CHEMOTHERAPY
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TEARZEM - FHEARE - BAFH
& B LR RAR AR

FLWEOB~2 054 FRFAERIToH D TE-03LUIDWTHEREN, BRI L7,

1. EBEMRE: 7 v FEHY, TE-OMARITE L IR EXZMAZYEHE bronchoalveolar lavage
(BAL)MEP BT % IEH B & BB & THBMRET L7z, TE-031I3M iR ICH L THPIREDE <,
EOICHABCIIEFHICH L TH 2HEOMMIBE LR L7z, BAL P IRE b BV PIRE % Kyt
LTEE*/RL. L2 L BALBEPREIIMABE LR D EFHEREF L TENALN LD 51,

2. EEFRAYMRET MK 6 B, 2HURELR 8B, &M FE KRR SHIEE 8 6 K HEITIR 37 B AE
22()1C TE-031%fEM L7z, BHEISH, 76, 1 Hix5 213200 mg A52 i, 300 mg A518%1, 600
mg A2FITHH, TNTH2 THMERRICIKS Lo, 58 %I33~148(F19.30), Rix58&
130.9~8.4g (F393.0g) TH o720 BEERMFIIMRTIIHL S G, |2 1B TH h H%1%88.3%,
BUREIRTIED LG, AR 76TH ) HHEI0%, BHFERLESHEETIIAEN 46,
RRHFE 2B, EH2HITH)HEMNES0.0%, ERTIIAENKIT.3% TH 72, MEFHIZILH. in-

fluenzae 1 BRHSBRTE S M, S. pneumoniae 1 ¥k A% S. aureus \ZH X L, P. aeruginosa 1 RDBSAETH »
720 ¥ 72 1%l normal flora 7*% S. marcescens \ZHEA L7zo BEMBIERIIRD L h o 7oA, BRRR
EHEEFE L LTIHREOAMKRI A LN,
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LED#HER L) TE-03113 B BFEMEIEGEH ICHAMIB VW EE R 7,

TE-03113 KIE B EHKA KA AW T Erythromy-
cin A(EM)» S8 SN HE~ s 0514 FROMAEY
AThb, FOMBANRY bLIdHERNDZ7TT M FR
HAEMA LA TH AN, ZOMEHIEYIO0T74 FR
DHAEMEN ) LbTHRLBHE SN TS EMERAED
L dEFiv, $oERkD~r7 054 FRAENMH I
HEEIH L TAKRETH H7A5, TE-031IFEEICRID THK
ETHhAH®, BOKS5IZL)EETHBINTEVM
HEE L B TR, S OIHABBITHII EME &
THERENOBHHEDREL AL, FIM~OBITH
PENLTVDY,

O E BT A TE-031Z DV TR, BRIR
BIIHET LD THET 5,

1.5 &
1. BEMIMRET
7 v bE BV, TE-031DMMAHITE & ORE il
BEi% bronchoalveolar lavage (BAL) il #4T % EHF# &
GRE & TILBURET L 720
1) EEREH

specific pathogen free ?® SD & 7 » h ({K&E 200~ 250
g)FHV, 1BSILE L, 87 v MIEAKETE
IRIK 2 BRIAE L, BELHEREERICML.

2) BAL O F i

PTG LT Ko, T—F VKB T ICIEHKE
MR & B LERR, SAEEICTHE L BAL 2 HITL
7:o BAL OHiEIX, pHT7.2, 1/15M OEEMY ¥ BN
2 7 7—(PBS)%15 cm AHETHKETIZ X hIAK
EAL, BTERTHEBLIZIS cm KEEOBHRETICL
Y @R L /2. BAL % 10[EI47\» & N # {8 % 12 BAL
O TE-031iHE % BIE L72o IEHTTO PBS MIEARS
L OEYLE L Fig. 10 Z¢ <, 1EE8.0ml AEA
Sh, 6.0ml EIX, 2@ ELAFE7.6mliEA, 7.6ml
EINTa h, 10 BIXFERLS S EILL, BEINEIL9.0
ml &% 572,

3) TE-03Uk 5B L VK5 E

TE-03105 7 b ¥ # Bt % KREERIZ TE-031#H20
mg/kg B5IEL, 305 %DMiA B £ U BAL R ORKEE
WE L7

4) Bfifsk2FA% TE-031&



voL. 36 S§—3

CHEMOTHERAPY

653

WS M TE-031RE * EH 8, AL O I2BAL
PHFLTORVROBETRHUEL, THbLEET »
FELOHRT v P e RMERL, EAEOEML#T L
ERYNEHRAEEOPBS kMR LM% REY A — b
L, itk 2D LiED TE-31DBELREL, 2L
THOEED HMAR TE-031& % EH L7,

5) TE-03LigRE M E ik

M. luteus ATCC 41 4 REH L T HERE S v TETIT
oo EEAERBOBEIIIMFETREIII-VE5 %,
BAL MiHiBE 3 L UV HLAPIIRRE L1213 PBS 28R L7,

6) fizes v b OVER

EERYEE % B\ P aeruginosa IFO 3445 10°/ml
¥20ml A L, 24BFRIRICERICH L7,

2. BeRBRRET

1) A RAEBF

534 % 2IEFI614E 3 A H» HIBFN614E108 T, 4
HET I KZEEFHE—AH B L UOHERK TH LAY
BHYRHRMEARHI/ KBRS L AR L, RES
MOEE 41872261 Tdh - 720 BHLISHI, it 7 BITE
#1324~ 795 (3954 .25% ). TRBDAFRIIMX 6 B, 2
HAEXRSH, BUHRERLESHHEEIHTH 7,

2) S5 EBLURSHE

Fig. 1

1 B#%5 &13200 mg %% 2 f5, 300 mg A°18%5, 600 mg
M2BITHY, ThEN1B2ENISE LSBARRB LU
A BRIB0TICEOMICIRS L7, &5 BEI3~148 (3
¥#9.30), ¥%x58130.9~8.4g(F393.0g)Th -7,

3) FhRHE

HRHE ZBERE & MEFOFICH T TRET L7,

R R IR, W, WROEDS L UMK, Wi
X-PPrR, BMmEkE, CRP, KiLfEL LD ELIEIEL
LT, KDL RBEEIZL)EEEEIHE L

Z% (Excellent): AF|#x 5% 7 BLLMIZBMERIATR
DELVEENALN-L D,

E%(Good ) : AR 5-% 7 B LLRIZ B EMFT RO
LMW RPENALONTZL D,

R R B F(Fair) : RFI 5% 7 HUPIZ B EMATR
DEBEDYLENALNT-L D,

%N (Poor) : AFIIX 5% 7 H LRI B ERYAT R Dk
EVHRONLE o720 D,

HIZEAEE(Unknown) : EERN R L HETE LV H D,

MEFHIRN R BER OB L Y iH % (Eradicated),
& (Decreased), W3cfX(Replaced), A% (Unchanged),
ASBH(Unknown ) IZH)%E L 72,

Recovery of lavage fluids

[] Poured volume

T I I

54

107 [[]]]] Recovered volume

Tl

6 7 8 9 10 (times)
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I. & B
1. HBEARE
1) BAL {2 & 5 TE-031EIURE DR
FE#B T, BAL1 HEDi&REX0.69£0.21 pg/ml
Thh, ZOH%BAL WP REIZZHEITIKTL, BALS
BB 12130.11£0.04 xg/ml & 7% ) LR EREDRED
B L7, MRETI3, BAL1[EHDRAEIX0.96+£0.63
wug/ml THHYEFEHICLL CETHCELRLL, £
D% BAL fi P X IEHH L MESEIIKT L, BAL
6 E B 12130.12+0.07 ug/ml & %2 ) LNERRIZE DRE
AHEFE L 72 (Fig. 2 )
2) MmiE® TE-031i& R (Table 1)
FE#81.840.4 ug/ml, BiZE1.6+£0.4 ug/ml TH
DEEMICERDROLR D7,
3) BAL |2 & A TE-031D# [EXE (Table 1)
FREFNhoBAL I & % B E & £ TE-031iE

Fig. 2 The progress of TE-031 concentration with
each lavage at 0.5h after administration of
TE-031 20mg/kg

(pg/mi)
1.5
—e— Pneumonic rats
—0— Normal rats
1.01
0.54

i1 2 3 4 5 6 7 8 9 10 (times)

DA, 10E BAL I2 X % TE-031 DA ENE # 5
HydL, EHHIS.243.6 s MifkE19.327.6,5C
HYMEMIZEZEDLEN o7,
4) FfiM4% TE-031& (Table 1)
E##27.346.3 48, MKB59.0£12.3 ug T h B
REHVBELRL72(p<0.01), 2 BIREOHNER
BREEHICHLTEFYTLIMETH - 12
2. ERREMURRET
1) BRRZhR
fiig 6 Blix A% 5 B, X 16ITH ) HLEHFII83.3%
Thol:o PHREXIRSFUIES 16, BF76ITH
DEMERIZI% TH o7, BUERERLESMNES
BlEER 4BI, A 26, EH2HThhHHRI
50.0% TH 70 EHEDEEFIL77.3% T o 7:(Table
2)o
2) MEFHZHR
Case 5 TSR S N7z H. influenzae \ZBRHE S N7y Case
61X H. influenzae 7357 B S N7, HKEPRGS 1, DOWEHKE
EFHITEN T RO THEXHDRIIHERGEE L
720 Case 9 i& normal flora %*% S. marcescens \ZHEARA L
720 Case 1943 S. peumoniae H & S. aureus \ZHEM L7,
Case 21 T4 8 S L7 P. aeruginosa 13 ¥5HE L7z, Case 22
13 K. pneumoiae D353 BE S N72%5, FEIXGHROEEKEE
PRIT SN TRV OTHEFNHRIHERGEE L,
3) &lfeH
TE-IABEREZEZ bh s BEHNZAERIIZD L
o, BKRREMREE L LT, Case l00@MH.%
FRER B b DAERI TEEE 0 [ M ERK A (4600—3100)
BoOon, AR EDRARMELHLEEZ LN, 12,
Casel, 4, 12, O 3BUARIRGHKIZMEDPHEIE
PEEER L, MFEOFHEFOEIIAEABTCAK
M TORMICKE(EBLZTADT, FHLOR
REARIEABIE L7z(Table 3),

Table 1 Serum concentration of TE-031, amount of recovered TE-031

and amount of TE-031 in lungs at 0.5h after 20mg/kg administration

Serum concentration Amount of TE-031 Amount of
of TE-031 recovered by 10 lavages TE-031 in lungs
(pg/ml) (pg) (pg)
Normal rats 1.8 = 0.4 15.2 £ 3.6 27.3 £ 6.3*
Pneumonic rats 1.6 = 0.4 193 £ 7.6 59.0 + 12.3*

* P <0.01
Data expressed as mean * S.D.
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Table 2 Results of clinical trials with TE-031
Case| Age D Underlying Daily dose Duration Total dose Isolated Clinical Bacteriolo- | Side-
. iagnosis disease . .
No. | Sex € (Complication) (mg X times) (days) (g) organism effect gical effect | effects
1 5-7 Pneumonia - 150 X 2 14 4.2 N.F. Good Unknown -
M
33 .
2 M Pneumonia - 150 X 2 7 2.1 N.F. Good Unknown -
66 .
3 | Pneumonia - 150 X 2 7 2.1 N.F. Good Unknown -
F
35 .
4 M Pneumonia - 150 X 2 S 1.5 N.F. Good Unknown -
27 H. influenzae
5 . Pneumonia - 150 X 2 7 2.1 N‘F Good Eradicated -
M F.
74 Diffuse .
6 - | Pneumonia 150 X 2 3 0.9 H. influenzae Poor Unknown -
M panbronchiolitis
42 | Acute
7 F b hiti - 150 X 2 7 2.1 N.F. Excellent Unknown -
ronchitis
24 | Acute
8 . - 150 X 2 14 4.2 NF. Good Unknown -
M bronchitis
51 | Acute N.F.
9 . - 150 X 2 14 4.2 | Good Replaced -
F bronchitis S. marcescens
58 | Acute Chronic
10 . 150 X 2 14 4.2 NF. Good Unknown -
M bronchitis hepatitis
31 | Acute Bronchial
1 . 150 X 2 7 2.1 N.F. Good Unknown -
M bronchitis asthma
72 | Acute Pulmonary
12 . 300 X 2 7 4.2 N.F. Good Unknown -
M bronchitis emphysema
71 | Acute Pulmonary
13 . 150 X 2 7 2.1 N.F. Good Unknown -
M bronchitis emphysema
32 | Acute Bronchi-
14 . 150 X 2 7 2.1 N.F. Good Unknown -
F bronchitis ectasis
63 | Acute Chronic
15 . 150 X 2 7 2.1 N.F. Good Unknown -
M exacerbation bronchitis
67 | Acute Chronic
16 . 150 X 2 14 4.2 N.F. Good Unknown —
M exacerbation bronchitis
73 | Acute Pulmonary
17 . 100 X 2 7 1.4 N.D. Good Unknown -
M exacerbation emphysema
79 | Acute Bronchi-
18 - ) 150 X 2 14 4.2 NF. Poor Unknown -
M exacerbation ectasis
63 | Acute Bronchi- S. pneumoniae
19 - . 150 X 2 7 2.1 1 Good Replaced -
F exacerbation ectasis S. aureus
54 | Acute Bronchi-
20 - . 150 X 2 14 4.2 NF. Fair Unknown -
M exacerbation ectasis
54 | Acute Diffuse P. aeruginosa
21 . 300 X 2 14 8.4 i Poor Unchanged -
F exacerbation | panbronchiolitis P. aeruginosa
66 | Acute Bronchi-
22 . ) 100 X 2 7 1.4 K. pneumoniae Fair Unknown -
F exacerbation ectasis
NF.: Normal flora
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Table 3 Laboratory findings in patients before and after administration of TE-031
RBC Platelet | Eosino
Case ESR CRP (X109 WBC (X109 (%) GOT GPT Al-P BUN | Creatinine | Cholesterol Triglyceride
: 46 + 468 | 8400 | 26.6 1 20 2 | 150 18 0.7 248 175
A 18 - 462 8500 27.8 0 22 26 128 18 0.7 255 431
B 42 5+ 448 4600 15.7 4 25 25 190 18 0.9 184 78
2 A 6 + 432 5300 20.9 0 10 18 167 18 0.8 161 73
B 22 + 478 5300 29.1 0 14 13 117 14 0.7 223 62
3 A 26 414 4300 36.7 1 13 14 99 13 0.7 172 62
B 78 4+ 457 8800 4.4 5 12 19 174 18 0.7 248 107
lal + 479 | 6200 41.0 1 14 23 | 173 19 0.8 26 339
B 3 + 541 4700 20.4 4 24 26 171 12 0.9 174
> A 3 546 5200 20.3 2
6 B 4 4+ 430 10100 15.1 0 16 10 172 22 0.9 238 76
A 68 + 399 4400 24.3 1 20 13 155 19 0.9 182 60
7 B 9 + 499 6500 28.8 0 22 19 83 7 0.9 183 122
A 10 - 461 5800 33.4 0 8 16 57 11 0.7 174 99
8 B 43 3+ 411 10500 21.1 1 8 16 75 10 0.9 172 99
A 50 - 397 6900 22.7 0 18 15 81 9 0.7 147 76
9 B 13 - 413 5500 19.8 0 18 15 90 16 0.8 248 70
A 13 - 424 4400 21.9 4 17 17 87 19 0.8 238 73
B 6 + 441 4600 9.5 3 30 30 50 18 1.3
10 A 8 413 3100 14.5 0 40 36 59 17 1.3-
B 3 + 562 11700 29.8 8 18 26 68 5 0.9
H A 7 479 5800 24.6 10 17 20 52 7 0.9 133 43
B 35 6+ 481 19400 34.4 0 20 12 53 18 1.0 209 90
1z A 8 - 500 9400 42.1 0 14 20 85 19 0.8 243 227
13 B 11 4+ 412 8400 22.6 1 20 10 171 20 0.9 166 47
A 18 + 443 5100 30.9 4 12 11 162 17 0.8 173 104
1 B 72 4+ 428 10100 33.6 0 11 9 218 4 0.6 155 48
A 22 + 448 5200 40.3 4 16 13 213 9 0.6 183 75
15 B 8 4+ 405 8900 23.3 1 10 10 144 13 1.0 151
A 5 + 402 5700 31.2 3 14 12 141 18 1.0 141 130
16 B 48 2+ 444 7300 24.7 2 17 23 118 27 1.7 303 272
A 72 + 471 6800 24.4 2 20 38 125 27 1.7 321 264
17 B 13 + 397 7600 37.8 4 17 17 161 9 0.8 125 102
A 17 + 427 8200 49.0 4 17 14 153 13 0.8
18 B 94 2+ 304 5000 23.9 12 18 15 105 18 0.9 207 107
A 68 + 331 5100 21.0 0 15 10 82 20 1.0 240 105
19 B 58 5+ 451 9900 30.6 3 25 18 221 15 0.6 206
A 39 + 483 4900 4.5 5 13 8 181 19 0.7 209 106
20 B 110 + 397 9200 33.1 0 12 8 116 11 1.0 157 82
A 80 - 407 6100 36.1 0 17 19 130 18 1.0 166 73
21 B 26 2+ 454 5800 23.5 6 21 24 79 14 1.0 202 58
A 20 + 471 12300 26.4 4 21 22 82 18 0.9 189 64
22 B 83 + 421 6700 27.6 1 77 60 381 18 0.6 183
A 93 2+ 415 5500 31.6 1
B : Before A : After
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I. KKXFDBN
Case2: 33% Bt Mi%
4~5HEID O R, B, BikdVILETHREEZZIT
TOAEREECTIR LD & 5122 ) Kb, Wik
X-PLRTETHEICRBEEEZDOARLE 2 572, KH|
1E150mg, 1H2[E, 7 BEESICL ) BEERSE
L, CRP5S+—X &% b, M X-PATR, HEZHANY
gbAaONAEHEHEL,
Case5: 2768 B M
5~6 R BRI & XK, WEREFFS LK, M X-P i
TETHHIKRVRBEZ L ZOEF X5 Lz, 1M
150mg, 1H2[, 7 BEESICL)BEEKRKEL,
CRPE——¢ 22, M X-PRARDEELALNAR
CHE LT, FMEHEA S5 SN H. influenzae 137
ARSICLVBRE SN,
Case8: 245 HH SMREIX
5~6HAIA O R, K, WEHRRER LK, A# 10
150mg, 1 H2[E, 4EMES5IZE ) BEEKSEL,
B3k % 10500—+6900, CRP3+—— 2 W HE HE
L7
Case12: 7288 B BHREIZX
MBI THRIGERES, R, T, BROLREL &
bICHRERIKEE % 572, &K 1 [EI300mg, 1H 2MH,
TAARGICL ) BEAEKEE L, BRIBEE, O
#HEICEDY, HMER19400—+9400, CRP6+—— & 72
NEREHE L,
Case14: 32/ LtE BHREIZX
TE IR IS TR TEBBED, 1 8M»5
R, B, BIRIFEHE L. FAEILEBEOLLNY
WIERLBMRERIR LB LARI 4 HKS5 Lz, 10
10mg, 1H2[E, 7HEESIZL)AEERSEL,
BRI O HEIRME I E D D, HImEREK10100—
5200, CRP4+—+ LR WEHEHE L,
Case15: 638 Pt BURERPELMHHE
BIERELRICTHREED, 4~SEETH LR, K
B, BEOBMALL & O IIIPIRRBIRAS & 7 b AH 2 1%
FL7%, 1H150mg, 1H2ME, 7 BEHE5ILYEE
ERYE L, B LIHK, EMIKIMBI00—5700, CRP 4
=t e WERHEHEL,
Case19: 63% %t MR ERLESHHE
SE ISR THRIEHES, 3 BN SR, L,
BEDBMALE & b ICIFRRBERAE L 72 ) A LGS L
A 1M150mg, 1A 2ME, 7 BEESIZL D BEER
WEL, BB D O RIBIERIZZ DD, [=Hi1B2 &4
99004900, CRPS5+—+ & 7% ) HRH L HE L 7= ik
P65 S. peumoniae H35 8 S h 7 75, ARAEIZG-% S. aureus

ICERIC L7, FHES TS, peumoniae (23 $ B TE-
031 MIC 120.05 xg/ml T&H Y, S. aureus \235F 5
MIC 1250 ug/ml Td - 720

V. E E 3

MRS & B IPIR SRR AE DR HE (X S. preumoni-
ae, S.aureus %2 ENY 7 LAGHIKBDEE S E V. T/
24377 XZMROGFEATHIZIZEEE DM RDOH Y
B M. pneumoniae BNEHE L EZ LN TV DB, FD7:
ORI L BIFRBFELAE I L THE—EBIRTNE
AR, ThODEBEICIANERFO> 270514 F
FMEMETH D, BEN< IO T4 FRIEMR IS
W3 LTARETH A0, ROKGSNLEBEEICE
NI NBECILPIREIREONL D o755, TE-031
BEBIIBOTRETH A, FHLEATLELE
TROKSICLVECMPRESEON, S OILHER
THIZEM E B L THE» ST EDBEYRL, 4
N DOBITHEIER TS EBESNTWA, TE-
0LDIMBANRY bV IdfERND< s 0T 14 FRIAEME
EEIBRIZ, 7T LGHERE, BAME, 1375 X~<
BIUOLIYART, FM4E)THEO—HDT 5 LIETHR
BIZBLATHEY, ZOMENIZEM LE%EL LCIRHE
FaanknbhTWwaY,

REHIET v b EAYV, TE-03OMABITE L UK
& X B f #E % bronchoalveolar lavage (BAL) @@ 1T %
IEFER LR L THEBIRGT L. ZOMFR, TE-031
XM AFREE IS L CHIPIRE DTS <, S HIAMREETI
EEBICE L TH 2EOMMBE 4R L7, BAL &P
BELEVIMBELY XML CEELYRL. LAL
BAL P IS E B W EFBF LB L T
ENHLNT, TN TE-031D KFEEADE VB
D7-OfREE D S BAL P ~DILEHD % <, Wi
MR & BALRHIRENFIT L 2072 DEERS
N7z, MRIIMEZ THLMBERIZRIEOEENH Y,
ZFDOERFE~NDMAEROBITOR T I RGHIEE
BEWREZFFD, BAL (2 & ) AL S N5 A #N 2GR iR
PICHFETHLDODA TR, BAL DRIZHEE A HIL
BUCL D BALBFRICBITLAZbDLEENE, LA
- T BAL IZ & A RET I E 2 BIR TGRS A D A& D
TEHRE B L T nas, BiRE V) REAMREA I
RIFMRBEAFTHE L/IRETH Y, BAL @ Tilrs &
N7FREMIIRREETH L EERZ DI ENHEL D,
BAL P RATIIMRE V) RETEE®RNH S L
LIZEZTWAHY, L7zh > T TE-031D &\ BAL ifi
BEIMRERIIBOTEELEREF - TVHEER
72
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TE-031DEEKRE THOHAU 2R T H720, Higké
Bl, aMREXRH), BUHRERMESEESHIO
st AR R R Lz, ZOEER, AHFISNMKS8.3
%, BHEREXKIN%, BHEREXREEIMEEE
50.0%Tdhh, &ERTIT.3%Thorz, BAIRFATS
&, R TOEDIZ T ARIMRE L RAERREE
ZHBEFTH Y, MIZERKRBOLZVWIIRTIZI00%

DEHETH o7z, THEUREIRFITITEIWE,

MEME, REXIRESOEREENHLPIGEDT
0% DENETH 722 &b, EEREOFEILHD
Hb & T EM ORGSR L TE-0313 & VA2
EABONIZ IR D, —F, BUTERRE 2
BOHNLIIRMBETH 57275, MREETL\ P aerug-
inosa, K. pmeumoniae EREDFI IR L66.7%DFH
NETH ) B E VL E T, MRFMIZIIERE
512 & 1) H. influenzae, S. peumoniae 2SPEH S N, X
5112 S. aureus, P. aeruginosa, S.marcescens 7558 &
Nro SN S aurens I23F$ % TE-0310 MIC 13

50 ug/ml T Y, HMEAFHHRISHENE L ERL
1ERTH 7 TE-IHARREZZ SN DHEENE
BMER RSO 2D o7 BRREERE L LTEENY
MERRA DD S NAK & DRFEFREVHLEEZ N
72

PEDER LY, TE-03113 % FEM-0% 28 M g 4912
BRI ORERDBBVLDLEEZ B,

X [

1) $BEEREREFRER, FEIVRKIv4,
TE-031, R%[H, 1987

2) MEEAC, ZRKK, FRAMX, & Bk, R
Ik, fRiE B, FEEG, BF & 2AF
By, WWAMZE, By B, BERBELE, RAEEZ
. Ampicillin DB ABATICE XITTRENE
BiZoWnT—F v MIBITAREXMRAREI
& B#5F—, Chemotherapy 35 : 394~397, 1987
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TRANSFER OF TE-031(A-56268)INTO SOLUTION FOR BRONCHOALVEOLAR LAVAGE
AND CLINICAL STUDY

MasaHiTo KATO, YosHiMITSU HAYASHI, TorRU MATSUURA, GO ITO,
Tomonor! TasHIRO, Kazuo YosHIToMO and TOSHIHIKO TAKEUCHI
First Department of Internal Medicine, School of Medicine, Nagoya City University, Aichi

Hipexazu Hanaki, Ikujt Usami and HipeEakr Kuroki
Department of Internal Medicine, Nagoya City Higashi General Hospital, Aichi

We evaluated a new oral macrolide antibiotic, TE-031(A-56268), basically and clinically.

1. Basic study : transfer of TE-031 into lung and bronchoalveolar lavage fluid (BALF)was examined in a normal
group and compared with that in an infected group of rats. The TE-031 level in lung was higher than in blood, and lung
levels of the pneumonia group were twice as high as in the normal group. Reflecting the high lung levels, the concentra-
tion in BALF was also high, but did not differ between the normal and infected groups, in contrast to the lung levels.

2. Clinical study : TE-031 was given to 22 patients with various respiratory infections : pneumonia 8, acute bronchi-
tis 8, and acutely exacerbated chronic respiratory tract infection 8. The subjects were 15 males and 7 females. Daily
doses were 200 mg in 2 cases, 300 mg in 18, and 600 mg in 2, administered twice daily before meals. The administration
period ranged from 3~14 days(mean 9.3 days)and the total dose was 0.9~8.4 g(mean 3.0 g).

Clinical effect against pneumonia was good in 5 cases and poor in 1 (efficacy rate 83.3% ). In acute bronchitis, the
drug was excellent in 1 case and good in 7(100% ), and in acutely exacerbated chronic respiratory tract infection, it was
good in 4 cases, fair in 2 and poor in 2(50.0% ). Overall, the efficacy rate was 77.3%.

Bacteriologically, 1 strain of H. influenzae was eradicated, 1 of S. pneumoniae was replaced by S. aureus, and 1 of P.
aeruginosa was unchanged. In 1 case, normal flora was replaced by S. marcescens. Although there were no subjective
side-effects, a slight decrease in the white blood cell count was observed in one case.

From the above results, TE-031 was considered useful for treating various respiratory infections.



