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TE-031DAFERER (5 1 #)
F v MIBITAIFIRR B L O RO 5 RER

WE - EES - RS - PAREM
KEREHA 2R ST

FR~7 054 FRAEWE TE-031010, 3538 X 1125 mg/kg % Slc : Wistar RIEHERS » F D%
BLAl - ZCECHP B & OHHRMIAICEORS L, KREE - ZHiER 6 IIBF IS RIZTEBIZ DOV TRET

L7

1. HHERT » FOVTIORSRIIBV T —HRKBIZEFIIAONT, FETH B L URES b
BOONLEhols, L, ML SREKSENDI2 mg/kg BIZB T, RSHMPOKEIZHEM

Wl o VICBEROBLIRD LN,

2. HERERAETI, WThORSHICBVTHLHAEAY, KREBLUOSZHEIZBIALGNT,
KRB OETERS (RS, HE LA LU 0RBAGZORELI S LRFRZDONEN o712,

3. BIFOBETIE, WThOBRSEIIBVWTH, £FBRTFOR - B L UKREICERIALN
T, SEk, ARBFEBLVBERRELOOEMXGIER LA LEDLDNIRFRZD N 572,

DEDERLD, 79 FOEIRRIB & RN SICEWT, TE-03LIZREHERT » MIEHR
BOALNS125 mg/kg BEICBWT O EFERE: & ICKBIFOLTF - BE - BRIZGVEBYRIZEST,
ARBRICBILELERIMERS » F T35 mg/kg, BIFTI2S5 mg/kg THAHEEZ LN,

TE-031id KIEREH#ASH THE SN FH~v IO
4 FRIEME TH 5,

4[|, TE-031% 5 v + DIFMRATE & CFIRDA ISR
O#%5 L, KR - T2 O BT RITTERIC
DWTRE LD THET 5,

1. ERVE S LUEKRRSE

1. BBREY

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-tride-
oxy -3- (dimethylamino) - 3 - D-xylo- hexopyranosyl]Joxy]
oxacyclotetradecane-2, 10-dione {X, Fig. 1 IZ/R$1L%F
WMEXATHHEERGRMEMNEKT, chloroform IZiFIT
23 <, acetone |2 R 1F% ¥ {, methanol, ethanol,
ethyl ether 3 X U acetonitrile 1212 {, XKiZitiZ
EAEEITV,

2. FRBYE L UEESRG

By ik 5 B (4FE - 80~110g), KREFEMIER
(fK#H :130~170 g) D Wistar %5 v b (BHAEERED
BEXBRAEG)THAL, A~TAMOTFHEAFTICL HIE
HALBEEMERLAOOYHW, BSITI, MiEs
OFHEENEL LD L HIfT, 1EEBIE L,

BYWIKRBERT 7255 2 r—JICAh, B2~

27C, iBRAE36~77%, HRRABFRIIZEFRI B & UK MEEKIS
~20[l/BE R DEABWE T, BRFR(F) 5V
BHE: MF)B L UOKEKY BHICER S5 HETH
Bl

3. BEBBIURS Hi

BHSRBRENODOFREE LT, 7 hOFELMS
HRB OB LS EIZ, TE-0310100, 2003 X 17400
mg/kg % M(% 6 T)IX14H R, #E(5~7IC)i3#E4R5~9A
FTHS5 HHE, #hehEOks5 L7,

EDHKEF, Fig. 2, 3IIRLATEL, ML $100
mg/kg LA E OB THREIMIMGIOEmA A Hh, BT
122003 X U400 mg/kg B, M Ti3400 mg/kg B CEHL

Fig. 1 Chemical structure of TE-031
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Body weight

Body weight

Fig. 2 Body weight changes in males (Preliminary examination)
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Fig. 3 Body weight changes in females (Preliminary examination)
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BAIEI AR bz,

F OB TIE, 200 mg/kg B OME S X 1M400 mg/kg
BOMEIIZNENEEORD DD b7z (Table 1)o

DEoOBSE Y, KRBRICBLTEEREBASTFEIN
A5 8121317100 mg/kg THHEHEL, BHIXSFE
%125 mg/kg & £, LLT358 & V10 mg/kg(HEEERIR
HE)¥&E L7(2#H3.5),

TE-031135 %77 ¥ 7 TLMEE L, KRE1kg 4
7205 mOEETIH1E(1:00~3:00pm)EV VT
PHRVEEIEOKRS L, 28, 5%T7 7T TLEHR
(5ml/kg) DA %5 L7 BEA LTI EBE L L7,

4. H5HM

H#I3ZCECHT60 B B & Ui, M3 2CACAET14 H B,
REHB L UHR7 B T%S L7,

5. REHE

—fRE S VBB, REIEE KR
A3 & OKE P I3E3~4E, KRBIZEZEICIOWVWTO
AXRKIA LY 8 BT THEHE, Z0M%IE11, 15 178

L U20BIZHIE L7z, BEHEIREIIDOWTIIKREMDA
B1[E, #ECoWTIERERTE2~30, KRRILEI
2, 5, 8, 11, 158X V208 ZHIE L. 72, Mt
REB OGS HEPERE L RIL, HEAHLHEN, 1
ECHARIZ21A/ME L, 208, R—HAOMEY 111
NEETRRARSE, TRELETT7 BEIIZRAHK
M OMHEIIOWTHAGDEERIKER S, KEH
2013, BE(8:30~10:30 am.) DEEFREIC L KR
HFOHRINMEKRBILEAZL, £DBELHE
RO B EED, LIkl * AT L. KRMPHILL
Mg IC oW T, KERE(REESWH/ FEEH KX
100) B & R (IFIREI /X R BT £ X 100) % & i
L7zo KRR ORI OWTIX, 21ABORKERT
%, BE, BE KD LVIZIEOHEFNRE(10%
formalin B %, hematoxylin-eosin Ff) % 1T > 7:0 XR
AL L 7o E, SER20 B IS SAMERREIIC K DERL, M
EEAESRE ORIRMEAE LT - 721k, HIROAFE?,
FERDIRE, #EK, EKRE LTS £FRITF

Table 1 Findings in dams <Fo> and fetuses <F;> at term

(Preliminary examination)

Group Control 100mg/kg 200mg/kg 400mg/kg
No. of dams (Fo) 7 7 6 5
No. of implantation sites 36 53 36 33
Implantation sites per litter 5.1 £ 2.7 7.6 £ 2.6 6.0 £ 3.5 6.6 + 3.6
No. of dead fetuses 3 (3) 3(2) 2 (2] 6 (2]
(%)% 8.3 5.7 5.6 18.2
Resorption 3 (3) 3 (2) 2 (2) 6 (2)
Early death 0 (0) 0 (0) 0 (0) 0 (0)
Middle death 0 (0) 0 (0) 0 (0) 0 (0)
Late death 0 (0] 0 (0) 0 (0) 0 (0]
No. of live fetuses 33 50 34 27
Fetuses per litter 4.7 £ 3.1 7.1 £ 2.5 5.7 £ 3.7 5.4 £ 4.9
Sex ratio (Male/Female) 2.30 (23/10) 1.08 (26/24) 1.62 (21/13) 0.59 (10/17)
Body weight (g)
Male 3.46 + 0.51 3.35 £ 0.39 3.17 £ 0.21 2.59 + 0.60
Female 3.26 = 0.14 3.14 + 0.43 2.99 £ 0.27* 2.71 £ 0.05*
Male+Female 3.43 = 0.46 3.25 + 0.42 3.11 £ 0.25 2.56 + 0.42*
External 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

* . p<0.05
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> & IAVAR
ARSI I3 F OFARIC L 1, WU, WERUE L Y
pRkEVERE), PHRIPEZHOPRIIK, R

7, MmEEEH,A ) LTHATE S b D) B L ORI,

MEAZEIZHTESL L D)FRTICHE L7,
HEHEBFENATE) T 4 —(BEI0ODHEOFRTIC
BIANEOBEBIUVBREAFOFE)RE, HiHE,
WEBRESL L URENE LT - 721, #1/36)12 bouin
WICEEL, 529 #2/361IAMEMEFE ¥ FREHKT0% etha-
nol 2@ L7z, Bouin EEM1FiZ, BaRROW®, WILsON
BIUBHYOFECHE, - - EHOEEELE
£ |72, Ethanol BEEMIFIZ, DawsoNDFiEIZH LT
alizarin red S BB EHEFREREZERL, 28KERD
£, EELZLWIIELKRBIIOVWTHRELZ, BEIE
WFR b ERBEMET TIT - 720
6. FatuE
BONIF—FIZDWTEHERBIRESXER L 72, F
#MBIZ DV TS Bartlett HEIC L 2 EFHIRE X 1TV, &
SEOBEIIE—TCEB S AW £ E T, Dunnet 5
W i3 Scheffe BE, AHEDHDE A 213 Kruskal-Wallis
(H)#%E % # T Mann-Whitney (U)BRE % 1T » 725
HEEBLOESRICOWTE, BEREEROEE

IIHRE SR TURE, FHIREERDGEIZIIRM
P RREEHET2X 2 RESH B\ 13 Fisher DEHEERE
TiT o720 FEAMFWAEMEL, WThOEREI%B L
US%BTHRIT L7z 2B, BBFOT—513, thlkekra
FTRTHEEALE LT

I.XBHER

1. HECRIZTE

1) —fIKAE

HEEBLPVWTIORSEIIBLTLERIIALGN
T, REFLEDONL D o7,

2) HOKRES L UHEEE

REB S UHEEREY Fig. 4, 512k, AETI,
108 L U35 mg/kg BIZBWTIIHBELEEDLL QKR
TdH - 7275 125 mg/kgBETI3, HGHBPIZBVTH
BB RO S, EEE T, 125 mg/keg B
ISR, BELZRBRII#E L TR ORH, 10
BEU3BS me/kg BETIE, HSISHICHEERENAED
SNT=DHRTH 72,

3) EIRATR

KRB IURKREWOLEIKRTIE, BFEICAIRN L E
BEBEEINT, 72, RKESHYWOGTEBE 26, 35

Fig. 4 Body weight changes in males
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mg/kg B 1 B DB X UHE B0 RBEASFEHR
EPSLREFIDONL L o7,

2. HIRITTER

1) —ReikEE

HEBES L OVThoORSEICBVTLEEERKIEIHA
LN, RERBLURCHLEDONE D57

2) OKES L UVEEER
KREBLUBIER % Fig. 6, 7IZRLE, KETII,
108 L U35 mg/kg BFIZE DITHBEHLEDLLAEERT
Holoh, 125 mg/kg B TR 7TBLU9H
CHE 2RI DS, 7z, ERP ORGSR RN
PO ATRD S, BEERTIE, 108 X U035 mg/
kg BEIIAMIBEE L IZIIEDOLREF R LAY, 125 mg/kg
BCRRERNNKZRS 2, 4, 9B L4 % 5 IR
SHIZENENAELRBAIVRDLNI,

3) AR
ZREBYOEIR208 B L WRKREBHOHBRA 513,
BEOHRMLREEEIRBINT, kRXBBHYW(TEE
2%, 35mg/kg B 150 DIIEORBHKEHREDL S
LREFRROON D57,

3. WA, KRLLUICHRICRITTRE
HRBOREREE L L KA % Table 2127R L7z,

REMOUEHTIE, “WTFhOKEEIIBVTLLHR
HrBRgESh, BEARIITEYS BakEIRL, HEY
T AEBEBD N LD o7, KEFRIIVWThof
EHOBFLMEERL, 108 X U125 mg/kg BTt
100%TH o720 FHFEIZBWTH, WThORSRY
EBEEOBICERZD N 5T,

4. BBFCRIZTRE

1) FEASB L UIEFEE
HR2W0BICBITDTFEABLURIFOBERRLE
Table 31Z7R L7z, BIX5BE L ®EKE, HRE BK
R(HFRB/ BB X100), FEEBFE, FEEBTFRGE
MEREF B/ R X 100), £FHBFORK, #2250
BEIZOVTIHMBELOMICERAONRY 572, §,
2, SMATEY T4 —OBRBETLRFRBOOA LD
720 EFBFONEREH, S, 10me/kg HiIcLHR
BH L UCHEERENE 1FEHLET2H(1.0%)BBSH
2%, OBRSRICRERBOON LD o7
WEREDORETIE, BB ICIREKERAL (KA
HRER) AT 1 B1(1.8% VBB S h7- I W Fh o 5812
REQRZDON L h o7,

3) BRBRE
BHEBREDHER ¥ Table 4-1, 4-21Z7R L7, BRE

Fig. 5 Food consumption changes in males

(e
204
154
§
B
£
F
2
3
g
[2 104 . —o0— Control
—&— 10 mg/kg
—a— 35 mg/kg
——125 mg/kg
= :p<0.01
5
Y- Administration period >
0- T T T T T T T 1
0l 8 15 22 36 43 50 57 60

Days



voL. 36 S—3 CHEMOTHERAPY

339

Body weight

Food consumption

Fig. 6 Body weight changes in females
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FiL, dEBEBLIOVTROKREHICIBVWTLEESN
LT ot, BHRERTIE, HBES L UOESEHICHAEK
DLUNB LU EE, S0 58, MEIE RSN
72137, afBBEE 103 X U125 mg/kg BE(ZHEARK D 73k,

10 mg/kg B\ HAERE, 125 mg/kg BEIZHES DT HELER
HoNT, LML, ThOoDHEBHMICAEEIALNT,
HBHEBZEIZBLTG10, 358 L U125 mg/kg BFTENE
1n15.9, 17.98 L 19.0% &4 b, #HEBEEN17.2% L 13
IERETH o720 BILIKETIE, SHRGHIIELEIRA
Ly, WERELREL, ERLEREIROONI,

o % =

TE-031010, 35, 3 & 08125 mg/kg % MBS » b
DEECHT - KEA B L OEERMHICEOQRS L, KB
BE - ZHEBER O ITBBIFIC RIZTEBII DV TRET L 72,

MERES 125 mg/kg BEICKEB L OBEHEIINT L5
HAGRD ONT=AS, BB L ORER b %, —iiK
EBLUVHBRRIZOEREFIRDOON L, o7,

HFERERAE D O L, EWIRGFICBVTOHAY, %
REB L UZHRBIIZBRIAONY, KXEEY DL
BORBHBFIRED S LRFEEIROO e o7,
it T, TE-03LixfKE RN % MHI3 5125 mg/kg 5
BIZBVLTLKR - HREOETRICEEY RITS 2V
EEZOLNT,

HHR20 8 DHEDFHNEED 51k, WThOR5E:
BOTHFEARBIIREEAONT, BRE, HEY,
AERE, FEHRBITH, EFHTOK, MBI U0KE:
LEBIIRDON LD 5T,

JRIFONERETIE, 10mg/kg B2 GBS LY
HEENIE 1FIALET2H(1.0%)Bo 608, &
DEORFIIARRBAEFORELH N, REFEE I
BELOMICEEEZ IR, ARKENZRETIILL
ZENS TE-031X 5 ICRHEA L2 DTk EERL
nr,

BRAFORRERE B L OERIRE, 51, LTFhoks
BIZLEFEFEIRDOONT, BREROEBBL L ma
EIZIZEEETH Y, AL RET 5 HBKEND
BOONL o718 £, WThORSHIZBWT
SHILBEIIAONT, BEBOMATH -7, fE-T,
TE-031id BB OEBEMREIETH 5125 mg/keft 5812
BT L IHRAT S L OHIRIIADIE S Tit, fho<2so
74 FRIUEME" EERE, BRIFICHT A RIEER,
BEMGWERZ2 6 IR SHAER RS ZVEEIGN
72
DLEDR# LY, TE-031125 ,» h DIEIRET B & U8
RIS IIB VT, BEXSEN125 mg/kg 5ET
HHOREL L OEERICEEEY5 254, KB - Hik
HOENERER O W FDIBITFOERT - BEIZREERR

Table 2 Mating and fertility data <F,>
Group Control 10mg/kg 35mg/kg 125mg/kg

No. of males mated (Fo) 25 25 25 25
No. of females mated (Fo) 25 25 25 25
Copulation (days)

1 ~7 22 22 23 21

8 ~14 1 1 1 3

Over 15 0 2 0 1
Copulative rate (%)" 92.0 (23/25) 100.0 (25/25) 96.0 (24/25) 100.0 (25/25)
Pregnancy (days)

1~7 18 19 20 17

8 ~14 1 1 0 1

Over 15 0 0 0 0
Pregnancy rate (%)% 82.6 (19/23) 80.0 (20/25) 83.3 (20/24) 72.0 (18/25)
Estrous cycle (days) 5.1 % 0.6 4.9 £ 1.0 5.0 £ 0.8 5.2 £ 1.1

Mean =S.D.

7 : (No. of animals copulated/No. of animals mated)X 100

z : (No. of animals pregnanted/No. of animals copulated)X 100
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X, REBERBL VLD LHEE S, KlBRIZE
Y AEREEIIMBER T » b TIE35 mg/kg, KifFTid
125mg/kg THHEZEZ LN,
(RERMWIRT - BRANSOSELLA ~IBF61ES A)

X
1) kB & #l

[

BE, B4 #B, KHTEW, tH

7, PAREM: TE-03DHFMIE(E 4 #),

5y hOEEMEHEEAER, Chemotherapy $%fis
2) WA B, FEHE, KGHE, LU, K

.7y bOFKIFEIZETHMED,

S EDEWAL

EFRBEGED, FREOKLBLUGHIZDONT,

Exp. Anim. 34 : 249~260, 1985
3) BARROW, M. V. & W. ]J. TAYLOR :

for detecting malformations
Morph. 127 : 291~306, 1969

A rapid method

rat fetuses. J.

Table 3 Findings in dams <F¢> and fetuses <F;> at term
Group Control 10mg/kg 35mg/kg 125mg/kg
No. of dams (Fo) 19 20 20 18
No. of corpora lutea 242 246 245 199
Corpora lutea per litter 12.7 £ 2.6 12.3 + 1.8 12.3 £ 1.2 11.1 £ 2.6
No. of implantation sites 198 202 210 153
Implantation sites per litter 10.4 = 4.0 10.1 + 2.2 10.5 = 2.2 8.5 + 3.2
Implant rate (%)® 81.8 (198/242) 82.1 (202/246) 85.7 (210/245) | 76.9 (153/199)
No. of dead fetuses 8 (5) 8 (4) 4 (4) 4 (4)
(%)® 4.0 4.0 1.9 2.6
Resorption 8 (5) 8 (4) 4 (4) 4 (4)
Early death 0 (0) 0 (0) 0 (0) 0 (0)
Middle death 0 (0) 0 (0] 0 (0] 0 (0]
Late death 0 (0) 0 (0) 0 (0) 0 (0)
No. of live fetuses® 190 194 206 149
Fetuses per litter 10.0 + 4.1 9.7 £ 2.5 10.3 £ 2.4 8.3 £ 3.2

Sex ratio (Male/Female)

1.13(101/ 89)

0.98( 96/ 98)

1.08(107/ 99)

0.99( 74/ 75)

Body weight (g)

3.19 £ 0.27

Male 3.28 £ 0.22 3.26 £ 0.12 3.3 £ 0.13
Female 3.05 £ 0.12 3.03 £ 0.21 3.07 £ 0.15 3.14 £ 0.17
Male+Female 3.19 £ 0.19 3.11 £ 0.20 3.16 £ 0.13 3.25 £ 0.13
External anomalies 0 (0) 22 (2) 0 (0) 0 (0)
(%) 0 1.0 0 0
Visceral anomalies 1% (1) 0 (0] 0 (0) 0 (0)
(%) 1.8 0 0 0
Mean+S.D.
() :No. of dams involved with case

® : (No. of implantation sites/No. of corpora lutea)X 100

@

: (No. of resorbed and dead fetuses/No. of implantation sites)X 100

® : Viability; live fetuses were normal in all the groups

¢ . Anasarca (1), Otocephaly (1)

b)

: Unilateral anophthalmia
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Table 4-1 Skeletal observation of fetuses <F,>
[ Abnormalities and variations]
Group Control 10mg/kg 35mg/kg 125mg/kg
No. of dams (Fo) 19 20 20 18
No. of fetuses examined (F)) 134 126 134 105
Abnormalities
Fused vertebral centers 0(0) 0(0) 0(0) 0(0)
Deformed vertebral centers 0(0) 0(0) 0(o0) 0(0)
Fused vertebral arches 0(0) 0(0) 0(0) 0(0)
Deformed vertebral arches 0(0) 0(0) 0(0) 0(0)
Fused sternebrae 0(0) 0(0) 0(0) 0(0)
Fused ribs 0(0) 0(0) 0(0) 0(0)
Wavy ribs 0(0) 0(0) 0(0) 0(0)
Absent ribs 0(o0) 0C(0) 0(0) 0(0)
Knobbed ribs 0(0) 0(0) 0(0) 0(0)
Others 0(0) 0C0) 0C(o0) 0(0)
Total 0(0) 0(0] 0(0) 0(0)
(%) 0 0 0 0
Variations
Bilobed vertebral centers 15 (11) 8 [ 8) 13 (9) 10 ( 8)
Split vertebral centers 3(3) 5(5) 2(2) 6 (5)
Bifurcate vertebral centers 1(1) 1(1) 0(0) 1(1)
Split cervical vertebral arches 0(0) 0(0) 0(0) 2(2)
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(0) 1(1) 0(0) 0(0)
Split sternebrae 3(3) 4 (3) 2(2) 3(3)
Asymmetric sternebrae 0(0) 0(0) 0(0) 0(0)
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) 0C(0) 0(0)
Lumbar ribs 1(1) 3(3) 7(6) 2(2)
Short ribs 0(0) 0(0) 0(0) 0(0)
Others 0(0) 0(0) 0(0) 0(0)
Total 23 (13) 20 (13) 24 (13) 20 (10)
(%) 17.2 15.9 17.9 19.0

() :No. of dams involved with case

@ : (Total fetuses with abnormalities/No. of fetuses observed)X 100

@ : (Total fetuses with variations/No. of fetuses observed)X 100
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Table 4-2 Skeletal observations of fetuses <F;>
[ Ossification]

Group Control 10mg/kg 35mg/kg 125mg/kg
No. of dams (Fo) 19 20 20 18
No. of fetuses examined (F1) 134 126 134 105
Skull
Supraoccipital bone 134 (19) 126 (20) 134 (20) 104 (18)
Cervical vertebrae
1st cervical center 15 (11) 19 (9) 25 (13) 19 (14)
2nd cervical center 0(0) 0(0) 0(0) 0(0)
3rd cervical center 0(0) 0(0) 0(0) 0(0)
4th cervical center 1 (1) 0(0) 0(0) 0(0)
5th cervical center 7 (6) 4 (4) 7(5) 2(2)
6th cervical center 21 (12) 21 (14) 31 (14) 35 (13)
7th cervical center 119 (19) 103 (20) 117 (20) 95 (18)
Sternebrae
1st sternebra 134 (19) 126 (20) 134 (20) 103 (18)
2nd sternebra 126 (19) 123 (20) 121 (20) 98 (18)
3rd sternebra 131 (19) 125 (20) 129 (20) 103 (18)
4th sternebra 129 (19) 119 (20) 120 (20) 94 (18)
5th sternebra 7(5) 7(6) 11 ( 8) 7 (4]
6th sternebra 3(2) 4 (2) 1(1) 1(1)
Fore limb
No. of metacarpus (Right) 4.0 = 0.0 4.0 £ 0.1 4.0 = 0.0 4.0 + 0.1
No. of metacarpus (Left) 4.0 £ 0.0 4.0 £ 0.1 4.0 £ 0.0 4.0 £ 0.1
No. of proximal phalanges (Right) 0.9 = 0.4 0.8 £ 0.5 0.9 = 0.5 1.1 £ 0.3
No. of proximal phalanges (Left) 0.8 £ 0.4 0.7 £ 0.5 0.8 £ 0.4 1.0 £ 0.3
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) 0.0 £ 0.0 0.0 £ 0.0 0.0 = 0.0 0.0 £ 0.0
No. of proximal phalanges (Left) 0.0 £ 0.0 0.0 £ 0.0 0.0 £ 0.0 0.0 £ 0.0
No. of caudal vertebrae 4.6 £ 0.3 4.5 = 0.4 4.6 £ 0.3 4.7 £ 0.4
Mean+S.D.

( ):No. of dams involved with case
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REPRODUCTION STUDIES OF TE-031(A-56268)(1)
— FERTILITY STUDY IN RATS —

TakasHI YAMADA, HipEo UcHIDA, NOBUKO MATSUZAWA SADAO NAKANE

Research Center, Taisho Pharmaceutical Co., Ltd., Saitama

TE-031(A-56268), a new macrolide antibiotic, was given orally at a dose of 10, 35, or 125 mg/kg to Slc : Wistar male
and female parent rats before and during the mating period and in the early period of gestation in order to examine the
influence on fertility and reproductive performance and on their fetuses.

1. No toxic symptoms, deaths or abortions were observed in any administration group of male and female parent rats.
In both(male and female)groups given the maximum dose of 125 mg/kg, however, body weight was suppressed and food
consumption decreased during the administration period.

2. In the reproductive ability test, the ratios of copulation and pregnancy, and the estrous cycle were not influenced
by the drug. Histopathological examination of the genitalia(testis, epididymis and ovary)of noncopulating rats showed no
abnormality.

3. Observation of living fetuses revealed no influence on number, sex ratio or body weight. Examination of external,
viscera and skeleton of fetuses revealed no abnormality attributable to the drug administration.

From the above findings, TE-031 given before and during the early period of gestation of rats did not affect reproduc-
tive ability, or viability, development and morphosis of fetuses even in the group receiving 125 mg/kg, which exerted tox-
ic effects on male and female parent rats. The no-effect dose level of TE-031 in this study was considered to be 35 mg/kg

for male and female parent rats and 125 mg/kg for fetuses.



