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mg/kg/day). Food deprivation for 48 hours generally failed to alter the 
incidence of test material-induced terata but enhanced the fetal body 
weight reduction observed with a 14.1 mg/kg/day dose (Table 1). 

A dose of 15.8 mg/kg/day resulted in a low but statistically significant 
incidence of external anomalies when expressed as a reduction in the 
percentage of normal foetuses (Table 1). The incidence of typical test 
material-induced anomalies - such as amelia or micromelia, ectrodactyly or 
brachydactyly, club foot, and acaudia or microcaudia- was increased 2-5 
times by 24-hr food deprivation but was not affected by 48-hr food 
deprivation. The percentage of normal foetuses in soft tissue examinations 
was decreased by a dose of 15.8 mg/kg/day or 48-hr food deprivation 
(Table 1). Hydronephrosis was the most frequent soft tissue anomaly; 
however there was no indication that a dose of 15.8 mg/kg/day and 48-hr 
deprivation were summing to increase this effect. A significant increase of 
ectopic kidneys and internal hydrocephalus resulted from the combination 
of a 15.8 mg/kg/day dose and 24-hr food deprivation but not from either the 
drug or food deprivation alone. The test material produced a variety of limb 
and axial skeletal defects at 15.8 mg/kg/day; the only effect of 14.1 
mglkglday was delayed ossification of the hallux (Table 2). food 
deprivation for 48 hr, alone or in combination with the test material, 
increased the incidence of delayed ossification of small bones but did not 
alter the frequency of occurrence of the more pronounced skeletal defects, 
such as reduced or missing limbs or fused vertebrae, in the foetuses of 
treated animals. 

Phenobarbital pretreatment decreased test material-induced resorptions 
and reductions in foetal body weight and SKF-525A pretreatment 
significantly increased test material-induced maternal and embryo mortality 
(Table 3). SKF-525A significantly enhanced the incidence of test material-
induced 915.8 mg/kg) ectrodactyly and reduced the percentage of normal 
foetuses (Table 3). the effect of phenobarbital was not consistent. 
Administered prior to 17.7 mg/kg test material on day 11, phenobarbitol 
decreased the percentage of normal mice in soft tissue examination but 
increased this percentage when given prior to a 18.8 mg/kg dose on day 12 
(Table 3). Phenobarbital decreased the incidence of test material-induced 
(17.7 mg/kg) missing vertebrae and increased the incidence of 
supernumary ribs. 

Table 1: Resorption rate, body weight, and percent normal foetuses in external and soft tissue 
examinations among offspring of mice treated with dinoseb (gestational days 10,l 1, & 12) after food 
deprivation (gestational days 9 or 9 &I 0) 

Dose Deprivatio No. of Resorbed Foetal External Soft tissue 
(mg/kg/d n pregnant or dead body exam (Y; exam (% 
W (W mice 

a 
treated (%) b yeight (g) normal) normal) b 

0 0 14 6.3 (2.2) 1.39 98.7 (0.9) 88.4 (3.9) 
(0.03) 

0 24 14 11.8 (5.7) 1.36 95.5 (2.0) 77.7 (7.2) 
(0.02) 

0 48 7 9.1 (3.0) 1.33 96.8 (2.0) 53.5 (8.6) +c 
(0.02) 

14.1 0 7 4.4 (2.2) 1.27 95.8 (2.2) 83.2 (3.0) 
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(0.03) 
14.1 24 6 6.7 (2.7) 1.24 81.6 (14.9) 62.1 (15.0) 

(o.05yd 
14.1 48 7 26.9 1.14 78.7 (16.1) 55.1 (14.3) 

(13.7) (0.05)*+ 

15.8 0 15 8.9 (2.0) 1.19 73.7 (8.0) 61.2 (7.4) 
(0.03) 

15.8 24 14 13.4 (3.5) 1.16 48.3 46.1 (9.4) 
(0.03) (lo.oy+ 

15.8 48 7 20.4 1.16 71.3 (8.1) 45.7 (12.9) 
(13.5) (0.04)* 

a All pregnant mice survived 
b Values are mean response/litter (SE) 
’ Values marked with a dagger (t) differ significantly from those of the non-deprived group that was 
treated with the same dose of test substance: ~~0.05 
d Values marked with an asterisk (*) differ significantly from those of the similarly deprived, no drug 
group: pcO.05 

Table 2: Percent incidence of skeletal anomalies among offspring of mice treated with dinoseb 
(gestational days IO, 11, & 12) after food deprivation (gestational days 9 or 9 & IO) 

Dose (mg/kg/day) 
14.1 15.8 

Type of 
anomaly 

0(14) 24;14) 48(7) 0 (7) 24 (6) 48 (6) 0 (15) 24 (14) 48 (6) 

Digital bones 0 a 0 0 5.6 (5.6) 20.0 8.5 (3.1) 18.4 (8.0)* 6.9 (3.1) 
$FL)b abs or NO (E) (1 6.3rte 

lschium or 0 0 2.0 (2.0) 11.1 8.3 (8.3) 27.6 27.6 (7.1)* 14.0 (5.2) 
pubis abs or (Z) (11.1) P-0) 
small 
Femur 1.4(1.4) 0 0 2.0 (2.0) 18.0 12.5 19.5 (9.8)*+ 14.0 (5.2)40.2 
abs or small (13.7) (12.5) (7.3)* 
Tibia or fibula 0 0 0 0 18.0 12.5 20.7 46.2 16.4 (5.8) 
abs or small (13.7) (12.5) (8.2) (lo.l)*+ 
Digital bones 0 0 0 12.5 (8.5) 15.8 11.4 (9.4)*+ 9.5 (6.0)40.1 
(HL) f abs or (E) (12.30 (5.4) 
NO 
Phalanges (HL) 18.5 23.3 40.2 37.2 43.2 74.4 32.3 58.9 54.8 
abs or NO (7.1) (7.5) (13.0) (12.9) (18.3) (14.0)+ (6.9) (9.9)*+ (14.4) 
Hallux 27.0 38.4 70.8 84.9 77.9 97.6 (2.4) 79.8 80.2 (8.0)* 91.7 (8.3) 
abs or NO (8.7) (9.3) (11.4)+ (8.9)* (11.4) (5.6) 
Ribs 0 12.2 8.2 (5.3) 5.2 (3.3) 14.0 (8.0) 17.6 35.7 14.3 (9.0) 
fused (85:;) (12.2) (5.6) (7.4)*+ 
Vertebrae 2.4 (2.4) 2.1 16.3 10.8 11.1 29.8 26.3 37.0 (8.9)* 12.3 (6.8) 
incomplete (1.4) (14.1) (4.3) (11.1) (15.0) (6.8) 
Vertebrae 0 3.6 6.1 (6.1) 23.0 33.1 39.4 59.6 63.9 (9.9)* 61.4 
fused (3.6) (12.0) (15.0) (14.6) (9.3) (10.5) 
Vertebrae 0 (E) 0 0 2.4 (2.4) 0 17.0 14.3 (4.7) 11 .o (7.1) 
split (4.0)* 
Sternabrae 0 (E) 0 0 25.4 10.7 (8.2) 18.0 42.0 13.1 (7.9) 
abs or NO (14.0)*+ (4.1) (4.8)*+ 
Sternabrae 6.0 (2.9) 20.5 18.2 21.3 2.4 (2.4) 30.2 (8.2) 30.6 23.7 (4.8) 39.6 (7.8) 
split (6.9) (8.0) (9.2) (5.6)* 
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