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MR 8 G L2 X9 5 SY 5555 D EBENY - ERIKAIRRES

AR - R R Ot Ul - BE 2
[ ST AR A A E B PIA

PR RAE T AR O e (CFHIERHT6.5m) 1211 SY5555 % 300mg &5 L 72 B i
FREDOHEREIZ DV TRET L 720 AR % B 5 L 728D IEBY 17877 A — % —I3, Tmax 3.17h,
Crax 3.49ug/ml, Ty 1.61h, AUC-«) 16.49ug - h/ml %KL, BERADBM L HET 2
L, =l T, Craxl KM, Trae T wl3ER S 1, AUC w3 BRI 2R L 72, 72,
BEXO(EIC &2 L BN BEL EOBHMEETN 2 &R L 72 BE1IHI? Crax, AUC(0 i3

Cer LG I E W% 32D 7,

-0 a3 RRAE B 8 B (R LHLIRAE RS 4 B, 1BMERE IR 20, MiFMERG 16, Fik

160) 12 A# % 1 81300 % 7213400mg,

HIZOWTKRET L 72, 20K, E/ 1B, X561 TH- 72, MEEHHER,

1H3ME, 7~-21HMAREOKREL, BROR, T2

26155

Staphylococcus aureus, Moraxella catarrhalis ) 2 D3 FBEE N2 DTN LIEE L 72, F72,
BIYERIE NIC BRIRR A O REEBIIRD b Nk - 72,

Key words : SY5555, =#h#E, KNENEE, ERREFZE

SY55550i2 4 > b ) —kk R & A R A AT IC
TEBEN, Yo b)) RS & Lz NBEKRR S
Az & ) KEBRELES LN TV BH L WO E~A
LAHERTH D, ZOEELE, 5 BROESICE
FEEDBAZININA LR ED 2 ihEm 2 7 b
ZEFe7 ) VECERIN TS Z Lo iR
Th b,

AENL, 7T LB, BEEOHRER T L ICEBR
HEICE TREEZBOTE A7 L L EN2IE S
ZRL, ZOVHEERIIRENTH 5, Fic, BFED
HOMY 7 2 L8203 2 BREMH DK Enterococ-
cus faecalisX° Bacteroides B i= L WHEHE2H T 5
D, RKIBBEICN L T ESTH B, F72, 8-F 7 9 ~—
Iz xt L T3, Xanthomonas maltophilia, IPM fittE
Bacteroides fragilis % W { £ MEOBEFRIZHT L T%
ETHY, & - T, B-lactamase FEEKIC LIEWTE N
BT, IS DRHEISKRIREE 2 B  IRIR 2 RRE )
IEAETRTOREEZ A= L TwbEtEBbhn
%,

AENL, 703 % 2R BE A & [FREIC dehydrope-
ptidase I (DHP-1) ick ) B E N 555, 4 3<%
LAZHANTEES e m L Ts Y, DHP-1HZE
FOBRAELEL L WTHRET 22 EHTEETH
N, HERSIC L BERAB»ED SN TS,

AR, B[R, REZRSEE AME BEEE B

HEURBE U —BREEARBRSEOFERABRICBTE
WEEWLSHRE I N, RS I HRABRTLASHICE
WCHRRICRIRE S 2 2 B3 R oY, ERREYAE RMELHA
FFENDEATH 5,

Al L, ERORETE L TRRonFBEL2H
2 H IR S RRILERIC THEB Y 5 SRE £ MR
BIsE L, —HITFIREBFBEREE 10T 2 A FI DERRINE &
BITERIC DWW TRET L 20 THET 2,

I. ¥RRUHF&
1) SY5555 Ift /&N HilE

MEMEIFIR 88 B T AR 0 B THAENE HES %
AL T WI3TERE L 2 KIEDOE#E 126012 A%
#HE5 L, BOESEOMPIBEDHRIZ DWW THRE
L7z, FWIZ67~850% (TFHIEMT6.5m%), BHE6 4,
6%, BHREIK6PH, [EIILRE 3F, B
SHE3IBITH-72, FRERRFEZRET 57208, K
#li5anic miFAlb, GOT, GPT, T-Bil, S-Cr, BUN,
Cer 2% L, FFHEER CBHREE s AR M iR &
DB L RRET L 72,

BEtk, BRI % 4T\ 4R 8 B IC A %I300mg AR A
L, BRATEL, 2, 3, 4, 6BFREIC~ <) S IRMEIC TR
mL, #OTBER-20CICHEERE L =ZFmbe—
o —II)UZHKRE L, Bacillus subtilis ATCC6633 % #&
EFRELT, 7287288 %P HGTERIL
iHGE (Agar well &, 0.1ml/well) (2 THIZEL 72,

* T 837 AR R KA W AT 1044- 1
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Table 1. Profile of patients for determination of serum levels

L;ze Age, Sex Disease Alb | GOT | GPT | TBil | SCr | BUN Cer
1 73, M Bronchiectasis 3.9 17 8 1.0 1.6 36 19.0
2 67, F Bronchiectasis 4.0 21 10 0.2 0.7 11 43.7
3 81, F Chr. bronchitis 4.0 27 14 0.3 0.6 17 44.7
4 84, F Bronchiectasis 3.3 32 17 0.4 0.6 12 33.7
5 82, M Chr. bronchitis 3.3 19 12 0.4 0.6 13 48.9
6 79, F Chr. bronchitis 3.5 20 10 0.2 0.8 12 47 .4
7 77, M Pulm. emphysema 3.5 31 11 0.2 0.8 16 -
8 71, M Pulm. emphysema 3.8 17 7 0.3 0.7 18 39.7
9 85, F Chr. bronchitis 4.1 19 6 0.2 0.5 14 52.9
10 72, F Chr. bronchitis 4.0 12 5 0.3 0.6 13 46.5
11 72, M Pulm. emphysema 3.9 31 32 0.3 0.7 20 48.8
12 75, M Chr. bronchitis 3.9 24 19 0.2 0.9 18 47.3
Table 2. Serum levels of SY5555 (300mg p.o.)
. Serum level (ug/ml) R = .
Case . Crax | . T Kel AUCy .,
Age, Sex X )

No. Oh 1h 2h 3h 4h 6h (ug/ml) (h) th) (1/h) | (ugxh/ml
1 73, M N.D. 3.24 7.57 9.60 9.23 4.81 9.60 3 2.84 (.244 58.78
2 67, F N.D. 2.40 4.81 3.60 1.75 0.40 4.81 2 1.08 (.644 14.46
3 81, F N.D. 1.47 2.01 3.09 4.89 2.41 4.89 4 1.96 0.354 23.13
4 84, F N.D. 2.43 4.47 4.06 5.38 2.58 5.38 4 1.89 0.367 28.63
5 82, M N.D. 0.30 2.01 2.91 1.90 0.47 2.91 3 1.12 0.621 9.30
6 79, F 0.04 0.42 1.47 1.36 0.89 0.34 1.47 2 1.80 0.384 5.83
7 77, M N.D. 0.67 0.84 0.88 1.24 1.54 1.54 6 - —
8 71, M N.D. 0.06 0.90 1.20 1.46 0.48 1.46 4 1.25 ).556 5.69
9 85, F N.D. 0.49 1.49 1.73 1.21 0.43 1.73 3 1.47 0.472 6.87
10 72, F N.D. 0.84 1.27 1.37 0.73 (.28 1.37 3 1.33 0.522 5.39
11 72, M N.D. 1.05 0.74 0.38 0.16 * 1.05 1 1.10 0.631 2.50
12 75, M N.D. 0.47 2.52 5.69 3.89 * 5.69 3 1.82 0.380 20.85

Mean 1.15 2.51 2.99 2.73 1.37 3.49 3.17 1.61 0.470 16.49
+ + + + + + + + + + +
SD 1.02 2.08 2.59 2.65 1.49 2.62 1.27 0.53 0.134 16.42

N.D. ! not detected
* . not done
— ! not suitable for analysis

ZNFMNZDOVTChaxs Tmaw Ty, Kel, AUCom% &) @BIEETH - 72, HERREIBIESINI DR
SHEL 72, AEIZRBPHERD ERBEEEZ SN TV 2 5l T, Staphylococcus aureus, Moraxella catarr-

DT, 1Bz DT Cer & DHEE L AT L 72, halis % 1 ¥ T& - 72, A#] 1 HI00mg &4 5 B1l, 1200
2) ERIRBURRES mg %45 3B TG 7 ~21H T, &5 81

R 349 H25H & D P42 H3 HOMICES.  6.3~18.9g TH - 72, KA A%z RBC, Hb, Ht,
PRI R A BRI TR & 20T 72 IR AR E ) ) WBC, mzk4s ¥ (Eo.), Platelet % & o I # A 4,
b 8B AR & SR L 720 SEBE S STILORIE REYE 4 GOT, GPT, ALP, T-Bil, LDH % & DiF#aEH £,
B, RS K26, ARG 1B, Mg 18T  BUN, SCr% & oBaed, miHERE (Na, K,
TRCOER CIFREERDOERELHL Tz, B Cl) H X2 WRELR D MEL 72,

M2 B, 2otk 6 B, FET18 & 1 821k (FHIH #6566 R LI, RS (R OMEIR), BB, iy
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Fig.1. Correlation between Cnax and Cer Fig. 2. Correlation between AUCe-< and
after oral administration of 300mg Cer after oral administration of
SY5555 to elderly patients 300mg SY5555 to elderly patients
fir i, WBC, CRP, ESR 7 & ) VIl b & 1248 2) B@RAE (Table 3, 4)
GO HEL 72, SRR DB AKX, FER 16, AR5, X

o & 1#

1) SY5555 Mm4fEH i@ (Table 1, 2)

SY5555 300mg f%-5- M 126513 VI F #7651 5 s
HEDOWHETH b5, MFHIBIEIL RN TH D &
Frh 1 BERII£031.15+1.02ug/ml, 2 BEfIf%(22.51+
2.08ug/ml, 3 B§MH1£132.99+2.59ug/ml, 4 BEfH{%IE
2.73+2.65ug/ml, 6 B[ 1% 131.37+1.49ug/ml T
B 72, Tmaxld3.17£1.27h, Craxi33.49+2.62ug/
ml, T (31.61+0.53h, K, 130.470%+0.134 1/h,
AUC0-y1316.49+16 .42ug - h/ml TH - 72,

BISEATRETH - 21112 D\ T Cer &, &FE/¢F
»—% 0% R (Fig. 1,2), Z Otz 95 F
I L BRETH D EEDLN LT XTSI THE
L b sEael 2% kL 72, 72 Chaxe AUC(0m) &
Cerr iz H 2 » MHBFEKIE 2 £ —0.78,
—0.88THI Sz B 2R 72,

#£%1 112 BUN 36, S-Cr 1.6, Ccr 19.0 X hHEN
AL 2R T Y, HOGER) & EERIC B — 7l 3 Ky
% TH 725 Chax 9.60ug/ml, AUC(-c 58.78ug X
h/ml L@EED2~3MEn MR IBIE %R L, BAERD
HeihRAE, HREMEHREI NIz,

— )7, MR gR R E DI RNEE R TH 5 S, aureus,
Streptococcus pnewmoniae, Haemophilus influenzae,
M. catarrhalis, Escherichia colil= %13 % AH|HOMIC,,
13 FNF1N0.20ug/ml, 0.0254g/ml, 0.78ug/ml
0.20u/ml, 0.78ug/mlTH BV, T HDHHEIZHE
BT B R ONFIR BB T b R IG R I LE
A BES RSB Z X Rl T,

HEh 2B TH - 72, MIEFHIZIE M. catarrhalis 1 ¥,
S. aureus 1 kD 2 HFH I N, 2 BRIIE KL 72,

KXATIN D 2 13 > F 4L L 1200mg 56 TRE X
P SRAE R (=EE1§|J 5) EMiSMEICREXREOFREL 2
$EF GERI7) TH D, FERIS TIZRREIZIEELE
%Vﬁixwu&%éﬂtﬁ,ﬁﬁﬁﬁ@&%ﬂ%<
R EHEL, FERT TIIBE, X, RIIYEE
xnzzh, 5 8HBE LY MEMBL, KADORRD
PR EEZTERZERELSLRAEHEL 72,

BIfER B L UERREEO REZSIZEMIcRon
%/~ 72 (Table 4),

P bEEBA L 2 HRMEHETIE, WO TEM 16,
HR5H, XHH2HTH - 72, ARNIERE DR
BEYYEICARLTERTH L L BbN,

m. = X

AFNIE L BRI NEO AR L RIUERT,
[LEPHOIME 227 P VAR T R E RO, I b
NI 1E Staphylococcus J&, Streptococcus )&, E. coli,
Klebsiella J&, Enterobacter J&, Serratia J&, H. in-
fluenzae, M. catarrhalis, Peptostreptococcus J&7% & %%
& 3FNTwb, Blactamase 125 L TAEIIHS TR
ETH b DY, Pseudomonas aeruginosa |2 ¥+ L TIZHIHA
Fidac & 2wy, LA L MRSA I2RF 5 MICs 13N
7EERT, THHDHIZ P, aeruginosa % B < MR
BRERLFEORREDVIIEACIKEIN TS

UL®#%Z«7kw;0%ﬁIUL¢%ﬁmww

BREGEICIAR B bnoT, £, mHRED
BSEZATV, F 2 BAEOIFIR S EGIE 120 L TAREID
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Table 4. Laboratory findings before and after SY5555 treatment
Case Hematological findings Blood chemistry (Liver function) Blood chemistry (Renal function)
No. RBC Hb Ht |Eosino|Platelet| GOT | GPT | ALP |T-Bil.| LDH | BUN | S-Cr | Na K Cl
OA0%/mm)| (g/dl) | (%) | (%) |(x10%mmd)| (IU/D) | (IU/D | AU/D) (mg/dl)| (U)  |(mg/dD)|(mg/dD)|(mEq/D|(mEq/1)|(mEq/)
. A 381 12.1 | 36.5 5 23.7 26 21 138 0.2 354 14 0.7
B 372 11.7 | 36.1 5 22.9 18 10 134 0.3 346 15 0.7
9 A 418 15.5 | 44.5 2 20.7 26 11 166 0.2 369 8 0.5
B 418 15.7 | 45.9 5 18.8 28 13 176 0.2 380 11 0.6
3 A 432 14.0 | 39.8 0 20.6 19 13 112 0.9 303 16 0.8 142 3.7 106
B 426 13.7 | 39.8 0 19.8 21 15 115 0.6 295 13 0.6 142 3.7 103
4 A 497 15.2 | 43.0 6 34.8 16 7 209 1.0 324 10 0.5 139 4.6 99
B 457 13.8 | 39.4 3 46.1 16 7 175 0.6 309 10 0.5 139 4.2 104
5 A 355 11.6 35.1. 4 23.2 18 11 148 0.4 372 20 0.8
B 392 12.3 | 38.3 1 24.6 22 15 159 0.5 359 15 0.7
6 A 403 12.4 | 37.6 0 25.4 77 35 146 0.3 429 25 1.0
B 436 13.7 | 40.9 0 20.9 23 13 158 0.3 338 19 0.9
_ 1A 467 15.6 | 46.4 1 21.7 35 18 139 0.2 476 18 0.7 138 4.2 101
' B 434 13.5 | 40.2 3 18.8 26 22 133 0.3 352 26 0.6 144 4.1 108
8 A 431 13,0 | 37.7 1 26.5 16 6 147 0.5 310 12 0.6 144 3.9 105
B 425 12.7 | 37.3 0 23.1 18 7 148 0.4 319 12 0.6 141 4.0 103

A ! before treatment
B after treatment

B % kA&7,

FrrMIBIE TR R 2 A T 2 RSk
FHEMRE L TEEOPAR], HUH o Mm%
SEL, BEBRADZ N & e L TE 72, 40,
MR EEEE B T AR O E I E12EFIC M L T, A
AI300mg 1 [8] % 5-BF o) il 4 v LA 8 B & #Em0912 81
EL, EWEN¥AICRETL 72, HL, LEE128E6I
iz, 59k, BME1BNCHL L 727Y, ElE CEEE
#h76.50%) EXRICENTL 22BN 72,

AR BT 2BERADEBEIIHEZIN TV 05
BEOZI L, BEXABETENRELLETH
ARERY DA TIE, 300mg 2B R B 1% 5 DA, Chax
6.24 ug / ml, Tmax 1.04h, Ty 0.85h, AUCq-z4
11.72h- pg/mIThH Y, HEHIEG DL E Trad H 1
FLRIE L 72755, ZOMND/¥F £ —F 12D\ TlI HEIE
HUZ L BB LA EBD NG 5728 LT B,

TR DA & 4 [l OMEIR 8RB 2 A 5 b
BORMES T 5 &, El#H Tl3 Craxld3.49ug/ml
EABEAH, Trmax!33.17h, T wi21.61h SIEE S, Midi
DR PITET L T R TH 9%, AUC.oid
RXRBEMOM E R L 72, ZHSDKRMD & ESEhE T
3FEHHRIE 2 R T LD TId v L Bbi, Fih%
EZ NS —RRAE TR DI Y I VS HEEEIL 1 B2 B

EIIEH TH LD, Car DETA B &, LEBDE
BiC k2 BN 2%E L 2 2118135 X TOER T
BELEOEHMESLE2RL 2. £ 2 T Chu
AUC(p- & Cer & DFHEI % R % HERAGREIZ 2 7
N—0.78, —0.88THH & 2 I WHHBE 2 38 72 PR Y
HEE T IIRSRREBEET A LICE S I HRER
ERLYSRBHEERLZDTHAH 5, BERKICIL
S LA L Bbr,

IR 23 YR 12 X9 5 AR R AEER Tl3, 4EI
FTRTRERTH - 72 05Fwh 1, AR5, XXF
2B TH) MR, REXRFIIIWET NERET
bHotz, RREVRERIESI N 26, S aureus & M.
catarrhalis DF 1 ¥RIZFLICTEER L 72,

BIfEH, BRREBORELEILHICR SN Y
D72,

HREHE T, BHOTHR 1B, G556, X
HH2HTH -7z,

b sifE & ) AR LB DMK e RLE I F R 7%
EEITHsEBbn,

V. # 3

MR 23R SE T AR TH A B EL T
67~85/% & E i #1244 12 SY5555 300mg % Hi [ 5
L, MmiBREAZEIEL 727% £ 1HEKBOHEICH D
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EE T L ENESCIAIBED FRA AL, K HiBE O NGE, Chemotherapy 34(S-1) 1 306~316,

. : , : . 1986
FIEYLSE O BAC R O MI n# I 85 % A N . i -

ff;‘ Tﬁ ﬁ# mf% “WOC s )’ AT 4) FRAERR, A T, A e, A0 LS, TRE I

WIEICIZHATH B 2 LHTRIRE NI Imipenem/Cilastatin sodium (MK-0787/MK
F 72 8 B D EAEMFIR AR EYHE 2 AR K] 1 HI00 % 7213 -0791) DIFIRBHIESLA LT 11T 2 KER 5 & oo

1200mg, 7~21H#ESG L, WE TN & E#TFH 12, % o> #l5E, Chemotherapy 33 (S-4) © 687~693,

BIfEH, BAREEORBEEHIICTALRLAL 1985 ]

PR 5) FEAEA, B, AR - 4G LB, TR TR
_— . g e IR BRI 0T 5 CS-80T A FI#EBR 70 & LX(2
PLL &0 AR SRS, Mide 2 B 63 #EE OIE 118 R, Chemotherapy 36 : 558 564, 1988

WERRARIE I I3 F R TH L L Bbnr. 6) FIAIEAR, JLIHEU, (i85 LI, TR 7 © IRIR 2R

Pefit 12 349 % Cefdinir D FH#E%, Chemotherapy
% o 37 (S-2) ©554~559, 1989

1) R &, BHIE | S40 HALSREE B, 7) WAL, EFEW, UL R IR Ee
W > KU A, SY5555, HE, 1993 Pt io o9 5 NY-198D R BR 4 & Uiz i
9) EAEMR, LR, FHET, A8 LE BH 8 ?#l5E, Chemotherapy 36 (S-2) : 738~744, 1988
T-2588 DR 2RI 1= 1t 2 B FIARBR 20 &> UFLC 8) WESLAT, KERMEE, SEET, KN, LS,
I I O fEt, Chemotherapy 34 (S-2) AR BE, R B A2 A8 D BT LSRR
509~514, 1986 M SY5555 &% [ AHEREIAK A BR. Chemotherapy

3) BARIER, FMET, LEHD, L, Em E 41 - 1277~1292, 1993

Laboratory and clinical studies on SY5555 in respiratory infections

Masahiro Takamoto, Yasuko Harada, Tsuneo Ishibashi and Atsushi Shinoda
Department of Internal Medicine, National Sanatorium Ohmuta Hospital
1044-1 Tachibana, Ohmuta 837, Japan

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

1. The pharmacokinetics of SY5555 in elderly patients were evaluated. The drug was orally administer-
ed to 12 elderly patients (mean age 76.5 years) with respiratory infections at a single dose of 300 mg. The
pharmacokinetic parameters of SY5555 in elderly patients were as follows : Tpax 3.17 h, Cpax 3.49 gg/ml, Ty,
1.61 h, and AUC.«) 16.49 xg-h/ml. In comparison with the parameters in younger healthy volunteers
(mean age 29.2 years), the Tnax and T, for elderly patients were prolonged, the Cpax was lower and the
AUC.-~) was larger.

In 11 patients with slightly or moderately impaired renal fuction, Cpax and AUC, .., were closely related
with Ccr.

2. SY5555 was used to treat 8 patients with respiratory infections : 4 with bronchiectasis, 2 with chronic
bronchitis, one with emphysema and one with pneumonia. The daily dose was 900 or 1,200 mg t.i.d. with a
treatment duration of 7~21 days and a total dose of 6.3~18.9 g.

The clinical response in 8 patients was excellent in one, good in 5 and fair in 2 ; the overall efficacy rate
was 75%. The causative organisms isolated from the sputum of 2 cases (Staphylococcus aureus, Moraxella
catarrhalis) were eradicated. 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 infections.



