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Fig. 1 Chemical structure of THR-221
OCH3 COONa
/

0 Xy CH2S S:CH COON

I’\'I N/j YI | 2COONa
) H H ;

Hz:N™S

BREANTHLVEHEBL 7 - LZHEWETH Y, Fig.
HWWIRLAZL aBERX YA T 5. THR-22LI34FAM -
WEAMD Y 7 LARMERU Y S AREEICHE L TRV
BANRY PLEAL, BIZS. pyogenes, S. pneumoniae,
H. influenzae, E. coli HiZ3d LEVIEN*HTHEN
BrHOLNTWS, $7:, B-lactamase IKETHAHE,
ARMBEOBHEL RS CIMELET OB LS
htTtwa,

4E, 4 i3H BIEMEE IR OB ICH T 5 THR
-2210 8 At L LR - BEREYIZIRET LD T, £0/K
REWET 5,

1. #REFE
1. EBESIRRET



VOL. 36 S-5 CHEMOTHERAPY 923
1) M7 I, & |
BRFI614E 8 A 1 B2 HEME14E11A 7 BoMMIc, B 1. BREMN

RBXFEFRE RIENRR R UEOMER/ICTERN % 1) HIMEB1T

SRR MBS EEGI1 10, ARk A4 51361 D &t

UBIEHRE L1

FWATIC THR-221 0.5~1.0g ##iEL, 60~180%
BICRRT A L 2o RBER U L SRR KGR b o) 25 i B
L, TOBRICRM LMk R OXRKRELRE L. W
HUZEBIIE BRI TR RIS REL, M7
y TS TEHRIRE 2 HE L7,

2) BiRB1T

BRBAFEERE MERHARESH LB E
£BE 1S LT THR-221% 1 g MEL, 304, 604,
1207 #ICHRERRL, TORMMEL—/3—F ¢
AVED CHMTE L. $-ERCHBRL DIRMLL, M

iR b O THIE L7

2. EERBORRET

HF614E 7 A2 HIBAIEG1IFE12A OMMIC, BRERBXF
EFEE MIER A L BERR E RB LSRR L 1
B, attmtkk 26, RUEEERE 3G, RENTEAS
MEEEIAERREL, FF1g% 1020, 4~8H
MBHELZ. BE4pl, K 2HT, EMIZ22EAH, 556
BThHolo BRMRIEBENIBEEK, HEFRD
EBIZLD, ER - AH - CRHY - BHD 4 BB TH
EL7 MEREREALSMRRE LY ¥ —THITL

Table 1, 2 {XRBkE YRS MA O XK iME % fll &
LM TH 5,

WHHEGIDH 1.0 g MIECOFRDEFITADLE, R
BEAL MR PR 1312.5 ug/g, MMM ug/ml, R
WE/ 1L AKO. 13T 5 720

[ L <1.0g MECOTHOAEGI T, IR iME
1220.3 pg/g, MLiMPIMET3.4 ng/ml, IR/ M ik
H0.28TdH 572,

Rk 000 ESERESIO T #1120V THLM/ ikt %
1 g BHECOFHRDEFTHKT 2L, ERADHIHE
RWETH - 7 (fEM®0.1% ),

2) HimBiT

THR-221 1g #ixfk, H N+ REIL305T0.1 pg/
ml, 605 T0.25 ug/ml, 1205 T0.56 ug/ml T - 72,
T 7o, FBRICHIE L 7o il o iR BE 123053 T81.4 pg/ml,
6043 T51.2 pg/ml, 12053C35.4 yug/ml TH 5720

2. BRERBORRET

Table 3iX HAEFID THR-221$x 5 &, BARDEED—
KRTHD, 2P TI~48 BIZREKDHLD L VIEH
) OBEHBDHONTED, HHEIZI0%TH 72,
BIVER AR SN FEPIIZ %2 A2 5 72, Table 4I25HE S
NIZHEEZDOMIC %R L7z, 7T LRBHETIRCTX

IAN >CTM>THR-221 >CTT + CBPZ DA THEN 7= MIC A*
Table 1 Concentration of THR-221 in tonsil and serum
No. Dosage Time Tonsil level Serum level Ratio
(g) (min) (ug/g) Mean ( «g/ml) Mean Mean
1 12.2 68.6 0.18
2 0.5 60 5.13 9.91 47.6 57.6 0.11 0.17
3 12.4 56.5 0.22
4 0.5 150 3.58 49.6 0.07
5 3.48 31.3 0.11
6 0.5 180 189 2.69 2.6 29.0 0.07 0.09
7 14.9 106 0.14
8 16.1 117 0.14
9 9.33 91.5 0.10-
10 1.0 60 15.2 12.5 130 97.9 0.12 0.13
11 11.2 87.3 0.13
12 6.84 63.9 0.11
13 14.1 89.6 0.16
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Table 2 Concentration of THR-221 in sinus mucosa and serum
No. Dosage Time Sinus level Serum level Ratio
(g) (min) (ug/8) Mean (p8/ml) Mean Mean
1 60 16.1 12.7 46.1 4.3 0.35 0.29
2 9.32 42.4 0.22
3 0.5 150 7.83 23 0.34
4 180 12.1 28.9 0.42
5 31.4 88.5 0.36
6 18.1 86.5 0.21
’ 60 24.6 20.3 %.6 73.4 0.26 0.28
8 1.0 24.0 86.1 0.28
9 7.74 24.6 0.31
10 16.1 58.8 0.27
11 165 12.4 56. 8 0.22
Table 3 Clinical results with THR-221
Case . . Daily dose Duration Clinical Side-
No. Age | Sex Diagnosis .
(g X times) (days) effect effects
1 32 F | Acute sinusitis 1 X2 6 Excellent -
2 34 M | Acute tonsillitis 1 X2 4 Good -
3 22 M | Acute tonsillitis 1 X2 4 Excellent -
4 52 M | Peritonsillar abscess 1 X 2 5 Excellent -
5 38 F | Peritonsillar abscess 1 X2 4 Excellent -
' 1 X2 8
6 52 M_ | Peritonsillar abscess Excellent -
1 X1 1
7 56 M | Chronic otitis media 1 X2 8 Good -
Table 4 MIC of THR-221 and other antibiotics against clinical isolates
10° cells/ml
Cb?(s)e Isolated organism B -lactamase MIC (ug/ml)
- THR-221 CTX CTT CTM CBPZ
Enterobacter cloacae + 0.39 0.1 0.78 1.56 0.78
! Enterococcus faecalis - 50 6. 25 >100 50 >100
Streptococcus group G - 0.2 0.1 3.13 0.1 3.13
Streptococcus pneumoniae - 0.2 0.05 1.56 0.1 1.56
g | FPeptostr PO cchalolyicus - 0.2 0.05 156 0.1 1.56
5 | Streptococcus pyogenes - 0.2 0.025 1.56 0.05 1.56
6 | Streptococcus anginosus - 0.05 0.0125 0.1 0.1 0.1
7 Proteus mirabilis - 0.05 0.0125 0.1 0.1 0.1
Streptococcus constellatus - 0.1 0.025 1.56 0.05 0.78
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We performed basic and clinical studies on THR-221 in otorhinolaryngological infections and obtained the following re-
sults.

1. The tissue concentration of THR-221 in tonsil was 12.5 ng/g(tissue/serum was 0.13) and that in sinus mucosa
was 20.3 g/g(tissue/serum was 0.28) at 60 min after i.v. injection of the drug in a dose of 1 g.

2. The level of THR-221 in ear discharge was 0.1 xg/g at 30 min after i.v. injection in a dose of 1 g, 0.25 ug/g at 60
min and 0.56 xg/g at 120 min.

3. THR-221 was administered to the patients with : acute sinusitis 1, acute tonsillitis 2, peritonsillar abscess 3 and

acute exacerbation of chronic otitis media 1. The overall clinical efficacy rate was 100%, with 5 excellent and 2 good
cases. No side-effects were found.



