
pou~i II "Iaylnr madt: Ihcra ", ledy pouá\ <iní malých, kontrolm':lné indi viduálních djvek 

lmg"nú. mbJcuovaných po I. ji ~ l i:' lIf pOLdní pl'<Jlilerac \ honnonálni funkč n í cytol(lgii 

rroge~lt:rnnCIl1 O ú ... pé hu na~ í terapie jsme se pfcw~ dč iJi pn 

detekl: hladin) antio\'ariálních protilmek. kdy Isme v 40. 16 r l<unamell"li ... níLení a u 

J () .9~'k pac'ientck ym iLenl prot il jtek . lento rak t je Jol ,zen i tim . ze u , ě l šiny paci nt k pi'i 

této terapii se objekt i vně I.lcpšil ,tav vni tr'ních rodidel, seKundárn í h p0hlavn ích znakú . Za 

zce la zjsado í PO\ 37Ukjc "Ol/čas né Lkpšen í koslní d ' n, i t ~" 
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);, Iedky naší studie a mapování výskytu sérových anlio\'ari:ílních prul il51c:k 

mis vcde k přesvědčen í. ze výskyt autoprotilátek proli ovar iu kore<;pondujc , dříve č i pOldiíj i 

,e prclc ntu jícími klin ickými příznaky . On ' mocnění múže propuknou v obdohí od puherty po 

celé reprodukč ní období. Zavedení adekvátní l éč by (v na' i studi i s ' osvědčilo použití HRT) 

pod le našich poznat ku vedlo ke snížení autoimunního ro ~kole ní ovaria na minimum, 

k L:lchování jeho hormonáln íc h funkcí a pIedevš ím k zachování zd l'avé ovariální tkáně, 

n.:L b)lné pro budoucí rertilitu pacientky. Naše tudie tedy pot vrdila nepochyhně obrovsky 

význam vča s n é diagnostiky a léčby autoimunitního onemuc ně ní uvaria, Z výs ledků vyšetřen í 

hlad in antiovariálnich protil átek ve fo likul ární t e kutině pac kntek Lařazených od r r 
proo ramu v plyvá, že při ře~e n í neplodnosti je ti'eba m,s let i na tu LO příči nu sterility 

spojenou s menšími ú'ipéchy v I 'F programu . 

Disertantka ve své práci vychází z grantového výzkumu. jehož byla spoluře~jte l ko u, 

Do někte rých souborů zařadi l a i poznatk j z předcho7. íc h gra n tů se stejnou č i obdobnou 

tématikou, 7.ejména tam, kde to bylo vhodné pro srovnání vlastních "ýs ledkll 

9.S MMARY 

Inlroduction 

:Y[enopause usually occurs appro. imate ly at the agc of 50. Premature ovari;,tn failure 

(POF) is a disorder dcľined a, a pathologic I ' rmi nalion of mcnsl rual cyc le :lfter puberty and 

befme thc age nf 40. Frequenc) of Lil i di ~orde r is approximatel y I <ft, Hormonal le\'els huw 

hypergonadotroph ic hypoestri . In (FSH more lhan 40 rull l, enarche and regular menstrual 

cydcs ma)- be ťo ll owed by menstrual cycle diso rders . ol igomenolThoea or . econdary 

3mcnorrhuca, terility ol' infcrt ili ty at the reproducti ve age could be the mani ľe~ta t io ns ol' the 
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carl) .,t.1ge oť thé! di'Ci\'e . One (1\ tl!\: p<", ihh: eau~ó ut' Ih;;: prematul'e o arian fai lllrt' .:oulů be 

,ln iluluimmune rr,)<;e~s bcginni ng al any ume oť lhc rcproduc tivc period, 

Thc autoimmune darnage nf th<:: o\arian hormona! prollllction placl:s thi., dl,ea.,c 

betw.: 'n tbc autolmmum: endoninopathic>, \:harac teriLt:d hy dlrc '1 d~struLlIon llf lhe targcl 

,,:[1\, 'u -h as Ůljruilllti" in,ulin dependenl dídh 'Ie ... and '\Jlll,on ~ dl~ca.,e. I hl! pro;!, 'net: uf 

oůle r autoanliboJi " hoth urg<ln 'pcc ifil: :.md nnn-.,pccific cOllld he <llsll J'IIIon,tr.llt:d. 

s~o(; i;,ttillIl llf sc \ cral endoclÍnopdt hil: ' is frcqllcntl) b"erved. \Ve diffe rcnliate 1"0 muin 

type" : p lyglanll lllar yndromc L und ll. PO i, J,",Ol:ialed with pulyg landulw' ' yndromc I in 

12- 17 'Ic , and with polyglundu lar syndrom ' II in J, -·' .6 '10 ol' lhe cases. II bas been proved 

that ln the C bl;! ol' POF are! thy r() i d':llpathie~ lbc nHl\t frequen! Cll morhld ll l e~ . 

Pu, id vit y ť thc antibodic\ against ecib producing ,teroi I. in the I;!arl) phusc ol' Ihe 

di sease i as~ncia ted, in experin lt'ntal model, with the autoillllllunl: ouphoril i MJ TO copic 

\:y, ts are pre! 'enl in 50'fr oť the cascs. Th cysls are prohahl~ " used b) Ihe efťect of inc l~J, ed 

gonadotrnph in le vels. , licroscopic evaluatiun pro ell nwnunuclear in ľi lrratio n in the close 

prox.imity 10 tlr e ťo ll i 'I es 

Objective of our slUdy was to detami ne Ůl e occurrence of the organ pccific 

antiboJiťS ,tgainst ovarian lis~ue at patients with dy,funct ions of thc menstlUa l cyc le in 

co mpari son to the popu lat ion of healthy ťemales . Antibodies against germ cel ls ::J nd steroid 

producing c~ lls were !'ullowed. Sumc oC lhe antiovarian an tibodies pos itive patients were 

indical 'd for laparoscopic biopsy ol' the ovarian tissue because of heavy lllonstrual cye le 

di sturhances, Immunobis tochemical e! x ~mination of the samplc dnc umented the 

murph logical changes. Cunl ml examination of the anti ovarian anti budies leveis 

perfnnncd six momh.s arter the beginning of the trea tlllť nt. 

Paticnts and melhods 

\\i:'\ '\ 

Patienh in [uded in Ihe study were cX.Jmi ned and follo\\'cd up in ou tpatient clinic of 

the Department of Pediatrie and Adolescent G, neco logy 2nd Medical r acu lty Charles 

l lnivcf<; ity and Teaching Hospi tal Motol in Prague. Thc p oup consis lS of 11 0 patients. The 

exarnined gruup wa. sllbdivÍ(kd in to twu subgroup " 1i3 palient, wilh primary amennrrhocJ 

(p ) nncl ~7 Wilh mc nstrua l c cle disorders ran",ing from oligo l'll enorrho a to s condary 

amenorrhoea (OSA) . II p.llien!. wcre ,creened for: gonadotwpin levels (FSI I. LH, FS HlLH 

ratin) and pr sence of ant iovariun ant ibndies, 30 antiovari an ntibod les positive patients were 

indicated fnr laparoscopic bi ps)'. Bioptic samp l c~ were cxanll11ed using ligh t lI nd elec tron 

mrcro\Copy. rte the determinatinn of lhe lev ls uf gonadnlrn pi n, uml prevaIcnce af 



an(io\'onan autoanti hdic~, -+2 pat tent, '" ,I. cu red \\ ith 'Irad iolu ll1 hell1ihydri:lI~ ~v 'rJ ollt"r 

clay 11'110\1. d in Ihe . l'cond ' cle pha\ b nlt:drvX}prngé\taIlIlUIl1 "i:elJt~ e V r} nthcr Jal'. 

, Lhe cnntml ~rou p \,,;: Itať u<;cd hll\od \all1plc~ nf 94 ht:althy won "n (aged 3"±6.7). 

\ho \\<, rc hlo0d Jonor, \Hlmcn anJ h;ld nI) g. necological prohlcrn and anDlher two gmllp' () 

girb and wOlTlen berl1rť appliciltion nf cnn'itraccpli"ť pil l. 

1\ " anothN gmup we e \:.!mineJ 90 palienh trt:atecl for inferti llty, They wer j iNt 

ubdiviJcd into t\Vo grctu ps . if lhť)' were pregnant (0=27) after IVF program or if nOI \n=fi3) 

Then they wCr' ~ubclivided inlO four group, aflc r l'xaminat ion oť prcvalence d Jnliu\'u ri an 

au loantibodies in fo li cular Illlid according 10 su cc~ ,s in IV F program, 

Prevalence oľ 3ntiovarian antihoclies lI'as q lldied lI si ng inJirect im munoflllnrescence . 

Ovari s ,l f ex ually maturl' ral, \\ert' u_cd as a targe1 organ, ELISA mCl hod was uscd for 

detcrmination of thc antihodi s againsl ooplasm. zona pellucida, membrana granulusa cell s 

theca folliculi interna cell, and lutea! ce ll s, Bioptic sa mples ",cre pťocessed by swndard 

melhoos, After morphol ogica l rnicťoscopi c cX<lmination at the electron mi croscope kve !. the 

SH l11plc was incubalcd wi th rnonoclonal ant ibodies against organ specific antibodics labe!ed 

mostl)' by flu oroscianale. Thc sample \Vas lhen exa mined in the immunofluoresccnt 

microscope. McasuremenlS of plasma luteinizing hormone and plasma follicle-s timulaling 

hormone le vels we re 'xa mined by standard commercial imunnassays. 

Statistical eva lution was pcrf'ormed by test of concorclance of paramctef' and 

It: Ncmar's test. 

Results 

[n pal ients wilh primary amťnorhea thc prevalence of antiova tian autoantibodies 

against gc:nn· line ce ll s was the highesl as while as in paticnts with menslrual cyc l 

dys fun ctiun anti ovarian autoantibodie.< gainst steroid -producing cells have thc highcst 

pre valcnce. ln all patients anlibodies agains t luleal ceJls ha ve lhe highcst prevalenc(' , 

antibodies againsl theca folliculi interna ce lls weťe less. Levels of anli bollÍes were examined 

aftcr a period of six monlh :" After the delcrmin ation of the le vels ol' gonadoLropins and 

ovarian hormon o ;" 42 patienh were l'ured wilh hormonal replaceme nl tlt rapy as slIbst ilution 

o l' ovarian ťunc t ioo, Thcn autoimmu ne response of the orq.ln isJTI 10 the ovarian antigen 

dewnninanl<; cOllld be eval1l3ted. SlIccess of this therap)' was renected in the proflle of 

anliO\'arian antiboclie, l eve l~, fn 40.46'11: oť the cases marked decrcase was observed. whiic in 

30.94'7r Clť the ntses wcre thc lc veb undeteclable at aJl. Resulh are $lI lllmarized in graph 3, 

ln a group ol' 94 heaJlhy ťemale s . nine of lhem had pu"il i e anLiovarian antibudics ' 

screening. Thi'lIrprising find ing kad u. to closer anal y,í, of thc groll p. Relro S peCti vť stud} 
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nť thc anamJlc,tic o:.!ta 'vea led lhm lltlC "'Dnwn had n1 i ~,ed ahonion in thc fir,llriItH!sler and 

.tnolher proh lcm with ťertiltty. 6 \\'omen confirmcd men,lru.t l 'yck di .. rder· (-+ . irregu ldf 

cyclc:, I" oligomenorrhoea). That W3' \.\ hy anOlher group ol' 53 heaJlhy girh and young 

wnmcn Ircatl!O in oupalient unii ol Dcpanmenl III Pedmtnc and .\dolescent gynaecolog~ for 

11 ť olber probkm Ih n men,trual 'Y le ol.ordťr. \\ ,1.' exnrnineo for prcv.tlence ol anUovarwn 

au ttlanlihoJies. ln th is group on ly JI ,'ne girl was ť,\und anlll\\ man autoantlhodie, posili vity, 

hut Ihe rea. on fur tbis po~i ti\' it: \Va>. u niJčn tiried. 

ln il1ťclti1.: \\umen i; lmp,\rtanl for suece. in IVF prugr:tm absence nf AO again'l 

gcrm line struct.ures. Fcrtilisation f oocyte and ťutun: miJl ing depend f)J '-tb cnce nf a high 

freq uency Dr n agatnSI ooplasm. 

Palk ll ts indicalcd for laparoscorical bi psy for hr av y menslrual cyek disordt:r ha vc 

this findings in th ir biupti .: ~amplcs of ovarium: microscopica l piuurc reve.ued resul l, 

proved that ovarian aUl 0immlln it ies are rareJy tlct clahle in the fo rm oť monulluclear 

in liltrali on o ť ovarial cortex (in t\Vo cas 's on ly . 1-+ ,3 %). On lhe other .hand atJ'~ s i a of 

i'olliculc, at diffc rent developmentaJ stagcs was obse rved frequently. III rhe alrelic foll icles 

wa visib le delayed fo mulion of lona pelluc ida. Results o ľ prevalence oť AOA in ou r paliellts 

corrc<pond with tlte morphology of fo llicul ar ar resia in Ihl'! earl y slag~ of differenlt ati on. ln 

palicnts with primary at1lcnon'hoca the depletion and alteration of foll icular apparatus 

belongcd to dominant. Corpora albicanlia and corpus IlIteul11 residua wne almost mis, ing, 

Findi ngs of terLiary Iysosomes in the C) top lasm of fo lJicular ce lls aod in the ooplasm at th 

electronmicfO'copical leve l were ohserved in primary and stimu latcd fo llicl 's, Fr.:quent 

fíb ri llar aggregat ions \Ver(' co· localizeo with posíti vity of apop totic marker of 

imtTlunob istochcmi al procedure in the cytopl as m ol' rollicular cclls and ooplasm as \Vell . 

Summary 

Premature ovarian fai lure is ve ry serious disease lhat can handicap the patient. Results 

oť our stud y and mapping of thc an tiovarinn anti bodies pos iti vity in our pa tienls suppom uur 

conviction lhat positivil)' af the antiovarian antibodies corresponds, sooncr or later, with the 

clinic:al symptol11 s. POF can sta rt in such palictm al any time uf lhc reproduclive pt!riod. 

Appruprialc treatn rent with hormonal rcplacement th rap ClS substitut ion nf Jl arian funclion , 

minimizes Qv;u'ian destruction , pre, f\e ovarian hOffilOnal functions and saves healthy 

ovarian ri ss ue necessnry for ťu ture fcrt i lity of llte pat ienL Our study pro ved the impnrtance of 

early diagno~ is ano trealment of the au toimmune ovarian damage Ihat saves patienťs fert ility. 


