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Ihe purpose for this amendincnt was to change the conclusion drawi i the suniaacy Wat
Lin Xu and Drag Anders wrote in Appendix GE (page 59) which read:

The original statement.
“These data showed that FOSA was consistently identified as « metabolic of

PFOS, whether PFOS was administered directly or formed asa metabolie, but the
Sourceofthe amino group is not readily apparent.”

Was changsd (0 read:
“These data showed that FOSA was consistently idenufied ss a metabolite of

FOS, but that the sourceof the amino group is not readily apparent.”

Ihe raonal for these changes were that the original conclusion was not direedly
Supported by the data presented in this study. That conclusion was not entirely correct
because allofthe administered compounds, besides PFOS, have a sulfonamido group
within the parent compound. Therefore, the likely sourceofthe amino group for
sulfonamide moiety containing compounds would be the parc compound itself. There
is quantitative evidence i these studies suggesting thal the
perfluorooctancsulfonamides were metabolized first to POS. followed by metabolism of
that PFOS back to a sulfonamide. The only evidence for a possible metabolism ofPROS
10 FOSA came from the PFOS dose groups, not the perfluorooctanesulfonamido
denvative paren compound dose groups. Furthermore, in two out of three independent
studies analyzed at Rochester, the control group liver samples had a high background of
FOSA, suggesting possible contaminationofthe liver samples. Therefore, as stated, the
conversionofPFOS to PFOSA would have to be verified by further studies.

Dr Anders 3 is agreement with the amended conclusion stated above .
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Signatures:

Final Report Aundiment 71 prepared by

Lidia HH Hewcod fled
Andrew M. Seacat, PhD, DABT Dae
Study Director
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E. Technical Report: Liver Fluoroearbon Metabolites ~ University of
Rochester.

tide:
Summary of Quantitative Avalysis of Fluorocarbon Metabolites in Rat Liver Samples

Lin Xuand M. W. Anders
his abrit summary of he analysis of iver samples io tts given angeofcrocs.he parent and metabolisof the Muorocarbons were determined in nrsuples byLCMSMS. Thecess ar resented below.
Three groups ofiver sunples wereanalyzed: The irs group (Group 1)consisted of livers fromonto ats, rom rats given 40 mgday FOSA orally, an fromrte given 160 mekday FOSAA(M556)oral. The concentrationsofparent compoundsnd their metabolites in vers were measured(Table 1. The duta show that PROS was the major metabolite found i the versof rats given FOSA:FOSA N-glucuronide was identifieda a minor metabolite, Two metabolites were Kentied in te Ivers ofrats given FOSAA (M356): PFOS and FOSA. Is noworhy htthcool animals (IR0O745,TRO0743, nd IR00743) contained significant concenirations of FOSA. A parallel analysisofIrs fomFischer 34 ras maintained in the University ofRochester Vivarium did ot show detectablesoncentraions of FOSA.
he second group (Group 2) of rs was resid in November, 1998. Group 2 contained vers{rom control ss, fom at given 40 mg/kg/day PFOS orally, rom rts given 40 my/kgay EXPOSEalcohol rally, and fom rts given 40myeGayN-EIFOSA oral. The concentrationsof parent‘sompoundsand dentifed metabolites ae shown in Tble 2. The daa show that fees fo rats givenPFOS contained parent compound PFOS; FOSAwas als found in these samples. The Tver from atssive N-EIFOSE slcohol contained several metobalic. The major metabolies were N-EWFOSAR, PROS,and FOSAA (M536). The minor mebolies were FOSA, FOSE alcohol, N-EFOSE alcohol locuronide,ind FOSA N-lucuronide. PFOS was the major meaboli in iver rom ats given A-EWFOSAT FOSA adFOSA V-glucuronide were identified ssminor metabolites. In conrst 9Group the ivers fom contre!tats id no contain deeciable coneentraons ofparen compasormeaboles
Ihe hid toup (Group 3) was ated in Marc, 1999. Group 3 contin ers rom contol as,Hom rs given 0 mykyday PFOS oral, and from rt given 160makgdy AEXPOSE alcohol orallyTheconceriraons ofthe chemical and metabolic are shown in Tble 3. ASwith Group 3, PFOS andlow concentrationsof FOSA wer denied in iver from rats given PEOS. Inthe nr of ts given N-EIFOSE alcohol, V-EFOSAA, PFOS, and FOSAA (MSS6) were identified ss major metabolic, and theminor ctbolits denied were FOSA, FOSE alcohol, .E(FOSE alcohol ghiuronice. nd FOSA N.‘lucuronide. Similar 0 Group 1, contol animals showed detectable hepatic concenatons afFOSA

Discusion. hese dts allow conclusions about he overall metabolic te of the Huorocarbons suid (seeScher), but dono allow inferences about he exact routes of metabolite formation. FOSA wasconsiendy idetifed ss: metabolite of PROS, bu the sourceof theaminogrup i ot readily appreWhatever its oute offomtion, FOSA was metsbalized to FOSA N-glucuronide
V-ERFOSE alcohol ives ris 0: angeofmejorandminor metabolic. FOSE alcohol couldrie tom the N-dosthylatonofN-EUFOSE alcoho, and \-EWFOSAA could aise by the oxidationof theslcahol othe carbovylic acid. Guronidaton ofthe pare \“EIFOSE alcohol woul giv the observedA-EIFOSE alcohol glucuronides. FOSAA could be formed by theN-dethytonofN-ECFOSAA of by theoxidationof FOSE alcoho both. FOSA could be foumed by the N-dethylation ofN-EIFOSA or by thesemoval of hecarbosymethy| groupofFOSAA 3s glyoxylate. FOSA N-ghcuronide may be formed by thecuronidaionof OSA.
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