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Effects of dibeuzyltoluene on fetal developments of rats

Tomiyasu KUROSAKI, Kunio KAWASHIMA, Shinsuke NAKAURA, Satoru T.ANAKA,
Srikandi DJAJALAKSANA and Akira TAKANAKA

Dibenzyltoluene was given to pregnant rats by oral iptubation during days 7 to 17 of gestation at
dose levels of 100,300 and 1000 mg/kg/day, and its texatogenic effect was examined in the fetuses.

Suppressions in maternal food consumption and body weight or piloerection were observed in the
1000 mg/kg group. Moreover, a sigunificant decrease in fetal body weight was observed in the 1000
me/kg group. There was no evidence of an increase in malformations attribatable to the treatment
with dibenryltoluene in any of the dose levels examined.

It is concluded that dibenzyltoluene has no teratogenetic effect in rats, although toxic slgns ‘were
observed in treated dams and fetnses at 1000 mg/kg/day.

(Received May 31, 1988)
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Fig. 1. Effect of oral administration of dibenzyltoluene on
food consumption of pregnant rats ¢
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Fig.2. Effect of oral administration of dibenzyltoluene on
body weight gain of pregnant rats
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LR Y Table 1 ’RLE. FIGERERO HEILHR,
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2. RECRETESR

D &EREN 4t RESSUECR

Table 2 i@ LIc X 5 TN, ki X UPR
FRCRELEHBBLS v = vRERE
OMEEESHEDLhIh -1 LdbL, FERE
FHROETH 1000 mg/kg FEOMBREZD b,

2 SAmpgEdm

P~ =7 ORFHABRICE ARKI LT, A
B, GREECERY L Lino o JaGFA 1000 mg/
kg BFr1MRBE xR, TORERIIE S HMET
EOMICHER TS Sbhich o (Table 2).

3) WARRBRERHK

BafF o AESBE o RERSEL Table 3 IRLA.
FROME M AR 4, 300mg/kg FHW 2,

Table 1. Effect of oral administration of dibenzyltoluene on pregnant rats on

the reproductive parameters

Bose ( mg/kg ) ¢ 100 300 1000
Bo. of danms 2 2 20 20
Ho. of dams wiih dive fetuses- 20 20 - 20
No. of corpora lutea 299 260 268 N
(vean £5.9.) (14.9£2.2) (14.0+2.5 14.4x1.9 (13.7£1.9°
No. of implants 251 235 . B9 252
(sean +£5.0.) 12.5+2.9) 11.7*3.1) {12.9£1.9) (12.6£1.9
Insplantation ratio (0 8.8 8.7 81.0 92.3

lu;lgnol.;tian ratio()) is expressed as the average of the imcidence in each litter,

Table 2. Effect of oral administration of dibenzyltoluene to pregoant rats on

the fetal developments ¢
Bose ( mg/kg) ) 0 100 300 1000
¥o, of daws 2 23 - 2€0 20
Ro. of juplants 51 25 9 22
No. of live fetuses €3 223 246 240
n £5.D.} (12.123.0) {11.1:3.0 (12.321.%) (12.0£1.0)
Sax ratlo (wate/fesale) 14118 10¢/129 1297117 122/118
Body weight () '
sale(sean +$.D.) 4103 4.0¢0.3 4.0£0.3 3.8%0.4 <
femalefosan +5.0.) T 3.9%20.2 3.8£0.2 3.8:0.2 36204 "
¥o. of dead lsplants 3 12 13 ) 12
Early death 8 11 i 12
Late death 0 1 2 Q .
tortality Q@ 41 5.5 5.0 4.5
No. of tetuses with ' -
external salforwations 11.n* 0 0 10.5 *

~Fehi sortality is emmsed as the average of the incldence in each Iiter.

* :Gophalocale ;

* sManus vara, short aod kinky tail

Occurence ratell) iw pareathesis is the average of the lacidence in cach litter.

:<0.05
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1000 mg/kg R 1 AR T his. ERNEIRA R
Hr 26, 100mg/kg B 300 mg/kg i thFh
181, ABERSBRFAL ICENBTTHROIMR
WH 1000 me/kg Wiethth 1l ST oREShic.
UL, WTFhoRABORER L bR LoRcE
BERZEDHohib o1

9 RBERERM

HEREEFE Table 4 wxRLE

a) FRFE

BRATELE LR OER, BEOXHE IURE
DT LA £BF LIBT3 1000 mg/ke FFc1 Sl

KIhis. Ldl, REBRELHBRELOBCHE
ZuBHbhicoh ol

b) FHER

& 4« DR BERSHREL AU ATCED b,
ZhbDEEERERIROFD ThHok. HIEHE
DORSHEN I B, 100 35 X OF 300 mg/kg FEETHE
h1d, FiESoRE (TH) ORRIFR 1000mg/ke
Ml RERORE (B, 78 olFHRHR
B a2 B2 ~250, MRikoRE (&%, /K,
RiB) OBFIFAEEL QU EISS~T5AR%E S h
. Lirl, SBECESRTIALORBERORYE

Table 3. Effect of ol administration of dibenzyitoluene to pregnant rats on
the internal organ developments of the fetuses

Bose ( mg/kg) 0 100 300 1000
fo. of dans 20 20 2 2
o, of fetuses exawined 86 85 90 81
" Bilataticn of renal pelvis e o 2.9 e

Left wabilical artery 2.7 1(1.0) 1D 9
fbsence of the aartic arch 0 0 0 4.9
Bifurcation of left subclavian )

actery ¢ 0 ] 10.8

Gccurance rate (D in parenlhssis is the average of incidencs in each liiter.

Table 4, Effect of oral administration of dibenzyltoluene on pregnant rats on

the skeletal developments of the fetuses

Dose { mpfke }

[} 100 0 10
Ho. of daus 20 2 20 2
No. of fetases examined 57 38 156 153
Halformation f
Fusios of ribs ] ) 0 10. D"
Absence of tibia ('] [} 0 10.7°
Hypoplasia of radius (1] 0 0 10.7*
Variatjon i
Cervical ribs 10.6) 10.9 l(ﬂ n 0
Varied cecvical arches ] @ L0
Vacled thoracic centra 4Q2.6) 2.9 3(2. 547D
* Varled sternetirae 5504.6) 55¢0.0 900GL.Y 15(0.2)
Lusbar ribs 31019.00 14(9.2) 11(10 9} 69((6.5) -
rodiseatary 3090 146.2 mm 9 850D -~
extra 0 [ 420
Varied Iusbar cenlra 0 0 0 3D
Varled sacral acch 9 ) '] 10.D
Yaried cavdal arch 0 0 0 0. D"
21-presacral vectebrae 0 0 ¢ 8(6.3
Defarsity of Gwwerus q [ @ 1.0
Ossification state(average number)
Hetacarpus . 1.9 7.8 1.8
Hetatscses 8.9 8.0 8.0 8.0
Sacro-cagdal vertebras 7.9 8.0 . 1.8 8.2

Dceum cats {0 in parenthesls is ke average of incidesce in cach litter,
* sfccoupanied witd fuslon of {th sacral arch and Ist cawdol asch.absence of tibia, hypoplasia of
radiys amd deformity of hunerus.

LR
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ASBRETORN & LTEZOHEI 3003 XU 1000
mg/kg Tz, EWPEHIR 1003 X0 300 mg/kg B
K, ABRS SRS L CERNSTE TR0 SRR
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DEFICE > T extra QREAFESRFIT@ L 0D 24
5B RbALI R,

HEDERND OV IA L A= VIERBSHAER
IECLOLEL BRI i, BHER X UCBFCY
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h: & 2
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