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FKO37 3R E MR CRIR I N H LS E v
770 ARY CHITH S,
FHEIE, 7NVREREUG S5 LBNE» S BBE S

AREHESRIC 81 3 FK037 OERER « BRKERET

K EX-FE #t-H®l g%
2R #t-AUxVF B3R BT
FHRAFEFHIRR

B OE & BH-F OFH %
BEHARFEFERIRE

5 = K & BT
W RARBEAREL

% K B F
KR+ FREeIRR

5 # =
AR IEABRRRTARE
HOR 8
¥ F HRBTER AL

FrLOESAL 7 = ARGUER], FK037 OIREHERIC B 2 BB, BRI 51T 572,

1) KA 7 LR, BYREICLWIE A <2 ML TR L, cefpirome OB L L
Tieo ERIRSIBED Staphylococcus aurens 20 #ki 0.39~3.13 ug/ml W BRZHAFET L,
1.56 ug/ml S RD I H & N7z, Pseudomonas aeruginosa 20 BT i 1.56~ =100 ug/ml
WKHHLT, 6.25ug/ml fHECS DL ER LTz,

2) BERARRIC FK037 % 50 mg/kg 1 EI#E L ZBEORTEATEE X, 85 1 BER%
‘2 6.57 ug/ml O peak fEIZE L, LU IZHIHE L T 6 BRI 2.67 ug/ml Th - 72, peak FFD
BRMBELL (BIHt) 28.7% Thorc, ML T 1 BRMEOREBNBE R, SRS
10.8~110.3 ug/g, ERERMEBTIZ 0.51~31.3 ug/g or ml TH - 7z,

3) EMIC1.0g 1[BEISEFEEL T, BIBEANAIL 78 %12 0.37 ug/ml OFITIRE LR
S0 T, LI1575 £ T OMIZ0.20~6.69 ug/ml S & & 12, i B A/ 48 K id
0.52~19.17% TH o720 FBIC1.0g #HES L T MEBRAN ISR TE (1 8508) 10 6.4+
3.2 pug/ml @ peak fEA SN, 8 BEHI%IZ 0.240.1 xg/ml DBATIRE %2R LTz, R/ 48
15.0~10.7% T, F¥8.5%TH -7,

4) RERARAE (3 B1), AREHLES (11 61), BREEEEA (2 B1) DE 16 B, &7 1 [510.5~2.0
g% 1 H 2 BIangHa U<, &2 106, %56, #51 BIDOBRKRENE G S hiz, HEERI,
93.8%TH>7, BWERIZ 1 BlIC bERD S5 120 R D RHEZE#E GOT, GPT ©
EFAB 1B, GPT O L& 18I0 2 flicBo s h iz,

Key words : FK037, RRIRMEBABAT, © M EEDBT, t raEADBA,
IRFIRIUR G

* T 951 ¥riEiamTE 1 %ET 757

L7 7 LBME, WOICHKAMREIC  CRE VB R <7
FVEEFT B, $iZhigh methicillin-resistant Staphylo-
coccus aureus (H-MRSA) 213, BED -5 7 % LFD
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FCRLENLTEES 2T T 2 L SR TH B,
FHIDIREHEIAE 0 2 BRI A D 72 9 12 BREAIRRES
o NCBKIEBRETo D TUTICENR S DERE 2 RS
T 5,
I 8 & F &
1 FEARZ bV
HERFEKE AV TEREIORE N (MIC) 2, HX
EEBREFSREER) CROERFRERECL DA
E LTz, BEERI tryptosoy broth IC—REEEDE
ARV AN
2. BRSBEEHEORZMN
RBEPERELVSBELT: S aureus 208K, BL UV
Pseudomonas aeruginosa 20 BRDREZ M %, [EREICH
EL7z,
3. IBRAT
1) KRRICBT 58
HERPARE (RE 2.5~3.0 kg) 2&#| 50 mg/kg
H#IREL Y 1 one shot THE L, EEHICHTREK
BLUOMBEERL T, BITRESHZEL, $T,
ZOBER L VAIEAKTEEIR D E < 2 2RI AR
PR LT, SIREBNEBERHIEL:,
2) b MNRIZBIT 28
1) BIBAHRBT
HARFMFEDBREOREL2EBT, KARIGT A
MCTRMETHZ Z L 2R L 2%, FHEICEHE
1.0g #100ml £7213 200 ml OB AEAKICERE L
T, 1R TAEREEE L 72, FMERCHIEK & I
BRI L TZNZFND FK037 B % HIE L7z, AR
BITFR 5 F 2 ~11 B ORI KESRE S L UKHE
RTERBEIC TEBE 1Lz,
2) BREHBIT
HABREMCABOB O NIt BERABF 68212, K
ARIGT A M CRHETH S 2 & 2R L 128, &F
1.0g #4EBAEAK 100 ml CBEBL CEREARY 7
ERGT 1 BED» ) TARBEE L, MKRIZENRE
LD REFHNCERIR L 2, F - FRR IR SEIC SN RE
LOBREL, ARISERAIC R 3 AT OONR
HLOEI L 720 KRBRIZFR S F6 iz, BEDIS
B b L BFRRANEHC TER S iz,
FHROBEIR, RASH=FMbe—sv—zabL
I3 B R 3R S BF 58 AT\ T Bacillus subtilis ATCC
6633 % 721X Morganella morganii IFQ 3848 R REHE
&Y 2 ERFMRILHE (Disc &) WL D HIELT,
4. BEIRIEER
VR AFEIL A SFR6FE 2 AORIC LTS %
RZ L, HREMCRAESE S W EHRR L ES

HENMRELL, FRRIGT A NTCEETHE Z L%
WL, AKI1E1.0g £7/2132.0g, 1H2ME1
Rl 1 TAMEEE L, BBRIIR L REMERETL /2,

HMEFHIRE L L CTRAKRSRTB L URESHICER
BERAOREBEFIL, ELr At =Fmte—
Y—IVIZEM L, B TEDOSEE - BExR S W
KEID MIC BI7E % AL EZBEESEHED 1 TH
MLz

¥ 7z, BEIREMBF AT T MBC O #IZE % NCCLS?
WH¥UTEBL I,

RHE I, ARRBPEZSHEDOH ERLES &
ZEL T, HUEOHEICLY [FR] [B%) [P
B2 [#8%) CHEL 72,

HMEZPIMRC DL TRIBEEL-HEOHEE .
MHE] TERMA] W) [TEID 4 BRETHE L 72,

7B, FERSH], 598 L URESERT &I,
FERae, RRER CEBERRERT- 72,

1. #& 2

1 HEARZ b

Table 1 WZRL7z,

Haemophilus  aegyptius (4 %) 0.39~0.78 ug/
ml, Moraxella lacunata (7#%) =0.19 ug/ml, Strep-
tococcus  pneumoniae (8 #k) =0.19~1.56 pg/ml,
Corynebacterium diphtheriae (4 ¥k) 0.39~0.78 g/
ml, Neisseria gonorrhoeae (1¥k) =0.19 ug/ml,
Staphylococcus  haemolyticus (2 %) =0.19 pg/ml,
Viridans group Streptococci (2 #%) 1.56, 6.25 ug/
ml, S. aureus (4%F) 0.78~1.56 ug/ml, P. aeru-
ginosa (2#K) 3.13, 6.25 ug/ml, S. aureus 209 p(1
#) 0.78 ug/ml ThH -7z,

FENE 7 7 AGHE, BHEECHL TLELAEA <
ZMNVERLTEY, Bhl-HEN2RD 7,

Z i ff 5E D cefpirome (CPR)® ceftazidime
(CAZ)", flomoxef(FMOX)” DIEHA~RZ b L icHE
BLLTxh, HEIIE CPR ICELIL Ttz

2 EBRSBEERORBZY (Table 2)

1) S. aureus

FK037 @ MIC i% 0.39~3.13 ug/ml i3 fm %R L,
1.56 ug/ml A DILH B > T 115k (55.0%) 32 h
E 8720 MICs, MICeo & $ 12 1.56 ug/ml Th - 72,

FIFFICREL - CAZ L VBN BRZM LR
%3, CPR, FMOX X D {EBZHANC AL 72,

2) P. aeruginosa

A &l ® MIC i3 1.56~2100 xg/ml = 9 4 L T,
6.25 pg/ml LI HADILZ R L 720 MICs,1d 6.25
ug/ml, MICeotd 25 yg/ml TH -7z,
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Table 1.  Antimicrobial spectrum
(ug/ml)
Organism NO'.Of FKO037 Cefpirome Ceftazidime Flomoxef
strains
Haemophilus acgyptius 4 0.39~0.78 0.38 0.78 6.25
Moraxella lacunata 7 =0.19 =0.19 <0.19 0.2
Streptococcus pneumoniae 8 <0.19~1.56 <0.19~0.78 0.78~1.56 1.56~25
Corynebacterium diphtheriae 4 0.39~0.78 0.39 3.13~6.25 0.78
Neisseria gonorrhoeae 1 <0.19 <0.19 =0.19 0.2
Staphylococcus haemolyticus 2 <0.19 =0.19 0.39, 0.78 0.39
Viridans group Streptococci 2 1.56, 6.25 1.56 6.25, 12.5 50
Staphylococcus aureus 4 0.78~1.56 0.39~0.78 6.25~12.5 <0.19~0.39
Pseudomonas aeruginosa 2 3.13, 6.25 3.13, 6.25 1.56, 3.13 >100
Staphylococcus aureus 209p 1 0.78 0.39 3.13 0.2
Inoculum size : 108 cells/ml
Table 2.  Sensitivity distribution against clinical isolates
Organism Drugs MIC (ug/ml) (10° cells/ml)
(No. of strains) <0.19/ 0.39 | 0.78 | 1.56 | 3.13 | 6.25 | 12.5 25 50 | 2100
FK037 1 7 11 1
Staphylococcus aureus cefpirome 1 8 9 1 1
(20) ceftazidime 7 10 2 1
flomoxef 5 8 3 2 1 1
FK037 2 5 3 4 4 2
Pseudomonas aeruginosa cefpirome 3 11 3 1 2
(20) ceftazidime 3 8 5 3 1
cefoperazone 2 4 5 5 2 2

Cefoperazone(CPZ) & v 1 EIZ EBEEBERICOA
LTEREZEER LM, CAZ X VIEREZEAIZH
v, CPR CHELOBRZMTH >,

3. RABAT

1) RRRORAE

BAEIETNT2 b LI 3ROFEHETRL,

(1) BIEARBIT

Fig. 1 \Z/RL 7z,

B BRI T 3.59 pg/ml DETE K P BITIEE A
RS, 1 EEEI#IC peak {8 6.57 ug/ml ZEL T2,
DAt i #rk U T 2 BER 5.40 wg/ml, 4 BERI% 4.72
ug/ml, 6 ¥R 2.67 ug/ml TH o7z,

& IR I VAR #21C peak fE 232.7 ug/ml 315
S, R HLEREER 2 s A LT, 4 KRR 12.4
ug/ml, 6 BFfE# 3.50 ug/ml TH o1z,

HIEKDEE D peak B, T75bb 1 BB OEK
mEkbix 8.7% TH - 7z,

(2) IRMEBMBE

Fig. 2 2R L7z

SRR AR TIIERIERRIZ 110.3 ug/g TROBBVE
THE %R U, BUFAMRAES 109.5 ug/g, HME59.9
ug/g, BRME 22.8 ug/g, A 10.8 ug/g DIRTH o7z,
ARERANERCIL, MTEEARIEK 31.3 ng/g, WBIRIEHE 22.6
ug/g, BHR16.8 ug/g, HIEK 8.7 ug/ml, WHFE
0.54 ug/g, K&1&0.51 ug/g D FKOI7TEE » o
72

M A iE 113.5 wg/ml TH - 72,

2) t MROE

(1) FIEAKPIEE

HAZAZDLTRE SNRIEAB & CIEHiRE
D&% Table 3, Fig. 3R L 7,

FHBRIT 15 B DL TRH Az, 55 1HlicD
W3S FKO37 BE ORI EZR N EE &E %2R
L, HPLCEIC L 2BRIEDHER L b EL LENED
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300 -232.7 (rabbit eye, n=3, 50mg/kg i.v.)
r Hours 174 )1/2) 1 2 4 6
A/S« ratio(%) | 1.5 [ 4.1 | 8.7 [10.9]38.1|76.3
= 100
E C *A/S Aqueous humor/Serum
) n
2 st
- L
.2 -
g
5 L
v
2
Q
S 10g
F o o6.57
F 46200300 4.72
Sp et o T e o... 3.50
o Aqueous humor :
L% 59 2.67
1 1 1 1 1 1 1
1/41/2 1 2 4 6 (h)
Fig. 1. Aqueous humor and serum levels of FK037
Concentration (ug/g or ml)
S 10 50 100
Lid ' ' J22.8
Bulbar conjunctiva ]110.3
Extraocular muscle ] 109.5
Cornea ]10.8
Sclera ]59.9
Aqueous humor 18.7
Iris and ciliary body ]31.3
Lens [] 0.51
Vitreous body [ 0.54
Retina and choroid ] 22.6
Optic nerve ]16.8
Serum ]113.5

Fig. 2.

shlzic®, it SR LTz,

1.0 g STEE TR, 78 O THIS WRTEAGICIE
0.37 ug/ml DBATBREINRD s iz, 97 53%D 14
T2 0.76 pg/ml, 100 53 T 3.31 ug/ml DBITEE
ERDTzH, 105 LA 157 5348 % T2 0.2~6.69 ug/
ml DRI H D BEICKE LB S Nz, BRI
L CHIE L7 MR X 78 3% 64.3 ug/ml, 97 5
%13 35.1 ug/ml, 100 53 Tid 64.9 ug/ml TEMLL
BZFNFN0.58%,2.17% 8 £ U 5.10% & ERFH9IC1E
U7, 1063 % UEISTH ETOMBHBE X

(rabbit eye, n=2, 50mg/kg, lh after i.v.)

Ocular tissue concentration of FK037

27.0~44.5 yg/ml T, FEIkbix 0.52~19.17% D &aFH
Thotz,

(2) HEEHEE

KERGHIZ o VR EROBRBNAITEBE %
Table 4 \Z/RU7z, F/-MEBEHEE L REEPEREOH
BEIET 27:0, ETAMCLEHTIEOEIT- 72,
Thbb, £IFYMBPEE%EE D infusion &5
IZ & % two-compartment model R % F > TIER R
IN_FHED 707 LA NONLIN® TH Tz, 155
NT28T A= —REE L, K\ TRE/ M P SEL
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Table 3. Aqueous humor and plasma levels of FK037
(1.0g, 60 min, D.IV.)
Case no. Age, Sex - B.W. Time (min) Plasma Aqueous humor A/P (%)
(y) (kg) (zg/ml) (ug/ml)
1 65+ F +53.0 78 64.3 0.37 0.58
2 66+ F - 66.0 97 35.1 0.76 2.17
3 77+ F < 44.0 100 64.9 3.31 5.10
4 45+ M - 68.0 105 38.7 0.20 0.52
5 69+M-+—— 105 41.8 1.42 3.40
6 66+ M - 57.4 127 30.0 1.35 4.50
7 71+-M+53.0 128 34.9* 6.69 19.17
8 73+ F +47.5 135 39.1 1.26 3.22
9 81-M-57.0 135 44.5 1.24 2.79
10 65+ M -58.0 135 34.3 1.87 5.45
11 72+ M -58.0 142 36.3** 4.53 12.48
12 65°M+—— 143 27.5 1.37 4.98
13 58+ M- 49.0 150 27.0 0.70 2.59
14 72+ F -51.2 157 28.2 1.69 5.99
* 2100 min, ** : 105 min Department of Ophthalmology, Akita Red Cross Hospital
A/P : Aqueous humor/Plasma [Department of Ophthalmology, Suibarago Hospital ]

@® Plasma

lgdiv
60 min O Aqueous humor
100 g
F [} [ ]
y s
. r oo b ' oo o
2 L
&
X 10E
5 f o
s F o
s o o
g o o ©
5 1E °
O E o )
C [0}
-
o o]
0.1 L 1 1 1 1 1 1 1 1 J
. 60 80 100 120 140 160
Time (min)
Fig. 3. Aqueous humor and plasma levels of FK037

[Department of Ophthalmology, Akita Red Cross Hospital]
Department of Ophthalmology, Suibarago Hospital

BRI A= —E L THEALT, FYRRKRSE
EirbHTiddiz, Bon-BREEMR%E Fig. 4127
L7z,

MEEPRE IR SR TRICREHEE 59.7£5.1 ug/
mlCE LK, R L2 HETHELZ, REDE
ELRERTEIZ6.413.2 ug/ml DR EBEE %R
L, ZDRIMFPEEIIZTIZFITLTCHREL:, 8K
RI#1212 0.2+0.1 ug/ml OBITEE %7 L1z,

Be51% 0.5~ 8 BFRI D& B eI 38 1) 2 IR/ M4 o
BREELLIE 5.0~10.7%, ¥ 8.5% TH - 72, £ 12, Fig.

QR LI-BRBEHEL OB ONEHERRT.0%T
Hotz,

4 . ERIRRAE

ERNZ, ERMRIRE 3 B, ABERE 11 4, IRFBEHER
2BIDEH 16 FITH S (Table 5)0

IR IRIE DAER 1L AR, RAE W2V, BEOR
R & AR ERD I, RESUWMOREEET, St
phylococcus  epidermidis, coagulase negative Sta-
phylococcus (CNS), Pseudomonas paucimobilis H5E
W EEETRE S M,
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Table 4. Tear and plasma levels of FK037 in humans
(Mean £SD)
Time after dosing (h)
n
0.5 1 1.5 2 4 6 8 12
Plasma concentration 6 34.9 59.7 35.7 28.7 10.8 5.8 2.7 0.7
(ug/ml) +2.4 £51 +2.9 £3.2 *+1.4 *1.3 =*0.7 0.2
3 3.6 1.8 0.8 0.2*
Tear concentration +2.1 +0.3 +0.2 +0.1
(ug/ml) 3 6.4 2.8 0.5
+3.2 +1.1 +0.3
Tear/Plasma (%) 10.3 10.7 5.0 9.8 7.4 8.6 7.4

(FK037 1.0g, 60min D.IV)

10 Plasma (n=6)

Concentration
—
T

e
0.1k Tear (n=3)

L I L 1

2 4 6 8

12(h)

Fig. 4. Tear and plasma levels of FK037 in humans

(Department of Ophthalmology, Kyorin University)

FHE1.0gx1H2E GEFI1, 2), bLIFHER
FMtHIZ1.0g 1H1E, 2AEH»S 1H2.0g 18
2E (EFI3) AEFEL T, 5~10 HREKS L,
IRBIIEHLTEH I DERL, 3~6HF Tiilk
L7z, IRERDFETR, BRIZ4BBIVIHE TIZHEE
LT, 1BIcER, 28cETH-> 7, MAEFISIR
(norfloxacin) MRS NIERIS 1BIH -7 (EBF
2)o

AEEEZ 11 AT, ERIRABENME - AEEYRA
BUEBI4, 5), HABMKI >y 7 v v o XERAR
(FEBN 6, 14) WCRIELHDT, MITETH -7,
WIR LR, IR, RIEXWSHD, MoaEEE
Felln & ARER R E 72 G BE 2D 7, A
HEL HOIEKES, BIEEE GEFI6, 12, 14)
ZRDTz,

AR OB AY O EEEE TEH 12 5 5 methicil-

(Department of Ophthalmology, Kyorin University)

lin-resistant S. aureus (MRSA, FK037 @ MIC : 50
ug/ml), FEBI 6, 141X P. aeruginosa (MIC iZv>¥h
b 3.13 ug/ml), ZDMDIESRITIE Moraxella catarr-
halis, Corynebacterium sp., Enterobacter sp., P.
paucimobilis, glucose non-fermenting gram-nega-
tive rod (GNF-GNR), Propionibacterium acnes H3
ThNETNERE L IIERE TRE SN,

AFl% 1B0.5~2.0g, 1 H2EEFHEHEL <,
1%7 voErAREEGALIERD 2657
(EBI4, 6),

fEFI 6 D P. aeruginosa BEEE I3 2.0g 1 H2
ElESTCE D, 4 HEBCHBERIIHEE, 8 HMKRS
THEREIIERBEL TEMERLL,

FEBI 14 D P. aeruginosa D AEBE TIX1.0g 1
H2EEFEHLT, fiEERIE2BEHICHA.L, 4HM
DERETHEMROHRENASNTEMERLI,

MRSA OfEFI12 TiZ 7 B l4g #%& 5 L TR
BIIOPERL, FEERIGEEL 2 AREE I
bz &, FFIES ik L T arbekacin Bk 5
LRl EBITH S,

ZOMOERITIIRFRSES LT, RiE, WEXEH
REROHEL, FIEKEBOHEEZHEY, ABEE
I3HEN, EELT, ENTREMEIECERL
720

REB®BELD2HEVTNLEIETHEH
(cefotiam, cefdinir) $5 %% T HREMNR S
NTEIFITH > 7z, MERETIINERA DRSS L
Tulzle OEERMETH > 208, BREEF, Rig»
SHEME £ TERT 2 RK, BROSSEICED S iz,

A% 1E1.0g $7:132.0g, 1 H 2 @EHEHE%:
BAtEL T, ERFEIX 3 HE £ TWERM, HEL, IRERED
DR, BRIZ4BBLVZRCHI LTS, 7THH
WIRHEK, HES NI, 2B bERERLL, HIE
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Table 5. Clinical results of FK037 treatment
A Treatment . .
Case | A8¢ | | < |Eve = - Isolated MIC [MBC] | Bacteriological| Clinical | Side |\
0. | Sex 1agnosis | kye Dally_ dose |Duration| Total organism (ug/ml) effect effect | effect
(gxtimes)| (days) |dose(g)
18
1 « | lid abscess | R | 1.0x 2 10 20 S. epidermidis 0.20 [0.39] eradicated good - -
M
28
2 + |lid abscess | L | 1.0x2 5 9 (=) — unknown |excellent| — —
F
36 Lox 1 1 S. epidermidis 0.39(0.39]
3 * | lid abscess | R | 5% o 8 31 CNS 1.56 [1.56] eradicated good — -
M P. paucimobilis 6.25[12.5]
71
corneal _ _ _|GOoT?
4 y ulcer L | 1.0x2 9 18 (=) unknown good GPT!
ol rneal
5 . |cornea R | 1.0x2 4 8 (=) - unknown |excellent| — -
M ulcer
78 1
6 . |cornea R | 2.0x2 8 32 P. aeruginosa 3.13(3.13] eradicated |excellent| — -
M ulcer
66 rneal
7 | . |COTea L | 1.0x2 5 8 (=) - unknown good | — | —
F ulcer
84 corneal Lox 1 1 M. catarrhalis 0.10 [0.39]
8 . alcer R 0.5% 2 5 5 Enterobacter sp. | <0.025(=0.1]| eradicated |excellent| — -
M ’ GNF-GNR 6.25 [25]
o rneal
9 .| eal R | 1.0x2 7 12 P. acnes 0.025 (-] eradicated |excellent| — -
F ulcer
64 corneal
10 . or ulcer R | 1.0x2 6 11 Corynebacterium sp.| 0.025[£0.1) | eradicated |excellent| — -
F
72 |
1| . |cornea R | 1.0x2 6 11 GNF-GNR 50 [50] decreased |excellent| — | —
F ulcer
8 corneal
12 . ! R | 1.0x2 7 14 S. aureus 50 [50) persisted poor — -
M ulcer
8 corneal P. paucimobilis 25 [100]
B ulcer | L 09725 49 GNF-GNR 0.78(0.39) | eradicated | good | — | =
61 corneal
14 . | R | 1.0x2 4 7 P. aeruginosa 3.13[12.5] persisted |excellent| — |GPT?
M ulcer
5 orbital
15 F cellulitis L | 2.0x2 7 28 (-) - unknown |excellent| — -
81 orbital
16 M cellulitis L[ 1oxz 5 10 (=) - unknown |excellent| — -

CNS: coagulase negative Staphylococcus
GNF-GNR : glucose non-fermenting gram-negative rod
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FIHER (norfloxacin) 34 & M7 ERIDS 1 Bl - 12
(EEBI 16) o

ULDEBRIBEKRZR %2 % £ T Table 6 2R L

%10 B, B%15 I, 30 1 BT, BRI L 15 61
LY, BWMEIB % TH -7z,

BB RIERIKZNE % Table 7 1R L 7%2o MRSA @

1 BI%EBWT, S. epidermidis, CNS, Corynebacterium
sp., M. catarrhalis, Enterobacter sp., P. aeruginosa,
P. paucimobilis, GNF-GNR B L U P. acnes DEMH
T 7 I EBERREOZESICECERAL T, 90%0
BYRBES N, ENMEOHRITE 15 #kH 12 £
DKL T, 80.0%DEHARTH > 7z (Table 8),
KEHEEH, BERIZ18IbASNE» o1, BK

Table 6. Efficacy of FK037 classified by clinical diagnosis
. . No. of Clinical efficacy Efficacy
Diagnosis (%)
cases | Excellent | Good | Fair | Poor rate(/o
Lid abscess 3 1 2 3/3
Corneal ulcer 11 7 3 1 10/11 (90.9)
Orbital cellulitis 2 2 2/2
Total 16 10 5 1 15/16 (93.8)
Table 7. Clinical efficacy classified by isolated organisms
. No. of Clinical efficacy Efficacy
Organisms - (%)
cases Excellent | Good | Fair | Poor rate(7
Staphylococcus aureus (MRSA) 1 1 0/1
Staphylococcus epidermidis 1 1 1/1
Corynebacterium sp. 1 1 1/1
Pseudomonas aeruginosa 2 2 2/2
glucose non-fermenting gram-negative rod 1 1 1/1
Propionibacterium acnes 1 1 1/1
{ Pseudomonas paucimobilis 1 1 11
glucose non-fermenting gram-negative rod
Staphylococcus epidermidis
coagulase negative Staphylococcus 1 1 1/1
Pseudomonas paucimobilis
Moraxella catarrhalis
Enterobacter sp. 1 1 1/1
glucose non-fermenting gram-negative rod
Total 10 6 3 1 9/10 (90.0)
Table 8. Bacteriological response of FK037
Organisms No. of Eradicated Persisted
strains (Eradication rate %)
Staphylococcus aureus (MRSA) 1 1
Staphylococcus epidermidis 2 2
coagulase negative Staphylococcus 1 1
Corynebacterium sp. 1 1
Movraxella catarrhalis 1 1
Enterobacter sp. 1 1
Pseudomonas aeruginosa 2 1 1
Pseudomonas paucimobilis 2 2
glucose non-fermenting gram-negative rod 3 2 1
Propionibacterium acnes 1 1
Total 15 12 (80.0) 3
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MREMTIAER 412 GOT(33 — 421U/1), GPT(31 —
551U/1), O ERHBFED S5ntz, REFIRIBEIR,
BRELREH D, NETRBRESh TwizBIing
TGOT, GPT ER1EANTBS T, XA LDHERE
BRIz ndH D LEZ SN, £ 12fER 14 T GPT (50
- 921U/ D L& HSNTH, KE L OBEFRITATEE
Hhh EHELI,
m. = =

FK037 OIREIEISIC 81 2ERICH D7z 12, B
B, BERRIRRGET 21T TR o NIt lkiE 2, KDL 7 =
LREHN LB L TEBEMZ THIZ W,

FRIOWEARY M Vvid s 7 ARG, BEE s
LTRSS TH Y, B2 H-MRSA Xt L TEREDB-
779 LARIODTRENHEBELEE2E T2 2 L8
BRETH 5,

LELPHZERFEKC OV IR LI AT
i3, MBARZ bVIZFRICELE b 238 L 72 CPR®,
CAZ" WZEMILTHBY, S aureus 21ILHELL TS
LRI I CPR WEBOBEN - HE 2R LTz,

SR> BED S, aureus T3 0.39~3.13 ug/ml i &
BHAHETL, 1.56 ug/ml CAHOWLH T,
CAZ D ERZHBIcH-72o CPREDIZ1ERE
BOBEZEHERLL, FIEYYRY VLAY I 0T
310 #k ® methicillin-susceptible S. aureus T ¥ A Fl
@D MIC i3=0.1~12.5 yg/ml KA L T, 3 DL IE
1.56 ug/ml 12 >C, CAZ & D @REZHEIH D,
CPR & W ERZHANCHHE LI LELDRED Th
WKEET 2D TH -7,

P . aeruginosa T AFK| D MIC ¥ 1.56~2100 ug/
ml LT, 6.25 ug/ml (HEIAHD LA S
72, CPZ £ 0 1 BIZEBRZMET, CAZ L V{ERZH
Bz LT, CPR WEMORBRZMEERL 12, FIEY
YRI T LY TIE A4 BRDKEE T, 0.39~>100 ug/
ml I2 5375 LT 6.25 ug/ml i3G5 D, CAZ &
D RRERZHEENCH D, FMOX &£ D i35 0 IcEE%2
HThotz, EDDEED THIKEUL T/,

EHIDIRARITIZ OV T, KRIRIZ 50 mg/kg &iE
BOFITEKTANDEITIE, FE5 1 MK peak {#
6.57 ug/ml BB BN, =0 L X DREMILIE8.7%T
Hotlro TNEFICHEDHEHRE L CPRY LHENS
&, CPR 50mg/kg % # ¥ L T LEFE £ 1 peak &
6.05 ug/ml 155 h, EMLLIZ5.8% TH o7z, #-
T FK037 DHiEAFEITIZ, CPR £ VBN T peak
fBIZZL T, peak B, FEiftte & CPR L Y &%
R ENHS NI,

IRMEBAN OB TIE X, FE&L T 1 BRI%ICHHER

IR AR % 13 10.8~110.3 ug/g, RER A i &
0.51~31.3 ug/g or ml TH o1z, FFHCEIZE L Jz1
R IZ 113.5 pg/ml TH - 7z, B> THERERMER
AN MmEFEEDIS~7.2%, IRER KNI X
0.4~27.6%DITE R LTz, ZHiZ CPR ZEMT 3
bDTHo1, & MROBIEAKFBITIZOWTI, 1.0
g % HFEEE L T 78~100 12 0.37~3.31 ug/ml
@ FKO37 BENE SN, 105 5L 157 9% T
0.20~6.69 ug/ml HBEEBA X /-, FBHLELIX 0.52 ~
19.17% T#H 72, CPR 1.0 g % 30 20\ T AT
LIzBHE TR, 56t L D 45~55 731412 0.3~1.88
ug/ml OFIEAFBEIBEITL T Ko7,
FK037 Ti2 CPR £ Y BBEO t MEIBXPBITHR
DoNT, KD S. aureus X33 % MIC,0(1.56 ug/
ml) % EEIZBITRETH T,

FRTEBEZ1.0g 2EH L TRSHKTE (1 8FE)
IZ peak £ 6.4+3.2 ug/ml 2/~ L, 8HfHIERIZ 0.2+
0.1ug/ml TH-o7z, BIW/MEL1E5.0~10.7%T
Hot:o RETEEIMOSEL D7 7 AR VI
DLTHRHENTBE Y, Z DIRE/ MR ERF S
b & B ., cefuzonam'® T5.8~11.4%,
cefuroxime' T#J 10%, cefdinir'? T 5.13~14.0%,
cefroxadine!® T1.9~7.5%, cephalexin'® T
2.3~6.6% L HES N T3, FK037 b 2 H5EH &
FRREEDEERLI,

LU EDEBERIRRET 5 S, FK037 IZILBEOTE AR
7 MV EBOHEEEEET S I s ni, RA
BTV T, RRBAOBITIREFT, £ MNRE
BLUHIBAKRFANOENBEOBRTHIHINT, R
BEGR EE RS N,

EEERIGER TId, &K% 1[@0.5~2.0g % 1 H 2 El=
TEErEL, SR EELMEEREIL, S
epidermidis, CNS, Corynebacterium sp., M .catarr-

aureus, S.

halis, Enterobacter sp., P. aeruginosa, P. pauci-
mobilis, T DD 7 ¥ 7 HEIEBREEN, P. acnes HEH
FloREEE CRE SN, REGEE, AERBREL L
UIRESE R DT 16 EF 2 EEL T, EXI0H, B
25 B, F2 1 FOBRBE SN, BREIZ 93.8%
ThHol, FIEFIARSHAS W RBRE L IRES
BRO2EFNL, &b IHRBROSTIHERZRISH
TERVIRBPYETH D, 5ED FK037 DL FK 5
SRS BIASHET I HOTRI VW EEISN
Tl OEHICMZ e 2D 2BIEBROWTEFETHR
BETH Ul T HERIRIEEZ B, BRS
B, #%h 16, BEIZ.I%THD, RKCENER
HRBEN TS,
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SEEEICT T 2 ERFID MBC 1l vwoh b MIC 123
PLTBY, FEOBBIIFRENTH 2 I L HSRE X
nrz.

EWERR 1A ST, BERBREMBT 1L
GPT D LR, 142 GOT 8L U GPT O EEMNED
S, IEY VR DAY BT 2&BERTO
FK037 & 5EGI&AE T3, BIFERIZ 741 Fid 9 4
(1.2%) &7 V¥ —fEfR, HLBEROFEENL S
iz, ERRIRE T 698 filh 88 B (12.6%) icA Hh
T, GOT, GPT LHI3Z#hZh 3.9%, 7.2%DHIR
KTHotz,

U ED#ER X D FK037 127 7 ABMHHE, BHEIC &
SRBIPFEICH LT, ERAKAHFCE 25t
TrLETHDEEZ NI,
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Basic and clinical studies on FK037 in ophthalmology
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We conducted a basic and clinical evaluation of FK037, a new parenteral cephalosporin, in the
ophthalmological field.

1) FKO037 like cefpirome, had broad antibacterial activity against gram-positive and gram-
negative bacteria. The susceptibility of 20 clinical isolates of Staphylococcus aureus ranged from 0.39
to 3.13 ug/ml with a peak level at 1.56 ug/ml. The susceptibility of 20 clinical isolates of
Pseudomonas aeruginosa ranged from 1.56 to 2100 ug/ml with a peak at 6.25 pg/ml.

2) When FK037 was administered intravenously to matured white rabbits at a dose of 50mg/kg,
the aqueous humor level peaked at 6.57 ug/ml 60 min after administration. The rate of the peak
humor aqueous to the blood level was 8.7%. Thereafter the level gradually decreased to 2.67 xg/ml
at 6hr after administration. The ocular tissue concentrations at 60 min after administration were
10.8~110.3 ug/g in the extraocular tissues and 0.51~31.3 ug/g or ml in the intraocular tissues.

3) When FK037 was administered to man at a dose of 1.0 g by i.v. drip infusion for 60 minutes,
the aqueous humor levels of FK037 were 0.20~6.69 xg/ml at 97~157 min after administration, and
the peak tear level of FK037 was 6.4 u4g/ml at 60 min. after administration, and thereafter the level
gradually decreased to 0.2 ug/ml at 8hr after administration. The rate of aqueous humor concentra-
tion to plasma concentration was 0.52~19.17%, and that of tear to plasma concentration was
5.0~10.7%.

4) 16 patients (lid abscess 3, corneal ulcer 11, orbital cellulitis 2) were treated with FK037 drip
infusion at a dose of 0.5~2.0 g two times a day. Clinical responses were excellent in 10, good in 5
and poor in 1, with the efficacy rate of 93.8%. No side effects were observed, and abnormal
laboratory findings were observed in 2 ; an elevation of GPT in 1, an elevation of GOT and GPT in
1.



