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“CMHOPOM HA NONMMUNCTUYHUN JAJHULUN, KITMHWYKO-BUOXEMUCKHU
NMAPAMETPU 3A HETOBA NOTBPAOA U CINIEAEHE HA TEPANMUJATA”



Kpatok nasagok

CuHdpomom Ha nonuyucmuyHu jajHuyu (PCOS — polycystic ovary syndrome)
e 3abosiysar-e Kaj XeHckama rorynayuja koe Moxe Oa ce pasaredysa 00 rogeke
acriekmu. Bo mexkom Ha He2o080mMO rpoydysar-e ce MeHygasle ceaKarama Uu
mepMuHosioeujama, 3a KOHEeYHOo, 80 60-mume 200uHU Ha MUHamuom 8ex,
mepmuHom PCOS Oa Haenese 80 meduyuHckama siumepamypa u moj mepMuH ce
kopucmu 0o OeHec. Toa e eOHO 00 Hajyecmume 3aboryeaH-a Kaj XeHume 60
pernpodykmusHuUom rnepuod u ce jasysa Kaj 5-14% od Hue. Bo 3asucHocm 00
acnnekmume Ha pa3sanedysan-e Ha PCOS, knuHu4kama criuka mMoxe Oa ce noodesnu
Ha mpu KOMIMOHeHmu: xurepaHOpo2eHa, aHosyriamopHa u memabosiHa. 3a
OujacHocmuyupare Ha PCOS ce kopucmam riogeke OujacHOCMUYKU Kpumepuymu
KaKko wmo ce: Hapywyeara 80 20Ha0omporHama cekpeuyuja, xuriepaHopo2eHu3am,
osapujarniHu NMPOMEHU, XPOHUYHa aHoeyrauuja, Hapyulyeawa Ha jaarexudpamHuom
memabornusam, UHCYnuHcka pe3ucmeHmHocm u cn. Jlekygsawemo Ha PCOS e
KOMIIEKCHO puU Wmo 3a CeKoj rnoeduHe4yeH criyqaj ce udbupa nocebeH Ha4yuH Ha
JleKyesar-e Koj 3asucu 00 chopmama Ha 3abosiyear-emo.

AKueHmom 80 080j mpyd e cmagseH Ha 3Ha4eH-emo Ha xopmoHume LH, FSH
u PROLACTIN npu nocmasgysawe Ha OujacHo3a PCOS, kako u 3a criedewe Ha
meparnujama u egpekmume 00 ucmama. [JojoeHo e 0o co3HaHue Oeka 6 meceuyu
rnocrsie mepariujama umame onaratke Ha gapedHocma Ha LH 3a 38%, Ha FSH 3a 2%,
a Ha PROLACTIN 3a 12%. Toa 3Ha4u Oeka egekmom Ha mepanujama e
no3umueeH, Ho Mopa 0a ce HaroMeHe 0eKka HEeKOJIKy Meceyu Mo rpecmaHoOK Ha
meparnujama cuMnmomume ce epakaam, wmo ykaxysa Oeka 3abosiysaH-emo

mpeba Oa ce 86bpou 80 XpoHUYHUMEe 3aboriysar-a.

Kny4Hun 36opoBu

NHEPTUNNTET;
aHoByrnauuja;
XOPMOHWU;
XUNepnposiakTMHeMuja;

aKHN.



“POLYCYSTIC OVARY SYNDROME, LABORATORY TESTS FORITS
CONFIRMATION AND MONITORING OF THE TERAPY”



Abstract

Polycystic ovary syndrome (PCOS) is a disorder of the female population and
it can be considered from many aspects. During it’s study, the understanding and the
terminology of PCOS have been changed and finally in the 1960’s this term has
been accepted in the medical literature. PCOS is one of the most common diseases
of women in the reproductive period (5-14%). Depending on the aspect of
consideration of PCOS, the clinical picture of this syndrome has few components:
hyperandrogenic, anovulatory and metabolic. There are many criteria for diagnostics
of PCOS, such as: disorder of gonadotropic hormone secretion, hyperandrogenism,
ovarial changes, chronic anovulation, carbohydrate metabolism disorder, insulin
resistance etc. The treatment of PCOS is complex and specific for every particular
case, depending on the form of the disease. The focus of this work is on the use of
LH, FSH, PROLACTIN in diagnostics of the PCOS and monitoring of the effects of
the treatment. Six months after the therapy the levels of the hormones of interest
decreased: LH for 38%, FSH for 2% and PROLACTIN for 12%. Although that means
that the effect of the therapy is positive, the disease has a chronic nature and few

months after the termination of the therapy the symptoms are returning.

Key Words
infertility;
anovulation;
hormones;
hyperprolactinaemia;

acne.
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1. BOBEQ

CuHgpomoT Ha nonuvuuctnyHm jajunum (PCOS — polycystic ovary syndrome)
3a nps. nat e onuwaH Bo 1935 rogmHa oa cTpaHa Ha Stein n Leventhal kako cocToj6a
Ha [OBOKPATHO 3rofieMeHV MOMANUMCTUYHM jajHULUM CO MaHUdECTEH XMp3yTusawm,
aebenunHa, onuromMeHopea Mnu ameHopea u UHdepTunuTeT. Toraw oBaa cocTojba
ro pobuna nmeTo No ABajuaTta HaydHuuWn. Bo TekoT Ha HapegHuTe cegymaeceTuHa
roOVHN cywTuHata u geduHUuMMTE 3a OBOj CUMHAPOM TpnaTt rosieMyv MNPOMEHW.
MpBuyHO ©6WnNo pasrnegyBaHO kako 3abonyBawe CBP3aHO CO MOPEOMOLIKA U
YHKUMOHANHN NPOMEHN BO jajHMUMTE, @ NOTOa U Kako HapyllyBawe Ha ockaTta
xunotanamyc — xunodusa — jajHuk n/mnu Hagbydper M Ha KpajoT Kako TUMNUYEH
npumep 3a MeTaboneH CUMHOPOM BO OCHOBata Ha KOj NEXM MWHCYINMHCKaTa

PE3NCTEHTHOCT.

1.1 TepmuHonoruja

Bo 3aBMCHOCT 04 NpoOMeHWTE Ha CBakawaTa 3a CMHOPOMOT ce npumMeHyBana
N pasnuyHa TepMmuHororvja. Bo 60-tute rogMHn Ha MuHaTMOT Bek TepmuHOT PCOS
HaBneryea LMPOKO BO MeAuUMHCKaTa nutepaTtypa U OO OeHec ce cMmeTa [feka
HajMHOry ofroBapa Ha cywTuHata Ha 3abonyeBaweTo. TepMHUHOT “Gonect Ha
NONNUMCTUYHUTE jajHMUK” € npeanioXeH 3a [a ja wunyctpypa oBapwujanHarta
NOSIMLUMCTUYHOCT KaKo CaMOCTOjHO HapyllyBarwe 3a pasnuka og PCOS koj moxe fa
ce CpeTHe BO paMKuTe Ha Apyro eHAOKPUHO UK coMaTcKo 3abonyBawe. TepMUHOT
“GonecT Ha NOMMLUMCTUYHM jajHUUN” Ce CMeTa 3a HETOYEH U HEe ce KopucTu buaejkm
He r'M MCMNOfHyBa CUTE HEOMNXOAHW KpUTEepUyMn 3a NocTaByBake Ha [ujarHo3a Ha
6onecra. [lNocne 70-TuTe rogMHM Ha MWHATMOT BEK, CO YCOBpPLUYBaH-€TO Ha
YNTPa3ByKOT, CTaHyBa BO3MOXHO W HEWMHBA3MBHOTO BepuduuMpawe Ha
Mopdponorujata Ha oBapuymuTte. Toa goBefysa A0 BOBeyBake HA HOBU CUHOHUMU
Ha HapyLlyBaH€TO KaKo LUTO Ce “CKNeponoSIMUMCTUYHW jajHULM’, “MYNTULNCTUYHN
jajHuum® n cn. Merytoa mopdornorujata Ha jajHuuuTe v yntpasByvHaTa gujarHoCTuKa
ogpasyBaaT camMo efeH berner, He NpeTcTaByBaaT cneunduyHa gujarHosa u He e
npaBuUiHO Aa Ce KopucTaT kako cuMHOHMM 3a PCOS. Wcto Taka, aHaTOMCKUTE
NMPOMEHN Ha jajHUUMTE MOXaT fa yKaxyBaaT Ha MHory apyru 3abonysara, a MoxaT
Aa ce cpeTHaT U Kaj HopMariHO 3[paBu XeHU cO HopmariHa (OyHKUuja Ha jajHuuuTe.

Bo geHelwHo Bpeme ce npymMeHyBa TEPMUHOT “CMHOPOM Ha NOSIMLUMUCTUYHU jajHULN”



(PCOS - polycystic ovary syndrome) 3a o3HayyBake Ha 3abonyBaweTo U
‘nonuumctudHn  jajumun”  (PCO  — polycystic ovaries) 3a o03HadyBawbe Ha
MOPONOLKNTE NPOMEHN BO jajHUKOT. OBUE KpUTEPUYMN 3a OujarHo3a ce H6asupaar
Ha COBPEMEHWNOT KOHCeH3YyC Ha ekcneptu Ha ESHRE (European Society for Human
Reproduction and Embryology — EBponcko 3apyxeHue 3a xymaHata penpoaykuumja u
embpuonornja) m ASRM (American Society for Reproductive Medicine -
AMEpUKaHCKO 3OpyXeHue 3a penpoayktmeHa meguumHa) Bo 2003 roguvHa BO
PoTtepaam.

HesaBMCHO 0O CEpuMO3HMOT HayyeH WHTepec 3a CUMHOPOMOT Ha
NONMMUUCTUYHUTE jajHULK, ceyLluTe OCTaHyBaaT MHOMY HEOArOBOPEHU Mnpallara Kako
lWITO Cce eTvonorvjata W nartoreHesata, paHUTe W OOUHUTE  KOMMNIMKauuu,
AunjarHocTukaTa n TepanujaTta. Pesyntatute og MHOry npoyyyBara ce HajpasnuyHu,
MoHekoraw W NpPOTMBPEYHU W AOOMNOMHUTENHO O YCMOXHyBaaT LENOKYNHOTO
WHTeprpeTMparke Ha OBOj CUHOPOM.

PCOS e egHo of HajuyecTuTe eHOOKpUHM 3abonyBaa Kaj XXeHuTe, ce jaByBa
Kaj 5 -14% op >xeHuTe BO penpoayKTMBHaTa Bo3pacT, 6e3 pasnuka Ha eTHUYKaTa u
pacHaTa npunagHocT. 3abonyBakeTO € NoYeCTO Kaj ogpeaeHn Nonynaumm Ha XeHu,
Kaj XkeHn co gujabeTtec TMn 2 1 CO 3rofieMeH pPU3NK oL MHCYNMHCKA PE3NCTEHTHOCT, a

0COBEHO Kaj KEHWN CO XPOHUYHA aHOBYauuvja n ameHopea.

1.2 NMaToreHe3a
[MaToreHe3ata Ha CMHOAPOMOT Ha MOMUUMCTUYHM jajHULM e ceylTe
HepasjacHeTa M NOoCTojaT MHOLUTBO TEOPUK 3a objacHyBa€ Ha OBOj CUHOPOM:

e MexaHunyka Teopmja. OBaa Teopuja ykaxyBa Ha MeExXaHMYKa npupoga Ha

PCOS, kage nopagu 3agebenyBawe Ha tunica albuginea Ha jajHuumTe noctom
mMexaHudka bapuepa koja He M [J03BofyBa Ha GONUKYNUTe da pacTaT, co3peBaaT
n pga nykar. OBaa Teopuja He rn oBjacHyBa XOPMOHarHUTE MPOMEHW MpK
3abonyBareTO M NpuumMHUTE 3a 3agebeneHarta kancyna Ha jajHuuuTe.

e Teopuja Ha uUMPKYNaToOpHM nopemeTyBawa. [log BnujaHne Ha pasHu

dakTopn ce 3ronemMyBa NPUTUCOKOT BO apTepUoOnNUTe BO jajHUKOT, 3anoyHyBa
n3neBake Ha TEYHOCT BO QONUKYNMTE U Tue ce npeTBopaaT Bo uuctn. OBaa
Teopuja He TrO pas3oTKpMBa NaATOreHMOT MexaHusam W M objacHyBa camo

MOPONOLLIKATE MPOMEHU Ha jajHULUTE.
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e BocnanuTtenHo-Tokcn4yHa Teopuja. Cnopen oBaa Teopuja NonMUMUCTUYHOCTA

Ha jajHMumMTe ce noBp3yBa CO BOCMANUTENHW MNpPOLECUM BO Marnarta Kaprvua Kou
npeau3BuKyBaaT xunepemuja n nHTokcmkaumja. OcBeH oBa, Kaj gen og 3aboneHute
ce onuwysBaaTt MHEKTUBHM 3abonyBara UM NHTOKCHKaL MM BO NybGepTeToT.

e AHTeHaTanHu nopemMeTyBawa BO jajHUUUTE. anBp3aHI/IU,I/ITe Ha oOBaa

Teopuja cMeTaaT [deka 3rofieMeHOTO HMBO Ha XOPWUOHTOHaAOTPOMUMHUTE BO
nocnegHuTe Hegenu o OpemeHocTa BnuvjaaT Ha jajHMumMTe Ha nnogoT. Hpyru
oOpHyBaaT BHMMaHuMe Ha NpuMeHaTa Ha CUHTETUYKUTE rectareHn (NpPorecToreHu)
Kako eTMONoLKn hakTtop Ha 3abonyBaneTo. MeryToa, KnMHU4YKaTa cnuka nokaxysa
Aeka 3abonyBakeTo ce jaByBa nocne nybepteToT, Na oBaa Teopuvja TELWKO MoXe Aa
ce npudartu.

e EHaokpuHa Teopuja. OBaa Teopuja e nogeneHa Ha 4 gena:

- HapbybpexHa Teopuja. Kako noTkpena Ha oBaa Teopuja ce MNoco4ysa
KNMHWYKaTa crvka Ha Xxunepnrnasvja Ha kopata Ha HaabybpexHarta >xknesga npu
PCOS, 3roneMeHOoTO HMBO Ha OexXnapoennMaHapoCTEPOHOT U NPErHAHTPUOSIOT, Kako
M NOBOJSIHOTO AEjCTBO Of feYyere CO KOPTUKOCTEPOMOHWU npenapaTty Kaj Hekou of
3aboneHuTe.

- JajHukoBa Teopuja. Ce cmeTa geka XUnyCHUTE KIeTKM Ha jajHUKOT Ce CANYHN
co JlajguroBuTe KNeTkn Ha TecTukynute. VICTo Taka, xmnepnnasnpaHute KrneTkn npu
PCOS npousBegyBaaTr 3rofieMeHM KOnMuYectBa Ha aHaporeHn. MeryToa,
XUCTOSOLWWKaTa Crvka Ha NONMUUCTUYHUTE jajHULM € NPpUnYHO pas3HoobpasHa 3a fa
MOXe 3abonyBakeTo [a ce NoBp3yBa camMo CO egHa MopdorioLKa NpUYnHa.

- XunodgusHa Tteopuja. Ce cmeTa geka 3rofieMeHoTo HMBO Ha LH Bogu go
aedunumt Ha FSH n go atpesnja Ha cdonukynute BO jajHuKoT. [pyrn nak cmeTaaT
Aeka 3ronemMeHoTo HuMBO Ha FSH Boam pgo 3ronemeHa cTtumynauuwja v pacTt Ha
donMKynuTe 1 0 3rofieMeHa cekpeunja Ha aHOpPOoreHu.

- Ynorata Ha xunoTtanamycoT. Bo nocrnegHuTe roavHu ce AoKaxa nonosaTta
andepeHumjaumja Ha xunotanamycot. Kaj Mmaxute uma TOHUYHO nadewe Ha LH, a
Kaj >xeHuTe umknmnyHo. Ce npeTnoctaByBa [eKka 3a BpeMe Ha peTarnHUOT XUBOT BP3
XunoTanamycoT Ha 6onHuUTe aejcTByBaaT aHOpPOreHu CyrncrtaHuu npu Wwro ce jaBysBa
Mawlka gudepeHumnjaumja n nocne nybeptetot ce jaByBa PCOS. Kako notkpena Ha

OBaa Teopuja ce cMeTa No3UTUBHUOT ePEKT o[, fieYeHeTO CO KNoMUgeH HUTpar.
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e EH3mmcka Teopuja. Nocton HapyLlleHa OnocmHTE3a Ha nonosuTe XOPMOHU

BO LUCTUYHUTE QOSMKYNM Ha jajHUKOT, MpuU LWTO Ce 3rofieMyBa HMBOTO Ha
aHOpPOCTEHAMOH M Ce HamarnyBa HEroBOTO NPeTBOpPak-e BO ECTPOreHMW.

e [eHeTcka Teopwuja. lNMocTojaT cnyyam Ha OpPOjHU CTPYKTYPHU aHOManuu Ha

nosioBuTE XPOMO30MU Kaj Hekom naumeHTn co PCOS. Merfytoa ceywte He e
pasjacHeT TOYHMOT Ha4YMH Ha HacrefyBawe Ha reHuTe LTO HocaT MHdopmaumja 3a
cvHgpomoT. Cekako OoBMe reHu AdenyBaaT 3aefHO CO (PakTopuTe Ha OKonvHaTa U

AonpuHecysaarT 3a pa3Boj Ha PCOS.

1.3 KnuHunuka cnuka
KnuHnukaTa cnuka Ha PCOS moxe rpy6o ga ce nogenn Ha 3 KOMMOHEHTU:
- XunepaHgporeHa
- aHoBynaTopHa u
- MeTabonHa KOMMNOHEHTA.
OpoenHuTe CMMNTOMM Ha CMHAPOMOT MOXaT Aa OGuaaT kako pesynTaT Ha
KOMBUHUPaHM epekTn Ha XOPMOHaNHUTE U MeTabonHNTe HapyLLyBaHa.
e MeHcTpyanHu HapyLlyBaha
OBOj cMHOPOM € HajyecTa NpuUYMHA 3a MEHCTpyarnHuTe HapyuwyBaha. Tue
HapyllyBawa Ce jaByBaaT KakO pe3ynTaT Ha XpOoHMYHATa adHoBynauuja u
HapywlyBawaTta BO nyTteanHata ¢asa og uuknycot. Okony 75-80% opf xeHuTe co
PCOS wuvmaaT HapywyBawa BO MEHCTPYanHUOT LUMKMAYC, U3paseHn Kako
ONMroMeHopea WAM  HenpaBuIHW  AUCYHKUMOHANHM  KpBapewa. [lpBuoT
MEHCTPyarneH LUMKIyC Ce jaByBa HajuYeCTO HaBpEeMeE WnM CO Marno 3akKacHyBahe.
[MojaBuTe Ha onoromeHopea ce yCTaHOByBaaT BeAHaLUl MOCMe Hero unm novecTto
rnocre u3BeceH nepuop Ha pefoBeH MeHCTpyaneH uuknyc. LiyknycoT HajuyecTo ce
jasyBa npeky 40 oo 60 geHa, a nopeTko Moxe 1 2-3 natn Bo rognHaTta. Nopagn osa
MEHCTpyauunTe moxaTt ga éugat MHory 60nHU 1 0BUnHuW.
o Xup3yTtunsam
Xvp3yTn3amMoT NpeTcTaByBa COCTOj0a Ha pacTewe Ha BNakHa Ha 30HM KOW ce
KapaKTepUCTUYHKU 3a MaxuTe (aHgporeHu 30Hu). Hajuecto Tue 30HM ce obnacTta Ha
nnueTo Kaj 6bpagaTta n BpaToT, Hag ycTtaTta u bakeHbapauTe. Ha TenoTto ce jaByBaar
Ha naTepanHuTe 30HM Ha nybuyHaTa obnact, ropHMOT gen Ha Gegparta, cpegHata
NVHWja Ha rpaguTe 1 naTepanHuTe 30HM Ha rpagHuoT kow. KonKy nocuneH e

aHOporeHnoT ereKT TOJIKY € noronema u nopawimnpeHa BJiakHaToCTa. AKo nma MHOry
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CWUIMNHO n3paseHa BnakHaTocT co 6p3a nporpecuja, Tpeba ga ce Haco4n BHUMaHUETO
KOH HEeKOe OpraHcKo rnopemMeTyBahe Kako Ha np. aHAporeH npoayumpadkm TyMopu U
cn. Bo gmjarHosata Ha XMp3YyTU3MOT U eeKkTUTe Ha NeKyBaheTO Ce KOpUCTU
onwTtonpudaTeHaTta wema Ha Ferriman-Gallwey og 1961 roguna. lNocTtojaT noBeke
Moaudukaumm Ha oBaa wema. HajMHory ce Kopuctu moauduuupaHaTta wema Ha

Lorenzo.
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Cnuka 1. Xnp3syTtmsam

Figure 1. Hirsutism

e AkHu (Acne vulgaris)

AKHUTE HacTaHyBaaT Mpu 3rofieMeHO Cco3[daBake Ha MaceH CeKkpeT oA
nunocebaleanHaTta CTPYKTypHa eguHuua No4 OejCTBO Ha aHaporeHute. AKHUTE ce
jaByBaaT BO paHaTa BO3pacT, BO NepuogoT npeq npsaTa MeHcTpyauumja. 3actaneHu
ce co okony 24-30% npu PCOS. AkHuTe ce BrowysaaT npu fnyTeanHata gasa Ha
MEHCTPYanHMOT LMKIYyC nopagu 3rofieMeHnoT aHOporeH eekT Ha MnporectepoHoT
BO cebopenHnoT ponukyn. Hajmanute nesmm HactaHaTu NPy akHUTE Ce KOMEOOHUTE
Ko Moxe aa bugat 6enu-3atBopeHn nu LUpHU-0TBOPEHU. [oYecTo oBMe nesnmn He
cosgasaaT npobnemun, ocBeH ako He ce BO roriem 6poj n noseke pacnpoCTpaHeTMW.
Ho, npu HacTHyBawe Ha BocrnanuteneH npouec (nanynuM W Nycrtynu) w
3agnaboyyBakbe Ha npouecoT ce ogopmyBaaT THOJHWM akHM KOM MOXaT Kako
nocrneguua ga ocrtasat 6enesu n NocTMHaMmaTopHa xvnepnurMeHTaumja. AKHUTe
MoxaT ga bugaT M BO BMO Ha akHe po3auea KOoewTo npeTcTaByBa aHApPOreH-
3aBMCHa KoXHa nesuja. cto Taka Hekowm xxeHn co PCOS ctpagaat n og cebopenydeH
AepMaTUT Ha NUUETO 1 cKannoT.

AKHUTE He MOXe [fAa HactaHat 6e3 aHOpOoreHoTo [ejcTBO Bp3 MacHuTe
Xnesgu. TokMy 3aToa ce nojaByBaaT BO NybepTeToT Kora HOpMarnHo ce nokadysa

HMBOTO Ha aHOPOreHnTe.
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Cnuka 2. AkHu
Figure 2. Acne vulgaris

e Anoneuuja

AnoneuwujaTta npetcTaByBa 3aryba Ha koca of ckannoT. OBaa nojaBa Moxe aa
Ovae npeausBuKaHa OA HAjpasnUYHM  PaKTOPU Kako LWTO Ce MHAEKTUBHM,
aBTOMMYHM NPOLIECU U CIl., HO HajYecTa NpuYnHa ce eHAOKpMHUTE HapylwyBawa. Of
CUTE KOXXHM MPOMEHMU KOU ce jaByBaaT Kako pesyntaT Ha PCOS, oBa e HajcTpecHaTa
npoMeHa 3a naumeHToT. AHOPOreH-3aBrcHaTa anoneunja € kKapakTtepucTnyHa nojasa
Koja cama no cebe e AOBOMHA 3a NOCTaByBake Ha AvjarHo3a. Taa He 3adaka gpyru
obnactn, TyKy caMO CKanmoT, a Haj4yBCTBUTENHa 30Ha € TemeTo. [loKomKy uma

3aryba Ha koca v oa Apyrv1 obnactu Ha TenoTo ce paboTu 3a alopecia areata.

Cnuka 3. Anoneuuja

Figure 3. Alopecia
e AkaHTo3uc HurpukaHc (Acanthosis nigricans)
AKaHTO3MC HUIPMKAHC € AepMaToriowWwKo 3abonyBake Koe ce KapakTtepusmpa
CO xunepTpodurja U XxunepnurMeHTaumja Ha Koxarta, Mopagu LWTO KoxaTta uma
n3rnen Ha kagude. BakBu npomeHn Ha KoxaTa MMa Ha OenoBuTe Ha BpaToT,
akcunuTe M nop rpagvTe, a Hajuyectu ce Bo obnacra Ha BynBaTa. AkaHTo3aTta npu
PCOS ce noBp3yBa CO MHCYyNUHCKaTa pe3ncTeHTHOCT u gebenuHarta v Taa ce jaByBa

kaj okony 50% opa >XeHuUTe CO npekymepHa TenecHa TexuHa. Pegykumjata Ha
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TenecHata TeXWHa KMMa NO3NTUBEH e(*)eKT M aKaHTO3aTa MOXe [Oa Ce€ HamMalnu

SHAYNTENHO NMa Aypun n aa ncHe3He.

Cnuka 4. AKaHTOCUC HUTPUKAHC

Figure 4. Acanthosis nigricans

e [le6enunHa 1 aHTPONOMETPUCKM KapaKTEPUCTUKN

[MpekymepHaTta TexuHa n gebenvHata ce jaByBaart kaj 30-50% opf xeHute co
PCOS. HartpynyBaweTo Ha MaCHO TKMBO MHOFy 4YecTo Mpeav3BuKkyBa
XvnepaHaporeHn3aMm M MeHCTpyarnHu HapyllyBawa. 3a oueHa Ha CTeneHoT Ha
AebenuHaTa HajYecTo ce KOpUCTU MHAEKC Ha TernecHa maca (BMI - body mass index)
KOj e cTeneHyBaH cnopef kputepuymnte Ha CBeTckaTa 3gpaBCTBEHa opraHusauumja.
HatpynyBaheTO Ha MacHOTO TKMBO Kaj xeHuTe co PCOS HajuecTo e of aHopouaeH

TN Kage HajFOJ'IeMO e VIHTpaa6,D,OMeHaJ'IHOTO nnm sucuepasHoTo MacHo geno.
Androld Gynold

Waist
Hips .
(
)

N
21 )

H.lpg:r tody (Lower body
obesity) cbesity)

N

Cnuka 5. AHgpouaeH n reHongeH Tmn

Figure 5. Android and gynoid body type
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e MeTabornHu HapyLwyBawba

Hajronemo meTtabonHo nopemeTtyBawe Kaj xeHute co PCOS npetcraByBa
WHCYNMHCKaTa Pe3NCTEHTHOCT CO KOMMEH3aTopHa XunepuHcynuHemunja. Bo noHoBo
BpEME CMHAPOMOT Ha MOMMUMCTUYHM jajHMUM Cce pasrnegyBa Kako meTaborneH
CYMHOPOM BO 4Mja OCHOBa NeEXW WHCYNMHCKata pe3nCTEeHTHOCT, a AgebenuHata
AOMOMHUTENHO ro OTEXHyBa NpobnemoT. XunepuHcynMHemMujata U UHCYNMHcKaTa
PE3NCTEHTHOCT Ce CO TeHAEeHUMja Ha 3ronemyBare aypy u 6e3 fa numa BrnowyBawe
Ha XunepaHaporeHn3mor.

Mpn PCOS noctojaT pusvMK akTopu 3a pas3Boj Ha jarnexvgpaTHu
HapywyBara. [lpoydyBarwaTta nokaxane Aeka kKaj roneMu nonyraumm Ha XeHu co
PCOS ce jaByBaar jarnexugpaTHM HapyllyBawa KakO LUTO CE HapyLleH TIIMKO30
TonepaHTeH TecT n gujabetec Tmn 2. Mcto Taka xeHute co PCOS ce NOCKNOHM KOH
pa3Boj Ha rectaumckmn gujaber.

XvnepuHcynuHemumjata U WMHCYNMHCKaTa Pe3nCTEHTHOCT ce CBp3aHu M COo
NUNUAHW HapyuwlyBakwa Kako WTo ce 3roniemeHo Hueo Ha VLDL m LDL, HamaneHo
HuBoO Ha HDL n 3ronemeHO HMBO Ha Tpurnuuepuaute. Kaj oBue xxeHu, He3aBUCHO Of,
MragaTta Bo3pacT, NocTojaTt rornem 6poj nocrneanumn Kako pesynrtaTt Ha 3rofieMeHuoT
nunuaeH aTteporeH pusuk. [MnasmeHuTe KoHUeHTpauuu Ha cnobogHuTe MacHu
KMCENNHN Ce CUITHO 3rofieMeHn kaj xxeHn co PCOS un pgebenuHa, 3a pasnuka of
XXEeHUTe KoM nartaT camo O MNpeKkymepHa TexuHa. HapywyBawata BO NUNUOHUOT
mMeTabonusam ce gorkaTt Ha edeKkTUTe Ha CTEPOUOHUTE XOPMOHW U WUHCYSIMHOT.
EHOOreHnoT TecTocTepoH MOXe ada [oBede [0 3rofieMyBawe€ Ha HMBOTO Ha
XONecTeposioT BO KpBTa, [JodeKka ecTporeHuTe umaat obpateH edekr, v
HamarnyBaaT KOHUEHTpaununTe Ha XonecTeposioT U uMaaT 3alTUTHa ynora.

e XunepnponaktmHemmja n NponNakTMHOMM

XvnepnponakTuHeMmjaTa ce jaByBa Kaj OKONy efHa TpeTUHa Of >KeHUTe CO
PCOS un ce npeTtnoctaByBa fgeka ecTpOreHute, CO AejCTBO Bp3 xunodwusaTa,
NOTTUKHYBaaT NaKTOTPOMHUTE KNeTKM Aa nayaTt nponaktnH. OnuwaHa e Bpcka Mmery
PCOS un xunouaHuTe MUKPO M MaKpONpoOnakTMHOMM KOja Ce pa3BuBa nocne
HEKOJSKy roavHMN o NoCTaByBaH-E€TO Ha AujarHo3aTa.

lMocTojaT ywTe MHOry HapyLlyBaka Kou ce jaByBaaT kako pesynrtat Ha PCOS
UM nak ce noYecTu Npu OBOj CUHOPOM. TakBWM ce eHpoTenHata AUCPYHKUKMja Koja

MoXe ga pJoBefe [0 Tpombo3a, aHoBynauujata, MOKAYEHW KOHLEHTpauuMu Ha
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XOMOUUCTENH KOW goBaeyBaaT OO aTepocCKrepos3a, XI/II'IepTOHI/Ija, er,omeTlejaneH

KapuuvHOM W1 xunepnnasuja, aBTOMMYHU TUPOUAHN 3abonyBaka 1 Cr.

1.4 OnjarHo3a

o [1njarHoCTUYKM KpUTEPUYMU 3a CUHAPOM Ha MONNUUCTUYHU jajHULN

Hu3 wuctopuwjata amjarHoctudkmte kputepuymm 3a PCOS ce wmeHyBane
MHOryKpaTHO BO 3aBWCHOCT O [jBa OCHOBHM (pakTopu: LLENOCHOTO UHTEpNpeTMpaHe
Ha 3abonyBareTO 1 MpoMeHaTa Ha TEXHOSMOLLKNTE MOXXHOCTH.

NMopagn HepasjacHeTaTa eTuonaTtoreHesa W XeTEepOoreHMoT KapakTep Ha
NOMNUMUCTUYHUTE jajHAUM NOCTOjaT HajpasfnUYHKU  OMjarHOCTUYKM KpUTepuymu, a
HajYyecTuTe ce npukaxaHun Bo Tabena 1.

Tabena 1. QujarHocTnykn kputepmymmn 3a PCOS

Table 1. Diagnostic criteria for PCOS

Kputepunymu MokasaTtenu

HapywyBaha BO 3ronemeHo HMBO Ha LH

roHagoTponHaTa HapyweH coogHoc LH / FSH

cekpeumja Otcranysamnsa Bo TectoT co GnRH aroHuctu

XunepaHgporeHnsam | KnuHuyku npomMeHn — xmp3yTnsam, akHu, anoneuuja,
cebopeja
XOpMOHanHn NPOMeHN — 3rosIiEMeHO HUBO Ha TECTOCTEPOH,

NPpoOMEeHETN aHaAPOreHn MHAeKCun

OBapwujanHn npomenun | 3ronemeH 6poj Ha donnkynu

3ronemeHn pasmepu Ha jajHuuuTe

Xvnepnnasuja
XpOHWNYHa basanHa Temnepartypa
aHoBynauuja YnTpasBy4HO ucnenyBame
MporecTtepoH

OByJ'IaTOpHM TEeCToBU

EHgomeTpujanHa 6uoncuja

JarnexmgpatHun [1IMKO3a W MHCYNUH Ha rmagHo 1 Bo TekoT Ha ol TT
HapyLlyBara n [OuHaMn4HM TeCTOBU 3a MHCYNMNHCKA YyCTBUTENHOCT
WHCYNMHCKa - EyrnukemunyHa knamn TexHuka
PE3NCTEHTHOCT - .. TT (MMHUManeH mogen)
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3a pga ce onecHu W wu3egHauyn gujarHoctvumpaweto Ha PCOS Ha
KOH(pepeHumjaTa Ha HaumoHanHuoT nHCTUTYT 3a 3gpasje (NIH — National Institutes
of Health) Bo CA[l Bo 1990 rognHa e npeanoXxeHo ga ce Kopuctu kombuHaumja o
KIMUHUYKN 1 BUOSOLLKN KpUTEPUYMN.
Tabena 2. ujarHocTnyku kputepmymm Ha NIH

Table 2. Diagnostic criteria of NIH

1. XunepaHgporeHnsam — KnMHUYKA NN GMOoNoLLKK

2. XpoHn4yHa aHoByrnaumja

3. Nckny4dyBawe Ha cnHgpoMoT Ha Cushing, Heknacu4Hu agpeHanHn eH3MMCKN

AedeKkTn, aHaporeH — NPoAyLMpaykm TyMopm

OTcycTBOTO Ha OBapujanHaTta Mopdonoruja BO AWjarHOCTUYKUTE KPUTEPUYMN
ce Oomkm Ha daktoT geka npomenute npu PCOS He ce cneuudunyHun. Tue ce
jaByBaaT M Mpu MHOry Apyrm eHOOKpUHU U onwTu 3abonysara, Kako U Kaj 3opasu
XXE€HM CO HopMarHa oBynaTopHa (pyHKUuMja. YNTpasBy4HO, NOSMUMUCTUYHM jajHULN ce
jasyBaat Bo 20 oo 25% npun PCOS, cnopepn pasnuyHu astopu. Kputepuymute Ha
NIH ce kopucTeHu 4onro BpeMe 04 MHOTy aMepUKaHCKN aBTOpW, Ao4eka eBPONCKUTe
aBTOpM UMaaT MUCNEeHe AeKka nopagn XeTeporeHocta Ha CUMHAPOMOT nogobpo e
AnjarHoCcTULMpaHeTo Aa ce 3aCHOBYBA M HA MOPCOSIOLIKMA KPUTEPUYMU KaKO LITO €
yNTpasBYy4YHOTO UCNeayBa-E.

Bo 2003 roguHa BO PoTtepgam ce npeanoXeHu HOBWU ANjarHOCTUYKK
Kputepuymmn 3a PCOS co WTO ce NnocTurHyBa KOHCEH3YyC Mery MpeTxoaHuTe ABa
KOHLlenTw.

Tabena 3. ujarHocTnykun kputepmymm Ha ESHRE-ASRM

Table 3. Diagnostic criteria of ESHRE-ASRM

lNMpucycTBO Ha Hajmarnky ABa oA cregHUTe KpUTepuymMmu

1. XunepaHgporeHnsam — G1onoLwKn n / unm KNMHNYKK

2. XpoHn4yHa aHoByrnaumja

3. YNTpasBy4HO NOMULMUCTUYHU jajHULN

Mpn wunHTepnpeTtupaweTo Ha Kputepuymmute Ha ESHRE-ASRM (European
Society for Human Reproduction — American Society of Reproductive Medicine)
MOBTOPHO He Ce KOMeHTUpa Y4YecTBOTO Ha MeTabonHWOT CUMHOPOM, KOj € BO

OCHOBaTa Ha COBPEMEHOTO NHTepnpeTuparwe Ha PCOS.
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e YNTpasBy4HO ncnenysawe u kputepnymm 3a PCOS
[MpuMeHyBakETO Ha jJaCHU U TOYHWN KpUTEPUYMU 3a ynTpasBy4vHa gujarHosa Ha
PCOS e ocobeHO BaxHO, Kako 3a Mpeumsnpare Ha agujarHosata Taka M 3a
crnopefyBake Ha pesyntatute of MHOrybpojHuTe ucnutyBawa. TUNUYHUOT Haopg,
npu MNONMUUMCTUYHWN jajHUUM € 3rofieMyBake Ha jajHuuuTe u 3ronieMeH 6poj Ha
donukynu co pasmep o 2 Ao 8 mm, pacrnonoXeHn nepuepHo Unn pacnpcHaTu
HepaMHOMEPHO HM3 jajHUKOT. VIcTO Taka Moxe ga ce 3abenexaT v gpyrm NnpomMeHu
Kako 3apebenyBawe Ha tunica albuginea, cpacHyBawe Ha MeaynapHata Wu
KopTukanHata ctpoma u cn. ESHRE-ASRM nocTtasune kputepnymu 3a yntpassyyHa
AnjarHo3a Ha PCOS kage wto notpebHO e ga mma HajManky edeH of criegHuTe
KpUTepuymu:
- 3ronemeHun pasmepu Ha jajHuumTte
- 3ronemeH 6poj Ha donukynu — Hajmanky 12 co gvjametap og 2 —
10mm
- [loBONHO € NpoMeHuTe ga ce caMo Ha e[eH jajHUK.
[iBaTa jajHuKa He ce CUMETPUYHN 1 NOCTOojaT yNTPa3ByYHM pasnnku Mery H1B

Kaj ckopo 50% of HabrbyayBaHUTE XXEHW.

1.5 AndpepeHumjanHa gujarHosa

Bo onwTto npudatennte gujarHoctnyku kputepunymmn 3a PCOS ce ucknyyysa
cnHgpomMmoT Ha Cushing, HeknacuyHu agpeHarHu eH3MMcKU feddekTu, aHgporeH
npoayuupaykm TyMOpu Ha Kopata Ha HagbybpexHaTa xnesga unu Ha jajHuuute. 3a
AnjarHo3a Ha PCOS HeonxogHO e pfJa ce pasrnega  UernocHO  jajHuKkoBaTta
XOpPMOHarnHa AejHOCT M a ce npoueHn dyHKuujaTa Ha kopata Ha HaabybpexHaTta
Xnesga co nomoL Ha pasnuyHm TectoBu. Ce ncnutyea 6asanHata Temnepartypa, ce
npaBn eHgomeTpujanHa 6uoncuja, ce ogpedyBa HMBOTO Ha MNPOrectepoH u
ecTporeHn, coogHocoT nomery FSH n LH n ce ogpeayBa HMBOTO Ha MPOMAKTUH.
XOpMOHanHaTa [AejHOCT Ha jajHuuuTe ce ogpegyBa BO paMKUTE Ha efeH
MEHCTpYyasneH LMKIyC, HO UcreayBakeTo MOXe [a NpodoSikm BO TEKOT Ha ABa unu
TPy umknycu. HajdecTt Haog npu NOSMLMCTUYHU jajHULM € OTCYCTBOTO Ha oBynauuja
N HamaneHo HMBO Ha ecTporeHun. basanHaTta Temnepatypa € MoOHOa3Ha, LUMKITyCoT
e aHOBYIaTOPEH, eHaomMeTpujanHarta 6uoncuja cooABeTCTBYyBa Ha
nponudgepatmBHaTa asa, a kaj Hekom BONHM MOXe fa MMa U xuneprnnasvja Ha

eHOOMETPNYMOT.
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XvnepnponaktnHemunjata Boan 0O HapylyBawe Ha cekpeuuvjata Ha GnRH u
UMKNU4HaTa akTMBHOCT Ha LH n Boan oo HapylyBawe BO MEHCTPyarHUOT LMKITYC,
aHoBynauuvja, ctepunuteT u cn. OBME KIUMHUYKM KapaKTEepUCTUKM ycroByBaaT
Melwake Ha xunepnponaktuHemujata co PCOS. [llpu xmnepnponaktuHemujata
MOXe Aa ce cpeTHaT MOPMOSIOLKN MNOANUUCTUYHM jajHuuM, a okony 30% of XeHuTe
co PCOS wvmaart 3ronemeHO HMBO Ha nponakTtuH. MNopaan Toa Tpeba ga ce npasu

andepeHumjanHa gujarHosa nomery PCOS 1 nponakTMHOMOT.

1.6 JlekyBame
JlekyBarweTo Ha PCOS e cumntomatcko. OCHOBHM Lienv Ha NeKkyBaH-eTO Ce:
- MHAYKUMja Ha oBynauujaTta
- NneKyBahe Ha XvnepaHgporeHU3MoT U
- NneKkyBawe Ha MeTabonHNOT CUHAPOM.
Tpeba aa ce HanomeHe feka BO Cekoj nocebeH cny4yaj, BO 3aBMCHOCT o4 hopmata
Ha 3abonyBareTO ce n3bupa KOHKpPETHa cTpaTernja 3a nekyBawe Ha bonecrta.

CoBpemeHnTe aBTOpPK BO BpcKa co nekysarweTo Ha PCOS HangyBaat Ha HMU3a
npoTuspevHoctn. OgaenHn asTopu ro otdpraaTt onepaTUBHOTO JleKyBawe U ce
3anaraaT 3a KOH3epBaTMBHOTO. [pyrM ro nogpxysaaT OMepaTMBHOTO, a TPeETU
mMucnart geka Tpeba ga ce 3ano4vHe co Tepanuja n camo npu Heycnex aa ce NoMuHe
Ha onepaTUBHO NEKyBaH-E.

3a MednKaMeHTO3HO feKyBawe Ce KopucTaT KOPTUKOCTEpPOUOHW npenapatu
KOPTM3OH W  gekcameTa3oH. Tue ja  nOTTUCHyBaaT  ceKkpeumjata Ha
a[leHOKOPTUKOTPOMHMOT XOPMOH, ja perynupaart npoaykumjata Ha LH n FSH co wto
ce NOCTUrHyBa MpaBUSTHO CO3peBare Ha ONUKYNUTE BO jajHUKOT U OBynauuja.
KnuHuuknte pesyntaTtu o oBa nekyBawe He ce gobpu. HesapgoBonutenHu ce
pesyntatute u of NeKyBareTO CO MOSI0OBU XOPMOHWU MPOrecTepPOH, €CTPOreHn wunum
KoMOMHauun Ouaejku OO HEKOj CTEMEH ce perynumpa MeHCTpyanHUOT LMKIYC, HO
LLeNI0CHO HOpMarnuanpamwe He ce NOCTUrHyBa.

XpoHunyHaTa aHoByrnaumja e egHa of kapaktepuctukute npu PCOS. Taa e
OCHOBHa npuynHa 3a ctepunuteT npu PCOS wn ce jaByBa kaj 70-75% op naunetute.
3a uHOyKumnja Ha oBynaumjata ce KOPUCTU KIOMWUMEH uMTpaT nopagu HeroeaTta
€(dMKaACHOCT, CUIYPHOCT, NECHNOT Ha4YuH Ha OO3Mpake U credewe Ha Tepanujara.
Toj oenyBa KOMMETUTMBHO BO OOHOC Ha €HOOreHWOT ecTpaguon U ro 3ameHyBa Kaj

peuentopuTe BO XmnotarnamycorT. Ha TOj Ha4vnH ce 6n0|<|/|pa HeraTnBHaTa noBpaTHa
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crnpera v goara oo srofieMyBake Ha amnnuTtygaTta Ha cekpeuuvjata Ha GnRH. Oa
o4 Apyra cTpaHa Boau A0 3rofieMeHa npoaykumja n ocnobogysarwe Ha LH n FSH un
00 KpajHaTa uen, oBynauuja. Hekou XeHW He pearnmpaat Ha Tepanujata co
KNoMuneH uuTpaTt na 3aToa Kaj HUB ce KopucTaT roHagoTPOMHU XOPMOHN.

HajcurypeH HaumH Koj BoguM A0 wusnekyBakwe Ha PCOS e onepaTuMBHOTO
nekyBsawe. Toa ce COCTOMN O KNMMHOBUAHA pecekuuja Ha jajHMUuTe Npu LWTO ce ceve
efHa TpeTuHa unu noman gen og HuB. Npu Toa Tpeba Aa ce BHMMaBa Aa ce octasaT
e[lHaKBM ronemMuHu o4 [ABaTa jajHuKa, (PornivkynapHuTe UMCTU [a ce NyHKTupaar
BHMMATENHO M Ja ce OTcpTaHaT M XonTute Tena — nyteomu. Pesyntatute of
onepaTMBHOTO NeKyBake Ce Hajaobpu, MEHCTPYaNHUOT LUKIYC Ce HopManuaupa Kaj
95%, a kaj 75% ce nocTurHyBa CrnoHTaHa oBynaumja un 3abpemeHyBame,
XUP3YTU3MOT Kaj edHa TpeTuHa MOCTeneHo cTanyBa BO perpecuja U HacTaHyBa
HOpManuanpake Ha TefiecHaTa TexuHa. [locne onepauuwjata nauneHTuTe Tpeba ga
ce HabrbyayBaaT HEKOSKY FOANHMW.

Apyr HaunH Ha nekyBawe Ha PCOS e Tepnujata co oparnHy XOPMOHamHW
KOHTpaLenTuBM Kou pJeriyBaaT Ha uvHAyKuuja Ha oBynauuwjata. CrepougHute
XOPMOHM [oBedyBaaT A0 MOTUCKawe Ha cekpeuujata Ha roHagoTponuHute. lNocne
NMPEKMHOT Ha BHeCyBake BO OPraHU3MOT, HUCKOTO HMBO Ha e€eHOoreHuTe wu
ersoreHuTe crepovam BoAaT OO0 MOKadyBawe Ha roHagoTponHata cekpeumja v o
oBynauuvja. OpanHuTe KOHTpauenTnem Tpeba Aa ce 3emaat NOAONro BpeMe npu LWTo
cumntomute Ha PCOS perpecupaart, na gypu Moxe ga ucyesHat. HeratmBHo e Toa

LUTO Mocre TepanujaTa NOBTOPHO MOYHYBaaT Aa ce nojaByBaar.

1.7 XopMOH#M

MaBeH akueHT Ha WUCTpaXyBaweTO Ce XOPMOHCKUTE aHanuan Kou ce
Kopuctat 3a AdeTepMuHMpawe Ha OBOj CUHAPOM. XOPMOHWUTE MpeTcTaByBaaT
NpouM3BOAM Ha EHAOOKPUHUTE >XMe3aum W TKMBa W NO npupoda Cce OpraHcku
coefnHeHuja. Bo Hekoja nuTepaTtypa mMoxaT ga ce cpeTHaT M Nog NOMMOT UHKPETH.
MmeTto poara of MecTOoTO Kage WTO Cce wu3nadyeaart, OAHOCHO BHAaTpe BO
OpraHM3MoT, BO eKcTpauenynapHaTta U MHTepcTMumenHaTa Te4HOCT. XOPMOHUTe ce
npegmMeT Ha npoydyBakwe Ha eHAoKpuHomnorvjata. Tue moxaT da genysaaTt BO
6nuM3MHaTa Ha CBOETO M3rnadyBake, HO MOBEKETO XOPMOHM Ce TpaHcrnopTupaaT
npeky KpBTa o MecCcTOTO Ha uaradyBawe 00 MecTaTa Kaje ro umspasyBaaT CBOETO

AejCTBo.
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Cnpema XeMUCKNOT COCTaB XOPMOHUTE Ce rpynupaHn Bo 3 rpynu:

- CTepOMAHU XOPMOHMU;

- XOPMOHW CO NONUNENTUAHA NN NPOTEMHCKa Npupoaa u

- XOPMOHW - AepuBaTN Ha aMUHOKUCENNHUTE.

CTepounaHnTe XOpMOHU HajuyecTo ce xuapodobHun (He ce pacTBopaaTt BO BoAa) U
LMpKynnpaaT BO nsiasmarta Bp3aHu 3a NpoTenHu-Hocayun. Bo oBoj cnyyaj man gen oa
OBME XOpPMOHM e cnobogeH 3a Ouonowka akTMBHOCT. [lonyXMBOTOT Ha OBME
xopMmoHun ce aswxu of 60 go 100 mMuHyTW. lNMonunenTuaHUTE UM NPOTEUHCKUTE
XOPMOHM Ce pacTBOpPSIMBM BO BOoAa, BO nMfasmarta uupkynupaat cnobogHu wu
nognexart Ha 6p3n npomeHn. HUBHMOT NONYXnBoT € o4 5 A0 60 MUHYTU. XOPMOHUTE
KoM ce gepuBaTh Ha aMUHOKUCENUHUTE MoXaT Aa bugaTt crnoboaHu unm nak Bp3aHu
3a NpOTEenH N o, Toa 3aBMCU U HUBHUOT MOMY>XUBOT.

XopMoHUTE nocefdyBaaT BUCOK CTEMEH Ha CTPYKTypHa cneumduyHOCT, na
AYPU N HajMann U3MeH BO HUBHWOT COCTaB MOXE Aa AoBedat [0 rofieMu npoMeHu
BO (m3monowkarta akTMBHoCT. Ha npumep, ecTtpaguonotr W ecTpuonoT ce
pasnukyeaat mery cebe camo no o-XxMApOKCWUMHaTa rpyna, mefrytoa ectpaguornoT
MHOrY NOCUIHO ja n3pasyBa cBojaTa aKTMBHOCT O €CTPUOIIOT.

[MmaBHa (yHKUMja HA EHOOKPUHWOT CUCTEM € Aa o ogpXyBa KOHCTAHTEH
COCTaBOT Ha eKcTpauernynapHaTta u uHTpauenynapHaTta Te4HOCT. Taa KOHCTaHTHOCT
N pamMHOTEXa Ce HapekyBa XomeocTada. XomeocTasata Ce ofpXyBa nNpeky
AEjCTBOTO Ha XOPMOHUTE KOW o perynupaaT meTabonuamMoT Ha maTtepumte BO
OpraHM3mMoT. XOPMOHUTE UCTO Taka BnvjaaT BP3 pacToOT M Pa3BOjoOT HA OPraHU3MoT.
Mpumep 3a OBa Ce TECTOCTEPOHOT W ecTpaauonoT KOW M u3pasysBaaT MnorosuTe
KapaKkTepUCTUKN Kaj nyreTo.

Cekoj XopMOH MMa cBoOja cneuuduyHa dyHkuunja. IcTo Taka Moxe noseke
pasfMyHM XOPMOHM da perynuvpaat camo efHa (yHkuuja. Bo perynauuwjata nma
ynora u HepBHWOT cucTeM. LleHTpanHa ynora BO fayeweTo Ha XOPMOHUTE uma
NpeaHnoT pe3eH Ha xunodusarta Koj flaun XOpMOHU, KOM Nak CTUMynupaart nadere
Ha OpyrM XOPMOHW O ApYyru Xresam. 3a KOHTpOora Ha cekpeuuvjata Ha XOPMOHUTE
Ba)kHa e noBpaTtHaTa perynauuja. CucteM Ha nospaTHa peryrnaumja npetcraByBa
OHOj CUCTEM Kafe LUTO KpajHNOT NPOU3BOA HA CUCTEMOT Brnjae Ha NPeTXoaHUOT Aen
Ha CUCTEMOT M Ha TOj HA4YMH o perynupa co3gaBakeTo Ha CaMuOT MPOU3BOA
MeHyBajku ja Bp3anHaTa Ha HeroBo co3gaBawe. [lpu Toa ako 3ronemMyBaHeTO Ha

npon3BoAoT AoBeayBa OO0 3rofieMeHa akKTUBHOCT Ha CUCTEMOT, TOa NpeTCTaByBa
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Nno3nTUBHA noBpaTHa cnpera. AKO 3rofieMyBaleTO Ha NPOM3BOAOT Nak AoBeaysa o
HamarnyBake Ha aKTMBHOCTA Ha CUCTEMOT, TOa MpeTCcTaByBa HeraTMBHa noBpaTHa
cnpera.

HepBHMOT cuCTEM [0 KOHTponupa usnadyBakeTo Ha XOPMOHUTE o[
HeBpoxunodumsaTa UnNn 3agHUOT pe3eH Ha xunodumsata. 3HadYeHeTo Ha OAHOCOT
Mely HEepBHUOT U €HAOKPUHUOT CUCTEM € HajBOOYNIUB Kaj NOBPATHUTE KOHTPOSHU
MEeXaHU3MM KoM ro BKINy4dyBaaT Xxunotanamycor.

XopMoHUTEe ce Bp3yBaaT 3a peLenTopuTe Ha LenHUTe KNeTkn N Ha TOj HauuH
ce UHUUMpa 6UonoLKNOT O0AroBop. XOPMOHOT ro npeno3HaBsa peuenTopoT M nocne
aKkTMBauumjaTa Ha KOMNEKCOT XOPMOH-peLenTop 3anoyHyBa faHeL, Ha peakLmm Kou ro
ocTBapyBaaT OMOMOLLKNOT edpeKT Ha XOPMOHOT. KOMMnekcoT XopMOH-peLlenTop uma
HEKOJKY KapaKTepUCTUKN:

- TOj € BUCOKO crneunduyen;
- TOj € paMHOTEeXeH CUCTEM BO KOj XOPMOHOT M peuenTtopoT ce Bp3yBaaT
peBep3nOUHO, CIIMYHO KaKo Kaj KOMMNEKCOT eH3UM-CyncTpar;

- Ma BWUCOK adMHMUTET, LUTO OBO3MOXYyBa KOMIEKCOT fa ce ¢opmupa BO
NPUCYCTBO Ha MHOTY Masio KOfIMYEeCTBO Ha XOPMOHOT BO LMpKynauumjaTa.
BpojoT Ha peuenTopu MOXe Aa ce Hamanysa Wnu 3rofieMyBa BO 3aBUCHOCT Of
OLroBOPOT Ha PasfyHU CTUMYMaHCK, a 0OCOBMHUTE Ha peuenTopoT ce MeHyBaaT BO
3aBUCHOCT of oM3MosoLwwKMTe ycnosu. Bo cnyyaj Ha gucdyHuuja Ha peuentopuTe

ce jaByBaaT pa3nuyHu 3abonysama.

MexaHM3MOT Ha gernyBake Ha XOPMOHUTE MOXe fa ce ob6jaCHM Ha OCHOB Ha
MOAEeNnoT Ha AenyBawe Ha XOPMOHW KOUM Ce pacTBOpnvMBM BO BoAda (nentuawm,
NPOTEMHM N KaTEXONaMUHN) U XOPMOHW KOU Ce pacTBOPSIMBM BO MacTu (CTepovamn u
cn.). NpoTeMHCKNTE XOPMOHU N KaTeXoNTaMUHUTE Ce MPEMHOry NosfiapHN U He MoXaT
Aa oudyHompaat nacuBHO MNpeky NUnonpoTeuHcKkata KrnetoyHa membpaHa, a ce
npeMHory roneMu fa npemuHaT npeky nopute Ha MembpaHata. 3aTtoa oBue
XOPMOHW Cce Bp3yBaaT 3a peuenTopum KoM ce CMEeCTeHM Ha WM BHaATpe BO
KnetoyHaTta membpaHa. Kaj nmoBeKeTO XOPMOHW Bp3yBah-e€TO 3a pPeLenTopcKuTe
MecCTa ja aKkTMBMpa ageHunart-umknasarta, meMbpaHCckM NpOTEUH KOj ro Katanuaupa
co3gaBaweTo Ha uuknuiyeH AMP og ATP Ha BHaTpelwHaTta cTpaHa Ha membpaHara.
UunknnyHmnotr AMP andoyHompa HM3 KneTkata M akTuBMpa uena rpyna Ha cpogHu

eH3umn — CAMP-3aBUCHM npoTenH-knHasn. OBue KuHasm rm  docdopunupaat
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WHTpaUenynapHMTe NPOTEMHU M HA TOj HA4YMH rO perynupaaT AejCTBOTO Ha OBUE
WHTpaLenynapH1 eH3MMK Ui NPOTENHM.

CtepongHnTe XOpPMOHM Ce pacTBOpPfMBM BO MacTM W TWe NacMBHO
AandpyHoupaaTt HM3 KknetovyHata membpaHa M ce Bp3yBaaT 3a cneuupuyHu
peuenTopckn NPOTENHU BO LMTONNasmMara.

3a gmjarHoctnumnpane Ha PCOS ce kopuctat nyTEMHU3NPAYKNMOT XOpMOH LH,

PONMKYNOCTUMYIIMPAYKMOT XOpMOH FSH, coogHOCOT Mery HUB 1 NPOSIaKTUHOT.

1.7.1 JlyTenHnanpaykm xopmoH — LH

XyMaHnoT nyTenHuampadkn xopmoH (LH, lutropin) e rnukonpoTenH co 2
pasnuyHu cybeamHnum a n B. Mma monekynapHa TexuHa og okony 30000 ganToHu.
a cybeanHuuata cogpxm 92 aMMHOKUCENMHU KOU Ce MAEHTUYHMU CO a cybeauHuuaTta
Ha FSH, hCG n TSH. B cybeguHuuata Ha LH cogpxm 112 amuHOKMCENUHU
NOTMNOSTHO pa3nuyHn og Tne Ha FSH n TSH. B cybeguHumuata Ha LH n hCG ce mHory
CINNYHWN.

Mcto kako FSH mn LH ce cekpetupa o roHagoTPOMHUTE KMAETKM Ha
xvnogumaaTa Kako pesynTtaT Ha cekpeuujata Ha roHagoTPOMUH PUNTM3UHT XOPMOHOT

o4 XunoTtanamycorT.

Hypothalamus

—>

Sex steroids

Inhibin
Activin

Cnuka 6. KoHTpona Ha cekpeuunjata Ha FSH v LH
Figure 6. Control of secretion of FSH and LH
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OBapuvjanHute cTepongu, BO MNpPB pen ecTporeHuTe, ja KoHTponvpaart
cekpeumjata Ha LH n FSH, a Tme nak ro perynupaart MeHCTpyanHUOT LUKIYC Kaj
xeHata. Kora donukynot ke cospee LH npegusBuvkyBa TOj Aa npcHe M ga ro
HanywTn oBapuyMoT. 3a BpeMe Ha @onukynapHata W nyTeanHata dasa
KOHUeHTpaumnte Ha LH ce MHOry noHUCkM OTKOMKy 3a Bpeme Ha osynauujata. Oea
ce crydyBa nopagum Toa WTO 3a BpeMe Ha onukyrnapHaTa v nyteanHata ¢asa
eCTporeHnTe npeau3BukyBaaT HeraTuBeH unadbek edekt Ha cekpeuujata Ha LH.
KpaTko npep oBynaumjaTta ce cnydyBa obpateH edekT.

[deTepMunHauunjata Ha KoHUeHTpauuwjatTa Ha LH e eceHuuwjanHa BO
ogpenyBake Ha OByrnauujaTa, 3a gumjarHosa Ha UHepTUNUTET U Npu AujarHo3a Ha
XnnodusHa n roHagHa aucdyHkumja. 3ronemyBaH-eTO Ha KOHLUEHTpauuwjata Ha LH u
npeTxoaM Ha oBynauuvjata U OBa € O 3Hayewe BO Cryyau Kage nepuogoT Ha
oBynauuwjata Mopa ga 6uge npeumsHo gedvHMpaH 3apagu cnpoBedyBake Ha
MHCEMUWHaLUMja unn nH BuTpo eptunmsaumja (IVF).

Bo meHonaysaTta vnu npu oBapuekTomuja KOHLEHTauujata Ha ectpaguonot
nara Ha HUCKO HMBO, a Kako pe3yTaT Ha Toa ce 3rofieMyBaaT KoHLeHTpauuuTe Ha LH
n FSH.

Kaj maxuTte, npumapHa dykumja Ha LH e pga ja ctumynupa npoaykunjata Ha
TectocTepoHoT of Leyding-oBute «knetkn. LH, npeky npogykuujata Ha
TECTOCTEPOHOT, 3aeaHo co FSH ja perynupa cnepmartoreHesata Bo Serotoli-eBute
KneTkn. TeCTOCTEPOHOT BNUjae co HeratMeBeH omabek mexaHu3am Ha cekpeuwmjaTa
Ha LH.

Kaj cekcyanHo 3penute eauHKM OeUuMTOT Ha roHagoOTPOMUHOT € HajuyecTo
paH MHOMKATOpP 3a pa3BMBake Ha naHxunonutyutapusam. Kaj oBa nopemeTtyBane
ce jaByBaaT HUCKM KOHUeHTpauuu Ha LH, FSH n roHagHute ctepongun. CnpoTuBHO
Ha oBa, NpW NOCTOEHE Ha MOHAAOTPOMUH CEeKpeTUpPaykn TYMOpKU Ha XunoTanamycoT
unu xunoduaaTa ce jaByBaaTt 3rofieMeHu KoHUeHTpaumm Ha LH n FSH.

OTkaxyBakbeTO Ha yHKUMjaTa Ha roHaguTe npeTcTaByBa MpuYMHA 3a
WHpeTPMNNTET, @ OBaa COCToj6a ce MaHMdecTMpa Co BUCOKN KOHUEeHTpauun Ha LH
n FSH, cnegeHn cO HUCKM KOHUEHTpauuu Ha roHagHute ctepoumaun. Kaj >keHw,
3rorieMeHn KoHUeHTpaumm Ha LH ykaxyBaaT Ha npumapHa ameHopea, MeHonaysa,
PCOS un cn. Kaj maxuTte 3ronemeHuTe KOHUeHTpauum Ha LH ce pesyntat Ha
TeCTUKynapeH nag Ha dykuujaTta, gucreHesa Ha cemeHuTe kaHandmwa (Klinefelter-

OB CMHAPOM) U C.
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PedepeHTHn BpeaHoctn ( mIiU/ml ) :

- XeHwu : donukynapHa casa: 1-18
oByfiaunoHeH BpB : 24 - 105
nytenHunsnpadka casa : 0,4 - 20
noctMmeHonay3sa : 15 - 62

- Maxu:2-12.

1.7.2 ®onukynocTumynupaykm xopmoH — FSH

donukynoctumynupadkmotr  xopmoH  (FSH,  follitropin)  npetctaByBa
rMKONPOTENH CcO MonekynapHa TexuHa og 30000 gantoHn. OBOj XOPMOH Ce COCTOMU
o 2 cybeauHuum a n B, UCTO Kako NYTEUHU3NPaYKNOT XOpMOH (LH), xymaHuoTt
XopuoHckn roHagoTtponuH (hCG) wn Tupoua cTumMynupadkmor XxopmoH (TSH,
thyrotropin). a cybeauHunuata Ha FSH e coctaBeHa o 92 aMUHOKUCENWHU N € MHOTY
cnuyHa co a cybegmHmuata Ha LH, hCG n TSH. B cybeanHuuata e eguHCTBEHA U
“Ma CBOM MMYHOSOLLKM N AOYHKLNOHANHN CneumdUuyHOCTH.

FSH, 3aegHo co LH ro koHTponuvpa pactoT 1 penpoayKTUBHUTE aKTUBHOCTU
Ha penpoaykTMBHute opraHn. FSH ro ctumynupa pacTtoT Ha Oonukynute BO
oBapuymuTe WU ja CTUMynupa rameTtoreHesaTa BO Tectucute. [OHagoTponHuTe
KNeTkn Ha npegHuMoT pe3eH Ha xunodmsata nadat FSH v LH nog pejctBo Ha
roHagOTPOMUH PUNU3NHI XOPMOHOT KOj ce nayn og xunotanamycoT. FSH n LH ce
cekpeTupaaTt nyncatmBHo BO pasn, CO pasnuyHu BpedHOCTU BO cekoja hasa on
ymknycort. Jlayeweto Ha FSH n LH o xunodusaTta e KOHTponupaHo o4 roHaguTe co
MEeXaHU3MOT Ha HeraTuBHa noBpaTHa cnpera.

FSH «kaj Bo3pacHM XeHu ro CTuMynMpa Cco34aBak€TO M pacToT Ha
donukynute Bo oBapuymute. HuBoto Ha FSH Bapupa BO TEKOT Ha MeHCTpyanHuoT
LMKITYC Kako 04roBop Ha ecTtpaguonoT u nporectepoHoT. HnBoto Ha FSH onara Bo
nyTenHunsnpaykata asa Kako OogroBop Ha npoykuujata Ha ecTpaguvon u
NporecTepoH o xonToTo Teno ( corpus luteum ) BO oBapunymuTe.

Bo meHonaysata oBapwujanHaTta (ykHUMja onafa, a co Toa ce Hamanysa
cekpeumnjata Ha ectpaguonot. FSH n LH Toraw 3HayajHO ce nokadyBaaT Kako
pesyntaT Ha HamaneHaTta uabek nHxmbuuyuja.

Kaj maxunte FSH, LH n TectocTepoHOT ja perynupaaTt cnepmaToreHe3aTta BO
Serotoli-eBnte knetkm Bo Tectucute. FSH e nomanky ocetnve Ha duabek

I/IHXI/I6I/1LI,I/IjaTa o4 TEeCTOCTEPOHOT OTKOJIKY LH, na ce mucnn pgeka e perynupaH
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He3aBMCHO O CTpaHa Ha MHXMOMUTOpeH nenTug npogyuupaH og Serotoli-eBute
kneTku. MNMopaan HeratMBHMOT nabek MexaHM3aMm Koj LITO ja perynupa cekpeumjata
Ha roHagOTPOMMHUTE, MOKayeHuTe KoHueTpaumm Ha LH v FSH nponpatenn co
HamManeHn KOHUEeHTpauuMm Ha roHajanHute cTepouau ce MHAukKauuja 3a roHagHo
onararwe (cnaboct). Kaj Mmaxute oBa cyrepupa geka crtaHysa 360p 3a npumapHO
onarake Ha yHKuujata Ha Tectucute. KoHueHTpaumjata Ha FSH moxe pa e
nokadeHa u npu KnnHedentepoB CMHOPOM M NpU HamaryBahwe Ha (PyHKUMjaTa Ha
Serotoli-eBuTe KneTku.

Kaj xeHn co PCOS HmBoTO Ha FSH e npubnmxHO OBa natm MOHUCKO Of,
HMBOTO Ha LH n coogHocoT nomery koHueHTpaummnte Ha LH n FSH e noronem og 1.
HuBoTo Ha FSH e 3ronemeHo npu oBapujanHa gucdyHKumja, OBapMekToMmnja n cn.
ABHOpmanHu koHueHTpauumn Ha FSH moxe ga buaat nHgvkaumnja u 3a gucdyHkumja
Ha BpckaTa xunoTanamyc — xunodgusa. Kaj BospacHu nuua geduuymneHumja Ha FSH
3aeHO0 CO HMUCKM KOHUeHTpaumm Ha LH u Ha roHagHuTe cTepouan Moxe Aa
nHoMumpa nanxunonutyutapmsam. OBa MOXe fga € pesyntar o HamaneHa
cekpeunja Ha GnRH nnu Hemare Ha 0AroBOpP KOH Hero.

PedepeHTHn BpeaHoctn ( mIiU/ml ) :

- KeHun : onukynapHa ¢asa : 3.09 — 7.90

OoBynauunoHeH BpB : 2,27 — 18,51
nytenHuanpadka gasa : 1,38 — 5,52
noctmeHonay3sa : 30,57 — 106,32

- mMaxu:1,13-12,51.

1.7.3 NMponaktuH - PROLACTIN

Xymanuot nponaktnH (hPRL) npeTcTtaByBa eaAnHUYEH nonunenTuaeH CUHLINP
coctaBeH o 199 aMuMHOKMCENVHW M MMa MOMeKynapHa TexuHa og okony 23000
AanToHW. HeroBoTo MOCTOEHe Kako nocebeH XeMUCKU eHTUTET Buno onuwaHo u
Npoy4eHo BO HM3a ctyaumn nomery 1965 n 1971 rogmHa.

[MponakTMHOT ce nanayyeBa oA NpPeaHnoT pe3eH Ha xunodusaTta, a HeroBoTo
navere e nopg KOHTposia Ha UHXMBUTOP U PUTM3MHI PaKTopuUTe of XMnoTanamycor.
Toj ce nadn BO KpBTa U NOA LEJCTBO HA TUPOTPONUH-pUnM3nHr daktopoT (TRH).
MmaBHa doyHUMja Ha NPONAaKTUHOT € MHUUMjaumja u perynvpame Ha nakrauujata m

NavyeeTo Ha MIeKOoTO Kaj XeHarTa.
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XvnepnponakTuHemmjata € efHa o4 MNpuYMHUTE 3a MHEpTUNUTET WU
penpoayKTMBHa OUChYHKUMjA Kaj MaxuTe W XeHuTe. [1ponakTMHOT ja uHxmbupa
cekpeumjaTa Ha oBapuvjanHUTe CTepouan, a co Toa ja NopemMeTyBa cekpeuumjata Ha
LH n FSH wn cospaBaweTo Ha Qonukynute Kaj XeHata. McnutyBaweTo Ha
NPOSIaKTUHOT BO CEPyMOT MOXe pfa ©6wuge npBUOT KBAHTUTATUMBEH [OKa3 3a
xunodgusHa aucdyHkumnja. Icto Taka MepereTo Ha NponakTUHOT € BO MHTEpeC Ha
AnvjarHosaTta un nekyBaweTo Ha NauneHTn Co ameHopea u ranakropea.

MocTojaT MHOry coctojou n daktopy Kou BnmjaaT Ha nokavyyBakeTo Ha
NPOSIaKTUHOT Kaj 34paBu nuvua. TakBu COCTOjou ce: BpemMeHOCT, CTMMynauunja Ha
npoaykuuja Ha MIieko, CTpec, MpuvMare Ha eCcTPOoreHu, nNporecTepoH, HeKou
NCUXOTPOMHU MU aHTUXMNEPTEH3NBHN NnekoBn n TRH. daktopu ko ro cumHyBaaTt
HMBOTO Ha NPONIAaKTUHOT ce BO KpBTa ce L-DOPA un bromocriptine.

PedepeHTHn BpegHocTn ( ng/ml ) :

- Xenwn 3,24 — 29,12
- maxu 3,28 — 19,68.

2. NPEMNMEQ HA NNIUTEPATYPATA

2.1 EkcnepTtoT no penpoayktuBHa eHaokpuHonormja Dr.Samuel Thatcher Bo
kHurata “PCOS and Your Fertility” Ha Colette Harris n Theresa Cheung Benu: “Ipeky
70% op »xeHute co PCOS ycneBaaTt ga 3abpemeHat no npupogeH nat. Hag 20%
nak ycnesaat ga 3abpemeHat co TpeTmaH. [locTtou ronema Hagex u rornema nomoLu

3a naumeHTknte co PCOS pga nocturHaTt bpemeHocT.”

2.2 EgHo of HajHOBUTE ucTpaxyBaka Ha rpyna npodecopu og Opaenot 3a
rMHEKOMOormja n akyLlepcTBO Ha YHUBEP3UTETCKUOT LieHTap 3a MEANLNHCKN HayKn BO
Oknaxoma e NocBeTEeHO Ha HMBOTO Ha NUNUAUTE Kaj NaUMEHTKU CO MOSIMUMCTUYEH
oBapwujaneH cuHgpom (“Lipid levels in polycystic ovary syndrome: systematic review
and meta-analysis”). Bo oBa wucTpaxyBawe HayyYyHUUUTE 3aknyyune aeka
aucnunugemmnjata € MHory 4yecta kaj xeHn co PCOS. lMokpaj noBp3aHocTa Ha
Tpurnuuepnante n HDL xonecteponor, xxeHnte co PCOS MmaaT n BUCOKO HMBO Ha
LDL xonectepon n nonHDL xonectepon 6e3 orneg Ha BMI (body mass index). Tue

npenopadvyBaat cute xeHn co PCOS pegoBHO pa npasBaT KOHTpPonvM  3a
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aucnunugemmnja u ga rm mMepat HuBoata Ha LDL xonecteponotr u nonHDL

XONecTeposioT, Co Len Aa ro HamanaT pu3uKOT Of KapAunoBackynapHu 6onecTu.

2.3 Bo pgpyro uctpaxyBawe HanpaseHO Bo OpgenoTt 3a rvHekornornja u
aKkywepctBO BO MEKCMKaHCKMOT WMHCTUTYT 3a 3apaBcTBO BO Mekcmko Cutm e
pasrrnegaHa Bpckata nomery mopdponorujata Ha jajHULMTE, HUBOTO HA XOPMOHUTE U
aHTPOMOMETPUCKUTE KapaKTEPUCTMKM Ha rpyna naumeHTkm co PCOS (“Ovarian
morphology and endocrine function in polycystic ovary syndrome”). Bo oBaa ctyaunja
ce BKNyyeHn 82 nauueHTkn co paujarHoda PCOS opg kom 21 co pepnoseH
MEHCTpyaneH uuknyc 6e3 xunepangporeHmsam. Kaj cute € HanpaBeH
eHgoBarnHaneH yntpasByK. VICTO Taka HanpaBeHW ce aHTPONMOMETPUCKM Mepemsa,
Mepewe Ha LH, FSH, wHCynuH, TecToCTepoH, OexnapoenuaHapoCTeEPOH U
aexvapoennaHgpocTtepoH cyndat. 3a nonvuuctmnyed jajuuk (PCO) ce cmeTa OHOj
Koj nma 12 unu noBeke onukynu co amjametap noman og 10mm BO efeH wunu
Agarta jajHuka. NauymeHtnte co PCOS ce nogenenun Bo ase rpynu: 51 co PCO un 31
6e3 PCO. MauneHtknte co PCO umane 3HauutenHo noronem BMI n obem Ha
CTPYKOT OTKOJSIKY NauneHTknte 6e3 yntpassyyeH Haoa Ha PCO. VcTo Taka HMBOTO Ha
TeCcTocTepoH Bmno noBmcoko kaj nauneHTkute co PCO Bo cnopenba co oHve 6e3
PCO. Kako 3akny4ok, 6uno ycraHoBeHo geka PCOS naumeHTkuTe co yntpasBydeH
Haog 3a PCO umaat nouspaseH xvnepaHgporeHnsam n gebenuHa oTKonky oHune 6e3
PCO.

2.4 Ha YHuBepautetoT oa bupmumHrem Bo Oppgenot 3a meaovumHa e
HanpaBeHO UCTpaxyBare 3a ePeKToT Ha BPoMOKPUNTUHOT Bp3 LH Kaj nauneHTkn co
PCOS (“Effect of bromocriptine on LH pulsatility in the polycystic ovary syndrome”).
MaunenTtknte npumane 10mg GPOMOKPUNTUH AHEBHO BO TEKOT Ha efHa roauHa.
Cute nauuweHTkn Gune co xup3yTusam, ONUromeHopea, co ogHoc Ha LH/FSH
norosiem of 3:1 n nokadyeH TectoctepoH. Kaj 10 nauMeHTKM Kou ja Komnnetupane
TepanvjaTa MeHcTpyauujata 6una npubnmkHo HopmanuampaHa (8 roguHo), Ho
CaMO HEKOJIKY LMKnycn 6une oBynaTtopHU. HMBOTO Ha TECTOCTEPOH Ce Hamarnumno og
4,4 nmol/l Ha 2,8 nmol/l, poaeka HmBoTO Ha LH ce Hamanuno og 17,4 IU/l Ha 11,2
IU/l. 3aknyyeHO e pgeka OpOMOKPMNTMHOT ro peayuupa TeCcTOCTEPOHOT M ja
3ronemyBa ppekdeHumnjata Ha MeHCTpyaunmnTe, HO HemMa eekT Ha cekpeuujaTa Ha

GnRH og xunotanamycot. Peagykumjata Ha LH moxe ga e pesynrtat Ha HamaneHa
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roHagoTponHa ceH3uTmBHocT Ha GnRH wnn HamanenHn pesepBu Ha LH BO
xunogusata. N nokpaj NO3NTUBHNOT edhekT Ha DPOMOKPUNTUHOT 3aKydeHo e adeka

TOj HEMa ronemMo BnunjaHme BO cnpasyBaneTo co PCOS.

3. UENN HA UICTPAXYBAHWETO

LlenTa Ha wucTpaxyBaweTO € [a ce 3ano3HaemMe CO CUHOPOMOT Ha
nonMuMCcTUYHK jajHuum (PCOS), geTtepMmmnHaumjata, CMMNTOMUTE U HapyllyBahaTa
npu Hero, TepanujaTa Koja ce KOPUCTU U MOXHOCTUTE 3a CrnpaByBake CO UCTMOT,
Kako n HeroBaTa gudepeHunjaumja og HaogoT Ha nonuumcTudHn jajHnum (PCO) Ha
ynTpasByK.

Mpn TOa ke ce doKycMpame Ha MepeHeTO Ha KOHLUeHTpauujata Ha
xopmoHute LH, FSH 1 PROLACTIN n HMBHOTO 3Ha4ere npu AnjarHoCTULMPaHeTO
Ha PCOS. Co oBa ja uctakHyBame BaxHOCTa Ha nabopatopuckata OejHOCT BO
3[paBcTBeHaTa 3awTuTa.

[pyra uen Ha muctpaxyBaweTO € crnefewe Ha Tepanujata n edekToT of
ucrtata kaj naumeHTkn co ytepgeH PCOS. Ce peructpupa edektoT of camaTta
Tepanuja BO TEKOT Ha oApefeH BPEMEHCKM Nnepuog, Kako U (PyHKUMOHMPaHheTo Ha

opraH1M3moT focre NpecTaHoK Ha TepanujaTta.

4. NAUMEHTK U METOAU HA UCTPAXXYBAYKATA PABOTA

Co ncnuTtyBakbe Ha XOPMOHANHWOT CTaTyC Ha TPEeTUOT AEH OA LUMKMYycoT (BO
donukynapHa asa) e gobuena rpyna og 30 naumeHTKn co abHopmareH COOAHOC
HaLHWFSH (2:1,3:1naaypuun 4:1). Kaj ckopo egHa TpeTuUHa o4 nauueHTkuTe
“Ma MOKa4YeHO HMBO Ha MPONaKTUH — xunepnponakTtnHemuja. Cute ce BO CTapocHa
rpaHuua og 15 go 50 roamHn. Oa HUB 12 ce co npobnemu o TUNOT Ha acne vulgaris
1 goaraaTt Ha ucnutyBake nopaav Toj npobnem n noHatTamy UM € AnjarHoCTULUMpaH
PCOQOS, a 18 poaraat nopaan nngeptunuteT npeaussmkaH og PCOS.

CvnTe nauMeHTKM ce CTaBeHW Ha Tepanuja CO OpasriHO KOHTpauenTMBHO
cpencteo, Tabnetn Diane-35 (2mg cyproterone acetate n 35mg ethinylestradiol)
npounsseneHn oa komnanujata Schering GmBH & Co.Produktions KG oag Weimar,
"epmaHuja. Cekoja Tabneta cogpXm mMana KonvymMHa Ha ABa pasfnyHU XOPMOHW:
LUMNPOTEPOH aueTaT (NPOrectoreH CoO aHTUAHAPOreHW KapakTEepPUCTUMKU) U €TUHWN
ecTpaguon (ecTtporeH). 3apagu Manata KonudnHa Ha xopmoHu [dnaHe 35 ce cmeTa

3a HUCKO-A403MpaHa XOpMOHCKa KoHTpauenuuja. Ha cnvka 7 e npukaxkaHa xemmuckaTa
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cdopMyna Ha UMNPOTEPOH aLeTaToT, a Ha crvka 8 xemuckaTa popMyra Ha eTUHWI
ecTpaguon.
o CH;

Cl
Cnuka 7. LUnnpoTtepoH auetaTt

Figure 7. Cyproterone acetate

Cnwuka 8. ETuHMn ectpagmon

Figure 8. Ethinylestradiol

Tabnetnte ce npumaat BO BPEMEHCKM nepuon oA LecT Meceuu peaoBHO,
0e3 npeckokHyBakwe unu naysa. Co Tepanujata ce NOYHyBa Ha NPBMOT AEH o4
LUMKITYCOT OAHOCHO MpBUOT AEH o4 MeHcTpyaumjata. [o3vpaweto € no egHa
TabneTka QHEBHO BO NPUGAMXHO UCTO BpEME.

Bo wuctpaxyBaweTo e 3emeHa W KOHTponHa rpyna og 30 3gpasu
NCANTaAHMYKK, CO HOpManHu BpegHocTn 3a LH, FSH n nponaktmH n co HopmaneH
ynTpa3syyeH Haog. OBaa rpyna CryXu Kako pedepeHTHa rpyna 3a cnopepba co
nauyneHTknte co PCOS. Cute nauneHTKn n UCNUTaHUYKM Ce BO CTapOCHa rpaHuua
oa 20 po 40 roguHw.

Mocne 6 meceun oa Tepanujata Ha KOHTPOSIHO UCNUTyBakwe Aowne 24
naumMeHTKNU KON peJoBHO U NpaBuITHO ja npumane Tepanuvjata. AHanusute ce npasaTt
NOBTOPHO Ha TPEeTMOT AeH of uuknycoT. [Npn aHamHes3aTa nauneHTKuTe nasaat

nogaTouM 3a HopManuavpaH W pefoBeH MeHCTpyaneH UWKMYyC, HeraTUBHUTE
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CMMNTOMMU O KIMMHMYKaTa CriMKa ce HaMmalneHu, a HEeKOU o4 CUMNTOMUTE KaKo

AKaHTO3NC HUTPUKAHC, anoneu,mjaTa N akKHUTe ce nc4ye3HaTtu.

4.1 UmyHodpnyopocuLeHTHa TeEXHUKa 3a oApeAyBake Ha penpoayKTUBHUTE
XOPMOHMU
XOpMOHanHuTe aHanuMsuM KoM ce KOpucTaT BO CneuunjanucTUYkuoT Tpyn ce
paboteHn Ha AXSYM aBTomMaTtCkm MMyHOQHanu3aTop Npou3BeneH O4 KoMnaHujaTa
Abbott USA. TexHukaTa koja WwTO ja kopucTn oBoj aHanusatop e MEIA (Microparticle
Enzyme Immunoassay). OcHoBaTa Ha oBaa TEXHWKa Ce COCTOM BO NMOCTOEH-ETO Ha
cneunduyHa peakuunja nomery aHTUreH U aHTUTENO — MMYHOJSOLWKa peakunja npu
WTo ce pobuBa aHTUreH-aHTUTENoO kKomnnekc. MoHaTamMy Ha OBOj KOMMMEKC ce

gonasa nocebeH cyncTpaT npu WTo ce hopmupa goryopecLeHTeH NpoayKT Koj ce

Mepu co CI'IeLI,I/ljaJ'IHI/ITe ONTUYKN CEH30PUN Ha UMYHOAHaITN3aToOpPOT.

[ 4
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Cnuka 9. MEIA TexHuka
Figure 9. MEIA technique

3a ogpeayBake Ha penpoayKTUBHUTE XOPMOHU Ce KOPUCTU CBEX CepyM Unmn
nnasma co xenapuH unn EDTA kako koarynaHc. 3a onTumanHu pesyntatn BO
cepyMoT He Tpeba ga mma eputpoumTn, OUOPUHCKM HULLKKM UK BUNO Kakeu
yecTnykn. AKo He ce paboTM BegHall, CEPYMOT MOXE [da Ce 3aMp3He Ha
Temnepatypa og -10°C. MNoHaTamy, og AobueHnOT cepym ce nunetTupa ogpeaeHa

KOJINYNHA Ha penpe3eHTaTuBeEH NpMMepoK 3a aHalin3a BO nocebHu KneeTw, npn WTOo
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npumMmepokotT Tpeba aga Ouge Ouctap u unct. lNpu nmnetnpaweTo Tpeba fa
n3berHyBa co3gaBake Ha Meypumkba buaejkm npeyaT npy camarta aHanuaa, npu Wwro
BO vrnarta Moxe [a HaBnese BO34yX Npu NUNETUpaweTo U aHanu3aTta Hema aa buge

BanngHa " To4YHa.

Cnuka 10. Peakuucka kenuvja u kmseta
Figure 10. Reaction Vessel (RV) and cell

PeareHcute cTurHyBaaTt BO BWA Ha 3aTBOPEHWU KMTOBWU CO nocebeH cepucku
Opoj M pok Ha ynotpeba. KanubpatopuTe koum ce KopucTaT ce cTaHOapaHu
kanubpartopn. CtaHgapaHaTta kanubpaumja ce Bpwn co 6 kanmbpaTtopu Co NO3HATK
KOHUEHTpaumM1, o Hyna na cé& [o kanubpatop CO HajBucoKa KOHUEeHTpauuja.
KannbpaTtopuTe UCTO Taka CTUrHyBaaT Kako roTOBM CEPYMW KOU Ce Npou3BeneHn no
npenopaka og Ceetckata 3gpasctBeHa OpraHusauuja.

AxSYM aHanusaTopoT npeTcTaByBa 3aTBOPEH CUCTEM BO KOj aHanu3arta ce
BPLLM BO BPEMEHCKM N pefocrneiHO TOYHO onpeaeneHn Yekopu. AHanmsarta ce BpLUm
BO [ABa fJena, MerycebHO noBp3aHW: UeHTap 3a nunetupake W ueHTap 3a
npouecupamwe. pMMepoKoT ce nuneTupa payvyHo BO MNOCEOHM peakuucku Kenuu u
nocrnie CrtapTyBakheTO Ha aHanmM3aTopoT TOj CaMMOT o NuMNeTMpa peareHcoT BO
pasnuyHu ByHapuMkba Ha peakumckata Kenuja. [NMoHaTamy, BakBaTa peakumucka
Kenuja ce TpaHCcnopTupa aBTOMATCKM BO LEHTapOT 3a npouecupare kage LTo ce
NMHKyOMpa BO ogpeneH BpeMeHcku nepuoq. OBa Bpeme Ha MHKyDaunja e pasnmyHo
3a pasnuyeH Bug aHanusu. MNpu nikybauuwjata, 6apaHMOT XOPMOH 04, NPMMEPOKOT ce
Bp3yBa 3a CNeunduyHOTO aHTUTENO (OPMUPAjKM aHTUreH-aHTUTENO KOMIEKC.
Mocne wHKkybauuwjata oapeneHoO KOMMYEeCTBO O peakuuckata cmeca ce
TpaHcdepupa Ha nocebHM MaTpUKC Kennum COCTaBEeHM Of CTakneHa BOrfHa.
MwukponapTukynmte og cmecaTta ce Bp3yBaaT MpeBep3nbuniHo 3a cTakneHaTta BoSiHa
Ha MaTpukc kenuute. Bo cnegHMOT 4ekop MaTpUKC Kenuute ce MNoasfiIoKeHW Ha
nepewe MNpu LWTO Ce OTCTpaHyBaaT HeBp3aHWTe 4vecTudkn. Ha kpajot nocebeH
cynctpar, 4-metunymbenudepun docdaT ce gogaBa Ha MaTpUKC KennuntTe nNpu LWTo

KaKO Kako KpaeH NpoaykT ce AobuBa ryopoCLEHTHO COedMHEHNE KOoe Ce MepU Co
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copmCTULMPaHNTE ONTUYKM CEH30pPM Ha 0BOj aHamnusatop. KoHueHTpauujaTa Ha
AoOMEeHOTO coeaMHeHWe € MnpaBoMponopuUMoHanHa Cco  KOHUEeHTpauujata Ha

6apaHuoT aHanuT. Ha cnuka 11 e npukaxaH Abbott AXSYM nmyHoaHanusaToporT.

Cnuka 11. Abbott AXSYM mnmyHoaHanusatop
Figure 11. Abbott AXSYM immunoanalyser

Ha aTomcko 1 monekynapHO HMBO, NPMHUMMOT Ha OBaa MeToAda ce COCTOM BO
nobyagyeBawe Ha atoMuTe U MOreKkynuTe Ha A0OMeHOTO coeduHeHue, Mpu LWTo
eNeKkTpoHUTe MnpeMuvHyBaaT of [MOHUCKO BO MOBUCOKO €HepreTcko HUBO
ancopbupajku eHepruja. [pu BpakaweTo, eNeKTPOHUTE He Ce BpakaaT BO OCHOBHOTO
€HepreTcko HMBO, TYKy 3acTaHyBaaT Hekage nomery ABeTe eHepreTcku H1MBoa u npu
Toa emuTMpaaT ogpeaeHa eHepruja Bo BMA Ha CBETMMHA KOja MOXe Aa ce AeTekTupa
CO Hajpasnu4yHu getektopu. OBa e ocHoBaTa Ha hnyopocLeHuunjaTa, TEXHUKa Koja

Mma orpomMHa ripmmMmeHa Bo brnoxemmckute na6opaTop|/||/|.
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5. PE3YJNITATU

Bo Tabena 4 e npukaxaHa KOHTporHaTta rpyna Ha WCNUTaHWUYKKW, CO
HOpManHu BpegHOCTM 3a HuMBOTO Ha LH, FSH wn nponaktMH wu3paseHn BO
COOABETHUTE MEPHU eguHULN.

Tabena 4. KoHTponHa rpyna Ha 3gpaBu UCINTaHUYKK

Table 4. Control group of healthy volunteers

LH FSH PROLACTIN
6poj (miU/ml) (mIU/ml) (ng/ml)
1. 5,35 4,41 13,94
2. 4,66 6,81 12,11
3. 4,38 5,14 15,74
4. 5,72 6,19 10,73
5. 2,04 5,87 14,96
6. 4,40 7,71 26,90
7. 2,34 4,33 19,93
8. 1,34 1,68 16,09
9. 5,35 7,66 10,30
10. 5,93 5,62 9,40
11. 4,70 6,67 21,00
12. 3,82 4,42 19,61
13. 5,34 5,37 7,87
14. 4,12 4,87 10,90
15. 4,47 4,19 7,54
16. 5,81 4,13 23,05
17. 5,55 6,49 12,30
18. 2,59 4,28 14,99
19. 5,90 4,80 12,20
20. 1,38 2,76 29,11
21. 2,78 4,47 8,42
22. 4,69 4,26 12,69
23. 6,46 6,93 14,81
24. 7,47 7,78 20,17
25. 3,85 5,82 20,72
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26. 5,25 6,07 17,63
27. 4,13 3,97 10,72
28. 2,29 4,57 6,93
29. 3,24 4,83 10,09
30. 2,41 2,56 14,51

Bo tabena 5 ce Haoraat BpegHoctute 3a LH, FSH u nponaktuH Kaj
nauMeHTKM Kaj Kou Bp3 OCHOBA Ha OBWe [0OMEeHn pesyntaTu Kako U Bp3 OCHOBa Ha
KNMHMYKaTa cnuka W ynTpasBYYHMOT Haod e yTBpaeHa Oornecta CUMHOPOM Ha
NOSIMLMCTUYHN jajHULM.

Tabena 5. NauneHTKkM co CMHOPOM Ha NONMUMCTUYHU jajHuumn (PCOS)

Table 5. Patients with Polycystic ovary syndrome (PCOS)

LH FSH PROLACTIN
6poj (miU/ml) (mIU/ml) (ng/ml)
1. 17,92 5,28 15,99
2. 9,03 3,39 33,23 *
3. 8,75 2,32 6,44
4. 8,67 4,71 12,20
5. 28,98 10,11 20,89
6. 13,29 4,20 15,91
7. 25,60 12,12 14,92
8. 13,89 6,18 15,72
9. 14,00 7,20 15,57
10. 22,02 6,40 8,20
11. 12,89 5,78 34,77 %
12. 9,81 4,90 9,90
13. 12,95 6,81 9,62
14. 9,29 4,16 11,32
15. 10,42 3,13 41,79 *
16. 9,22 4,69 7,18
17. 10,66 4,32 34,24 *
18. 9,84 4,33 6,30
19. 12,65 5,21 20,82
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20. 10,38 3,95 10,77
21. 15,72 6,93 13,65
22. 17,32 7,85 31,55
23. 14,39 5,47 15,70
24. 40,08 26,65 38,77 *
25. 25,58 8,36 16,44
26. 23,37 5,53 31,57 *
27. 8,53 4,07 47,89 *
28. 10,45 5,08 14,26
29. 19,76 7,41 30,91 *
30. 12,90 4,91 3542

Oa nopgatouute BO Tabena 5 moxe Oga ce BMAM OeKka BpedHOCTUTE 3a
KOHLIEHTpaUMmMTe Ha NyTeMHU3MPadkMoT XopMoH (LH) ce 3HauuTenHo noronemm BO
OOHOC Ha BPEeAHOCTUTE 3a KOHUEHTpauuuTe Ha (PonmKynoCTUMYNMPayYkMOT XOPMOH
(FSH). OBue BpeaHoCTM ce gageHn 3a donukynapHata dasa o LMKNYCoT T.e Ha
TPETNOT AeH oA MeHcTpyaumjata. CoogHocoT mery FSH n LH Bo oBaa ¢hasa Tpeba
Aa 6uge okony 1 : 1. Op Tabenata mMoxXe Oa ce BUAOW AeKka Kaj ABe NaUUEHTKU
COOOHOCOT Ha KoHueHTpauumte Ha FSH u LH e okony 1 : 4. Kaj 11 naumeHTku
coogHocoTt nomery FSH n LH e okony 1 : 3, ogHOCHO KoHUeHTpauujata Ha LH e
TPMKpPaTHO noronema of KoHueHTpaumjata Ha FSH. Kaj 17 naumeHTkn 0BOj COOOQHOC
e okony 1 : 2, OOHOCHO KOHUeHTpaumjata Ha LH e pgBojHO noronema opf
KOHUeHTpaumjaTta Ha FSH. Tpeba ga ce HanomeHe (pakTOT Aeka KOSKy e noronem
OBOj COOQHOC, TOfIKYy CUMMMTOMUTE Ce TMou3pas3eHu W KIUMHWYKaTa Ccnvka e
nogpamatuyHa. Ha cnvka 10 rpacdmykm e npukaxkaHa npoueHTyanHaTa 3actaneHocT
Ha NauMeHTKUTEe co pasnuyeH coogHoc Ha FSH n LH. Kaj 6,66% (~7%) coogHocoT
Ha FSH n LH wusHecyBa 1 : 4 (cumHO oboeHuot pgen), 36,66% (~37%) oA
nauyneHTkute umaat coogHoc 1 : 3 (po3eBo oboeHunoT gen) u kaj 56,66% opf

nauneHTknTe umame coogHoc Ha FSH n LH oa 1 : 2 (cuBunoT gen oA rpadouKoHoT).

[MokayeHo HMBO Ha NPONaKTUH
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OFSHILH 1:4
EFSH/LH 1:3
37% EFSH/LH 1:2

56%

Cnuka 12. lNpoueHTyanHa 3actaneHocT Ha coogHocoT FSH /LH

Figure 12. Percentage frequency of FSH /LH ratio

Op tabena 5 moxe ga ce Booun geka o 30 nauneHTku, Kaj 9 e nokadeHo
HMBOTO Ha NMPONaKTUH (XMnepnponakTuHeMunja) Hag pedepeHTHaTa BpeagHocT. Tue
npetcraByBaat 30% o4 BKYNMHMOT 6poj Ha NaumeHT unu npubnmxHo egHa TpeTuHa.
Ha cnuka 11 rpaduykm e npukaxkaHa npoLeHTyanHarta 3acTaneHoCT Ha nauneHTkuTe

co xunepnponaktnHemuja npn PCOS.

O XvnepnponakTuHemuja

B HopmanHu BpegHoOCTH

Cnuka 13. lNpoueHTyanHa 3actaneHocCT Ha xunepnponaktuHemumjata npu PCOS

Figure 13. Percentage frequency of Hyperprolactinemia at PCOS

LlecTt meceun nocne pegoBHO M NPaBUITHO NpUMake Ha Tepanujata og Tue
30 naumeHTkn, 24 poarfaaT Ha KOHTPOfHA aHanus3a, npy WTto of pobueHute
pesyntaTtu ce MNOTBpAyBa YycChnewHOCTa Ha TepanujaTa. AHanusata NOBTOPHO ce
npaBu Ha TPETUOT AEH Of LUMKNYyCcOoT, BO dponukynapHata (asa. YTBpAeHO e aeka
caMO Kaj ABe nauuMeHTKM of oBue 24 TepanujaTa He nomMorHana u cumnTtoMmmTe
ocTaHane npucytHu. Bo Tabena 6 ce HaoraaT BpeAHOCTUTE Ha KOHUEHTpauunTe Ha

FSH, LH n nponaktuHoT Kaj nauneHtknte co PCOS npea n nocne tepanujata.
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Tabena 6. MNauyneHTkn co PCOS npeg v nocne Tepanujata
Table 6. Patients with PCOS before and after therapy

LH FSH PROLACTIN
6poj (mlU/ml) (mIU/ml) (ng/ml)
Mpep Mo Mpep Mo Mpep Mo
Tepanuja | Tepanuja | Tepanuja | Tepanuja | Tepanuja | Tepanuja
1. 17,92 8,31 5,28 5,60 15,99 13,63
2. 9,03 5,93 3,39 4,01 33,23 29,61
3. 8,75 4,92 2,32 3,15 6,44 9,53
4. 8,67 5,33 4,71 4,52 12,20 16,10
5. 28,98 15,69 10,11 9,59 20,89 19,27
6. 13,29 7,11 4,20 4,51 15,91 14,32
7. 25,60 13,63 12,12 10,80 14,92 16,31
8. 13,89 8,21 6,18 6,31 15,72 12,33
9. 14,00 8,91 7,20 7,13 15,57 13,20
10. 22,02 9,54 6,40 6,20 8,20 10,12
11. 12,89 7,12 5,78 5,92 34,77 21,30
12. 9,81 6,29 4,90 4,16 9,90 8,39
13. 12,95 6,93 6,81 5,91 9,62 8,70
14. 9,29 5,21 4,16 4,90 11,32 10,82
15. 10,42 6,78 3,13 4,76 41,79 35,29
16. 9,22 6,55 4,69 5,10 7,18 13,22
17. 10,66 7,11 4,32 5,87 34,24 24,12
18. 9,84 5,96 4,33 4,65 6,30 7,92
19. 12,65 7,21 5,21 5,82 20,82 12,19
20. 10,38 5,96 3,95 4,28 10,77 9,65
21. 15,72 8,31 6,93 7,01 13,65 12,23
22. 17,32 9,58 7,85 6,92 31,55 27,90
23. 14,39 15,22 5,47 6,17 15,70 16,35
24, 40,08 37,55 26,65 19,96 38,77 28,74

Op Tabenata BegHaw ce 3abenexyBa deka KOHUeHTpauuute Ha LH ce

HamaneHu n coogHocot FSH /LH e npnbnwxHo 1.
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5.1 Ctatuctnuka obpaboTka Ha pe3ynrtaTurte

[obueHnte BpegHOCTM 3a napameTpuTe o0 KOHTponHata frpyna wu
nauneHtknte co PCOS npen Tepanmja n nocne Tepanujata CTaTUCTUYKN ce

obpaboTyBaaT co Len ga ce Hanpasu cnopenba Mery HMB, a Co Toa Aa ce yTBpau

ycnewHocta Ha Tepanujata. Toa ce NOCTUrHyBa MpeKy cpefHata BpenHOCT X,
cTaHgapaHata gesuvjaumja o n ctygeHtosumotr T.TEST, ogHOCHO cTatucTudkarta
CUrHUUKAHTHOCT (3Ha4ajHoCT).

CpepgHaTta BpedHOCT € OCHOBa Ha ctatucTuykata obpaboTka Ha nogaTouuTe
W NpekKy Hea noHaTamy ce npecmeTyBaaT MHory Apyrn napametpu. CpepgHaTta

BpeaHOCT ce npecMeTyBa no dopmynara

, KagewTo X e noeanHeYvHa BpegHocT, a N e 6pojoT Ha ucnmtaHmum.

o 2X
N

CraHgapagHaTa geBuvjaumja unm ctaHgapgHo oTcTanyBake € NpocTa Mepka 3a
NPOMEHNNBOCTa UM gucnepsujata BO rpynarta Ha nogatoun. ManoTto ctaHgapgHo
oTCTanyBak€e ynaTtyBa Ha Toa AeKka CUTe efnleMeHTu of rpynaTta nogaToum ce MHory
Onucky o cpegHaTta BpenHOCT, Aodeka roneMoTo cTaHdap4HO oTcTanyBakbe
ynatyBa Ha Toa [eKka rpynata € LMpoKa, CO LMPOK Ofncer Ha BPEOHOCTU.
CraHgapgHaTa geswujalumja BCyLUHOCT ce NpMMeHyBa 3a Aa ce uaMmepu gosepbara Bo

cTaTucTuykuTe 3akny4doumn. Ce npecmeTyBa cnopen popmynaTa

- [T
N-1

CtaTuctnykata CUrHUUMKAHTHOCT € BeNUYMHa, Mpu WTO pes3ynTatoT e
CTaTUCTUYKN CUTHU(PUKAHTEH ako € Marna BepojaTHocTa fa ce Aobun cnydajHo.
Cratnctnykata CUrHUPUKAHTHOCT ja BOBEN M NPUMEHWUST aHIIMCKMOT cTaTucTuyap,
6uonor un reHetnyap Ponang Ouwep (1890-1962). Ce nspasysa npeky p BpegHocTa

npn WTO rpaHN4YHUTE BPpE€OJHOCTUN CEe CnegHUuTe!:
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p > 0,05 — HECUTHUGMKAHTHO,

- p <0,05 - curHmukaHTHO,

- p <0,025 - curHnukaHTHO,

- p <0,01 — BUCOKO CTATUCTUYKN CUTHNPUKAHTHO,

- p <0,001 — BUCOKO CTATUCTUYKN CUTHUIUKAHTHO.

Op pnobueHuTe pesyntat of UCTpPaxXyBaweTO NPEKy cTaTucTuykata obpaboTka
Ha nogaTouuTe YyTBpPAEHO € AeKka cpedHaTa BpeaHocT Ha LH kaj koHTponHaTa rpyna
nsHecysa 4,26 + 1,57mlU/ml. CpegHaTa BpegHOCT 3a MCTMOT NapameTap Kaj
nauyneHTkute co PCOS unsHecysa 15,28 + 7,39mIU/ml. CpegHata BpegHocT Ha LH e
oapeneHa n 3a nauyneHTtkute co PCOS kou gowne nocrne Tepanujata Ha KOHTPOJSIHa
aHanmsa v Taa Kaj HMB npepn Tepanujata nsHecysa 14,91 + 7,40mlU/ml. CpegHaTa
BPEHOCT 3a UCTUTE NauMeHTKM nocne Tepanujata nsHecyesa 9,31 + 6,69mIU/ml wto
3Hauyn Oeka mmame onarawe Ha BpegHocta Ha LH 3a 38%. Pasnukata nomery
cpegHaTa BpefHOCT Ha LH npepn Tepnuvja m nocne Tepanujata kaj NauneHTU co
PCOS e Bucoko ctatnctmnyku curingumkadtHa (p < 0,001). Cute oBme nogatoum ce

npukaxkaHu Bo Tabena 7 u rpadmykmn Ha cnuka 12.

Tabena 7. Ctatuctnyka obpaboTka Ha nogatouuTe 3a LH

Table. 7. Statistical processing for LH data

PCOS npepg PCOS nocne
LH KOHTPOMHa PCOS Tepanuja Kou Tepanuja oa 6
rpyna Aolune Ha KOHTpona Meceum
cpenHa
BpeaHocT X 4,26 15,28 14,91 9,31
(mIU/ml) ’ ’ ’ ’
CTaHdapAHa 1,57 7,39 7,40 6,69
Jeswjaumja o
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B KOHTpONnHa
rpyna
B PCOS

OPCOS npen
Tepanuja

B PCOS nocne
Tepanuja

LH

Cnuka 14. ['pacmyko npukaxysarwe Ha nogatouute 3a LH
Figure 14. Graphic presentation of data for LH

3a FSH kaj koHTponHaTta rpyna gobueHa e cpegHa BpegHoct of 5,15 +
1,50mIU/ml. Kaj naunentknte co PCOS cpeagHaTa BpeaHocT Ha FSH n3HecyBa 6,38
+ 4,35mlU/ml. Ha koHTponHa aHanu3a powrne 24 naumeHTKN Kaj kou cpepHarta
BpegHocT Ha FSH npeg annuuupawe Ha TepanujaTa wu3HecyBana 6,50 =+
4, 71mIU/ml, a nocne Tepanuja Taa BpegHOCT u3HecyBa 6,36 *+ 3,37mlU/ml.
YTBpAeHO e onarfawe Ha BpegHocTta Ha FSH 3a 2%. Og nobueHuTte cTtatucTUYkm
Kankynauum mMoxe fa ce 3aKknyyu [eka pasnukata nomery cpefHaTa BpedHOCT 3a
FSH npen Tepanuja u nocne Tepanujata Kaj naumeHtute co PCOS He e
CTaTUCTMYKM curimdukaHtHa (p > 0,05). Bo Tabena 8 ce npukaxaHn gobveHute
nogatoumn 3a FSH, a Ha cnuka 13 uctute ce npukaxaHu rpauykm.

Tabena 8. Ctatnctnuka obpaboTka Ha nogatouute 3a FSH

Table 8. Statistical processing for FSH data

PCOS npepg PCOS nocne
FSH KOHTPOMHa PCOS Tepanuja Kou Tepanuja oa 6
rpyna Aolusie Ha KOHTporna Meceum
cpeaHa
B?ﬁﬁb‘;‘rﬂl)x 5,15 6,38 6,50 6,36
cTaHaapaHa
Aesvjaumja o 1,50 4,35 4,71 3,37
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Cnuka 15. N'pachmnyko npukaxysarwe Ha nogatoumte 3a FSH
Figure 15. Graphic presentation of data for FSH

CpegHata BpegHoct Ha PROLACTIN kaj koHTpomnHata rpyna naumeHTKn
nsHecysa 14,85 + 5,66mIU/ml, a kaj cnte naumeHTkn co PCOS cpepHata BpeaHocT
e 20,73 + 11,92mlU/ml. 3a naumeHTkute co PCOS kou pgowne Ha KOHTPOSiHa
aHanusa, npeg opavHupaHata Tepanuja cpegHata BpegHocT 3a PROLACTIN
nsHecysana 18,56 + 10,74mlU/ml, a nocne TepanujaTta Taa Bpe4HOCT ce Hamanuna
n usHecyea 16,30 + 7,66mlU/ml. 3abenexaHo e onarawe Ha BpegHOCTa Ha
PROLACTIN 3a 12%. Pasnukata nomery cpegHata BpegHoct Ha PROLACTIN npeg
Tepanvja wn nocne Tepanuja Kaj nauyueHtute co PCOS e cratuctuykm
curimdgukaHTHa (p < 0,05). OBne nogaToum ce npernegHo npukaxaHu Bo Tabena 9 u
rpadouykm Ha cnuka 14.

Tabena 9. Ctatnctnuka obpabdotka Ha nogatouute 3a PROLACTIN

Table 9. Statistical processing for PROLACTIN data

PCOS npepg PCOS nocne
PROLACTIN | konTponHa PCOS Tepanuja Kou Tepanuja oa 6
rpyna Aolune Ha KOHTpona Meceum
cpeaHa
BpeAHoCT X 14,85 20, 73 18,56 16,30
(mlU/ml)
cTaHaapaHa
aesvjaumja o 5,66 11,92 10,74 7,66
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Cnuka 16. Npadmyko npukaxysarwe Ha nogatounte 3a PROLACTIN
Figure 16. Graphic display of data for PROLACTIN

5.2 Pe3yntatM of BHaTpellHaTa KOHTpOJfila Ha KBanuTeT Ha oapeayBaHUTe
napameTpm

AHanuauTte kon ce pabortat Bo nabopartopumnte U n3ganeHUTe pesyntatum o,
nctute Tpeba cekojaoHeBHO Aa ce koHTponupaat. Cekoja nabopatopuja Tpeba na ce
CTPEMW KOH LUTO € MOXHO MnokBanuTeTHa paboTa u KOH nsgaBawe Ha HaBPEMEHW,
npeunsHn 1 npea cé TouHW pesyntatu. ToKkMy nopagu Toa BO cekoja naboparopuja
Ce BpLIM KOHTpPONa Ha KBanUTETOT Ha pabotata wn p[obueHuTe pesynTaTtu.
KoHTponata Ha kBanuteToT Ha paboTata Bo nabopaTtopuute Moxe pa 6uge
BHaTpELLHa U HagBoOpeELLHA.

Bo Hawarta nabopaTtopuja BHaTpeluHaTa KOHTpOMa Ha KBanuTeTOT Ce BpLUM
CEKOjOHEBHO MPEKY UCNUTYBaw€ Ha KOHTPONHU CEPYMM CO MO3HATU KOHUEHTpauuu
KOu CcTurdHyBaat BO nuodunusmpaHa gopma. WCTO Kako rnpu pakyBaweTo COo
npumMepouuTe 3a aHanui3a, U CO KOHTPONHUTE cepymn Tpeba fJa ce pakysa
BHMMaTENHO Bnaejkm Toa MOXe Ada Bfvjae Bp3 TOYHOCTA Ha KoHTponaTta. [NocebHo
Tpeba ga ce BHMMaBa nNpu OTBOPaHETO HA NUOMUNIM3NPAHUOT CEpPyM Oa He ce
pacee Oen o Hero UNW Nak ga He Ce U3BPLM HEroBO MeXaHUYKO 3arajyBahe.
BHaTpelwHaTa KOHTpOna ce cnpoBefyBa Ha TOj HAYMH LUTO CEKOjAHEBHO 3aefHO CO

npumepoumMTe 3a aHanusa ce M3paboTyBa U KOHTPOMHUOT cepyM. KoHueHTpauujaTa
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Ha KOHTPOSIHMOT CepyM € TOYHO MNo3HaTa, a AdadeH € W paHr Ha [O03BOJSiIeHU
oTcTanyBakwa Ha AgobueHute BpedHOCTU. MiIMa Tpn HMBOA Ha KOHUEHTpauum Ha
KOHTPONHMTE cepymMum M Toa Hucka koHTpona (LEVEL 1) kagewTto wuma Hucka
KOHUEeHTpauuja Ha napameTpuTe, CpedHa KOHTpona CO cpefHa KOoHueHTpauwuja
(LEVEL 2) n Bucoka KoHTpona cO Hajsucoka koHueHTpauuwja (LEVEL 3). Ako
BpeaHocTuTe kou cme mm gobune He ce BO AO3BOSIEHMOT paHr, BO TOj Chy4aj
KOHTpOnata HWM yKaxyBa Ha HekakBa rpewka. [pewkata mMoxe fa Ouge of
Hajpasnu4yHa npupoaa: rpeLlka Bo 3eMaHheTo Ha NpUMepPOKOT, NuneTupaweTo, na ce
A0 rpeLukn Bo kanubpaumjata n TexHndkm npobrnemun Ha anapatoT. Ceé goaeka He ce

nonpaeart rpewk1Te, pe3yntatnte He ce n3gaBsaar.

Cnuka 17. Cepymu 3a BHaTpeLLHa KOHTpona

Figure 17. Sera for internal quality control
Bo rpaduumTte nogony ce npukaxaHu pesyntatute of BHaTpeluHaTta

KOHTpOJ1a Ha KBaJIMTETOT BO HawlaTa na60paTopMja 3a MeTogute Kou ce

MCKOPUCTEHN BO OBOj TPYA.
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Cnwuka 18. Hucka koHTpona 3a LH (LEVEL 1)
Figure 18. Low control for LH (LEVEL 1)
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Cnuka 19. CpegHa koHTpona 3a LH (LEVEL 2)
Figure 19. Medium control for LH (LEVEL 2)
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Cnuka 20. Bucoka koHTpona 3a LH (LEVEL 3)
Figure 20. High control for LH (LEVEL 3)
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Cnuka 21. Hucka koHTpona 3a FSH (LEVEL 1)

Figure 21. Low control for FSH (LEVEL 1)
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Cnuka 22. CpegHa koHTpona 3a FSH (LEVEL 2)
Figure 22. Medium control for FSH (LEVEL 2)
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Cnuka 23. Bucoka koHTpona 3a FSH (LEVEL 3)

Figure 23. High control for FSH (LEVEL 3)
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Cnuka 24. Hucka koHTpona 3a PROLACTIN (LEVEL 1)
Figure 24. Low control for PROLACTIN (LEVEL 1)
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Cnuka 25. CpegHa koHTpona 3a PROLACTIN (LEVEL 2)
Figure 25. Medium control for PROLACTIN (LEVEL 2)
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Cnuka 26. Bucoka koHTporna 3a PROLACTIN (LEVEL 3)
Figure 26. High control for PROLACTIN (LEVEL 3)

6. AUCKYCUJA

PenpoayKTMBHMOT CUCTEM Ha XeHaTta € MHOrY CINOXeH N AMHaMUYeH CUCTEM,
COCTaBeH O MNOBeKe OpraHuM KoM ce Au3ajHMpaHyn 3a fa co3gafaTt HOB KWMBOT.
JajHuumte ce gen og OBOj CUCTEM M TMe MMaaT efHaKBO BaXHa yrora Kako u
Apyrute opraHu Kou ro couvvHyBaaT. [naBHM (OU3MONOLLIKM KapaKTEepUCTUKUA Ha
jajnmumnte ce: cosgaBarwe M ocnobogyBare Ha jajue KreTkn W npoaykumja Ha
XOPMOHM - OBapwujanHu ctepoungmn (ectpaguon mn nporectepoH). Osme yHKUUKM ce
WHTErpMpaHu U ce coctojaTt o4 Npouecu Kou LUKINYHO ce MeHyBaaT. Tue npouecu
ce: onvkynapHo cospeBake, OBynauuvja, dopMmupare Ha XOSTO Teno M Heroesa
perpecuja. Bo TekoT Ha oBMe npouecn MMamMe W UUKNUYHO MeHyBawe Ha
KOHLIeHTpauumjaTa Ha NonoBuUTe XOPMOHM.

CuHgpomoT Ha nonmumnctryHm jajumum (PCOS — Polycystic ovary syndrome)
npeTcTaByBa NopemMeTyBawe, NpuU KOe BO jajHULMTE HEMA COo3peBare Ha (Ponmkynm
N He HacTaHyBa OByrauuja, TyKy Ma eHopMeH 6poj Ha NpuMapHn OMNNKYNn KOU He
pacTtaT 1 BO HMB He co3peBaar jajue knetku. OcBeH aHoBynaumjaTa, Kaj NnaumeHTKu

co PCOS uma n xopmoHaneH gucbanaHc, HMBoTo Ha LH e gBanaTu noBMCOKO BO
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ogHoc Ha HmBOTO Ha FSH, a BO egHa TpeTMHa oA cnyvauTe Mma W nokaveHa
KoHueHTpaumja Ha PROLACTIN. OBoj dakt ro Bbpojysa PCOS BO eHOOKpUHUTE
3abonyBana. Kaj xxeHnte co PCOS ce jaByBaaT 1 MeTaboOnHN HapyLLyBaka, Kako Ha
npUMep WHCYNMHCKA pPEe3NCTEHTHOCT CO KOMMEH3aTOpHa XWUNEepPUHCYNMHEMKja,
jarnexugpaTtHn N NIMNUOHN HapyLyBaka U NpekymepHa aedenvHa.

MpBMTE CMMNTOMK Ha OBa 3abonyBake Ce jaByBaaT Haj4yeCcTo BO NybepTeToT.
MauneHTkMTEe HajNnpBOo M 3abenexyBaaT akHATE UK anoneuujata Kako
HajcMMnTOMaTU4HM CcocTojbn, a noToa W XMP3YTU3MOT, AKaAHTO3UC HUTPUKAHC,
aebennHata n MeHcTpyanHute HapyuwyBsawa. [NlauymeHTkute co PCOS ce cooudeHn
CO CTpecHM cocTojbun npean3BrkaHn o BakBMTE CUMMNTOMM KOU CE€ MOLLHE N3paseHu
n gpamatnyHn. Paktotr geka PCOS He ce nekyBa TpajHO CO MeAMKaMEHTO3Ha
Tepanuja ja npaBu cuTyaunjaTta ywTte nocrioxeHa.

AunjarHo3ata Ha PCOS ce noctaByBa penaTuUBHO JIECHO BP3 OCHOBAa Ha OBUe
cumntomn. Ce npasaTt ucnutyBama 3a norepaa Ha PCOS kako wTo ce: ynTpasBy4yHO
ucnegyBawe Ha jajHUUMTE, OBYNaTOpHM TECTOBM, €eHOoMeTpujanHa Guoncuja,
BMOXEMUCKN TECTOBU W HAjBaXXHO O CE, Cneaere Ha HUBOTO Ha NOSTIOBUTE XOPMOHM
- LH, FSH n PROLACTIN. Co nomow Ha nonoBuTe XOpPMOHU ce gobuea curypHa
noTepAa 3a NPUCYCTBO Ha OBOj CMHOPOM, ce crnean edeKToT oA Tepanujata npwu
NeKyBaHeTO, a HajBaXXHO Of Cé e LITO aHanu3aTta He € UHBa3vBHa U € penaTtuBHO
necHa wn 6ps3a 3a notBpga Ha PCOS. [locTtojaT HajpasnuMyHn  OnjarHOCTUYKM
kputepuymun 3a PCOS, a HajHoBuUTe ce npegroxeHu Bo 2003 roanHa oA cTpaHa Ha
ESHRE-ASRM cnopea Kon AOBOSIHO € NPUCYCTBO Ha HajMarKy ABa of NoCcTaBeHuTe
TPU KPUTEPUYMU: XUNepaHOporeHnsam, XpoHUYHa aHoBynauuja n ynTpasBy4yHO
NONNUMUCTUYHM jajHULM.

PCOS ce nekyBa cuMnTomMaTCKX, NP LITO OCHOBHA LEeN e Aa ce nocturHe
oBynauuvja, nekyBake Ha XunepaHApOreHM3MOT W JfeKyBawe Ha MeTabonHuoT
cvHOpoMm. JlekyBaweTo MoOxe Ada 6buae MeaMkaMeHTO3HO W onepaTuBHO. 3a
MeOVMKaMEHTO3HO feKyBawe ce MpuMMeHyBaaaT KOPTUKOCTEPOUAW, KOHTpaLEnTUBU
CpeTcTBa, npenapaTn KoM COOpPXKaT CUHTETCKM XOPMOHW — KNOMUGIEH uuTpar,
ypoconutponuH (Fostimon) u cn. OsBue npenapaTu ja uHayuupaat osynaumjata u
Ha TOj Ha4YMH NomaraaT BO NOCTUrHYBaweTO Ha BpemeHOoCT Kaj nauneHTkn co PCOS.
MeoukameHTO3HaTa Tepanuja € CcuMnToMaTtcka, npuM WTO ce Yybnaxysaar
cMMNTOMUTE, Ce MOCTUrHyBa OBynauuja, pPenpoayKTUBHUTE  XOPMOHM  ce

ctrabunusmpaatr u cn. HajeurypHo nekyBawe Ha PCOS ce nocTturHyBa co
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onepaTtvMBeH TpeTMaH, Npu LITO ce OTCTpaHyBa MO efeH fen o4 jajHuuuTte, ce
NyHKTUpaaT PonvKynapHUTe LMCTU U ce oTCTpaHyBaart xontute Tena. Kaj 95% og
naumeHTKMTe Nocne OnepaTUBHO feKyBake Ce HopManuanpa MeHCTpyasrHUOT
LUUKNYyC, a kaj 75% ce nocTurHyBa crnoHTaHa oBynauumja n 6pemeHocCT.

PCOS e crnoxeHo 3abonysake npen cé nopagu KoMmnnuuupaHaTta u ceywTe
HepasjacHeTa JOoKpaj naToreHesa u eTuonoruja. lNoctojat ronem 6poj Teopun kou ce
obvayBaaT Ha HEKO] HayMH da ja objacHaT nartoreHesaTta Ha OBOj CUMHAPOM:
MaxaHu4ka, BOCManuTesIHO-TOKCMYHA, Teopuja Ha LMPKYyNaTopHW nopemeTyBama,
€HOOKPVHA, eH3UMCcKa, reHeTcka U aHTeHatanHa. OBue Teopuu ce pasnukysaar
cropep, NpucTanoT Ha pasrfnegyBake Ha CUHOPOMOT.

Bo oBoOj Tpya ce wucnutyBaHu penpogyktuHute xopmoHum LH, FSH wun
PROLACTIN u Bp3 OCHOBa Ha HMBHUTE KOHUEHTpauum, BO KOMOWHaumja co
KNUHWYKaTa Crnvka W ynTpasByYHMOT HaoA, Kaj NauueHTKUTe € AujarHOCTULMpaH
PCOS. AHanuauTte ce BpLIEHN HA BUCOKOKBANMTETHA onpema, BO CTaHAapan3npaHu
YCITOBM N CO NpeLm3HN KOHTponu. JlekyBaweTo e nogeHakBo Kaj cuTe, co Len aa ce
BUOM edeKkToT Ha edHa uUCTa Tepanuja Koja ce cMeTa 3a edmkacHa, Kaj pasnnyHu
nHomeuayn. [dobueHuTe pesyntatm ce cTaTUCTUYKM 06paboTeHu npu LWTO ce
AobueHn cnegHuTe pesyntaTtn: BpeaHoCTa Ha KOoHUeHTpaumjata Ha LH onagHana 3a
38%, Ha FSH 3a 2%, a Ha PROLACTIN 3a 12%. OBne nogatouu ro norspayeaat

e(eKTOT Ha TepanujaTa 1 ycnewHocTa Ha OBa UCTpaXKyBaHs€.
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7. 3AKINYYOK

CUHOPOMOT Ha MOMAMUUCTUYHM jajHULM € penaTMBHO 4ecTa naToniorvja BO
MeauUMHCKaTa npakTuka u Moxe [a ce pasrnefyBa of noseke acnektu u ga éuge
npegMeT Ha MUCTpaxyBawe Ha noBeKe rpaHku Ha mMeguumHaTta. Ce jaByBa Kaj
npuBnmxHo 5 -14% opf xeHnTe BO penpoayKTUBHNOT Nepuos U Haj4ecTo 3anoyHyBa
HEeCMMNTOMAaTMYHO 3a NOAOLHA Aa ce jaBaT gpaMaTtuyHu cumntomn. OBOj CUHAPOM €
cepmoseH npobnem 3a >xeHckata nonynauuja Bo penpoayktuHa cmucna. Og 30
nauneHtkn co PCOS ondateHn BO oOBa ucTpaxyBawe, 18 ce co npobnem
UHEPTUNNTET NpeansBuMKaH of NONMUUCTUYHM jajHuum, WTo npetctaByBa 60% of
BKYNHWOT 6poj Ha naumeHTkn. OctaHatute 40% poaraaTt nopagun KO3METUYKM
npobnemu, akHM MnNu nNak metabonHu nopemeTyBakwa. Bo cBeTOT nocrtojaT noeeke
30pyXeHunja Koum umMaaT 3a Len OfnecHyBawe W pasbupawe Ha CUHOPOMOT Ha

NOSIMLUMCTUYHMU jajHULM, KAKO U HajedhuKacHO neKkyBakwe Ha UCTUOT.
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8. AOOATOK

Kako npunor e npukaxaHa TabenaTa 3a BHaTpeLlHa KOHTpOsia Ha KBanuTeToT,
opurMHariHuTe NPOTOKOMW Of, KOPUCTEHUTE peareHcn 3a uspaboTkaTa Ha aHanuanTe
BO UCTPaXKyBaHETO, Kako 1 doTorpadum o yrntpassyk of NOSIMLMCTUYHU jajHALM Ha

HEKOWM OO NauneHTKUTE.

L RS TEEERITE,

Abbott Immunoassay-MCC (Liquid)
Levels 1, 2 and 3

seot0 Tiew 12xsml (€ o Efs;:'f.'ci'.’.'c‘" E[ilfsu'.m o EXP 20101231 95320

CALTION! ADVERTEMCIA!

ACHTUNG! ATENCAD!
ATTENTION! oes!

ATTENZIONE! FORSIGTIG!

GLOSSARY GLOSSAR GLOSSAIRE GLOSSARIO GLOSARIO GLOSSARIO DRDLISTA ORDLISTE

AMALYTES ANALYTE ANALYTES ANALMTY ANALITOS

ANALYTTER

Esiriol, pesamt {13

TEAMS BEGRIFFE TERMES TERMINI TERMINDS TERAMOS TERMER ORDUSTE




METHOD

Methode // Méthode // Metodo // Método // Método // Metod // Metode

LEVEL 1-95321 | LEVEL 2-95322 | LEVEL 3 - 95323 LEVEL 1-95321 | LEVEL 2 - 95322 | LEVEL 3 - 95323
UNITS | MEAN  RANGE MEAN  RANGE MEAN  RANGE 5l MEAN  RANGE MEAN  RANGE MEAN  RANGE
ABBOTT ARCHITECT"
CEA 31 22 - 40 ana 154 - 285 533 ¥W3-693 18 31 22 - 40 279 154 -85 53  WI-683
Gotinl 38 28-51 82 136 -227 282 201 - 374 nmaoll 108 - 502 I - BT 87 58 - 1033
OHEA'S § § § urmall § § §
Estradiol % 18- 34 104 140 - 269 500 356 - b5 pmalL 97 68 - 126 vaz 512 -8& 1860 1308 — 2429
Farritin b 19 - 3§ 178 126 - 203 an 262 - 405 uglL ] 19 - 3 7y 126 - 233 e 17]
Fres PSA o1 007 - 013 145 10 B2 140 Be - 181 woik Qi 007 - 013 145 101 - 188 0
Free T3 168 132 - 244 555 388 vl 1063 744 - 1382 | pmoid b | 20 - 38 as B0 -111
Free T4 0% 068 - 127 ekl 162 =30 518 363 - 600 | pmoil 126 BB - 184 29 204 - 388 )
F5H millfmL 4 45 - B4 183 128 -7 438 306 - 58 I 2] 45 - B4 183 125 -z7 306 - 56.8
Insuln pillm 5 0 - a7 59 = 104 155 132 - 198 pmotiL 182 145 - 218 623 458 - 747 948 - 1424
Ui millfmL a7 2548 140 104 - 103 801 3851 - 681 L a7 26 - 48 9 w4 - 193 351 - 951
|Phenobarhital upsmL a1 730 - 110 20 200 -289 20 416 - 24 wmokL 34 315 - 47.2 1075 860 - 1290 1794 - 26581
iPhemytoin L 068 534 - 81 136 08 - 163 M9 199 -298 | smotL %5 NI -7 538 431 -B46 788 - 1183
Progesteicn: nm a UG- 10 7 49 - 91 21 47 - 274 | omebl 25 18 -33 i 166 - 290 %9 - &40
Prolictin ngimL a4 66 - 122 26 158 - 204 578 04 - T8 mia 198 138 - 257 ams 332 - 617 B49 - 1577
SHBG § § 5 okl 5 §
Theopiylline 45 36 - 54 {EL] M1 -163 %0 03 - %7 ekl 5 20-3 w 62 - 90
Teliptake
T-Uptake 5 § § Units 5 § 5§
Total Bsta hCG a5 24 - 45 190 133 - 248 369 2585 - 4800 | UL 15 24 - 45 190 133 -8 U2 2585 - 4800
Tatal PSA o0 014 - 025 243 170 =316 2013 1479 - s el 0.20 04 - 026 243 170 - 316 2113 1479 - 2746
Total T3 087 061 - 113 178 124 - 231 279 1% - 363 | omold 133 083 - 173 274 191 - 356 43 30 - 580
Total T4 &50 595 - 11.08 1211 BB - 1575 2147 1508 - 2400 | nmolL 10 7 - 143 156 109 - 200 n 184 - 5310
TEH ullimL o 0505 - 0938 4586 3210 - 5862 25218 17.652 - 32783 | miUL afn 0505 - 0838 4586 3210 - 5962 25218 17652 - 32783
ancomycin pyimL 66 53 -79 187 150 - 224 M3 74 = 411 ymolL 45 37 - 55 129 104 - 155 237 189 - 284
ABBOTT AxSYM®
Acttammanhan yimi 1 8-15 7] 27 - 50 118 B3 - 153 pmall 74 5 - %
AP ngml. @ W-23 118 83 - 154 283 198 - 368 ImL 2 16 - 30
Caramazeping L 29 20- 37 80 56 - 104 12 B8 - 184 | pmoit 12 8- 16
CER ngiml 26 18- 34 194 136 - 252 46 MT - B4 oL 26 1.8 - 34
Cx-M8 ngimlL ar 26 - 48 175 123 - 218 737 264 - 491 ngiml ki 26 -48
Cortesol gL 44 31=-657 205 143 - 266 1 246 - 457 nemaiL 12z 85 - 158
Digoxin gL 07 05 - 08 18 12-23 28 19 - 38 il 09 06 = 11
Digasin 1 gl I 05 -08 20 14-25 i 21 - 34 okl 09 06 -12
Estraicd pgFmL 3 § 5 penoli. § | §
Farnitn ngimL 26 18 - 34 162 14 =211 ¥z 60 - 483 wL 3 18 - 3 | 162 14 -2 260 - 483
Folats gL 35 25 - 46 102 71 -1z 138 97 - 180 | nmoll [ 6-10 b1 16 - 30 -4
Fiee PSA ngiml g 5 § WL §
Froe T3 gL 171 120 - 2.22 591 413 - 768 1155 808 - 1302 | penold 263 184 -342 | 900 637 - 1182 i 1245 - 2313
Feee T4 ngidL 054 038 - 0 117 nez - 152 228 160 - 2685 pmolL im 481 - 932 1506 1054 - 1958 2940 058 - 3/
FRH milmL b7 47 - ¥ 189 e - b B4/ - B4 it 67 7-87 (188 132 -2b 45 i
Bentanicin wgiml 6 18 - 44 57 40 - 74 74 52 - 08 ol 53 7-7 118 83 - 155 155
(L] milmL 45 32 - 60 200 140 - 260 735 §15 - 956 miLiimL 46 32 - 60 k] 40 - 260 T35
TAPA ugimL § g 4§ AL § § §
Phenotartital gL 5 § § o § §
Phamtnin pimL 69 48 -390 135 95 - 178 28 167 -0 | pmoldl 4 182 - BT 536 41 - 1228
| Progainamics warmL § § § pmakL § 5
‘ Frogesterone el § § 5 5 H
Preticti ngm a0 56 = 105 . 542 04 171 426 804 4
T m 10 07 =12 a1 53 (] 8 a7 114 - 214
Sahcylale mgL T8 8- 10 170 e 41 056 123 172 =218
T-Uptake
T-Lptake Ussts: 1 0 - 157 067 047 - 087 058 047 - 088 21 g - 1.8 067 047 - 088
Teslostarana ngmi. 07s 053 - 098 48 34 - 62 92 64 20 285 18 - 34 17 2 -4
Theopkline pgmL 48 34 =83 T 99 - 184 w02 N2 W3 7 19 - 35 79 117 - 218
Tobramycin gk 1.2 08 - 18 a2 22 -41 B0 56 - 104 25 17 =82 68 120 - 223
Toeal Beta hOG millimL § § § §
Total PSA ng'mL 0.20 014 - 026 220 154 - 285 1714 N9 - 228 [EL8 0z o 220 9 - 2228
Total T3 ngmL 08 06 - 11 18 13 -24 31 21 =40 nmalL 13 09 | 2 33 -61
Total T4 74 55 - 103 98 69 - 127 168 18 - 218 | nmoll 0] - 126 152 - 282
Tricyche Antdepeassant Serien e 21 -4 588 412 - 765 997 B0 - 1000 | nmoll e Ta - 2097 2354 - »3566
TSH 070 049 = 0§ 4R 32 - 60 2% W-1 milkL 070 048 48 B-3
Valproie Acid 35 5 -3 75 52 -8 131 % =150 | ymoll 5 m 519 1040
Vancomyin 66 48 -89 194 136 - 252 33 247 -459 | ymall a7 33 - | 14 170 - 3.7
Vitamin By & ] § pmoliL § | §
ABBOTT IMx*
CEA o 21 -39 my 145 - X9 50 78 -2 18 an 21 =38 i 7 s - T02
GH-MB {STAT} § ] § ngml § 5
Diga § § § niml] 4 | §
Fr § § § oL § | &
§ ] § pmekL § )
E 5 § oL & | §
T-LUptake TeLiptsie
Unies § g § uits § §
L L] § § pmebL § §
k] § § ! § | §
£ § [ ! H §
§ § 1 4 § §
§ § | § | i §
= 5 § pluml | 5
ABBOTT T0x / FLe®
Acetaminaghen WL T-% | 8- 157 | pmoit 76 257 555 - 1039
Amiacin gl 1040 - 188 a1 211 =38 umolit 90 44 360 - 669
Carbamarepine gl ] 111 as - 178 umoliL L} < 40 - T4
Carnamareping, Fras gL 1 49 35 - =60 pmoil L) 13 15 -5
et 0 25 18 - 34 nmoliL ] 20 23 -43
gL 27 74 5% - 06 ol 57 120 & - 200
upml 1.9 7 a7 B8 - 126 umall B4 186 M5 - 455
Pranctastital il w4 175 =224 a4 M5 -642 wimulL M8 W07 & 485 - 2766
Phaiyloin wimb 5 § umak § §
Phamytoin, Frea gL 14 18-133 31 -0 umokl 55 (5] T4 =131 121 - 2160
Procairamide wml 1.8 57 - 106 138 o7 - 1t | pmall an M3 M0 -0 SEE 417 - 765
Cairiging wpaml 1.0 22 -4 53 a7 - 6B k] n ar 68 -126 162 13 =211
Subcylite mgL 8 12 3 24 - 45 kL 006 | o3 008 - 016 025 018 - 033
Theopmiing L § & okl § & §
Tobramycin wyinl 03 #0 - 70 49 - 80 ek 0 6.1 42-78 148 104 - 193
cycho Anlidepressan Scréen mymL an &g 1000 AL 18 2100 1470 - 2730 *3568
o Acd il § § kL § § 5
Valuroic Acid, Fres e ] 1§ -3 ] 48 - 85 | pmold 52 -6 176 128 -2 477 4 - 620
armyein gL 70 137-255 | 315 221 =410 (LT 48 34 - 83 115 BS - 178 218 52 - M3
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instructions must be followed accordingly. Reliability of assay results cannot
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insert.
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Master Calibration Barcode
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LOT Lot Number

MASTER CAL 1 Master Calibrator
1,8

CONTROLL| Control Low, Medium,
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.cjll.!: Calibrator (A-F)

/IREAGENT PACK| Reagent Pack

[REACTION VESSELS| Reaction
Vessels

MATRIX CELLS| Matrix Cells

—_— e
JSIHPLE CUPS Sampe Cuos
[ 1 Consult instructions for use

CHECKSUM Crecksum

Abbott Laboratories See REAGENTS section for a full explanation of symbols used in reagent component naming.
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WARNING: Specimens from patients who have received preparations
of mouse monoclonal antibadies for diagnosis or therapy may
contain human anti-mouse antibodies (HAMA). Such specimens
may show either falsely elevated or depressed values when tested
with assay kits which employ mouse monoclonal antibodies. These
specimens should not be assayed with the AxSYM FSH assay.
Refer to the LIMITATION OF THE PROCEDURE section in this
assay package inser.

NAME
FSH - Follicle Stimulating Hormane

INTENDED USE

AxSYM FSH is a Microparticle Enzyme Immunoassay (MELA) for the
quantitative determination of follicle stimulating hormone (FSH) in
human serum or plasma.

SUMMARY AND EXPLANATION OF THE TEST

Human fallicle stimulating hormene (FSH, follitropin) is a glycoprotein
of approximately 30,000 daltons which, like luteinizing hormone
(LH, lutropin), human chorionic gonadetropin (hCG) and thyroid
stimulating harmone (TSH, thyrotropin), consists of two noncovalently
associated subunits designated « and B.' The a subunit of FSH
contains 92 amino acids and is very similar 1o the « subunits of
LH, hCG, and TSH.! The B subunit of FSH is unigue and confers its
immunological and functional specificity.’

FSH and LH control growth and reproductive activities of the
gonadal tissues®>® FSH promotes follicular development in the
ovary and gametogenesis in the testis.** The gonadotroph cells
of the anterior pituitary secrete both FSH and LH in response to
gonadotropin releasing hormone (LHRH or GnRH) from the medial
basal hypothalamus.® Bath FSH and LH are secreted in a pulsatile
manner, with rapid flucluations over the normal range.?87 The
pulsatility of FSH is less pronounced than that of LH. Release of both
FSH and LH Irom the pituitary is under negative feedback control by
the gonads.®

FSH in mature fermales acts to stimulate development of the ovarian
follicles. Circulating FSH levels vary throughout the menstrual cycle
in response to estradiol ano progesierone. A small, but significant
increase in circulating FSH accompanies the mid-cycle LH surge,
However, the physiological significance of this increase is unknown.
Circulating levels of FSH decline in the |uteal phase in response
1o estradiol and progesterone production by the developing corpus
luteum, 25

At menopause ovarian function is diminished, with concomitant
decrease in estradiol secrefion. FSH and LH then increase
significantly in response to diminished feedback Inhibition of
gonadotropin release ®? In males, F8H LH, and testosterone
regulate spermatogenesis by the Sertali cells in the seminiferous
tubules of the testes. FSH is less sensitive to feedback inhibition by
testosterone than is LH and is thought to be regulated independently
by the inhibitory peptide inhibin produced by the Sertoli calls,'®!
Because of the negative feedback mechanisms regulating
gonadotropin release, elevated concentrations of LH and FSH
are indicative of gonadal failure when accompanied by low
concentrations of the gonadal steroids. In males, these observations
suggest primary testicular failure or ancrchia® FSH may also be
elevated In Klinefelter's syndrome (seminferous tubule dysgenesis)
or as a consequence of Sertoli cell failure ® In females, situations in
which FSH is elevated and gonadal steroids are depressed include
mencpause, premalture gvarian failure, and ovariectomy, while with
polycystic ovarian syndrame the LH/FSH ratio may be increased.”
Abnormal FSH concentrations may also indicate dysfunction of the
hypothalamic-pituitary axis. In sexually mature adults. FSH deficiency.
together with low concentrations of LH ana sex steroids, may indicate
panhypopituitarism.” This can result either from a decrease in the
release of GnRH or from a lack of response of the piluitary to GnRH.
Determination of serum FSH, following administration of GnRH may
allow differentiation of these two conditons®’ The use of oral
conlraceptives usually results in reduction of gonadotropin levels due
to negative feedback by these steroids.®
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BIOLOGICAL PRINCIPLES OF THE PROCEDURE

AxSYM FSH is based on Microparticle Enzyme Immunoassay (MEIA)

technology.

The AxSYM FSH Reagents and sample are pipetted in the following

sequence:

SAMPLING CENTER

» Sample and all AxSYM FSH reagents required for one test are
pipetted by the Sampling Probe into various wells of a reaction
vassel (RV).

The RV is immediately transferred into the Processing Center.

Further pipetting is done in the Processing Center with the Processing

Probe.

PROCESSING CENTER

+ Sample, Anti-B FSH Coated Microparticles and TRIS Buffer are
pipetted into one well of the RV.

* The FSH binds to the Anti-B FSH Coated Microparticles forming
an antibody-antigen complex.

* An aliquot of the reaction mixture containing the antibody-
antigen complex bound to the microparticles is transferred to
the matrix cell. The microparticles bind irreversibly to the glass
fiber matrix.

* The matrix cell is washed with the Wash Buffer to remove
unbound materials.

* The Anti-c« FSH subunit specific Alkaline Phosphatase Conjugate
is dispensed onto the matrix cell and binds with the antibody-
antigen complex.

* The matrix cell is washed to remove unbound materials,

* The substrate, 4-Methylumbelliferyl Phosphate. is added to the
matrix cell and the fluorescent product is measured by the MEIA
oplical assembly.

For further information, refer to the AxSYM System Ogerations Manual,

Section 3.

REAGENTS

REAGENT PACK, 100 TESTS

AxSYM FSH Reagent Pack (7A60-22)"

* 1 Bottle (8.9 mL) Anti-FSH (Mouse. Monociona| Coated
Microparticles in TRIS buffer with protein stabilizers. Preservative:
Sodium Azide. (Reagent Botlle 1)

* 1 Bottie (134 mL) Anli-FSH (Goat Polyclonal) Alkaline
Phosphatase Conjugate in TRIS bu'fsr with protein stanzers
Minimum concentration: 0.1 pg/mL. Preservaive: Sodum Azide,
(Reagent Bottle 2)

* 1 Bottle (17.3 mL) Wash Buffer containing surfactant. (Reagent
Bottle 3)

* 1 Bottle (50.2 mL) TRIS Buffer with 0.3M Sodium Chloride.
Preservatives: Sodium Azide and Antmcrabial Agents. (Reagent
Bottle 4)

“TAB0-66 includes an AxSYM FSH Seagert Pack (100 tests),

reaction vessels (100 each) and matrix celis (100 each). TABO-22

includes these items for International snpments

CALIBRATORS

AxSYM FSH Master Calibrators (7ASC-32

2 Bottles (4 mL each) of AxSYM FSH Master Cabrators. Master

Calibrator 1 contains processed bovine serum. and Master Caliorator

2 contains FSH (human) prepared (n processed Doving serum to yield

the fallowing concentrations:

Bottle FSH Concentration (miU/mL)
[MASTER CAL[1 0
/MASTER CAL 2 100

Preservative: Sodium Azide.



FSH Calibrators (9C08-02)

6 Bottles (4 mL sach) of FSH Calibrators. Calibrator A contains
processed bovine serum, and Calibrators B-F contain FSH
(human) prepared in processed bovine serum to yield the following
concentrations:

Bottle FSH Caoncentration {miUfmL)
cAL A 5
*-
12
50
CAL 100
150

Preservative: Sodium Azide.

The calibrators are manufactured by addition of Follicle Stimulating
Hormone (FSH) of known concentration to obtain a target
concentration. The concentration is referenced against World Health
Organization (WHO) FSH 1% International Standard (92/510).
CONTROLS

FSH Controls (9C06-12)

3 Bottles (8 mL each) of FSH Controls contain FSH (human) prepared
in calf serum to yield the following concentration ranges:

Bottle FSH Concentration {milfmL) Range (milfmL)

: 35 88
2 18 22

HANDLING PRECAUTIONS

* Do not use Solution 1 (MUP) beyond the expiration date or
a maximum of 14 days on-board the AxSYM System. When
loading new Solution 1 (MUP), it is important to immediately
tighten the instrument cap for MUP to minimize exposure
to air. Prolonged exposure of MUP to air may compromise
performance.

* Do not use Reagent Pack beyond the expiration date or a maximum
ol 336 cumulative hours on-board the AxSYM System.

+ Do not mix reagents from different reagent packs.

Refer to the AxSYM System Operations Manual, Sections 7 and 8,

for a more delailed discussion of the satety and handling precautions

during system operation.

STORAGE INSTRUCTIONS
e

TC- The AxSYM FSH Reagent Pack must be stored at 2-8°C (do
nat freeze). The FSH Calibrators and FSH Controls must be stored
at 2.8'C. The AxSYM FSH Reagent Pack, Calibrators and Controls
may be used immediately after removing them from the refrigerator.
Calibrators and Controls should be returned to 2-8'C storage
i y after use. B are stable until the expiration date
when stored and handled as directed.

The AxSYM FSH Reagent Pack may be on-board the AxSYM System
for a maximum of 336 cumulative hours; for example, 42 eight hour
shifts. Recalibration may be required o obtain maximum on-board
reagent stability. More frequent use of controls may be required to
maonitor reagent performance within the same lot. Refer to the AxSYM
System Operations Manual, Appendices, for further information on
tracking on-board time.

Solution 1 (MUP) must be stored at 2-8°C (do not freeze). It may be

s o7

Preservative: Sodium Azide.
OTHER REAGENTS
Solution 1 (MUP) (BA47-04)

SOLUTION 1 |MUP| 4 Bottles (230 ml each) Solution 1 (MUP)
containing 4-Methylumbelliferyl Phosphate, 1.2 mM, in AMP buffer,
Preservative: Sodium Azide.

Soluton 3 (Matrix Cell Wash) (8A81-04,

[SOLUTION|3 [MATRIX CELL WASH| 4 Hottles (1000 mlL each)
Solution 3 {Matrix Cell Wash) containing 0.3 M Sodium Chlaride in
TRIS Buffer. Preservatives: Sodium Azide and Antimicrobial Agents.
Solution 4 (Line Diluant) (BA46)

SOLUTION|4 [LINE DILUENT| 1 Bottle (10 L) Solution 4 (Line
Diluent) containing 0.1 M Phosphate Buffer. Preservatives: Sodium
Azide and Antimicrobial Agents.

AxSYM Probe Cleaning Solution (A35-05

Eﬁlﬁ CLEANING SOLUTION 4 Bottles (110 mL each)/2 Baottles
(220 mL each) AxSYM Probe Cleaning Solution containing 2%
Tetraethylammonium Hydroxide (TEAH).

WARNINGS AND PRECAUTIONS

For In Vitro Diagnostic Use.

SAFETY PRECAUTIONS

. & CAUTION: This product contains human sourced and/
or potentially infectious components. Reler to the REAGENTS
section of this package insert. No known test method can offer
complete assurance that products derived from human sources or
inactivated microorganisms will not transmit infection. Therefore,
all human sourced materials should be considered potentially
nfectious. It is recommended thal these reagents and human
specimens be handled in accordance with the OSHA Standard on
Bloodborne Pathogens'®. Biosatety Level 2'2 or other appropriate
biosafety practices © ° should be used for materials that contain
or are suspected of containing infectious agents.

* This product contains sodium azide; for a specific listing, refer to
the REAGENTS seclion. Contacl with acids liberates very toxic
gas. This material and its container must be disposed of in a
safe way.

For product not classified as dangerous per European Directive

1999/45/EC as amended - Safety data sheet available for professional

user an request.

used i liately after ing it from the refr « MUP may be
on-board the AxSYM System for a maximum of 14 days. After 14 days,
it must be discarded.

| -a0c

15°¢ { The AxSYM Probe Cieaning Solution, Solution 3 (Matrix
Cell Wash) and Solution 4 (Line Diluent) must be stored at 15-30°C.

INSTRUMENT PROCEDURE
Assay File Installation
The AxSYM FSH Assay File must be installed on the AxSYM System
fram one of the following software disks prior to performing FSH
assays.
= B8ABS-01, or higher (112 hours an-board Stability)
* 3D51-01, or higher (336 hours on-toard Stability)
Reter to the AxSYM System Operations Manual, Section 2, for proper
installation procedures.
AxSYM FSH Assay Parameters
The default values for the assay parameters used for the AxSYM
FSH assay are listed below. These parameters can be displayed and
edited according to the procedure in the AxSYM System Operations
Manual, Section 2. In order to obtain values for the parameters with
an asterisk (*), review the specific Assay Parameter screen. Press
PRINT to print the assay parameters. Assay parameters that can be
adited contain a (=) symbol,
Assay Parameters
1 Long Assay Name (English): FSH
8 Abbrev Assay Name (English); FSH

1 Assay Number: 37

12 Assay Version; *

13 Calibration Version: *

14 Assay File Revision: ~

15 Assay Enabled > ON

17 Assay Type: MEIA

18 Standard Cal Reps = 2

18 Master Cal Reps » 2

21 Cal A Concentration: 0.00
22 Cal B Concentration: 1,00
23 Cal C Concentration; 10.60

24 Cal D Concentration; 50.00

25 Cal E Concentration: 100.00

26 Cal F Concentration: 150,00

a7 Master Calibrator 1 Concentration: 0.00
28 Master Callbrator 2 Concentration; 100.00
43 Default Dilution Protocol > UNDILUTED
44 Default Calibration Method > Standard Cal



45 Selected Result Concentration Units = miU/ml

46 Selected Result Decimal Places » 2

64 Max Intercept-Max MUP intercept: *

85 Min Intercept-Min MUP intercept: *

66 Upper limit for NRMSE for low rates: *

67 Upper limit for NAMSE for high ratas: *

68 Max Rate-Max rate used 1o check Min MUP Intercept: *
69 Min Rate-Rate cutolf for NRMSE and Corr. Coef: *

70 Min correlation coelficient for low rates: *

ré| Min correlation coelfficient for high rates: *

72 MUP T Delay-Time delay following MUP: *

73 Low Limit-Mormal/ Therapeutic Range lower limit > 0.00
74 High Limit-Narmal/Therapeutic Range upper limit = 0.00
75 Low Extreme Value > 0.00

76 High Extreme Value > 0.00

il Low Range Neat: 0.00

a2 High Range Neat: 150.00

Naote:
{1ufL).
Refer 1o the AxSYM System Operations Manual for a detailed
description of Instrument Procedures.
SPECIMEN COLLECTION AND PREPARATION FOR
ANALYSIS
s Human serum (including serum collected in serum sep

Parameter 45 can be edited to an alternate result unil-‘

To obtain the recommended volume requirements for the FSH
Calibrator and Controls, hold the bottles vertically and dispense
6 drops of each Calibrator or 4 drops of each Cantrol inte each
respective sample cup.

Refer to the AxSYM System Operalions Manual, Section 5, for sample
volume requiremants in primary or aliquol tubes and calibrator/control
requirements for multiple reagent lots.

AxSYM FSH PROCEDURE

Materials Provided

s 7AB0-68 AxSYM FSH Reagent Kit, containing:

AxSYM FSH [REAGENT PACK
100 [REACTION VESSELS
100 MATRIX CELLS]
Materials Required but Mot Provided
«  AxSYM Systemn

wbes) or plasma (collected in sodium heparin, tripotassium EDTA
or potassium oxalate/sodium fluoride) may be used in the AxSYM
FSH Assay. Follow the manufacturer's processing instructions
for serum or plasma collection tubes.

« Ensure thal complete clot formation has taken place prior to
centrifugation. Some specimens, especially those from patients
recelving anticoagulant or thrombolytic therapy, may axhibit
increased clotting time. If the specimen Is centrifuged before a
complete clot forms, the presence of fibrin may cause erronaous
results.

» For optimal resuits. samples should be free of fibrin, red bloed
cells or other particulate ma

« Patient specimens should be mixed and centrifuged alter any
freeze-thaw cycle or to remove red cells or particulate matier.

«  Multiple freeze-thaw cycles should be avoided. Specimens must
be mixed thoroughly after thawing, by LOW speed vortexing or
gently inverting, and centrifuged prior to use to remove particulate
matter and to ensure consistency in the resuis,

+ Specimens may be stored for up to 24 hours at 2-8'C prior 10
being tested. If testing will be delayed more than 24 hours, serum
or plasma should be removed from the clot er rad blood cells and
stored frozen (-10°C or colder). Specimens have baen stored
trozen at -10°C or colder for 12 months and no performance
difference was seen.

« To minimize the effects of evaporation, all samples (patient
specimens, controls and calibrators) shoula be tested within 3
hours of being placed on-board the AxSYM System. Refer 10
the AxSYM System Operations Manual, Section 5, far a more
detalled discussion of on-board sample storage constraints.

+ Inspect all samples for bubbles. Remove bubbles prior to
analysis.

« When shipped, specimens mus! be packaged and labaled in
compliance with applicable federal and international regulations
covering the transport of clinical specimens and etiologic
agents,

SAMPLE VOLUME

The sample volume required to perform a single FSH test an the

AXSYM System varies according to the different sample cantainers.

For sample cups, a ROUTINE test requires 150 uL and a STAT test

requires 34 uL, For every additional FSH test performed (ROUTINE

or STAT) from the same sample container, an additional 84 pL of
sample will be required.

The sample cup minimum volume for both STAT and ROUTINE tests

are calculated by the AxSYM System. They are displayed on the

Order screen at the time the lest(s) is{are) ordersd,

1

= 9C0612 FSH Contrals

« 9C08-02 FSH Calibrators or

« TABD-32 AxSYM FSH Master Callbrators

+  BA4T-04 |SOLUTION 1]MuP|

+ 8AB1-04 SOLUTION 3 MATRIX GELL WASH

. BA4G [SOLUTION|4[LINE DILUENT!

« 9A35.05 AXSY)/| PROBE CLEANING SOLUTION|

« BAT76.01 |SAMPLE CUPS|

« Pip pipette tips (optional) to deliver the volumes specified

on the Order screen

CAUTION:

+ When manually dispensing sample into sample cups. verily that
the dispensing equipment does not introduce cross contamination
and delivers the specified sample volume

» For optimal performance. it is important 1o foliow the routine
mairtenance procedures delined in the AxSYM System
Operations Manual, Section 9. If your |aboratory requires more
{requent maintenance, follow those procedures.

Assay Procedurs

Sections 5 and & of the AXSYM System Operations Marua 22

easily removed for use at the instrument. They coniain oetaied sieps

tgr pertarming assay calibraton and sample testing procedures.

Prior to ordering tests, confirm that the System inventary of matrix

cells, bulk solutions and waste levels are acceptabe

The Orderlist Report containg sample placement [nformation

and sample cup volume requirements for all ordered tests. It is

recommended that this report be referenced when loading samples
into sample segments

CAUTION. When operating the AxSYM System, always observe the

following:

« The System status mus! be WARMING PAUSED. READY or
STOPPED belfore adding or removing sample segments, reagent
packs or reaction vessels (RV's).

« Do not open the Interior Waste Door or the AxSYM Processing
Center Cover while any test is in process. | opened. all
processing wlll stop. Tests in process will be terminated and must
be repeated.

« When testing is completed, it is recommenaad that samples and
the AXSYM FSH Reagent Pack are removed from the Samaling
Genter to maximize the on-board reagen! pack use. Store &t
2-8'C.

SPECIMEN DILUTION PROCEDURES

£5H specimens CANNOT te diluted automatically on the System.

Manual Dilution
Patient specimens with FSH cancentrations reported as greatar than
150 miUjmL may be diluted using a manual dilution of the spacimen
with the FSH Calibrator A (0 miUfmL] or AxSYM FSH Master
Calibrator 1 (0 miUfmL). A 1:2 diution 15 zcsquaie for most
specimens. The dilution should be pertormes 5o 1 diluted test
results read greater than the sensitivity of the assa 37 milfmb).
Perform the test using this manually dilute men. The
concentration reported by the AxSYM Systerm mu oliea by the
manual dilution factor to obtain the final specim centration.
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SPECIFIC PERFORMANCE CHARACTERISTICS
PRECISION

Precision was determined as described in National Committee for
Clinical Laboratory Standards (NCCLS) protocol EP5.T2.'2 A three
member call serum based panel was assayed, using a single ot of
reagents, in replicates of 2 al two separate times per day for twenty

CORRELATION

The Abbott AxSYM FSH assay was compared o the ARCHITECT
FSH assay. The resull of the specimen testing is shown in the
following table.”

Abbolt AxSYM FSH vs ARCHITECT FSH

days. Data from this study are summarized below. Humber of Cotrelation
NEL MEMBE 1 Specimans Intercept  Slope Coslficient
PANEL R —— o
——_.___-—-—--——'—'—___Mwn Least Squares Linear 827 025 0.96 0.99
Cone, Value \Within Aun  Batween Aun Between Day  Totl Aun Regrassian
Instrument_{milfmy) o vty SD Cvi) SO GV 8D CVi%)
1 5% B0 023 433 047 318 017 308 0@ AL Passing-Bablok 627 012 047 0.89
2 sap B0 02¢ 452 015 290 002 039 028 539 Linear Regression”
3 ss0 B0 D20 383 018 348 006 114 028 530 e -
4 535 g0 020 372 048 303 018 343 032 604 In this evaluation, Serum specimens ranged from 045 10
PANEL MEMBER 2 106.32 milfmL with the AxSYM FSH assay.
Mearn * Representative data; variables such as differences in sampling
Conc. Value Withn Fun  Between Fun Between Day Total Aun i i i ¥
e oy, n SO CU(%) 5D V(¥ RV SD oV sl|ze a!nd sample pclpulallon may impact th_a correlation of the assay,
T 2508 0 085 365 055 213 274 284 132 510 tf results in indwidual laboratories may vary from these
2 2695 80 152 578 000 000 029 1.0 155 588 data.
3 2530 B0 109 413 000 000 080 304 135 513 ++ & Lingar Regression Method with no special assumptions regarding
4 o676 80 134 502 000 000 147 437 178 B85 the distribution of the samples and the measurement errors.’®
— PANEL MEMBER 3 BIBLIOGRAPHY
o " .
Cané. Vakia Within Fun Betwaan Run Betwsen Day  Total Run 1. Pierce JG, Parsons TF. Glycoprotein Hormones: Structure and
Instrument _{miUjmL) 1 S0 OV SO CM(%) SO Cwi%) SO GVt Furiction. Annu Rev Biochem 1981;50:465-95.
X S0 603 764 468 593 27 300 788 1043
‘2 ::j; a0 398 ;:: 215 404 i.s! :;g ris ‘a.so 2, Daughaday WH. The Adenohypophysis. In: Wilson JD, Foster
a 1949 80 414 521 187 235 202 254 497 625 DW, editors. Williams Textbook of Endocrinology. Philadelphia:
4 o8 B0 474 594 000 000 48+ 484 605 a.48 Saunders, 1985:80-3.

ACCURACY BY RECOVERY
Accuracy by Recovery of this assay was designed to be + 15% of
spike level. Known concentrations of World Health Organization
(WHO) 1* International Standard (15) FSH 92/510 were added lo
11 aliguots of human serum at 2 concentration levels (20 miu/mL
and 40 miUjmL}. The concentration of FSH was determined using
the AXSYM FSH assay. The mean recovery of WHO 1% IS FSH
is 110.48%.

SENSITVITY

The upper 85% limit of the sensitivity determination for AxSYM FSH
Assay was 0.37 miu/mL (n = 72 runs in replicates of 10). Sensitivity
is defined as the concentration at 2 standard deviations from the
FSH Calibrator A (0 miufmL) and represents the lowest measurable
concentration of FSH that can be distinguished from zero.
SPECIFICITY

Serum specimens containing low levels of FSH ware supplemented
with human chorionic gonadotropin (hCG), Juteinizing hormone (LH).
or thyroid stimulating hormone (TSH) at specific levels. The results
are stated in the lable below.

Potential Cencentration Range Mean
Cross Reactant Tested Cross Reactivity (%)
hCG 452 - 290,000 (mIU/mL) 0.009
LH Ba- 1110 (miUfmL) 0.2
TSH 147 - 2846 (WU/mL) 12
INTERFERENCE

The AxSYM FSH assay demonstrated the statec interference in the
presence of the following:

»  Bilirubin . «5% interference at 20 mg/dL

+ Hemoglobin . <50% interference at 100C mg/dL

+  Triglycerides . <10% interference at 1000 mg/dL
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WARNING

Specimens from patients who have received preparations of mouse
monoclonal antibodies for diagnosis or therapy may contain human
anti-mouse antibodies (HAMA). Such specimens may show either
falsely elevated or depressed values when lested with assay kits which
employ mouse monacional antivodies. These specimens should not be
assayed with the AxSYM LH assay. Refer 1o the LIMITATIONS OF THE
PROCEDURE section in this assay package insert.

NAME
LH - Luteinizing Hormone

INTENDED USE

AxSYM LH is a Microparticle Enzyme Immunoassay (MEIA) for the
quantitative determination of luteinizing hormone (LH) in human serum
or plasma.

SUMMARY AND EXPLAMNATION OF THE TEST

Human luteinizing hormone (LH, lutropin) is & glycoprotein hormone
wilh two dissimilar subunits (« and B). LH has a molecular weight of
approximately 30,000 daltons.' The o-subunit of LH contains 92 amino
acid residues and is essentially identical 1o the w-subunits of follicle
stimulating hormone (FSH, tollitropin), thyroid stimulating hormone (TSH,
thyrotropin), and human chorignic gonadetropin (hCG),'* The [i-subunit
of LH contains 112 amino acid residues and is considerably different rom
that of FSH and TSH." 4% However, the B-subunits of LH and hCG are very
similar, The structural similarities between LH and hCG are responsible for
the observed similarity in biological properties. ! 58

LH, together with FEH, is d by the g ph cells in the
pituitary®™ in response to the of the gonadotrop ! g
hormone (LHRH, GnRH) from the medial basal hypothalamus.®'® Ovarian
steroids, principally gens, L the of LH and FSH
which in turn regulate the menstrual cycle in females. When the follicle,
and the ovum contained within it, reach maturity, a surga of LH causes the
follicle 1o rupture releasing the ovum. The follicular remnant is transformed
into & corpus luteum which secretes progestsrone and estradiol. During
the foliicular and luteal phases, LH concentrations are much lower than
the levels observed at the time of the LH surge. During the follicular and
luteal phases, the estrogens exert a negative feedback on the ralease of
LH. Shertly before the mid-cycle surge in LH, ovarian steroids, specifically,
estradiol. exert & positive feedback on LH release.!™

Deter n of the of LH is for the prediction of
ovulation, in the evaluation of infertility, and the diagnosis of pituitary and
gonadal disorders.''™ Increasing concentrations of LH precede ovulation
and in cases in which the period of optimal fertility needs o be defined for
the timing of s& or artificial i 1, daily ions of
LH are important for the prediction of evulation. Maore frequent sampling is
required if the precise time of folllcular rupture is neaded for egg aspiration
for in vitro fertilization,'®

At menopause, or following ovariectomy in women, concentrations of
estrogens decline lo low levels. The lowered concentrations of estrogens
result in a loss of the negative fesdback on gonadotropin release. The
consequence Is an increase in the concentrations of LH and FSH.'1 1588
The primary role of LH in the male is 1o stimulate the production of
lestosterone by the Leydig cells. LH, through the production of testostercne
together with FSH, regulates spermatogenesis in the Sertoli cells of
the seminiferous tubules of the testes. Testoslerone exerts a negative
feedback on the release of LH."

In sexually mature adulls, gonadotropin defciency is usually an early
indication of the lop of panhypopituitarism. Low concentrations
of LH, FSH, and sterpids are observed with this disorder. In contrast,
gonadotropin secreting tumors of the hypothalamus and pituitary result in
elevated concentrations of LH and FSH.™

Gonadal failure, a cause of infertility, is indicated by elevated concentrations
of LH and FSH ied by | [+ lons of gonadal
steroids.’*% |n the female, elevaled concentrations of LH can indicate
primary amenorrhea,!’ menopause,’’'%'% pramature avarian failure, "7
polycystic ovarian syndrome, " ® or hypergonadotropic hypogonadism. 118
In the mals, elevated concentrations of LH can result from primary
testicular failure, seminiferous tubule dysgenssis (Klinsfelter's syndrome),
Seroli cell failure, hia, oF \adotrapic hypogonadism, 1920
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BIOLOGICAL PRINCIPLES OF THE PROCEDURE

AxSYM LH is based on Microparticle Enzyme Immunoassay (MEIA)

technology.

The AxSYM LH Reagents and sample are pipetted in the following

sequence:

SAMPLING CENTER

* Sample and all AxSYM LH reagents required for one test are pipetted
iy the Sampling Probe into various wells of a reaction vessel (RY).

* The Sampling Probe oelivers the sample. Anti-f LH Coated
Microparticles and TRIS Buller into a well of the RV,

The RV is immediately translerred into the Processing Center. Further

pipetting is done in the Processing Center with the Processing Probe.

PROCESSING CENTER

+ The LH binds to the Anli-f LH Coaled Microparticles forming an
antibody-antigan complex.

* Anp aliquot of the reaction mixture, containing the antibody-antigen
complex bound to the microparticles, is transferred to the matrix cell
The microparticles bind irreversibly to the glass fiber matrix,

* The matrix cell is washed to remove unbound materials,

* The Anti-a LH subunit specific Alkaline Phosphatase Conjugate is
dispensed onlo the matrix cell and binds with the antibody-antigen
complex.

* The matrix cell is washed to remove unbound materials.

* The substrate, 4-Methy vl Phosphate, is added to the
malrix cell and the fluorescent product is measured by the MEIA
aptical assembly.

Far further information, refer to the AxSYM System Operanons Manual,

Section 3.

REAGENTS

REAGENT PACK, 100 Tests

AxSYM LH Reagent Pack (7A61-22)"

* 1 Bottle (7.5 mL) Anti-LH (Mause, M fonal) Coated
in TRIS puffer. Preservative: Sodium Azide. (Reagent Bottie 1)

+ 1 Bottle (14 2 mL} Anti-LH {Goat, Polyclonal): Alkaline Phosphatase
Comjugate in TRIS buftter with protein stabilizers. Minimum
concentration: 0.5 pg/mL. Preservative: Sodium Azide. (Reagent
Bottle 2)

* 1 Bottle (265 mlL) TRIS Butter with 0.3M Sodwm Chionde
Preservatives: Sodium Azide and Antimicrobial Agents. (Reagent
Bottle 3)

*TAB1-67 includes an AxSYM LH Reagent Pack (100 tests), reaction

vessels (100 each) and matrix cells (100 each). 7AB1-22 includes (hese

itams for International shipments.

CALIBRATORS

ticles

2 Botlles (4 mL each) of AxSYM LH Master Calibrators. Master Calibratar
1 is calt serum. Master Calibratar 2 contains pituitary LH (human)
prepared in calf serum to yield the iollowing concentrations:

Bottle LH Concentration (miufmL)
MASTER CAL1] o

1=l

TR
MASTER CAL 2| &

Preservative: Soaium Azide.



AxSYM LH Standard Calibratars {7A81-02)

6 Bottles (4 mL each) of AxSYM LH Standard Calibrators. Standard
Calibrator A is calf serum. Standard Calibrators B-F contain pituitary LH
(human) prepared in call serum to yiald the following concentrations:

Bottle LH Concentration (miU/mL)

HANDLING PRECAUTIONS
* Do not use Solution 1 (MUP) bey the expiration date or a
maximum of 14 days on-board the AxSYM System. When loading
new Solution 1 (MUP), it is important to immediately tighten the
instrument cap for MUP to mi P 1o air. Prok
I of MUP to air may compromise performance.

STANDARD CAL A o
[sTANDARD CAL[B 2
STANDARD CAL/C] 10

STANDARD CAL D 25

[STANDARD CAL]E| 100

[STANDARD CAL[F 250
Preservative: Sodium Azide.
The LH calit s are factured ically and ref d o

the Werld Haalth Org 1 {(WH.0J L izing Hermane (LH) Human,
Pituitary 2nd International Standard 80/552 at each concentration.
CONTROLS

AxSYM LH Contrals (7A61:12)

3 Bottles (B mL each) of AxSYM LH Controls contain pituitary LH (human)
prapared In processed bovine serum to yield the following concentration
ranges:

Bottle LH Concentration (miU/mL) Range (miUjmL)
CONTROL s 35- 65
CONTROLIM] 40 % - 50

80 57 103

I_'-‘rese rvative: Sodium Azide

OTHER REAGENTS

Solution 1 (MUP) (8A47-04)

SOLUTION| 1 [MUP| 4 Baliles (230 mL each) Solution 1 {MUP) containing
4-Methylumbelliferyl Phosphate, 1.2 mM, in AMP buffer. Preservative:
Sodium Azide.

Solution 3 {Marix Cell Wash) (BAB1-04)
[SOLUTION[3[MATRIX CELL WASH| 4 Bottles (1000 mL each) Solution

3 (Matrix Cell Wash) containing 0.3 M Sodium Chloride in TRIS Buffer.
Preservatives: Sodium Azide and Antimicrobial Agents.

Solutign 4 (Line Diluent) (8A46)

1 Bottle (10 L) Solution 4 {Line Diluent)

containing 0.1 M Phosphate Buffer. Preservatives: Sodium Azide and
Antimicrobial Agent.

AxS¥M Probe Cleaning Solution (9A35-05)

[PROBE CLEANING SOLUTION| 2 Botles (220 ml each] AxSYM
Probe Cleaning Solution containing 2% Tetrasthylammanium Hydroxide
(TEAH).

WARNINGS AND PRECAUTIONS
vo|

SAFETY PRECAUTIONS

/ I % CAUTION: This product contains human sourced andfor
potentially infeclious components. Refer to the REAGENTS section
of this package insert. No known test method can offer complete
assurance that products derived from human sources or inactivated
micraorganisms will not transmit infection, Trerefore, all human sourced
materials should be considered potentially infectious. It is recommended
that these reagents and human i be handled in

with the OSHA Standard on Bloodborne Pathogens?!, Biosalety Level 222
or other appropriate biosafety practices?24 snould be used for materials

that contain or are suspected of containing infectious agents.

This product contains sodium azide; for a specific listing, rafer to the
REAGENTS section. Contact with acids liberates very toxic gas. This
material and its container must be disposed of in a sale way.,

<t not cassified as dangerces per European Direclive
C as amended - Safety data she2: zvailable for professional

&5t

w

* Do not use Reagent Pack beyond the expiration date or & maximum
of 336 cumulative hours on-board the AxSYM System,

* Do not mix reagents from different reagent packs.

Refer to the AxSYM Systam Operations Manual, Sections 7 and &, for a

more detailed discussion of the safety and handling precautions during

system operation.

STDRﬂ.cGE INSTRUCTIONS
-o

Tc- The AxSYM LH Reagent Pack must be stored at 2-8'C (do
nol freeze). The AxSYM LH Calibrators and Controls must be stored at
2-8°C. The AxSYM LH Reagent Pack, Calibrators and Controls may be
used immediately after removing them from the relrigerator, Calibrators
and Controls should be returned to 2-8°C storage immediately after use,
Aeagents are stable until the expiration date when stored and handled
as directed.

NOTE: The AxSYM LH Master Calibrators, Standard Calibrators and
Cantrols are shipped on dry ice and should be stored at 2-8'C after

| o |
The AxSYM LH Reagent Pack may be on-board the AxSYM System for
a maximum of 336 cumulative hours; for example, 42 eight hour shifts,
Recalibration may be required fo obtain maximum on-board reagent
stability. Mare frequent use of controls may be required lo menitor
reagent performiance within the same lot. Refer to the AxSYM System
Operations Manual, Sections 2, § and Appendices, for further information
on tracking on-board time,

Solution 1 (MUP) must be stored at 2-8°C (do not freeze). It may be
used immediately after removing it fram the refrigerator. It may be
on-board the AxSYM System for a maximum of 14 days, After 14 days,
it must be discarded,

e
we ] The AxSYM Proba Cleaning Selution, Solution 3 (Matrix Cell
v¥ash) and Solution 4 (Line Diluent) must be stored at 15.230°C.

INSTRUMENT PROCEDURE

Assay File Installation

The AxSYM LH Assay File must be installeg on the AxSvi Py
one of the Iollowing software disks, prior to perfcrmung LH as
*  3D51-02, or higher (336 hours on-board Stab lity)

Refer to the AxSYM System Operations Marual, Section 2. for =
instaliation procedures.

AxSYM LH Assay Parameters

The default values for the assay parameters
assay are listed below. These paramelers can be gso 2
according to the procedure in the AxSYM System Cp
Section 2. In order to obtain values for the parameters witr a
("} review the specific Assay Parameter screen. Frass PRIN
the assay parameters. Assay parameters that can be editec
(=) symbaol.

used fer e



Assay Parameters
1 Long Assay Name (English): LH
6 Abbrev Assay Name (English). LH
1 Assay Number: 25
12 Assay Version: *

13 Calibration Version: *

14 Assay File Revision: *

15 Assay Enabled > ON

17 Assay Type: MEIA

18 Standard Cal Reps > 2

19 Master Cal Reps > 2

21 Cal A Concentration: 0.00

22 Cal B Concentration: 2.00

23 Cal C Concentration: 10.00

24 Cal D Goncentration: 25,00

25 Cal E Concentration: 100.00

26 Cal F Concentration: 250.00

27 Master Calibrator 1 Concentration: 0.00

28 Master Calibrator 2 Concentration: 25,00

43 Defaull Dilution Protoccl > UNDILUTED

44 Default Calibration Method > Standard Cal

45 Selected Result Congentration Units = miUfmL

46 Selecled Resull Decimal Places > 2

64 Max Intercept-Max MUP intercept: *

85 Min Intercept-Min MUP intercept: *

&6 Upper limit for NRMSE for low rates:

67 Upper limit for NRMSE for high rates: *

&8 Max Rate-Max rate usea to cneck Min MUP Intercept: *
69 Min Rate-Rate cutoff for NRMSE and Corr, Coef.: *
70 Min correlation coefficient for low rates: ™

il Min correlation coefficient for high rates: *

T2 MUP T Delay-Time delay following MUP: *

73 Low Limit-Normal/Therapeutic Range lower limit = 0.00
74 High Limil-NermalfTherapeutic Sange upper limit = 0.00
75 Low Extreme Value = 0.00

76 High Extreme Value = 0.00

9N Low Range Undiluted: *

a2 High Range Undiluted: *

MNOTE: Parameter 45 can be edited to an alternate result unit (IUfL).

Reter to the AxSYM System Operations Marual for a detailed description
of Instrument Procedures.

SAMPLE COLLECTION AND PREPARATION FOR ANALYSIS

+  Human serum (including serum collectes in serum separator tubes)
or plasma (cellected in sodium heparin or tripotassium EDTA) may be
used in the AxSYM LH Assay. Follow the manufacturer's processing
instructions for serum or plasma collection tubes.

» Ensure that complete clot formaticr nas taken place prior to
cenmmgatlon Some specimens, espscally those from palients

or ytic therapy, may exhibit increased
clatting nme It the specimen is centrifuced before a complete clol
forms, the presence of fibrin may cause er-uneous resulls.

+ For optimal results, specimens should o2 free of fibrin, red blood
cells or other particulate matter.

*  Patient spacimens should be mixed ano centrifuged after any freeze-
thaw cycle or to remove red cells or p2rt culate matter.

+  Multiple freeze-thaw cycles should 2ided, Specimens must be
mixed thoroughly after thawing, by speed vortexing or gently
inverting, and centrifuged prior 1o uss * remove particulate matter
and to ensure consistency in the res. s
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+ Specimens may be stored for up to 24 hours at 2-8'C prior 1o being
tested. If testing will be delayed more than 24 hours, serum or
plasma should be separated from the clot or red blood cells ano
stored frozen (-10°C or colder). Specimens have been stored frozen
at -10°'C or colder for 12 months and no perlormance difference
was sgen.

*  Tominimize the effacts of avap all ples (patient sp 18,
controls and calibrators) should be tested within 2 hours of being
placed on-board the AxSYM System. Refer 1o the AxSYM System
Operations Manual, Section 5, for a more detalled discussion of
on-board sample storage constraints.

* Inspect all samples for bubbles, Remove bubbles prior to analysis

* When shipped, specimens must be packaged and labeled in
compliance with applicable federal and international regulations
covering the transport of clinical samples and etiologic agents.

SAMPLE VOLUME

The sample volume required to perform a single LH test on the AxSYM

System varies according to the different sample containers. For sample

cups, both a AOUTINE and a STAT test requires 150 pL. For every

additional LH test performed (ROUTINE or STAT) from the same sample
container, an additional 100 pL of sample will be required.

The sample cup minimum volume for both STAT and ROUTINE tests are

calculated by the AxSYM System. It will be displayed on the Order screen

at the time the test(s) is(are) ordered and printed on the Orderlist Report.

When using Host Order Query, the Order screen information and Orderlist

Report are not available. Refer o the AxSYM System Operations Manual,

Section 5, Ordering Patient Samples, for a description of the Host Order

Query Opfion.

If the assay is configured for auto retest, the adoitional sample volume

needed for the retest will not be displayes on the Order screen at the time

the tesi(s) is(are) ordered. Therefore, the total volume should include the
additional 100 pL of sample.

To obrain the recommended volume requirements for the AxSYM LH

Calibrators and Controls, hold the betlles vertically and dispense & drops

of each Calibrater or 4 drops of each Control into each respective sample

1e the AxSYM System Operations Manual, Section 5, for sample
volufnn requirements in primary or aliquot tubes and calibrator/control
requirements for multiple reagent lofs.

AXSYM LH PROCEDURE

AxSYM LH Reagent Kit, containing:
2x3¥M LH |[REAGENT PACK

00 REACTION VESSELS

00 MATRIX CELLS

Materials Reguired But Mot Provided

*  AxSYM System

. TAB12 AxSYM LH Controls

+  TAB1-02 AxSYM LH Standard Calibrators or
AxSYM LH Master Callbrators
'SOLUTION]1 MUP.

SOLUTION]3 MATRIX CELL WASH|
SOLUTION|4 LINE DILUENT

AxSYM | [PROBE CLEANING SOLUTION|
'SAMPLE CUPS

2 103 (optional) to gelver the

mes specified on

. Jispensing sample into sampig ¢

20 sample volume
it is important

to follow the routine
ures defined in the AxSYM System Operations

It your laboratory requires more frequent
\aw those procedures,



EXPECTED VALUES

Specimens were drawn from 19 normal males, 26 post-menopausal
females and daily from 26 normal cycling females. For this study, the
follicular phase was defined as the period of time from 12 days to 4
days prior to the mid-cycle peak. The luteal phase was defined as the
period of time from 4 days to 11 days following the mid-cycle peak. Cycle
days were sy ized 1o the mid-cycle peak, the day on which the LH
cor ion was most el

A summary of the data, using the AxSYM LH assay, for the expected
normal ranges, is presented in the following table:

n Mean Range

Males 19 5 e - 12
Normally Menstruating Females

Fellicular Phase 98 B 1 = 18

Mid-Cycle Peak 21 44 24 - 108

Luteal Phase 92 5 04 - 20
Post-menopausal Females 26 34 15 - a2
Itis ded that each Yy lish its own normal
range.
SPECIFIC PERFORMANCE CHARACTERISTICS
PRECISION
Precision was determined as i in Watignal C i for Clinical

Laboratory Standards (MCCLS) protocol EPS-T2.%7 A three member
bovine serum based panel was assayed, using a single ot of reagents, in

SENSITIMITY

The sensitivity of the AxSYM LH Assay was calculated 1o be
0.5 miUfmL (n = 51 runs in replicates of 10). This sensitivity is definea
as the lon at 2 d d fram the AxSYM LH
Calibrator A (0 miU/mL) and represents the lowesl measurablie
concentration of LH that can be distinguished from zero,

SPECIFICITY

Serum specimens, containing low levels of LH, were supplemented with
human charionic ganadotropin (hCG), follicle stimulating hormone (FSH),
or thyroid stimulating hormone (TSH) at specific levels. The resulls
follow.

Patential Cancentration Mean Cross
Cross Reactant Range Tested Reactivity (%)
hCG 1 x 10%(miUjmL) 0.02
FSH 2000 (miJ/mL) 0.00
TEH 2000 (ulU/mL) 3.50

INTERFERENCE
The AxSYM LH assay demonsirated the stated interlerence in the
presence ol the following:

*  Bilirubin - = 10°: imerference at 20 mg/dL

*  Hemoglobin « = 10°: interference at 1000 mo/dL

+  Triglycerides « = 5% imerference at 1000 mg/dL
ACCURACY BY CORRELATION

A of 241ty aedl in m:r;:::"ia' ‘::;I for Smnty Aays. e, tiom, Tha AxSYM LH assay was compared tc a commarcially diagnostic
SNV A9 SLoImaliser. ) g, A, Kit. The results of the specimen 12sung ars snown In the following table,
PANEL MEMBER 1
Mean Number of Correlation
Canc, Valus Wilkiin Aun Betwien Aun  Between Day F;
waument (mifmL) n S0 Cviw S0 OviW BD  Ov Manufacturer Observations  Intercept  Slope  Coefficient
1 ag1 B0 0 48 009 BB 008 173 Abbatt AxSYM
LH2nd IS
2 aar B0 0B 408 0.8 400 016 vz
o = v 100 0.16 1.03 0.99
a 485 B0 022 450 0N 433 009 178 L3 64
3 PR T Abbott AxSYM
4 412 80 027 682 028 63 000 D00 038 o LH 1t IRP
PANEL MEMBER 2 in ihis . serum 's lesled ranged from 187 10
Maan 21176 miU/mL oy AxSYM LH 2nd | & f
Cone. Value Wiithin Aun Betwean Run Tota! Bur materials
instrument  {milfmL) n 8D Cw% &D SV} s0 Qv
1 de.88 80 1M 428 1) 249 244 &M BIBLIOGHAPHY
1 . b . 1. Pierce JG. Parsons TF. Glycooroten Hermones: Structure and
. L R i Funetion. Annu Aev Bioghem 198150 465-85
3 4138 B0 184 444 287 583 000 OO0 34 a3 2. Shome B, Parliow AF. Human Folicle Stimuiating Hormone (hFSH):
4 2487 B0 156 446 141 403 074 293 223 &M First Proposal For the Amino Acic Seguence of the a-Subunit and First
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WARNING: Specimens from patients who have received
preparations of mouse monoclonal antibodies for diagnosis or
therapy may contain human anti-mouse antibodies (HAMA).
Such specimens may show either falsely elevated or depressed |
values when tested with assay kits which employ mouse
moneclonal antibodies. These specimens should not be assayed
with the AxSYM Prolactin assay. Refer to the LIMITATIONS OF
THE PROCEDURE section in this assay package insert.

NAME
Prolactin

INTENDED USE

AxSYM Prolactin is a Microparticle Enzyme Immunoassay (MEIA)
for the quantitative determination of prolactin in human serum or
plasma.

SUMMARY AND EXPLANATION OF THE TEST
Human prolactin (hPAL) is a single chain polypeptide of 199
amino acids and a molecular weight of approximately 23,000
daltons. Its existence as a distinct chemical entity, separate from
growth hormone, was established through a series of studies
between 1965 and 1871,"2 Prolactin is produced by the anterior
pituitary and its secretion is regulated physiologically by inhibitary®
and releasing® factors of the hypothalamus. Prolactin appears in
the blood promptly after administration of thyrotropin-releasing
hormone (TRH).*® The major physiclogic action of prolactin is
the initiation and maintenance of lactation in women.

Hyperprolactinemia has been established as a common cause

of infertility and gonadal disorders in men and women. Prolactin

has been shown to inhibit the secretion of ovarian steroids®’
and to interfere with follicle maturation” and the secretion of

LH and FSH® in the human female. Measurement of elevated

serum prolactin levels may provide the first quantitative evidence

of pituitary dysfunction.® Quantitation of prolactin levels is also
of interest in the evaluation and management of patients with

amenorrhea and galactorrhea, !0

Various facters other than disease slates have been found to

influence the prolactin levels. Factors which increase prolactin

concentrations include: pregnancy, breast stimulation, stress,
coitug, administration of estrogens. progesterone, androgens,
some psychotropic and antihypertensive drugs, and TRH.'®!

Factors which decrease prolactin concentrations include the

administration of L-dopa and bromocripting. 1011

BIOLOGICAL PRINCIPLES OF THE PROCEDURE

AxSYM Prolactin is based on Microparticle Enzyme Immuncassay

(MEIA) technology.

The AxSYM Prolactin Reagents and sample are pipetted in the

following sequence;

SAMPLING CENTER

+ Sample and all AxSYM Prolactin reagents required for one
test are pipetted by the Sampling Probe into various wells of
a reaction vessel (RV).

The RV is immediately transferred into the Processing Center,

Further pipstting is done in the Processing Center with the

Processing Probe.

PROCESSING CENTER

+ Sample, AxSYM Prolactin Assay Diluent, Anti-Prolactin:
Alkaline Phosphatase Conjugate and Anti-Prolactin Coated
Microparticles are pipetted into one well of the RV.

* The prolactin binds to both the enzyme-labeled antibody.
and the antibody coated microparticles, forming an antibody-
antigen-antibody complax.

* An aliquot of the antibody-antigen-antibody complex is
transferred to the matrix cell. The microparticles bind
irreversibly to the glass fiber matrix

* The martrix cell is washed to remove unbound material.

* The substrate, 4-Methylumbelliferyl Phosphate, is added to
the matrix cell and the flugrescent product is measured by
the MEIA optical assembly.
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For further information, refer to the AxSYM System Operations
Manual, Section 3.

REAGENTS
REAGENT PACK, 100 Tests

AxSYM Prolactin Reagent Pack (TA62-22)*

+ 1 Bottle (9.3 mL) Anti-Prolactin (Mouse, Monoclonal) Coated
Microparticles in TRIS buffer. Preservative: Sodium Azide
(Reagent Bottle 1)

+ 1 Bottle (9.0 mL) Anti-Prolactin (Rabbit, Polyclonal): Alkaline
Phosphatase Conjugate in TRIS buffer with protein stabilizers.
Minimum concentration: 0.1 pg/mL. Preservative: Sodium
Azide (Reagent Bottle 2)

* 1 Bottle (11.4 mL) Assay Diluent, rabbit serum. Preservative:
Sodium Azide (Reagent Bottle 3)

*7AB2-67 includes an AxSYM Prolactin Reagent Pack (100 tests),

reaction vessels (100 each) and matrix cells (100 each).

TAB2-22 includes these items for International shipments.

CALIBRATORS

AxSYM Prolactin Master Calibrators (7A62-33)

1 Bollle (4 mL) AxSYM Prolactin Master Calibrator 1 contains:

TRIS buffer with protein stabilizers.

1 Bottle (4 mL) AxSYM Prolactin Master Calibrator 2 contains:

Prolactin (human) in TRIS buffer with protein stabilizers.

The Master Calibrators yield the following concentrations:

Bottle Prolactin Concentration
o (ng/mL or ug/L)
[MASTER cAL 1 0
MASTER CAL 2 30

Presarvative: Sodium Azide.

Prolactin Calibrators (8007-02)

1 Bottle (4 mL) Prolactin Calibrator A contains: TRIS butter with
protein stabilizers,

5 Bottles (4 mL each ) Prolactin Calibratars B-F contain: Pral
(human) in TRIS buffer with protein stabilizers.

Calibrators A-F yield the following concentrations:

Prolactin Concentration

Bottle {ngfmL or ug/L)
" leaua 0
caLs 5
AL 10
'caL/p| 30
e 0
CALF. 200

Preservative: Sodium Azide.

The Prolactin Calibrators are manufaciured gravimetrically and
referenced to the World Health Organization (WHQ) Prolactin 3rd
International Standard 84/500 at each concentration level

To automatically have the ng/mL results converted by the
instrument to miU/L or pgjL, relative to WHO 3rd IS 84/500, refer
to the NOTE box following the Prolactin Assay Parameters under
INSTRUMENT PROCEDURE.

CONTROLS

Prolactin Controls (9C07-11)

3 Bottles (8 mL each) of Prolactin Controls contain prolactin
(human) prepared in TRIS buffer with protein stabilizers 1o yield
the following concentration ranges:

Prolactin Concentration Range
Bottle aoimboor pgfl) (mIUIL) (ngfmb or pgil)  (mIU/L)
[CONTROL L 8 170 6- 10 127- 212
[CONTROL M 20 424 16 - 24 339 - 509
[CONTROL H. 40 848 32 - 48  E78-1018

Preservative: Sodium Azide.



The AXSYM Prolactin reporting unit is factory sel to ng/mL.
An alternate result unit of miU/L or pg/L may be selected for
reporting results (Assay Parameter 45).

OTHER REAGENTS

Solution 1 (MUP) (BA47-04)

[SoLuTioN|1[MUP] 4 Bottles (230 mL each) Solution 1 (MUP)
containing 4-Methylumbelliferyl Phosphate, 1.2 mM, in AMP
buffer. Preservative: Sodium Azide.

Solution 3 (Matrix Cell Wash) {BAB1-04)
Eﬁh-ﬁﬁ]unﬂﬁm 4 Bottles (1000 mL each)
Solution 3 (Matrix Cell Wash) containing 0.3 M Sodium Chloride
in TRIS Buffer. Preservatives: Sodium Azide and Antimicrobial
Agents.

Solution 4 (Line Diluent) (B8A46)

[SOLUTION!4 [LINE DILUENT| 1 Bottle (10 L) Solution 4 (Line
Diluent) containing 0.1 M Phosphate  Buffer. Preservatives:
Sodium Azide and Antimicrobial Agent.

AxSYM Probe Cleaning Solution (9A35-05)

[PROBE CLEANING SOLUTION| 2 Botiles {220 mL each) AxSYM
Probe Cleaning Solution containing 2% Tetragthylammenium
Hydroxide (TEAH).

WARNINGS AND PRECAUTIONS

For In Vitro Diagnostic Use.

SAFETY PRECAUTIONS

. & CAUTION: This product contains human sourced
andjor potentially infectious components. For a specific
listing, refer to the REAGENTS section of this package
insert. No known test method can offer complete assurance
that products derived from human sources of inactivated
microorganisms will not transmit intection. Therefore, all
human sourced materials should be considered potentially
infectious. It is recommended that these reagents and
human specimens be handled in accordance with the OSHA
Standard on Bloodborne Pathogens.'= Biosafety Level i
or other appropriate biosafety practices'® !5 should be used
far materials that contain or are suspected of containing
infectious agents.

« This product contains sodium azide; for a specific listing, refer
{o the REAGENTS section. Contact with acids liberates very
toxic gas. This material and its container must ba disposed
of in a sale way.

For product not classified as dangerous per European Directive

1999/45/EC as amended - Safety dala sheet available for

professional user an request.

HANDLING PRECAUTIONS

+ Do not use Solution 1 (MUP) beyond the expiration date or
a maximum of 14 days on-board the AxSYM System. When
loading new Solution 1 (MUP) it is important to immediately
tighten the instrument cap for MUP to minimize exposure
to air. Prolonged exposure of MUP to air may compromise
performance.

« Do not use Reagent Pack beyond the expiration date or a
maximum of 336 cumulative hours on-board the AxSYM
System.

« Do not mix reagents from different reagent packs.

Additional safety and handling precautions and limitations for

the reagent packs, calibrators, controls, patient samples and

other reagents are described in the AxSYM System Operations

Manual, Sections 7 and 8.

STORAGE INSTRUCTIONS
we
»c.1  The AxSYM Prolactin Reagent Pack must be stored at

2 to 8'C (do not freeze). The Prolactin Calibrators and Controls
must be stored at -10°C or colder until use, after thaw at 2-8°C.
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The AxSYM Prolactin Reagent Pack may be used immediately
after removal from the refrigerator. Calibrators and Controls
should be returned to 2 to 8'C storage immediately after use.
Reagents are stable until the expiration date when stored and
handled as directed.
The AxSYM Prolactin Reagent Pack may be on-board the AxSYM
System for a maximum of 336 cumulative hours; for example,
42 eight hour shifts. Recalibration may be required lo obtain
maximum on-board reagent stability. More freguent use of
controls may be required to monitor reagent performance within
the same lot. Refer to the AxSYM System Operations Manual,
Sections 2, 5 and Appendices, for further informatian on tracking
on-poard time.
Solution 1 (MUP) must be stored at 2 to 8°C (do not freeze). It
may be used immediately after removing it from the refrigerator.
MUP may be on-board the AxSYM System for a maximum of
14 days. After 14 days, it must be discarded.

an'c
156~ i The AxSYM Probe Cleaning Solution, Solution 3 (Matrix
Cell Wash) and Solution 4 (Line Diluent) must be stored at
1510 30°C.

INSTRUMENT PROCEDURE

Note: AXSYM Prolactin must only be run with AxSYM System
Software Version 3.00 or higher.

Assay File Installation

The AxSYM Prolactin Assay File must be installed on the AxSYM
System from the following software disk, prior to performing
Prolactin assays:

. 03D51-03, or higher (336 hours on-board Stability)

Refer 1o the AxSYM System Operations Manual. Section 2, for
proper installation procedures.

AxSYM Prolactin Assay Parameters

The default values for the assay parameters used for the AxSYM
Pralactin assay are listed below. These parameters can be
displayed and edited according to the procedure in the AxSYM
System Operations Manual, Section 2. In order o obtain vaiues
for the parameters with an asterisk (), review the specific Assay
Parameter screen. Press PRINT fo print the assay parameters.
Assay parameters \hat can be edited contain a (=) symbal.

Assay Par s
Long Assay Name (English Prolactin_315
Abbrev Assay Mame (Englsn) PRL_3IS
Assay Number: 55
Assay \ersion: "
Calibration Version: *
Agsay File Revision: *
Assay Enabled > ON
Assay Type: MEIA
Standarg Cal Reps > 2
Master Cal Reps > 2
Cal A Concentration: 0.00
Cal B Concentration: 3.00
Cal C Concentration: 10.00
Cal D Cancentration: 30.00
Cal & Concentration: B0.00
Cal F Concentration: 200.00
Master Calibrator 1 Cancentration: 0.00
Master Calibrator 2 Concenir
Default Dilution Protocol
44 Default Calibration Metho
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45 Selected Result Congentration Units > ng/mL

a6 Selected Result Decimal Places > 2

6d Max Intercept-Max MUP intercept: *

65 Min Imercept-Min MUP |ntercept.

] Upper limit for NAMSE for low rates "

67 Upper limit for NRMSE far high rates:

B8 Mayx Fate-Max rate used to check Min MUP intercept: *
-] Wiin Rate-Rate cutol! for NRMSE and Corr, Coet.: *

t4in correlation coefficient for low rates: *
Min correlation coefficient for high rates: ©
MUP T Delay-Time delay following MUP: *
Law Lmit-Normal/Therapeutic Range lower (imit = 0.00

™



74 High Limit-Normal/Therapeutic Range upper limit > 0.00
75 Low Extreme Valug > 0.00
76 High Extrame Value > 0.00
91 Low Range Undiluted: *
92 High Range Undiluted: *

NOTE: Parameter 43 cannot be edited.
Parameter 45 can be ediled 1o an alternate result unit (miU/L
or pa/L).

Refer to the AxSYM System Operations Manual for a detailed
deseription of Instrument Procedures.

SAMPLE COLLECTION AND PREPARATION FOR

ANALYSIS

« Serum (including serum collected in separator tubes) or
plasma (collected in sodium heparin or tripotassium EDTA)
may be used in the AxSYM Prolaclin Assay. Follow the
manufacturer's processing instructions for serum or plasma
collection tubes.

+ The AxSYM Syslem does not provide the capability of
verifying sample type. It is the respensibility of the operator to
verify the correct sample type(s) is(are) used in the Prolactin
assay.

« Do not test grossly hemolyzed specimens.

« Ensure that complete clot formation has taken place prior to
centrifugation. Some samples, especially those from patients
receiving anticoagulant or thrombolytic therapy, may exhibit
increased clotting time. It the sample is centrifuged befare
a complate clot forms, the presence of fibrn may cause
erroneous results.

« For optimal results, samples should be free of fibrin, red
blood cells or other particulate matter.

« Patient samples should be mixed and centrifuged alter
any fregze-thaw cycle or to remave red cells or particulate
matter.

+  Multiple freeze-thaw cycles should be avoided. Samples must
be mixed thoroughly aiter thawing, by LOW speed vortexing
or gently inverting, and centrifuged prior ta use lo remove
particulate matter and to ensure consistency in the results,

« Samples may be stored for up to 24 hours at 2 to B8°C prior
to being tested. If testing will be delayed mare than 24 hours,
serum or plasma should be separated from the clot or red
blood cells and stored frozen (-10°C or colder). Samples
have been stored frozen at -10°'C or colder for 12 months
and no performance difference was seen

« To minimize the effects of evaporation, all samples (patient
samples, controls and calibrators) should be tested within 3
hours of being placed on-board the AxSYM System. Refer lo
the AxSYM System Operations Manual, Section 5, for a mare
detailed discussion of on-board sample storage constraints.

« Inspect all samples for bubbles. Remove bubbles prior to
analysis.

s When shipped, samples must be packaged and labeled
in compliance with applicable federal and international
regulations covering the transport of clinical samples and
etiologic agents.

SAMPLE VOLUME

The sample volume required to perform a single Prolactin test

on the AxSYM System varies according to the different sample

containers. For sample cups, a ROUTINE test requires 150 UL and

a STAT test requires 146 L. For every additional Prolactin test

performed (ROUTINE or STAT) from the same sample container,

an additional 86 uL of sample will be required

The sample cup minimum volume for both STAT and ROUTINE

tests are calculated by the AxSYM System. [t will be displayed

on the Order screen at the time the test(s) is(are) ordered, and
printed in the Order list report. When using Host Order Query the

Order screen information and Order list report are not available.
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Befer to the AxSYM System Operations Manual, Section 5:
Ordering Patient Samples, for a description of the Host Order
Query option.
It the assay is configured for auto retestfreflex, the additional
sample volume needed for the retest will not be displayad
on the Order screen at the time the test{s) is(are) ordered.
Therefore, the total sample volume should include an additional
96 uL sample. Refer to the AxSYM System Operations Manual,
Section 2, for details on Automatic Sample Retest Configuration.
To obtain the recommended volume requirements for the Prolactin
Calibrators and Controls, hold the bottles vertically and dispense
6 drops of each Calibrator or 4 drops of each Control into each
respective sample cup.
Refer to the AxSYM System Operations Manual, Section 5, for
sample volume requirements in primary or aliquot tubes and
calibratorfcontrol requirements for multiple reagent lots.
AxSYM PROLACTIN PROCEDURE
Materials Provided
» TAB2-67  AxSYM Prolactin Reagent Kit, containing:

AXSYM Prolactin [REAGENT PACK]

100 [REACTION VESSELS!

100 [MATRIX CELLS|
Materials Required But Not Provided
«  AxSYM System

« 9C07-11  Prolactin Controls

« 9C07-02  Prolactin Calibrators or

« 7AB2-33  AxSYM Prolactin Master Calibrators

+ 8A47.04 SOLUTION 1[MUP

+ BA81-04  SOLUTION 3[MATRIX CELL WASH|

+ BA4E 'SOLUTION 4 LINE DILUENT

.+ 9A435.05  AxSYM PROBE CLEANING SOLUTION)
« BA78-01 [SAMPLE CUPS)

« Pipettes/pipette tips (optional} to deliver the volumes
specifiad on the Order screen.

CAUTION:

«  VWhen manually dispensing sample into sample cups, verily
that the dispensing =quipment does nol introduce cross
contamination and delivers the specitied sample volume.

« For optimal performance, it is important to follow the routine
maintenance procedures defined In e AxSYM System
Operations Manual. Section 9, If your laboratory requires
more frequent maintenance, follow those procedures.

Assay Procedure

Sections 5 and & of the AxSYM System Operations Manual

can be easlly removec for use at the instrument. They contain

detailed steps for performing assay calibration and sample
testing procedures.

Prior to ordering tests. canfirm that the System inventory of matrix

cells, bulk solutions and waste levels are acceptable.

The Orderlist Repert contains sample placement information

and sample cup volume requirements for all ordered tests. It

is recommended that this report be referenced when loading
samples into sample segments.

GCAUTION: When operating the AxSYM System, always observe

the following:

s The System status must be WARMING. PAUSED, READY
ar STOPPED before adding or removing sample segments,
reagent packs, or reaction vessels (RV's).

+ Do not open the Interior Waste Door or the AxSYM Processing
Center Cove & any test is in process. If opened, all
processing v o Tests in process will be terminated and
must be rep

s When testng is completed, it is recommended that samples
and the AxSYM Prolactin Reagent Pack are removed from

use. Store at 210 8'C



SAMPLE DILUTION PROCEDURES
Automated Dilution Protocol

Prolactin samples CANNOT be diluted automatically on the
System.

Patient samples with prolactin concentrations reported as greater
than 200 ng/mL may be diluted using a manual dilution of sample
with the Prolactin Calibrator A (0 ng/mL) or AxSYM Prolactin
Master Calibrator 1 (0 ng/mL). The dilution should be performed
so that the diluted test results read greater than the sensitivity
of the assay (0.6 ng/mL). Perform the test using this manually
diluted sample. The concentration reported by the AxSYM System
must be multiplied by the manual dilution tactor to obtain the final
sample concentration.

Final Sampla
[l x Manual Chiution Factor

= Aepanead Ci

Manual
Dilution Factor =

(Volume of Samale + Velume of Dilution Aeagent)

Volume of Samplo

QUALITY CONTROL PROCEDURES

CALIBRATION

The AxSYM Prolactin Assay must be calibrated using either a
Master Calibration (2-point), er a Standard Calibration (6-point)
procedure. The use of a particular calibration procedure is
dependent on individual laboratory policy.

Master Calibration

Each AxSYM Prolactin Reagent Pack is shipped with a bar coded
label insert that contains the Master Curve information for that
specific lot of reagents. When using a lot number for the first
time, the bar coded Master Curve information must be entered
into the AxSYM System. Refer to the AxSYM System Operations
Manual, Section &, for additional information on entering Master
Curve bar codes. Once this bar code information is entered, a
Master Calibration must be performed.

To perform an AxSYM Prolactin Master Calibration, test Master
Calibrators 1 and 2 in duplicate. A single sample oi all levels of
prolactin controls must be tested as a means of evaluating the
assay calibration

Standard Calibration

The Standard Calibration procedure may be used without prior
entry of the bar coded Master Curve information. To perform
an AxSYM Prolactin Standard Calibration, test Calibrators A, B,
C, D, E, and F in duplicate. A single sample of all levels of
prolactin controls must be tested as a means of evaluating the
assay calibration,

Once the AxSYM Prolactin calibration is accepted and stored,
all subsequent samples may be tested without further calibration
unless:

+ A reagent pack with a new ot number is used.

+ Control values out of their specified range.

Refer to the AxSYM Systern Operations Manual, Section 8, for:
= Setting up an assay calibration

= \When recalibration may be necessary

= Calibration verification

The AxSYM System verifies that the results of an assay
calibration meet the specifications assigned to selected validity
parameters. An error message occurs when the calibration fails
to meet a specification, Refer to the AxSYM System Operations
Manual, Section 10, for an explanation of the corrective actions
for the error code. Refer to the AxSYM System Operations
Manual, Appendices, for an explanation of the calibration validity
parameters thal may be used by the AxSYM System.

QUALITY CONTROL

The recommended control reguirement for an AxSYM Prolactin
Assay is a single sample of all prolactin control levels testec
once every 24 hours each day of use. Controls may be placed in
any position in the Sample Carousel.
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If the quality control procedures in your laboratory require more
frequent use of controls to verify test results, follow those
procedures.

To achieve maximum on-board reagent stability, more frequent

use of controls may be required to monitor reagent performance

within the same lot.

Ensure that assay control values are within the concentration

ranges specified in the package insert. Refer to REAGENTS,

CONTROLS section of this package insert for Prolactin Control

ranges.

INDICATIONS  OF

REAGENTS

When a control value is out of the specified range, it may indicate

deterioration of the reagents or errors in technique. Associated test

results may be invalid and require retesting. Assay recalibration
may be indicated, Refer to the AxSYM System Operations

Manual, Section 10, Subsection: Obsarved Problems, for further

troubleshooting information. The AxSYM System has a capability

to generate a Levey-Jennings plot of each assay's quality control
performance. Refer to the AxSYM System Operations Manual,

Section 5. At the discretion of the laboratory, selected quality

control rules may be applied to the quality control data.

Fluorescence Background Acceptance Criteria

Quality Control with regards to the MUP substrate blank is

automatically determined by the instrument and checked under

Assay Parameter 64 Max Intercept-Max MUP intercept each

time a test result is calculated. If the MUP intercept value Is

greater than the maximum allowable value, the result is invalid.

The test request will be maved to the Exceptions List where it

will appear with the message “1064 Invalid test result, intercept

teo high™ and the calculated intercep! value. Refer to the AxSYM

System Operations Manua!. S=ction 10, when this error message

is obtained.

Refer to the AxSYM System Operations Manual, Section 2, for

further information on this parameter,

RESULTS

AxSYM Prolactin utilizes a four parameter logistic curve fit (4PLC)

data reduction method to generate 2 standard calibration curve

and a Linear Transformation 1o generate the instrument-specific

Master Calibration curve.

Alternate Result Units

The default result unit for AxSYM Prolactin is ng/mL. When

selecting the alternate result unit. miU/L, the conversion factor

used by the AxSYM Systerm s 21 2 When selecting the alternate
result unit, pgfl, the conversion factor used by the AXSYM

System Is 1

Flags

Some results may contain information In the Flags field. For a

description of the flags that may appear in this field, refer to the

AxSYM System Operations Manuzl. Sections 1 and 2

LIMITATIONS OF THE PROCEDURE

+ Prolactin levels have been found to be influenced by
various factors other thar the disease states.'®'? Refer to
he SUMMARY AND EXPLANATION OF THE TEST section
n this assay package nsert. For diagnestic purposes, the
AxSYM Prolactin results should be used in conjunction with
other data; e.g., symploms. results of other tests, clinical
impressions, etc,

¢+ Heteraphilic antibodies in human serum can react with reagent
immunoglobulins, interfering with in vitro immunoassays.'®
Patients routinely exposed to animals or to animal serum
products can be prone (o this interference and anomalous
values may be observed. Additional information may be
required lor diagnosis.

+ Prolactin may exist in alternate structural forms (e.qg.,
macroprolactin}®®2! which may exhibit variable levels of
prysiological activity.?? In patients with elevated prolactin
results, additional information may be required for diagnosis.

INSTABILITY OR DETERIORATION OF




+ Specimens from patients who have received preparations
of mouse monoclonal antibodies for diagnosis or therapy
may contain human anti-mouse antibodies (HAMA), Such
specimens may show either falsely elevated or depressed
values when tested with assay kits which employ mouse
monoclonal antibodies.'®'” These specimens should not be
assayed with the AxSYM Prolactin assay.

* HIGH DOSE HOOK
Samples with prolactin concentrations up to 10,000 ng/mL can
be assayed without experiencing a High Dose Hook effect, In
some rare pathological conditions, prolactin concentrations
may exceed 10,000 ng/mL. These specimens may read
lower than the highest calibrator and should be diluted prior
to pipetting the sample inte the sample well (see Manual
Dilution Protocol).

Refer to the SAMPLE COLLECTION AND PREPARATION FOR

ANALYSIS section in this package insart.

EXPECTED VALUES

The suggested normal range for AxSYM Prolactin is 3.24-

29.12 ng/mL. This range represents the prolactin values obtained

by testing serum specimens from 256 apparently healthy

individuals. These results are provided in the following table.

Prolactin Value (ng/mL)

n Mean Range
Males 130 7.93 3.28-19.68
Females 126 9.72 3.24-29.12

It is recommended that each laboratory establish its own normal
range.

SPECIFIC PERFORMANCE CHARACTERISTICS
PRECISION

Precision was determined as described in Mational Committee
for Clinical Laboratory Standards (NCCLS) protocol EP5-T2.'8 A
three member buffered protein based panel was assayed, using
a single lot of reagents, in replicates of 2 at two separate times
per day for twenty days. Data from this study are summarized in
the following tables.

PANEL MEMBER 1

Mosn
Conc. Vil “waatin Run Batwann Fun Hotaeen Day Total An
Walrirgnl il 0 OV B CvW D DV 8D CVEN
1 ax "0 -Z I ¥ T Y-~ FO P TR N E AT TR+ S F
: T B 026 AN 016 2O 0N AF 048 62
3 B4 B0 005 413 023 IR 0064 DA 047 493
% B35 B0 02 33 018 18 0N 28] 040 aET
PANEL MEMBER 2
Mean
Cone. Vnlas Vit Fun Eatwaan Hun Btmann Day Tatal Au
Ptruset  (agimly A 50  Cwwp S0 ¥\ S0 CWW S0 OWN)
1 205 # 085 319 03 168 02 08 ote 14
2 Wi o 067 3s8 000 000 oae  am
3 e = om L) LEL 138 L1 woo e A58
4 1098 ® 08 315 055 27 000 OO0 078 380
PANEL MEMBER 3
Muan
Cane. Vaks Within Fun Hatween Fun Batwes Moy Total Bun
Insumant (il n 50 Vi S0 VN = '\ = TN
1 4zza B0 18 1M o000 090 O a2 1o 4
2 968 L] (A1) a0 oo 000 155 m 103 488
3 aes B0 137 328 oA 100 DaE W7 NS0 350
4 083 B0 20 mEd 0BG 23 000 OO0 156 368
RECOVERY

Known concentrations of prolactin were added 10 5 human serum
samples. The concentration of prolactin was determined using
the AxSYM Prolactin assay and the resulting percent recovery
was calculated,

Endogenous Prolactin Value

Level Added Obtained Percent (%)
Sample (ng/mL) (ng/mL) (ng/mL)  Recovery*

1 2.74 7.15 a.82 85

2 9.90 40.02 50.25 101

3 20.53 79.19 104.35 106

4 17.45 92.16 97.41 87

5 108.28 42.11 145.44 g8
Average Percent Recovery: 95.4%
* Rcovary = Prolactn Value m::::b:‘i:“ﬂ:: i::;immi::\ Level (ngimL) x 100
SENSITIVITY

The sensitivity of the AxSYM Prolactin Assay was calculated to
be 0.6 ng/mL (n = 48 runs in replicates of 10). This sensitivity
is defined as the concentration at 2 standard deviations from
the Prolactin Calibrator A (D ng/mL) and represents the lowest
measurable concentration of prolactin that can be distinguished
from zero.

SPECIFICITY

Serum specimens containing 4-7 ng/mL of prolactin were
supplemented with follicle stimulating hermone (FSH), human
chorionic gonadotropin (hCG), human growth hormone (hGH),
human placental lactogen (hPL), luteinizing hormone (LH), or
thyroid stimulating hormaone (TSH) at specific levels. The results
are stated in the following table.

Potential Concentration Mean
Cross Reactant Tested Cross Reactivity(%)

FSH 5,000 miu/mL ND
hCG 100.000 miu/mL ND
hGH 1.000 ng/mL <1.71
hPL 100.000 ng/mL < 7x10?
LH 5,000 miu/mL ND
TSH 20,000 piufmL ND

ND = Mane Detectable.

INTERFERENCE

The AXSYM Prolactin assay demonstrated the stated interference
in the presence of the following at 13-68 ng/mL of prolactin:

= Bilirubin -

= Hemoglobin

<11% interference at 20 mg/dL
<10% interference at 750 mg/dL

* Triglycerides <10% interference at 1000 mg/dL
ACCURACY BY CORRELATION

The AxSYM Prolactin assay was compared to the ARCHITECT®

Prolactin assay. The results of the specimen testing are shown
in the following table

Number of Carrelation

Manufacturer  Observations Intercept Slope Coefficient

Abbott AxSYM
Prolactin

Vs,

Abbott

ARCHITECT
Prolactin

223 -0.05 0.96 0.997

In this evaluation. serum samples tested ranged from 2.81 to

397.20 ng/mL by AxSYM Prolactin. The correlation was evaluated

by Passing-Bablok Linear Regression, a linear regression method

with no special assumptions regarding the distribution of the

samples and the measurement errors. 23
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130120110007  Peliklinika "Organdziski" |#278 [/3.0em MI0.79/13-01-2011
PCOSY OB EC4-8IS! Gen TIb0.7|16:11:11

EDISON

13-01-2011-0007  Poliklinika "Organdziski" |[#511 [/3.0em MI0.79|13-01-2011
PCOSY OB EC4-8IS! Gen TIb0.7|16:10:58

EDISON

Cnuka 27. NMonnuucTnyeH jajHuK Ha ynTpasByk co 15 aHTpanHu onmkynm

Figure 27. Ultrasound of polycystic ovary with 15 primary follicles
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130120110007  Poliklinika "Organdziski" |#255 [3.0cm MI0.79|13-01-2011
PCOSY OB EC48I1S] Gen TIbD.7|[16:11:33

MEDISOMN

Cnuka 28. JleB n geceH osapuym npn PCOS
Figure 28. Left and right ovary at PCOS

26-03-2011-0002 Poliklinika "Organdziski" |#153 [16.0cm MI0.72|26-03-2011
OB EC4-91S|/ Gen TIb0.5|10:00:46
[2D] G65 { 95dB
FAS { P90

MEDISOMN

* PG D

Cnuka 29. [eceH osapuym npmn PCOS co egeH Boaeyku onukyn
Figure 29. Right ovary at PCOS with leading follicle
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MEDISON

ZPG: 0

-NZE-DB-ZD'I'I-DDDZ Poliklinika "Organdziski" |#128 [6.0em MI0.72|26-03-2011

MEDISO OB EC4-91S! Gen TIb0.5|10:01:23

[?D] GB5 } 95dB
FAS / P90

*PG: 0

Cnuka 30. Bneyatnue neB nonmumncTUCTUYeEH jajHnk npy PCOS

Figure 30. Impressive left polycystic ovary at PCOS
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R 26-03-2011-0002 Poliklinika "Organdziski" |#256 [6.0em MI0.72|26-03-2011

OB EC4-81S| Gen Tlb0.5|10:02:26

[ZD] GB5 / 95dB [2D] GB5 / 95dB
FAS { P90 FA3 J P30

* PG 0

Cnuka 31. NonnuyuctnyeH jajHuk Bo ABa npeceka co 20 aHTpanHu onunkynm

Figure 31. Polycystic ovary in two sections with 20 primary follicles
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