Table I Effects of In Utero and Lactational TCDD Exposure

Status

on Indices of Androgenic

Index

Lowest Effective

Maternal Dose ™

Maximum Effect”

Anogenital distance

Time to testis descent

Plasma testosterone concentration

Plasma 5 « -dihydrotestosterone

concentration

Plasma luteinizing hormone
Concentration

Seminal vesicle weight

Ventral prostate weight

.16 (Days 1 and 4)
0.16

n.s.

n.s

1.0

0.6 (Days 32 and 63)
0.064 (Days 32)

21% decrease (Day 1)
1.7 day delay
69% decrease (Day 32)
59% decrease (Day 49)

95% decrease (Day 32)

56% decrease (Day 49)
60% Decrease (Day 32)

* (g TCDD/kg) The lowest dose of TCDD (guven on Day 15 of gestation) that caused a
significant (p<0.05) effect in the male offspring and the day or days at which this

dose caused such an effect are shown.

* The magnitude of the greatest change seen in response to maternal dosing with

1.0 g TCDD/kg and the day at which this effect was seen are shown.

o
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n.s. indicates "not statistically significant” between 32 and 120 days after birth.



Table T Effects of In Utero and Lactational TCDD Exposure on Indices of

Spermatogenesis and Reproductive Capability

Lowest Effective

Index Maternal Dose " Maximum Effect”
Testis weight 0.40 (Day 32) 17% decrease (Day 32)
Epididymis weight 0.064 (Days 49 and 120) 35% decrease (Day 32)
Caudal epididymis weight 0.064 (Days 63 and 120) 53% decrease (Day 63)
Sperm per cauda epididymis  0.064 (Days 63 and 120) 75% decrease (Day 63)
Daily sperm production rate 0.064 (Days 49 and 120) 43% decrease (Day 49)
Seminiferous tubule diameter  0.064 (Days 32,49,120) 15% decrease (Day 32)
Leptptene spermatocyte: n.s.” no dose-related effect
Sperm mortality: n.s. no dose-related effect
percentage abnormal sperm
Fertility 1.s. 22% decrease (Day 70)
Gestation index; litter size; n.s. no dose-related effect

live birth index; pup survival

" (g TCDD/kg) The lowest dose of TCDD (given on Day 15 of gestation) that caused a
significant (p<0.05) effect in the male offspring and the day or days at which this dose
caused such an effect are shown.

" The magnitude of the greatest change seen in response to maternal dosing with

1.0« g TCDD/kg and the day at which this effect was seen are shown.

“ n.s. indicates "not statistically significant”
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Table I Effects of In Utero and Lactational TCDD Exposure on Indices of
Sexual Behavior and on the Regulation of LH Secretion in Adulthood

Lowest Effective

Index Maternal Dose * Maximum Effect”

Masculine Sexual Behaivior

Mount latency 0.16 1200% increase
Intromission latency 0.064 1100% increase
Ejaculation latency 0.16 97% increase
Number of mounts 0.064 130% increase
Number of intromissions 1.0 38% increase
Copulatory rate (mounts + 0.064 43% decrease
intromission/min}
Postejaculatory interval 0.40 35% increase

percentage abnormal sperm

Female Sexual Behavior
Lordosis quotient” 0.16 200% increase

Lordosis intensity score 0.40 50% 1increase

Regulation of LH secretion

Progesterone-induced LH surge 0.40 460% increase”

® (y g TCDD/kg) The lowest dose of TCDD (given on Day 15 of gestation) that caused a

significant (p<0.05) effect in the male offspring is shown.

" The magnitude of the greatest change seen in response to maternal dosing with
1.0« g TCDD/kg is shown (average of three traials for masculine behavior and two
for feminine).

¢ Measured when the rats were approximately 60,756 and 115 das of age.

¢ Feminine sexual behavior was measured following castration, estrogen priming, and
progesterone administration. The rats were 170-185 days old.

“ Number of times lordosis was displayed in response to a mount, divided by the

number of times each rat was mounted, time 100.

¥ A percentage increase in this response cannot be calculated because control males do
not respond to progesterone. This figure was calculated by comparing peak plasma

concentrations in control males at the same time.
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Berg, M.V. Heeremans, C., Veerhoven, E. and Olie, K. Transfer of Polychlorinated Dibenzo-p-dicxins
and Dibenzofrans to Fetal and Neonate Rats, Fundmental & Appl.Toxicol., 9, 635-644 (1987}

Table 1 Absolute Tissue Retention and Concentrations of PCDDs and PCDFs in the Dams (n=4)
and Fetus after Multiple-Dose Administration during Pregnancy
Liver-dam Whole fetus
Adipose tissue

Dose Retention Concentration Retention Concentration Concentration-

(ng) (% toral Dose) {ppb) (% rotal dose) (ppb) dams (ppb)
2,3,7,8-TCDD 131 3660 + 2.53 F 3.62 + 0.18 0.13+0.02 12 £ 2 0.98 & 0.31
2,3,7,8-TCDF 208 159 + 0.30  0.25 + 0.03 -b —
1,2,3,7,8-PnCDOD 718 58.72 + 5,24 32.21 + 5.89 0.060.013 32 + 2 2.31 £ 0.54
1,2,3.7,8-PnClF 775 416 £ 0.85 2,43 + (.45 - - —
2,3,4,6, 7-PnCDF 1501 1.88 + 0.97 2,09 + 0.98 0.01{n=1} 15(n=1) 1.03 + 0.57
2,3,4,7, 8-Pn(DF 824 65.20 + 4,82 41.02 + 6.66 0.03x0.01 19 £ 5 1.20 + 0.38
1,2,3.4,7, 8-HxCOD 987  65.93 £12.056 49.46 *x11.44 0.03(n=2) 22(n=2) 1.72 £ 0.8
1,2,3,6,7, & Hx(DD 1206 68.08 +11.43 66.98 +13.60 0.03(n=2) 26(n=2) 2.05 + (.45
1,2,3,7,8 9-HxCDD 1030 59.89 +16.51 47.27 £16.12  0.02 + 0.01 18 + 6 1.82 + 0.59
2,3.4,6,7, 8-HxCDF 1309  51.63 +£13.83 51.74 +17.30  0.02 + 0.01 17+ 6 1.97 + 0.71
1,2,3,4,7, 8-HCDF 4124
+1,2,3,6,7, 8-HxCDF 2042  39.21 +13.82 187.60 £77.57 & - 6,06 = 2.53
1,2.3,4,6,7, 8 HpCDD 8137 28.34 &+ 7.21 176.76 +54.09 — - 820 + 2.53
1,2,3,4,6,7.8-Hp(DF 6236 32.32 +11.87 156.71 +68.48 - - .76 + 2.53
1,2,3.4,7,8,¢-HpCDF 468 36.37 £16.83 13.09 * 6.66 - - 0.68(n=2)
oCchD 5490 6.98 + 2.12 51.24 £20.25 - — 1.80 * .39
D 2022 7.35 = 1.05 9.10 + 2.07 - - 0.33 £ 0.16
A qp b Not detectable. € Not analyzed due to mass interference.
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Table 2 Absolute Tissue Retention and Concentrations of PCODs and PCDFs in the Dams (n=4) and
Offspring after Multiple-Dose Administratuin during Lactation
Liver-dam Liver-Offspring
Adipose tissue
Dose Retention Concentration Retention Concentration Concentratton-
(ng) (% total Dose) {ppb) % toral dose! {ppb) dams {ppb}

2,3,7,8-TCDD 191 38.46 + 9.61 2 3.97 + 1.08 6.34 +0.02 1.69 + (.43 0.66 = 0.24
2,37, 8-TCDF 310 3.59 + 1.48 0.60 + 0.25 0.14 =0.07 0.06 = 0.11 ~b
1,2,3,7,8-PnCID 1222 53,91 L£13.86 35.66 *£10.16 5,78 X£1.87 9.91 £ 2.99 1.49 + 0.73
1,2,3,7.8-PnCDF 1255 5.82 + 2.28 3.97 + 1.08 0.73 x0.32 1.25 = 9.23 -
2,3,4,6, 7-PnCDF 2348 2.44 + 1.06 3.12 + 1.46 0.41 *+0.17 1.30 = 0.24 0.41 + 0.15
2,3,4,7, 8-PnCDF 1265 78.33 £21.80 53.74 £16.66 3.51 +0.95 6.24 + 1.03 0.57 = 0.20
1,2,3,4,7, 8-HxCDD 1091  80.20 +19.56 47.34 +12.77 8.12 +£2.40 12.36 = 1.80 0.74 + 0.29
1,2,3,6,7, 8-Hx(DD 2008  D0O.65 *£16.23 67.82 +£20.31 5.26 +£1.53 15.43 + 2.44 0.87 & 0.34
1,2,3,7, 8, 9-HxCDD 1285  70.04 +17.41 49,15 %£13.35 6.82 =£1.71 12.28 + 1.48 0.59 = 0.24
2,3,4,6,7, 8HxCDF 2034 52.38 +£14.34 57.70 £17.14 3.87 =1.08 10.95 + 1.09 0.52 + (.18
1,2,3,4,7, 8-HxCDF 3199 3.08 +0.64 14.98 £ 6.45
+1,2,3,6,7, 8-HxCDF 1653 37.62 +£11.62 99.51 +36.76 6.21 +£1.29 15.68 + 6.87 16.54 + 7.83
i,2,3,4,6,7,8-Hp(CDD 4273 27.87 X£14.79 62.58 £31.42 3.68 x0.64 24.18 +il.4 6.34 = 0.92
1,2,3,4,6,7, 8-HpCDF 6518 23.88 + 7.52 84.91 +32.21 3.01 +0.73 27.99 +10.56 7.88 + 1.85
1,2,3,4,7, 8, 9-HpCDF 447  30.32 £ 8.17 7.39 £ 2.49 3.49 £0.44 2.30 £ 0.68 -
0CDD 8527 7.97 &£ 2.48 37.10 £13.97 0.71 £0.21 8.32 + 1.4 0.98 = 0.19
OCDF 1731 6.54 = 1.19 6.15 £ 1.43 0.68 +0,19 1.64 + 0.28 0.30 £ 0.12
aq), b Not detectable.
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