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Test materials: CGA-279202 Technical (unlabeled, >99% a.i., batch No. AMS 759/101);
[Glyoxyl-Phenyl-(U)-**C] and [Trifluormethyl-Phenyl-(U)-*C]CGA-279202 (radiochemical
purity >97 to >99%, >99%, respectively)
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Synonym: Trifloxystrobin

Citation: Thanei, P. (1996): The Metabolism of [Glyoxyl-Phenyl-(U)-'*C] and [Triﬂuo;’methyl—
Phenyl-(U)-"*C]JCGA-279202 in the Rat. Animal Metabolism, Novartis Crop Protection AG,
Basle, Switzerland. Report D'ate: November 14, 1997. MRID# 44496822, Unpublished.

Sponsor: Novartis Crop Protection, Inc.

Executive Summa_ly:

In a rat metabolism study (MRID # 44496822), urine, feces, and bile that were recovered from
the previous CGA-279202 pharmacokinetics study (MRID 44496821) were pooled by group and
sex, subjected to methods involving solvent extractions, chemical purification (LC and HPLC),
quantification (HPLC), and metabolites characterization (MS and NMR), and the information
was used to elucidate and propose a metabolic pathway. Samples from two additional dosed
groups were also included. In group B2, male and female rats were administered 0.5 mg/kg
[Trifluormethyl-Phenyl-(U)-"*C]JCGA-279202 and urine (0-48 hrs) and fecal (0-72 hrs) samples
were collected. A second female group (G4a) was also added to replace the high dose bile-duct
cannulated group G4 whose total 42 hours excretion (including bile) of radiolabel was relatively
low (54.8 % of the administered dose). Overall, the metabolite profiles were different among the
urine, feces and bile. The urinary metabolite pattern was complex and was dependent on sex and
position of label, only slightly dependent on dose, but was independent of pretreatment with non-
radiolabeled CGA-279202. The fecal pattern, on the other hand, was qualitatively independent
of dose, sex, position of label, or pretreatment despite some quantitative variations. The biliary
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metabolite pattern was complex with some qualitative and quantitative sex- and dose-dépendent, . ;

variations (e.g., larger number of metabolites in males than females). Based on the identified

structures of more than 30 metabolites, schemes of metabolic pathways were proposed (copies -

attached) with the following major feaction.types: 1) Hydrolysis of the methyl ester tozthe " . 7.7 0k
corresponding acid (e.g., CGA 321113)..: 2) O-Demethylation of the methoxyimino group to the -
hydroxyimino derivative(s) (e.g., NOA 405637)... 3) Oxidation of the methyl side chaintothe - - -t
primary alcohol (e.g., MET 2U) with further partial oxidation to_the corresponding carboxylie - - in
acid (e.g., MET 13U). The metabolism of the'methyl side chain to-a primary alcohol was more © -
pronounced in female than in male rats resulting in various sex specific major unnary : ,

. metabolites. There were other minor reaction types including chain shortening by.exidative--- . . . .y -0
decarboxylation of the glyoxyl moiety to a benzoic acid amide (MET 13U), hydrolysis of the ..
hydroxyimino group to a ketone (MET SU) followed by ox1dat1ve decarboxylation to.a benzmc o
acid derivative (MET 4U), oxidation of the hydroxyimino. group to @nitro; group (MET, 31, and,; IR
hydroxylations of the phenyl rings. In addition, nearly 10% of the administered dose was .
accounted for by cleavage between the, Iyoxyl-phenyl. aq%;hemﬂuommethyl -phenyl:1 mmetles
with further metabolism by one or mé¥e of the above-described reactions to yield severai one
phenyl ring metabolites including ortho-phthahc acid and mieta-trifluoromethyl benzoic acid;
among others. It should be noted that the majority of the metabelites were formed by more than i
one the above mentioned reactions. Most of the bile thetabolites were hydroxylated.and . e ;i i
conjugated to glucuronic and, to a lesser&gxigcgg,gylﬁmc acid which; affer hydrolysis-by ggt micro '
flora, were hypothesized to ultimately get eliminated via feces or, after enterohepatic circulation
and further transformation, via urine. Of the administered low and high dose, about.4 - 7%.and .

31 - 47%, respectively, were excreted in; the feces as-unchangsedFCGA-279202;xeflecting the 4 170107 3n 04 o1
variant degree of absorption as a function-of dose: In conclusion; the-majos qnetabolwpathways_» £7377)
of CGA-279202 and the excretion patterns were mﬂuenced more by the sex of the ammals than '

The assigned chemical structures and rela,tqd ghgggstry ,giqta, w_gr@;xgt y@gﬁed bythis HS—E.Pé,
reviewer due to time constraints and other competmgpnontles in addition to the lack of

extensive background training in the interpretation.of NMR-andMass Specifometrisdata; by,tthar. Apoiiie iacih

AT

reviewer; henceforth, these ass1gnments ;,me @ng@gged th&xesg@gs;,b;kty@f the%&g;sggx_l 79202 in e of doss,
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HED Comments

Soemny

' 44496822 which the CALEPA considered a“Supplemental Information.” Dué to'the fact that

this study utilized the same samples from the previous study (MRID 44496821) there has been

" no need to repeat the description of the protocol and the study design which were adequately

summarized in the CALEPA review (refer to attachment with DER dated February 16, 1999).
The USEPA reviewer recommends referring to that CALEPA review and the DER of 2/16/99 for
additional information which, when combined with this document, should be used in place of a

. DER prepared by HED staff or Contractors. While the CALEPA reviewer considered this study

(MRID 44496822) “supplemental information,” the HED reviewer regards the study acceptable
(guideline). The following material which was copied from the subject MRID 44496822 is also
attached as additional and useful information to be mcluded as part of this evaluatron record:

- Summary Table of dosmg groups, treatment and samplmg time of pooled spec1mens used for o
metabolite analysrs and charactenzatlon (reproduced from page 22 of 353 of MRID 44496822) B

- Table § entltled “Quantltatlve distribution of urinary. metabohte ﬁ'actlons of male and female
rats after oral administration of CGA 279202 in % of dose (Groups B, C1,D1, B2, and D2)”
(reproduced from page 67 of 353 of MRID 44496822)

--Table 6 entitled, “Quantitative distribution of unnary metabolite fractions of blle-cannulated
male and female rats after oral administration of CGA 279202 in % of dose (Groups Gl G2 G3
and G4a)” (reproduced from page 68 of 353 of MRID 44496822) : -

- Table 7 entitled, “Quantitative distribution of fecal metabolite fractions of male and female
rats after oral administration of CGA 279202 ih % of dose (Groups Bl Cl1,D1;B2,and D2)” '
(reproduced from page 69 of 353 of MRID 44496822) .

- Table 8 entitled, “Quantitative distribution of fecal metabolite fractions of bile-cannulated male
and female rats after oral administration of CGA 279202 in % of dose (Groups G1, G2, G3,-and
G4a)” (reproduced from page 70 of 353 of MRID 44496822).

- Table9 entrtled “Quantitative distribution of biliary metabolite fractions of male arid female

rats after oral administration of CGA 279202 in % of dose (Groups G1, G2, G3, and G4a)”
(reproduced from page 71. of 353 of MRID. 44496822) esmamimnin v

- Figure 34 entitled, “Proposed metabolic pathways of CGA 279202 in the rat” (reproduced from
pages 109-111 of 353 of MRID 44496822). -

Attachment: CALEPA Toxi_cology Study Evaluation Report dated 6/5/98 (Rec,ord # 160219). .
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