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BB 4 1BITH - 72, 2555020 L AAIZ00~900mg (572 ~3) % 3 ~14HREERSE L 72,
HLALME DR BRI &5 & OB MEME PR B R YuAE (2 UTT Eahalfiz#e (38K, LIF UTI B#r ¢
B) Iz & D, REEEIRE, BIIRAL L UCRERIZOWTIEIAEIC L DRI HES N,

UTI 3tz 80 L 72 Bl BRIE B 7 Bl E 58813 4T Escherichia coli TH ", #1 b

DIBABERNFIIFM S B, FheBlTh -7, 78D 1B (BEER) ICHNOEELEDT,
UTI B #1 AB0L 72 BHEME RIS RYE 1L 20680 T, Z 1L 6 DIREERIREI R 2 3F %N 5 B, F%h 8 B,
BN T B CHMHFIX65.0% Th - 72, MBEFHIRhFIZ, K TP 19k LTE & L FREERIL
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(3 %) ti%’ﬁké’%ﬁ L7,

FEH FAR 1400 T, ERh 4B, AHRh 8B, eAR 16, HIEARE 1H1T9I2.3% DA

mLtoﬁJ% 6 Blizkt L ERh 3B, Axh1H, ExD1EL, HENRELIFITH 72, KE

R IBUIKREDS. epidermidis TH Y, FIREHEILCAEMTH 72,

E%Wﬁ% 2 GBI CARRIDBR B & IRAMEOHERS 2 BT L 72, ARG %0 IRPIBEIT
Foal3b X U130ug/ml TH Y, IR H# L, E. coli 5 P. aeruginosa ~, Staphylococcus aureus
75 S. epidermidis ~ X I L ELREEDT
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SY5555i3 > k) — (#R) B L NIz B (k)
2BV THEIRR & N AP ORED 4 LARHUEY
BTH DY, ARNT 7T LB L7 T LEER
Wh U RERE A A7 P LR B L, B-lactamase
I LERETH ), ABEREEKRICHL TLEALR
BHEAET 2, KL, (kL7 2 LR, A3
A LRTEWHICL, BHEEIERVEEN TV,
% 72, DHP-I(dehydropeptidase ) I x L &LETH %
Zeps, ABEMRES L OHBIIAETH LY,

Al Foo iR ASRMRIBURAE (S XY 2 AR DB
RS & 5O R P IRES L CRPMEOHREIZD
WTRE L 720 THET %,

L. ¥ & FH&E

1. BRPRAORRET

%03, 19904E12 8 £ N 1993484 A £ TloMFE K¥E
“EERMBREE 3 & OF 7 i JIHEBE 8 ik R EHT
Ak g 2 idn @B ED S H, RRBEEMIZE
FHR S 72 ESSH] (RMEBYAE3AB], VERREERIE
2160 ThH 5,

PR L 345 D PRI B PERE L 48 8 31, Ealt
B 1, HHEMERERES240), HMEME LB R
BT 72 (Table 1, 3), ZNbN 5 H, UTLHERX
SEigede (8 3ARY, LT UTIR#EET5) I28%L
EEGIIE, HAMEREDEAS 6 B, HLAMEEELE & 16,
BEMEMERERE 22000 TH - 72, — T, PEEREYHE216] D
MERIE, ¥ ERR1460, BIZMRS 6, FRER GE
WE-IE7 T 1T 16 TH -7z (Table9, 10,11),

LI FofEFIC A#1300~900mg (72 ~3) % 3~14
HE#& 5 L 72,

PRI REYAE I DV T OGRS R UTI FE8EIZH#
THEL, FREHELJLEEGTL 72, HRREYEIC
DWTIFEBEIHEL 2, Lethicon T, Bt
EEIER OF E, BRRAEMEOHEREIC L ) FHEL 72,

2. FRHPEE &R ICET 5T

AF| 5150 R BE & RPHEOHRIZ OV T,
HEMEERER 25 2 5 (Table 3 ®No.7, No.16) %%
L L CRRETL 72, AHI600mg (4 3) F 7213900mg (4
3) #5HE#®EL, 181~30 (FeREERZ
T) BRL, ROBELMET S L & LICRPHRE
FE L 72, FRHEEEL, Agarwell 3k LD #lEL 72,
PR 33 5 E AT R % Dip-slide #:1c & 0 855 -
FE L 72,

o # £

1. PRERRSE

1) HiplM R EEGE 9 Bl 5 5, & EHTOHIE K
et Th -7z 2B 2B < 7THIA UTI D BE FRMF
283 L T2 (Table 1), s 7THIOWERIZ, &
MR EE A 1), HAMMERERE 6B TH - 72,

HAVER S & 1 Blc L, A&l 1 H450mg (953 )
# 3 HMERE L 72, FOMRE, Pk, BRRIZOEE
L7z, EHETH B E. coli 1310° CFU/ml X 5&4FL 72
LoD, BEBEERMREATH > 72,

HALMERERE 2 6 BlIZ AT L, ARl 1 H450mg (47 3)
7213600mg (5 3) # 3 AMY L7z, $HRImIz 26T
WL, RRIZSBITIERL, 1B TlEL, MERK
2B TREMAL L 72, RAEKNR, FHSHE, B
w16l TH -7z (Table 2), WTHOFEFIZHEWTL
HREILE coli THY), TNTHELTHBHD, £D
MIC®130.20ug/ml 1k, 0.39xg/ml 3 ¥, 0.78ug/ml
2B EVHOWNRTH - 72,

BN PR R T IS 0T B IR EIE I L B RRARR
B3 9, Hxhe B, HRh2 B, LE1IBITH -
72,

2) BMEMER B REE2SE 0 ) b, KEATICEE L
Zanrz 16, B5EICHBERYENTH - 72 3616 &
U5 HAMIA L 1Bl 5 6 % B < 208157 UTI %D
BEEFIZAEL T/ (Table 3), 25206504,
10651 T600mg (% 3), 10617900mg (5 3) #°5 HIH
F 7202 7 HE S 20z, BIRICHT 220508, EF
1676, SES5El, AESBITIEREIbE zIzdeEL 72
FEB3 12000 (60%) Td - 72, BRI T 5 70%(L,
RetAb116, BAC 4 B, AE 5 B TRk 723
TR 25BN 156 (75%) Th -7z, BERKMFR
1, 2556, Axh 8 B, EERN T HIT, ARE#I265.0%

(13/20f61) T4 -7z (Table 4), UTI H#iZ L 598
HERESA A BRIR R & 2 5 &, HBERY166112 3~
THEABICBT DERTH Y, Ex5 B, Axh 8B,
RN 3 B THMERIE81.3% (13/166) TH - 72, — 4,
HEEERLEAPIONRIZES LB, FBOHEIMTZ
NolzWTFNLENTH - 72 (Table 5), MRS
JRYFE206012 50 F B I 5T BER 9 THFE, 24BRDIHk
#03, 79.2%(19/24) TH Y, P. aeruginsa 3 ¥k, Enter-
ococcus faecium, Serratia marcescens £ 1 BRHOF#E L
7z (Table 6)., #5-Risr#ER > MIC® & R & HRAGR
B bk, 24K 18%AH%6 . 25ug/ml LUF Iz L Tv
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Table 1. Clinical summary of uncomplicated UTI patients treated with SY5555
. Treatment . Bacteriuria* Evaluation** .
Patient R X . — Symp- . Side
Age | Sex |Diagnosis| Dose |Duration Pyuria*| = . MIC
No. toms* Species | Count UTI Dr effects
(mg/day)| (day) (ug/ml)
+ 1 E coli | 10° | 0.20 ]
1 56 F AUP 150 X3 3 - Moderate Fair -
- + E. coli 10° 0.39
+ +# E. coli 107 0.39
2 59 F AUC 150% 3 3 — — — — Excellent | Excellent -
. + # E. coli 107 0.20
3 60 F AUC 150% 3 3 — — — — Excellent | Excellent -
+ +# E. coli 107 0.39
4 61 F AUC 150% 3 3 — — — — Excellent | Excellent -
#+ # E. coli 107 0.78
5 | 25 | F | AUC |150x3| 3 o = = Excellent | Excellent| —
+ + E. coli 107 0.39
6 26 F AUC 200%3 3 — — — — Excellent | Excellent -
+ n E coli | 100 | 0.78
7 43 F AUC 2003 3 — " — — Moderate| Good -
. # + - -
8 41 F AUC 200X 3 3 — — — — / Excellent| —
+ + - -
9 | 49 | F | AUC |200x3| 3 - — - — / Good -

AUC : Acute uncomplicated cystitis
AUP : Acute uncomplicated pyelonephritis
MIC : inoculum size ; 10° CFU/ml

Before treatment . *UTI . Criteria proposed by the UTI committee
After treatment

Dr : Dr’s evaluation

Table 2. Overall clinical efficacy of SY5555 in acute uncomplicated cystitis

Symptoms Resolved Improved Persisted Effect on
Pyuria cleared |decreasedunchanged cleared |decreasedunchanged cleared |decreasedjunchanged bacteriuria
eliminated | 5 | 1 6
L decreased
Bacteriuria
(replaced)
unchanged
Effect on pain
on micturition 6 patient total
Effect on pyuria 5 1 6
[C—3 Excellent 5 overall efficacy rate
1 Moderate 1 6/6

] Poor (including failure)

729% 9 B S. marcescens N 1 ¥HHERKL TEY, F0
MIC (26.25ug/m]l T# - 72 (Table 7),

GBI I22060% 56 (25.0%) » 5 6 BkAH
X 7z (Table 8), #16DWRIZ, P aeruginosa
3 3 ¥k, S. epidermidis, E. coli 5 & ¥ Flavobacterium
odovatum H* & 1 ¥R TH - 12,

FiREIC & BERRRIL, RGRIOMBE R 72
DHETHETH - 72 1 Bl 2 B 4B THIEZ N, ER

561, Hxh9Bl, B Rh4 6, ER 6 Bl THEMERIZ
58.3% (14/24) T&H -~ 72,

2. MESRRRIE

1) M¥ EARERUBNCX L ¢, A& 1 B300mg (%
2, 4r3), 400mg (4r2) F7:13600mg (% 3), 900
mg (43 3) % 7~14HME#K S5 L7z (Table 9), Zh b
D9 HANEILIERES L 2 A - 72 161 % K < 136112 D
TERIRZN SR % 5Fi L 72,
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Table 4. Overall clinical efficacy of SY5555 in complicated UTI
Pyuri E
e yuria Cleared Decreased Unchanged ffeCt_ on
Bacteriuria bacteriuria
Eliminated [ 5 5 1 11
Decreased
Replaced 2 2 4
Unchanged 5 5
tient |
Effect on pyuria 7 5 8 pa 1ex;0 tota
Excellent 5 (25.0) 1l effi .
overall efficacy rate
[ Moderate 8 (40.0)
13/20 (65.0%
[ Poor (including failure) 7 (35.0) /20 (65.0%)
Table 5. Overall clinical efficacy of SY5555 classified by the type of infection
No. of patient O 11
Group o- of patients Excellent | Moderate Poor ‘vera
(Percent of total) efficacy rate
group 1 (Catheter indwelling)
Mono- group 2 (Post prostatectomy)
microbial group 3 (Upper UTI)
infection group 4 (Lower UTI) 16 ( 80.0%) 5 8 3 81.3%
sub total 16 ( 80.0%) 5 8 3 81.3%
Poly- group 5 (Catheter indwelling) 1( 5.0%) 1 0/1
microbial group 6 (No catheter indwelling) 3 (15.0%) 3 0/3
infection sub total 4 (20.0%) 4 0/4
Total 20 ( 100% ) 5 8 7 65.0%

Table 6. Bacteriological response to SY5555 in
complicated UTI

Isolate No. of strains| Eradicated | Persisted*
S. aureus 1 1
S. epidermidis 6 6
E. faecalis 3 3
E. faecium 1 1
E. coli 5 5
S. marcescens 1 1
P. mirabilis 3 3
P. aeruginosa 3 3
F. odoratum 1 1

Total 24 19(79.2%) 5

* regardless of bacterial count

HED 3B TIZTNLBRENTRS 1L, BRI 26
THEL, ERIZ136IH116] (84.6%) TIHKL 72,
PR3 9 Bl 6 B CIEHALL 720

2 5-711210* CFU/ml LI_ENMIE IR % 32572 6 Bl
S5, 26, 3BIAERN, 1HI»TEELV
IRERTH -T2,

2) BisEAR% 6 Bl AL, A#1 H300mg (53 2),
600mg (4 3) *7213900mg (47 3) # 7 ~14H %5
L 72 (Table10), 216D ) &, #IEILIERE L %4 -
72 1B %K< 5B TEBEIC L ERRDRFME S
n, Zxh3%), AM16), EHLIBLVIRKRTH-
72,

3) FREH 1BNCA L, A#FI 1 HI0mg (5 3) £14
AR s L 72, FIBEHEIC & 2ERMEITRCHER
TH -1, Bl LEEIL, S epidermidis TH Y, iE
KB L URES W 3 BB L VIERL T2 R
[ MBkAHFE L Tv72 (Table 11),

3. RABE L BREICBET 5 Rt

WEMETERERE 45 2 B xf L TAHKI 1 H600mg (9 3) £
7213900mg (5 3) % 5 ARG L, RPBEEHEHNH
E#&stL 7 (Fig. 1,2, 1 H600mg (573) %#&
5 7-No. ToRPiEEIL, 51 HH4.67~12.6
pg/ml, 2 H H#%5.21~13.3ug/ml, 4 HB»1.17~
8.73ug/mlTHh - 7z, LWL, E. coli (A AN
F2MIC : 0.20pg/ml) T, 2 HBIZIZHEZINTMor

ganella morganiin®, 3 HH, 4 HEIZIZBEE. coli
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Table 7. Relation between MIC and bacteriological response to SY5555 treatment in complicated UTI

MIC (ug/ml) Inoculum size 10° CFU/ml
Isolate Total
0.05 | 0.10 | 0.20 | 0.39 | 0.78 | 1.56 | 3.13 | 6.25 | 12.5 25 50 100 | >100
S. aureus 1/1 1/1
S. epidermidis 1/1 4/4 1/1 6/6
E. faecalis 2/2 1/1 3/3
E. faecium 0/1 0/1
E. coli 3/3 2/2 5/5
S. marcescens 0/1 0/1
P. mirabilis 1/1 2/2 3/3
P.aeruginosa 0/3 0/3
F. odoratum 1/1 1/1
19/24
Total 1/1 8/8 5/5 2/2 1/2 1/1 1/5 (79.29)

No. of strains eradicated/No. of strains isolated

Table 8. Strains* appearing after SY5555 treat-
ment in complicated UTI

Isolate No. of strains
S. epidermidis 1
E. coli 1
P. aeruginosa 3
F. odoratum 1
Total 6

* . regardless of bacterial count

AAHBLL, 5 HBICIZIERMRE & L TP aeruginosa % 38
72, AF D24 PR EUN#RIZ0.5~2.0% Th - 72,

1 H900mg (4 3) %##%5 L 72 No. 16D R IBEIL,
HE5REHED 3B L 72 ER T, 16.1~129.6
ug/mlTHO, FNk 4 HED2UEMEBRFTOBE
13, 27.4~45.3ug/ml TH - 72, KFID2485 [ R (0]
I, 2.9~4.3%Th -7, RPMEIIL, HRERNC
S. aureus (MIC : 0.20ug/ml) %38, AREIZ%5H
BET TICBREIN T2, SHBEICEREE LT
S. epidermidis D HE % 2712,

4. Tt

SY55558% 512 & 3 & Bbhh b B EHIRIER & L
T, &EL 1FICEEDh, BETH), FICLEE
EXFREKRTH4BEICIZIEEL 2, BRREER
EEHNZ, 162 GPT L& (19-52) %372,

m * 3

SY5555(3 8T L VRO A LRIMEWE T, 77 L&
Hh LEHREICH L TIRIZVWIE AR PLVEAT
23, BRCE 3 WAL 7 o L RIUEWE TR L HF
Lz K W S, epidermidis <° E. faecalis %x & D 77 L
ESHEEICN L TLMENE2ETH 2L, &4

lactamase (¥t L TEETH ), REREEKRICHL
TLRIFLHEEERT2Z 2 CENLERIH
HEENTW5,

AR H O FR ki3 FE R DR D HTEE FIC o LKW EREE
2B %% LEEom<KENLHENEETAZILL

0, WREEHESIC BT 5 BYMEIC T 2 BELHA
FEINDZ &b b, BRI EMZ 72,

FOER, FTHMMEREEREAECEL T, 76
EBINERULTH - 72, ZDHRERIZOWTAL L
450mg (4 3) »*5%l, 600mg (53) »2HITH Y,
450mg (43 3 ) THO L EERMRES R LN L HK S N
72, ABICHL TS, £EEFHERYTL450mg (57
3) B’EEFIHEL F EORBROENTBEITEL N
Twiz,

L HEME PR B FRGAE T2 2060565. 0% DA B RhER DS
Bon, SEEHERYTOZEN (61.4%) L RBFENK
BTHo o, UTI HHEIC L 2R BRERTIC A 284
BRARAIRI, SHERRD 4 BB ENTH - 72,
NS 4B B 3B TABICEREEEZ RS LW P
aeruginosa DR LHEH & L THBEINTE Y, BRxI%R
ETRETEWERITH 72 &2 B, EHEMEIRESR
PAEIC BT 5 M RO FRIL, P. aeruginosa 3 ¥R % B
CE2IBRFIEDEERL TE D, WMETNEHRET
botze 77 LBHED MIC 24 5 &, 118kFI%KRD
6.25ug/ml LI T, ZNHIETHREIN TV, Z
N ki, AROTHE N OERNRR & EBRRIICE
g EEZ LN D,

INHDBREMR EIRFBEOREFRERETT 2 HIY
THEHENE PR BERRIRE 2 112 1 [E200mg 1 H 3 @ % 72
(3300mg 1 B 3 [E#%E LIRPBEXREL 2L 2 A,
&2 4 BRRE209 1% TRE13. 3ug/ml, 5 BRI TRE
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Sample No. | 1 | 2 | 3 | [ 4 5 | 6 | [ 7 [ 8] 9
day 0 day 2 day 4
Sampling - o
time 8:30~|12:50~[18:30~| | 8:30~|12:50~ [18:30~| | 8:30- {12:50~18:30-
12:50 |18:30 | 8:30 12:50 {18:30 8:30 12:50 {18:30 | 8:30
Urinary Total
concentration | 11.3 | 12.6 | 4.67 13.3 | 12.4 | 5.21 4.45 | 8.73 | 1.17
(ug/ml)
Urinary 210 | 290 | 1200 160 | 370 | 1060 210 | 110 | 880
excretion (ml)
Amount of
excretion (mg) 2.37 | 3.65 | 5.60 2.13 | 4.59 | 5.52 0.93 [ 0.96 | 1.03 [ 26.78
Excretion o o o
rate (%) 1.94% 2.04% 0.49% 1.49%

Fig. 1. Correlation between urinary concentration of SY5555 and bacteriological response

Background of patient(No.7)

administration of SY5555 : 200mg X 3/day for 5days

diagnosis - chronic complicated cystitis

age | 64years sex : male

129.6ug/ml TH -7z, KHOFEIMHRRIZ L 5 &,
150mg 3 & r300mg * AL HEREEE L 72 & S DT
BEL, 2~ 4% TEL50E L U100ug/ml & #H
EINTWEY, Ziuzkbl, 4EDR#E Tid200mg #%
Efliz T RN & ) ICRPBESRREL - 722
EHREL T, MEERNMRES TS Thd o2 LHEE
BN B A, 300mg %5 Tlx k5 RtE%FE RIS
aureus DEHE I N Tz, SEIDEEIKREEICE T,
600mg (5 3) #5212 5T MIC #%6.25ug/ml & &
SUEBIC BT 5 S. marcescens DFEKE L 12 FEBIHT A
LNz Z &R b, MR RRYUREIC 45 2 BRIRZN
BE2HBBI2I3, 900mg (57 3) " WETH B Z L AT
Inz,

RGBTSR EARRIC L 92.3% & &
WHRNERDE S L1, AEBOBRKIERIZ DOV TIE

ez TiER L, MERL84.6%ICIEERLTRS
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3R ERD, BRTNEHRIBLN TS, FE
5 h 4 L 72 Norfloxacin(NFLX, 600mg (573 )) 7
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X /o L CLBEBRD L WERREE AT
FTEBLDEEZ LT,
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o LIEN BRI REE N T 5,

BIfERICBEL Tid, MIRILIEEREL Zeh -7z 2 6%
B < 53 1 Blic BREDRIE % 320, BRRKRAME L]
iz GPT D8 E LR 23872505, TN LRRICHE
EBLNTII L, ARIENLEELY LO&0
BlThbEEZLN,
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Sample No. | 1 [ 2] 3 4 5 6 7
day 0 day 1 day 2 day 3 day 4
Sampling 3%
time g:30 3°%018:30- | 8:30~ | 8:30~ | g8:30~ 830~
13:30 J1g:30| 8°30 8:30 8:30 830 8:30
Urinary Total
concentration | 129.6 |78.8| 16.1 27 .4 45.3 36.6 30.8
(pg/ml)
Urinary
excretion (ml) 80 125 380 1400 850 950 980
Amount of
excretion (mg) 10.37 (9.85( 6.12 38.36 38.51 34.77 30.18 168.16
E ti
rate () 2.9% 4.3% 4.3% 3.9% 3.4% 3.7%

Fig.2. Correlation between urinary concentration of

Background of patient (No. 16)

administration of SY5555 ! 300mg X 3/day for 5days

diagnosis : chronic complicated cystitis

age . 77years sex . male
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SY5555 and bacteriological response
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Clinical studies on SY5555 in urological infections
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Hiroshi Saito
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Nishiwaki Municipal Hospital
Kenji Minayoshi, Akira Fujii
Fujiwara Hospital
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Hyogo Prefectural Kaibara Hospital
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Department of Microbiology, School of Allied Medical Sciences, Kobe University

SY5555 is a new oral penem antibiotic that has a broad antibacterial spectrum against aerobic and
anaerobic gram-positive and gram-negative organisms.

The clinical efficacy in 55 patients with various types of genito-urinary tract infections was evaluated by
oral administration of SY5555 for 3~14 days. According to the criteria proposed by the Japanese UTI
Committee, the overall clinical efficacy rate was 7/7 in uncomplicated urinary tract infection (UTI) and
65% (13/20) in complicated UTI. The bacteriological eradication rate was 79.29 (19/24) in complicated
UTI. According to the attending doctor’s evaluation, the clinical efficacy rate was 92.3% (12/13) in acute
epididymitis, 4/5 in prostatitis and 0/1 in urethritis.

The correlation between the urinary concentration of SY5555 and bacteriuria was studied in two patients
with chronic complicated cystitis. The maximum urinary concentration of SY5555 was 13 xg/ml at a dose
of 600mg divided 3 times per day, and 130 xg/ml at a dose of 900 mg divided 3 times per day. Organisms
detected before treatment were eradicated, but other organisms appeared after treatment.

As side effects, loose stool was seen in 1 patient, but this symptom disappeared after treatment. An
abnormal slight increase in GPT was noted in 1 patient.



