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<7054 FRIPAEWE TE-031IZT 5 EBERZE 2 5 U8
PR B2 R YL E |2 B 1T 5 Ba R B

"EE M- EHEE - LG E - WSCE - BEFE
REkRE—ES - EH A - ARER - WA B
ROEMKREE_NHERE

B5F & LEET - BERA— - FREX
ROEMKEH B RRRER

FLARESINAY705 4 FRIAWE TE-03LIZoWT, HBEHHES & IR0 |- 1t
THRRORET 21TV, ROBEREB,

1. TED  BBRME D & 58 U 722838k (Staphylococcus aureus 79, Enterococcus faecalis 40, E. faec-
ium 8, E.avium 14, Haemophilus influenzae 41, Pseudomonas aeruginosa 50, Acinetobacter calcoaceticus
54)I22WT, &H & Erythromycin(EM), Josamycin(JM), Midecamycin(MDM), Cefaclor(CCL),
Amoxicillin(AMPC) DB/MEF LB (MIC) 2B L, W L7, A#IX, £4%I2EM LRI%H
PHVWREANERL, EM, JM, MDM ERZRMMIBOONT, 2 F2 Y VittEEE 7 Ko REIC
13, 32% DBRAEFH|D MIC<0.05 pg/ml TREHFEILE X7,

2. MHPIRE, BRNBITRE  BUYEAERPENBE 4 PUAR ¥ EEEMIES L, Mk
RAAR2~3BFEZICE — 2 1Z3E L, 100 mg X 5-61Tid, 0.58 ug/ml, 200 mg %561, 0.85~
0.92 pg/ml, 300 mg 5B Tit, 1.9 ug/ml DEH B SN0 EHENDBITIEEIX100 mg 55T
0.24 pg/ml, 200 mg #5BIT0.9~1.16 ng/ml, 300 mg$XEBIT 4 pg/ml DIELB LR, MAERE L
NE» o7,

3. BRPRBUE : PREBFERAE 7 O (RHAE IR IG, BUREXL1IM, REXMEIH, <4
ATFARIBDERNRE L, AH % 1 HE300~400 mg, 52~3%5%6~108R1To7:0 E5
2B, BR4BI, RRAEDIBITH o7, SOFRIZRSIZL DEEML S NICMBEELFERTRICRE

¥ROLh o7z,

TE-0314d, KIEMERLAHERCRARESN<Y
054 FRNEWE TH 5 (Fig. 1), Erythromycin
EM)DLERENH DT, BISHLTEDOTRE
THY), BOKSIZTHCMFRE, RPBE, SRS
ORFLBITRENBONLDEHRLE LD TH
%,

FROHEN I, EM LA%THY, fEkNwrOF
1 FREEME LRI, 79 2BHE, ~13 75X
0 ITIVT. LIFRS, AV TIVIUHE, F4
VT RED—DY 7 ARHE, WMEHEICHE AN
IhTLEET B,

BEN, ESUENRBRL LTI ReNIIE (,
BHBRRBCIRE CICHEE 2 2FTRIIELRTY
Z0he 2EL AL TOFAICET ARG SN,
FROBRMBRE A% Sh, $35E B R{LEREL DR
RTOHES v RTw h L LTAFIOHEA T 2N 7me
HES, COMERICBMT 2BE7H Y, REIOERE

SRR BIES, WRBBREIEBE G LI
FOMPRE, BRABTRE, BRHRLREFLO
T, HETOEBEMZ THRET %,

Fig. 1 Chemical structure of TE-031
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1. RBRHER SUICKREEK

1. HEhH

1) £8hH &

B DRER #6538 L 7-283kIZDoWT, BRI
FREFEREDOHE? (- TRPREHILBRE X
E L7 BIERATFREE# 1L, Mueller-Hinton BXR 5 iy
(BBL) % fEA L, EHDRERFNIZ100 xg/ml 25 2 1§
FRLUCLBEER L7, BHEEEIZI0° cfu/ml &L,
370755 - (EAMBYERT)ICTHEREL, 2 b
O— k& LT, Stapylococcus aureus PCI 209 P % FH\»
PAS

FH LA L BERITROB) THb,

ERZER

TE-031, EM, Josamycin(JM), Midecamycin(MDM),
Cefaclor(CCL), Amoxicillin(AMPC)

fER Rk

S. aureus 76k
Enterococcus faecalis 408k
Enterococcus faecium 8t
Enterococcus avium 148k

Haemophilus influenzae 41

Pseudomonas aeruginosa 50%

Acinetobacter calcoaceticus  54%¥k

2) EBB#

ERB&IL, Fig.2~9I/RL7, a2y bo— ke L
7= S. aureus PC1 209 P 123§ § 5 TE-0310 MIC i, =
0.05 yg/ml TdH -7,

S. aureus (3T AME NI, 2 F 2V YEtE(MIC :
225 pug/m) BB 7 F 7 IKE (MRSA) ¥ B\ 7= B B 14
L Tid TE-031 25| b MBI AN, DWTEM, IMT
HH, MIC>100 pug/ml DEERIEEAT3 (8 %)IZAH
M7z, MRSA 38%kiZa L Tix, 12#k(32%)1£<0.05
pg/ml TEDREEFEHVHEILES K, oKX LA-EH LD
SENTHE SRR LA, >100 ug/ml 2268k (68%)
A3 #i L7z, E. faecalis, E. faecium, E.avium \Z3F L T
b TE-031DHLE 1112 >100 xg/ml & £0.05 yg/ml D
BETHERL, BLTRLBVEEE R, 751,
WRHEEKIZDOVTIZ AMPC 'R TV 72,

7o LBHED )L H. influenzae (23T AHE NI,
TE-031i EM DD EiZfEh, D\ TJM, MDM T& b,
12.5 ug/ml IZ¥ — 2 FEEH A STz, P. aeruginosa 1355
EREETRL, A. calcoaceticus & 212.5 yg/ml IZI3 & A
EDBRMDH LTz,

2. MHPBREDB L UEENBITRE

1) £8hH&%
BETOEREEBE 4615 LB EnmbiseE,

W BATIRE IS DV TRE L7, TE-0310#%5 K1
BEMAERIERSEL, 100mg k5% 161, 200mg
B5% 26, 300mgHZ5% 1897 o720 H&5#%1,
2, 4, 6, 8, 12B¥MICIRIL, %7-#x57% 185mLL
W, 1~285M0, 2~4B5f, 4—6B5M), 6~8BEM, 8~12
BRI TEE LT
BB E I, Micrococcus luteus ATCC 9341 ¥ BREH
EL7cA » THETHTY, BERZOPREIZC b 7-)
Mm% %, BHEAREIZI/ISM, pH7.2)) » BEEEH
(3 LAYASS
2) KRB
ERFEE ¥ Fig.10~131IR L7
P REEE, 100 mg X 5-61T 2 BERI#£120.58 1g/ml,
200 mg #3561 Ti22~38FR11%120.85~0.92 yg/ml, 300
mg 5B Tt 2 BERI1£121.90 pg/ml DY — ZfEITEL,
LWk L1265 112 $0.1~0.4 pg/ml DBRENBL
(A
WERBATIREL X, 2~4B5RT47%2 v L4~ 6BFRI R DM
2200 mg & 561 T130.9~1.16 xg/ml, 300 mg K5HT
134.0 pg/ml DRENR H NIz, 100 mg 561131 ~285
RI%DOEHKIZ0.24 g/ ml DREHE STz, 200 mg i%
56, 300 mg H5HIEVFh b mMPBRE LD LBEEA
REIBY - MEERLI,
3. ERMEE
1) A&
1) HRIER
FH R LIAERIL, FRBFREEICRE L &
BORRIL, BHAEXRIH, BHKEIRIN R
BEXMK2H, <A77 X<RMR1IFADETHAT, 5
36, ktE46, ERMII2UEHNH63ETH7
i) %5®E, K5HE K5HH
1 BH%5®IE, 483300 mg 7 2 %5, %&b 2804
FNFN300mg 7 3&5, 400mg 7 2 /K5 €17 o7
HEHMIZ6 B, 6100/, £R5RIZ1.4g763.08
Thoto
i) BHRAE
BRDEDHER, EEBEEIMT 70 EDORER,
W Lk, W, ML CORRBRENGOT
HEMFR BBLC MU EEFRR, ik, AOKY
(4Fh3k%), CRP, MiLfli% & D¥H, BHERFOERE
DEEDHENS, BEHIZERH(H), HH(H), X
B5H(+), EH(—)D4BBECEFLTHEL.
iv) BIfEA
ARG5S ROBIEERK, BRREBEOEH TR
L7
2) BEFREI#
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Fig. 2 MIC distribution of TE-031, erythromycin, josamycin, midecamycin,
cefaclor and amoxicillin (S. aureus, 38 strains)
(%)
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MIC  1<0.050.10 0.20 0.39 0.78 1.56 3.13 6.25 12.5 25 50 100 >100 (ug/m)
TE-031 35 3
EM 11 24 3
JM 2 1 30 4 1
MDM 2 2 33 1
CCL 16 15 5 1 1
AMPC 2 4 1 9 15 5 1 1
Fig. 3 MIC distribution of TE-031, erythromycin, josamycin, midecamycin,
cefaclor and amoxicillin (S. aureus MRSA, 38 strains)
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Fig. 4

[V

MIC distribution of TE-031, erythromycin, josamycin, midecamycin,

cefaclor and amoxicillin (E. faecalis, 40 strains)
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TE-031 26 4 10
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MDM 3 15 7 1 14
CCL 2 12 22 4
AMPC 2 18 17 2 1
Fig. 5 MIC distribution of TE-031, erythromycin, josamycin, midecamycin,
cefaclor and amoxicillin (E. faecium, 8 strains)
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Fig. 6 MIC distribution of TE-031, erythromycin, josamycin, midecamycin,

(%

cefaclor and amoxicillin (E. avium, 14 strains)
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Fig. 7 MIC distribution of TE-031, erythromycin, josamycin and
midecamycin (H. influenzae, 41 strains)
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Fig. 8 MIC distribution of TE-031, erythromycin, josamycin, midecamycin,

cefaclor and amoxicillin (P. aeruginosa, 50 strains)
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Fig. 9 MIC distribution of TE-031, erythromycin, josamycin, midecamycin,

(%)

cefaclor and amoxicillin (A. calcoaceticus, 54 strains)
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Fig. 10 Serum and sputum levels of TE-031 after oral administration in fasting state

]
(ﬂ%/'?]) 40y.0., M, 59g, Bronchitis (Dose:100mg) (;nl())
Serum level
======Sputum level
1.51
o
3
E
3
5
&
2 1 FS
o
£
2
o
0
0.58
0.5 —
0.5 NAZ
N
0.24
’l‘x\J
" ™ 0.06 0.07 ___
0 1 2 4 (h)
Time after administration
Fig. 11 Serum and sputum levels of TE-031 after oral administration in fasting state
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Fig. 12 Serum and sputum levels of TE-031 after oral administration in fasting state
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Fig. 13 Serum and sputum levels of TE-031 after oral administration in fasting state
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KA 2 S Lz TEBIO—K % Table 1, AFEAR
#0E R EERRIEIE % Table 20278 L7,
i) BRRHFR

BRIMEE, EW(H) 28, HH(H) 45, 2eHD
(+) 1B EHE SNz (U EEAERE LEHE,
TH 65, 86%THh -7

BN S S. aureus % 578 L 7=JEBI (No. 1 BHREX
%), BIREEL, RERGOERL, AHLHES
Nt T4 377 XTMiROER (No. 5) 13, HBERE

L LTHEEND o745, AENZ L AEHERIRA LN T
KHOERABRIEBVEEZON:, REXHARD 26
(No.2, 7T)ZVFNLBRBIITHTH 7245, B
LETRISEL, REMROBHRL, EUHLHESL
oo BUHREXRDIF(No.3, 4, 6)idVTFhbE
BEEK, REFMROEELNALN, LAV LA
LHESI NI,

%8B, K5E, ’5HE KSYELBERDHROME
X, EFBEI DL, HOPIITAIEIETEL Y 572,

Table 1 Clinical effect of TE-031 on respiratory tract infection
Age Clinical Daliy dose Total Bacteria Laboratory data Chest Side-
No. Days Response
Sex diagnosis (mg X times) dose(mg) in sputum WBC CRP ESR X-ray effects
300 S. aureus (4) | 8300 | 1.5
1 62,F | Chronic bronchitis 10 3000 I Unchanged (+) (=)
(150% 2) Normal flora 5490 0.1
| 300 Normal flora 8960 3.7 25
2 | 24M | Bronchopneumonia 7 2100 Improved (4#) (=)
: (150X 2) 4410 | 0.2 8
300 Normal flora 5940 0.3 18
3 | 63.F | Acute bronchitis 7 2100 (+) (=)
(150X 2) 5660 | 0.1 8
200 5950 | 0.4 18
4 | 38M | Acute bronchitis 7 1400 (+) (=)
(100X 2) 5430 0.2 11
Mycoplasma pn. 300 Normal flora 3990 1.1 78
5 | 58F 7 2100 Improved (#) (=)
(Liver cirrhosis) (150% 2) 3240 0.2 28
300 Normal flora 6070 1.3
6 | 27,F | Acute bronchitis 6 1500 (+) (=)
(100x 3) Normal flora 4770 | 0.0
400 Normal flora 5850 7.1 18
7 | 26M | Bronchopneumonia 7 2800 l Improved () (=)
(200% 2) Normal flora 5680 | 0.2 7
Table 2 Laboratory findings before (B) and after (A) administration of TE-031
No Before RBC Hb Plts. Eosino GOT GPT Al-P LDH Yy -GTP BUN Creat
" | Atter | (104mm®) | (g/7d1) | (10mm3) | (%) | (Lu/L) | (tu/L) | (LusL) | (LU/L) | (LU/ml) | (mg/dl) | (mg/dl)
1 B 481 14.5 28.2 0.9 22 12 215 388 24 20 0.8
A 459 13.5 22.6 1.2 21 10 181 417 17 18 0.8
’ B 475 14.0 30.7 0.6 22 8 192 288 23 15 0.7
A 489 15.1 22.6 0.5 18 7 206 312 30 14 0.7
3 B 414 12.6 19.5 2.5 24 12 179 448 9 15 0.8
A 408 12.4 22.2 1.9 18 12 169 408 16 19 0.9
s B 448 14.0 22.6 1.7 20 12 99 335 10 18 0.8
A 466 14.2 24.5 1.9 25 16 122 311 23 15 0.7
5 B 333 10.6 14.7 4.3 91 35 231 369 92 9 0.7
A 357 12.0 11.8 2.8 96 29 201 378 86 7 0.7
6 B 431 13.0 25.0 2.2 14 6 158 322 7 9 0.6
A 432 12.3 22.5 1.9 17 5 140 317 8 7 0.7
7 B 483 14.0 23.3 3.4 26 39 175 306 32 23 0.8
A 463 13.5 28.9 1.8 19 25 145 355 25 13 0.7
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i) BEA
BEMBIERREFZDO SN D o7, BRIREMBED
EEIZOWTH, FARGRRICBLWTRFEIRDOLN
hot,

I. % =

4-E#Et L7- TE-031i2, EM D 6 it % £ b ¥ T HiZ
BHRLI-UERS 7 VBB TAY IO 4 FERAE
METH b,

COREOTEME R, BORSHROBRIINT AR
Tt ERIMEASKE LB TH - o FANL, ZDOHZE
KBLELDOT, BRIELSBENRLZIDIIR > T, &
35E B AL EREFSRETEY Y RY T LIIBIT B
T, EEBRSOFVREES L) S RIAREF
THPRESE <, ZHEEFI00 mg 5 CRE M P IREE
0.65 g/ml, FEIHIZ200 mg #X 5 T0.97 pg/ml, 300 mg
%5 T1.78 yug/ml, 400 mg %5 T2.14 pg/ml E7% 5T
Wh, CORE, EMEIRLHETETZOTL KR
PP E300~500 mg EOREG LHE, —BKBICRS
mAREIR 1 pg/ml TR ERUTTHLNTY, 2~4
EEWVIBETH D, RPEIE D245 X TIZ30~50%
ThHY, HROT7OTA FRAEMRICHRDEED
HTEV,. FWBBITHORE TIX, Bk, B, KM,
RHVAE, AR, MEOBTEE LML RE LRSS
BiEE <, BHPAb ZhDTRIFIZBITL TS,
S ERE L-BEBITREIIZOE -7 EIFh bl
bR L ) BVWESEB LN,

A EFRENSRE LMEDORE T, FHlizeso
4 FRIEMED ) bR OEHNHV EM EAEN £
NEDRRLHEVWHEGEENZD SN, S aureus, E.
faecalis IXREHREH LRUERO_BEOSHHH D,
EM W@ I A H bt 2R L7,

BUREERPIENDEELERE & %5 H. influenzae |2
¢ AMESIE, EM AR O ENR Tz, ARENIERA

BITRESBVOT, BRECHATODEI RSy
DTHHH, FDMIC ¥— 7 Hi212.5 ug/ml i2d 5 1
ZLIRBETNRERLEDbNS,

IR 33 LE 7 BT ORBRRIIER L, 6T 5 10%Y
HHED N, HERIIEE% Th o720 RAEAEHIA
Eh oS, BIED O S. aureus T TRE L 7ZERIZ, &
FIRSICE D HR Lz =4 377 X2RIZER
FERDYEI LS, FHTH o7

B O SRR, $3.5~5EBEEC, 300
mg 42 (1 {150 mg AR IS T+ RERDEIB O
7275, HREE, ’REHFELLBERHRIR, S6ICRE
ENBERELDLEBbND, ¥/, kDI04 )
RIEMRIZE L AN BRARBRL2 LORIER b &
(2% (/3 X2 Al

AF2, MEHOEH» 513, EM EXATHERH2 D
DD EM L h bR ER, BRIV RFTIERS THK
PRIEND, FMPBRELBEHIREVOT, 102
E#% 5 THERATETH LD EEIONE, LR
HENTEELZOT, BWEA LA %L, NRBE~DRS
PESHTHbD, V7 LBHE, v1377X=, 453
T REHREDIRNZ LS, BUHFPRIBFREE
HLTHWONEREERLBEbN S,

X 1

1) #35E BFLFEREZERIRE, HEIVRITL,
TE-031, Z%fH, 1987

2) J/ARBMEILBEMIC)BEEFRTICOVT
(1968 % #ll E, 1974 L 3T)o Chemotherapy 29
(1):76~79, 1981

3) WKEAR:ws7uI4 FRALEYEE) ¥ a7
A3y RAEWHE, LERENYFT 97 YET
#IM(EA %, HKE/LE): 156~165, K
HEIE, 1986
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PRECLINICAL STUDIES ON TE-031(A-56268), A MACROLIDE, AND CLINICAL STUDY
ON ITS APPLICATION IN RESPIRATORY TRACT INFECTIONS

JuN Goto, MasuMi IKuTA, ToHRU YAMASAKI, HiTosHI YAMASAKI, YOSHINOBU KURODA,
YoicHiro Goto, HIDEAKI SHIGENO, TAKAYOSHI TASHIRO and MAsARU Nasu
Second Department of Internal Medicine, Medical College of Oita, Oita

HirosHi Miyako, SHoko Hirooka, KoicHl SuGAwARA and Morio ITo
Clinical Laboratory, Medical College Hospital of QOita, Oita

TE-031(A-56268), a newly developed macrolide antibiotic, was subjected to preclinical studies and a clinical study on
the treatment of respiratory tract infections. The results are summarized below.

1. Antibacterial activity

The minimum inhibitory concentrations (MICs)of TE-031, erythromycin (EM), josamycin(JM), midecamycin (MDM),
cefaclor (CCL)and amoxicillin(AMPC )were determined for 283 clinically isolated strains(Staphylococcus aureus 79, Entero-
coccus faecalis 40, E. faecium 8, E. avium 14, Haemophilus influenzae 41, Pseudomonas aeruginosa 50 and Acinetobacter cal-
coaceticus 54). Comparison of the MICs showed that, overall, the antibacterial activity of TE-031 was equal or slightly su-
perior to that of EM, and cross-resistance was seen with EM, JM and MDM. TE-031’s MICs for 32% of methicillin-resis-
tant S. aureus were 0.05 g/ml, and the drug thus suppressed the growth of these isolates.

2. Blood and sputum levels

TE-031 was orally administered once after a meal to 4 patients with chronic respiratory tract infection. The blood con-
centration reached its peak at 2~3 hours : 0.58 xg/ml with a 100 mg dose, 0.85~0.92 xg/ml with a 200 mg dose and
1.9 xg/ml with a 300 mg dose. Similarly, the concentrations transferred to sputum were 0.24 ,g/ml with the 100 mg
dose, 0.9~1.16 xg/ml with the 200 mg dose and 4 xg/ml with the 300 mg dose. Thus, TE-031 levels in sputum were
higher than in blood.

3. Clinical results

TE-031 was orally administered to 7 patients with respiratory tract infection(acute bronchitis 3, chronic bronchitis
1, bronchopneumonia 2 and mycoplasma pneumonia 1). The daily dosage was 300~400 mg, b.i.d. or t.i.d., for 6~10 days.

Clinical efficacy was excellent in 2 cases, good in 4 and fair in 1. None of these patients showed adverse reactions or
abnormalities in the laboratory tests.



