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Fig. 1. Chemical structure of SY 5555.
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Table 1. Institution and doctors taking part in the study

Institution

Doctors

Gifu University, School of Medicine
Gifu Prefectural Gero-Onsen Hospital
Takayama Red Cross Hospital

Kobe University, School of Medicine
Yodogawa Christian Hospital

Shinko Hospital

Kobe National Hospital

Kobe Rosai Hospital

Akashi Municipal Hospital
Nishiwaki Municipal Hospital

Hyogo Prefectural Kaibara Hospital
Fujiwara Hospital

Okayama University, Medical School
Okayama Red Cross Hospital
Tamano City Hospital

Tsuyama Central Hospital

Kyushu University, Faculty of Medicine
Fukuoka University, School of Medicine
Hara Sanshin Hospital

Kyushu Central Hospital

Kyushu Kosei Nenkin Hospital
Kyushu Rosai Hospital

Moji Rosai Hospital

Miyazaki Medical College

Yukimichi Kawada, Yoshito Ban, Yasuhisa Itoh, Hideki Iwata
Hideji Hayashi

Akihisa Takeda

Sadao Kamidono, Soichi Arakawa, Masuo Yamashita
Minoru Hazama, Atsushi Sengoku

Nozumu Yamanaka, Gaku Kawabata

Keiichi Umezu, Yohka Inaba

Hiroshi Saito, Shinsuke Takagi

Satoshi Ohbe, Takashi Matsui

Nobuo Kataoka

Masami Matsushita

Akira Fujii, Kenji Minayoshi

Hiroyuki Ohmori, Hiromi Kumon, Toshihide Hayashi, Toyohiko Watanabe
Katsuyosi Kondo, Teruhisa Ohasi

Yasuhiro Katayama

Teruaki Akaeda

Joichi Kumazawa, Tetsuro Matsumota

Kimitaka Sakamoto, Ryu Ishii, Daisuke Yokoo

Sanshin Hara, Akito Yamaguchi, Kazuyuki Sagiyama, Kaoru Miyazaki
Yoshihiro Hasegawa, Motonobu Nakamura

Tetsuo Omoto, Hiroo Yagi

Kenji Ito

Hiroshi Kuramoto

Yukio Osada, Tetsuro Ohfuji, Takanori Yamaguchi

Isolation and identification of bacteria in urine and measurement of the MIC for each isolate: School of Allied

Medical Sciences, Kobe University

Nobumasa Kataoka

Controller: Department of Pharmacology, Ehime University, School of Medicine

Nobuya Ogawa
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Table 2. Reasons for ineligibility and exclusion from evaluation

1. Ineligible

Reason SY5555-600" SY5555-900% CTM-HE”
Disease not included in protocol 1
Bacteriuria less than 10¢ CFU/ml 5 6 4
Infection due to P. aeruginosa 3 4 4
Infection due to YLO* 1 1
No identification of isolate 1
Total 9 12 10
* Yeast-like organism
2. Excluded
Reason SY5555-600" SY5555-900% CTM-HE"
Discontinuation due to side effects 1
No visit after first consultation 1 1
Violation of administration method 1
Total 1 1 2
Y A daily dose of SY 5555 600 mg administration group
2 A daily dose of SY 5555 900 mg administration group
¥ A daily dose of CTM-HE 600 mg administration group
CTM-HE: cefotiam hexetil
Total no. of patients
SY 5555-600 42
SY 5555-900 38
CTM-HE 36
Total 116
Efficacy Safety Usefulness
No. of patients||No. of patients No. of patients| | No. of patients No. of patients | | No. of patients
evaluated excluded evaluated excluded evaluated excluded
SY 5555-600 32| | SY 5555-600 10 SY 5555-600 41| | SY 5555-600 1 SY 5555-600 32| |SY 5555-600 10
SY 5555-900 25| | SY 5555-900 13 SY 5555-900 38| | SY 5555-900 0 SY 5555-900 26 | | SY 5555-900 12
CTM-HE 24| |CTM-HE 12 CTM-HE 35| | CTM-HE 1 CTM-HE 25| | CTM-HE 11

Total 81] | Total 35 Total 114 | | Total 2 Total 83 | { Total 33

CTM-HE: ceftiam hexetil

Fig. 2. Specifications of patients studied.
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Table 3. Background characteristics of the patients evaluated

Characteristics SY 5555-600 | SY 5555-900 CTM-HE Statistical
analysis
Sex Male 19 (59.4) 16 ( 64.0) 14 (58.3) x’=0.1929
Female 13 (40.6) 9 ( 36.0) 10 (41.7) P =2
Mean+SD 65.4+11.9 65.5+13.8 65.1413.2
17 0 (0.0 1( 4.0 0 (0.0
20~29 0 (0.0) 0( 0.0 1(4.2)
Age 30~39 2 (6.3) 0 ( 0.0 0 (0.0 F=0.007"
(Year) 40~49 1(3.1) 2 ( 8.0 2 (8.3) p=0.993
50~59 5 (15.6) 2 ( 8.0) 2 (8.3) df,=2
60~69 9 (28.1) 10 ( 40.0) 8 (33.3) df, =78
70~79 15 (46.9) 9 (36.0) 10 (41.7)
80~82 0 (0.0 1( 4.0 1(4.2
Diagmosis Pyelonephritis ¢ (12.5) 2 ( 8.0 2 (8.3) x‘jigﬁ”
&n Cystitis 28 (87.5) 23 ( 92.0) 22 (91.7) P afme
G3 2 (6.3) 2 ( 8.0 0 (0.0 £=1.917
UTI group G-4 23 (71.9) 17 ( 68.0) 18 (75.0) p=0.751
G6 7 (21.9) 6 ( 24.0) 6 (25.0) df=4
Renal function Normal 26 (81.3) 23 (92.0) 20 (83.3) x=1.378"
before treatment Abnormal 6 (18.8) 2( 8.0 4 (16.7) pdfz'g
Chemotherapy just + 3(9.9 0 ( 0.0 2 (8.3) x=2.4050
before treatment - 29 (90.6) 25 (100 ) 22 (91.7) pdf_;z
S + 12 (37.5) 13 ( 52.0) 12 (50.0) K=1.446"
ymptom - 20 (62.5) 12 ( 48.0) 12 (50.0) P ea
+ (3.1 3 (12.0) 5 (20.8) s
Grade of oyuri + (18.8) 7 ( 28.0) 4 (16.7) H;;z;i
rade of pyuria + 13 (40.6) 5 (20.0) 6 (25.0) pdf=.2
# 12 (37.5) 10 ( 40.0) 9 (37.5)
10¢ 5 (15.6) 3 (12.0) 4 (16.7)
] 108 6 (18.8) 4 (16.0) 4 (16.7) H=0.465"
Grade of 10° 4 (12.5) 2 ( 8.0 4 (16.7) p=0.792
bacteriuria 107 15 (46.9) 15 ( 60.0) 10 (41.7) df=2
>107 2 (6.3 1( 4.0 2 (8.3
"y test

= Analysis of variance
» Kruskal-Wallis test
CTM-HE: cefotiam hexetil
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WMRIE L LT 18tz SY 5555 100 mg (Hffi) 8
U150 mg (S1ffi) BT 282K, NEELLT1
$&ic CTM-HE 100 mg (hfff) ®#&F 7 2%# (/¢
YARY »TO, REXGIMEXSHNE) 2688
L7z

MK L LT CTM-HE ¥ 8E L - Bz, TR
OROL7 2 LKOFTD]1) REWH, BHALOW
FHienT 2 MEBEKTEEANL TV 3, 2) 2R, T2
PHMYEINEBKCERELTW 3, 3) HRER
DEZBRE T 5HESEKEINLT WS, 4) SY

5555 £ FIMYER, tAABIMR () oSBIL Tw
ZENETLND,

WoftFiz6ERASE 18 L, 1EPDSY 5555
-600 B¢, SY 5555-900 8k & U CTM-HEK DX K
SERB20AYOL23sdicar bu—-F—HEL
BEERAOT—ARSTEML, SHRLEMAINTHEL L)
UL 1o SY 5555-600 B¢, 900 BEDOTEIZ DO\ T
i3, MERORITHEELMBLY, IV b ~-F—
HURIER IR & B - 7- WK A 3 & UNRRMICO»
TEERALENEZRE CkHETARE) CTERAR
MEEMEL, RBCHESTHZLERMBL:, ¥—2
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7o
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SY 5555 DSk E L Tk, RUNIREEKN [1HHRAMIC

Table 4. Organisms isolated from urine before treatment

No. of strains

Isolate

SY 5555-600

SY 5555-900

S. aureus

S. epidermidis
Staphylococcus sp.
a -Streptococcus
Streptococcus spp.
E. jaecalis

GPR

Gram-
positive
bacteria

3
7

—- -3 N

1 1
1 2

Subtotal

E. coli

C. freundii

K. pneumoniae
E. cloacae

E. aerogenes
E. gergoviae

S. marcescens
S. liguefaciens
P. vulgaris

P. mirabilis

Gram-

negative
bacteria M. morganii

P. rettgeri

P. multocida

P. putida

P. fluorescens
A. baumannii
GNF-GNR

[
— e D)

1

b b

Subtotal

21

20 19

Total

41

32 30

GPR: gram-positive rod

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

CTM-HE: cefotiam hexetil
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Boltll) RREX, AHT1IH00mgR3I %S
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Bl 7zc CTM-HE 32 OXBAKTH 3 1 H 600
mg 53 AV, BEHEKIR, S b7 EMAR
BRERSL L, oKX, NRERATF 04 ¥
%, HREFOEDFMicKWESRX > ¥ 503
EROHRAREIELR, 28, H5BEFEOBME
HEOEVWHRER»SHMAL TTo .
RBHEM S BIER - EEAREMAREDHORE,
BRER « RTROUBIWO Shzni Y OEBT
BRSMRSRB L S BER, FAEORE LXK

MICs of SY 5555

%, BMEXONEEPIELTOIVIEELT,

4. RE -BRAEBLUHEK

UTI ZMicmglL, NRIE LTHREN (5%
B) #EMAK%RTEE MRKRSKRTAH) K, 1)
BEXER - FFROMK, 2) RICEMRR, 3) Rl
WERML 7z, AIRERERICOWTIE, SHEICHHE
BOME R KM 7c

FRAGBE 1 D Vo T IR E I 3 & 139112 Dip-
slide¥k (VU AN +@®, W—{L2EM) kD, #
FREFEMBEMENIKPBUEYERZITB LT, R
A DR - RE BRI EREL e, BAMMIC
03 3 SY 5555 8 & Uf cefotiam (CTM) o MIC %
BARCEREZSRBED R OHIEL T2,

BRRMREE I3 580 (K 5B80000 3 BEAR) 8 & UK

100
§ sop
b
& gof
(4
2
5 4} —600:
3 SY 5555-600: o—o
E b SY 5555-900: a—a
© CTM-HE :*--
o MIC (ug/ml)
Treatment $0.025 0.10 0.39 1.5 6.25 % 100 MICso~s0 Not
group 0.06 020 078 313 125 5 >l00 (ug/ml) Total done
SY 5555-600 22241053 12116 [078~>100{ 39 | 2
SY 5555-900 1125325 22 13 |1.56~>100] 27 | 5
CTM-HE 2258312312 1 [0.78~50 30 | 0
MICs of CTM
—~ 100
§
g 8o}
2
g 60t
2w
= SY 5555-600: 0—o
g SY 5555-900: a—a
a ar CTM-HE : e-=
2 ., . ., ., MIC (pg/ml)
Treatment | S0-0%5 010 039 1% 625 25 100 MICso-s0 Not
group 0.05 020 0.78 313 125 50 >0 (yg/m]) Total done
SY 5555-600 5432253 11310 (3.13~>100] 39 | 2
SY 5555-900 2221212 23217 [125~>100] 27 | 5
CTM-HE 3225331121 7 [1.5~>100] 30 | o0

CTM-HE: cefotiam hexetil, CTM: cefotiam

Fig. 3. Sensitivity distribution of clinical isolates (10°CFU/ml).
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7ok THIBAEE] B L 120

2) weH

BIfEA H 2 v KR EEORMEMHED S e

Aizid, UTI EMCHEV-RR¥EHR L OBR%E, B
ShiBARDD ), [FBMRDY ], BIFRDI2HL
hzwn], TBfZLS LWL, [BRZL] 05 BT
HEL, (Ao icMFmbD ), [H5MEDD L, B
Rboshrblhnin] LHEINIEFAEEWERD 2

ViEEMEMDOREEMOERIZL LT &, BER
2% [RLTH2], [IZIRRLTHS ), [PPHE
wiH5], (MBS ] O4ERRE I [HETHE)
t#’JE L/fCo

3) HAMN

KRG L URSEEMRL, ERic [FERICHN
Bl, GMic [FERCTN] L 2RL 100mm DT+
o A= [/ e R L THAERHEL ),
(2) BREYE

¥ —a— FOMEINCRIEDHEER, HNEHR
NEBIUSIY P O—-F—k D2 2HEBRECB
TLENOBRBRBLIICREL, UTI XMBiIZH->T
MERICN T 2R, MERCHTIURELURSN
KUWREHEL . £, IBHCHAEORR, AN
RRENER S NIZERICOWVLT b, FEikic KSR

WIRKREREEMES & L.
ABRFEFICERT 5 L FX SN IBIFAORAL &

EHEL 7,

6. T—F ONHT

Table 5. Overall clinical efficacy

Pyuria Effect on
Cleared Decreased Unchanged b ..
Bacteriuria Treatment group acteriuria
SY 5555-600 10 6 3 19 (59.4)
Eliminated SY 5555-900 11 4 2 17 (68.0)
CTM-HE 7 3 3 13 (54.2)
SY 5555-600 1 1(3.1)
Decreased SY 5555-900
CTM-HE
SY 5555-600 6 2 ‘ 12 (37.5)
Replaced SY 5555-900 3 2 1 6 (24.0)
CTM-HE 3 2 5 10 (41.7)
SY 5555-600
Unchanged SY 5555-900 2 2 (8.0
CTM-HE 1 1(4.2)
Effect on SY 5555-600 16 (50.0) 8 (25.0) 8 (25.0) Patient 32
ria SY 5555-900 14 (56.0) 6 (24.0) 5 (20.0) Total 25
i CTM-HE 10 (41.7) 5 (20.8) 9 (37.5) u
SY 5555-600 10 (31.3) Efficacy rate*®
Excellent SY 5555-900 11 (44.0) SY 5555-600: 28/32 (87.5)
CTM-HE 7 (29.2) SY 5555-900: 22/25 (88.0)
SY 5555-600 18 (56.3) CTM-HE: 18/24 (75.0)
Moderate SY 5555-900 11 (44.0)
CTM-HE 11 (45.8) Statistical analysis
SY 5555-600 4 (12.5) Overall clinical efficacy!’ H=1.915 p=0.384 df=2
Poor SY 5555-900 3 (12.0) Effect on pyuria H=1.640 p=0.440 df=2
CTM-HE 6 (25.0) Effect on bacteriuria? H=0.754 p=0.686 df=2

* Excellent+Moderate/Total, ¥ Kruskal-Wallis test, 2 x2-test
CTM-HE: cefotiam hexetil
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F—F ORIy bo—5—DEAD Y LTIz
RREKER S ORIFHYENITo N, MERT—F
OH, RECKU Kruskal & Wallis ® H 85,
PREFLAY, ERERMOWRETS L UXY
DHEFZOWTEITL, 28, REDOEXRKMIZ
R 5% e HHEL LTz,

IL B B & &

1. EEZKZER

SY5555 B L UCTM-HE DS RBBROER,
SY 5555 (100 mg $8) #£104.0%, SY 5555 (150 mg
) $102.7%, CTM-HE #8105.1% &% 9, ¥
AL bRABRCHET IERTH - 7

2. fEFIOPER

BESER 116 Bl 5 b F@EH & L THEMRITO
HRELTTRAE 257358 (Table2) %/ <
SY 5555-600 Bf 32 #l, SY 5555-900 B¢ 25 %, CTM-
HEB 24 GBS R O LR RAR & 2 - 7
(Fig. 2),

Ze&HRFBREFOBRSHBERCERZ Lo
2 B % B £, SY 5555-600 & 41 #ll, SY 5555-900 Bf
384, CTM-HEE358icD\WT, A%, BK
SRR CEREKBRETRAF DS b, BIEBREF)
18I CERREMERELHREFN L1AZMA
SY 5555-600 £ 32 £, SY 5555-900 £ 26 #, CTM -

HEB 25 Flic > THES LT,

3. WRAET

BERSIROFEN KA D2WVT, BHREROBEN
REATF (Table3) £MEL -HR, SHMcERL
Ry B SN T,

BSHORbS MM (Tabled) 42 L, WTFh
DEB BT Y Escherichia coli b > b# <
SMENT VI,

SY 5555-600 B¢ @ 39 ¥k, SY 5555-900 B D 27 #k,
CTM-HEB D 30 # ic 0t 3 % SY 5555 £ CTM ©
MIC 245 (Fig.3) #4 3 & SY 5555-600 B¢, SY 5555
-900 B¢, CTM-HE 8D SY 5555 ® MICypgo iE &R
0.78~>100 ug/ml, 1.56~>100 ug/ml, 0.78~50
ug/ml, ¥ 7r CTM @ MICso-40 iX &4 3.13~>100
ug/ml, 12.5~>100 ug/ml THY, 3B L LRERIZFD
FRRERL 720

4. EERZNE

(1) BREHBEKHR

ERERCB I IREBERYMR (Table5) i1 SY
5555-600 B T ER 1060, AR 184, M4BT
B2 87.5% (28/32), SY 5555-900 &£ T iz ¥R
114, B3 115, #33FITHEREIL88.0% (22/
25), CTM-HE#TRE# 76, 31186, H%6
BITEEIX75.0% (18/24) TI MM EEZIIF

Table 6. Overall clinical efficacy classified by the type of infection

UTI group Treatment group Excellent Moderate Poor Efficacy rate* (%)
SY 5555-600 2 2/2
G-3" SY 5555-900 2 2/2
CTM-HE
SY 5555-600 7 13 3 20/23 (87.0)
G-4? SY 5555-900 7 8 2 15/17 (88.2)
CTM-HE 5 9 4 14/18 (77.8)
SY 5555-600 7 15 3 22/25 (88.0)
Subtotal SY 5555-900 7 10 2 17/19 (89.5)
CTM-HE 5 9 4 14/18 (77.8)
SY 5555-600 3 3 1 6/7
G-6 SY 5555-900 4 1 1 5/6
CTM-HE 2 2 2 4/6
SY 5555-600 10 18 4 28/32 (87.5)
Total SY 5555-900 11 11 3 22/25 (88.0)
CTM-HE 7 11 6 18/24 (75.0)

* Excellent+Moderate/ Total

1 Monomicrobial upper UTI

2 Monomicrobial lower UTI

» Polymicrobial UTI with no catheter indwelt
CTM-HE: cefotiam hexetil
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UTI % BRBRELA® OFRERIR (Table6) i, 3
3B (MEE O LERBBR) T, SY5555-600 B¢
$%2/2, SY 5555-900 B¢2% 2/2, CTM-HE B TI2ES
B2, B4l (MEEOTHRRBER TREXR,
87.0% (20/23), 88.2% (15/17), 77.8% (14/18), %
6B (A7 —FLEFABROMBMESR) Tk, &R,
6/7, 5/6, 4/6 DEMETH - 7,

(2) MR 28R

BREBROMRSERL EFK (Table5) i,
SY 5555-600 # T 16 #1 (50.0%), SY 5555-900 B¢ T

148 (56.0%), CTM-HEBT 106 (41.7%) T
D, IBMCHAEREIBO SN O T,

(3) MIMRICNT 2R

AR ML L 7o B (Table 5) i, SY 5555-
600 8¢ T 194 (59.4%), SY 5555-900 8¢ T 176
(68.0%), CTM-HE#T 138 (54.2%) T®D, K
TR E ADoKk EIX, SY5555-600 B¢ T 96.9%
(31/32), SY 5555-900 B¥T 92.0% (23/25), CTM-
HE BT 95.8% (23/24) THD, 3IHMcHABEIR
HohizhoT,

(4) MBEEEIBHR

Table 7. Bacteriological response

SY 5555-600 SY 5555-900 CTM-HE
feolate No.of | dicated| Persisted* | N |Eradicated| Peristed| " |Eradicated] Persited
strains strains strains
S. aureus 3 3 1 1 1 1
S. epidermidis 7 6 1 1 1 2 1 1
Gram- | Staphylococcus sp. 1 1
positive | a-Streptococcus 1 1
bacteria | Streptococcus spp. 2 2 2 2 2
E. faecalis 7 7 7 6 1 5 4 1
GPR 1 1
Subtotal 20 (9;?0) 1 12 (8111(.)3) 2 11 ( 819. 8) 2
E. coli 14 14 9 9 9 9
C. freundii 2 2
K. pneumoniae 1 1 3 2 1 6 6
E. cloacae 1 1
E. aerogenes 1 1
E. gergoviae 1 1
S. marcescens 1 1
Gram- | S. liguefaciens 1 1
negative | P. vulgaris 1 1
bacteria | P. mirabilis 2
M. morganii 1 1
P. retigeri 1 1
P. multocida 1 1
P. putida 1 1
P. fluorescens 1 1
A. baumannii 1 1 1 1
GNF-GNR 1 1
21 19 19
Subtotal 21 (100.0) 20 (95.0) 1 19 (100.0)
40 29 28
Total 4l me| ! 2 1 oe | 3 0tz 2

* regardless of bacterial count

GPR: gram-positive rod

GNF-GNR: glucose non-fermenting gram-negative rod
CTM-HE: cefotiam hexetil
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Total
(eradication rate)*

1/1

21/21(100)

19/20(95.0)

19/19(100)

40/41(97.6)

29/32(90.6)

28/30(93.3)

ND

1/1

1/1
3/3

4/5

Table 8-4. Relation between MICs and bacteriological response

>100

2/2

1/1
3/3
6/6
2/3
6/7

100

1/1
1/1

50

1/1

1/1

25

2/2
1/1
2/2
2/2
2/2

12.5

1/1
11
1/1
2/2

1/1

6.25

1/1

1/1

Inoculum size: 10° CFU/ml

3.13

2/2
4/4
3/3
2/3
5/5
3/3

1.56

4/4
1/1
1/1
5/5
2/2
2/3

0.78

8/8
1/1
2/2
10/10
3/3
5/5

MIC (ug/ml)

0.39

3/3
4/4
2/2
4/4
5/5
2/2

0.2

2/2
2/2
2/2
2/2
2/2

0.1

1/1
0/1
3/3
2/2
0/1
3/3

0.05

2/2
1/1

Treatment

group

SY 5555-600
SY 5555-900

CTM-HE

SY 5555-600
SY 5555-900

CTM-HE

SY 5555-600

SY 5555-900
CTM-HE

Isolate

Subtotal

GNR | GNF-GNR

Total

* No. of strains eradicated/No. of strains isolated

GNR: gram-negative rod

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

CTM-HE: cefotiam hexetil

SY 5555-600 B¢, SY 5555-900 &, CTM-HE ¥
MEMSMMDOMARE (Tables7, 8) X%&X97.6%
(40/41), 90.6% (29/32), 93.3% (28/30) TH Y,
VPO BOMEEERL T, 7T LABEEOHAE
&4, 95.0% (19/20), 83.3% (10/12), 81.8%
(9/11), ¥ 77 LAMBOMEEIXEL, 100%
(21/21), 95.0% (19/20), 100% (19/19) THH,
FRIZBLTH B0%BLULDHAEERL T, b
SELELIMEANTE coli BDODTHhOBIIBLT
beEkHEL 7o,

(5) ¥E5HHEAE

5t BN 2B IfEM (Table9) & SY 5555-
600 B T3 32 Bich 16 61 (HiBSAM: 50.0%), SY 5555
-900 B TIX 25 Bk 7 B (HBRSAK: 28.0%), CTM-
HE 858 i3 24 Bk 14 ) (LLBISHAE: 58.3%) T,
SY 5555-900 BEiZ 33\ > T HBISAM 3{E D> - 7205 3 M
TOERERBO b1, HBEOELZARE,
Enterococcus faecalis 8 SY 5555-600 # & CTM-HE
BTEXIEK, TEIBL, P. aeruginosa 5 SY 5555
-600 B¥ic 58, SY 5555-900 B 2 #%k, CTM-HE ¥
Z2HkALNTI,

(6) FHEHE

ZRALHEOTON: 81 AlicH T 2 FHREHED
BZE (Table 10) i3, SY 5555-600 BT 65.6% (21/
32), SY 5555-900 BT 84% (21/25), CTM-HE #7T
75.0% (18/24) TH D, IHMcHEEERZBEY SN
o fohs, SY 5555-900 BEASh o L bEWERIES
~L7

5. Reh

Bt RAOBIEFRAORB%E (Tablell) X, SY 5555
-600BE T I W S5 ¥, SY 5555-900 B¢ T 2.6%
(1/38), CTM-HE#T5.7% (2/35) Th o1 &
noDNEIIR, SY5555-900 BEH L S ERER (BF
#), CTM-HE #»#2 ($%HK), 4 (&) T
Hot:, SY5555-900 BED 1 iz s £k U o3,
CTM-HE B0 2 i3 s h, W IFh ok bk
L7

BRAREBEBORELREFDORBE (Table12)
iX, SY 5555-600 BT 7.3% (3/41), SY 5555-900 &
T5.6% (2/36), CTM-HE#79.4% (3/32) T&
D, WFNLRIBEORBETH- 2, 2B, TOR
i3 GOT, GPT LR LAMMRAEOER L THY
BICERZLDORAShE 5Tz,

6. BiELLE

BIfEA % & VSRR EHERE R ERI ORBOHFKK
brJoE, FTHRESHEL BIELXLE (Tableld)
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Table 9. Organisms® appearing after treatment

Isolate

SY 5555-600

SY 5555-900 CTM-HE

Gram-
positive
bacteria

S. epidermidis
Streptococcus spp.
E. jaecalis

E. avium

2

1 2
1 3

subtotal

Moraxella sp.
C. freundii
K. axytoca

E. cloacae

S. marcescens
P. vulgalis

P. mirabilis
M. morganii
P. aeruginosa
P. cepacia

P. fluorescens
F. breve

A. baumannii
A. jaecalis

Gram-
negative
bacteria

—l o] = w

— N0 e
~N

Subtotal

10

YLO

Total

21

No. of patients in whom
strains appeared/
Total No of patients

16/32 (50.0)

7/25 (28.0) 14/24 (58.3)

Statistical analysis"

x’=4.939, p=0.085, df =2

* regardless of bacterial count
YLO: Yeast-like organism

D 2-test

CTM-HE: cefotiam hexetil

(2L, EREBCIBLDTIRLTHIEHESAL
£E B 13 SY 5555-600 B T 95.1% (39/41), SY 5555-
900 £ 94.7% (36/38), CTM-HE BT 91.4% (32/
35) THY, IHMCEEZRIZEDSh ol

7. BR%

BRSIRE X ULLU2HEL, FHBELSHEL
BEREBROBRAMY (Fig.4) wBL T, IHMICEER
ERFHONLZL I,

8. K5pIth% 3 HEDBABRKRIR

BEM% 3 HES L U7 HEOMHE KB SRS
Bo¥E (Fig.5) »TbhifEH X, SY 5555-600
B3 12 4), SY 5555-900 #2438 #, CTM-HE g8
5BIThHote Thd 3 HEDREERHRIR, &L
10/12 (83.3%), 7/8, 3/5, 7 HE»%10/12 (83.3%),

7/8, 4/5 TH > 1z,
II1I. * =

BOBAL-775LFDL7 2 AEILLCHERL
B, TELIEKSRERET 20EE L L THER
REDERCLHVONT VWS, LarLi¥s, @
REGEIRE TIIEEERERBRDE CHEBN X S
N3 Servatia |&, Enterobacter |&, Citrobacter B’z ¥
DWH W 3 FFEEBHME L Staphylococcus |&, En-
terococcus BR ¥ DY 5 LABHEIC b+ R EER
ERTREOL7 L83V RL, 77005 -BYEES
RIRFC A /N —F 28 1 BIRBO B-7 7 9 LE DAL
BLUEIE D EEFN T3, ZOLIBRETEBNLT
FLAAREIALRALEBHEET 5 SY 5555 i,
BEOROY 7 x ARICERT 2517 7 LARMEEN
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Table 10, Clinical efficacy judged by doctors in charge
Treatment Efficacy Statistical
group Excellent Good Fair Poor rate® (%) analysis”
SY 5555-600 11 (34.4) 10 (31.3) 8 (25.0) 3(9.4) 65.6 H=1.845
SY 5555-900 12 (48.0) 9 (36.0) 1 (4.0 3 (12.0) 84.0 p=0.398
CTM-HE 8 (33.3) 10 (41.7) 1(4.2) 5 (20.8) 75.0 df=2

* Excellent+Good/Total, ' Kruskal-Wallis test
CTM-HE: cefotiam hexetil

Table 11, Side effects

- . | Relation ﬂol «J
Case| Age |o rom| DWOF | Davof | o/ iy, [Administration © . | Sy ss5-600 SY 5555-900f CTM-HE
no. Sex appearance |resolution of the drug
drug
6-4 % Rash 4th day | 9th day |moderate| continued definite 1
Female
4 .
21-2 2 Vomiting | 7th day | 7th day mild continued possible 1
Female
38-1 71 Itcmrfg 2nd day | 14th day | moderate | discontinued | possible
Male | generalized
No. of patients with side effects 0/41 1/38 2/35
No. of patients evaluated for side effects (2.6) (5.7
CTM-HE: cefotiam hexetil
Table 12. Abnormal findings in laboratory tests
Abnormal finding SY 5555-600 SY 5555-900 CTM-HE
Baso t 1 1
Neut 1, Lympho |, Mono |, T-Bill t 1
Lympho | 1
GOT1t,GPT1 1
GPT1? . 1
LDHt 1
Urinary sugar 1 1
No. of patients with abnormal laboratory findings
No. of patients analyzed for laboratory findings /41 1.3 2/% (5.6) 3/32 (9.4)
CTM-HE: cefotiam hexetil
Table 13. Overall safety rate
Treatment group Safe Nearly safe Shg'ht problem Not safe Safety rate* Statistical
with safety (%) analysis"”
SY 5555-600 39 2 95.1 H=0.557
SY 5555-900 36 1 1 94.7 p=0.757
CTM-HE 32 1 2 91.4 df=2

* Safe/Total, "Kruskal-Wallis test
CTM-HE: cefotiam hexetil
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wr e
g
o sof
3 -e--: SY 5555-600
3 —— . SY 5555-900
E =+=: CTM-HE
(5]

100~90 89~80 79~70 69~60 59~50 49~40 39~30 29~20 19~10 910

Treatment Score Tota] [Statistica
group  iog~90f 89~80 | 79~70 69~60{59~50 49~ 40 | 39~30{ 29~20 [ 19~10{ 9~0 analyeis
s 5556600 | ! o o)ty [ 2 [ 6 [0 Lo | on | ° o] ®
sy ssss | ol oo looa | am | | | e |aw] ] " | ® E:_if::
cMHE | of o Ll mo || o | wo | * | ° W 6o B

CTM-HE: cefotiam hexetil
" Kruskal-Wallis test

Fig. 4. Usefulness evaluated by doctors in charge.

Treatment | Treatment Overall clinical efficacy Efficacy rate
mow | duaion e Wi [ Foor >
3days RS/ /IIINFIIIA 2 | 1012(83.3)
SY 5555-600 S
Tdays  OCCKLKORXSRAY/ /11 /[ /SN 2 10/12(83.3)

I Rl A
Tdays LTI | e
o |2 BRI z 5
7days 3 1 4/5

CTM-HE: cefotiam hexetil

Fig.5. Comparative overall clinical efficacy at days 3 and 7.

iz, BRE*S07 7 ABMEIH L THHEVLHT
BEEERT L2 E LIEATH S,

SY 5555 M 200 mg B X £ 300 mg * REKE L iz
BAEOBRENTREIRERIV2HEEHCAS K,
FhZh2.028L04.25ug/mlTHY, MPBRE
D¥FPIzThd | EBETHS., 27, RER
4B CORBMRPEINE 3K 7% T, 2~4 K¥fd
DRBWEE IR L34 BX U 60 ug/ml, 4~6 RFRITIE
BRIOBLUL23ug/ml LENTWVEY, ThoD
B S, FFSREBEECH L THIRHRES
Zizdicid, 1B 3ERESLELEZ SN D,

IhotkNBIERREE X, AF - BRBREEROE
BEAERRE 2 X R & U TR S 0BRSS 114
HER T2, BWHEMEREERBRIE N L TEAAIX 1 B 600
mg#38LU1HI0OmME B 3I/E EPOICKRE S
hico ZEORFHEMENE L, At ERPEE
DBV 7o DM IR BEERE 1o 3 3 R R R 3]
ant-H, UTIXEC L 2REBEERDR (EYXR)
BELZHI50%, W% THD, HEITREERTH-
720

UEDRKR 2R 2, HHEMERBEREEICNT 3
SY 5555 DEEKFAR 28T 2 BT, HNERE, i
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BARY P UOILLERMALIL 7 CTM-HE % X /A%

T ARMNBERERE L,

BEHEMI UTI R 3R D, BRMEN—F
- arBBARSERREAT, THMERE
L2, [HB5skbEe ] & 2HEHF 26
i, BOXROHEHROKEEV LT EIRL
SRFMLBLIERTHY, SHLSHME7AM
EFTBRILRMKODLIILEHALNT,

RAMKRSE (B%=E) 13 SY 5555-600 3% 87.5%,
SY 5555-900 B¢ 88.0%, CTM-HE# 75.0% T& b,
SEMcERZRED ST, SY5555 D 2 AREIX
RBEOEYWETH o, LoLids, EUFlic
WTHDE, SY 5555-900 Bz 44.0% & SY 5555-600
BE31.3% I ENT VT2,

B5hM% 3 HE OBEKRRICOWTIK, WIhD
BLOMPIOBRMTH - 1o08, 7TEHEOHEKR L
BL, FROBRTH- 2,

MRICHT 2MBICBLTERLERNOHS I,
SY 5555-900 ¥ Th o L bEL, ThESS5ICERL
LHERGHLUI-BERL LTHET 5 & SY 5555-
600 B£1x 75.0% (24/32), SY 5555-900 #%i380.0%
(20/25), CTM-HE B#4262.5% (15/24) T#%Y, SY
5555-900 ¥R R EH R L Jz, MIERICH T 5%
Rz20TiR, BELCES OHE X SY 5555-900 B
Tbo L bEWAETH 2, BRXRERA L ID -k
ETH B L SY5555-600 B »296.9%, SY 5555-900
P¥5392.0%, CTM-HE B#4595.8% L 2 1, 3BMIT
RIFEOHETH > 7co LR IEERMED 5 SY 5555
2 ARBEOBKRYRIZZAZOLOLE X S,
NEETH2 CTM-HEcEZ L bH5hmbD LW
X 3%, 5EHB s CTM-HE gk #% ix, cefaclor
(CCL) %#xiBFEL L TEMI L —ETEREER
B CBUABEHEN.2%LIZIZRA%ETHY, CTM
-HE 0—#9 BEERSHR % KB L Tz,

FHEERMSR BT 2EHMERCEAL T, SY
5555-600 & 3 65.6%, SY 5555-900 Bf 23 84.0%,
CTM-HE B2 75.0%T& D, 3HMICEEREZRIED
shznbDn, UTIERC L 2BEERMR LA
BRIZ, SY5555-900 Bfic b o L bEWERER 2D
720

MEZHHMETIE, WThOBS 0%%*82 25
WHAXEBRB O, MICAREWHEE L OME
(Table8) % & T & MIC #812.5 ug/ml LA kD& ¥
LbERICIKBBINTEY, SEORNEED S 1T
BREHIZBF 5 MIC O break point iZBAREIC 1372
5o Iz, E. faecalis 1z %t U T i3 SY 5555-600 ¥

#87/7, SY 5555-900 B¢26/7 DHEEETRL, in
vitro D MIC DRIFZRMERBRT 5D LB 5N
720

KEHHBAE L, 75 LMHEEH SY 5555-600 B
68, SY 5555-900 B¢ T 2#, CTM-HE T 12,
75 LRMEENERI0 8%, TH BRI, &
DRERIZSY 5555 187 5 LB ICH W TE N %5
FTILEARBTAILDLEEIONT:, BREGTBED
HEETIE, SY 5555-600 B2 50.0%, SY 5555-900
B 5328.0%, CTM-HE B¢ $858.3% & SY 5555-900
Hubo L bEVHAEERL T,

BIYE R 12, SY 5555-600 T A & h ¥, SY 5555-
9002 T14, CTM-HEB T2HicBY s h i,
FTRTDEFICOOTRER T RERDOH P %
PR LB, IRMOBKREMRKEMOREE
LREIFTHY, »PO2FORFCHCHBELS DI
Blpote, TOI L&D SY5555 DELHEERD
BOv7 LK ERFETHS LYMENT,

PlE, SEIORMEL D UTI XMiIC X 2 85BKY
ROBHETIISYS555 02 ARMTER L h o1
2, EUE, f5HHAEOHRES X UEHREAE
DEYHEICBVT, 900mg 2 IBSHLEBTED,
hOREMODE TR NoHARMcZRBDShk
Mo, TOZ ki, CTM-HE kR T 4B
DRVERBBONZ s, BMIERBEELIFC
3 5SYS555 0EMAREL T, 1HY0Omg 73
BRYUTHILERTISNT,

X [
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A dose-finding comparative study of SY 5555 for complicated
urinary tract infections

Soichi Arakawa and Sadao Kamidono
Department of Urology, Kobe University School of Medicine, 7-5-1,
Kusunoki-cho, Chuo-ku, Kobe 650, Japan

Yoshito Ban and Yukimichi Kawada
Department of Urology, Gifu University School of Medicine

Hiromi Kumon and Hiroyuki Ohmori
Department of Urology, Okayama University, Medical School

Tetsuro Matsumoto and Joichi Kumazawa
Department of Urology, Faculty of Medicine, Kyushu University

Nobumasa Kataoka
School of Allied Medical Sciences, Kobe University

Nobuya Ogawa
Department of Pharmacology, Ehime University, School of Medicine

We performed a dose-finding study on SY 5555, a new oral penem, in the treatment of complicated
urinary tract infection (UTI) without indwelling catheter by comparing it with cefotiam hexetil
(CTM-HE) as a control drug. Patients with infection caused by Pseudomonas aeruginosa or yeast-
like organisms were excluded from the study. SY 5555 was orally administered at a daily dose of 600
mg and 900 mg, and CTM-HE was orally administered at a daily dose of 600 mg, for 7 days. The
clinical effectiveness rates evaluated according to the criteria of the Japanese UTI Committee were
87.5% (28/32) in the SY 5555 600 mg group, 88.0% (22/25) in the SY 5555 900 mg group and 75.0%
(18/24) in the CTM-HE gruop. There were no significant differences between the three gruops.
However, the rates of patients evaluated as excellent were highest in the SY 5555 900 mg group (44.0
%) , followed by the SY 5555 600 mg (31.3%) and CTM-HE group (29.2%) . The rates for clinical
effectiveness evaluated by the doctors in charge were 65.6% (21/32) in the SY 5555 600 mg group,
84.0% (21/25) in the SY 5555 900 mg group and 75.0% (18/24) in the CTM-HE group. There were
no significant differences between the three groups. As for bacteriological response, the eradication
rates were 97.6% (40/41) in the SY 5555 600 gruop, 90.6% (29/32) in the SY 5555 900 mg group and
93.3% (28/30) in the CTM-HE group. There were no significant differences between the three
groups. The incidence of side effects was 0% (0/41) in the SY 5555 600 mg group, 2.6% (1/38) in the
SY 5555 900 mg gruop and 5.7% (2/35) in the CTM-HE group. The incidence of abnormal labora-
tory findings was 7.3% (3/41) in the SY 5555 600 mg group, 5.6% (2/36) in the SY 5555 900 mg group
and 9.4% (3/32) in the CTM-HE group. Our results showed that the SY 5555 900 mg group was
slightly superior to other groups in the rates of patients evaluated as excellent according to the
criteria of the Japanese UTI Committee and clinical effectiveness evaluated the doctors in charge.
There was, however, no difference in safety. We concluded that 900 mg per day was the optimal
dose of SY 5555 for the treatment of complicated UTI.



