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Study Objective: The objective ofthis study was to evaluate the potential subchronic toxicity
and the reversibility ofthe effectsof 8-2 Telomer B Alcobol when administered by gavage tomale and female rats. The oral routeof administration was selected as he most efficient way todeliver an accurate dosage.
Materials and Methods: Five groups of young adult male and female Crl:CD*(SD)IGS BRrats were administered 3-2 Telomer 1 Alcohol daily by gavage at dosages 0, 1.5, 25, and125 meky/day for approximately 90 days. Body weights, food consumption, nd clinical signswere evaluated weekly. Clinical pathology endpoints were evaluated on weeks 7, 13. and nearthe end ofthe three-month recovery period. Neurobehasioral assessments were aso performedprior to dosing and during week 13. Biochemical evaluations (hepatic oxidation) were
performed on animals aftr 10 and approximately 90 daysof dosing and following the thrce-month recovery period. After approximately 90 days of dosing, 10 raissevidose were sacrificedand sien gross and microscopic pathological examination. Approximately thre months aferhe 90-day dosing period. 10 animals in the control an igh dose group were examined forrecoveryofoxic effects. A subgroupof§ rxssex/dose were designated a satel bcdanimals. An additional five animals/sex/dose were designated for hepatic biochemical analysisfollowing a 10-day exposure to the est substance.
“The ange of mean dily dose volumes of 2 Telomer B Alcohol administered to male ras was121030 ml. The range administered to female ais was0.9 1.6 ml
Findings:
In-Life Toxicology Parameters: No test substance-related mortality occurred in the study. A testsubstance-rlted,toxcologically significant increase in the mcidenceof sisted teeth wasobserved in the 125 me kg/day male and femaledose groups. On tot day 77, male andfemale high dose animals were placed on ground chow due t0 tet substance-iduced sheratons1ohe teeth. There were no est subsance-read, toxiclogicaly significant alterations n body
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weight. body weight gain. food consumption, or food efficiency observed in anyofthe male orfemale dose groups.

Netrotoxicology Parameters: No adverse changes in neurobehavioral parameters were observedin male or female rats in any dose group.

Biochemical Toxicology: Therateof hepatic B-oxidation, a measureofperoxisome proliferation,
was significantly increased in females administered 25 mg/kg/day 8-2 Telomer B Alcohol and in
males and females administered 125 mg/kg/day 8-2 Telomer B Alcohol. Followinga three-
month recovery period, the rate of hepatic P-oxidation was lower but stil significantly increased
in males administered 125 mg/kg/day 8-2 Telomer B Alcohol, and had returned to control levels
in female rats.

SUMMARY OF PEROXISOMAL BETA-OXIDATION ACTIVITY IN MALE RATS

Hepatic Peroxisomal Beta-Oxidation Activity
(nmol/min/mg protein)

Dosage 3-Month RecoveryGroup (mg/kg/day) _10-Day Time point _90-Day Time point Time point
| 0 148 10° 2412 n2s18

me 1 140£17 1B6x1s —

vt 5 159421 136430 oe

vir 25 147211 34x21 or

1X 125 W537 206284 1494200
Mean = standard deviation. The n for cach group,* Sampleswere no preparedfo analysis from groups,V and VIIat the 90-day recovery time points,Statistically significant difference from control (><0.05)by Jonckherc’s Tend est* Statiically significant diffrence from control (><0.05)by Dunn's test.
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SUMMARY OF PEROXISOMAL BETA-OXIDATION ACTIVITY IN FEMALE RATS
Hepatic Peroxisomal Beta-Oxidation Activity

(mol/min/mg protein)
Dosage 3-Month RecoveryGroup _ (mg/kg/day) _10-Day Time point __90-Day Time point “Time point

i 0 25:22 256433 28413

wh 1 02:15 254514 —

vit 5 238245 273221 ee

vin 2 02:22 2972331 sen

x 125 W52a4n 9047 270456
7 ean+ standard deviation Then= for cachgroup.
* Samples wee no prepare for analysis from groups IV, VI and VIIat the 90-day recovery time point# Statistically significant diffrence from contol (7 <0.05by Jonekheere’sTend tet.

Clinical Pathology: Samples were collected at mid-study. at the endof treatment, and afer three
monthsof recovery for hematology, clinical chemistry. urinalysis, coagulation (endofstudy
only). and plasma and urine fluoride (end ofstudy and three-month recovery period).
“There were no toxicologically significant changes in clinical pathology parameters observed in
rats dosed with up t0 125 mg/kg/day 8-2 Telomer B Alcohol. Other changes during treatment or
aftera three-month recovery were considered treatment-related but non-adverse because the.
magnitudeofchange was small, transient, and/or in direction not associated with toxicity.
“Treaument-relaed changes observed in ats administered > 25 mg/kg/day included decreases in
some red cell mass parameters along with eticulocytosis and increased serum cholesterol
(females only). Test substance-relted changes in clinical pathologyofrats dosed with
125 mg/kg/day included transiently increased alkaline phosphatase (males only), increased
phosphorus (males only), decreased triglycerides (males only), increased total protein and
albumin. increased calcium (females only), increased urine volume (males only), and decreasedurine ketone concentrations (males only).
Plasma fluoride levels were significantly increased in males and females dosed with 125
mkgday, but retuned to control levels following three monthsofrecovery. Urine fluorideexcretion was increased in males and females dosed with > 5 mg/kg/day. After three months ofrecovery, urine fluoride levels in females retumed 10 control levels, while levels in males were.significantly reduced compared to those at the end ofthe exposure period.
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Red cell mass parameters and reticulocytes (expressed as a percentofcontrol group mean)*
Males Females

Dose mgkeidayy 15 25 13s Us as ms
TeDay

RBC agag 9% 9h osm 9am os oh oma 9%
over 100% OM 9% 1% 100% 10% ox 93%
FE ee om

GB gag 101% 100% owe 96% 9% 99% on 91%
vos 100% 9% ow 94% 0% wn 98 9%We ee ow

HOT aay 100% 100% 97 96% os sen oi
oor 101% 99% ow 95% 01% 102% 97% 90%
ws me om ee ew

ARET gag OTE 1% 13% 123% ss ome ssw oa
oes 108% 11% 126% ow 110% 99% 125%
Wee lsu ES

Suaneanesmedbyboaes peABREVIATIONS
RUC tedbodellcount
HGB © hemoglobin
HT hemor

ARET shackmtiuloeytccount

Fluoride (expressed as mean and as percent of control group mean)*
Parameter Sex TetDay UI ny vw viv xx

0 1 5 25 125
mgd mekgday mgkgdsy mekeldsy mekalday

PLUG) Males 93 0d 01 01 01 04
wok 00 00% gomo - - pa 01

~ = = - 100%PFLU (uml) Females 94 01 01 01 02 05- 00% os 20% sooswoo ~ ~ ! oo

UU) Males 93 107 5 ws ane nz
- wi ew as sewe po ~ - 276” - - - 2795URLU Gg) Females 94 ‘ 5 11 3 702- DENRwo ne - = 7 fi
- = = - 12%SEmRbyWere

ABBREVIATIONS:PLU plasma fluoride
UU © rine Borie
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Anatomical Pathology: Test substance-related, toxicologically significant degeneration /disorganizationof enamel organ ameloblast cells occurred in male rats administered
125 mg/kg/day 8-2 Telomer B Alcohol,

A test substance-related, adverse increase in the incidence and severity of focal hepatic necrosiswas observed in males administered 25 and 125 mg/kg/day. An increased incidence and severityof chronic progressive nephropathy occurred in the 125 mg/kg/day female group and was
considered adverse.

Test-substance related and statistically significant increases in liver weight parameters were
present in males and females administered 25 or 125 mg/kg/day for approximately 90 days. The
increase liver weights correlated with microscopic hepatocellular hypertrophy in the
125 me/kg/day male dose group. Liver weight changes and microscopic hypertrophy were
considered to be a physiological adaptive response to metabolismofthe test substance and not
adverse. Test-substance related and statistically significant increases in kidney weight
parameters occurred in males and females administered 25 or 125 mg/kg/day. The increased
kidney weights correlated with microscopic renal tubular hypertrophy in the 25 and
125 me/ke/day male groups only. However, no correlative microscopic orclinical pathological
evidenceof renal toxicity were present. Therefore, kidney weight changes and microscopic.
tubular hypertrophy were not considered adverse findings. Altered colloid, a common
spontancous finding in rats, was increased in incidence andor severity in treated male groups.
This change was not associated with other findings in the thyroid gland and was also not
considered an adverse finding.

After three months of recovery, rats dosed with 125 mg/kg/day showed reversibilityof some
effects. The ameloblastic degeneration/disorganization persisted with decreased incidence and
severity in the 125 mg/kg/day male group. Alterations in thyroid colloid persisted in male rats,
Increased liver weight parameters and hepatocellular hypertrophy (males only) were no longer
observed in the 125 mg/kg/day male and female groups. However, the incidence of
hepatocellular necrosis in the 125 mg/kg/day male group increased aftr three months of
recovery. Increased kidney weight parameters and renal tubular hypertrophy (males only) werenot observed in rats sacrificed after three monthsofrecovery. In contrast, the incidence and
severityofchronic progressive nephropathy were increased in the 125 mg/kg/day female group
following three monthsof recovery.
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fncidences and Average Lesion GradesofTest substance-Related Microscopic Findings In Male and
Female Rats

Dose (ngkgidayy 0 ' 5 3s 12s
To Males: 90-Day Exposure =

Liver:
Hypertrophy. hepatocellular OIC OO" 01000) 01000) 01000) 1010016)Necrosis,focal 0000) 01000) 1000) $1000) 3100.0)
Kidneys:
Hypenrophy.tbr 01000 01000) 01000) 91010) 101000)
Thyroid gland:
Aleration.colloid 00) MOAN 00) 101000) ¥I0E3)
Teeth:
Degencrtion, amcloblass (nose) 01000) 010 (00) 01000) 01000) 10016)

Males: Three-Month Recovery
Liver:
Necrosis. focal Moan wa NA NA 00.1)
Thyroid gland:
Aleraion, colloid moa Na NA NA 1010016)
Teeth:
Degencration, ameloblasts (bose) ~~ 01000) NA NA NA 2100.0)

Females: 90-Day Exposure
Kidneys:
Chronicprogressive WOO 2000) MMe) 000) 000
nephropathy

Females: Three-Month Recovery
Kidneys:
Chronicprogressivenephropathy 9.10 Na NA NA 8100.8)
a Numerator indicates incidenceofrts with micrascopi lesion. Denominator indicates numberof ats n group.. Numberinparcnheses indicates averageseverity of sion
NA Tissue not availabe because therewere no intermediate recovery groups.

Conclusion: The no-observed-effect level (NOEL) for males was S mg/kg/day 8-2 TelomerB
Alcohol based on the increased incidenceof hepatic necrosis observed in males administered>
25 mg/kg/day. The NOEL for females was 25 mg/ke/day 8-2 Telomer B Alcohol based on the.
increased incidence and severityofchronic progressive nephropathy observed in females
administered 125 mg/kg/day.

Publications / Presentations: None
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