Vroku 1970 ukoncil studium nalekérskejfakulte Univerzity vRennes. 1970 - 1978 pracoval v Uni-
verzitnej nemocnici na pozicii,assistent” a,chef de clinique” 1979 - 1980 pracoval ako asistent
v Hospital Tenon v time profesora Salat — Baroux, kde sa Specializoval na mikrochirurgické ope-
racie v liecbe sterility. 1984 — 2001 pracoval ako veduci lekar na Clinique Mutualiste, La Sagesse”
v Rennes, kde zalozil Centrum IVF.Vr. 2001 zalozil Centrum IVF na Clinigue Du Mail La Rochelle.
V r. 2004 bol odbornym poradcom pri zakladani Centra IVF v GYN - FIV. 2006 zalozil Centrum
IVF v Dakare - Senegal. Je autorom a spoluautorom odbornych publikacii zameranych na
liecbu sterility a aktivnym tcastnikom medzinarodnych konferencii.

He has been graduated on Medical School of University in Rennes in 1970. 1970 — 1978: he
has been worked in University Hospital on the post of ,assistant” and ,chef de clinique”. 1979
- 1980: he has been worked as an assistant in Hospital Tenon in the team of Professor Salat —
Baroux, where microsurgical operations in the treatment of sterility were his specialty. 1984 —
2001: he has been worked on Clinique Mutualiste ,La Sagesse” in Rennes, where he has found
the IVF Centre. 2001: he has found the IVF Centre on Clinigue Du Mail La Rochelle. 2004: he was
an expert adviser at the foundation of the IVF Centre in GYN - FIV. 2006: he has found the IVF
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OD HMG PO REKOMBINANTNE GONADOTROPINY; AKE MIESTO MA LH?/
DU HMG AU GONADOTROPHINES RECOMBINANTES; QUELLE PLACE POUR LA LH?

Historia ovarialnej stimulacie sa zacala pouzivanim prvych gonado-
tropinov ziskanych z mocu tehotnych kobyl, ktoré boli velmi rychlo
nahradené ludskymi gonadotropinmi ziskanymi z mocu meno-
pauzélnych Zien /HMG, HCG/.

V polovici osemdesiatych rokov hlbsia znalost fyzioldgie, hlavne
uloha FSH a LH vo folikulogenéze, ktoru popisal Gougeon, umoznila
zavedenie novych stimula¢nych schém. Sucasne sa s pokrokom bio-
technolégie zahdjilo pouzivanie novych hormondélnych preparatov
- vysoko purifikované urofolitropiny /HMG HP/.

V roku 1997 bol uvedeny na trh prvy rekombinantny gonadotropin
/r-FSH/ - Gonal F, ktory modifikoval stratégiu a filozofiu stimula¢nych
protokolov a vyzdvihoval prinos samotného FSH v stimulacii ovulacie.
Sucasne sa nastolila otdzka vyznamu LH pritomného v urofolitropi-
noch a absentujuceho v rekombinantnych gonddotropinoch.

Rozne studie potvrdzovali Uspesnost minimalne rovnakd u oboch
skupin, niektoré divergencie pretrvavali a nechavali nezodpovedané
otazky:

Aky vplyv ma aktivita LH pochadzajica z HCG, ktory je sticastou
gonadotropinov HMG HP:

+  nakvalitu prostredia oocytu?

«  nakvalitu embryi?

+  nauspesnost cyklu IVF?

Zaver:

«  gonadotropiny HMG maju pozitivny vplyv na dozrievanie oocy-
tov a kvalitu endometria

+  napriek nizSiemu poctu ziskanych oocytov mozno konstatovat,
ze pomer embryi optimalnej kvality je vyssi v skupine gonado-
tropinov HMG

- implantation rate a pregnancy rate je vyssi v skupine gonado-
tropinov HMG

+  natieto zavery nadvazuje zaradenie nového rekombinantného
gonadotropinu, ktory obsahuje r-FSH a r-LH do stimula¢nych
protokolov

A history of ovarian stimulation has begun by the use of the first
gonadotrophins obtained from the urine of pregnant mares, which
were very rapidly replaced by human gonadotrophins obtained form
the urine of menopausal women /HMG, HCG/.

More profound knowledge of physiology in the middle of the eight-
ies, particularly the role of FSH and LH in the folliculogenesis, which
was described by Gougeon, has enabled the introduction of a new
stimulation schemes. Simultaneously with the progress of biotech-
nology has begun the use of a new hormonal preparations - highly
purified urofollitrophins /HMG HP/.

Marketing authorisation was granted in 1997 to the first recombinant
gonadotrophin /r-FSH/ - Gonal F, which has modified the strategy
and philosophy of stimulation protocols and has highlighted a ben-
efit of FSH itself in the ovulation stimulation.

Simultaneously has been raised an issue of importance of LH present
in urofollitrophins and absent in recombinant gonadotrophins.
Various studies confirmed at least equal successfulness in both
groups, however some divergences have continued and following
questions remained open:

What influence has LH activity coming from HCG, which is a part
of gonadotrophins of HMG HP:

« onoocyte surroundings quality?

«  onembryo quality?

« onsuccessfulness of IVF cycle?

Conclusion:

«  the HMG gonadotrophins have positive influence on oocyte
maturation and endometrium quality

. in spite of lower count of obtained oocytes it may be stated that
the rate of embryos of optimal quality is higher in the group of
HMG gonadotrophins

. implantation rate and pregnancy rate are higher in the group of
HMG gonadotrophins

« inclusion of the new recombinant gonadotrophin, which in-
volves r-FSH and r-LH, in stimulation protocols, is related to
these conclusions
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Dr. Colin Howles je v sticasnosti veducim Oddelenia medicinskych zaleZitosti tykajucich sa fertility v Europe, zalozenom v ustredi
spoloénosti Merck Serono v Zeneve. Dr. Howles predtym pracoval v oblasti klinického vyvoja a 2,5 roka stravil na Dalekom Vychode
v Singapure. V/ tom ¢ase precestoval tito oblast, najmé severnt Aziu, Cinu a Japonsko, kde sa podielal na klinickom zavedeni rekom-
binantnych gonadotropinov. Pred odchodom do Singapuru zastaval rézne pozicie v spolo¢nosti Serono International vo vedeni firmy
v Zeneve vratane predsednictva v dozornej rade pre Serono Symposia International. Koncom 80. az 90. rokov minulého storotia, ked
Dr. Howles pracoval v spolo¢nosti Serono, podielal sa na vyvoji a klinickom zavedeni prvého vysoko purifikovaného gonadotropinu
odvodeného z mocu (u-FSH HP), a potom rekombinantného h-FSH (folitropin alfa), h-LH, hCG a antagonistu GnRH, cetrorelixu. Pred
pripojenim k spolocnosti Serono v roku 1987 zastaval post hlavného endokrinoléga a vediceho odbornika na Bourn Hall Clinic v
Cambridge, kde spolupracoval s profesorom R. G. Edwardsom a panom Patrickom Steptoem. Vyskum Dr. Howlesa sa zameriava na
folikuldrny vyvin riadeny gonadotropinmi a najnovsie na identifikaciu pacientovej charakteristiky ako prognostického faktora ovarialnej
odpovede po stimuldcii prostrednictvom FSH v liecebnych cykloch Ol a ART. Dr. Howles publikoval viac ako 50 prehladov a ¢lankov v
oblasti reprodukénej endokrinoldgie, je spoluvydavatelom dvoch rozsiahlych ucebnic o reprodukénej medicine a prednasal po celom
svete. Je clenom niekolkych spolocnosti pre zdravotnickych odbornikov a dlhodobym clenom Eurépskej spolocnosti pre humannu
reprodukciu a embryoldgiu (ESHRE) a clenom Americkej spolocnosti pre reproduként medicinu (ASRM).

Dr Colin Howles is currently Head of Medical Affairs Fertility, Europe, based in the Merck Serono headquarters, Geneva. Prior to this
Dr Howles worked in Clinical Development and spent 2.5 years in the Far East based in Singapore. He traveled extensively around the
region during that time especially to N Asia, China and Japan where he was involved in the clinical introduction of recombinant gona-
dotrophins. Before moving to Singapore, he held various positions within Serono International at the head office in Geneva, including
Chairman of the Advisory Board for Serono Symposia International. During the late 1980s and 1990s whilst working with Serono, Dr
Howles was involved in the development and clinical introduction of the first highly purified urinary derived gonadotropin (u-FSH HP)
and, subsequently, recombinant h-FSH (follitropin alfa), h-LH, hCG and the GnRH antagonist, cetrorelix. Before joining Seronoin 1987, he
held the post of Senior Endocrinologist and Chief Scientist at Bourn Hall Clinic, Cambridge, where he worked with Professor R G Edwards
and Mr. Patrick Steptoe. Dr Howles' research interests include the gonadotrophin control of follicular development and more recently
identification of patient characteristics as prognostic factors of ovarian response following FSH stimulation in Ol and ART treatment
cycles. Dr Howles has published over 50 reviews and papers in the field of reproductive endocrinology, co-edited two major textbooks
on reproductive medicine and has lectured widely around the world. He is affiliated to several societies for healthcare professionals
and is a long-term member of the European Society for Human Reproduction and Embryology (ESHRE) and the American Society for
Reproductive Medicine (ASRM).
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INDIVIDUALIZACIA LIECBY - NOVA PARADIGMA /
TREATMENT INDIVIDUALISATION: THE NEW PARADIGM

V spontdnnom mestruacnom cykle ukonci obvykle dozrievanie len jeden
jediny folikul z kohorty 10 -20 folikulov, ktory sa pocas ovulacie uvolni
ako zrely oocyt. Cielom FSH stimulacie pri ART protokoloch je prekonat
tento vyber dominantného folikulu a umoznit rast viacerym folikulom.
Nadmerny pocet ziskanych oocytov v kombinacii s prebiehajucim te-
hotenstvom méze vystavit zenu riziku ovaridlneho hyperstimulacného
syndromu (OHSS). Na druhej strane, vediet predpokladat nedostato¢nu
ovarialnu odpoved, by umoznilio lekdrom proaktivne zvladnut oboje -
liecebny cyklus aj ocakdvania pacientky. Uvedend situdcia sa castejsie
vyskytuje u Zien v pokrocilom maternadlnom veku, kedy je znizeny nielen
pocet, ale aj kvalita oocytov. V sticasnosti zostava Uspesna liecba tychto
pacientok najvac¢sou vyzvou v ART programoch.

Dokézat ‘predpokladat’ odpoved pacientky na liecbu, a teda zvolit
spravnu davku rekombinantného huméanneho r-hFSH s cielom ziskat
‘akceptovatelny’ pocet oocytov (5-14) pre ART, je viak komplikované.
Na to, aby sa dala predpokladat ovaridlna odpoved na farmaceutické
pripravky kazdej pacientky a prisposobit pociato¢na davka exogénneho
FSH boli sledované rézne klinické, endokrinné, ovariadlne ultrazvukové,
v poslednej dobe aj genetické parametre. V réznych predikénych mod-
eloch bolo hodnotenych niekolko domnelych premennych s rozlicnymi
vysledkami. Identifikovali a vyvinuli sme algoritmus, ktory pouziva lahko
dostupné udaje, Specifické pre pacientku: bazalna sérova hladina FSH vo
vcasnej folikularnej faze, body mass index (BMI), vek, a pocet antralnych
folikulov (AFC) stanoveny na zaciatku. PouZzitie tohto algoritmu v pilot-
nej studii nas povzbudilo do dalsej prace na vyvoji tohto modelu pre ru-
tinné klinické vyuzitie. V sicasnosti sa skimaju dalsie markery ovarialnej
rezervy ako je AMH, do buducnosti nam vsak vhodné udaje potrebné na
individualizaciu liecby poskytnu genetické biomarkery.

U Zien v pokrocilom materndlnom veku je jasny vzostup aneuploidic-
kych embryi, ¢o je najpravdepodobnejsie spdsobené suboptimalnym
cytoplazmatickym dozrievanim (vratane znizenej kapacity mitochon-
drii oocytu vytvorit dostato¢né mnozstvo energie potrebnej na oplod-
nenie a delenie bunky). V tejto prednéske tiez zhrniem dostupné dokazy
pouzitia roznych doplnujucich pripravkov na zlepsenie naboru folikulov
a cytoplazmatickej integrity za ucelom zlepsenia prognézy tychto Zien.
Napriklad, suc¢asné studie naznacuju, Ze suplementécia androgénu méze
byt jednou z oblasti vyskumu vo vhodne randomizovanych studiach.

In a spontaneous menstrual cycle, only one follicle out of a cohort of
10-20 usually completes maturation and ovulates to release a mature
oocyte. The aim of FSH stimulation in ART protocols is to overcome the
selection of a dominant follicle and to allow the growth of multiple fol-
licles. An excessive number of retrieved oocytes combined with an on-
going pregnancy can put the patient at risk of ovarian hyperstimulation
syndrome (OHSS). At the other extreme, being able to predict a poor
ovarian response would enable clinicians to manage both the treatment
cycle and the patients’ expectations proactively. This latter situation is
much more common in women of advanced maternal age, where not
only the number but also the quality of oocytes, is reduced. Today, suc-
cessful treatment for these patients continues to be a major challenge in
ART programs.

Being able to‘predict’a patient’s response to treatment and hence select
the correct dose of recombinant human r-hFSH to retrieve an‘acceptable’
number of oocytes (5-14) for ART, is however, complex. To predict each
patient’s ovarian response to pharmaceutical agents and to individualize
the starting dose of exogenous FSH, various clinical, endocrine, ovarian
ultrasonographic and more recently genetic characteristics have been
explored. Several putative patient variables have been assessed together
in prediction models with varied success. We have identified and devel-
oped an algorithm that uses readily available patient-specific: baseline
serum FSH in the early follicular phase, body mass index (BMI), age, and
antral follicle count (AFC) assessed at baseline. The use of this algorithm
in a pilot study has encouraged us to further work on the development
of this model for routine clinical use. Currently other markers of ovar-
ian reserve such as AMH are being explored but in the future genetic
biomarkers will also provide valuable aids to treatment individualization.

In women of advanced maternal age, there is a clear increase in aneu-
ploid embryos and this is most likely due to suboptimal cytoplasmic
maturation (including reduced capacity of oocyte mitochondria to gen-
erate sufficient quantities of energy required for fertilisation and cell divi-
sion). In this lecture | will also review the available evidence for the use
of various supplementary agents as a means of augmenting follicular
recruitment and cytoplasmic integrity, so as to improve the prognosis for
these women. For example, recent studies indicate that androgen sup-
plementation may be one area to explore further in properly controlled
randomized studies.
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Dr. Helmy Selman ziskal svoj titul B.Sc. v roku 1979 na univerzite v Tante, Faculty of Science - v Egypte,
Ph.D obhédjil v roku 1994 v Rime na Fakulte Biologickych vied, na univerzite La Sapienza. Od roku 1992
sa venuje reprodukénej bioldgii a metédam asistovanej reprodukcie (ART). V sucasnosti sa fokusuje
najma na gonadotropiny, kvalitu oocytov, embryi a vitrifikdciu embryi. Je autorom a spoluautorom
mnohych vedeckych publikacii. Momentalne je $éfom IVF laboratdria “Policlinico di Perugia’- v Ta-
liansku, vedeckym riaditelom centra Primigenia, v Umbertide, v Taliansku a riaditelom IVF laboratéria
Praxi Provita,v Rime, v Taliansku.

Dr. Helmy Selman obtained his B.Sc. 1979: Faculty of Science -Tanta University (Egypt), and then he
is Ph.D in 1994 (Faculty of Biological Science.- La Sapienza University -Roma Italy). Since 1992 his inte-
rest is Reproductive Biology and Assisted Reproductive Technologies. Currently his major interest is
focused on Gonadotropin and oocyte and embryo quality, and oocyte and embryo vitrification. He is
an author and co-author of several sscientific publications. Actually he is the head of IVF laboratory of
the “Policlinico di Perugia”- Italy, Scientific director of Primigenia Center, Umbertide -Italy, and IVF lab
director Praxi Provita, Roma-Italy.
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VPLYV SPOSOBU GLYKOZYLACIE FSH NA KVALITU OOCYTOV A KLINICKE VYSLEDKY /
EFFECT OF FSH GLYCOSYLATION PATTERNS ON OOCYTE QUALITY AND CLINICAL OUTCOME

Napriek zlepsenym vysledkom a vyznamnym inovéaciam v ART, pocet tehoten-
stiev na ziskany oocyt zostava nadalej prilis nizky. Hlavnym limitujicim faktorom
Uspesnosti ART je kvalita oocytov. V stimulovanych cykloch zostava vyznamnym
problémom ziskanie occytov s adekvatnou zrelostou. Tento problém moéze
spocivat v najdeni a identifikacii “spravnych oocytov’, tj. kompetentnych oocy-
tov. Vyvojova kompetencia sa ziskava pocas folikulogenézy, ked oocyt rastie a
nasledne pocas obdobia dozrievania oocytu. Kontrolovana ovaridlna hypersti-
mulécia alebo len ziskavanie nezrelych oocytov pre in vitro dozrievanie narisa
tento proces, ¢o vedie k znizeniu vyvojovej kompetencie oocytov. Ci uz sa
pouziva pri ART huménny FSH (hFSH) alebo rekombinantny FSH (rFSH) na rézne
rezimy ovarialnej stimulécie s cielom ziskat vyssi pocet oocytov, ich tcinnost na
kvalitu oocytov zostava témou na diskusiu. Existuje dokazany rozdiel medzi sp6-
sobom glykozylacie hFSH a rFSH, pricom huménna molekula obsahuje skalu
izoforiem jasne posunutych smerom viac ku kyslym/glykozylovanym formam.
To moze ovplyvnit kvalitu oocytov a klinicky vysledok u stimulovanych pacien-
tok.

Niekolko $tudii potvrdilo vyskyt vyznamnych zmien v sposobe glykozylécie
FSH pocas urcitych fyziologickych obdobi, vratane puberty a menstrua¢ného
cyklu. Kyslé, t. viac glykozylované FSH izoformy sa tvoria pocas folikularnej a
neskorej lutedinej fazy, ked su hladiny E2 nizke, zatialco menej kyslé izoformy
FSH sa tvoria uprostred cyklu ked'su hladiny E2 vysoké. Tento posun smerom k
tvorbe a sekrécii viac kyslych/sializovanych FSH molekul v lutedino-folikuldrnom
prechode cyklu méZze predstavovat vyznamny mechanizmus reguldcie intenzity
FSH stimulu pocas naborovej fazy a méze mat vplyv na kvalitu vybranych oocy-
tov ako aj na ich v¢asné vyvojové stadia.

V tejto $tudii sme teda vyhodnocovali protokoly ovaridinej stimulécie podla sp6-
sobu glykozylacie FSH, vplyv na kvalitu oocytov a klinické vysledky, pricom sme
pouzili kysly (Fostimon/Fostipur (IBSA, Svjaciarsko) a menej kysly FSH (Gonal-F,
Merck-Serono, Svajtiarsko). Vyhodnocovali sme G¢innost a efektivnost troch
rdznych stimulacnych protokolov, kombinovanych sekvencnych protokolov s
kyslou a menej kyslou FSH stimulaciou v porovnani s kyslym a menej kyslym
FSH samotnym na kvalitu oocytov a kvalitu embryi, ako aj pocet tehotenstiev a
implantdcii. Spdsob glykozylacie FSH ovplyvriuje vysledok ovaridlnej stimuldcie;
pouzitie kombinovaného sekvencného protokolu s kyslym hFSH a menej kyslym
rFSH zlep3uje vysledok IVF.

Zaverom, v sUcasnosti uz existuje klinicka skusenost s pouzitim rézne glykozy-
lovanych FSH produktov, aby sa ziskali rézne typy odpovedi na stimulaciu
(1-4). Podla nasho nazoru si takyto pristup urcite zaslizi pozornost a dalsie
prospektivne Studie.

In spite of improved results and important innovations in ART, pregnancy rate
per retrieved oocyte remains far too low. A major limiting factor in ART success
rate is oocyte quality. In stimulated cycles the achievement of oocytes with prop-
er maturation state remains a major problem. The problem may lie with finding
and identifying the “right oocytes’, i.e. competent oocytes. Developmental com-
petence is acquired during folliculogenesis when oocyte grows and, thereafter,
during the period of oocyte maturation. Controlled ovarian hyperstimulation or
just collection of immature oocytes for in vitro maturation perturbs this process
resulting in reduced developmental competence of the oocytes. Either human-
derived FSH (hFSH) or recombinant FSH (rFSH) are used in ART for different ovar-
ian stimulation regimens with the aim to increase oocyte yield, however their
efficacy on oocyte quality still remains a matter of debate. There is evidenced
difference between hFSH's and rFSH's glycosylation pattern, where the human-
derived molecule is shown to contain a range of isoforms clearly shifted toward
more acidic/glycosylated types. This may affect the oocyte quality and clinical
outcome in stimulated patients.

Several studies have documented the occurrence of significant changes in FSH
glycosylation pattern during certain physiological conditions including puberty
and the menstrual cycle. Acidic, i.e more glycosylated, FSH isoforms are pro-
duced during follicular and late luteal phases when the E2 level is low whereas
less acidic FSH isoforms are produced during mid-cycle when the E2 level is
high. This shift towards the production and secretion of more acidic/sialylated
FSH molecules in the luteal-follicular transition of the cycle may be an important
mechanism to regulate the intensity of the FSH stimulus during the recruitment
phase and may be of impact on the quality of the enrolled oocytes as well as in
their early development stages.

Accordingly, in this study we evaluate ovarian stimulation protocols based on
FSH glycosylation pattern: impact on oocyte quality and clinical outcome, uti-
lizing acidic (Fostimon/Fostipur (IBSA, Switzerland) and less acidic FSH (Gonal-F,
Merck-Serono, Switzerland). We evaluated the efficiency and the efficacy of the
three different stimulation protocols, combined sequential protocol of acidic
and less acidic FSH stimulation compared to acidic or less acidic FSH alone, on
oocyte and embryo quality, and pregnancy and implantation rates as well. FSH
glycosylation pattern affects the ovarian stimulation outcome; using a com-
bined sequential protocol of acidic hFSH and less acidic rFSH improves the IVF
outcome.

In conclusion, there is already some clinical experience on the use of differently
glycosylated FSH products to obtain different patterns of response to the stimu-
lation (1-4). In our opinion such approach is definitely worth due attention and
further prospective studies.
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C0 JE PRINCIPOM VYBERU U-FSH ALEBO R-FSH PRI ART: NAJNOVSIE KLINICKE DOKAZY V PRIPADE ZIEN PODSTUPUJUCICH
KONTROLOVANU OVARIALNU STIMULACIU NA INTRACYTOPLAZMATICKU INJEKCIU SPERMIi (1CSI)/

WHAT'S THE PRINCIPLE FOR SELECTING U-FSH OR R-FSH IN ART: RECENT CLINICAL EVIDENCES IN WOMEN UNDERGOING
CONTROLLED OVARIAN STIMULATION FOR INTRACYTOPLASMIC SPERM INJECTION (ICSI)

Gonédotropiny sa od roku 1980 pouZivaju v programoch asistovanej reproduk-
cie naindukovanie multifolikuldrnehorastuav poslednom desatrocisa Uspesne
zaviedli vysoko purifikované humdanne urindrne hormony stimulujuce folikuly
(u-hFSH). V niektorych eurdpskych krajinach je od roku 1997 dostupny novy
urindry FSH (Fostimon®, IBSA). Tento produkt je vysledkom novej purifikacnej
metédy stipcovej ionexovej chromatografie. Tento pripravok ma $pecificku
aktivitu <6000 IU/mg proteinu a stupen Cistoty 90 %. Tato vysokd uroven
biologickej potencie a bezpecnosti umoziuje, aby sa Fostimon podéval intra-
muskuldrne aj subkutanne. Napriek klinicky dokdzanej bezpecnosti a ticinnosti
boli neddvno navrhnuté rekombinantné FSH (rFSH) ako bezpecnejsie a
klinicky vyhodné v porovnani s u-hFSH. Na potvrdenie klinickej dcinnosti a
bezpecnosti u-hFSH (Fostimon® - IBSA) a r-FSH (Gonal-F®-Serono), obidvoch
pripravkov podavanych subkutanne, sa uskutocnila randomizovana studia
zahimiajuca Zeny podstupujlce kontrolovanu ovaridlnu stimuldciu na intra-
cytoplazmaticku injekciu spermif (ICSI). Pre tuto Studiu bolo vybranych 150
pacientok vo veku od 18 do 39 rokov s normalnou bazélnou hladinou FSH
(< 10 IU) a indexom telesnej hmotnosti <30 kg/m2. Po standardnom dlhom
protokole s pouzitim analégov GnRH boli pacientky randomizované bud
na uzivanie Fostimonu alebo Gonalu-F v Gvodnej dévke 225 IU pocas 5 dni.
Davka sa potom upravila podla ovaridlnej odpovede. Obidva lieky sa podévali
subkutanne. Primarnym parametrom bol celkovy pocet ziskanych oocytov.
Sekundarne parametre brali do tvahy celkovd dévku FSH (IU); pocet dni stimu-
lacie prostrednictvom FSH a dizku stimulacie; Cinitel potlacenia; sérovd kon-
centréciu estradiolu v derh podania injekcie hCG; pocet folikulov >14 mm v dery
podania injekcie hCG. Tiez sa hodnotila kvalita oocytov vratane pomeru ferti-
lizdcie (1. der); pomeru Stiepenia; pomeru blastocyst; poctu zrelych oocytov
(3. stupen-metaféza Il) a injikovanych oocytov. Medzi tymito dvomi liecebnymi
skupinami sa porovnaval pocet transferovanych a zmrazenych embryi; klinicky
pomer gravidit (na stimulovany cyklus, na ziskanie oocytov a na transfer em-
bryi) a pomer implantacie, ako aj pomer porodov a pomer Zivych narodenych
plodov na cyklus, na ziskanie oocytov a na klinicku graviditu.

Bezpecnost sa stanovila na zéklade hodnotenia neziaducich udalosti vysky-
tujucich sa pocas $tudie (Cas nastupu, zavaznost, trvanie a potrebny postup/
lie¢ba); vyskytu rizika OHSS a hodnotenia lokélnej tolerovatelnosti na mieste
podania injekcie.

Since 1980 gonadotrophins have been used in assisted reproduction pro-
grams to induce multifollicular growth and in the past decade the highly pu-
rified human urinary follicle stimulating hormones (u-hFSH) have been suc-
cessfully adopted. Since 1997, a new urinary FSH (Fostimon®, IBSA) has been
made available in some European countries. This product is the result of a new
purification ion-exchange chromatography column method. This preparation
has a specific activity of <6000 |U/mg protein and a purity grade of 90%. These
high levels of biological potency and safety allow Fostimon to be administered
by both the intramuscular and subcutaneous routes. In spite of their efficacy
and safety clinically proven, more recently recombinant FSHs (rFSH) have been
proposed as being safer and clinically advantageous over u-hFSH. In order to
confirm the clinical efficacy and safety of u-hFSH (Fostimon® - IBSA) and r-FSH
(Gonal-F®-Serono) both preparations given by subcutaneous route, a rand-
omized study in women undergoing controlled ovarian stimulation for IntraC-
ytoplasmic Sperm Injection (ICSI) has been carried out.. One-hundred and fifty
patients aged 18-39 with normal basal FSH (< 10 IU) and body mass index <30
kg/m2 where selected for the study. After a standard, long down-regulation
protocol using GnRH analogues, patients were randomised to receive either
Fostimon or Gonal-F at the initial dosage of 225 IU for 5 days. Then the dose
was adjusted according to the ovarian response. Both drugs were adminis-
tered by the subcutaneous route. The primary end-point was the total number
of oocytes retrieved. The secondary end-points took into consideration the
total dose of FSH (IU); the number of days of FSH stimulation and the dura-
tion of stimulation; the cancellation rate; the oestradiol serum concentration
on the day of hCG injection; the number of follicles >14 mm on the day of hCG
injection. Moreover, the oocyte quality was assessed including fertilization
rate (Day 1); cleavage rate; blastocyst rate; number of mature oocytes (grade
ll-metaphase Il) and of injected oocytes. The number of transferred and frozen
embryos; the clinical pregnancy rate (per stimulated cycle, per oocyte retrieval
and per embryo transfer) and the implantation rate, as well as the delivery rate
and live birth rate per cycle, per oocyte retrieval and per clinical pregnancy has
been compared between the two treatment groups.

Safety was evaluated by evaluation of adverse events occurring during the
study (time of onset, severity, duration and action/treatment required); by the
incidence of OHSS risk and by the assessment of the local tolerability at the
injection site.
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