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Table 2. Complication of patients
Diagnosis Number of patients Excluded patients Evaluable patients
Osteomyelitis 35 3 32
Suppurative arthritis 11 0 11
Total 46 3* 43

* Reason for exclusion : Concomitant medication with other antibiotics 1

Serious underlying disease

1

Unclear clinical symptoms of infection 1
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Table 3. Number of patients classified by age and sex
Age (yr) Male Female Total
17~19 3 3
20~29 6 1 7
30~39 3 3
40~49 4 1 5
50~59 8 2 10
60~69 4 3 7
70~79 4 3 7
80~82 1 1
Total 32 11 43
Table 4. Clinical efficacy classified by diagnosis
. ] No. of Clinical efficacy Effica‘cy
iagnosis atients rate
p Excellent Good Poor (%)
- Acute osteomyelitis 1 6 1 7/8
£ | Chronic osteomyelitis 15 10 5 10/15(66.7)
Y | Recurrent acute stage 9 5 4 5/9
E inflammation of chronic
§ osteomyelitis
sub-total 32 1 21 10 22/32(68.8)
Acute suppurative arthritis 7 1 6 77
» | Chronic suppurative arthritis 1 1 1/1
Z | Recurrent acute stage 3 1 2 3/3
ﬁ inflammation of chronic
< suppurative arthritis
sub-total 11 2 9 11/11(100)
Total 43 3 30 10 33/43(76.7)

* Excellent+Good/No. of patients
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MSSA 58T, K 2 8k, % 34k, MRSA 2tk
T, HE 1, B4 18, MSSA L <2 MRSA @
HIED R SN o7z S aurens 2 KR TIE, HK 11,
WY 1R TH oIz, £, Staphylococcus epidermidis
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Table 5. Clinical efficacy classified by dosage for osteomyelitis
Dosage No. of Clinical efficacy Eif;::‘cy
(g/day) patients Excellent Good Poor (%)
0.5g X 2 1 1 1/1
1.0gx 2 25 16 9 16/25(64.0)
2.0g% 2 6 5 1 5/6
Total 32 1 21 10 22/32(68.8)
* Excellent+Good/No. of patients
Table 6. Clinical efficacy classified by dosage for arthritis
Dosage No. of Clinical efficacy Eig‘t:eafy
(g/day) patients Excellent Good Poor (%)
0.5g X2 1 1 1/1
1.0gx2 9 2 7 9/9
2.0gx2 1 1 1/1
Total 11 2 9 0 11/11(100)
* Excellent+Good/No. of patients
Table 7. Clinical efficacy and closed irrigation therapy for osteomyelitis
Closed No. of Clinical efficacy Et;t:f:.cy
irrigation patients Excellent Good Poor (%)
With 4 4 4/4
Without 28 1 17 10 18/28(64.3)
Total 32 1 21 10 22/32(68.8)

* Excellent+Good/No. of patients
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Table 8. Clinical efficacy classified by causative organisms
No. of Clinical efficacy Efficacy
Organisms . rate*
patients | Excellent Good Poor (%)
Methicillin-susceptive 4 1 1 2 2/4
Staphylococcus aureus
~ | Methicillin-resistant
:z Staphylococcus aureus 2 2 2/2
E | Staphylococcus aureus 2 2 2/2
. 3 | Staphylococcus epidermidis 1 1 1/1
Single Ent 2 2 2/2
infection nterococcus spp.
sub-total 11 1 8 2 9/11(81.8)
L\ Pseudomonas aeruginosa 2 2 2/2
:
© sub-total 2 2 2/2
Staphylococcus aureus 1 1 0/1
+ Bacteroides fragilis
Staphylococcus epidermidis 1 1 1/1
Poly- + Pseudomonas aeruginosa
microbial | Escherichia coli 1 1 11
infection + Pseudomonas aeruginosa
Streptococcus pyogenes 1 1 0/1
+ Proteus vulgalis+ Neisseria sp.
sub-total 4 2 2 2/4
Total 17 1 12 4 13/17(76.5)
* Excellent+Good/No. of patients
Table 9. Clinical efficacy in patients unresponsive to other drugs
Clinical efficac Efficacy
Drugs before FK037 No. of Y rate*
administration patients Excellent Good Poor (%)
Cephems 12 2 8 2 10/12(83.3)
Penicillins 3 1 2 1/3
Carbapenem 2 2 2/2
Tetracycline 1 1 0/1
Fosfomycin 1 1 0/1
Cephems+ Lincomycin 1 1 1/1
Glycopeptides (VCM) 1 1 1/1
Total 21 3 12 6 15/21(71.4)

VCM : vancomycin

¥k, Escherichia coli, Proteus vulgaris, Neisseria sp.
DEIKRIZE D ICHETHD, 2L TP 55
DK LTz, 2T, 19 BEF 13 BRI E L, HAR
68.4% TH o7z,

5. HiEH

EAEHEEAGI 17 B &L D 22 k3B - RIEX iz,
D56 MICHHIBESINI: 7 7 LBHE T, 75
LPEMETE 4 Bk, BESMER 18k, 5 12 £k MIC, MBC

* Excellent+Good/No. of patients

5347 % Table 11, 12 &=L 7z,

1) 77 sBHECET 258N

MSSA (5 #k) 125 U TEHAID MICq i 1.56 xg/ml
EFMOX 1 EEL 20D, CAZICHARIEEN
726 MRSA (1#£F) &xf3 % MIC i% 12.5 ug/ml &
CAZ, FMOX X VR T\37z, S. pyogenes (1#k) &
L Tix MIC =0.025 xg/ml & FMOX 0.05 gg/ml
LIZIZRIETH o T2,
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Table 10. Bacteriological response classified by causative organisms

Bacteriological response Eradication
. No. of .
Organisms trains - rate
s Eradicated | Decreased Persisted (%)
Methicillin-susceptive
2
Staphylococcus aureus S 3 2/5
_ Methicillin-resistant 9 1 1 1/2
+ Staphylococcus aureus
g | Staphylococcus aureus 2 1 1 1/2
g Staphylococcus epidermidis 2 2 2/2
Streptococcus pyogenes 1 1 1/1
Enterococcus sp. 1 1 1/1
sub-total 13 8 2 3 8/13(61.5)
Escherichia coli 1 1 1/1
| | Pseudomonas aeruginosa 3 2 1 2/3
g | Proteus vulgaris 1 1 1/1
g Neisseria sp. 1 1 1/1
sub-total 6 5 1 5/6
Total 19 13 2 4 13/19(68.4)
Table 11. MICs of FK037 and other antibiotics against clinical isolates
Organisms Drugs =0.025/0.05[0.1/0.2]0.39(/0.78[1.56|3.13|6.25|12.5| 25 | 50 | =100
1 1 3 1*
Staphylococcus aureus FK037. . N
(6 strains) ceftazidime 2 1
STANS - fomoxef 4 1 1*
Strept FK037 1
replococcus pyog(elnets - ceftazidime 1
strai flomoxef 1
1
Proteus vulgaris FK037. .
(1 strain) ceftazidime 1
Stra - fomoxef 1
.. FK037 1
Neisseria sp. e
(1 strain) ceftazidime 1
flomoxef 1
. FK037 1 1
Pseudomonas aeruginosa .
@ strains) ceftazidime 1 1
SaMS) | g omoxef 2
1
Bacteroides fragilis FK037. .
. ceftazidime 1
(1 strain)
flomoxef 1

Agar dilution method * . methicillin-resistant Staphylococcus aureus (MIC of methicillin: 212.5ug/ml)

2) 77 LAEMEICNT AIEN

P. vulgaris (1#8) X435 MIC i3 0.05 ug/ml &
CAZ £ [RI%E T, FMOX & W& iz, % 72, Neisseria sp.
(1 8R) wxt 3 % MICiZ=0.025 4g/ml &, CAZ,
FMOX &0 2 ~3&EENT:s P aeruginosa (2 1) 12
MU Tix3.136.25ug/ml THH, CAZ £ I13I1Z[FE
&, FMOX &£ b 4 B EEN TV,

3) BERMECNT 2HEN

Bacteroides fragilis (1#%) X34 % MIC i& FK037
12.5 ug/ml, CAZ 25 ug/ml, FMOX 0.78 ug/ml &,
CAZ L ZIZEIETH >N FMOX £ h &% o712,

4) 77 LGHHE, 77 L2BERBICRT 2REN

A#Flo MBC 1%, 77 LBHETIE MSSA (5 )
1.56 ug/ml, S. pyogenes (1#E) =0.1 ug/ml &,
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Table 12. MBCs of FK037 and other antibiotics against clinical isolates
Organisms Drugs <0.1| 0.2 | 0.39 | 0.78 | 1.56 | 3.13 | 6.25 | 12.5 25 50 | 2100
2 3 1*
Staphylococcus aureus FK037. .
(6 strains) ceftazidime 1 4 1*
strains flomoxef 1 1 3 1*
Streptococcus FKO037 1
eptococcus py og(elnetsr in) ceftazidime 1
strai flomoxef 1
1
Proteus vulgaris FK037. .
(1 strain) ceftazidime 1
flomoxef 1
. . FK037 1
Neisseria sp. .
(1 strain) ceftazidime 1
stra flomoxef 1
. FKO037 2
Pseudomonas aeruginosa Ly
. ceftazidime 1 1
(2 strains)
flomoxef 2

Agar dilution method *

: methicillin-resistant Staphylococcus aureus (MIC of methicillin: =12.54g/ml)

Table 13. Side effects
Total no. of patients evaluated 46
No. of patients with side effects 2
(incidence %) (4.3)
Symptom Diarrhea 2
Table 14. Cases with side effects
Nature . Drug Relation
No. (Dosage) Severity treatment to FK037
1 Diarrhea Moderate Withdrawn Possible
(1.0x2g/day)
2 Diarrhea Severe Withdrawn Definite
(1.0x1g/day)

FMOX L IZIZRIE THo7, 77 LEHETIZ P,
vulgaris (1#€) 0.2 ug/ml, Neisseria sp. =0.1 ug/
ml &, CAZ &£ IZIZEFETFMOX L W #EIR T, P
aeruginosa ( 2 #k) T 100 ug/ml &, FMOX &[Gk
BWwiEE/RL, CAZ (3.13, 25 ug/ml) £ W% -7z,

6 BIfEA, BARREERYE

TEMOFMNR 46 Flic BV TRIEADED S
70X 28, 4.3%TH->7 (Tablel13, 14)s FOWN
Fix 2Bl BTHTHD, 1HI3KRS5 HERICHEE
DTHFMBFERL, #EE2PIEL, EFAAOKRSIZLD
BHICIRHEK LTz, HYEMIZ1H5~ 6 BOfRKE

THY, KEEFIEBHEE L2 E, &5, Clos-
tridium difficile RS iz 2 & & 0, AREHRIZA]
REMEH D &L, b 1FITHAEREF DD, &
Ei3BskEw 1|, 3H%IC1E, 5 A 1EE %>
TBY, &6, BREMKEA LY cefdinir 2HAL T
w3, THIX 3 HEROKRESKICHKE FGEOTH) L,
SHEREZ LICRBICEELL, o5 BRICE
BRELIEZABUBEDOTHAMBRRL, &5 291,
IHERE LR LB HICIZHER U, 1HYERAR I RFR
E#%ICTHBHR T2 LD, ARBEFRIZHD EL
726
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Table 15. Abnormal laboratory findings
Total no. of patients evaluated 41
No. of patients with abnormal 5
laboratory findings (incidence %) (12.2)
Eosinophilia 1 1
Item GOT * GPT 1 3
GPT - LAP - y-GTP 1 1
Table 16. Cases with abnormal laboratory test results
Content .
No. Dosage before—after—follow Relation to FK037
(Normal range)
1 Eosinophilia 1 1.0x2g/day 5— 17 Possible
(1~5%)
2 GOT 1 (4~30IU) 1.0X2g/day 19— 37— 39 Definite
GPT 1 (3~28IU) 12— 50— 49
3 GOT 1 (9~28IU) 1.0X2— 20> 71— 34 Definite
GPT 1 (2~28IU) 1.0x1g/day 22— 101— 61
4 GOT 1 (9~28IU) 1.0X2— 20— 55— 19 Possible
GPT 1 (2~28IU) 1.0X 1g/day 29— 134 — 41
5 GPT 1 ( ~29KU) 1.0x2g/day 10— 43— 50
LAP 1 (100~170U) 130 — 189 — 179 Possible
y-GTP 1 (0~31U/1) 30— 52— 44

BRREMORE &, Fivs T TH o7z 41 8IF 5
B12.2% 2588 57z (Table 15, 16). Z DWERIE
FRIROBEENS 16, GOT-GPT O&EE LF 3 WJ,
GPT-LAP-y-GTPOEBEELA 1fITH-7:, B,
BYFAEOR LEEFBEFESD L BIREHEE
TRHRMEL T3,

. # 2

FK037 37 FUEE* S0 7 7 LBHRE L S &F
BEx*aL7 7 LAREEE TRIZVIEANRZ bL %
BL, FZ MRSA CBEED -7 7 8 LEL D ELEL
Bh%ETT, TBEERICHT 2EFID MICy i3 7 7 4
BB D MSSA, MRSA, S. epidermidis \Zx3L Tl
1.56, 25, 1.56 ug/ml, 77 LEMED P. aeruginosa
LT 25 ug/ml 2RV, £/, FHIOF - BEEHH
BRBITOLBRM T 41.6 ug/ml, BAEIHF1936.5
ug/ml E FBERICXT L TMIC, o2+ 43 —L T
BY, 77 LBHEREOREED 2/3 & 58 2 BEHNEL
FEBRECERARERTHL I EBEZ SN,
Z27T, SEFRFNC & BEARKRRORPERE %
WERLE 25, TOBRKRIRIIEHEIC 68.8%, 1t
JRPERAET 212 100% DFERE /72, BRALITHELL 72
B TEERER L RES NBUNREERERT 272014

BNREBEMBD I WRBETH D, Z I THEDHT
REHENEMEBR TR T 2RRGEREL AL
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Clinical efficacy of FK037 in the field of orthopedics
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We carried out a multicenter collaborative trial at 15 institutes to evaluate the clinical efficacy of
FKO037, a new developed cephem antibiotic, in the treatment of bone and joint infections. FK037 was
administered for the treatment of osteomyelitis and arthritis at 1~2g in divided doses for 6~31 days.
A total of 46 patients were enrolled in the trial and the number of evaluable cases was 43. The
efficacy rate for pyogenic osteomyelitis and arthritis were 68.8% and 100%, respectively. In bacterio-
logical effect against 19 strains, the eradication rate were 68.4% (13/19). The MICs of FK037 were
examined against 12 strains isolated in this clinical study. The MICs of FK037 against methicillin-
susceptive Staphylococcus aureus were inferior to those of flomoxef (FMOX) and superior to those of
ceftazidime (CAZ). However the MIC of FK037 against methicillin-resistant S. aureus was superior
to other drugs. In Gram-negative bacteria, the MICs of FK037 were superior to those of CAZ, FMOX
against Neisseria sp. and almost the same as those of CAZ against Pseudomonas aeruginosa. Two
patients showed diarrhea as side effects. Five patients showed abnormal findings in clinical tests:

eosinophilia evaluated in 1, GOT * GPT elevation in 3, GPT « LAP « y-GTP elevation in 1.

The results suggest that FK037 was highly useful for orthopedics infections.



