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IR #5112 % 1F %5 Cephapirin © # 7t
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R FRBFHE
(EfE : WEAFHE)
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1945 4, 4 29 ¥ BroTZU L X2 T R X hi
Cephalosporium aremonium %% 1951 4 cephalosporin N
Ny E X h, X6k 1955 4 Cephalosporin N 7:8
cephalosporin C @ £y BEA T L, = hat Cephalosporin
RYEFOMBE LD, KALHFLOWHARANERL T
&,

4@ L < Bi% X hi- Cephapirini¥, & #1 5 cephalos-
porin ZEFOPFTEIDLIFLWEHT, 4F&E
445.42, REOOMBHEEBHKRT, KeEbd TR BT,
BEHFELTAVWLREDOTH S, AFOBRBHFHEKC
BFHZEACELENLLDT, ZOoRMLUTEHSE
T %0

REBEFEH S URK
1) JREMT Py RECRT 5 RSN
FEFD 48 EESCRRED OB L1 30 BRomEE: 7

Table 1 MICs of CER and CEP against 30 strains

of pathogenic Staphylococci (mcg/ml)

Strain | cER | CEP Strain | cER | CEP
1 | <02 | <02 16 | <02 | <0.2
2 | <02 |<0.2 17 | <0.2 | <o0.2
3 | <02 | <02 18 0.39 | <0.2
4 0.78 | <0.2 19 | <02 |<0.2
5 | <02 | <02 | 20 |<o0.2 |<0.2
6 | <02 | <02 | 21 |<02 |<0.2
7 <02 | <02 | 22 |<0.2 |<0.2
8 |<0.2 |<02 | 23 |<0.2 |<o0.2
9 | <02 | <02 | 2¢ |<02 |<02
10 | <02 | o039] 2 |<02 |<0.2
11 | <02 | <02 | 2 |<02 |<0.2
12 | <02 | <02 | 27 |<0.2 |<0.2
13 | <02 | 03] 28 |<02 |<0.2
14 | <02 | <02 || 2 |<02 |<02
15 | <02 | <02 | 30 |<0.2 |<o0.2

Wiexi+% CEP ORZiEx CER L IHEBHMET L1,
PUET7 i A AL EBREF SRR 2N, R
FREE A, TOBSUE Table LD Lk TH B,

2) FEOMFER X OMRAMAELE

2 kg Fig O BRI F R % A\ CEP 50 mg/kg % i.m.
CTHGL, T OR—ERHEIC MR X OFK LRI
L, CEP OBTREXWMELI, FEH L Bacillus
subtilis PC1219 %35 @& THHBH v 7HER AV,
* DAL Table 2, Fig. 1 oLk b THB, ¥ -2
AR DIFBUCI 1/10M SR fiTee pH 7.0 & v o,
T MRAAMAIIREE S 50 mglkg BEKRFE AN X Ok

Fig. 1 CEP levels in serum and aqueous humor

(50 mg/kg i.m.)

mcg/ml

10,

1.0

0.1

1 2 3 4 5 6hr

Table 2 Concentrations of CEP in serum and aqueous
humor of rabbits after 50 mg/kg i.m.

aqueous
e i R

30 min. 11.0 0.73 66.3

l hr 31.0 1.25 40.3

2 7 0.50 0.21 42.0

3 1.11 0.07 63.6

4 »y 0.09 <0.05 —

6 » <0.05 trace —
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PEENRE — 7 Lick | B BCRRAFEH L, &858
BEOBL, xETPFAXE, BBy THRCIIVAE
Lico ZOEMEL Fig.2 0tk b THS, ¥i, CEP
DORBERNBEEITOWTL, 3.6~4kg DEERBREY
v 50mglkg ¥ 5% 1, 2, 3 B0 3B EIC O, M
Bk IUORKREAER LT, BROBIUIR—~TF 1 A
I HFRROEEBECI LIAL, BRELAZ ER, &
hAERER B ow +4C 10 BRikE, 37C, 105
Pl EE A U IR RE Ui, BREEMR OIEREAET
REAETH D, FORBIT Table 3 DLish THB,

3) CEP5% % 0.2 ml T HESHEROREEKAE

E

BEBREFKELAG, 1 KRB CEP 5% ¥ 0.2

ml 2AER T E4 LR O JBEER & BARAB TR

Table 3 Concentrations of CEP in serum and tear
in rabbits after administration of 50 mg/kg

Rabbit .No. 1 4.0 kg| No. 2 3.6 kg|No. 4 3.7 kg
W tear serum | tear serum |tear serum
hour

<0.2 <0.2 <0.2

(control)

1 <0.2 10.3]<0.2 33.0/<1.1 20.3
2 <0.2 13.8/<0.2 13.6]<0.2 10.0
3 <0.2 5.2|<0.2 4.2/<0.2 3.6

Table 4 Concentrations of CEP in rabbit serum after
subconjunctival injection of 5%, liquid 0.2 ml

mcg/ml

aqueous humor concent.

30 min. 15.8
1 hr 11.0
2 1.72
3 1.0

Hlt, BETHESIAEGKREL, 12 BoJEc
THrle\, 0%k 30 4y, 1, 2, 3 BECEKEZERL
2o PIEHBEIFGCERFEDOFE TH 5, TORMIX
Table4 Dtk h TH5,

Fig. 2 CEP concentrations in rabbit’s eye tissues after

im. 50 mg/kg
5.30
1.0r 0.91
— 0.8
0.70 0.8
)
0.31
0.11
0.1 0.08
<0.05 H
H trace
1 1 M
g 2z 5 ¢ 829 5 7 ¢
: 5 5 § ° 2 B g g
g g 2 # g8 § & § 38
& gz & & %
g g ] g5 3
3 =9 2
§ < s

Fig. 3 CEP concentrations in adult’s serum after
im. (average)

meg/ml 1 000mg

500mg

1.0f

0.1p

Table 5 Serum concentrations of CEP in adults after i.m. (cross over) (mcg/ml)

Y 9 Y ¢
Case |97y 45kg |22y 52kg

Y ¢
23y  43kg

K 29 A 9 M 3 M ¢
25y 43kg|2ly 55kg|25y 55kg |36y 46kg

05g 10g| 05g 10g

dose
hour

0.5g 10g

0.5g 1.0g| 05g 1.0g| 0.5g 1.0g| 05g 10g

0.56 1.38] 0.60 3.90| 0.43

0.05 0.30| 0.06 0.39|<0.05

S OGN

<0.05 <0.05| <0.05 <0.05

2.48

0.25

trace <0.05

2.7 4.70| 2.8 4.20| 1.564.50

0.82 3.60

0.240.86| 0.16 0.68 0.080.55

0.100.55

<0.050.16| <0.05 <0.05 | <0.05 0.09

<0.050.18
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Table 6 Serum concentrations of CEP in adults after i.m. (average, mcg/ml)

hour
dose

1

2

3

4 ‘

5

6

500 mg
1, 000 mg

2.35
4146

0.60
2.84

0.16
0.69

0.07
0.37

<0.05
0.12~<0.05

<0.05
0.18~<0.05

Table 7 Clinical results with CEP

age, sex & b.w.

diagnosis

dose

period

total dose

effect

remarks

12y 5 36kg

phlegmon
(left eye)

1 day 500 mgj

3 days

1, 500 mg

excellent

ineffective with
DKB 50mg x 2 days

10y & 24kg

external hor-

1day 500 mg

2 days

1, 000 mg

excellent

ineffective with JM dry

deolum (left)

syrup 480 mg x 3 days

4) RADMBHEE

fEeER7sE A (Volunteer) 7 41z CEP 0.5g & 1.0g
# im. T cross over H{T7/a\, F D P EE 2 8l
FELT, B H I TULE S 2,46 BEfElcERm Lo
In—~7(44) LE5H# 1,3,5 BB LIz v —
7 (34) D27 v— 7T, AEFHEIRREDOS
ALAKETH B, FORMEIL Table5, Fig.3 orxb
THb, bk 0.5g & 1.0gr HEHH 1~6 Bpfoim
BERREDCMELFE L, T ORMAKMEANBTEEY
BiE LR#iL Table 6 0t 30 TH 5,

5 MK

CEP DEFKEBRIIHL TN 280 THD, D2
BlXT R O AFIESHOFITH 2 12 4, CEP
1 B 500mg | EfFEC X b EY R LI, FORBIL
Table 6 D &kHTH5,

EiRb LUNME

1) FEEZ7EHCHTAHEN

FRAMBEE BT JR B R 2 S A IR R EE D BB H D4y
BEL TR 788 30 #ucsid 5 CEP REZFMATIIL
0.39mg/ml o MIC #H+5 D1 2 #, flo 28 £
12.0.2meg/ml i3 7ol T AT 2R LI, %7, CER
% 0.78 mcg ©» MIC #H3 501X 1 #, 0.39 mcg/ml
DL 1k, fid CEP [H#0. 2 meg/ml 2 ¥ 2=i3th
FCdhot, CEP iz CER rRAKEOHENAYEL,
<0.2mcg/ml LTz 93.3% BapsEch33 = & 305
Nice EIOREETECRT AMHEREIIED bhitho
Too TOZ &M B CEP 3HEME7E I L Tiz CER
ERBRIEATE D TWHIE IR 2L O LFHET 5 & 4%
T& X5,

2) FROMBEAI X OHRAEMKAERE

K CEP 50mglkg %5 L, £ Dtk 30 25 1,

2, 3, 4, 5, 6 BRICmEs XORKEERL (BKix
1ER 1 B ] B 2T 3), TOBTREY BIEL
foo MEPIRE L SR IBHM T -2ty 310
mcg/ml L7509, 2 BRI 0.5 meg/ml, 4 gRgC 0. 09
mcg/ml, 6 BT 0.05 meg/ml AT &7z, CEP #%
SRoOMENBEISZECEFL IFHTE—27L7d
THEL ST, FESELCZ E2MBRE, ¥, BAR
BTIRR O HE5H 1 By — 2723359 1,25 mcg/ml
AL 4 BRISIIE 0.05meg/ml LT &7 b 203 0§
BRI A, & OEIRLARTELE b DT 7527 CER,
CET, CEZ o Cephalosporin #fi4:#] 50 mg/kg #45-
BORROMBEFIRE CUE)Y LHET5 &, Fit
DETIY, CER>CET>CEZ>CEP }t CEP '] &5
Ml Ef, E— s ROMENEEXLE TS L, CER
(87.5 mcg/ml), CEP (31.0mcg/ml), CEZ (21.1mcg/
ml), CET (15.5mcg/ml) k.2 fficfiBT 5, ¥iFE
KAEE L, FfREORVIRCEES &, CER>CET>
CEZ>CEP & 7ch, L b CEP (1 | Biah\, ©— 7B
DEKPIEE Y T 5 &, CER (18.3 mcg/ml), CEZ
(3. 6 mcg/ml), CEP (1.25 mcg/ml), CET (0.8 mcg/ml)
L3I DMEY EH TS, DA TILo Cephalos-
porin RIIAEFITILL, & ESLER L IXBLRL
W ECREBNBE YR B &, B OB E ko CEP
DRETE L, BX, B, A, WTEE0EnE e
RMECZ L VEBANOBTREEL, fhofidFo
BABABT L IERED 2 — v ER LI, ¥RE
R CEP oBf7ai 5 &, 50 mglkg #H5-Tix 0 B
DD, Tizhb, CEP HEHORERKOHEN (RN
@ Lysozyme DIHE I TREDE S, B. subtilis PCI 219
FIRTAE & LR ERER Bt 3 IR IEN 25589
bhd) avier—LeTae, 5K 2, 35
TIIBTIERD b ich2lc, %1z, CER® 7z Xixfh
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ELDERITTIL, BRERACBTIEDLR, 20l &
FAERREOFE AT H7->Tik CER X b CEP %)
B E 5 DT EHEE IR,

3) METEHC X Z2REOEKNEE

REHEIRIC TIXRBPEC U, & QR ENER)
T3 E5%\, CEP 5% ¥ 0.2ml EETEgc
I 2EABTEARB L, 30 T~ 2 Ligh 15.8 meg/
ml 2751, 3B TiX 1.0meg/ml & 75 b 50 mg/kg
BHHORROBKABITL D X5 ERENBITL
WEREORBEER D Ve, TOBEEI bR, L
L, CEP 3, Cephalosporin DRI THD, 7L
¥ — DRIGDFEBIZ OV Tixflid Cephalosporin K
Fl LR OEHIDETH Y, FHID 5L BATES
BT HRELTHEEL TS,

4) AomFEREE

FKEIC 50 mglkg F 5 LIcHEOMBEREEIHE5HE
S ERAL, TR FHERETE O, AD
%4 0.5g 1 [@ im K THRELTHRFLTAB L, ]
ERC - 272350 7 45T 2. 35 meg/ml 7R L,
5 #ICITTIc 0.05 meg/ml B & MiE P
TRHEL, RIHVEKROFELABRD &~V ER LI,
1.0g #52TH T DFEHAHED bh, 5% 1 BEElic T
E—27tih 4. 46 meg/ml AIRUFFFHICBIL TL 6 FF
fE%% T 0. 18 mcg/ml * 7533 D 3 27 »1 0. 05 meg/ml
DTodobdh#EFFiEdE b BIFTIXIRADN, L
L, L.Og#5DHE 0.5g HE5 L0 2 BB TS
B EMERBENRCHERLBIFTH oM, i, &
ROERN LB LR E5H 1~2 BROEmtE»H A
DEIMmt%E 40% LHEETHE, 0.5g HHEED 1~2
BRI OB PRI 0.94~0.24 mcg/ml, 1.0g g5
M 1~2 ERIB OBEKAEE L 1. 78~1. 13 mcg/m]l T
HoHLBEbhb, ZOREEX WTRLREREZECK
LEMRETH D, 1.0g HEOBHA LY MERR LV
FKPIEEE S HR b Eh A% 0.5g 5T RE
M7t 3 5 CEP o MIC 44 b CEERANCE
ZheBbhhte,
FERBBROIIBEDL T 2 MR Lk L Tui

WO TRREMEBIC 3817 % BRYE DFFEEE B TR,
LELDBBEONL 10~12 F o 2 VEOH TSR]
H 500mg ¢ 3 AL L, WTFhiZEdthotk, =
b 2EFAORRIL, WIThd hF TIRERDBET,
16iix. DKB 50mgx2 B C&ERRb D, flo 1 flix
TM dry syrup 480 mgx 3 Hic TR b DAKK] OB
Xy B RLics L THB, Tz D 2EFITE
BREFER Lo L bRAEOBRIIITIETH O,

#® ]

l. BB FoERE 30 #icxt+ 5 CEP o MIC
4%k, 0.39 meg/ml iz 2 ¥, fBo 28 Hi3-<T 0.2
mcg/ml ¥ 72X h T CH 0T,

2. FRRIC 50mglkg % im. T THEL, TOHED
MEAR XOEKABTEAR S L, MELLE—2121
EcED bh, BTEER HEBREFCEAL, 6
B Tt THhRRED bR BT ¥l ol

3. CEP 50 mg/kg #5.4% DFREOBRMEMABITIE,
R, WREERE, BY, SREE S OmEDEAL
s <RDOh, FRMEE, ME, HT4d o
MEEIMBEOZ L CEBANOBMIEL, Zhidfh
DOHER LRI & — v ER LT,

4. 50 mg/kg HHEHDOREDORENIZIT 3 B E T
X CEP BITIER® bhithots,

5. 5% ¥ 0.2ml OFEBFETEHEOFREDORE KA
B 50 mg/kg B EHROBKNEE X D IXBMITE -,

6. BAT7#IC 0.5g X0 1.0g % 1 @FEL,
cross over [ TMHERREZIE L, WFhd 1R
Bz — 72 p3Abh, T Eh 2.35 meg/ml, 4. 46 mcg/
ml #RLIc, FAKEOERRME,LFMmLY 40% &
WETHE, 0.58 BHETIIRADOSHE | B OREK
REREL 0. 94 meg/ml, 1.0g 5Tt 1. 78 meg/ml %
AL, WTFhLREEE7EC L, AREERTR L.

X [

1. HESEM, EE 25351, 1971
2. EEAWMH, BER (B
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STUDIES ON A NEW ANTIBIOTIC, CEPHAPIRIN,
IN OPHTHALMIC FIELD

HisavA TokubpA and Hirosur HaTano

Department of Ophthalmology, Kyorin University, School of Medicine
(Director: Prof. H. ToxupA)

CuuicHIRO KAYABA
Joban Hospital, Iwaki City

Laboratory and clinical studies on a new antibiotic, cephapirin, were made with the results as follows:

1. Minimum inhibitory concentration against coagulase positive Staphylococci (30 strains) isolated
from ocular suppurative lesions was in a range of 0.39 mcg/ml and 0.2 mcg/ml.

2. Penetration of the drug into rabbit aqueous humor was measured simultaneously with the mea-
surement of serum concentration. Aqueous humor concentration of cephapirin reached maximum
(1.25 mcg/ml) 1 hour after an intramuscular administration of 50 mg/kg, and the maximum serum con-
centration (31.0 mcg/ml) was obtained 1 hour after the injection.

3. Two patients of ocular suppurative disease were successfully treated by a daily dose of 500 mg
cephapirin.



