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Table 1. MIC ranges, MIC,, and MIC,, of SY5555, cefaclor and cefteram against 20 strains each of seven
different species
Species Agent Mic (,ug/m})
Range MIC;, MICs,
S aurens SY5555 =0.12~0.5 =0.12 0.25
N cefaclor 1~64 4 8
[MSSA*]
cefteram 2~128 2 4
S aurens SY5555 4~ >128 128 >128
, . cefaclor 64~ >128 >128 >128
MRSA**]
cefteram >128 >128 >128
SY5555 0.25~2 0.5 1
H. influenzae*** cefaclor 1~16 2 8
cefteram =0.12 =0.12 =0.12
SY5555 0.25~2 0.5 2
E. coli cefaclor 0.25~128 2 16
cefteram =0.12~16 0.25 0.5
SY5555 0.25~4 0.5 1
K. pneumoniac cefaclor 0.25~2 1 1
cefteram =0.12~1 <0.12 0.25
SY5555 0.25~4 4 4
E. cloacae cefaclor 32~>128 >128 >128
cefteram =0.12~128 2 64
SY5555 2~32 4 8
S. marcescens cefaclor 32~>128 >128 >128
cefteram 0.25~>128 1 16
SY5555 8~>128 128 >128
P. aeruginosa cefaclor >128 >128 >128
cefteram 32~>128 >128 >128
*  MSSA =methicillin-susceptible Staphylococcus aureus
* * MRSA =methicillin-resistant Staphylococcus aureus
**x* H. influenzae | 18 strains
Escherichia  coli, Klebsiella pneumoniae, Enter- 2. BRIRRIRRET
obacter cloacae, Serratia marcescens, P. aeruginosa ) KR EERRE S &
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Table 3. Clinical efficacy of SY5555 on respiratory tract infections

. . Number Clinical effects
Diagnosis -
of cases excellent  good fair poor
77777 'I‘()tf{l L - 11 L 3 7”7”2 _2“7””" 4 .
Chronic respiratory infection 6 2 2 2
Acute pneumonia without underlying respiratory disease 3 3
Acute pneumonia with underlying respiratory disease 2 2

Table 4. Clinical efficacy of SY5555 in relation to

Table 5. Bacteriological effect of SY5555

daily dose

Organism  Number of Bacteriological effect
Daily dose Number Clinical effects isolated strains  Eliminated Diminished Unchanged
mg/day)  of cases excellent good fair poor Total 7 3 0 4
Total 11 3 2 2 4 S awrews e 1T
»——3-0-61};;; iiiiiiiiiii s 0 1T S. pneumoniae 1 1
450mg 4 2 2 H. influenzae 1 1
900mg 4 1 2 1 K. pneumoniae 1 1
P. aeruginosa 2 2

1.35~24.3g, *¥¥7.058 TH - 72,
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Table 6. Laboratory findings before and after administration of SY5555
Daily dose Laboratory findings (before/after)
Age, Sex" . ; — :
No. Body weight X duration RBC Hb Plts. WBC Eo.? GOT GPT AL P BUN S-Cr
(Total dose)  (X10Ymn?) (g/dD) (X10Ymm?) (/mm?®) (%)  (IU/1) (IU/1)  (IU/1) (mg/dl) ‘mg/dl
59ys., m. 300mg X 3/day, 432 12.8 30.1 5,770 0.7 17 10 155 15.7 1.07
N.D.» 14 days (12.6g) 444 12.9 26.5 6,300 0.5 19 15 163 15.1 1.09
9 72ys., m. 300mg x 3/day 402 12.9 19.5 10,900 1.0 30 35 175 22.9 1.3
57kg 7 days ( 6.3g) 408 12.9 30.2 6,700 4.0 17 21 170 17.3 1.2
3 50ys., m. 300mg % 3/day, 572 17.6 18.2 5,300 5.0 22 19 227 14.0 1.0
52kg 27 days (24.3g) 577 17.6 23.7 6,600 3.0 21 20) 250 13.6 1.2
s 72ys., m. 100mg X 3/day, 405 12.7 18.2 5,340 0.8 24 13 171 15.8 0.85
N.D.? 15 days ( 4.5g) 383 11.9 25.3 5,810 1.6 16 27 155 20.2 0.99
5 69ys., m. 100mg X 3/day, 428 13.4 22.7 5,160 4.6 20 7 85 20.2 0.86
N.D.? 14 days ( 4.2g) 412 12.8 22.5 5,540 6.3 24 15 83 18.9 0.78
6 48ys., f. 100mg % 3/day, 470 14.5 32.1 8,460 1.9 22 15 117 9.4 0.64
N.D.? 14 days ( 4.2g) 449 13.4 33.3 6,360 2.3 22 23 107 10.6 0.55
7 57ys., m. 300mg < 3/day, 412 13.9 21.2 10,800 1.0 19 19 79 21.2 0.9
62kg 5 days ( 4.5g) 432 14.6 39.0 7,400 1.0 28 41 97 16.0 0.8
3 30ys., f. 150mg % 3/day, 431 12.2 30.0 15,200 () 17 9 66 11.2 0.8
40kg 14 days ( 6.3g) 482 13.7 40.5 3,700 0 22 11 84 18.7 1.0
9 77ys., m. 150mg x 3/day, 422 13.0 27.2 7,600 1 20 17 94 19.8 0.9
52.5kg 14 days ( 6.3g) 402 12.3 26.1 5,400 0 23 14 80 22.1 0.9
10 84ys., m. 150mg X 3/day, 396 12.3 26.9 10,800 0 24 12 N.T.» 32.4 1.4
52kg 3 days ( 1.35g) 399 12.6 27.2 7,800 2.0 26 10 N.T» 35.1 1.5
1 40ys., f. 150mg % 3/day, 442 13.0 22.6 11,000 0 13 4 72 9.9 0.72
43kg 7 days ( 3.0g) 446 12.8 26.8 8,820 0.3 9 4 70 6.8 0.68
1) Sex : m. =male, f. =female, 2) : N.D.=not determined, 3) : N.F.=normal flora, N.T.=not tested, 4) : Eo. =eosinophils
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In vitro antimicrobial activity and therapeutic efficacy of SY5555

in respiratory tract infections
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We measured the in vitro antimicrobial activity of SY5555, a new oral penem antibiotic developed in
Japan, and evaluated its therapeutic efficacy in respiratory tract infections. The minimum inhibitory
concentrations (MICs) of SY5555, cefteram (CFTM) and cefaclor (CCL) against 20 strains each of
methicillin-suscptible Staphylococcus aureus (MSSA), methicillin-resistant Staphylococcus aureus (MRSA),
Escherichia coli, Klebsiella pneumoniae, Enterobacter cloacae, Serratia marcescens and Pseudomonas aer-
uginosa, and 18 strains of Haemophilus influenzae, were determined by the micro-broth dilution method using
the Dynatech MIC 2000 system. As shown by the MICs, SY5555 was the most active against MSSA among
three antibiotics. Against H. influenzae and E. coli, SY5555 was more active than CCL, but less active than
CFTM. SY5555 was as active as CCL against K. pneumoniae, and as active as CFTM against E. cloacae and
S. marcescens. SY5555 was slightly more active than CFTM and CCL against MRSA and P. aeruginosa, but
was considered to be less potent against clinical infections caused by these bacteria.

An oral dose of 300~900mg of SY5555 was given daily to 11 patients for 3 to 27 days (mean : 12.2 days)
: 2 each with chronic bronchitis and bronchiectasis plus infection, one each with old pulmonary tuberculosis
plus infection and pulmonary emphysema plus infection and 5 with acute pneumonia. Clinical efficacy was
excellent in 3 patients, good in 2, fair in 2 and poor in 4 (efficacy rate : 45.5%). Clinical efficacy was poor
in cases treated with low doses (300 mg and 450 mg), and was good in cases treated with 900 mg of SY5555.
Seven strains were identified as causative organisms : 2 strains each of S. aureus and P. aeruginosa, one
strain each of Streptococcus pneumoniae, H. influenzae and K. pneumoniae. Three of them were eradicated
by administration of SY5555. No clinical adverse reactions or abnormalities in laboratory data were
observed during or after the therapy. From the above results, we conclude that a daily dose of SY5555 above
600 mg is required for the treatment of respiratory tract infections.



