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Background. Rheumatoid arthritis is a chronic disease that causes inflammation of the joints and
surrounding tissues. To anticipate morning joint stiffness, chrono-therapeutic systems have been
designed that adjust the treatment for 24 hours. Objective of the study. Study of the formulation
technology of circadian release drugs. Material and Methods. Bibliographic review of journals in the
pharmaceutical field listed in electronic databases (Pubmed). Results. Currently, the trend in the
development of controlled release drugs increasingly involves the correlation with chrono-
pharmacokinetic parameters. For this purpose, the company "Nitec Pharma"”, using the technology
"Geoclock" SkyePahrma, developed the first chrono-system with prednisolone content. The chrono-
system releases the active principle after a well-defined time, called "lag time". The system for oral
administration is a matrix consisting of a compacted core with active substance, lubricants and
disintegrants, coated with hydrophobic excipients (wax) independent of pH. The drug is administered
before bedtime, after four hours the biological fluids diffuse into the system, causing the expansion of
the nucleus and the release of prednisolone, the maximum plasma concentration being reached in 8
hours. Research is currently underway on chrono-preparations for sleep disorders, asthma and high
blood pressure. Conclusion. Intelligent drug delivery systems, which act depending on the amplitude of
circadian physiological and biochemical rhythms, are an important perspective in individualized
treatment.
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Introducere. Artrita reumatoida este o boald cronica care provoaca inflamatia articulatiilor si a
tesuturilor din jur. Pentru anticiparea rigiditatii articulare matinale, au fost concepute Sisteme crono-
terapeutice care ajusteaza tratamentul pentru 24 ore. Scopul lucrarii. Cercetarea tehnologiei de
formulare a medicamentelor cu eliberare circadiand. Material si Metode. Studiul bibliografic al
revistelor din bazele electronice (Pubmed) din domeniul farmaceutic. Rezultate. Tendinta de dezvoltare
a medicamentelor prin corelare cu parametrii crono-farmacocinetici, prin folosirea tehnologiei
,»Geoclock™, a indus elaborarea primului crono-sistem cu continut de prednisolon. Sistemul reprezinta o
matritd alcatuitd dintr-un nucleu compactat cu substanta activa, acoperit cu excipienti hidrofobi (ceara)
independenti de pH. Medicamentul se administreazd inainte de culcare, dupa patru ore lichidele
biologice difuzeaza in sistem, determinand expansiunea nucleului si eliberarea prednisolonului,
concentratia plasmatici maxima atingndu-se in 8 ore. In prezent au debutat cercetiri a crono-
preparatelor contra astmului bronsic, hipertensiunii arteriale s.a. Concluzii. Sistemele cu cedare
inteligenta a medicamentelor, ce actioneaza in dependenta de amplitudinea ritmurilor fiziologice si
biochimice circadiene, constituie o perspectiva importanta in tratamentul individualizat.
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