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I Abstract

Preliminary to a repented dose toxicity assessment, a range-finder study involving repeated
aral doses of 8-2 Telowmer B Aleohol was conducted in rats to determiine the time needed to

determined by 1oral ine blood fluoride levels. Groups of 10
male and 5 female Crl-CD®(SDIIGS BR rats each were dosed daily with cither 0 {comrol),
5,25, or 125 mg 8-2 Telowmer B Alooholikg/day. A number of toxicology end-paints such
s body weights, liver and kidney weights were recorded during and at the end of the study.
Blood sumples wei anafyzed for totat fluoride fevels weekly. Steady-statc concentrations
were reached betwween test days 60 und 84. At steady-state, pooled plasma samples obtoined
from males and e duration of the study d for Telomer 82

teotiol mpound), Telorner 8-2 acid, id (PFOA), naid

perfiuorononanoic scid (PFNA) nd total fluorine levels, The level of parent compound
detected did not exceed 0.074 ppm in either males or femates.” In males, PFOA represented
approximately 85% of the total plasma fluorine, In females, PFOA represcnied
approxiimately 5%, The 8-2 acid of Telomer B Alcoholand PFNA were also found in
‘plasma of both imales and femalés. Sigiificantly fower mean body weights and increased
Tiver we 4 1 bserved in male rats admiistered 125 mg/kg/day.
Based on these data, the following doses were chosen for the 90-day oral toxicity study: 0,
1,5, 25, 2nd 125 mgfkghday.

Purpose

To determine appropriate doso levels for use in 2 90-day oral subchronic study with 8-2
Telomer B Alcohol
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Bl Methods

« Test substance, 8-2 Telomer B Alcohol (99.2% pure)
+ Test species: CrCD cat (male and female)
« Standard husbandry, 5-day quarantine
« Groups: 10 males, 5 females/group {5 males/group allowed 75-day post-dosing recovery
period].
Doses: 0, 5,25, 125 mp/kg
Daily gavage beginning with 7-week-old rats
+ Doses in methyloellulose sispensions, 5 miJkg dosing volume.
‘Pagameters measured (dosing and during recovery)
Body weights (2 x/week)
Cage-side exams (daily)
Total fluoridefparent metabolite evaluation
Blood samples coflecied 1 x pre-dosing weekly during dosing
Orgen weights  liver, Kidney
+ ParenuMetabolite Evaluation
At steady-stote, poaled pisma, fat, fiver, and kidney samples from each group were
analyzed for
Telomer 8:2 Akoliol
Perfluorooctanoic Acid (PFOA}
Perflucronanonoic acid (FFNA)

B Results

Clinical Qbservations

Dase
{mg/ke) Finding Sex_incidence
0 Nene M 1010
F 55
5 None M 1010
F 55
25 None M wig
FO55
125 Suimedteeth M 7/10%
F 45>
Clippedtecth M 4/10*
F__ 05
* 1 O.08) diffcent fomconsal
Body Weights
‘After Dosing ‘After Recovery
Dose __ (Test Day81) (Post-Dosing Day 75)
/kg) Mele  Female  Male Female
0 94=44 264:45 5542100 3224l
S 564x59 302422 595257 34829
25 §53:34 206x41 57383 332250
125 509*+55 20121 54937  346x31
* (005 dierns romeeptrol
Organ Weights
Lives Kidney
Dose (p/100p bwt) (g/100g bw)

mp/kg) Sex TestDay 81 Post-Dosing Day 75 Test Day 81 Post-Dosing Day 75

0 M 39028 3.60.13) 0.76(0.03) 0.65(0.08)
F - 3200.14) - 0700003
5 M 37020 31019 0.76(006) 0.67(0.03)
F - 32033) - 0.7140.07)
23 M. 41019 29(0.13) 0.75(0.04) 0.69(0.05)
F p 34037 - 0.73(0.06)
5 M 554039) 3.1032) 087011 074XQOT)
E - 3.640.05) - 0.2840.02)

* 19005 differept from ool

Total Blowd Fluorine Analysisin Male Rats Dosed with 8-2 Telomer B Alcolial
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‘Tota! Blogd Flueriie Annlysis in Femnle Rats Dosed witiy 8-2 Telomer B Alcohol

P

Anatysis of 8-2 Telomer B Alcobol. PFOA. and PFNA in Serum and Selected Tissues
Male Male PFOA Male Tota] Female Female PFOA Female Total

Dose ~ PFOA Copverted PlismaF  PFOA  Comvened  PlasmaF
(ppm) _toppmF _ fppm) (ppm) toppmF (ppm)
0 6.07 0.05 NM 00 00 NM
5 249 151 M 008 005 M
2 847* 583 811 054* 037 5.88
125 6560 4516 5324 185% 127 2320
Detorwiond wing Wickbald Torh:
* Meanor2sepaic sns.

‘Tissur Analysis From Range-Finder Study (Test Day 81)

8-2 Telomer B Alcohol
ay 25 mp/kg/day 125 n fday

C8-2A (ppm) Fat 007001  0.34(0.13) 1.37(0.55)
Liver 0.02(000)  0.13(0.03) 0.7%0.53)
Kidney NM 0.61{0.00) 0.070.07)

PFOA (ppm) Plasma 2.19 . X
Fau 0.09(0:04) 0.35(0.12) 1.90(1.66)

Liver 696(1.94)  18.68(10:38)  30.69(20.68)

Kidney 1.64(0.83)  8.43(4.t4)  20.11(17.38)
PFNA (ppm) Fat 0.00(0.00)  0.00(0.003 B01{0.01)
Liver 0.5H0.09) 0.91¢0.23) 1.19(1.25)
Kidney  0.00(0.00) 0.11(0.09) 0.86(0.62)
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;: Conclusions

« Doses of Telomer 8-2 Alcoliol were well tolerated; tumber of endpoints were alteed at
125 mgikg. m.

+ Steady-state blaod fluorine levels were atinined between weeks 8 and 13 of dosing; males
reached higher levels than females.

« Metabolites of Telomer 8-2.Alcahol.were found. in both sexes of rats.

« The'90-day toxisity study would employ dose tevels of 0, 1, 5, 25, and 125 mgkg.





