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BrLWiEgH+7 702K »#l, cefluprenam (CFLP) o BREVEMI- 3514 2B, BRIRMURE %

1- 72,

1) AFNZ7 7 LBVEE, BYEREICIECIE A< b L &R L, Pseudomonas aeruginosa (213 ceft-
azidime & ) ¥ C K EE 2R L 72, BRRBED Staphylococcus aurens 20 FRIZ<0.19~1.56 ug/
mLC RS 2R L, 0.39 ug/mLCH DD & ST, P aeruginosa 20 #& T3 0.39~ =100 ug

/mUZ5Ai LT 3.13 ug/mlic A1l %555 L 72,

2) AEHARRIC CFLP % 50 mg/kg 1 L L 72 W0 RIB AP IR, K5 1545 %i- ©— 7
4.2 pg/ml DWPEIZZE L LI IRK L, 6 BERI13 0.9 ug/ml Th - 72, BAMIE, (i) 1t 15 5
T 2.97%Th > 720 #5530 5 Pl WISE L 72 BRALREPIIFE I3, SRIREMLEE T 6,840 1~53 440 4 UE

/g, BREKMNERTI2 0.6~16.6+1.2 ug/g or ml THh - 7=,

3 EMIC1.0g % EREL T, 60~120 412 0.69~2.7 xg/ml DR KB A X L7, &

* T 951 Hrigh QAT 1 W] 757
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FEBEANANIE, 1g SEERE L T 3 BEREIC
4) HERREZ 141,
E R 3D

15.6 ug/g DECBATIBEH
B 2318 BRI K 7 1,
DEF 29 FEBNCAKZ 1| 1g, 1 H2ESESE L, LEBA S S

2H sz,
AL 13 1, £AREkE 5618 L IR

aureus, coagulase

negative Staphylococcus, Streptococcus pneumoniae, a-haemolytic Streptococcus, Klebsiella oxytoca,

Serratia marcescens, Pseudomonas spp. 7 & H¥3#E& 172, 5% 11 61,

A% 13 B, 4% 4 B, HER

BELIBINKERT, AMHIZ85.7% TH 72, BIEMIZ 26 (6.9%) ICRBRL T, £HBEKD 13
btk RYIREO 1PIIRGETHRENEIINEL 72, BRREEOREIZ 64 (23.1%) Ic& b1,

GOT, GPT n®&E FATH -~ 72,
Key words : i MEERIRYLSE, cefluprenam,

Cefluprenam (CFLP) i3 = —% 4 %kR &4 TR S 1
72, LWEAROEFHE7 7o 2R Y HTH 5,

FaNE 7T LR B L U7 7 ZBMERHICH L Tl
THRIE <, BMWHHEE 4R, B-lactamase (2L €
%€ T, Pseudomonas aevuginosa |2+ L T ceftazidime
(CAZYn# 2 fEE I 2R L, E=AL7 2 25
& EMm 7 Enterobacter £ L OF Citorobacter |23 ¢
NEHENZ2ERT . $70, ERIGBREAEICHL T in
vitro ab%%fiﬂkl,f?' TN EAERD LT B Y,

LICERRBE—HRBR TL b TOREWIHREINT

\/\52)0

A BRRGAE 12 3§ A BRARAAE HME % Sl 5 By
T, EBERZ L NICERIKIBERZ1T- 720 T, LTIz EN
LOBAEEBET 5,

I. £ & ¥ &

L #HEARZ ML

HERFBREIEHERGEEKICHT 5 CFLP oA
71 (MIC) #, HA LY HEFatmdEEky oL VREL
Tz BFEHW R (3 triptosoy broth I —EFEND FH % A v
JA

2. BRIKSBEREMRIC T 2 Bz

IR B & 1) 238t L 72 Staphylococcus aureus 20
B & U P aeruginosa 20 %D E&ZM %, HIFCEIED H
BTHREL 72, R E®EKIC W, CAZ, cefotiam
(CTM), cefuzonam (CZON) (22w TL#EL 2,

3. EBRA#AT

1) RRICBT BIBENBAT

HEBRARR KE 3.0~3.5kg) AV TAFIDIRA
B4 METL 72, CFLP 50 mg/kg % 1 [al B &#HkiC one
shot &5 L, EREYICHTEE K & A % HRELL C, 7(
N&Eno CFLP BB 2 MIE L 72, 72, #5530 0141
LR L, KIRMEMAMNMmE £ HE L 72,

BEREIZ Escherichia coli ATCC 27166 % HREH &
TOWET 1« 2 78 & - 72,

2) khizBBBABAT

BROBMA TRENE L 1Lz ANEEFH FED BHI,
MR AH 1 g % 30 07> L 60 5 il L ¢, i
HICHRER L 2 BB KB & OFfiEH o> CFLP i & il

IRA RN AT

L7z, WIZEIZRIECRERRIZAT - 72,

¥ 72, EEOGF L 72 BVEREE 5 DIER] T O RESR
TEBHIC 1g % 30 5 THBEEHEL T, B X ik
NI % % L 72,

4. BRIKIGER

KEE G DOEEFENE S IR R 16, BEF 7218
T B ENIRER 76, ARBEE 136, REkEER
3B, «BREk% (BRRREZEE) 5HBI0E29 Blic, A#
21l 1g, 1H2IME, #30~604%»F T ai@madEl 72,

I L 2PNz 3G EELE (1H0.5gX2—->1.0gX2,
1.0gx2—1.0gx1) L2bord -7, BKREEZH
LT, BRI e ttic o x et L 72, BEERMRD
#‘anli AARRYSEY- 2 TR E R, Y 126 - 72,

I. ¥ B K #

1. HMHEAXZ L

Table 1iz7L 72,

Haemophilus aegyptius (4 #&) 0.39 pg/ml,
lacunata (7T%) 0.19~3.13 ug / ml,
pneumoniae (8 #k) <0.19~1.56 ug/ml, Corynebacter-
wum  diphtheriae (4#%k) 0.19~0.39 xg/ml,
gonorrhoeae (1%) <0.19 g/ ml,
haemolyticus (2 %) <0.19 ug/ml, Streptococcus vir-
idans (2#k) 3.13, 6.25 ug/ml, S. aureus (4 %) 0.19
~0.39 ug/ml, P. aeruginosa (2 %K) 0.78, 3.13 ug/
ml, S. aureus 209 P (1#k) 0.19 ug/ml TH -7z,

CFLP (3 7' 7 LB MEHE, FEMERIZXT L Tn K I EH
oL 72,

Z U BEicoy CAZY, CTM®, CZON? OHEH A7
JWAZHEILL TV 395, 77 LM 8 Tld CZON (2 FH{
L, 777 aketi & {2 P.aeruginosa i3 CAZ £ D ¥ ¢
nreHiEEEERL 72,

2. BRSO e

1) S aureus (Table 2)

CFLP »<0.19~1.56 ug/ml i B M504 2k L
0.39 wg/ml (2 20 #kH 13 8%, 65.0% 2% > THAHD I *
Tz, MERCHRZAL 72 CTM, CZON L) 5 EEBS K
MIC iz L T, ES&ZEHEE2/RL 72,

2)  P. aeruginosa (Table 3)

Moraxella
Streptococcus

Neisseria
Streptococcus
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Table 1. Antimicrobial spectrum (ug/ml)
Organism NO‘.Of Cefluprenam Ceftazidime Cefotiam Cefuzonam
strains
H. aegyptius 4 0.39 0.78 6.25 0.39
M. lacunata 7 0.19~3.13 0.19 0.78 <0.19
S. pneumoniae 8 <0.19~1.56 0.78~1.56 1.56~3.13 <0.19~0.39
C. diphtheriae 4 0.19~0.39 3.13~6.25 0.19~0.78 <0.19~0.39
N. gonorrhoeae 1 <0.19 0.19 0.39 <0.19
S. haemolyticus 2 <0.19 0.39, 0.78 0.78 <0.19
S. viridans 2 3.13, 6.25 6.25, 12.5 50 1.56, 25
S. aureus 4 0.19~0.39 6.25~12.5 0.19~0.78 0.39~0.78
P. aeruginosa 2 0.78, 3.13 1.56, 3.13 >100 25, 100
S. aureus 209 P 1 0.19 3.13 0.39 0.19
Table 2. Sensitivity distribution of Staphylococcus aureus (20 strains)
Mic =0.19 0.39 0.78 1.56 3.13 6.25 12.5 25 50 2100
Drug
4 13 2 1
fl
Cefluprenam (20.0) (65.0) (10.0) (5.0)
7 10 2 1
Ceftazidi
eltazidime (35.0) (50.0) (10.0) (5.0)
Cefotiam 4 8 4 2 1 1
(20.0) (40.0) (20.0) (10.0) (5.0) (5.0)
Cefuzonam i 8 4 2 2
(20.0) (40.0) (20.0) (10.0) (10.0)
()% 10*CFU/ml
Table 3. Sensitivity distribution of Pseudomonas aeruginosa (20 strains)
MIC
<0.19 0.39 0.78 1.56 3.13 6.25 125 25 50 2100
Drug
Cefluprenam 3 5 2 8 1 1
(15.0) (25.0) (10.0) (40.0) (5.0) (5.0
Ceftazidime 1 L 6 5 6 1
(5.0) (5.0) (30.0) (25.0) (30.0) (5.0)
Cefuzonam 1 5 4 10
(5.0) (25.0) (20.0) (50.0)
( )% 10°CFU/ml

CFLP @ 0.39 ug/ml~ =100 ug/mlic 5745 L, 3.13
pg/mliZ 20 ¥R 8 4k, 40.0%H°H > THHmDOIE R L
72,

CZON &0z a i g g tas ¢, CAZ Lk
N# 1 BB 2 RTEMA» RO SN,

3. BABAT

1) KRB

BAEIETXT2HwL 3IRDFEMETRL 72,

(1) BIBAKFBAT

Fig. 1 iz L 72,

FHEL T1oi&iIc 4.2 ug/ml O — 7MBRE% R,
30 341 4.1 pg/ml DfEERL 72, 1%L 4.0 ug/

ml DEAFHE L T3 &, 2 BEREIA% 2.6 wg/ml, 4 B5RE
#%1.7 ug/ml, 6 BRI 0.9 ug/ml TH - 72,

MFEFBEIZ 15 511 141.3 ug/ml D — 7E» %
S, LRI OB AR oA 2 L C, 4 BSR4 5.7 ug
/ml &%) 6 BERT412 1.9 ug/ml Th - 72,

BKMmEL (Bimb) 12154 T2.97% Th - 72,

(2) HEAH&EP

AR & BIEL T 30 %0 BRALKL N I8 % Fig. 2 I27R
L7,

PMIRER CIIERAEIEIC 53.440.4 ug/g & b > & LBV
CFLP B E 88 & 172, LUF, VIR 43.9+12.4 ng/
g BRA% 31.4+3.4 ug/g, 54H5 22.340.8 ug/g, fIE6.8
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+0.1ug/g TH 72, BREKRANIB TIZIT R EMKK 16.6+
1.2 ug/g, BHAE12.2£1.8 ug/g, MR 11.2+1.8
uglg, BIEAK4.0£1.2ug/ml, #FHK0.60.3 ug/
ml, KK 0.6 ug/g DREATIRE R R L 72, MBEHIBEIL
110.7£3.5 ug/ml ThH > 72,

2) & MR

1) BIEKFIRE

EATERERB THITIN: LA ANERE
Io, A% 1g % 30 5 middiE L 2BoOBIEKE L g
hil R % WI%E L 726k % Table 4, Fig. 312/RL 72,

HREERT %, 14 TIEATEKIC 0.85 ug/ml DF%
FlELGZS LN, MiEPIEEIL 63.2 ug/ml Th- 72,
58~83 4 TIIRTE KA 0.69~1.08 xg/ml O &
ok, MEFBEL 25.2~38.5 ug/ml Th - 72, Bl
Wi 2.3~3.3%Th - 72, 1152 #%ICERBREN 16T
i3, BIEKYIC 1.28 ug/ml, 1M i 18.9 ug/ml
T, B 6.8%Th 12,

s SRR IRAL T3 11 Blic AH) 1 g % 60 2 T2
BELTC, EBICBEMNE TThNz, EFKRTH2
4, 30 A TIETEASIZ 1.3, 1.2 ug/ml DFITERL,
mEHIC i3 37,1, 44.8 pg/ml DERE % :Bed 72, Bt

e——e Serum
o—o: Aqueous humor

3.5, 2.7% Td - 12, 60 5+ ~120 5 TIHIEAHIZ 1.0~
2.7 ug/ml, M1 21.5~33.3 ug/ml DRATIRE %
B, B3 7.8~11.9%Th - 72, 130, 1805 Tl
BIBEA 1.6, 1.3 xg/ml, MmiF 22.3, 17.8 ug/ml T,

Table 4. Concentration in serum and aqueous humor after

treatment of cefluprenam in humans (1 g, 30 min, d.i.v.)

Age B.W. (kg) Time (min) Serum (ug/ml) Aqueous (xg/ml) A/S (%)

(ug/ml)q 141.3 n=3
127
100 hour 1/4[172] 1 2] 4]6
50 63.1 A/S ratiol%)]2.97 |3.23]6.34]10.7|29.8]47.4

Concentration

0.1 T T T T T T T T
1/41/21 2 3 4 5 6
. Time (h)
Fig.1. Concentration in serum and aqueous humor after
intravenous administration of cefluprenam (50 mg/

kg,) in rabbits.

M 80 48.0 14 63.2 0.85 1.3
M 63 72.8 58 25.2 0.75 3.0
F 62 59.0 61 27.7 0.88 3.2
F 61 58.0 65 38.3 0.90 2.3
M 73 70.0 65 23.2 0.69 3.0
F 67 47.0 67 32.3 1.08 3.3
F 62 59.0 69 30.8 0.78 25
F 73 63.8 78 38.5 0.95 2.5
F 61 58.0 80 36.9 1.06 2.9
F 74 52.4 83 30.5 0.82 2.7
F 69 56.4 115 18.9 1.28 6.8
(Department of Ophthalmology, Akita Red Cross Hospital)
(ug/ml) Serum
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Fig.3. Concentration in serum and aqueous humor after
treatment of cefluprenam in humans
(1 g, 30 min, d.i.v.).
(Department of Ophthalmology, Akita Red Cross
Hospital)

(ug/g or ml)
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Lid
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Fig. 2. Concentration in ocular tissue of rabbits after intravenous
administration of cefluprenam (50 mg/kg, 1/2 h, n=3).
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Btz 7.2, 7.3% THh -7z, 250 57D 1 I CITRIE
A& 2.2 ug/ml, miEH 13.9 ug/ml, FEllilt 15.8%ThH -
7= (Table 5, Fig.4).

AT ORISR N T X h'h B 128 IEHE
HE— BB LU — ZMEEATRTH B, BB L L 60
55 ~120 FORICHIE KR O ©— 7l ET B HRMIZEE
DT, BElkiE 2.3~11.9% &% ) DiEE =L 72,

SRR AT 30 1 L D 60 BN T, HIBEAKH
BEBLUVEMLE VEEZRT L) TH- T2,

(2) FEHEWNFAT (Table 6)

lg % 30 CREHEEL 20 b, 3EMZICRIS 1
1 IREEN B (3 15.6 ug/g OEEE R L 12, MG IRE

Table 5. Concentration in serum and aqueous humor after
treatment of cefluprenam in humans (1 g, 60 min, d.i.v.)

Age B.W. (kg) Time (min) Serum (ug/ml) Aqueous (ug/ml) A/S (%)

1 M 56 63 20 37.1 1.3 35
2 M 82 46 30 44.8 1.2 2.7
3 F 74 63 60 1.0
4 F 57 62 70 21.5 2.0 9.3
5 F 70 60 75 22.7 2.7 11.9
6 M 56 63 90 22.9 2.0 8.7
7 F 74 51 105 30.5 2.5 8.2
8 F 77 40 120 333 2.6 7.8
9 F 46 57 130 22.3 1.6 7.2
10 F 79 58 180 17.8 1.3 7.3
1M 73 52 250 13.9 2.2 15.8
(Department of Ophthalmology. Kinki Central Hospital)
(ug/ml) Serum
504
[ ]
404
[ ]
304 o *
| ) °
- 20 o .
S 104 ¢
I
% 0 T T T T
= 1 2 3 4 (h)
:5’ (g/ml) Aq. humor
s 3
24 o o *
[ ]
[ ] [
14 ° .
0 T T T T
0 1 2 3 4 (h)
Fig. 4. Concentration in serum and aqueous humor after

treatment of cefluprenam in humans
(1 g, 60 min, d.i.v.).

13 24.7 ug/ml TH 72, RENBEINFEPBED 63
% TH -7,

4. BRIKHGAR

ErpRpE2 Table 7127 T & 5 Th 5.

FE6) 1 I2IRME R T, A TIRBICHFEENRR, ik
B0 kEIcm L TE, AK 1gx2B/HE5T2ZH
HizfEk 3B L TEICER L 72,

FEB) 2~8 (ZBHED AMEIEE F I3 BIERERTH 2,
BRI oK, MR, BRE, RAE, WKz R
) RO R ERD b 1Lz, IRITDET,
S. aureus, S. pneumoniae, Streptococcus pyogenes,
Flavobacterium sp.7¢c Ep &z, A%l 1E 1g, 1 H
9@, 4~11 BREMES5- LT, 4BIcESRD, 2BICENTSH
St e d, B AEARIRS 4B LN N ES)
CHIRA L TV A7z, MRHERRTH - 72,

B 9~21 I3 AEREIE TH 5, IRJE, BRAE, WREH
ST, MIEERETCm , MABEEES L CRIE KRS, B
BTz R, ARREHROEENE L CIRGWHD
2T, S sp. Klebsiella
oxytoca, Serratia marcescens, Moraxella sp. e E ORI
XN, AHI1ELlg, 1H2EEESELT2ZHE~L
HEF CloABEEILEE S 23N T, BRERR
DWHF Adz, ExN 6B, AR 6 BT, 1HICERNDRR
Th- 7,

FE 22~26 13 & IRER %, BBRRTH 5, 2 BIHAES
A 4 O AR, 2 B ARV A IR R, AR EEORE
CENREL72LDTH B, RaWdh 5 S. aureus, S.
pnewmoniae, a-haemolytic Streptococcus R & 1
72,

FEBI 25 (3 A A SRS CABEEILE B2 L T2RIRR
CHATL 2 EEHITH B, AKI 1 H 1gX2 simafEL T
AN LT - 7208, FBhicHFEILEBI LR, &
Wb & S. pneumoniae HiFRH E Nz, 10 BRFIZ 18¢g
5 LT, ABEBRAETH - 20, BMEER,
&I EE D IR #0012 REEIERR L 7o fev AR &
HEE Nz,

FE 26 (3 EERERCBICHEIRIG 2 A L TH Y, A EBhEs
BT AR THRIIRRETREL 72, ARI1H 1gX
2, 12 HMIC 24 g #% 5 | TEKOUFERALNT, &S
%A F4K & ) a-haemolytic Streptococcus DY KN A
LNLD» o720 0T, W) & HE S N,

o & BEER R D EEFI TI2 v § b BB R SeE A
AHHNT, 56hER 16, A% 36, R 1EIoK

aureus, Pseudomonas

Table 6. Concentration in lacrimal sac of human after cefluprenam treatment at a dose of 1 g

. B.W. Time Concentration
Sex (kg) (mi
g min.) serum (ug/ml) lacrimal sac (zg/g)
F 38.5 180 247 15.6

(Department of Ophthalmology, Akita Red Cross Hospital)
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Table 7-1. Clinical efficacy of cefluprenam
Dorage : i logi i
Case Age| Sex Diagnosis Eye Organisms Clinical | Bacteriological Side
no. daily doses |duration| total doses (MIC ug/ml) effect response effects
1 (25| M Blepharitis R 1gx2 3 6 (=) good unknown -
S. agalactiae (£0.025)
2 |82 | F Dacryocystitis R lgx2 4 7 l excellent |eradicated -
(=)
S. pneumoniae (=0.025)
. !
F Dacryocystitis R lgx2 8 15 1 -
3|7 yocy:! g Pseudomonas sp. (0.39) excellent | replaced
NFR (0.39)
S. pyogenes
4|65 F Dacryocystitis L 1gx2 11 22 l unevaluable| unknown —
(=)
S. aureus (0.39)
5 | 49 | F | Acute dacryocystitis | R 1gx2 4 7 Corynebactermm sp-(0.10) excellent |eradicated -
(=)
Corynebacterium sp. (0.05)
. N 0.39
6 | 73 | F | Acute dacryocystitis | L 1lgx2 7 13 ! CNS 039 excellent |eradicated —
(=)
Flavobacterium sp. (0.39)
717 | F | Acute dacryocystitis | L 1gx2 4 8 l poor replaced -
S. aureus (100)
8 | 60 | F | Acute dacryocystitis | L lgx2 7 14 (=) poor unknown -
K. oxytoca (£0.025)
9|73 | F Corneal ulcer R 1gx2 4 7 ! excellent |eradicated -
(=)
Pseudomonas sp. (100)
105 | F Corneal ulcer R lgx2 4 7 1 excellent |eradicated .
(=)
Pseudomonas sp. (50)
11|78 F Corneal ulcer L 1gx2 5 9 ) excellent |eradicated -
(=)
2117 M Corneal ulcer L 1gx2 6 12 (=) excellent | unknown |GOT-GPT *
S. aureus (0.78)
B|61]F Corneal ulcer R 1gx2 6 12 l excellent |eradicated .
1 (=)
CNS
1440 { M [ Corneal ulcer R lgx2 7 14 i excellent |eradicated -
(=)
S. marcescens (0.10)
15120 | F Corneal ulcer L 1gx2 1 2 ! good |eradicated| Itching
(=)
16|42 | F Corneal ulcer R 1gx2 4 7 (=) good | unknown -
1747 Corneal ulcer R 1gx2 7 14 (—) good | unknown [GOT-GPT*
Moraxella sp.
18166 M Corneal ulcer L 1gXx2 13 26 ! good |eradicated -
(=)
1915 | M Corneal ulcer 1gx2 7 14 (=) good | unknown -
0169 | M Corneal ulcer 1gx2 10 20 (=) good | unknown -
21 |59 | M Corneal ulcer L | 1gx2 9 18 (=) poor | unknown -
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Table 7-2. Clinical efficacy of cefluprenam
Case Dorage Organisms Clinical |Bacteriological| Side
Age| Sex Diagnosis Eye
no. | ¥ g Y daily doses |duration | total doses (MIC pg/ml) effect response effects
S. aureus
22 | 70 | M | Endophthalmitis R | lgx2 5 9 ! excellent |eradicated| — —
(=)
23|69 | F Panophthalmitis R | 1gx2 5 9 (=) good | unknown -
a-haemolytic Streptococcus (0.10)
Corynebacterium sp. (=0.025) i
24| 7| F Panophthalmitis L | 1gx2 7 13 Iy good |eradicated -
(=)
S. pneumoniae (0.10)
25|75 | M Panophthalmitis R | 1gx2 10 18 1 good |eradicated|GOT-GPTt
(=)
26|70 | M Panophthalmitis L | 1gx2 12 24 (=) poor | unknown (GOT-GPT*
1gXx
27 | 29 Orbital cellulitis | L | &< 5 15 (-) good | unknown | GOT 1
1gx1 5
Foreign body
. . 05gx2 3 ,
28 134 | M Orbital cellulitis L Lax2 9 21 NT good unknown | sensation
g GOT-GPT 1
a-haemolytic Streptococcus
29|65 | M Orbital cellulitis R 1gx2 14 27 } good unknown -
(=)

CNS: coagulase negative Staphylococcus, NFR: non-fermentative gram negative rod, NT: not tested

Table 8. Efficacy of cefluprenam classified by clinical diagnosis

No. of Clinical effect
Diagnosis Efficacy rate (%)
cases excellent good fair poor
Blepharitis 1 1 1/1
Dacryocystitis 6 4 2 4/6
Corneal ulcer 13 6 6 1 12/13 (92.3)
Panophthalmitis 5 1 3
(include endophthalmitis) i 4/5
Orbital cellulitis 3 3 3/3
Total 28 11 13 4 24/28 (85.7)
ROGHNI2, PRARREMREIZ 66, 23.1%IcBHLNZ, wih

FEB 27~29 I3 REER L TH 5 IRF IV IRENSE
R, FERE X IRERZEH A 3R b, BERE T2 72 (FEHI 27)
LOLHBIER 27T IZBIBHERLVERLZLDTH -
72, BBEE W & D, a-haemolytic Streptococcus, HR
Ry (AN

A 1EO0S5g XLl 1g, 1B 2@ AEEE*RHK
L, fEFI2713%56 BB LD 1 B 1gX1Iic®WE, EPH
28131 H0.5gx2% 3 HMH%S5 L, 4HBLY1HB1g
X2 1IcHMEL 2, 10~14 HRIC 15~27g 2% 5L ¢, £
BlCHRCER L 72,

LiEniaRsh®R % Table 8icx &¢HTmR L2, £29
Bl hEsh 116, A% 1361, %446, HEAHE 16T,
ALl iz 24 Bl e e ), BREIZ8.7%TH 12,

BIVERIZ 261 6.9%IC38d b iz, £FBERY D
72 1BhikEE#diE L, 1BIEHRET7TBBICARRICEY
B GRIKAER) 2R 720, BE 2L TR5EMH
KLTWw5,

L GOT, GPT m#E LA THREKRT HEBREHTH
N7z 36ITiE, BEFDOEFMBEICHEL T 5,

SHEBEBIBRIRSE 2 A2 DH*Tabled TH 5, S
aureus, coagulase negative Staphylococcus, S.
prneumoniae, a-haemolytic Streptococcus 7c & 7" 7 LW
PEERBE AR & L2 EEBI T3 7 B4 TIc AR BB
L7

Moraxella sp., K. oxytoca, S. marcescens,
Pseudomonas sp. s & 75 LAREHEARE O 6 1T 5 BlIC
HEh, 1BIC B Th - 72, MEE O 3 B3 L TEMUL
ThH-12,

STEER MR R R % Table 10 1cR L 72, S aur-
eus % £ 77 LRRHEERENIZ 12 k& THIEER L T, HIHE
2100% Th -~ 72, Moraxella sp. 7c & 7' 7 LBEMEIRHE 6
PR EHATHRL, KT 100%DEERETH - 72,

om. =* ®
CFLP D IRFHSEIRIC 3515 2 SR, BRIR A9 AT &K
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Table 9. Clinical efficacy classified by separative organisms
Separative organisms Cases Clinical efficacy Efficacy rate (%)

excellent good fair poor

] S. aureus 2 2 2/2

CNS 1 1 1/1

S. agalactiae 1 1 1/1

_§ S. pneumoniae 2 1 1 2/2

g a-haemolytic Streptococcus 1 1 1/1

5 Sub total 7 5 2 7/7

% Morazxella sp. 1 1 1/1

E: G K. oxytoca 1 1 1/1

g N S. marcescens 1 1 1/1

Pseudomonas sp. 2 2 2/2

R Flavobacterium sp. 1 1 0/1

Sub total 6 3 2 1 5/6

G(+)+G(+) 3 2 1 3/3

Total 16 10 5 1 15/16 (93.8)

GPC: gram positive cocci, GNR: gram negative rod, CNS: coagulase negative Staphylococcus, G(+): GPC

Table 10. Bacteriological response of cefluprenam

Organisms No. of strains Eradicated Persisted Eradication rate (%)

S. aureus 3 3 3/3
CNS 2 2 2/2
G | S. agalactiae 1 1 1/1
P | S. pneumoniae 2 2 2/2
a-haemolytic Streptococcus 1 1 1/1
Corynebacterium spp. 3 3 3/3

Sub total 12 12 12/12 (100.0)
Movraxella sp. 1 1 1/1
G K. oxytoca 1 1 1/1
N S. marcescens 1 1 1
R Pseudomonas spp. 2 2 2/2
Flayobacterium sp. 1 1 1/1
Sub total 6 6 6/6

Total 18 18 18/18 (100.0)

GPC: gram positive cocci, GNR: gram negative rod, CNS: coagulase negative Staphylococcus

B, BCRELABE L2770 2K 1) > REH LI
BRLTEERML THIW,

FHNMER =7 P VLB T, 77 LHBHEH, 7
7oBMEIC R EERERL 2. 2 iz CAZY,
CTM?, CZON® m 2 iUz L TH 0, 77 2BHHIC
3CZON 2, 77 nBat® & Cic P.
CAZ ks WHBEE LR L 72,

K BED S. aureus 13 0.19~1.56 ug/ml O 5%
oM ERL, 0.39 ug/mlic BA DA A LNz,
CTM, CZON k0 1 BB, CAZ k1 5EBsY ¢z
RUERL 22, FEL >Ry W LY neEEFC LU,
Methicillin sensitive S. aurens (MSSA) 385 #kES

aeruginosa 12 1%

P13 0.2~6.25 ug/ml 2545 L T, 0.39 gg/ml iz 222
¥ (57.7%) H->TCHamnluzic L, CZON gL
TCAZ £ )57\ L 6BBEEW MIC Uz 4345 L T\
72 MEDLDOBED FROKRTH - 72, P. aeruginosa
13 0.39~ 2100 ug/ml 257 L T, 3.13 ug/mlic 545
W #ERL, CAZ, CZON L) ERSH R 72, K
v R Y ADTIE P aeruginosa 671 ¥ 1% 0.05~ >
100 pg/ml i a WSS %R L, 0.78 ug/ml iz 134
B (20%) b THHDOWEZL Tz, CAZEN 1
ExR%, CZON L9 5B CN-HEER 2R L 72, #
L OBMERSHEOILIZL N &Y MICEZ2RL 7225,

CAZ, CION I W EBREETH 722 E3EML T
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72,

ARDIRNITICET 2B 2%, BE D DK
HTIE, ABBMERIC CFLP 50 mg/kg one shot # i
LT, BIBAKHIZIZ 159 4.2 ug/ml D& — 7 Hils E
PIFH NIz, LIAkIZ#iE L T 6 BERI#£12 0.9 ug/ml Th
272, E—7MHOEMIIZ 2.97% Th - 72, L2 EL
R L 72 cefclidin (CFCL)®, cefoperazone (CPZ)1
Tlalkk 50 mg/kg % fHE L 2B DRIEKPBEN E— 7
B3Iy 305%IcH), 2NFN9.44 ug/ml, 3.2
ug/ml THY, Bt 5.17%, 6.57%TH 12, 6%
flfix CFCL 13 1.48 ug/ml, CPZ (1 0.08 ug/ml % 7R
L7z,

W€~ T, CFLP mRiBEKH#BITOSIEIZ, ©— 7fEis
BEZET HEEIE %4 T CFCL & W RETCPZ £ Y
SEERY A, B WEA L VIEETH - 72, 6 BEfE 1%
TIZ CFCL I WM&, CPZ LN BWBITBECH - 712,

HRARAENIBEE 12 D T2 CFLP # & L € 30 %12
SMIRER6.8+0.1~53.440.4 ug/ml, BRERNERIZIZ 0.6
~16.61£1.2 ug/g or ml DBATBENEDH L2, 2D
EEDMFPBWEIX 110.127.5ug/ml TH-722 & »
5, SHRERALAL Tl M PR 6.2~ 48.5%, ARERPIEE
T3 0.54~15. 1% DFHATTH - 72,

EMRICBIT 2RET TR, 1g % 30 5 2ildpE L <8
2HFEILINICIRIR E L7 BTE K121 0.69~1.28 ug/
ml DOBITRELRL 72, £72, 1g % 60 5 &iSaeE L 72
BXIZI3 4 BEMH Z TI2 1.0~2.7 ug/ml DFIEKFBEE A
BonTwd, ©— 73 SEHKT %5 L% 60~120 4
DN A LT, 30 5 sl AFER T 0.69~1.28 ug/ml,
60 0 S EAHE T 1.0~2.7 ug/ml #7572, Bk #
NEN2.3~6.8%BLU7.8~11.9%TH -1,

G RIBERIGER A AT b 72 £ IRER % (BRI %) 5 Bl 3 4

76, S. aureus, S. pneumoniae, a-haemolytic Strepto-

sp.A o BE X N, MICIt S
aureus 0.1 ug/ml, a-haemolytic Streptococcus 0.1 ug
/ml & & U Corynebacterium sp.<0.025 ug/ml T & -
22 b, RRIDOBIBEKPMEIZ = 1S58 MIC
lE2+51 28 Th 72, 202 Ehb4a0n4
IRER R X B BRIRRHR (5 Blh 4 1 5L L) % gt
F2LnThHo-12,

EMIROEEN~NIT 1g % 30 5 LUilssiE L T 3 B R
®IZ15.6 ug/g DEVATIRE AT L T, BKAESR
TRIEIRER 6 BIrh 4 B R 5 N TEFF X nr,

BIRETIZIE, AFZ 1N 1g, 108 2E&SE%HEL <,

coccus, Corynebacterium

S. aureus, CNS, S. pneumoniae, a-haemolytic Strepto-

coccus, K. oxytoca, S. marcescens, Pseudomonas Spp.
T EDTERE & LTl S 2B % (1), 2% % 721318
HDBUERENIRESR (7), MERE(13), 40BEKk% (5)
BIUIREEHERQ)DFH 296 2 B9 L 72, 11 6z =

%h, 13FIcAHRh, 4 BHCES), 1EHIHETREDE R
BonT, AHERE.TBROBIETH - 72,

S RIBRIREN R T, 77 LGHEREIREBEE N
THBIDETERM, 77 LBEEEED 6 fEF T35 #ic
BFNTH 72, BEED IPNIZETEMCERL Tw
%, BRI A0Rh RS, T 18 BROE THH Y
KL 100BDHERFETH - 72,

BIERIZ 261, 6.9%ICA LN, FBERKD 1 HlI3#
vk, BIRICEWZEFRZ - 1HIZRSMEEL T
MTHERLL, ESL Ko 7200 EH T, £
1170 9 54 B, 4.6%ICBIWERARIAL TEBY, 20K
RITFRE, BUERK, AL LTV ILX—ERKD 43 6T,
OB EBIER Y DI TH - 72,

BERRAMERE I 66, 23.1%ICZDHLN, wTFhi
GOT, GPT nBE LA ThH 72, HiEL Koo T
134 1,124 B 118 1, 10.5%ic B L ¢, GOT, GPT
FRIZENZF14.3% (47/1,100), 5.3% (58/1,097) T
hotz, TNLDEIWERACEAREREHEIZIVTNL—
BUYETEEL LD LL, BeETHDEEZ LN,
THICEBEL TRBZEETNETH 2,

U EntERh 6 CFLP 12 75 2B, BEEIC L 3
M PEARRHE A 12X L CHRAMAS FTE 25 L vt
7ra AR CRIDEHRTH B EEZ LT,
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Basic and clinical studies on cefluprenam in ophthalmology
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We conducted a basic and clinical evaluation on a newly injectable cephalosporin, cefluprenam (CFLP) in
the ophthalmological field and results were obtained as follows.
1) CFLP had broad spectrum against Gram-positive and negative bacteria. The susceptibility distribu-
tion of clinical isolates of Staphylococcus aureus (20 strains) stayed with in<0.19—1.56ug/ml, showing the

maximum distribution at 0.39 xg/ml. The susceptibility distribution of clinical isolates of Pseudomonas
aeruginosa (20 strains) stayed between 0.39— =100ug/ml.

2) Wheri CFLP was administered intravenously to matured white rabbits at a dose of 50mg/kg, the peak
aqueous humor level was 4.1—4.2xg/ml after 15—30 minutes. At the time of 30 minutes after dosing, the
ocular tissue levels were 6.81+0.1—53.4+0.4ug/g in extraocular tissues and 0.6—16.6+1.2ug/g in intra-
ocular tissues.

3) Penetration of CFLP into human aqueous humor of anterio chamber were detected that the concentra-
tions were 0.69—2.7ug/ml at 60—120 minutes after CFLP administration 1g dose di.v. High CFLP
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concentration in lacrimal sac of human was obtained as 15.6u4g/g at 3 hours after CFLP administration 1 g
dose d.i.v..

4) CFLP was administered intravenously 1 g twice a day to 29 cases consisting of 1 blepharitis, 7
dacryosystitis, 13 corneal ulcer, 1 endophthalmitis, 4 panophthalmitis and 3 orbital cellulitis. Clinical
responses were excellent in 11 cases, good in 13 cases, poor in 4 cases and unevaluable in 1 case showing the
efficacy rate of 85.7%. Adverse drug reactions noted in 2 cases and abnormal laboratory findings recog-
nized in 6 case.



