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TE-031DEEE 2 BT 5 KR, FBRARRET

JRAL B - IIARIE - SRR = - IIARRE
B BHEAERAR

HlLweras 4 FEFHEYHE TE-03LUIDW THEE B W TN, BRMIZKRETL, UTo
B E 1572,

1. TE-031 200 mg ERTIXGEOMETRENHERIIEHE 3 BLNOFEHT, Y- i3ks5 2/H
%IZAH5N3.5720.92 pg/ml T, FiRii34. 2B TH - 720

2. RAPEEDHREIZ0~28FM8.3+2.8 ug/ml, 2—~4B¥RI155147.5 ug/ml, 4~6BFRI118+4.7
ug/ml, 6~8BEMI158+63.6 g/ml, 8~12B¥RI164+96.8 ug/ml & FEfEMERINL, 120 TOFY
R BN I329.5% T o 7o

3. ERIRBUEIIMPIR SR O Bl EMREX R AP, MR26), [REXIRE, [ERLEE K
Ht&%lﬁﬂ)c:fo‘wf, 160, HH6H, LREN2HIT, AHRIIT8%TH o7,

. HEFENRE TIEH. influenzae 2 ¥R 1 BRIZIHE, 1 BRIIAE, K. pneumonice 1 BRIIAE, P.

aemgmosalﬂitig L7,

. BERB L UBERREEREEIRDL -7,

uJ:mjzﬁﬁfrcp TE-03LIZ BT OIRBFREIE L, HHEIPORELEREEZ LN,

TE-QBLIE KEHETHESI N HFHRO 7T F 1 F ml, 4.23 yg/ml TH o7 3PIDOMFEFFREDTFHI
ZHEMETHY, 75 LBHHE, BAEE, < a7 2 BERH3.57£0.92 pg/ml, 4 B¥M2.33£0.18 pg/ml, 6
FA2REIIH LERTRENERL, T)R0~vA Y FFR11.8110.16 yg/ml, 8 HFMI1.25+0.17 pg/ml, 128f
Y (EM)IZH L THEEBITHEM BT, FICM~OBIT f10.69%0.10 ug/mlTd 5 720
EHRFOZ EMEHE S TWEY, BEBIDEBNFHING X — 7 —HEGBIIEDNAD

4E, ZOTE-031DEEEIZB T 4K, K Nn7=hs, #DOFHfEIX Cmax 3.72 ug/ml, Tmax 2.38H,
HRB L UREMERET L7, Tz 4. 288/, AUC19.2 g - hr/ml Td 5 7=(Table 3),

ZEGIC BT HRDBENE — VB, Y-/
1. SBETHOEBREE V0~ 1285/ ¥ TOHEMRIE, FEB 1 Tld4~6RFRIT116

1. #EBLVHE ug/ml, 24.2%, FEB) 2 136~ 8K M T125 ug/ml,

RABHAE I LB ABTP DB 2 EBK B OV 665 ~ 26.9%, FEBI 3 138~ 128/ T355 pg/ml, 37.4%THY,
8% (Fy72.25%) DKMUI AT, TZOHFREFIE Y — 7B, Y- EIEEENE LA o7 (Table 4)
Table 1127RF o FHRPEES L ORINROEBEAD L, E-IK

TE-031 0¥ 512, EAARIIZ200mg % EO%ES5 L, % s R 28~ 12BF R T164+96.8 4g/ml TH Y, 128
mizfks5%1, 2, 3, 4, 6, 8, 12BRIZ4Tv, M ¥ CORPEULEIZTFIY29.5% Td - 7=(Fig. 2)o
HEoE L7, RepPEittiz0~2, 2~4, 4~6, 6~8, 8
~12BB T, B4 DERFENL TREBER, 2D I. BREREVIRET
18 FMZICHL, RPBES L ORPEINEE KD, 1. HREBE
MiFB & CRPIEREIX, Micrococcus luteus ATCC 9326 % HREBEL, BM6IELANSS A ETIIEFHIAKR
MEW &3 % Disc ETRE L7z, BEEM/ 5 2 — L7-818& 4 5955 3 TORME (F1989.3%) Bt 3 4,

— % one-compartment model {2 & ¥ f##T L 7=, 2 6 BIDET I BITH 5, KBRONRIBHAEIRS

2. R B, Bk 2B, SoEmYE, RERE RRAE]

BEE 3 B OMETIREDHF % Table 2, Fig. 112 BITHY, TOEMEMIIPEEIF, BE6HTH0
RYo EB 1 TS5 3RFM1£122.20 yg/ml L ¥ — 2 ARSI LB ED, RNEEESRE, MEIKEL
TARLI=DISAF L, fEFI 2, FEG 3 12TTEHOHR % i EORRMAERBA RS S 5 72(Table 5)o

R, E— 213 2BM%ICED, FREFN4.73 ug/ ME 121 9 Btk 4 BT H. influenzae 2 4%, K. pne
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Table 1 Characteristics of elderly subjects
Case S Age Height B.W. BUN Creat. Cer.
No. X (yrs.) (cm) (kg) (mg/dl) (mg/dl) (ml/min)
1 F 66 150 40 11.2 0.9 96.9
2 F 70 151 31 11.0 1.0 50.0
3 F 82 139 24 12.7 0.7 35.0
Mean 72.7 147 31.7 11.6 0.87 60.6
Table 2 Serum concentration
Case Serum concentration ( z.g/ml)
No. 0 1h 2h 3h 4h 6h | 8n 12h
1 <0.05 0.77 1.74 2.20 2.14 1.55 0.99 0.52
2 <0.05 <0.05 4.73 3.70 2.69 1.77 1.17 0.69
3 <0.05 0.09 4.23 3.46 2.16 2.10 1.58 0.85
Mean 0 0.29 3.57 3.12 2.33 1.81 1.25 0.69
+SE. +0.24 +0.92 +0.47 +0.18 +0.16 +0.17 +0.10
Fig. 1 Serum concentration of TE-031 (p.o. 200mg, n = 3)
(ug/ml)
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Table 3 Pharmacokinetic parameters of TE-031 after single oral administration of TE-031 (200mg)

Case Cmax Tmax T 1/2 AUC
No. (pg/ml) (h) (h) (g * h/mi)
1 2.20 3 3.9 15.03
2 4.73 2 3.8 20. 90
3 4.23 2 5.0 21.66

Mean 3.72 2.3 4.2 19. 20
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umoniae, P.aeruginosa & 1 & ¥ L7-(Table 5)o
2. B HERLVICHELHE
BRFR 91212 TE-031% 1 [81100 mg & % V13150 mg 1
B2EEHKIIKS L, 5 BKIE5 B2 5130 (FFy
7.48), #BF5EI131.0g253.9g(F192.0g)ThH - 7-
EEMEDHE L, TROHEEEIINE -7,
O ERRSIBUACHLICERL, 18
LAAIZ CRP 2 0 - REFTRAHE L 72
b D,
A% LAURIIEEAL, CRP ¥ 8D RIEMR
BHEELZDD,
RRHEY BBEMEEHON LD, 1 BEKZLES
WZ3TCUATFIZ% 59, CRP % &7 KREEFT

o

ROYENL VLD,

£ % BEEnE <, FRRSERRELTLTY
BB, ZTOMDARIZLZALDSEHNE:,
niho?zb D,

BIfERICRAL Tid, BH, RS, HILBERL oK
RAEAK, RAMMBATR, B, FHEE%L &% TE-031525
DRIHETEHEL,

3. ERARAE

RS EIEUHREIRABGITEN 26, 2252
B, MiR2BIFED LB, A6, REREE 5%
TGRIE, RHERE 1BIIEHTH Y, FHERIR8%T
& o 72(Table 5),

HMAFEBSDRIE H. influenzae 2 R 1 BRIZTHE, 1%

Table 4 Urinary excretion

Urinary concentration ( xg/ml) Cumulative
Case
N recovery rate
0. — - - — —~
0~2h 2~4h 4~6h 6~8h 8~12h (%)
1 12.6 104 116 68.2 42.5 24.2
2 9.3 111 111 125 93.6 26.9
3 3.1 250 127 281 355 37.4
Mean 8.3 155 118 158 164 29.5
+SE. +2.8 +47.5 +4.7 +63.6 +96.8 +4.0
Fig. 2 Urinary excretion of TE-031 (p.o. 200mg, n = 3)
(ug/ml) (%)
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IEAE, K. pneumoniae 1 BRIIAE, P. aeruginosa 1 BRI L7z MA LY TE-031 150mg 1 B 2 @EOHKS

B L7, ARG L, RRAEIIRETERd 7005, RERLLE
RIZEHTH -7 1512 2RT 5, BEICEBAL, 7T HMOBEREICL )RS X BFEL
fEBI 6 955%, &, MiK(Fig.3) O IZBRIRIRERB L bICEERL, FEHLHUELS,
KB ICNBARELERX AL, B& ) Thottk BRREIBIVER 34 6 T, REIRSHI% TORMY

= A, BBAI6I4E S A138 & B HIEE, BBITIX39T BLUMBENFRE D RE L DDLRD 5 72(Table 6),
ZbR, WX BELATHEICERELRED, Miks

Fig. 3 Case 6 95y.0., F., Pneumonia

May 1986 14 15 16 17 18 19 20 21
Antibiotic TE-031 300mg/day j

39

38

B.T. (C) 37J ~J \/\/\
R i
1

ESR (mm/h) 3 9
CRP 2+ +
WBC (/mm?) 7700 3500
Table 6 Laboratory findings before and after TE-031 therapy
Case No. RBC Hb WBC Eosino Plts. GOT GPT Al-P BUN Creat
(x10%) (8/dl) (/mm?3) (%) (X10%) (LU (LU) (K.A) (mg/dl) (mg/dl)
1 B 393 11.7 10500 1 24.8 3 19 8.3 15.7 0.9
A 370 10.8 6900 1 31.6 17 8 6.2 6.6 0.8
2 B 408 12.3 17400 0 16.0 20 7 6.6 19.3 1.4
A 377 11.0 6200 4 25.8 25 18 6.9 23.7 1.3
3 B 403 11.9 6800 3 28.6 24 32 18.1 15.6 0.8
A 428 11.9 5300 4 32.2 23 18 15.3 17.2 0.8
4 B 358 10.6 7200 3 15.7 21 12 9.4 22.4 1.4
A 405 11.5 11700 0 19.3 21 10 7.4 19.7 1.3
5 B 261 7.2 10500 3 21.1 14 6 4.8 18.6 0.9
A 273 7.5 6000 3 19.6 12 7 5.1 23.6 0.8
6 B 383 11.6 4400 0 28.0 30 17 12.3 16.6 0.8
A 369 10.7 3500 0 16.1 19 10 9.2 14.5 0.6
7 B 362 9.4 5200 1 24.5 26 16 6.5 14.1 0.9
A 382 10.1 5100 1 26.0 21 7 6.7 15.7 1.1
8 B 361 10.3 3900 5 24.0 25 8 7.2 15.6 11
A 330 9.5 3900 9 26.5 13 6 7.1 13.4 1.1
9 B 276 8.7 4500 9 15.8 20 9 6.5 14.2 1.1
A 298 9.5 4700 6 15.0 20 10 7.0 13.6 1.1

B : Before treatment

A : After treatment
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I. % =
EMALERENTFHRNO< s 0T 14 FRIEME T
$5 TE-03113, RERD< 2051 FRIAEMT L FEH
u,r%A%ﬁﬁ,ﬁﬁﬁﬁ,74:75173;U+
L) TED—DOT 7 LARHERICHEAXRY bV ER
L, w7054 FROHILTHRMENESNTWVLBEM
LAZOHENZH 2L vwbhTwa, 59 MIBITA
EREED S, TE-031& EM O£ OS5 O M &P
B, M& AUCIE, WThd TE-031THMBEZRL, 4F
HTOY — 7 BEIX361%, AUC IX#H70f5TH Y, il
ADBWBITHIFEHE SN TN DY,
BERANZIBITHEH 200 mg BRTIRSHEOEE S
#§/%7 A — % —i3, Cmax 0.83 ug/ml, Tmax 2.3BFR],
Tz 3.828Ef, AUC7.04 pg- hr/ml TH Y, Rebigghs
122~ 4BERIT99.2 pg/ml DY — 7 1Z3E L, 0~1285M %
TOHEMRII47.5% L RE STV BY,

BEE CIXEREAICILL, Cmax 33.72 4g/ml T
4.5f%, Tmax {32.36F/ TRI—, Ti2034.28/ TITITFE
—, AUC 1319.20 ug * hr/ml T2.7&Th o7z, %77,
R IX8~12BF B T164+96.8 pg/ml & ¥ — & 1152
L, 0~1285f F TOHEMZIZ29.5% TH Y, 40K
FLTVROWAI2BERLUZ S SIZBRTE - 212ET 5
ML EZ O, BAICL LHEEOREAED 57z,

BRHETORABEOBRTIZB VT, miFdigrE, R
FREL O NIRFHHERICAREDS A SN Z &1,
HRICBIILER, KEBIUILTFZC - 4TS
YABEIEDNBOONZEPRORELZEREE LS
Nizo $IC, Cmax O KIZBAAEYL - ) OF 5
Sl EPAMI, BEE BT BROEBERY
K&y, FROBTESEIEMLY, BERINAHEAL
LURMEIE R SNz, 72, AUC DKL, Cmax
BRI DEEZON, R - 7BRIOEE,
WEDETOERD—D & L THIR I B e m B e
DET HEZ bz,

BRI L7 9 BIDEERE IR PEELUT CH o 7
B, FHER IR L BB TH D, MM EEERREL

EOBBERBEXRALTEY, B, JHEFENPETL,
REZFWHOERSA L0, INEIZ L 5 %IERE
NOBRT", HBVEEES )T 72 AOEKTY OFLE
bEZ LN, TDL 2 Compromised host & # 2 &
NDARITBWTAESA 1 H200~300 mg, F157.4H D1k
S CTHMERBB OB ONT-Z L1, KA DN 7%
REN EJBOII~DOBITHEOHRE L Ebhn b,

ERENVHEETE R ERIZBWTIE, 75 L
HEREDEEG L TRtk R S h, 72961 7,
SIIEBRZNEIIFTH Y, WIS N7 P aeruginosa,
H. influenzae LA DBEDPERETH > 720 e L ZE 2 5
has,

UEDB#ED»S, TE-031IEEHEICBVTEH WM
BLURPBEEEZRL, BROIIGFEERES PLE
§ 5 PEELT ONRBELIE S BHOEDIEIAB LR,
BIER, REBRELIZOL o728 EY, KAIZE
AhokekiENMELEZOND,

X 73
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PRECLINICAL AND CLINICAL STUDIES ON TE-031(A-56268)IN ELDERLY SUBJECTS

SATORU ADACHI, KAZUHIDE YAMAMOTO, KANZO Suzuki and ToSHIYUKI Y AMAMOTO
Department of Internal Medicine, Nagoya-shi Koseiin Geriatric Hospital, Nagoya

Preclinical and clinical studies were carried out on TE-031(A-56268), a new macrolide antibiotic, in elderly patients.
The results are summarized below.

1. When 200 mg of TE-031 was orally administered before a meal and the concentration of the drug in serum was
monitored with the passage of time, the mean data for 3 elderly subjects showed that the peak level occurred 2 hours af-
ter dosing and was 3.57+0.92 4g/ml ; the half-life was 4.2 hours.

2. The concentration of TE-031 excreted in urine was monitored and showed mean values of 8.3+2.8 yg/ml for the
0~2 hours period, 155+47.5 »g/ml for the 2~4 hours period, 118+4.7 yg/ml for the 4~6 hours period, 158+63.6 g/
ml for the 6~8 hours period and 164+96.8 ,g/ml for the 8~12 hours period ; these data indicate a persisting high level
of TE-031 in urine after a single dose. The mean urinary recovery rate of the administered TE-031 during the first 12
hours after dosing was 29.5%.

3. Clinically, TE- 031 was orally administered to 9 patients with respiratory tract infection (acute bronchitis 4,
pneumonia 2, and one each of bronchiectasis, airway infection and tonsillitis). Evaluation showed 1 excellent, 6 good
and 2 fair results, with a clinical efficacy rate of 78%.

4 . Studies on bacteriological efficacy of TE-031 showed that 1 of 2 strains of H. influenzae was eradicated while
the other was unchanged, 1 strain of K. pneumoniae was unchanged, and 1 strain of P. aeruginosa underwent microbial
replacement.

5. No side -effects or abnormal laboratory test values were noted in any of the patients.

On the basis of the findings described above, we consider that TE-031 is a useful and safe antibiotic for treating mild

or moderate respiratory tract infections.



