'Ii:':g}F[f*i-

e

A, Medeto s Sy
3 Ty , : - T T
ni onetoud P15 - D eba = ﬁﬂ; B Lw'_ff"*‘ﬁm.-..a.;E:migr-'rcu-_uh::n:-:ﬁl-'tzz

Final Repart

Tissue Distribution of Radioactivity

Followmg a single oral administration of |“C]-ponazuril, tissue samples were
taken at various times up to 150 days afler dosing, Radioactivity was well
distributcd throughout the tissues with the hizhest residues gencrally seen m the
liver, and the lowest in the muscle. The residues were slowly cleared from the
lissues, bul had Gallen to <1% of their levels between day 7 and 49, and 1o <0.1%
between day 7 and 150, In order Lo analyse the tissees at the later timepoinds (Cay
70 and after) they were rcanalysed t9 lower the limit of detection, but the
methodelogy could not be adapted for the skin.  This meant hat the resulis
obtained for the skin remained close lo (he limit of detection and the concentration
of residues in this tissue may have been overcstimaled al the later limepoints.
There were no consisien! differences in the concentrations of residues between
males and femaies. Residues were slightly higher m females than males on day 7,
and 49, snd were slightly higher in males than temales on day 21, 28, and 70,

Tissue | Concenmarion of radinacthivity in fissues (as pp equivalents ponazurilig
lissuc) afier:- B o
Tdays 2ildays 28 days d%days  Tldays 1 9days 150 days
Liver 12.10 3.950 2724 0208 000503 001206 Q00479

Fidnesr bl 3221 1.789 (083 000711 0000607 Q.00230
lusele 4059 [.59% a7y 0030 Qo02de 000131 000103

Giin 6738 1.943 10145 1.055 002769 0.00837 BLD

Tut R.609 2823 1.272 .05 000684 000381 000235
15103 - Concentrtion in the smple g belew Tt of detection (Le. DPM in alipol analysed < hackground
L3 Thee calentared value for the resides concentration hos been used in slahstiics,

Excretion/Balance

Over g 21-day period, 42% of the dosed radioactivity was found in the excrcta of

ntale and female pigs given a single oral dose of | 7C-ponamuril. The major routs
of climination was via the vrinz in males {27.11% of dose) and laeces in fomales
(19.71% of dosc). Overall, the mean urinary excretion accounted for 21.5% of
dose. The elimination of the dosc was slow, with the daily elimination in urine
praking 4l [.58% of The dose on Day 7.

Famle T Ter cent of administored dose
= Males Femal=s = M-\."al".
Urins 27107 15,54 2148
Toeces 14:34 1oy 16,98
Cime Wash 2217 0,960 1.591
Final Cige Wish S 0027 (Ll
e [rahrin 2308 2383 1347
Tatal 4554 SROT T 4243
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Metabolism

Examination of the uring, faccal and tissuc exiracis by radio-HPLC showed that
ponazuril was the major component present at virtually all imepoints. There were
also small amounts of desmethy] ponaroril, ponazuril aleohel and ponazuril acid
present in some extracts of tissucs and facees, and in (he urine. The presence of
desmethy] ponazuril was contirmed by HPLC/MS analysis of cxiracts of kidney,

Orverall, ponazuril accounted for 85 to 10004 of the residucs m the hssues of the
piglets at the carly limepoints (up to Day 4% in all tissues except skin) and for
creater than 61% at the other timepoints analvsed, Ponazunl also accounted lor
76-100% of the radivactivily in the [aeces.
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