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TE-031, (—)-(3R, 4S,5S,6R, 7R, 9R, 11R, 12R, 13S,
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 - tri-
deoxy - 3 - (dimethylamino) - B - D - xylo - hexopyranosyl ]
oxy Joxacyclotetradecane-2, 10-dione X, Fig. 112
LEHEE AT HHEERESMHET, chloroform |2
BT 2T <, acetone IZR R E T ¥ {, methanol,
ethanol, ethyl ether 3 & UF acetonitrile IZ{& 1112 ¢ (,
KIZIZEA LB,

2. BEHEYB L USRS &S

BWi34~5.57 ARS(REMER : #2.9~3.9kg, H3.1
~4.3kg) D New Zealand White By 4 ¥( A ABET %
BASH)EMAL, LIBMOBRE - BIMLI X W ERA L
HEHMERLEZODERAV:,

THFIEBROEEAE - HBIKEATRIE ARy —
Y (%) BAW3E] %AV, ZHESWES(&EH B2~
26°C, BHE43~T77%, HRBABSRIIZEER 5 L OBEAEKIS

~20[] /BsF) CEBISEN () T VEER T ¥4 5
RC-)BLUREK L BHICBIN S YL HETHE L,
RECEABITREICL ), RERROALKMEEXR
BBOHIMLERABEEHHETITV(8:30~10:
30am.), 2EUERRLMEIERLZODEARL,
ZOH %R0 B L EDERICH N,
HIRBYMITTFIERENSHF L 25 L )11 #14~15K
ICBESTE LT

3. REBRBIVHKS &
BEBRRED/-DDOFRERE L THERY ¥ FI2 TE-
0310 0 (x4H8), 403 & U150 mg/kg % #Eik 6 H A b if
IR18H ¥ TROKE L1z, TOKER, BEFOLHE - RF
CERRIBDONL2H 57225, 150 mg/kg BEDTFERT,
BREMBIEERDHH S N7z (Table 1, Fig. 2), &
N & ) RRERTI3150 mg/kg LT D5 B THEMHARES

Fig. 1 Chemical structure of TE-031
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THLEAL, HEEKARDIO mg/ke T HEIINM
#3.5CHhH AR5 mg/kg, HFEAE125 mg/kg ¥ RE
L7:o TE-031435 %7 7 Y7TLBEHEL, KE]
kg %7:h 5ml DE4S&T, 18 1ME(1:00~3:00p.m.)T
LB F—FVERACHREROKSG L, 2B, 5%7
ST TLABRM(S5ml/kg) DAREG LABHELRIITHR
BLL7

4. ®5HM

HE6 B L HISH T CHOISAMERES L7,

5. BREHE

BRI —HREYEEBREL, AEZHIEKR0, 3, 6
~19, 23B X U28HIC, BEEXHEKE3, 7, 12, 19,
238 L U8B ICHIE L7z, HEIR28H ICERRERIZLY
E&L, MESHEREBLUVFEONRNBEL1T-
7oo 512, FEBLYMAL, HKRE, EERFHES L
U REFAN ., REBFREORRKICLY, &
I, MP(RIEL )RR KEWRER), FHHL
#POHHMOTIK, FE, mEEL»A5 CTHRITES
HD)B L UHRE(ER, NEFELICHINTESH0)

FBEWCHE LT, EFBFR> A1 TEY 7 4 — (3110
REOFERTICBTAUEOBHEBLUBEAFDOEE)
BE, NEREBIUBENEE2IT-721%, BREL IR
LTHHEHELRY RVT, IhbHDEFN#H/3
B3 bouin FICEE L, T D2/3FNIIHNEHBE L RE
L 7:%, 70% ethanol TE%E L 7z Bouin B EMIF i
WiLson? B L UTaHY OFEICHEVRREEORENA
% B8 L7z, Ethanol EEMIF L, Dawson D F
{ZHE U C alizarin red S $EBIC L A ERIERLERL,
SEBRRORE, R OLPIEILKEBIIOVWTEHEL
7oo BEIVITNOERREBRT TIT-72

6. #atua

BoNF=51l2oVT, ZEHXBRELER L.
FIEIZ OV Tid Bartlett $:12 k A HFEFBRE LTV,
ESWOBEITIE, —TRESHRSH £ T, Dunnett
& %\ it Scheffe RE, FESHMOEHEITIE, Kruskal-
Wallis (H)# € % # T Mann-Whitney (U)BRE %47 - 7=
HERB LUEFRIZOVWTE, BEREEROBHEIC
X, HREXBTURE, EIREEROBHEIZZ, F

Table 1 Findings in dams <Fg> and fetuses <F;> at term
(Preliminary examination)

Group Control 40mg/kg 150mg/kg
No. of dams (Fo) 4 5 4
No. of implantation sites 31 37 31
Implantation sites per litter 7.8 £ 1.9 7.4 £ 2.7 7.8 £ 2.2
No. of dead fetuses 1 (1) 1 (1) 0 (0)
(%)® 3.2 2.7 0.0
Resorption 1 (1) 1 (1) 0 (0]
Early death 0 (0) 0 (0) 0 (0]
Middle death 0 (0) 0 (0] 0 (0]
Late death 0 (0] 0 (0) 0 (0)
No. of live fetuses 30 36 31
Fetuses per litter 7.5 £ 1.7 7.2 £ 2.6 7.8 £ 2.2
Sex ratio (Male/Female) 0.88 (14/16) 1.12 (19/17) 0.94 (15/16)
Body weight (g)
Male 35.48 £ 2.57 35.31 + 2.52 34.23 £ 2.99
Female 36.42 + 2.07 37.54 + 2.52 33.80 £ 1.51
Male+Female 35.95 £ 2.11 37.15 + 2.70 33.89 = 1.01
External anomalies 0 (0) 0 (0) 0 (0)
Mean*S.D.

( ):No. of dams involved with case

@ : (No. of resorbed and dead fetuses/No. of implantation sites) X100
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FiRZED oL Hh o7,

2) BRRE

BHFOBREREB LUERDOHR % Table 3-1, &1
KEDHTR % Table 3-21R L7z, BHBEE L LTI,
RBEEREFA A, 10, 358 X U125 mg/kg Bz £n
Fh261(2.4%), 261(2.5%), 161(1.1%), BLy
461(4.3%)BBSh, 2D 5125 mg/kg BD 16
(L1%)CDWTIHEAER L O I BERS 2 & L1 b
DTHo7,

BRERE L CRMNBEICHWE BT 2H
(2.4%), BERYEF23081(35.3%), 10 mg/kg BEiHER
FAFA2080(24.7% ), 35mg/kg BEICHRBEFA1H

Fig. 2 Body weight changes in dams (Preliminary examination)
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Fig. 3 Body weight changes in dams
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(1.1%), EREFH3561(38.5% )% & UNC125me/ke B
CHERAHEE, ShEFFThEh16(1.1%)8
X UEMEF4661(48.9% BB S hiz, LALINS
OHBAREELRERALNLY, HBREFHLIZOLN
ol

BIRBIZOWTIR, ERLLASOBLETERL,
B RS EOMICERASNE N7

om. # ®

HIRY 4 FOBERBMIC TE-031010, 358 & U
125 mg/kg 2 ROHKE L, BRE S PICBFICRIZTE
BIZOWTRE L7,

BROBRIZBWV TRRHE S & D125 mg/ke B ICHH
BOBLHH LN, SEISHNHHOEmIED b,
BEEFLICOVTRVWIOPDERI LA TS
A9 Lincomycin, Penicillin 3 X U¥ Erythromycin % &
DHEHE 7 XIS THE, BROHEAEIEIL

L, BREBEBECDLLVIRE bH b, T h
WTHALNBERERD S NS OFEWR LR
BlizEon/-b o LR SN, SEMMEMEMEREE
BEAIHE) TR REBLEI LN,

HERBOFEAL S IIBFOBREDL LIV ho
BEBICBVTHERYE, £FRTYR TEERFYE #
W, BFEEIIEBEIZDHONT, SR, ABRE, &
BREHL S b TE-031HZEICRE L L BLhEEER
ZOoNLP o7, #oT, TE-03LXBERRICETHY
DEOLNLZBGRTHE - BFOLEEF - REICH LER
BrE2nwEEZILNTI,

<2074 FREEYWR SEEA O %% 05
T 54, BWMARICHE LTI ZOERITE E v ER
FREER-TVAY, ERBWICBITE~2051 FE
HAEWEORIFHAEICE L TIZZER S A Josamycin
TYRET y PORRIZBWT, 72, OS5 Mio-
camycin D7 v b, THFORBRIZBVTWINbEY

Table 2 Findings in dams <Fo> and fetuses <F;> at term

Group Control 10mg/kg 35mg/kg 125mg/keg
No. of dams (Fo) 14 14 14 15
No. of implantation sites 133 123 135 141
Implantation sites per litter 9.5 + 2.3 8.8 + 1.4 9.6 + 1.4 9.4 £ 1.1
No. of dead fetuses 8 (4) 4 (3) 0 (0) 9 (6)
(%)® 6.0 3.3 0.0 6.4
Resorption 3 (2) 2 (2) 0 (0) 4 (3)
Early death 0 (0) 0 (0) 0 (0) 2 (1)
Middle death 0 (0] 0 (0) 0 (0] 0 (0)
Late death 5 (2) 2 (2) 0 (0) 3 (3)
No. of live fetuses® 125 119 135 132
Fetuses per litter 8.9 + 2.5 8.5 + 1.6 9.6 £ 1.4 8.8 + 1.5
Sex ratio (Male/Female) 1.02 (63/62) 1.02 (60/59) 0.90 (64/71) 0.97 (65/67)
Body weight (g)
Male 32.98 + 5.05 34.54 + 3.29 33.34 + 4.49 33.77 £ 3.62
Female 32.47 £ 4.03 34.07 £ 4.42 32.46 £ 3.98 32.98 + 3.9
Male+ Female 32.74 £ 4.35 34.47 t 3.58 32.75 + 4.04 33.36 + 3.42
External anomalies 0 (0) 0 (0) 0 (0) 0 (0)
Visceral anomalies 0 (0) 0 (0) 0 (0) 0 (0)

Mean+S.D.

() :No. of dams involved with case

@ :(No. of resorbed and dead fetuses/No. of implantation sites)X100

% . Viability ; live fetuses were normal in all the groups
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Table 3-1 Skeletal observations of fetuses <F;>
[Abnormalities and variations]

Group Control 10mg/kg 35mg/kg 125mg/kg
No. of dams (Fo) 14 14 14 15
No. of fetuses examined (F1) 85 81 91 94
Abnormalities
Fused vertebral centers 0(0) 0(0) 0(0) 1(1)
Deformed vertebral centers 0(0) 0(0) 0(0) 0(0)
Fused vertebral arches 0(0) 0(0) 0(0) 0(0)
Deformed vertebral arches 0(0) 0(0) 0C(0) 0(0)
Fused sternebrae 2(2) 2 (2] 1(1) 4 (3)
Fused ribs 0(0) 0(0) 0(0) 1 (1)
Wavy ribs 0(0) 0(0) 0(o0] 0(0)
Absent ribs 0C(0) 0(0) 0(o0) 0C(0)
Knobbed ribs 0(0) 0(0) 0(o0) 0(o]
Others 0(0) 0(0) 0 (0] 0(0)
Total 2(2) 2(2) 1(1) 4(3)
(%) 2.4 2.5 1.1 4.3
Variations
Bilobed vertebral centers 0(0) 0(0) 0(0) 0(0)
Split vertebral centers 0(0) 0(0) 0C(0) 0(0)
Bifurcate vertebral centers 0(0) 0(0) 0(0) 0(0)
Split cervical vertebral arches 0(0) 0(0) 0(0) 0(0)
Bifurcate cervical vertebral arches 0(0) 0(0) 0(0) 0(0)
Split lumbar vertebral arches 0(0) 0(0) 0(0) 0(0)
Extra lumbar vertebrae 0(0) 0(0) 0(0) 0(0)
Rudimentary lumbar vertebrae 0(o0) 0(0) 0(0) 0(0)
Split sternebrae 2(2) 0(0) 0(0) 0(0)
Asymmetric sternebrae 0(0) 0(o0) 0(0) 1(1)
Accessory sternebrae 0(0) 0(0) 0(0) 0(0)
Dislocated sternebrae 0(0) 0(0) 0(0) 0(0)
Cervical ribs 0(0) 0(0) 1(1) 1(1)
Lumbar ribs 30 (11) 20 (11) 35 (12) 46 (12)
Short ribs 0C(0) 0(o0) 0(0) 0(0)
Others 0(0) 0(0) 0(0) 0(0)
Total 32 (12) 20 (11) 36 (12) 46 (12)
(%)® 37.6 24.7 39.6 48.9

() :No. of dams involved with case
® : (Total fetuses with abnormalities/No. of fetuses observed)X 100
@ : (Total fetuses with variations/No. of fetuses observed)X100
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Table 3-2 Skeletal observations of fetuses <F;>
[Ossification]

Group Control 10mg/kg 35mg/kg 125mg/kg
No. of dams (Fo) 14 14 14 15
No. of fetuses examined (F) 85 81 91 94
Skull
Supraoccipital bone 85 (14) 81 (14) 91 (14) 94 (15)
Cervical vertebrae
Ist cervical center 85 (14) 81 (14) 91 (14) 94 (15)
2nd cervical center 85 (14) 81 (14) 91 (14) 94 (15)
3rd cervical center 85 (14) 81 (14) 91 (14) 94 (15)
4th cervical center 85 (14) 81 (14) 91 (14) 94 (15)
5th cervical center 85 (14) 81 (14) 91 (14) 94 (15)
6th cervical center 85 (14) 81 (14) 91 (14) 94 (15)
7th cervical center 85 (14) 81 (14) 91 (14) 94 (15)
Sternebrae
Ist sternebra 85 (14) 81 (14) 91 (14) 94 (15)
2nd sternebra 85 (14) 80 (14) 91 (14) 94 (15)
3rd sternebra 85 (14) 81 (14) 91 (14) 94 (15)
4th sternebra 85 (14) 81 (14) 91 (14) 94 (15)
5th sternebra 60 (14) 67 (14) 74 (14) 76 (15)
6th sternebra 80 (14) 81 (14) 86 (14) 90 (15)
Fore limb
No. of metacarpus (Right) 5.0 £ 0.0 5.0 £ 0.1 5.0 £ 0.1 5.0 £ 0.1
No. of metacarpus (Left) 5.0 £ 0.1 5.0 £ 0.1 5.0 £ 0.1 5.0 £ 0.1
No. of proximal phalanges (Right) 5.0 £ 0.0 5.0 £ 0.0 5.0 £ 0.0 5.0 £ 0.0
No. of proximal phalanges (Left) 5.0 £ 0.0 5.0 £ 0.0 5.0 £ 0.0 5.0 £ 0.0
Hind limb
No. of metatarsus (Right) 4.0 £ 0.0 4.0 £ 0.0 4.0 £ 0.0 4,0 £ 0.0
No. of metatarsus (Left) 4.0 £ 0.0 4.0 £ 0.0 4.0 £ 0.0 4.0 £ 0.0
No. of proximal phalanges (Right) 4.0 £ 0.0 4.0 £ 0.0 4.0 £ 0.0 4.0 £ 0.0
No. of pr'oxima] phalanges (Left) 4.0 £ 0.0 4.0 £ 0.0 4.0 £ 0.0 4.0 £ 0.0
No. of caudal vertebrae 16.1 £ 0.3 16.1 + 0.3 16.1 £ 0.3 16.3 = 0.4
Mean=£S.D.
() :No. of dams involved with case
BREBEL TV, X [
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4) WiLsoN, J. G. : Methods for adminstering agents icol. Appl. Pharmacol. 8, 342, 1966
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als. Teratology : Principles and Techniques BEFFH, 42:110~149, 1983.

(WILsON J. G. & J. WARKANY) Univ. Chicago Press, 11) Etk E, =KHH, #EETH, $HAER HHE

Chicago and London, pp. 262~277, 1965 M, FBHZ : Josamycin DEFFE V, Josamycin D
5) BH#— w9 ABLUTy MNEFOMEHNES FMICK T HHF%. Jpn. J. Antibiot. 22( 3) : 219

FHBBD7-» DBEMMEE H, Cong. Anom. 14, 23 ~225, 1969

~40, 1974 12) MoriGucHl, M. ; U. TAKEDA, T. HATA, A. YAMAMO.
6) DAWSON, A. B. : A note on the staining of the To & T. KoEDA : Effects of midecamycin acetate

skeleton of cleared specimens with alizarin red S. (Miocamycin), a new drug macrolide antibiotic on

Stain Technol. 1:123~124, 1926 reproductive performances in rats and rabbits.
7) BEHLE: (T HhoEN, —KEHRTE, 83 Jpn. J. Antibiot. 37 : 1572~1595, 1984

REPRODUCTION STUDIES OF TE-031(A-56268)(II1)
— ADMINISTRATION STUDY DURING THE PERIOD OF
FETAL ORGANOGENESIS IN RABBITS —

TaxasHl YAMADA, Tsutomu NisHiyama, HirosHl OHNO and SADAO NAKANE
Research Center, Taisho Pharmaceutical Co., Ltd., Saitama

TE-031(A-56268)was given orally to New Zealand White rabbits at a dose of 10, 35, or 125 mg/kg from days 6~18 of
gestation to examine the effects on dams and their fetuses.

1. In dams of the group given the maxlmum dose, 125 mg/kg, food consumption decreased and body weight tended to
be suppressed.

2. Intrauterine observation on day 28 of gestation revealed normal findings in all treated groups.

3. Observation of fetuses revealed normal findings of external and viscera, and no increase in skeletal variations or
anomalies attributable to the drug administration.

From the above results, we considered TE-031 not to exert teratogenic effect on rabbits treated during fetal orga-
nogenesis, and the no-effect dose level to be 35 mg/kg for dams and 125 mg/kg for fetuses.



