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Fig. 1. Plasma levels of SY5555 after oral administration of 300mg to patients with

various degrees of renal impairment (non-fasting) —Bioassay —
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Fig. 2. Urinary concentration and cumulative urinary recovery rate of SY5555 after oral administration of

300mg to patients with various degrees of renal impairment (non-fasting) —Bioassay—
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Table 1. Plasma levels of SY5555 after oral administration of 300mg to patients with various degrees of renal
impairment (non-fasting) — Bioassay —

Case Sex Age Cer Serum levels (xg/ml)

No. (y) (ml/min) 0.5h 1h 2h 3h 4h 6h 12h 24h
1 M 85 35 1.21 6.71 5.77 4.66 3.65 1.92 0.43 0.11
2 F 70 29 0.61 1.28 1.65 1.46 1.14 0.65 0.11 0.00
3 M 75 26 0.47 0.81 0.75 0.66 0.62 0.52 0.07 0.00
4 M 49 12 0.36 1.01 4.28 5.12 4.11 2.66 1.25 0.28
5 F 38 8 1.17 3.60 5.29 5.65 5.24 4.64 2.13 0.67

Table 2. Urinary excretion of SY5555 after oral administration of 300mg to patients with various degrees of
renal impairment (non-fasting) — Bioassay —

0~2 2~4 4~6 6~12 12~24
Case Age Cer
No. Sex v | ml/min) Conc. | Recovery | Conc. | Recovery | Conc. | Recovery | Conc. |Recovery | Conc. | Recovery
(ug/mb| (%) |(ug/mD| (%) |(gg/mD| (%) pg/ml (%) |(ug/mD| (%)
1 M 85 35 40.9 0.14 49.5 2.61 25.5 3.55 3.92 4.50 0.33 4.68
2 F 70 29 22.5 0.45 28.8 2.37 18.6 3.86 3.89 4.67 0.39 4.75
3 M 75 26 0.73 0.04 1.63 0.15 1.53 0.27 1.19 0.57 0.14 0.61
4 M 49 12 1.84 0.10 1.57 0.33 4.61 0.74 0.78 0.89 1.77 1.89
5 F 38 8 6.26 0.42 11.1 1.25 6.35 2.04 5.47 3.17 2.11 3.70

Table 3. Pharmacokinetic parameters of SY5555 after oral administration of 300mg SY5555 — Bioassy —

Case Cer Cax Tax TV AUC,-o
No. (ml/min) (ug/ml) (h) (h) (ug + h/ml)
1 35 6.71 1.00 3.73 34.37
2 29 1.65 2.00 2.49 9.41
3 26 0.81 1.00 3.09 5.78
4 12 5.12 3.00 5.13 42.15
5 8 5.65 3.00 6.67 70.29
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Table 4. Therapeutic results with SY5555

Age Daily dose
. . i Response .
Case (y) . . . Causative mg ¥ times) Side-
Clinical diagnosis A . r
no. . organism Duration . . . | effects
. Clinical Bacteriological |
Sex (days)
31 . 150 3
1 F acute tonsillitis normal flora s good unknown -
29 - 10073 )
2 F acute tonsillitis normal flora R good unknown
D
35 o 0023 |
3 M acute tonsillitis normal flora 7 good unknown —
61 . 100 x3
4 F acute bronchitis not tested ; good unknown —
_ 70 . 150 >3
5 F acute bronchitis not tested 6 good unknown —
45 m Staphylococcus 150 %3 .
6 . acute bronchitis excellent eradicated —
F aureus 5
70 . X Staphylococcus 200> 3 .
7 . bacterial pneumonia X good eradicated —
F aureus 16
60 . . Staphylococcus 200x3 .
8 . bacterial pneumonia good eradicated —
M aureus 14
56 . 150 x3
9 F mycoplasma pneumonia normal flora 7 good unknown —
73 X " Haemophilus 150 %3 .
10 . chronic bronchitis . good eradicated
M influenzae 10 B
Table 5. Laboratory findings before and after administration of SY5555
C RBC Hb Ht WBC Eosino Plts. S-GOT S-GPT ALP BUN S-Cr
ase
(X104 (g/dl) (%) (X 10%) (%) (X 10%) (1U) (1u) (KA) ‘mg/dl) | ‘mg/dl
no.
© B | A B | A B|A|B/|A B | A B | A B | A B | A B | A B | A B | A
1 | 428 | 406 |13.1(12.4(39.0(36.6| 8 [3.8| 0 1 120.5(24.6| 17 | 22 | 12 | 13 | 5.3] - - - -
2 | 448 | 421 |13.3]12.6(39.2(36.3] 6.5| 5.9 | — | — [26.6[40.6| 129 | 20 | 150 | 41 {14.4]15.3| - - - -
3 470 | 465 (15.3|15.0(44.9(44.3| 9.5/6.3 | 2 4 [21.1(27.7( 19 15| 29 | 27 | 159 | 164 {16.9]16.7{0.89/0.90
4| -1 -1 =1 —=—|—-—1|—-161 =1 -1 - - — | 38 — |45 | — | 8.2 ~ - = 10.65| —
5 | 415 | 410 |12.5(12.4(37.0(36.4| 6.8| 5.4 | 2 1 129.4(25.0| 17 | 17 | 12 | 13 | - - - - - -
6 | 428 | 408 {13.4(12.9(39.4(37.2| 7.7| 6.4 | 2 1 124.9(31.8| 20 | 22 | 12 | 20 | - S13.8 — |0.42] -
7 1399|403 |12.0(12.5(35.2(36.0| 4.9/4.9| 7 4 [31.8(30.2| 24 | 21 | 14 | 12 | 7.116.917.1|15.8/0.5 [0.6
8 | 553 | 557 {17.4[16.8(49.3]50.1| 8.7/ 6.1 1 2 [17.6(23.6] 32 | 38 | 43 | 58 - - - = 10.9210.90
9 1369|360 {11.1{11.0(33.0(31.9] 7.1{5.3] 2 4 (24.5(38.8] 14 14 9 12 136 13.1] - 10.50
10 | 472 | 450 |14.8|14.0(43.2]40.6]12.9] 4.8 | 2 3 |14.6] — 15 19 9 18 - 14.7113.3 ().97‘0.78

»*8ml/min M B H TIE, I EFMHEI% & BB VIEHIE Z N F13.73, 2.49, 3.09, 5.138 L 156.67

FEIZ 70 DI DVGBIEEM %77 L 72, % 72, bioassay # THY CernFEiz k) #2fEnbls #4072, AUC

12k 128 o M i E 1%, Cer A°35ml/min O 13 Cer 8 ml/min 1l T1370.29ug - h/ml & & EERERE &

#T130.43ug/ml TH B0kt L, Cer #° 8 ml/min DFEE MG Cer 35ml/min #34.37ug -h/ml + ki

DEFTIL, 2.13ug/ml & &R B AR E6) T AR L, B2tz il 7z, F 7224850 T TORS A

DM HFH S5 DIERI, BIEE T -7, 4T3 Cer A i3 512 D0 TS 2 B %
Cer #%35, 29, 26, 12, 8 ml/min ) E & i i L7z,



SY5555(2 B 5 HEBERY -

VOL. 42 S-1

BRI 343

2. B

BUIRZN Sk 2 Table 4 12053, AU & UYE
T, A ha R A 3 B TABIAT A, AT X% 3
W'J ’f‘ H T, A2 N, AN PR g 2 Ty,

LA sl KA PO ) 2 a8 & 70 v Mycoplasma
/mvumonzac kA 27T Xl R T LA
Hihiz 4L, EYEAUREGYN T, MIEAUT R 16
TATNTH ), AT TR - 72,

AT T 13 0 R DA 7R AR LS
cus aureus H* 3 ¥k, Haemophilus influenzae H* 1 ¥t
LRV VN RN O 2 IR T/\”C%—’I’ﬁi‘htn W,
Table 51z0:3F L 94z, AfHEGz L) EIfEHEB LW
MR AR (LD L - 72,

m. =

DR TPUEW B O X F L <, BTER R
HELGERYYED ) B D %
DN e - TE TV 5,

SY5555 14 F D HU I & AL BORGETEIZ & -
T, W HHENE Lo EHEE A D, Gl biL
DO RIS 2 MR & L 22 BaT T, &flpah
Wi (bR TH- T, WTFNLEETH 72728
(2t Tl T NS e 2 L TEZ, ZDZ
FidvoRGHIC S TR T E B ERI L B b s DY
17 R SE DO MEIRSHIEG S T BE X 1L 5 7T L BTEERE
%o H. influenzae 12 5y 3 5 A/ MICytili B8 £ %
0.05~0.78ug/ml TH 1V, 1M150mg TiiZ MICy M

P EBL A EAEEET D E, KRIDOATINEA LR

TxL, F72, WX ZHEKaWE, AR A
ﬁéﬁiﬁfx BT Lo YoF A/ W AN

IR B e A T i ,%ﬁ@@AM%m%‘
Rl "‘éﬂ&’[\‘%uuméﬁl 15'16 CHRAE L, ihHEC
7o T HHERED M AR Lk i e ’Ci>
CZ e r Yy é $ﬁu%ﬂ;ﬁ%ﬁ¢é«zA
RUCEE T, 7L SR LGREUEE & ERRIC
e fo~x7F 47—+ 1 (DHP-I) 12k ‘)J\Wi‘ﬂ.
%4 7%, imipenem & % \»{3 panipenem ¢ = & < DHP
T EAH B 38 U AL & o o B8
74, WANZ THHITRETH 59, F 72, ARNIAEINE
M, BT L0 A I X 4L, BREAT s & Y
bR~ HEdE X 4115 'fJF(ﬁt RINERTH B,

Lllbib g, Fiez OB EERICBT 5 A
RIDAKNENRE & Rt L 7275, ZORER &2 W B LYl
HER N B & R L 72 [ (300mg) S T s T H
A R B AL g X BT 5 X, UI'(@%I&‘Z@ Crnax (3 R

BT, Staphylococ-

COHEBTHREE DA ’C‘

ANT4.25ug/ml R L7z DIck L, PEEBEERS
T130.81~6.7lug/ml & —H "7V X 238HH LD
D, Ttk s@mbonRmgsEnr, Hﬂ‘f’?%f&:"#ﬁﬁﬁ
LEmR AL ORI & L, BEEE S T
2.49~6.67THFR & FH L CHERL 72,

PR IERE, B ADG.66%Icxf L, BEESD
#T1320.61~4.75% & BHEHERE B B IC % B I2fE W
R~ Rt AR BEEAR S Lz, A ExR
L7 BEN S B Cor #930ml/min UL T 0 & EREE
T3, Bho0PEAI L 2ICET L, mAEHICREE
M T 5 2 LRI NN T, EEBEHEEER
#12 SY5555 # R BRI RS 5 I 1 H
2 MfER AL & BEb,

Ll z Ep 6, SY5555 (3 & FEIEIR &5 BEGLAE | Xt
L CHENZEEEMEL Z LN, »OREHEOEESR
tEZ L5,

X 3
) W BIHECE B4R H R CEEREAR S,
L > KL, SY5555, HE, 1993
2) AAR{pfEkE e | R REMIERE (MIC) flE sk
FLETI2 D\ T, Chemotherapy 29 : 76~79, 1981
3) Nishino T, Maeda Y, Ohtsu E, Koizuka S, Nishi-
hara T, Adachi H, Okamoto K, Ishiguro M :
Studies on penem antibiotics II. In vitro activity
of SUN5555, a new oral penem. J Antibiot 42 :
977~988, 1989
4) Rylander M, Nord C E, Norrby S R
Comparative in vitro activity of the new oral
penem ALP-201 against aerobic and anaerobic
bacteria. Eur J Clin Microbiol Infect Dis 8
1 919~924, 1989
oY, JLEA T, ST, SRIBAXR, BELB
A, G 0, KR, AE UG, KIBEE D ER
FeI1~ A 438 SY5555 DRI N i BEifl] € i, Chemo-
therapy 42 (S-1) : 227~234, 1994
6) Tsuji A, Sato H, Tamai I, Adachi H, Nishihara
T, Ishiguro M, Ohnuma N, Noguchi T
Physiologically based pharmacokinetics of a new
penem, SUN 5555, for evaluation of in vivo
efficacy. Drug Metab Dispos 18 @ 245 ~ 252,
1990
se Al BIRGESE, EHIER, BEH K KK OB
SY5555 12 B9 % EKAYMES, Chemotherapy 42 (S
-1) :325~330, 1994
th B YeHF, RIRMBREE, HEFE T, KEMRE, HiH,
SRR B, AIH R 2E S AR LR DR
W8 SY5555 O F 1 AHERIK i Bk, Chemotherapy
41 1 1277~1292, 1993

[S21

7

o]




344 CHEMOTHERAPY APR. 1994

Basic and clinical study on SY5555

Fumio Matsumoto, Takeo Imai, Yuichiro Ishida and Iwao Sakurai
Department of Internal Medicine,
Kanagawa Prefecture Midwives and Nurses Training School Hospital
1-6-5 Shiomidai, Isogo-ku, Yokohama 235, Japan
Takayuki Takahashi
Central Laboratory, Kanagawa Prefecture Midwives and Nurses Training School Hospital
Masayuki Morita
Pharmacy, Kanagawa Prefecture Midwives and Nurses Training School Hospital

We studied SY5555, a new oral penem, and obtained the following results.

1. Plasma and urinary levels were determined after oral administration of 300 mg of SY5555 to 5
patients with renal impairment.

In the patients with severe renal impairment, the plasma concentration decreased more slowly than
that in those with moderate renal impairment, and high plasma levels lasted over a long period. Uri-
nary excretion of SY5555 decreased in relation to the degree of renal function.

2. Clinical results: SY5555 was administered to 10 patients with respiratory tract infections in
doses of 300~600 mg t.i.d. for 4 to 16 days. The clinical response in 10 patients was excellent in one
and good in 9. The overall efficacy rate was 100%. The causative organisms isolated from sputum
and tonsillar mucus of 4 cases (three strains of Staphylococcus aureus and one strain of Haemophilus
influenzae) were all eradicated after treatment.

Neither side effects nor abnormal laboratory findings were observed. The results suggest that
SY5555 is a safe and useful drug for the treatment of respiratory tract infections.



