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21%kI2 DT, MIC2000system (54 +7 » 74t) %
Huwirz:zo74 3 fmRdEc CRAOVEERLBE
(MIC) ##ilsE L 722,

* T 903-01 {8 L va JRHT LI 207



DR BSREYAE |2 X B~k 4RI TS Y 555500 KRR - BREREMRAT

VOL. 42 S-1 407
Table 1. Comparative in vitro activity of SY5555 and other antibiotics
Organism (No. of strains) Drug 50% I\E:[OI;) (ug/mb Range
SY5555 0.063 0.125 0.063~0.5
CCL 2 4 0.063~8
Methicillin-susceptible | CTM 1 1 0.5~2
S. aureus (24) CFIX 16 16 8~16
CFTM 2 2 0.5~4
IPM/CS =0.031 =0.031 =0.031~0.063
SY5555 >64 >64 8~>64
CCL >64 >64 >64
Methicillin-resistant CTM >64 >64 64~ >64
S. aureus (23) CFIX >64 >64 8~>64
CFTM >64 >64 4~>64
IPM/CS >64 >64 >64
SY5555 =0.016 0.25 <0.016~0.25
CCL 0.5 >32 0.125~>32
Gram- X CTM 0.063 2 <0.016~2
. S. pneumoniae (23) .
positive CFIX 0.125 16 0.031~16
organisms CFTM <0.016 1 <0.016~1
IPM/CS <0.016 0.25 <0.016~0.25
SY5555 0.031 0.063 =0.016~0.125
CCL 0.5 4 0.125~4
. CTM 0.25 0.5 0.031~0.5
S. milleri group (21) .
CFIX 0.5 4 0.063~4
CFTM 0.031 0.125 =0.016~0.125
IPM/CS <0.016 0.031 =0.016~0.063
SY5555 0.5 1 0.25~2
CCL 32 32 16~64
E. faecalis (29) CT™ o4 >6 32~ >64
CFIX >64 >64 64~ >64
CFTM 64 >64 4~>64
IPM/CS 0.5 1 0.25~2
*ERE & L T3 cefaclor (CCL), cefotiam(CTM), 2) EBRE

cefixime (CFIX), cefteram (CFTM) & & f
imipenem/cilastatin (IPM/CS) # /L 7z, {# 5z
I —RxHE A & L TIZCSMHB (cation-supplement-
ed Mueller-Hinton Broth : Mueller-Hinton broth 1
1+Mg?*5ug/1+Ca?*50ug/l) # Hv 72, £ 72, S. pneu-
moniaelZ 2>\ TIZCSMHB+3%LHB (lysed horse
blood) #, H. influenzae !> > \» T |3, CSMHB +
NADH ( nicotinamide adenine dinucleotide; 10
pg/ml) ZERAL 72, BEIDEHMEHBERYIZ32ug
/mlZF 721264ug/ml% BEBRE & L TEEHRIC L
D125 2 ER L, BEREERIXH influenzae ) A10*
CFU/well & L, iz 3 ~XT10°CFU/wellicZc 3 & 5
2R L TT- 72,

&8 FE 1 X9 B SY5555 &l E & o) MIC o
range, MIC;,, MICq, % Table 1 {Z7/RL 72,

MSSA iz # 3 % SY5555 ¢ MIC i30.063~0.5ug/
ml Z2/RL, IPM/CSICKSCHBENT, 7= 28& 0
WL 2R L 72, MRSA I2xt 9 % SY5555
MIC 38~ >64xpg/ml & Hiod sk EHI FEREERRAYIC A
MAME N 2RI Lh - 72, S. pneumoniae 12313 %
SY5555 » MIC i3<0.016~0.25ug/ml ;R L, IPM/
CSrEryictBd DEMENERL 2. S. milleri
group IZ %3 5 SY5555 ? MIC,i30.063¢g/ml T,
IPM/CS IR CHBENT, €7 = 281 & D ECHES
%~ L 72, E. faecalis \= ¥+ ¥ % SY5555 o MIC (%
0.25~2ug/ml TIPM/CS & & b izl & 0 v
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Table 1. (Continued)
o ism (No. of strains) D MIC (ug/ml)
. rain
rganism (No. of strains rug 50% 90% Range
SY5555 0.25 0.5 0.25~1
CCL 1 2 0.25~4
i CTM 0.125 0.25 0.063~0.25
E. coli (18)
CFIX 0.125 0.5 <0.031~0.5
CFTM 0.063 0.125 0.063~0.125
IPM/CS 0.125 0.25 0.125~0.25
SY5555 0.25 2 0.25~4
CCL 0.5 2 0.5~ <64
. CTM 0.25 2 0.125~ >64
K. pneumoniae (20)
CFIX 0.063 1 <0.031~>64
CFTM 0.125 1 0.063~64
IPM/CS 0.25 0.5 0.125~1
SY5555 1 4 0.25~8
CCL >64 >64 0.5~>64
CT™M 16 > 64 0.125~>64
E. cloacae (17)
CFIX 8 >64 0.25~>64
CFTM 1 > 64 0.063~ > 64
IPM/CS 0.25 0.5 0.125~0.5
SY5555 8 32 0.5~ >64
CCL >64 >64 0.5~>64
CTM 32 >64 0.25~>64
S. marcescens (22)
CFIX 0.5 8 0.063~ >64
CFTM 16 64 0.125~ >64
Gram- IPM/CS 0.25 0.5 0.125~>64
negative SY5555 >64 >64 16~ >64
organisms CCL > 64 >64 >64
X CTM >64 >64 >64
P. aeruginosa (20)
CFIX >64 >64 32~>64
CFTM 64 >64 16~ >64
IPM/CS 2 16 1~32
SY5555 4 8 2~16
CCL 64 >64 2~>64
. CTM 64 >64 16~ >64
A. calcoaceticus (24)
CFIX 8 > 64 0.5~>64
CFTM 16 > 64 4~>64
IPM/CS 0.125 0.5 0.063~0.5
SY5555 0.25 0.5 0.063~0.5
CCL 2 4 0.5~4
CTM 0.25 1 0.25~4
H. influenzae (18) .
CFIX <0.016 0.031 <0.016~0.063
CFTM <0.016 <0.016 <0.016
IPM/CS 1 2 0.25~2
SY5555 0.125 0.25 =0.031~0.5
CCL 1 4 0.063~8
. CTM 1 1 0.5~2
M.(B.) catarrhalis (21)
CFIX 0.25 0.25 <0.031~0.25
CFTM 0.5 0.5 <0.031~1
IPM/CS =0.031 0.125 <0.031~0.125
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Table 2. Clinical and bacteriological effect of SY5555
Initial D Sid
) A Clinical | 0% _ BT | WBC Chest e
No. |Age Sex| . . (days) Bacteriology . CRP |Sputum Effect | effect
diagnosis (C) | (/mm?) X-ray
W.t Total remarks
™™ 200mg X 3| P. aeruginosa (10%) 37.5 | 11,400 | 5.60 ()
1 57y, F |pneumonia (6) l ) | ! | |No change] Good (=)
54.6kg 3.8g P. aeruginosa (107) 36.4 | 4,300 | 1.06 (4)
YK 200mg < 3 N.F. 38.8 | 9,600 7.62 (4#)
2 30y, M |pneumonia| (14) | ! 1 ! | Improved |Excellent| (—)
45.0kg 8.2g (=) 36.6 5,200 | 0.44 (=)
N.Y . 150mg X 3 N.F. 38.0 7,200 (+) (#)
chronic
3 68y, M . 7 ! ! 1) ! ! N.P. Good (=)
bronchitis
50.5kg 3.15g N.F. 36.8 4,100 (=) (+)
S.N . 150mg X 3 N.F 37.2 | 13,500 | 5.51 (4#)
chronic
4 72y, M . (7 i ! i 1) 1 N.P. Good (=)
bronchitis
52.0kg 3.15¢ N.F. 36.4 9,400 0.22 (+)
AH 200mg X 3 S. pne 7 37.4 | 3,500 [ 3.10 #+
5 | sy, F | Chronic (T; pnmimonm ! ! ! (1> No ch Good |2OTT
, o change| Goo
Y bronchitis ang GPT 1
42.0kg 8.8¢ N.F. 36.5 | 4,500 | 0.55 (+)
u.T 200mg X 3 N.F. 37.4 7,800 3.70 (4)
6 70y, M |pneumonia| (12) i ! | ! ! Improved| Good |[GPT 1
54.3kg 7.2¢g (=) 36.6 | 4,700 0.06 (=)
S.Z hroni 300mg X 3|M (B) . catarrhalis (+)| 37.8 |10,300| 13.9 (4)
chronic
7 79y, M . (19) | | ! ! ! N.P. Good (=)
bronchitis
41.0kg 17.4g NF. 36.4 | 11,100 4.0 (=)
™M ¢ 200mg x 3| H. influenzae () 38.9 |10,300| 2.1 (#)
acute
8 22y, M . 7 | ! 1 | 1) N.P. Good (=)
bronchitis |, .
66.0kg 4.2g H. influenzae (#) 36.8 | 5,900 0.3 (+)
ZM 200mg x 3 N.F. 36.3 | 8,100 0.1 (+)
acute .
9 29y, M . (7 | | ! ! i N.P. Fair (=)
bronchitis
68.0kg 4.2¢ (—) 36.3 3,700 0.0 (=)
K.H 200mg X 3 N.F. 36.5 | 3,500 1.1 (+)
. acute .
10 50y, F . C7 ) ! | ! | N.P. Good (=)
bronchitis
53.0kg 4.2g N.T. 36.5 | 5,200 0.1 (+)
UuT 200mg X 3| H. influenzae (#) 36.8 |10,100| 2.0 (+)
11 63y, F |pneumonia| ( 7) ! | | ! ! Improved| Good (=)
48.0kg 4.2¢g N.F. 36.2 7,100 0.5 (+)
K.H 200mg x 3 N.F. 37.3 | 8,100 0.1 (+)
acute
12 30y, F . 7 ! i ! | 1) N.P. Good (=)
bronchitis
59.0kg 4.2g N.F. 37.2 7,500 0.2 (=)

WhamL7, E coli 1283 % SY5555 @ MIC (2
0.25~1ug/ml & CCL # B { fion43K# £ 1) Ro%045 -
T 729, MICso & MICyold Z 1L #F410.25, 0.5ug/ml
TERRHNC AR h &3 L 720 K. pneumoniae |2
x4 % SY5555 @ MICso & MICyold # 1L #410.25, 2
ug/mle, IPM/CSEN %L DL 7 = 2K &1
IEELMEANEZRL2H, 7 2 28128 D720
THIE, AERNCIZED L h - 72, E. cloacael= 313 3

SY5555 7 MIC 120.25~8ug/ml & IPM/CS iZ Kk ¢
PENT, 27208 E0BWHEHERL 7, S
marcescens \Zxt3 % MIC 12 IPM/CS, CFIX, SY5555
DUET B 5%, AHID MICool332ug/ml & 53 HH H
TH - 72, P. aeruginosa |2 %L Tix, IPM/CS % Bw»
REHDOTXTHOEMEHEN LR hh o2, A
calcoaceticus \Z ¥t 3 % L 1713 IPM/CS 12 k> T
57% MICyol38ug/ml THh - 72, H. influenzae 1=+
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Table 3-1. Clinical laboratory findings of SY5555
Differential count of WBC
RBC Hb. Ht. WBC - PLT
No. |(x10/mm3| (g/dD (%) (% 10/mm) Baso. Eosino. Neutro. Lympho. Mono. X 10/
(%) (%) (%) (%) (%)
B A B A B A B A B A B A B A B A B A B A
1 477 | 437 |13.9]12.6|41.5{38.3| 114 | 43| 0 0 1 5 93 | 53 5 | 37 1 5 |38.5]41.9
2 464 | 508 [13.8{14.8/40.9(44.5| 96 | 52| 1 0 2 4 75 | 47 18 | 45 4 4 |23.2145.2
3 472 | 471 |11.7|11.6(36.4|36.3| 72 | 41 1 0 3 3 74 | 59 | 13 | 32 9 6 |37.5/41.1
4 440 | 428 [15.1|14.644.6[43.5/135| 94| O 0 0 0 75 | 63 | 23 | 32 2 5 122.9127.9
5 390 | 412 [11.1|11.7|33.2{35.1| 35| 45| O 0 2 8 55 | 52 | 36 | 32 7 8 130.2130.6
6 365 | 375 |11.2111.5(33.8(34.7| 78 | 47 [N-T.| 0 |N.T.| 1 |NT.| 62 {N.T.| 32 |[NT.| 5 [22.0/22.7
7 456 | 457 [13.813.7(43.5[42.8| 103 | 111 | 0 0 4 7 78 | 80 | 12 8 6 5 119.7(25.0
8 523 | 523 {15.5{15.1{45.5(45.5/ 103 | 59 | 0 0 1 3 81 | 56 | 18 | 35 0 6 (24.9/36.2
9 569 | 569 [17.5|17.6|51.7(52.2| 81| 37| 0 1 2 3 48 | 49 | 47 | 39 3 8 [25.0/18.8
10 479 | 468 |13.7(13.441.4[40.0| 35| 52| 3 0 0 2 42 | 48 | 41 | 41 14 9 123.7/23.6
11 415 | 431 [12.5]13.1(38.1(39.3[ 101 | 71| O 0 2 0 69 | 71 | 24 | 25 5 4 [27.1)132.1
12 463 | 448 [13.2113.3(42.2(40.3| 81| 75| 1 2 1 0 70 | 55 | 24 | 40 4 3 145.1/37.1
N.T. : not tested
Table 3-2. Clinical laboratory findings of SY5555
GOT GPT ALP D-Bil T-Bil BUN Creat. Na Cl
No. (10) (10) (10) (mg/dl) (mg/dl) (mg/dl) (mg/dl) (mEq/l) | (mEq/l) | (mEq/D
B A B A B A B A B A B A B A B A B A B A
1 14 | 12 | 10 8 | 227 | 205 [N.-T.[N.T.| 0.6 |[N.T.| 7 5 10.78[0.82| 136 | 142 | 4.3 | 4.4 | 95| 105
2 INT.| 26 [N.T.| 33 [N.T.| 168 |[N.-T.|N.T.|N.T.| 0.5 [N.T.| 12 [N.T.|0.88 | N.T.| 141 |[N.T.| 4.5 |N.T.| 98
3 32 | 24 | 22 | 14 | 187|185 [N T.| 0.1 ]0.4 0.4 19 | 17 |[1.04|1.12| 141 | 140 | 4.1 | 4.4 | 106 | 106
4 42 32 24 29 | 178 | 180 | 0.2 0.1 1.0 [ 0.5| 16 10 |1.02(0.96] 139 | 143 | 4.9 | 4.3 | 100 | 106
5 19 | 41 | 15 | 48 | 154 | 213 |[N.T.[N.T.| 0.3 | 0.4 | 9 14 [1.39|1.47| 142 | 138 | 4.0 | 4.1 | 107 | 102
6 22 | 35 | 26 | 65 | 237 | 185 [N.T.|N.T.| 0.5 |[N.T.| 27 | 21 |1.00|1.05| 138 | 138 | 4.3 | 4.6 | 105 | 104
7 9 | 17 1| 11 | 124|138 |[N.T.|N.T.| 0.5] 0.4 [10.9/13.8/0.7 [0.9 | 133 | 133 | 4.3 | 4.6 | 98 | 94
8 21 | 18 | 12 | 15 | 120 | 115 |N.T.|{N.T.| 0.3 | 0.3 |12.2|11.7|N.T.|1.0 | 139 | 141 | 4.9 | 4.7 | 105 | 108
9 36 | 37 | 47 | 60 83| 8 |N.T.IN.T.| 0.7 0.7 {11.3{12.5/0.9 1.0 | 139 | 140 | 4.1 | 3.6 | 108 | 109
10 39 | 24 | 44 | 42 | 364 | 327 [N.-T.{N.T.| 0.1 | 0.2 |17.8[18.4|0.9 |0.9 | 139 | 138 | 3.7 | 3.7 | 110 | 108
11 17 | 28 | 13| 14 | 168 | 163 [N.-T.|N.T.| 0.4 | 0.3 [14.6[15.5[0.8 [0.7 | 141 | 138 | 3.5 | 4.4 | 107 | 106
12 16|19 | 38| 27 | 165|153 |[N.T.[N.T.| 0.3 | 0.2 | 6.8| 8.4{0.7 0.6 | 140 | 138 | 4.3 | 3.8 | 106 | 109

N.T. : not tested

4 5 SY5555 HMICI20.063~0.5¢g/mi & CFTM,
CFIXIZk W Toa\ B 51 27 L 720 M. (B.) catarrhalis
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0.25ug/mlTIPM/CSIZ R\ THBWHE 2R L 72,
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L7z, @fRE9C AT SY5555 13757 > 2B 72 HT
N1 %RLTB, P. aeruginosa, MRSA, S. marcescens
DS 0k 25 B DR L E I3 L TSR
PEFTE L LB b,

126 IR 23 AE B 1 SY5555 # 1 [6]1150~ 300
mg, 1H3EEOHREL, ZOBEKMELRETL 2 &
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Basic and clinical studies of SY5555 in respiratory infections

Hiroshi Fukuhara, Jun Inadome, Tomokazu Kakazu, Hiroaki Nakamura,
Hiroshi Kaneshima, Yuei Irabu and Atsushi Saito

First Department of Internal Medicine, School of Medicine, University of the Ryukyus

Nobuchika Kusano, Isamu Nakasone, Fusako Hurugen,

Shinko Taira and Seitetsu Hokama
Central Clinical Laboratory, University of the Ryukyus
Katsuyoshi Shimoji, Hajime Ohshiro and Hiroshi Yogi
Department of Internal Medicine, Yonabaru Central Hospital

We performed a basic evaluation of SY5555, a newly developed oral penem antibiotic, and clinically
studied its application in the treatment of respiratory infections, with the following results.

1. Antibacterial activity

The minimum inhibitory concentrations (MICs) of SY5555 against 280 strains of 12 species isolated from
clinical material were measured and compared with those of the oral cephalosporins, cefaclor, cefotiam,
cefixime and cefteram and the carbapenem, imipenem/cilastatin. SY5555 was more potent than the four
cephalosporins against methicillin-susceptible Staphylococcus aureus, Streptococcus pneumoniae, Streptococcus
milleri group, Enterococcus faecalis, Entervobacter cloacae, Acinetobacter calcoaceticus and
Movaxella(Branhamella) catarrhalis, and was more active than cefotiam except against Escherichia coli. But
SY5555 was less potent active than imipenem/cilastatin except against S. pneumoniae, E. faecalis and
Haemophilus influenzae, and was not active against Pseudomonas aeruginosa, Serratia marcescens and
methicillin-resistant S. aureus.

2. Clinical efficacy

SY5555 was given to 4 patients with pneumonia, 4 with chronic bronchitis and 4 with acute bronchitis,
orally at 150~300 mg three times daily for 6~19 days. The clinical response was excellent in 1, good in 10
and fair in 1. No side effects were observed, but clinical laboratory tests showed slight elevation of GOT and
GPT in one patient and slight elevation of GPT in another.

From the above results, we consider SY5555 to be an useful antibiotic for the treatment of bacterial
respiratory infections.



