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FK037 BFLLEHAY 7 7 0 AR ) Y REWETH 5, KE O R EERI BRI 5
PUE ) L BRRBRARIC DV THRET L 7o BRIRSTBED 7 BIHE 239 #%12 D> T FK037 ® MIC %2 10°
CFU/ml #8& THIE L, X3 ceftizoxime(CZX), ceftazidime(CAZ), cefixime(CFIX) &
Jal JUNAN

MICy, T# % & methicillin-sensitive Staphylococcus aureus (MSSA) i 0.78ug/ml, methi-
cillin-resistant S. aureus (MRSA) % 12.5ug/ml TH YV, XMBEANCLLE L, KbALTEN
%7K U7Tzo Escherichia coli, Klebsiella pneumoniae \ZX3L TiE, 28K0.1ug/mlATTHD,
MEELDEED L XENDIBETH oo Serratia marcescens 1£3.13ug/ml, Proteus
mirabilis 1% 0.2 ug/ml T CAZ LIZIZR%E, CZX, CFIX & i P. mirabilis TET%£2bDD
S. marcescens TIEXEN T 72, Morganella morganii i¥1.56 ug/ml THEBE L DENL T
720 Pseudomonas aeruginosa ¥ 100 ug/ml TCAZ L W EFTEL MBI TH > 712,
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BRIAMEMEZERAIO 1 Bl 2R 7 7B TOBREIRIZEL 16, B%h6HITH>7, HE
M X Streptococcus pneumoniae 2 ¥k, Haemophilus influenzae 2 ¥k, E. coli 1 Bk0SERH
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Staphylococcus aureus (MSSA) 278k, methicillin -
resistant S. aureus (MRSA) 50 ¥k, Escherichia coli

27 ¥k, Klebsiella pneumoniae 27 ¥k, Serratia marces-

cens 278k, Proteus mirabilis 27 %k, Morganella
morganii 27 ¥k, Pseudomonas aeruginosa 27 #RiZ5t
TH5EHFID MIC % HRLEREFESAEHREENI L -
T, EEEE 10°CFU/ml THIE L 7 EAsE & L
TMICHIER - BZHHER T3 (=v R A1),
HIE AR & U TRREM Disk AESM-N (= v X A1)
AW, 8B, oxacillin(MPIPC) @ MIC #312.5
ug/mlLAED S, aureus # MRSA & L THEL T2,

7z, WHREH L LU T ceftizoxime (CZX), cefta-
zidime(CAZ) 8 & U cefixime (CFIX) DWW T H[d
BOFET MIC 28E L 72,

nE, HEERZRI 707725 —MIT-P (AR
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7 BRRE B 8 B D> T FK037 DEE KRR %
Tolz, EFNIHEMMAL 46 (74 377 A%
EDEHEIE 1 BlEts), BHEREXK 26, BRIBMMM
EROBERE1BI0 8 BITH -1z, B 6B, Z28T,
FERIE 53~76 7% CTFJ 65.3 5%, KE L 41.8~63 kg
T 52.4kg THo Tz 2B, FEDOFEA BT B
ZEORBIZ DWW TIREHIOBEIC THER 2T 12, IR
HE I SHEZAE L BRI TH I, MEENDE
BERLDSBINTCERBEOHERYA T, HE
(eradicated), 4 (decreased), % (persisted), B
R (replaced) ® 4 E&FE THIE L 72, EERZHE IZ B
RERKOHER &« WBC, CRP, ESR DL *EHE, &
£ TEZ(excellent), B%h(good), LLHEZ (fair),
#E%H (poor) D 4 FRBETHIE L 12, RFIFERFOEIER
Z2oWTE, BRI L 2 LBObNAEREBECEE
L7z &8, ZFKRSHTZICMEKRE (RBC, Hb, Ht,
WBC, fFEEBRE, M/IMREZ &), FFHERZE (GOT,
GPT, ALP 2 ¥), B#HEERE (BUN, S-Crk ) %
EDRIERIT> 20
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FK037 ® MIC,, f& i¥, MSSA T0.78 yg/ml,
MRSA T 12.5 ug/ml TH Y, i 3 FNZLL~REFS A
WENTEY, MRSA Tl 25 ug/ml LA EDOMMEE %
Bl otz, E coli, K. pneumoniae ® MIC i3 &
BO0.1ug/mIUTTHOIFLDREZESL L 3ER

Tz, S marcescens W2 2> Tld MIC,, {E 1% 3.13
ug/ml, P. mirabilis Tix 0.2 ug/ml T CAZ & 131
F%, CZX, CFIX &ix P. mirabilis THET%5 b0
D, S. marcescens TIENT Iz, M. morganii 12D
WTIE MIC,, {Ei 1.56 ug/ml TH Y, XFEE L HER
SDIEN T2, P aeruginosa «Z 2Tk MIC;,
&1 50 wg/ml, MIC,, fEi3 100 xg/ml &, CAZ &P
HT4 505, CZX, CFIX L W EBhi:HEN#R LT,
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Table 1. Antibacterial activity of FK037 and other antibiotics against clinical isolates
. MIC (ug/ml)
Organism Antibiotics i
(No. of strain) Range 509 909%
Methicillin- iti FK037 0.39~ 0.78 0.39 0.78
Sl Ceftizoxime 0.78~  6.25 3.13 3.13
aphy “;’2‘7‘;’5 aureus Ceftazidime 0.78~ 12.5 6.25 12.5
Cefixime 3.13~ 100 12.5 50
Methicillin-resistant FK037 3.13~ 12.5 12.5 12.5
S T Ceftizoxime 25 ~>100 >100 >100
aphy "C("s‘g)’“ aureus Ceftazidime 12.5 ~>100 >100 >100
Cefixime 12.5 ~>100 >100 >100
FK037 =0.1 =0.1 <0.1
Escherichia coli Ceftizoxime =0.1 =0.1 =0.1
(27) Ceftazidime £0.1 ~ 1.56 <0.1 0.78
Cefixime 0.1 ~ 12.5 =0.1 6.25
FK037 =0.1 =0.1 <0.1
Klebsiella pneumoniae Ceftizoxime <0.1 ~ 0.2 =0.1 0.2
(27) Ceftazidime 0.1 ~ 0.2 =0.1 0.2
Cefixime =0.1 =0.1 =0.1
FK037 0.1 ~ 25 0.39 3.13
Serratia marcescens Ceftizoxime =0.1 ~ 100 0.78 6.25
(27) Ceftazidime 0.1 ~ 3.13 0.39 1.56
Cefixime 0.2 ~ 100 1.56 25
FK037 =0.1 ~ 0.78 =0.1 0.2
Proteus mirabilis Ceftizoxime =0.1 <0.1 <0.1
(27) Ceftazidime 0.1 ~ 0.39 <0.1 0.2
Cefixime <0.1 <0.1 <0.1
FK037 0.1 ~ 1.56 <0.1 1.56
Morganella morganii Ceftizoxime <0.1 ~ 50 0.2 50
(27) Ceftazidime 0.1 ~ 100 =0.1 100
Cefixime <0.1 ~>100 0.2 100
FK037 1.56~ 100 50 100
Pseudomonas aeruginosa Ceftizoxime 12.5 ~>100 50 >100
(27) Ceftazidime 0.78~ 100 3.13 50
Cefixime 25 ~>100 >100 >100
Table 2-1. Summary of 8 patients treated with FK037
Age . . Administration Evaluation .
No.| - li“ Diagnosis  |Underlying disease Organisms (g X times . Side effect
Sex | (k) isolated xdays) | Bacteriological | Clinical Remarks
" 59 . . S. pneumoniae .
1 F 48 Pneumonia |Hypertension 3+) 1.0x2x 8 Eradicated Excellent | WBC |
53
2%2 M 63 Pneumonia |DM, Hypertension | Normal flora 20%X2x 4 Unknown Good (-)
59
3*? M 60.5| Pneumonia (—) Normal flora 1.0x2x15 Unknown Good GPT 1
Pneumonia |Bronchiectasis,
492 7.6 51 + Ischemic heart N 1Al 10x2x11 Unknown Good =)
M ’ Mycoplasma disease, ormal tiora ’ nKno 0o
pneumonia|Arrhythmia, DM

BW : body weight, DM : Diabetes mellitus, *': patients in early phase II study®,

6) 2.

patients in dose-finding study”
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Table 2-2.  Summary of 8 patients treated with FK037
Age|pw . Administration Evaluation Side eff.
No.| * Diagnosis |Underlying di O'rgamsms (g X times ide effect
Sex | (k&) & nderlying diseasel isolated £ xdays) | Bacteriological | Clinical Remarks
75 : .
51 - | 52 Chronic . (—) S. pneumoniae 0.5%2x10 Eradicated Good (=)
F bronchitis (many)
7 Chronic H. influenzae
6* | + | 61 b .. (—=) ’ 1.0x2x10 Eradicated Good (=)
M ronchitis (many)
9 H. influenzae
62 Secondary e
70| + | 42| infection |Silicosis, DM, @) 1.0x2% 8 Eradicated Good (-)
M .. . |Pneumothorax E. coli
of silicosis
(+)
67 Relapse of old
8*t| -« [41.8 . |Chronic hepatitis | Normal flora 1.0x2x 4 Unknown Poor (—)
M tuberculosis
BW : body weight, DM : Diabetes mellitus, *' - patients in early phase II study®, *?- patients in dose-finding study”
Table 3. Laboratory findings of 8 patients before and after FK037 treatment
No RBC Hb Ht WBC Eos. Platelet GOT GPT ALP BUN S-Cr
(X104/mm?) | (g/dl) (%) (/mm?) (%) (x10¢/mm?) U) (U) U) (mg/dl) | (mg/dl
1 B 342 12.0 35.3 7,100 1.1 51.9 14 9 195 21.8 0.84
A 268 9.5 27.5 2,900 1.3 41.7 37 31 138 13.9 0.79
9 B 356 13.2 38.0 5,700 0.7 22.4 18 17 121 20.3 0.90
A 338 12.8 36.0 4,300 1.7 24.0 19 26 111 13.4 0.91
3 B 433 14.2 41.2 9,900 2.1 23.7 23 21 129 12.2 0.89
A 451 14.3 41.8 7,600 1.6 28.6 28 42 108 12.3 0.97
4 B 480 14.2 41.7 5,800 2.0 13.2 25 16 129 19.0 0.90
A 493 14.9 42.3 4,900 6.5 19.8 17 19 123 12.0 0.89
5 B 423 14.0 42.6 10,400 1.0 19.8 18 16 141 13.5 0.74
A 436 14.2 42.8 6,900 2.0 20.5 21 19 144 12.8 0.76
6 B 487 15.0 44.5 10,700 1.0 24.7 22 20 162 11.0 0.66
A 479 14.9 4.3 7,200 3.0 23.6 28 24 163 10.5 0.64
7 B 434 12.1 35.3 7,000 2.3 18.2 20 12 173 10.0 1.01
A 442 12.2 35.6 5,600 2.6 18.5 14 9 158 10.7 0.92
8 B 384 13.3 39.0 8,600 2.6 15.5 23 11 162 10.8 0.83
A 410 14.3 41.3 6,400 2.4 18.3 22 10 155 12.2 0.79
B: before treatment A : after treatment
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We investigated the antibacterial activity and clinical efficacy of FK037, a new parenteral cephem
antibiotic.

The MICs of FK037 against 239 clinical isolates of 7 species were measured using a plate dilution
method with an inoculum size of 10 CFU/ml, and compared with those of ceftizoxime(CZX),
ceftazidime (CAZ) and cefixime (CFIX).

The MIC,, of FK037 was 0.78 ug/ml against methicillin-sensitive Staphylococcus aureus (MSSA)
and 12.5 xg/ml against methicillin-resistant S. aureus (MRSA). FK037 showed the strongest activ-
ity against S. aureus of antibiotics.

The MICs of FK037 against Escherichia coli and Klebsiella pneumoniae were <0.1 yg/ml in all
strains, and similar or superior to those of other agents. The MIC,, of FK037 was 3.13 xg/ml against
Serratia marcescens and 0.2 ug/ml against Proteus mirabilis, and was similar to that of CAZ.

Against Morganella morganii, the MICy, was 1.56 u#g/ml, being superior to other agents. Against
Pseudomonas aeruginosa, the MICy, was 100 xg/ml, being inferior to that of CAZ.

Eight patients with respiratory infections(4 with bacterial pneumonia ; including complication of
mycoplasinal pneumonia, 2 with chronic bronchitis, 1 with secondary infection of silicosis, 1 with
relapse of old tuberculosis) were treated with FK037 by 0.5~2.0 g b.i.d. drip infusion for 4~15 days.

The clinical evaluation in 7 patients, excluded old tuberculosis, was excellent in 1 and good in 6.

All strains isolated (2 of Streptococcus pneumoniae, 2 of Haemophilus influenzae, 1 of E. coli) was
eradicated.

No side effects were observed, and in laboratory findings, leukopenia and elevation of GPT were
seen in one each.



