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CLOSED ABSTRACT -
The level of FM-3422 was determined in the serum and liversOf monkeys from the IRDC subacute study 137-088.  Furthermor
total fluorine content was determined in selected serum
samples and the metabolism of FM-3422 characterized by
F/NMR.
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CENTRAL ANALYTICAL LABORATORY

\ Report No...8995
Date...August16,1978

tbject: IRDC 137-088: FM-3422/Monkey

equestor: I.E. Long... Dept. Name ..Toxicology.. Proj. No.2172110004
equest No. AG9503.___..._ Dated.. 8/3/78 ceeeeeee.
epost:

Reference 137-088 by IRDC was a 90 day subacute Rhesus monkey toxicitystudy of FM-3422. The original study was set at the following dosagelevels: 30, 100, 300, 1000 mg/kg/day. The study was revised withdosage levels of 10, 30, 100, 300 mg/kg/day. It appears (see Tablebelow) that the dosage levels were lowered again prior to the study.The serum and livers were each individually submitted for analysis.Each group contained 4 monkeys, 2 male and 2 female as followss
Group. Dosage Level Survival

I 0 4/4

5 1 mg/kg/day ass
III 3 » 4/4
Iv 10 " 4/4
v 30 » 3/3

SERUM ANALYSIS
tonkey® Dosage? EM-3422 in Serum (ppm) Total F in Serum (ppm)

74708 0 0 and
74938 o 0 am

7467M 1 0 an
74897 1 o am

469m 3 0.1 an
7474m 3 am 75
74878 3 0.1 an
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tenkey™  posage _mu-3422 in Serum (ppm) Total © in Serum (ppm)
74754 10 nm 150
7498 10 0.4 nin
74724 30 0.5 375
74998 30 0.7 -

Qt = Male, F = Female
Bn mg/kg/day
hn = not measured

Ihe analysis of the serun for FN-3422 indicated that this compoundyas present at a very low concentration. Total fluoride” amariornindicated the presence of a significant level of flestide. Thereforethe serum of 74724 was prepared for F/NMR analysis:
The NMR spectra indicated (Richard Newmark) the presence of. PG-95with no other significant fluorine peak noted. A very Migh hoasshedcontent was observed (80% branched/20% linear). The bramchedssronoratio of FN-3422 used in the feeding study was founs wn meleebranched/60% linear. Perhaps the branched isomer is verciiod toa greater extent than the linear.
The fact that a high level of FC-95 was found in the serum andggsentially no FM-3422, indicates that FM-3422 is metenoiizen tothe sulfonic acid.” Fufthermore, the study would ingsomoss reo§H-3422 is cleared from the body rather rapidly, that sr berate it13 completely converted to FC-95 since the monkey folerstos phc3ibaat concentrations approximately 10 times greater than bares; massuggests that FC-95 builds up Slowly with’ siacs
LIVER ANALYSIS
donkey  Dosage® EM-3422 in Liver(rg)  Ew-3s2z inLiver (ppm)
7469 3 110 1.3
74878 3 190 2.6

7472 30 1300 14.3
74997 30 4500 59.2
© in mg/kg/day
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Tou Jagh values of FM-3422 found in the liver ‘when compared to thelow level in the blood may indicate convessign’ ne FM-3422 to theSutfonic acid (see above F/NMR data on serum) in she Lieec. Thedata Shows that the female accumulates and/or peenins FM-3422 atIninus? 2 to 3 times higher than the mele. In sgairion oil onlyinnal go dle during the study was a female, permaps again suggesting2 greater sensitivity of the female to this compan.

BL.n Len Belisle/iz


