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Table 1. Antibacterial activity of SY5555 against clinical isolates
Isolate MIC (ug/ml)
. Drug
'No. of strains) range 50% 90% peak value
SY5555 =0.2->100 >100 >100 >100
IPM =0.2->100 100 100 100
Staphvlococcus aureus . X
20 CCL 1.6->100 >100 >100 >100
201
OFLX 0.4->100 1.6 6.3 1.6
CZON 0.4->100 >100 >100 >100
SY5555 =0.2-12.5 0.4 3.2 0.4
A Lo X IPM =0.2-1.6 =0.2 0.8 =0.2
Escherichia coli .
20 CCL 0.4->100 1.6 >100 1.6
’ OFLX =0.2-12.5 =0.2 3.2 =0.2
CZON =0.2-12.5 =0.2 3.2 =0.2
SY5555 =0.2-3.2 0.4 0.8 0.4
S . IPM =0.2-0.8 0.8 0.8 0.8
Klebsiella pneumoniae .
oy CCL 0.4-25 0.8 6.3 0.8
- OFLX =0.2-0.8 =0.2 0.4 =0.2
CZON =0.2-0.8 =0.2 =0.2 =0.2
SY5555 >100 > 100 >100 >100
i IPM 1.6-50 1.6 3.2 1.6
Pseudomonas aevuginosa . R
20 CCL > 100 >100 >100 >100
200
OFLX 1.6->100 1.6 25 1.6
CZON 25->100 100 >100 >100
IPM : 1m1pcnem LLI . cefaclor, OFLX  ofloxacin, CZON : cefuzonam
Table 2. Concentration of SY5555 in plasma and bile (300mg P.O.)

N B Plasma (ug/ml) Bile (ug/ml)

o Ih 2h 3h th 5h Ih %h 3h th 5h 6h
1 0.4 0.47 0.19 0.07 N.D. N.D. N.D. N.D. N.D. N.D. N.D.
2 i 1.09 0.68 1.02 0.85 0.67 N.D. N.D. N.D. 0.01 N.D. N.D.
3 | 0.96 1.42 1.17 (.90 (.45 N.D. N.D. 0.01 0.01 0.01 N.D.

N.D. " not detected
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Table 3. Clinical results of SY5555 treatment
Diagnosis Administration Evaluation
Sex underlying Isolated organism* . total Adverse
No. . . dose duration o .
Age disease & (MIC : pug/ml) dose bact. Clinical |reactions
. (mg % /days)| (day)
complication (g)
Infected
F Not done N .
1 atheroma 200x3 6 3.6 Unknown Poor
a7 | — Not done
M Infected Corynebacterium sp. (0.78)
2 58 atheroma Peptostreptococcus sp.(0.20) 150 %3 7 3.15 | Eradicated Fair
5
M Infected CNS (0.10)
3 54 atheroma P. magnus (0.05) 2003 7 4.2 Eradicated | Excellent -
CNS (0.10)
M Infected y-Streptococcus (0.20)
4 68 atheroma P. asaccharolyticus (0.05) 1003 10 3.0 Eradicated | Excellent -
cholelithiasis P. magnus (0.05)
Infected . .. \
M S. epidermidis (<0.025) .
5 13 atheroma — 2003 7 4.2 Eradicated | Excellent -
M Infected B
6 %5 atheroma 2003 7 4.2 Unknown Good -
’ chronic hepatitig
Infected . L.
M S. epidermidis (0.10) o .
7 23 atheroma — 2003 5 3.0 Eradicated | Excellent -
M Infected
8 62 atheroma  |Anaerobic G(+)Rod(0.20) 200% 3 7 4.2 Eradicated Good -
Secondar
F econdary GNR (12.5) o ‘
9 €9 infection - 200x 3 6 3.6 Eradicated Good -
. E. coli (0.20)
Periproctal .
F E. coli (0.39) . .
10 abscess R ) 100 <3 3 0.9 Eradicated | Excellent -
43 - Fusobacterium sp. (=0.025)
M Furuncle S. aureus (0.20)
11 23 — — 200X 3 4 2.4 Eradicated | Excellent
M Furuncle S. aureus (0.78) o R
12 68 — — 2003 7 4.2 Eradicated Good -
M Phlegmone y-Streptococcus (=0.10) . .
13 52 — — 200x3 14 8.4 Eradicated Good -
S. epidermidis (0.10)
M Abscess .
14 i — Peptostreptococcus sp.(0.10) 200 <3 11 6.6 Eradicated | Excellent
M Abscess y-Streptococcus (<0.025) .
15 200x3 7 4.2 Unknown Good -
40 - Not done

. before therapy
" after therapy

CNS | coagulase negative Staphylococcus

GNR © gram-negative rod
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Table 4. Clinical efficacy of SY5555

Clinical response Efficacy
Infections Excel- L. rate
Good | Fair | Poor

lent (%)

Infected atheroma 4 2 1 1 6/8
Furuncle 1 1 2/2
Abscess 1 1 2/2
Phlegmone 1 1/1
Periproctal abscess 1 1/1
Secondary infection 1 1/1

. 13/15

Total 7 6 1 1
(86.7)
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Table 5. Clinical efficacy of SY5555 classified by isolated organisms

X Clinical efficacy Efficacy rate
Organism No. of case — - -

Excellent Good Fiar Poor %
S. aureus 2 1 1 2/2
S. epidermidis 2 2 2/2
y-Streptococcus 2 2 2/2
GNR 1 1 1/1
anaerobic G(+) Rod 1 1 1/1
E. coli 1 1 1/1
E. coli
Fusobacterium sp.
Corynebacterium sp. 1 1 0/1
Peptostreptococcus sp.
S. epidermidis 1 1 1/1
Peptostreptococcus sp.
CNS 1 1 1/1
P. magnus
CNS 1 1 1/1
y-Streptococcus
P. asaccharolyticus
P. magnus

B 12/13
Total 13 7 5 1
192.3)

CNS : coagulase negative Staphylococcus GNR  gram-negative rod

Table 6. Bacteriological efficacy of SY5555

. Bacteriological efficacy Efficacy rate
Organism No. of case| - )
eradicated | decreased |unchanged| replaced | unknown (%
S. aureus 2 2 2/2
S. epidermidis 2 2 2/2
y-Streptococcus 2 1 1 1/1
GNR 1 1 1/1
anaerobic G(+) Rod 1 1 1/1
E. coli 1 1 1/1
E. coli
Fusobacterium sp.
Corynebacterium sp. 1 1 1/1
Peptostreptococcus sp.
S. epidermidis 1 1 1/1
Peptostreptococcus sp.
CNS 1 1 1/1
P. magnus
CNS 1 1 1/1
y-Streptococcus
P. asaccharolyticus
P. magnus
Total 13 12 1 te/1z
100/

CNS ! coagulase negative Staphylococcus GNR : gram-negative rod
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Table 7-1. Laboratory findings before and after administration of SY5555
o, RBC Hh HT WBC L» Differential count (%) Plts
10*/mm?*) (g/dl) (%) (/mm?) Baso | Eosino | Stab Seg |Lympho| Mono | (10*/mm?*)
2B 504 15.5 47.1 7,900 2 1 2 63 30 2 25.9
A 478 15.2 44.9 7,300 2 5 1 38 60 4 25.1
6B 449 15.0 45.0 5,700 0 5 14 49 28 3 19.8
A 434 14.1 43.1 6,300 0 5 9 27 57 1 18.1
7B 500 15.4 46.1 6,200 1 7 2 42 44 4 28.3
A 484 14.8 44.3 4,900 2 1 2 53 39 3 27.0
8B 436 14.0 41.5 7,800 2 0 10 55 32 1 21.8
! 437 14.0 41.8 5,400 0 2 5 28 63 1 22.0
9B 48() 12.3 41.4 8,800 2 7 29 51 7 31.0
A 474 11.9 40.6 5,100 2 2 1 34 52 9 34.4
10B 397 10.8 35.2 9,200 0 0 7 60 27 6 32.6
A 421 11.3 37.3 5,600 2 3 4 45 39 7 35.6
11B 564 15.7 46.7 5,000 0 4 1 64 28 3 22.2
A 553 14.9 46.8 5,300 0 2 2 64 30 2 19.1
12B 512 14.9 47.6 6,400 2 1 1 57 35 4 27.4
A 505 15.0 46.9 5,800 1 3 0 34 60 2 32.7
13B 488 16.0 46.9 13,500 i} 0 4 53 40 3 27.2
A 484 15.6 46.4 9,300 0 3 4 58 32 2 30.5
B before, A : after
Table 7 2. Laboratory findings before and after administration of SY5555
o GOT GPT ALP | T-Bil | D-Bil LDH |y-GTP| BUN S-Cr ESR CRP Electrolytes (mEq/1)
U/ | u/b | (u/n |tmg/db | (mg/db| (U/D | (U/D (mg/dl)|(mg/dD)| (mm) Na K Cl
*ZB 18 21 128 0.7 0.1 390 17 16.6 1.1 13 0.2 145.8 4.87 102.5 f
A 19 24 117 0.7 0.1 367 16 23.4 1.0 10 0.2 139.4 5.18 103.3 ‘
6B 48 105 69 0.5 269 11.2 0.8 5 0.7 142 4.4 103
A 61 120 64 0.2 267 8.6 0.8 5 0.5 139 4.3 102 !
B 14 13 101 (.4 205 9 7.2 0.9 1 0.2 141 4.0 105
A 16 12 103 0.5 204 8 12.5 0.9 1 0.1 141 3.8 106
8B 14 12 175 237 9 18.1 0.9 0.1 139 3.9 107
A 16 13 166 219 14 16.8 0.9 5 0.1 137 4.1 105
9B 31 19 183 0.7 0.2 252 9 18.1 0.9 20 7.8 129.4 19.5 102.3 !
A 24 18 161 0.4 0.1 798 10 17.8 0.9 18 0.3 139.5 6.79 103.9 i
108 12 9 157 0.6 0.1 325 13 11.2 0.7 20 1.3 143.5 4.0 106.9
A 13 10 159 0.5 0.1 325 16 14.6 0.7 8 0.2 142.9 4.51 106.0
7118 25 36 179 0.6 0.1 361 21 11.6 1.1 6 0.40 145.0 4.97 105.1
A 22 31 176 0.8 0.3 350 19 14.2 1.0 9 0 145.2 4.11 104.4
128 15 14 137 0.9 0.1 338 20 15.2 1.1 15 0.2 144 .4 5.5 103.2
A 17 16 146 0.8 0.1 327 22 15.0 1.0 4 0.2 141.8 5.49 99.7
13B 14 12 220 0.7 219 13 11.1 1.0 28 4.5 139 4.0 103
A 18 19 205 0.5 205 12 11.7 0.8 8 0.1 137 4.0 105

1
B ! before, A : after
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Bacteriological and clinical studies on SY5555 in the field of surgery

Jiro Yura, Nagao Shinagawa, Shu Ishikawa and Keiji Mashita
First Department of Surgery, Nagoya City University Medical School
1 Kawasumi Mizuho-ku, Nagoya 467, Japan
Takasi Okubo, Yasushi Takeuchi
Department of Surgery, Kariya Sogo Hospital
Katsuhiko Tanabe, Kazuaki Matsumoto, Susumu Hosono,
Youta Yamagishi and Hitoshi Funahashi
Department of Surgery, Rinkou Hospital
Akio Inukai, Kenji Ogino
Department of Surgery, Inabe Kosei Hospital

We performed bacteriological and clinical studies on the new penem antibiotic SY5555 in the field of
surgery to determine its antibacterial activity and clinical efficacy. The results were as follows:

(1) Antibacterial activity: The MICs,/MIC,, values (ug/ml) of SY5555 against surgical lesion isolates of
Staphylococcus aureus, Escherichia coli, Klebsiella pneumoniae and Pseudomonas aeruginosa were> 100/>100,
0.4/3.2,0.4/0.8, and>100/>> 100, respectively. Against E. coli, SY5555 was more active than cefaclor. It was
more active than cefaclor against K. preumoniae but slightly less active than cefuzonam and ofloxacin.

(2) Transport to bile: After oral administration of SY5555 (300 mg) to 3 subjects, its concentration in bile
was less than 0.01 xg/ml.

(3) Clinical efficacy: In 15 patients with surgical infections treated with SY5555, the response was
excellent in 7 patients, good in 6, fair in 1 and poor in 1. The overall efficacy rate was 86.7%. In the
bacteriological study, the causative pathogens were isolated from 12 patients and eradicated in all of them.
The rate of bacterial eradication was 100%. Neither subjective nor objective side effects were observed.
Abnormal laboratory test findings were not observed.



