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Table 1. Plasma and tissue concentrations of SY5555
 Case | Patient ri 777,“\\“0 Time Plasma conc. Tissue conc. Transfer rate
No. No. h ‘min.! ugl/g) (ug/g Tissue/Plasma (%)
T S S I 110 0.41 <0.03
A 1 125 0.37 <0.03
3 i 2 170 0.11 <0.03
4" ‘ 2 188 0.08 <0.03
5 \ 3 140 0.53 <0.03
6" 4 120 (.82 <0.03
™ ! 4 135 0.96 <0.03
3* | B} tonsil 215 <0.03
9* ‘ 5 230 0.25 <0.03
10° ‘ 6 240) <0.05 <0.03
11" | 6 270 <0.05 <0.03
1200 | 7 30 3.28 0.21 6.4
13+ | 8 223 0.78 0.03 3.8
14** } 8 230 0.80 0.06 7.5
15| 9 143 1.45 <0.03
16** ‘ 9 172 0.82 <0.03
110 o 90 1.31 0.05 3.8
18* ’ 11 maxillary 85 1.14 <0.126
19 ‘ 12 sinus 100 0.74 <0.126
20* | 13 120 (.54 0.17 31.5
oo <L 14 195 0.42 0.06 14.3
2% | 15 glandula 250) 0.06 0.04 66.7
23 ‘ 16 submandibularis 210 (.64 <0.03
Y *v—‘F 7_ 1 glandula N
24 | 17 . 133 0.41 0.03 7.3
- | 77lz}r()tld£';177

* 1 200mg administration, ** I 300myg administration
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Fig.1. Plasma concentrations of SY5555
(SY5555 200mg or 300mg, p.o.)
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Fig. 2. Tissue concentrations of SY5555
(SY5555 200mg or 300mg* p.o.)
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Fig. 3. Transfer rate(tissue/plasma)of SY5555

Table 2. Background of patients treated with

SY5555
Age (y) Cases Male Female
~19 4 4

20~29 3 1 2
30~39 17 10 7
40~49 9 5 4
50~59 5 5
60~69 7 4 3
70~79 2 1 1
80~89 1 1
Total 48 25 23

36 3 RERTISS £ CTISIRELL 72 b3lakiE (n = 3)
DR T LB IE120.09ug/g, MifE LD FH)i2 Fig.
312t L 9120.17TH - 72, SY5555 300mg #5514
309 & 3 HEMIS045r £ TICERIL 22 118Kk (n=3)
DRI EYBIEIE, 0.10pg/g, Mif D P13
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Table 3-1. Clinical results of SY5555 treatment
Diagnosis Administration Evaluation
Patient 13‘xge Underlying disease Severity Isolated organism Dose |Duration Total Bact.erlo- Clinical
No. | Sex & Complication (Mic) (mg/day)| (days) dose | logical | gfiipe
P g/cay y (g) efficacy y
P. aeruginosa (>100)
E. faecalis (0.78)
34 hronic ofitis media A. xylosoxidans (1.56)
1 . alie ?4 JL ¢ moderate P. rettgeri (3.13) 450 7 3.15 |decreased fair
M P. aeruginosa (>100)
A. xylosoxidans (1.56)
E. faecalis (0.78)
64 . .
chronic otitis media ; A. xylosoxidans (1.56)
2 " . moderate P. cepacia (12.5) 600 10 6.0 replaced poor
62 chronic otitis media .
=
3 . (acute exacerbation) moderate S. pneumo;ﬁaj (£0.025) 900 14 12.6 |eradicated| good
F (—)
49 chronic otitis media P ‘aemgmosa (>100)
. GNF-GNR (6.25)
4 . (acute exacerbation) severe - 600 6 3.6 |decreased| poor
M ) P. aeruginosa (>100)
A. xylosoxidans (12.5)
47 chronic otitis media S aurens (0.10)
5 . (acute exacerbation) moderate - . 450 6 2.7 persisted fair
F ) S. aureus (0.10)
44 chronic otitis media S . (0.39)
6 : (acute exacerbation) moderate - aure(uj) = 900 6 5.4 |eradicated| excellent
F (—)
15 acute otitis media S. epidermidis (=0.025)
7 . (f; moderate CNS (0.05) 600 7 3.6 |eradicated| excellent
M (=)
37 te otitis medi S. aureus (0.20)
8 : acy - 2 moderate - (_S) - 900 7 6.0 |eradicated| excellent
F
66 acute otitis media B. catarrhalis (<0.025)
9 . acute upper respiratory |moderate| S. epidermidis (0.20) 450 12 5.25 |eradicated| good
F inflammation (=)
79 . .
<
0| - acute oliti media | qerate| — NS E:?.ozs) 600 | 4 | 2.4 |eradicated good
M
21 acute otitis media (=)
11 . acute upper respiratory mild 600 3 1.6 unknown good
. . ND
F inflammation
24 - .
12 : acute o(tf:)s media moderate ND 900 7 6.3 | unknown | excellent
M
63 cute otitis medi E. coli 10.39)
13 . a LS media moderate| A. calcoaceticus (6.25) 600 8 4.8 unknown fair
chronic sinusitis
M ND
» acute otitis medic E. cloacae (3.13)
14 . = a moderate S. aureus (0.10) 450 11 4.95 | replaced poor
F E. aerogenes (1.56)
40 .
o . -
15 : acute O(tlf‘j media moderate 5. aum(u_s) (0.05) 600 5 3.0 [|eradicated| excellent
F (
GNF-GNR (3.13)
: 56 acute otitis media S. aureus (0.10)
16 F ) moderate P acruginosa (> 100) 450 7 3.15 |decreased poor
S. aureus (0.10)
*10°%fu/ml ND : not done CNS : coagulase negative Staphylococcus

GNF-GNR : glucose non-fermenting gram-negative rods NF : normal flora
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Table 3-2. Clinical results of SY5555 treatment
Diagnosis Administration Evaluation
Patient) Age Underlying disease Severity Isolated or‘gamsm Dose |Duration Total Bact.eno- Clinical
No. | Sex & Complication (MIC*) (mg/day)| (day) dose logical efficac
P g/aay Y (g) efficacy y
47 - .
17 . acute OEEI)S media moderate S. aure(u_s)(o.l()) 450 7 3.15 |eradicated| good
M
31 cute otitis media S. epidermidis (=0.025)
18 : acute O(;) medt moderate P._acnes (0.025) 900 6 5.4 |eradicated| excellent
M ) (=)
18 . .
19 . acute otitis media moderate S. aureus (0.20) 900 7 6.3 persisted fair
M (=) S. aureus (0.20)
57 acute otitis media CNS (0.20)
20 | - ¢ OUIS med moderate : 900 6 | 5.4 [eradicated| excellent
F chronic sinusitis (=)
81 acute otitis media
21 . hypertension, moderate CNS( “(0).10) 600 8 4.8 |eradicated| excellent
F angina pectoris
13 - .
22 . acute O(t]_tl)s media moderate S. aure;uj)(().lo) 900 7 6.3 |eradicated| good
M
18 aran‘:;;‘l’r;‘i‘;usms S. epidermidis (<0.025)
23 . (scute xacerbation) moderate| S. epidermidis (0.05) 600 14 8.4 persisted fair
M e(i) P. acnes (<0.025)
33 chronic
24 . paranasal SIHUSI.tls moderate H. influenzae (0.78) 900 10 9.0 |eradicated| good
M (acute exacerbation) (=)
(=)
chronic
33 ranasal sinusiti (=)
25 . paran S . S moderate 45() 14 6.3 unknown fair
(acute exacerbation) (=)
M -
5 i 020
9 . . E. . ) .
6 . paranas(al )smusms moderate P, acnes (<0.025) 600 13 7.8 |unknown | good
ND
27 acute S. aureus (0.39)
27 . paranasal sinusitis mild S. epidermidis (0.20) 600 10 6.0 replaced fair
F (=) P. acnes (<0.025)
60 acute S. pneumoniae (0.20)
28 . paranasal sinusitis moderate| S. epidermidis (0.39) 600 11 6.0 |decreased fair
M (=) S. pneumoniae (0.10)
33 acute .
29 . paranasal sinusitis moderate B. catarr(hizl)m (0.39) 450 14 6.3 |eradicated| excellent
F (=)
37 acute . -
30 . paranasal sinusitis moderate S. pneumo:zia)e (0.025) 450 12 5.4 |eradicated| excellent
M (=)
54 acute .
s (
31 . paranasal sinusitis moderate B. catar;;hizl;s 0.20 450 14 6.3 |eradicated| excellent
F (—)

*10° cfu/ml  ND ! not done CNS : coagulase negative Staphylococcus

GNF-GNR : glucose non-fermenting gram-negative rods, NF : normal flora
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Table 3-3. Clinical results of SY5555 treatment
Diagnosis Administration Evaluation
dati N DR <] 4 anie T
Idt,lem AHL Underlying disease Severity Isolated ()r*gamsm Dose |Duration Total Bact'erlo Clinical
No. | Sex & Complication (MIC) img/day!| (day) dose | logical efficac
-0mp me/day y (g) | efficacy Y
B. catarrhalis (0.05)
33 acute H. influenzae (1.56)
32 . paranasal sinusitis moderate S. aureus (0.05) 900 14 12.6 |eradicated| excellent
M (=) P. acnes (0.10)
(=)
61 acute P. intermedia (<0.025)
33 . paranasal sinusitis severe | Bacteroides sp. (=0.025) 900 7 6.3 |eradicated| excellent
M () (—)
41 acute NF
34 paranasal sinusitis severe ND 450 12 5.4 unknown | excellent
F (—)
33 acute ) .
i sa (> .
35 : paranasal sinusitis moderate r mmgl:qfs;z 100 600 13 7.8 |eradicated| excellent
M (=)
30 acute (—)
36 . paranasal sinusitis severe ND 600 12 7.2 unknown fair
F (=)
33 acute tonsillitis GNF GNR (>100)
37 : — : severe | A. calcoaceticus (6.25) 600 8 4.8 |eradicated| excellent
M - (—)
56
sillitis S, ones (=
38 . acute. t(msﬂhp? severe S. pyogenes (=0.025) 900 7 6.3 |eradicated| good
F chronic hepatitis (=)
32 acute tonsillitis B. catarrhalis (0.20)
39 : - 77‘ ° moderate - (7)‘ - 600 5 3.0 |eradicated| excellent
N T
3 acute tonsillitis S. pyogenes (=0.025)
40 . ¢ — - moderate| ——> Y% (6‘7) = 400 7 2.8 leradicated| excellent
M
3 S. pneumoniae (<0.025)
41 . acute tmy]sxllms moderate S, aureus 10.10) 300 3 1.0 |eradicated| excellent
E ) P. acnes (0.05)
(—)
32 acute tonsillitis GNF-GNR (0.10)
42 . cute - ) )‘ " moderate . ’(A) - 450 4 1.8 |eradicated| excellent
F
52 acute tonsillitis Capnocytophaga sp.(=0.025)
43 . ¢ S - moderate ipnocylophage sp.' =0. 450 3 1.2 replaced fair
F ) S. marcescens (3.13)
42 acute tonsillitis S. pvogenes (=0.025)
44 . o ‘ - severe |- PV = — 900 7 6.3 |eradicated| excellent
M ‘
41 cute tonsillitis NF
45 . acute - S moderate 450 3 1.2 unknown good
M = ND
47 acute S. aurcus (0.20)
46 . otitis externa moderate| S. saprophyticus (0.39) 600 3 1.8 |eradicated| excellent
M (—) (=)
36 acute (=)
47 . otitis externa moderate 900 7 6.3 unknown | excellent
F T ND
64 acute parotiditis S aureus (0.10)
48 : articular rheumatism, moderate|  B. catarrhalis (0.20) 600 8 4.8 |eradicated| excellent
F asthma, =)
Sjogren’s symdrome ‘

*10° cfu/ml

ND : not done CNS : coagulase negative Staphvlococcus
GNF GNR : glucose non-fermenting gram-negative rods, NF  normal flora
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Table 4. Clinical efficacy of SY5555
Clinical efficacy Efficacy
. . No. of .
Diagnosis cases Excellent Good Fair Poor r(z:;e‘
%)
Chronic otitis media 2 1 1 0/2
Chronic otitis media (acute exacerbation) 4 1 1 1 1 2/4
Acute otitis media 16 7 5 2 2 12/16(75.0)
Chronic paranasal sinusitis (acute exacerbation) 3 1 2 1/3
Acute paranasal sinusitis 11 7 1 3 8/11(72.7)
Tonsillitis 9 6 2 1 8/9
Otitis externa 2 2 2/2
Parotiditis 1 1 1/1
Total 48 24 10 10 4 34/48170.8)
* (excellent+good) /No. of cases
(%* BMEE) 661, BHEhERI6H], MEEE s F L7z, SHBWTRE Th - 72 £58k A 49Bk A7 42 L ik
R (BIEEE) 36, BEBIRELLF, REks 96, #(384.5% THh 72, Table 7 (3 EFELEY], —HILE
%H' 20, BEFRR1BITH 72, 215 DEEHD BHIDERARIN R A L T B, 84561 Ti 2 5id 1 11,

PRRBE D —E (3 Table 3 1Z7RT58 ) Th b, ARk
ZEHICHRET L 720AH Tabled Th 2, 1@ Ef'x
(&, BMERE) Tl 6B 16, AHxh1 6,
SHZh 2B, HERh2 B, BMEBH % TIR166) EP%;JJ 7
fﬂ HEh5 B, AR 2 B, RN 2B, 18 B
(TERE) Tl 3BIFHM 1B, <oA% 2 6,

2 l%aal JRIEERTIZIIBIRER 761, A2 16, 2Ff
3B, RHRR Tl 9 BldERh 6 B, A%h 2 i, ’<°’<°
BEh 16, SERTIZ2HPEY 2 6], HTIR%E
LBIRER 1B CTh - 72, Stk & L TER2450, %%
1064, o HRI106), HR) 4 BT, REFTHEME
1370.8% T& - 7z, Table 513 Z 115 DIEFI DL K
AOBRKRNR AR L 2L D TH B, Hhh B Y5
2B WT, 77 LW Tl Staphylococcus aureus ¢
8 f5] f* 5 f5il, coagulase negative Staphylococcus
(CNS) 8 L U Streptococcus pyogenes T% L Z 41 3
th 3, Streptococcus pneumoniae T 2 i 2 FlH A
ULETHY, 2KTIIT6.5%DEMETH 72, 7
7 LBEVER T3 8 Bl 6 BIAHRILIETH - 72,
BRIER TIE 77 R D22 & 5 LD TIE 56
H 46, 77 LEEEOAIZ L B LD TIE 5 FF 3,
77 LIGHER E 7T ABEER O FIZE B LNTIE6
B 3B HRLLETH - 72, Table 6 1341 -09%h
ROFERTH b, EERTEIRDTBEE N, 7T LBk
WTIE S, aureusldtf 118k, Staphylococcus epider-
midis SR 4k, CNS 4 ¥ 4 Bk, 4K T3585129
BWATER L82. 9% DIEETH » 72, 7T LIEMEH27
W Tl3, Pseudomonas aeruginosa 3 ¥kH 2 ¥kB L ¥
Alcaligenes xylosoxidans 2 ¥k 1 ¥RLISM T+~ T

AR TIE 39288 E N £ 22 I3 AN T Hh - 72,

HAERFNZ 7 6 5 B15 %*ﬁif IEHEhTH 72, —H
HH5 B T V2% ld &) L2 X3Sz
t;wf) — H §#7450mg, 600mg, 900mg 18z AL
7207 o TARNHEDE L e BARIDR &S 472, LRk
(22W\ T, Table 82/t & 9z ﬁ'l*mﬁﬁ#b%‘
ETELCHIBAMERE LU THIE 16487, B
KM 2% 1% Table 9 124 & 512, &?Exfkfﬁ"y

GPT 5, GOT L& 1HIAs LN zhuTnd,
BETH-1,

Iv. #

H SR B USURSE 12 350 2 oL, Bt
DRIZ LN SLDOLEBIALN, 7T LEEED L
77 LBEVEROBIHF DM, 25 IClAE ES
T EONRHED AL, FOEOKEEIE, 2, 18
HBIHEEINC Z N FIUZEED A SN T bY,
DL LFEX QIIZEE 2H5, HBIHERGEE
BPSEDTHRIBR O LEY H B,

Arlnl, W b ) B At & L2 PR R A
£ EEBR S 7 SY5555 13, P. aeruginosa % 1 <
A2 & N IRAVED 77T LB TEE - FatEEE Iz AL
ML WP 27 P LI 24 L, $5C E
Jaecalis % & LM AM 77 LB M8 < Bacteroides &
e E ORI N L TRPERD £ 7 = 2RFE T THE

N2 L ENHR NI4Tl T b, £72, 1ZXAY
DD -7 7§ 2—XI2 0 LECESEN 253 L, &
BESPEAETRI M L CLHUAMEM 203302, KRN2 RS

(A A7 L 23~ A—f"ffu%]ﬁ' X kR T E Fa
7F¢—+1 (DHP-I) 2L Wi nshs, iz
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Table 5. Clinical efficacy of SY5555 classified by isolated organisms
No. of Clinical efficacy Efficacy
Isolate
cases |Excellent| Good | Fair | Poor rate* (%)
Gram-positive bacteria
S. aureus 8 3 2 3
CNS 3 2 1
S. epidermidis 1 1
S. pyogenes 3 2 1
S. pneumoniae 2 1 1
Mono-
. sub total 17 8 5 4 13/17(76.5)
bacterial " - .
. . Gram-negative bacteria
infection .
B. catavrhalis 3 3
P. aeruginosa 1 1
H. influenzae 1 1
A. xylosoxidans 1 1
GNF-GNR 1 1
Capnocytophaga sp. 1 1
sub total 8 5 1 1 1 6/8
G(+)
S. epidermidis + CNS 1 1
S. epidermidis + P. acnes 1 1
S. epidermidis+ S. pneumoniae 1 1
S. aureus +S. saprophyticus 1 1
S. aureus+S. pneumoniae + P. acnes 1 1
G(—)
P. aeruginosa+ GNF-GNR 1 1
E. coli+ A. calcoaceticus 1 1
Poly- . . .
. P. intermedia + Bacteroides sp. 1 1
bacterial . .
. . GNF-GNR+ A. calcoaceticus 1 1
infection .
K. oxytoca+ E. coli + P. acnes 1 1
Gl+)+G(—
S. epidermidis+ B. catarrhalis 1 1
S. aureus+ E. cloacae 1 1
S. aureus + GNF-GNR 1 1
S. aureus + B. catarrhalis 1 1
S. aureus+ P. acnes + B. catarrhalis + H. influenzae 1 1
E. faecalis+ P. aeruginosa+ A. xylosoxydans + P. rettgeri] 1 1
sub total 16 8 2 3 3 10/16(62.5)
unknown 7 3 2 2 5/7
total 48 24 10 10 4 34/48(70.8)

* (excellent +good) /No. of cases CNS : coagulase negative Staphylococcus

GNF-GNR : glucose non-fermenting gram-negative rods

M A4E ML IPM L 1) =05 <, DHP-1 BB/ %
HHAE AN L 2850 heTHh D, £ 72, B,
AR G PE L A7 L2 X 2B A HEN TG & 3R
2NT B2,

4e[nl, F&72 13 SY5555 D A7 HIPEIZ D T HERERY - BRIK
BIRERE 2179 2 LAY T X 72, JEREMRRGT TUE, MR
%&k}m%mT@MﬁW% T L 72, FOREHR,

AR ITRRI IR BR LU T4 - 72, SY5555 200
mg ¥ 7213300mg #% 5- %, 30~ 250’71 T b A Tk R
(n=3), NFER (n=3), TR (n=1), H
T (n=1) o ## W BE ;tO 05~0.17ug/g,
0.03~0.21pg/g, 0.04ug/g 5 £ 1X0.03ug/g THY,
M AEH0.038~0.315,0.038~0.075,0.66745 & 10.073
Th o712, ZHLHDOMEEEITHRIZ, 7L 3% 4%
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Table 6. Bacteriological response to SY5555
No. of Eradication .
Isolate . ; Persisted Unknown
strains rate (%) ] B
S. aureus 14 11/14(78.6) 3
CNS 4 4/4
S. epidermidis 5 4/5 1
Gram- S. pyogenes 3 3/3
positive S. pneumoniae 4 3/4 1
bacteria S. saprophyticus 1 1/1
E. faecalis 1 0/1 1
P. acnes 4 3/3 1
sub total 36 29/35(82.9) 6 1
B. catarrhalis 6 6/6
E. coli 2 2
K. oxytoca 1 1
E. cloacae 1 1/1
P. aeruginosa 3 1/3 2
A. calcoaceticus 2 1/1 1
Gram- .
. A. xylosoxidans 2 1/2 1
negative .
X P. rettgeri 1 1/1
bacteria .
H. influenzae 2 2/2
Capnocytophaga sp. 1 1/1
GNF-GNR 4 4/4
P. intermedia 1 1/1
Bacteroides sp. 1 1/1
sub total 27 20/23(87.0) 3 4
Total 63 49/58(84.5) 9 b
CNS : coagulase negative Staphylococcus
GNF-GNR ! glucose non-fermenting gram-negative rods
Table 7. Clinical efficacy of SY5555 classified by severity and dose
Diagnosis
. . Dose — Total
Severity . . Paranasal S Otitis L
(mg X /day) Otitis media o Tonsillitis Parotiditis %
sinusitis externa
450
. 600 1/1 0/1 1.2
Mild
900
sub-total 1/1 0/1 1/2
450 2/6 3/4 2/3 7/1353.8,
600 4/6 2/4 1/1 1/1 1/1 9/13'69.2
Moderate 900 7/8 2/2 1/1 10/11190.9
other /2 2/2
sub-total 13/20 7/10070.0) 5/6 2/2 1/1 28/39'71.8
450 1/1 171
600 0/1 0/1 1/1 1/3
Severe ,
900 1/1 2/2 3/3
sub-total 0/1 2/3 3/3 5/7
Total (%) 14/22(63.6) 9/14(64.3) 8/9 2/2 1/1 34/48°70.8
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Table 8. Side effects of SY5555
W - Type of Appearing . . Severity of Relation to Incidence
Se » Al strat
Sex Age side effect date dministration symptoms the drug (%)
Lomac 1/55
M 33 stomach 2nd day continued mild probable
discomfort (1.8)
. 1/55
M 61 diarrhea 3rd day continued mild probable (1.8)

Table 9. Abnormal changes in laboratory findings
treated with SY5555

. Relation to | Incidence
Sex Age [tems Values the drug (%)
. , ) 1/28
M 60 €0sino. 4-+12 probable (3.6)
M 33 GPT 3059 probable /28
(3.6)
1/28
M 61 GOT 2355 probable o
(3.6)
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Basic and clinical studies on SY5555 for infectious disease

in the field of otorhinolaryngology
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Shigeru Furuta and Masaru Ohyama
Department of Otorhinolaryngology, Faculty of Medicine, Kagoshima University
8-35-1 Sakuragaoka, Kagoshima 890, Japan
Kozo Fukami, Souiku Watanabe and Akihiro Uchizono
Department of Otorhinolaryngology, Kagoshima Prefectural Hokusatsu Hospital
Hiroshi Tsurumaru, Hiromi Yano
Department of Otorhinolaryngology, Sendai Saiseikai Hospital
Eiichirou Tokushige, Makiko Babazono
Department of Otorhinolaryngology, Imakyurei General Hospital

We performed basic and clinical studies on SY5555 in otorhinolaryngological infections. The results were

as follows.

1) The concentrations of SY5555 after oral administration of 200 mg or 300 mg ranged from below 0.03

ug/g to 0.21 ug/g in the pathological sinus mucosa, tonsil, submandibular and parotid glands.

2 ) The clinical efficacy in 48 evaluable patients was excellent in 24, good in 10, fair in 10 and poor in 4.

3) Bacteriologically, the eradication rate was 84.5%.

4) Adverse effects were found in two cases: diarrhea in one and stomach discomfort in the other.

Abnormal laboratory findings were found in three cases: a slight elevation of eosinophils, GPT and GOT in

one case each. From these results, we consider SY5555 to be a useful chemotherapeutic drug for infections

in the field of otorhinolaryngology.



