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Bl Abstract

8.2 Telomer B Alcohol (8-2 TBA) is a fluorinated chemical inermediate used to
manufacture specialty polymers and surfactants.” The potential subchronic toxicity
and the reversibility of the effects of this chemical were evaluated following
approximately 90 days of aral gavage dosing to CriCD®(SD)IGS BR rats. A
complete toxicology profile including neurabehavioral assessients and hepatic -
oxidation were conducted at selected intervals and 2 group of rats was included for
4 90-day post-dosing recovery period. Dose levels tested were 0 (control), 1, 5,25,
and 125 me/kg/day. No test-substance-related mortality occurred. Rats at'125
mefkgiday developed stristed teoth such that these animats were switched to ground
chow at 77 days. No wreatment-related alterations in body weight, food

i i or iriical chemistry were
found. Hepatic §-oxidation was increased in males at125 mg/kg/day and in
fomates at 25 mg/kg/day. In bothmales and females, plasma Bucrine levels were
sigaificantly increased at 125 mg/kg/day and urinary fuorine was elevated at 25

D onidisorganization of enamel organ cells was
seenin males, but not females at 125 mg/kg/day. Liver weight increases
accompanied by facal hepatic necrosis were seen at both 25 and 125 mg/kg/day in
males and chroric progressive nephrotoxicity octurred in females administered 125
With the exception of secrasis observed in males

administored 125 me/kgiday and the incidence and severity of chronic progressive
nephropathy in the 125 mgfkg/day female group, which increased after 3 months,
all other changes showed evidence of reversibility. The no-observed-ad £
tevel for the 90-day study was 5 mg/kg/day.

Wl 1ntroduction

The test substanice, -2 Telomer B Afcool, is an organoftucrine compound. The 1,
5,25, and 125 mg/kgiday dose levels for this study were sclected based on the
toxicity observed in an 84-day cange finding study with 5, 25, and 125 me/kg/day
8-2 Telomer B Alcohol (2004 SOT Abstract #778) and subchronic studies with
similar based alcohols and ic acid (PFOA).0224)

HE Objective

The objective of this study is to evaluate the potential subchronic toxicity and
reversibility of 8-2 Telomer B Alcohol when administered by gavage to male and
female rats. The oral route of administration was selected as the most efficieat- way
10 deliver an accurate dosage.

WM Experimental Design

Five groups of young adult male and female Cri:CD¥SD)IGS BR rats were
administered 8-2 Telomer.B Aleohol daily by gavage at dosages.of 0, 1, 5, 25, and
125 mg/kg/day for approximately 90 days. Body weights, food consumption, and
clinical signs were evaluated weekly. Clinical pathology samples were collected on
weeks 7, 13, and near the end of the 3-month recovery period for hematotogy,
clinical chemistry, urinaiysis, cosgulation (end of study only), and plasma and urine
fluoride (end of study and 3-month recovery period). Neurobehavioral assessments
were alsa performed prior 1o dosing and during week 13. Biocherical evadluations
(hepatic B-oxidation) were performed on animals afier 10 and approximately 90
days of dosing and following the 3-month recovery period. After approximately 90

Results

Iu-Life Toxicology Parameters

No test substance-related mortality occurred in the study. A test substance:related,
toxicologically significant increase in the incidence of striated teeth was observed
in the 125 mg/kg/day male and female dose groups. On test day 77, all malc and
female high dose animals were placed on ground chow due to test substance-
induced aiterations to the teeth. There were no test substance-retated,
toxicologically significant alterations in bady weight, body weight gain, food
consumption, or food efficiency observed in any of the male or female dose groups.

Neurotoxicology Parameters

Na adverse changes in neurobehavioral parameters were observed ir male or
female rats in.any dose group.

Biochemical Toxicology

The ratc of hepatic f-oxidation, a measure of iferation, was
significantly increased in females administered 25 mg/kg/day 8-2 Telomer B
‘Alcohol and in males and females adriinistered 125 mg/kg/day 8-2 Telowmer B
Alcohol. -Following a 3-month recovery period, the rate of hepatic p-oxidation was
lower but stifl significantly increased in males administered 125 ing/kg/day 8-2
Telomer B Alcohol, anid had returmed to.control Jevels.in female rats.

Clinical Pathology

There were nio toxicalogically significant changes in clinical pathology parameters
observed in rats dosed with up to 125 mg/kg/day 8-2 Telomer B Alcohiol. Plasma
fluoride levels were significantly increased in males and females dosed with

125 mg/kg/day, but returned to control levels following 3 months of recovery.
Urine fiuoride excretion was sigrificantly increased in males and femates dosed
with'> 5 mg/kg/day and > 25 mg/kg/day, respectivly. After 3 months of recovery,
urine fluoride levels in females returned o control levels, while levels in males
were significantly reduced compared to thase at the.end of the exposure period.
Inereased plasma and urine fluoride indicates exposure to and metabolism ofa
fluorine-contairiing compound. The presence of Auoride after 90 days of recavery
indicates continued metabolism of the test substance.

Anatomic Pathology

Test subs Lated, toxicologically signi ion/disorganization of
ename] organ ameloblast cells oceurred in male rats administered 125 mg/kg/day 8-
2 Felomer B Alcohiol. In addition, alterations in thyraid colloid were observed in
‘male and female rats at all dose levels. Becanse altesed calloid occurs
spontancouslyin healthy Sprague-Dawley rats, and since there were no other
microscopic alterations in the thyroid gland, aliered cofloid was interpreted as not
biologicaity meaningful and non-adverse.

A test substance-related, biclogically agverse increase in the incidence and severity
of focal hepatic necrosis was observed in males admitiistered 25 and

125 mg/kg/day. An'increased incidence and séverity of chronie progressive
nephropathy occurred in.the 125 mg/ke/day female group that was considered
adverse.

Test-stibstance related and statisticatly significant increases in liver weight
parameters were prosent in males and females administered 25 or 125 mgfkg/day
for approximately 90 days. The increased fiver weights correlated with

i i in the 125 mg/kg/day mile dosé group.
Hepatic cnzyme levdls, however, were not elevated. Test-substance related and
statistically significant increases in kidney weight parametess cccurred in males
administered 25 mg/kg/day and males and females administered 125 mg/kg/day.
“The increased kidney weights corretated with microscopic renal mubular
hypertrophy in 1he 25 and 125 mgfkg/day male groups only. However, there was
a0 histomorphologic evidence of renal damage, and renal clinical pathology
parameters were not indicative of adverse effects.

After 3 months of recovery, rats dosed with 125 mg/kgfday shawed reversibility of
ffects. The i ion/disarganization persisted with
decreased incidence and severity in the 125 mg/kg/day male group. Increased liver

days of dosing, 10 rats/sex/dose were sacrificed and given a gross and
pathology examination. Approximately 3 months afier the 90-day dosing period,
£

weight any (males only) were no longer
abserved in.the 125 mg/kg/day male and female groups. However, the incidence of

10 animals/sex in the control and high dose group ined for y
toxic effects.

neerosis in the 125 me/kg/day male group increased after 3 months
of recovéry. Increased kidney weight parameters.and renal tubular hypertrophy
(males only) were nat observed in ats sacrificed after 3 months of recovery. In
cantrast, the incidence and severity of chronic progressive nephrapathy were
increased in the 125 mg/kg/day female group fotlowing 3 months of recovery.
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BBl summary

+ “Test substance-related, foxicologically significant increases in the insidence of striated
teethoccurred in the 125 mgfgiday male and female dose groups. Test subsance-
refated, toxicologicilly significant ion/disorganization of enamel
amcloblasts cells occurred in male rats dosed with 125 mgfkg/day 3-2 Telormer B
Alcobol. “This tooth lesion, along sith the increased incidence of striated tecth, is
consistent with fluoride toxicosis.® After 3 momths, the degeneration/disorganization of
ameloblasts persisted, at a Iower incidence and severity.

+ The observed alterations in liver and kidney weights, as welt as the-incidence of
hepatocellular and renal tubular hypertrophy, were consilered to be & phasmacologically
adaptive response by these organs o the test substance and, therefore, ot considered
adverse, 059

« A statisticaliy.significant increase in the rate of hepasic B-oxilation occurred in the
25 mgfkg/day female and 125 me/kg/day male and female groups. After the recovery
period, the increased rate of B-oxidation persisted, albeit at a reduced level compared to
the 90-day time point, in the 125 mg/kg/day male group.

« A test substance-related, toxicolopically significant increase in the incidence and severity
of focal hepatic necrosis was observed in males administercd 25 and 125 mg/kg/day. An
inereased inidence and severity of chronic progressive nephropathy occutred in fhe
125 mp/kg/ay female group that was considered adverse. After 3 months of recovery,
both the incidence of hepatocellular necrosis in the 125 mg/kg/day male group and the
incidence and severity of chronic progressive negbropathy in the 125 mg/kg/day female
‘group were increased cottpared t© control.

Bl Conclusions

The norobserved-effect level (NOEL) for males was § mg/kg/day 8-2 Telomer B Alcoliol
based on the increased inci f hepatic necrosis obscrved in males admin

25 mygikgiday. The NOEL for females was 5 mg/kp/day 8:2 Telomer B Alcoliol based on
e increased rate of hepatic B-oxidation observed in females adimisiistered 2 25 mp/kg/day.
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