Dr. Urbancsek je profesor a vedici oddelenia asistovanej reprodukcie na Oddeleni pérodnictva

a gynekolégie Lekdrskej fakulty Semmelweisovej univerzity v Budapesti, ktorG ukonéil v roku 1982.

Vzdelanie si doplnil v odbore pérodnictva a gynekolégie v Budapesti (1982-1986) a v odbore gynekologickej
endokrinolégie a reprodukénej mediciny v Heidelbergu (1987-1992) a v Norfolku (1992). Hlavné oblasti
jeho zdujmu zahffaju asistovant reprodukciu, endokrinologické zmeny poéas stimulovanych cyklov, pouzitie
GnRH-analégov na ovaridlnu stimuldciu, intraovaridlnu reguldciu vyvoja folikulov (inhibin, IGF, leptin).
Pracuje pre popredné ndrodné a medzindrodné profesiondlne organizdcie: generdlny tajomnik (1994-1999),
viceprezident (1999 — 2009) Madarskej spolo&nosti asistovanej reprodukcie, €len vyboru humdnnej
reprodukcie Ministerstva zdravotnictva (2001 — dodnes), €len vykonného vyboru (2001 - 2005) Eurépskej
spolo&nosti pre humdnnu reprodukciu a embryolégiu (ESHRE). Od roku 20008 reprezentuje svoju krajinu

vo Vybore ndrodnych zdstupcov ESHRE. Publikoval mnozstvo €éldnkov v odbornych vedeckych Easopisoch,
kapitoly v knihdch v angli¢tine a dve knihy v madaréine.

Dr. Urbancsek is Professor and Head of the Division of Assisted Reproduction, Department of Obstetrics
and Gynecology, Semmelweis University, Faculty of Medicine in Budapest, where he graduated in 1982.
He was trained in the field of Obstetrics and Gynecology in Budapest (1982-1986) and of Gynecological
Endocrinology and Reproductive Medicine in Heidelberg (1987-1992) and in Norfolk (1992). His main
interests include: assisted reproduction, endocrinological changes during stimulated cycles, use of
GnRH-analogues for ovarian stimulation and intraovarian regulation of follicle development. He works
for leading national and international professional organizations: Secretary General (1994-1999),

Vice President (1999 — 2009) of the Hungarian Society of Assisted Reproduction, member

of the Committee of Human Reproduction of the Ministry of Health (2001 — present), member

of the Executive Committee (2001 - 2005) of European Society of Human Reproduction and Embryology
(ESHRE). He has been representing his country in the Committee of National Representatives of ESHRE since
2008. He has published numerous articles in scientific journals, book chapters in English and two books
in the Hungarian language.

Prof. Janos Urbancsek, M.D., PhD., DSc

Janos Urbancsek

Nové poznatky a moznosti vyuzitia nového liekového produktu v lutedinej

suplementdcii

Luteal support: new data and new possibilities from a new drug product

Existuje véeobecnd zhoda o moznosti podpory lutedlne| fazy pomocou
prirodného progesterénu v cykloch IVF, aviak optimdlne ddvkovanie
je stéle predmetom skdmania.

V skutoénosti sa prirodny progesterén perordlne nepoddva kvéli nizkej
biodostupnosti. Na druhej strane vagindine poddvanie nezabezpeduje
jeho riadne systémové Geinky a spdsobuje pacientkam nevolhosf.
Dal¥ou moznostou je systémové poddvanie injekciami, ktoré kom-
plikuje bolestivost a nizka tolerovatelnost olejovych prepardtov.

V poslednom obdobi presiel klinickym vyvojom novy prirodny pro-
gesterénovy prepardt. Obsahuje prirodny progesterén rozpustny
vo vode pomocou pridania beta-cyklodextrinu a je vhodny na sub-
kutdnne poddvanie.

There is wide consensus on the opportunity for supporting the luteal
phase with natural progesterone in ART cycles, however, the optimal
dosing is still under evaluation.

Indeed, the oral route is excluded for the low bioavailability whereas
the vaginal administration does not properly provide systemic pro-
gesterone effects and causes discomfort to the patients. Finally, the
systemic administration by injections is discouraged due to the pain
and low tolerability of the oil formulations.

More recently, a new natural progesterone formulation underwent
clinical development. It contains natural progesterone solubilised in
water by complexing it with beta-cyclodextrin and is suitable for s.c.
administration.

Vo farmakokineticko - farmakodynamickej

Two doses of the new s.c. progesterone were

$tudii sa testovali dve ddvky nového sub- | 120
kutdnne poddvaného progesterénu. Obe
ddvky navodili adekvdtne hladiny pro-

Kinetic profile after the last P4 dose
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tested in a Pharmacokinetic/Pharmacody-

after 11 days of treatment | e stydy and both resulted effective in

inducing adequate blood levels (Fig.1) and

gesterénu v krvi (obr.1) a rast endometria.

endometrial development.

Preto sa mensia ddvka 25 mg/d vybrala

Therefore, the smaller dose of 25 mg per day

na klinické skdganie lll. fazy vo velkej,
multicentricke] randomizovanej, ,non-

was selected for the phase 3 development in a

inferiority” §t0dii s pouZitim vagindlneho
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large size, multicentre, randomised, non infe-
riority study using the vaginal gel, 90 mg per

gélu v dévke 90 mg/day, ako aktivneho
komparétora.
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day, as the active comparator.
A total of 668 patients were randomised and

Celkovo bolo randomizovanych 668
pacientok. Lie¢ba zadala v den odberu oocytov po folikuldrnej sti-
muldcii réznymi druhmi protokolov a pokra¢ovala do vykonania
beta-hCG testu. lba u beta-hCG pozitivnych pacientok pokradovala
az do ukonéenia 10-tyzdriového obdobia. Nezistili sa Ziadne rozdiely
v potte pokradujicich tehotnosti do 10. gestaéného tyzdria, ¢o bolo
primdrnym cielom $tidie. TaktieZ sa nezistili rozdiely ani v rdmci sle-
dovania sekunddrnych cielov §tddie. Obe lie¢by pacientky akceptovali
a dobre tolerovali, ako to vyplyva z ich hodnotenia v dotazniku.

Na zdver moZno konstatovaf, Ze novy injekéne poddvany progesterén
sa zdd byt rovnako Géinny a tolerovany ako vagindlna lie¢ba, ak
sa pouzije u pacientok s dobrou prognézou a podla §tandardnych
rezimov ddvkovania.

the treatment was initiated on the day of the
oocyte pick-up following follicular stimulation with any regimen and
continued up to the beta-hCG test. Thereafter, the treatment was
continued up to the completion of a 10-week period only in beta-
hCG positive patients. There were no differences between the two
treatments for the primary end-point, the ongoing pregnancy rate at
10 weeks, as well as for the secondary end-points. Both treatments
were well tolerated and similarly well accepted by the patients as as-
sessed by a patient questionnaire.

In conclusion, the new injectable progesterone appears to be as well
efficacious and tolerated as the vaginal treatment when used in good
prognosis patients and according to the standard dosing regimens.
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