ADME NTP Study S0071 Hexachloro-1,3-butadiene

The contractor abbreviated the test article as HCBD.
Sex/Species: adult male F344 rats and B6C3F1 mice.

Vehicles

Intravenous: propylene glycol in approximately 0.5 g of rat serum, Carbowax 200
(polyethylene glycol 200) in approximately 1.0 g of rat serum, or 10% Carbowax 200 in
B6C3F1 mouse serum (V/v).

Oral: corn oil.

CASRN 87-68-3
Radiolabeled with carbon-14 in all four carbons; [14C]Hexachloro-1,3-butadiene
Studies Performed:

Rat Intravenous:

e Single 0.58 mg/kg intravenous dose to rats with sacrifice 240 hours postdose
(vehicle, propylene glycol in rat serum).

e Single 1.80 mg/kg intravenous dose to rats with sacrifice 72 hours postdose
(vehicle, propylene glycol in rat serum).

e Pretreatment with 200 mg/kg ampicillin by intraperitoneal injection once daily for
4 days immediately preceeding the day of a single 1.86 mg/kg intravenous HCBD
dose to rats with sacrifice 72 hours following the HCBD dose (vehicle, Carbowax
200 in rat serum).

e Single 27.2 mg/kg intravenous dose to rats with sacrifice 240 hours postdose
(vehicle, Carbowax 200 in rat serum).

Rat Oral:

e Single 0.70 mg/kg oral gavage dose to rats with sacrifice 240 hours postdose.

Single 2.13 mg/kg oral gavage dose to rats with sacrifice 72 hours postdose.

Single 5.82 mg/kg oral gavage dose to rats with sacrifice 72 hours postdose.

Single 33.9 mg/kg oral gavage dose to rats with sacrifice 240 hours postdose.

Single 166 mg/kg oral gavage dose to rats with sacrifice 72 hours postdose.



e Pretreatment with 100 mg/rat lincomycin sulfate and 100 mg/rat neomycin sulfate
once daily for 4 days immediately preceeding the day of a single 166 mg/kg oral
gavage HCBD dose to rats with sacrifice 72 hours following the HCBD dose.

Mouse Intravenous:

e Single 19 mg/kg intravenous dose to mice (3-mouse unit*) with sacrifice 240
hours postdose (vehicle, 10% Carbowax 200 in mouse serum (v/v)).

Mouse Oral:

e Single 2.0 mg/kg oral gavage dose to mice (3-mouse unit*) with sacrifice 240
hours postdose.

e Single 24 mg/kg oral gavage dose to mice (3-mouse unit*) with sacrifice 240
hours postdose.

e Single 50 mg/kg oral gavage dose to mice (3-mouse unit*) with sacrifice 240
hours postdose.

*For the disposition studies, mice were dosed as 3-mouse unit body weight in a volume
of 0.3 ml per 3-mouse unit. Individual mice in each 3-mouse unit received one-third of
the total dose volume. Mortality was observed in mice at the two higher oral doses (half
at the 24 and % at the 50 mg/kg dose) as well as for the intravenous dose (1 out of 12
at the 19 mg/kg dose). A higher dose concentration of 110 mg/kg was lethal to all mice.

Recoveries of 1C in rats shown in Tables 1-4 are based on the calculated dose of
[\*C]JHCBD. The values in Tables 2 and 4 have been normalized to 100% total recovery
of 14C for each animal.

The purpose of pretreating with antibiotics was to decrease gut flora to determine if gut
flora affects disposition or plays a major role in the toxicity of HCBD.

Note on Accessibility: Persons with disabilities or using assistive technology may find
some documents are not fully accessible. For assistance, contact

Central Data Management or use our contact form and identify the documents/pages for
which access is required. We will assist you in accessing the content of the files. NIEHS
has helpful information on accessibility.



mailto:cdm@niehs.nih.gov?subject=ADME%20Document%20accessibility%20needed
https://tools.niehs.nih.gov/webforms/index.cfm/main/formViewer/form_id/521/to/cdm
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Pretrested vith antibiotics (200 mg of ampicillio/kg orally daily for & days).

See Appendix Tables Al-A4 for data (rowm individual cats.

Time period was 26 hr.
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Average Cumulative Excretion and Recovery of Total

Table 2

14C After

Intravenous Administration of [lQC]HCBD to Rats; Normalized

a
to 100% Total Recovery (% Dose + SD)
Bresth Breath
Saaple Urine Paces €02 Organice Tiesues Total
Dose imy kg 0.%8
Time
hour dsy
[ 6.8y -/~ 3.033 6.61 +/- 3.033
12 11.7 /- 1.424 2.70 +/- 0.370 184.4 +/- 1.048
24 1 16.8 «/- 2.150 27.3 +/- 3.749 4.20 +/- 0.361 46.3 «/- 3.257
e 2 23.3 </~ 1.144 43.9 /- 1.300 8.35 +/- 0.6801 72.6 +/-1.188
72 3 25.8 +/- 1.383 S0.0 «+/- 1.198 81.2 <¢/- 1.303
9 4 27.8 +/- 1,038 S4.1 /- 1.588 87.0 +/- 0.094
120 8 29.3 +/- 2.103 6.1 /- 2.308 0.6 +/- 1.807
240 10 31.8 /- 2.2%4 $9.9 /- 2.57¢ 2,60 +/- 0.228 100 «/- o
Dose {mg/kg) 1.8
Time
bour dsy
(] $.97 +/- 1.518 $.97 +/-1.01%
12 11.3 +/- 2.149 0.30 +/- 0.338 2.73 /- 0.394 14.0 ¢/~ 1.937
24 1 18.7 /- 2.204 25.1 </~ 4.088 1.31 +/- 0.310 2.96 +/- 0.403 47.1 +/- 5.118
48 2 22.7 ¢/~ 2.0684 4.2 +/- 4.174 1.8 +/- 0.302 5.37 +/- 0.888 89.7T /- 8.387
172 3 25.0 /- 2.794 47.0 ¢/~ 2.7138 0 /- o 0.4 +/- 4.212 100 /- 0
b
Dose {mg/kg) 1.08
Tiame
hour day
6 3.7% «/- 2.907 3.79 </- 2.907
12 10.1 /- 1.080 3.67 +/- 0.104 13.8 +/- 1.034
24 ) 16.3 +/- 1.111 24.8 /- 3.762 6.68 </- 0.170 46.9 «/- 2.677
4w 2 23 3 +/- 0.413 44.3 /- 2.0873 7.28 +/- 0.069 14.9 +/- 2.%78
72 3 26 1 -/- 0238 $22 /- 0.707 14.3 +/- 0.773 100 o/- [
Dose {sg/kg) anr.a
Time
hour day
(] 2.74 /- 2.428 2.4 /- 2.427
12 6.66 +/- 2.001 1.88 +/- 0.101 8.50 /- 1.862
24 1 12.4 +/- 2.207 26.3 /- 5.64¢ 40.5 +/- 4.343
@8 2 17.3 +/- 2.079% 47.0 +/- 2.372 4.70 +/- 0.088 68.1 «/~ 3.240
72 3 20.4 +/- 1.500 $9.5 +/- 2.462 04.7 ¢/~ 2.821
%6 ¢ 22.2 +/- 1.161 64.5 +/- 1.710 91.4 <«/- 1.009
120 5 23.1 e/- 1108 6.3 +/- 1.019 04.1 +/- 0.088
340 10 245 /-0 988 ee 8 /- 0.677 2.18 /- 0.199 100 +/- o

aOriginal report Appendix has data from individual rats.

Pretreated with antibiotics (200 mg of ampicillin/kg orally daily for

4 days).



Table 3

Average Cumulative Excretion of Total 14C After Oral Administration of 14C—HCBD;

Based on Total Calculated Dose (% Dose + S.D.)

Dose (mg/kg} 0.70 2.13 5.82b
Breath Breath Breath Breath

Excreta Urine Feces Organics Total Urine Feces Organics Total Urine Feces o, Organics Total

Time

he  day
6 0.89 *+ 0.99 0.89 * 0.99 1.05 + 0.74 1.05 £ 0.74 0.70 + 0.95 0.702% 0.
12 6.22 + 2.78 1.36 + 0.28 7.59 + 2.60 5.33 % 0.92 1.32 £ 0.42 6.65 *1.29 4.27 +1.33 0.39 £ 0.03 1.35 % 0.15 6.002% 1.46
24 1 13.2 £ 2.69 25.4 % 4.89 2.47 +0.47 41.0 % 2.9 10.2 £ 1.2 36.6 + 5.8  2.632% 0.52 47.4 * 4.5 6.56 * 2.06 32.5 %+ 5.2 0.57 +0.13 2.72 +0.48 42.32% 3.2
30 13.8 + 2.6 2.86 £ 0.33 41.6 * 3.0 11.5 £ 1.32 1.082% 0.63 49.2 * 4.4 7.86 2,18 43.6 * 3.8
48 2 17.8 + 4.0 39.3 2.5 3.59 £0.26 60.2% 2.5 14.3 + 2.0 45.2 + 5.8 3.692% 0.56 63.2 * 4.5 9.68 + 2,72 45.4 %39 58.42% 2.7
54 18.4 * 3.9 60.8 + 2.4 14.8 £ 2.02 63.6 + 4.5 10.5 ¢ 2.70 59.32% 2.6
72 3 20.1 * 4.3 45.8 £ 1.6 69.2 + 3.2 16.3 £ 2.42 51.3 4.9 71.46 3.1 12.4 £ 2.62 51.2 % 2.8 66.92% 1.6
96 4 21.4 * 4.7 49.1 £ 1.5 73.1 £ 5.02

120 5 22.3 4.6 50.7 + 1.8 76.2 * 4.72

144 6 22.9 + 4.6 51.72%+ 1.8 77.8 * 4.82

168 7 23.2 * 4.5 52.42% 1.9 78.8 * 4.82

192 8 23.5 + 4.5 52.8 + 1.8 79.6 * 4.82

216 9 23.7 2 4.5 53.0 £ 1.92 80.0 * 4.8

240 10 23.9 ¢ 4.4 53.32% 1.82 80.4 * 4.72

[

Dose (mg/kg) 33.9 166 166

. Breath Breath Breath

Excreta Urine Feces Organics Total Urine Feces COZ Organics Total Urine Feces Breath Total

Time

he day
6 1.18 * 0.65 1.18 * 0.65 1.05 * 0.23 1.05 £ 0.23 0.92 £+0.39 0.94 = 0.
12 3.46 * 1.32 1.98 + 1.91 5.44 * 0.64 1.85 + 0.38 0.21 £+ 0.06 0.96 + 0.36 3.00 £ 0.35 1.95 % 0.42 0.86 £+ 0.15 2.60 * 0.38
24 1 7.57 *1.10 29.5 +15.9 3.99 + 2.75 41.1 % 15.7 3.102¢ 0.782 2.37 + 1.94 0.37 + 0.04 2.42 *+0.27 11.3 #3.9 3.33 £ 1.01 2.69 + 3.49 1.7924#0.20 7.80 * 3.9
30 7.79 + 0.81 4.95 + 2,25 42.2 +16.0 3.562¢ 0.972 11.92% 4.0 3.72 * 1.212 2.072+ 0,26 B8.48 * 4.0
48 2 11.5+ 2.0 43.2 +15.2 5.88*1.73 60.8% 13.7 4.222% 1.202 5.94 * 2.87 17.32¢ 6.3 5.362% 1.762 3.42 * 3.23 2.882% 0.41 11.72% 4.2
54 12.0 + 2.3 61.3 * 13.4 4.382% 1.062 17.52% 6.3 5.482% 1.792 11.8 & 4.2
72 3 13.5 £+ 2.8 52.6 * 10.8 72.2 £ 8.2 5.122¢ 0.582 18.3 + 5.6 33.02¢ 10.6 6.25 +1.842 3.84 * 3.08 13.4 £ 4.2
96 4 14.6 £ 3.2 56.0 9.6 76.6 * 6.6

120 5 15.1 £ 3.3 57.4 % 9.0 78.6 + 5.8

144 6 15.4 + 3.4 58.4 8.6 80.0 + 5.3

168 7 15.7 £+ 3.5 58.8* 8.6 80.6 + 5.3

182 8 15.9 + 3.6 59.2 ¥ B.S5 8i.4 + 6.3

216 9 16.0 £+ 3.6 57.3 % 8.5 RiI.5 ¢ 5.1

240 10 16.1 + 3.7 59.5* 8.5 81.6 + 5.1

aOrmind reeort Appendix2has data2from individual rats.

bUne animal was found dead at 24 h., Values after this time arc the average for 3 animals.

“Pretreated with antibiotics (100 mg each of lincomycin sulfate and neomycin sulfate per kg of body weight
daily for 4 days).
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Table 4

Average Cumulative Excretion and Recovery of Total l4c After Oral
Administration of [L4C]HCBD to Rats; Normalized to 100%
Total Recovery (% Dose)

Sresth Presth
Saeple Urioe FPeces co2 Organics Tisaues Total
Dose ag/hg} 0.7
Tine
hour day
s 1.11 «/- 1.442 1.11 </~ 1.442
12 7.41 +/- 3.281 1.67 /- 0.469 9.00 +/- 2.572
24 3 13.9 +«/- 2.800 31.2 +/- 8.329 3.02 +/- 0.77¢ $0.1 <+/- 3.804
48 2 21.4 +/- 4.3514 46.0 /- $5.962 3.28 /- 2.232 73.3 +/- 3.366
72 3 2¢.2 +/- 4.703 $8.9 /- 4.807 84.1 +/-1.338
96 ¢ 25.8 +/- 3.078 56.8 «/- 3.908 89.8 +/- 0.52¢
120 S 28.9 /- 4.892 81.7 +/- 3.808 92.6 +/- 0.408
240 10 28.9 /- €.492 84.9 /- 3.8 2.22 +/- 0.13¢ 100 /- o
Oose (ag/hg) 2.13
Tise
hour day
e 1.21 +/- 0.848 1.21 +/- 0.843
12 6.05 /- 1.163 1.49 +/- 0.499 7.8 /- 1.388
2@ 1 11.3 «/- 1.322 39.0 +¢/- 6.83% 2.98 +/-~ 0.831 $3.4 +/- 4.941
@8 2 18.2 +/- 2.892 S1.1 «/- 7.129 4.18 +/- 0.600 T1.8 o/- 5.684
7 3 18.8 «+/- 3.142 58.0 +/- 5.908 19.2 +/- 5.878 100 /- o
b
Doss (ag/ug) 5.82
Time
hour day
(] 0.85 ~-/- 1.432 0.85 </~ 1.432
12 5.14 /- 1.954 0.46 +/- 0.033 1.62 ¢/~ 0.208 7.23 /- 8.7127
24 3 7.88 +/- 2.881 39.4 </~ 9.119 0.68 +/- 0.130 3.27 +/- 0.473 $1.3 /- 26.94
%8 2 11.6 /- 3.221 851 /- 7.743 70.7 </- 13.88
72 3 14.9 +/- 2.948 61.8 /- 6.397 14.3 /- 4009 100 /- °
Dose &g /hg) 3.9
Tise
nour day
[ ] 1.42 +/- 0.788 1.42 </~ 0.781
12 4.14 /- 1.568 2.44 +/- 2.470 6.50 +/- 0.91¢
¢ ) 9.19 <+/- 1.703 34.9 /- 16.744¢ 48.5 /- 13.21
“w 2 13.9 /- 2.988 S1.5 +/- 15.154 7.40 +/- 2.581 72.8 /- 11.12
72 3 16.4 /- 3.959 63.0 +/- 9.1%4 88.8 +/- ¢.583
9 4 17.7 /- 4.48%5 67.) +/~ 7.402 92.3 /- 2.408
120 8 18.3 +/- 4.687 839 /- 8.832 96.6 +/- 1.288
240 10 19.3 +/- 3.14% T1.4 +/- $.623 1.85 +/- 0.5807 100 /- )
Does (mg/hg)
Tise
hour day
(] 1.1 +/- 0.1%8 1.11 /- 0.187
12 1.97 +/- 0.222 0.22 +/- 0.080 1.01 +/- 0.243 3.21 +/- 0.207
2¢ 1 3.3% <+/- 0.929 2.40 </~ 1.9%98 0.39 +/- 0.017 2.88 +/- 0.187 8.74 +/- 2.063
“w 2 4.88 +/- 1.1 6.32 «/- 3.4%4 13.8 +/- 4181
72 3 $.34 +/- 0.932 20.0 +/- 8.6821 71.4 +/~ 9.807 100 +/- 0.000
4
Dose (mgihg} 168
Time
hour day
¢ 1.1 +/- 0.478 1.11 +/- 0.477
12 2.27 <+/- 0.470 1.00 +/- 0.220 3.27 +/- 0.437
2¢ ) 3.86 </- 1.032 3.28 +/- 5.091 2.08 +/- 0.3218 9.2¢ </~ 8.11%
4 2 6.21 </- 1.880 €13 +/- 4.768 3.36 +/- 0.407 13.7 +/~ 8.831
72 3 T.2T +/- 2 138 4.83 /- 4.872 $4.7 +«/- 6.300 100 ¢/« 0

%See Appendix Tables inoriginal report2fer data from individual rats.2

One animal was found dead at 24 k.

J animals.

Values after this time are the average for

“Pretreated with antibiotics (100 mg each of lincomycin sulfate and neomycin
sulfate per kg of body weight datly for 4 days).
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Table 5

Average % Dose Excreted as [**CJHCBD in Urine of F344 Male Rats
After Administration of 14C-HCBD

%[*“C]HCBD Avg Avg % Dose
Route Dose Time in Urin_e % Dose Excreted as
(hours) Composite Excreted [14C]JHCBC
vV 27 mg/kg 0-6 0.17 215+1.9 0.00365
6-12 2.75 3.00+0.75 0.0826
12-24 3.94 442 +1.4 0.174
24-48 5.45 3.77+£0.23 0.205
v 1.8 mg/kg 0-6 13.7 490+1.2 0.671
6-12 12.4 448 +1.2 0.554
v 1.9 mg/kg 0-6 7.80 3.67+29 0.287
Antibiotics 6-12 3.79 6.26 £2.8 0.237
Oral 34 mg/kg 0-6 2.92 1.18 +0.65 0.0344
6-12 0.23 2.32+1.6 0.00534
12-24 2.73 411+ 1.6 0.112
24-48 5.45 3.92+20 0.214
Oral 166 mg/kg 0-6 1.54 1.05+£0.24 0.0162
6-12 0.65 0.804 £0.14 0.0523




Takle 6

Concentration of Total l['C in Blood and Plasma after Administration of lI'C-HCBIJ

ng-eq/g % dose/g
Time Dose Route Blood-Plasma
(hr)  (mg/kg) Plasma Blood Plasma Blood Ratio
72 1.80 v 96.4 * 6.6 89.4 * 6.0 0.019 * 0.001 0.0178 + 0.0012 0.93
72 2.13 Oral 44.3 + 7.8 52.9 % 7.7 0.0078 * 0.0011 0.0092 * 0.0012 1.2
72 5.82 Oral 103 + 62 138 + 62 0.0065 * 0.0005° 0.0090 *+ 0.00042 1.3
72 166 orald 23,300 * 5,900 18,300 + 4,400 0.058 * 0.014 0.046 * 0.011 0.78
72 166 Oral 20,200 * 2,300 17,200 * 2,100 0.046 * 0.007 0.039 * 0.006 0.85
240 0.58 IV 4.40 * 0.29 8.25 + 1.05 0.0034 * 0.0002 0.0064 * 0.0008 1.9
240 27 v 332 + 63 771 £ 41 0.0049 * 0.0009 0.012 * 0.001 2.3
240 0.70 Oral 2.22 + 0.41 8.52 + 0.91 0.0014 * 0.0002 0.0060 * 0.0014 3.9
240 34 Oral 11 + 1620 288 + 71 0.0013 * 0.0002%*®  0.0033 * 0.0008 2.6
85.6 * 48€ 0.0010 * 0.0005¢

a Average for three animals only.

One animal was omitted as values were >90% different from the

¢ Average for all four animals.

other three.

d Pretreated with antibiotics (100 mg/kg of lincomycin and neomycin each day for 4 days).



Table 7

Total 14C in Tissues 72 h After Oral Administration of 166 mg/kg
14 1-4
of [ C]JHCBD to Rats
TIRE . of nreq (ad % Dose
Fats per in Total
fveraged g Tiss =® Tissue
I..8.00. 1 186 - 249 1.0D. 0 M8 Y- 1.
11.. MR TIRES
XIN:.
Ear 1 AL - WR 1.4 /- 16 2.5 - 507
Neck 4 165 +- 16 ™ t- A0 1.147 ¢~ b,
Hindatrs [ A8 - 1M 8% - 044 88 - L.
Skin AG 1 WS - o =R - .04 1513 +- X
MELE:
Neck [ @ - W B t- 081 2.6 - W
Abdomen [ 11512 ¢/~ &N LB - B & - 3m
Hindleg [ (74 VL 1 -1} ST - AR 265 - Al
Mxcle AG [ k7 - W | - A0 29 - 118,
AOIFOE
Kidney 4 1B +- TN 10.3%. ¢~ 4.091 108 - 3.688.
Epididyma! [ 2688+~ B4 1218 ¢/~ .7 13.06 ¢/~ 419
Mesenteric 4 1T +/- 8840 9.68. ¢/- 3.E 10,2 +/-  bu4%.
Adipose AVG [ 1913 4/~ W3 1.7 ¢/~ 1.68% 1149 +/- 33
LIVER: 4 ®BZ t- W A48 4/ 319 1.3 ¢/~ .209.
1ll. OTHR TIRES
Kidreys 4 W2 o+~ 120 5.531 - K, SO ¢~ 0.
Bladder 1 SIF /- .28 +- 2.148 03 - OB
Brain [ 1067 +- 728l blE 4~ 0% 08+~ .0
1.. All caleulations are significant to 3 tigures.
2.. TR = Tissue:Bland Ratio.
3. Adipcse; Skin and Muscle Avereses are the overage of the everages for mmch subject.
4. Original report Appendix has data from individual animals.
STDY 10: Wl Length (hes): T2 Route: RAL Dese date: [3-26-86
(DY)
SBELT 1D'S: R-1) R-2 8ot Rats: & Cpecies:  RAT Avg. Wt. (9) 267 - 10
B3 L R4 Strain: F344 Age: 0 0AYS

AG DOE fat: 167 m/kg  +- 13.2 Vehicle:  CORNOILL  Cowound:  Hiachlorabutadiene (HOED)
“Selmd ti- 21
1.0te7 dm t- 4.9

Spec. At .ZB7 dm/ng 1C{aed
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Table 8

Total 14C in Tissues 72 h After Oral Administration of 5.8 mg/kg

14 1-4
of [T C]JHCBD to Rats
TISE K. of ngeq (snd 1 Oose
Sub jects per in Total
Averaged g Tiss TR Tissue
1. 00 3 148 ¢/~ S 1.000 t- 0 191 /- m
H. MR TISHES
XIN:
Ear 3 851 4/- 4] iz +- A% 1199 ¢/~ 1
Neck 3 1| - B 1.%  #/- =3} T Y ER 17
Hindatrs 3 101 4/~ k] 724 +/- 2B 20 ¢~ 0@
Sin AD 3 27 4/- k7] 1.7 /- 2 &3 4/~ 1B
MELE:
Neck 3 13 ¢~ 17 927 t/- i) 1110 ¢ &
Abdowe:. 3 1w +- B ] +- 182 B - A
Hindleg 3 1% /- 19 R} - AR 1182 -
Mscle AL 3 13 4/~ 1 K .1 - sl 1.2 - 0%
#D1P0E
K drey 3 o4~ nA&s - 15.0% 9.0 - &0
Eeididymal 3 Tk 4/- & §3.967 4/- im 12931 4~ 167
Mesenter ic 3 ™ H- 108 19.88  ¢/- 6.863 8Tt~ 1.8%
&dipase MG 3 v\ N T 130 3.080 +/- 8.349 B8.912 4/~ 243
LIVER: 3 283 - 1 16.672 4/~ 85 1131 #- ¢
111, OTHER TISRES
Kidneys 3 1872 4/- ¥ BB +/- 16,16 119 - .27
Bladder 3 > H- NS S.110 - 6.1 06 ¢+~ B
Brain 3 - 16 1.3 ¢4/~ 040 172 VL 174

1, All caiculations are sinitizant ¢ 3 figures.

2. TR = Tisswe:Biood Ratin
3. Mdieose, Skir and Mscle Arages are the averdge o the averaces jor mach subiect.
4, Original report Appendix has data from individual animals.

SnoY  ID: #2 Lemgth (hes): W2 Route: oral Dose date: 32664
{1m<0-Y)
SRETT [D'S: R4,PIRB  ¥oi Sbj: 3 Soecies: RAT Mg Ut (g) 22 t- b
Strain: F34 Age: 9% DAYS

MG DOE Awt: SBlwmikg t/- 1 Vehicle: CONOlL  (owound:  Hexachiorobutadiene (HOED)
1Smlmd /- D
1.105e7 dbw +/- 2.0B1ekdeS

Sec. Act: 7199 dow/ng 160-(apd
10
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Table 9

Total 1[‘C in Tissues 72 h After Oral Administration of 2.1 mg/kg

14 1-4
of [T CJHCBD to Rats
TIRE No. ot ng-e Laed % Oosel
.00 Sdbjects per in Totall
Averaged g Tiss ® Tissuel
1. _00 [} [ #- B 1.081 ¢/~ 0 A% ¢~
1. MR TIRES
XiN:
Ear 3 12 #- R 3.819 4/- A13 1.9 ¢/~ 22
Neck 3 11 ¢~ B 2.6 /- 4% T H- Db
Hindatrs [ & 4 19 1.5 ¢/ An 59 4~ ABI
Skin 45 & 17 4~ % 2.2 H- 158 9% 4-  am
HELE:
Neck 3 S 4/~ 8 1.0 +- R .20 +- a7
Abdomen 4 PSR L | 1.3 ¢/- 409 1112 - &
Hindleg 1 % /- 10 b9 4~ A5 85 - -.an
Rscie A% 4 S 4/ 14 1.019 4/~ 188 .73 ¢/~ 3
AP
Kidney [ ¥ - B/ B.80 4/~ %8.98 15993 +- 13.%81
Epididymat 4 5 - s o3 §1.5%5  ¢/- 11.409 10.%6 ¢/~ &Bl
Mesenteric 4 1 +/- 514 19.588 4/- 10.182 .83 +- 2.3}
Adipose AL 4 zZB t- 1N 82,28 /- .38 10.671 4/~ 54Z
LIVER: [ - 120 8.9 - S 119 4~ 24
11, OTHR TISBES
Kidneys 1 o - an .70 4/- 1.2 1,22 ¢/~ 1881
Bladder 4 1 4/~ 48 im +/- 1.0 J: SN YR 174
Brain 4 R +- 18 1. 4- 13 2 - W

1.1 Al caloulations are signiticent to 3 figres.]

2.1 TR = Tissue:Biood Raticl

3. Adieoses Skir and Muscle Awrages are the average 0f the averages for ®ch subject.]
4. Original report Appendix has data from individual animals.

SRDY ID: W3 Length (hrs}: T2 Route: [ Oose date: 4-3-84
((e-00-YY)
SBETT ID'S: R9:R-10 fot Sbj: & Cpecieg: RAT A, Bt (5) 248 +/- 3
R-{1,R-12 Strain: F34 Age: 113 DAYS
AG 00X Aet: 2mlg  t- D Vehicle:  ORNQIL  Cowound:  Hexachlorobutadiene (HOED)
Logleed ¢/- O

1.06%e7 doal  4/- 2.217ES1

Spec, fct: 18,7 dowing 1AC{axd]
11



Table 10

Total 14C in Tissues 72 h After Intravenous Administration of 1.8 mg/kg

14 1-4
of ["C]HCBD to Rats
Ti|E N. ot ngea (aed % Ooset
Sub jects per in Totalt
Averaged g Tiss TR Tissuet
1.48.00 4 B - b 1.0 H- 0 32 - @
1. MR TISSES
KIN:
Ear 4 196 4/- 5 219 4/- B} 1.68 4~ B
Reck 4 187 4/- kel 1.672 t/- 47 .29 - X
Hindatrs 4 N 4- kel 1.10 t/- A3 B3 - W
Sin AL 3 187 4/~ A 1.5 t/- I3 1.20 - .18
ME0E:
Neck [ 0 4- 1 MR- 167 149 +- 3
fbdawe 4 7o B B t- 42 2183 4~ &9
Hirgles 4 9B 4~ 18 & - 261 1.6 4~ 4%
Mscie AG 4 & - 2 TR - n 1.9t~ 5
APE
Kidney 4 6% 4+~ &2 1673 /- 5.8 8.2 - 2.3
Ep.didyaa! [ 28 - Wk 83 - 1.997 1289 - 157
Mesenter ic [ P VO X 8521 4/- 5.33+ A0 4 2T
Adiecse AG [ W - @ 16.8% 4/~ 351 8287 #- 1B
LIVR: 4 B - 73 - D 1512 #- .10
1. OHR TI|ER
Kidneys 3 e - 441 8.2 4- 6.814 1688 ¢~ 2
Bladder [ 20 4~ e 2.9% 4~ 1.63 1 "I RN 174
Brain [ 1mw - 7 1.181 t/- 0B i/ QN VRSN 1 1¢]

1. All caleulations are sionificant t0 3 fimees.

2. TR = Tisse:Blood Ratio

3.4 Adivose: Srin and Musc'e Averages are the Bverdue 0f the averages for eech subct.
4. Original report Appendix has data from individual animals.

SY 10 M Length (bes): T2 Route: v Dose date: 4-3-84
{{4e-00-YY)
QBETT [D/S: R-13,--14 foiSoj: & Goecies:  RAl Ao, Wt (5} 7B - 1
R-19:R-16 Strain: F346 fAge: 1[0 DAYS
AL 00T Awt: 2wmlis /- .| Vehicle: FRAM (awpand:  Hexachlorobutadiene (HIED)
Seglmwd t- 0

6.9%eb de t-  2.2057%5

Soer. fct: 13,8 dhe/ng 14(Cawd PETERZ
12



Table 11 ‘

14 . . .. .
Total C in Tissues 240 h After Intravenous Administration of 0.58 mg/kg
14 1-4
of [" C]HCBD to Rats
TIRE . of ny-eq Capd % Dose
Sub jects per in Total
Averaged e Tiss T® Tissue
[. a0 4 8 +- 1 1M 4- 0 M - .00
II. R TIREE
XN:
Ear 4 8 +- 1 1M 4~ Onu 25 - @
Neck 4 7 #- 0 a8 ¢4/~ m AN - 02
Hindatrs 4 5 # 1 B - o) A% ¢~ 02
Sin AG 4 T 4 1 M - e AN - 2
NAE:
Neck 4 5 ¢/~ 1 S 4/~ .0R W5 - Dk
Abdmer: 4 [ SR TER | Sl ¢4/~ 12 ¥ o+~ AR
Hindleg 4 5 ¢+ 1 M 4~ A0 & ¢~ 12
Mscle AG [ 5 ¢ 1 &3 4- i) o +- .03
[ 1](20°3
Kidrey [ 19 +- 3 2.8 4/- L} 2 - B
Epididyma’ [ 2 +- 9 2.%2 +/- 61 S - W
Mesemteric [ w4~ & 1% 4/~ Ix B ¢~ A
Adipse AG 4 9 4- 5§ 2.9 - 401 b 4~ 08B
LIVER: [ & 4~ 5 B.1 /- &2 &5 -
1. MR TIREE
Kidreys [} W - @ Qam - .M A% - 03
Bladde- [ 6 - 2 B 4 AN @M - 0
Brain [ B - 1 9 - .| o o+~ M
1.. All calculations are sisnificant to 3 tigures.
2.. TR = Tissue:Blond Ratio
J.. Mieose, Sir ancMsc e Averages are the auerdge of the auerdges for mech subiect.
4. Original report Appendix has data from individuval animals.
Sy D HE-S Lergth (hes): 200 Route: v Dese dute: (50104
((00-YY)
QBETT I0'S: RI7,R18 $of Swbj: 4 Species:  RAT Ag. bt (g} 0 - 1
9. Strain: F3d e B DAYS
AL DI At wls 4- 0 Vehicle:  SRM (owond:  Meach|ordatadiene (HOD)
Awleed ¢- 0

9,637t dm - LT

Spec, Act: %.2.dm/ng 16(-(apd 3



Table 12

Total 1C in Tissues 240 h After Oral Administration of 0.70 mg/kg

14 1-4
of [T"C]HCBD to Rats
TEHE . of e (aed i % Dme
Sbjects por in Total
Averaged g Tiss i 3 Tisswe
1. BOD [} 9 - 1 100 ¢~ 0 e - .0
1. MR TIRES
XKIN:
Ear [} T 4 a5 - 143 A6 - 018
Neck [} 6 - 1 B - A% A7 #- &
Hindqtrs [} & t~ 1 S8 - AR 08 - 8
Skin AG [} & - 1 &7 H- R Az - 007
RECE:
Nezk [} Lo 1 R T T 187 0 - 0B
Abdkmen [} & ¢ 0 S - 0B JB ¢~ X
Hindleg [} S # 1 S - Rk P £ B VR 1 =
cle AL [} & - 1 519 4- 053 JRC) DU 7 LN 14
HIPE
Kidney [} W 4+~ @ 1.8 - .3 b - 8
Epididyem! 4 T ot~ b 3.1 4/~ 1.040 ;|- A
Meserter ic 1 - 2 1.7t~ AL 2 -
Adipose AG [} 9 + 3 223t~ R-1/4 28 - B
LVR: [} B 4+ 8 0.8 +/- 1.073 481 - 03
I, OTHR TIRES
Kidneys [} o - 2 859 - &9 A% H- 8
Bladder ¢ 8 4+~ 5 N9 - &7 1 S VRN 1
Brain [} 8 +- 1 R T AR e+ .
1.1 Al calculations are sisniticant to 3 tigres.
2.1 TR = Tissue:Biood Ratio
3.1 Adirose; Skin and Muscie Averages are the average 0f the averdges for each subject. ]
4.1 Original report Appendix has data from individual animals.
Sy D ME Length {hes): 280 Rouste: 128 Cose date: (50184
{1
QRETT 10°6: R-21, R-Z  $of Sbj: & Species: L) fx. Ut (g 28 - 1
D) R2U Strain: F3d Age: 95 DAYS
AG X Amt: 1whg +- .1 Vehicle: (N OL Cowasd:  Hnachiordutadiene (HED)
2w lmd t- 0

1.1757 den t- 1.1M14eb

Spec. Act: T.41doe/m 14{-{apd
14



Table 13

14, . . . .
Total ~'C in Tissues 240 h After Intravenous Administration of 27 mg/kg
14 1-4
of [~ C]HCBD to Rats
TIRE f. o ngeq Cand % Dose
Sb jects per in Tota!
Averaged g Tiss ™= Tissue
T ¢ ™ 4 Lm0 AR 4~ 00
1. WUR TSRS
XIN:
£ar § ¥ o4 » YT VRN M ¢ @
Neck ¢ & H- B 3 oy B BTVREYER T
Hindgtrs ¢ 1% +- 3 - .05 1m +- .08
Stin MG ‘ m + B N 4 m 29 4~ 00
MECE:
Neck § a7 - B IR YR L oy-
Mo § 1® H- 9 B H- 0 ¥ -
Hindleg ‘ s - 6 a3 - B I ¢ B
Mscle AG ‘ % 4 9 B oH- W B 409
IPE
Kidrey ‘ M2 4~ 1S i WY CRR Y o - B
Epididymal ¢ 1\ 4 W L% 4~ el A& 4 B
Meserteric ‘ 59 - & &, - W BT/ B VIR ]
Adipse A5 ‘ BB +- 1R 1L 4 a4 0%
LIVER: ¢ 2% H- B 20 4~ 1D B 4 D
1. MR TIRES
Kidreys ‘ uw  H- 181 W 4 L 38 4~ 018
Biadder ‘ = 4- 1B LMD H- 26D e -
Brain ¢ “w - B o 4 B oo .m

1.1 Al calculatiors are significant to 3 figees.

2.1 TR = Tisse:Blad Ratio

3.1 Mdircse, Skin and Muscle Averages are the average of the averages for sech subject.
4.1 Original report Appendix has data from individual animals.

SpY I0: HEM? Length (hes): 240 Route: v Dose date: 061186
((MHD-YY)
QBFTT 10°S: D, B2 Sof Gbj: ¢ Coecies: RAT Mg, Wt (3} A7 - 2
R-70, R-B Strain: F34 Age: 10 DAYS
AG 00F Ast: Tiwmlkg ¢+- 5 Wehicle: SRM (mpand:  Heachlorabstadiene (HD)
b8wmlmd t/- .1

1.0113e7 dou t/- 1181455

Gec. Act:  1.51idm/ng 1-Capd
15
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Table 14

Total 14C in Tissues 240 h After Oral Administration of 34 mg/kg
of [Y4CIHCBD to Ratsi™®

TIRE M. of neq (apd % Dose
Sib jects per in Total
Averaged 9 Tiss )l Tissue
1. 800 1 2 - n 100+~ 0 Mmoo+~ M2
I1.. SR TIRES
XKIN:
Ear 4 %7 - B 95 +- fi .1 1B ¢~ B
Neck 4 - & T +/- ZH o - I
Hindatrs [ W - R SN +- .0 m -
Sin AL 4 a8 +- 9@ T 4- RUY 0% ¢- @
NEE:
Neck [ 1M - & & 4- [15/] Bl -
Abcmer 4 1% - M 45 - 04 < S TR )
Hindieg 4 Iz - 110 B +/- -] % - A7
Muscle AG 4 1| - & &2 4- Al an o 4- M|
[1]10153
Kidrey 4 a0 + X LMk 4~ 410 AR - MM
Epididymal 4 am - s 5.6% - kNY/4 S H- &8
Aesemevic 4 a - A0 1.1 t/- 2 - B
Adiease AG [} % t- &5 Nw H- 145 Bl - AN
LIVEp: [ Tkl 4~ &2 115 4- 1.157 B - 08
1. OMR TIRES
K ders [ 138 +- Bb 3.8 ¢/- 3.5 i 4~ S
Bladde- 4 B - 2 R +- A7 M- 0
Brain 4 I - & 1185 ¢~ RV..] am ¢~ M
1. Al ;aloviations are sisniticant to 3 tigures.
2.. TR = Tissue:Blood Ratio
J.. Mdipose, Siin agnd Mscle Averages are the average Df.the averages tor each subject.
4.. Original report Appendix has data from individual animals.
Sy D: HOEE Lamgth (hes): 240 Route: oL Dose dete: (61184
((D-YY)
SRETT D'S: R, B-X 8ot Gbjs 4 Smcies:  MAT A W () 2 - 1
31, X Strain: Fa4 Aue: 100 DAYS
AGDOE Ast: Awhs - 4 Vhicle: OONOL Coward: Hearhiordhtadiere (HED).
BSelwd ¢/- D
1.145¢7 dm +/- 1.73AB1H
Sper. Act: 1.3 dea/ng 14C-Cand. METER?

16
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Table 15

Total 140 in Tissues 72 h After Oral Administration of 166 mg/kg
of [1AC]HCBD to Rats Pretreated with Antibioticsl-

TIRE K. of mreq (mpd % Jose
St jects per in Totai
e 29e¢ g Tiss T® Tissue
1. BOT § 1 - 38 Lo 4 0 /20 VAR |- 3
L. WG TIEES
KIN:
Ear § % H- &R 1% - = 2L H- 0
Neck & 122 4- 6 a4 ¥45) 1.5 -l %
Hinogtrs 1 151 +/- %7 S5 4- = %5l - ®
Skin &5 4 1O H- 8 108 - 104 183 - %
WL
Neck § 11545  +/- SOl B H- 5 4 H- L6
Aximer § W 4~ T L RS S T 275 - 1O%
Hindleg § LZR - Y% - A 3% 4l o138
Mscie AL § (157 R Y] S8 - R 185 4~ L
oS
Xidney & 20 H- %38 R - I 128 o~ L
Erididvea’ § BHFE - W% BZE  H- R 15417 4~ 3T
Mesenter iz § 18418+~ T8 9%l H- LS 2R M- 615
Adipcse A% & TR t- BT 1230 ¢ 2R 13487 4+~ 3W
LR & BIED 4~ 16482 A% 4/ 2% TEE M- 2
. PR TISEE
Xideys] 1 ®Eh - KA 548 - L1 NI TR
Biacoer 4 TxE H- B 1.3 - R @ -1 m
Brain § wm - = S - B icc QPSRN -

1.1 A} alculations are significant t0 3 figres.]
2.1 TR = Tissue:Biood Ratiol
3. Adicose: i and Mscle Averages are the average of thelaverages for mach subject.]

4. Original report Appendix has data from individual animals.

sy I HE9 Length (hes): T2 Route: ORALANTB  Dose date: 0B-2-6u
{(e00-"Y)
SBFT 105 RDRKEE 8 of Sbj: 4 Species:  RAT gk (g) 221 t- 4
R-3 Strain: F3%4 fge: L

AL XS Awt: 16 mikg  t/- 4.3 Vehicte: ORNOLL  Coword:  Heachiorobutadiene (X!
Bowleed 4~ 1.1
1.025e? dpe /- 2.426184e51

Spec. At T dwing 1L
17



Table 16
14

Total C in Tissues 240 h After Intravenous Administration of

1.86 mg/kg of [14C]HCBD to Rats Pretreated with Antibiotics

TIRF K. of s (apd % Dose
Sr e per in Total
Ave-age: g T8 = Tissue
3.0 ¢ w4t .0 4 ¢ 7 ¢~ 0t
II. W& T'SE
XIN:
Ear 4 ok - B 1515  4/- A8 1.&7 4~ 1B
hezr 1 169 ¢/- 8 b3 +/- 06 12 4 IE
- [ 15 - 8 T - 04 By - SRR
Sir AL [ W +- 1 1.m 4~ .08 1.5 +- B
ng e
Necx [ 81 #- 12 S 4. 0 290 ¢~ .3
Aosre- ¢ 2 - 2 A /- ®! 1617 - Tk
Hisdez [ £ + 1 A3 - .05 LN - B
Mo B [} 89 - ¢ A5 4- 0& 188 4/~ 109
N3
(= 4 1060 ¢~ 18! LR 4- 1% 5.0 H- R
Exidioyme 4 18E  ¢/- 160 2.8 - H= 9% ¢~ 9F
Mesentenic [ b4 4- 8 8,112 ¢/- K<) IR T Ve 1
Acipose AL 4 He - 1R 1.8 /- 8 [9Y:: L VR 1'Y
LR [ NS - 5 L1 ¢ R LA TERE
i, &= TIRE
Kieys [ I/ YO VL 1<) ™ 4- 3.23 1. #- A3
£ acser A x4 10 1.9 4/- 5 Qe - IE
Za- 3 X et i BE - A8 s SNV E i<
1. All caloulations are sisniticant to 3 tigures.
2. TR = Tisswe:Blond Ratic
3., Miscse Q= and Muscie Averages are the sverage 0f the averages for mch subject.
4. Drigindl repcrt Appendix has data from individual animals.
STLY 1D WRe-: Lengeh (hes): 247 Roue: v Oose date: (=148
{{C-w)
SEETT [D'S: ALY A2LT $0' Qe 4 Soe- st [ A e () 23 - b
KATA2hb Strain: F344 Aoe: B8 0AYS
AL 0 Are: 2wmlig - L. Vehicle: 10FYSF  (mpond:  Heacrio-oootac-ene (HOXC!
Awlape ¢/~

C e v H- 1ZTRINS
e Aot 3.5 dow/ng 1w
18



Table 17

14 . .. 14 a
Total C Found in the GI Tract After Administration of C-HCBD (% Dose + S.D.) to Rats
Dose {mp/kg): 166 34 5.8 2.1 0.70 27 1.8 l.g 0.58
Organ Route: Oral® Oral Oral Oral Oral Oral v 1v v v
Sacrifice Time (days): 3 10 3 3 10 k] 3 10
Stomach
Tissue 0.698 * 0.24 0.002 * 0.001 - - 0.004 * 0.0005 0.003 * 0.000 - 0.04 * 0.01 0.0005 * 0.001
Contents 11.2 + 7.8 - 0.001 * 0.001 - - 0.002 + 0.003 0.004 * 0.003 - - 0.002 * 0.0006
Tissue + Contents - 7.62 * 4.27 - 1.01 * 1.66 0.09 * 0.04 - - 0.06 *+ 0.01 - -
Cecum
Tissue 2.00 * 0.53 0.003 * 0.001 - - 0.004 * 0.0005 0.003 * 0.001 - 0.12 + 0.03 0.005 * 0.0006
Contents 31.0 £ 7.4 0.02 * 0.01 - - 0.03 * 0.02 0.02 ¢ 0.01 - - 0.03 * 0.005
Tissue + Contents - 35.8 + 12.4 - 1.04 £+ 0.33 1.02 + 0.25 - - 0.95 % 0.12 -
Small Intestines
Tissue 1.50 * 0.22 0.006 * 0.002 - - 0.02 + 0.005 0.008 * 0.002 - 0.12 £ 0.0} 0.02 * 0.005
Contents 1.47 + 0.76 0.01 £ 0.00 - - 0.02 £+ 0.006 0.009 * 0.00 - - 0.02 + 0.00
Tissue + Contents - 3.715 + 1.77 - 0.49 *+ 0.14 0.45 % 0.10 - - 0.51 + 0.08 - -
Large Intestines
Tissue 0.802 * 0.22 0.004 * 0.002 - ~ 0.007 + 0.002 0.007 * 0.002 - 0.08 £ 0.03 0.007 * 0.003
Contents 2.89 ¢+ 1.1 0.01 * 0.01 - - 0.01 + 0.005 0.008 * 0.002 - 0.03 * 0.005
Tissue + Contents - 4.37 *+ 4.38 - 0.25 + 0.77 0.33 *+ 0.05 - - 0.37 £ 0.10 - -

a L . X Co
Data for individual animals are in the original report Appendix.

b Animals were treated by oral gavage with ampicillin at 200 mg/kg daily for four days prior to HCBD dosing.

¢ Animals were pretreated with lincomycin and neomycin at 100 mg/kg daily for four days prior to dosing with HCBRD.

19
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Table 18. Cumulative Excretion of Total 14C After Oral Administration of 4C—HCBD
to B6C3F1l, Male Mice (% Dose)

Dose (mg/kg) 2.0b 24° 50°¢

) ) Breath® Breath® £ Breath® £ Brea@he £
Time (br) Urine (volatiles) (COZ)Z Feces Total Urioe (volatiles) Feces Total Urine (volatiles) Feces Total

0-6 11.2 + 2.8 11.242.8 5.2+2.0 5.2+20 0.8+0.3 0.8+0.3

6-122 21,0+ 4.2 5.2+ 1.4 1.8+0.1 28.0 + 3.2 12.1+0.52 6.3+ 1.0 18.4+ 1.4 1.6 +0.1 6.2 +1.2 14122
12-24 25.8+ 4.6 7.3+#2.1 2.4+0.3 45.34%2.2 80.8+2.3 155+0.4 9.0+0.5 40.2+2.6 65.0+2.9 2.0+0.2 8.8+1.6 18.4*+8.2 29.2+8.7
24-302 27.9 424.8 7.8 +2.2 2.5+ 0.4 83.5 + 3.1 16.3+0.6 9.8+ 0.4 66.2 +2.7 2.2+0.2 9.9 +2.2 30.4 + 8.8
30-482 29.2+4.8 8.0+23 2.6+04 49.1+1.8 88.9+3.4 17.3+ 1.1 10.2+0.3 48.1+5.2 75.6+ 6.0 2.4 +0.2 10.8+2.3 27.6+12.1 40.8 + 12.9
48-542 29.8 + 4.9 89.4 +3.5 17.6 + 1.2 75.9 4 6.12 2.5 + 0.2 40.9 + 12.9
54-722 30.2 + 4.9 49.7 + 1.7 90.4 + 3.52 17.9 + 1.2 49.1 #5.52 77.1 + 6.62 2.7 + 0.4 28.0 + 12.3 41.8 + 13.2
72-962 30.5 + 5.0 50.3 + 1.8 91.4 + 3.32 18.2 + 1.2 50.0 +5.52 78.3 + 6.42 3.6 + 0.2° 30.2 + 20.3% 44.4 + 19,49
96-1202 30.7 + 5.0 50.6 + 1.8 91.9 + 3.4 18.9 + 1.6 50.9 +5.1279.9 + 6.3 4.0+ 0.2 32.2 + 22.09 46.7 + 21.59
120-144 30.9 + 5.0 0.8 +1.8 92.2+ 3.4 19.2 + 1.5 S1.4+5.1280.8 + 6.2 4.4 +0.5° 32.7 + 21.8% 47.6 + 21.3¢
144-1682 31.0 + 5.0 51.0 + 1.8 92.5 + 3.3 19.5 + 1.5 52.0 +5.22 81.6 + 6.3 4.7 + 0.4° 33.5 + 21.3% 48.8 + 20.8¢
168-1922 31.1 + 5.0 S1.1+ 1.8 92.8 + 3.42 19.7 + 1.5 52.3 +5.22 82.1+ 6.2 5.0 + 0.6° 3.5 + 21.5% 50.1 + 21.19
192-2162 31.2 + 5.0 51.3 + 1.7 93.0+ 3.3 19.9+ 1.5 52.5 +5.22 82.6 + 6.3 5.2+ 0.1 34.8 + 21.69 50.6 + 21.39
216-2402 31.3 + 5.0 51.4 + 1.6 93.3 + 3.4 20.1+ 1.5 52.6 + 5.22 82.9 + 6.3 5.4 + 0.8° 35.1 + 21.5% 51.2 + 21.3¢

Ssee original report
b,
Values are averages

“Mslods are averages
experiment, perceat
mice.

dValues are averages
®Breath samples were

Feces collection was

Appendix for data from individual mouse units,
+ §.D. for four mouse units. Each mouse unit contained 3 mice, except where

+ 8.D. for four mouse units. However, since individual mice were dying at various times during the
dose excreted was calculated from dpm excreted by remaining mice divided by the dose given to remaining

+ range for two mouse units. One mouse unit contsined two mice; the other umit contained one mouse.
collected through 48 hrs only. First breath collection was 0-12 hrs.

in 24-br intervals.
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Table 19

Cumulative Excretion of Total 14C After IV Administration of

19 mg/kg 14C-HCBD to B6C3F1 Male Mice (% Dose)?

Time (hr) Urine Breath® Fecesd Total
0-6 11.0 + 1.4 11.0 + 1.4
6-12 18.0 + 1.0 7.0 + 0.9 25.0 + 0.8

12-24 23.2 4 0.9 9.4+ 1.0  41.4 + 3.4 74.0 + 3.1
24-30 24.5 + 1.2 10.0 + 1.0 75.9 + 2.9
30-48 25.6 + 1.4 10.4 + 1.0 48.8 + 0.8 84.8 + 2.2
48-54 25.8 + 1.5 85.2 + 2.2
54-72  26.2 + 1.5 50.2 + 1.0 86.9 + 2.4
72-96 26.6 + 1.6 50.8 + 1.0 87.8 + 2.5
96-120  26.8 + 1.6 51.2 + 1.0 88.4 + 2.5

120-144  27.0 + 1.6 51.4 + 0.9 88.8 + 2.6

144-168  27.1 + 1.7° 51.6 + 0.9°  89.2 + 2.6°

168-192  27.3 + 1.8° 51.8 + 0.9°  89.6 + 2.6

192-216  27.4 + 1.8° 51.9 + 0.9°  89.7 + 2.6

216-240  27.6 + 1.8° 52.1+0.9°  90.1+ 2.5

4Values are averages + S.D. for four mouse units. Each mouse unit
contained 3 mice, except where noted. See original report Appendix for
data from individual mouse units.

b . .
Values are averages + S.D. for four mouse units. Three mouse units

contained 3 mice; one mouse unit contained 2 mice.

“Breath samples were collected through 48 hrs only. First breath
collection was 0-12 hrs.

dFeces collection was in 24-hr intervals.
21



Table 20. Average Percent Dose Excreted as 1l‘C-}{CBD in Urine of B6C3Fl

Male Mice After Administration of 1['C--}{CBD

% 14C-HCBD Avg. Avg. % Dose
. in Urine % Dose Excreted as
Route Dose Time Composite Excreted 14C-BCBD

Iv 19 mg/kg 0-6 hr 24.2 11.0 + 1.4 2.66
6-12 hr 20.5 6.97 + 1.2 1.43
Oral 2 mg/kg 0-6 hr 10.7 11.2 + 2.8 0.120
6-12 hr 7.03 9.81 + 1.6 0.690
Oral 24 mg/kg 0-6 hr 23.6 5.20 + 2.0 1.23
6-12 hr 21.0 6.88 + 1.6 1.44
Oral 50 mg/kg 0-6 hr 22.3 0.800 + 0.30 0.130
6-12 hr 19.7 0.778 + 0.26 0.150
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Concentration of

Table 21

14C in B6C3F1 Mouse Tissues Ten Days After Oral

Administration of 2.0 mg [L*C]HCBD/kg?

ng~eq HCBD

. per b
Tissue g tissue TBR % Dose
Major Tissues
Blood 31.2 + 13.7 1.0 + 0 0.12 + 0.05°
Skin 49.3 + 9.3 1.9 + 1.0 0.36 + 0.08°
Muscle 34.4 + 4.1 1.3 + 0.6 0.84 + 0.11°
Adipose 43.7 + 11.1 1.6 + 0.7 0.21 + 0.05°
Liver 65.6 + 9.7 2.5+ 1.3 0.16 + 0.04°
GI Tract Tissues
Stomach 13 + 10 0.5+ 0.4 < 0.01
Small Intestine 6.4 + 3.4 0.2 +0.2 < 0.01
Cecum “ 37.1 + 16.7 1.3 +0.5 0.01
Large Intestine 15.2 + 10.6 0.4 +0.1 <0.01
Other Tissues
Kidney 439 + 96 17.1 + 10.6 0.32 + 0.07
Bladder 176 + 133 3.8 + 3.5 0.01
Brain 24.0 + 2.9 0.9 + 0.4 0.01

3Values are averages + SD for four mouse units.
Original report Appendix has data from individual

contained 3 mice.
mouse units.

bTissue:Blood Ratio.

Each mouse unit

“Blood is assumed to be 8.4% of body weight; skin - 15%; muscle - 50%;

adipose - 10%.
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