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1. C. psittaci MP Bk 5 & OVERIR 53 BEdk 3 #RIZH 35 TE-0310) MIC 134 $0.025~0.05 g/ml,
C. trachomatis B, E, L:¥RIZ3$ % MIC 130.1~0.05 .g/ml T Y, MINO, RFP 2134575, EM,
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DK TH 72,

TE-03143, RERETHESIA/IH LV HUERED
w7074 FRIAEMETH Y, ZOHiEIL Fig. 112
RTMLTH 5,

AEIDILE A X2 F Vit Erythromycin(EM) & 8L L
ADTY 7 LMEMHE, MRS 5\ Chlamydia,
Mycoplasma, Legionella 72 E VBN ZIME N ¥ RT & &
hTwa,

I7:, KHNIBBEIZELET, ZOBRNMEL RIFTH
D, BRI OEMIZH L TRIFTH L EHESNT
Wwh,

Sl 41X, KK C. psittaci, C. trachomatis (23FF
HMIC ZHE L, A& et Lz, & 612, R
HERPEIOB 2 RIZAR # RS LT, F0HIM, %«
EROBF T2 DT, LTIZZFDORBEEHES 5,

I. EBKFH &

1. Chlamydia (2% 5 MIC &

ML, C psittaci DIBHERE MP #B L OB E MG
BE Y58 L7 1zawa, Nose, YOKOYAMA k) 3 #k, C.
trachomatis (3, fFH#EKB, E, L-REFHW,

Culture dish well H10% 4H5 2 M % (FCS) & 4 Eagl-
es MEM K5y CHE#E L 7- 858 L #iB21Z, & 410'~10% in-
clusion forming unit(IFU)/ml @ Chlamydia % 3% L, C
bsittaci 133~ 6BF [ D E WA, C. trachomatisiz600X g
T 1B OB % 1T - TS & T S 27

BEgetk, 4% well I\ 2 % FCS &% Eagles MEM it
TRERELZTEMEZRML, C psillaci 1337C,
5%C0: 1 vF2—~N—¥%—T30~-488R, C. trach-
omatis 1335C, 5% CO: 1 ¥ F 2 —X— % — [N T48k;
MO %%, #MiaE Ty /7 —VEEL, C psittaci ($F
LHZAD, C. trachomatis 133 — F§eta 17\, A
T THAMMERDOARELHEER, HAKREROALLN W
/NERIEEE % MIC L HIE L7,

[E]B5(Z EM, Rokitamycin(RKM), Midecamycin(MDM),
Minocycline (MINO), Doxycycline (DOXY), Refampicin
(RFP), Ofloxacin(OFLX) 3 & 0" Norfloxacin(NFLX)®D

Fig. 1 Chemical structure of TE-031
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MIC % #IE L, HBIRET L7,

%8B, C. psittaci 1zawa Bk % L ##8 % B\ CTI6BFRIRE
# 1%, EM3.13 ug/ml(MIC @ 2 f54824), TE-031 0.2
pxg/ml(MIC @ 4 fEHH)FEML T, &5 II30RF M ER,
EIRIZ L AEENERILERET L7

2. EERAIRRET

g, 19864F 2 A H HREIE12A ORI LIINFER K
0P0% 32 R 2 235 L7 104EBI (43R 9 B, AR 161)T,
Bk 4 f), 6B, E&HITI3~678, F949.3%TH
-7

REONFIZ, BUHRETL3IG, M4 BI(A16
At — 49F), BUHREIR 26, REILREDRE
WEI1FTH -7,

TE-031i%, 1[@150~300mg, 1 H 2[, #|Y &EH%ZA
fR& L, 7B,SI5BMMERAL, BRGALMELRIER
DEEIZOVTRE L7z, BRKRRE, W), %k W
BT E % EOBKER, W X AR, Rt CRP

B, BOMRBEOEFELZV LIIAEOEE, 2o500R
REDHEOHEIZL Y, W, A, 228%, &5
D4 BREIZHE LT

E 612, FRRSTOBMEEIR, RSAEDOBERE
EREERET L, REMRIIOWTHEFMEL .,
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1. Chlamydia 2333 % MIC

C. psittaci DERRIZ3T S B TE-0310) MIC it Table 12
AT, WIFNR$0.025~0.05 4g/ml THH, RKM
121 ~ 2 BxBg, EMIZI3 5 ERREFRERBN TH H, DOXY
LIZIIASEORETH - 72,

C. trachomatis (233 LT b AHF|D MIC 120.05~0.1 g/
ml T, MINO, DOXY, RFP IZi3% %45 %%, EM,
MDM, RKM (Zi132~4EXRBEBE » TV 7z,

EM B X U TE-031MEOH AKDEHEEE ¥ Fig.
212 L7z EMIRINTIE, #AKAZRIZER/|ME, b

Table 1 MICs of TE-031 against Chlamydia
C. psittaci
Strain
Drug MP Izawa Nose Yokovama
TE-031 0.025~0.05 0.025~0.05 0.025~0.05 0.025~0.05
EM 1.56 1.56 N.T. N.T.
RKM 0.05~0.1 0.05~0.1 0.05~0.1 0.05~0.1
MDM 0.18~0.78 0.18~0.78 0.18~0.78 0.18~0.78
MINO <0.025 <0.025 <0.025 <0.025
DOXY 0.05 0.1 0.025 0.025
RFP 0.025 0.025 0.025 0.025
OFLX 0.78 0.78 0.78 0.78
NFLX 3.13 3.13 3.13 3.13
C. trachomatis
Strain
Drug B E L2
TE-031 0.05 0.05 0.1
EM 0.78 0.78 1.56
RKM 0.39 0.18 0.18
MDM 0.78 0.78 0.78
MINO <0.025 <0.025 <0.025
DOXY <0.025 <0.025 <0.025
RFP <0.025 <0.025 <0.025
OFLX 0.39 0.39 0.39
NFLX 12.5 12.5 12.5
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2. BRIRBIRRES

TE-031#x 5-EBI D E ke, %, ZWrd, BLH, &5
B2 o ICHEFR, BRRMHEE—FE L T Table 212
RL7

EFIL~3NEHREZRD 3L, wThiERE%
LM LB o725 A 1E150mg, 18 2[@E

mih, BRAEFSEEOON, FAERERMOI b
o—-nERIZRIBORRSRO o, L L TE-031
HCiE, HABRPRBICERNMERHRIRIEZCEDS
n¥, BAtL, marginal condensation D% 23 5 A8
BOARDPEDLNTVRIZY &4 e TORRI,
MINOTE IO A DEALIZEELL T,

Fig. 2 Inclusion bodies of C. psittaci (Izawa strain)
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Table 2 Clinical efficacy of TE-031

Underlying di Daily dose Evaluation
Case Age bi . nderlying disease Isolated and Side-
No. Sex 148n0SIS or . organism Duration Bacteriological Clinical effects
Complication i
{mg X time X days)
67
1 F Acute bronchitis Hypothyroidism N.D. 150X 2X7 Unknown Fair -
57
2 M Acute bronchitis Asthma Normal flora 200X 2X7 Unknown Good -
13
3 M Acute bronchitis None N.D. 200X2X10 Unknown Good -
64 . .
4 P Pneumonia None S. pneumoniae 200X2X14 Eradicated Good -
64
5 P Pneumonia None H. influenzae 150X2X 14 Eradicated Good =
38 Old pul
6 Pneumonia putmonary X N.D. 200X 2X7 Unknown Poor -
F tuberculosis
47 .
7 y | Psittacosis None - 300X2X%15 - Excellent -
61 Old pulmona
8 Chronic bronchitis pu i . Normal flora 200X2X7 Unknown Good -
M tuberculosis
45 GOTt
9 F Chronic bronchitis Dermatomyositis S. aureus 150X 2X 14 Decreased Good GPT t
LDH t
37
10 F Bronchiectasis Chronic sinusitis H. influenzae 200X2X7 Persisted Poor -

N.D.: Not detected
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Ho4ifl 1 TRRAE), 101200 mg, 1 H 2 [liRG-OE
2, 3TRHVUTNLAEHNOHRTH -7

SRR TG K DIERI4~61%, 2 BT S. preumoniac,
H. influenzae XA REHEEZ ON, 1 HHIRERA
BHTho7, BREDHSATH -7 20601%, 110150
~200mg, 1 A 20O 2;AMZS THRELLEON,
WTFNRLHNTH o720 LA L, BEIBVEREAZIZ 6L
PR ARAHOM 4B TIE, 1@200mg, 1 H 2 [WO4z5
T7 AMEGEHR L72DS, B8, MW7G EOERLTLT,
Ml X M EORBRENGE, HAHVIZAMIKEKL CRP {#
%Y, BEEKOUELEON L O TEYHLEL,
A ZEE L7,

FEBI 713, ATRBFOF — LRDEFITH B, 11725
HIZEABEA v anEEL, £01BAEDIZA6H LY,
SHEE, HEf B L U38.5CHOREMATEREE, #12A7
A, %kaiitss, MROZH CEIBAKRE %572
bDTHb, AREHDEBIIFig. 3ITR LAY, HEE,
BB VB, S I — L/ EE, KA1 0300 mg, 1
H2EOKFSRGBLI-ET S, 3 AKICIEMEA, Aim
4%, CRP, FRitfES SIZHE X R LEOBRZIIESL S
I ELESEHIE SN, EHI2H B D, microplate
immunofluorescence antibody (MFA){# 2 & A Chlamydia
HUkfiiE, C. psittaci MPRRIZAF L 2566%, C. trachomatis
L BiZa LT8G T A 1, MIFFMIZ S + — 295D

T EHE L7,

FEFI8~ 101X B T RERFIETH 0, BHRETE
D 2BITix, FA1E150~200mg, 18 2[@E, 7~14R
FEH L TOFROBRIICIEAEN ThH o7, LL,
JEBI 9 TR ARE EEZ LN S. aureus EHEET,
I 72 KEI4 5% GOT, GPT 7% & (NIZ LDH D#KE | Fas
LR (WaN

FEBI10 D RE ILIRIE D Z RIE R EGL, H in.
fluenzae DSEKETH > 7245, KA 1E200mg, 1H2
E, 7 BEDIRS THIEKREIELT, F-EEKb0H
influenzae SFFH L TW2DT, E|RHEHELL,

LA E10BI DRGIREEfIZ, E%h 161, A6 B, 2%
16, %2 BITEDHEIZT0.0%Th -7, MEH
MEIX, MRBITOS. pneumoniae & H. influenzae 135
B N7zns, BUTREREIEG TO S. aureus, H. in-

fluenzae (VT HNHBRE LIF% D572,

ERRMIBIER I 2P ASNT, BEREBEORE L
BB OFER] 9 T, BEOHBHERERE*ALDATH
- 7:(Table 3),

I. % =
TE-03LIE KIEREMRKESHIFENRTEM 25 AKX
hrzfHlwe=zo74 FRIANETH Y, EkEdk:
O NNZBRIR B S. aureus, S. pneumoniae, H. influenzae,

Fig. 3 Clinical course of case 7, 47y.0., Male, Psittacosis
Day 12 3 8 13 16 18 19
Drug r TE-031 300mgx 2/day
(°C)
391
38 /\
Body temperature 37 \ \/
364
WBC (/ul) 9,400 8,200 8,400 5,200
ESR (mm/h) 24 20
CRP (mg/dl) 19.6 2.1 <0.3
Chlamydia titers MP256 x MP 64 x
L: 128x L: 32X
Chest X-p ﬂ ! l
Day 1 8 19
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Table 3 Laboratory findings of patients treated with TE-031
Ht Hb RBC WBC Eosino | S-GPT | S-GOT Al-P LDH BUN S-Cr
Case No. (%) | (g | x10%m® | Umm®) | (%) (ru) | auy | ey | | (med) | (mgrdi)
B 39.2 13.3 447 9.600 2 17 13 46 136 13 0.8
! A 37.9 12.6 426 7.800 1 10 13 34 98 12 0.7
B 43.9 15.0 448 7,300 9 15 14 42 9% 11 1.0
2 A 44.6 15.2 473 6,600 0 20 11 38 91 16 1.0
B 36.6 12.6 406 11.500 0 - - - - - -
3 A 36.4 11.9 399 7.800 1 - - - | - - -
B 34.0 11.0 397 8,300 1 10 8 50 | 8l 13 0.5
4 A 35.9 11.5 417 7,000 2 7 10 45 - 14 0.5
B 32.8 10.6 364 9.200 1 20 16 45 - 14 0.7
5 A 34.0 11.2 379 7.700 0 20 17 46 - 15 0.7
B 37.0 12.0 427 10,600 0 17 13 76 92 10 0.6
6 A 37.9 11.8 436 9,900 3 14 11 77 82 10 0.7
, B 4.2 14.6 518 9,400 0 52 37 86 119 9 1.0
A 41.8 14.0 486 5,200 2 59 20 73 87 15 0.9
8 B 42.6 14.7 459 8.000 0 12 11 40 100 18 0.9
A 44.2 15.3 479 6,900 1 13 12 8 | 88 15 1.1
o B 36.0 12.2 412 5,200 3 14 13 41 86 12 0.7
A 35.7 12.0 405 5.100 1 66 46 48 11 12 0.6
10 B 36.7 12.0 397 9,300 3 10 9 47 93 12 0.7
A 38.0 12.6 413 12,200 4 5 11 52 - - -

B : Before treatment A © After treatment

N. gonorrhoeae, B. catarrhalis, Legionella sp. 3 & U8 M.
peumoniae V233 HILE NI X BIE L, EM, Josamycin,
RKM & Jb#E L 72 gD TIlITR%E 2 v LizETHn
BESRONT V5, SOHICKRIDEENFRL )RS
ZET, WIS & < EM I2H LA ITHE S RIF T,
in vivo (2B T D RYEHEER T EM IIB A2 RIS
nTwa",

ECATHER Yy FET— LIS C psittaci 1255
= LIFDOBENDH B 213 Sexually transmitted diseases
(STD) & L T C. trachomatis |2 & % B HAE ASH] B <
NTwa, EEELTE, TrIHA4 7)) v R¥<rO
74 F%& %\ it Rifampicin "FHTH B Vb T
WAY, EM OBRIELTLIMHMETNELDTL VD
PHRKTH B0,

SEFK 4L, TE-031042 7 I P TIEAA KT A
1O, BEFFA 3L D8ELTC psittaci 72 5
12 C. trachomatis fZHRR B, E, L. ¥RIZK 4 5 MIC %
E LR, C psittaci 1235 L T130.025~0.05 g/ml,
C. trachomatis |23 L CT130.05~0.1 ng/ml THRH A2
EHHN, 121X DOXY, MINO IZILET AH#kTH N,
ML<20%5 1 K%MDEM, RKM, MDM (2B % Hi# T
5)')710

SHIEBTIRIZ L ) BRIRMEOTELL 2T L
1&RTY, TE-031 0.2 ug/ml(MIC O 4 54824k
KE D IBIFFEICERIMEOTEE AL STV /29,

/2
FoRER

XL BT ER VA, +— LREHIZTE-031%
FRLZKBETOEDEFZELTEY, 77 3T TR
WX LTS AFLRLERTHLEEZ LN
72

Z0f, BHEREZLE, MR, BUHERERE EOHM
WIS AAE RS O PIAER L4 R, 6 BIIZH%
THo7:0

BIER I, &FICiEoohnd, 1HOoARIZEED
GOT, GPT, LDH D L H %2 2H/-DATH - 72, &
Tﬁﬁéﬂt&%mfbﬁ%mﬂ%*,ﬂﬁﬁ&ﬁmt
2.271% LERETH ), REMLHBEYSOHEHLZERT
brEEZOLN,

X 18
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CLINICAL STUDIES ON TE-031(A-56268)

RiNzo Soenma, YosHiHITO NiKI, JIRo HINO, YOSHIHISA NAKAGAWA,
MasaruU Sumi, TosHio KisHiMOTO and AKIRA MATSUMOTO®
Division of Respiratory Diseases, Department of Medicine, Kawasaki Medical School, Okayama

*Department of Microbiology, Kawasaki Medical School, Okayama

We tested the in vitro activity of TE-031(A-56268), a new oral macrolide antibiotic, against C. trachomatis and C. psitt-
act. Also, TE-031 was administered to 10 patients with respiratory tract infection to evaluate its clinical usefulness and
safety.

1. The MICs of the C. psittaci MP-strain and three wild strains were 0.025~0.05 g/ml. The MICs of C. trachomatis
B. E, L: strains were 0.05~0.1 /jg/ml and were inferior to those of minocycline and rifampicin but superior to those of
erythromycin, rokitamycin and midecamycin.

2. TE-031 was orally administered to 10 patients with respiratory tract infection (acute bronchitis 2, bacterial
pneumonia 3, psittacosis 1, chronic bronchitis 2, bronchiectasis 1), at 150~300 mg twice a day for 7~15 days. The over-
all clinical effect was excellent in 1, good in 6, fair in 1 and poor in 2 and the efficacy rate was 70.0%.

3. There were no adverse reactions. Slight elevation of GOT, GPT and LDH was observed in one case.



