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TE-031DHM4AFZE (5 1 #t)
29 ZABLUT v MIBITAEUSHRE

R - ILHARG - NRIESR - PREE
KIEREHRA UL BT

FTER AN -

Filvsus 4 FRIAEWHE, TE-31OT Y ABLUT vy MIBITAAKENLEN, BEB X
URTO3IHRSEBIZLWVRETL, UTOKEREB,

hEERELTEY R, 7 FOROB LUERARS CHE, WREORD, KETHE, RIET
FEEFOMBBERPBRESI N, LaL, ETRSTETYR, F 9 bESITMERERIZA SR %
Pol. BERLLTTYX, 5y FOKOBLURBRIRS THILEDHILA A SH, HEEK
FHRREIZBOTLRHAFRRICHE T AENALONTZ, vT R, T v POETIRETIZ, 5B
WCBWTRIEL 2R T £ .01 TE-IEME DKL VBE SN, TERWBETH LR B L UK
DIRBHBENHRETIE, w7 X, 7y FOROB X PBEERIRS OB TERE 2 BEEDET M
P (AR Yo% (WAN
BKEUBBROFECRIZESWTHEE L/ LDo fliiX, =7 X, 79 FEBIIER, &0, ETOIE
IZE <, BRESEBTHAROKRE TIE, <7 A#T2740 mg/kg, HET2700 mg/kg, 7 v MET
3470 mg/kg, MET2700 mg/kg TH 70

U EDTE-031iZ & 2EMMEIL, D051 FRITEWRICBLWTHLALNDLLDTHY,

JULY 1988

TE-03Lidfbd~=2s 05 4 FRITEWMEICHE L THRENLEREZAES VLD EEZ LR,

TE-QBlIR REREKRASHTCHE I HH~ s O
74 FRAEYRETH Y, HES I Erythromycin & 7]
HFHLARETFMLC, BORSICLVBVmPBREE
REEEETHEHTH LY,

4E, TE-B1NREHRBRO—RELT, v 2B
LUy MBI 2UBEELRETLOTHRET 5,

I. RBRHBRBLUFZ

1. #EREY
TE-031((—)-(3R,4S,5S,6R, 7R, 9R, 11R, 12R, 135,
14R)-4-[(2, 6-dideoxy-3-C-methyl-3-O-methyl- a -L-
ribo-hexopyranosyl)oxy]-14-ethyl-12, 13-dihydroxy-7-
methoxy-3,5,7,9,11, 13-hexamethyl-6-[[3,4,6-tride-
oxy -3- (dimethylamino) - 8 - D-xylo-hexopyranosyl ] oxy]
oxacyclotetradecane~-2,10-dione, 4>F#747.96) 1 Fig.
TICRTLFEREL AL, KIZIFEA VBRIV EER
BUHOEREETINKTH D, ARBRICIE, KERK
THMEN7: TE-031(Lot No. 840730) % M L 7=0 % B,
TE-031RBMM S, EETHH I LAHAIATY
PARS

2. B

1) =9 2

ICR D SPF =7 A M (4 BMh, 6E : 1#10.5~
17.2g, #£10.9~18.6 ) ¥ BB ERBWB LB FMS

LNEAL, H1BBORES L UBHLD®%, REOR
Wi~ A(FE:  #18.5~29.3¢, 1#16.8~26.6g) %
AERICBEL 72

2) 95 b

Wistar 2D SPF 7 v MMM ( 6 B, 4E: #112~
146 g, ##93~126 ¢) % M RAEERBIY B EBRMES LY
AL, #1EMORES LUBILD%, REDBREFL
7 v MEE : [#142~175g, H£109~135 g) & RERICHt
L7z

3. BYORE RN

Fig. 1 Chemical structure of TE-031
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<A, 7v b SBREILEMS L UCBREHEILE
B(21~25C), 1EiE(41~76%) DEh1y 2 (FRBRER : 12
BER, BRMDE: 120/8)T, TVIZI LBy
(=™ & :175W X 230D X 160Hmm, S5/ -3, J v
} : 225W X 350D X 200Hmm, 3 ~ 4 [t/4 — ) IZRE
L, BESBEMF: AV Ly 7 VB BLUREKY
HEICEBRSETHAT L,

4. BBRWEORRE

TE-03LIZKICIZE A EBIT 2V, BOKS IR
LTS5 %7 7T TLKBERIC, BEASBLUOETR
5B LTIRS %7 I T TLAEBEERIIEE S/,
%P, ARBRIER L7 TE-031DFA BB FEFH 122~
20%THH, CNHDEHTTTHHRETHAHZ LA
BRI Twi,

5. HBYWEOKS

TE-031D# 5k, &0, BEABLIURET®D 3

BBEL, BORSOBEIEE YV FEHVWTHESH
16BFMLL LR S U 7- B IR F H RIS L,
D2REBCRIBERERLESFICL W EEZS L, &5
BIIFRRICLY, BOBIUHEBAKZS Tt LD &
PROONLE, BRTHRETCEIRSGTiEL2RAELE T
Table 2~4(< 7 X)B &L U Table 6~8(F v F)IZ/RT
BEFREL, BORGCEIHKESEFERELHILIZED,
ZOM TS ARY—EBICLTHRE L, RSB EIE
<Y RIIBITHREOHKS T15.0~39.9 ml/kg (& EE100
mg/ml), BEEMHES T20 ml/kg(i&EE20~72 mg/ml),
KT #5 T25 ml/kg(##BE128~200 mg/ml) & L, 7 5 k
BT AE0O#%5T18.0~47.9 ml/kg(##100 mg/ml),
MRS T10 ml/kg(BES0~133 mg/ml), B TS5
T25 ml/kg(#AE128~200 mg/ml) & L7z,

B 1EOBYBIIERE L LIZ10CE L,

6. B, fiE, BE, SHEB

Table 1 Main toxicological signs in mice treated with TE-031

. X . Minimal dose of appearance (mg/kg) Period of appearance
Toxicological signs - -
po. ip. p.o. i.p.
el 1725 400 30m~10d 10m~ 7d
edation 1984 400 20m~ 6d 10m~ 7d
5 " 1725 400 30m~ 4d 10m~ 7d
ow respiration 2281 400 30m~ 4d 10m~ 6d
Cvan 3017 30m~ 1d
yanosis 2624 20m~ 1d
_ 1725 400 © 20m~ 7d 10m~ 6d
Ptosis
1725 400 10m~ 6d 10m~ 7d
biloerect fed b 1984 995 30m~ 4d ~ 7d
1
oerection or ruiile air 1984 829 5m~ gd 4d _ 7d
Submormal ¢ t 2624 691 3h30m~ 4d 20m~ 7d
upn:
ormat temperature 2281 691 3h ~ 4d 30m~ 7d
Soiled b v 1500 829 2d ~12d 2d ~ 7d
ol1le
ypogastrum 1984 691 2d ~ 5d 2d ~ 4d
_ 1725 15m~ 1d
Diarrhea
2281 30m~ 1d
Gait disturbance 400 Om~10m
(Stretching) 400 Om~10m
Cloni N 3470 691 3h40m~ 8h20m 20m~ 3h20m
Onl
¢ comvsions 3470 995 5h30m~ 7h20m 30m~ 2h25m
2624 2d~ 4d
Tremor
3470 2d~ 3d
Labored resoirati 3470 691 3h30m~ 8h20m 20m~ 2d
aDor:
ored respiration 3470 995 5h30m~ 7h20m 30m~ 2h25m
m : minutes h : hours d : days

upper : male lower : female
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1) PHEEKOEE

PHEROBEMBIZIAARME L, HERERIKS4A
3R 5% 6 B, BAA ST EFEO 2H, ARY
WP BEREBREL,

2) REDHIE

WEREWIR S EA, %51, 2, 3, 4, 5, 7, 9
NBLVBAHDOFRIIZEFRF(PK-2000: A + 7 —
HNEWBEEEFREL.

3) R B L ORBHGENRE

PHEEROBERIHCHLERLHEIIIE, TS
ANENELHIINBEREDNE, HEEOLEICLNE
ERSBOBEHRELER Lz, T/, R5UBHRIIBIT
LEFHUIOVTH FEkICEEREORHRELEEL
72

BEREDOER, WRMIZELDOALNEEIIOW
TREFOHBINLBI%, S6I2, REFORDLNL W

SHEFOUBHOERH, &6IIc>WT, M, B,
B, HILEFLRBUGFOREOMRE L, T4
bh, FEICLVBELREEWIHBL, K<) ¥
BE, /Y774 38, Y, HE FEBLIUHAD
BEICL D HBERZERL, BRL,

4) HEFHEMLE L LS

HE L RERRSH T L IITYE L ERREET KD
7oo $72, LDwEIRIX5HI4BEORBIEEERIZED
W Probit IEIZL W EH L7z, &8 LD fEIX, AR

FEIFFELTERIALL,

I. XRBRER

1. EFERS L ORTKIR

1) =% R

i) BO%kS

TE-031 % D=7 A IZEOKXG LB EIIREY
BIEWR, FORNRBEESL L ORI % Table IR
L7z SNHDERDIZEALIIHEKGENT, AED
BN & ) RE T TORFMAERE S WA EMICSH 5 72,

MR b & UCHE, WREORY, IREBRTE, 4
BTREOUHBERI KRS HTIE L VBB,
NS DFERNTAE & 72 - 7B TR LA FE A8
Zah, FEEEANIFROEES L R HTERITED
ST, 5 24BE M LIE TI3EEE, HRBORBD, HE,
KB TREDHEERE,»SHET L0508 CBHEShL,
FOMt, HERREIZLDFTRENSKS3IEKLVED
2BNCRB LT,

BE% DT L Table 2R T & 12, #THS5 4R
%IT, MTHRES AT CHESN, RE5HRNGE
ZALIE Fig. 2 IZRTEHI2, SHEHOHETIZI2A%
¥C, HTIE3 BT THMIRIED bR,

i) EBER%ES

TE-031 % M D= 7 A IZEBHES L72HEICRH

THER, FORNRHES L URBM % Table 112

Table 2 Distribution of death in mice treated orally with TE-031

- Dose Nu:rber Distribution of death (day) Total LDso
(mg/kg) animals 1 2 3 4 6~14 deaths (95% limit of confidence)
1500 10 0
1725 10 0
1984 10 0 2740 mg/kg
2281 10 1 1
Male 2624 10 11 1 3 (2570~2930)
3017 10 6 2 9
3470 10 2 4 2 1 9
3990 10 5 4 1 10
1500 10 0
1725 10 0
1984 10 0 2700 mg/kg
Female 2281 10 11 2
2624 10 2 1 1 5 (2490~2920)
3017 10 3 4 1 8
3470 10 4 3 1 8
3990 10 5 3 2 10
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TLTe SNOEDERDIZEACIZHEBEKRENT, HE
OB W RE T TOBBMIER SN ABERIZH -7
WL b E L UTHR, HREORY, RETE, &
BTREOHHIBERIKEHTS®R L VBEESI N,
IO DIERDTRE & % o 75 TR LIAIZFE T HYER
Bih, RUEANIFPFROEES L CHHEEENED 5
Nz, &524BM LA T3S, FREORY, KET
BEDHERELXE L TRETABIH S CBESR,
FOM, EEE, MK, HBEEICLSETREIHED

LEBlICBE SN,

BE5H DI L Table 3ITRT L) 12, ML bIRE
TABITCICBBIN, K5HOEELEILII Fig. 3
WRT LS, ML ORS1BRIIBI L, SHRER

TIIEHIZ4 A% ETRL S A\ IS ZD Hh
72

i) ET#HS

TE-031 %MD =y RIZE TG LGS, wTh
DFEBIZBOT LIRS OREELLSY, PHEEK
6 DB (REREE S N o 12, SR GEIORE I B
Wi, MRS S SHEKEYD, L0 B L EENEILE
&N, 128 & b DB TR 8 O % LS
X (WA
BE5HDEELECIE Fig. 4 1 IRT L H 12, ML D
4 BT TR S 5 I3 HMIRIARD 5N,

2) 75 b

i) BOks

Table 3 Distribution of death in mice treated intraperitoneally with TE-031
Number Distribution of death (day)
s Dose ; Y Total LDso
ex o
/ 95% limi i
(mg/kg) | als 1 2 3 4 5 6 7 8~14 deaths (95% limit of confidence)
400 10 0
480 10 0
576 10 0 1030 mg/kg
691 10 1 1
Male
829 10 1 1
(942~1130)
995 10 1 1 1 3
1194 10 2 4 1 1 8
1443 10 10 10
400 10 0
480 10 0
576 10 0 850 mg/kg
691 10 1 1
Female
829 10 1 2 3 (791~922)
995 10 3 3 2 2 10
1194 10 9 1 10
1443 10 10 10
Table 4 Distribution of death in mice treated subcutaneously with TE-031
Number
Dose Total
Sex of LDso
(mg/kg) . deaths
animals
3200 10 0
Male 4000 10 0 > 5000 mg/kg
5000 10 0
3200 10 0
Female 4000 10 0 > 5000 mg/kg
5000 10 0
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TE-031 %MD T v MIBOKRES LB EIZERT
BiER, FORMEBRES L URBMM % Table 527K
L7 CROEDERDIZE AL ZARKENT, AED
HINC L W RBE T CORBMIERESNAEMIIH -7,

M e ISR A% L VER, TREOBLBLY
RSB TESOWHBERFBRSEL VBRI, Th
& DIERDTHE & 72 o 72 B TR LA DR EHEIE S
Nizo HG2ABBLE TR, EEERICINZTTH, &
BTk, BENBLUCHESESBEIN, TOLILH
BEREXY 2L TRETAEVECBBEIN, ZOM,
HCHREREICL DETREBLIURZZNDERN N
Fhr1pBEs T,

E5HDIEIL Table 6ICRT L2, #T4HES
T, TS HE I CHRESN:, HSHBOBELHIZ

Fig. 5IIRT & 912, 4~5B% T TR H 5\ 388
FlAassEd sz,
i) BERNRS

TE-031 % MEHED T v MIEBAES LB IR
THER, ZOBNRBES L UREBBM % Table 52
RL7e TNGDERDIZEALIIARBKENT, AR
DMLV ERT CORMPESE SN AEMEIZH -7,
ML LI%5 1B L DR, TREORLB LY
MRFOEKRDIZ C DBITHRESH, HROEEEZE L
721%, H90DFTIRETHPINHE SN, FDH% D LR
FERIZINZ C, MR, BHl, HETE, TEZSOBEL
BIUHESFBE SN,

BE%OFET L Table 7IRT & 912, #THS5 68
%ET, HTA4HET CTHEKELZ L TRTT A60A°

Table 5 Main toxicological signs in rats treated with TE-031

. . . Minimal dose of appearance (mg/kg) Period of appearance
Toxicological signs - -
p.o. i.p. p.o. i.p.
Sedati 2381 575 30m~ 8&d 1h ~ 6d
edation 2070 661 35m~ 7d 1h ~ 4d
st rati 2381 575 S50m~ 5d 1h ~ 5d
ow respiration 2070 661 35m~ 5d 1h ~ 4d
Lacrimati 500 1h ~ 1d
acrimation 575 Ih~ 24
Ptosi 2738 S0m~ 3d
o 2070 35m~ 54
Pil . tfled hai 2381 500 5d ~ lh ~ 7d
iloerection or ruffled hair 2381 500 54 ~ 1h30m~ 7d
Sub Lt X 3148 575 2d ~ 6d 2d ~ 6d
ubnormal temperature 2381 661 2d ~ 5d 24 ~ 4d
Soiled h i 2070 500 2d ~ 9d 1h30m~ 6d
oile
ypogastrium 1800 500 24 ~ 6d 2h30m~ 5d
. 2070 15m~ 7d
Diarrhea
2070 15m~ 3d
Bloody disch 2381 575 2d ~10d 2h30m~ 6d
00
v discharge 2070 575 24~ 7d 2h30m~ 4d
L 2070 500 2d ~ 9d 1h30m~ 6d
Epistaxis
2070 500 2d ~ 8d 2h ~ 5d
. 1006 2h ~ 3h45m
Clonic convulsions
1157 4h ~ 4h20m
Tremor
2738 5d
875 1h20m~ 6h30m
Labored respiration
1157 1h20m~ 5h10m
m : minutes h : hours d : days

upper : male lower : female
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Dbl KEENBELE)IL Fig. 6 IIRT LI, mg/kg LEDTRTOHSHE T2 Bk L W BELBHM,
ML bITEAEDRSBETRS 3 A% T TRAIRD THHOHER, 3BKLVEENBESN, HTIEZ
Y (FAR NODERIZMAT2HBEIVRIZEALEDNLRED

i) ET#HS ENSBEIN, ChODERIIEHK T TIZTANT

TE-031 %MD 7 » MK THRE L72HE, 3200 HEL, RERBESWLD -7, HSMULOKEHIZE

Table 6 Distribution of death in rats treated orally with TE-031

Dose Number Distribution of death (day) Total LDso
Sex of _ ;
(mg/kg) animals 1 2 3 4 5 6~14 deaths (95% limit of confidence)
1800 10 0
2070 10 0
2381 10 0
3470 mg/kg
Mal 2738 10 2 2
& 3148 10 12 3 (3210~3760)
3620 10 4 1 5
4146 10 4 2 2 8
4788 10 4 4 2 10
1800 10 0
2070 10 0
2381 10 1 1 2
2700 mg/kg
2738 10 6 1 1 1 9
Female
3148 10 1 3 1 2 1 8 | (2380~2970)
3620 10 3 2 2 1 8
4146 10 1 5 1 1 8
4788 10 4 4 2 10
Table 7 Distribution of death in rats treated intraperitoneally with TE-031
Number Distribution of death (day
Dose on of death (day) Total LDso
Sex of
(mg/kg) I 1 2 3 4 5 6 7~14 deaths (95% limit of confidence)
500 10 0
575 10 1 1 2
661 10 4 3 1 8 669 mg/kg
760 10 2 2 2 6
Male
875 10 6 2 8 (610~727)
1006 10 10 10
1157 10 9 1 10
1330 10 10 10
500 10 0
575 10 0
661 10 1 1 2 753 mg/kg
760 10 1 3 4
Female
875 10 5 10 (709~807)
1006 10 8 2 10
1157 10 10 10
1330 10 10 10
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WTIRBHETS BRI ) LI A, 511D 16ITIE
ML 7 Bi% L WEENBRE SN,
B BOKELEIL Fig. 7ISRT &) SOV
NOBSEICIBVWTL 3 KT TRIVBDLNT,
2. BERR
1) v &
1) #O#%s5
TE-031% & 0O&5 L~y ATid, 3HH% T TIIE
TLAZBEZEFAICEDLIVRELLGEBIIDLD
TE-031MEDHREVBB SN, ZOf, HEHEIZT
¥k, BB LUEBOMM, HICHOSRm, Ik
DEMATRRBIESHEOLHBNBE SN, BIEHH
KTEOEEFIIB VT, ML SHEELELIBE
SN hoi,
i) BERRS
TE-031 % BEHIES L= X Tld, 5248010
ADOFRTBIEFIEEAIZ TE-SIMENREB LUV
BKDEESBRBE SN, KF2URBLUZNTECH T,
MHECE, T2k, EBBIURBOHIMN, #HICED
BEFZhEThEARRSEOLBBICBE SN,
BEMMRTHREOLEFENICBVTIL, HHE LEES
FLizBR I L2 D 57,
i) TS
B THETIE, HEEAIZBVTHIE L2 EM % F.0
12 TE-3IME N RE VBB S h, Zofl, BIEOR
KASHED320038 X 14000 mg/kg $x 58 B & Uit 04000
mg/kg XS5 HICK 1 BT OB SN,
2) v b
1) BO%S
TE-031 %405 L5 v P T3, ML LEZLD
FEEHICBVTHIZ TE-03HME DRENBRE S 1,
LI+ 2B L OREB I L AR MEIBRE I NS,
SmisE) PLsBRAEN, T2, HOBMLS L UH

MmASSEBNC, WROHBmMAEEEPICBE SN, 2
O, RS X UFROEMNEELS L URITO M
1~2BZH N7z,
BEMANRTEOEERNIZB VT, REERICER
L= Bbhnsli WROBME L N HMAERE SR,
Fof, EELELRIBEIhE» o7,

i) BRH%ES

TE-031 % BBHHESE LzT v F T3, ML bR
BB TE-031 B DF%E B L B AKDFE»
BEIH, HEN2~3FICEH0 M B L KR SKH
MABMBINT, ZOM, BRELZELZBARIh LD,
72

BEHBKTHOEERNIZBWTIE, KRESILICER
L7z B BOEMALEBICA LN,

i) ET&RS

BETHRG TR, HEWBEICBVTERLAEEAR
TE-QIHMENREFBREINT, ZOM, BHELE
fbizBE IR 572,

3. MEBMBFHRERR

1) v 2
TE-031%B0B L UBEBAERS L:<7 XS
L UBRICB T A RBABFENREN R % Table 9I7R
L7z Mfx 58 E SRTHTIIFRICE W THEERS
S UBIKIETE, T AMOZREMS L U# M (Photo.
1)%%, BRICBVTIREE L DR, BE Zh
25t (Photo. 2 )ASBH LNz, FOMNZEILE LTHEO
&5 TIRFETHIT, HICERRORM, HIZ+ kL
BEOBR%ES L Ui, MRS L7 iR~
ABIUBMNIHE STz, BBAKRS T, BEOTE
CHICEB LU+ BB AR LR DR, HE
BIUHMABE SN,

TE-031 # R TS5 L72< 7 ADFKS A DOEM T,
BT H&IC TE-0IR D EEER BB, SHILK

Table 8 Distribution of death in rats treated subcutaneously with TE-031

Number
Dose Total
Sex of LDso
(mg/kg) . deaths
animals
3200 10 0
Male 4000 10 0 > 5000 mg/kg
5000 10 0
3200 10 0
Female 4000 10 0 > 5000 mg/kg
5000 10 0




283

CHEMOTHERAPY

voL. 36 S—3

Br/3w 000G —e—
/3w 000y —w—
By/3w 00z¢ —e—

d[ewa J
ske(
vl A 6 L s v & 2 1 0
/3w 0005 —e—
BY/8w 000y —w—
By8uw 0o —e—
SrENW
1€0-J.L Yym A[snosueinoqns
paieady siea jo ydem Apoq uesw ur saluey) 4 ‘Sig

r08

F00T

02T

FOVT

Logt

001

F02tT

rovi

F091

08T

-00¢

(8) wyBrm ALpog

1glom Apog

@

A It

L 1

Fo
o~
w
<
(32
N

—
=

/8w 0ge] —o—
/8w LGT] —u—
/3w 9001 —e—
/8w G/ —e—
/8w (09, —e—
38w 199 —o—
/8w g6 —v—
3x/8w 005

aBwWa |

A 11

L L

roy
o~
e
A
o™
N
[
(]

Bsj/3w 0gg] —e—
By/8w /ST —w—
/3w 9001 —w—
mv_\mE G} —w—
/8w 09, —-e—
B/Bw 199 —p—
wx\m,: GlG —o—
By/3w 05 —o—

3B

1€0-AL Yy¥m A[esuojrradeiut

paieal} sied jo jydtom Apoq usaw u saSuey) g “Hig

r08

00T

F021

FOV1

091

r0ct

FOVT

F09T

08T

002

L02g

(3) wBrem Apog

(8) w@om Apog



284 CHEMOTHERAPY JULY 1988

Photo. 1 Photo. 4




voL. 36 S—3

CHEMOTHERAPY

285

BB L UEEDEE, EEEY L) THOE THRKIH
BEEs L UBRE, REFERONE, BRAKEONEE
PRB L T B EAEEIBRE S N7z (Photo. 3 ). DA,
B L ORI 81T 2 RBEHAGEFRIREAN R IX Table
IR L7,

2) 99 b

TE-031#ROB L UBEBAKS LT v F OIFRSE
S UBRIC BT A RBRBENRENRR £ Table 10i2
FLTze MHEEREKE LRTH TIIIFRIC BV THRIKE
7, U'EAMOZRENS L URM(Photo. 4 )45, B
CBWTRRATERDOEYE, ZREML L UER
(Photo. 5 )ASED LNz, FOMOEILE L TEHEL
BOHm, HE L UBR%E, WlRA~OSm, KR
BHERTOBMEAIDD LN,

TE-031% K T#HS LT v POZRSERIZBNT,
B TH&IC TE-QIRDEREYHFBEIN, SHITK
BB & UHEEOER, EEEYL ) THOE THARIH
RiEEs L UBRE, S5ICTHOE THRKICHRME M

DB, BEREDOHELNUETIBEENFBEESL
7z(Photo. 6 )o ZDfth, FFiES L OFRIZEITAKREEA
BFHBREFT R Table 10158 L7,

4. LDsof#

TIABLUT v MIBITAH TE-0310) LDw flED—%
% Table 111I7R L7,

TE-031% LD» fEIE THRE TR OIE <, £0O, BE
PESDIETH o720 T/, LDofEZ~YT X, v b
MTHREBELHE, BEBEAKRSTIET » b=y xh
HETH - /275, BOKRSBLUOETRE ClREIMER
TER L o7,

m % =4
Erythromycin &4 TH 5 TE-03102HERZ <Y
ABLVT vy MIBITAEO, BEABIUETHRSIC
L YBE L7,
TE-031% <V X, 79 MIZOBIUHEBAKRS L
75E, Hg, WREORBY, RETHK, BRRTESD

Table 9 Main histopathological findings in mice treated with TE-031

Route of administration
Organ Finding p.o. ' i.p. s.C.
Death Survival Death Survival Survival
) . 2/2
Single cell necrosis 2/2 1/2 2/10
) 2/2
Focal necrosis 2/2 1/2
Focal necrosis and
cell infiltration 2/12
Diffuse vacuolization 2/ 22
) 2/2 1/2 1/12
Liver
) o 1/10
Centrilobular vacuolization 2/10 112
] 2/2 3/10 2/10
Congestion 2/2 2/10 2/2 3/12
1/10
Mitotic figures
Extramedullary hematopoiesis 112 2/10
Necrosis , desquamation 2/2
Kidney and vacuolization 2/2 2/2
(Tubular epithelium) Regeneration 4/10 1/12
4/10 5/12

upper : male lower : female
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PHERSBR SN, T-PROEE, FFREHIC
BETSEEZONHHERMERIZL VFEET H6005A
Lhiz, TRODOIHIEIERIE TE-031 A S BIKFRIC
PIEAEERA YA T ARSI RESR TSI L L
N2 REEDLDEEZ LN, SHIZAIREANTH S
Erythromycin TR #1&], RIfCMEREBREY 45, TMS-
19-Q T:EBIHIHI, M, RETESIHESNATS
ZE&DY, TE-0310ROB L UEERRSIZL AhE
FERMD~7 707 4 FRIEEYETL AN BLELT
HH TE-03LFRMLLDOTREVWEEZ ORI, —
7%, TE-031DETHEG T, v 7 XA ThHEERIIBE
SN, Sy M CEELAEN, THEEOHFELEHIEE

SNTDEFIRER A O N D 572,

BHRETIZ TE-1OKEOHKSGIZLD, vy 2ABL
U5y bS5 3 A% T TORCTH THLEAIC TE-
03B DRENED LT, B2 &I PHES
A EHMIChI- VBB IR0, D TE-031
DELEIZB I DREBFEIRV LICERT b0
BBz, Zofs, HLELRD, FREECERLS:
iogm, BM%E i Shd, WIS BELELT
o7, HILEREIZDOWTIX, Erythromycin %0~
7074 FRAEPE CHRE SN TE S, TE-031i2
BROLEATEZVIDEZEZ LN,

TE-031DBBERZFIZEL NI ZABLUT v P TA

Table 10 Main histopathological findings in rats treated with TE-031

Route of administration

Organ Finding p.o. i.p. s.C.
Death Survival Death Survival Survival
Single cell necrosis 3/15 1/10
. 6/6
Focal necrosis 1 3/5
. . o 6/6
Liver Diffuse vacuolization 1 4/5
Centrilobular vacuolization 10/14 10/12 5/10
4/15 5/10 3/10
) 5/14 4/4 2/12 2/10
Congestion 1/1 5/15 2/4 4/10
) o 2/6
Necrosis and vacuolization 2/2 5
Kidney ) 5/14
o Regeneration
(Tubular epithelium) 4/13
Degeneration 12/14 10/10 10/10
1/2 11/13 2/4 8/10 10/10
upper : male lower : female
Table 11 LDso values of TE-031
Animal Route LDso and 95 % limit of confidence (mg/kg)
Male Female
p.o. 2740(2570~2930) 2700(2490~2920)
Mouse i.p. 1030( 942~1130) 850( 791~ 922)
s.c. »5000 »5000
p.o. 3470(3210~3760) 2700(2380~2970)
Rat i.p. 669( 610~ 727) 753( 709~ 807)
S.C. »5000 >5000
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126 w2074 FRMAEMEDHREREEIZOWTIZE L
DEEDDH N, FRORBAKFENHZE(IE, TE-031
IHRRLZERTRZVLDEE I SN,

HRTiE, REHORME LR DOEE, RESHZD
bz, ZLOTEMR* EOBWENRZ BT HERII,
BERTORERMABEEIC SN TE ) ERAEEES
EETHLONENO, TE-031E5ICL hALNR
& LR DBEFEL, BEM CHBLRREN o722,
BREBUARY T, ZEACBEROTILAALR
Brol:Z &, /¥ MIBWT Erythromycin O B
FEHRZVESRTVWAZ L LN, BROREBMEZS
B, BRBIGEVABRBRSICLVETLELOT,
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TOXICITY STUDIES ON TE-031(A-56268) L.
ACUTE TOXICITY TEST IN MICE AND RATS

SATOSHI ABE, YOSHINOBU IwAKI, HISAHARU YAMADA, MAsaNoBU KOIKE and SADAO NAKANE
Research Center, Taisho Pharmaceutical Co.,Ltd., Saitama

Acute toxicity of TE-031(A-56268), a new macrolide antibiotic, was studied in mice and rats treated orally, intraperi-
toneally or subcutaneously, and the following results were obtained.

As toxic signs, depressive symptoms such as sedation, slow respiration, subnormal temperature and ptosis were
observed in mice and rats receiving oral or intraperitoneal treatment. But with subcutaneous administration, these symp-
toms were not observed in either mice or rats. As necropsy findings, hemorrhage in the digestive system was found in
mice and rats given the drug orally or intraperitoneally.

Histopathological examination revealed lesions corresponding to the necropsy findings. In mice and rats treated sub-
cutaneously, residues of a TE-031-like substance were observed mainly in the necrotic subcutis at the injection site. His-
topathological examination of the liver and kidney revealed small scattered necroses in dead mice and rats treated orally
or intraperitoneally.

LDso values calculated on the basis of mortality on the 14 th day of administration were in the order of subcutaneous,
oral and intraperitoneal administration in both mice and rats. The values by oral administration(the clinical route)were
2740 mg/kg in male mice, 2700 mg/kg in female mice, 3470 mg/kg in male rats, and 2700 mg/kg in female rats.

Since the above toxic changes caused by TE-031 also occur with other macrolide antibiotics, TE-031 was considered
not to have any specific toxicity.



