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2OV THIRBIATZIME & S L 720 41BI0PERISE MR B % (G EsE) 1961, BtEhHRE

561, mrEalSIES 66, MMuEIRER (FErEE)

26, Wk 5B, BUEATFRLBIT

HY, ZOBRKMERE, EILTHE, H7H146E), OLHER 6B, BAABITH ), HRERGEM)+

A7) 75.6% &\ ) B2 il &2 L 72,

PRIKTBERRIS 777 LB TER3O%K, 777 LBETERIZ 9 RDFHASRTH ), MR SABIRRIZTH R
31K, VALK, THI4BRTH Y, WEREIRT0.5%TH), REFLHENZRL 72,

FALEERIEIMER I TH, IRAS L OB RE &2 1B ALz, BRRREMRE L L
TUILHFEEERYE %7 2 612, y-GTP B L' LDH & ERA» &< 1z A L7z,
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5UNZEHEAMED 777 bR - BEVERIC R L TILEP
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ococcus  faecalis % F U AN 77 LM RIX> Bacter-
oides J&7¢ X DEEAMRIZ ML TIERD L7 2 25
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ERDOAZLEL LA WTHREST 52 EHTHET
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6057 MmAEd, FEEE, & RREOMEBNEE &
e L 72,
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Table 1. Concentrations of SY5555 in plasma and tissue
Case Patient Agely) Sampling Concentration (gg/ml or g) Tissue/Plasma
No. No. Sex time (min) Plasma Tissue %)
1 1 37, F 60 0.43 0.03 (ethmoidal sinus mucosa/ 7.0
2 1 37, F 60 0.13 0.03 (ethmoidal sinus mucosa) 23.1
3 2 18,M 60 0.69 0.03 (ethmoidal sinus mucosa) 4.3
4 3 55,M 60 1.31 0.04 (ethmoidal sinus mucosa) 3.1
5 4 46, M 60 0.56 0.05 (maxillary sinus mucosa) 8.9
6 5 42.M 60 0.38 0.03 (ethmoidal sinus mucosa) 7.9
7 5 42.M 60 NT 0.03 (ethmoidal sinus mucosa)
8 6 53,M 60 0.67 NT (maxillary sinus mucosa)

NT : not tested

BB | Bacillus subtilis ATCC6633% KesE i &
3 % bioassay #: (agar well i) 12 TRIE L 72, #HL#
AREOARIZL/15M ) > BB ER (2 7 2 5 F 21,000
pg/ml i) TIT - 72, BREE I MEE T0. 1eg/ml T
Hotlz,

2. ERRE9RRET

1) %

kl‘)ij( FERAEVE BIERL S & Y F BRI 2
2L 745Bl D BEICH L SY5555% %5 L7z, 29
LI 4 5 (%5 BEAE 2 B, FESEFHFIGEA 2 6)
ZER AP 2 BRRRIR OB R & L7z, £72, &%
PG IEERIGER O 161 % B < 4482 DV TRET L 72,

BRAZN SR & MET L 7241500 PRI Bt E 4 5 61,
B E % (FAMRE) 196, 2RSS 65, &
PRI BRES (FREHE) 26, Btk 56, A
#® 4%1%60 PRI BELTHI,  toiE24%5, ff—ﬁ% 317
W B3, FHIEMII45 3% TH - 72, L BB
WHickH2Y), HorLHTRTOBEICRBNTLH
L, ZMOEE%Z1R2,

2) REREH, H5EBLURSHE

SY5555% 1 [E]150mg, 200mg F 72(3300mg > 1 H
3|, 3~16HMEENHKSE L7z, 1E150mg DAEHIE
16@], 200mg DIEFI 9, 300mg DAEHNIZ 166 TH

, B¥R58(32.7~14.4g (F¥5.5g) TH-72, %
72, A FHEIC BB E RITT L EZ LN Ao EKA
(ZT7 a4 P, PURER, ERBEEA, M HA
X)) OFFRILET 2, LU RSTEAL 2B AI
I3ER L, 1 B&REE, H5HEEHEEL 72,

3) ®ZEmEE

(1) BRARFEIR

LTk ) A RIC 2w T, BRIE L TS
B H, 5 3 B, %5 7 BB L U0BE514HE%(F
3R TH) ICBER T,

O FHEAEI

Kig, Hif, HPAZERE, Bis, S0, %80k WA
6, METHEDNTHERK,

O LTIk

PIBEFEAR, SEENEBERER, ThH R, BEER

ar BitE, WK, BE L S ofEEIk,

(2) X #pArAn il

HIBIERIZOWTIIHRGRIZICIERB L U7 5 —
§— 24D 2 NI DOWT X MEHEABE L 7,

(3) BSEAKREAE

BRI & U T SYS55558 /- FgaRI, Heb-# 1 1412 i,
M Ay, BEERE, IRATH ORI A Z FEHEL 72,

(4) MR FRORA

SY55550 4% 4 ﬁﬁtz’*ﬁu & G#T HOBRIRF R CH R,
B8R, RWHRRZL &) 2BAR——%H\T (3 =
FibE — o — LIz #% L, M5B, W, MIC

D—RBE AT~ 72, HE:: HAR L i
e BRFERARGOIC 8L THIZEL 72,

4) shEHE

(1) BEARH

FL-MsEAr b, RRASIT WO HERS 2 L X 12 #4477,

RRGHN, HERND 4 FRBETHIE L 72,

(2) AR FHIRhR

IR L BbN W AR 2B A R X L,
Wk, —Hhk, WA, AVE, AW 5 EREE THIE
L7z, B #TIFICIRE - IR S 2 LRSS
KL HAIIW R EHEL 2,

o M -

1. FEBEMURREY (HAEFETT)

SY5555 200mg #5114 1j-604 1% ) if v B B 13 1
0.60£0.37ug/ml (n=7) TH- 7z, [EFIZEREL 72
FALREANOFATIBEE (2 13K T120.05ug/g (n=
1), ERE IR T20.0340.004pg/g (n=6) & {Kw
T -7,
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Table 3. Clinical efficacy of SY5555 classified by clinical diagnosis
Di L No. of Clinical efficacy Total
ragnosis cases Excellent Good Fair Poor (efficacy rate %)
Chronic otitis media 3 2 1 2/ 3
Chronic otitis mc?dxa 16 5 6 4 ) 11/16(68.8)
acute exacerbation)
Acute otitis media 5 3 1 1 4/ 5
Chronic sinusitis 1 1 1/ 1
Chronic sinusitis
ronic sinusi AIS | ) o/ 1
acute exacerbation)
Acute sinusitis 6 2 3 1 5/ 6
Chronic tonsillitis
ronic tonsi 1.1s | | V1
"acute exacerbation)
Acute tonsillitis 4 1 2 1 3/ 4
Acute otitis externa 4 3 1 4/ 4
Total 41 17 14 6 4 31/41(75.6)
Table 4. Bacteriological effect of SY5555 classified by causative organisms
No. of X i Eradication rate
Isolated . Eradicated Persisted Unknown
strains (%)
S. aureus 17 10 6 1 10/16(62.5)
S. epidermidis 6 6 6/ 6
S. cohnii 1 1
S. xvlosus 1 1 1/ 1
CNS 3 3 3/ 3
G S. pyogenes 1 1 /1
+) S. pneumoniae 3 1 2 1/°3
Bacillus sp. 1 1 /1
Corynebacterium spp. 4 3 1 3/ 4
Clostridium sp. 1 1 1/1
P. acnes 1 1 /1
sub total 39 28 9 2 28/37(75.7)
B. catarrhalis 3 1 2 1/ 3
G P. aeruginosa 3 1 2 0/ 1
=) H. influenzae 1 1 0/ 1
GNF-GNR 2 2 2/ 2
sub total 9 3 4 2 3/ 7
Total 48 31 13 4 31/44(70.5)

CNS ! coagulase negative Staphylococcus GNF-GNR  glucose non-fermenting gram-negative rods
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2. BRIRHCHE

H BIRGER ISR 41 Bl o B 4, 55, &Y
IR, ERH, MRERRR, BIRRE, sifEHo—
%% Table 212713 72,

1) BEFNERIKRR

PR DERIRFN R 4 Table 31277 L 72,

e R E %, MR E RO AMRE &
MEhHE %, BURIBERDE 1 HITHEY, 18 V{‘PH
NDBMREE 4, EHERIBERDE !”‘Fi“é"*f‘ 141, 2t
RECRD 1B TRHEMTH - 72, 5D 31N T 1L

LEMULE (ETHD T, AREILT5.6% (31/41)
Th-12,
9) iR OEES
REE L THBEREE TE 248N IR R %

Table 42T, ASHRHPIERAHEE TE 2 DIZMK T,
FD 67T LEHEREIEITH, 77 LML TR T,
ZALENSTHRF 288K, 7 FRep 3 BRATBRIE S 417z, BIRE
Wiy, 77 LEMEE Tl Staphylococcus aureus T16
1108k, Staphylococcus epidermidis |3 6 ¥ AY
kL, 77 LMW T3 Branhamella catarrhalis 13 3
FkH1 1 ¥, glucose non-fermenting gram-negative rod
132 BRETRATEIL 72,

SR TIZE R 2 4 % IR < 448k 318D 4
L70.5% DB LTG5S 172,

SrBEE 12 M A SY555500 MIC (& Table 1iZ/37,

3) RAIfER, BRARRAMESRHE

AVEERGT L 72446012 B v TR ey R T
i, IRFAS L UHEBNRE &2 LA L,

B AR AR X L T3 EEERE %5 2 iz, y-

GTP BL U LDH & A &2 1Bz & b7z,
m. # =3
H BRI O YR L2 3T 2O O BUR AR

BT EELREE L TR o HBLAS %é
5Y%%i%t<ﬁ%§ﬂf«%A+mi%H”
FE# & L T B-lactamase (24 L TEHSETH 1), 7"'? L
Pthdie b, FRIBE < 77 LIRS 50
P 227 b La AT H2HHATH B,

Zeln], SY5555 b SH KGNS £ & R 1 kI~ D F5
IR R RRET L 7225, BRI 5605 512 Ml S 472 %Al
%uhﬁéSY%%m%Wu,m%kﬁwa 55 e
X4 SY55554% 412 & 0 il h L & Lz Wik MIC

i%%;ﬂaﬁwEP -5 72, SY5555(3 &I L
HAHHEC, MERDMEE TIZEEE LY L N R
AL BIES N A RN H S 2 L HITE N T
)9, Al HIE T 6 U7 MRN8 Dy E R i
&0 L 2T REE S E 2 LA,

Golnl, BEADA A R aHE T - 72 i g8, IR E
%6, MBI 20 E AUz D TT5.6% D LLUT- 70 A5 3h i hs
TEo dLzzhs, WP R T OMERE) TR AR
68.4% L ==l 72, Lo L, e e LliiiRrat 247 -
R 7 2 2 RITH P RE BT A HEDE

/J)%‘f)?}’] 5%&&7 12Dz lt/\%}lﬁ&{ ’Jkﬁi}u7
5%,

I PRIz DT A B &, B X L T48KnD"
X, TD )t44*'*7)(|]£</) ﬁﬁ-ll”’rk‘f ns

4R3I AL, T0.5% & FLAF e BRI T s
72, SRS ) 6 7T LB TIEITH B 28/ AT K
L, 75.7% & LU e BRI AED RS £L72 D5, S, aureus |3
6Bk 2 L 72 D13 100 T, 1200 421362.5% & XK
B tz, WKL h 72 S aureus 6 BEW S BRIZIEME
WHROBMMELZBT A2 L0THY, HHHHED
HH L &2 v b d X SYS5550 ) H A~ D #LEEFE 1T
PO MBI Z e~ TR eV S B F72, 77
LEEMH T THOD TR L 2DIE 3 TH - f’f)". i‘#{
JeL -7z 4 Bob T BRIE AR JE I8 T T

P. aeruginosa T& - 72,

FIAB RO WA (2 90, MRS L OF il S A & s
ﬁalmrﬁanrﬁwfng¢w- DTIELH -
IIEEERIG S H 2 2, y-
(ITPi)iULDHml fl’?f? G 1Bz ALl h
FILEETH - 72,

L Eon it o5 SYDH551 L b nbklufs fof G ke e g 1 2

ML, AR R L B2 o7
X [
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Evaluation of SY5555 in treatment of otorhinolaryngological infections

Yoshiaki Kawasaki, Hideharu Aruga and Toru Matsunaga
Department of Otorhinolaryngology, School of Medicine, Osaka University
2-2 Yamadagaoka, Suita 565 Japan
Osamu Senba, Ogi Hatsuta
Department of Otorhinolaryngology, Osaka Koseinenkin Hospital
Mamoru Tsuda, Satoshi Hasegawa
Department of Otorhinolaryngology, Sumitomo Hospital
Masahiro Morita
Department of Otorhinolaryngology, Osaka Sen-inhoken Hospital
Masato Ito, Kazutoshi Fujii
Department of Otorhinolaryngology, Kansai Rosai Hospital
Yoshikiyo Sakaguchi, Keizoh Morimatsu
Department of Otorhinolaryngology, Sakai Municipal Hospital

We evaluated the efficacy and safety of SY5555, a new oral penem, in the treatment of otorhinolaryn-

gological infections.

SY5555 was given to 41 patients at a dose of 150 mg, 200 mg or 300 mg t.i.d. for 3~16 days. The infections
consisted of chronic otitis media (19), acute otitis media (5), acute sinusitis (6), chronic sinusitis (2),

tonsillitis (5) and otitis externa (4 ).

Clinical response was excellent in 17, good in 14, fair in 6, and poor in 4 of the 41 patients. The efficacy

rate (excellent+good) was 75.6% (31/41).

Of the total 44 clinical isolates, 31 strains were eradicated, and the eradication rate was 70.5%.

Side effects were observed in three cases. Diarrhea, sleepiness and stomach discomfort occurred in one

case each. Abnormal laboratory findings were found in 4 patients.



