHiro Kavasa

Clinic of Ophthalmology, Iwaki Joban Hospital, Iwaki

Fundamental and clinical studies on cefoperazone (CPZ, T-1551) in the field of
ophthalmology were performed, and the results obtained were summarized as follows.

1) The minimum inhibitory concentrations of CPZ and the other cephalosporins
against Staphylococcus aureus and S.epidermidis isolated from ophthalmological infec-
tious patients in 1978 were measured. The sensitivity distributions of CPZ against
S.aureus and . epidermidis were 0.39-3.13 pg/ml and =0.1 - 1.56 ug/ml, respectively.

2) The serum and aqueous humor levels of CPZ in rabbits at a dose of 50 mg/kg
were measured. The serum levels of CPZ in the group of intramuscular administration
were higher than those of the intravenously injected group, but the aqueous humor levels
in the group of im administration were lower than those of iv group.

Therefore, the results suggest the desirability of the route of iv against intra-ocular
infections, and the im route against outer-ocular and orbital infections.

3) The aqueous humor levels of CPZ following instillation performed 5 times
every one minute and 5 times every 5 minutes in rabbits ‘were less than 1.56 ug/ml at
a dose of 1g of CPZ per 20ml physiological saline solution. But the tear levels were
430-450 pg/ml at 5 minutes and 40— 78 ug/ml at 30 minutes after instillation.

4) The clinical effects of CPZ were good on all cases. CPZ proved to be effective
at a daily dose of 2-3g for 3-4 days against keratitis, 1-5g for 3-15 days against
acute dacryocystitis and 0.5-3 g for 610 days against the early stage of orbital phleg-
mone. No severe side effects were observed.



