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I I. SYNOPSIS 

A pilot study with mated Charles River CD female rats was 

performed to determine dosage levels for a teratology study. 

Tetrabromobisphenol A was administered by gavage at dosage levels 

of 30, 100, 300, 1,000, 3,000 and 10,000 mg/kg/day from gestation 

day 6 through day 15. A control group received the vehicle, corn 

oil, at 10 ml/kg/day. 

During gestation the females were observed for clinical signs 

of effect, mortality and body weight changes. The rats were 

sacrificed on gestation day 20 by carbon dioxide inhalation, and 

the uterine contents examined for viable and nonviable fetuses, 

early and late resorptions, and total implantations. 

There were no changes in appearance, behavior, or body weights 

which were attributed to Tetrabromobisphenol A, for those females 

receiving 3,000 mg/kg/day or less. There were no differences in 

the mean number of viable or nonviable fetuses, resorptions, 

implantions, or corpora lutea when compared to the controls which 

were attributable to treatment at 10,000 mg/kg/day or less. There 

were slight decreases in body weight gains between gestation days 

6 and 15 in the 10,000 mg/kg/day dose group which may be attributed 

to treatment. 

Three of the five rats in the 10,000 mg/kg/day dosage group 

died. All rats at this dosage level showed signs of toxicity. 

A dosage level of 10,000 mg/kg/day is considered too high for 

meaningful evaluation of the potential teratogenicity of the test 

material. 
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11. COMPOUND 

The compound w a s  rece ived  from V e l s i c o l  Chemical Corporat ion,  

Chicago, I l l i n o i s  on October 28, 1977 a s  i n d i c a t e d  below: 

Label  D e s c r i p t i o n  

Tetrabromobisphenol A whi te  powder 
Lot 1021-85 (Also r e f e r r e d  t o  a s  

BP-4A on packing s l i p )  
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111. METHODS AND PROCEDURES 

A. LWI-WS: 

Thirty-five female Charles River CD rats (The Charles River 

Breeding Laboratories, Inc., Portage, Michigan) were used in this 

pilot teratology study. These rats were approximately 15 weeks 

old at the time of mating and had been acclimated in this labora- 

tory for a minimum of 5 weeks prior to nating, All rats were 

individually housed, except during mating, in wire mesh cages acd 

maintained in a temperature, humidity and light controlled room. - 

@ 
Purina Laboratory Chow and tap water were available libitum. 

Mating was initiated on December 1, 1977 and the last sacrifice 

was on January 6, 1978. 

B. MATING: 

Male rats of the same strain were used for mating. One female 

and one male were placed together for mating. The day of mating 

was determined by daily inspection for the copulatory plug or by 

vaginal smear for sperm. The day when a plug or sperm was found, 

was designated day 0 of gestation and the female was returned to 

its individual cage. 

C. ORGANIZATION OF TEST GROUPS XYD TREATXENT: 

The bred females were consecutively assigned to 6 groups in a 

block design containing one control and 5 treatment groups of 5 

rats each. Due to lack of toxicity at these dosage levels, one 

additional treatment group of 5 rats was later assigned. 
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Tetrabromobisphenol A was administered orally by gavage at 

the dosage levels indicated below: 

Dosage Level 

Control 
3 0 
100 
300 
1,000 
3,000 
10,000 

Volume Administered 

8 The compound was suspended in Mazola corn oil, with the use 

of a tissue homogenizer. Compound administration was from day 6 

through day 15 of gestation and the control rats received the 

vehicle on a comparable regimen. Individual dosages were based 

on body weights on gestation days 6, 12 and 15. 

D. MATERNAL OBSERVATIONS: 

The females were observed daily for changes in appearance and 

behavior, and for mortality. Individual female body weights were 

recorded on days 0, 6, 12, 15 and 20 of gestation. 

E. UTERINE OBSERVATIONS: 

All females were sacrificed by an overdose of carbon dioxide 

on the 20th day of gestation and the abdominal and thoracic 

cavities were examined. The numbers of viable and nonviable fetuses, 

early and late resorptions, total implantations and corpora lutea 

were recorded. 
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I IV. RESULTS 
A. HATERNAL OBSERVATIONS: 

There were no changes in appearance, behavior, or body weight 

gains which were related to the compound, in those females 

receiving 3,000 mg/kg/day or Less. Survival was 100% for all rats 

receiving 3,000 rng/kg/day or less. Three rats in the 10,000 

mg/kg/day dosage group died. Rats in the 10,000 mg/kg/day dosage 

group had green, soft stool and an increase in matted hair in the 

anogenital area when compared to the controls. 

There was a slight decrease in weight gains between gestation 

days 6 and 15 for the rats in the 10,000 mg/kg/day dosage group, 

upon inspection of individual body weights and group mean body 

weights (Table 1). 

B. UTERINE OBSERVATIONS: 

The cesarean section data are presented in Table 2. One rat 

in the 300 mg/kg/day group delivered 17 viable pups after 9 days 

of treatment. This is attributed to an inaccurate determination 

of copulation. There are no compound related differences for the 

mean number of viable or nonviable fetuses, resorptions, implan- 

tations or corpora lutea for dosage levels of 10,000 mg/kg/day or 

less. An increase in post implantation losses was seen in the 

1,000 mg/kg/day group; however, this was due to only one rat and 

not considered to be treatment related. 
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Tetrabromobisphenol A: o t  Teratology Study i n  Rats.  

TAaLE 1. Individual  Body Weights, grams. 

Dosane Level. - Day of Gesta t ion  
Dam Number 0 

Mean 

Mean 

Mean 

Mean 

Mean 

265 
353 
322 
314 
339 

319 

356 
282 
273 
293 
329 

307 

267 
306 
292 
358 
300 

305 

Delivered 
352 
309 
329 
295 

321 

310 
345 
394 
311 
332 

338 

315 
348 
305 
352 
350 

334 

Died, Gesta t ion  Day 11 
255 268 
224 Died, Gesta t ion  Day 15 
230 209 Died, Gesta t ion  D2y li 
313 318 400 

284 293 371 

ide l zve red ,  not used i n  ca l cu i a t ion  of  means. 

163-546 d i ed ,  not used i n  c a l c u l a t i o n  of  means. 



Contro l  : 

73716 
73717 
73745 
73795 
77311 
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Tetrabromobis?henol  A: P i l o t  T e r a t o l o g y  Study i n  Rars.  

TABLE 2. Cesarean S e c t i o n  Data f o r  I n d i v i d u a l  Females. 

Dosage Level ,  
Pos t  

Viab le  Nonviable L a t e  E a r l y  I s p l a n t a t i o n s  
Dam Number F e t u s e s  Implan- Corpora F e t u s e s  R e s o r p t i o n s  R e s o r p ~ i o n s  Loss t a t i o n s  Lutea 

T o t a l  

Mean 

30 mg/kg/day: 

73693 
73767 
73799 
73820 
77315 

T o t a l  

Mean 

100 mg/kg/day: 

73803 
73832 
73854 
73862 
77316 

T o t a l  

Mean 

300 mg/kg/daZ: 

73834a 
73856 
73858 
77301 
77328 

T o t a l  

Mean 

1 , 0 0 0  mg/kg/dav: 

73787 
73857 
74036 
77306 
77330 

T o t a l  

Mean 

3,000 mg/kg/day: 

73682 
73788 
73812 
77307 
77352 

T o t a l  

Mean 

T o t a l  

Died g e s t a t i o n  day 11 - Gravid 
12 0 0 
Died gestation day 15 - Gras-id 
Died gestation day 1 7  - Gravid 
i 3  0 0 

2 0 0 

12 .5  0.0 0.0 0.0 0 . 0  12 .5  ~ & . 3  

a .  a e l i v e r e d ,  s a c r i f i c e d  not  used I n  c a i c u i a c i o n  of means. 


	
	
	
	
	
	
	
	
	

