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1) HEH : BRSEEEECRT 3 AK ONEI1ED T Eh, cefazolin it Escherichia
coli & methicillin fift& Staphylococcus aureus o 10% cells/ml EEEHE TD MICy, X xh %
# 0.025, 0.2 ug/ml TH 7o

2) W - HEE : REEcEESE AR 1@ 150 mg ¥ fciy 300 mg R RHERECENER Lic
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B, 2HBEEL 36, SR 1615 15 flicowTAK| 18 150 701k 300mg % 1 H 2 [,
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BRI BRIz LB S. aureus, E.coli, Klebsiella pneumoniae (33 NTREIN o ¥
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henyl)-1, 4-dihydro-4-oxo-1, 8-naphthyridine-3-carboxylic
acid p-toluenesulfonate hydrate
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Fig.1. Chemical structure of T-3262.
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D H#ED

B 1 EROEIKRH KD 558 L7c methicillin resi-
stant Staphylococcus aureus (MRSA) ¥ L O¥ cefa-
zolin fittk Escherichia coli & 27 gfizxt3+2% T-3262 %
DR/ NREEMILEE (MIC) % B AR (b¥Riksaimuss
Iz UTHIE Lico

KFOFFFKFNL 100 zg/ml 225 0.0125 ug/ml #

* T235 PEmM KBRS 1-6-5
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(RE 1mm) L L, 37°C 24 KRB TLTRT ¥
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norfloxacin (NFLX), ofloxacin (OFLX),
xacin (CPFX) o Th Atz MIC #fIE L, KA
Dxh &R L,

2) MERVRFEE

AR 2 EREcREEIC 1B 150 ¥ 7012 300 mg % £ 2§
ZEREREICE OEA L, {#/H% 0.5, 1, 1.5, 2, 4, 6, 8
FIO 12 Bl L Tl FEPBEYRE Lic, T
RPBEXHTEL, TOBEICREYE U TEEEETO
RPEIREZEE L,

TR RREL E. coli Kp BREiRER &+ 53/8 Cup i
X HITw, BEEROEREE TIle PIEY, RE
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HETBHEREL K 6 O, BHKELL, WHrE 10,
SHMEEL 10, 2R 26, SHBEEL3M,
SHBMA 1B 15 fIThHo, HINTBEHIF, &
P 6 B CEMIT 22~73 FHTFH 45.1 B TH-Too

(2) FRAFE

ERER1E150 7242 300mg # 1 A 2@ & L,
BRI 3~14 B CH 7

(3) %RfE

FBRIRZIRFE X AFER 3 BUMICE, fhEERO%
ERDRDILOXEL, 4~7HTHESHDVEEEL
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LOoRPRLEHE L, HE EBEENRSRIH - Toh
DBBITED S O IERY & Lic, MEFEHEE AR
FERMEORAFEOEE, LHE%, BXNR, B, TF
D 4 BREICHIE Lico

FRIOERCE LBRERC L 2EIERYRET 2 &
Ebi, EANMBICTAE LR b mME—ixhE (RBC,
WBC, Hb, Ht, Plt) ¥ X O4{b¥#H%E (S-GOT, S-
GPT, AL-P, BUN, S-Cr) ¥¥ii | E¥BERBEOHE
%&ﬁ L1,
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Fig. 2. Susceptibility of methicillin resistant
Staphylococcus aureus to T-3262.
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Fig. 3. Susceptibility of cefazolin resistant Esche-
richia coli tc T-3262.
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Fig. 4. Serum levels of T-3262.
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Table 1. Serum levels of T-3262
Dose  Age S B.W. Serum levels (uzg/ml) Half-life
, ex
(mg)  (y.) (kg) | 0.5 1 1.5 2 4 6 8 12hr (hr)
150 73 53.8 0.13 0.28 0.39 0.26 0.25 0.23 0.16 0.09 4.5
300 76 39.0 0.36 0.69 0.88 0.72 0.58 0.41 0.28 0.18 4.8
Table 2. Urinary excretion of T-3262
Dose (mg) Time (hr) 0~2 2~4 4~6 6~8 8~12 0~12
Urine volume (ml) 8 176 198 24 415
150 Concentration (uxg/ml) 26.8 48.6 47.8 33.6 18.4
Recovery (mg) 0.21 8.4 9.3 0.79 7.5 26.2 (26.2%)
Urine volume (ml) 215 206 142 157 265
300 Concentration (ug/ml) 64.6 87.5 68.6 52.6 34.2
Recovery (mg) 13.6 17.7 9.6 8.1 8.9 | 28.9 (57.8%)
(ug/ml) Fasting (%) uglml, 4~ 6RERAR T 47.8 pg/ml, 6~ 8 BMIRT
1007 Me—el50mg 750 33.6 ug/ml OERR Lice ¥z, 12 BRI % ToORHBE
— (] 0--0 300mg 0 2 IR 26.2% Thoteo BEDRPWEL 2 ~ 4 B
N [
g , I o RT87.5ug/ml, 4~6RERIRET 68.6 ug/ml, 6~38
R pe— ~== dog BSEJR T 52.6 ng/ml DfEXRL, 12 BRIE ToORH
,5 ol 'r“-z——”/‘o & [EREx 28.9% TH -1 (Fig.5, Table 2),
8 - -~ /—20 g 4) ﬁﬁﬁbﬁ@
g /,;// 1| E T-3262 DEEHAEEY Table 3, BERHEDE Lok
5 s 410 § Table 4 1R Uiz, MRBREE 11 G0 5 & 10 fiiz
1E150mg 1 H 206, 14)i31E300mg1 A 2 E{#EH
e T Uik 2 5% 10 GITh-teo RERYIE 4 BUIZL0
Time(hr) 1[E 150mg 1 H2E{EA L, E% 161, EH3MTH
Fig.5. Urinary recovery rate and cencentration ST RIETI IS GIF, EH 10, A% 18 4, o
of T-3262. BR1UITHEZHR 93.3% Thot,

CEZ [t E. coli 27 #1544 5 AFKI D MIC 4y #iix
0.012~0.39 ug/ml 122 b, 27 ek 26 # (96.3%) »t
0.05 ug/ml LIFCHE XML Xhtc, CPFX I b 16
F&, NFLX, OFLX L b 2 BBEER R TH - 1=
(Fig. 3),

2) M X URPE

(R i T-3262 1@ 150 ¥ 713 300 mg » 5
HIZEERRC (A U e o miE % Fig. 4, Table 1
WRLTCe AHIOREME TD peak {HIXERH% 1.5 1%
Blicthth 0.39, 0.88 ug/ml T 12 BRIz 350 T
$ 0.09, 0.18 ug/ml DE 2EE R F2, MiShERIL
(T1/2) (27i1%E TLx 4.5 HH, %% Tix 4.8 BRI<H
2726

3)  IRebpkit

AF| 118 150 % 7242 300 mg # REAZSIMHC (£ Lis
& & DRl E DRPWEIRIZIL 2~ 4 IR C 48.6

—7, MEEOHEYRD LM LB S. aureus 1
Bk, E.coli3tk, Klebsiella pneumoniae 1 ¥st s #+
NTHBRE I i,

5 EIfER

FHERFCET 2 BRI RS TR bRT,
E AR TOBKRERK TLERC LS LB
bh 2 REBEILED bhich -1 (Table 5),
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LHB LIk &5, MRSA #ricnt 3 2 E&FORE
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Table 3. Clinical results with T-3262
Case |. .. Clinical Isolated Daily Duration Response Side
Initial | Age | Sex di . . dose d ffect
No. 13gnosis organisms (mg) (days) Clinical | Bacteriological etiects
1 |v.s.| 3 Actte — 150X2 8 Good - -
bronchitis
Acut :
2 |Y.Y.| 2 cue — 150X2 4 Good - —
bronchitis
Acut
3 |YK.| 3 ce - 150X2 4 Good — —
bronchitis
4 |T.F.| 43 Acute - 150X2 8 Good — —
bronchitis
t
5 | 1.K.| 3¢ Acte - 150X2 7 Good — —
bronchitis
6 |O.H.| 4 Acute .. Staphylococcus 150%X2 4 Good Eradicated -
bronchitis aureus
7 [NY.| 73 Chronic - 150x2 | 14 Fair — —
bronchitis
8 |UK.| 60 Preumonia | Lcbsielia 1502 14 Good | Eradicated -
preumoniae
Acut
9 |MH.| %7 cute — 150%2 8 Good — —
tonsillitis
0 [My.| 22 Acute - 300X2 7 Good — —
tonsillitis
Acut
11 |MA.| 37 cae — 150x2 | 10 Good — —
pharyngitis
i
12 |0.5.| Acte ) Escherichia | o000 | 1 Good | Eradicated -
pyelonephritis | coli
herichi
13 |K.Y.| 65 Actte | Escherichia | 000 9 Good | Eradicated —
pyelonephritis | col:
t
14 | 0.T.| 54 Acute — 150 X2 6 Good — -
pyelonephritis
Escherichi
15 |AY.| 35 Acute scherichia | 150z 3 Excellent | Eradicated —
cystitis coli
Table 4. Clinical response to T-3262
No. of Response
Diagnosis -
cases Excellent Good Fair Poor
Acute bronchitis 6 6
Chronic bronchitis 1 1
Pneumonia 1 1
Acute pharyngitis 1 1
Acute tonsillitis 2 2
Acute pyelonephritis 3 3
Acute cystitis 1
Total 15 13 1
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Table 5. Laboratory findings before and after administration of T-3262
Case Bef‘f’fe °| RBC | HbB Ht | WBC | Plate | S-GOT | S-GPT | Al-Pase| BUN | S-Cr
No. trezt“:;m (10*/mm?) | (g/dl) (%) | (/mm®) | (10%/mm) | (LU.) | (LU) |(KAU.)| (mg/dl) | (mg/dl)
Before | 445 12.4 | 39.0 | 10,200 | 30.0 14 16 6.1 9.8 | 0.68
P At 166 13.4 | 412 | 6,900 | 33.4 16 10 6.5 10.2 | 0.69
Before | 434 13.6 | 40.1 | 9,200 | 29.4 24 18 7.8 24.0 | 1.08
? [t 439 14.0 | 41.2 | 7,600 | 28.4 20 19 7.8 19.6 | 1.0l
Before | 473 14.1 | 45.6 | 7.700 | 26.7 18 14 6.6 186 | 0.78
* At 176 4.4 | 447 | 6,800 | 28.1 17 15 6.3 17.4 | 0.72
Before | 525 13.2 | 43.0 | 8600 | 31.2 18 14 6.1 203 | 0.93
P Ateer 511 13.4 | 41.0 | 7,200 | 33.4 18 14 6.6 19.6 | 0.92
Before | 518 16.8 | 52.7 | 8000 | 22.2 21 18 5.6 18.4 | 0.78
° [t 518 16.7 | 49.8 | 7,200 | 24.2 21 17 5.3 17.4 | 0.80
Before | 475 13.9 | 42.6 | 6,300 | 24.2 21 22 7.7 21.0 | 0.94
® [ Ater 481 4.1 | 421 | 6,100 | 26.2 18 19 6.8 16.7 | 0.6
Before | 379 13.3 | 39.5 | 8400 | 34.4 16 2% 6.6 16.8 | 1.29
" ateer 389 13.3 | 39.4 | 6,100 | 36.4 16 20 6.5 16.4 | 1.20
Before | 442 13.7 | 41.4 | 5,600 | 29.6 23 27 6.0 16.8 | 1.0
[ At 422 13.3 | 39.3 | 4,400 | 28.4 15 18 6.4 15.4 | 0.9
Before | 506 159 | 49.6 | 13,80 | 23.5 25 13 4.4 159 | 1.04
P [t 501 153 | 47.2 | 5600 | 28.4 24 16 5.5 17.1 | 0.9
Before | 501 156 | 46.7 | 10,300 | 20.3 21 18 7.6 21.4 | 0.98
O At 491 14.6 | 45.4 | 6,800 | 26.7 19 18 6.4 18.4 | 0.94
, | Before | 550 156 | 50.0 | 13,100 | 24.6 24 26 7.2 1.9 | 1.02
After 544 152 | 49.5 | 8,000 | 22.3 17 24 6.8 20.1 | 0.9
| | Before | 499 152 | 47.4 | 15,200 | 12.5 29 54 7.4 6.9 | 1.19
After 492 149 | 46.2 | 5900 | 20.4 27 40 6.5 16.4 | 1.8
|5 | Before | 383 10.1 | 331 | 10,100 | 24.7 2% 24 6.9 16.0 | 0.9
After 433 120 | 367 | 6,00 | 37.1 23 18 5.5 15.0 | 0.82
L | Before | 4 135 | 424 | 7,000 | 11.7 30 24 7.9 214 | 1.14
After 139 13.9 | 42.4 | 6,80 | 19.6 26 24 7.4 9.4 | 1.12
5 | Before | 434 125 | 3.5 | 900 | 22.7 17 12 6.1 18.4 | 0.9
After 439 13.4 | 87.2 | 7,100 | 23.4 18 15 6.2 17.6 | 0.84

AL 1M 150 F7/212 300 mg ER{FERAIC L ->TLS
Rt iIic e £ 0.39, 0.88 ug/ml @ Crax %185 Z
ENTELD, KEOZEERIEERE X T 5 MICy
fEA 0.025~1.56 ug/ml T H5HZ & &L BIFAKBT
% EETH L 150~300mg 1 EIZ D FHIXZY e fE
AELBbns,

R/ B A% oA K 1 B 150 ¥ 7213 300 mg (Ff Lic
ReRUEFEIIRTE T 48.6 ug/ml 15 L, 12 Bl ¥ T

DRPEURRIL 26.2% Th-To BEDRFEBHEE
12 87.5 ug/ml 2% L, 12 B ¥ TORFE TR 28.9
% THoteo chbDOXAL, LHEEGED MIC w3&0
ZHEBTHLDTHT
AFIOEER~DIERE DI » TR AIMEN L MiE+
BrEAERBL, XL LT1E 150 $7:13 300mg, 1H
2 Bl ERBRERYIER L OCRBREREIE @A L, TR
BRIMECIX LT ZL 60, BESELL 16, M
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2101, ST 1 G, SRS 2 G0 11 flick
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REREE TIREEBTRE L 301, BN L 16+
4PN (ER LIc b Z ALBIED T B TH D, HR
FTRERETH»7co FREL4BIF3FT E. coli »:
B5 LTk bh E coli X BREFEDE - DFEDES

LT, 1[0 150mg 1 H 2 B35 C+54 7k %h
BB CcEL LEL LN D,
REMOVCTLEEMEIFER 1AL L, 7k
RREMBRE LR LB 156 TIRRD LRI, 5o
UE DB #ED b AFNIBES - LFEEE TORNER
Refuizxt L 1A 150~300 mg 1 B 2 B0 fE T3
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ELTHEREYERTAEAEEZ DRI,
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BASIC AND CLINICAL STUDIES ON T-3262 IN
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We studied the antibacterial activity, absorption, excretion of T-3262 and clinically evaluated the

drug with the following results.

1) Antibacterial activity : antibacterial activity was excellent against Gram-negative rods and Gram-

positive cocci.
pg/ml for cefazolin-resistant Escherichia coli.

The MICy, was =<0.025 pg/ml for methicillin-resistant Staphylococcus aureus, and 0.1

2) Absorption and excretion : a peak serum cocentration of 0.39 and 0.88 pg/ml was attaind in
healthy elderly volunteers 1.5 h after a single oral administration of 150 mg and 300 mg. The half-
life of T-3262 in serum was 4.5 and 4.8 h and the serum concentration was still more than 0.09 and

0.18 pg/ml at 12 h after dosing.

The urinary recovery rate of T-3262 was 17. 5% and 19.3% within 12 h.
3) Clinical evaluation : T-3262 was given to 15 patients with various internal infections. The

clinical response was excellent in 1 case, good in 13 and fair in 1.

93.3%
No side effect or aknormal value was noted.

The clinical efficacy rate was



