CHEMOTHERAPY

454

APR. 1994

RIS SR EYYE (2 X9 5 SY5555 D RERENY - BRIKIRRAT

Fei I I L S G YA TR 2l S N

P HEA -

K

I B B T DR B 5

XS

e B ST =4 i LTI DR 2 A

E

MRk

AW i
it it
H}] 7\

F R E BT IR B

L GERLI~R L RTUESE Th B SY5555 O, JEREMIRE 15 & OTBREEME SR YeE L2 K B

BRIR IR & 1T LU fbam & 1372,

1. HED  HEEFORE BRI KO 8 HFE220/k(Z 19 2 SY5H555 N MIC # L,
HIHREE X | T cefaclor, cefotiam, cefixime & bz L 72, SY5555 (2 MRSA 4% %4 77 LW
o AN X TN SR DO ;. € DA E B 2R oA  S  TN Y S R PL - ZARAL TN WA R N B A

2. RGBSR 24BN AR & G L 7. RPEIR R O 1 B,

Pt HE TH

T o tr. BHVERBEELTEIC 505 5, UTL Sl E 41 & 2 AGREIARMRL, &9 9

6, Axh 46, B 4Gl THMERIZTE.5% Th - 72, BMERTE KR 6 1T,

TEBIHNEMTH - 72,

Eif R

3. AFHEGAC 51T 5 FEREIER X L TTRIAS 1B 54, B fA R 228 4
Bz Ee LAY, TR LEBRE TH - 72, AFNIIRIIEED L ORI TIRRIZH L T

B TLETERNTHL EFHZ LI,

Key words : SY5555, PUH 1), RGN, BrERTH FIKR

SY5555 it b ) — (k) EMEREAEERTIZ 55\ T
Bl AWENLREONALRIUEWETHY, X1
LE D 2pEEE L T P 7 Fe 7 ) L EIC L
DEHBRINTHD R E L Twd, LB A
~7 } x4 L, Pseudomonas aeruginosa % [ < i’
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Sl b g, SY5555 & kR £ 7 = 2RE
HIOBGR T BERRIC K T 2 M ok s+ 2 L 2 4
12, AR BB E IR B YT,  HMEVEPR I B 55 &
AR AR 2 FRMENORE 2174 - 72,

I. K &

1) $URN

B R AE O K ME TR IR B R G E 1 2K @ methicillin-
resistant Staphylococcus aureus (MRSA) 19%%, methi-
cillin-susceptible Staphylococcus aureus (MSSA)

208k, Staphylococcus epidermidis 24¥, Enterococcus
faecalis 29 ¥k, Escherichia coli 40 ¥k, Citrobacter
freundii 20%k, Klebsiella pneumoniae 27T%:, Entero-
bacter cloacae 21%k, Serrvatia marcescens 208 % FH o,
Z 4512 k¥ B cefaclor (CCL, Hi#F &8 44, cefotiam
(CTM, aCHIEN 1%), cefixime (CFIX, gl
T%) OMIC# #ilbE L7z, MO UL, BTz
Mueller-Hinton broth (BBL) %, & ZM0lEHizi:
Mueller-Hinton agar (BBL) &L 72, MICH#IE
3 WAL P o R 2L D, DRI 21T 2
va7 7y y—EWHL, FEMEIE10°CFU/mlE L
720 ks, S aureus?d ) H A F ) kT 5 MIC
#:12 5ug/mlbl o2 MRSA, 12.5ug/mlAi#N
% MSSA L7,
2) BEIKIREGT
19914F 1 H A £, 19934F 4 ] & Tl b Ao fs 7 Bk
JEFGEE AR B R, SRR TR B R B L NI R
B 7R I SR B AR SRR & T L 22 LR DR I R
S HCE, BUHEPE RIS R L B K OV ARG B RS
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Table 1. Susceptibility of clinical isolates to SY5555 and three antibiotics
. . MIC (gg/ml)*
Organism (No. of isolates) Drug
Range MIC;, MIC,,
Lo . SY5555 0.10~>100 >100 >100
methicillin-resistant
. Cefaclor 3.13~>100 . >100 >100
Staphylococcus aureus '19) . X
X Cefotiam 0.39~>100 >100 >100
MRSA)
Cefixime 50~ >100 >100 >100
. . SY5555 =0.05~ 1.56 0.78 0.78
methicillin-susceptible
. Cefaclor 1.56~ 50 1.56 3.13
Staphylococcus anreus (20) .
. Cefotiam 0.20~ 100 0.78 1.56
(MSSA) .
Cefixime 0.39~>100 12.5 25
SY5555 =0.05~>100 0.10 1.56
. . Cefaclor 0.39~ 100 6.25 50
S. epidermidis 24) .
Cefotiam 0.39~ 6.25 0.78 1.56
Cefixime 3.13~>100 50 >100
SY5555 0.78~>100 1.56 >100
. Cefaclor 25~>100 100 >100
E. faecalis (29) .
Cefotiam 50~ >100 100 >100
Cefixime 100~ >100 >100 >100
SY5555 0.20~ 1.56 0.39 0.78
. Cefaclor 0.39~ 50 6.25 6.25
E. coli 140 .
Cefotiam <0.05~ 0.78 0.20 039
Cefixime =0.05~ 3.13 0.20 0.78
SY5555 0.39~ 12.5 0.78 3.13
Cefacl 12.5~>100 25 >100
C. freundii (20) ¢ dc_ or
Cefotiam 0.39~>100 1.56 100
Cefixime 0.78~>100 3.13 100
SY5555 0.39~ 25 0.78 3.13
. Cefaclor 0.78~>100 3.13 >100
K. pneumoniae (27) .
Cefotiam 0.10~>100 0.39 >100
Cefixime <0.05~>100 =0.05 >100
SY5555 0.78~ 25 3.13 12.5
Cefaclor 6.25~>100 >100 >100
E. cloacae (21) .
Cefotiam 0.10~>100 25 >100
Cefixime 0.10~>100 6.25 >100
SY5555 0.78~>100 12.5 100
. Cefaclor 100~ >100 >100 >100
S. marcescens 20) .
Cefotiam 1.56~>100 >100 >100
Cefixime 0.10~>100 3.13 >100

*inoculum size . 10°CFU/ml

BEANGE L7, BHMRERYEEB & CHEBEEIR 4H, 5HFZI7HEZE L, SHRFEEEAKRRIC
BRBURAE 12 0T B ERARRN R, EiBEHE S UTI#%  13150mg, 200mg %\ L300mg # 1 H 3@, 7HF .
SR Lz s 2 HEIC K N AT 5 22, AR IZ15HMERS L 72,
8 HERRIZHT 2R RIIERRIER D UE L H51E & o # S
Lz EBEHEIC L2 - TT - 72, 1) HllH

AN E 7 - %5 5 BRI RYREIZ I3 A PR % BRAAE FHORMRIC X T 5 & EH HMIC range,
#1150mg 7% \» L200mg % 1 H 3 [a] 3 ~ 7 HE, MM MICs,, MICyo#% Table 1i27RL 72, MRSAIZX L T
PR R 12 12 AKI150mg 7 L200mg 2 1 H 3 I3 AKNI AR & S MICs,, MICy & 3 12100kg/
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Table 2. Clinical summary of uncomplicated UTI patients treated with SY5555
Treatment Bacteriuria* Evaluation** .
Case . X - . - Side-
Age | Sex |Diagnosis| dose |duration Symptoms*|Pyuria* i MIC [Remarks
No. species | count UTI Dr | effects
(mgX/day)| (days) (eg/ml)
1 + + E. coli 107 0.20
——| 74 | F A.U.C. 200%x3 5 / excellent| — -
HI - - - - /
2 - + E. coli 107 0.20
—1 69 | F AUC. 150X 3 7 / / / /
N.S / / / / /
= 20 | F | AUC. | 150%3 3 hi * | B ok 1O 0.9 / / / /
HK T / / / / /

A.U.C. . Acute uncomplicated cystitis
plca st After treatment

mlll T, SEmMEKRE SHAH 2, MSSA, S
epidermidis ¥ \» > 72 77 LIBHEERE Tl A B D
MICso, MICyold & 4 I ERIK & 1l L TR X
BEBNTBY, ¥ICE. faecalisioxt L TIEMICH & —
78 & UMICs#°1.56ug/ml & BN HE I 2R L
7225, MIC 100ug/mlLl b B EmERRAT 4 ¥RIFAE L
72728, MICo 3 dBE L RIBNEL k72, 77 4
FetEtRHE I3 E. coli, S. marcescens|Z ¥t L TAF| D
MICso, MICqoid & LICHIBIEK L IZITEHETH > 72, C.
freundii, K. pneumoniae =5 L TAK|D MICsold 5f
B L 1TITEIZETH - 7258, MICe TlI64ELEN T
w7z, E. cloacae T3 MICso, MICqp & & IZAFIZ 4
~ SfEREEEIRE L N ENMEE AL 72,

2) ERREIRRET

AEEHE L - BAMERERPE IO —K %
Table 2 1Z/RL 72, 2 Bl CHREH RS THEARE T
Hotzd, EREHETRTH-21BITIIEMT
Holz,

KM R B e fE 196 D —%& % Table 312" L Lo
FiEEHEIC & BERRSHRIZER 9B, F%h5 B,
RHEwh 4B, EHH1BIT, FEXHE ﬁ*ﬁ%%ﬁ)f:ﬁ’iﬂ%@
1373.7% TH -7z,

UTI #ExhafiizE 1z L 2 HEWR TH - 2 D17
BT, BRICHT 2MBIZEHIL1I61(64.7%), &FE
2% (11.8%), TZE 441 (23.5%) THY, MERIC
T 2 wh R I3 BB (64.6%), W ‘/rt 3 #l

(17.7%), AZ3H (17.7%) TH - 72, AKX
RI3FER 9B, AR 46, EHABIT, %ﬁé‘ﬁﬁb}ﬂi
76.5% Td - 72 (Tabled), HEFERFERRNR T
13&BihH T —T WVIEBEGIT, BRERIIE2HH 1/
1,58 380°4/6,8485°8/10TH - 72(Table5),

IR0, BMEMEIREERRYPRENITEIE ) 777 L
PR PEE 5 BFE 7 ¥R, 777 LBt 5 BFEL0R, FH17THRDY

Before treatment

**UTI : Criteria proposed by the Japanese UTI committee
Dr : Dr’s evaluation

SR, ) b1k (82.4%) HERL 72, TERLEIL
Staphylococcus haemolyticus, E. faecalis, K. pneu-
moniaeh % 1 BRE 5 17z (Table 6), &% HBIME
13 4 FEBID 5 4 RS LTz,

AE|Z %G L 72 2R IR RIERIH—% % Table
TIRL 72, BEREE HRR DK ME IR A HIC
bbb, BRENEWMOMEE, il s 0BRERE
SERE DREL 72, A BEKERDICBIIREAIZL W
TI33TCHifi % —, 37CLLE38CkKidi% +, 38CLLE
39°C kit # H, 39CLLE# # & L, IREBATYOIER
TIIFEE RO ANERZ +, BRENETEKDIER
PH, KERFRLELIEILNEH &L, BRIZBY
TIIBRENHA LY +, FR% ., BADIHIZES
FIRZRT L% W & L7729, BB MERMER
BE, FRE TEMTELE 1B, BISLARAEKIEAS 2 DG
4BNCRoN, 2B TIIEBER LD LD 72, 4
BN B TIZHIE R AR 5 L7z 72 O M MRS 8 B4R
KL, 2B TIIHERIGED SN H - 7272 FEH
WYERE LRR e L7,

B MRS 8 HRRIER D & DR 1L E. coli 2 B,
E. faecalis, K. pneumoniae »*& 1 ¥R TH - 124K H|
BEHICTNTHE L, BRIRER TIIREH 56T
BOLNTLHTNTHRAL 72, FREBNEMOMERKIZ 6
Blh 1 BlniEkicE &N, 1HITERL 7229461 T
BARETH 72, ERL 26 THE, 3IBITERLZ
PIBITIAETH - 72, BERNFHOIERR ER
DEENERBIZLTOREFT1IEBOAIZE EFE
72, BRIZSBICEZDH SN, 4BITHEK L2 1HIT
I3AETH -7 (Table8), FHEEHEIC & 5ERKRN
R LBIFEMTH - 72,

AREICE B EEZ LA HENEWER L L T
B E FKREER HI0mg/ H 56 8w TikE
BHED THRIAWHBLL 2245 &5 TEET 7 HEOD
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Table 4. Overall clinical efficacy of SY5555 in complicated UTI
Pyuria . Effect on
L Cleared Decreased Unchanged L.
Bacteriuria bacteriuria
Eliminated 9 1 1 11(64.6%)
Decreased
Replaced 1 1 1 3(17.7%)
Unchanged 1 2 3(17.7%)
Patient total
Effect on pyuria 11(64.7%) 2(11.8%) 4(23.5%) a 1627 o
Excellent 9(53.0%) )
Moderate 1123.5%) Overall efficacy rate
N e J. (¢}
I 13/17(76.5%)
[ Poor lincluding failure] 4(23.5%) ?
Table 5. Overall clinical efficacy of SY5555 classified by the type of infection
No. of patient: Overall
Group 0- of patients Excellent | Moderate Poor .
(percent of total) efficacy rate
group 1 (indwelling catheter) 0 0.0%)
. . group 2 (post-prostatectomy) 1 ( 5.9%) 1 1/1
Monomicrobial ) A
) ] group 3 (upper UTI) 6 ( 35.3%) 3 1 2 4/6
infection .
group 4 (lower UTI) 10 ( 58.8%) 6 2 2 8/10
subtotal 17 ( 100%) 9 4 4 13/17(76.5%)
. . group 5 (indwelling catheter) 0( 0.0%)
Polymicrobial . .
infecti group 6 (no indwelling catheter) 0 ( 0.0%)
fection subtotal 0 0.0%)
Total 17 ¢ 100%) 9 4 4 13/17(76.5%)

Table 6. Bacteriological
complicated UTI

response to

SY5555 in

Isolate N()',Uf Eradicated | Persisted*
strains
S. aureus 1 1
S. epidermidis 3 3
S. haemolyticus 1 1
E. faecalis 1 1
GPR** 1 1
subtotal 7 5 2
E. coli 4 4
K. pneumoniae 3 2 1
E. cloacae 1 1
P. mivabilis 1 1
A. baumannii 1 1
subtotal 10 9 1
Total 17 14 (82.4%) 3

*  Persisted . Regardless of bacterial count

**x GPR ! Gram-positive rod

BT L & LICELE CERIRL, ARICL b EHE
2 LN AR ERE LT, 16lic S-GOT (75—
117 IU/ml), S-GPT (117—150 IU/ml) o EH A2
DL D, BERID S OEIERE I ARIR 5% E
L7z Bbh, HEXRTHTHBEICIIEBLETS
-GOT 471U/ml, S-GPT 40IU/ml *{&F L Z DEE)
3—@BHTH -7, FFEERR FPEK ) ooER
HER7e & O [ MRS IO RE LS %2 3 FlIci2d 7225,
WEFNLBETH- 72,
m. # -3

AFNIFHICHRE I NEODOLLBITH ), P

aenginosa ¥ &7 7 LBHHE, 77 LBHEHEIIC

L CIEBIE A7 P LvEAL, FRCBERBEICKL,

TIIBEHFOROPUEA & ik LI ICENCHE N %
ETbE3NTwaY, F&BHMENELST 26
lactamase ICEETH B E Vbl TW3,

S [AAT 7 - 72 ¥ HEVE PR B RS E B R BRI A9 5 A< H
DWHE DB TL, oo 7268 TH5
CCL, CTM, CFIX ¢ttt L T 7 7 LM MHH Tl
MRSAIZRRHHE N2 RE LWL o, MSSA & S
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Table 7. Clinical summary of acute epididymitis treated with SY5555
. Treatment Symptoms* Bacteriuria* .
Case - . - Dr’s | Side-
Age| dose |duration| fever . . Pyuria* . MIC . Remarks
No. . |swelling| pain |others species  |count evaluation| effects
(mgX/day)| (days) [(237°C) (pg/ml)

1 + + - prawmoniae | 107 | 1.56 SGOT : 511747
L1 59 [200mex3 7 + | K. pnewmoniae | 107 | 1.56 moderatel  — S-GOT: 7 1? 4
N.K. — — - - + ] / S GPT : 11715040

2 - + # - + E. faecalis | 107 1.56
MK 36 |300mgx3| 7 — n n — - fﬁ 0 / moderate | diarrhea -

3| 43 [150mgx3| 7 : ' == ! L)L d
——| & m — te| - -

SK. g — n + - — 7 7 i moderate

41 s looomexsl 7 n + S M N 2 I U NN T
GK mg — " — - — — ) 7 moderate

° | 51 |ooomgx3| 15 s S A N . — L d
2 m 7 at _ _

MS. . - P - o | T

6 + # + - # E. coli 107 | not done
——| 69 [300mgXx3 7 — derat - -

TS i — W | |- |- - 0 | /e

. Before treatment
" After treatment

Table 8. Overall clinical efficacy of SY5555 in cases of acute epididymitis

1) Effect on symptoms

Acute bacterial epididymitis

Acute non-bacterial epididymitis

Symptom?* total resolved improved persisted total resolved improved persisted
Fever 3 3 2 2
Swelling 4 1 1 2 2 2
Pain 4 2 2 2 1 1
Others 1 1
* . Including inguinal regional pain and symptoms on voiding
2) Effect on pyuria
Pyuria** Acute bacterial epididymitis Acute non-bacterial epididymitis
yaria total cleared decreased unchanged total cleared decreased unchanged
+ 1 1
+ 1 1
# 2 1 1
# 1 1

** . According to the criteria proposed by the Japanese UTI Committee

epidermidis 123 L CIZAHBE L D EN-HE N 2R
L, ¥I2 E. faecalis \= %t L T3 —FRIC it bR 2 38> 72
L D MICs0121.56ug/ml EEN-HE %R 72,
75 LR TIE E coli IZI3ARFIZNBIE L 12IZHE
2T, S. marcescens \2¥t L Tix CFIX £ ) X% 3
WERTH 71208 C. freundii, K. pneumoniae, E.
cloacae |23 L TIIMBEL VENHEHEZRL 72,
REBBEDBEEIC BT, BnitEhE s
ICRPBITOE KR TH 52 LI NDH, K
?300mg H [ % 5 ¢ R Bkt 3 3120 F DL R
3.91% &%, CFIX ®»14.3% (100mg, 8 K [#)®,

cefteram-pivoxil (CFTM-PI) #32.8% (200mg, 8
) ”, CTM-HE 739.7% (200mg, 24F[H])® & Ho#k
LIKETH Y, BERPiRE L4d0ug/mIF2EIC L L %
52 &9, REERBIMEIC BT 2 ARIDERMEIZED
B2 RTTrEHEN T,

BRIERHE & L CHAMMERBEM R IC B W T, HIETRE
I 1BIDEBTH -2 HFMTH - 72, F - EHEMERE
R |2 B\ T UTT HIE THRIERT6.5%, I 20
KET TIIIHEHS2.4% & RIFThH - 72, HHHEMEIRIER
e |2 03 B £EEGT TOHARNEEL . 4%, ME IR
BT5.7% & W L TR TORRFE - MfFHIRIR
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HRIFTH - 2EKNE LT, Klitisk TR o MIC X [
DHEIEO R Th - 72 2 &, A TORRIZT 1) Wﬁ : gi’i&fﬁ;“m‘ P, 41
: - = gER ) - = B H AL g4 (8), HR, 1993
NTAT—TNRERATH > oML, SEKE 2) BA(L¥#EEFES MICHIEESRETRES IR

TRAT—TLRERVTEN T2 ErFEZ LN
7z, HEHEVER B RIMEIC N T 2 A 2 MoK D &
7L T 5, CTM-HE m62.1%%8 & O
CFIX 766.7%' L 13 ZFEF TH ), AFRIOEN
HhHRPHRENE X v ) 5 2 LA E N
726

BHRE FERICB T, MEME, FEHRETE LR
bTENIED - 1205 BIERTH - 72, MEEAYIC
BBEII TR TEEL L e2bs T, THHET
IZRERE, SR EOWEICE EFY), ERITERT S
RS HE»ETES LB Sz, BYEREE K
KON BT 2 ARRBEBROLEETICTL AMEI
94.1% X IEFEICEN T 721055, BRRAYICIZ G- HIM
*EETLLENDDLEZEZ LN,

BEMBIERIZOWT, 1B TRENTHZEDL
LODHREMEETRETH ), HEHETIZE D FHORIZ
WRL 7, BRRAMBREIL, &5 S FBEERE
HERH SN T 72 18T S-GOT, S-GPT n#E LA
FELLIZY, BEELERKIIEDS T 8NN LR T,
TR THRIZITACPICINTERBEE TR L, F
72 MERG O RE LB % 3FN o TR LE
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SY5555, a newly synthesized oral penem antibiotic, was evaluated bacteriologically and clinically for
uncomplicated urinary infections, complicated urinary infections and acute epididymitis, and the following
results were obtained.

1. Antibacterial activity : Minimum inhibitory concentrations (MICs) against 220 clinical isolates
including 8 different species from the urinary tract were determined and compared with those of cefaclor,
cefotiam and cefixime. SY5555 showed potent antibacterial activity against gram-positive bacteria and
gram-negative bacteria. The MICs of SY5555 were lower or almost equal to those of the reference drugs.

2. Seventeen patients with complicated urinary tract infections were treated with SY5555, and clinical
efficacy was evaluated according to the criteria proposed by the Japanese UTI Committee. The overall
efficacy rate was 76.5%. Six patients with acute epididymitis were treated, and the drug was clinically
effective in all cases.

3. The only adverse reaction observed was mild diarrhea in one case. However, it disappeared after the
completion of treatment. Slight abnormal laboratory findings were observed in four cases.

We concluded that SY5555 was an effective and safe drug for the treatment of urinary tract infections and
acute epididymitis.



