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MRV 31T 5 SY5555 ) RpEly - BapRauRET
E# EE -5 =B - BB OER - Al EE -5k AR
temE It - M EmE - mP o &
AR B A

FHA O A L RHUEWY SY55557) BHERY - BRIREIMGT 2175 72

sV RS ER 5> B coagulase positive Staphylococcus (CPS) (27#k), Escherichia coli (27#k),
Klebsiella pneumoniae (27T#k), Pseudomonas aeruginosa (26%%) (2x43 % SY55550F/NFE
BHIEIE i (MIC) % H ALk SrE s g/t v, ##10° CFU/ml #:#& T cefaclor (CCL),
ofloxacin (OFLX) # 33K & L TRIEL 72, A#lod CPS (278) 123 2HIE 1113 4 #:AH7100
ug/ml iz 2N LU EomittE 2 L 7285 13 & A EDO#S0.05%*50.39ug/ml o MIC T, peak
#130.10ug/ml THh 72, E. coli (278k) 123+ L A&#i3 MIC 100xg/ml LA L0tk % 1 #Ra8H 72
7%, 0.39ug/ml 7 53.13ug/ml 12575 L peak 1#130.78ug/ml Th - 72, K. pneumoniae (27
#R) Tl A& MIC 120.39ug/ml > 53.13ug/ml i2 5375 L, peak f#i30.78ug/ml Tt iEkkid
D1z,

P. aeruginosa (26%) TI3A#D MIC 1350ug/ml 1 #& T% LLSHI100pg/ml LU L2537
L, 1 IEAEHBINERE eh - 72, CPS, E. coli, K. pneumoniae (233 Tix, CCL, OFLX
EHANTREED» )T CneHidEh 2R 72, BEM%O BEHICARIL50mg % #%5 L, SY5555
DMFESRE L OREES OBEZBE L 72, miE P IBEIZ305#0.28ug/ml, 1 KEEME0.41ug/
ml, 3BERM#E0.61ug/ml, 6 BRE0. 10ug/ml TH - 72, BEEFBEI TN LRBEBRALT

ThH-712,
SRRV e 260 (RRYekyE 8 5, RLPIREIPFRMRSS 5 ), FLARZ 36, AUBF T RER 3 4,
HEAE 2B, 26, EREL 1, EEPIRE 1H, HER 1) AR % 1 [E100~200mg, 1H

2 ~ 3G %17~ 72, 3BIAERN, 208K R, 16 (R »eeF%h, 26 (FLiR

%, B oK) DY T, 88. 5% DAEME L1, ERd 2l L ) &2, coagulase negative
Staphylococcus(CNS), P. aeruginosa H R X 17z, MEFERRE TIE, 38BRH1328k84.2% ¢
iM%, Staphylococcus aureus 2 %%, K. pneumoniae, P. aeruginosa, Propionibacterium acnes,
Bacteroides distasonis &7 1 R L 72, 2 ARICRRT 2 £ Bbn 2 BMEEEIER 3
1601z HERAVE AR & N2 LIS, BIRREMENORE L EHOTED LN LD - 72,
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SY5555i%, 7 7 LBETEEE, FEMER 2 b N BRAUER
123 TBENEBOME A7 PV EENTTRE D %
R, FOWMBEERIIREITSH DY, Fiz, BEFOR
DAY 7z 280N T 5 REH DM Enterococcus
faecalis % Bacteroides spp. - LiEVWIHE N+ HT 5
s, RREEICHL TN S EEBRICENTH S, F

7z, B-7 7 ¥ e—xIZr L T, Xanthomonas malto-

philia, Bacteroides fragilis N—¥h% b { £ M DB
FII L TRETHY, -7 7 77— EEKRICLH
VI N &R,

SY55557 SRk B AR o BERR I K B HIR S112 D T

BET2MZ 5L & bic, ARZERIICERL, mF
hmB L ORRPBESRIEL 2, F72, SVRHRIBURE
FERBNCHERL, Z0AMES L UEEEIC O TR
R AN
L. ¥ B 5 &

1. SRR EER RIS T 2 HE N

f555 R 43 ke 5 45 #k coagulase positive Staphylococcus
(CPS) (27%k), Escherichia coli (27%k), Klebsiella
pneumoniae (2Thk), Pseudomonas aeruginosa (26%%)
12T SY5555 0 /N E LI B E (MIC) % B AL

S SRR Y 20 - CTHIE L, [EIRFIZ B-lactam

* T 713 FETELHHEIX A 411 HET 30- 1
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Table 1. Antibacterial activity of SY5555 and Table 3. Antibacterial activity of SY5555 and
other antibacterial agents against clinical other antibacterial agents against clinical
isolates coagulase positive Staphylococcus isolates K. pneumoniae (27 strains)
(27 strains) (inoculum size : 10° cells/ml
. s
(inoculum size : 10° cells/ml) b MIC (ug/ml
T
b MIC (rg/ml) e Range MIC,, MIC,,
Tu
£ Range MICs, MIC,y SY5555 | 0.39~3.13 0.78 313
SY5555 0.05~>100 0.1 >100 CCL 0.78~25 1.56 25
CCL 0.39~>100 3.13 >100 OFLX 0.10~1.56 0.20 0.78
OFLX 0.20~ 100 0.78 12.5
Table 4. Antibacterial activity of SY5555 and
Table 2. Antibacterial activity of SY5555 and other antibacterial agents against clinical
other antibacterial agents against clinical isolates P. aeruginosa (26 strains
isolates F. coli (27 strains) (inoculum size : 10° cells/ml
(inoculum size : 10° cells/ml) b MIC (ug/ml
rug N <
MIC Geg/ml) Range MICs, MIC,,
Drug Range MIC., MIC.. SY5555 50~ 100 ~100 ~100
SY5555 | 0.39~>100 0.78 1.56 CCL - 100 ~100 ~100
CCL 1.56~ >100 3.13 50 OFLX 1.56~100 3.13 100
OFLX 0.10~12.5 0.20 0.78

R AEWE cefaclor(CCL) B L U =a2—F% /v > &
PUE A ofloxacin(OFLX) 2 >W T LRIE L, s
L 72, #EEEI310° CFU/ml #:5& T1T- 72,

2. MEPE L R IBERE

1911 B ICBIEM B O BRE N7 T — T VB BB
T, BENHE LN 16, A#I150mg % %5 L, 30,
60, 180, 3604r%ic My & R #HREL, &2 D
SY5555i8 % % Ml L 72, SY5555BENHIEIX (#k) =
Filfb e — > —x )WZIKFE L, Bacillus subtilis ATCC
6633 % RREH & 97 % bioassay iz THEML 72,

3. ERKk#EET

1991510 H »* 519924 5 A F TICREENHE S L7125t
BRSO RYREIBIC A L, AEOEMMY, Lot
IZDWTRRET L 72, BEE O NERIZ R 1061, AT
PRI AR 6 4, BIE kR4 6, FUBR%E3HI, #
DRI BITH B, BEHRMBOHEIZ, HHEE5 AL
3 HUNTEBRERNDIE RS L U REBERRAEND IE
Fibz@dzLbnEER, THURNOLO®EM, *
ML ERREEZEL 2RI B - 72 L D2 RXRH/,
RIRDGL L O\ &L 72, 72, BWERAB L
UVBEERRBEREOFEIZOWTH, KERER %D
B R OHERS, M bFEmE, RBRERR LY
S L 72,

Table 5. Serum and pancreatic juice concentra-
tions of SY5555

B0mn 1 3 6 hours

0.28 0.41 0.61 0.10 ggml
Pancreatic juice concentration | N.D. N.D. N.D. N.D. ygm

Serum concentration

ND= <0.006 xdilution magnification

o & %

1. SEHRIKSBERRIC X3 250N

1) coagulase positive Staphylococcus

CPS (27#k) 12 X ¥ % A &l o> MICs,,40 % CCL,
OFLX % xfH & L THEsMET L 72, A&l MICyid,
100g/ml LI ETH - 7295 100ug/ml iz # 0Ll Lo
2R L7z 42k < E, 0.05~0.39ug/ml T
), CCL, OFLX |zl LB 7251 51 275 L 72 (Table
1),

2) E. coli

E. coli (27#%) 12X 5 AHK|D MICs,, 40 % CPS &
[ERRIC FOBRRAET L 720 ABNC A 2 5 12, 100
ug/ml Ll EAY 1 RS - 7295, 21 LAshi30.39~3.13
ug/mlizsri L, OFLX LW #E 42 Lo CCL &
DN N %L 72 (Table 2),

3) K. pneumoniae

K. pneumoniae (27#:) Ti3, A MICq123.13
pug/ml THY), E. coli LTalkk, OFLX L 0% T4 54
N CCL &L 72HId )% 3L 72 (Table 3),
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Table 6. Clinical efficacy of SY5555
Case . . . . Dose Adjuvant X Side-
Age | Sex Diagnosis Organism i Efficacy
No. (mg X times X days) therapy effects
S. epidermidis
1 31 F Infected atheroma CNS 100X 3 X5 Incision Good (=)
CNS
S. epidermidis
2 43 F Infected atheroma S. epidermidis 150 X2 X7 Incision Good (=)
P. magnus
3 28 M Infected atheroma NT 150%2 % 15 (=) Good (=)
4 23 F Infected atheroma GNF-GNR 200x3x3 Incision Good (=)
5 24 M Infected atheroma CNS 200 3X5 Incision Good (=)
P. acnes -
6 57 F Infected atheroma . . 200X 3 X5 Incision Good (=)
B. distasonis
7 59 M Infected atheroma Peptostreptococcues sp. 200X 3x8 Incision Excellent (=)
Peptostreptococcus sp.
S. intermedius
P. micros . X
8 38 F Infected atheroma 200%x3 %10 Incision Fair (=)
P. magnus
P. acnes
9 35 M | Periproctal abscess E. coli 100X 3 x5 Incision Good (=)
. . K. oxytoca .
10 20 F Periproctal abscess . 100X 3x8 Incision Good (=)
M. morganii
11 49 F Periproctal abscess E. coli 200X 3 X5 Incision Excellent (=)
E. coli
12 49 M Periproctal abscess E. coli 200X 3X5 Incision Good (=)
B. fragilis
B-Streptococcus
13 52 M | Periproctal abscess E. coli 200X 3X10 Incision Good (=)
E. coli
14 46 F Mastitis Peptostreptococcus sp. 150 xX3x8 Incision Good (=)
15 42 F Mastitis ND 200x3x3 Incision Good (—)
16 31 F Mastitis CNS 200 x3X5 (=) Poor (=)
17 57 F | Secondary infection K. pneumoniae 200X 3 X5 Incision Good (=)
18 54 M | Secondary infection P. aeruginosa 200X 3 X5 (=) Poor (=)
Stomach
19 34 F Secondary infection S. aureus 200X 3X5 Incision Good |discomfort
Diarrhea
. a-Streptococcus .
20 37 M Anal fistula 200%3X5 Incision Good (=)
y-Streptococcus
21 51 M Anal fistula S. agalactiae 2003 %10 (=) Good (=)
22 56 M Furuncle K. pneumoniae 200x3%X3 Incision Good (=)
23 19 M Furuncle CNS 200X 3 X5 Incision Excellent (—)
24 49 F Folliculitis Peptostreptococcus sp. 200X 3 X5 Incision Good (=)
. . debridement of
25 28 M Umbilical abscess P. anaerobius 200 X3 X5 X Good (=)
granulation
26 54 M Phlegmon S. aureus 200%3x5 (=) Good (=)

CNS ! coagulase negative Staphylococcus

GNF-GNR : glucose non-fermenting gram-negative rod

ND : Not detected

NT : Not tested
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4) P. aeruginosa

P. aeruginosa (26%%) 12 ¥+ % AR &> MIC i3, 50ug/
ml 1 BRDSHETXT100pug/ml LLETH YD, 1TEAE
REZMEERE4Hh -7 (Table 4),

2. MmEPL L OBERIRE
ROIEMit D BEND 2 7T —T WVEE 1 EH] (665F,
%A, 57.2kg) I AHFI150mg % #&5-L, 30, 60, 180, 360
SEOMFEP B L BB D SY55550 B % HisE L
72, MEHBEIL, 3057E0.28ug/ml, 1 EFFE{EO0.41

Table 7. Clinical efficacy of SY5555

wug/ml, 3 BERMEO.61ug/ml, 6 BEMEEIZ0.10kg/ml
Thotz, BERPBEZATNLREBEFRUTTHH-
72 (Table 5),

3. BRI FE He#

SEME T O BSERIC SYS555% AL, #0F
ik, et rmEt L 72 (Table 6). 32fEHID ) H#%
ERfG 2 HUBRBE L h -2 6 Bl 2 B &, BERME
DHIEIZ2681C DN TAT - 72, EYEE O P ER I3 ek
% 8 B, NLFYRPHMRE 55, FLARA 36, Bl K=&
Q3B HE26, F26, ElR BITRE BE
REVBIDOF26BITH %, FhpIZ195%H 5598 % TT
AR, RN BAEL3G, 1Bl Th -7z, 1B

Clinical response Efficacy
Infection rate %5 EEIE 2 7%cv L 30, 1MEE5&(3100mg 3 H,
Excellent| Good | Fair | Poor | (o) 150mg 31, 200mg 2061, #45 H¥U3 3 ~15H, B
Periproctal abscesy 1 4 5/5 58131.5~ 6g Th - 12, 2645EBIPER 361, 72120
Infected atheroma | 1| 6 ) 1 VB, exoAra 1, A 2 B CHALLE TR
Mastitis 2 Lo 88.5% T - 72 (Table 7), % #ihL 2 72 fEfilizod
Secondary infection| 2 1 2/3 .
Anal fistula ) 2/2 BT, Hah R BB 1561, HEEREAIL 9B TH -
Furuncle 1 1 2/2 72, BEEREOIT, B 2EREE N LD 45,
Folliculitis 1 1/1 It E NI b 4B, 4FEH 16T, coagulase
Umbilical abscess 1 1/1 negative Staphylococcus (CNS) B &£ X P. aeruginosa
Phlegmon 1 1/1 PREENIBILENTHY, 4EEIREB I N
Total 3 20 | 1] 2 | 885 DRXRHMTh-12 U THMU ETH-72
Table 8. Clinical efficacy in different organisms
Clinical effect Efficacy
Organisms Total rate
Excellent Good Fair Poor (%)
S. aureus 2 2 2/2
CNS 1 1 3 2/3
S. agalactiae 1 1 1/1
E. coli 1 2 2/2
K. pneumoniae 2 2 2/2
P. aeruginosa 1 1 0/1
GNF-GNR 1 1 1/1
P. anaerobius 1 1 1/1
Peptostreptococcus spp. 2 2 2/2
a-Streptococcus + y-Streptococcus 1 1 1/1
M. morganii+ K. oxytoca 1 1 1/1
B-Streptococcus+ E. coli+E. coli 1 1 1/1
S. epidermidis+S. epidermidis+ P. magnus 1 1 1/1
E. coli+E. coli+ B. fragilis 1 1 1/1
Peptostreptococcus sp.+ Peptostreptococcus sp. 1 1/1
P. acnes+ B. distasonis 1 1 1/1
CNS+CNS+S. epidermidis 1 1 1/1
P. acnes+S. intermedius + P. magnus+ P. micros 1 1 0/1
Total 18 1 2 24 87.5
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Table 9. Bacteriological response to SY5555

(Table 8),

Bacteriological . 7, THEOERIE, 77 LBERE4KPL2HK
Organisms | N 1) response PRI g5 990) 5 L2 p 106 (83.3%), B
Eradicated Persisted PEB 128k 108k (83.3%) T&MR T, 38Kk
S aurews . 2 o2 (84.29%) DKk TH -7 (Table 9), FHEHO
S. epidermidis 3 3 3/3 K
CNS 4 4 4/4 MIC 534513, P. aeruginosa (>100), glucose non-
S. agalactiae 1 1 1/1 fermenting gram-negative rod (GNF-GNR) (6.25),
S. intermedius 1 1 1/1 Morganella morganii (0.78) 3 %% B E£T0.39LLF
a-Streplococcus ! ! 11 T#h - 72 (Tablel0), BIfERIE 1HlIC BHEARE - T
B veptcoccs o 51 R R b A LIS, BERREFTRICDWT, AH
o 1 Ve LB EBbNDREFEED L o
K. pneumoniae 2 1 1 1/2 (Tablell),
K. oxytoca 1 1 1/1 m. = =
M. morganii ! ! 11 HOREETT R LR IUEE SY555500 2HERY, BRFE
o pergnest N " HOMES 2 4T - 72, SYS55513 75 LBt 775 LBtk
P anaerobins 1 1 11 LEEOMBICH LECWRE N E5R L, FICE
P. micros 1 1 1/1 Jaecalis % &0 77 LHHEE B L UVBREIERICH L T
P. magnus 2 2 2/2 SRV 2 RT & &N 53, KANZ D TERR S B
Peptostreptococcus spp. 4 4 4/4 BRioH T 2 E 2 RRETL 7245, 108 CFU/m] ##&»
Panes 2 111 1 £ % T2 CPS THE, 4 #kA* MIC 100ug/ml L | T
B. distasonis 1 1 0/1 boleDEBECE, £70.39%ug/m UTTHY, Mk
Total 38 32 6 84.2 B & L7z CCL, OFLX k) v ENHE 2L
72o E. coil, K. pneumoniae > 2 EHEIZXTT 5 AFK| D
Table 10. Relation between MIC and bacteriological response to SY5555
o MIC (ug/ml) Inoculum size : 10° cells/ml Not Total
Organisms <0.025/0.05] 0.1 0.2 [0.39]0.78]1.56]3.13]6.25]12.5] 25 | 50 | 100 | >100] done | (%)
S. aureus 0/1{0/1 0/2
S. epidermidis /1 | 1/1 | 1/1 3/3
CNS 2/2 1 1/1 |11 4/4
S. agalactiae 1/1 1/1
S. intermedius 1/1 1/1
a-Streptococcus 1/1 1/1
B-Streptococcus 1/1 1/1
y-Streptococcus 1/1 1/1
E. coli 4/4 | 2/2 6/6
K. pneumoniae 1/1 | 0/1 1/2
K. oxytoca 1/1 1/1
M. morganii 1/1 1/1
P. aeruginosa 0/1 0/1
GNF-GNR 1/1 1/1
P. anaerobius 1/1 1/1
P. micros 1/1 1/1
P. magnus 2/2 2/2
Peptostreptococcus spp) 1/1 | 2/2 | 1/1 4/4
P. acnes 1/2 1/2
B. fragilis 1/1 1/1
B. distasonis 0/1 0/1
Total 8/9 8/8 1 3/3|6/8|4/6 | 1/1 1/1 0/1 1/1 [32/38(84.2)
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MICqold, #M#11.56ug/ml $5 L 08, 3.13ug/ml &
Fe#ckt# X L 72 OFLX @ MIC,y, 0.78ug/ml $5 & ¥
0.78ug/ml, CCL ® MICqy, 50ug/ml 15 & UF25ug/ml
Lh#T 5L, OFLX S 0345400, CCL &Y
LENHH N 2R 72,

PRtz o BE TIiE R B & ORI IBEE 2 WE L
72, ME B Y514, 30490t0. 28k g/ml, 1 KEfElfE
0.41pg/ml, 3 BEREMEO.61ug/ml, 6 BfREMIE0. 10ug/ml
THO, EENIHT DREOUEM L D LA
BTh-7. FroREABEIZTNL, BIRALL
TThHY), BEAEBITL TV WEEZ LD,

SRR O BGE268 AR A L, &% 3 6,
Huh20M, eoAxh 16, #exh 2 B THRhH88.5% 7
BN EE AN, RPN TH- 723605
L, XRHRD 1B RY K #4 T cefotiam  hexetil
(CTM-HE)##1ThH Y, AROEL I Duhr -
rZAREM L FEZ b b, £ 1z, MO 26112 DW TS,
1B EHENIUR LTI FRIL D @BEL THEY, Lo
135 5-HC ARBIFERNED P, aeruginosa 758 &
nTEY, MERI»EDSNL» 72 EZ NS, 47
Bt MIC 574il%, P aeruginosa (>100ug/ml),
GNF-GNR (6.25ug/ml), M. morganii (0.78ug/ml)
DIBERESLT0.39ug/ml LLFTHY, 358300

DEE L2, BIEL 725 8D 9 B S, aureus D 2 ¥,
AE G ER MR 2 &S L2, BHTH - 26T
& Y, Propionibacterium acnes & Bacteroides dis-
tasonis |3 EE DRI T K. pneumoniae |IHER
FIRIGE AHEL 2RIBRTH D, BEIOMNGEE L T
R TH - 72 o[RetE R 2 L7z, Lethic B L T,
1 HERAH AR & - LI, BIFER, ERR
MABERE LIS SN - 72,

PL iz & 0 SY555513 SIS 0 YA IS BR D> T A
MuEREEZ N5,

X 3
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Basic and clinical studies on SY5555 in the surgical field

Masahiko Kunimatsu, Shigetomi Iwai, Hideki Masuda, Kiyomi Suda,
Ensyun Cho, Fumii Sato, Mayumi Tabu and Takashi Tanaka
Third Department of Surgery, Nihon University School of Medicine
30-1 Kami-machi, Oyaguchi, Itabashi-ku Tokyo 173, Japan

We performed basic and clinical studies on SY5555. The antibacterial activity of SY5555 against clinical
isolates was compared with that of cefaclor (CCL) and ofloxacin (OFLX). The MIC,, of SY5555 were>100
ug/ml for coagulase positive Staphylococcus (CPS), 1.56 ug/ml for Escherichia coli, >100 ug/ml for
Pseudomonas aeruginosa and 3.13 ug/ml for Klebsiella pneumoniae. The antimicrobial activity of SY5555 was
superior to that of CCL against CPS, E. coli and K. pneumoniae.

SY5555 was administered at doses of 300 to 600 mg b.i.d. or t.i.d. to 26 patients with surgical infections (8
cases of infected atheroma, 5 of periproctal abscess, 3 of mastitis, 3 of secondary wound infection, 2 of anal
fistula, 2 of furuncle and one case each of folliculitis, phlegmon and umbilical abscess). Clinical response was
excellent in 3 cases, good in 20 cases, fair in 1 case and poor in 2 cases, an efficacy rate of 88.5%. No side
effects were noted except for stomach discomfort and diarrhea in one case.



