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RESUMEN. EI D003 es una mezcla de acidos grasos alifaticos de muy alto peso molecular aisada y purificada
de la cera de la cafia de azlicar (Saccharum officinarum L.), cuyo componente principal es el acido octacosanoi-
co. También estan presentes los &cidos triacontanoico, dotriacontanoico y tetratriacontanoico. Asumiendo la si-
militud estructural delos componentes, asi como que el componente mayoritario de la mezcla es el &cido octaco-
sanoico, los estudios far macocinéticos del D003 se realizar on siguiendo la far macocinética del acido 3H-octacosa-
noico. Tanto tras la administracion oral como endovenosa (iv) del 3H-octacosanoico (40 mg/kg), la caida de la
radiactividad total (RT) es muy lenta, observandose valores elevados del t1/, de eliminacion. Trasla absorcion la
RT se distribuye notablemente en diferentes tejidos, aunque el higado es € 6rgano donde més se localiza a lo
largo detodo es estudio. Durante lasprimeras 6 h la RT sedistribuye preferentemente en higado, estomago ein-
testino delgado, donde las concentraciones son superiores a las del plasma. Las concentraciones de RT en tegjido
adiposo al inicio son bajas, pero posteriormente se incrementan gradualmente. Por la via oral, la via excrecion
delaRT esprincipalmente por heces (63,3%) aunque por la orina se excreta un 24,7% de la dosis administrada.
Por ambas vias, la diminacion dela RT eslenta, lo cual es congruente con la marcada distribucion y retencion
tisular de la RT. La absorcion del compuesto marcado a través del tracto gastrointestinal es rapida, a juzgar
por los niveles de RT plasmatica a los 15 min y e méximo de concentracion observado a los 30 min. La biodis-
tribucion de RT sugiere la absorcion a nivel de estémago e intestino delgado. La cantidad absorbida, estimada
de acuerdo al cociente de excrecion renal trasla administracion oral y endovenosa del compuesto mar cado, fue
deun 61,15%. Durante las primeras h posteriores ala administracion oral, lamayor partedela RT presente en
higado y plasma esta asociada a la fraccion lipidica, lo cual resulta congruente con la naturaleza del compuesto
administrado. Sin embargo, la disminucion del porcentaje de RT asociada al extracto lipidico respecto a la total
del tejido hepético en el tiempo, sugiere la posible degradacion paulatina del &cido. La aparicion de radioactivi-
dad en fosfolipidos, triglicéridos y esteres de colesterol del tgjido hepaticoy del plasmaindica la posible esterifi-
cacion del acido octacosanoico o de sus metabolitos a estos compuestos lipidicos. Un porcentaje alto de la RT
plasmética se transporta en las lipoproteinas, preferentemente en la fraccion donde migran las VLDLS, lo cual
es congruente con el incremento paulatino dela RT en tejido adiposo.

SUMMARY. “Kinetics of Total Radioactivity (TR) after the Oral and Endovenouse Administration of Single Doses
of 3H-octacosanoic Acid in Rats’. D003 is a mixture of higher aliphatic primary acohols purified from sugar cane
wax in which octacosanoic acid is its main component, followed by triacontanoic, dotriacontanoic and tetracosanoic
acid. Bearing in mind not only this fact, but also considering the very close structural relationships among the com-
ponents of the mixture, we follow 3H-octacosanoic pharmacokinetic as relevant surrogate for DO03 pharmacokinet-
ics. After both, oral and endovenous (iv) route, plasma elimination of total radioactivity (TR) slowly decline, as
judge by the elimination half-life. After absorption, TR was extensively distributed in the different tissues, but the
highest amount of radioactivity was present in liver throughout the study. Within the first 6 h, radioactivity was also
preferably located in stomach and small bowel. Radioactivity found in plasma was lower that those found in these
organs. At the beginning of the experiment, TR found in adipose tissue was low, however, these values increased
thereafter. After oral administration, TR was primarily excreted by feces (63.3%), although urine excretion account-
ed 24.7% of the administered dose. The excretion profile after both routes indicated a rather slow elimination of TR,
which agrees with the extensive distribution and retention of radioactivity in tissues. The maximun concentration of
radioactivity in plasma occurred 30 min after oral dosing. This fact together with the level of radioactivity attained in
plasmawithin the first 15 min, indicates a rapid absorption of the labeled compound. Tissue distribution suggest that
absorption might occur in stomach and small bowel. Absorption accounted for 61.15%. Within the first hours after
oral dosing the total radioactivity in plasma and liver was almost completely extracted by chloroform:methanol.
However, the radioactivity of lipid extract decreased thereafter, suggesting octacosanoic acid degradation. Within
the first 2 h plasma and hepatic TR was located in phospholipids, cholesteril esters and triglicerides, which suggest
that octacosanoic acid and probably octacosanoic metabolites have been sterified. At two hours it was found that
part of the plasma radioactivity was located in lipoprotien fractions mainly in VLDLSs. Thus, the increase of TR in
adipose tissue, suggest that part of it was stored in the fat pool of the adipose tissue.
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