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Application of allometric techniques to predict F10503LO1

PK parameters in humans
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INTRODUCTION

FAES FARMASsbout (0 complet the preciicl devlopmont
of a sl molcues amly of s own RAD o, wheh has
deronstraled viro and in vivo_aciviy on
amataoionl e s o co Inos 2 vl 2 il
models_of several tumours, such as chvonic.lymphatic

Janoma, colon cancer and
o molecuies, FI0503LOT, is in
late toxicology development and comple Information ‘about

RESULTS

Noconpatrent PK mace wi fskorder eraon fom
ceniral compartment was selected as the best model, descriing
FIOEaAL0 ramaconetes ave mivenaus samistaion 1
he 3 evalualed species. Resuls evidenced PK lneariy wihin the
ango of doses evaluated.

Neither sex covariale ofect ‘ameters nor corelation
e PK paramsers wore smsmuy ahicant Goreeduenty,

Proceading from animal experiments info humans is a major
problem indrug _development. Thoreforo, making_good
prcitions ofcinca parmacokis based on euts fom

el s, oukd b of gea inportance o design st -
studos. Here an empiical iterspecies approach,
Sl sscdlaton.was apped o uppor oo ek

Gonsaquenty, the am of ths exarcise was o predct the PK
rameters of F10503LOT in humans. For ths purpose,
Information from PK in diferent spacies was gathered and
analyzed n an alometic exercise wih NONMEM,

MATERIALS AND METHODS

Thvoe animal spacies (mouse, rat and dog) and a total of 284
plasmalic samples.from differnt stuies were inchuded in this
exercise. Plasmaic sampis were obiained afer bols and
intravenous infusion of the test fem in bolh, male and female
animals. Diferent dosos in the ranga from 2 mgkg 1o 125
kg were analyzed: four doses in dog (2, 4.5, 10 and 125
ghkg), two doses n rat (5 and 10 mglkg) and one dose in
mouse (25 ko).

AlLan il stage, the PK modl that best described plasratc:

vas obianed PK neary wihn e rage of

oses asomad 1 vl 83 o conre ot of s very

od. T tween parameters was ovaluated,
oy e earpaen otatomwas o

Alometi escalation helped invesigate corelation models of
nalyz0d species. Tho ompirical
approximaion is based in a exponential functon as folows:
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where ¥ i the dependent variable (PK parameter). W (body
weight) s the independont d x are the

allometic cosficient and exponert, respeciively. Urforunately,
ihis approximation prosents some weaknessas. Among others,

e observed range. However, so
that s iskis reduced by using a popuiation approach
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data were ftied with a pharmacokinetic mode using non-
linear mixed-effect modeling implemenied in NONVEM 7.2
' appoach osinates codfiris an rononts Tt

T seodnss o it ot for o il el e reontod i Fig |
and show random uniform scatler around the e  of idenily.
Su00esung then absence of ay e of Bas.
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Rosulls_from the nonparamelric_boofsirap _analyss_furher
conifmed absence of bigs in the esimation of modsl parameters
(Table 1). Parametor _estimates _of inal  population

pharmacokintic model were very simiar to the median of he non-
parametic booskap rebcats, and al woro coranedviin e
o5

characterize the  relaons
ramaarsand socis eattes s S sop

stctual modl selcten vas faly ouded by 2
asien exgbriton of ahvnl

NONMEM parameter esimates was also
sico h laive andard orr rom o booiiaparalys fr e

majorty of fxed and random effects was lower than 15 and 50%,
{ospocively. Ol soma icunes wers obseve o th osietion
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Visual pedicive chack evidences that the model doveloped is
iate lo doscibe _plasmalic _conceniratons _of

postrwere obtained for the rest o doses analyze

The coeficiont and exponerts estivated by the model willbe
appled o simulale PK parameters of F10503L01 in man and

vl varablty (1Y) vas iy assumed or s
sirctural parameters. PK parameters were presumed fo folow

iton Rostas varasiy was xirated
applying both sides logarihmic transformaion.

dificulios 1o ostimate (s variabily

th fnal

i improvemant i the it when a fxed effect s inchued into

the overall model. Statistal s\umﬂcume vas wsessed using
the lielinood rato test (LAT). I additon, ment in
e v a1 edon o IV and skl

I a
varibilty. the precision in parameter  estmates, and the
examination of diagnostic pos.

Finaly, a_ ronparametic_boolsirap was used as_inferal

vakaton oot o sty e stmats of s P o
rmtors by WINGS. for' NONMENT Parameter precsn

s ovlgiodporimng 1000 Gt boosras

e th 95% Coridence merals of 1 parametr osimates

CONCLUSIONS

[The model selected describes plasmatic observations n|
the 3 evaluated species correctly, and allows the|

parameters from the orignal datasel. Visual Prediciive Gheck
(VPC) was used 1o explore the performance of the madel
seleciod. 1000 datasels wilh the same study design as the
originaldatasot woro simuated.
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efficacy and pharmacology security wil be appied for|

dose.
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