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,Poor response”: definicia a etiolégia
Poor response: definition and etiology

’ -

+Poor response” v IVF sa vieobecne definuje ako ziskanie nedostatoéného poétu oocytov po riadenej ovaridlnej stimuldcii. Incidencia je 10 az 20 % a vekom
Zeny sa zvy3uje. Je désledkom znizenej ovaridlnej rezervy stvisiacej s pribGdajicim vekom, a tym redukcie rekrutovanych folikulov, ktord sa vyskytuje u kazdej
Zeny vo vy$§om veku. Vy3§i vek nie je jediny marker predikcie slabej odpovede ovdrii. Aj u mladych Zien by napr. genetické defekty, operdcie vajeénikov a
chemoterapia mobhli byt zodpovedné za poskodenie vajeénikov, kioré vedie k rovnakému vysledku. Naopak, viacero star$ich pacientok je stdle schopnych
produkovat dostatoény poéet oocytov ako odraz variability ovaridlnej rezervy v Zenske| populdcii.

Odbornd literatira uvddza extrémnu réznorodost definicie pojmu ,poor response”: od nizkeho poétu rasticich folikulov, po nizky poéet ziskanych oocytov,
po zvydenu celkovy ddavku FSH, po anamnestické kritérid, ako napr. vek > 40 rokoy, alebo predoslé zrusené IVF cykly. To vietko velmi staZuje porovndvanie
§t4dif a stanovenie novych guidelines.

Z dévodu potreby medzindrodne akceptovanej definicie pojmu ,poor response” organizdcia ESHRE neddvno urobila prvy pokus $tandardizovat tto definiciu
jednoduchym a reprodukovatelnym spésobom. Dosiahol sa konsenzus o tom, Ze musia byt pritomné aspon dve z nasledujicich troch kritérii:

- vy38i vek matky

- predchddzajica slabd odpoved ovdrii (poor response)

- abnormdlny test ovaridlnej rezervy

Podla tejto definicie je anamnéza jedného cyklu IVF nevyhnutnd na stanovenie diagnézy ,poor response”. Hoci pacientky > 40 rokov s abnormdlnym testom
ovaridlnej rezervy maji predpoklad pre ,poor response”.

Pre Zeny so znizenou ovaridlnou rezervou podstupujicich IVF cykly je v ponuke mnoZstvo réznych stimulaénych protokolov, ale z dévodu chybajicej velkej
prospektivnej randomizovanej kontrolovanej $tidie v rdmci réznych lie¢ebnych stratégii nie je mozné navrhnit definitivny zdver. Va&sina $tddif v skutoénosti
porovndva pacientky s ich predchddzajocimi nedspesnymi cyklami, kde pacientky, ktoré mali slabt ovaridlnu odpoved, ale poéali, boli automaticky vyradené
zo §todie. Nativne IVF cykly mézu predstavovat jednoduchy a lacny spésob v riadent lie¢by v tejto skupine pacientok. Hoci nie st k dispozicii Ziadne velké kon-
trolné prospektivne randomizované §tddie na porovnanie nativnej IVF metédy s riadenou ovaridlnou hyperstimuldciou u ,poor responders” pacientok, G&innosf
nativneho cyklu je obmedzend vysokym poétom zrusenych cyklov najmé kvéli predéasnému vzostupu LH. Pouzitie GnRH antagonistov v neskorej folikuldrnej
fdze, ktoré znizuje predéasny vzostup LH, a zdokonalenie laboratérnych podmienok a fertilizaénych technik zvysuje poéty embryotransferov, ktoré umoziuju
zvysit ,cost benefit” tejto metédy.

Poor response in IVF is generally defined as the retrieval of an inadequate number of oocytes after controlled ovarian stimulation. It has prevalence between
10-20%, which increases with increasing female age. This is the consequence of the age-related depletion of the ovarian reserve, and thus of the reduction
of recruitable follicles, which occurs in every woman with advancing age. Advanced age is not the only factor to determine a bad ovarian response. Also in
young women, genetic defects, ovarian surgery and chemotherapy could be responsible for ovarian damage, leading to the same result. Conversely, several
of older patients are still able to produce a good number of oocytes as reflection of the elevated variability in the ovarian reserve which is present in the female
population.

In the literature there is extreme heterogeneity in the definition of poor response ranging from a low number of developed follicles to a low number of retrieved
oocytes , to an elevated fotal dose of FSH, to anamnestic criteria such as age > 40 or previous cancelled IVF cycles. This makes very difficult to compare studies
and to establish new guidelines of intervention.

Because of the need of an internationally accepted definition of poor response, ESHRE recently made the first attempt to standardize that definition in a simple
and reproducible manner. A consensus was reached on the fact that at least two of the following three features must be present:

- advanced maternal age

- @ previous poor response

- an abnormal ovarian reserve test

By definition, one stimulated cycle is essential for the diagnosis of poor response. However, patients with >40 years of age with an abnormal ovarian reserve
test could be classified as ‘expected’ poor responders.

A variety of different stimulation protocols have been suggested for women with reduced ovarian reserve undergoing IVF cycles, but the lack of any large-scale,
prospective, randomized, controlled frial of the different management strategies does not allow to draw any definitive conclusion. Most studies in fact compare
patients with their prior failed cycles, where patients who had a poor ovarian response but conceived would automatically have been excluded. Natural IVF
cycles may represent an easy and cheap approach in the management of this group of patients. Although no controlled large prospective randomized studies
are available to compare the natural IVF procedure with COH IVF in poor-responder patients, the efficacy of natural cycle is hampered by high cancellation
rates mainly due to untimely LH surge. The use of GnRH antagonists in the late follicular phase which reduces the premature LH rise rate and the improvements
in laboratory conditions and fertilization techniques increase the embryo transfer rates making this procedure more cost-effective.
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