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TE-031D#LHERY, BRIRBIRRET

AN - RN - BRI - @IS

A 2D 0 R A

EHMFE -

FLLAR SN2 054 FRITAEME THH TE-031UIDW\ T, JEBEM, BEKMBE EIT-72,
1. SEIORMERLEEIC TE-03100200 mg ZSHEHE 5 % OIRMBNE £ BT L7z, JREHEIC B
1+ 5 bioassay 12 & HEMEL b LIEHE L% /S5 A — % — 12 Ka:18.86/hr, Ke:0.11/hr, Cmax :
3.16 ug/ml, Tmax :0.67hr, Lagtime:0.4 hr, AUC:28.69 yg - hr/ml, Tui::6.11hr ThH o720 =
NEREEIZIL, Cmax 3R 3EES <, T 365K L T,

2. BERARRET

AR % 1360024%5 L7z, — A{EREIX300 meg, FAMMIZ 1 2V LI4AE, AEHE30.3%20L
4.2g Th o7z, REOMNRIZM%ES B, BHERHEEL4H, 2HJELRLG, BHGSTLED2ME
BWE26l, ¥+ 0N —BRI1BITH 720 BKSHETIIHRHERFED 2 F1 % RV 72 11HES)
THEL, Mir4BlFep), SURERIFAT 26, FroEonsy—igR1H, BHEILIELRED
SUBE2HP 1B TEHEDUL, BUHRELRIFATIIRLCHNTH 72, £HTIX1I6IG 8 BA54T
WMULET, BREI2.7% EENTV, MEFNDETIIRRRS BRI SN S HHKRIEAHD 1
BlabrE, THPOHRTHREBIN, BHERELROITRIES N H. influenzae D 1 BOBFEEL 72,
BERIE~A 375 XeMREFICAR E 7 A ) 2 HAKS L, EESEBIL, BIKBAEED

EELIEZD L7,

TE-Q3LIZ EM X W Gl s h7zHiLv=r054 F &
NERTH D, FANIBRIZLET, &S5 EDH0% IR
PP S A VI FHERL TV 5,

BEAEEETOREM LRI T HEMT, MiEHE
ETORABELIIEL, &b TIPS mAE T .0
ELARMEBIIRA LG L7 GHEE e 5T 5,

I. MLV

1. tkspss

1) xt%

BRIRF MBS AEHI BTGB % 5617 L Tu
LBUBRLBEE S L5 BIT, cross over TENTHE,
FEEATREICARI200 mg % ZEBERF DR OIS L, B RS
II30.5, 1, 1.5, 2, 4BERIRIC, JEBHTERICI30.5,
1, 1.5, 2, 6, 12, 24B5[#I3RM L, M isrE 4
HE L7,

7, BIREIL 4 BRI T, JEEATES 24850 £ T
PR g b BE L7z,

2) Wik

me, RAPBERERE X, M. luteus ATCC 93418k %
EHET B Disk 2 & 0 L7z, HEEMBO MR,
RHE XS 7 = WAZER U718, Mo EERE OB I2 v
ML, R R BIE DR IX1/15 M ) > B i (pH
TOURTH R, 70, KERERLSHEFRONSH

T HPLC 2 & KA B L OCA (M-5) D % il
L7z

2. EERRMYFFZE

1) %

BFI61FE 4 A L WEIEILA T TO A ARMIZ, fakidk
FIRFCE BN B O THER L 72T 88K G B 7126
BIUSHBRIBIZHERE LT,

BEONRIIYE 36, 7106, FEHIFI8E L D68 T
F3935. 7% & BB EE DL 0 5 72

MEELEBEONRIIIMES B, 2HRELL 16,
BUHEREXROSHEE 26, 2HRKEL4H, 2%
%1BITH -7,

2) x5 K%

TE-031% 1 [B]150 mg, 1 B 2 [, ARG L7,
5B 2 LI4B BT, EFIRIEE 513300 mg
£ 04200 mg TH 720

3) B EHE

FRIE LT, 550t 3 BLLMIZ K% 5o 8EIK
MIEFE LS DEEN, HEHMPIZEERIHEL
72 DEER, FEHEFIHERDA S hOhEE AL
DERRER), EROYLELY E(RDLD 72 DT
ME LT F72, ZHENIAULFKETE D 250
&, REHE L BRILL 7,
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4) GIVEH, BRRBAERE
25 L2 13F) CRIMEA R BRRAERE O LBLI D v
THET L7,

1. RANEHEE

1) JEMTES

4 BB B AT BAAA R 12 AH) 200 mg B O %5 A O Mg
J¥ (Bioassay, HPLC)DBlE#R % Tablel, Fig. 11K
L 7z, TE-031% bioassay, HPLC iE#:1212(Z[6]— 1
iEEDOHER %L, peak EVIRG 1 EHIZHB LD
160, 1.585M 260, 28pM, 4BpMZERZN1 6
FEOIESDENKED 572, KBWD M-50 peak
I1.5B5MIZH D L DEIRE, o 4 Flidics % 4 ke,
FThbLMBEENR TR TH -7,

5 51 bioassay 2 & A3l R (£S.D) IS %

0.585 [ T0.16 £ 0.20 xg/ml,
ml, 1.5KFf :1.34£0.59 pg/ml,

1 BER] :0.93£0.59 ng/
2 B¥fE 0 1.39£0.59

ng/ml, 4 BERE:1.10£0.49 g/mITH 5 72,

PRAHEEE 1 FIOATER SN/A 4B T CORS
BEEIX12.1 pg/ml THEIRGED0.3% D RAPIZEIL S h
7z(Table 4),

2) FEBHTHE

JEEMHEIZ BT 5 5 BIDMP % Table 2, Fig. 2
\Z/R U720 TE-031D M A2 fE D peak i (1155 #%1.58
BIZHD1BI%BRE, B4 FlidvFhnd 1S,
720 M-5i% TE-031ZEN T peak {EIZET HMEMIZH »
72

5 Bl bioassay (2 & B FIH M A 133%5 %0 58
T2.74%0.21 ug/ml, 1 BFf:3.27£0.55 yg/ml, 1.5
BER] - 2.8020.44 pg/ml, 2 B¥R :2.64£0.66 ug/ml,
6 MM - 1.59+0.37 ug/ml, 12B5MH 0.93%0.26 pg/ml
ZRL, 24EFRITR b % $50.44£0.28 ug/ml DB %2
D7z, FIHMAEEE LY one compartment open model |2
o THBLAEEHNFH/INT -5 —1F, Ka:
18.86/hr, Ke : 0.11/hr, Cmax : 3.16 xg/ml, Tmax :

Table 1 Serum concentration of TE-031 after oral administration of 200mg
(On hemodialysis)
Case Hour !
Measure 0 | 0.5 1 1.5 2 4
No. Drug |

Bioassay TE-031 <0.1 0.42 0.92 0.82 0.73 0.57
1 HPLC TE-031 <0.05 0.32 0.60 0.62 0.45 0.40
HPLC M-5 <0. 05 0.16 0.37 0.37 0.28 0.39
Bioassay TE-031 0.1 <0.1 1.31 2.12 2.27 1.76
2 HPLC TE-031 <0.05 <0.05 1.24 1.30 1.56 1.00
HPLC | M-5 <0.05 <0.05 0.41 1.64 0.95 0.95
Bioassay ' TE-031 €0.05 | 0.05 1.69 1.76 1.64 1.12
3 HPLC TE-031 <0.05 0.05 1.19 1.40 0.97 0.54
HPLC M-5 <0. 05 <0.05 0. 64 0.91 0.92 0.93
Bioassay TE-031 <0.1 0.32 0.56 1.26 1.22 0.69
4 HPLC | TE-031 <0.05 0.15 0.19 0.51 0. 38 0.31
HPLC M-5 <0.05 0.16 0.35 0. 64 0.68 0.76
Bioassay TE-031 0.1 <0.1 0.19 0.76 1.10 1.38
5 HPLC TE-031 <0. 05 <0.05 0.13 0.57 0.76 0.82
| HPLC M-5 | <0.05 <0.05 0.07 0.24 0.39 0.68
[ . reos | @1 [0 [oes [ora | nse |oro0
i +0.20 +0.59 LiO. 59 +0.59 +0.49
Mean ! dpLe 031 €0.05 | 0.12 0.67 | 0.88 0.82 0.61
+S.D. +0.12 +0.53 +0.43 +0.48 +0.29
| HpLC M5 <0.05 | 0.09 ] 0.37 0.76 0.64 0.74
| ! \ | £0.06 | +£0.20 | +0.56 | +0.30 | +0.23
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Fig. 1 Serum regression curve of TE-031 after oral administration of 200mg

(On hemodialysis)
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Table 2 Serum concentration of TE-031 after oral administration of 200mg

(Off hemodialysis)

c H | ’ |
ase Measure o 0 0.5 I 1 ! 1.5 2 § 6 12 | 24
No. Drug | | | {
Bioassay | TE-031 0.1 2.42 | 2.87 | 2.13 193 [ 13 | 077 | 043
1 HPLC | TE-031 ©.05 | 1.79 | 2.3 | 18 184 | 0.8 0.35 | 0.11
HPLC | M-5 .05 | 0.82 119 | 107 Lo | oz | 070 | 0.52
Bioassay | TE-031 .1 299 | 410 | 307 | 35 | 18 | 092 | 0.40
2 HPLC | TE-031 ©.05 [ 194 | 220 | 178 220 | 0.62 | 029 | 0.08
HPLC  |M-5 .05 | 1.23 | 178 | 160 | 1.8 | 107 | 0.86 0.42
Bioassay | TE-031 .1 274 | 28 | 263 | 210 | 115 067 | 0.11
3 HPLC | TE-031 €0.05 « |19 | 153 | 127 | 047 | 0.18 | <0.05
HPLC | M-5 €0.05 « | L24 | 13 | 130 | 0.8T | 0.66 | 0.15
Bioassay | TE-031 0.1 270 | 3.00 | 3.27 | 3.06 | 2.08 1.3 | 0.89
4 HPLC | TE-031 ©.05 | 312 | 363 | 393 | 330 1.95 1.08 | 0.50
HPLC | M-5 ©.05 | 0.3 | 057 | 075 | 0.78 104 | 0.94 0.84
Bioassay | TE-031 0.1 2.83 | 3.5 | 292 | 2.60 150 | o094 | o037
5 HPLC | TE-031 ©.05 | 219 | 2.60 198 | 1.8 | 070 | 031 | 0.05
HPLC [ M-5 0.05 | 0.94 1.45 126 | 131 L07 | Lol | 0.40
, 0.1 2.74 327 | 2.8 | 2.64 159 | 0.93 | 0.44
Bioassay | TE-031 | '
$0.21 | £0.55 | £0.44 | £0.66 | +0.37 | £0.26 | +0.28
Mean ©.05 | 226 | 257 | 221 200 [ 091 | 044 [ 0.16
. HPLC | TE-031 ! » !
+SD. £0.60 | £0.64 | £0.97 | £0.75 | £0.59 | £0.36 | *0.19
©.05 | 0.8 125 | 1.20 125 | Lol 0.83 | 0.47
HPLC | M-5 . J 5 } b
+0.36 | £0.44 | £0.32 | +0.39 | £0.08 | £0.15 | £0.25

* Not measured for shortage of volume
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¥94.8% Td > 725 6~8BE MR TILilk I £°32.9~83.2
pg/ml L RRIKE L 7 5 72h%, HEEI31.9~4.0% T
Hotz, BHMIE T TOTHBRBIRPIEM L T HI-DH
Fig. 8 TH B 4%, SEEMI%TI7.4% T, bHAVLNIT
25.7%TH o720

3. BRIR#E L EIfERH

FNKFE—ME CREES /MRS B, REXKT
B, WHSEA& 3B, WhAES 160, seAERRE 1 BIoEr17610:
TE-031 % fH L 7= fEBIIL Table 4D & ) 21582 5
88k ¥ TOHET106I, KF 76T, {KEIx46 kg 75 69
kg ThH D, FHEHIISOHK, FHKESS kg TH -7,
% L DEFIPMEIDERRBELH L T7zhy, LUl
[ELIRESCHERRE, BEMBICLARATOAL MERL
E, BEIAOIDOEENHELEEZLNDLLDH 8 H]

IZRHHNT,

RREEEZEZONIZLDIX, S. preumoniae 5% 4 i ¢
1%, H influenzae H° 2T, S. aureus, S. milleri,
P. aeruginosa & 1 Bl TdH V), B. catarrhalis, A. xylosox-
idans NREBEGFEE L THRE SN, L2L, ¥H0iE
BIUIEFEHEENDATH 720, REDTELD 57200
Tholzo T7:, PUKRMBEIC L ) BEEERCH 415
UEERLALON3BIHD, fuv1 377 X<Hifko
FEBIAT6 Bl TH 7225, BBOLI LR ERDZDHLNG
DX o7,

TE-031D{E =31 H0.3~0.6 ¢, 4 ~57HMT,
FDEMIEROEL, BIEROLB T HOATHE
LD 281H -7,

BRI %D 5 BITIZ 4 BIASEZT, H. influen-

Table 2 Serum levels after oral administration of 200mg of TE-031 in fasting state
C Serum concentration of TE-031 ( ,g/ml)
ase 0 0.5 1 1.5 2 2.5 3 4 6 8 (h)
1 0 < 0.05 < 0.05 < 0.05 < 0.05 0.09 0.17 0.23 0.42 0.27
2 0 0.09 0.46 0.84 1.20 1.25 1.53 0.95 0.79 0.61
3 0 0. 40 0.52 0.73 0.89 1.09 0.71 0.65 0.49 0.34
4 0 0.09 0.41 0.76 1.00 1.05 0.92 0.80 0.61 0.35
S 0 1.76 1.89 1.95 2.25 1.82 1.44 1.37 0.89 0.68
Mean+S.D. 0 0.47+0.74 [ 0.66+0.72 | 0.86+0.70 | 1.07%0.80 | 1.06+0.62 | 0.95%+0.56 | 0.80+0.42 | 0.64+0.20 | 0.45+0.18
Fig. 7 Mean serum concentration of TE-031 after oral administration of 200 mg
of TE-031 in fasting state
(ug/ml)
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e D1BINENTH 5720 REXRD7HITIIHR 2 FURRPEGITIXED 1B, Hh4 6, LREH1HTSH
B, B&36I, EH1B, HESRLIGITH), WAL 272

DIFTIE 2B, EH1BITHS72, THHDKRE BIERE LCLIEmL, HEKE 77V FOEHH
BLEISHI R TIX, ER2 B, AR 9B, EH3IH, D2BINFEOLN, HHEIFN 8% TH-7:c ZOLHK

HEFEE 1 BIT, BRRILT8.6% T 70 MREBIT BRI ERRE TR SR BI T & 1275, RE DIEKITILEMN
e/ a7 IFIXRIEBbDEE X278 TE-031 % ff BL<, ®EEHIE L, TE-031{F R AT O BRIKARA
BALEAS, RRAEMICEETH, AF0f FHRIZLD EDEENIE Table SIZRT & H 12, 1 FHIIFEEERIE S %
=it L1z, WHERROIIRIER O OHETETH - 72, Aonsih, EIIERALEEARILDIE RN 57
AEFOHBIRABORE S 7z 8 FITIARIAK 3

B, mRL 16, AR, FHIFITHY, HiHk o, % =
R380.0% ThH otz T2, BREEERISLAGIO 3 H) H LR SN EM F#EAKTH D TE-03LIL EM &

TREW2H, PREHIBTHY, HxM1a3TF7X= FEDMBEARS P LEMBENEALTBY, BIIK

Table 3 Urinary excretion rates after oral administration of 200mg of TE-031 in fasting state

Before 0~ 2 2~ 4 4 ~ 6 6 ~ 8 0 ~ 8(h)

Case 70 v C R v C R v C R v C R R

1 <0.05 90 3.2 0.1 65 37.2 1.2 54 114 3.1 69 56.5 1.9 6.3

2 <0.05 35 195 3.4 63 227 7.2 68 154 5.2 113 70.5 4.0 19.8

3 <0.05 | 240 47.2 5.7 235 55.5 6.5 125 82.0 5.1 150 41.6 3.1 20.4

4 <0.05 65 105 3.4 220 41.8 4.6 210 40.2 4.2 155 32.9 2.5 14.7

5 <0.05 84 222 9.3 S0 282 7.0 70 181 6.3 74 83.2 3.1 25.7
Mean | <0.05| 103 114 4.4 127 129 5.3 105 114 4.8 112 57 2.9 17.4
1SD. +80 +94 +3.4 | £92 +117 £2.5 | +64 +56 +1.2 | £41 +21 +0.8 +7.3

V : Urine volume (ml) C : Urinary concentration ( zg/ml) R Urinary excretion rate (%)

Fig. 8 Mean cumulative urinary excretion rate after oral
administration of 200mg of TE-031 in fasting state
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C. jejuni \Z X 2B AD 1 H1ix, A% 1 B300mg N
3 HMHZESICTEERITEEL, BRES L, EBFIT
Hoto

BETHL, DRUETERLZ1GIP, EH2H6, BY
66l, LB 3BT, HZFET2.7% Tah - 72(Table
6)o

3. MEFEBZHR

BERICAER L L TRIBSNME L H. influenzae
4 ¥R, S. pneumoniae 2 ¥k, C.jejuni 1 kT, 9 5 S. pneu-
moniae 2 BRITVTND H. influenzae & DRATHRIE SN
720 OB, TERTHOERL=DIX H. influenzae D 1
BOAT, MIBREINT,

% 72, H. influenzae & V) S. pneumoniae ~ DHE LKA
15, BEBDOADEGI TG T %I H. influenzae 7°
B SNz b DA 1 6ld - 7= (Table 7)o

4. BERB L VEBRKREBEES

BB T DA 375 XTHRGITHEABLITZEY
YOHA2BRICEENERL, RELPLELL, D
th, BEIFIILET LI L2 ERLS

FRRSRIHORYMA IR, MBECFRERR, K
T RAIZDWT DR % Table 81277 ¥, fEFI8 5 X 1113
T GOT, GPTEN G/ &L W BEELTRLTW/A, &
5% LARTHEEE2RLE, Ihb26l2&4, 13
BIEBIBWT, FAIIERT S EEX ONLBERIRE

BILERFIROONLEN 7

o % =

TE-031I EM LM SN FHRNvs 054 k3
HAEMETHY, TOHBENEERDZ 7051 FEH
EMED) L THRIENESNTVSLEM LRSS L]
BETEC, BRIBESTRETROKSIZL v H M
BELFGEEERTIEPHONTV S, HADHAZKY
ITHNFENRTV S LEIRFICH0% AR NEHEAEE LT
Bt S a0 T & & h, MPIRBREATE, REREIEINT
THMEIVEFSINA TS,

EM 2 BELREBEIIKRERS TH LEEEUNRETS
b TEhy, MBHENREBE TOXRAOKNE)REZ
BEICRF SR Z S5 %20, BEE TIE200 mg 2
FFMAAR T Cmax : 0.83 ug/ml, Tmax :2.3hr, Ti2:3.82
hr, AUC:7.04 pg - hr/ml LW bR TV 5075, 4[],
5 Bl M EHT B E THRE L7724 R Tid Cmax :3.16
png/ml, Tmax : 0.67hr, T2 : 6.11hr, AUC : 28.69
pug hr/ml Thotoo TOHERIY, MPEENEET
ERPGEEASE S, REMPREIREEDHIELLR
L, Tz iZ1.6ER LT BT kil b, T7:, KF
Y M-50 T2 1316 965 E EBRICER L TB Y, 4%
SHICHEELRASLRINBIRETHA ), &8,
cross over THRES L 7 MM ETEFD 7 — & 11 BT A

Table 6 Clinical effect of TE-031

. . Efficacy
Diagnosis Excellent Good Fair Poor | Total
rate (%)
Pneumonia 4 4 4/4 (100)
Acute tonsillitis 1 1 1 3 2/3 (66.7)
Acute bronchitis 1 1 0/1 (0)
Acute exacerbatlon of . 1 1 5 1/2 (50 )
chronic bronchitis
Acute enteritis 1 1 1/1 (100)
Total 2 6 3 0 11 8/11 (72.7)
Table 7 Bacteriological effect of TE-031
Eradication rate
Organisms Eradicated Decreased Unchanged Replaced Unknown Total (%)
S. pneumoniae 2 2 2/2 (100)
H. influenzae 2 1 1 4 3/4 ( 75)
C. jejuni 1 1 1/1 (100)
M. pneumoniae 1 1
Total 5 0 1 1 1 8 6/7 (81.8)
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Table 8 Laboratory findings before and after administration

Case RBC Hb Ht WBC GOT GPT Al-P BUN Cr
No. (X104/mm?) | (g/dl) (%) (/mm®) (IU/L) (IU/L) (IU/L) (mg/dl) | (mg/dl)
B 399 11.4 35.7 9900 19 23 142 8 0.6
! A 426 12.3 37.9 5500 13 17 144 10 0.6
B 419 13.2 39.5 12800 15 7 143 9 0.5
2 A 389 11.8 36.8 6000 37 35 94 11 0.5
B 477 15.3 42.7 11800 11 6 166 11 0.7
3 A 467 14.6 40.8 11900 11 8 147 10 0.7
B 444 13.7 41.5 10500 18 20 138 14 1.2
4 A 444 13.9 41.7 7500 17 16 121 16 0.7
B 440 12.8 39.4 6800 12 7 119 10 0.6
5 A 419 12.5 37.2 5100 14 5 113 11 0.6
B 448 13.5 40.1 9300 13 10 135 11 0.6
6 A 426 12.9 38.0 8600 14 10 122 10 0.5
B 405 12.3 34.6 5200 23 23 N.T. N.T. 0.2
7 A 413 12.5 35.3 5000 N.T. N.T. N.T. N.T. N.T
B 440 11.6 35.9 4800 66 60 112 8 0.5
8 A 490 13.1 40.1 9900 16 24 112 11 0.5
9 B 457 14.3 42.2 13500 13 8 187 14 0.5
A 452 14.1 41.1 5600 12 8 176 16 0.4
10 B 440 12.4 38.4 8400 23 36 140 0.5
A 463 13.1 39.7 4600 22 37 140 0.5
. B 449 14.3 41.9 9600 16 10 94 10 0.7
A 392 12.0 36.2 5800 14 14 78 10 0.6
12 B 439 13.6 39.0 6600 10 7 123 16 0.6
A 440 13.7 38.9 4400 30 33 133 14 0.7
13 B 427 12.8 39.1 5500 66 79 53 0.6
A 462 13.8 42.7 6900 19 31 80 0.5
B :Before N.T.: Not tested

A After

AR LD 5 om0 AR B & OB M-5A5E4 12
INBRESNDEHPBELOEELTEL D 57

BRREATILIIBITREL 261, AR6 61, LRHR3
BITHEMEI2.7% TH o120

REIEBID D b H. influenzae HEI5 L7 5EBIAS 4 BB
212 RHID H. influenzae 1231+ 5 MIC i2 EM & [F%
T peak fE131.56 pg/ml & BBV E VDR TV A
B, DRUbNOBMTIE 4 BIsh 3BIAEHT, HHHI
CTRORB SN L) BEELRBTH 70 ZHUE
AHDMMBBTORF S KB LA DLER LN,

X477 ARG L 1 BICRES WL/
B RN L B 0h, ERICRELZTAE ) ViDL

H55DM, FLRIEEBIZLLLONTHE LA,
ZOMBRIREEORE RO LD 572,

DEDREREY, KA IFEESE R C. jejuni |2
LB ERREICERI ORERERNTHLLEELLN
AR

X [
1) %35E B A LEBEFEELE, FESVRI YL,
TE-031, #%f#, 1987
2) ECKMAN M. R, JounsoN T, RiEss R : Partial deaf-
ness after erythromycin (letter to the editor). N.
Engl. J. Med. 292 : 649, 1975
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PHARMACOKINETIC AND CLINICAL STUDIES ON TE-031(A-56268)

HipenoBU SHIGEOKA, Hirokl KosakA, KENSUKE KuwAHARA, RiTsu KAMEI and MASAHIDE T Ak
Second Department of Internal Medicine, School of Medicine, Fukuoka University, Fukuoka

We carried out a pharmacokinetic study of TE-031(A-56268), a newly developed macrolide, in patients undergoing
hemodialysis. The clinical efficacy of the compound was also assessed in patients with various infectious diseases.

In a cross-over study, TE-031, at a dose of 200 mg, was given orally to 5 chronic hemodialysis patients during hemo-
dialysis and in the interdialytic period. Serum and urinary concentrations were measured at selected intervals by bioas-
say, using M. luteus ATCC 9341 as test organism.

Mean serum concentrations = S.D. of the drug during hemodialysis at 0.5, 1.0, 1.5, 2.0 and 4.0 hours after oral
administration were 0.16 + 0.20, 0.93 £ 0.59, 1.34 * 0.59, 1.39 £ 0.59 and 1.10 * 0.49 xg/ml, respectively.
Those in the interdialytic period at 0.5, 1.0, 1.5, 2.0, 6.0, 12.0 and 24.0 hours after dosing were 2.74 + 0.21, 3.27 +
0.55,2.80 + 0.44,2.64 + 0.66, 1.59 = 0.37,0.93 + 0.26 and 0.44 + 0.28 ,g/ml, respectively.

Pharmacokinetic parameters in the interdialytic period, calculated by a one-compartment open model, were Ka : 18.86/
h, Ke : 0.11/h, Tiz : 6.11 h, Cmax : 3.16 xg/ml, Tmax : 0.67 h, lag-time : 0.4 h, AUC : 28.69 xg-h/ml. The value of
Cmax was three times higher and that of T2 was 1.6 times longer in the patients than in healthy subjects.

TE-031 was orally administered to 13 patients. The daily dose was 300 mg, the duration of administration 1~14 days,
and the total dose 0.3~4.2 g.

The clinical effect of TE-031 was evaluated in 11 cases of respiratory tract infection (RTI)including pneumonia 4,
acute bronchitis 1, chronic bronchitis 2, acute tonsillitis 3, and enterocolitis due to C. jejuni 1.

Clinical outcome was excellent in 2 cases, good in 6, fair in 3 and the overall clinical efficacy- rate was 72.7%.
Pathogens isolated in RTIs were S. pneumoniae in 2 cases and H. influenzae in 4 cases as a single organism or in combina-
tion. All pathogens isolated before treatment were eradicated, except one strain of H. influenzae.

The only side-effect observed was eruption in one patient with mycoplasmal pneumonia who was given TE-031 con-
comitantly with aspirin. None of the patients developed abnormal laboratory test values.

We consider this compound effective and safe for the treatment of respiratory infection and enterocolitis due to C.

jejuni.



