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ORI 31T 5 TE-031 D EEREIMRET

IWARIRZ - B —F - % ARBF— - ILCVHERE - BFRSARR
RAMHREE—OBRNHERE

HLLABEONAEYE TE-031 % BN FIROREEDERIFERAL, ZOBKHRIZOVT
BRaf L7z,

*TRIEBITEEALRISE, wTEER 8B, FEK4FOAEIFT, EMIZI6~T738, BHEL14H)
THI3BITH 720 THBEFIDOKIIL, ETH 8B, BWEA13G), BEH6HITH -7, H5EIR]
E&200mg T, 8- YREN 1 B 2EKS L L, 1H400mg 2EOHKS L7,

FOBRHEELRET LER, i OBRNBBEROMAEMENRHEEE XS IHEAKN
ETIE, B 8B, AHNTH, EHH 26T, AHEIINZ.6%THh, FTHEREIILIHET
X, EHI06), AH14BI, BRI 36, EXHOBIT, FAHFTIL8.9%TH -7, 2769, 156
(55.6%) D L30BDEERILT B T LK, IFRUEITHRTEEDS6.7% % 5, WAEE LT
~NT Gram BHE CI3HRE Shiz, FHEHKS%, 12BICEOHEK T Rz TE-031DRIEICH
+ 5 MIC (33 H & 10° cells/ml T, FRMEED58.8% 750.39 ug/ml LT TH D, WAMEETIE
100% %%0.20 pg/ml LT EBVIEN R L TV 7,

EWERIZBRET, TEEUTONRE - OBNREROILBEREI N L THADLERTHLLER
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2% (AN

TE-031ix, =) 2O0< o b8 E&nti<s o

4 FROTEWET, FRY 7 LBHEOEY, 7

7 LBEHEO—I, WMAME, Frounsy—, <
A375X=, 75377, 9VLT7 75 X%HIMER
RIMVERALTVD, EAEAKRIZZ) 20~ 1 >
YERIFEBEREmMERL, FRES T LABHEED S,
aureus, S. pyogenes, S. pneumoniae 23Xt L TIZHHEM L
WLRRKRENTH LA, 77 LBRMED H. influenzae
W LCTRBRENTH D, T2, BELHOBRIUIED
HTRHT, BUMFBENIRON, SEEBE~DOBIT
bRHFTHAY,

AE, F4iL, OBRSFEIROBEIE T KA D
ARMBLIUREUYBRNICRE LOTHRET S,

1. BRERAYHRET

1. XNREF

BEFI614E 4 AL V10A T TH 7 # AMICEEER AS
F—OBNE & F2 L 7- ORI O RS 27 6] % 4
REL, ZOPERIGHEBEMKRISE), whEEFE% 8 6,
HRABIDEE2IBITH 5720 B, HETHA8 B
B A136], A6 B TdH - 72(Table 1),
FERITI6K L V73R T, TR TH o7, $72, B
#1460, ZHIBITH -7, HBMBIZE Y, HAEYE
T HBBENHLLD, TLLF—ERKEEI LR
FTVLD, FFRERECERIERE I BB LEEY

FELTWwEL0D, HILFRBORENH S D, HikD
Bundbsbotr, FREAIE LTI6RKMD/NE L
KOS L7,

2. H5H*

581k, 1@E200mg %1 H 20, 8- y&EHED2
E#EORS & L, K5HBIZ3~6BET, 3HELL
ix 6 BERZRGMWE o7, BIXGEITZ I BERSD
1.2g756 6 BRIEG5D2.4g FTTH o7z, EMH, H
RHE|, BEF EOBERIITRENIET 7,

3. WERER*E

BRAEGR) ORBULERI & L CRASHRE & h M, %51
TAHILEL, BRIPATELSAIGREREICTER
LBELHRIL 72, BBIZ7/272512, TCS(Tripticase
soy broth) R— 7 —i2vh, HREREERREL VY-
REMICEHEL, BT, REB LU MCORHEE
gLz,

MEOREIITEEZ R ) TE-031DEARI%ICER L
BRBE IOV TIZBEE R0 cells/ml TR/MFEFHIL
i BF MIC (minimum inhibitory concentration)ll % % 17 7%
272

4. FHRDOFME

AEOBEHEIZER - OBEARERONEMEHR
YR (ZHE LT o 720 BEDHEMNMENER
YEBWICBEL, £, FhOFKEATLICAKT
LT, HREMERSHIABOSKEHL, FA
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RICEBRRAE AT 572, BlH, <0.3%%%h, 0.3
~0.7% 8%, 0.7TSHEHE L7z, X612, ERIGHEIZ
#HILFEENER+MATEBEHEE L, hot
BAMICHEL,

5. HePRALE

BB DBER AL Table LR L7225, #hox F
L% & Table 208 % 572,

1) FHICE BHRHE

WA I EW(<0.3) 4 6I, H#(0.3~0.7) 9 B,
#51(0.7<) 2 BIT, BEHEKII8.7%THh 7. T/
BRIERH LB, AR76, EHOFT, HHRI
100%Th -7 FARIE, EZ3IBI, HRH 1B, RO
BT, HRERIZI00% THh 7o LEBITIX, E5) 84,
BEWI7HI, B2 61T, HHEIIN2.6%TH 70

2) EEEHE

WA RIIE 46, ARLI0BI, LREY G, &
HOBIT, HMEIZB.3%TH o7, WERFRITER
261, Bxh4 B, LREM2H), EIHOBFT, AHEIL
75.0% T o7z, BARIE, E4BI, BEXOHFI, 2FH
OB, EEHOBFIT, HEHEIZI00% TH o7z, SIEH
T, E%I0BY, BFxh14BI, A% 3 B, #%HO0HIT,
HEII88.9% THh » 72

3) REJARE

AT, EEAKRAS6.7% & & bIEA 5 7275,
FEERHETCIRETRMAADT5.0% L& L&D 5720 JE

B A 4 Bl & Dl h o 7ons, SARIEEENIL, FHEHT
EH100% DEMBERLT,

6. HERARR

6, KERICHERELIT SV, 276 156)
(55.6% )M H30MDW LRI T 5 Z &k, wTh
LEF - ORSNEIHBUIFE 2R T, HMBmLI3
B, EHEERLEFIII2HTH -7z, FREFIZITHT,
ERD56.7% % HH TV /2, Gram BTER 1L a -Streptoco-
ceus W10k &E & b % <, S. aureus 2 ¥k, Staphylococcus
sp., S. pneumoniae, Corynebacterium sp. 3 F L ZF 1 1 #k
TOTH o7, Gram MR L 2 ¥ T, B. catarrhalis &
E.cloacae Tdh 720 —FH, WRMEE LT XT Gram [
R TI3RDHRE SN Ts S, intermedius 255 ¥R E R b
%<, #t\ T P. asaccharolyticus, Peptostreptococcus sp. 7%
FNEFN 2T ORE SN, S. constellatus, S. morbillor-
um, P.magnus, P.prevotii B’ 1 KT DO ThH o7,

KRG %, 1260ICHEDEEE R,

TE-031 DM EIZ4 3 5 MIC 13 HEAE R E10° cells/ml
T, WFRMEEI7THRF 104 (58.8% ) A¥ MIC 130.39 ng/ml
UTFThY, BRREREI3KRF134(100% ) A3 MIC 1£0.20
pg/ml LUFTdh 72 MIC H5100 pg/ml A ETaH -7-D
1%, a -Streptococcus 104k 6 ¥k & E. cloacae 1 Bk DET 7
WTaHH, FRICHELZEM b REHKIZIE MIC 100
png/ml LLET& 572(Table 3, 4),

Table 2 Clinical efficacy of TE-031 by diagnosis
Symptom point ratio (Day 3/Day 0) Doctor's judgement
Diagnosis 0.3 Overall Overall
=0.3 0.7= | Total efficacy Excellent | Good | Fair | Poor| Total efficacy
~0.7 rate®* (%) rate** (%)
Periodontitis 4 9 2 15 86.7 4 10 1 0 15 93.3
Pericoronitis 1 7 0 8 100 2 4 2 0 8 75.0
Alveolar 3 1 0 4 100 4 o] of o 4 100
ostitis
Total 8 17 2 27 92.6 10 14 3 0 27 88.9
[
<0.3 + 0.3~0.7
*  Overall efficacy rate= X 100
Total
. Excellent+ Good
**  Overall efficacy rate= X 100

Total
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Table 5 Laboratory findings before and after TE-031 treatment

Case

No.

RBC Hb WBC Eosino GOT GPT Al-P BUN Creatinine

(X104 1) (g/d1) (X103 1) (%) (U/L) (U/L) (U/L) (mg/dl) (mg/dl)

B A B A B A B A B A B A B A B A B A

10
11

12

15
16
17
18
19
20
21
22
23
24
25
26

27

476 | 484 115.5|15.8| 8.0| 6.5 5 4 15 14 17 14 207 | 204| 6.6 7.1| 0.8 O.
407 | 41212.2|12.1|10.4 | 4.8 1 1 12 12 7 7 136 | 134 9.8| 9.8| 0.6 O.
451 | 449 |14.2|14.1| 9.2| 5.7 0 0 16 19 10 13 189 | 183 |16.6 {16.3| 0.7 | 0.8
468 | 454 (11.3]10.9| 5.7 | 5.6 0 2 17 17 8 10 136 | 122 12.6 | 8.6 | 0.6 | 0.7
423 | 398 (12.2|11.5| 7.4 | 4.4 1 0 13 12 5 4 149 | 144 112.9113.2| 0.5] 0.5
528 | 511 |15.6 |15.5| 8.6 | 6.1 3 1 14 13 11 10 170 | 166 |19.8 [13.9| 0.8 | 0.8
497 | 503 | 15.4 | 15.4|20.4 | 14.3 0 0 15 25 12 18 211 | 185(10.0|13.1| 0.6 0.8
555 | 549 |16.9 |16.7 | 6.7 | 5.0 1 3 21 18 27 27 1751 175 11.3 {15.2 | 0.8 | 0.9
407 | 400 [12.2|12.1| 6.7 | 4.3 1 0 23 18 12 9 121 112 |17.7 {13.9| 0.7 | 0.8
447 | 485(11.2|11.9| 7.1 | 7.4 6 12 16 13 13 13 220 | 220 |13.9| 85| 0.6| 0.5
419 | 394 [12.0|11.6 | 3.3 | 2.6 1 4 15 15 20 20 200 | 200 {11.6 |14.4 | 0.5| 0.5
420 | 403 [13.4|12.6| 7.5| 6.3 0 1 14 15 11 10 210 197 117.9119.7 | 0.7 | 0.8
439 | 455111.9(12.2| 6.7 | 5.5 4 2 21 20 20 22 168 | 166 | 9.5|10.0 0.7 | 0.6
471 | 470 |14.3 |14.0| 6.4 | 6.0 4 6 21 21 20 20 170 | 168 |10.5|10.0 | 0.8 | 0.8
457 | 411 |12.4|11.6 | 8.3 | 5.4 1 1 38 35 26 26 193 | 176 | 14.9 |17.8 | 0.6 | 0.7
462 | 436 |13.5|12.5| 9.0 7.5 0 4 16 14 8 8 186 | 170 | 9.7 (12.3| 0.6 | 0.5
448 | 483 |28.8|14.3 (10.6 | 9.3 2 5 18 27 29 37 224 | 271 |121.5|16.4| 1.0 0.8
558 | 579 116.1|16.7 | 7.3 | 6.0 3 4 10 16 15 18 179 | 219|13.4|16.9| 0.7 | 0.8
427 | 438 |11.3 |11.1| 6.0 | 5.7 0 0 13 12 7 7 1511 153 112.4 {12.7 | 0.5| 0.7
434 | 444 |13.2|13.4| 6.8 | 5.8 2 1 18 20 12 13 115 | 119 {10.3 |10.6 | 0.6 | 0.7
516 | 516 |{15.6 |15.5| 6.6 | 6.8 8 6 17 14 16 8 185 | 191 [13.5(12.1| 0.8 | 0.8
460 | 434 |14.8 |13.9| 5.0| 4.6 1 2 20 17 12 10 178 | 178 |13.9 |18.6 | 0.8 | 0.9
532 | 510 [16.2|15.5|12.3 | 6.6 2 11 18 13 26 17 169 | 163 15.112.3| 0.9| 0.9
535 | 527 [16.4 |15.7 |13.5 | 7.4 0 3 30 42 24 32 214 | 196 |10.4 |16.7 | 0.6 | 0.7
444 | 406 |12.4 |11.5 10.9 | 6.4 0 8 14 12 11 8 264 | 234110.3| 88| 0.9| 0.8

530 | 513 (15.0(14.0| 6.0} 5.2 5 3 13 13 4 7 162 | 184 | 85| 7.6 | 0.7| 0.7

514 | 469 |16.2|15.0(10.2| 5.6 1 2 36 20 42 16 220 | 233 10.5|12.5| 0.9 0.9

B : Before treatment A . After treatment
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7. BIfEH

AR GZEEL, 27615 1 B1(3.7%) I DAIK5 3 B
BIZBOWTHDPRB LD, HGPEIIBEL LD o7
370, HGEIRIIT R o M — % - MiEAEILFRIRE
TiE, AEIES5I2E B L B A FEEERE A 2 FIIZ52
B 5 N7z(Table 5)o

I. % =

TE-0314}, TV Ru=4 > bR Eh/i-vs0
A FZOHFLOWEORENEATH 5, § TISEBEMRF
FIZLY, RO OTA FRIVEWE LRI, &
SHT T ABHE, 7T LBEEO—, HwAEE, ¥
yr¥unygy—, <w4a73x<, 75337, JL
77 ATEIEAR FVERL TS, $£72, £
OHENR, =705 4 FRIAEWMAD ) bTRLED
YEbhTwaIY 207 A Ty EIRFE%ED, b LL
EEFEVY, SEOBKRMRETICBELT, K idiks
BERGHEIIODWTHEZ THI, $TIZ1[E200 mg
L300 mg % %5 L TORETIE, FAORIUIAFED
BWMH L LHEY ShTwh, LAL, BRIKTERI
FHTAEEE, ARKSOAPBEIZL > THRAL
24, BEBBENRIEHLMION, FHEIE (R
Bo I THA121H200mg, 1 H 2@ - ¥ E%305
1235 L, 1 HE400mg & L7z, FERICL NS
BEESETIIEBFREL LANT, RERFER
phase 3 DEAKIZ G TAMIC A AER & & L7zo FANIH
LS, Ekn<ru T4 FRIAWRIZEXTR
BALRTWI EiE, FFEICKRELRFEOVEDTHY

EREIZ 1 H400 mg DIES BT, BHEEHNRRTOHR

S 16b ko7,
REOFEWEIZOWVTIE, 3 BERAFLAA92.6%,
BRAETEEHENS.9% Tho7mZ bk, & ERER
DFEKAFIHFLL, FTEEHEOTH L H100% DA
NENBONLZEDS, T THALILERD, @F
FEHIC O OREBOELEBIIN LTHIRAEHA
H o570 MIC IZEFEEE10° cells/ml T, IFRHEEFD
58.8% $%0.39 ug/ml L\ FTH b, MR TI12100% 4
0.20 pug/ml LT EHWIE N 2R L Tz, MIC Tid
FEFICRE L7 EM &3IZREEED, BT IRBECHHL,
kDO FEICHBAIMENPFETELER),
REIORIERA L LTiE, BEDOTHI1FIRSNIA,
BESHIEIZEES 2 d o7 T2, ZOMDOTRIEKD
o lo¥ (R/ 3 AR AN

AR OBERBEMIITT 58, RER5ICL L
Bbhd, FBEROBEEAN2HICED LN,
LR, LEHIZOWTOERRETIEH 57,
TE-031i3 % B LUF o OREA L SIS 0 (LRt 2 12t
LTEMRERTHELEI LN,

X 79

1) 3EBFCFEREFSRS, FEIVRI T4,
TE-031, 2%, 1987

2) H—OEHEWREFRR L VKU 740G H
BHESSE |23 T AN EH ORI EEEIZOV
Tyo WHEMFEMARIE1:122~160, 1982

3) KEFRHEZE, (9 MEae R O'BERER) : OissRR
BBRSE DR B OGS, WEEWAREM RS
3:78~91, 1984
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TE-031(A-56268)IN ORAL SURGERY

GENYUKI YAMANE, KAzuyosH! SEKIGAWA, KENICHI SASAKI, MASATSUNE YAMAGUCHI and Hiroyasu Noma
The First Department of Oral and Maxillofacial Surgery, Tokyo Dental College, Tokyo

We administered TE-031(A-56268), a new synthetic macrolide antibiotic for oral use, in the treatment of oral and
maxillofacial surgical infections. We evaluated clinical efficacy of this antibiotic, with the following results.

The patients included in this study totaled 27 (14 males and 13 females, aged 16 ~ 73 years)and cases consisted of
periodontitis(lS), pericoronitis( 8 )and alveolar ostitis( 4 ). The stage of disease was aggressive in 8 cases, stationary in
13 and with a tendency to remission in 6 TE-031 was administered orally in a daily dose of 400 mg b.i.d. after each
morning and evening meal.

Evaluation of clinical efficacy was performed according to the Criteria for Evaluation of Clinical Efficacy of Antibiotics
in Dentistry and Oral Surgery. On the basis of assessment on day 3 of therapy, there were 8 excelllent results, 17 good
and 2 poor, with an efficacy rate of 92.6%.

The results of evaluation by the investigators were : excellent 10, good 14 and fair 3, with no poor cases, giving an
efficacy rate of 88.9%. Bacteriological culture techniques resulted in isolation of 30 bacterial strains from 15(55.6% )of
the 27 patients. There were 17 aerobic bacterial strains, accounting for 56.7% , while 13 anaerobic strains were all
Gram- positive organisms. The suspected causative microbes were eliminated from 12 cases after administration of TE-
031. MIC studies showed that, using an inoculum size of 10° cells/ml, 58.8% of the aerobic bacteria had MICs of 0.39
ug/ml or less and 100% of the anaerobic bacteria had MICs of 0.20 .g/ml or less. TE-031 thus showed potent anti-
bacterial activity against these clinical isolates.

Since the side-effects of TE-031 were mild, we believe this an effective antibiotic for use in the treatment of mild or

moderate purulent infection in dentistry and oral surgery.



