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1. SY5555100 % 7213200mg #5-#% ) 1 2R DMBFEATIIRRFLIT (N.D.) ~0.12
ug/g, LEEIMKEIEIZ0.05ug/g, BF 13 N.D.~0.05ug/g, HEKE, ST, H TR N.D.

ThH-1z,

2. FEHELB (846, BEOZMHE6H]), BISIER B (GBS B, ME1H, 12
HOBMRE IF), Rk B, SERTHE L OMHIEL 1 HI0F356E)I X 2 BAMR L,
ERh14B0, Aah12fl, REFRTH), EH2HITHY), ARHIITL.3%TH 72,

3. VI R39BIhEIER 2 TR, Bl & OMWCERERAT 5 Bz, BRPRRRAIE R
MR OBEE LA 1 BB b N Tzn, BEBL LD Lhr -T2,

Key words : SY5555, H SIAMERIFHISUEIE, MMNRBAT, BERAE

SY5555i3 > b ) —HRRA &M & Lz N EEERR S
i & D EFERAR S N2H L RO 2 RG]
TH b,

AENE, RREEE R CHREL S FICBREMED 7 7
LBHHEE - BRSO L CREE A E A7 b
WO N2 A L, % Enterococcus faecalis % &4
R 7 T LW 1E# R Bacteroides J&7c & DA H
AL CTIfERD £ 7 » LA RFBERNC L UBEN I
hEFHLTWBY, /2, SHEMEEED LT 75
-—LIh L TEHETH b,

AHENL, A~ 2 RBTE R & FEERIC dehydrope-
ptidase [(DHP-D) i & ) 5% X 115 5%, Imipenem (2
HARTEEEr»=eRm L TE Y, DHP-I FRER O
A AVLEL L LWTHRST LI ENRETH S, 272,
HINRNE L RETH A & N CEEY, PREEE
, BEBRABFEAMNFICEMRENERSE 1HEA
B2, AFl1ME400mg # 1 H 317 HEX
B#E L 2B AnBEHEICRICHEIZED St -
72,

Aelal, HILbIUIARK % H BIER AR B E
25 L, oML L UOReti s Lo TE
BERIRRET 2 il 2 THEN T 5.

I. HREIUVFE
1. MBNBEAT

FHBETAANDOEFEDOL S 172206 % xR (2,
SY5555 100mg * 7213200mg % il 5 L, #&5%0
MEmAk, SR, 817, pHAGEE, SNIR B
TRO &S & P~ DRITHIZ DV TRRES L
72,

(1) Hkks & N PRI

5.5 6~30050 14 FAihF - SAHAEZ SRECL, T4
RoHZ —20CLUN THARTFL 72,

AT OBl T A % 5B L, —20CLLUF TH&
FERAEL 72,

(2) BERE N

Bacillus subtilis ATCC6633% #:EHW & § % bioas-

say #:¥ (agar well i) (2L W #BEL 72,

* T 467 &R IR IRAEHT ) 1
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Table 1. Plasma and tissue concentration of SY5555
Case Concentration of SY5555
Body | Dose San?plmg . Maxillary| Nasal Auris Glandula Glandula
. time Plasma Tonsil . i sub- K
No. Age Sex |weight| (mg) i sinus polyp media . . | parotidea
(min) (ug/ml) | (ug/g) mandiblaris
(kg) (ug/g) | (ug/g) | (ug/g) (ug/g)
(ug/g)
1 19 M 54 200 60 0.92 N.D.
2 22 F 47 200 60 1.53 N.D.
3 20 F 55 200 60 1.24 0.04
4 21 M 61 200 60 1.03 0.04
5 29 F 48 200 180 N.D. N.D.
6 33 M 83 200 180 1.16 N.D.
7 39 M 67 200 180 0.17 N.D.
8 32 M 62.5 200 180 0.26 N.D.
9 30 F 47 200 60 1.9 0.04
10 31 M 67 200 120 1.50 N.D.
11 24 F 50 200 120 1.64 0.12
12 32 F 68 200 120 0.52 N.D.
13 56 M 73.5 100 130 0.34 0.04
14 63 F 55 200 56 0.26 N.D.
70 0.22 N.D.
15 76 F 55 200 95 0.55 N.D.
16 54 M 56 200 60 0.5 0.05 0.05
17 47 M 80 200 210 0.54 N.D.
18 36 M 74 200 300 N.D. N.D.
19 32 M 71 200 180 0.8 N.D.
20 48 F 56 200 59 0.41 N.D.

N.D. © Not detected

2. EREIRE

Eik 349 Ha b2 F 1k 4 FF1TH oz & B ilisn ok
PR IBRbE S L ORI OBERbE A Z2 L 2B
HT, KikBoOHNE L U, SYS5NFREENS
EBLURIERZ 23, AAORHERIC L
L RRBEA DB EA TGS 17 H SRR RIS
PIERFAPI AR E L2, b0 BHIZ, AHN
[1150~300mg % 1 H 3 a4 &% 1 H~14H 11
B, BRARAE, MIEAeE, aetts L oaRE
IZOWTRRETL 72,

oI # ]

1. HIBENFEAT

# S % Table 1 (2 7253, SY5555 200mg #% 4
60~180497 1% > 11 4 i BhALKE N I8 % 4 120 Tl L 72
i, D) HRIMIERU EOBE RS Lz L ik
5605 %1z L2z 5B 36 (361& 40.04ug/g)
E12045 %0z isE L 72 340 161 (0.12ug/g) TH Y,
18077 f%IZHIE L 72 4 Blix T L RIMBARLT T
H o 12 BSEATRETH - 72 4 B MK 84 130 1m e

2.1~73%ThH 72, BE~DOHEITIZ100mgHk 5130
Sl EE L7z 16B0T0.04ug/g, MMmAEHE11.8% DI
FEHHERR X #1725, 200mg#k 556 ~ 955 I |I%E L 72 3
BIHBEIERTHETH » 72D DT, 60537 1%ICHIZEL 72 16
DA T0.05ug/g, FIMIFELI0%DIBE TH - 72, L3
T¥EBE~ D FEATIZ200mg % #&5- L #RET L 72 1 %1760
%12, 0.05ug/g, MIE10% D EE AR S N1z,
Z Oftl, AFI200mg #5-59~3005 %12 HHERGRE 1 61,
SERBR 160, H IR 2 BIOMEBPNBEZ/RETL 7255
WTENLRIEBRFRLUT TH - 72,

2. BN

(1) B

AEZ 5L 72416l —% % Table 2 I2/RT, 2D
b, B5H%KEEL b -7 26 (No.24, 31) (23
fliAEED 72D TN T OFHEixT R A SR, 7T 2~L
X)L ZFESHHF (No. 21) B & CBIHER D 728453
H (%5 7 |[) i Tdik L725E/ (No. 11, 17,
29) D 4 Bl E RO FHAMEIxT R o2 &5 BRI L 72, L7225
T, HMEDFii%IE35F & %D, ZnbicHT 2
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Table 3. Clinical efficacy of SY5555
. . No. of Clinical efficacy Clinical efficacy
Diagnosis :
cases Excellent Good Fair Poor rate (%)
Acute otitis media 4 1 1 1 1 2/ 4
Chronic otitis media 6 2 1 3 3/ 6
‘acute exacerbation)
Sub total 10 3 2 4 1 5/10 (50.0)
Acute sinusitis 5 1 3 1 4/ 5
Chronic sinusitis 1 1 0/ 1
Chronic sinusitis 3 2 1 2/ 3
‘acute exacerbation)
Sub total 9 1 5 2 1 6/ 9
Acute tonsillitis 8 4 3 1 7/ 8
Acute pharyngitis 1 1 /1
Acute otitis externa 7 5 2 7777
Total 35 14 12 7 2 26/35 (74.3)
Table 4. Clinical improvement in X-ray findings of patients with sinusitis
Markedly |Moderately| Fairly No. of rate of markedly rate of fairly improved
R X R Unchanged | Unknown . )
improved | improved | improved cases or moderately improved or much improved
2 2 1 3 1 9 4/8 5/8
Table 5. Clinical efficacy of SY5555 classified by causative organisms
. No. of Clinical efficacy Clinical efficacy rate
Organism :
cases Excellent Good Fair Poor (%)
S. aureus 9 3 3 2 1 6/ 9
:é‘l S. epidermidis 2 2 2/ 2
% S. pyogenes 1 1 1/ 1
g S. agalactiae 1 1 1/ 1
:: Corynebacterium sp. 1 1 0/ 1
- sub total 14 5 5 3 1 10/14 (71.4)
B. catarrhalis 1 1 0/ 1
; K. oxytoca 1 1 1/1
gﬂ E. aerogenes 1 1 0/ 1
g P. agglomerans 1 1 0/ 1
E P. aeruginosa 1 1 1/ 1
- sub total 5 1 1 2 1 2/ 5
% P. acnes 1 1 1/ 1
2 Bacteroides sp. 1 1 1/1
Z sub total 2 1 1 2/ 2
Gram(+) +Gram(+) 2 1 1 1/ 2
Gram(+)+Gram(—) 2 2 2/ 2
Gram(+)+Gram(+) +Gram(—) 1 1 0/ 1
Total 26 10 7 7 2 17/26 (65.4)
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Table 6. Bacteriological effects of SY5555 classified by causative organisms
. No. of Clinical efficacy Eradicated + Replaced/
Organism - ]

cases Eradicated | Replaced | Decreased | Unchanged total cases
S. aureus 9 8 1 8/ 9
£ | S epidermidis 2 1 1 2/ 2
g S. pyogenes 1 1 1/ 1
& S. agalactiae 1 1 1/1
3 Corynebacterium sp. 1 1 0/ 1

sub total 14 11 1 2 12/14 (85.7)
) B. catarrhalis 1 1 0/ 1
g K. oxytoca 1 1 1/ 1
E P. agglomerans 1 1 0/ 1
E P. aeruginosa 1 1 1/ 1
5 sub total 4 2 2 2/ 4
f:o) P. acnes 1 1 1/ 1
§ Bacteroides sp. 1 1 1/ 1
& sub total 2 2 2/ 2
Gram(+) +Gram(+) 2 1 1 1/ 2
Gram(+) +Gram(—) 2 2 2/ 2
Gram (+) +Gram(+) +Gram(—) 1 1 1/ 1

Total 25 19 1 1 4 20/25 (80.0)

EaRZhFI3 Table 312/RT & 912, ARLLE L HsE R
NERN, BHEREH L4 26, @b E BRI
FEEAE 6 B 36, BAEEIBNER 5 FId 4 5, 1R
BRER 1B EEL, 8RB R MR ESE 3 g 2
B, Bk 8 Bl 7 B, WHIES 16 & S E 5 7 B4
BTN, &K TIZ356) 2661, 74. 3% DERTETH -
72,

BIERES 9 B, 5-RI% T X BREDFERTE 722
8z BT 5 X WAr R Lot EE # Table 4 1271
T BEEL I 46, XU FEL DL E S HIcUE
HERSH STz,

5B X 1072 5 BEE S B R A 13 Table 5

IR L 72 & 912 77T 2Bt ol B SE T3 Staphylococ-

cus aureus H* 9 B 6 B, Staphylococcus epidermidis
7% 2 v 2 B, Streptococcus pyogenes 1 v 1 4,
Z MG bY 5 L SR TIEIHRI10B1IC R A58 &
1, TNABRDHFERETH - 12,

7" 7 LW R SE T3 Klebsiella  oxytoca,
Pseudomonas aeruginosa D% 1 U HRHTH - 1277,
Branhawmella catarrhalis, Enterobacter aerogenes,
Pantoea agglomerans O 1 HIZ 1ZRSLHMUT TH
N, &RToOFEMULZSBIF26TH - 72,

kA M B YL RE T3 Propionibacterium — acnes &
Bacteroides sp. D& 1 BI2% - 725%, WL AR
ETH o7, T OMU BB RYAED 5 Bl S
h, FD) B IFNEMULETH - 72,

RIZ T BER AR 89K % Table 6 127, #&45
Biif% OGRS T & 722500, MR YA 20605 1), %
D) BT T LR TIX S, aureus 13 9 B 8 17K
&K, 1BIAE, S. epidermidis |3 2 B 1 B2, 16
Biac, S. pyogenes & Streptococcus agalactiae M % 1
Blix 3L IS, Corynebacterium sp. O 1 B3 A%
ThHY, 77 LBMRICT 5 BREARIE 146 H 126,
85.7% THh -1z,

77 LIEWR T3 K. oxytoca & P. aeruginosa?® % 1
Bl VI LK%, B. catarrhalis » P. agglomerans
DEVENIAETHY), 77 LEmHEHE2RIEL 72 46
2 BlATERE S L7z,

BEME BB S 2825 TiE, P oacnes &
Bacteroides sp. D\ LR L 72, FOMBEEEH
BIEN5HF 4 BIC BV TZETOHEHTERL 1
%, S. aureus & coagulase negative Staphylococcus
(CNS) DA BB T2 CNS 13742, S. aureus 13715
BTH-12,

AR TO MBI F 2256 iy 221961, B 1
B, W16, INE4ABIT, HEREFACHIERE
1380.0% ThH - 72,

(2) &et

Vi dHilix £39%h, 561 (No. 11, 17, 18, 25,
29), 12. 8%\ HITER A8 547z, VT L I LEHE
WKTHY, THI3M, WA 2 M, BE, UErh, gL
WEIHTH 7205 T AKRIRG R IE#IERL
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THY, BEL LD H - 720 Zofl, 31 B (No
260 DEFERRAMUIZ 35T, MR O ERJE I A8
STz, BER LRI s - 72,

m. = =
SY5555 3 A~ LA A & L T, [ENTIR Lo
THESNEATH S, H‘*?éﬂtkl"f‘f’i*%ﬁf&@'i—'.%}{&'!“‘&
GHETHHHH K, IR, MERL EIZBIT LR
KEYE L TEOmLaEN5S pyogenes, S. pneu-
3 5 A KD MICy it = 0.025 xg / ml,
S. aureus\Z ¥ L TIZ0.2ug/ml, Haemophilus influen-
zae (23 L TIE0.78ug/ml TH S @B E L TH Y,
AR L Rkl A& B L BPH B0 2~ 7 P LA AL,
PR 77 Lot LN 24T 28
&M B-7 7 9 =—IZUET, B-7 7 97—
ARRIZH L TLdmuhid & "L s3nTw3,

Gelal, MAENFEITICB L ARI00mg F 721£200mg %
e U, 11 &R, 817, HVIRZ & ol
N % Mat L 72k B2 v 2 MIC % ki
ToE, KRR D2 RIET oI BEEEZ S
1AV MBNBEA L TE -2, Thbb,
HIR G DL LB AL X 47z L 122060 6 61T
H ), krEifElL, 200mg 512045 %0 11 2R Ak
BT 50.12ug/g, FiMAERT 3% Th - 72, AN T
HHH 2B Y, HBINMER U ) 3 B ek R

IEL T, AR R200mg (315 A B AR AT S
B rlIiiv#En,

L2 L, Kb Baiz A% 1 r200mg LM% 1 H
3% L THRES L 72 BRIR WGk 0513, H SRl i
BUEHSENTL. 3% TH S Z - 288 TH Y,
AloliF S N BN T T — F 12185 5, AKE) 1 0]
200mg e G- DANVED AN 53 Th B L IE—BRIZKIE T
B, oz BIL, B R BT & 2 )
EHL TV 5Y, ZHUz Ltud, Aok okt s
FEIHEEHI395.2% &<, PERDIBENE TR
FERROMH & O AAEIZ HI5E 2 415 A5, SY5555% & &5 |2 i
FHIME L TH* 5 bioassay § 5 Jiikiz L 1) Z D i 8
T &, JERDML YN LEMHTH - 722 L H MRS
T b, ZDORRE, S pyogenes X° S. pneumoniae (=
AL Tid 1 m200mg T4 TH Y, S. aureus <° H.
XL TUE300mEg~ DA F L v & &

moniae |

nfluenzaelZ
LT3,

BRGNS BE L Tid, Armhll L & fsE & e el
FH K106 5 5, sl &% 5 9 6B 6 61, RHk%k 8
Wi 75 L O g, SRH RO 8 BI4HITH Y, K
TOHMANITE. 3% L4117 2 205 21313 %S
Th -1z, WH R X EIBFERIZAHRA -5 He% %

CALNIZD, ZDH%5 &2 1 H600~450mg 47 3 &
<, HoWE*BRFATE7286I% S, aureus 7 &N
SR RE SN L - BRI EENTWB L
Ho, TS DFEFNZA L TIE 1 HI00mg 5 3 ~ b
HOWETH- 8 EZ N5, BIBERIZBITS X
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Pharmacokinetic and clinical studies were carried out on SY5555 in otorhinolaryngological infection.

The results were as follows.

1) Tissue concentrations after 100 mg or 200 mg p.o. in fasting state were N.D.~0.12 xg/g in tonsil, 0.
05 xg/g in mucous membrane of maxillary sinus, N.D.~0.05 xg/g in nasal polyp and N.D. in mucous
membrane of auris media.

2 ) The drug was clinically evaluated in 35 patients with otitis media, sinusitis, tonsillitis, pharyngitis and
otitis externa. Overall clinical efficacy was excellent in 14, good in 12, fair in 7 and poor in 2 cases, The
efficacy rate was 74.3%.

3) Gastrointestinal symptoms, such as diarrhea, nausea, were observed in 5 of 39 patients, and a mild
increase in platelets was observed as an abnormal laboratory finding in 1 case.



