316

CHEMOTHERAPY

APR. 1994

SY5555@ E%Bg . ﬁu‘“‘uﬁ\:ﬂg*ﬁéj‘

wEERILT - M- BH 8
HRAR BB S A R S A
¥ Wz - EwA B WA OER R T - He T
IR EHIET L L X — IR R
FEfs 8- BRI K- ME ORE
FRERE NBEHE > 7 — R R

PO 2RBEF SY55550) in vitro pharmacokinetic system # iV 7-#E 1 &
BRSO RBEHE I T 2 ERIREIE A2 RET L, UTORR %152,

1. In vitro pharmacokinetic system % F\» T SY5555 200mg, 300mg, cefotiam hexetil
(CTM-HE) 200mg & X 1~ cefaclor (CCL) 250mg O & EH D MNARBENIKNEIEES > 3 2L —

b &, Staphylococcus aureus 209P JC1, Streptococcus pneumoniae 11D553, Escherichia coli
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aerogenes ~HWARMA L 72, BIWERIZZ S SN - 72, BRREMBEREIZ OV T2 16z GOT
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tem W22 T 2L — 3 CERL L NS NEMEE
FEYFE 2 N & L 2BERBRET 24T > 2D T, DB
BEMET S,

I & - K&

1. In vitro pharmacokinetic system % i\ 728

at

In vitro pharmacokinetic system?#% T,

SY5555, cefotiam hexetil (CTM-HE) & & Uf cefaclor
(CCL) # &2 1 HRE I BT 2 BHDIKNE)
BEI2S 2L — b X (Fig. 1~4), ZEFH9IC1285M F
THEREEZ RE L 72, SY5555(2200mg, 300mg, CTM
-HE (3200mg # X t* CCL 13250mglElfRAH € 7L T
a7z,

HHBEMIZ 7 7 LM & L TStaphylococcus aur-
eus 209P JC1, Streptococcus pneumoniae 11D553,
77 LBEEH & L T Escherichia coli NIH]J JC2,
Haemophilus influenzae 11D984 4 HfE % v 72, =
no WY R/ REEHILEBE (MIC) 12, BA
bR Bt g (ERERARSE) O TRlIEL, %
NLZ 4 SY5555Ti3=0.05 =0.05, 0.39, 0.1xg/ml,
CTM Ti30.1, 0.1, 0.2, 0.78xg/ml, CCL T(20.39,
0.78, 3.13, 6.25ug/ml TH - 72,

*T 108 HRHERAEE4-6-1
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Fig. 1. Antibacterial effect of SY5555, cefotiam and cefaclor on

Staphylococcus aureus 209P JC1 analysed by the in vitro
pharmacokinetic system.
Horizontal lines in the lower panel indicate the minimum

inhibitory concentrations of the tested antibiotics.
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Fig. 2. Antibacterial effect of SY5555, cefotiam and cefaclor on
Streptococcus pneumoniae 11D553 analysed by the i vitro
pharmacokinetic system.

Horizontal lines in the lower panel indicate the minimum
inhibitory concentrations of the tested antibiotics.
(Fig. 1), 51205 T8 .8~ L 72, SY5555 200mg, CTM &

(2) S. pneumoniae

S. pneumoniae DR EIE, 23 Pr—NicBWT
I3 EERBAERED 5 120 T6.02 5 7.0l L 72,
SY555512 3 V> Ti2200mg TL0BFE1LIB%E, 300mg T 5
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Fig. 3. Antibacterial effect of SY5555, cefotiam and cefaclor on
Escherichia coli NTHJ JC-2 analysed by the in vitro

pharmacokinetic system.

Horizontal lines in the lower panel indicate the minimum

inhibitory concentrations of the tested antibiotics.
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AR DEEPBG T 5 & £2 5N 5EWERIZED S
N7%h -7z, Table 212" L 72 & 9512, BIRRERE T
IMEMREL %D 1ERFI(No.12) I\ T, GOT(29
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H. influenzae|= 35 \» T3 SY5555 0 MICHE 12 5 4 15
<, 200mg TIZHRIELFEH Sz DD, 300mg T
IFEBRR TR THEZIHEIL TH Y, MEICHE 25K
#TH-72(Fig. 4), LI L, in vitro pharmacokinetic
system iz & V), SY555513 77 LM E TH B S. aur-
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Fig. 4. Antibacterial effect of SY5555, cefotiam and cefaclor on

Haemophilus influenzae 11D984 analysed by the in vitro
pharmacokinetic system.
Horizontal lines in the lower panel indicate the minimum

inhibitory concentrations of the tested antibiotics.
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Table 2. Laboratory findings before and after treatment with SY5555
Case RBC Hb Pit. WBC Eo | GOT | GPT | ALP | T-Bil | LDH | BUN | Cr
No. (X 104/mm?)| (g/dl) fxl()‘/mm“)} (/mm?) / (%) / (1U/D | aQu/v | U/ |(mg/dD) | (IU/D | (mg/dD | (mg/dD)
B 394 ’ 12.9 32.6 J 9,100 [ 5.4 17 19 197 | 0.81 38 | 9.6 | 0.8
A 426 14.3 34.7 10,200 | 7.5 22 21 192 0.79 402 | 12.7 | 0.7
) B) 400 ' 12.9 I 28.2 1 9,700 ‘ 0.0 / 57 ) 72 ! 92 ‘ 0.56 ’ 1,420‘ 24.2 I 0.9
Al 4 13.3 31.1 12,500 | 0.0 72 85 107 | 0.78 | 1,743 | 23.9 1.0
, B| 42 3.4 I 25.7 9,700 | 2.2 ! 13 15 145 | 0.69 27 [ 93 | 0.6
° Af 452 14.0 31.1 9,400 | 0.5 14 16 118 0.51 257 | 12.2 | 0.9
B 453 13.5 13.2 6.000 | 0.0 16 11 151 1.00 183 | 27.0 0.8
A 432 12.9 21.8 4,400 | 0.0 19 13 122 0.50 228 | 20,0 | 0.7
B 393 11.6 18.7 4,300 | 2.0 28 17 150 050 | NT | 17.0 | 0.9
7oA 400 11.9 29.0 6.000 | 2.7 16 11 160 NT NT | 16.0 1.0
;B 509 14.3 30.6 10,600 | 5.7 76 175 255 | 0.46 750 | 14.2 0.9
A 553 15.7 50.4 7,600 | 0.5 45 147 261 0.38 494 | 236 | 0.9
B 294 5.8 43.4 9.800 | 0.5 12 8 130 | 0.51 228 | 13.3 0.8
"A 284 8.8 42.3 8,200 1.5 11 7 128 0.36 224 6.8 0.7
g B 424 13.3 25.6 6,800 | 1.5 17 15 222 0.57 391 7.2 0.8
A 440 13.8 2.7 5,600 | 0.0 20 16 212 0.54 392 7.0 | 0.7
, B 568 17.2 27.9 15,700 | 2.0 18 22 133 1.81 339 | 12.3 0.9
A NT NT NT NT NT NT NT NT NT NT NT NT
o B 488 14.2 43.8 10,700 1.0 12 7 109 | 0.60 276 | 10.4 0.7
A 491 14.3 48.4 8,700 | 3.7 10 6 109 0.56 270 | 10.9 0.7
LB 381 10.8 51.2 5,000 | 3.0 12 8 46 | 0.32 312 | 8.3 0.6
A NT NT NT NT NT NT NT NT NT NT NT NT
L B 448 3.8 28.9 6.700 | 2.8 29 31 128 0.82 357 | 21.2 1.0
A 464 14.6 31.0 10,000 | 0.8 41 52 132 0.74 369 | 26.5 1.0
L B 447 13.4 33.6 11,600 | 2.0 16 21 145 0.32 280 | 15.7 | 0.9
A 414 3.2 32.1 9,800 1.5 15 22 138 | 0.32 262 | 14.2 0.9
u B 431 3.1 18.4 9,100 1.0 17 17 149 0.43 449 | 178 | 0.7
A 506 15.2 22.5 13.300 | 0.5 19 15 137 1.21 535 | 28.3 0.9
LB 415 14.6 20.0 9.400 | 2.0 43 48 143 0.70 439 | 195 | 0.7
A 421 14.8 20.7 6.500 | 2.5 51 61 131 0.65 531 | 17.2 0.7
6 B 468 14.1 29.2 6.600 1.4 23 25 NT | 0.31 334 [ 12,9 | 0.7
A 460 14.1 37.0 8.100 | 2.0 NT NT NT NT NT NT NT
B 124 13.5 31.7 10,200 | 0.0 26 20 110 1.04 419 8.7 | 0.6
A 400 12.8 33.0 6.800 | 3.4 21 18 90 0.58 332 | 16.7 | 0.7
x P 453 14.6 48.8 17,200 | 4.0 17 23 103 0.41 374 8.8 0.8
A 460 14.8 63.0 14,100 | 2.0 28 28 113 | 0.41 438 | 11.4 0.8
o B 421 12.7 24.3 7.300 | 2.5 30 35 163 | 0.24 285 | 24.2 1.3
A 420 12.6 31.7 8,400 | 7.4 17 13 139 0.19 270 | 16.9 1.1
20 Bl 449 14.5 59.3 19.600 | 2.0 25 35 216 0.44 308 | 13.5 | 0.9
A 471 15.1 52.4 12,600 | 1.5 19 30 196 0.56 296 | 15.6 0.9
o B 482 14.9 36.4 9.300 | 2.6 13 12 234 1.27 561 53 | 05
A 340 16.6 47.0 16,600 | 1.5 NT NT NT NT NT NT NT
, B 464 14.1 31.0 12,600 | 0.5 70 43 296 0.95 413 | 17.2 1.3
A 437 13.3 6.3 9,000 | 3.9 15 30 274 0.40 331 | 10.4 0.9
s B 413 3.9 11.8 3,100 | 0.0 14 11 184 0.30 337 7.1 0.8
A 431 14.0 23.1 4,600 | 2.0 17 27 185 0.30 327 | 14.4 0.8

B before treatment, A after treatment, NT : not tested
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Table 3. Clinical effects of SY5555 treatment ¥ o RP74, SY5555, HiE, 1993
— 2) % oo, HEEFRICF, M M, HlUsEF KA
Diagnosis No. of Clinical effe,a #7, BH % . In vitro pharmacokinetic system %
- cases Excellent Good Fair Poor H \» 72 Sparfloxacin #t | i& £ o #& &, Chemo-
Peumonia 3 2 ! therapy 39(S-4) : 54~58, 1991
Acute bronchitis 8 2 > 1 3) HEBILHE, MR, EEF, KR, B,
Chronic bronchitis 9 4 4 1 bk M RIE M BE SRR AR
Pulomnary fibrosis 1 1 HEWE SY5555 0 ERIK & 1 #Hik 8. Chemotherapy
+Infection 41 : 1277~1292, 1993
Acute pyelonephritis 2 1 1 4) STEFECHE, A21—BR, KIE 1F . Cefotiam-hexetil
Total 23 7 12 1 3 o BE K % 1 M8 & B, Chemotherapy 36(S-6) :

180~202, 1988
5) MOREME, (LEFEHE, RAEMES | Cefaclor DERKE
AR DB AR I NS, I #8:48%, Chemotherapy 27(S-7) : 158~174, 1979

\ Y \ 6) BAfLYAREYS | Bl FEFHLL % (MIC) Bl i
A LT & UBARIRE L 25 L, A7 FI8ETI= >\ T, Chemotherapy 29 : 76~79, 1981

DWNFMEBRBREIC BT 2 ERE I NS, 7) BTk B, WAURHE, FRE M, (FEDBE AR
jG, THuwlE, B B, IL—B, BEEAE, P

X 13 HEW, fb (46KE5%) - MEMEMI 2 IC T3 5 SY5555

1) B B BHOE | F410 B R LEREESB L, DB ILERE, Chemotherapy 42 : 53~69, 1994

Evaluation of the antibacterial activity of SY5555 using

an iz vitro pharmacokinetic system, and its clinical efficacy

Mieko Goto, Shin-ichi Oka and Kaoru Shimada
Department of Infectious Disease, Institute of Medical Science, The University of Tokyo
Yasuyuki Sano, Yasufumi Miyamoto, Yasuo Arai, Chiaki Arai and Yasuko Tanaka
Department of Allergy and Respiratory Disease, Doai Memorial Hospital
Takashi Inamatsu, Makiko Fukayama and Yoshishige Masuda
Infectious Disease Section, Tokyo Metropolitan Geriatric Hospital

The antibacterial activity of SY5555, a new oral penem, was compared with that of cefotiam hexetil
(CTM-HE) and cefaclor (CCL) using an iz vitro pharmacokinetic system. In a 200 mg dosing model, SY5555
was more active than the two other agents against Streptococcus pneumoniae, and in a 300 mg dosing model,
against S. pneumoniae and Haemophilus influenzae. SY5555 was clinicaly evaluated in 21 patients with
respiratory tract infection and 2 with urinary tract infection. The clinical response was excellent in 7 cases,
good in 12, fair in 1 and poor in 3. The overall efficacy rate was 82.6 %. No side effects attributable to
SY5555 were observed. Slight elevations of GOT (29 —41) and GPT (31—52) were noted in 1 case.



