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The dosage levels of 2.5, 15, and 100 mg/kg/day of PFHxA (males) and 5, 30, and 200 Males
mg/kg/day of PFHXxA (femaIES) were selected for the 2'year bioassay based on a preViOUS 13- 1. Dosage levels of 2'51 15! and 100 mg/kg/day (MTD) of PFHxA (males) and 5! 30! ADRENAL MEDULLA i%ﬁiﬁoxcﬁﬁggﬁgmom e ™ Egntml ng Eci)d 239'1 DesSRESPORSS.  OITUITARY E§E§%§ﬁ%}:§guom e oreTaie ™ §§ntr°| EEW Eléd Eiggh Dese Response
week study (Kirkpatrick, 2006, WIL-534003). The results of this 13-week study determined and 200 mg/kg/day(MTD) of PFHxA (females) were selected for the 2 year ) oo o we o G o o g g e
that the maximum tolerated dose (MTD) for PFHxA was 100 mg/kg/day of PFHxA for males and bioassay based on a 13-week range-finding study. ) ° 5091 ooses L0000 o.s038 ) 3 Sbesz osasr os713 o.css
200 mg/kg/day of PFHxA for female rats. In the present 2 year bioassay , some systemic CRRCinonA/aomvon, RevaLTBE () 1 3 @ O o PlaReSARCOMA ooe TP
- - - - - - - - - p 0.5889 1.0000 1.0000 0.9582 (p) 0.5098 0.5072 1.0000 0.6215
toxicity was evidenced at the high dosage level in both males and females based on survival and 2. After two years of daily treatment, there was no evidence that PFHxA induced B © 2 e Tooo Sooon asaes O © 20 Zooo Soooo asie:
- - - - - = = = - #B PAPILLOMA, SQUAMOUS CELL (a) 1 0 0 2
renal effects (urinalysis parameter changes in males and papillary necrosis and/or tubular tumorigenesis in male or female rats at any of the 3 dosage levels examined. oTALEXAMINED  omroceuan () 2 9 %10 5 KERATOACANTHONA, BENIGH (), 10000 10000 04c2e 02904
- - - - (p) 1.0000 0.8385 0.9148 0.7857 p 0.6133 0.6330 0.3856 0.2901
degeneration in females). The no-observed-effect level (NOEL) in the two year chronically B 1 So000 ss106 87017 04748 @ 1 8 Cave oeute
administered bioassay for non-neop|astic systemic toxicity of PFHXA was observed to be 15 3. Some systemlc tOXICIty was evidenced in the hlgh dose groups in both males and MULTIPLEORGANS  TOTALEXAMINED M e e e 70 SYSTEMICTUMORS  TOTAL EXAMINED M s s s 70
mg/kg/day for males and 30 mg/kg/day for females. As there was no evidence of female rats based on survival and renal effects (urinalysis parameter changes in #M, SCHWANNOMA, MALIGNANT IR SO N N I S S
carcinogenicity in either male or female rats, the NOEL for neoplastic findings of PFHxA was 100 males and papillary necrosis and/or tubular degeneration in females). 70 HIBERNOMA, BENTGN (® = o682 02341 02786 0.2311 ::::::ESM:;;:::{::TA,MAL:GNANT EE; Z 0.5581 1.0000 05381 0.4161
mg/kg/day for males and 200 mg/kg/day for females, the highest dosages examined. S SR SN S S e
4. There were no PFHxA-related effects on body weights, food consumption, (B9 iliss So1as 6o2e1 0956 #BINTERSTITIAL CELLTUMOR, BENIGN (8} 1 % 106 b.6455 o.0000 0.720
functional observational battery, clinical chemistry or motor activity assessments. PARATHYROIDS O =" I S RO BLANDS T aonoma, FoLLicuaRceL. (. S & 3 3
Methods e T il g el
#B ADENOMA, C-CELL (a) 10 5 4 6
(p) 0.9104 0.9597 0.8545 0.8889
; : : o
Chemical : Perfluorohexaoic acid (PFHxA) CAS no. 307-24-4 SUMMARY OF SURVIVAL [%] I
Animals: Crl:CD(SD) male and female rats EXCLUDING ACCIDENTAL DEATHS AND REFLUX INJURY-RELATED DEATHS Females
DOSaqu' WALES FEMALES A ;%Ték:émlafb Eg;) g° Ef’oooo ;:2959 (Z)oooo 0.4090 B ;(;T:I;EE&(&T:?IESDLETCELL Egg) 3 %?7170 51784 :?3878 0.3835
-/ - #B ADENOMA (a) 2 1 0 2
Dosage Level (mg/kg/day) Number of Animals m o e m CARCINOMA/ADENONA PARSDISTALS (3} 31 S g g
Group ; #B PHEOCHROMOCYTOMA, BENIGN gla); ! (1).7558 3.5088 (1)-7420 0.5199 ::;::;::iﬁ:;:iti::i:::li EE; : 2.0000 2.0000 (3.4809 0.3069
Number Treatment Males Females Males Females E ASTROEYTONA, MALIGNANT @ e P T B 50 R gt gewe omm
p 1.0000 0.7497 0.7347 0.4699 (p) 0.5996 0.5201 0.0784 0.0668
#B GRANULAR CELL TUMOR, BENIGN (a) 0 1 0 1
1 veChiCIe 0 0 60 60 CERVIX TOTAL EXAMINED i:)) 60 :;)5138 ::ooo (7);)5310 o o :;(;TGIE’S)D;I;MINED Eg;) go 5?0603 ;:5122 éf)OOOO 0.7530
oD¥ ¥ < ek #H SARCOMA, ENDOMETRIAL STROMAL (ﬁ) 2 3.5239 (1).8940 (1).9079 0.8762 SPLEEN TOTAL EXAMINED N 60 60 60 70
2 PFHXA 2-5 5-0 60 60 [ ——cwemerms 2o ‘“3:“_:_ Mo/WE/TE w150 Mewciar | = — - — — #B GRANULAR CELL TUMOR, BENIGN Ezz ° 3.0705 (2).2800 3.1063 0.0862 #M SARCOMA, UNDIFFERENTIATED 533) ° (1).0000 (1).5176 (1).5577 0.2151
4 HEART TOTAL EXAMINED (N) 60 60 60 70 SYSTEMIC TUMORS TOTAL EXAMINED (N) 60 60 60 70
3 PFHxA 15 30 60 60 SUMMARY OF BODY WEIGHTS (G) (MEAN = SE) #M SCHWANNOMA, ENDOCARDIAL MALIGNANT (8 0" 31 0 o s aoss 5" Soomn Jooo acer acs
LIVER TOTAL EXAMINED (N) 60 60 60 70 - MALTGNANT (2) ° (1).5435 (1).0000 (1).5143 0.3489
4 PFHXA 100 200 70 70 #B ADENOMA, HEPATOCELLULAR glaD; 0 ?..0000 :.).4878 (2).2324 0.0449 THYMUS IS\T(QIE)E:;AT::LEIZNANT BENIGN (N) (5)9 gO (5)8 39
MALES FEMALES MAMMARY GLAND TOTAL EXAMINED (N) 60 59 60 70 ' / §3§ 0.3106 1.0000 1.0000 0.8244
o g #M ADENOCARCINOMA (a) 18 11 19 15
é é - #B FIBROADENOMA g:; 21 (2).79555 2.9583 (2).77035 0-4707 THYROID GLANDS ZglélfNE(;(a:\m/[:ggNOMA, C-CELL g:)) gg 30 gg Ig
Acclimation/pretest period ERRRE el vl e TR EE e el oo
§ 2 = ADENOCARCINOMA/ADENOMA (a) 19 12 22 21 #B ADENOMA, C-CELL (a) 10 6 17 10
. - ) (p) 0.9704 0.4549 0.3476 0.1693 (p) 0.8673 0.1274 0.6109 0.3203
Maln StUdy Anlmals ) MULTIPLE ORGANS TOTAL EXAMINED (N) 60 60 60 70 UTERUS TOTAL EXAMINED (N) 60 60 60 70
Assjgnment of animals to Blood Samples for hematology and — — ;:Z::::::::n:::i::mm §§§ : 2.0000 §.9435 §.9085 0.8707 #B POLYP, ENDOMETRIAL STROMAL fgg ? c2>.7253 3.4993 c2>.7o72 0.4768
study groups cholecystokinin analyses collected from B N o = - _ . R . () 07675 07540 1.0000 0.8378
selected animals during study weeks 25 and 51
N) NUMBER OF ANIMALS EXAMINED
. and from all animals at the scheduled SUMMARY OF TOTAL MOTOR ACTIVITY COUNTS : WEEK 51 (0 NUMBER OF ANIMALS WITH TUMOR
QO animals/sex/group (Groups 1-3) and 70 necropsy; blood smears collected from all MALES "] FEMALES ok (p) P-VALUES FOR PETO ANALYSES INCLUDING CONTROL:
animals/sex/group (Group 4) treated for up to animals during study weeks 51 and 76; blood TR R LISTED UNDER INDIVIDUAL TREATMENT GROUP: 1-SIDED PAIRWISE COMPARISON OF CONTROL WITH TREATMENT GROUP
104 consecutive weeks los f hemist dh LISTED UNDER 'DOSE RESPONSE': 1-SIDED TREND TEST INCLUDING CONTROL AND ACTIVE TREATMENT GROUPS
SaIIlp1 es 10r SI?I'udef emis ]i'y and o‘rmolne g - \\\% E \I
analyses collected from selected animals - S g ~NE
. mif‘?x ———3 i T R S
Clinical observations recorded daily; during study weeks 26 and 52 ' "g"““"‘“—i{ ———— l% e L_?
detailed physical examinations and mass ﬁ _ e — | ﬁ o o
observations recorded weekly; body e — =~ — - S | C O n C I u S I O n
Blood sar}rllple.s tor hen;atology aréd weights and food consumption recorded SUMMARY OF TOTAL MOTOR ACTIVITY COUNTS
serum chemistry evaluation an : : : . . o i :
blood smears collected from weekly through study week 14 and Ophthalmic examinations performed on all - TOTAL COUNTS IN SESSION : WEEK 51 1. The NOEL for neoplastic findings was determined to be 100 mg/kg/day (males), 200
biweekly thereafter animals during study weeks 51 : : : :
animals euthanized in extremis; and 103 MALES mg/kg/day (females) (the highest dosages examined and the previously determined MTD)
necropsies performed on animals FEMALES . . .. :
that died or were euthanized prior el | N 2. The NOEL for non-neoplastic systemic toxicity(Based on some survival and renal effects
to the scheduled necropsy; Functional observational battery and . I . G (urinalysis parameter changes in males and papillary necrosis and/or tubular degeneration
selected tlssues. examined motor actl.v1ty assesgments performed Necropsies performed on all surviving animals: ‘ in females) was observed to be 15 mg/kg/day for male rats and 30 mg/kg/day for female
mch'OSCOplcally on the flI'St 12 anlmals/sex/group Selected tiSSlleS examined microsco iCaH ? BREBERLEE | ‘ti | i rats
during study week 51 i
3. Under the conditions of this study Perfluorohexanoic Acid is not carcinogenic in
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