ADME NTP Study S0768 Urethane

The contract laboratory used the synonym ethyl carbamate and EC as the abbreviation
for the test article.
Animals used were adult male Fischer 344 (F-344) rats and B6C3F; mice.

CASRN 51-79-6

Start date: possibly 10/00/1989
Report date: 11/00/1991

Studies Performed:

First study:

e 4.75 mg/kg ['“Clurethane intravenous dose in rats and mice with COy, volatile
breath, urine, and feces collected up to 24 or 48 hours post dosing and analyzed
for *C radioactivity. Animals were pretreated with 5% ethanol in their drinking
water for 0, 1, 3, 10, and 30 days and allowed access to 5% ethanol drinking
water until sacrifice.

e 119 mg/kg ["*C]urethane intravenous dose in rats and mice with CO», volatile
breath, urine, and feces collected up to 24 or 48 hours post dosing and analyzed
for *C radioactivity. Animals were pretreated with 5% ethanol in their drinking
water for 0, 1, 3, 10, and 30 days and allowed access to 5% ethanol drinking
water until sacrifice.

Second study:
e Single oral gavage administration of 3,000 mg/kg ethanol with percent ethanol
concentrations determined in blood and plasma of rats and mice.

e Oral administration of initial dose of 3,000 mg/kg ethanol to rats followed by a
second dose of 2,000 mg/kg 7.45 hours after the first dose. Percent ethanol
concentrations determined in blood and plasma of rats.

e Oral administration of initial dose of 3,000 mg/kg ethanol to mice followed by a
second dose of 3,000 mg/kg 4.45 hours after the first dose. Percent ethanol
concentrations determined in blood and plasma of mice.

Third study:

e Oral administration of initial dose of 3,000 mg/kg ethanol to rats followed by a
second dose of 2,000 mg/kg ethanol 7.45 hours after the first dose and 15
minutes after the first dose by a 4.75 mg/kg intravenous dose of ['*C]urethane.
'%C radioactivity as CO. and volatile organic levels in breath and in urine and
feces was determined.



e Oral administration of initial dose of 3,000 mg/kg ethanol to rats followed by a
second dose of 2,000 mg/kg ethanol 7.45 hours after the first dose and 15
minutes after the first dose by a 119 mg/kg intravenous dose of ['*Clurethane.
'%C radioactivity as CO. and volatile organic levels in breath and in urine and
feces was determined.

e Oral administration of initial oral gavage dose of 3,000 mg/kg ethanol to mice
followed 15 minutes later by an 4.75 mg/kg ['*Clurethane intravenous dose and
4.45 hours later by a second oral dose of 3,000 mg/kg. *C radioactivity as CO:
and volatile organic levels in breath was determined.

e Oral administration of initial oral gavage dose of 3,000 mg/kg ethanol to mice
followed 15 minutes later by an 119 mg/kg ['“Clurethane intravenous dose and
4.45 hours later by a second oral dose of 3,000 mg/kg. *C radioactivity as CO:
and volatile organic levels in breath determined.

Fourth study:
¢ Oral gavage administration of 3,000 mg/kg/day ethanol to rats and mice for 10
days, followed by a 24 hour washout period, then dosing with 4.75 mg/kg
['*Clurethane. 'C radioactivity as CO, and volatile organic levels in breath and in
urine and feces was determined.

e Oral gavage administration of 3,000 mg/kg/day ethanol to rats and mice for 10
days, followed by a 24 hour washout period, then dosing with 119 mg/kg
['*Clurethane. "C radioactivity as CO, and volatile organic levels in breath and in
urine and feces was determined.

Four studies were carried out. Three were designed to investigate the metabolism of
urethane after pretreatment with ethanol using an unsaturating dose (4.75 mg/kg) or a
saturating dose (119 mg/kg) of urethane. The other study was designed to investigate
the pharmacokinetics of ethanol after oral dosing.

In the first study, animals of both species were pretreated with ethanol in drinking water
at a 5% concentration (v/v). Of the two control groups, one group was treated with
['*Clurethane at the beginning of the study (Day 0) and the other control animals were
kept for 30 days under similar conditions but without ethanol pretreatment and then
treated with ['*C]urethane intravenously. The other groups were dosed with
['*Clurethane intravenously following consumption of 5% ethanol drinking water for 1, 3,
10, or 30 days.

The second study was a preliminary study to investigate the pharmacokinetics of
ethanol in plasma and blood cells of rats and mice following a single and double dose



administration of ethanol by gavage (30% w/v in water). Animals were not treated with
urethane in the pharmacokinetic study. The single dose study allowed selection of the
level and time of administration of the second dose to achieve and maintain alcohol
concentration levels in plasma and blood cells for 10-12 hours at at least 50% of the
maximum value after the initial dose in order to ensure that after dosing with
['*Clurethane, the ethanol level in the plasma was high enough to affect the metabolism
of urethane (if any).

The third study was a co-administration study to investigate the effect of ethanol present
in plasma and blood cells at a relatively high concentration on the metabolism of
urethane in rats and mice.

The fourth study was to determine the effect on the metabolism of urethane after
pretreatment with ethanol by gavage at 3,000 mg/kg/day for 10 days, followed by a 24
hour washout period, in rats and mice. At 24 hours after the last ethanol dose,
['*Clurethane was intravenously administered. The major objective was to determine if
ethanol pretreatment induced the metabolism of [*CJurethane without the presence of
ethanol in plasma at the time of urethane administration.

The total recovery of ['*C]urethane following intravenous administration (Table 35)
shows a high recovery value obtained in the low dose rats of the third study which is
probably due to cross-contamination.

Note that in the figure captions for Tables 7, 8, 15, 16, 23, 24, 31, and 32, the second
dose in rats was administered 7.45 min [sic] after the first dose. However, the text in the
report has the time as 7.45 hours after the first dose with the ['*Clurethane dose given
15 minutes after the first dose in both the compound administration and the results
section.

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.



Table 1: Concentration of sthanol (aa %) in plasma and blood cella of rata and mice
foliowing a aingle oral administration of ethanol at 3000 mg/kg

Concentration of ethanol*

Time (hr) Plasma Blood cella Plasma Blood cells
Rats | Mice

0.25 0.131 £ 0.025 0.092 £ 0.017 0.222 + 0.055 0.131 £ 0.019

0.5 0.161 £ 0.054 0.101 £ 0.029 0.261 £ 0.018 0.158 + 0.010
1 0.167 + 0.042 0.096 + 0.028 0.284 + 0.028 0.157 £ 0.017
2 0.181 + 0.087 0.103 + 0.042 0.254 + 0.025 0.150 + 0.010
3 0.188 + 0.091 0.113 £ 0.060 0.194 £ 0.100° 0.122 £ 0.012
4 0.179 £ 0.103 0.105 + 0.067 0.137 £ 0.027 0.080 + 0.012
5 0.153 £ 0.098 0.088 + 0.064 0.116 £ 0.09° 0.030 + 0.018
6 0.121 £ 0.093 0.073 £ 0.059 0.006 + 0.007 0.002 + 0.003
7 0.099 + 0.086 0.060 + 0.055 0.00 £ 0.00° 0.0+ 0.0
8 0.072 + 0.089 0.04S + 0.04S 0.001 £ 0.001 0.0+0.0

“ean + SD of data from four animals, unless otherwise indicated.
®Mean of data from three animals.



Table 2: Concentration of ethanol (as %) in plasma and blood cslis of rats and mice

foliowing p.o. administration of two doses of ethanol

Concsntration of ethanol*
Time (hr) Plasma Blood cella Plasma Blood celis
Rats Micef
0.2 0.138 + 0.043 0.095 £ 0.016¢ 0.314 + 0.148° 0.128 £ 0.012
1 0.148 + 0.041 0.097 + 0.027 0.220 + 0.046 0.160 + 0.028
2 0.150 + 0.084 0.108 + 0.052 0.210 £ 0.060 0.136 + 0.036
4 0.135 + 0.059 0.081 + 0.040 0.102 £ 0.017 0.062 + 0.010
6 0.098 + 0.063 0.065 + 0.054° 0.319 + 0.043 0.169 £ 0.116
8 0.186 + 0.087 0.099 + 0.061 0.384 1 0.032 0.283 + 0.032
9 0.329 £ 0.062¢ 0.194 + 0.054 0.307 £ 0.035 0.211 £ 0.028
10 0.231 £ 0.111 0.163 £ 0.082 0.338 £ 0.124 0.176 £ 0.032
1 0.246 £ 0.119 0.150 + 0.074 0.177 £ 0.060 0.121 £ 0.034
12 0.210 £ 0.101 0.157 £ 0.071 0.029 + 0.055 0.025 £ 0.032

Mean + SD of data from four animals, uniess otherwise indicated.

Rats received an initial dose of 3000 mg/kg. At 7.45 alter the first dose, they received a second

dose of 2000 mg/kg.

“Mice received two 3000 mg/kg doses, 4.45 hr apart.
9Mean of data from three animals.



Tabie 3: Exhalation of '*CO, following administration of ['*C]EC at 4.75 mg/kg Lv. to rats
pretreated with 5% ethanol In drinking water for 0-30 days

Ethanol pretreatment (days)

Time (hr) 0 1 3 10 30 Control®
Dose excreted (%)°

0-2 19.7 + 2.1 373140 28.8 + 3.1 429+8.4 293 + 19.0 145+ 4.6
2-4 222+1.2 225 1+ 6.3 255+ 23 17.4 £ 3.7 185 +5.6 173+ 3.6
4-6 19.5+29 11.1+1.6 144+ 2.7 11.7+34 13.7+1.6 172+ 75
6-8 126 £3.5 §2+13 52+0.8 6.9+23 55+19 96+0.7
8-10 83+28 '3.1 + 0.9 34108 36+1.1 27+1.2 56+1.2
10-12 54+19 1.3+0.8 1.8+04 10104 16106 35103
12-24 41+1.7 1.9+0.7 1.9+ 0.5 22+0.8 1.9+0.7 42+0.7

Dose excreted (cumulative %)

0-2 19.7 £ 2.1 37.3+4.0 28.8 + 3.1 429+84 293+19.0 145146
04 41919 5§99 + 8.7 §542+16 602+11.0 4781244 319177
0-6 61.4+33 71.0+ 7.8 68614 7191126 6141254 49.0+53
0-8 740+ 5.7 762+ 6.8 738+ 18 788+140 66.9127.1 58.6 + 4.7
0-10 823+ 8.2 793+ 6.0 772+22 824+14.7 69.5+128.1 64.2 +£3.7
0-12 87.7+9.8 80.5+5.3 79.0+25 8341148 71.11286 67.813.6
0-24 91.8+113 824+4.6 809+26 856154 73.1+29.2 720+3.2

*These animals were kept for 30 days without ethanol pretreatment, then dosed with EC.
®Mean + SD of data from four animals.



Table 4: Exhalation of **CO, following administration of ['*C]EC at 119 mg/kg Lv. to rats

Ethanol pretreatment (days)

pretreated with 5% ethanol Iin drinking water for 0-30 days

Time (hr) 0 1 3 10 30 Control*
Dose excreted (%)
0-2 64+1.0 6.6+ 1.1 6.1+1.2 102 +2.2 8.1+£1.2 43103
2-4 75+1.1 121+ 0.4 11.7+1.2 119120 9.6+ 0.7 72120
4-6 8.3+5.1 135+ 0.6 154+ 2.6 13.7+ 3.0 126 £1.7 78113
6-8 10.9+3.7 13.1+1.4 10.5+0.8 123123 111207 9.6+20
8-10 11.0+24 124+ 0.9 134115 156.0+2.2 95+ 0.6 7;8 +09
10-12 9.7+22 6.7+29 9.8+ 1.1 65+1.8 9.1+0.7 89+13
12-24 27.9+85 10.7 £ 4.9 12.7 £ 6.5 13.0+5.6 16.3 £ 5.1 -15.8 +12.0
Dose excreted (cumulative %)
0-2 6.4+1.0 6.6+ 1.1 6.1+1.2 102+ 22 8.1+1.2 43103
0-4 139+1.0 18.7+1.2 178+ 2.0 221 £33 176115 114122
0-6 2.1+45 322+1.2 332+44 358138 30.2+ 3.0 19.2+3.4
0-8 33.1+4.9 453125 438+ 5.1 48.1 £53 412+ 3.6 28.7+53
0-10 40+7.0 §7.7+3.0 57.1+6.6 63.1+7.1 50.8 + 4.1 36.5+6.2
0-12 5§3.7 £ 9.1 644+14 66.9 + 6.5 69.6 + 7.7 59.9 + 4.6 453175
0-24 81.6 £ 8.6 75.1+5.6 795+ 24 826+ 120 76.1+5.3 61.2+17.8

*These animals were kept for 30 days without ethanol pretreatment, then dosed with EC.

ean + SD of data from four animals.



Table 5: Exhatlatlon of “CO, following adminlistration of ['“C]EC at 4.75 mg/kg I.v. to mice
pretreated with 5% ethanol In drinking water for 0-30 days

Ethanol pretreatment (days)

Time (hr) 0 1 3 10 30 Control*
Dose excreted (%)"

0-2 822t 4.1 712+8.9 752+ 1.4 68.9+ 4.7 68.0 £ 9.3 75.0 £ 3.1
2-4 10.0 £ 0.1 9.41+85 63+ 1.1 13.0+ 3.0 6.8+0.7 7.110.6
4-6 27102 10+ 04 10105 15102 09+0.2 1.1 +0.1
6-8 2.1+01 0.4 £ 0.1 0.0 + 0.0° 0.7+ 0.1 03102 0.0+ 0.0
8-10 2.0+ 0.1 0.31+0.2 0.0+0.0 0.6 £0.2 0.2+0.3 0.0+0.0
10-12 1.9+0.1 0.1+0.2 0.0+ 0.0 0.6 £ 0.1 03103 0.0+£0.0
12-24 23101 0.5+0.1 04105 0.7t 0.1 04+05 0.0+ 0.0

Dose excreted (cumulative %)

0-2 82.2 + 4.1 71.2+89 752+ 14 68.9+4.7 68.0 £ 9.3 75.0 £ 3.1
0-4 92.2 + 4.0 80.6 + 2.8 815+1.0 819+27 748+ 95 82.1 £3.6
0-6 949+ 43 815+29 825+ 0.9 84.0+ 3.0 75.6 £ 9.5 832137
0-8 97.0 £+ 4.2 81.9+3.0 825109 84.0+3.0 76.0+9.5 83.2+37
0-10 99.0 + 4.2 82.2 + 3.1 825+ 0.9 84.6 £ 3.1 762+ 9.7 83.2+3.7
0-12 100.9 + 4.2 823 £3.2 825+0.9 85.1 £ 3.1 76.4+9.9 83.2+3.7
0-24 103.1 £ 4.2 82.8 +3.2 829+ 1.1 85.8+3.2 76.8+103 832137

®These animals were kept for 30 days without ethanol pretreatment, then dosed with EC.

®Mean + SD of data from four animals.

“Samples in which radioactivity was less than twice background for the system or the total radioactivity
was <0.1% of the dose were considered to contain zero percent.



Table 6: Exhalation of *CO, following administration of ['*C]EC at 119 mg/kg l.v. to mice

pretreated with 5% ethanol in drinking water for 0-30 days

Ethanol pretreatment (days)

Time (hr) 0 1 3 10 30 Contro*
Dose excreted (%)°
0-2 290t 14 46.0+25 383128 649152 541+ 34 319+ 14
24 46.1 £ 4.0 238+42 235 £ 3.1 83126 208+ 25 329 £25
4-8 153120 27+0.8 45119 09+£0.2 16+£04 13.3+1.6
6-8 22+ 0.7 0.6 £ 0.1 1.31£0.3 0.5+0.1 05+0.0 1.6+04
8-10 1.0+ 0.6 0.0 £ 0.0° 0.9+ 0.1 0.3+0.2 0.1+£0.2 06+04
10-12 1.0+ 0.8 0.0+ 0.0 0.7+ 0.2 0.3+0.2 0.1+£0.2 02+04
12-24 19+158 03103 1.2+£0.2 0.2+£0.3 02+03 0.2+04
Dose excreted (cumuiative %)
0-2 200+14 460+ 25 383 +28 649+52 541134 319+14
04 751127 69.8 £ 2.0 61.7+£32 73177 749 £ 2.6 648 £39
0-6 90.4 £ 0.8 725+ 2.7 66.3+3.2 742+7.9 76525 78.1 £5.0
0-8 926+ 1.0 73.1+28 6768+ 29 74779 769126 79.7 £ 5.1
0-10 93.6 £ 0.9 731128 684129 75.0+ 8.1 770+ 24 803152
0-12 946+ 14 73.1+28 69.1£3.0 753183 77124 80.5 £5.1
0-24 965+23 733+29 703+3.0 755 £ 8.1 773122 80.6 + 5.1

*These animals were kept for 30 days without ethanol pretreatment, then dosed with EC.

an + SD of data from four animals.
°Samples in which radioactivity was less than twice background for the system or the total radioactivity
was <0.1% of the dose were considered 10 contain zero percent.



Table 7: Exhalation of CO, by rats after ethanol treatment at a dose level of 3000 mg/kg
p.o. for 0, 1 and 10 days and adminlstration of ['*C)EC at 4.75 mg/kg I.v.*

Day
Time (hr) 1® 10° Control
Dose excreted (%)
0-2 2010.1 244121 197+ 21
2-4 22+05 19814 2221412
4-6 8355 124+ 1.1 195 +29
6-8 17615 9.3+ 04 126+ 35
8-10 28103 3605 83128
10-12 1.7+0.2 25107 5419
12-24 435163 29110 4117
24-32° 1002 0.0 £ 0.0° f
32489 0.8+0.7 0.0+ 0.0 f
Dose excreted (cumulative %)
0-2 20+0.1 244121 197+ 21
04 42106 442+ 36 41.9+1.9
0-6 124+ 6.0 56.6+ 3.2 61.413.3
0-8 30.0+6.3 658 +3.5 740157
0-10 32.716.2 69.4 + 3.1 82.3+8.2
0-12 344163 719129 87.7+9.8
0-24 779+ 1.6 74826 91.8+ 11.3
0-32¢ 79.6 + 1.1 739124 f
0-48¢ 80.4 + 1.6 73924 f

®Mean £ SD of data from four rats, unless otherwise indicated.
PRats were given two doses of ethanol, the first 3000 mg/kg, the second 2000 mgrkg, administered at
7.45 min after the first dose. ['*CJEC was administered at 15 min following the first ethanol dose.
°Rats were dosed with ethanol by gavage at 3000 mg/kg/day for 10 days, followed by a 24 hr washout

iod, then dosed with ['*C)EC.
ean of data from three rats.

®Samples in which radioactivity was below twice background for the system or the total radioactivity was
<0.1% of the dose were considered to contain zero percent.
'Control rats were sacrificed at 24 hr.
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Table 8: Exhalatlon of '*CO, by rats after ethanol treatment at a dosa level of 3000 mg/kg
p.o. for 0, 1 and 10 days and administration of ['*C]EC at 119 mg/kg I.v.*

Day
Time (hr) 1b 10° Control
Dose excreted (%)
0-2 1.6 0.1 7.0+ 06 6.411.0
24 14102 95105 75 1.1
4-6 1.4 0.1 8.2+0.9 8.315.1
6-8 1.7+£0.3 125+ 1.1 109137
8-10 1.0 0.1 9.310.4 11.0+24
10-12 1.3+ 0.1 11.810.9 9.7+22
12-24 61.2+3.3 11.8 £ 8.1 27.9+85
24-32¢ 29+21 02103 f
32-48¢9 04109 0.0 £ 0.0° f

Dose excreted (cumulative %)

0-2 1.6+ 0.1 7.0+ 0.6 641 1.0
04 3.0+0.3 16.6 £ 0.8 13.9+1.0
0-6 44104 247117 221145
0-8 6.010.6 372126 33.1+49

0-10 7.0+ 0.8 465128 44.0+7.0

0-12 8.410.8 58.3+2.7 53.7 9.1

0-24 69.6 + 4.0 701179 81.6 + 8.6

0-32¢ 724138 741122 f

0-48¢ 728142 741122 f

%Mean + SD of data from four rats, unless otherwise-indicated.
®Rats were given two doses of ethanol, the first 3000 mg/kg, the second 2000 mg/kg, administered at
7.45 min after the first dose. ['“CJEC was administered at 15 min following the first ethanol dose.
°Rats were dosed with ethanol by gavage at 3000 mg/kg/day for 10 days, followed by a 24 hr washout
{:ﬁod, then dosed with [*CJEC.
ean of data from three rats.
*Samples in which radioactivity was below twice background for the system or the total radioactivity was
<0.1% of the dose were considered to contain zero percent.
IControl rats were sacrificed at 24 hr.
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Table 9: Exhalation of "CO by mice after ethanol treatment at a dose level of 3000 mg/kg
p.o. for 0, 1 and 10 days and administration of ['*C]EC at 4.75 mg/kg l.v.*

Day
Time (hr) 1 10° Control
Dose excreted (%)
0-2 1.8+0.2 61.8+33 726 £ 3.8
2-4 2.0+ 0.6 8.31+0.8 8.81+438
4-6 §3+72 1.1+02 1.2+ 04
6-8 1.1£03 0.0 + 0.0° 03103
8-10 1.5+ 05 ©0.0£0.0 0.0 £ 0.0
10-12 404 + 27.9 0.0+ 0.0 0.0+ 0.0
12-24 19.6 + 24.0 0.0+ 0.0 02+ 0.0
24-32 | 0.6+0.5 0.0+0.0 0.0+ 0.0
32-48 0.1+0.2 0.0+ 0.0 0.0 £ 0.0

Dose excreted (cumulative %)

0-2 1.8+0.2 61.8+3.3 72.6 + 3.8
0-4 3.810.8 70.1+ 3.4 81.4+12
0-6 9.0+ 8.0 712132 825+ 15
0-8 10.1 £ 8.2 712+3.2 828+ 1.8
0-10 116+ 8.0 712132 828+ 1.8
0-12 5§2.0 £ 29.5 71.2+3.2 828 + 1.8
0-24 715+59 71.2+3.2 828 + 1.8
0-32 72.1+55 71.2+3.2 828+ 1.8
0-48 722+ 5.6 71.2+3.2 828+ 1.8

®Mean + SD of data from four mice.
bMice were given two 3000 mg/kg doses of ethanol by gavage, separated by 4.45 hr. (*CJEC was
administered at 15 min following the first ethanol dose.
“Mice were treated with ethanol by gavage at 3000 mg/kg/day for 10 days, followed by a 24 hr washout
Jpenod then dosed with ['“C]EC.

Samples in which radioactivity was less than twice background for the system or the total radioactivity
was <0.1% of the dose were considered to contain zero percent.
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Table 10: Exhalation of 1“CO, by mice after ethanol treatment at a dose level of 3000 mg/kg
p.o. for 0, 1 and 10 days and administration df [ “C]JEC at 119 mg/kg lv.*

Day
Time (hr) 1* 10° Control
| Dose excreted (%)
0-2 24101 255+ 11.7 416+1.9
24 22104 349+ 11.0 317110
4-8 48141 43114 107+ 1.4
68 1.1:03 0.0 £ 0.0° 20105
8-10 1.2+0.2 0.0 £ 0.0 0.7 0.1
10-12 1111142 0.0+0.0 02103
12-24 48.0+17.8 0.0£0.0 02104
24-32 1.2+ 05 0.0£0.0 0.0£ 0.0
32-48 0.2+ 05 0.0+ 0.0 0.0 0.0
Dose excreted (cumulative %)
0-2 24101 255+11.7 4168+19
04 46104 60.3 +3.6 733126
0-6 94144 647124 640+ 1.6
0-8 105+ 4.6 647124 860+ 1.4
0-10 1.7+ 49 647 £24 866+ 1.4
0-12 28+18.9 64.7+2.4 868+ 1.4
0-24 708 £ 4.4 64.7+2.4 87.0+ 1.1
0-32 719+ 44 64.7+2.4 87.0 1.1
0-48 722147 64.7+24 87.0% 1.1

*Mean + SD of data from four mice.
SMice were given two 3000 mg/kg doses of sthanol by gavage, separated by 4.45 hr. ['“C]EC was
administered at 15 min following the first ethanol dose.
Mice were treated with ethanol by gavage at 3000 mg/kg/day for 10 days, followed by a 24 hr washout
, then dosed with [“CJEC.
es In which radioactivity was less than twice background for the system or the total radioactivity
was <0.1% of the dose were considered to contain zero percent.
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Table 11: Exhalation of '*C radioactivity as volatile organics following administration of
['*C]EC at 4.75 mg/kg Lv. to rats pretreated with 5% ethanol in drinking water for

0-30 days

Ethanol pretreatment (days)

Time (hr) 0 1 3 10 30 Controi*
Dose excreted (%)"

0-2 0.31+0.2 0.3t0.1 0.1+ 0.0 02+0.1 0.1+0.0 0.0+ 0.1
2-4 04102 0.1t0.1 0.1+ 0.1 0.1+0.1 0.1 £ 0.1 0.0+ 0.1
4-6 0.5+03 0.1+0.1 0.1 £ 0.1 0.0 £ 0.0° 0.1+ 0.1 0.0+ 0.1
6-8 0.5+03 0.0+ 0.1 0.0+ 0.0 0.0+ 0.0 0.0+ 0.0 0.0+ 0.0
8-10 0.4+03 0.0 0.1 0.0+ 0.0 0.0+ 0.1 0.0+ 0.1 0.0+ 0.0
10-12 0.4+03 0.0+ 0.0 0.0+ 0.0 0.0+0.0 0.0+0.0 0.0+ 0.0
12-24 1.110.6 0.1 £ 0.1 0.0+0.1 0.1+0.1 0.1£0.1 0.1+£0.0

Dose excreted (cumulative %)
0-2 0.3+0.2 03t0.1 0.1+0.0 0.2+0.1 0.1+0.0 0.0+ 0.1
0-4 0.7+04 0.4+0.1 0.2+ 0.0 02102 0.2+ 0.1 0.1 £ 0.1
0-6 1.1106 04+0.2 0.2+ 0.1 02+0.2 0.2+ 0.1 0.1+02
0-8 1.6+ 0.9 05102 0.2+ 0.1 02+0.2 0.2+0.1 0.1+0.2
0-10 20+1.2 0.5+0.2 0.2+ 0.1 03+0.2 03+0.1 0.1+0.2
0-12 24115 05+0.2 0.2+ 0.1 0.3+0.2 0.3+0.1 0.1+0.2
0-24 35+21 0.5+03 0.3+ 0.1 03102 04102 02+0.2

®These animals were kept for 30 days without ethanol pretreatment, then dosed with EC.

®Mean + SD of data from four rats.

°Samples in which radioactivity was below twice background for the system or the total radioactivity was
<0.1% of the dose were considered to contain zero percent.
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Table 12: Exhalation of '“C radioactivity as volatlle organics following administration of
[*“C]EC at 119 mg/kg L.v. to rats pretreated with 5% ethanol in drinking water for

0-30 days

Ethanol pretreatment (days)

Time (hr) 0 1 3 10 30 Control*
Dose excreted (%)

0-2 0.2+ 0.1 0.2 £ 0.1 0.2+ 0.1 0.1+0.0 0.0 £ 0.1¢ 0.1+£0.1
2-4 0.2+ 0.1 0.1 £ 0.1 0.1+ 0.1 0.0+ 0.1 0.0+ 0.1 0.1+ 0.1
4-6 0.2+ 0.1 0.1+ 0.1 0.1 £0.0 0.1+0.0 0.1+£0.0 0.1+£0.1
6-8 0.3+ 0.1 0.1 £ 0.0 0.1 £0.0 0.1+0.1 0.1+ 0.1 0.1 £ 0.1
8-10 0.3+0.1 0.1+ 0.1 0.1+ 0.1 0.1 £0.1 0.1+0.1 0.1 £ 0.1
10-12 0.3+00 0.1+£0.1 0.0+ 0.1 0.0+ 0.0 0.1 £0.1 0.1 £ 0.1
12-24 0.7+03 0.2 £ 0.1 0.0+ 0.1 0.1+0.1 0.2+ 0.1 0.1+ 0.1

Dose excreted (cumulative %)
0-2 0.2+ 0.1 0.2+ 0.1 0.2+ 0.1 0.1+0.0 0.0+ 0.1 0.1+ 0.1
0-4 0.4+02 03+0.2 0.3+ 0.1 0.1+ 0.1 0.1+0.1 0.1+£0.1
0-6 0.6 £ 0.2 0.4+0.2 0.4+0.1 0.2+0.0 0.2+ 0.1 02+0.2
0-8 0.8+ 0.1 0.5+0.2 0.5+ 0.1 03+0.1 0.2+ 0.1 03+0.2
0-10 1.1+£0.2 0.6 £0.2 0.5+ 0.2 0.4+ 0.1 03 +0.2 0.4+03
0-12 1.310.3 0.7+£0.2 0.6+0.2 0.4+0.1 0.4+0.2 0.4+0.3
0-24 2.0+ 0.6 0.9+0.3 0.6 £ 0.1 0.6+ 0.1 0.5+0.2 0.6+0.3

®*These animals were kept for 30 days without ethanol pretreatment, then dosed with EC.

bMean of data from four rats.

°Samples in which radioactivity was below twice background for the system or the total radioactivity was
<0.1% of the dose were considered to contain zero percent.
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Table 13: Exhalation of 4C radloactivity as volatlle organics following administration of
[*4C]EC at 4.75 mg/kg l.v. to mice pretreated with 5% ethanol in drinking water for

0-30 days

Ethanol pretreatment (days)

Time (hr) 0 1 3 10 30 Control*
Dose excreted (%)

0-2 0.510.1 0.1+0.1 0.1+0.1 0.1+0.1 0.0 £ 0.0° 0.2+ 0.0
2-4 0.1+ 0.1 0.0+ 0.1 0.0+ 0.1 0.1t0.1 0.1+ 0.1 0.1 £ 0.1
4-6 0.1 £0.1 0.1+ 0.1 0.0+ 0.1 0.0+0.1 0.0+ 0.1 0.0+ 0.0
6-8 0.0+ 0.0 0.0+ 0.0 0.0+0.0 0.0+ 0.0 0.0+ 0.1 0.0+ 0.0
8-10 0.0+ 0.0 0.0+ 0.0 0.0+ 0.0 0.0+ 0.1 0.0+ 0.0 0.0+ 0.0
10-12 0.0t 0.1 0.0+0.0 0.0+ 0.0 0.0+ 0.0 0.0+ 0.0 0.0+ 0.0
12-24 0.0+ 0.0 0.0+ 0.1 0.0 £0.1 0.0+0.0 0.0+ 0.0 0.0+ 0.0

Dose excreted (cumulative %)
0-2 0.5+ 0.1 0.1+ 0.1 0.1+0.1 0.1+0.1 0.0+ 0.0 0.2+ 00
0-4 0.5+ 0.1 0.2+ 0.1 0.2+ 0.1 0.2+0.0 0.1+ 0.1 0.3+0.1
0-6 0.6+ 0.1 0.2+ 0.1 0.2+ 0.1 0.2+ 0.1 0.1+0.1 0.3+0.1
0-8 0.6+ 0.1 0.2+ 0.1 0.2+ 0.1 0.2+ 0.1 0.1 £ 0.0 03+0.1
0-10 0.6 £ 0.1 0.2+ 0.1 02+ 0.1_ 0.2+ 0.0 0.1 £0.0 0.3 +0.1
0-12 0.6 +0.2 0.2+ 0.1 0.2+ 0.1 0.2+ 0.0 0.1+£0.0 03+0.1
0-24 0.6 £ 0.2 0.2+ 0.1 0.2+ 0.1 0.2+ 0.0 0.1+£00 03 +0.1

®These animals were kept for 30 days without ethanol pretreatment, then dosed with EC.
ean of data from four mice.
¢Samples in which radioactivity was below twice background for the system or the total radioactivity was
<0.1% of the dose were considered to contain zero percent.
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Table 14: Exhalation of '*C radloactivity as volatile otganics following administration of
[*“C]EC at 119 mg/kg I.v. to mice pretreated with 5% ethanol In drinking water for

0-30 days

Ethanol pretreatment (days)

Time (hr) (] 1 3 10 30 Control*
Dose excreted (%)

0-2 0.3+0.2 0.2+ 0.1 0.2+ 0.1 0.1+ 0.1 0.1+02 0.2+ 0.2
24 0.2 £0.1 0.1+£0.1 0.1+ 0.1 0.1£0.1 0.2+ 0.0 0.3+0.1
4-6 0.1+£0.1 0.0+ 0.1¢ 0.0 £ 0.1 0.0+ 0.0 0.1+ 0.1 0.1+0.1
6-8 0.0 £ 0.1 0.0+ 0.0 0.0 £ 0.1 0.0+ 0.0 0.0+ 0.0 0.1 £ 0.1
8-10 0.0+0.0 0.0+ 0.0 0.0+ 0.0 0.0+ 0.0 0.0+ 0.0 0.0+0.0
10-12 0.0+0.0 0.0+ 0.0 0.0+ 0.1 0.0+ 0.0 0.0+ 0.0 0.0+ 0.0
12-24 0.1+0.1 0.0+ 0.0 0.0+0.1 00+£0.0" 0.0+ 0.0 0.1 £ 0.1

Dose excreted (cumulative %)
0-2 0.3+0.2 0.2+ 0.1 0.2+ 0.1 0.1+£0.1 0.1+£0.2 0.2+0.2
0-4 0.5+0.2 0.3+ 0.1 0.3+ 0.1 0.2+ 0.1 0.31+0.2 05102
0-6 0.5+0.2 0.3+0.1 0.3+ 0.1 0.2+ 0.1 0.4+0.2 0.6 £ 0.2
0-8 0.6+0.2 0.3+0.1 0.3+ 0.1 0.2+ 0.1 0.4+0.2 0.7+ 03
0-10 0.6 +0.2 0.3+0.1 0.3+ 0.1 0.2+ 0.1 0.4+0.2 0.7+03
0-12 0.6 £0.2 0.3+ 0.1 0.4+ 0.1 0.2+ 0.1 0.4+0.2 0.7+0.3
0-24 0.6 £ 0.2 0.3+0.1 0.4+0.2 0.2+ 0.1 0.4+0.2 0.7+03

*These animals were kept for 30 days without ethanol pretreatment, then dosed with EC.

bMean of data from four animals.

°Samples in which radioactivity was below twice background for the system or the total radioactivity was
<0.1% of the dose were considered to contain zero percent.
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Table 15: Exhalation of *“C radioactivity aa volatile organics b"y rats after ethanol treatment

at a dose level of 3000 mg/kg p.o. for 0, 1 and 10 days and administration of

['“CJEC at 4.75 mg/kg Lv."
Day
Time (hr) 1* 10° Control
Dose excreted (%)
0-2 0.1+0.1 0.2+0.1 03102
2.4 0.1£0.1 0.1£0.1 0.410.2
4-6 0.110.1 0.0 £0.0° 05:03
8-8 0.1£0.0 0.0£0.0 05+0.3
8-10 0.1 0.1 0.0 £ 0.0 04103
10-12 0.2+ 0.1 0.0+ 0.0 04103
12-24 0.310.1 0.0+ 0.0 11106
24-32° 0.1£0.0 0.0 0.0 f
32.48° 0.1£0.1 0.1£0.1 f
Dose excreted (cumulative %)
0-2 0.1£0.1 0.2+0.1 0.3£0.2
04 0.2+ 0.1 0.2+ 0.1 0.7+0.4
0-6 0.3+0.1 0.210.1 11106
0-8 0.40.1 0.2+ 0.1 16109
0-10 0.6 0.1 0.210.1 20:1.2
0-12 0.7£0.1 0.2+ 0.1 24115
0-24 1.0+ 0.1 0.2+ 0.1 35:21
0-32* 1.0+0.1 0.2 0.1 f
0-48° 1.2+ 0.1 0.3+0.1 f

*Mean + SD of data from four rats, uniess otherwise indicated.
®Rats were given two doses of ethanol, the first 3000 mg/kg, the second 2000 mg/kg, administered at

7.45 min after the first dose. ['*C]EC was administered at 15 min following the first ethanol dose.

‘Rats were dosed with ethanol by gavage at 3000 mg/kg/day for 10 days, followed by a 24 hr washout

mm dosed with [“CJEC.
in which radioactivity was less than twice background for the system or the total radioactivity
was <0.1% of the dose were considered to contain zero percent.

*Mean of data from three rats.

'Control rats were sacrificed at 24 hr.
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Table 16: Exhalation of '4C radioactivity as volatiie organies by rats after ethanol treatment0
at a dose level of 3000 mg/kg p.o. for 0, 1 and 10 days and administration of
[*C]EC at 119 mg/kg L.v.°0

Day
Time (hr) 1* 10° Control
Dose excreted (%)
0-2 0.0+ 0.19 0.0£0.1 0.2+0.1
2-40 0.110.1 0.1£0.1 0.2+ 0.1
4-80 0.1£0.1 0.1£0.1 0.2+ 0.1
6-80 0.110.0 0.1£0.1 0.310.1
6-100 0.2+ 0.1 0.0+ 0.1 0.310.1
10-120 0.210.1 0.1+ 0.0 0.310.0
12-240 0.7+0.2 0.1+0.0 0.7+0.30
24-32% 0.1£0.1 0.0 £ 0.0 f
3248% 0.1+0.1 0.0 £ 0.0 f
Dose excreted (cumulative %)
0-20 0.0+0.1 0.0+ 0.1 0.2+0.1
0-40 0.110.1 0.1+0.1 0.4+0.2
0-60 0.210.1 0.210.1 0.6+02
0-80 0.310.1 0.3+0.2 0.810.1
0-100 05+02 03+0.2 1.1:0.2
0-120 06102 0.4+0.2 1.31£0.3
0-240 13103 05+0.2 2.0+ 0.6
0-32* 1.4+03 05:03 f
0-48° 1.5+03 05+03 t

“Mean + SD of data from four rats, unless otherwise indicated.

>Rats were given two doses of ethanol, the first 3000 mg/kg, the second 2000 mg/kg, administered at
7.45 min after the first dose. [“C]EC was administered at 15 min following the first ethanol dose.

°Rate were dosed with ethanci by gavage at 3000 mg/ig/day for 10 days, foliowed by a 24 hr washout

, then dosed with ['“CJEC.
g::lc in which radloactivity was less than twice background for the system or the total radioactivity
was <0.1% of the dose were considered to contain zero percent.
“Mean of data from three rats.
'Controi rats were sacrificed at 24 hr.
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Table 17: Exhalation of '4C radioactivity as volatile organics by mice after ethanol treatment
at a dose level of 3000 mg/kg p.o. for 0, 1 and 10 days and administration of
[**CJEC at 4.75 mg/kg I.v."

Day
Time (hr) 1® 10° Control
Dose excreted (%)

0-2 0.4+0.2 0.2+0.1 0.5+0.4
2-4 0.6+0.3 0.1£0.1 0.1 0.1
4-6 0.7+ 0.4 0.0 £ 0.0° 0.1+0.1
6-8 0.4+0.1 0.0+0.0 0.0+0.1
8-10 0.30.1 0.0+ 0.0 0.0+ 0.1
10-12 0.210.1 0.0+ 0.0 0.0+ 0.0
12-24 0.4+0.1 0.0+0.0 0.0 0.1
24.32 0.1+0.1 0.0+ 0.0 0.0£0.0
3248 "~ 0.2%0.1 0.1+0.1 0.0+ 0.0

Dose excreted (cumulative %)

0-2 0.4+0.2 0.2+0.1 05104
0-4 09103 0.2+0.1 0.6+04
0-6 1.7+ 0.6 0.2+ 0.1 0.6+ 03
0-8 2.0+0.7 0.2+ 0.1 0.7+ 03
0-10 23107 0.2+0.1 0.7+04
0-12 25108 0.2+ 0.1 0.7+04
0-24 29108 0.2+ 0.1 0.7+04
0-32 29108 0.2+ 0.1 0.7+04
0-48 31109 03+0.1 0.7+04

8Mean + SD of data from four mice.
bMice were given two 3000 mg/kg doses of ethanol by gavage, separated by 4.45 hr. ['“C]JEC was
administered at 15 min following the first ethanol dose.
“Mice were treated with ethanol by gavage at 3000 mg/kg/day for 10 days, followed by a 24 hr washout
riod, then dosed with [“C]EC.
amples in which radioactivity was less than twice background for the system or the total radioactivity
was <0.1% of the dose were considered to contain zero percent.



Table 18: Exhalatlon of C radloactivity as volatile organics by mice after ethanol treatment

at a dose level of 3000 mg/kg p.o. for 0, 1 and 10 days and adminlstration of

[*“CJEC at 119 mg/kg L.v.*

Day
Time (hr) 1b 10° Control
Dose excreted (%)
0-2 0.6 £ 0.1 0.0+0.19 0.3+0.1
2-4 0.5+0.2 0.310.2 0.10.1
4-6 0.8+0.1 0.3+0.0 0.0 0.1
6-8 0.4+0.1 0.1£0.1 0.0 £ 0.0
8-10 0.3+0.1 0.1 % 0.1 0.0 + 0.0
10-12 0.2+0.0 0.0+ 0.1 0.0 £ 0.0
12-24 0.5%0.2 0.1+ 0.1 0.0+ 0.0
24-32 0.1+0.1 0.1+ 0.1 0.0 £ 0.0
3248 0.2+ 0.1 0.1+0.1 0.0 £ 0.0
Dose excreted (cumulative %)

0-2 0.6 + 0.1 0.0+ 0.1 0.3 0.1
0-4 1.0+ 0.1 0.310.2 0.4+02
0-6 1.810.1 0.6+0.2 0.5+0.2
0-8 22102 0.7+ 0.1 0.5+0.2
0-10 25103 0.8+0.2 0.5+0.2
0-12 27103 0.810.2 0.5+0.2
0-24 3.1+04 09102 0.5+0.2
0-32 33105 09103 0.5+0.2
0-48 34105 1.0£03 0.5+0.2

®Mean + SD of data from four mice.

PMice were given two 3000 mg/kg doses of ethanol by gavage, separated by 4.45 hr. ['“C]JEC was
administered at 15 min following the first ethanol dose.
“Mice were treated with ethanol by gavage at 3000 mg/kg/day for 10 days, followed by a 24 hr washout
dperiod, then dosed with ['*CJEC.

Samples in which radioactivity was less than twice background for the system or the total radioactivity
was <0.1% of the dose were considered to contain zero percent.
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Table 19: Urinary excretion of '“C radioactivity following administration of ['*C]EC at 4.75
mg/kg Lv. to rats pretreated with 5% ethanol In drinking water for 0-30 days

Ethanol pretreatment (days)

Time (hr) 0 1 3 10 30 Control*
Dose excreted (%)
0-4 08116 3.0t15 3.2+1.3 15+1.7 48+24 13127
4-8 41125 3.0+1.7 3.4+£1.0 3.9+20 40+0.9 55+1.8
8-12 3.0+1.7 14107 1.8+ 0.6 1.8109 15+0.7 21109
12-24 15105 1.2+0.2 14+04 09+03 16104 1.710.6
Dose excreted (cumulative %)

0-4 08+1.6 3.0+15 3.2+13 15+1.7 48124 13t27
0-8 49+1.2 6.0t1.1 6.7+14 54+1.2 8.8+1.7 69+1.4
0-12 79+1.1 7.4+04 8.4+1.0 71116 102+ 13 89+1.0
0-24 9.4+13 8.6+ 0.6 9.8+ 0.7 80+1.7 11918 10.7+£1.0

*These animais were kept for 30 days without ethanol pretreatment, then dosed with EC.

bMean + SD of data from four animals.



Table 20: Urinary excretion of 4C radloactivity following adminlstration of ['“C]JEC at 119
mg/kg Lv. to rats pretreated with 5% ethanol In drinking water for 0-30 days

Ethanol pretreatment (days)

Time (hr) 0 1 3 10 30 Control*
Dose excreted (%)°

0-4 15+1.0 0.3+0.6 0.0 £ 0.0° 0.2+05 3.81+28 04+0.8

4-8 3.0t15 40123 47 +£3.3 3.9+0.8 51140 461+3.2

8-12 1.7+14 2013 3.7+28 3.4+£3.1 26+ 0.6 29116

12-24 3.1+04 1.8+ 0.5 3.1+04 1.6+£03 21104 35+1.1

Dose excreted (cumulative %)

0-4 1.5+£1.0 0.3+ 0.6 0.0 £ 0.0 02105 3.8+28 04108
0-8 45+1.4 43+2.1 4.7+ 3.3 4.2+ 0.6 89+15 50134
0-12 6.2+17 6.2+ 1.1 85+0.8 76132 115+14 78122
0-24 93+1.8 8.1+1.2 115107 9.1+35 13.6+ 1.8 113120

*These animals were kept for 30 days without ethanol pretreatment, then dosed with EC.

®Mean + SD of data from four animals. .

“Samples in which radioactivity was below twice background for the system or the total radioactivity was
<0.1% of the dose were considered to contain zero percent.



Table 21: Urinary excretion of '“C radioactivity following administration of ['*C]EC at 4.75
mg/kg Lv. to mice pretreated with 5% ethanol in drinking water for 0-30 days

Ethanol pretreatment (days)

Time (hr) 0 1 3 10 30 Control*
Dose excrsted (%)°
0-4 1121 23+1.9 20+24 2.014.1 3.5+£37 27+34
4-8 0.8+ 1.0 1.2+ 1.5 03105 0.0+ 0.0° 0.0+ 0.1 0.1 +£0.2
8-12 48 + 3.1 45145 1.2+23 7.0+ 28 22+ 1.1 4.3+ 3.1
12-24 0.8+04 0.3+0.2 0.0+ 0.1 0.9+0.8 0.4+0.1 23117
Dose excreted (cumulative %)

04  11zt21 23119 20124 20141 35137 27134
0-8 19124 3.5+29 23t 21 20141 35137 2.8+35
0-12 6.6+ 1.1 8.0+1.8 3.413.7 9.0+1.3 57142 70+ 1.4
0-24 75+0.8 8.2+1.7 3.4+37 9.9+1.2 6.1+42 93+1.0

“These animals were kept for 30 days without ethanol pretreatment, then dosed with EC.

®Mean + SD of data from four animals.
¢Samples in which radioactivity was below twice background for the system or the total radioactivity was

<0.1% of the dose were considered to contain zero percent.
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Table 22: Urlinary excretion of C radloactivity following adminlstration of ['*C]EC at 119
mg/kg Lv. to mice pretreated with 5% ethanol In drinking water for 0-30 days

Ethanol pretreatment (days)

Time (hr) 0 1 3 10 30 Control*
Dose excreted (%)°

0-4 05+1.0 23+ 4.6 40+ 4.0 22+2.6 43+3.0 29134

4-8 0.0+00° 0.0+0.0 0.0+ 0.1 0.8+1.2 0.2+ 0.5 1.3+26

8-12 40134 3.6+4.1 8.0t 6.1 6.8 £ 6.2 43+4.2 35+24

12-24 45135 2.0+2.0 0.7+ 0.9 0.5+04 0.7+ 04 09+1.0

Dose excreted (cumulative %)

0-4 05+1.0 2.3+ 4.6 4014.0 22126 4313.0 29+34
0-8 05+1.0 2.3+ 4.6 41140 3.0+ 3.7 45+32 42+28
0-12 45+3.2 59+4.0 120+ 6.5 9.7+ 3.5 88+15 7.7+£12
0-24 8.9+0.8 7.8+2.1 127+ 7.0 10.3+3.2 95+1.4 8.6+13

®These animals were kept for 30 days without ethanol pretreatment, then dosed with EC.

bMean + SD of data from four animals.

“Samples in which radioactivity was below twice background for the system or the total radioactivity was
<0.1% of the dose were considered to contain zero percent.
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Table 23: Urinary excretlon of '“C radloactivity by rats after ethanol treatment at a dose
level of 3000 mg/kg p.o. for 0, 1 and 10 days and adminlstration of ['*C]JEC at 4.75

mg/kg i.v.*
Day
Time (hr) 1be 10¢ Control
Dose excreted (%)
0-4 125+ 5.0 82125 08+1.6
4-8 82+1.5 34126 41125
8-12 46+1.3 25122 30117
12-24 10.9+ 3.4 1.6+ 0.0 1.5+05
24-32° 37+1.2 0.110.1 f
32-48° 49+3.2 0.3+ 0.1 f
Dose excreted (cumulative %)
0-4 125 +5.0 82125 08+ 1.6
0-8 207+ 4.8 116 £0.3 49+1.2
0-12 253 £ 5.6 140+ 2.2 79+1.41
0-24 362179 15.6 £ 2.2 9.4+1.3
0-32° 39.3+9.8 15.7+£0.3 t
0-48° 442+ 129 16.0 £ 0.2 f

®Mean + SD of data from four rats, unless otherwise indicated.

PRats were given two doses of ethanol, the first 3000 mg/kg, the second 2000 mg/kg, administered at
7.45 min after the first dose. [“C]EC was administered at 15 min following the first ethanol doss.

“Urinary radioactivity collected from this group was unusually high. We suspect cross-contamination of
the metabolism cages.

9Rats were dosed with ethanol by gavage at 3000 mg/kg/day for 10 days, followed by a 24 hr washout
period, then dosed with ['“CJEC.

®Mean of data from three rats.

'Control rats were sacrificed at 24 hr.
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Table 24: Urinary excretion of '4C ndlo.ctMtY by rats after ethanol treatment p.o. for 0, 1
and 10 daya and administration of ['“C]EC at 119 mg/kg |.v.*

Day
Time (hr) 1® 10° Control
Dose excreted (%)
0-4 38126 5.614.0 15+ 1.0
4-8 8.0+3.6 57+27 30%15
8-12 29107 41109 1714
12-24 6.9+ 4.1 25108 3.1104
2432 1.0+ 04 0.2+ 0.19 o
3248° 0.810.3 0.4+ 0.2° °

Dose excreted (cumulative %)

0-4 38126 5.614.0 1.5+1.0
0-8 118121 112118 451 1.4
0-12 14611.8 153 1.9 6217
0-24 215138 178113 93118
0-32¢ 25137 17.9 1 1.69 °
0-48° 233134 183 1.7¢ °

“Mean + SD of data from four rats, uniess otherwise indicated.
Rats were given two doses of ethanol, the first 3000 mg/kg, the second 2000 mg/kg, administered at
7.45 min after the first dose. [“C]EC was administered at 15 min following the first ethanol dose.
‘Rats were dosed with ethanol by gavage at 3000 mg/kg/day for 10 days, followed by a 24 hr washout
, then dosed with [“CJEC.
of data from three rats.
*Control rats were sacrificed at 24 hr.



Table 25: Urinary excretion of 4c radloactivity by mice after ethanol treatment at a dose
level of 3000 mg/kg p.o. for 0, 1 and 10 days and administration of ['*CJEC at 4.75

mg/kg l.v.*
Day
Time (hr) b 10° Control
Dose excreted (%)

0-4 12+24 14129 09+1.1

4-8 3.3+3.1 26+5.2 1.6+£3.2
8-12 0.3+04 6.3+3.9 60t22°

12-24 54+1.8 0.21+0.2 0.8+0.5

24-32 0.5+ 0.5 0.7+ 1.0 0.2+03

32-48 0.7+0.7 0.0 + 0.1 0.210.1

Dose excreted (cumulative %)

0-4 12124 14129 09+1.1

0-8 45128 4.0+5.0 25128

0-12 48+27 103+ 1.6 85+14

0-24 102+ 29 105+1.8 9.3+1.7

0-32 10.7 £ 2.7 11.2+1.6 95+14

0-48 114127 113116 9.71+14

%Mean + SD of data from four mice.
®Mice were given two 3000 mg/kg doses of ethanol by gavage, 4.45 hr apart. ['*C]JEC was administered
at 15 min following the first ethanol dose.
“Mice were treated with ethanol by gavage at 3000 mg/kg/day for 10 days, followed by a 24 hr washout
feriod, then dosed with ['“CJEC.

Samples in which radioactivity was less than twice background for the system or the total radioactivity
was <0.1% of the dose were considered to contain zero percent.
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Table 26: Urinary excretion of '“C radioactivity by mice after ethanol treatment at a dose
level of 3000 mg/kg p.o. for 0, 1 and 10 days and adminlstration of ['4C]EC at 119

mg/kg I.v.*
Day
Time (hr) 1® 10° Control
Dose excreted (%)

0-4 6.41 1.1 41135 0.0 £ 0.0°
4-8 4.1+39 4.0+ 47 0.0+ 0.0
8-12 0.6+0.7 14+1.6 77152
12-24 49+1.9 0.9+0.9 41152
24-32 0.6+04 04+04 08113
3248 1.1+04 04102 03+0.2

Dose excreted (cumulative %)

0-4 64+1.1 41135 0.0+ 0.0
0-8 105+ 3.5 8.1+38 0.0+ 0.0
0-12 11.1+£3.9 95+24 7.7+5.2
0-24 16.0+ 4.0 104 +£23 119+ 1.7
0-32 16.5+4.2 108+24 126+ 1.0
0-48 17.6 £ 4.1 112+24 ) 129+ 1.0

®Mean + SD of data from four mice.
bMice were given two 3000 mg/kg doses of ethanol by gavage, 4.45 hr apart. ['4C)EC was administered
at 15 min following the first ethanol dose.
“Mice were treated with ethanol by gavage at 3000 mg/kg/day for 10 days, followed by a 24 hr washout
%eriod. then dosed with ['“C)EC.
amples in which radioactivity was less than twice background for the system or the total radioactivity
was <0.1% of the dose were considered to contain zero percent.



Table 27: Fecal excretion of 4C radioactivity following administration of ['*C]EC at 4.75
mg/kg Lv. to rats pretreated with 5% ethanol In drinking water for 0-30 days

Ethanol pretreatment (days)

Time (hr) 0 1 3 10 30 Control®
Dose excreted (%)°

0-4 0.0 £ 0.0° 0.0+ 0.0 0.1+ 0.2 0.2+ 0.1 0.0+ 0.0 0.0+ 0.0

4-8 0.1+£0.1 0.1+ 0.1 0.0+0.0 0.1+0.1 0.0+ 0.1 0.0+ 0.0

8-12 0.1+ 0.1 0.1 £ 0.1 0.1£0.1 0.1 +£0.1 0.1+0.1 0.1+ 0.1

12-24 0.4 +0.2 0.5+0.2 04 +0.1 0.2+0.2 0.3+ 0.1 03101

i

Dose excreted (cumulative %)

0-4 0.0+ 0.0 00+£00  01%0.2 0.2+ 0.1 0.0+ 0.0 0.0+ 0.0
0-8 0.1+£0.1 0.1+ 0.1 0.1+0.2 0.3+0.1 0.0+ 0.1 0.0+0.0
0-12 0.1£0.1 0.2+0.1 0.2+0.2 0.3+ 0.1 0.1+ 0.1 0.1+0.1
0-24 0.5+ 0.1 0.6+0.3 0.6+0.3 0.6+0.2 0.3+0.1 04102

®These animals were kept for 30 days without ethanol pretreatment, then dosed with EC.

®Mean + SD of data from four animals.
¢Samples in which radioactivity was below twice background for the system or the total radioactivity was

<0.1% of the dose were considered to contain zero percent.
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Table 28: Fecal excretion of '*C radloactivity following administration of ['*C]JEC at 119
mg/kg l.v. to rats pretreated with 5% ethanol In drinking water for 0-30 days

Ethanol pretreatment (days)

Time (hr) 0 1 3 10 30 Control*
Dose excreted (%)°

0-4 0.0 £ 0.0° 0.0+ 0.0 0.0+ 0.0 0.1 £ 0.1 0.0+0.0 0.0+ 0.0

4-8 0.1+£0.2 0.0+ 0.0 0.0+ 0.0 0.0+ 0.0 0.0+ 0.1 0.1 £ 0.1

8-12 0.3+05 0.1+ 0.1 0.2 £ 0.1 0.1+£0.1 0.2+ 0.1 0.2+0.1

12-24 22+ 31 0.2+ 0.1 0.3+ 0.1 0.2+£0.2 0.2+02 0.3+0.2

Dose excreted (cumulative %)

0-4 0.0+ 0.0 0.0+0.0 0.0+ 0.0 0.1+0.1 0.0+ 0.0 0.0+£0.0
0-8 0.1+0.2 0.0+ 0.0 0.0+ 0.0 0.1 £0.1 0.1 £ 0.1 0.1+01
0-12 0405 0.1£0.1 0.2+ 0.1 0.1 £0.1 0.3+ 0.1 0.2+0.1
0-24 26+ 3.6 0.3+0.2 0.5 0.1 0.4+0.2 05+0.2 05+0.3

*These animals were kept for 30 days without ethanol pretreatment, then dosed with EC.

®Mean + SD of data from four animals.
€Samples in which radioactivity was below twice background for the system or the total radioactivity was

<0.1% of the dose were considered to contain zero percent.
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Table 29: Fecal excretion of *4C radloactivity following adminlstration of ['*C]EC at 4.75
mg/kg l.v. to mice pretreated with 5% ethanol In drinking water for 0-30 days

Ethanol pretreatment (days)

Time (hr) 0 1 3 10 30 Control*
Dose excreted (%)°

0-4 0.0 £0.0° 0.0+ 0.0 0.0+ 0.0 0.0+0.0 03+04 0.1+ 0.1

4-8 0.0+0.0 0.0+ 0.0 08115 0.1 £ 0.1 0.1 £ 0.1 0.1 £ 0.1

8-12 0.1 £ 0.1 0.2+0.1 0.2+ 0.1 0.6 £ 0.7 04102 04+04

12-24 0.3+0.1 0.4+0.5 0.2+ 0.1 0.3t0.1 0.3+0.2 0.7+04

Dose excreted (cumulative %)

0-4 0.0+0.0 0.0+00  0.0x00 0.0+ 0.0 0.3+0.4 0.1+0.1
0-8 0.0+ 0.0 0.0+ 0.0 08+15 0.1+ 0.1 03104 0.1+0.1
0-12 0.1+0.1 02+0.1 1014 0.6+ 0.7 0.7+04 05+ 04
0-24 0.3t0.1 0.6+ 04 12+ 14 0.9+0.8 1.0+04 1.2+0.8

®*These animals were kept for 30 days without ethanol pretreatment, then dosed with EC.

®Mean + SD of data from four animals.

“Samples in which radioactivity was below twice background for the system or the total radioactivity was
<0.1% of the dose were considered to contain zero percent.
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Table 30: Fecal excretion of '“C radloactivity following administration of ['*C]EC at 119
mg/kg L.v. to mice pretreated with 5% ethanol in drinking water for 0-30 days

Ethanol pretreatment (days)

Time (hr) 0 1 3 10 30 Control*
Dose excreted (%)

0-4 0.0 £ 0.0° 0.1 £ 0.1 0.0+ 0.0 0.1t0.1 0.1+ 0.1 0.1 0.1

4-8 0.0+ 0.0 0.0 £ 0.0 0.2+ 0.1 0.1 £0.1 0.1t£0.1 0.0+0.0

8-12 0.2+ 0.1 0.1 £ 0.1 0.1 £ 0.1 0.1+ 0.1 0.1 £ 0.1 0.310.2

12-24 0.1 £ 0.1 0.2+ 0.0 0.6+ 0.8 0.4+0.2 03+0.1 0.5+ 0.1

Dose excreted (cumulative %)

0-4 0.0+0.0 0.1+0.1 0.0+ 0.0 0.1+£0.1 0.1 £0.1 0.1 £0.1
0-8 0.0+ 0.0 0.1£0.1 0.2+0.1 0.1+£0.1 0.1x0.1 0.1 £0.1
0-12 0.2+0.1 0.1+£0.2 0.2+ 0.1 0.210.1 0.2+0.1 0.4+02
0-24 0.3+0.2 0.3+0.2 0.9+0.8 0.6+0.2 0.5+0.1 0.9t 0.1

®These animals were kept for 30 days without ethanol pretreatment, then dosed with EC.

®Mean + SD of data from four animals.

°Samplas in which radioactivity was below twice background for the system or the total radioactivity was
<0.1% of the dose were considered to contain zero percent.
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Table 31: Fecal excretion of 'C radloactivity by rats treated with ethanol for 0, 1 and 10
days and adminlstration of ['*C]EC at 4.75 mg/kg Lv.*

Day
Time (hr) 1be 104 Control
Dose excreted (%)
04 0.3+0.4 0.0 £ 0.0° 0.0+ 0.0
4-8 0.2+0.2 0.110.1 0.1+0.1
8-12 0.2+ 0.2 0.1+0.1 0.1+ 0.1
12-24 75+ 43 0.5+ 0.0 04102
24-32' 04107 0.0+ 0.1 g
32-48' 40127 0.210.1 g

Dose excreted (cumulative %)

0-4 0.310.4 0.0+0.0 0.0 £ 0.0
0-8 0.5+0.4 0.1+0.1 0.1+ 0.1
0-12 0.6+ 0.4 0.2+ 0.1 0.1 0.1
0-24 8.1+43 0.7+ 0.0 0.5 0.1
0-32' 9.6+4.7 0.8+ 0.1 g
0-48' 136 £ 6.7 0.9 0.1 g

#Mean + SD of data from four rats, unless otherwise indicated.

Rats were given two doses of ethanol, the first 3000 mg/kg, the second 2000 mg/kg, administered at
7.45 min after the first dose. ['“C]EC was administered at 15 min following the first ethanol dose.
“Radioactivity collected in feces is unusually high. We suspect cross-contamination.

“Rats were dosed with ethanol by gavage at 3000 mg/kg/day for 10 days, followed by a 24 hr washout
period, then dosed with ['“CJEC.

®Samples in which radioactivity was below twice background for the system or the total radioactivity was
<0.1% of the dose were considered to contain zero percent.

'Mean of data from three rats.

SControl rats were sacrificed at 24 hr.
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Table 32: Fecal excretion of '4C radioactivity by rats after ethanol treatment at a dose level
of 3000 mg/kg p.o. for 0, 1 and 10 days and administration of ['*CJEC at 119

mg/kg l.v."
Day
Time (hr) 1® 10° Control
Dose excreted (%)°
0-4 0.0 £ 0.0° 0.0+ 0.0 0.0+ 0.0
4-8 0.1+£0.2 0.1+0.3 0.1+0.2
8-12 0.0+ 0.0 0.2+0.1 0.3+05
12-24 0.6 +0.3 0.5+ 0.1 22+ 3.1
24-32 0.2+ 0.2 0.1 £0.0° f
32-48 03103 0.2+0.1° f
Dose excretad (cumulative %)
0-4 0.0+ 0.0 0.0+ 0.0 0.0+ 0.0
0-8 0.1+0.2 0.1+ 03 0.1+0.2
0-12 0.1+0.2 0.3+0.1 0.4+05
0-24 0.7+0.4 0.8+0.2 2.6 +3.6
0-32 09+0.3 0.9+0.3 f
0-48 1.1+ 0.6 1.1+03 f

*Mean + SD of data from four rats, unless otherwise indicated.

®Rats were given two doses of ethanol, the first 3000 mg/kg, the second 2000 mg/kg, administered at
7.45 min after the first dose. ['*C]JEC was administered at 15 min following the first ethanol dose.

°Rats were dosed with ethanol by gavage at 3000 mg/kg/day for 10 days, followed by a 24 hr washout

period, then dosed with ['*CJEC.
Samples in which radioactivity was below twice background for the system or the total radioactivity was
<0.1% of the dose were considered to contain zero percent.

®Mean of data from three rats.

IControl rats were sacrificed at 24 hr.
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Table 33: Fecal excretion of 'C radloactivity by mice after ethanol treatment at a dose level
of 3000 mg/kg p.o. for 0, 1 and 10 days and administration of ['*C)EC at 4.75

mg/kg l.v.*
Day
Time (hr) 1 10° Control
Dose excreted (%)
0-4 0.0 £ 0.0° 0.0+ 0.1 0.0 £ 0.0
4-8 0.2+0.2 0.0 £ 0.1 0.1+ 0.1
8-12 03+0.2 02+0.1 0.3+0.2
12-2§ 0.4+0.2 02+0.3 0.2+ 0.1
24-32 0.0+ 0.0 0.0+ 0.0 0.0+ 0.1
32-48 0.1+£0.1 0.1 t£0.1 0.1+ 0.1
Dose excreted (cumulative %)

0-4 0.0+ 0.0 0.0+ 0.1 0.0+ 0.0
0-8 0.2+0.2 0.1 t£0.1 0.1+ 0.1
0-12 05104 0.2+0.2 0.3+0.2
0-24 0.9+0.6 0.4+03 0.5+ 0.1
0-32 0.9+0.6 04+03 0.5+ 0.1
0-48 0.9+ 0.6 0.6+0.3 0.6+ 0.1

%Mean + SD of data from four mice.

bMice were given two 3000 mg/kg doses of ethanol by gavage, 4.45 hr apart. [**CJEC was administered
at 15 min following the first ethanol dose.
“Mice were treated with ethanol by gavage at 3000 mg/kg/day for 10 days, followed by a 24 hr washout
period, then dosed with ["*clEC.

Samples in which radioactivity was less than twice background for the system or the total radioactivity
was <0.1% of the dose were considered 10 contain zero percent.
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Table 34: Fecal excretion of 'C radioactivity by mice after ethanol treatment at a dose level
of 3000 mg/kg p.o. for 0, 1 and 10 days and administration of ['*C]JEC at 119

mg/kg Lv.*
Day
Time (hr) 1® 10° Control
Dose excreted (%)
0-4 0.0 £ 0.0° 0.0+ 0.0 0.0+ 0.0
4-8 0.0+ 0.0 0.1 £0.2 0.0+ 0.0
8-12 0.2+0.2 0.3+0.2 0.2+0.2
12-24 0.3+0.1 0.2 +0.2 02+0.2
24-32 0.0+ 0.0 0.1 £ 0.1 0.1 £0.1
32-48 0.2+ 0.1 0.1 £ 0.1 0.1+0.1
Dose excreted (cumulative %)

0-4 0.0+ 0.0 0.0+ 0.0 0.0+ 0.0
0-8 0.0+ 0.0 0.1+0.2 0.0+ 0.0
0-12 0.2+0.2 0.5+ 0.1 0.2+0.2
0-24 0.5+ 0.0 0.6+ 0.1 0.4+0.2
0-32 0.5+0.0 0.7 £ 0.1 0.5+ 0.2
0-48 0.7+ 0.1 0.8+ 0.2 0.6 £ 0.2

8Mean * SD of data from four mice.

PMice were given two 3000 mg/kg doses of ethanol by gavage, 4.45 hr apart. ["C]EC was administered
at 15 min following the first ethanol dose.

“Mice were treated with ethanol by gavage at 3000 mg/kg/day for 10 days, followed by a 24 hr washout

J)eriod, then dosed with [*C]EC.
Samples in which radioactivity was less than twice background for the system or the total radioactivity

was <0.1% of the dose were considered to contain zero percent.
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Table 35: Recovery of 'C radioactivity following Lv. administration of ["*CJEC tc rats and mice pretreated with ethanol

First study
Ethanol pretreatment (days) Fourth study
Specles  Dose (mg/kg) 0 1 3 10 30 Control®  Third study Control
Dose recovered (%)
Rat 4.75 105.7+11.4 927147 918128 951117.0 8621309 84.113.6 148.0 925t 4.1 c
21.7
119 967+ 124 850164 926131 9371152 914169 7451205 998113 905188 c
Mouse 4.75 11241 40 9441+47 943161 981130 883194 962133 928+80 856%21 96.4+2.3
119 107.2+£ 2.0 83.3+19 896122 881196 898123 941166 98.2+49 794105 1021114

*These animals were kept for 30 days without ethanol pretreatment, then dosed with EC.
®Mean + SD of data from at least three animals.
“No control animals were used in this study. Control values from the first study were used for comparison.

38



	ADME_Urethane_S0768 Studies Performed
	Tables
	Table 1 Concentration of ethanol (as %) in plasma and blood cells of rats and mice following a single oral administration of ethanol at 3000 mg/kg
	Table 2 Concentration of ethanol (as %) in plasma and blood cells of rats and mice following p.o. administration of two doses of ethanol
	Table 3 Exhalation of 14CO2 following administration of [14C]EC at 4.75 mg/kg i.v. to rats pretreated with 5% ethanol in drinking  water for 0-30 days
	Table 4 Exhalation of 14CO2 following administration of [14C]EC at 119 mg/kg i.v. to rats pretreated with 5% ethanol in drinking water for 0-30 days
	Table 5 Exhalation of 14CO2 following administration of [14C]EC at 4.75 mg/kg i.v. to mice pretreated with 5% ethanol in drinking water for 0-30 days
	Table 6 Exhalation of 14CO2 following administration of [14C]EC at 119 mg/kg i.v. to mice pretreated with 5% ethanol in drinking water for 0-30 days
	Table 7 Exhalation of 14C02 by rats after ethanol treatment at a dose level of 3000 mg/kg  p.o. for 0, 1 and 10 days  and administration of [14C]EC at 4.75 mg/kg i.v.
	Table 8 Exhalation of 14CO2 by rats after ethanol treatment at a dose level of 3000 mg/kg p.o. for 0, 1 and 10 days and administration of  [14C]EC at 119 mg/kg i.v.
	Table 9 Exhalation of 14CO2 by mice after ethanol treatment at a dose level of 3000 mg/kg  p.o. for 0, 1 and 10 days and administration of [14C]EC at 4.75 mg/kg i.v.
	Table 10 Exhalation of 14CO2 by mice after ethanol treatment at a dose level of 3000 mg/kg p.o. for 0, 1 and 10 days and administration of [14C]EC at 119 mg/kg i.v.
	Table 11 Exhalation of 14C radioactivity as volatile organics following administration of  [14C]EC at 4.75 mg/kg i.v. to rats pretreated with 5% ethanol in drinking water for 0-30 days 
	Table 12 Exhalation of 14C radioactivity as volatile organics following administration of  [14C]EC at 119 mg/kg i.v. to rats pretreated with 5% ethanol in drinking water for 0-30 days 
	Table 13 Exhalation of 14C radioactivity as volatile organics following administration of [14C]EC at 4.75 mg/kg i.v. to mice pretreated with 5% ethanol in drinking water for 0-30 days 
	Table 14 Exhalation of 14C radioactivity as volatile organics following administration of [14C]EC at 119 mg/kg i.v. to mice pretreated with 5% ethanol in drinking water for 0-30 days 
	Table 15 Exhalation of 14C radioactivity as volatile organics by rats after ethanol treatment at a dose level of 3000 mg/kg. p.o. for 0, 1 and  10 days and administration of [14C]EC at 4.75 mg/kg i.v.
	Table 16 Exhalation of 14C radioactivity as volatile organics by rats after ethanol treatment at a dose level of 3000 mg/kg. p.o. for 0. 1 and  10 days and administration of [14C]EC at 119 mg/kg i.v.
	Table 17 Exhalation of 14C radioactivity as volatile organics by mice after ethanol treatment at a dose level of 3000 mg/kg. p.o. for 0, 1 and  10 days and administration of [14C]EC at 4.75 mg/kg i.v.
	Table 18 Exhalation of 14C radioactivity as volatile organics by mice after ethanol treatment at a dose level of 3000 mg/kg. p.o. for 0, 1 and  10 days and administration of [14C]EC at 119 mg/kg i.v.
	Table 19 Urinary excretion of 14C radioactivity following administration of [14C]EC at 4.75 mg/kg iv. to rats pretreated with 5% ethanol in drinking water for 0-30 days
	Table 20 Urinary excretion of 14C radioactivity following administration of [14C]EC at 119 mg/kg iv. to rats pretreated with 5% ethanol in drinking water for 0-30 days
	Table 21 Urinary excretion of 14C radioactivity following administration of [14C]EC at 4.75 mg/kg iv. to mice pretreated with 5% ethanol in drinking water for 0-30 days
	Table 22 Urinary excretion of 14C radioactivity following administration of [14C]EC at 119 mg/kg iv. to mice pretreated with 5% ethanol in drinking water for 0-30 days
	Table 23 Urinary excretion of 14C radioactivity by rats after ethanol treatment at a dose level of 3000 mg/kg p.o. for 0, 1 and 10 days and administration of [14C]EC at 4.75 mg/kg i.v. 
	Table 24 Urinary excretion of 14C radioactivity by rats after ethanol  treatment at a dose level of 3000 mg/kg p.o. for 0, 1 and 10 days and administration of [14C]EC at 119 mg/kg i.v. 
	Table 25 Urinary excretion of 14C radioactivity by mice after ethanol treatment at a dose level of 3000 mg/kg p.o. for 0, 1 and 10 days and administration of [14C]EC at 4.75 mg/kg i.v. 
	Table 26 Urinary excretion of 14C radioactivity by mice after ethanol treatment at a dose level of 3000 mg/kg p.o. for 0, 1 and 10 days and administration of [14C]EC at 119 mg/kg i.v. 
	Table 27 Fecal excretion of 14C radioactivity  following administration of [14C]EC at 4.75 mg/kg i.v. to rats pretreated with 5% ethanol in drinking  water for 0-30 days
	Table 28 Fecal excretion of 14C radioactivity following administration of [14C]EC at 119 mg/kg i.v. to rats pretreated with 5% ethanol in drinking water for 0-30 days
	Table 29 Fecal excretion of 14C radioactivity  following administration of [14C]EC at 4.75 mg/kg i.v. to mice pretreated with 5% ethanol in drinking  water for 0-30 days
	Table 30 Fecal excretion of 14C radioactivity following administration of [14C]EC at 119 mg/kg i.v. to mice pretreated with 5% ethanol in drinking water for 0-30 days
	Table 31 Fecal excretion of 14C radioactivity  by rats after ethanol treatment at a dose level of 3000 mg/kg p.o. for 0, 1 and 10 days and administration of [14C]EC at 4.75 mg/kg i.v.
	Table 32 Fecal excretion of 14C radioactivity  by rats after ethanol treatment at a dose level of 3000 mg/kg p.o. for 0, 1 and 10 days and administration of [14C]EC at 119 mg/kg i.v.
	Table 33 Fecal excretion of 14C radioactivity by mice after ethanol treatment at a dose level of 3000 mg/kg p.o. for 0, 1 and 10 days and administration of [14C]EC at 4.75 mg/kg i.v.
	Table 34 Fecal excretion of 14C radioactivity by mice after ethanol treatment at a dose level of 3000 mg/kg p.o. for 0, 1 and 10 days and administration of [14C]EC at 119 mg/kg i.v.
	Recovery of 14C radioactivity following i.v. administration of [14C]EC to rats and mice pretreated with 5% ethanol in drinking water for 0-30 days




