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AEABERIC BT S T-3262 OEBH, FEERIKRE

EARKES-BANBET - HRLEE-FE E-KHEX
R RFEER OB BHER R

HARE-&STHE-EHEXKE
R+ F Rt 1 s B

£ A F B
E 3z HER BT s 0 s B

FEBMER T-3262 1225\ TABESBHERA~OHET Y, Y, FBRRMHKRE L.

1) 8&DEEMA volunteer &K 150 mg ¥ RHARA ¢, BERMIClES L OERFOR
EXREL, EHERESOHE LB L, METFREIAREEDOBHE, Tmex 12 1.42hr, Chpoy
13 0.67 ug/ml, T(1/2) 13 3.28 hr, AUC 3 4.17 ug-hr/ml Th b, ZEHEEHE TII& 4 1.67
hr, 0.61 ug/ml, 2.36hr, 3.30 ug-hr/ml TH - t2, EETEEIREREEOHE, £ 1.41
hr, 0.52 ug/ml, 4.14 hr, 3.71 ug-hr/ml, Z2fERs#E 5 G134 4 1.88hr, 0.38 ug/ml, 3.41hr,
2.60 ug-hr/ml TH -7, -

2) B E 212 ok T, A% 150 mg A%, HWEFICHEEANCRTE Lo LI L,
FORERRE Lico BAZIZADNBED, #E5H 60~200 2B\ T 0.39 ug/ml LiEnd o
M T4% HED T,

3) AREABHRERYYE 69 Blic AR % 1 B 150~450 mg w5 LIciER, HIEEECAHLE
66 Gl D SECHITEIC X BERHRIL 81.8% TH -1

4) BRI, @& 160, BREEERSE X GOT - GPT - LDH o £&, WBC oFd
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T-3262 X FUML¥ETEHRREHETHES R LYY ¥
YANLEVRB O ARBEANEH ¢, Staphylococcus
aureus, Streptococcus, Enterococcus s ¥ ® 75 A
PR, 7 NUMIIEREE S S A2MEE, Bacteroides
Sfragilis Ie Y OB C0 L TBEVWHEARZ + 5
LA EBCEREMEAEEL, ST BERRCOBAR
DE7 7 LGS, BREECH L TIREEORKE
I OEINER T2, T, mMPBEBEIRERIC
HEL, B TRy HEREh Y,

4E, Alcbii AEABERERECHT 5 RADH
itk XL OREMER BB, BROCRH Lo THRE
'J- Bo

I. 2 & 5 %

1. EEERGRE

1 e bOES LCRERPEE

f#ERAC A volunteer 8 % (B 74, ik 14, Fip
22~50 7%, 1FE 46~82 kg) 1 A#K| 150 mg # HRX

#, 0.5 1, 2, 3, 4, 6 10 MBS X R
PRRL, ARERE LEEREES LB OREY P
AR — A= THE L, ARBITRAFELRAR
SEEFEHE I THETT Lics

EEERISE, paper disk ki X 5 bioassay & TT
Steo BEBIL Escherichia coli Kp k%, FAREEH
13 Muller Hinton B&ia fi\to, ML, HREULEZ
3,000 rpm, 15 ARHEOAEE L TEOhmERZL O
¥30k & L, ML evaporation Mk hBbhich
DREEE Lio ¥ 1, BORAENEL »—KRR
one compartment model iz X % B J12£HY parameter
%3k, simulation curve % fi\sto, = O REHTICIX
NEC 8801 personalcomputer %[\, FH4 oD progra-
ming model #{EH L1,

2) HkAICHEE L RF 0BT

SHEE, AUHE SHRAEYVEIRVHETEERE
212 ZcAkH 150 mg HHERTICPIRS ¥, HEEHCE

* T239-11 (FHEHELAE
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T LM w3 L, B ok e iR E 2R
FE L7, Sample | HBAFEEROBEIIFICH W T
153 @, RFF+FREEE A EARITI T 59 Bl
&b"oihf;o

2. EEPRAYHEt

1D #HENZ

Ei61ES AL hIBFI624E3 A TD 8 AMIE
WAYEFRAKENS, BRRTTREER D ESRS
IO ESE SRRSO A R 22 Uk 0 ERURILIR
MegEm 69 Pl AR B S L, EHI—FEFRL Tablel
OB THB, = Db No.67 (2 ik IERIER DO KK
WTH DR BIMRBE DTS SEHE, EREHEORK
SE s L OB SRR 2 B IR Lice ¥ 7, No. 68,
69 (LA LIE F 7ok 2 A LESRERR ¥, T 0 BROER
DBD R s o T T D SEUHE, ERBEHE KR
B OMESmsh R s X R OSSR DRI L
7o fEMGIT 17~86 7%, B 35 61, @t 31 FITH B,
FEFORFILT B WEASK 26 61, L : BERHE
g5 14 Pl JOIBE : $H% 26 GITH 5o EAIREKX
2T 22 B, BRIFRTFREECE T 35 Al £
VEEERELRSWTIPITH 7

2) BEHE

BERELIE 75mg 5%\ ik 150mg 1H2~
SERBENEY Ui, 1251k 3~12 BRI T3 AR
BEH DL A~5 BRI EN S o1, a8, HEH,
BURH, B & BRI RS oo

3) MEEFEAYEE

SE o 66 fid 38 FIOMSHRE L h FRC THiE%
FEL, Ebiz TCS R—z — AR, (BRO=Zimk
AT 4 AL = AZEONEE, RAER LV MIC 0
RAEREKEL, AHERRER DO/ L 7aFy vy
(NFLX), #7r%%>v (OFLX) ¥XU=/ %%
v (ENX) L oHEZ#1T -1

4 ERRDHR

FEER ) B D FIE 1 0 BRI BT A AN E OBRY
FHUENTH 5T, Tinbhb, BREEMET 5853
R OSSN BB A O AR TR LTELR
FERS S HER (£0.3), AZ (>0.3~<0.7), &
% (20.7) D 3EMTHE L (BB, ¥, £
BE O X VERIRD BB, B, LR &
oo 4 B CHE Lic (EREHE.

5) EIfEAR L UERER

AR EIEA KRR OFEC oW THEIERE
L, ¥t FHEARRVIZER, BS5BRCEBRKRELRER
Trz ke Ll

II. &

1. ERBRE
1) e MAER I UCEETRE
M ¥ L OMEREEx Table 2, 3 WRTED TS
%, Table 4 1= % D FEFH¥A) parameter %, Fig1
¥z simulation curve 7R3, MEFEED parameter
TRBES OHB A Tmax (3 1.42hr, Chrayx (3 0.67
pg/ml, T(1/2) i 3.28 hr, AUC % 4.17 ug-hr/ml ¢
»Hh, ZHEEEE T34~ 1.67, 0.61, 2.26, 3.30 T
BHotoo BRPRBEIREEREEDOHE, £ 1.41, 0.52,
4.14, 3.71, ZEEEE 5 TI13& ~ 1.88, 0.38, 3.41,
2.60 THhH, MFE FERHTHIZE W THARERED
FREFBITNEI 1,

2) WA LiciiEF~0BIT

BINfF R mAEE: Fig2 wRTE), BAZR
ZHNBHIRAE 60~200 51z T 0.39 ug/ml L)
oL Db 74% EED T,

2. ERREYHET

1) FHEFERIRE

EHRAELSEM Lic 38 fiF 31 flcE R Sh, B
MHEREAE 12 6, BREREOII2EETH, 38
Eepl, 4WELU L4, 3 19 fITh o, BEER
HENTFSIERE 5 5, BEEE 70 TH -1, BEER

S

. Fasting

é ©——o Serum

% 1.0 .

X o—==-0 Saliva

5 °

€ 0.5

= —Om~w

g o Oa o o

5 (A ] L ] L1

© 1 2 3 4 5 6 7 8 9 1011
Time after administration(hr)

Non-fasting

E ) 0——a Serum

¥ -0 0 ===0 Saliva

5 s

S 0~ =0mo

% // O~ =

3 ?

g L 1 L 1 1 l 1 1 i L

Q 1 2 3 4 5 6 7 8 9 1011

Time after administration(hr)

Fig. 1. Simulation curve of serum and saliva
concentration of T-3262 after administra-
tion to healthy volunteers (150 mg, p.0, 1
=8).
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Table 2. Serum and saliva concentration of T-3262 after administration
to healthy volunteers (150mg, p.o., Non-fasting)
Case No. 1 2 3 4 5 6 7 8 Mean=*S.D.
Serum 0.00 1.00 0.05 0.73 0.00 0.58 0.27 0.70 0.42+0.39
0-5 Saliva 0.00 0.43 0.00 0.36 0.00 0.40 0.12 0.18 0.19+0.19
Serum 0.00 1.12 0.22 0.96 0.52 0.78 0.46 1.00 0.631+0.40
£ 1 Saliva 0.00 0.93 0.14 0.80 0.34 0.59 0.40 0.73 0.49+0.33
:é § Serum 0.30 0.87 0.64 1.07 0.44 0.85 0.39 0.64 0.65+0.27
\3 E‘ 2 Saliva 0.18 0.61 0.41 0.83 0.31 0.67 0.37 0.52 0.49+0.21
g :é Serum 0.61 0.52 0.91 0.78 0.35 0.70 0.27 0.49 0.58+0.22
- -g 3 Saliva 0.54 0.42 0.56 0.61 0.18 0.47 0.29 0.34 0.43+0.15
i~ <
E 3 Serum 0.51 0.43 0.41 0.52 0.27 0.45 0.18 0.36 0.39x0.12
§ E 4 Saliva 0.48 0.38 0.48 0.46 0.16 0.45 0.20 0.29 0.36+0.13
O o
k= Serum 0.37 0.24 0.36 0.29 0.16 0.32 0.11 0.23 0.26+0.09
el Saliva 0.38 0.23 0.38 0.19 0.11 0.31 0.13 0.19 0.24+0.11
Serun | 0.21 | 0.6 | 030 | 015 | 0.09 | 016 | 005 | 0.14 | 0.16+0.08
10 Saliva 0.26 0.14 0.21 0.12 0.06 0.20 0.04 0.14 0.15£0.08
Table 3. Serum and saliva concentration of T-3262 after administration
to healthy volunteers (150mg, p.o., Fasting)
Case No. 1 2 3 4 5 6 7 8 | Mean%SD.
0.5 Serum 0.02 0.29 0.28 0.84 0.23 0.04 0.54 0.67 0.36+0.29
' Saliva 0.03 0.25 0.10 0.30 0.21 0.11 0.12 0.19 0.16+0.09
~| 1 Serum 0.19 0.33 0.34 1.00 0.51 0.16 0.41 1.00 0.49+0.33
\—lé Saliva 0.14 0.34 0.22 0.50 0.32 0.26 0.30 0.29 0.30£0.10
E § p | Serum | 0.27 1.12 1.09 0.80 0.55 0.31 0.37 .84 | 0.67£0.34
3 g Saliva 0.26 0.71 0.36 0.55 0.28 0.26 0.36 0.33 0.39+0.16
SN
5 E 3 Serum 0.37 0.84 0.37 0.67 0.52 0.34 0.27 0.63 0.50+0.20
‘é’ E Saliva 0.29 0.54 0.40 0.43 0.27 0.33 0.29 0.31 0.35+0.09
é E 4 Serum 0.28 0.55 0.30 0.62 0.46 0.20 0.23 0.39 0.38%£0.15
§ 2 Saliva 0.25 0.35 0.27 0.22 0.34 0.17 0.19 0.27 0.26x£0.06
E 6 Serum 0.23 0.29 0.23 0.20 0.27 0.12 0.08 0.15 0.20+0.07
Saliva 0.15 0.26 0.19 0.20 0.19 0.13 0.20 0.16 0.19+£0.04
10 Serum 0.09 0.17 0.14 0.08 0.07 0.06 0.02 0.09 0.09+0.05
Saliva 0.11 0.08 0.15 0.12 0.08 0.08 0.06 0.07 0.09+0.03
Table 4. Pharmacokinetic parameter of T-3262 in healthy volunteers (150 mg, p.o., n=8)
Ka Kel Tlag Tmax Cmax T ( 1/2) AUC
(hr?1) (hr?) (hr) (hr) (ug/ml) (hr) (ug-hr/ml)
Non- Serum 1.97 0.21 0.16 1.42 0.67 3.28 4.17
fasting Saliva 2.92 1.67 0.37 1.41 0.52 4.14 3.71
. Serum 1.18 0.29 0.11 1.67 0.61 2.36 3.30
Fasting
Saliva 1.36 0.20 0.24 1.88 0.38 3.41 2.60
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Fig.2. Concentration of T-3262 in serum of operative field after
administration to patients (150 mg, p.o. n=212).
Table 5. Clinical response of T-3262 classified by isolated organisms
Evaluation from criteria Doctor's judgement
No. of ; ) A
Organisms 0. 0 Excellent Good Poor Efficacy Efficacy
cases (£0.3) (>0.3~ (20.7) rate |Excellent| Good Fair Poor rate
e <0.7)| T (%) (%)
S. sanguis 1 1 100 1 0
S. mitis 1 1 100 1 0
Staphyloc_ocgus sp. | 2 1 1 50.0 1 1 100
% | M morganii 1 1 100 1 100
S E| S constellatus 2 2 100 1 1 50.0
£
g *_-2_ P. magnus 1 1 100 1 100
SRl IS4t RN PR BN SO ISR tc S SRR USSP USRS IFPSRRRIIES S
= B. thetaiotaomicyon 2 2 100 2 100
B. uniformis 1 1 100 1 100
F. necroforum 1 1 100 1 100
Sub total 12 1 10 1 91.7 1 8 3 75.0
Aerobe+Aerobe 2 2 100 2 100
) Aerobe + Anaerobe 3 3 100 3 100
Anaerobe+ Anaerobe | 2 1 1 100 1 1 50.0
Sub total 7 1 6 100 1 5 1 85.7
= Aerobe+ Aerobe 2 1 1 100 1 1 100
2 g
S 3 Aerobe + Anaerobe 3 2 1 66.7 2 1 66.7
L g
E E’ Anaerobe+Anaerobe | 3 2 1 66.7 3 100
I Sub total 8 1 5 2 75.0 1 6 1 87.5
Aerobe + Anaerobe 2 2 0 1 1 0
24 | Anaerobe+ Anaerobe 2 1 1 100 2 100
Sub total 4 1 1 2 50.0 2 1 1 50.0
Sub total 19 3 12 4 78.9 2 13 3 1 78.9
Total 31 4 22 5 83.9 3 21 6 1 71.4
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Fig. 3. Sensitivity distribution of clinical isolates

(Aerobic Gram-positive bacteria).
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T-3262 22

Norfloxacin 22
Ofloxacin 22
Enoxacin 22

Fig. 5. Sensitivity distribution of clinical isolates

(Anaerobic Gram-positive bacteria).
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s Ofloxacin =
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o Enoxacin <
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O ]
- T T R S S S R —
g T
Dm‘\b gm0, 03‘05 0.1 02 0'390‘78]'50 i 0.25 125 25 50_10(1 Total Drpg Lg/mij
T-3262 | 1 1 5 T-3252
Norfloxacinf 1 2 2 5 Norfloxacin 5 3
Ofloxacin [1 2 1 1 5 Ofloxacin 3 1 1
Enoxacin 1 2 2 5 Enoxacin 1 2 4 4 71 1712
Fig. 4. Sensitivity distribution of clinical isolates Fig. 6. Sensitivity distribution of clinical isolates

(Aerobic Gram-negative bacteria).

HOlFSEE+IFSHE 40, FRMEEEEEES
B, BRMEEHSHE T TH -t DEEEIERE
®5D L&, BIEmRY 12 GlOBERRILEHHETIL LT
%, EHREHETIE 75.0% THH, BERSE 19 fT
BWTFhd 78.9% THhotoo 2ETILE~ 83.9%,
77.4% T&-7i- (Table 5),

RIEL, FRME7 S ABKE 24 &%, BFEE75 A
RULE S B, MK 7 7 ABIEE 21 B, S S A
BREEE 18 BRDEF 68 #ETh -7 BBEEE 10° cells/
ml ToORHE LU ARER D MIC % Fig.3, 4, 5, 6
KiRt, T-3262 @ MIC F&H: 7 5 2B E 0B e
0.05~1.56 ug/ml e/ LTk b, OFLX X by 34,
NFLX, ENX X h# 5 &BER T/ (Fig 3), &
75 alalE Tt £0.025~0.1 ug/ml wH# LT
D, fuF LR R CTH -7 (Fig 4), MK 7
7 ABBHEE T 0.05~3. 13 ug/ml iz f LTk b,

(Anaerobic gram-negative bacteria).

OFLX X b#53%, NFLX, ENX I h# 5~6 E2E
hTuie (Fig. 5), S 7 5 ARMEBE T2 0.05~1. 56
pglml wHfi LTk H, OFLX kb #y2%, NFLX,
ENX X h#sEREL Tz (Fig 6),

2) ERR%HHE

TRHTR RIED] 66 Glefh TOBRRILSHHETIIE
2076, BE 47 B, EX 12 4, HLHE 81.8%, ik
EHETILERD S G, HR) 46 §l, ©L2F 10 §l, &
256, BEER 77.3% TH-io HBFIFHRITAK
HIBTIX IR 69.2%, LEf 92.9%, NE 88.5% TH
b, IHOBERHEIMED -7 (Table 6), FEETicZ
SEEBHETIELE 150mg T 71.4%, 225mg T
78.3%, 300mg T 87.5%, 450mg T 75.0% T -
7o (Table 7),

3) BBk LUOBKREHERE

FRZECEL, BEOTH LM (No.28) & k (i
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Table 6. Clinical response of T-3262 classified by diagnosis

Evaluation from criteria Doctor’s judgement
Diagnosis No. of Excell Good P -
(Group) cases | Excellent 503~ oor icacy Hent . Efficacy
(£0.3) ( (20.7) | rate (%) Excellen Good Fair Poor rate (%)
<0.7)
Pem":‘;“;‘“s % 1 7 8 69.2 1 17 5 3 69.2
Pericoronitis
() 14 1 12 1 92.9 1 10 2 1 78.6
Osteitis of jaw | ¢ 5 18 3 8.5 3 19 3 1 84.6
(m)
Total 66 7 47 12 81.8 5 46 10 5 7.3
Table 7. Clinical response of T-3262 classified by daily dose
Evaluation from criteria Doctor’s judgement
Daily
dose | O O\ gy Good P Effi Effi
xcellent oor icacy . icacy
cases 3~ 1
(mg) (=0.3) (>0.3 (20.7) | rate (%) Excellent Good Fair Poor rate (%)
<0.7)
150 7 0 5 2 71.4 0 4 2 1 57.1
225 23 3 15 5 78.3 2 14 5 2 69.6
300 32 3 25 4 87.5 3 24 3 2 84.4
450 4 1 2 1 75.0 0 4 0 0 100
Total 66 7 47 12 81.8 5 46 10 5 71.3

EOEH 1§l (No.27) A bhi N bMmET & & THDREFEBbNB, ¥l BWERFRENEDS
LT RLBERL o, BIFFARBERIT 2/67 (3.0%) Nl Ly OFLXY LEBRCEMmMEHOATL ST, &

TH 1o B b bARIDRAE L ERT D Lk VERDRY

BEEREIZFMRCREYRME L 58 fIF 261 BD VBT LRI,
kb h, GOT-GPT.-LDH ot & 14] (No.60), KRN ER A5 LSBT TR IH 69.2%, I
WBC o4 16) (No.66) T, WThbBETH-7 B 92.9%, I 88.5% Th»to 1| AREEICAH
(Table 8), %L ABHZE TR 150mg Tk 71.4%, 225mg Tik
1. # = 78.3%, 300mg Ti% 87.5% LRABWIE LU THEBERR

FENZE ) Vv FVBROFERERTAER TH B0 o feh' 450 mg TIEGIB A A e ds - fefcsdd 75.0
b, EFEHz:x NFLX, OFLX, ENX 72 &h5 0, % Thotleo THREHTEOKROERT 5 L 1H 300
¥rio OFLX 13fiFiBfE & & 4 e B\ B IERELBS mg OHGEETHILHEIPETE B LBbhl,
Y, REBIZ ST BWGERDENTER TV 5, EEHIE TR 12 BlOEDRIHR DR, ZTOMR
AHF2&E D volunteer ¥ A FeERIC & h, ABE W TRESH, URE1G], MBE3HITHoTce & DEHH
ST MFBED Cmex 12 0.67 ug/ml, EEP TIX D5b, IHTEEHFSH, THETEIAFIANE
0.52 ug/ml, ZEEREEE TIXE h X h 0.61 ug/ml, KBEHZETORERUETH 1o Ehe, BEARE
0.38 ug/ml TH HZEWHHEE L 0L U LARKREIC  TEBEGNSH 700, B CRERSAHE K-
BLTEHWBELEOhI, CoZ LEnERcs TEREWC LT X 5 LBbhb, SECEHED 12
WTERALHVCHLBROBIFAY ARSI VBR  leouwThs &, Fih, 2 HEECMECHES
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EXPERIMENTAL AND CLINICAL STUDIES OF
T-3262 IN ORAL SURGERY

Jiro Sasaki, Tokiko Sekicuchi, Masataka UEMATsU
TakasHr MorisaiMa and Yosuiaipe OHTA

Department of Oral Surgery, School of Medicine, Tokai University
Bouseidai, Isehara-shi, 259-11, Japan

Takerumt MorigANA, AxiHiRo KANEKO
and Fumisapa ToMita
Department of Dentistry and Oral Surgery, Ashikaga Red Cross Hospital

Tosuikatsu Konnal
Department of Dentistry and Oral Surgery, National Tosei Hospital

We performed experimental and clinical studies on T-3262, a new synthetic antimicrobial agent for
oral use, in the field of oral surgery.

1) T-3262 was administrred to 8 healthy volunteers after and before meals at a dose of 150 mg, and
the serum and salivary concentration were determined periodically. The parameters of pharmacokinetic
analysis were as follows. In serum after a meall, Tp,.x was 1.42h, Cpay 0.67 ug/ml, T1/2 3.28h
and AUC 4.17 ug-h/ml. In fasting, Tmax was 1.67h, Cpay 0.61 ug/ml, T1/2 2.36h and AUC 3.30
ug-h/ml.  In saliva after a meal, Tpa, was 1.41h, Cpoay 0.52 ug/ml, T1/2 4.14h and AUC 3.71
ugeh/ml.  In fasting, Tmex was 1.88h, Cpray 0.38 ug/ml, T1/2 3.41h and AUC 2.60 ug-hr/ml.

2) T-3262 was administered to 212 patients at a dose of 150 mg and the blood concentration in the
operative field was determined. About 74% of 212 patients was over 0.39 ug/ml at 60-200 min. after
administration.

3) T-3262 was administered to 69 patients with oral infection at a dose of 150-450 mg/day and an
efficacy rate of 81.8% in 66 patients was obtained.

4) As side effects, diarrhoea and constipation were observed in one patient each. As abnormal
laboratory findings, slight elevation of GOT, GPT, LDH and slight decrease of WBC were observed
in one patient each.

From the above results, we consider that T-3262 is a useful antimicrobial agent in the treatment
of acute bacterial infections in the oral region.



