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JIucra co HajuecTo ynorpeOyBaHU KPaTeHKH:

sFIt-1 - fms-like tyrosine kinase 1

VEGF — Backymnapen enpoTenujaieH (GakTop Ha pacT
PLGF - mnauenrapen ¢akTop Ha pact

ADMA -acumeTpudeH TUMETHIAPTUHIH

THAZ2 — tpombokcan A2

HELLP cunapom — Hemolysis, Elevated Liver enzymes and Low Platelets
PAPP-A - mma3ma npoTtenH A acommpan co OpeMeHocTa
ACT - Acnaprar TpaHcaMHHa3a

AJIT - ananvH TpaHcaMuHa3a

JIAX - JlakTaT nexunporeHasa

CTII — cpenHO Temka opMa MpeeKIaMIicHja

TII - Temka popma npeexyiamIicuja

IIPII — I peakTuBeH IPOTEUH

[T — npoxaJIuTOHUH

CALC-1 - nonunentun anda-1

KT — kanmuroHnun

NT-PCT - N-trepmunanes ITLT

KCT — karakaJiuToHuH

CGRP - reHor Ha KaJIIUTOHUH

TH® o — TymMOp HekpoTH3upauku (hakrop anda

tmTNF - TpancMemOpaHcky npoTenH Tair 11

TACE - TH® anda koHBepTUPAYKK €H3UM

STNF - pactBopnmsa popma THD

TNFR1 - penentopor 1 Ha $pakTOPOT HA TYMOPCKa HEKPO3a
TNFR2 - perienrtoport 2 Ha (hakTOpOT Ha TYMOPCKa HEKpO3a

KI'PX — Kontponmna rTpyma 3ApaBH NalMEHTKH CO PH3UK Ja pa3BHjaT XUOEpTeH3Wja (IMYHA U
(ammnjapHa aHaMHe3a 3a XUIIEPTEH31ja) KaKo PU3UK (aKkTop 3a MOXKEH paliBoj Ha NMpeeKIaMIICH]a.

KTI" — KonTposnHa rpymna

ALIM — arteria cerebri media
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A6cTpakKT

1. Bosexn

[Ipeexnamriicujata € yHUKaTHa XUIIEPTEH3MBHA COCTOj0a KOja ce jaByBa caMoO BO
Opemenocra. Ce manudecTupa kaj Majkata U QeTycor u Tro adeKkTupa CKOpo CEKOj
OpraH oJ1 MajuuHOTO TeNo. MHIMACHIIaTa Ha XUIIEPTEH3UBHUTE HapyIyBama € 6-9% oj

OpeMeHOCTHTe, a MHITUSHIIaTa Ha TIpeekiamicujata e 5-7%.

Kako Haj3acTpamryBayka KOMIUIMKallMja BO OpeMEHOCTa, IpekjamIcujara

MpeTCTaByBa BOJACUKA IIpUYHHA 3a Maj‘lI/IHI/IOT MOp6I/II[I/ITeT H MOPTAJIUTCT.

HajTemkata u  HajHemocakyBaHa  KOMIUIMKalMja € Tporpecuja Ha
MpeekyIaMIicijata BO ekiamiicuja. Exnmammcujata € XKHMBOTHO3arpo3yBadka COCTOjOa
KaJe ce jaByBaaT KOHBYJI3UHM acOLMpaHU CO IiepeOpanmHa xemoparmja. Moxke pa ce
pazBue u HELLP cuHgpom koj ce cocToM Ol XeMOJIM3a, 3rOJIEMCHH MOBEKEKPATHO
XernaTaJlHd €H3MMH U TpPOMOOLMTONEHMja. 3apalu CEpUO3HO3HOCTAa Ha cOCTojbOara,

HEOIXO/THO € HaBpeMEHa U Mpelr3Ha J1jarHo3a.
2. Etnosoruja Ha npeekJamIcuja

ETtunonorujata ocranyBa Hemo3Harta. IlocTojaT moBeke T€OpHH, HO MOBEKETO HE

ro u3apikaa TeCTOT HAa BPEMCTO.

Bo crynujara ce aHanusupa MHQIAMaTOPHUOT OATOBOP Kaj MpeeKIaMIicHjaTa.
CkpuHUTOT cO OMoMapkepuTe ce epTUHU U CUTYPHU METO/M 3a JMjarHo3a Ha cOoCcTojou
KOM MOJKaT Ja OuJar >KMBOTHO3aKaHYBa4yKH, a OBO3MOXKYBaaT CHUTypHA AMjarHO3a JTypH

" BO ACJIOBU CO OIPpaHUYCHU PECYPCH U UCKYCTBO.

Cryaujata tu ciopeaysa Bpeanoctute Ha [PII, TILT u TH®o kaj mamueHTKH
co paznmuyHa QopmMa Ha TpeeKIaMIiCHja CcO BPETHOCTUTE Ha OBUE HH(]IaMATOPHU

napaMeTpH Kaj 37paBu TPYAHULIH.
3. MotuB 3a ctyaujata

IIpeamer Ha uctpaxyBame € oxapenyBame Ha BpenHocture Ha LIPII, ITHT nu
TH®o xako wuH(IaMaTopHu OWOMapKepu 3a MpEAUKIHMja Ha TMpeeKIaMIiCHja Kaj

MAlMeHTKH CO CpelHa W Temka ¢opma Ha TpeekIaMIichja W Kaj MalueHTKH O0e3



CUMIITOMH 32 MPEeeKIaMIICH]ja KaKo KOHTPOJIHH TPYIU KOM ce nperieayBaaT Bo Onaenor
3a  AMOYJIaHTHO TIOJUKJIMHHMYKA JCJHOCT KaKO pPEIOBHM KOHTpoau Ha J3Y

YHHUBep3UTETCKA KIIMHUKA 32 THHEKOJIOTH]ja M aKyIIEPCTBO.
4. lleu Ha HCTPAKYBAKHETO
IIpumapna nen e:

- Jla ce ogpenu npeauktuBHata BpeaHoct Ha L[PII, ITIT u TH® o 3a mojaBa Ha
CpEeIHO TeIIKa U TemKa opMa Ha MpeeKIaMIICHja Kaj OpeMEHHU KEeHH BO BTOP U
TPET TPUMECTAp.

CGKYHI[apHI/I noeian Ce:

- Jla ce ogpenat Bpeanoctute Ha L[PIl kaj mamueHTKH co CpeqHO Telika U

Temika ¢popMa Ha MpeeKIamIICcHja.

- Jla ce ogpenar Bpeanoctute Ha I[ILT kaj manueHTKH cO CpenHO TEIIKa U

Temika opMa Ha mpeekIamIcuja

- Jla ce oapenar Bpeanoctute Ha TH®a kaj mManuMeHTKH CO CPEIHO TEIlIKa U

Temka popMa Ha MpeekIamIcHja
- Jla ce yrBpau kopenauujata Ha BpeaHocture Ha LPIL, IIHT u TH®a co

TeKWHATa Ha KIIMHUYKATa CIIMKA Ha MpeeKJIaMIICHjaTa.

- Ja ce Boeenmat LIPII, IIIT u TH®a kako necHO AocTamHu HH(IaMaTOPHU

napaMeTpH 3a 110jaBa Ha MpeeKIaMIICHja.

5. Xumnoresa

- Kaj cpenno temkara u Temkara ¢popma Ha MpeekIamIIcHja MMOCTOU 3roJIeMyBamke Ha

BpeaHoCcTHTE Ha nH(amatopaute omomapkepu kako LIPIL, ITIT u TH®a.

- BpenHnoctutre Ha OmomapkepuTe KOJIepUpa CO TEKHMHATa Ha KIMHUYKaTa ClIMKa Ha

IpeeKIaMIicujaTa.



6. Matepujaa u MeToaH

Crynujata e crpoBelieHa Ha YHHBEP3UTETCKAaTa KIMHHKA 332 THMHEKOJIOTHja U
akymepcTBo, Ha Omumenor 3a [lpeeknamricuja, MHTpayTepuH 3acTOj BO pacTOT H
mpenBpeMeHo TopoayBamke BO mepuoa onx 18 mecenm on 01.10.2022-01.04.2024

roguHa.

On xoCHHMTANIM3UPaHUTE MAIMEHTKH CO NpEeeKIIaMIICHja JOOMeHa € TeCT rpyra
Koja Oerlie mojiesieHa BO JIB€ MOATPYIIH:

[ Tect rpyna:

- la—50 manuenTKu co cpenHo Teuika (opMa Ha mpeeKIamIcHja

- 16 -50 mammentku co Temika popma Ha mpeeKIaMIicHja

KonTponnara rpyna ondatu 100 nmanueHTKd co HOpMaliHa OpeMeHOCT BO BTOPUOT U

TPECTHOT TpUMECTAp OO 6peM€HOCTa. KOHTpOHHaTa I'pyna Oerre noaci€Ha Ha ABC

IOATPYIIN:
Il Kontponna rpyma:

- 1T a 50 3mpaBu manueHTKH BO BTOP U TPET TpUMECTap Ha OpeMeHocTa
- 11 6 50 3apaBu MaMEHTKH CO PU3HK Jla pa3BHjaT XHUIIEpPTEH3H]ja — (CO JMYHA W
damuHjapHa aHAMHE3a 3a XMIIEPTEH3H]ja) Kako PU3UK (DaKToOp 3a MOXEH Pa3Boj

Ha TpeeKIaMIICHja.
Metoau

JlaGoparopucku Mmepema- Ce konekinuoHupa 7 ml BeHCka KpB of] KyOuTaiaHa
BEHa TOJIeJieHa BO TPU EMpYBETH, Koja ce IEeHTpUu]yrupa Ha +4°C 3a Bpeme on 10

MUHYTH.

OnpenyBame Ha KoHIeHTparjata Ha BC IIPIT € co MMyHOTYpOMIMMETpHCKa
MeTofa Ha 522nm, Ha Owoxemucku anaiamsarop Cobas Integra 400 plus, Roshe

Diagnostic, Germany.

OnpenyBame Ha KOHIIEHTpAIlMjaTa Ha MPOKAIIUTOHWH — MIMYHOAHAIN3aTa 3a UH

BUTPO KBAaHTUTAaTUBHO onpenenyBamwe Ha [IL[T BO yoBedykmoT cepyMm M 1uiazmara ce
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m3BenyBa co Elecsys BRAHMS PCT u uctoro MoXe a ce KOpUCTH 3a Ja MMOMOTHE BO
pPaHOTO OTKPHWBAWkE HAa KIMHUYKH DPEJIEBAaHTHH OakTepucku WHpekruu. Meromara 3a
kBaHTUTaTUBHO onpenyBame Ha 1T e enexrpoxemunymunucuenuyja “ ECLIA” e Ha

Elecsys-cobas e umyHoanamuzarop.

Konnenrpanujata Ha TH®o ce ananusuparie co komepiyjaieH KuT Ha Luminex
wiargopma. OBaa TEXHOIOIHja OBO3MOXKYBa Op30 M MCKIYYUTEIHO HNPELUU3HO MEPEHE
Ha KOHIIEHTpalyjaTa Ha HUTOKUHU CO KOPUCTEHE Ha CIIELUjalIHu MUKpochepru 000eHH

co uH(parpeena dayopecueHTHa 60ja.

Bpennoctute na [PIT u IILT oxpeneHu ce Ha YHUBEpP3UTETCKAaTa KIMHUKA 32
I'muekonoruja u AkymepcTBo, a Bpennocta Ha TH® o na Mactutyrot 3a UmyHonoruja

1 XyMaHa TeHeTrKa nmpu MenuiuackuoT pakynret- Ckorje

CuTe ydecHHIIM BO OBaa CTyayja nornumaa Gopmyiap 3a mHGpOpMUpaHa COrJIaCHOCT.

7. Pesyararu

AHanu3upanu ce o0paborenu pesynaratd o 200 HCIUTAHWUYKH, MAIUCHTKU
xocnutanu3upanu Ha J3Y YuuBepsurercka KiMHHKa 32 THHEKOJIOTHja U aKyIIEPCTBO
Bo Ckomje Ha OIJENOT 3a MpeeKIaMIiChja, HMHTpPAyTEepPUH 3acTO0j BO pacToT U

MpeIBpeMEHH MOPOyBama co paboTHa nujarHosa npeeknammcuja (I1E).

3a p<0.0001 ce moTBpAM BKyIHa CTaTUCTHUYKA CUTHU(UKAHTHA paszivka Mery
rpynute Bo ofHoc Ha BpenHoctute Ha L[PII, koja ce MOMKM Ha 3HAUYUTIIHO TOBHUCOK
IIPII Bo rpymara co Temika ¢popma Ha MpeeKJIaMIICHja BO OJJHOC Ha KOHTPOJIHATA rpyra
CO PU3HK 3a XUIIepTeH3Hja (Co JInyHa U (paMuiIMjapHa aHaMHe3a 3a XUIEPTEH3M]ja) KaKo
pm3uK akTop 3a MoxkeH pa3Boj Ha mpeeknamrcuja (p=0.000006) u rpymara 3apaBu
nareHTku (P=0.00006), kako u 3HauutenHo nosucok I[PIT Bo rpymara co cpemHa
Temka (¢opmMa Ha TpeeKIaMICHja BO OJHOC Ha KOHTPOJHATA Tpyla CO PU3HK 3a
XunepreHsuja (co iuyHa W (aMuIMjapHa aHaMHe3a 3a XUIEepTeH3Hja) KaKo PHU3HK

(axTop 3a MOKEH pa3Boj Ha npeekaamiicuja (p=0.0346).
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3ronemeno HuBO I[PII wmmaa HajuecTo mnamueHTKHTE cO Temika QopMa Ha
npeeknamiicuja  (86%), cleqeHo CcO TMAlUEHTKUTE CO CpelHO Temika Qopma
npeekiamicuja (72%), 3apaBuTe MAIMEHTKU CO PU3UK 3a XWIIEpPTEH3Wja (CO JIMYHA U
dbamMunmjapHa aHaMHe3a 3a XHIIEPTEH3Wja) Kako pU3HMK (DaKToOp 3a MOXKEH pa3BOj Ha
npeexinamiicuja (46%) u 3apaBute nauueHtku (44%), co craTucTUUKa CUrHU(UAKHTHA

pasnuka mefy rpymure, oa p=0.000007).

[To mopoayBameTo, MalMEHTKUTE CO Temka (opMa Ha IpeeKIaMIICHja HMaa
moBucokn BpemaHocTH Ha [Pl ox mammeHTKWTE CO CpeaHo Temka ¢opMa Ha
npeeKIaMIichja, HO 0e3 CTaTUCTHYKH MOTBpIeHa curHudukantaoct (median 15.5 vs 9.7

mg/L, p=0.06).

3a p<0.0001 ce mOTBpAM BKyIHAa CTaTHCTUYKA CHUTHHU(HKAHTHA pa3IHKa BO
koHueHrpauujara Ha III[T wmery rpymurte. PoSt-hoc amanmszara 3a meryrpymnHa
KOMITapalyja Mmokaxa Jieka 0Baa BKYIHAa CUTHU(HKAHTHOCT C€ JOJDKH Ha 3HAYUTEITHO
MOBUCOK TPOKAIIUTOHUH Kaj MAINUEHTKUTE CO TelKa (Gopma Ha MpeeKIamIicHja BO
OJTHOC Ha TMaIlMeHTKUTEe cO cpeaHo Temka mnpeekiaamicuja (P=0.0016), 3apaBute
NAlMeHTKH CO PU3MK 3a XMIepTeH3uja (co JuuHa W (amMuidjapHa aHaMHe3a 3a
XHUIIEPTEH3M]ja) KaKo PHU3UK (aKTOp 32 MOXEH pa3BOj Ha IpeeKJaMIICHja U 3]IpaBUTE
narnmeHTkn (P<0.0001), xako M 3HAYUTETHO TOBUCOK Kaj MAIMEHTKUTE CO CPEIHO
Temka (GopMa Ha TpeeKIaMIiCHja BO OJHOC Ha 3[paBUTE TAIMEHTKH CO PU3HK 3a
XHUIepTeH3rja (co JauyHa M QaMuiIMjapHa aHaMHe3a 3a XUIEepPTeH3Hja) KaKo PHU3HMK
dakrop 3a MoxkeH pa3Boj Ha mpeekinamicuja (p=0.006) u 3apaBUTE MAMEHTKU

(p=0.0019).

3a p<0.0001 ce moTBpaM cTaTUCTHYKa CUTHH(HUKAaHTHA pa3nuka mery rpynute TII,

CTII, KI'PX u KI" BO 01HOC Ha 3a4€CTEHOCT Ha 3rOJIEMEHO HUBO Ha MPOKAJIIIUTOHMH.

Bpennoctu Ha npokaniuronun mosucoku ox 0.04ng/ml 6ea peructpupanu kaj 96%
MalUeHTKU co Temka (opma Ha mpeekiamiicrja, 60% MallMeHTKH CO CPEIHO TeITKa
¢dopma Ha mpeeknamrcuja, 30% 3apaBU MAIMEHTKU CO PU3UK 3a XHUIEpTEH3Hja (co
auyHa M (amMwIMjapHa aHaMHe3a 3a XUIEPTeH3Mja) KaKo PH3UK (akTop 3a MOXKEH

pa3Boj Ha npeekyiamIicuja u 26% Kaj 31paBu MalUEHTKH.
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[To mopoayBame marueHTKUTe co Telka (hopmMa Ha MpeeKIaMIchja BO OpeMeHoCTa,
UMaa CUTHU(HMKAHTHO MOBHUCOK NMPOKAIIUTOHMH OJl MAIlMEHTKUTE CO CPEJHO TEIIKa
¢dopma Ha npeeknammcuja (P=0.0009).

[TanmenTKkUTE CO Temka (opMa Ha MpeeKIaMICHja UMaa CUTHU(UKAHTHO MOYECTO
MOBHCOK NMPOKAILIUTOHHH I10 TIOPOyBAaETO OJ] HAlMEHTKUTE CO CPEIHO TelKa Gopma

Ha nipeekinamicuja (50%vs26%,p=0.013).

3a p=0.0002 ce moTBpaM BKYyNMHA CTAaTHCTHYKAa CUTHH(UKAHTHA pasjiika Mery
rpynute Bo ogHOC Ha BpenHoctute Ha TH®Dq, Koja ce 1omKM HA 3HAUYUTEITHO MTOBUCOKU
BPEIHOCTH BO TPYIHUTE CO Telika Gopma Ha MpEeeKIaMIICHja, CO CPEIHO Temka (Gopma
Ha MpeeKJIaMIICHja U CO PU3UK 3a XUIIEpPTeH3H]ja (Co TU4Ha U paMuiiMjapHa aHaMHe3a 3a
XUMEepPTEeH31]ja) KaKo pU3UK (akTop 3a MOXKEH Pa3BOj Ha IMpeeKIaMIiCHja BO OJHOC Ha

KOHTpoJiHaTa rpyna 3apasu naiuertku (P=0.00094, p=0.00065 u p=0.025, cooaBeTHO).

ITo mopoayBame Kako ¥ Mpe;] MOpoIyBambe, MAIHEHTKUTE CO TEIIKa U CPETHO TeIKa
(dbopMa Ha TIpeeKIIaMIICHja HE Ce pasliIkyBaa CUTHU()DHUKAHTHO BO OJIHOC HA BPETHOCTUTE

Ha TyMOp HEeKpoTH3upaykuoT (akrop anda (median 1.07 vs 1.21 pg/ml, p=0.72).

8.Iuckycuja

Bo oBaa crymuja ce eBanyupamie UHQPIAMATOPHUOT  OJTOBOP  Kaj
IpeeKIaMIICHjaTa KaKo MOYKEH Tpurep ¢pakTop 3a IojaBa Ha IpeeKsiaMcHja U MOKHOCTa

Ha ynotpeba Ha HH(IAMaTOPHU MapKepH 3a JAMjarHo3a Ha MpeeKIaMIicHja.

3a mpBHaT BO HallaTa CpeaudHa c€ aHaJu3upa KIMHUYKaTta ynorpba Ha
uHpnamatopau mapkepu (LIPII, ITLT u TH®a) kako HOBH GHOMapKepu cO KOM MOXKe
Jla ce Jopas3jacHaT KIMHUYKUTE IWJIEMH BO MpEAMKIHMja, AMjarHo3a U TPEeTMaH Ha

IpeeKIaMIicHjaTa.

3ronemeno HuBo I[[PIl mmaa HajuecTo manuMeHTKUTE cO Tewka (opma Ha
npeeknamiicuja  (86%), claeAeHO C€O MAIMEHTKUTE CO CpeaHo Temka QopMma
npeekiamicuja (72%), 3apaBuTe NAMEHTKU CO PU3MK 3a XWUIIEpTEH3Wja (CO JIMYHA U
¢damunujapHa aHaMHE3a 3a XUIEPTEH3HMja) Kako PHU3UK (akTop 3a MOXKEH pa3Boj Ha

npeexinamiicuja (46%) u 3apaBute nauueHTku (44%).
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3ayecteHocra Ha 3roiemeH [IPII mo mopoayBameTo HE ce€ pas3jIMKyBalle
CUTHU(GHUKAHTHO Mery MaIMeHTKUTE CO TelmKa W CpedHo Temka ¢opMma Ha
npeekiamicuja (76% vs 78%, p=0.812). Toa ce objacHyBa CO TOa IITO Kaj HajroJieM
Opoj Ha MalMEeHTKH CO MPeeKIaMIICHja HH(IaMaTOPHUOT OJrOBOP HA MpeeKIaMIichjaTa
MPOJIOJDKYBA M BO IyEpPIIEPATHUOT MIEPUOJT, a ¥ parambeTo 3aBpUICHO CO LAPCKH Pe3 T

3aJip>KyBa MOBUCOKU MH(MIAMAaTOPHUTE MapKEPH.

[ToBuCOKM BpeOHOCTM Ha MPOKAIIUTOHUH Oea peructpupaHu kaj 96%
MAIMEeHTKH co Temka (opma Ha mpeexiamiicja, 60% MalMEeHTKA CO CPEIHO TeIIKa
dbopma Ha mpeexmamiicuja, 30% 3ApaBH TAIMEHTKH CO PU3MK 3a XHIIEPTCH3HUja (CO
nu4Ha W (daMuiIrjapHa aHaMHe3a 3a XUIIEPTeH3Uja) KaKo pU3HMK (akTop 3a MOKEH
pa3Boj Ha mpeeksiamIiicuja u 26% 3apaBu manueHTku. [lanmentkure co temika Gopma Ha
MPECKIIAMIICH]ja CUTHU(UKAHTHO IMOYECTO O] MAIMSHTKUTE CO CPEIHO TeIiKa ¢opmMa Ha

IpeeKJIaMIICHja 1o MOPOAYBAakETO HMaa BUCOK mpokanutonut (50% vs 26%,p=0.013).

3a p=0.0002 ce moTBpAM BKyIHA CTAaTUCTHYKAa CHTHU(HKAHTHA pa3jinKa Mery
rpynute BO ogHOC Ha BpenHoctute Ha TH®Dq, Koja ce JomKM Ha 3HAUYUTEITHO MTOBHCOKU
BPEIHOCTH BO TPYyMUTE cO Temka (opMa Ha MmpeekamIicuja, O CpeIHo Telka dpopma
Ha IpeeKIaMIIChja U CO PU3MK 3a XUIEepTeH3Hja (co IMYHa U (paMuiIMjapHa aHaMHe3a 3a
XUIEpPTEeH31ja) KaKo PU3MK (PaKTop 3a MOKEH pa3BOj Ha IMpPEEKIaMIICHja BO OJHOC Ha

KOHTpoJHaTa rpyna 3apasu maiuertku (P=0.00094, p=0.00065 u p=0.025, cooaBeTHO).

[To mopomyBameTo, Kako W Tpea MOPOAYBAKETO, MAIMEHTKUTE CO TEeIIKa U
cpenHo Temnika (opMa Ha MpeeKIaMIiCHja He Ce pa3liIkyBaa CUTHU(HKAHTHO BO OJTHOC Ha

Bpennoctute Ha TH®a (median 1.07 vs 1.21, p=0.72).
9. 3akay4ok

- IlpBmat ce BoBenyBaar uH(piaamatopHure Oumomapkepu LIPIT, ITHT u TH®o Bo

,Z[I/IjaFHOBaTa " TPCTMAaHOT Ha HpCCKHaMHCI/IjaTa.

- KBantuTaBHOTO 0JipeyBame Ha cepyMckara koHuenTpauuja Ha LIPIL, [TLT u TH®ao e

Op30, TOBEPJIUBO, TPUMEHINBO BO aMOYITAHTCKH U OOJTHUYKH YCIIOBH.
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- Bpennocture Ha undramaTopHuTe OMOMapkepu Oea MOHHMCKH Kaj CPEJHO TelIKaTa
dbopMa Ha mpeekiamIcHja, co cropenda co Temkara ¢opma, WITO IO MOTBPIyBa

WHTEH3UTETOT Ha HHQIAMATOPHUOT OJITOBOP Kaj MpeeKIaMIICHjaTa.

- Bpemenure xeHu co Temka (opma MpeeKIaMIiCHja MMaa MOBUCOKH BPEIHOCTH Ha
IPIT u IIHT u TH®o ox nmauueHTKUTE OJ KOHTPOJIHUTE I'PYNU U NALUEHTKUTE CO

cpenHo Tenika ¢popMa npeekyiaMIcHja.

- 3ronemenute Bpegnoctu Ha [TIT, T[T u TH®a kaj manueHTKUTE CO MpeeKIaMIICHja
ce BO CHUTHH()MKaHTHAa KOpelalMja CO CTaHAapIHUOT MPOTOKOJI 3a JWjarHo3a Ha

MIpeeKIaMIICH]a.

- IInomrrunara nmoa ROC kpuara AUC (Area Under the Curve) 3a LIPII ykaxxyBa aexa
OBOj Mapkep HMMa Jo0pa IUCKPUMHUHATOPCKA CHOCOOHOCT BO pa3rpaHUuYyBame Ha
MAIMEHTKHU co 1 0e3 Temka opMa Ha MpeeKIaMIICHja.

- [Inomrrunara mox ROC kpusara AUC (Area Under the Curve) 3a mpoKaJlIUTOHUHOT
yKakyBa Jieka OBOj MapKep MMa MHOry no0pa IUCKPHUMHHATOPCKAa CIIOCOOHOCT BO
pasrpaHuvyBamke Ha MAIIMEHTKH CO U 0€3 Telka ¢popMa Ha MpeeKIaMIICH]a.

- Ilnmomrrunata monm ROC kpuBara AUC (Area Under the Curve) 3a Tymop
HEKpOTH3MPAYKUOT (akTOp o yKaxyBa JeKka OBOj Mapkep uMa jao0pa
JUCKPUMHHATOPCKA CIIOCOOHOCT BO pasTpaHHUyBam-€ Ha MAlMEHTKH CO M 0€3 CpeaHo
Temka ¢popMa Ha MpeekIamIcHja.

- MHWcroBpemenoro xopucrete ©Ha [IPII, TIHT w TH®o He ja 3romemysa
JTUCKPUMHHATOPCKA CIIOCOOHOCT BO Pa3rpaHUYyBamkE€ Ha MAlMEHTKH cO M 0e3 Telka

¢dbopma Ha npeeKIaMIIcHja.

- Jlo6uenute cut off BpenHoCTH Ha aHATM3UPAHUTE IUjarHOCTHYKU MapKepH 3a CPEIHO
Temka Gpopma Ha npeekyamicuja usHecynaa: 5.95 3a LIPII, co censutuBHOCT 07 66% U
cneruduaHocT 011 66%; 0.035 3a I1T, co censutuBHOCT 011 74% ¥ CHCITUPUIHOCT O]

62%;1.0726 3a TH®aq, co cenzutuBHOCT 011 68% 1 crierupuarocT 071 70%.

- Jlobuenute cut off BpeqHOCTH Ha aHAIM3UpPAHHUTE TUjarHOCTUYKH MapKepH 3a TEIlKa
dopma Ha mpeekiamrcuja usHecyBaa: 7.65 3a LPII, co censutuBHOCT on 74% wu
cneuupuynoct o 76%; 0.065 3a LT, co censutuBHOCT 01 82% U crieU(UIHOCT OA

82%;1.049 3a TH®aq, co cersutuBHOCT 011 62% U cnerupuanoct o 40%.

15



- HepI/IHapTaJ'IHI/ITC KOMIIIIMKAalIu 1 Oea mo3acTamaHu Kaj MMalMMCHTKUTE CO

MIpEeeKIaMIICH]a, OTKOJIKY Kaj MallUeHTKUTE O]l KOHTPOJIHUTE TPYIIH.

- HOBopoz[qumLaTa Kaj KOHTpOJIHAaTa rpymna nuMaa I0roj€mMa TCEJICCHa TCXKHWHA BO

criopeada co HOBOPOACHUYMIbATA OJ1 MAIIMEHTKUTE CO MPEeKIaMIICH]a.

- I'pynara co TII gerexrupalie 3Ha4UTEIHO ITOHU3OK aNrap CKOp HaCIPOTH OCTAHATUTE

IpyIu.

- [IpenaTonomky ¥ MaToJOMIKA ala00a3eH CTaTyC UMaa caMO HOBOPOJCHUUIbATA O/
TpyNUTE MajKd €O MpeeKjamIicuja, mpemnaroiomku kaj 44% u 48%, cooaBeTHO
HOBOPOJIEHYHMIba O] M3jKH CO CpPEAHO TellKa MU Temka (Gopma Ha IpeeKlIaMIICHja,
natonomku kaj 4% u 24%, coOOABETHO HOBOPOJEHYHIbA OJ MajKU CO CPEIHO TEIIKa U

Temka (opMa Ha IpeeKIaMIICHja.
- Heonaramuuor ucxon e mosomnr kaj HoBopoaeHunmara co TII u CTII.

JloGueHuTe pe3yiTatd ce KOMHATHOWIHH CO MOJATOLUTE OJ JIMUTepaTrypara BO
ceeroT. Madnamaropuure napamerpu LPII, ITIT u TH® o moxar na ce mpumeHat Bo
CEKOJIHEBHATA KJIIMHMYKA pabdoTa BO MPEIUKIMja M JIMJarHOCTHKA Ha TPEeKIaMIICH]a.
Co mnomoOpyBame Ha HaBpeMeHaTa [HMjarHOCTHKAa ce IM0J00pyBa MajuMHHOT H
HEOHATaJTHUOT Mopouaurer. OBUEe MeToau Tpeda Ja ce MMIUIEMEHTHpaaT Kako Jo0pa
KJIMHUYKA Mpakca W Ja Ble3aT BO aJrOPUTMOT 32 MEHAIMEHT Ha MallUeHTKUTE CO

MIpeeKIaMIICH]a.

Hcro Taka, ce HameBam Jieka JTOCTUTHYBamaTa Ol CTy/MjaTa K€ Ce UCTaKHAT BO

CTpYYHM CIIUCAHHU]a U aJIeKBATHU 3]IpY>KEHH]a.
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Abstract

1. Introduction

Preeclampsia is a unique hypertensive condition that occurs only in pregnancy.
It manifests itself in both the mother and fetus and affects almost every organ of the
maternal body. The incidence of hypertensive disorders is 6-9% of pregnancies, and the

incidence of preeclampsia is 5-7%.

As the most feared complication of pregnancy, preeclampsia is a leading cause

of maternal morbidity and mortality.

The most serious and undesirable complication is the progression of
preeclampsia to eclampsia. Eclampsia is a life-threatening condition in which
convulsions associated with cerebral hemorrhage occur. HELLP syndrome, which
consists of hemolysis, multiple elevated liver enzymes, and thrombocytopenia, may also
develop. Due to the seriousness of the condition, timely and accurate diagnosis is

necessary.
2. Etiology of preeclampsia

The etiology remains unknown. There are several theories, but most have not

stood the test of time.

The study analyzed the inflammatory response in preeclampsia. Screening with
biomarkers is a cheap and reliable method that can be life-threatening even in areas with

limited resources and experience.

The values of CRP, PCT and TNFa in patients with different forms of
preeclampsia are compared with the values of these inflammatory parameters in healthy

pregnant women.
3. Motive for the study

The subject of the research is the determination of the values of CRP, PCT and

TNFa as inflammatory biomarkers for the prediction of preeclampsia in patients with
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moderate and severe forms of preeclampsia and in patients without symptoms of
preeclampsia as a control group who are examined in the Department of Outpatient
Polyclinic Activity as regular controls of the PHI University Clinic for Gynecology and
Obstetrics.

4. Research objectives
The primary objective is:

- To determine the predictive value of CRP, PCT and TNF a for the occurrence of

moderate and severe preeclampsia in pregnant women in the second and third trimester.
Secondary objectives are:

- To determine the values of CRP in patients with moderate and severe preeclampsia.

- To determine the values of PCT in patients with moderate and severe preeclampsia

- To determine the values of TNFa in patients with moderate and severe preeclampsia

- To determine the correlation of the values of CRP, PCT and TNF a with the severity

of the clinical picture of preeclampsia.

- To introduce CRP, PCT and TNF a as easily accessible inflammatory parameters for
the occurrence of preeclampsia.

5. Hypothesis

- In moderate and severe forms of preeclampsia there is an increase in the values of

inflammatory biomarkers such as CRP, PCT and TNFa.

- The values of biomarkers correlate with the severity of the clinical picture of

preeclampsia.
6. Material and methods

A prospective study was conducted at the University Clinic for Gynecology and
Obstetrics, Department of Preeclampsia, Intrauterine Growth Retardation and Preterm
Birth over a period of 18 months from 01.10.2022-01.04.2024.
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A group of 100 patients with preeclampsia hospitalized in the Department was

examined.

| Test group — 100 patients with preeclampsia
la — patients with moderate preeclampsia

Ib — patients with severe preeclampsia

Il Control group — 100 patients with normal pregnancy in the second and third

trimesters of pregnancy.

Il a 50 healthy patients in the second and third trimester of pregnancy

Il b 50 healthy patients at risk of developing hypertension - healthy pregnant women
with a history of hypertension and a family history of hypertension, as a risk factor for

the possible development of preeclampsia.

Methods

Laboratory measurements - 7 ml of venous blood is collected from the cubital

vein divided into three tubes, which is centrifuged at +40C for 10 minutes.

Determination of the concentration of total CRP is by immunoturbidimetric
method at 522nm, on a biochemical analyzer Cobas Integra 400 plus, Roshe Diagnostic,

Germany.

Determination of procalcitonin concentration — immunoassay for in vitro
guantitative determination of PCT in human serum and plasma is performed with
Elecsys BRAHMS PCT and can be used to aid in the early detection of clinically
relevant bacterial infections. The method for quantitative determination of PCT is

electrochemiluminescence “ECLIA” on Elecsys-cobas immunoanalyzer

TNFa concentration was analyzed with a commercial kit on the Luminex

platform. This technology allows for rapid and extremely precise measurement of
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cytokine concentration using special microspheres colored with infrared fluorescent

dye.

CRP and PCT values were determined at the University Clinic of Gynecology
and Obstetrics, and TNFa values at the Institute of Immunology and Human Genetics at
the Faculty of Medicine - Skopje

All participants in this study were provided with an informed consent form.
7. Results

Processed results from 200 respondents, patients hospitalized at the PHI
University Clinic for Gynecology and Obstetrics in Skopje in the department for
preeclampsia, intrauterine growth retardation and premature births with a working

diagnosis of preeclampsia (PE), were analyzed.

For p<0.0001, an overall statistically significant difference between the groups
in terms of CRP values was confirmed, which was due to significantly higher CRP in
the group with severe preeclampsia compared to the control group with risk of
hypertension (p=0.000006) and the group of healthy patients (p=0.00006), as well as
significantly higher CRP in the group with moderate preeclampsia compared to the

control group with risk of hypertension (p=0.0346).

Increased CRP levels were most often found in patients with severe
preeclampsia (86%), followed by patients with moderate preeclampsia (72%), healthy
patients with risk of hypertension (46%) and healthy patients (44%), with a statistically
significant difference between the groups, at p=0.000007).

After delivery, patients with severe preeclampsia had higher CRP values than
patients with moderate preeclampsia, but without statistically significant difference
(median 15.5 vs 9.7 mg/L, p=0.06).

For p<0.0001, an overall statistically significant difference in PCT concentration
between groups was confirmed. Post-hoc analysis for intergroup comparison showed
that this overall significance was due to significantly higher procalcitonin in patients

with severe preeclampsia compared to patients with moderate preeclampsia (p=0.0016),
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healthy patients at risk for hypertension and healthy patients (p<0.0001), as well as
significantly higher in patients with moderate preeclampsia compared to healthy

patients at risk for hypertension (p=0.006) and healthy patients (p=0.0019).

For p<0.0001, a statistically significant difference was confirmed between the
TP, STP, KGRH and KG groups in terms of the frequency of elevated procalcitonin

levels.

Procalcitonin values higher than 0.04ng/ml were registered in 96% of patients
with severe preeclampsia, 60% of patients with moderate preeclampsia, 30% of healthy

patients at risk for hypertension and 26% of healthy patients.

After delivery, patients with severe preeclampsia during pregnancy had

significantly higher procalcitonin than patients with moderate preeclampsia (p=0.0009).

Patients with severe preeclampsia significantly more often had higher
procalcitonin  after delivery than patients with moderate preeclampsia
(50%vs26%,p=0.013).

For p<0.0001, a statistically significant difference was confirmed between the
TP, STP, KGRH and KG groups in terms of the frequency of elevated procalcitonin

levels.

Procalcitonin values higher than 0.04ng/ml were registered in 96% of patients
with severe preeclampsia, 60% of patients with moderate preeclampsia, 30% of healthy
patients at risk for hypertension and 26% of healthy patients.

After delivery, patients with severe preeclampsia during pregnancy had
significantly higher procalcitonin than patients with moderate preeclampsia (p=0.0009).

Patients with severe preeclampsia significantly more often had higher
procalcitonin after delivery than patients with moderate preeclampsia (50% vs 26%,
p=0.013).
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8. Discussion

This study evaluated the inflammatory response in preeclampsia as a possible
trigger factor for the occurrence of preeclampsia and the possibility of using

inflammatory markers for the diagnosis of preeclampsia.

For the first time in our environment, the clinical use of inflammatory markers
(CRP, PCT and TNFa) as new biomarkers that can further clarify clinical dilemmas in
the prediction, diagnosis and treatment of preeclampsia is analyzed.

Increased CRP levels were most often seen in patients with severe preeclampsia
(86%), followed by patients with moderate preeclampsia (72%), healthy patients at risk
for hypertension (46%) and healthy patients (44%). The frequency of increased CRP
after delivery did not differ significantly between patients with severe and moderate
preeclampsia (76% vs 78%, p=0.812). This is explained by the fact that in the majority
of patients with preeclampsia, the inflammatory response to preeclampsia continues into
the puerperal period, and the birth was completed by cesarean section. Surgical

treatment maintains higher inflammatory markers.

Higher procalcitonin values were recorded in 96% of patients with severe
preeclampsia, 60% of patients with moderate preeclampsia, 30% of healthy patients at
risk for hypertension and 26% of healthy patients. Patients with severe preeclampsia
significantly more often than patients with moderate preeclampsia had high

procalcitonin after delivery (50% vs 26%, p=0.013).

For p=0.0002, an overall statistically significant difference between the groups
in terms of TNFa values was confirmed, which was due to significantly higher values in
the groups with severe preeclampsia, moderate preeclampsia and at risk for
hypertension compared to the control group of healthy patients (p=0.00094, p=0.00065
and p=0.025, respectively).

After delivery, as well as before delivery, patients with severe and moderate

preeclampsia did not differ significantly in terms of tumor necrosis factor a values

(median 1.07 vs 1.21, p=0.72).

22



9. Conclusion

- For the first time, the inflammatory biomarkers CRP, PCT and TNFa are
introduced in the diagnosis and treatment of preeclampsia.

- Quantitative determination of serum concentration of CRP, PCT and TNFa is
fast, reliable, applicable in outpatient and hospital settings.

- The values of inflammatory biomarkers were lower in the moderate form of
preeclampsia, compared to the severe form, which confirms the intensity of the
inflammatory response in preeclampsia.

- Pregnant women with severe preeclampsia had higher values of CRP and PCT
and TNFo than patients from the control group and patients with moderate
preeclampsia.

- The increased values of PCT, PCT and TNFa in patients with preeclampsia are
in significant correlation with the standard protocol for the diagnosis of
preeclampsia.

- The area under the ROC curve AUC (Area Under the Curve) for CRP indicates
that this marker has a good discriminatory ability in distinguishing patients with
and without severe preeclampsia.

- The area under the ROC curve AUC (Area Under the Curve) for procalcitonin
indicates that this marker has a very good discriminatory ability in
distinguishing patients with and without severe preeclampsia.

- The area under the ROC curve AUC (Area Under the Curve) for tumor necrosis
factor o indicates that this marker has a good discriminatory ability in
distinguishing patients with and without moderate preeclampsia.

- The simultaneous use of CRP, PCT and TNFa does not increase the
discriminatory ability in distinguishing patients with and without severe
preeclampsia.

- The obtained cut off values of the analyzed diagnostic markers for moderate
preeclampsia were: 5.95 for CRP, with a sensitivity of 66% and a specificity of
66%; 0.035 for PCT, with a sensitivity of 74% and a specificity of 62%; 1.0726
for TNF, with a sensitivity of 68% and a specificity of 70%.

- The obtained cut off values of the analyzed diagnostic markers for severe

preeclampsia were: 7.65 for CRP, with a sensitivity of 74% and a specificity of
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76%; 0.065 for PCT, with a sensitivity of 82% and a specificity of 82%; 1.049
for TNF, with a sensitivity of 62% and a specificity of 40%.

- Peripartum complications were more common in patients with preeclampsia
than in patients from the control groups.

- Newborns in the control group had a higher body weight compared to newborns
from patients with preeclampsia.

- The group with TP detected a significantly lower Apgar score compared to the
other groups

- Prepathological and pathological acid-base status were only observed in
newborns from the groups of mothers with preeclampsia; prepathological in
44% and 48%, respectively, newborns from mothers with moderate and severe
forms of preeclampsia, pathological in 4% and 24%, respectively, newborns
from mothers with moderate and severe forms of preeclampsia.

- Neonatal outcome is worse in infants with severe and moderate preeclampsia.

The obtained results are compatible with the data from the world literature. The
inflammatory parameters CRP, PCT and TNFa can be applied in everyday clinical work
in the prediction and diagnosis of preeclampsia. By improving timely diagnostics,
maternal and neonatal morbidity is improved. These methods should be implemented as
good clinical practice and included in the management algorithm for patients with

preeclampsia.

| also hope that the achievements of the study should be highlighted in

professional journals and adequate associations.
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. BOBEJ

[Ipeexnamriicujata € yHUKaTHa XUIIEPTEH3MBHA COCTOj0a KOja ce jaByBa camo BO
opemenocra. Ce manudectupa kaj mMajkara U QeTycoT u ro adeKTHpa CKOPO CEKO]
Opran oJi MajuyuHOTO Teio. MajunHara MaHudecranuja ce KapakTepusupa Cco
Ba3zocIasaM, eHA0TeNnjalHa JucyHKIMja, aKkTUBaIlMja HAa CHCTEMOT 3a Koarylanuja u
BUCOK KpBeH mputucok.(13) Ilarodusnonomkure IpoOMEHH Kaj MajkaTa ce HCXEMHUja,
HapyIlyBamke Ha BacKyliapHu3alujaTta Ha MOCTeJIKaTa, MO30KOT, OyOperor u Xemapor.
NuHumpennara Ha XWNEpTEH3UBHUTE HapyllyBama 6-9% onm OpemeHoctute, a

MHIM/ICHIIaTa Ha TpeeKIamIicujaTa e 5-7%.(8)

XurepreHsujara MOXKe J1a TIOCTOH MpeJi OPEMEHOCTa HIIH Jia Ce IMjarHOCTHLIUPA
3a mpB mar Bo OpemeHocra. Kaj HeKoW KEHHU, XUIEPTEH3UjaTa MOKE Ja Ce jaBH BO
WHTpANapTATHUOT WIK 332 BpEeMe Ha MOCTIAPTATHUOT EPUOJ U CEPUO3HO JIa IO 3arpo3u
MajYrHOTO 3/paBje U coctojbata Ha derycot. 3a 1,5 10 2 maTu movecTo ce jaByBa Kaj
npumurpasuau. O Tyka MOXe Jia ce YTBp/HU JieKa IpeeKyiaMIchjaTa € cocToj0a Temka

3a IMjarHo3a U KOMILICKCHA 3a MeHauupambe.(1,2)

Kako Haj3acTpamryBauka KOMIUTMKAIMja BO OpeMEHOCTa, MpeKIamIicujaTa
MpeTcTaByBa BOJEYKA MPHUUMHA 332 MAjUYMHUOT MOPOUIUTET U MopTranuter. Moxke
panuHo J1a Mporpeanpa 1 3a KpaTKko BpeMe Jia JO0Be/E /10 CepUO3HH KOMILIMKAIINH, 1A
Oypu CMpT Ha Majkata M MmiuonoT. [lpeexnammcujata e Bojedyka NpUYMHA 34
nepuHaTajgeH MopOuauTeT u MopTanuTeT co okoiy 50000-60000 cmpTtHH ciydan

TOJIUIIIHO BO CBETOT.(9)

1. ICTOPUJA HA ITIPEEKJIAMIICHJA

CocrojbaTta mpeekiIaMIiCHja IpBMAT ja onuiryBa XunokpaT okoiy 400 r.m.H.e.
Toj cmeran geka coctojb6ara Bo OpeMEHOCTa KOja ce jaByBa CO TJIaBOOOJIKA, TOOMBAHE
TeKWHA W KOHBYJI3MHM € JIom 3HaK. JlekyBameTro OWJIO cO AWeTra, MPOYHCTYBame,

BEHEMYHKIIMja U UCITYIITAkE KPB.

Ortroram, a BCYIIHOCT M 10 BTOpara IosioBMHa Ha 20 BEK, HampemIoKOT BO
pa3bupameTo Ha IpeekiIamIicujaTa W eKjamIcujata Oelle MUHHUMAJEH, HaKko OYyIHO

CIIe[IeH OJ] MMOHEPUTE Ha aKkyuiepckara MeaunuHa. Ppancoa Mopuco (1637-1709) e
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€/IeH O] MPBUTE ILTO MPUIOHEJE 3a €BOJYyTUBHATA JUCIHUIUIMHA Ha aKyllepcKaTra Hera
¢dokycupana Ha crenupUyHOCTAa Ha IyepriepalHuTe (MOBP3aHU CO IOPOAYBAETO)
koHByI3uH. Jlypu koH kpajor Ha 1800-TuTe, KOra Kako MPHUYMHCKO-TIOCICIUIHATA
BpCKa co 0OJIeCTUTE ce MpoydyBajia TeopujaTara 3a TOKCUHHU, TPETMAHOT HA JKEHUTE CO
IaBOOOJIKKM M elleM (MpeeKIaMITHYHAa COCTOj0a) ce cOocToesia O]l XOCIHTAIU3aIlfja,
KaJle IITO BEHENYyHKIMjaTa, KpBapemETO U IPOYUCTYBAWKETO Oumie c¢ yiure
€IMHCTBCHUTE TMPONHUIIAHM TPETMaHW 3a CIOpeYyBamkbe Ha KOHBYI3HUH U 34

MMPOYHCTYBAC HA TCJIOTO O MPECKYMCPHHU TOKCHUHHU.

bocue ne Comax (1710-1795) ce cMera jaeka MpB o yHOTpeOMS TEPMHUHOT
,»CKJIaMIIcuja‘, TpYKU 300p IITO 3HAYU ,,MOIHA*, MOXKEOU anyAupajku Ha TOa KOJIKY
HEHaJIeJHO U HEOUEKYBaHO MOXaT Jla ce M10jaBaT KOHBYJI3UH. T0] KOHEUHO MMOYHANI Jja TU
pa3nuKyBa HamaJuTe Ha EKIAMIICHja OJ] SMUJICTICH]ja, 3a0eNeKyBajKu JeKa mpBaTa Ouia
aKyTHa cocToj0a M ce MOBJICKYyBa OTKAKO K€ C€ OTCTPaHW NPEUUITUTATUBHUOT HACTaH.
Hemane (1797) ro onuian eKCTPEMHOTO OTEKyBamb€ Kaj KEHUTE cO eKIamIcHja, a [ljep
Pajep (1793-1867), ®paniy3us, ce cMeTa 3a MpB HITO ja ONHUIIAT MIPOTEHHYpHjaTa Kaj
KEHHUTE CO EKJIAMIICHja, IUTHpPAaH BO HETOBHOT TOTAll KJIaCHYEeH TEKCT ,,bonectu Ha
oyopesute” (1840), momexka Ilonm JleBep (1811-1859) mnpB mokaxkan jgeka
IpOTEUHYpHjaTa IITO ja MPUAPYXKYBa eKiamIicujata € cnenuduyHa 3a taa 60yecT, a He
Jesl O OMNIUTO HapyllyBame. Toa HapyllyBame, Toram HapedyeHo bpajroBa Oomect
(1843) mokaxkano neka oBaa MPOTEMHYpHja € chenuduuHa 3a mnpeekiamicuja. J.J.
Cumncon (1811-1870), enen mecer moaoiHa, 00jaBUI MOTBp/A 3a Hao1OT Ha Jlesep, a
He 3a apyra 0yOpeskHa O60JecT mpucyTHa Kaj HeOpeMmenu >kenu. Jlo cpeaunara Ha 1800-
TUTE, KapaKTepUCTUYHUTE MPOAPOMATIHM CHMIITOMH, BKIY4yBajKH TIJIaBOOOJIKA,
MPUBPEMEHO I'yOeme Ha BHJIOT, CHJIHA 0OJIKAa BO CTOMAaKOT M €/IeM BO TOPHHUOT e Of
TEJ0TO, CE€ CMEeTalle Mpe3HaIM 3a Tpeekiamrcuja (pea KOHBYI3WH) Koja Tpeba 1a
Mpenu3BUKa 3arpwKEHOCT Kaj JieKapoT M, camMa 1o cebe, NpeTcTaByBa
KHMBOTO3arpo3yBauka coctojoa. Cemnak, BOBEIyBamETO Ha >KMBUHUOT MAaHOMETap Ha
Ckunmone PuBa-Poun (1896) 3a Mepeme Ha KPBHUOT TPUTHUCOK JIOBEJIO [0
Mpero3HaBame JIeKa MpeeKIaMIICHjaTa € XHUIIEPTEH3WBHO HApYIIyBamkbe, OJ TOTall J0
JIeHeC, HOBaTa I0jaBa Ha XHUIEPTCH3HMja W MPOTEHHYpPHja CE TJIABHUTE 3HAIM IITO CE

KOpHUCTAT BO KJIacCH(pHKaIMjaTa Ha IpeeKIaMIICHjaTa.
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HanpenokoT BO 1EIOKYImHOTO OMOJIONIKO pa3z0upame BO TeKOT Ha 20 Bek, a
0c00EHO BO TOCIICAHUTE JBE JCICHUH, HAYYHHUIIUTE HANpEayBalle BO aHAIM3HPAHETO
Ha TATO(U3HONOMIKUTE TPOMEHH IMOBP3aHM CO pa3BOjOT HA IMPECKIaMIICH]a.
I/ICHI/ITYBaH)aTa Ha IJIaleHTata W APYTUTC 3aCCrHaTH OpPraHv, KaKO MW IIOHOBATa
TEXHOJIOTH]ja 32 UCITUTYBAhE Ha TIOMAINTE KOMIIOHCHTH Ha KJICTKHTE HH ITOMOTHAa J1a ja
caruMe ysorara Ha CIUPATHUTE apTEPHUH, CHIOTEIHUTE KJIETKU, aHTUOKCHIAHCHTE,
AHTHAHTUOICHUTC MNPOTCHMHU W TCHACHIHMUTC KOH BOCIIAJICHHUC W APYTH CHUCTCMCKHU
michyaknuu. Mako npuyuHHATE (HEKOM MHCIAT JeKa KMa HEKOJKy) 3a
npeekjamIicujaTa c€ yumre He ce JeUHUpaHH, TOKMY OBaa IOTpara Mo MPHYUHCKO-

MocJieIMYHa BPCKa Moop30 Ke JoBee 10 1e(UHUTHBEH TPETMaH.

Hctopucku rienaHo, TIaBHUOT TOTTHK BO TepamujaTa Ouil u30erHyBame H
JIEKyBakhe HA CEKIAMITHYHH KOHBYI3HH. HHTpaMycKymHHOT (TIPEKy WHjEKIIHja)
Marae3uyMm cyipar (MgS04) oun BoBeneH Bo panute 1900-TH, a HHTPABEHO3HUOT IaT
(IMpeKTHO BO BEHHUTE) MOYHaAN Aa mpeoBnaayBa Bo 1920-tute. Cenak, nypu Bo 1990-
TUTE TOIUHH FOJIEMUTE KOHTPOJIMPAHH CTY/IUU ja MOKa)kalie HeroBara CyrnepuopHOCT BO

OAHOC HA JPYTUTC aHTUKOHBYJI3UBU.

On 1960-tute, npeHaTanHaTa rpuXa U JMjarHo3ara Ha MpeekjamMIicrja ocTaHase
BO TrojemMa Mepa HENpoMeHEeTU. PyTHMHCKOTO Mepewme Ha KPBHUOT IMPUTUCOK U
aHaIM3aTa HAa ypuUHAaTa ce€ IPHUMapHU - HMAKO HECOBPUIEHHW - AJaTKU 3a KOHTPOJIA,
Ouaejku paHWTE 3HAIM M CHMITOMH Ha MpeeKiIaMIlCHja MOXKaT Ja OujaT TeIKo
npeno3HatiauBu. IIpomenkara Ha cocrojO0aTa Ha (eTycoT cTaHajla MHOTY
noco(ucTuMpaHa BO NocieaHuBe ToAuHU. ONIUUTE 3a TpEeTMaH MOKakaa Hampeaok
BO TOCJIEHUTE JECLIEHUU, HO OCTAaHYBaaT HACOUYEHHU KOH CIIPABYBAHE CO OUUITICIHUTE
KJIMHUYKY 3HAIM, @ HE KOH OCHOBHOTO HAapyIIyBame: aHTUXMIIEPTEH3WMBHA Teparuja,
MarHe3uyMm cyidar, KOPTUKOCTEPOUIH 3a CO3peBambe Ha OenauTe ApoOOBH Ha (ETyCoT,
KOH3€PBATUBHO CIIPABYBAHE CO MIPEIBPEMEHA MPECKIaMIICH]a, IIPH ILUTO MOPOLYyBAEHETO
Ha 0e0eTo W IlaleHTaTa OCTaHyBaaT €IMHCTBEHUOT ACPUHUTHBEH, UaKO HECOBPIIIEH,

»JIeK. (18)
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2. JEOUHULINJA HA ITPEEKJIAMIICUJA

I'ecranucka xunepreHsuja € cocToj0a Ha 3roJIeMEH KPBEH MPUTHCOK 3a BpeMe Ha
OpeMeHOCcTa WM BO MpBUTE 24 dYaca 1O NOPOJYBameTo 0€3 IpyrH 3HaUM Ha
npeekiamicuja. KpBHHOT IPUTHCOK ce HOpMaIM3Hpa 10 6 HeAeln O] MOPOIYBAETO.
XumnepreHsujata ce aepuHUpa Kako 3rojeMeH KpBeH nputucok Haja 140/90mmHg Bo

pacrojanue o 6 Jyaca Bo TekoT Ha | Hezmena.(41,43)

Cnopen AKOI' mpeeknamiicuja ce JOMjarHOCTUIIMpa TpU jaByBame Ha
xurepreHsuja ae HoBo >140/90mmHg no nBaeceTTara recranucka Henena, IpocieieH!
co mporeunypuja >300mg/nueBHO0. Moxe na ce jaBar ¥ (QauujarHd U nepudepHH
el1eMu, TPOMOOLMTONEHHja, 3rojieMeHa ypuuHa kucenuHa(Hag 400mmol/L) wu

3rojieMEHH TpaHCaMuHa3u (3rojaeMenu 0apem asamartu). (1,2)

Hajremkata u  HajHemocakyBaHa  KOMIUTMKalldja €  Mporpecdja Ha
MpeekyIaMIicijata BO ekiamiicuja. Exnmammcujata € XKHMBOTHO3arpo3yBadka COCTOjOa
KaJe ce jaByBaaT KOHBYJI3UHM aCOLMPaHU CO IiepeOpaimHa xemoparmja. Moxke ma ce
pazBue u HELLP cuHapom koj ce cocToM O] XeMOJIM3a, 3rOJIEMCHH MOBEKEKPATHO

XenataHi eH3UMH U TpoMOouuToneHuja. (42)

Exnammncujata e mpompaTeHa co  TIJaBoOOJKa, HapylmleH BHI, U
xuneppednekcuja, a HELLP cungpomor Moxe na uMa Ooika BO JIeCEH TOpeH

KBaJIpaHT.

XpoHWYHA XUNEpTeH3Hja ce NeUHUpa KaKO XUIEPTEH3Hja KOja TOCTOM IPE
OpeMeHOCTa WM € JujarHocThIupaHa mnpen 20-tata recranucka HeAelna u

XHIIEPTeH3H]ja KOoja Tpae moBeke o1 42 JieHa 1Mo mopoayBameTo.(63)

deranHUTE HapyIIyBama Kaj MpeeKIaMIICHjaTa € HHTPAayTepHH 3aCT0j BO PacToT H,
aKo HE ce WHTepBEHHpa HaBpeMe, TI'yOMTOK Ha 1miofoT. JleduHUTHBEH JeK 3a
npeeKyiaMIicija € TePMHHUpambe Ha OpEeMEHOCTa, YeCTO MaTH THE CE MpPeABPEMEHH
mopojyBamka 3a Ja ce T[peBeHHpaaT KOMIUTMKAIMuTe Kaj Majkara(26).
XunepTeH3UBHUTE HapyllyBamba BO OpeMEHOCTa ce BOJIeUKa MPUUYMHA 33 WHIUIMPAHU

npeABpeMeHH mopoayBama. (60)
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3. ETUOJIOT'NJA HA TPEEKJTAMIICHJA

Tounata mpuuWHa 3a TOjaBaTa Ha MpPEEKJIaMIICHja C€ YIITE HE € CO CUTYPHOCT
yrBpacHa. Ce mpeTmocTaByBa JeKa TOKCHMYHA KOMOMHaNMja Ha JaucOanaHc Ha
aHTMOTeHH (PaKTOPH, XUIIOOKCH]ja, HAPYIIEH UMYHUTET U MH(pIaManujaTa ce (axkropu
acolMpaHW CcO T[ojaBaTa Ha mnpeeknamrcuja. OBue QakTopu IOBEAyBaaT [0
ocio0oryBame Ha nHpIaMaTopHH (HaKTOPHU O IJIAIEHTAaTa BO MajuyrHaTa IUPKYIaluja
KOM JIOBEIlyBaaT JI0 CHIOTENMjaiHa JUCPYHKIHMja KOja JOBEOyBa JIO CHCTEMCKH
cumnToMu Ha npeekinamncuja  (12) 3apaam  Ba30OKOHCTpHKIMjaTa HAacTaHyBa
XHUIIEPTEH3HU]a, 3apajy IIIOMEepYyIapHOTO ONITETYyBakhe HACTaHyBa MPOTEHHYPH]a, 3apan

3rojieMeHaTa BaCKyJIapHa mepMeabuiIHOCT ce jaByBaat eaemu(79).

[TocrojaT mOBeke MOKa3W JeKa aKTUBalMjaTa HAa WH(IAMATOPHHOT OJTrOBOP
3HAYMTEHO JIOTNIPHHECYBa BO IMATOreHE3aTa Ha NpeekijaMiicujata. Bo HopManHaTta
OpPEMEHOCT TIOCTOW aKTHBAallMja HA MMYHHUOT CHCTEM M € CTUMYJIMPAH MajuduHUOT UMYH
oarosop.(29) Kaj npeekinamiicujata, CACTEMCKHOT MajulH UMYH OJI'OBOP € 3roJIeMeH, U
ce KapaKTepHu3Hpa co reHepalin3upaHa HHTPaBacKyJapHa nH(IaMaTOPHA peakiyja Koja

BKJIy4yBa M CUCTEMOT Ha Koarynanuja(21,22).
IIpeexnamricujaTa mporpeanpa Bo JiBa CTaJuyMU:

- AOGHOpMasIHa IUTalleHTalkja BO IPBUOT TPUMECTAp
- MajuuH CHHAPOM — BO BTOPHOT MU TPETHOT TPUMECTap BO OpeMeHocTa Kora
HacTaHyBa 0CJI000/1yBamk€ Ha AaHTHOTeHH (PAKTOPH.
[ToBeke dakTopu ja moap:KkyBaar ujiejaTa JeKa JioliaTa IUIalleHTalrja T10BeayBa 10
0CII000IyBake Ha COJYOWJIHH TOKCHMYHM (PAaKTOpM BO MajuMHATa LUPKYyJIalHja Koja
pesyarupa co uH(pIamanuja, €HAOTeNHjalHa AUCOYHKIMja U MajuyMHa CHCTEeMCKa

oonecrt. (38)

Kaj mianienTHTe NpeoapeieHN 3a pa3Boj Ha MpeeKIaMIicHja, TUTOTpo(poOIacToT He
ce TpaHcopmupa of mpoiaudepaTUBEH €NUTeNl BO WHBa3WBEH EHJIOTEN KOj
NPeAN3BUKYBa HEKOMIUIETHO PEMOEINpame Ha CIUPAIHUTE apTepuu. Toa ToBemyBa
JI0 CTECHETH KPBHM CaJIOBU U IUIAIIEHTApHA MCXEMHja M pa3Boj Ha MpeeKsIaMICcHja Kaj
Mmajkara.(35) OBue nmpoMeHH TOBeAyBaar /10 HapyIIyBamke Ha AMjaCTOJHUOT MPOTOK Ha

yTepuHaTa apTepHuja, KOj C€ pEerucTpupa Ha YATpa3BydeH IMperjea Kako ,,HOou™ Ha

29



yTepuHaTa apTepyja M Cce€ jaByBa Inpen MaHudecTanWja Ha CHMITOMUTE Ha

npeekaamicuja(66).

3.1 Vnorara Ha I1ageHTara BO €THOIIaTOI'CHE3aTa Ha npeeKJIaMncnjaTa

TpodobnacTHaTa WHBa3Wja To 3roJieMyBa JWjaMeTapoT Ha CIIMPATHUTE apTePUU
4-6 natu. Kaj akyrHata aTepockiepo3a MOCTOM OIITETYBamke HA C€HAOTEIHUTE KIIETKH,
MpeKuH Ha 0a3amHata memOpaHa, TPOMOOIMTHA JUCTIO3HIMja, PUOPUHOMIHA HEKPO3a.
Ce jaByBaaT u mnponudepaTHBHM NPOMEHH Kaj BACKYJIApHUTE HMHTUMA KIECTKH,

pel’.ynTHpajI&H BO XI/IHepHJ'IaSI/Ija BO MHOHUHTHMATA U MCIUAIHUTC MA3HU MYCKYJIHU

kietku. (67,68)

Penykuujata Ha cyOeHmoTenujamHuoT (QUOPOHEKTHH Kaj (peTaqHUTe BHIO3HU

KJICTKH € JaCeH MoKa3aTesl Ha CHIOTEIM]aTHOTO OLITETyBame Kaj npeekiamicujata. (74)

4. IMMATOPU3UNOJIOI'NJA HA ITPEEKJIAMIICHUJA
AOHOpManHaTa TUTAllEHTAllMja BOAM KOH IUIAIICHTApHA HCXEMHja M OKCHIATHBEH

cTpec.

JlepuuuT Ha MPOCTALMKIIMH U a30T€H OKCHUJ KOM ja 3rojieMyBaaT CEH3UTHBHOCTA Ha
KPBHUTE KJIETKM Ha Ba3OlpPECOPHUTE areHcH, AaKTUBHOCTa Ha TPOMOMHOT W

TPOMOOIIMTHA arperaiyja u ro moaoopyBa xomectaTckuoT cuctem.(11)

a b CPIGF D

sFLT1

Endothelial
cell

VEGF and PIGF signalling Inhibition of VEGF and PIGF signalling

| }

Vascular homeostasis

: —

Healthy pregnancy
Cnuka 1: Aaruoren auc6ananc kaj ITE (6)
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4.1 CTpykTypHU ¥ (QYHKLIHOHAIHU HapyILIyBamba Ha EHAOTEIUATHUTE KIETKU

XI/IHepTeH3I/IjaTa € XOMCOCTAaTCKM OAI'OBOp Ha (beTOHHaI_[eHTapHaTa cAnHuna Ha

OBHE HapylllyBama U € MOCIeAnIIa, a He MPUYUHA 3a npeekaamicuja.(12)

ETtnonorujata ocranyBa Heno3Hata. [locTojatr moBeke Teopuu, HO MOBEKETO HE IO

u3pKaa TeCcToT Ha BpemeTo. (20)

- A6nopmanHa TpodoOacTHa HHBA3H]a WM JIOIIAa UMILJIAaHTaIlH]a

- HepamHorexa Bo aHrHOTEHE3aTa

- TlopemeryBame Ha KoarymianujaTa

- IlopemeryBame BO BaCKYJIapHHOT €HIOTEI

- KapauoBackynapHa mManajganranuja

- VmyHonomika ManajanTanuja

- TI'enercka npenucnosunyja

- IIperepan undramaTopeH oaroBop

- 3royieMeH OKCHJIaTHBEH CTPeC

Bo HOpmanHara OpeMeHOCT, UMIIPECUBHHM (PU3UOJIOLIKA MIPOMEHHU CE jaByBaaT BO
yTepoIUlalleHTapHaTa BacKyjaTypa BO IelMHA M BO KapJIUOBACKYJIAPHUOT CHUCTEM
oqnenHo. OBHME NPOMEHM HajBEpOjaTHO ce MPEAM3BUKAaHM CO HWHTEpakiyjara Ha
(deramHuOT amorpadT cCo MajuMHOTO TKHBO. Pa3BOjOT Ha 3aeMHMYKATa WMYHOJIOIIKA
TOJIEpaHIMja BO IPBHOT TPUMECTAp, CE CMETa JieKa JIOBEIyBa /10 BaKHU MOP(OIOMIKH 1
OMOXEMHCKM NPOMEHH BO CHCTEMCKHOT M  YyTepoIUalleHTapHaTa  MajylHa

nupkynanuja.(20)

4.2 YTepuHU BacKyJaapHHU IPOMEHH

Yoseukara miareHnra 1001Ba KpB 0j] OpojHH yTepoIlIalleHTapHU apTepHH KOU ce
pa3BUEHH CO MHIpallja HA MHTEPCTUIM]aTHUOT M €HJOBACKYJIapHUOT TpodobdiacT BO
SHJIOBUTE Ha CIHpPATHUTE apTepronu. Toa ro TpaHCHOpPMHpPA YTEpOILUIALCHTAPHOTO
KOPHUTO BO CHCTEM Ha HU30K NMPHUTHUCOK, HU30K OTIOpP, BUCOK MpoTOK. KoHBep3ujaTa o
CIHMpAJIHUTE apTEePHOIM HAa HEOPEMEHHOT yTepyc BO yTEpOIUIALlEHTAPHUTE apTepuH ce
HapekyBa (¢usnosomku mnpomeHu. Kaj HopmamHuTe OpemeHocTH, Tpodobnact
WHAyIHpa BacKyJapHU TPOMEHH OJI WHTEPBWIIO3HUTE IMPOCTOPH, JO TOYETOKOT Ha

CIUPAJHUTE apTepUOIM KOU T'M MPETCTaByBaaT paaujaIHUTE apTepUH BO BHATpeEILIHATa

31



TpeTHHA Ha MHUOMETPUYMOT. BackymapHute mpomMeHu ce edeKkTyupaaTr BO IBe (asu:
KOHBEp3alldja Ha JCUUAYyaTHUTE CETMEHTH Ha CIHUPATHHUTE apTepUOIU O OpaHOT Ha
eHJI0BacKylnapHata TpodoOsiacTHa  MUTpalyja BO  NPBUOT  TPUMECTap H
MHUOMETPH]jATHATE CETMEHTH Ha CYOCEKBEHTHOT OpaH BO BTOPOT TpuMecTap. [Iporecor
€ acollMpaH CcO eKCTeH3MBHA (puOpuHOMAHA opMaldja U JereHepalrja Ha MyCKyJIUOT
cll0j Ha apTepukuTe suaoBH. OBHE BAaCKyJIapHU MPOMEHH PE3YJITUpaaT BO KOHBEp3Hja
Ha okoay 100-150 cniupanuu apTepuoiv BO OdajIeueHu, TOPTYO3HU KPBHU CaJI0BU KOU

KOMYHHIIMpAAT MPEKy MYJITUITHUA OTBOPH BO HHTEPBHUIO3HHUOT mIpocTop. (5,77)

Non-pregnant

@
@
NK cell @ -
@
Endometrium Decidua
Myometrium

Spiral Artery

Canka 2: AGHopMaJiHA IJIaneHTanuja u pa3soj Ha ITE(6)

bpemeHocTUTE KOMIUIMLIpAaHM CO MpEKJIaMIICHja WM €O (PeTajeH 3acToj BO pPacToT
UMaaT HeaJeKBaTeH MajulH BacKyJlapeH OJAroBOp Ha IUTalleHTanujaTa. BackymapHute
MMPOMEHU C€ HOraaT BO JCIHHUAYaTHUTE CETMEHTH Ha YTEPOIUIAIICHTAPHHUTE apTEPHH.
MuoMeTpujalHUTe CETMEHTH Ha CIHpPATHUTE apTEpUOSId NMPOJODKYyBaaT cO CBojara
KapakTepUTHYHA MYCKYJIHO €JIacTHYHA apXUTEKTypa, YyBCTBUTEIHA HAa XOPMOHAIHU
BiIWjaHuja. bpojor Ha 100popa3BUEHH apTEpPUONM € TOMajl, OTKOJKY Kaj
HOpPMOTEH3UBHHUTE OpemeHocTH. OnOpamMOEHHMOT BacKyJlIapeH OJATOBOP Ha
IUTalleHTalyjaTa € 3apajd WHXUOMIMja HAa CEKYHIApHHOT OpaH Ha €HJOBaKyJapHaTa

MUTpalrja Koja HOpMAJIHO ce jaByBa Bo 16 recramnucka Henena.
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OBue TATOJIONIKM TNPOMEHH MOXE Ja HuMaarT e(eKT Ha CKpaTyBame Ha
3rOJIEMEHOTO KPBHO CHaOAyBame IOTPEOHO 3a (QeToruialeHTapHaTa eIWHUIA BO
MOKACHHUTE CTaAMyMH Ha OPEMEHOCTa U KOpelrpa CO HAMAJICHOTO YTEpOILIAlEHTAPHO

KPBHO CHa0JlyBarme BUJICHO Kaj MMOBEKETO Ciiyyad Ha npeekiamicuja.(56,82)

4.3 BackynapHa eHJI0TeJIHA aKTUBaIija 1 nHpIamanmja

MexaHu3MOT KaJie IJIalleHTapHaTa UCXeMUja BOJAM KOH KIIMHUYKU CHHAPOM Ha
MpeeKIaMIICHja ce CMeTa JIeKa € TIOBP3aH CO MPOAYyKIIMja Ha TUIAEHTapHH (DaKTOpU KOH
BJIETYBaaT BO MajuMHaTa UUpKyJanyja pe3ynTupajku Bo AucPyHKIMja Ha
enporenujanaute kietku.(27) PacrBopimBuor fms-like tyrosine kinase 1 (sFlt-1) e
MPOTEHH MPOIYLUpPaH BO IUIAIlEHTaTa. 10j ce MOBp3yBa CO PELENTOp MOBP3YBAUYKHOT
JIOMEH Ha BacCKyJIApHUOT eHjporenujaieH ¢akrop Ha pact (VEGF) u co mnanenarapauor
¢daktop Ha pacror (PLGF).(31) 3ronemenute HHBOA 0] OBOj MPOTEMH BO MajuynHATa
HUpPKyJalyja pe3yiaTupa co HamaneHu HuBoa Ha cinoboneH VEGF u cnobonen PLGF,

IITO PE3YJITHPa CO OLITETYBAKkhE HA CHAOTENUjATHUTE KiIeTKH. (36)

MajurHHOT cepyM M IUIalleHTapHUTEe HUBoa Ha conyOmien Flt-1 (SFlt-1) ce
3rojieMyBaaT kKaj OpeMEHOCTHUTE KOMIUIMIIMPAHH CO MpeeKjIamIicuja BO cropeada co
HopManuHuTe OpemeHoctH. Maynard M copaboTHMLUMTE JEMOHCTpHpaa Jeka
coinyounnuot mianentaped VEGF peuentop (sFlt-1), antaronuctr na VEGF u PLGF,
HE € peryjupaH Kaj npeekaMmIicujaTa, BOJejKu KOH 3rojieMeHn HuBoa Ha sFlt-1 xou ce
HaMayBaar mo parameto.(49,84) 3ronemenurte nupKymupadku HuBoa Ha sFlt-1 kaj
IpeKJIaMIIcHjaTa ce aCOLUPaHu CO HaMaJIeH!W UPKYJIUpayku HUBoa Ha cioboneH VEGF
u PLGF, pesyntupajku co enporenujanHa auchyHknuja. 3rojJeMeHoTo HUBO Ha sFIt

HUBOA KOpEeJIHpa o TeXHHATa Ha Oonecta. (49,88)

Bo npBuot tpumecrap HuBoara Ha PLGF ce namanyBaar kaj GpemeHOCTHTE CO
npekjaMIicuja U (peTajieH 3acToj BO pacToT, Jojaeka HuBoaTta Ha sFIt xopemmpaar co
KOHTpoiHata Tpyna. OBue mnojaronu ce KOMOATHOWIHM €O JeHUAYaTHUOT
aHruoreHM4YeH ¢axktop Ha pact, aearymHo PLGF, e ecenuujaiHo BO paHHOT
wianeHTaper pasBoj (PLGF e Hu30k Kkaj ¢eTamHHOT 3acTOoj BO pacToT M
MpeeKIaMIiChja), CO MOJOIHEKHO HHBONBHpamwe Ha sFIt kako curHan 3a cmac Ha
¢deTycoT ympaByBaH O]l MajudHHUOT OJI'OBOpP, a TOA € CTENEeHOT Ha MajunHaTa

xuneprensuja. OBaa xumorte3a ja mnoapkyBa Levine wu  komerure(36), Kou
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ACMOHCTpHpaaT ACKa BO IMOCICIAHUTC 2 Mmecena o1 6peMeHOCTa Kaj HOPMOTCH3HUBHHUTC

KOHTpoJiH, HuBoarta Ha sFIt-1 ce sromemyBaat a HuBoara Ha PLGF ce namamnysaat.(35)

Levine u xonerute(37) T ucnuTyBasie HuBoaTta Ha ypuHapHuoT PLGF xaj
OpeMeHH JKeHH co M 0e3 MpeeKsaMICHja M OTKpHWIE [eKa Kaj HOPMOTEH3WBHUTE
Opemenu xenn ypuHapHuoT PLGF ce 3rosemyBa Bo mpBUTE 1Ba TPUMECTPH, OCOOCHO
Mery 29-32 recrammcka Hemena, a moroa ce HamanyBa. Kaj eHa co pa3BueHa
MpeeKIaMIicHja, MpUMepoKoT Ha ypuHapeH PLGF e ciuyeH, HO HMBoaTa ce 3HaYUTEITHO
penymupanu Bo 25-28 recrammcka Henmena. OTpOMHHU ce Pa3jIMKUTE Kaj KEHUTE KOH
pa3BHBaaT paHO MPECKIAMIICHja M THE cO (DeTajeH 3acToj BO pacTOT HA parameTo.
CnuunHa cTyauja cyrepupa JeKa YpUHApHUTE AaHTHOTeHU (akTopu MoxaT Ja ja

uaeHTH()UKYBaaT XKEeHaTa CO Tellka mpeekiamicuja.(78)

Bo wwmnarata nekajza  mpoydyBameTo Ha  narodusmonorwjata  Ha
IpeeKIaMIICHjaTa BOJAW KOH aHTMOTEHH NMPOTEHHHM M aKTHUBAlMja Ha MH(IaAMaTOpPHUOT
CHUCTEM BO TIaTOTeHe3aTa Ha MHUKpPOBACKyJapHAaTa NUCHYHKIMja Kaj MAIUEHTKUTE CO
npeekmamiicuja.  [locTtojar jacHM JoKa3W 3a cuWieH HH(IAMATOPeH OATOBOP
(abHOpMaHa MPOJYKIIMja HA IIUTOKUHYU U HEYTPO(UIIHA aKTUBAIMja) Kaj MAIUEHTKH CO
npeekiamrcuja. McTuoT uHQIamMaTopeH OAroBOp € OTCYTEH Hpe] pa3BOjoT Ha

npeeknamrcuja.(58,76)
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Defective Placentation
Reduced Uterine Perfusion Pressure (RUFPF)
Flacental Ischemia/Hypoxia

e ic Fact T Auto-antibodies
ngiogenic Factors AT, AA
T Anti-angiogenic ET,AA
sFit-1
sEng
! Pro-angicgenic Circulating Boactive Factors T HIF
VEGF
PIGF
TGF-f Cytokines Oxidative Stress
T Pro-inflammatory T rOS 4 Antioxidants
THFa H;O,, O~ HO
:LliHT 1 Anti-inflammatory
IL-10 : ;
Endathelium VEM E-E:hi'_-h_ ”
I vasodilation T Vasoconstriction Inadequate Yascular Remodeling

T Wascular Resistance

HTHM-FPreq
Cauka 3: [Iatodgusuosoruja na I1E (11)

IlonoBute CTyauun HOTBp,Z[I/Ija JACKa 3roJICMCHUTEC HHBOA Ha ACHUMCETPUUYCH

TUMETHIAPTUHUHON BO 23-25 recTamucka HeAeNla Kaj MAIlMeHTKH KOW pa3BHUBaaT

MpeeKyiaMIicija  ja  TOTEHIIMpaa  BaXXHOCTA HA  a30T€H  OKCHUI=IHMKJIHYEH

rBaHo3MHMOHOQocdar.  EnporenujanHata  aucyHKUIMja U HeaJeKBaTHaTa

eH,[[OTeJ'II/IjaJ'IHa KJICTOYHA aKTI/IBaHI/Ija aconupaHa CO HApYIICHN HMBOA HAa a30TCH OKCU[

npeekjamIicuja TI'M  00jacHyBa HQjTUINMYHUTE KIMHUYKM MaHHU(ecTaluH,

BKJ'Iy"-IYBajI’(I/I ' 3rojemMecHara CHI[OTCJ'II/IjaJ]Ha KJIICTOYHAa HepMea6I/IJ'IHOCT n 3roJICMCHA

TpomboruTHa arperanuja.(5,72)

4.4 TeneTuka

Cnopen Teopujata Ha TeHHTE, (ETaTHUTE T€HU C€ OJOpaHU Ja TO 3rojeMar

TpaHCQEepOT Ha XpaHJIUBU MPOAYKTH 10 (HeTycoT, AO0JeKa MajuuHUTE TEeHH TO

JIMMUTHpAAT TpaHC(I)CpOT JI0 OITUMaIHO HUBO. DEHOMEHOT Ha T€HOMCKO BTHCHYBAaWC €

KOH(QUIMKT KOj er3ucThpa Bo (heTaJlHUTe KJIETKU Mely FeHHTe OJf MajKaTa U T€HUTE Of

TaTKOTO. XUIOTe3aTa CMeTa JieKa IUIaleHTapHUTE (aKTOPU IO 3rojeMyBaaT KPBHUOT
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MPUTUCOK Ha MajKaTa, a MajunHuTe (akTopu To HamanyBaar. JlucyHKuujara Ha
SHJIOTEJIMjaJTHUTE KJIETKA MOXE Jia Ce CMeTa CTpaTeruja 3a cmac | IO 3roJieMyBa
HEIUIAIICHTapHUOT OTHOp KOra yTEpOIUIAIICHTapHOTO CHA0IyBame €O KpB €

HeanekBaTHO.(79)

Huncon wu copaboTHUIIMTE TIpeTCTaBHja MOJET Kaje cyrepupaar JeKa
HacinenHuot Qaxrtop € 31% 3a mpeeknamncuja u 20% 3a recraiycka XUIEpTEH3H]a.
PanugHo e 3rosneMeH OpojOoT HA OTKPUEHM MOJUIONKHH TeHH. MHOTry o]l HHUB HMMaar
WHTEPAKIIMja CO MajYUHUOT KapIUOBACKYJIAPEH U XEMOCTATCKU CUCTEM HIIM perylialuja
Ha MajunHUOT uH(pIamatoper oxaroBop. OBHE JIOKM cerperupaar co pa3jimdHa
nonynanuja. Ho, Tume ru oOjacHyBaar camMo Maj TMPOLEHT Ha CIy4auTe Ha
npeeknamiicdja. OBHE CTyIMH YKaKyBaaT Ha MajuMHaTa CEH3UTHBHOCT, HO HE TO
MCKYYyBaaT BJIM]jaHHETO HAa (PETATHUTE IeHU. ENMUTCHETCKUTE M0jaBU WA BTUCHYBAHHE

(BreyaTok) ce BKJIYYCHHU BO I0jaBara Ha mpeekiaamicuja. (73)

4.5 Ilpomenu Bo IIpocTranounnure

Bo OpeMeHocTa mpocTaHOWIHATA MPOAYKIHja CE 3TOJIEeMyBa BO MajuYMHOTO H
¢deToruraneHTapHoTO TKUBO. [IpOCTAaMKIMHOT ce MpOAYIHpa OJ BAaCKYJIapHHOT
€HJIOTEJIMYM U O]l PEHAIHUOT KopTeKc. Toj e MOTeHeTeH Ba30AMUIaTaTop U UHXUOUTOP
Ha arperanujata Ha TpoMOouuTH. TpomOokcan A, ce mpoaylupa BO TPOMOOILUTUTE U
Tpoobiactor. Toj € MOTEHTEH Ba30OKOHCTPUKTOP M TpomOouuTeH arperatop. OBue
€MKO3aHOMIM MMaaT CIPOTHBEH e(eKT W urpaar rojema yiora BO peryiangja Ha
BaCKYJIapHUOT KpBEH MNPOTOK. MMOamaHCOT BO MPOCTaHOWAHATA MPOAYKIHja WU
KaTaboNIM3MOT Cyrepupa Jieka € OJrOBOPEH 3a MaTO(PHU3HOJIOMIKHTE NPOMEHH BO
npeekyamiicujara. MerfyToa, TOYHaTa ylora Koj MpOCTarjaHAWH € OJIFOBOPEH 3a

eTHOJIOTHjaTa Ha MPeeKIaMIICHjaTa He € TOYHO To3HaTta.(72)

4.6 Jlunup Ilepokcun, Cnobonan Pagukanu 1 AHTHOKCIUIAHTH

JIMmuIHUTE TIEPOKCUIN U CIO0O0HUTE paTuKaIl MOXE Jla UMaaT BakKHA yJiora
BO TMaroreHe3ara Ha mnpeekiamicujata. CyImepoKCUAHWTE JOHH MOXE Ja Cce
IIUTOTOKCUYHU 32 KIETKUTE CO TpPOMEHa Ha KapaKTEpPUCTUKHUTE Ha IeTyJapHaTa
MeMOpaHa M TPOAYIMpaaT IMEpPOKCHAallMja HA JIMMUIHATA MemOpaHa. 3roieMeHaTa

Mjaa3Ma KOHIIEHTpalfja Ha MPOAYKTHTE Ha OKCHJAIMja Ha CIOOOIHU paguKaiv
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MPEeTX0/1aT Ha MojaBara Ha npeekjamicujata. Hekou cTyaum cyrepupaar aeka e momasia
AHTHOKCHJIATUBHA AaKTUBHOCT BO CEPYMOT Kaj MAIMEHTKH CO IIPeeKsiaMIiCHja BO

criopeida co HOpMOTeH3uBHHTE narueHTKH. (20,79)

Moretti u copaGoTHHLIUTE yTBpIWIE JeKa MAMEHTKUTE CO MPECKIAMIICHja HMaat

3roJIeMeH OKCHJIATUBEH CTPEC BO Criopeada co HeKoMIuMIpanuTe opemenoctr(55).

- IInanenta-¢aza I:

[Tatodusmonorujara Ha TNpeekIaMICHjaTa 3alMoyHyBa CO aOHOPMAIHOCTH BO
pa3BOjOT Ha TIOCTENIKaTa, KOja BOAM JIO TPOIYKIMja Ha a0HOPMAaJIHH BaCKYJIOTCHU
cyocraniuu. lMcture THe BacKyJIOr€HHM CYICTAHIIMM BO MajudHHOT KpPBOTOK
MpeIU3BUKYBa Pa3BOj Ha KIMHUYKY CHHAPOM Ha MajkaTa. Jloka3 Jeka rmocreiakaTa uma
KIydHa yJlora BO pa3BOjOT Ha MpeeKjaMIichHjaTa JOKaXyBa II0ojaBaTa Ha
MpeeKIaMIicijaTa BO CIIy4ad Kora € JUjarHOCTHIMpaHa MojapHa OpemeHocT(Op3 pacT
Ha TMOCTeNKaTa) U MyITUI Opemenoctu. Ilocton cinyyaj kaj O6muzHauka OpeMeHOCT
Kora cocrtoj0ata Ha MpeeKjaMIIcHjaTa € MoJA00peHa o TepMHUHAIK]a Ha OJIM3HAKOT CO

roJieM 3aCTOj BO PacTOT M MHBOJIYIMja Ha MmaToJionikara mocrenka. (63,79,82)

- Ilarodusuonoruja Ha MajuHUOT cuHApoM-Pa3a 11

KpBHHOT NpUTHCOK Kaj MpeekaaMIcujara

BucokHOT KpBEH NMPUTHCOK Kaj MPEEKIaMIICHjaTa Ce jJaByBa KaKO MOHUILTYBaHbE
Ha Ba3oJuJIaTallMja Ha HOpMajiHaTa OpEeMEHOCT, 3aMEHeTa CO 3roJieMeH InepudepeH
BacKynapeH otnop. IlpeeknaMnTHYHHUTE MAlMEHTKH HE pa3BUBaaT XUIIEPTEH3HUja 10
KacHaTa recranuja (mo 20 recramucka Heiena U OOMYHO HE 10 TPETHOT TpuMecTap). Ho

BJIMjaHHETO HAa BAa30KOHCTPUKTOPUTE MOXKE J1a € IPUCYTHO mopano. (71)

[Ipeun3sHnoT MexaHu3aM Kaj MpeeKIaMITHYHaTa XWUIIEpTeH3Hja € HejaceH. 3a
BpeMe Ha HOpMajHaTa OpeMEeHOCT, PEHMH-aHTMOTEH3WH CHCTEMOT € CTUMYJIHUpaH,
HAQjuecTO KaKo OJroBOp Ha Ba3oJuJaTalldjaTa MU MOHUCKUOT KpPBEH MPUTHCOK.
[TanueHTKUTE CO TpeekIaMIicMja MMaaT CylNpecupaHa IUla3Ma pPEHUH AaKTHUBHOCT,
QIJIOCTEPOH, €KCKpellhja Ha ypuHapeH anaocTepoH u anruoren3uH Il wuBo. Ilocrojar

AOKa3u J€Ka PCHHUH-AHTUOTCH3UH CUCTCMOT € CTUMYJIHUpPAH PaHO BO 6peMeHOCTa Kaj
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NAlMEHTKUTE CO TIPeeKJIaMIlCHja ¥ Ba3OKOHCTPHKIMjaTa M XWIIEPTCH3MjaTa ja
UCKJIy4yBaaT peHHHCKaTa cekpenyja. HamanyBameTo Ha peHHHOT ce ynoTpeOyBai Kako
CKPUHUHT TECT 3a UAECHTU(UIIMpake OPEMEHN KEHH BO CPEMHA Ha OPEMEHOCTa KOU Ce

PHU3MYHH 32 pa3Boj Ha npeekiamicujara.(44,75)

KpBHHOT MPHUTUCOK Kaj MpeekyiaMIcujata € JabujeH, YTBPACH € IMpeTepaHuoT
OJIFOBOP HA HOPEMMMHE(PPUHOT M AaHTHOTEH3MHOT, HACIIPOTH HOPMAJTHUTE IJIa3Ma HUBOA.
HNma oOpaTeH o1 HOPMAJIHHOT JICHOHOKEH pHTaM, CO KPBEH IPUTHCOK ITOBHCOK
HaBedyep. 3rOoJIEMEHHUOT TmepudepeH BacKyJapeH OTIOp H  KPBEH IMPUTHUCOK
KapaKkTepUCTHUYEH 3a TMPECKIaMIICHja JIeTYMHO € TIOCpeAyBaH CO 3rojieMeHa
CUMIIaTMYHA Ba30KOHCTPUKTOPHA aKTUBHOCT, KOja C€ HOpMaIM3Upa 1o parameTo. OBHe
3a0eNelKky ja ompaBayBaaT ymnoTpebaTa Ha METHIIONATa, Koja ce MeTaboiu3upa BO
andameruHOpEeNMHEPPHUH, TO 3aMEHyBa HOpPENUHEPPHHOT ¥ TO HaMalyBa

CHUMITATUYHUOT ePeKT neHTpaiHo. (83)

Enporeanjanna kierouna gyHkumja

Bo nocienHuTe HEKONIKY TOUHH, YJIOTaTa Ha BaCKyJapHUTE CHIIOTEITHU KIIETKU
BO MOJyJIallMja Ha KOHTPAKTHJIHOCTA HAa BAaCKyJapHUTE Ma3HU MYCKYJIH M KoaryJaiuja
U peryjianyja Ha KpBHHUOT IPOTOK, IO 3rojieMHja 3HaeweTo 3a (yHKIHMjaTa Ha
SHJIOTEeJTHUTE KJIETKM BO NaTopHU3UOJOrMjaTa Ha Ipeekiamicujata. Engorennure
KJIETKH, KOW MUMaaT pelienTOpH 3a MMOBeKe Ba30IMIaTaTOPHU CYIICTAHIIUH, TPOIYIIUpaaT
XOPMOHH W MHUTOreHW IUTOKMHU Kako PGI,, a3oTeH OKCUJI ©W  €HIIOTENHH.
[TaTodu3znonomkure NpoOMEHH Kaj MpeekjiaMIichjaTa, ASITyMHO THE ILITO C€ MPUCYTHU
Ipe] MojaBaTa Ha CUMIITOMUTE Ha MpeeKIaMIICHjaTa, ja MoAApKyBaaT XUIIOTe3aTa JeKa
HapylleHaTa eHoTenrujadHa GyHKIMja ToBeyBa 0 MPOMEHHU KOU Ce KapaKTepUCUUYHU
3a mpeekinamrcujara. llanueHTkuTe cO TMpeekiIamIcuja MaHu(pecTUpaaT 3rojieMeHH
HMPKYJIUpauykl MapKepd Ha eHjoTenujanHa akTtuBanuja (dakrop von Willibrand,
KJIeToueH (UOPOHEKTUH, TPOMOOMOAYIHH, eHjoTenuH). KpBHuUTe canoBu Kaj
npeekjamIicujaTa  MaHU(ecTupaaT  pelylupaHa  eHJOTEeNIHjaJHO-TIoCpeayBaHa
BazoqWiaTallja in vitro, ¥ BO IN VIVO CTyauuTe TOKakaa OaBHO-TIOCpEayBauka

(3aBHCHA O] EHAOTEINYMOT) JUIaTaIlHja KOja € HapyIlleHa Kaj MallueHTKH CO MPETX0/IHA
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MIpeeKIaMIICH]a. 3rosieMeHuTe KOHIICHTpAIlUU Ha aCUMeTpUYeH
muMetunapruinH(ADMA), eHIoreH HWHXMOMTOp Ha  a30TE€H OKCHJI CHHTa3a ¢
3rojieMeHa Kaj MAIMEeHTKH CO JOKakaHa a0HOpMallHa SHIOTeNujanHa (QyHKIMja Tpes

pa3BojoT Ha npeekamiicujaTa.(29)

Enporenunure npercraByBaar APYrd Ba30KOHCTPUKTOPH KOM MMaaT yJjora BO
nojasa Ha npeekiamrncuja. Llupkynupaukute HuBoa Ha EHnoTenuu-1 ce 3rosieMeHu Kaj
OBa HapyllyBame, HO HE € JaCHO KOM HMBOA MMaaT MaTOreHa CUTHU(UKAHTHOCT WM

HYC-TIPOJIYKT Ha CHIOTEIMjaTHOTO HapyiyBame.(21)

HOKa?»OT 3a eH,Z[OTCJII/IjaJ'IHO KJICTOYHATa ,Z[HC(i)YHKI_IHja BO IIaTOIrcHE3aTa Ha

IpeeKaMIIcHjaTa € IBPCT M KaKo MPUYMHA aKTHBHO ce poy4yBa. (79)

MeTaboHu (ucPyHKIIUM Kaj MpeeKJIaMIcHja

XunepuHCyJInHeMHja, 00e3UTeT, IIMKO3HA MHTOJIEPAHLIM]a, XUIEPIUIIUAEMHUja
Ce acolMpaHu CO KapJIUOBACKyJapHHU HapyllyBawka M XUIEPTEH3UBHM HapyIlyBama.
WHcynuHCcKkaTta pE3UCTEHLMja U XUIEPUHCYJIWHEMHJa C€ KapakTepUCTUYHM 3a

HOpMaJTHaTa OPEMEHOCT U Ce MaKCUMAITHH BO TPETHOT cemecTap. (32)

O0e3uTeToT OCTaHyBa BakeH (DaKkTOp 3a MOjaBa Ha IpeeKIaMIiCHja, CO CHIJIHA
MO3UTUBHA aconujamuja Mer'y bonu mac nnaexcor(bMMU) 3a Bpeme Ha KoHIENIHjaTa U
rojaBaTa Ha Npeekjgammcujata. Jlucnunuaemujara Koja ce jaByBa Ha NMOYETOKOT Ha
OpeMeHOCTa M TeCTAIlUCKUOT aujaberec ce acolupaHu CO JBa J0 TPU MaTH 3TOJEMEH

PH3HK 3a [0jaBa Ha mpeekiamicuja. (25)

Kapaunosomka ¢pykumja kaj npeekjamincujara

Bo HopmanHara OpemeHoCT, KpBHHOT IPUTHCOK C€ HaMalyBa Ha MOYETOKOT Ha
O6pemenocta. CHCTOTHUOT MPUTHCOK MAJIKy C€ MEHYBA, IMJaCTOJIHHUOT CE HaMallyBa JI0
10mmHg no 20-TaTa recranucka Heziena,a I0Toa BO TPETHOT TPUMECTAp CE 3roJIEMyBa

Ha npeakoHIeniucku auBoa. (90)
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Bo nopmannara OpeMeHOCT ce jaByBa Ba3oJWiaTalyja W 3rOJIEMEH CpIIEB
ayTnyrt, a HamaineH adrepnoaa. Kaj mpeexiamiicujata, BUCOKMOT KPBEH MPHUTHUCOK CE
jaByBa €O 3TOJIEMEHHOT IepH]epeH BacKylapeH OTmnop. VHBa3HMBEH XEMOAWHAMCKH
MOHUTOPUHI Ha HETpETHpaHa MpeeKJaMIICHja MOKaXyBa JIeKa MallMeHTKaTa UMa WU
HOpMaJeH WU JIECHO HaMaJjeH KapJujajeH ayTIyT BO acolyjalyja co 3rojieMeH

CHCTEMCKH BacKyJiapeH OTIOp | 3rojieMeH adrepioas.(60)

[loBeke exokapauorpadcku CTyAUM HalpaBeHH Kaj OpeMeHU MaIlMeHTKU
MOKaXkaa JIeKa Kaj OpeMeHHUTE KEHHM KOHM pa3BUBAaT IpPEeKIaMIICHja MMaaT 3TOJIEMEH
CpLEB ayTIyT, HamMaJieH nepudepeH BacKyJapeH OTIIOp, CIEJeHa CO BUCOK PE3UCTEHC

CPIICB ayTIYT KOra ke ce pa3sue mnpeekinamicua.(54)

[Tnazma BOIYMEHOT M OpOjOT HA EPUTPOLUTH C€ 3TOJEMEHH BO HOPMATHH
OpeMeHOCTH, Kako (pU3MOJOIIKAa Ba3ogWiIaTalldja Koja BOAM KOH CTUMYyJaldja Ha
PCHHH-aHTHOTEH3WH CHUCTEMOT M TIOCJIEIOBAaTEIHO BOJIyMCKa pereHiuja. Kaj
MpeeKIaMIICHjaTa, Ce€ HaMalyBa IUIa3Ma BOJYMEHOT, KOj MOXKE Jla C€ jaByBa KakKo

pe3yJiTaT Ha XMIIEPTEH3Hja U Ba3OKOHCTpHKIHja. (44)

ByOpe:xHu npomMeHnu BO npeekjaamMIcujara

Kaj npexnamncujata ce jaByBa rjioMepyiiapHa €HIOTENHO3a. [ JoMmepynure ce
3rOJIEMEHUM U OTEYEHHU 3apaiu XunepTpoduja Ha HHTpPaAKANWIAPHUTE KIETKU KOU
Joceraar 0 KamwiapHata JyMHHa JOBENYyBajku [0 OECKpBHHU TJIOMEPYIIH.
Jlokanu3upaHu Ie3ud Kako (okamHa WIM CErMEHTalTHa TJIOMEPYIOCKIepo3a ce

npucyTHH kaj 20% Kaj maueHTKUTE cOo IMpeeKIaMIICHja.

Kaj mpeknamrmicujara cramkata Ha TiioMepyiapHaTa (GuiTparija U peHaTHHOT
KpBEH MPOTOK ce HaMmaryBaaT. [[loHOBUTE TOKa3W yKaKyBaaT JIeKa XOPMOHOT PETaKCHH,
KOj Ce€ Jlaud BO JKOJITOTO TENO0 W TOCTEeNKaTa, KaKo Ba3OAHWIIaTaTop, € peaylupaH Kaj
MAIMEHTKUTE CO MpEeeKIaMIICHja U MOXKe Ja JONPHHECe 3a peHATHUTE HapylTyBama. Ce
jaByBaaT 3rOJIEMEHHM BpPEIHOCTH Ha KpEaTHMHWH, ypUYHA KHCEIWHA, MPOTEUHYpH]ja.
Petko, penanHarta WHCyQHIMEHIIMja MOXE Ja C€ pa3BUe aKyTHa TyOyJlapHa WIH

KOpTHKalTHa HeKkpo3a. (27)
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Bo crymuute yTBpIEeHO € HapylieHa eKCKpelujaTa Ha HATPUyM Kaj
NpeeKJIMIICHjaTa, 3aT0a PEAyKIMjaTa Ha HHTPABACKYJIApHUOT BOJYMEH U PEAyKIIHja Ha
IUIaleHTapHata nepdysuja ce IJaBHH NPUYMHU 3a W30CTHYBAaWkE HA JUYPETHIN Kaj
npeekiamiicujata. McTo Taka, ce jaByBa XHUIIOKAIIMYpHja, HU30K Tuiazma 1,25-

IUXUAPOKCHBUTAMHH JI3 ¥ BHCOK mapatupuaeH xopmoH.(79,87)

Cucrem 3a koary/aanuja

bpemeHnocra € aconupaHa co 3rojleMEHU XEMOCTATCKH (aKTOpu U HamaJleHU
¢ubunonmutruku nporteunu: dakrop I, VI, X, VI, XII u ¢ubpunorenor ce
sronemyBaat 3a 20-200%, a ¢uOpHHOIUTHUKHOT MpoTeuH S ce HamanyBa 3a 40% 3a
BpeMe Ha OpemeHocta. McTo Taka, Kaj MpeekaMIicjaTta Cce jaByBa HaMallyBame Ha
Opojor Ha TpomOomuTH. TOYHMOT MeXaHHM3aM HE € jaceH, HO C€ CMeTa JieKa
MUKpPOAQHTHOMATHjaTa U CHAOTENHJaTHOTO KJIETOYHO OIITETYBalkEe CTUMYIIHpa
TpOMOOIIMTHA aKTHBAllMja M MOTpolryBauka. TpomOOIMTHATa aKkTHBAIMja MOXeE Ja
BOJM JIO 3TOJIEMEHO co3faBame |HAj, Koja ja 3rosemMyBa Ba30KOHCTpPHUKIIMjaTa U
TpOMOOILIMTHATA aKTUBaIMja. 3roJeMEHO 0c000/1yBalke TPOMOOIUTHU MPOIYKTH KaKO

CEPOTOHUH MOXeE Ja JI0OBe/Ie 10 Ba3oKOHCTpuKIHja.(79,82)

XenaTtaJaHu aﬁHOpMa.TIHOCTPI

Mose na ce jaBu NepuIlOpaTIHA XeMoparuja, UCXEMUYHH Jie3uu U (pulOpuH
mucnosunuu. Ce jaByBa M EHAOTENMjalHO OINTETyBakeé W AaKTHUBallMja Ha
KOaryJaalMoHUOT CHCTEM KOe€ JOBEAYBa /IO €/IeM Ha XeMaTaJHOTO TKHBO WJIM HEeKpo3a.
Moske na ce jaBu yMepeHa eleBallija Ha XemaTaJIHUTe €H3UMH 10 mojaBa Ha HELLP
CHUHJIPOM KOj c€ MaHH(ECTHUPA CO MMOBEKEKPATHO 3T0JIEMYyBakbe Ha XENMaTATHUTE CH3UMU,

cyOKarcymapHo KpBapeme U pynrypa Ha xenap. (79)
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LleHTpaJjieH HEPBEH CUCTEM

EKJIaMHCI/IjaTa 1 CKIAMIITUYHHUTE Hallaau cCcC HajTGH_IKI/I KOMILUIMKAaIIMKN KW CC
IIOBp3aHUu CO Maj‘II/IHa CMPTHOCT BO OBa 3360J’IYBaH>e. Ha HanmaguTe UM IMIPETXOOAn

rJ1aBo00JKa BO 64% 1 BU3yeITHU HapylTyBama Bo 32%.

[ToctmMOpTeM TATOJIOMIKATE MPUMEPOIM Kaj CKJIaMIICHjaTa YKaXyBaaT Ha
XEMOparuy M MeTeXUH, BaCKYyJIONATHH U HCXeMHUja co MUKpouHpapktu. [IpuunHara Ha
nepedpaiHa xemopardja € TpoMm0o3a, Ba3zocma3zaM W pyNTypa Ha KPBHUOT caf.
MexaHu3MOT 3a T0jaBa Ha KOHBYJI3MU He € rmo3Har. Ha xommjyrepcka Tomorpaduja u
MarHeTHa pE30OHaHIla ce JICTEKTHpa €JeM Ha MO30KOT M XeMoparuja BO 3ajHara
xemucdepa. [Ipeqomunanujara Ha 3aHaTa Xemrucdepa ro o0jacHyBa HAPYIIyBAmHETO HA
BUIOT. XEMOpPAaruuTe peTKO OCTaBaaT TPajHU HEYPOJIOMIKH cekBenu. OOMYHO, ce jaByBa
peBep3uOmIIHA, TOCTEPUOPHA JieyKoeHIedasonaTtuja Kaj MAalMEeHTKU CO EKJIaMIICHja,

KaKO TPAaH3UTHO CJICIINJIO U CC ITOBJICKYBA KOMIIJICTHO BO IIOBEKETO cJIyduau. (79)

JL0/ITOPOYHH CeKBeJIM Kaj MpeeKIaMIcujara

Pusuk on kapAaMoBacKyJapHU HapyllyBama Ha MajkaTa U TpomboemOonuja ce

TPpUIIATHU ITOU3PA3CHU Kaj MNalMCHTKHU CO npeeKnaMncnja.

XunepTeH3ujara e riiaBHa MPUUMHA 32 IPEMaTypUTET, IEPUHATATIEH MOPTAIUTET
U MajudHa CMPTHOCT W BO HHAYCTpHjalu3UpaHUTE W Hepa3BUeHHUTe 3eMju. Cropen

JUTEeparypaTa, HHIMIEHIIaTa BO CBETOT ce aBrku o1 0,1% 10 35%.(84)

OtoruTe BO OpemMeHOCTa ce CMeTa 3a KOHTPOBEP3€H 3HAK, OUJICJKH MOXKE J1a ce
jaBU Kaj OpeMeHuTe keHu 0e3 marosorvja. OTOUUTE ce NEeTEKTUPAHU Kaj HajTEHIKUTE
cllyyad cO XUIEepTeH3Hja U JI0BelyBaaT J0 eKJIaMIICHja caMO BO MPHUCYCTBO HA TPUYEBU

Ha Mmajkara.(40)

Bucoko HHBO Ha TpoTeWHYpHja ce A00pM HWHIMKATOpU 3a TEXKHHATAa Ha
npeekyamiicujara. [IporenHypujara ce japyBa KacHO BO 00JecTa U € MOCUTHU(DHKAaHTHA

CO MOBHUCOK JIN]aCTOJIEH MPUTHUCOK.
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[IpeexnamriicujaTta, cama WWIM CyINEpHOHHpPAHA, IO 3rOJEMYBAa PHU3HUKOT O]

MajYMHHUOT U MIEPUHATATHUOT MOPOUIUTET.

®usuosoruja Ha [lpeexknammncuja

BpojHU KIMHUYKK M €KCIIEPUMEHTAIHU CTYAWUU JOKaXYyBaaT JIeKa pelyKIlfjara
Ha TpodobracTHaTa mnepdys3uja (TKMBHA HCXEMHja) € TpHUTEep Ha TecTalucKara

XHUIIEPTEH3H]a.

Bo HOpManiHuTE OpeMEHOCTH, Ba30oAMIaTalljaTa Ha CIIMPATHUTE apTePHH MOXKE
Jia ce 3roJIeMH JI0 YeTpPH IaTH, CO IITO Ce Peaylupa HUBHUOT HepudepeH oTmop u ja
(daBopus3Mpa UHTEpBHIIO3HATA IpocTopHa nepdysuja. Toa e 3apamu TpodobiacTHaTa
WHBa3Wja BO IUIAIICHTaTa Koja 3aBpiryBa 20-21 recranucka Heaela v KOj ro YHUIITYBa
BaCKyJIApPHUOT MYCKYJIOCJIACTHUYEH CJI0j, MPEBEHUPAJKU ja aKI{jaTa Ha Ba3OMPECOPHU
arencu. Kaj mpeeknmamncujata, BTopara Tpodo0iacTHa MUTpalja He ce OJBUBA. 3aTo0a,
MYCKYJIOCJIACTHYHHOT CJI0j OCTaHyBa MHTAKTEH, PEIYLIUPAjKH ja KOJIMYMHATA HA KPBTA.
Ce 3rojeMyBaaT aTepoOMAaTO3HHTE IUIAKM KaKO pPEe3yiATaT Ha HaMaJIeHHOT MPOTOK Ha
kpBTa. [lapanusara Ha TpodobOracTHaTa MUTpalja MOXE Ja € IOocpeayBaHa co

MajuYUHHOT UMYH cucTeM. (25,79)

Bo 1970 rommna l'ant yTBpauMn pAeka Kaj MpeeKkiamIicujata ce pa3BHUBa
BacKyJapHa CEH3UTHUBHOCT Ha aHruoteHsuH II. bamancor mnomery mnpocranukiuH
(BazomunaTatop) M TPOMOOKCHAMYHUOT MPCTEH (HAJMOKHHUOT Ba30KOHCTPUKTOP) €
HapylleHa BO KOPUCT Ha Ba30KOHCTPUKTOPOT. Kako pesynrar Ha Toa, ce 3rojeMyBa

KPBHUOT MPHUTHUCOK, U C€ aKTUBHUPA KOAr'yJIallMOHHUOT CUHIIUD.

lecramuckara xumepTeH3Wja € EHIOTENHjaIHO HapyllyBame, Kora ce
0cII000IyBaaT MpOCTarjaHIuHU, €HI0TENNH, a30TeH okcui, nporenH C. Kora ke ce

nmospean CHAOTECIOT, C€ HaMallyBa aHTHUKOAryJaHTHATa W Ba3odWJIaTaTOpHATa

nponaykuuja. (43)

Hupoara va Exgorenun 1 ce 3roneMeHu Kaj MPECKIAMIICTUYHUTEC MAOUCHTKH,

AO0JCKa MPOCTALUKIIMHOT U a30THUOT OKCUJ CC pCAYLIUPAHU.
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Moxe na ce 3aKilyud JieKa IIOCTOM HeaJIeKBaTHA eKCIaH3Wja Ha Iula3Ma
BOJIYyMEHOT,  3rOJIEMEHAa  CEH3UTHUBHOCT HAa  aHTHOTEH3WH 2, PYNTypHpaH
MPOCTALMKIMH/TPOMOOKCAH TPCTEH, aKTUBAIMja HA KOAryJalMOHHOT CHCTEM, BOAC]KH
0 HamalieHa MyJITHOpraHcka mnepdysuja. XurmepTeH3ujaTa BO OpeMeHOcTa €
npeau3BUKaHa oja aOHopMmaiiHa TpodoOjacTHA WHBa3Wja, BOACJKM KOH HaMalleH
yTepOIUTAllEHTapeH KPBEH IMPOTOK, IUIAIICHTApHA HMCXEMHja, IUIaleHTaTa OciIo00ayBa
[IUTOKWUHY, EHIOTeNHjaHa MUCHYHKIMja 3apaad 3rojeMyBamke Ha CHIOTeNuH 1 u
TpoMOOKcaH A2, pelyKIMja Ha HUBOATa Ha MPOCTAIMKINH U a30TeH OKCH]I U 3roJIeMeHa

BaCKyJIapHa CEH3UTHBHOCT Ha aHTMOTEH3UH 2.(27)

EnuneMuononikuTe CTyiuy ce corjiacyBaar Jieka MMYHOJIONIKaTa MaiaanTaiyja Ha
¢detanHuoT rpadT Urpa roiema yiaora Bo AedeKTHATa IJIalleHTaluja KOj JAO0BEIyBa JI0

riarienTHa ucxemuja. (70) Mcxemujara e npen3BUKaHa o/l HEKOJIKY (hakTopH:

- HMmyHonomka ManaganTanuja

- TI'enercka nmpenucnosunyja

- Backymapau menujatopu

Enporenna aucyHKIMja: CUTE MATHINTa HAa TAaTOTeHE3aTa Ha XWIIEPTEH3HjaTa

MMOTCKHYBAAT OJf CHAOTCIIHATA ,Z[I/IC(I)YHKLII/Ija.

[IpoMeHuTe BO TMJIa3MUHOTEH AaKTHBAaTOPOT W/MIM paMHOTEXara TmoMery
MJa3MUHOTEH aKTUBATOPOT M WHXHOWTOpHaTa (QyHKIHMja Ha paMHOTEXaTa Ha
MPOCTAIMKINH/TPOMOOKCAaH U3IJiea JeKa BOJM KOH 3rojJieMeHa arperamnmja Ha
TPOMOOIIMTH U Ba30KOHCTpUKIHja. OBrEe MOP(OIOMIKY U (YHKIIMOHATHH MPOMEHU BO
€H/IOTEIHUTE KIETKH C€ OATOBOPHU 3a TPHUTepOT Ha KIMHUYKHOT CHUHAPOM KOj ce
KapakTepu3upa CO apTepUCKH Ba30ocIa3aM, 3rOJIEeMEHa arperamuja Ha TPOMOOIIUTH U
KamwiapHa TepMeaduiTHOCT, Koja ce MaHu(ecTupa CcO XHUIEPTeH3H]ja, eleM,

NPOTEUHYPHja U TIOHEKOTaIll TPOMOOIMTONIEHHja ¥ opraHcka xumomnepdysuja. (79)
Cnopen enuIeMHOIONIKUTE CTYIUH, TIPEEKIaMIICHjaTa € TI09ecTa Kaj:

- TIPUMHUTPABUIA
- JKeHM cO TMoBeke abopTycu W TpaHCHy3HHM ce CO MoMall PU3MK O]l Pa3BOj Ha

IpeeKamIicuja
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- TIOCTOM HMHBEp3HA BpCKa Mery JOJDKMHATa Ha KoxaOHWTaiujara W IojaBaTa Ha
MpeeKIaMIiCHja

- Xenurte xom ynorpeOyBaar OapuepHU KOHTPALEHPUBHU MEPKH MMaaT IBOJHO
MIOTOJIEM PHU3HK 32 Pa3B0j HA MPEeKIaMIICHja

- MHIOUJACHIIATA Ha MPEEKJIAMIICHja € TIOBUCOKA Kaj KCHUTE KOM 3a0peMEHUIIE O

noHop Ha crepma. (79)
Jmjarno3a Ha rectauMcKa XuInepTeH3uja

[TarmenTkata Tpeba ga MUpYBa, CEIM 5 MUHYTH Ipel MEPEHETO Ha KPBHHUOT
npuTHCOK. MaHxeTHaTa Ha cUHroMaHOMETapoT Tpeba /a € BO BUCHHA Ha CPIETO Ha
HaJJIaKTULaTa. AKO MEPEHETO MTOKAXyBa 3r0JIEMEH IIPUTUCOK, MEPEHETO CE ITOBTOPYBa
yIIITE JBa MATH Ha pacrojaHue on | MuHyTa. 32 XWUIEPTEH3Hja CE CMETa aKO KPBHHOT

nputucok e Haa 140/90 mmXr. (43,60)

Jujarno3a na Ilpeexksamncuja

[Ipeexnamrcujata € KIMHUYKA CHUHAPOM Ko] omdaka CHEKTpyM Ha 3HALU U
CUMITOMHU KOM C€ KJIIMHUYKU 00CEpBUpaHM U CE pa3BUBAaT caMH WM BO KOMOWHaIMja.
JlujarHosara 3al04HyBa CO MEpeme Ha KpBHUOT MpUTUCOK. Ce mpernopadyyBa KpBHHOT
NPUTUCOK Jla Cé MepU BO cejledka MO3ulMja Kaj aMOYJaHTCKHM NalMeHTKH M BO
MoJIyJieXKeuka Iosiok0a Kaj XOCHUTalu3upaHu mnauueHTKu. [lanmenTkara Tpeba na
MHUpPYBa, CEIM 5 MHUHYTH IpeJ MEPEHETO Ha KPBHUOT NPUTUCOK. MaHkeTHaTta Ha
armapaTtoT 3a INPUTHCOK Ce MOCTaByBa Ha JieCHaTa Ha/UIaKTHILA KOja € BO BHCHHA Ha
cpuero. Hopmanen mputucok e 120/80mmHQ. Ako MepemeTo MoKa)xyBa 3rojieMeH
MIPUTHCOK, MEPEHETO Ce MOBTOpYBa YIITE JBa MaTW Ha pacTtojaHue of 1 muHyTa. 3a

XHMIIEPTEH3H]ja Ce CMETa aKO KPBHUOT MPUTHCOK € Haa 140/90 mmHg.(58)

3a nujarHosara Ha IpeeKJIaMIICHjaTa, HEOMXOJHO € MPHUCYCTBO Ha 3rojieMeH
KpPBEH NPUTHCOK CO NMpOoTeHHypuja. IIpucycTBOTO Ha NMPOTEHMHYpHUja Ce OJpEeAyBa CO
CTHK BO NPHMEPOK 33 YpHHA M C€ O/pelyBa KBAJUTATUBHO MPUCYCTBO MPOTEHHU BO
ypuHata. HajTouHO € KBaHTUTATUBHO MEPEHE Ha MPOTEHHCKATa €KCKpeIja BO ypHHATA

Bo 24 wuacoBeH mepuwon. JlujarHo3ata Ha TmpeekiaMmIichja Oapa TPHUCYCTBO Ha
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nporenHypHja Ha 0,3r 3a 24 yaca. Mepeme Co CTHK BO IPUMEPOK HA ypuHA >3+ HE €

aJICKBaTCH.

TpaguuuoHnanHuTe KpUTEpUYMH 3a TMOTBpAyBamke Ha JWjarHo3ara Ha
npeekamIicujaTa (1mojaBa Ha XUIEpTeH3Mja U MpoTeuHypHja 1mo 20 recranycka Heena)
€ COOJBETHA 3a MpHUMEHa Kaj 37paBU HyIunapu OpeMeHH xeHu. Ho, monekoramr
XUIepTeH31ja U MPOTeHHYpHUja MOXKe Ja He e mpucyTHa kaj 10-15% on manueHTkute
KOM MMaaT XEMOJIHM3a, 3TOJIEMEHH XemaTaJlHu €H3uMu U Tpombonuronenuja (HELLP

cuHIpoM) U Kkaj 20-25% kaj manueHTKUTe Kou pa3suBaar exkiamrcuja.(90,91)

[Toromnem pu3uK € acouupal co MPHUCYCTBO Ha npOoTennypuja. deranHara cMpT €
TPUIIaTH TIOBUCOKA KOTa MpOTeHHypHWjaTa € Hax 21/24 yaca. Kora amjacTOTHHOT

MPUTUCOK € 95SmmHQ wiu MOBUCOK, TpUIIATH Ce 3rojieMyBa ¢eranHara cMpT.(89)

Pusnk ¢axropu Ha IIpeekaamncuja

- Ilpumunapa (x3)

- Bospacr nan 40 roguna (x3)

- Mynrtunau recranuu (x5)

- XpoHHuyHa XunepreHsuja (x5)

- XpOHHUYHO peHaJHO 3abonyBame (x20)

- Antudochomunuaen cunapom (x10)

- Temka mpeeknamiicuja Bo mpeTxoaHaTa opemenoct (x10)

- XOMO3UTOTHHM HOCUTEIN Ha aHTHuOTeH3uH 1235 ren (x20)

- ®amunjapHa UCTOpHja Ha MpEeKIaMIICHja

- XeHu poaeHu co Maja recTalucKka TeXHHa

- O6esurter/recTalicku aujadeT

- Jlom ucxon Bo mperxoanara OpemeHocT (detaseH 3acToj BO pacT, abpymiyja,
¢eranHa cMpr)

- Ilpeersuctupadku MEIUIIMHCKUA-TEHETCKA COCTOJOM (XpOHHYHA XHUIEPTEH3H]a,
peHanmHO 3a0oiyBame, TUNl WHCYIMH 3aBHCEH aujader, aHTU(dOCOIMIUACH

aHTHUTEJIO CHH/IPOM, MyTanuja Ha Gakrop V Leiden(83)
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XurepreHsrja BO OpPEeMEHOCT MOXKe Ja OuJie aKyTHa TecTallMCKa XHUIIepTEH3H]a,

MpeeKIaMIICHja U XPOHUYHA €CEeHIIMjaTHa XUIIePTEeH3H]a.

XunepreHsujata Moxe J1a Ouje MmpucyTHa mnpej OpemMeHocTa, WK MpBOaT aa ouuae
JIMjarHOCTUIIMPaHa 3a BpeMe Ha OpeMeHocTa. Hekoram Moxe 1a ce jaBu HHTpanapTym

WJIU BO TOCTIIOPOUIHUOT niepuo. (1,2)

5. KNACH®OUKAIINJA HA XUIIEPTEH3UJA

3a KITMHUYKY 1eH , XATIEPTEeH3UjaTa MOXKe J1a ce KiIacu(uuupa BO TpU KaTeTOpUH:

5.1 Tecramucka xumepTeH3uja

I'ecranmckara XxunepreH3yja € pa3Boj Ha 3roJeMeH KPBEH IIPUTUCOK 3a BpeMe Ha
OpemeHocTa UK 24 yaca MOCTIAPTAIHO, BO OTCYCTBO HA JPYTU 3HALM U CUMIITOMH Ha
NpeeKjaMIiCija WM TIPEeTr3UCTEHTHA XHUIEpTeH3Wja. KpBHUOT TNPHUTHUCOK ce
HOopManu3upa 12 Henmenu mocTmapTyM. XWIEpTeH3HjaTta ce AeuHupa Kako KpBEH
IIPUTUCOK TOrosieM win enHakoB 140mmHQ cucronen u 1ujacTosieH KpBEH MPHUTHCOK
90 mmHg. Xuneprensujata Tpeba na Ouje NpUCyTHA HA HajMaJlKy JBamaTH, Oapem 4
Yaca pa3liKa, HO Jia Tpae MaKCUMAaITHO BO repuox ox 1 Hexena. [To3HaTo € nexa HeKoH
JKEHU CO TecTallMcKa XHUIEPTEeH3Hja MOXE Jla UMaaT XpOHWYHA XUTIEPTeH3H]a, KOja He
Ouia mpuMeTeHa o]l MalMeHTKaTa, U cocTojbaTa MoxXe Jia porpearpa BO CHMITOMH Ha
npeekjamiicuja. I eHepanHo, MOKHOCTA 3a MPOTrpeupame KOH MpeeKIaMIICHja 3aBUCH
O]l TeCTaIlMCKa BO3pAcT, BPEMETO Ha JMjarHo3ara Ha MOYETOKOT Ha MpeeKIaMIICHjaTa €

npen 35 recTaliucKy HEAEH.

Nunmnenmara e momery 6-29% kaj wymumapu. 2-4% kaj MyJATHUTApH.
Nunmpnenmara ce 3rojieMyBa Kaj MAaIMEHTKA CO MYyNITHIUIAa OpemeHocT. Hajuecto ce
jaByBa 1o 37 recranucka HeJena, U 3aToa UCXOA0T Ha OpeMeHOCcTa OOMYHO € CIIMYEH CO
KEHH CO HOPMOTEH3WBHa OpemeHocT. TexuHaTa Ha HOBOPOJCHOTO Kaj OBHUE
OpEeMEHOCTH € 3HAYUTEITHO TOorojieMa oOJf THe Kaj HOPMOTCH3MBHHTE OpEMEHOCTH.
Cenak, eHH co Oiara TecTalycKka XHWIIEpTEeH3Wja WMaaT TOTOJIeMH MOXKHOCTH 3a
parame CO HMHIOYKIMja, a MOMaIM Of MAPCKU pe3. MajuuHHUOT W TMepPUHATATHUOT
MOpPOUANTET C€ CYIITUHCKH 3TOJIEMEHHU Kaj KEHH CO TEIKa TecTalicka XUMEePTeH3H]a.

HaBucrtuna, oBue keHM MMaaT 3rojieMeH PU3UK 3a MOPOUIUTET BO cropeada co KeHU
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co Omara mpeexnamrcuja. Cramkara oj aOpymnuMja Ha IOCTeNKara, MpeIBPEeMEHO
parame (momanky oA 35 recralldcKu HelesaH), Maja pOAMJIHAa TeXHHa 3a BO3pacTa Ha
HOBOPOJCHUTE € CIIMYHA Kaj )KEHUTE CO TelIKa npeekinamicuja. OBue xeHu tpeda 1a ce

TpeTHpaaT Kako Jia MMaar Telka rnpeexiamicuja(8)

5.2 Tlpeexnamricuja u eKJIaMIIcHja

Knacuunara Tpujaaa ol mpeekamIicuja COAPKHA XUIEPTCH3H]ja, IPOTEHHYPHja U
enem. Cernak, Ma YHHBEp3ajHa COTJIACHOCT JIeKa eeMOT He Tpeba Ja ce Opor Kako Jied
OJl JMjarHo3aTa 3a MpeeKIaMIichja OWJICjKM € COCTaBeH CHUMIITOM Ha HOpMaliHaTa
OpemeHoct. 1/3 on exIaMnTHYHU KEHU Hemaat efeM. Ilpeekiamicuja ¢ naeduHUpaHA
KaKO TeCTalucKa XHIepTeH3uja co npoteunypuja. [Iporennypujara e nepuHrpana Kako
KOHIICHTpAIlMja Ha IPOTeHHHU Bo ypuHa Bo 0,31/24 yaca. Bo HeocTHT Ha MPOTEHHYpH]a,
CHUHJIPOMOT Ha TIpeeKJIaMIicHja Tpeba Ja ce pasrie/ia Kora recTaiucKkaTa XUIepTeH3mja
€ TpHCYTHa BO acollMjallyja CO YIOPHH IEepeOpalHd CHUMIITOMH, CIIUTACTPUIHH WIIH
OOJIKM BO JIECEH TOPEH KBaJpaHT Ha abJOMEHOT, raJickhe¢ WIN IMOBpakame, (QeTalcH
3aCTOj BO  pacToT, WIM aOHOpPMaJIHM  Ja0OPATOPHCKH  pE3ylNTaTH  Kako
TpOMOOLIMTONIEHU]a, 3rOJEMEHM XemaTalHu eH3uMu. Bo Omara mnpeexnamiicuja
JINJaCTOJIHUOT KpBEH NpUTUCOK € oA 110mmHg u cucTomHUOT KpBEH MPUTHUCOK € 0]

160mmHg. (42)

I1E e Bux Ha XxumnepTeH3Hja Koja € yHMKaTHa camo Bo OpemeHocTta. KnuHuukute
HAaOJM MOXaT Ja ce MaHu(ecTHpaaT KaKO MajuuHd CHMITOMHU (XHUIIEpTEH3Hja |
IpOTeUHYpHja cO HMIU 0e3 Jpyrd MYITUCUCTEMCKH IUCQYHKIMHM) Win (eTaneH
cunapoM (deranseH 3acToj BO PACTOT, peaylUpaHa OKOJYIJIOJAO0BA TEYHOCT U
abHOpMmanHa okcureHamuja). Bo mpakca, MajunHUTEe CUMITOMH O] MpeeKjaMIcHja ja
MPE3eHTUPAAT KIMHUYKU CHEKTPYM CO TOJIEMH Pa3IMKM Kaj IpeekjaMIiCHja Koja ce
jaByBa ONM3y 110 TEPMHUHOT 3a pafame, 0e3 JOKaXaHo (eTasHO HHBOJBHpAmE U

IpeeKIaMIICHja acoliMpaHa CO HUCKa POIMIIHA TEXKUHA U TpeABpEeMEHO parame.(19)

[Ipeexnamricujata € xereporena cocrtojoa. IlaTorenesara moxke aa Bapupa Kaj
Pa3IMYHU J)KEHU BO 3aBUCHOCT 0OJ1 (pakTopuTe 3a pu3uK. Kaj Hynunapure, maroreHesara
€ pa3u4yHa O] )KEHUTE CO MPEer3UCTHPAYKH BACKYJIApHU 3a00NyBama, MylTuderasHa
recranyja, reTamucka Aujaberec, MpeeKIaMIiCHja BO TMPETXOAHAaTa OpeMEeHOCT.

[Tarodusmonornjata Ha TpeeKIaMmIiCHjaTa Koja Cce€ jaByBa paHO BO OpeMeHocTa €
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pasnuyHa oJ MpeekjaMIichjaTa Koja ce jaByBa OJM3y 0 TEPMUHOT 3a pafame WA BO

moctnapraiaHuot nepuo.(60)

WNuuuaennara Ha npeekiamIicuja ce ABWXKU Mery 5-7% Kaj 3ApaBU HYJIHIIAPH.
Kaj HuB mpeeknamriicujata Hajuecto € jJecHa (opMa U ce jaByBa ONHM3y TEPMHHOT 3a
parame wim noctmaptaieH nepuoi. [loctom mMuHUManeH (eTaneH PU3HK WU JIOINI
UCXO0J 32 IoAoT. MHIMaeHaTa 1 Te)KuHaTa Ha [peeKIaMIiCHjaTa € ITOBUCOKa Kaj KeHU
co MmynaTudeTalHa recTaluja, XpOHUYHA XHUIEpPTEH3Wja, MPETXOJHA MpeeKIaMIICcHja,

MIPEreCcTaMCKH TrujabeTec MEJIMTYC WK Ipeersuctupadka Tpomoopunmja.(79)

5.2.1 AtunuyHa npeexIamIcuja
HajHoBuTe momaTony ykakyBaaT JIeKa MOXeE Jla C€ pa3BHE MPEeKIaMIIChja WU
eKamIicuja 6e3 XUIepTeH3rja Wik npoTeuHypuja. Kaj oBue BHIOBU Ha MpESKIaMIICHja

IPUCYTHU CC APYI'" CUMIITOMH U J'Ia60paT0pI/ICKI/I OTCTAIIKHU.

Bo oTcycTBO Ha mpoTenHypHja, IpeeKIaMIiCHjaTa Ce jaByBa KOra recraiuckara
XUIIEPTEH3Mja C€ jaByBa Kako TMEP3UCTEHTEH CHMIOTOM WM €O aOHOpPMAaJHU
nmabopatopucku TecToBH. 25-50% onx necHute GHOpMH Ha TrecTalMcKa XHUIEPTEH3Uja
nporpeaupaar Bo npeekiamrncuja. Cramnkara Ha Iporpecuja 3aBUCH O] TecTalucKara
BO3pacT Ha TM0jaBa Ha XuIepTeHswja W jgoctura go 50% xora recramuckara
XHUIIEpTEeH3Mja ce jaByBa mpeia 32 recramucka Henena. Hajromem nen ox ciydaeBuTe
pe3yATHpaaT Co MPEIBPEMEHO parame W Majla TecTaliCcka TeXWHa. 3aToa, Kaj OBHE
KEHW TOoTpeOHa € dYecTa KOHTpoJa 3a paHa JujarHo3a Ha TpeekIamIicuja (dectu

71a00paTOPUCKH aHaIN3M) U (peTasieH pacT (4eCTU yATPa3BYUHU MPETIIEIN ).

Ha npeeknamricuja TpeGa 1a ce pa3MmciiyBa NP 10jaBa HA TEIIKa T'€CTAIMCKa
XUMEepPTEeH3Mja acollMpaHa coO JIOII MajudH-TIEpUHATaJeH ucXoi. Temika recrarucka
XUMEePTEH31]ja € acollMpaHa cO BHCOK MajuuH M TIepUHATAIeH MOPOUIUTET BO criopenda
co jecHuTe (OPMHU Ha TpeeKIaMIicHja. [lalMeHTKUTe CO TeIlKa XUIEPTEeH3Mja UMaaT

JIOII MajYHH U (eTajeH UCXO/I, CIMYHO CO KEHHUTE CO TelIKa rnpeeknamicuja. (8)

[TanmenTKUTE CO TellIKa XUIIEpTeH3HMja Tpeba Ja ce CMeTa Jieka UMaaT aTUIIMYHa

npeeKnaMncnja n Tpe6a Ja ¢C€ XocnuTajau3upaar, Ha C€ OpAUHHpPa Tepam/lja 3a
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NPEBEHIMja Ha EKJIAMIICHja, YeCTH JIa0OpPaTOPUCKH aHaIHM3HM, AHTUXUIIEPTECH3UBHU
JIEKOBH, CTEPOMIM 3a Marypamnuja Ha ¢eTanHo OemoapoOue W mopoayBame 1o 34

recraiycka Hejesa, Wid opaHo ako ¢ moTpedHo.(79)

CuHzIpoM Ha KanujapHa MepMeabUIHOCT: €M Ha JIUIIETO, aCIUT, 0eIoapooeH

e/ieM, TecTalucKa MPOoTeuHypHja.

Kaj Hekoum mamMeHTKH CO TMpeeKIaMIichja 3a0O0NyBambEeTO MOXE Jla Cce
MaHu(peCcTUpa CO 3roJieMEHa KamujapHa TNepMeaOWITHOCT (MPOTEUHYpHUja, AacIMT,
OenopoOeH efeM) eKIIECUBHO J00HMBame Ha TEKWHA, WU CIIEKTPYM Ha aOHOpMaiHa
XeMOCTa3a co MyJTHOprancka auchyHkiuja. OBre MalMEHTKH ce MaHH(ecTUpaaT co
HETUITMYHU KJIMHUYKYA MaHU(]ecTaluy Ha MPeeKIaMIICHja Kako IPOTEUHypHja 0e3 enem
Ha JIMIETO, AaclHT, JIOOWBamke TEXKHWHA CO JIADOPATOPUCKU TMOPEMETyBama HITU
NPUCYCTBO HAa CUMOTOMH Oe3 xwumepTeHsuja. llanmmeHTkuTe CO aOHOpPMAaTHU
na0opaTOPUCKH aHAJIM3U WK CO TJIaBOOOJIKa Tpeda Ja ce pa3MHUCIIyBa JieKa MOXar Ja

uMaar npeeksamiicuja.(23,24)

ExnaMicuja e nojaBa oz Hamajau BO BTOpaTa IOJOBHHA O]l OPEMEHOCTa U HE ce

MPENUIITyBaaT Ha IPYTH IPUIHHH.
I'ecramucka nporenHypuja

lecranucka mnporteuHypuja ce JAe@UHMpa Kako ypUHapHa MPOTEUHCKA
ekckpenja HajManky 300mr/24 wyaca. TouHata WHIMAEHIIA Ha TeCTalMCKaTa
NpOTeMHYpHja Mpe] Mporpecujara BO IpeeKIaMIicCHja He € Mo3HaTa. V3omupaHa
recraiycka NpoTeuHypuja € 3abenexaHa kaj 4% o OpeMeHHTe XEHHU BO JBe
MyntaneHTpudHn cryauu. Kaj ucture crymum 4,3%-7% oa TanuMeHTKUTE WMaar
KOMOMHHMpaHO NPOTEHHypUja M TecTallcka XWIepTeH3uja. 1/3 oa malueHTKUTe co
recraiycka IpoTeHHYpHja MOXe Ja Hporpeaupa BoO mpeeksiamncuja. Hekom aBTopm
CMeTaaT JieKa caMO TrecTalucKaTa MPOTEMHYpHja MOXKE Ja € MpPEeIBEeCHUK Ha

MIpeeKIaMIICH]a.

Kenu co mojaBa Ha mpoTewHypHja Tpeba a ce MOHUTOPHpAAT €THAIl WA

JIBAIaTH HEJICITHO 3a PaHa JAMjarHo3a Ha npeekiaamrcuja.(23,44)
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5.2.2 Tlpeexnamrcuja-Exnamncuja npen 20 recranucka Heenna

[Ipeexnamricuja/exnamicuja npen 20 recramycka Helena ce jaByBa Kaj MoJapHa
OpeMEeHOCT, XHIPOIICHA JIeTeHepalrja Ha IUIAlleHTaTa cO MM 0e3 MOCTOCYKH (eTyc.
MHory peTko mpeekjaMIiCHja MOXKe J1a CE jaBU BO IpBaTa MOJOBHHA Ha OpEeMEHOCTa H
0e3 MoylapHa JereHepanyja Ha IUIAllEHTaTa Kako JYMyCc HEPPUTHUC, XEMOJIUTHYKU
YPEMUYKH CHHIPOM, CHHIPOM Ha aHTH(POCHOIUIHUIHU aHTHTEIa WIM TPOMOOTHYHA
TPOMOOIIMTONICHUYHA ITypITypa. Bo 0TCyCcTBO Ha Jpyra maTosioruja, naiueHTKUTe Tpeda

Jla ce TPETHpaaT KaKo TelIKa MpeeKIaMIICHja.

[TaneHTKUTE KOWM MMaaT KOHBYJI3MM AacOLUUpPAaHU CO XUIEpPTeH3Hja U
NpOTEHHYpHja BO MpBaTa MOJOBMHA Ha OpeMeHocTa Tpeba Jla ce CMeTaaT JeKa MMaaT
eKJIaMIICHja JIOZICKa HE ce JIOKaXe CHpoTHBHOTO. Kaj oBHWe mamweHTKH Tpeba ma ce
HalpaBy yATPa3BydEeH Iperiie]] 1a c€ UCKIy4Yd MOJIapHa OpeMEHOCT M XUAPONHUYHA UIIH
LUCTUYHA JIereHepalyja Ha IulaleHTara. AKO ce HallpaBU JIOIUIep Ha apTepHja yTepuHa
MOCTOM ““HOY"* KaKpaKTEPUCTUYCH 3a 3roJIEMEH OTIIOp BO IUIAIICHTATa Kaj MAIlUCeHTKUTE

co npeekitamiicuja. (79)

5.3 XpoHuyHa XunepTeH3Mja

HedpuHupana Kako XWIIEpTEH3Mja TMpHCYTHa IIpe]l OpeMeHocTa MU
aujarHocTunMpana npeq 20 taTa recramcka Hejena. XuIepTeH3ujaTa Koja ONcTojyBa
nmoBeke o4 3 Mecemu IMOCTHAapTyM HCTO € KiacupuuupaHa Kako XpOHHUYHA

XUIEepPTEH3H]a.

5.3.1 XpoHu4Ha XUTIEPTEH3Mja CO CYNEPIIOHNpPaHa MTPEKIaMIICH]ja

XKenn co XpoHMYHA XHWIEPTEH3Wja MOXKAT Ja pa3BUjaT CyNEPUMIIOHHpaHA
IpeKJaMIchja Koja MITO TO 3rojeMyBa MOpPOMIUTETOT Ha Majkata U (eTycoT.
JlujarHosara ce MOCTaByBa CO €Ha WJIM MOBEKe IM0jaBU Ha XumepTeHsuja. Pa3Boj Ha
MpoTenHypHja AepuHUpaHa Kako ypuHapHa ekcrpakiuja on 0,3r/24uaca, OTCycTBO Ha
nporeuHypuja npea 20 recramucka Henena, WIM Kaj JKEHH CO TPOTEHHYpHUja U
xunepreHsuja mnpex 20-Tata TrecTalMcka Hejxena, TelIka —ersanepOamuja  BO

XHIIEPTEH3H]ja M Pa3Boj HAa TPOMOOLIMTONICHU]a ¥ a0HOPMAITHU XeTaTaaHu eH3uMu. (43)
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6. NPEJAUKINJA HA IIPEEKJIAMIICUJA
Bo mwuteparypara mocrtojar Ham 100 kauMHWYKH, OMODU3MYKH U OHOXEMHUCKHU
TECTOBH KOU C€ MpenopavyBaje 3a npeanKIiyja Ha Mpeekiamicujara. Huenex o HUB He

€ JIOBOJIHO CUT'YpEH 3a IPUMEHA BO KJIIMHUYKATa IpaKca.

[IpemioskeHu ce moBeke OMOXEMHICKH MapKepH 3a MpeIuKIdja Ha IpeeKIaMIICHjaTa
Kaj OpeMeHHTE KeHU Oa3rpaHu Ha CIICU(PUIHN MaTO(PU3NOIONTKA a0HOPMATHOCTH KOU
ce MOBpP3aHU CO IpeeKiamIicujata. Toa ce Mapkepu 3a IUTalleHTapHa TUCQYHKIHja,
SHJIOTeIMjajTHa M KOaryJiallioHa aKTHBAalWja, aHTHOTeHE3a W MapKepu Ha CHCTEMCKa
nHbmamanuja. Pesyiaratute Ha pa3MyHM CTYUU CyrepHpaar JIeKa aHaJN3UTe Ha OBHE
MapKepy ce HEKOH3MCTEHTHH, CO HHCKAa crenu(uyHa W TPEAMKTHBHA BPEIHOCT 3a

PYTHHCKa yroTpeba BO KInHHUYKaTa mpakca.(19)

Bo 2017 romuna mnpercraBHuiute Ha QDoHpanujata 3a (QeraqHa MeTUIMHA
MpeTcTaBUja CKPUHUHT MeTojA OasupaH Ha auropuTaMm (KOMOMHAIMja HA MajuuHU
(bakxTopH, CpeleH apTepPUCKU NPUTHCOK, ITyJICATHIICH WHACKC HA YTepUHATa apTepuja U
IUTaneHTapHuoT (akrop 3a pact). Kopucrejku ciudeH anropuram co J0JaBame Ha
wia3mMa nporenH A acomupaH co OpemeHocta (PAPP-A)-ce cmposene ASPRE
CTyAMjaTa-Koja ce cocTou of ymoTrpeba Ha AcnupuH 150Mr 3a mnpeBeHIMja Ha
npeekiaMiicuja. Bo mpBuUOT TpuMecTap ce€ TMpaBU CKPUHUHI 3a T[I0jaBa Ha
MpeEeKIaMIICHja CO COOJBETHHOT aJIrOpUTaM M Kaj BHCOKO PU3UYHUTE MAI[UEHTKU Ce
opauaupa Acniupud 150 mr aHeBHO 10 36 recramucka HeAena. Crankara Ha JAeTEKIHja
Ha mpeekjamrcuja € 76% u Kaj malMeHTKuTe moj Tepanuja co AcnupuH 150mr e

3a0enekaHo CHrHU()UKAHTHO HaMaJlyBamke Ha 10jaBaTa Ha mpeekiaMciuja.(69)

HajBeryBauku OTKpUEH CKpPUHHUHI METOJ € METOJOT cO KoMmOuHaiuja Ha
o6uomapkepure SFLT1/PIGF Bo TpeTnoT TpumecTap Koj ce nokaxajl BUCOKO CEH3UTHUBEH
u cneuuduyeH 3a paHa JUjarHo3a M INPOTHO3a Ha Mpeekjamicujata. Bo cBojoT
JIOKTOpAT CO HAaclloB ,,EBaiyarija Ha cCepyMCKUTE HMBOA HA IUIALEHTAPHUTE AHTHOT€HU
Ka] TPYIOHUIIMTE CO TMpeeKjamIiCja W Ha BIMJaHHETO Ha HUBHUOT COOJHOC Ha
MpOLIEHKAaTa Ha TeKHWHATa Ha KJIMHUYKATa CIIMKAa, MAaTEpPHATHUOT W MEPUHATATHUOT
ucxon®, Camapuucku U. ja onpenysa curauukanTHaTa MOBP3aHOCT Mel'y BUCHHATA Ha

AHTHOTCHUTC U TCKMHATA Ha KIIMHWYKATa CJIIMKa Ha npeeKnaMncnj aTta. (80)
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CkpuHUTOT cO Ouomapkeputre ce edTUHH M CUTYPHH METOAMU 3a YTBPIAYBambe
cOCT0jOM KOU MOXKAT Ja OUJaT )KMBOTHO3aKaHYBAUKH JIypU U BO JIEJIOBU CO OTPaHUYCHH

pecypcH U HCKYCTBO.

Hexonky cTyaum mokaxyBaaT 3rojeMEHO HHMBO Ha MH(IAMAaTOPHU IIUTOKUHH Kaj

peeKamIicujaTa Bo criopeaba co HopManaute opemenoctu.(20)

Bo crynujara ce ciopenyBaar Bpeqnoctute Ha L[PIL, ITHT u TH®a xaj manueHTku
co paznmuuHa QopmMa Ha TpeeKIaMIiCHja CO BPETHOCTUTE Ha OBUE HH(]IaMaTOPHU

napameTpu Kaj 31paBu TpyaHuid. (7)

ITocTojar nmoBeke CTyAMH KOM MOTBPAYBAaT J€Ka BPEIHOCTUTE HA OBUE MapaMeTpu
ce MOBUCOKH Kaj MalMeHTKUTE co mpeekiaamicuja. Taka, Bo cryaujara Ha Rebelo et al.
HuBoTo Ha [IPIl e curHM(UKAHTHO TOBHCOKO Kaj MAIIMCHTKUTE CO TMpPEeKIaMIICHja

OTKOJIKY Kaj 37paBuTe TpyaHuiy (64).

Mihu et al.(54) Hcro Taka ja komnapupane BpenHocra Ha L[PIT kaj marueHTKu co
npeeKyIaMIichja U Kaj 31paBu OpeMeHM MalueHTKU. YTBpawie Jeka HuBoTo Ha [[PII
KOPECHOH/IMpa cO Te)XKMHATa Ha KIMHMYKATa CIMKa Ha IpeekjaMIicujaTta. bunejku ce
paboTu 3a JIecHO JocCTarneH, Op3 U pelaTHBHO €BTUH TECT, IIMPOKO € mpudareH BO

KInHUYKaTa npakca (10).

Mangogna et al.(45) (2019) I'u ucnuryBane HuBoata Ha [T kaj mamueHTKH co
cpenHa u Temika ¢opma Ha mpeekiamicuja u yrepauie aeka [T e curaudukanTHO
MOJIOMUHAHTEH MapKep 3a yTBpAyBamke Ha TEKHMHATA Ha KIMHUYKATa CIMKa Ha

npeekiamicujata (4).

Bo crynujara na Kucukgoz Gulec et al.(33) curandukanTHO MOBUCOKH BPEIHOCTH
Ha [[PII u TILT ce nerekTupanu xaj Temkara (opma Ha MpeeKIamIiCHja BO criopeada co
cpenHata opMa Ha mpeekjgaMmicHja. THe 3aKiydyBaar Jieka W JBaTa MH(IaAMaTOpPHU

MapkepH ce (pakTOpH Ha PU3HK 3a [0jaBa Ha npeekyiammncuja.(2012)

HcToBpeMeHO 'Y ITUTUPAAT U IPYTUTE aBTOPH KO T'M UCITUTYBAaT WH(IAMATOPHHUTE
OnoMapkepu 3a OJIpelyBame Ha TEXKHHATA Ha MpeeKIamIichjata kako: Agostinis et al.
(2018); Uckan and Sahin (2018); Jannesari and Kazemi ( 2017); Duckworth et al.
(2016); Birdir et al. (2015) (29).
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JIoKaTHOTO M CHCTEMCKOTO 3rojieMyBame Ha MpOoMH(pIAMATOPHUTE IUTOKUHU ja
sronemyBaat npoaykuujata Ha [ILT ox makpodarute, [T ro omreTyBa eHI0TENOT U
KOHCEKBEHTHO ja 3roJieMyBa MpEeeKIaMIITHYHATa CHIOTeNUaNHa TUCQYHKIMja. 3apaau
KIMHUYKOTO U AUjarHOCTHYKOTO 3Hauewe Ha 11T, HeroBure cepyMCcKu KOHIIEHTPALIUH
MOJKaT Jia ce cMeTaar 3a Jo0ap JUjarHOCTHUYKH Mapkep 3a npeeknamicuja. Mcro Taxa,

[T e noGap MpOrHOCTHYKHU MapKep 3a TeKUHATA Ha Mpeeknamicujata (3,4).

Bo cryaujata na Mavardi et al. (2019) yrBpaeHo e neka ce 3rojieMyBaaT HUBOATa Ha
TH®o u 11-6 kaj mpeekiaMcujaTa Kako pe3yiTaT Ha CHIOTEIHOTO OIITETYBame.(48)
Hcro Ttaka, crymujata Ha Rodrigez dos Pasos ( 2021) yrBpamna neka BHUCOKHTE
BpenHoctd Ha TH®Do kaj manuMeHTKUTE CO MpeeKIaMIiCHja ja HaMallyBaaT eKcIlipecujaTa

Ha aKBallOpUH 3 U HEeraTUBHO BJ'II/IjaaT Ha MnrpauI/IjaTa Ha Tp0(1)06HaCTHI/ITe KIJICTKH.

(65)

HcnutyBamata BO IIOHOBHOT TMEPUOJ YKaXyBaaT JeKa HHQIAMATOPHUTE
OMOMapKepH ce TECHO IMOBP3aHU CO Pa3BOjOT HA MpEeKIaMIICHjaTa U JONMPHHECYBaaT 3a
OJIpe/lyBam-e Ha TS)KMHATA HA KIMHUYKATA CIIMKA. 3aT0a € M3JP)KAHO Jia ce MPOIOIKH
BO Taa HAacOKa 3a YTBPJyBame Ha IMapaMeTpu KOU Op30, JIECHO U TOYHO K TpPEABHIAT
MojaBa Ha TNpEEKJIaMIIMCHja W CO HHUBHO CIEJCHE Ke CE OBO3MOXH HaBPEMEHO
TepMHUHHpame Ha OpemMeHocTa M M30erHyBambe€ Ha MOTELIKUTE KOMIUIMKAIMM Ha

npeekiamicujara(19).

CryauuTte Ha JOMIUIEp YATPA3BYKOT HE CE€ KapaKTEPUCTHUYHH 3a CKPUHUHT Ha
MpeeKIaMIicijaTta, HO JOIJIEpOT Ha yTepuHaATa apTepHja MOXKE Ja € KOPUCEH Kako

CKPpHUHUHI TECT Kaj JKCHHU CO BHUCOK PU3HK 3a HpeeKHaMHCI/Ija.
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7. TIPEBEHIIUJA HA ITIPEEKJIAMIICUJA
MHory paHIOMHM3UpaHU CTYIUMU [pOydyBaje METOAU 3a MpeBeHlHja Ha

npeekjamiicujaTa. Pesynrarure mokaxaine MUHUMAJCH UM HUKAKOB OCHE(HT.

- Bucoko nporenHcKa HCXpaHa U HECOJICHA IHETa
- Kamuuym

- Maresuym

- Huak

- Puba

- AHTUXUIIEPTECH3UBHH JIEKOBU

- AHTUTPOMOOTHYHU areHCH

- Huckonozaxen actiupuH

- Dipyridamole

- XemnapuH

-  Buramun E u I

CymieMeHTanujaTa co KajlllMyM HE € JOKakaHa KakKo YCIeIlHa 3a MpeBeHIMja Ha

npeekiaamrcujata. (23)

AHTUTPOMOOTUYHU  areHcu-MHOTY paHJIOMHU3UPAHH CTYyIUH yIOTpeOyBaie
Huckogo3zaxkeH AcnupuH (50-150mr/meH). Basocmasmor u  HapyulyBawmara BO
KoaryJanujara Kaj npeekiaMIicijaTa € IpeAn3BUKaHa JeIyMHO OJ HepaMHOTeXara Ha

TpOM6OKCB.H Az'HpOCTaLII/IKJ'II/IH OJHOCOT.

HanpaBena e mera ananmu3a on crpaHa Ha Perinatal Antiplatelet Review of
International Studies (PARIS) Collaborate Group 3a edexkruBHOCTa U Oe30eqHOCTa HA
AcnupuHOT BO MpEBEHIMjaTa Ha NpeekiaMiicjata. OBaa MeTa aHalIM3a cyrepupa aeka
HUCKO/I03aKeH ACITUPHUH To 1Mog00pyBa HCXO0T Ha OpEMEHOCTa Kaj OBUE )KEHHU aKo ce
noyHe mpen 16 recramucka Hexena. ['omema myntuneHTpudHa crynuja on National
Institute of Child Health and Human Development-crion3opupana ctyauja mokaxana
JieKa OpeMEeHH JKEHU CO BHCOK PH3HK 3a Pa3BOj Ha MpeeKyiaMIichja HeMaaT OeHehHUT o]l
TPETMaHOT CO HUCKO J03akeH AcrtpuH. Hekon aBTopu mpenopavyBaar ynorpedarta Ha
AcnimpuHOT 1a ce 0a3upa Ha MHIMBHIyaJleH PU3UK 3a pa3Boj Ha mpeekiamncuja. Ho,

PacnoIoKUBUTE OJATOLU HE MPETopadyBaaT TakoB TpeTMaH.(69)
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Butamun I u E-IToctojar cryauu kou npenopavyyBaaT yrnorpeda Ha ButamuH Il u E
3apaJy HaMajeHaTa aHTUOKCHIaTUBHA aKTUBHOCT, 3TOJIEMEHUOT OKCUAATUBEH CTPEC BO
MajudHaTa IHMpKyJalyja ¥ IUIalleHTaTa KoM JONpHHECYyBaaT 3a Ii0jaBa Ha
npeekiamicuja. Ho, HEKOIKy paHIOMHM3MpaHH HCTPaXKyBama Kaj XKEHH CO HHU30K H
BHUCOK PHU3UK 3a IPEeKIaMIICHja He OTKpUJIe HaMalyBambe Ha CTalKaTa Ha MpeeKIMIICH]ja

co cyreMenTanuja co Butamut 1 u E. (23)

8. JIABOPATOPUCKU ABHOPMAJIHOCTHU KAJ ITIPEEKJTAMIICUJATA

Penanna pynkumja

Bo HopManHuTe OpeMEHOCTH ce 3roJieMyBa CTalnkaTa Ha IJIOMepyJapHaTa
¢unTpanrja W ce HaMalyBa HHMBOTO Ha CEPYMCKHOT KpEaTHHHH, ypea M YpUYHA
kucennHa. Kaj mpeeknmaMmcujata Ba3ocmasMOT W €IE€MOT Ha  EHJIOTENOT Ha
rJIOMEpyJapHUTE  Kamwiapd JOBeAyBaaT [0 HaMmalyBalbe Ha CTalKkara Ha
rnomepyiapHara ¢unrpanuja 10 25%. HuBoata Ha ypuuHarta KHCeNInHa ce 3roJeMEHH
Kaj JKeHH CO MpeeKJaMIICHja, HO OAPENYyBameTO Ha ypHYHATa KHCEIWHA HE €

CCH3UTHBEHO HUTY Crieln(UIeHO 3a MPEAUKIHja Ha mpeekiammcuja.(79)
Xenaranana pyHkuuja

Xenapot e 3adaren camo kaj 10% on maumentkure co npeexinamicuja. Kaj uus ce
jaByBa 3roJIeMyBambe Ha XeMaTaJHUTE TpaHcamuiaszu, ocodeno kaj HELLP cunnpom.

Moske 1a ce jaBu 3rojieMyBarbe Ha HHAUPEKTHUOT OMnupyOuH. (79)
XeMaTo/JI0IIKH IPOMEHHU

[1nazma pubpunonenTa A, HUBOATa HA A-TUMEPUTE U LUPKYIUPAYKUTE TPOMOUH-
AHTUTPOMOMH KOMIUIEKCH C€ MOBHCOKH Kaj )KEHUTE CO IMpeeKIaMIicuja. AKTUBHOCTa Ha

ria3ma antutpom6uH Il e HamaneHa mTo Jo0BeayBa TPOMOMHCKA FeHepalyja.

TpomboruTonenrja € xeMaToJOlIKa a0HOPMATHOCT Kaj JKEHHUTE CO TelllKa
MpeeKIaMIICHja KOja KOpellipa cO TeKHHATa Ha MPOIECOT W MPUCYCTBO WIH OTCYCTBO
Ha aOpymiyja Ha mocTenkata. Bo crynujara Ha Burrows and Kelton yTBpaeHo e aeka

TpoMOOIMTONEHUjaTa ce jaByBa Kaj 15% ox ciyuaute.(9)
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HELLP Cunapom
[TocTojaT moBeke aebaru 3a nedununujara 3a HELLP cuaapom.

Jlaboparopucku kpurepuymu 3a HELLP curnpom-Xemonusa-geduHupana co
MPUCYCTBO Ha MUKPOAHTHOINATUYHA XEMOJUTHYHA aHeMHja. AOGHOpMasiHa nepudepHa
pa3Macka (IIMCTHOLMTH), 3TOJEMEH CEPYMCKU HHIUPEKTEH OHIMPYOHH, 3Tr0JIEMEHO
HUBO Ha JIAKTAT JEXUAPOreHa3a, HamallyBamke Ha HUBOTO Ha xemorinoOouH. Ho, mocrojar

ciydyau Ha HELLP cunapom xane Hema xemonusa.

Iloctom 3rojleMeHO HHBO Ha Xe€IaTajaHH TpaHCaMWJIa3di, HO HHBOTO Ha

3roJIEMYBAalBCTO HE KOPEJIMpa CO TC)KUHATA Ha KIIMHWYKATa CJIMKA.

Tperoro mopemeryBame kaj HELLP cunapom e tpomOoruronenuja. Martin u
Kojerute HampaBwie kiacudukanuja Ha HELLP cunapomor cmopen HHBOTO Ha

TPOMOOILIUTONICHH]A.

e [ Kiaca HuBo Ha TpomOoruTy o 50 000/mm?®
e Il Kiraca auBo Ha TpombOorutu o1 50 000-100 000/ mm?®

Il Kitaca HuBo Ha TpoMGomute 100 000-150 000/ mm?

Opaa kmacudukamnmja ce ymnorpedyBa 3a TpeAWKIMja 3a Op3uHATA Ha

3a3/jpaByBamkE MOCTHAPTAIHO, MajJUUH NepUHATajIeH ucxo.(12)
Kpurepuymure 3a aqujarsoza nHa HELLP cunapom

- Xemonm3a (HajMaiKy 2 of 1aJIeHUTE)
[lepudepna pazmacka (ILIUCTHOLUTH)
Cepymcku Ounupyous (>1,2mg/dL)
Huzok cepymcku xantornoOux
- Temxka anemuja, 6e3 kpBo3aryoa
- 3roJieMeHU XenaTajHi €H3UMHU
Acnaprar tpancamuHaza(ACT) wnu ananwa Tpancamunasza (AJIT) > aBanatu
HaJl HOPMAJTHUTE BPETHOCTH

Jlakrar nexuaporenasa (LDH) > nBamatu Haj HOpMaJIHUTE BPEIHOCTH
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- TpomGouuronenuja (<100 000/ mm®)
- HELLP CUHIPOM (xemonu3a, 3TOJIEMEHH XernaTtajaHu CH3HUMH,

TPOMOOIIUTOTICHH]A)

Pana nereknuja Ha HELLP cuampom e Temka kaj keHHM €O HecUIU(PUIHH
CHMIITOMH WJIM CYNTHJIHU 3HAIM Ha Tpeekiamiicuja. bonka Bo jeceH OoJieH KBaapaHT
WIK BO CMUTAacTPUyM, Hay3ea W moBpakame ce jaByBaar 30-90% xaj cimydaute co
HELLP cunapom. ['maBo6oska ce jaByBa kaj 33-61% on cinygante co HELLP cunapom.
3apau TpOMOOILIMTOIICHH]aTa CE jaByBa KPBAPEHE 0J1 MyKO3HHU TOBPIIMHU, XeMaTypHja,
neTexujanHu kpBapemwa. Ce jaByBa xunepreHsuja kaj 82-88% on cinyuyaure, HO kaj 15-
50% wmoxe nma e JiecHa XuWmepreHsuja, a kaj 12-18% Moke ma Hema XHWIepTeH3H]a.
Hajuecro kaj 86-100% uma nporennypuja, Ho kaj 13% of cirygante Moke Ja € OTCyTHa

nporeunypuja.(79)

9. MEHAIIMEHT HA INPEEKJIAMIICUJA

9.1 AHTemapTym MEHAIMEHT Ha JiecHa opMa TpeeKiaMIIcHja

Xenute co recrampcka XUMEpTEH3Wja C€ CO PU3HK 3a MPOTpecHja KOH TelIKa
XHUMepTeH31ja, MpeeKIaMIICHja WK eKJIaMIichja. PU3MKOT e morojaeM ako recrarpckara
HeJela € MoMmaja 3a BpeMe Ha JujarHosara. 3aroa, OBHE IMAllMEHTKH NOTPeOHO e
IMo4YeCTO OJa CC MOHHUTOpHpaar. AHTI/IXI/II'IepTeH3I/IBHI/ITe JICKOBU HE TO non06pyBaaT
UCXOJ0T of OpemeHocTa. AKO cocTojbara He MPOTpeaAupa, >KEHHUTE CO TecTalllCcKa
XHUMEepTEeH31]ja MOKaT J1a ja MPoJonKaT OpeMeHocTa o 37 recranucka Hejena. 3a Bpeme
Ha parameTo W IMOCTHapTyM He € MoTpebHa mpoduiaakca o1 KOHBYJI3UBHH HaIaju,

6uzejku crankara Ha exmamcuja e 1/500.2

Kenutre co recrammcka XUWTNEpPTEH3Wja CE€ PHU3WYHU 3a pa3Boj Ha TeEIIKa
XUMepTeH3rja, MpeeKiIaMIICuja WM eKiIaMIicuja. PU3UKOT ce 3roiieMyBa KOJIKY €
noMaja TecTalMcKara Hejela Kora € JMjarHOCTHIMpaHa. 3aroa Tpeba decTo jaa ce
clleM MajuMHaTa W (QeranHata cocTojOéa 3a Ja ce yTBpAM IporpecujaTta BO TeMIKa
XUTNEPTeH3Mja U TIpeekiamIicija. MajunHara eBalilyarija Oapa HeJenHa NpeHaTalHa
moceTra, eAyKalyja 3a TMPECeKIaMIITHYHH CHUMIITOMH W TIpOBEpKa Ha KpBHA CIJIHKa,

XermaTaJHd eH3uMH | ypuHa. @eranHata eBallyaldja BKIydyBa YITpa3By4yHa
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eBaJIyaqua Ha (beTaJ'IHI/IOT pacT U OKOJYILIoOAOBaTa TCHHOCT U HEACJICH HOHCTPEC TECCT.
KOHTpOJ'IaTa Ha Maj‘lHHHOT KpBC€H INPUTHUCOK M AHTHUXHUIICPTCH3UBHUTE JICKOBU HE T'O

KOpErnpaar ucxo 0T 0J1 OpEMEHOCTa Kaj )KeHHU CO TeCTallMCKa XUIIEPTEH3H]ja.

Bo orcycTBO Ha mporpecuja BO TEIIKa IPEEKIaMIICHja, )KCHUTE CO TeCTaINCKa

XHIEPTEH3Hja MOXKeE J1a ja IIPOJ0IDKaT OpeMeHocTa 10 37 recTalycka Hejiena.

[TarmenTKUTE CO JIecHa U cpeaHo Temka popma Ha nmpeeknammcuja(CTII) moxar na
ce TpeTHpaaT BO JOMAalIHU YycioBU. llamuweHtkure co Temka ¢opMa Ha
npeeknamicuja(TIl) ce xocnuranusupa, ce MOHMTOPUPA, a NeHUHUTUBEH TPETMaH €

OTCTpaHyBa€ Ha MOCTeNIKaTa u mopoaysame. (90)

10. ”H®JIAMATOPHU MAPKEPH 3A ITIPEEKJITAMIICUJA
10.1 I-PEAKTUBEH ITPOTENH U [TPEEKJIIAMIICUJA

[Ipeexknammncujata e 3aboinyBame KajJle ce 3rojeMBa aHTHAHTHMOIeHe3aTa U
nHbamanujara. PacTBOpiuMBUTE BapWjaHTH Ha peHenTtopoT | Ha BacKyIapHHOT
€HJI0TeJIEeH (PaKTOp Ha PACT U HA PELENTOPOT 3a KOAKTUBUPAKE HA TYMOPCKUOT (PaKTOp-
B eHIorNIMH ce BKIYYE€HH BO aHTHAHTHOT€HHOT OJrOBOpP, HO Cenak MH(IaMaTOpPHUOT
OZITOBOP € KOMIUIEKCEH M BKJIydyBa MOBeke HUTOKHHU.(7) OUHIIIENHO, IIUTOKUHUTE
Kako wTO ce uHTepiaeykuH-6 m TH®a ce 3ronemenu kaj npeekinamicuja. OBue
LUTOKUHH TO MOJAJIPKYyBaaT AeNyBameTo Ha ll-peakTuBeH mpoTeuH of akyTHara Qasza
(ITPII). PenoBHO mpousBeneH Bo 1pHUOT ApoO, L[PII e oTkpueH u Bo 1uiooBaTa Boja.
bunejku ce Bp3yBa 3a MOBPIIMHCKHOT (hOC(OXOJIMH, TO] TO aKTUBUpPA CUCTEMOT Ha

KOMILUTeMeHTOT. (15)

Jonro Bpeme, 3abenexana e ynorata Ha LIPII Bo mpeexnamncuja. CTyIuuTe KOU TH
UcTpakyBaar reHeTckuTe BapujantH Ha I[[PII moBp3anm co HeraTuBHHU
Kap/MOBAaCKyJIapHU UCXOU MOXKE J1a MJIeHTU(HKYBaaT MOBP3aHOCT HA OBUE BApHjaHTH
CO IMpeekjamIicHja Kaj HE3aBUCHU momyianud. Hekonky cTynuu cyrepupaa aeka
IpeeKIaMIicrjaTa € moBp3aHa co 3rosieMenu HuBoa Ha L[PII.(86) Bo mMeraananusa koja
M HCTpakyBa CTYIUHTE CO TIEPCHEKTHBHA IIOCTaBEHOCT 3a Kopenaluja Ha
koHneHtpauuute Ha L[PII co mocnenoBarenHa mojaBa Ha MpeeKiIaMIicHja, Oere

UACHTU(UKYBaHA MHOTY 3HauajHa BpPCKa CO HMHICKCOT Ha TelecHa Maca. bupaejku
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sroiiemeHo HuUBO Ha LIPII e mpoHajaeH mnpes MoYeToKoT Ha OoJecTa, MOXE J1a ce 3eMe

MpesIBU]I TaTOMeXaHucTuyKara yiora.(19)

ABTOpUTE HCTpaXyBameTo ro 3amouyHaa co (akror aeka I[PII ce Bp3yBa 3a
dochoxonmuuor. bunejku mnaneHrara € €IHO OJ TKHBaTa Ha KOW € JIOKaJu3WpaHa
aKTUBHOCTa Ha (ocoxonuH TpaHcdepazaTa, MOXKE J1a ce MPUMEHH NOCTTPaHCIAIICKa
Mmoaudukanuja Ha dochoxonuH. Tue otkpmie neka [IPII u weypoxunmn b ce
JIOKAJIM3UPAHU BO KJIETKUTE Ha BUJIO3HUTE CHHIIUTUOTPOPOOIACTHU KIETKH, Ma AYypH U
uaentudukysaie Bpcka nomery L[PII, curaanuzanujata Ha penenTtopoT Ha HEYPOKUHUH

3 u cexpenrjara Ha sFIt-1 Bo ekcriaHTHTE HAa YOBEUYKH TUTAIICHTAPHH pecHUKH.(34)

OBue Haoau ce o MHTepec oJ pa3inuyHu npuanHu. [IpBo, THE 00e30emyBaar Bpcka
noMery npouH(IaMaTOpPHUTE MapKepH, HO U COCTOjOMTE Ha MajKara, Kako IITO ¢
3roJIEMEH HHJEKC Ha TejecHa maca co 3rojemMeHd HuBoa Ha L[PII u pa3Boj Ha
npeekiamiicuja. BocnaneHneTo ce cMeTa 3a CeKyHIapeH HaCcTaH BO MOBEKeTo Gopmu Ha
npeekaMIIChja, HO CelaKk BHCOKAaTa TEeJIECHA TEXHWHA MOXE Ja Ce II0jaBU Kako
HE3aBUCEH II0YEeTEeH HacTaH BO T[aTOTeHe3aTa Ha MpeeKiamIicujata OuiejKu

MpEIUCIIOHUPA 3a MOBUCOKM HHUBOA Ha L[PII.

l Placental dysfunction I

k4
[ Inflammation (IL-6, THF-a) |

Liver
C-reactive protein Placenta
Y
| Phosphocholine-C-reactive protein |
e
1 Phosphocholine transferase :
! ¥ y Placenta
| | Phosphocholine-Neurckinin B | I Further tissues?
i i !
e -
¥
| Neurokinin 3 receptoractivation |
5
| Renal damage—placental damage-arterial hypertension
oF
“ Mok 5. Mionaupt. Hypemension, CReacive Protein and ks Rola in
Pressclamipsia, WViolume: 55, Bsue 2, Fages: Z85-255, DN
0161 HYPERTEMSIORAHA 114 04531 & B4 Armedcan Heart fsodaian, he

Canuka 4: IIPII u I1E
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-peaktusen npoteun (L[PII) e mpcTeHecT nmeHTaMepeH MPOTEUH KOj c€ Haora
BO KpBHATa IUIa3Ma, YU [IUPKYJIUPAYKU KOHIIEHTPAIIMH CE 3roJeMyBaaT Kako OATOBOP
Ha BocHajieHHeTo. Toa e mpoTewH o] aKyTHa (a3a o] XemaTajHO TOTEKJIO KOj ce
3rojileMyBa IO CeKpelnujaTa Ha HHTEpIeyKuH-6 onx Makpodarure u T-kieTkure.
Herosara ¢usunosnomka ynora € ga ce Bp3yBa 3a Ju30(QochaTuIMIXOIUH U3pa3eH Ha
MOBPIIMHATA HA MPTBUTE WJIHM KJIIETKU KOW yMUPAaT. (M HEKOU BUIOBU OAKTEPUH) CO eI

Jla TO aKTUBUPA CUCTEMOT Ha KOMILIEMEHTOT npeky Clq.

domain 1 domain 2

Cauka 5: IlentamepHa crpykrypa Ha IPII (56)

LIPIT ce cuaTeTH3MpA OJ1 IPHHUOT APOO KaKO OATOBOP HA (PAKTOPHUTE OCIO00ACHH
on Makpodarure, T-KJIETKHTE W MacHUTE KJIETKH (amumorutu). Toj € uieH Ha
CEMEJCTBOTO HAa Mallid TICHTPAKCHHU (TIO3HATH M KaKO KpaTKA TIEHTPAKCHUHH).

[TonunenTuAOT KOaUpaH 01 OBOj reH uMa 224 aMuHO KuceauHu.(56)
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dyHKIM]a

LIPIT ce Bp3yBa 3a (hochoXONMMHOT M3pa3eH Ha MOBpPIIMHATA HAa OAKTEPUCKUTE
KJIETKA Kako IITO € IHEBMOKOKHaTa Oaktepuja. OBa ro akTUBHpa CHCTEMOT Ha
KOMIUIEMEHTOT, TPOMOBHpajku (aromuro3a oJ Makpodarure, INTO TH YHCTH
HEKPOTHYHUTE W aNONTOTHYHUTE KIETKH u Oaktepuu. Co oBoj mexanmszam, LIPII ce
Bp3yBa U 332 UCXEMHYHU/XUIMOKCUYHU KJIETKH, KOU OM MOKEJe Jla ce pereHepupaar co
Bpeme. Cenak, Bp3yBawero Ha [IPII npeau3BukyBa HHMBHO MPEIBPEMEHO
orcrpanyBamwe. [[PII e npauctopucko antuteno u ce Bp3yBa 3a Fc-rama peuenropot
IIa, 3a x0j ce Bp3yBaaT u antutenara. [lokpaj Toa, [IPII ro akTBUpa KIACUIHUOT IaT
Ha KOMIUIEMEHTOT IpeKy Bp3yBamwe Ha C1q. Taka, LIPIT dopmupa nmyHu KOMILIEKCH Ha

HCT HAYMH KAaKO U aHTUTCJIaTa Ha IgG

OBoj TakaHapeyeH OArOBOp Ha akyTHa (asa ce jaByBa Kako pe3yaTaT Ha
3rojieMyBambe Ha KOHICHTpaluuTe Ha uHTepiaeykuH-6 (IL-6), koj ce mpousBeayBa 01
Makpodaru Kako M OJi aTUIOIHUTH KaKO OATOBOP HA INMUPOK OICEr HAa aKyTHH U
XPOHUYHU BOCIAJIUTEIHU COCTOjJOM KaKO MITO c€ OAKTEPUCKH, BUPYCHU WU TaOMYHU
MH()EKINKU; PeBMATCKH U JPYTHd BOCHAIUTENTHU 3a00NyBarba; MAJIUTHUTET; U TKUBHA
noBpena U Hekposza. OBHe coCTOjOM Mpenu3BUKyBaaT ocioboayBame Ha IL-6 u apyru
IUTOKUHM KOU Tpenu3BuKyBaar cunte3a Ha [[PII u ¢pubpunoren ox crpaHa Ha IpHUOT
npo6. Toj urpa ynora Bo BPOJEHUOT UMYHUTET KaKO paH OJ0OpaHOCH CHUCTEM MPOTHUB

undexnuu. (56)

10.2 TTIPOKAJILIUTOHHWH U IMTPEEKJIAMIICUJA

ITpoxanuuronun (IILT), nporenn koj ce coctou on 116 aMuHO KHcenuHH, €
NeNTHJ TPEeKypcop Ha  KaNIUTOHMH, XOPMOH KOj C€ CHHTETH3Hpa Of
napacgonukynapaute Ll kIeTkn Ha TMpoMJHATa KJIe3[a U € BKIY4YeH BO XOMeocTas3ara
Ha KanmuuyMmoT. lIpokadlMTOHMH Tpou3jeryBa o] MPENpOKATIUTOHUH pa3fesieH O]l

eHjonentuaasza.(3)

Pedepentnara Bpeanoct 3a IILT kaj Bo3pacHu e nomana ox 0,1 ng/mL. Husoa

norosemu ox1 0,25 ng/mL Mo’xe 1a ykakyBaat Ha MpUCycTBO Ha uHdpekuja. (17)
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I'maBHaTa QyHKIMja HA KAIIMTOHHUH € J1a ja HAMaJIM arcopIifjaTa Ha KaIIHyM
OJl OCTEOKJIACTUYHMTE KJIETKH, ILITO TO 3roJieMyBa HHUBOTO Ha KaJllUyM BO
mupkynanujata. [lomyxusoror Ha IILT e 25-30 yaca. CepyMCKuTEe KOHIEHTpAIMKA Ha
[NLT ce 3HaYMTENHO 3rOJEMEHHM KAKO OJrOBOp HAa MH()EKTHBHU CTUMYJIH, TaOMYHH

UH(EKINH, TPAYMH U XUPYPILIKHA HHTEPBEHIUH. (4)

[IT #HeomamHa 100U 3roJieMEHO BHUMaHHE KakO KOpPUCHA MepKa 3a
pasnuKyBame Iomely akyTHa OakTepucka HH(QEKIHja U JpYyrd BOCHAIUTEIHU U
bebpunHu cuHapomu. McTpakyBamaTa MoKa)xkaa Jieka 3roJIEMEHUTE CEPYMCKH HHBOA

Ha [T T umaaT 3HaUYUTETHO OBHCOKa crieruduuHocT 3a nHpeknuja ox L[PI1.(45)

Hopmanno npoussenen Bo Ll-knerkure Ha Tupouanara xuesna, [ILT o6uuno ce
paszzenyBa Ha KaJINWTOHMH, KaTakalnuH U H-tepmunanen ocratok. Bo HopmaiHu
okoiHoctH, IIHT He ce ocnobGoayBa BO KPBOTOKOT; CeNak, 3a BpeMe Ha TellKa

uH}EeKIMja BO MIa3MaTa, HUBOaTa MOKaT JPacTU4HO ja ce 3rosiemar.(51)

Kaj 3apaBu nyfe, nuoara Ha IILIT He ce oTkpuMBaaT WM Ce MHOI'Y HHUCKU
(<0,1ng/mL). 3a Bpeme Ha cucTemcka Oaktepucka nHdeknuja, Hupoara Ha 1T moxe
na ce 3rojemaT Ha nmoBucoku o 100ng/mL. MomeHTanHO JOCTallHUTE JIMjarHOCTHYKHU
TECTOBU T0O Mepar aAenoT Ha KanuuToHWH/N-ProCT oj mpoTeMHOT M 3aToa camo
¢dparment o 114 1o 116 aMHHO-KHUCENUHCKUOT CHHIIUP Ha poxopMoHoT.(52) Kopucen
pedepeHTeH OIcer 3a UCKIY4YyBame Ha CElca U CUCTEMCKO BOCHAJIEHUE € MOoMall MU
eqnakoB Ha 0,2 ng/mL. [Tna3marckuTe HUBOA TOroJieMu o WK eqHakBu Ha 0,5 ng/mL
Tpeba Ja ce TOJIKyBaaT Kako aOHOpMalHM M Jia yKaxyBaar Ha cemnca. [lo
JOCTUTHYBAaKETO Ha MaKCHUMAaJIHUTEe HUBOA, LupkyaupaukuoT [THT uma nmomyxuBot o
npuOmmKHO 22 10 35 4Yaca BO CepyMOT, a HEroBaTra KOHIIGHTpalMja c€ HaMalyBa CO

50% cramnka Ha FCUYE€3HYBamkE BO TU1a3MaTa o1l okoiy 1 1o 172 nena.(46)
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PCT production

—_NNNN/

CALC-1
LPS Microbial toxin, Inflammatary Elevatad caleium level, Glucocorticold,

mediators llke IL-6, TNF-a atc. CGRF, Glucagon, Gastrin or f-adreganic
stimulations

Endocrine cells

Adipocytes
Inflammatory Thyroid PCT
PCT CT-mRNA CT-mRNA
ProCT ProCT
cT

Ciuka 6: Cunresa na ITHT (44)

CALC-1 Gene
PROMOTER

—— oo —

PCT / Alternative Splicinx CGRP

(141 aa)

(116 aa)

‘ proteolyticclivage
- -

(32 aa)

Ciauka 7: Cunre3a na IIIT(45)
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[llemarckn npuka3 Ha cuHTe3aTta Ha mnomumentun angpa-1 (CALC-1) u
npokanuTonuH (ITL[T) moBp3an co rerot kanuronud. KT = kammuronnn; NT-PCT =
N-tepmunanen IIHT; KCT = karakanuuronun. IILIT mRNA ce mpousBenyBa co
QITEPHATHBHO CIIOjyBamke HA UCTUOT T'CH HA IMENTH MOBP3aH CO TEHOT Ha KAIIUTOHUH
(CGRP). Tpancmanmjata nHa MPHK Bomm 1o cunTe3a Ha mnporemH on 141

amMmuHOKHcenuHa, umenyBan npea-I11L1T, koj ce paznenysa Bo I1L[T.

[TIT ce npousBenyBa oj (F€HOT MOBP3aH CO KAJILUWTOHMH mosurnentun anda-1
(CALC-1) nomumpan nHa xpomozomor 11 (11pl5.2), k0] COApKU IIECT Er30HMU.
[TpomsBomor Ha MRNA e mo3uat kako npen-ITLT, koj TomOTHUTETHO ce pa3/eiyBa 3a
na ce renepupa [IT (116 amunokucenuna). Konedno, oBoj MpoTenH ce pas3zenayBa Ha
Tpu paznuyHu Mmonekynu: aktuBHa KT (32 amuHOokMcenuHa), katakanuuToHuH (21
amuHo kucenuHa) u N-tepmunanna [ILT (57 amuno kucenuna). Hopmanno, reHor
CALC-1 Bo kIileTKHTE Ha THPOHIHATA kJe3na 1] e mHIynmupan o 3roJeMeHO HHBO Ha
KaJUyM, TJIYKOKOPTUKOWJ, MENnTHa moBp3aH co reHoT Ha kanuutoHuH (CGRP),
TIIyKaroH, racTpuH Wiu P-afpeHepruunu crumynanuu peducu nenuot [T dopmupan

BO KJIETKHTE Ha THpouHaTa kiesna L ce mpetBopa Bo KT.(47)

[IpekymepHoTO BOCmajieHue Ha HHTep(dejcoT momery (eTycoT M Majkara e
MOBP3aHO CO TECTAMCKMA KOMIUIMKAIMK Kako INTO C€ MPEIBPEMEHO TOPOIYBambe,
WHTpayTepuHO orpannuyBame Ha pacToT u [IE. Bo 31paBa 6peMeHOCT, UMYHOJIOIIKUATE
peryJaTopHH MeEXaHU3MH TO CIIpeuyBaaT HpPEKyYMEPHOTO CHUCTEMCKO BOCIaJeHHUE.
Cenax, kaj IIE, peryiaupameTo Ha HMYHOJIOLIKUTE OJrOBOPH € HApYyLIEHO Kako

pe3ynTaT Ha a0epaHTHOTO aKTUBHpamE Ha BPOJEHUTE UMYHOJIOWKHY KieTku (57,59)

10.3 TYMOP HEKPOTU3NPAYKU ®AKTOP o 1 ITPEEKJIAMIICUJA

Tymop Hekpotusupaukuot ¢akrop o THDa) ce mpousBeayBa NpBEHCTBEHO O]1
aKTUBUpPAHU Makpodard M TNpPeAU3BHKYBa BOCMAJCHHE CO Bp3yBambe 3a HETOBHUTE
pelenTopu Ha Apyrd KieTkd. Toj e wieH Ha CyNnepceMejcTBOTO Ha TYMOPCKH
HEKPOTHYHHU (PaKTOPH, CEMEJCTBO Ha TPAHCMEMOPAHCKH MPOTEHMHU KOHW C€ ITUTOKWHH,
XEMHUCKU TJACHUIIM HAa HMYHOJOUIKHOT cucteM. lIpekyMepHOTO NpOM3BOACTBO Ha
TH®a urpa xiyyHa yinora Kaj HEKOJIKY BOCHAJIUTEIHH OOJIECTH, a JEKOBUTE LITO IO

omokxupaar TH®a yecTo ce KOpUCTAT 3a NeKyBambe Ha oBue Oonectu.(14)
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TH®a ce npousBeayBa NpBEHCTBEHO O] Makpodaru, HO ce MPOU3BEIyBa U BO
HEKOJIKYy JApPYrd TUIIOBU KIJIETKH, Kako mTOo ce T-kierku, b-kiaeTku, AeHIPUTHUYHU
KIeTkd 1 MactoruTh. Ce mpou3BeayBa Op30 Kako OArOBOP Ha MATOTEHH, UTOKUHU H
cTtpecopu ona kuBoTHata cpenuHa.(50) TH®o npeuuHO ce mpou3BelyBa Kako
TpancMeMOpancku mporenH Tumn Il (tmTNF), koj moroa ce paszmoxyBa co TH®Da
konBeptupauku en3uM (TACE) Bo pactBopymmBa hopma (sTNF) u ce nmaum o kieTkara.
Tpu monexynu Ha TH® ce cnojyBaat 3a 1a ¢popMupaar akTUBEH XOMOTPHUMED, JT0JIeKa
noeauHeunute moJiekyiau Ha TH® ce uneptuu.(16) Kora TH®a ce Bp3yBa 3a cBoute
penentopu, peuentopoT 1 Ha ¢gakTopoT Ha TymMopcka Hekposa (TNFR1) u penentopor
2 Ha dakTopoT Ha Tymopcka Hekpos3a (TNFR2), ce akTuBHpa mareka Ha CHTHalIH BO
paMKHUTE Ha IeJTHATa KJIETKa, IITO PE3yJITHpa cO BocnanuTenaeH oarosop. sSTNF mMoxe na
aktuBupa camo TNFR1, nogexa tmTNF moxe na akruBupa u TNFR1 u TNFR2, kako u
Jla aKTUBHMPA BOCHAIMTEIHH CUTHAJIHU MATUIITa BO PaMKHUTE HAa COICTBEHATa KJIETKa.
Edexture Ha TH®0o Bp3 UMYyHOJOIIKUOT CUCTEM BKIyuyBaaT aKTUBUpame Ha Oenute
KPBHHU KIJIETKH, Koaryjaiyja Ha KpBTa, Jlauemhe Ha MUTOKMHM U Tpecka. TH®Da, ucro

TaKa, IpHUI0HECYBA 32 XOMEOCTa3a BO IEHTPATHUOT HEPBEH cUCTEM.(24)
OyHK1Mja

TH®a e nuenTpaneH MeanjaTop Ha BPOJEHUOT UMYHOJIOIIKH OJITOBOP HA TEJIOTO.
Co Bp3yBame 3a peuentopute TNFR1 u TNFR2, TH®a moxe na mpeau3Buka Hid
IIPEKMBYBAKE HAa KJIETKUTE WIM CMPT Ha KIETKUTE BO LieNHATa KieTka. OIroBopoT Ha
NpEeXUBYBakE Ha KIETKUTE BKIydyyBa KIJIETOYHa mHposudepanuja U aKTUBHpame Ha
BOCHAJIUTEIHU CUTHAJIH, JI0JIEKa OJrOBOPOT Ha KJIETOYHATa CMPT MOXe Ja Ouje WUiu
anonTo3a, KOHTPOJIMpaHa CMPT Ha KJIETKAaTa, WM HEKPONTO3a, TOMAJIKy KOHTPOJIMpaHa
CMPT IITO TNPEIU3BUKYBa BOCIHAJCHHWE M HMHTEPQEpeHIrja BO OKOIHOTO TKHBO.(61)
TH®a ro uHIynMpa NpeXUBYBAKETO HA KIETKUTE MO JUQOAT, HO KJIETOYHATA CMPT
MOXXKe Ja Oujge mnpenu3BUKaHa ol (aKTOpH Kako INTO C€ HapyllyBambe Ha
BOCHAJIMTEIHUTE MAaTHUIITA OJl MATOTe€HW, KOCTUMYyJalyja CO JPYrM LHUTOKUHU U
BKpcTeHa  komyHukamuja momery TNFR1 w  TNFR2.  JlonomHuTenHo,
tpancmeMOpancknor TNF  (tmTNF) nmemyBa kako oOpaTeH CHUTHAIU3aTop,
MpeM3BUKYBajKU Pa3INYHU PEaKLUU BO COICTBEHATa KJIETKAa BO 3aBUCHOCT OJ] THUIIOT

Ha KJIeTKaTa ¥ cTumyiaaHcoT.(30)
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Cimka 9: AktuBHocT Ha TH® a (24)
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ITo axktuBupamero on ctpana Ha TH®a, TNFRI1 Tpumepusupa u dhopmupa
komruiekc I co perpyrupame Ha RIPK1 nu TRADD, koj perpyrupa TRAF2, cIAPI u
ClAP2, u LUBAC. cIAPI u cIAP2 ce yOoukBuTuHCKH nurasu kou (opmupaat K63-
MOBp3aHU YOMKBUTHMHCKHM JaHuu, kKou perpyrupaatr TAKI1 npexky TAB2 u TAB3.
LUBAC e wucro Taka YyOWMKBUTHHCKa Jurasa koja ¢opmupa MI-noBp3anu
youkBuTHHCKH JaHIM, kou mpusiekyBaar IKK mpeky NEMO. TAKI ru aktuBupa
MAPK narekure, kako u IKK, mro nak ro aktuBupa NF-kB mar. MAPK narexure u
NF-«xB maror akTHBUpaaT IOBEKEe TPAHCKPUIIUCKA (HAKTOpPU BO jaApPOTO, MITO
pe3yNTUpa Co MpPEeXUBYBamhEe Ha KIETKUTE, Mpoiaudepannja 1 BOCHAIUTEIECH OATOBOP.
Kommnekcor I e HeratuBHO perynupan of neyoukBuTiHa3u kako mro ce A20, CYLD u

OTULIN, xou ro necrabunmusupaar KOMITIEKCcoT .

Kommekcor 1 ce ¢gopmupa kora RIPKI1 w/mmu TRADD ce nucoumpaar on
koMmruiekcot [ u ce Bp3yBaar co FADD 3a na ja akTuBHpaar KacmaszaTa 8, mTo J0BeIyBa
no kinerouna cMpT. Kommiekcor Ila ro BxkinyuyBa TRADD u moxe na ja akTuBHpa
kacrazara 8 6e3 RIPK1, nmoneka xommiekcor IIb He ro BkinyuyBa TRADD, na 3aroa
3aBucu oj RIPK1 3a aktuBupame Ha kacmaszara 8. [latumrara Ha kxommiekcoT I
MHIyLMPAaaT TPU KOHTPOJHU TOYKHM KOM IO cipedyBaar komruiekcot II na mpenmssBuka

KJICTOYHA CMPT.

Ha mnpBara koHtposHa Ttouka, IKK ro oneBosmoxyBa RIPKI mpeky
¢dochopunanuja moneka e mnpukadeH Ha KomiuiekcoT [. OBa ro OHEBO3MOXKYBa
komruiekcot IIb, koj 3aBucu ox RIPK1. buaejku IKK 3aBucu o yOukBUTHHaNM]jaTa Ha
KOMIUIEKCOT I, yclioBUTE MITO BiMjaaT HAa yOMKBUTHHAILIM]AaTa, KaKO ILITO C€ MHXUOUIMja
Ha cIAP1/2 u LUBAC, myranuja Ha MecTOTO Ha akientop Ha yOoukBuTHH Ha RIPKI
wn "Henoctaronn Ha A20 u OUTLIN, Moxar 1a To OHEBO3MOXKAT OBOj KOHTPOJEH
nyHKT. OHEBO3MOXKYBamkeTO Ha KoHTposHaTa Touka IKK ro aktusupa xommiekcor Ilb,
ITO JOBEAyBa JO AamonTo3a WIM M[HponTo3a co packuHyBame Ha GSDMD.
OHeBO3MOXyBameTO Ha KOHTposiHata Touka IKK Moke MHIupekTHO na ro akTuBHpa
komruiekcot [la co oneBo3MoXKyBame Ha narekara NF-kB, koja ja KOHTposMpa BTOpara

KOHTpPOJIHA TOYKaA.

Ha Bropara xoHTponHa Touka, NF-kB maTtekara ja mpomMoBupa eKkcrpecujata Ha

I'EHU KOU T'0 MOTTUKHYBAaT MPEKUBYBawkeTO, Kako mTo ¢ FLIP, mro ro neyrpanusupa
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aKTHUBUPAKBETO Ha KacnazaTa 8 Bo koMiuiekcoT Ila. OBaa KOHTpOJIHA TOYKAa MOXeE J1a ce
OHEBO3MOXH CO MHXMOWUTOPH Ha TpaHClalMjaTa, Kako IITO € [UKIOXEKCUMMJI, KaKo U
co oneBo3MoxyBame Ha KommuiekcoT IKK, koj ro koutpomupa NF-kxB mnarekara.
OHEBO3MOXKYBAalHETO Ha OBaa KOHTPOJIHA TOYKA IO akTHBUpa KomiuiekcoT lla, mTo

JIOBEYBa JI0 ariorTo3a.

Ha tperara konTpoJiHa TOUKa, HECMPTOHOCHATa Kacmasza 8 ce aktuBupa co TNFRI
CUTHaJIM3aIja, Koja ce Bp3yBa 3a komiuiekcoT IIb m 1o packmnyBa RIPKI,
OHEBO3MOXYBajku ro. He e mo3naTo 301mrTo oBaa ¢opma Ha Kacrnasza 8 He IpeAn3BUKYBa
KieToyHa cMpT. OHEBO3MOXKYBAKHETO Ha OBaa KOHTPOJIHA TOYKA, NMPEKY WHAKTHUBAIIM]a
Ha kacmaszara 8, mpenusBukyBa RIPK1 ox xommuekcor IIb ma ce Bp3e 3a RIPK3 u
MLKL, dopmupajku xommieke Ilc, ncro taka mo3Hatr kako Hekpo3oM. HekpozomoT

MOTOA MPEIU3BUKYBa HEKponTo3a.(39)
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1. MOTMUB 3A CTYAUJATA

Ha namero momHe0je mocrojaT HEIOBOJICH OpOj HAy4yHH CTYIUU 3a OBaa
npoOJieMaThKa, a IpeeKIaMIIcHjaTa € 3a00iyBambe cO HHIUACHIA 4-5% 0] rpaBuaHATa
nonynamuja. Co eBaiyanuja U ciefeme Ha oBUE MH(pIamatopHu Omomapkepu Ou ce
HA/IOTIOJHMJIA TajeTaTa aHaIM3M 3a NpEeAUKIMja Ha IojaBaTa Ha NpeeKiIaMIiChja U
UCXOJOT Ha MajkaTa W HOBOPOJCHOTO. PaHara mpenuKifja Ha KOMIUTUKAI[MHTE BO
OpeMeHOCTa OBO3MOXKYBaaT TapreTupaHa MpeBeHIrja. TOKMy Toa MpeTCTaByBa IJIaBEH

MOTHB 3a U3pab0TKa Ha JOKTOPCKAaTa IUCePTaIn]ja.

[Ipenmer Ha ucTpaxyBamwe € onapeayBamwe Ha BpeaHoctute Ha LIPIL, IIHT u
TH®o kako wHpIAMATOpHH OHOMapKepW 3a NPEIUKIHja Ha MpeeKIaMIIcHja Kaj
MalMeHTKH CO cpeAHa W Temka ¢opMa Ha MpeeKIaMIiCchja W Kaj MalueHTKU Oe3
CUMIITOMH 32 MPEEeKIaMIICHja Kako KOHTPOJIHH TPYIU KOU ce nperieayBaaT Bo Onaenor
32  AMOYJNaHTHO TOJUKIMHHWYKA JIJHOCT Kako pEJOBHM KOHTpoiaum Ha J3VY

YHUBEP3UTETCKA KIIMHUKA 32 THHEKOJIOTH]a U aKyIIEPCTBO.
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I11. IEJA HA HCTPA’KYBAIBLETO

IIpumapna uea e:

- Ha ce ogpenu npeauktuBHata BpeanocT Ha L[PII, ITIT u TH®a 3a mojaBa Ha
CpPEeIHO TelIka M Temka ¢opma Ha IpeeKIaMIicHja Kaj OpeMeHH KEHU BO BTOP M TPET

TpUMecTap.

CexkyH1apHH 1LeJIH ce:

- Ha ce onpenar Bpennoctute Ha [[PII kaj marieHTKH cO CpeqHO TEIIKa U TelllKa

(dbopMa Ha mpeeKIamIICHja.

- Ha ce onpenar Bpeanoctute Ha [ILT kaj manueHTKu co CpeqHO TellKa U TelllKa

(dbopMa Ha mpeeKIamIICHja

- Ha ce oapenat Bpeanoctute Ha TH®o kaj mamueHTKH CO CpPEIHO TEUIKa U

Temka popMa Ha MpeekamIcHja

- Ha ce ytBpau kopenanujara Ha Bpennoctute Ha LIPII, TIIT u TH®a co

TCXKHHATA HAa KIIMHWYKaTa CJIMKa Ha HpeeKHaMHCI/IjaTa.

- Ha ce Boemar LIPII, IIIT u TH®o kako jecHO nocTanHu WHOIAMaTOPHH

napaMeTpH 3a 110jaBa Ha MpeeKIaMIICHja.

XHITIOTE3A

- Kaj cpenno Temikara u temkarta ¢popMa Ha IpEeeKIaMIICHja MTOCTOU 3roJieMyBambe Ha

BpenHocTuTe Ha nH(paamaropaute 6momapkepu kako LIPIL, ITLT u TH®a.

- Bpe,Z[HOCTI/ITe Ha 6HOMapKepI/ITC KOJICpUpa CO TCKHHATA HAa KJIMHHUYKATA CJIIMKAa Ha

IpeeKamIicujaTa.
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IV. MATEPHUJAJ U METOIH

Crynujata e crpoBelieHa Ha YHHBEP3UTETCKAaTa KIMHHKA 33 THMHEKOJIOTHja U
akymepcTBo, Ha Opmenor 3a Ilpeeknamricuja, MHTpayTepuUH 3acTOj BO pPACTOT U
mpenBpeMeHo TopoayBamke BO mepuoa onx 18 mecenm ox 01.10.2022-01.04.2024

rOMHA.

Ox xocIUTANM3UpPAaHUTE MAMEHTKU CO MpeeKiaMIIchja qoOueHa € TeCcT Tpyra
Koja Oere mojiejieHa BO JIBE MOATPYIIH:

I Tect rpyna:

- la—50 maruenTKHM co cpenHO Tenika (opMa Ha mpeeKIaMIICHja

- 16 -50 mammenTtku co Temka Gpopma Ha IpeeKIaMIICH]a

Kontponnara rpyna ondgaru 100 mamueHTKH co HOpMaiHa OpeMEHOCT BO
BTOPHOT U TPETHOT TpuMecTap oj Opemenocra. Konrponnara rpymna 6erre noaenaeHa

Ha JIBE MOATPYIU:
Il Kontponna rpyma:

- 1I'a 50 31mpaBu nmanyeHTKH BO BTOP U TPET TpUMECTap Ha OpeMeHocTa
- 11 6 50 3apaBu ManMeHTKH cO PU3MK Ja pa3BUjaT XUNEpPTeH3Hja — ( cO JUYHA U
(damunujapHa aHaMHE3a 3a XMIIEPTEH31ja) KaKo PU3MK (PaKTOp 32 MOXKEH pa3Boj

Ha MpeeKJIaMIICHja.

1. UHKJIYy3MOHHM M eKCKJIY3MOHH KPUTEPUYMH

1) MHKTy310HN KpUTEpUyMH Ke Oupar:

- TAIMEHTKH CO CPEIHO TEIlKa U Temka (Gopma Ha MpeeKIaMIICHja YTBpPIEHa CO
kputepuymute Ha AKOI' (amepukaHcka acomujanyja Ha THHEKOJO3M H
aKylIlepH),

- BO3pacT Ha Majkata 18-45 ronunu,

- eIMHEYEeH IO/,

- JIOCTAIHOCT Ha MallUEHTKUTE 32 CIIEACHE

- TIecTallCKa CTapoCcT NOTBPJEHA CO YATPa3BYK O PB TPUMECTAp
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2) EKckiTy3n0OHU KpUTEPUYMH K& OUIar:

OpEeMEHHU NAIMEeHTKH CO 3HAIM Ha MPEIBPEMEHO parame,
MPEIBPEMEHO PCKAkE Ha TUIOA0BUTE OOBHBKH,
ypuHapHa uH(eKuyja,

XPOHUYHO PEHAITHO WM XeMaTaaTHO HapyIIyBambe,
nuabeTec MENUTYC,

aBTOMMYHO 33a00JyBame,

3a00JyBame Ha CBP3HOTO TKUBO,

TpoMOodrIHna,

MYJITUIIHU OpEeMEHOCTH

OpemMeHocTH co (heTaTHu aHOMAJIUH.

Kaj nBere rpymnu cupoBe/eH € ClIeIHUOT JUjarHOCTUYKH MPOTOKOI:

AHaMHECTHUYKM NOJATOLM O]l MCTOpHjaTa Ha OojecTa 3a BO3pacTa, eTHHYKAaTra
MIPUMAJHOCT, COLIMjaIHUOT CTaTyC, HUBO Ha 00pa30BaHUE Ha MallUEHTKUTE, 0011
Mac MHJEKC, CIIOpel KO € YTBpJeHa KopenalyjaTa Ha TeKUHATa Ha KIMHUYKAaTa

CJIMKa CO OBHUC IIOAATOIIH.

Kako pusuk ¢akropu 3a mojaBa Ha MpeekjaMICHja Ke ce pasriieayBaar:
XurnepreHsuja mpea OpeMeHocT, 0yopexHu 3a001yBamba, MAJIOJIETHU TPYIHUIIH,
10jaBa Ha IpeeKaMIICHja BO MPETXO0JHa OPeMEHOCT, XenaTajJHU HapyllyBamba,
nujabeTec MEIUTYC, MHTpAyTEpUH 3aCTOj BO PacTOT Ha IUIOAOT, OPEMEHOCT HaJl

40 roauHM, HapylIeH (eToraleHTapeH MPOTOK U CIl.

Axymepcku nperne: BarumnaneHn Haon, yntpa3BydeH nperiies - ['ecramuckara
BO3pacT Ke ce KaJIKyJIHpa O JaraTa Ha MoclieJHaTa MEHCTpYyalldja U TOTBPACHA

CO YNTPa3BYK OJ1 paHa OpeMeHOCT (TIPB TpUMeECTap).
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e Cocrojbara Ha MIOJOT C€ YTBPAYBa CO JCTANCH YITPA3BY4eH Iperien, Ke ce
MOHHUTOPHUPaA (PETATHAOT PacT Ha IUIOAOT, MPE3CHTAIMja Ha TUIOIOT, BOJTYMEHOT
Ha aMHUOHCKaTa TEYHOCT, CO CTaHIApIHH (peTaTHu OMOMETPHCKH IapaMeTpu
ounapuerasien nujamerap (Biparietal diameter-BPD), o6em na rmaBa (head
circumference-HC), o6em Ha abaomen (abdominal circumference-AC), nomkuHa
Ha d¢emyp (femur length-FL) yrBpayBame Ha NpPOTOKOT Ha KpBTa BO
deTomaneHTapHaTa eIMHMLIA cO yiaTpasBydeH amapar Voluson E10. Ke ce
HOTHpa BOJYMEHOT Ha OKOJIYILIOJOBaTa BOJa, JeOelMHATa Ha MOCTENKaTa
(1MjamMeTap BO MHIHMETpH) M KapauoToKorpadcku 3ammc. Ke ce yTBpaysa
Kopenaiyjata Ha TEKHMHATa Ha KIMHAYKATa CIUKa CO HapylIyBamara BO
deTorutanieHTapHaTa  CIMHHIA, KOJMYECTBOTO  OKOJYIUIOJIOBAa BOAa U

KapAHUOTOKOTPaCKUOT 3aIuc.

e ce pasriie[lyBaar pe3yJTaTUTe 0]l OMOXEMHUCKUTE UCIIUTYBamba KapaKTePUCTUYHU
3a TpeeKsIaMIiCHja, CO OCOOEHO BHUMAaHHE Ha HH(IAMATOPHUTE HapaMeTpH
(LIPII, TIOT w TH®o). Tyka cmaraaT U KOMIUIETHa KpBHA CIIMKA,
MPOTEMHOTpaM, ypHHApPEH CTaTyC, XEMNaTaIHU €H3UMH, JIerpaJallioOHU

MIPOJYKTH, aHTHOTeHU (DakTOpH, (pakTOpH Ha XEMOCTa3a.

Kputepuymun 3a yTBpAyBame Ha cpeiHa W Temka ¢GopMma Ha MpeeKsaMIcHja
yrBpaeHa co AKOI' kputepuymu: npeekiamicujata ce neuHUpa Kako XUIEepTeH3H]ja
Koja ce jaByBa mo 20 recrauucka Heaena — cucrona >140mmHg wu aujacrona
>90mmHg, nporennypuja >300mg Bo ypuHa 3a BpeMe Ha 24 yaca Wi KBAJTUTATUBHO +

BO CCANMMCHTOT Ha ypHHA.

Temka ¢opma Ha mpeekiammncuja € OPUCYCTBO HA  XHUIIEPTEH3Hja
>160mmHg/110mmHg; curnudukanTHa nporenHypuja >2+, BU3yelIHU HapyllyBamba,
ri1aBo0osKa, Oojika BO €MNUracTpUyM, OJUTYpHja, KOHBYI3MH, TPOMOOIMTOIIEHU]a,
3rOJIEMEHU XE€MaTajJHU €H3UMH, 3TOJEMEHHM BPEIHOCTH Ha CEPYMCKH KpEaTHHMH,

oenoapoden enem(7,8).

IIo IMpUEMOT Ha MAIUCHTKUTE BO O,Z[ILCJ'IOT 3a aM6y.]'IaHTHO MMOJIMKJIIMHUYKa I[ejHOCT

HaIlpaBCH € JACTAJICH ITPCTIIC]
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KOj BKJIy4yBa YIJITpa3BydeH IIperjiell, YTBpAyBeHa € TIecTallcKaTra Heaena Ha
IJI0JIOT, KOja OpeMEHOCT € Mo pexa, cocTojbéara Ha ¢eTorulalieHTapHAaTa CIUHUIIA,
cpleBaTa akiyja, KOJIMYMHATa Ha OKOJIYIUIO0BaTa BOJA, MOCTaBEHOCT Ha MOCTEIKaTa U
Hej3mHaTta 3penoct u AcOenwHa. [loToa kpewpan e 1maboOpaToOpWicKu ymaT 3a
naboparopujata Ha YHHMBEpP3UTETCKAaTa KIMHHUKA 32 THHEKOJIOTHja M aKyIIEpCTBO M 3a
HNucTuTyTOT 32 MMYyHOJIOTHja U XyMaHa reHeTuka. Co BeHEMyHKIM]ja ce 3eMa KpB 3 M
3a CTaHJapIHUTE HCIUTYBama 3a NpeeKiIaMIicHja M 3a WHGIAMaTOPHUTE MapaMeTpu
LPIT u ITIT Ha YHUBep3UTETCKATa KIMHHUKA 32 TUHEKOJIOTHja M aKyIIEPCTBO U 2 MII
BeHcka KpB Bo EJITA empyBera 3a ucnutyBake Ha TH®o Ha HMHCTHTYTOT 32
MMYHOJIOTHja M XyMaHa reHeTuka. OBa HCIUTyBame C€ CIPOBEIyBambe M Kaj

nanueHTkuTe 6e3 cumntomu o1 24-34 recranucka Hejella Kako KOHTPOJTHA TPyTIa.

Kaj mamueHTKUTE €O CpemHO TemKa H Temka ¢(opMa Ha IPeeKIaMIICcHja
ucnuryBameTo 32 TH®o Ha UHCTHTYTOT 32 MMYHOJIOTHja U XyMaHa TeHETHKA CE BPIIH
Ipel peanu3upame Ha XOocHuTanu3auujata Ha manuentkara, a LIPII u IIHT co
OoTBapame Ha OONHMYKA KCTOpPHMja U HUCHHUTYBalbeé Ha OBHE MapKepu 3aeqHO CO

CTaHJIapIHUTE aHAJIM3HU 3a [IPEEeKIAMIICH]a.
Kommno3uten maTepHalieH UCXO:

- JlobueHa TenecHa TeKUHA IO BJIE3 BO CTyAMjaTa

- Hurpayrepuna deranna cMpT

- OnuroxuapaMHUOH

- HHTtpayrepuH 3acTOj BO pacToT

- IIpenspemeno nopoaysame <37 recraiucka Hejena
- XpOHHUYHA XUTIEPTEH3HUja

- EnexTuBeH WM UTEH LAPCKH pe3

- Hunykuuja Ha parame
Komno3ureH HeoHaTaneH UCXO/:

- Heonarannu TenecHu MepKu (TeXHHa, T0JDKMHA HA HOBOPOAEHOTO)
- Amrap ckop Ha HOBopoaeHoTOo Bo 17, 57, 10°

- Amummo6a3eH cTaTyc Ha HOBOPOJEHOTO BO POK OJ1 5 MHHYTH O] parameTo
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- Pomunna Texnna <10 meprentmna 3a recrammckara Bospact (Small for

Gestational Age-SGA)

2. Metoau
JIaGoparopucku Mepema- Ce koieknuoHupa 7 ml BeHCKa KpB oJ KyOuTaiHa
BeHa MOJENCHA BO TPH CIPYBETH, Koja ce rentpudyrupa Ha +4°C 3a Bpeme ox 10

MUHYTH.

OpnpenyBame Ha koHieHTpanujata Ha Bc L[PII e co mmyHOTYpOMIMMETpHCKa
MeToAa Ha 522nm, Ha Owmoxemucku anaiamzarop Cobas Integra 400 plus, Roshe
Diagnostic, Germany. Xymanuot LIPII armyTuHupa co laTekc MapTUKYIH 00JI0XKEHHU CO
MOHOKJIOHAIHM npotuB —LPII mporuB Ttema. Ilpemunuraror ce onpenysa
typouaumerpucku  522nm.  O6cer Ha wMmepewe 0,1-20mg/L(0,952-190mmol/L).
Hajuucko HuBo Ha perekuuja usHecyBa 0,1mg/L (0,952nmol/L). 3a eneBupana

BPEIHOCT Ce 3eMa BpeaHocTa Haja 5,4mg/L.

OnpenyBame Ha KOHLIEHTpaIMjaTa Ha MPOKAIIUTOHUH — UMYHOAHAJIM3aTa 3a UH BUTPO
KBAaHTUTAaTUBHO onpeaenyBame Ha [T Bo 4OBEUKHOT cepyMm M miiazMara ce u3BeayBa
co Elecsys BRAHMS PCT u ucroro Moxe Ja ce KOPUCTH 3a /1a IOMOTHE BO PAHOTO
OTKpUBame€ Ha KIMHUYKM pelieBaHTHU Oakrepucku uHPeknuu. Merogara 3a
KBaHTUTaTUBHO onpenyBame Ha 1T e enextpoxemunymunucuenuyja “ ECLIA” e Ha
Elecsys-cobas e umynoananmuzarop. Ce paboTH MO MPHHIKI Ha CEHIABUY. BKyIHO

BpeMeTpacHke Ha aHau3arta € 18 MuHyTH.

e [IpBa wuHkyOamuja: aHTureH Bo mpumepokor (30uL) OwmoTuHMIM3KpaH
MoHoksoHasieH IIIT cneunduunum antutena u  MoHokioHamHu [ILT
crieln(UYHN aHTUTENIA O3HAYEHHM CO KOMIUIEKC OJ PyTEHHUYM pearupaar 3a Jia
(dbopMupaar ceHABUY KOMILIEKC.

e Bropa wunkybamumja: Ilo nomaBame Ha MHUKPOUYECTHUKH OOJIOXKEHH CO
CTPENTaBUINH, Ha KOMIUIEKCOT C€ Bp3yBa 3a LIBpCTaTa (haza MpeKy UHTepaKlyja
Ha OMOTHH U CTPENTaBHIUH.

e PeakimoHata cmeca ce acnupupa BO MEpHaTa Keinuja KaJe IITO
MHUKPOYECTHUKHTE CE€ MArHeTCKM 3apo0eHM Ha IMOBpPILIMHATA HA EJIEeKTPoJara.

Hesp3anute marepun moroa ce orcrpanysaar co ProCell/ProCellM. ITpumenara
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Ha HAalOH Ha eJeKTpoJara MHIYIHMPa XCMUJIyMHHHUCLEHTHA €MHCHja Koja ce
MepH €O (HOTOMYITUILTHKATOP.

e Pesynratute ce oapeayBaaT NMpEeKy KpuBa Ha KajauOpanuja Koja € CIICIHjaTHO
reHepupana co kajaulpanuja o] 2 TOukH U o0e30e/1eHa riiaBHa KprBa IpeKy 0ap-

KOIOT Ha pCarc¢HCoT.

Crnopen TpyaoBHTE HaBEJCHHW BO BOBEJHHOT JIEJl, HUBOTO Ha MPOKAJIIMTOHUH Kaj
IpeeKaMIichja ce cMeTa 3a HopMmaiiHa BpeaHoct 10 0,04ng/ml. Bpennoctute Haja oBaa
cut off BpenHocT ce cMmeraar 3a 3rojeMenu. Bo crymujara ja 3emaBme uctara cut off

BpCOHOCT.

Konnenrpanujata Ha TH®o ce aHamusupamie co komeprujajieH KUT Ha Luminex
miardopma. OBaa TEXHOJIOTHja OBO3MYBA Op30 M MCKIIYYHTEITHO MPEIHU3HO MEPEHE Ha
KOHIIEHTpalljaTa Ha IUTOKHHHA CO KOPHCTCHE Ha CIEIUjaTH MUKpochepn o6oeHu co
uH(panpeena duyopecieHTHa 60ja. Mukpocdepure ce KOmbYTHpaHu co creuupuuHu
aHTUTeNa Kou mnperno3HaBaar TH®o, a cepyM O] HCIUTAaHHKOT CE€ WHKYyOUpa co
mukpocoepute Bo Oynapue Ha EJIMCA mnouka. [lo mpeasuumenara mHKyOammja ce
co3/1aBa KOMIUIEKC MHKpocdepa-PIyopoxpoM KOj c€ 03padyBa CO JIACEPCKU 3palld.
Cursaznor mro ce Jo0MBa Co eKCIUTalKjaTa ce MEpH M ce KOPUCTH 3a KBaHTU(UKaIIja

HaCcHIpOTHU CTaHAapAu CO IMO3HATa KOHHeHTpaI_II/Ija.

Bpennocture nma LPII u IIHT oxpenenu ce Ha YHuUBep3uTeTCKaTa KIMHHMKA 32
I'muekonoruja u Akyuepctso, a Bpennocta Ha TH® o Ha Uuctutyrot 3a myHonoruja

1 XymaHa TeHeTHKa pu MeaunHcKuoT dakynteT- Ckorje.

[Tonaronure Ha MAMEHTKUTE KOJEKIIMOHUPAHU C€ CO CTaHAApEH MpaIIaHUK KOj
BKJIydyBa aHaMHECTHUYKH, JeMorpaCKyd IOAAaTOIHM, HHQOpMAIMK 3a CceramrHaTa
OpeMeHOCT, BKJIy4YyBajKH MHHATH OonecTd, HHQPEKIUH, MEANKAMEHTH, JIMYHa,

MEIUILMHCKA, 00CTEeTpUYKa U (paMUIIMjapHa aHAMHe3a.

Cute ydecHMIIM BO OBaa CTyauja noTnumaa ¢opMynap 3a HUHPOpPMHpaHA

COIJIaCHOCT.

77



Ha60paT0pI/ICKI/ITe AHAJIN3KU CC€ BpLIAT IIPEA XOCHI/ITaHI/ISaHI/IjaTa Ha nmanucHTKarTra COo

npeeknamiicuja Ha Opgenot 3a [lpeexiamiicuja, MHTpayTepUH 3acTOj BO PAacTOT M

IIPEIBPEMEHO MTOPOAYBaHE U TPETUOT NOCTIIAPTAJIEH JIEH.

Kaj xonTposHuTe rpynu 1abOpaTOPUCKUTE aHAIM3HM CE M3BEIyBaaT 3a BpeMe Ha

PYTUHCKUTE KOHTPOJM BO TpeTHOT TpuMmectap Ha Opnenor 3a amOynaHTHO

MTOJIMKIMHUYKA JjHOCT MeTy 24 u 40 recTanucka Hejena.

V. PE3VIITATH

Bo ucrpaxyBamero 6ea ananmu3upanu BKynmHO 200 MCHIUTAaHUYKH, MAIUEHTKH O]l

J3Y YHuBep3ureTcka KIMHUKA 32 THHEKOJIOTHja M aKyIIEPCTBO, MOJIEICHU BO 4 TpyIIHn:

- 50 manuenTku co temka ¢popma Ha npeekiaammcuja (TII),

- 50 mauueHTkH co cpeaHo Temka popma Ha npeeknammcuja (CTII),

- 50 3apaBu manueHTKU co pu3ukK aa passujat xuneprensuja (KI'PX)- (co nuuna u

(hamuMjapHa aHaMHE3a 3a XUIMEPTEH3Hja) KaKo PU3UK (DAKTOp 32 MOXKEH pa3Boj

Ha IpeeKIaMIICHja.

- 50 31paBu manMeHTKH BO BTOP U TpeT TpumMecTap Ha 6pemenoct (KI'). (cnuka 1)

BxynHo ncnmarannmu N=200

v

v v

MAIMEHTKH CO
Temka popma Ha
npeeKIaMIICHja
T
N=50

v

NanuCHTKH CO 3/IpaBH MAUECHTKU
CPEITHO TeIIKa CO PU3HK 32
dhopma Ha . XUIEPTCH3M]ja
MpeeKIaMIICHja KI'PX
CTh N=50
N=50

3[[paBU NallUEHTKH
KI'
N=50

Cauka 1. UcnutyBanu rpynu
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AHanmu3upaHuTe TPYNH TAalNMEHTKH Oea XOMOTeHHM BO OJHOC Ha BO3pacTa,
OJTHOCHO, CTAaTHCTUYKH HECUTHH(HKAHTHA Oellle pa3yinkara Mery TpyIuTe BO OJHOC Ha
nuBHarta Bo3pacT (P=0.51). IIpoceunara Bo3pact Geme 31.3 + 6.8, 32.30 + 5.5, 30.8 +
6.4 u 30.5 £ 6.2 rogMHU, COOABETHO BO TPYIUTE CO TEIIKA MpPEeKIaMIICHja, CPEIHO
TEIIKa MPEeeKIaMIICHja, 3[paBU MAIMEHTKH CO PH3MK 3a XWIIEPTECH3Wja(Co JIMYHA W
(amMuiMjapHa aHaMHE3a 3a XHUIIEPTEH3Hja) Kako puU3WK (aKTOp 3a MOKEH pa3Boj Ha

npeeKyIaMIICHja U 3[jpaBy NanueHTKy. (tabena 1)

Tabena 1. Bo3pact na nanuentkure — TII, CTIL, KI'PX, KT'

I'pymu Bospacr (rogunm) p-level
n mean + SD min — max

TII 50 31.3+6.8 16 — 46 F=0.78

CTII 50 |3230%55 21 - 46 p=0.51

KI'PX 50 30.8+6.4 16 -43

KT 50 30.5+6.2 18 - 48

TII (temka ¢popma Ha npeeknamicuja), CTII (cpeano Temka Gpopma Ha IpeeKIaMIICH]ja)
KI'PX (xoHTpoJHa Tpylia co pH3MK 3a XUIIepTeH3Hja (Co JnYHa M (aMuwIMjapHa aHaMHe3a 3a XUIepPTeH3Hja) KaKo

pu3HuK (HakTop 32 MOXKEH pa3Boj Ha npeeknamicuja), Korrponua I'pyma(KT)

F(Analysis of Variance)

[TanmenTkuTe o cute 4 TPyNu HAJjYECTO MUMaa 3aBPIICHO CPEAHO 0Opa3oBaHUE
(56% on rpynata TII, 60% on rpynata CTII, 52% ox rpynarta KI'PIT u 46% on rpynata
KI'). He Oeme HajaeHa CTaTUCTHYKAa CHUTHU(HUKAHTHA pasziMKa BO CTENEHOT Ha

oOpazoBanue mery rpynure (p=0.517). (taberna 2)

Tabena 2. IucTpudyuuja Ha crenenor Ha oopasosanue — TII, CTII, KI'PX, KI'

O6pa3oBaHue I'pynu p-level
TIT CTIIL KI'PX KI'
n n (%) n (%) n (%) n (%)
OCHOBHO 27 8 (16) 8 (16) 5 (10) 6 (12) X?=5.21
Cpenno 107 | 28 (56) 30 (60) 26 (52) 23 (46) p=0.517
Bucoxko 66 14 (28) 12 (24) 19 (38) 21 42)

TII (Temxa dpopma Ha npeeknamrcuja), CTII (cpenno Temka Gpopma Ha npeeknamrcuja), KI'PII (koHTposHa rpyma co
PH3HK 32 XUIepTeH3uja (Co MuYHa U paMuIMjapHa aHaMHe3a 3a XUIEPTEeH3Hja) KaKo PU3HK (aKTop 3a MOXKEH Pa3Boj

Ha nipeekamcrja). Konpomra rpma(KT), X?(Pearson Chi-square)

79




Bo Tabena 3 mpukaxkana € quctpuOyiyjata Ha manueHTKUTe on rpymute TII,

CTII, KI'PX u KI" Bo 0JHOC Ha HUBHATa HAIIMOHAIHOCT. (Tabena 3)

Ta6esa 3. Iluctpudyuuja Ha ernuukata npunagnoct — TII, CTII, KI'PX, KI'

HAIMOHAJIHOCT rpynu
TII CTII KT'PX KT

N n (%) n (%) n (%) n (%)
MaKeIOHCKa 103 26 (52) 21 (42) 29 (58) 27 (54)
anbaHcKa 74 19 (38) 25 (50) 14 (28) 16 (32)
Typcka 9 3(6) 2(4) 3(6) 1(2)
Pomcka 10 2(4) 2(4) 2(4) 4 (8)
cpOuHKa 1 0 0 1(2) 0
Bocanka 1 0 0 0 1(2)
JIP.HAIUOHATTHOCT 2 0 0 1(2) 1 (2

TII (temka ¢popma Ha ipeeknamrcuja), CTII (cpenno temika popma Ha npeeknamicuja), KI'PIT (koHTponHa rpymna co

PH3HK 3a XHuepTeH3yja (co Iu4Ha 1 paMUIijapHa aHaMHE3a 32 XUIIEPTCH3M]ja) KaKO PH3HK (aKTop 3a MOXKEH Pa3Boj

Ha npeexiamicyja, Kourponna rpyma(KT).

Maxkenn Oea cuTe MalMEHTKH cO Temka ¢opma Ha mpeeknammcuja, 98%

NAIMEeHTKN CO CPEeHO Tellka opMa Ha Mpeekjgamicuja, 96% noeIuHeuHO NalMeHTKU

CO pH3HK 3a XWIEpTeH3HWja - (Co JNUYHA W (aMuMjapHa aHAMHE3a 3a XUIEPTECH3HU]a)

Kako pU3uK (pakTop 3a MOXKECH pa3Boj HA MPEEKIaMIICHja M 3/IpaBH MalMeHTKH. (Tabena

4)

Tabesa 4. Ilmctpudyumja Ha opaunuot craryc — TII, CTII, KI'PX, KT’

OpaueH cTaryc rpynu
T CTII KI'PX KI'
N n (%) n (%) n (%) n (%)
MaxeHna 195 50 (100) 49 (98) 48 (96) 48 (96)
HEMaXKeHa 5 0 1(2) 2 (4) 2 (4)

TII (Teuixa dpopma Ha npeeknamicuja), CTII (cpenno tenika Gpopma Ha npeeknammcuja), KI'PII (koHTposHa rpyma co

PH3UK 3a XHTNepTeH3nja (co IMYHa 1 (paMUIIijapHa aHaMHE3a 32 XHIIEPTEH3H]ja) KaKO PH3HK (aKTOp 32 MOXKEH Pa3Boj

Ha npeeknammcuja), Konrponna I'pyna(KI)

X2(Pearson Chi-square)




[ToponyBameTo Oerie U3BPILIEHO CO LAPCKHU pe3 Kaj 92% MaluueHTKHU o Telka
npeeknarncuja, 94% manueHTKu co cpelHo Temka (Gopma Ha npeekiammcuja, 85,71%
3/IpaBU MAIIMEHTKH CO PU3MK 3a XUIEPTEeH3Hja (co MM4YHa U (haMuiIMjapHa aHAMHE3a 3a
XUMEePTEH3M]ja) KaKo pU3UK (HaKTOp 32 MOKEH pa3Boj Ha npeeknamicuja u 78% 3apaBu
nanueHTku. I[louecTtoro mopoayBame Ha MAalMEHTKUTE OJ JABETe TPYyNU CO
MpeeKIaMIiCHja BO OJIHOC Ha 3[paBUTE MAI[MEHTKHU O JBETE IPYIHU HE CE€ MOKaKa KaKo

cratuctiuku curangukantHo (p=0.069). (tabena 5, ciuka 2)

Tabena 5. Haunn na nopoaysame — TII, CTIL, KI'PX, KI'

nopoayBame rpynu p-level
TII CTIIL KI'PX KT
n n (%) n (%) n (%) n (%)
ApCKHU pe3 174 46 (92) 47 (94) 42 (85.71) 39 (78) X?=7.1
CIIOHTaHO 25 4 (8) 3(6) 7 (14.29) 11 (22) p=0.069
BKYITHO 199 50 50 49 50

TII (Teuika popma Ha npeeknamicuja), CTII (cpenno teuika popma Ha npeeknamicuja), KITPII (koHTposHa Tpyma co
PpH3UK 3a XHIepTeH3Hja (co JIMYHa ¥ paMUITijapHa aHAMHE3a 33 XUIIEPTCH3H]ja) KaKO PU3HK (aKTOp 32 MOXKEH Pa3Boj

Ha nipeekinamncuja), Koarpomna ['pyna(KI')

X?(Pearson Chi-square)

100% 8 6
80%
60%
40%
20%
TII CTII

noponynaﬂ,e CIIOHTAHO
¥ japcku pes

14.29 Cauxka 2. I'papuuxu
NpMKa3 Ha HAYMH Ha
nopoayBawe — TII, CTII,
KI'PX, KT’

22
0%
KI'PX KI'

WNHunekcoTt Ha TemecHa Maca UMallle HajBUCOKa mpocedHa BpeaHocT Bo rpymara CTII
(34.72 + 6.6 kg/m?), cneneno co rpymure TII (33.37 + 6.1 kg/m?), KT (30.71 6.2
kg/m?) u KI'PX (30.42 + 6.6 kg/m?). (tabexna 6, ciuka 3)
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3a p=0.0015 ce moTBpAM BKyNHa CTaTUCTHYKa CUTHU(HKaHTHA pa3nuka B0 bMU
mery rpymure. CO post-hoC ananm3aTa 3a MelyrpymHH KOMITapalldk Ce MOKaxa JeKa
OBaa BKyIHA CUTHU(UKAHTHOCT C€ JOJDKM Ha 3HAYUTEIHO MOBHCOK BMMU kaj
MAIMEHTKUTE CO CPEAHO Temka (opMa Ha MpeeKIaMICHja BO OJHOC Ha 3]IpaBHUTE
narrenTky (P=0.0044) u Bo 0HOC Ha 3/paBHTE MALIMEHTKH CO PU3HK 3a XUIICPTCH3H]a -
(mruna m amMunMjapHa aHaMHE3a 3a XUICPTCH3HMja) KaKO PU3HK (aKTOp 3a MOKEH

pa3Boj Ha npeekinamiicuja (p=0.0094). (tabena 6a)

Taoena 6. Muaekc Ha Teaecna maca — TII, CTII, KI'PX, KI'

[pynu BMI (kg/m?)

mean + SD min — max
TII 33.37+6.1 21.5-54.7
CTII 34.72+6.6 23.4-50.3
KI'PX 30.42+£6.6 18.7-46.9
KT’ 30.71+£6.2 18.8—50.1

TII (temka ¢popma Ha npeeknamicuja), CTII (cpenno temika popma Ha mpeeknamicuja), KI'PIT (konTponHa rpymna co
PH3HK 3a XHATNepTeH3nja (co TMYHa 1 paMUIIijapHa aHaMHE3a 32 XUIIEPTeH3H]ja) KaKO PU3HK (AaKTOp 32 MOXKEH Pa3Boj

Ha npeekiamicuja), Konrponna 'pyna(KI)

Tabena 6a. TecTupaHu pa3iuKu BO HHAEKCOT Ha TejiecHa maca — TII, CTIL, KI'PX, KI'

F=5.31 **p=0.0015
post-hoc: Tukey HSD test - BMI

rpynu KT'PIT CTII TII

KT’ 0.99 **0.0044 0.16
KI'PIT **0.0094 0.097
CTll 0.72

TII (Temxa dpopma Ha npeeknamrcuja), CTII (cpenno Temka Gpopma Ha npeeknamrcuja), KI'PII (koHTposHa rpyma co
PH3UK 32 XUTIEpTEeH3Wja (co MMYHa U (aMUIIHjapHA aHAMHE3a 3a XUIIEPTEeH3Mja) KaKo PH3HK (PAKTOp 32 MOXKEH Pa3Boj

Ha npeeknammcuja), Konrponna I'pyna(KI)

F(Analysis of Variance)
**sig p<0.01
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28

lecramuckara Henmena Mery Tpynute Oemie CUTHU(GUKAHTHO —pas3jinyHa
(p=0.00014). IManuentkute co Temka (Gopma Ha MPEEKIAMIICH]ja, CO CPEIHO TEIIKa
dbopMa Ha mpeekiamICcHja W CO PHU3UK Jia pa3BHjaT XUIEpTEeH3Wja (CO NUYHA U
damunujapHa aHaMHE3a 32 XUIEPTEH3Wja) Kako pU3UK (PaKTop 3a MOXKEH pa3Boj Ha
MpeeKjamMIiChja), WMaa CUTHH(HUKAHTHO TOMalla TecTaliCKa Hexena OJf 3ApaBUTe
MarnueHTKu o KouTposHara rpyma (31.2 £ 4.1 vs 34.5 £ 4.5, p=0.000275), (34.2 + 2.8
vs 34.5 £ 4.5, p=0.003), (34.0 £ 4.3 vs 34.5 + 4.5, p=0.00126), cooaserHo. (Tabena 7,

Tabena 7a,ciauka 4)

Taoena 7. I'ecrauucka Heaena — TII, CTII, KI'PX, KI'

rpynu I'H

mean = SD min — max
TII 31.2+41 24.34-38.4
CTII 342+28 29-39
KI'PX 34.0+4.3 23-40.4
K 345+45 24.1-41.1

TII (Teuxa dpopma Ha npeeknamicuja), CTII (cpenno tenika Gpopma Ha npeeknammncuja), KI'PII (koHTposiHa rpyma co
PH3UK 3a XuInepTeH3nja(co THYHa u GaMIIjapHa aHaMHEe3a 32 XUTIEPTEeH3Hja) KaKo PU3HK (PaKTop 3a MOXKEH Pas3Boj

Ha npeekinamncuja), Koarpomna ['pyna(KI)
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Tabena 7a. Tectupanu pa3iuku Bo recranuckara Hegeaa — TIL, CTIL, KI'PX, KI'

F=7.14 ***p=0.00014
post-hoc: Tukey HSD test — TH

rpynu KI'PX CTII TII

KI' 0.932 0.982 ***0.000275
KI'PX 0.996 **0.003
CTII **0.00126

TII (Teuixa ¢popma Ha npeeknamicuja), CTII (cpeauo tenika ¢popma Ha npeekiamicuja), KIPII (koHTposHa Tpyma co
PpH3UK 3a XHIepTeH3Hja (co JIMYHa ¥ paMUITijapHa aHAMHE3a 33 XUIIEPTCH3H]ja) KaKO PU3HK (aKTOp 32 MOXKEH Pa3Boj

Ha npeexinamncuja), Koarpomna ['pyna(KI')

F(Analysis of Variance)

**sig p<0.01
rectauncka Hegena

36 T
35¢ —|—

. T
sl o ] Cauka 4. I'padpuuku npuka3s

J_ T Ha TIPOceYHA TrecTalucKa
33l neneaa — TII, CTII, KT'PX,

KT
32}
31t
30|
0 Mean

29 . . . . [1 Mean+SE

Kl KX cTn Tr I Mean+1,96*SE

JlomkuHata Ha XOCHHUTANW3alldja HE Ce€ pasjMKyBalle CUTHU(PUKAHTHO Mery
nareHTkute on 4-te rpynu (p=0.62), ce aBwkerne Bo uHTepBan on 3 co 19 nena, u
MPOCEeYHO Mo rpynu u3Hecysaie: 7.9 + 1.6 nenosu Bo rpynara TII, 7.8 + 2.4 nenoBu Bo
rpynara CTII, 8.1 + 2.5 nenoBu Bo rpymara KI'PX, 7.5 * 1.8 nenosu Bo KI.
[TanimeHTKUTE CO PU3UMK JIa pa3BUjaT XUIMEPTEH3H]ja (CO IMYHA U (pamMuIFjapHa aHAMHE3a
3a XMIIEpPTEH3Wja) Kako pPHU3MK (aKTOp 3a MOXKEH pa3BOj Ha IpeeKsaMIIcHja),
HE3HAUYUTEIHO TOJOJIr0 OJf MAIMEHTKUTE O]l JPYTUTe TPYHH Jexele BO OOJIHMIIA.

(Tabea 8)
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Ta6esa 8. Jlomxuna Ha xocnuranuzanuja — TII, CTIL KI'PX, KI'

rpynu J€HOBH HA XOCMHUTAJN3AIHja p-level
mean + SD min — max
TI1 79+1.6 4-15 F=0.6 p=0.62
CTIT 78+24 3-19
KI'PX 81+£25 4-14
KT" 75+1.8 3 —14

TII (Teuixa popma Ha npeeknamicuja), CTII (cpento Temka ¢popma Ha npeekiamicuja), KIPX (koHTponHa rpyma co
PH3HK 3a XunepTeH3nja(co TMYHa u GpaMuIijapHa aHAMHE3a 32 XUIMEPTeH3H]ja) KaKo PU3UK (PaKTOp 32 MOXKEH Pas3Boj

Ha npeekiamicyja), Konrponna 'pyna(KI)

F(Analysis of Variance)

JuctpudyiujaTa Ha MAMEHTKH CO TPBa OPEMEHOCT U MAIMEHTKHU CO TMPETXOIHU
opemenoctn wmery rpymute TII, CTII, KI'PX wm KI' He Oeme CcTaTUCTHYKH
curaudukantia (p=0.143): 48.98% mnamnueHTn co Temka Gopma Ha MPEEKIAMIICH]a,
70% manueHTKu co cpeAHo Temika (Gopma Ha mpeekiamicuja, 62% 3apaBu MAlMEHTKH
CO PHU3UK 3a XUIEepTeH3Huja (co uyHa ¥ (amMuIIijapHa aHAMHE3a 32 XUIIEPTEH3HUja) KaKo
pu3HK (PaKTOp 3a MOKEH pa3BOj Ha IMpeekyiaMricuja) u 68% 37apaBu MAIMEHTKH UMaJle

peTXoH0 OpeMeHoct/u. (Tabena 9, ciuka 5)

Tabena 9. Ilperxogna 6pemenoct — TII, CTIL, KI'PX, KI'

npeaxoaHa I'pynu p-level
OpeMeHOCT TII CTII KT'PX KT’

n n (%) n (%) n (%) n (%)
na 124 | 24 (48.98) 35 (70) 31 (62) 34 (68) | X*=5.7
HE 75 | 25(51.02) 15 (30) 19 (38) 16 (32) p=0.13
BKYITHO 199 49 50 50 50

TII (Teuixa dpopma Ha npeeknamicuja), CTII (cpenno tenika Gpopma Ha npeeknammncuja), KI'PX (koHTposHa rpyma co
PH3UK 3a XHTNepTeH3rja (co IMYHa 1 paMUITdjapHa aHaMHE3a 32 XHUIIEPTeH3Hja) KaKo PH3HK (aKToOp 3a MOXKEH Pa3Boj

Ha npeeknammcuja), Konrponna I'pyna(KI)

X2(Pearson Chi-square)
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IIpenxoana OpemeHocT

Ja
HC
100% Camnka 5. I'paduuxu npukas
HA AUCTPUOYLHja Ha
80% 48,98 - o NANHEHTKA co/Ge3
60% 70 nperxoana opemenoct — TII,
CTII, KI'PX, KT’
40%
51,02
20% 30 e 32
0%
TIT CTII KI'PX KT

[TaneHTKUTE O TPyNHUTE CO MpeeKjaMIichja Hajuyecto mMaine | OpemeHocT
(54.17% n 48.57%, cOONBETHO MAIMEHTKH OJ TPYHNUTE CO TEIIKAa W CPEAHO TEIIKa
dbopMa Ha mpeeksaMIicHja), MAMEHTKUTE CO PU3MK 3a XUIEpTeH3Wja (CO JHM4YHA U
dbamunMjapHa aHaMHe3a 3a XUIIEPTEH3Mja) Kako pPU3UK (haKTOp 3a MOKEH pa3BOj Ha
MpeeKIaMIICHja), HajuyecTo uMaje 2 OpeMEHOCTH, 3/[paBUTE MAMEHTKH UMajie HajuyecTo

1 u 2 6pemenoctu (44.12% noeauneyno). (tabena 10)

Bbpojor Ha mperxonHu OpEeMEHOCTH HE Ce pa3jiMKyBallle CUTHU(UKAHTHO Mery

rpymute (median=1 vs 2 vs 2 vs 2, p=0.86). (tabena 11)

Tabena 10. Juctpudyuuja Ha 6poj Ha nmperxoaHu opemenoctu — TII, CTIL, KI'PX, KI'

O0poj Ha mpeaXoaHU I'pynu
OpeMeHOCTH TII CTII KI'PX KI'

n n (%) n (%) n (%) n (%)
1 56 13 (54.17) 17 (48.57) 11 (35.48) 15 (44.12)
2 42 5 (20.83) 7 (20) 15 (48.39) 15 (44.12)
3 14 3(12.5) 7 (20) 2 (6.45) 2 (5.88)
4 10 2(8.33) 3(8.57) 3(9.68) 2 (5.88)
6 1 0 1 (2.86) 0 0
7 1 1(4.17) 0 0 0
BKYITHO 124 24 35 31 34




Ta6esa 11. leckpunTHBHA CTATHUCTUKA HA OpojoT Ha npeTxoaHu 6pemenoctu— TII, CTII,

KI'PX, KT

rpymnu Bpoj Ha mpenxoaHa OpeMEeHOCT p-level
n min — max median (IQR)

T 24 1-7 1(1-25) H=0.74

CTI 35 1-6 2(1-3) p=0.86

KI'PX 31 1-4 2(1-2)

K 34 1-4 2 (1-2)

TII (temka ¢popma Ha npeexnammncuja), CTII (cpenno temka ¢popma Ha npeexnamicuja), KIPX (koHTponHa rpyma co
pH3UK 3a XHIepTeH3rja (co JIMYHa ¥ paMUITijapHa aHAMHE3a 32 XUIIEPTCH3H]ja) KaKO PU3HK (aKTOp 32 MOXKEH Pa3Boj

Ha npeekinamncuja), Koarpomna ['pyna(KI')

H(Kruskal-Wallis)

CHUCTONHHMOT MNPUTUCOK MMAlle CUTHU(PHUKAHTHO Ppa3IMYHU BPEIHOCTH Kaj
narnuertkute ox rpymure TIT, CTII, KI'PX u KI' (p<0.0001). CornacHo pe3yiTaTute 01
post-hoc aHanmu3aTa 3a MEryrpyrmHH KOMITApalldy, MAlMCHTKUTE CO Telika ¢Gopma Ha
MpeeKjaMIiCija MMaa CUTHU(GHUKAHTHO TOBUCOK IPOCEYEH CHCTOJEH IPHUTUCOK Of
NAIMEeHTKUTE CO cpelHo Temka ¢popma Ha npeekiamrcuja (174.50 = 22.0 vs 158.62 +
21.1mmHg, p=0.000017), om 3apaBUTE TMAIMUEHTKATE CO PHU3HK Ja pPa3BHUjaT
XxunepreHsuja (co JuyHa U (aMuiIMjapHa aHaMHe3a 3a XUIEpPTeH3Hja) KAaKO PHU3HK
dbakTop 3a MOKEH pa3Boj Ha mpeeknamicuja), (174.50 + 22.0 vs 117.80 £ 9.1mmHg,
p=0.000008) u oxm 3apaBute manumentku (174.50 + 22.0 vs 115.0 = 9.1mmHg,
p=0.000008); mpOCEYHUOT CHCTOJEH MPUTHCOK HMAIle CUTHU(PUKAHTHO MOBHCOKU
BPEIHOCTH M Kaj MAIMEeHTKUTE CO CPEAHO Tenlka popMa Ha IPEeKIaMIICHja BO OJJHOC Ha
3/IpaBUTE MAIMEHTKU CO PU3HUK 3a XUMEPTEeH3Hja (Co MnyHa U (haMUIIMjapHa aHAMHe3a 3a
XHIIEPTEH3M]ja) KaKO PU3UK (PaKTOp 32 MOKEH pa3Boj Ha mpeekinamicyja), (158.62 + 21.1
vs 117.80 = 9.1mmHg, p=0.000008) 1 Bo ogHOC Ha 3apaBute nanueHTku (158.62 + 21.1
vs 115.0 £ 9.1mmHg, p=0.000008). (tabena 12, Tabena 12a,cnuka 6)
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Tabena 12. Cucrtosien mputucoxk Ha mpuem — TII, CTII, KI'PX, KI'

I'pynu CHCTOJIEH MPUTHCOK Ha mpuem / mmHg

mean * SD min — max
TII 17450 £ 22.0 140 — 250
CTII 158.62 £ 21.1 120 — 240
KI'PX 117.80+ 9.1 100 - 130
KT 115.0+9.1 100- 130

TII (Teuixa ¢popma Ha npeeknamicuja), CTII (cpenno tenika Gpopma Ha npeeknamicuja), KIPX (koHTponHa rpyma co
PU3HK 32 XunepTeH3yja (co Tu4Ha 1 paMuIdjapHa aHaMHE3a 32 XUIIEPTeH31]ja) KaKo PU3HK (AaKTOp 3a MOXKEH Pa3Boj

Ha npeekiamicyja), Konrponna I'pyna(KI)

Tabena 12a. TecTupanu pa3jinKu BO CUCTOTHUOT nputucok Ha npuem — TIL, CTIL, KI'PX,

KI'

F=160.9 *** p<0.0001

post-hoc:Tukey HSD test - TA Ha npuem cucTojeH

I'pynu KI'PX CTII TII

KT’ 0.83 ***0.000008 ***0.000008
KIT'PX ***0.000008 **%0.000008
CTII ***0.000017

TII (temka ¢popma Ha npeeknamicuja), CTII (cpenno temika popma Ha npeeknamicuja), KI'PX (koHTponHa rpymna co
PH3HK 32 XUTIEpTeH3Wja (co NMYHa U (paMHiIMjapHa aHAMHE3a 3a XUIEPTEeH3Mja) KaKo PH3HK (PaKTOp 3a MOXKEH Pa3Boj

Ha npeekinamncuja), Koarpomna ['pyna(KD)

F(Analysis of Variance)
***sig p<0.0001
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JIMjacTOTHUOT TMPUTHCOK WMMalle HajBUCKA TPOCEYHH BPEIHOCTUH  Kaj
MalUeHTKuTe co Temka ¢opma Ha npeekiamicuja (104.60 £ 11.9 mmHgQ), cieneno co
MNAIlMeHTKUTE CO CPEeJHO Temka (opMma Ha IMpeeKaMICHja, 3APAaBUTE MAIUCHTKUA H
3[IpaBUTE MAIMEHTKUA CO PHU3MK Jla Pa3BHjaT XHUIEPTEeH3Mja (co JIMyHa M (amMuiIujapHa
aHaMHe3a 3a XMIEPTEeH3HU]ja) KaKo PU3HK (HaKTOp 3a MOXKEH pa3BOj HA MPEEKIaMIICH]ja),
(96.30 + 10.6, 65.88 + 8.3 u 65.20 + 8.2 mmHQ, cooaBeTHO), CO BKYIIHA CTAaTHCTHYKA
curauduxanTaoct ox P<0.0001. OBaa paznuka ce JOHKHM HA 3HAYUTETTHA pa3linKa Mery
rpymure TII vs CTP (p=0.000162), TII vs KI'PX (p=0.000008), TII vs KI' (
p=0.000008), CTII vs KI'PX (p=0.000008) u CTII vs KI" (p=0.000008). (tabena 13,

tabena 13a,cnuka 7)

Tabena 13. Jujacrosen nputucok Ha npuem — TII, CTII, KI'PX, KI"

I'pynu JAMjacToJIeH MPUTHCOK Ha mpuem / mmHg
mean + SD min — max
TII 104.60 £ 11.9 80-130
CTHl 96.30 + 10.6 70-120
KI'PX 65.20+8.2 50-80
KI' 65.88 £ 8.3 50 - 80

TII (temka ¢popma Ha mpeexnammncuja), CTII (cpenno Temka ¢popma Ha npeeknamicuja), KIPX (koHTponHa rpyma co
pH3UK 3a XHMepTeH3uja (co JIMvHa ¥ paMUIIdjapHa aHAMHE3a 33 XUIIEPTCH3H]ja) KaKO PH3HK (aKTop 3a MOXKEH Pa3Boj

Ha npeekinamncuja), Koarpomna ['pyna(KI')

Tabesa 13a. TecTupanu pa3JIuKH BO IHjacTOJTHHOT npuTHCOK HA mpueMm — TII, CTII,

KI'PX, KT

F=213.9 p<0.0001
post-hoc:Tukey HSD test - TA Ha nprieM [1jacTojicH

I'pymn KT'PX CTII TII

KI 0.99 ***0.000008 ***0.000008
KI'PX ***0.000008 **%0.000008
CTll ***0.000162

TII (Temxa dpopma Ha npeeknamrcuja), CTII (cpenno Temka Gpopma Ha npeeknamrcuja), KIPX (koHTposHa rpyma co
PH3HK 32 XUIepTeH3uja (Co MuYHa U GpaMuIMjapHa aHaMHe3a 3a XUMEPTeH3Hja) Kako PU3UK (GakTop 3a MOXKEH Pa3Boj

Ha npeeknammcuja), Konrponna I'pyna(KI')

F(Analysis of Variance)
***sig p<0.0001
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@ Cauka 7. I'paduuku mpukas

HAa mpoceveH
0 1 kpBen nputucox — TII, CTII,
KI'PX, KT’

AUjacToJIeH

HOMef‘y ABCTC TIpynu cCoO npeeKnaMncnja Oerre IMOTBpACHA CTAaTUCTHUYKaA

curHu(MKaHTHA pa3jnKa BO BpeaHocTa Ha anruorenute (akropu (P<0.0001), koja ce

JOJDKM Ha 3HAYUTENIHO IIOBHCOKM BPEIHOCTM BO TIpynara co Temka ¢opMa Ha

npeekiaamiicuja. (tademna 14)

[Ipoceynute W MenujalHW BPEAHOCTH HAa AHTHOTCHUTE (DAaKTOpU H3HECYyBaa

505.42 + 440.1 u 445 pg/ml, coonserno Bo rpymara TIT; 100.19 + 114.8 u 60.83 pg/ml,

cooasetHo Bo rpymnara CTII. (tabena 14,cnuka 8)

Tabesa 14. Aurnorenn ¢pakropu — TII, CTII, KI'PX, KI'

I'pymnu anruorenn gpaxropu (pg/ml) p-level
n mean + SD median (IQR)

TII 49 505.42 + 440.1 445(158.2 — 713.24) Z=6.38

CTII 50 100.19+114.8 60.83(31.04 — 113) p<0.0001

TII (Teuka popma Ha npeexnammcuja), CTII (cpeano Temka hopma Ha mpeekIaMIIcHja)

Z(Mann-Whitney U Test)
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Ciuka 8. I'padpuuxn
npuKa3s HA  MpocevHa
BPETHOCT HA AHTHOTEHHTE
daxkTopu - TII, CTII,
KI'PX, KT

3rojeMeHo HUBO Ha anruorenu (akropu (>80 pg/ml) Oea HajaeHu kaj curte

MAIMEeHTKH CO Temka (opMa Ha mpeekyiamiicuja, 94% ManueHTKH CO CPEaHO TeIlKa

dbopMa Ha mpeekiaMmIiicuja, 0€3 CTaTUCTUYKA CUTHU(UKAHTHA pa3jvKa Mery JBETe

rpymu (p=0.24). (tabemna 15,ciuka 9)

Tabesa 15. JucTpndynuja Ha 3rojieMeHd 1 HOpMaaHu anruorenn gaxropu— TII, CTII,

KI'PX, KT
aHTHOreHu ¢-pu rpynu p-level
(pg/ml) TII CTH

n n (%) n (%)
<80 3 0 3 (6) Fisher'exact
>80 96 49 (100) 47 (94) p=0.24

TII (Teuka popma Ha npeexnammcuja), CTII (cpeano Temka hopma Ha mpeekIaMIcHja)
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Auruorenu ¢p-pu (pg/ml)

<80
>80
100% Cauka 9. I'paduuxu
NpUKa3 Ha JAUCTPUOyHHja
9% 6 HA HOPMAJHM U 3roJeMeHH
96% 100 anruorenu ¢axropu — TII,
CTII, KI'PX, KT’
94%
94
92%
90%
TIT CTII

CTaTUCTUUYKH CI/IFHI/I(i)I/IKaHTHa Oerre pasjimkaTra BO HI/ICTpI/I6YHI/Ija Ha INanMCHTKU
CO HOpMAaJIHA (1)aKTOpI/I Ha XeMO0CTa3a, CKpaTCHU BpEMUbAa U 3TrOJICMCHU I-IHUMCPH Mefy

IPYIHUTE CO TEIIKAa U CPEHO Temka Gpopma Ha npeekaamicuja (p=0.0064). (taberna 16)

[TaruenTkuTe co Temka (GopMa Ha MPECKIAMIICHja MMaa 3HAYUTEITHO TOPETKO
O]l TIAIMEHTKUTE CO CPeAHO Temka (opma ypenHu ¢akropu Ha xemocraza (74% Vs
94%, p=0.0064), a 3HaYUTEIHO MOYECTO 3rojeMeHu a-aumepu (24% Vs 6%, p=0.0117).

(rabena 16,cmuka 10)

Tabena 16. ®akropu Ha xemoctasza — TII, CTIL, KI'PX, KT'

¢daxTopm Ha Ipymu p-level difference test
xeMocrasa TII CTII

n n (%) n (%)
0.0. 84 37 (74) 47 (94) Fisher'exact | **p=0.0064
CKpaTeH! BpEeMUbA 1 1(2) 0 *p=0.012 p=0.31
3TOJIEMEHH AUMEPU 15 12 (24) 3 (6) *p=0.0117

TII (Teuka dpopma Ha npeexnammcuja), CTII (cpeano Temika Gopma Ha mpeeKkIaMICcHja)

*p<0.05, **sig p<0.01
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¢-pu Ha xemocTaza

6.0. CKpaTCHU BpEMUbA IMOKa4Y€HU JTUMEPU

Cauka 10. TI'padmuxu
npuka3 Ha ¢axkropu Ha
80% 2 xemocrasza — TII, CTII,
KI'PX, KT

100%

60%
40%
20%

0%
TII CTII

[Ipoceunure n meaujanuu BpeaHoctu Ha LIPII Bo rpynara TII usHecyBaa 22.19
+ 30.3 u 11.35mg/L, coonBerHo; 13.14 = 16.5 u 8.05 mg/L, cooaseTHo BO rpymara
CTII; 9.48 £ 16.5 u 4.95mg/L, coonBerHo Bo rpynata KI'PX; 8.01 + 8.2 u 5.25 mg/L,
coonsetHo Bo KI'. (tabema 17,ciuka 11). 3a p<0.0001 ce moTBpau BKyMHA CTaTHCTHYKA
curHu(uKaHTHA pa3nMKa Mery rpynure Bo onxHoc Ha Bpeanoctute Ha L[PII, xoja ce
J0JDKU Ha 3HauuTIIHO moBrcoK L[PIT Bo rpymara co Ttemka popma Ha mpeexiiammcuja Bo
OJTHOC Ha KOHTPOJHATA TPyMa CO PU3HMK 3a XHIIEpTEH3HWja (Co JaM4yHa W (QaMuirjapHa
aHaMHe3a 3a XUIepTeH3Hja) KaKo pU3MK (PaKkTop 3a MOXKEH pa3BOj Ha MPEEKIaMIICH]ja),
(p=0.000006) u rpymara 3apasu namueHtku (P=0.00006), kako U 3HAYUTEITHO MOBHUCOK
LIPIT Bo rpymara co cpeaHa Temka ¢popma Ha IpeeKIaMIiCHja BO 0JTHOC Ha KOHTPOJIHATa
rpyna co pu3MK 3a XMIepTeH3uja (co InyHa U (pamuiivjapHa aHaMHe3a 32 XUIepTeH31]ja)

KaKo pu3uK (akTop 3a MOKEH pa3Boj Ha mpeekiamicuja), (p=0.0346). (tabena 17a)

Tabena 17. Bpennoctu na L{PII Bo 6pemenoct — TII, CTIL, KI'PX, KI'

Ipymu IIPIT (mg/L)

mean £ SD median (IQR)
TII 22.19+ 30.3 11.35(7.5-19.8)
CTII 13.14+ 16,5 8.05 (4.6 — 13.7)
KI'PX 948 £165 4.95 (2.4 -8.8)
KT 8.01+8.2 a. 4-1.5)

TII (Teuxa dpopma Ha npeeknamicuja), CTII (cpenuo tenka Gpopma Ha npeeknammcuja), KI'PX (koHTposHa rpyma co
PH3UK 3a XHTNepTeH3Hja (co JIMYHA 1 (paMUIIijapHa aHaMHE3a 33 XHIIEPTEH3Hja) KaKO PH3HK (aKTOp 3a MOXKEH Pa3Boj

Ha npeekinamncuja), Koarpomra ['pyna(KI')
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Tabena 17a. Tectupanu pasauku Bo Bpeanoctute Ha LIPII Bo 6pemenoct— TII, CTII,

KI'PX, KT’
H=30.5 p<0.0001
post-hoc: Mann-Whitney U test — CRP
I'pynun KI'PX CTII TII
Kr 1.000000 0.13 ***0.00006
KI'PX *0.0346 ***(0,000006
CTI 0.2

TII (Teuixa ¢popma Ha npeeknamicuja), CTII (cpenno teuika Gpopma Ha npeeknamicuja), KIPX (koHTponHa rpyma co

PH3UK 32 XHIepTeH3Hja (co JIMYHa ¥ paMUITijapHa aHaMHE3a 33 XUIIEPTCH3H]ja) KaKO PH3HK (aKToOp 32 MOXKCH Pa3Boj

Ha npeekinamncuja), Koarpomna ['pyna(KI)

H(Kruskal-Walis test)

*sig p<0.05,***sig p<0.0001

[IPI1 50 6pemenocCT

mgiL

(S I e ]

14
12
10
/80

Kr

KIrPxX cTn T

a Mean
[JMeanzsE
T Meanz1,98*SE

Cauka 11. I'padpuukyn npukas Ha
npoceyna speanoct Ha IPII Bo
opemenoct — TII, CTII, KI'PX,
KI’

3ronemeno HuBo I[[PIl mmaa HajuecTo manMeHTKUTE cO Temka (opma Ha

npeekinamiicuja  (86%),

CIIEZICHO CO TAlMEHTKUTE CO CcpeaHo Temka (opma

npeexnamiicuja (72%), 3apaBUTe MAIMEHTKU CO PU3MK 3a XHIEpPTeH3Wja (CO ITUYHA U

(damuMjapHa aHaMHE3a 3a XHUIEPTEH3Hja) Kako puU3WK (haKTop 3a MOKEH pa3Boj Ha

npeexiamicyja, (46%) u 3apaBurte nauueHTku (44%), co cTaTUCTUYKA CUTHU(UAKHTHA

pasnuka mery rpymute, og p=0.000007. (Tabena 18,ciuka 12)
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Ta6esa 18. JucTpudyuuja Ha 3roaeMenu u HopMmaianu BpeaHoctu Ha LIPII Bo 6pemenoct —

TII, CTII, KI'PX, KI'

LIPII BO rpynu p-level
OpemeHOCT TII CTII KI'PX KT’

(mg/L) n n (%) n (%) n (%) n (%)

<54 76 7 (14) 14 (28) 27 (54) 28 (56) X*=26.65

>5.4 124 | 43 (86) 36 (72) 23 (46) 22 44) | ***p=0.000007

TII (Temka ¢popma Ha ipeeknamrcuja), CTII (cpenno Temka ¢popma Ha npeeknamicuja), KIPX (koHTponHa rpyma co

PH3UK 3a XHIepTeH3Hja (co JIMYHA ¥ paMUITijapHa aHaMHE3a 33 XUIIEPTCH3H]ja) KaKO PU3HK (aKTOp 32 MOXKEH Pa3Boj

Ha npeexinamncuja), Koarpomna ['pyna(KI')

X2 (Chi-square test)

***sig p<0.0001

100%:
205
a0
A0
20%

0%

HPII (mg/L)

=54

n=54
i3
=4 6
CTII KIFE Kl

Cauka 12.

I'padguuxn

NPHUKa3 Ha JUCTpUOynuja Ha

HOPMAJIHHU
BPEIHOCTH
OpeMeHOCT
KI'PX, KT’

M 3r0JIeMEHHU
na IPIT Bo
- TII, CTII,

ITo nopoaAyBamkEe, IMALUCHTKUTC CO TCIIKA (bopMa Ha HpeeKJ'IaMHCI/Ija HnMaa

noBucokn BpeaHoct Ha [[PII ox mammeHTkuTe cO cpenHo Temka (opma Ha

IpeeKIaMIiCHja, Ho 0e3 CTaTHCTHYKH MOTBpeHa curaudukanTaoct (median 15.5 vs 9.7

mg/L, p=0.06). ITpoceunure kouuentpaimu Ha [{PIT Bo rpynure TII u CTII uznecyBaa
23.67 £27.1 u 12.87 £ 12.3 mg/L, coonBetHo. (Tabena 19,ciuka 13)
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Ta6esa 19. Bpeanoctu na LIPII no nopoayBame — TII, CTII

I'pymu IPII no noponyBame (Mg/L) p-level
mean + SD median (IQR)

TII 23.67+27.1 15.5 (5.7 — 26) Z=1.9 p=0.06

CTI 12.87+12.3 9.7 (5.7-16.1)

TII (Temxa popma Ha npeexnamicuja), CTII (cpexno Temka Gopma Ha IIpeeKIaMIICcHja)

Z(Mann-Whitney U test)

34

26
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16

32t
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24t

20
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14 |
12t
10}

LIPII o nopopyEame

=
————F
1

CTlTI T.ﬂ

o Mean
[] MeanSE
T Meanx1,96*SE

Cauxa 13. T'padmuxmu
NPpUKa3 Ha NPoCevyHa
Bpegnoct Ha IIPII mo
nopoayBamwe — TII, CTII,
KI'PX, KT’

3adecTeHOCTa Ha 3TOJIEMEHO HUBO HPH Mo MOPOAYBAKLCTO HE CC PA3JIMKYBAIIIC

CUTHU(UKAHTHO Mery TMalMeHTKUTEe CO TelKka W CpeaHo Temka ¢opma Ha

npeeknamicuja (76% vs 78%, p=0.812). (trabena 20,ciuka 14)
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Ta6esa 20. JucTpudyuuja Ha 3roieMenu 1 HopMmaianu Bpeanoctu Ha LIPII mo nopoayBame

- T, CTII
IIPII o rpymnu p-level
NOpoayBame TII CTII
(mg/L) n n (%) n (%)
<54 23 12 (24) 11 (22) Fisher's exact
>5.4 77 38 (76) 39 (78) p=0.812

TII (Temxa dpopma Ha npeexnammicuja), CTII (cpexno Temka Gopma Ha IIpeeKIaMIICcHja)

IIPII no nmopoayeame (mg/L)

=54
=54
Cmuka 14. T'padmuxmu
100% NPUKa3 HAa JAUCTPUOylHHUja
v HA HOPMAJIHH U 3r0JIeMeHH
. 76 78 ppeaHoctu Ha IIPII mo
nopoayBawe — TII, CTII,
40% CKI'PX, KI'
2% u =
0%
TII CTII

[TpokanuToHUHOT UMarie npoceunu Bpeanoctu ox 0.29 + 0.4, 0.20 £ 0.5, 0.05
+ 0.05 u 0.06 = 0.1ng/ml, cooaserno Bo rpymute TII, CTII, KI'PX u KI'; meaujanara
Ha BpeaHocTa Ha mpokainuuTonud Geme 0.12, 0.06, 0.035 u 0.03ng/ml, coonBeTHO BO
rpymute TIT, CTII, KI'PX u KT'. (tabena 21,ciuka 15)
3a p<0.0001 ce mnoTBpAM BKyINHAa CTAaTHUCTUYKAa CHTHU(HUKAHTHA pa3Jiika BO
koHrenrpanujata Ha [IL[T w™efy rpymure. PoOSt-hoc ananmmsara 3a MefyrpymHa
KOMIapaluja MoKaka JJleKa 0Baa BKYITHA CUTHU(HUKAHTHOCT C€ JIOJKUM HA 3HAUUTEIIHO
MOBHMCOK TMPOKAJIIMTOHUH Kaj MAallMEHTKUTE CO Tellka ¢opMma Ha MpeeKiIaMIichja BO
OJHOC Ha TMaIlMeHTKHTE cO cpeaHo Temka mnpeekiaamrmcuja (P=0.0016), 3apaBute
MAIlMeHTKA CO PHU3MK 3a XHIepTeH3Wja (co nuuHa W (amMuIvMjapHa aHaMHe3a 3a
XUIIEPTEH3Mja) KaKo PHU3MK (akTOp 3a MOXKEH Pa3BOj Ha IMpeeKJaMIICHja U 3]paBUTE
narieHTkn (P<0.0001), xako W 3HAYMTENHO TMOBUCOK Kaj MAIIMEHTKUTE CO CPEIHO
Temka (GopMa Ha TpeeKIaMIiCHja BO OJHOC Ha 3[paBUTE TMAINMEHTKH CO PHU3HK 3a
XunepreHsyja (co iuyHa W (aMuIMjapHa aHaMHe3a 3a XUIEepTeH3Hja) KaKo PHU3HK
dakTop 3a MoxeH pa3Boj Ha mnpeekinamrcuja (p=0.006) w 3apaBUTE MAMEHTKH

(p=0.0019). (rabena 21a)
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Tabena 21. Bpeanoctu Ha III[T Bo 6pemenoct — TII, CTII, KI'PX, KI'

I'pymu MHIIT (ng/ml)

mean + SD median (IQR)
TII 0.29+04 0.12 (0.07 - 0.31)
CTII 0.20+05 0.06 (0.03-0.17)
KI'PX 0.05 £ 0.05 0.035 (0.02 - 0.05)
KT 0.06 £0.1 0.030.02 — 0.05)

TII (temka ¢popma Ha npeexnammncuja), CTII (cpenno temka ¢popma Ha npeexnamicyja), KIPX (koHTponHa rpyma co
PH3UK 32 XHIepTeH3Hja (Co JIMYHA ¥ aMUIIijapHa aHAMHE3a 32 XUIIEPTCH3H]ja) KaKO PH3HK (aKTOp 32 MOKEH Pa3Boj

Ha npeekinamncuja), Koarpomna ['pyna(KI')

Tabena 21a. Tectupanu pasynku Bo Bpeanocturte Ha IIIT Bo 6pemenoct — TII, CTII,

KI'PX, KT

H=69.7 p<0.0001
post-hoc: Mann-Whitney U test - PCT

Tpymn KI'PX CTII TH

K 1.0 **0,0019 <0.0001
KI'PX **0.006 <0.0001
CTII **0.0016

TII (Teuxa dpopma Ha npeexnammcuja), CTII (cpenuo tenka Gpopma Ha npeexnamrcuja), KI'PX (koHTposHa rpyma co
pH3uK 3a XumnepTeH3uja (co JIuvHa 1 GpaMUITdjapHa aHAMHE3a 33 XUIIEPTCH3H]ja) KaKO PU3HK (aKTOp 32 MOXKEH Pa3Boj

Ha nipeekinamncuja), Koarpomna ['pyna(KI')

H(Kruskal-Walis test)
**sig p<0.01
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0,40
035 T Cmmka 15, TI'padpuukn
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£ 0,20 KI'PX, KI'
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@ o Mean
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Kr KrPx cm m T Mean=1,96*SE

3a p<0.0001 ce moTBpau cTaTHCTUYKAa CUTHU(UKAHTHA pa3jivKa Mery Tpymnure
TII, CTII, KIPX u KI' Bo OIHOC Ha 3a4eCTEHOCT Ha 3rOJIEMCHOTO HHBO Ha

NpOKAIIMTOHUH. (Taberna 22)

Bpennoctu Ha mpokainurtonuH noBucoku oa 0.04ng/ml Gea peructpupanu kaj 96%
MalUeHTKH co Temika (opma Ha mpeeknamicuja, 60% MAalMEHTKH CO CPETHO TelIKa
dbopma Ha mpeeknamiicuja, 30% 3ApaBU MAIMEHTKH CO PU3UK 3a XHUIEpPTeH3Hja (co
nuyHa W (daMuivMjapHa aHAMHE3a 3a XUINEPTEeH3Hja) Kako PU3UK (PaKToOp 3a MOXKEH

pa3Boj Ha MpeekIaMIicHja u 26% 3apaBu nanueHTkH. (Tadena 22,ciuka 16)

Tabena 22. luctpudyunja Ha 3rojieMeHd 1 HopmMaanu BpeaHocTu Ha [T Bo Opemenoct —

TII, CTIIL, KT'PX, KT

T Bo rpymnu p-level
OpeMeHoOCT TII CTII KI'PX KT’

ng/ml n n (%) n (%) n (%) n (%)

<0.04 94 2(4) 20 (40) 35 (70) 37 (74) X*=63.35
>0.04 106 | 48 (96) 30 (60) 15 (30) 13 26) p<0.0001

TII (Temxa dpopma Ha npeeknamrcuja), CTII (cpenno Temka Gpopma Ha npeeknamrcuja), KIPX (koHTposHa rpyma co
PH3HK 32 XUIepTeH3uja (Co IuYHa U hpaMuIMjapHa aHaMHe3a 3a XUIEPTeH3Hja) Kako PU3HK (GaKTop 3a MOXKEH Pa3Boj

Ha npeekinamicuja), Koarpomna ['pyna(KD)

X?(Chi-square test)
**sig p<0.01
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100%

80%

60%

40%

20%

0%

TII

T (ng/ml)
<0.04
u>0.04

74

CTII KI'PX KI"

Cauxa 16,  I'paduuku
NMPUKA3 HA TUCTPUOYyHja HA
HOPMAJIHM M 3rojieMeHU
Bpeanoctu Ha IIHOT Bo
opemenoct — TII, CTII,
KI'PX, KT’

Ilo IopoaAyBambe MAUMECHTKUTE CO TEHOIKa (bopMa Ha HpeeKJ'IaMHCI/Ija BO

6pCMeHOCT, nMaa CI/IFHI/I(l)I/IKaHTHO IMOBHUCOK TMPOKAJIIMUTOHUH OJ MNAIUCHTKUTE CO

cpeano tenika popma Ha npeekiaamicuja (p=0.0009), co meaujana ox 0.045 vs 0.03 u

npoceunu BpenHoctr ox 0.14 £ 0.3 vs 0.101 + 0.3. (tabena 23,cnuka 17)

Ta6esa 23. Bpeqnoctu na IIT mo nopoxysame — TII, CTII

I'pynu IIT no mopoxyBame (ng/ml) p-level

mean = SD median (IQR)
TII 0.14+£0.3 0.045 (0.03-0.1) Z=3.33 ***p=0.0009
CTI 0.101+£0.3 0.03 (0.02 — 0.05)

TII (Temxa popma Ha mpeexnammcuja), CTII (cpenno Temka popma Ha IpeeKIaMIICcHja)

Z(Mann-Whitney U test)

***sig p<0.0001
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0,26

PCT no nopoayBare

0,24
0,22
0,20
0,18
0,16
0,14
0,12
0,10
0,08
0,06
0,04
0,02
0,00
-0,02

ng/ml

:

cn

mn

1 O Mean

[] MeantSE
T Mean+1,96*SE

Canka
npukas
BPEIHOCT

KI'PX, KI'

17.
Ha
Ha

I'padpuuku
npocevyHa
OaT no

nopoayBawe — TII, CTII,

ITarueHTKUTE CO TEIIKA Q)opMa Ha npeeKHaMncnja CHFHH(bHKaHTHO II04YE€CTO O

MMamUCHTKHUTC CO CPCAHO TCIIKa q)opMa Ha HpeeKHaMHCI/Ija o mMopoAyBakETO HMaa

Bucok npokaniuronut (50%vs26%,p=0.013). (Tabemna 24,ciauka 18)

Tabena 24. luctpudyunja Ha 3rojieMeHd U HopMajauu BpeaHocTu Ha [T mo

nopoaysamwe — TII, CTIL, KI'PX, KT'

T no rpymnu p-level
nopoayBame TII CTIIL

(ng/ml) n n (%) n (%)

<0.04 62 25 (50) 37 (74) X?=6.1 *p=0.013
>0.04 38 25 (50) 13 (26)

TII (Temxa dpopma Ha npeexnammcuja), CTII (cpexno Temka Gopma Ha peeKIaMIICHja)

X?(Chi-square test)

**sig p<0.01
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IIIT mo mopoayBame  (ng/ml)

0.04
1 =0.04
Ciuka 18. I'padpuuxn
100% NpUKa3 HA JUCTPUOyIHja HA
0% 50 HOPMAJIHM W  3roJieMeHH
T4 BpeaHoctu Ha IIIOT mno
60% nopoayBame — TII, CTII,
a0, o = KI'PX, KT’
20% 26
0%
TII CTII

[Tpoceunute U MeAMjaIHH BPEAHOCTH HA TyMOp HEPOTU3MPAUKHUOT (PAKTOP 0. BO
rpynata TII uznecyBaa 1.45 + 0.9 u 1.39pg/ml , cooaserno; 3.03 £ 11.6 u 1.3pg/ml,
coonserHo Bo rpymara CTII; 1.22 + 0.7 u 1.28pg/ml, cooaserro Bo rpymata KI'PX;
0.83 £ 0.7 u 0.57pg/ml, coonaserno Bo KI'. (Tabena 25,cnuka 19)

3a p=0.0002 ce moTBpAM BKYIIHA CTAaTUCTUYKA CUTHU(UKAHTHA pa3liuKka Mery
rpynute BO ogHOC Ha BpenHoctute Ha TH®Do, Koja ce 1o/mKK Ha 3HAYUTEITHO TOBUCOKU
BPEIHOCTH BO TPYNHTE CO TelIka popMa Ha MpeeKiaMIiChja, CO CPEIHO Telika Gopma
Ha MpeeKJIaMIICHja U CO PU3UK 3a XUIIepTeH3Hja (co JInuHa U (paMuIjapHa aHaMHe3a 3a
XHUIIEPTEH3M]ja) KaKo PU3MK (DaKTOp 3a MOXEH pa3Boj Ha MpeekjIamIiChja BO OJHOC Ha
KOHTpoJIHAaTa rpyma 3apasu nanuentku (P=0.00094, p=0.00065 u p=0.025, cooaBeTHO).
(rabemna 25a)

Tabena 25. Bpennoctu Ha TH®a Bo 6pemenoct — TIL, CTIL, KI'PX, KI'

TpyIu TH®a (pg/ml)

mean + SD median (IQR)
T 1.45+0.9 1.39 (0.77 - 1.82)
CTI 3.03+11.6 1.3 (1.073 -1.743)
KI'PX 1.22+0.7 1.28 (0.64 — 1.49)
K 0.83+0.7 0.57(0.32 -1.21)

TII (Temxa dpopma Ha npeeknamicuja), CTII (cpenno Tenka ¢popma Ha npeexnamrcuja), KIPX (koHTposHa rpyma co
PH3UK 3a XHTNepTeH3rja (co JIMYHa 1 paMUIIijapHa aHaMHE3a 32 XHIIEPTEH3H]ja) KaKO PH3HK (AaKTOp 32 MOXKEH Pa3Boj

Ha npeeknamicuja), Konrponna I'pyna(KI)
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Tabena 25a. Tectupanu pasauku Bpeagnoctu Ha TH®a Bo 6pemenoct — TII, CTII, KI'PX,
KI'

H=19.7 ***p=0.0002
post-hoc: Mann-Whitney U test - TNF o

rpynu KI'PX CTII TII
KI' *0.025 **%0.00065 ***0.00094
KI'PX 1.0 1.0
CTII 1.0

TII (temka ¢popma Ha npeexnammncuja), CTII (cpenHo Temka ¢popma Ha npeeknamicyja), KIPX (koHTponHa rpyma co
pH3UK 3a XHIepTeH3rja (co JIMYHa ¥ paMUITijapHa aHAMHE3a 33 XUIIEPTCH3H]ja) KaKO PU3HK (AaKTOp 32 MOXKEH Pa3Boj

Ha npeekiamicyja), Konrponna 'pyna(KI)

H(Kruskal-Walis test)
*sig p<0.05,***sig p<0.0001

TNFo Bo 6pemenoct
90
80 | T
nor Cmmka 19. T'padmuxmu
60 | npukas Ha npocevyHa
50 | ppeanoctr Ha TH®a Bo
= opemenoct — TII, CTII,
5 Of KI'PX, KT
30!t
20t
10}
0 Median
-10 : : : . [ 25%-75%
Kr KIrPX ctn M T Min-Max

[To mopoayBame Kako W Mpej MOPOayBamke, MAIMEHTKUTE CO TEIIKa U CPEIHO
Temka (opMa Ha IpeeKiIaMIiCHja HE Ce pa3jiKyBaa CHTHH(UKAaHTHO BO OJHOC Ha
Bpennoctute Ha TH®a (median 1.07 vs 1.21 pg/ml, p=0.72). [Ipoceunure BpeaHOCTH
Ha TH®a n3necyBaa 1.33 £ 0.8 u 3.08 + 12.5 pg/ml, coonserno Bo rpymute TIT u CTIL

(tabena 26,cmuka 20).
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Ta6esa 26. Bpennoctu na TH®a no nopoaysame — TII, CTII

rpymnu TH® o no noponysame (pg/ml) p-level
mean + SD median (IQR)

TII 1.33+0.8 1.07 (0.77 — 1.54) Z=0.35 p=0.72

CTIn 3.08+125 1.21 (0.938 — 1.609)

TII (Temxa dpopma Ha npeexnamicuja), CTII (cpexno Temka Gopma Ha IIpeeKIaMIICcHja)

Z(Mann-Whitney U test)

100

80

60

40

pg/ml

20

-20

TNF o o nopony Bame

— ;
o0 Median
. . [1 25%-75%
ctn T T Min-Max

Cauxka 20. TI'padumuku
NpHKAa3 HAa  IPOCeYHa
BpeaHoctr Ha TH® o mo
nopoayBame — TII, CTII,
KI'PX, KI'

rpynata TII cnopeneno co rpymata CTII Oeme peructpupana

cUrHuHUKaHTHO MOBHCOKa potennypuja (P<0.0001). (taberna 27)

ITpoceunara npotennypuja usHecynaue 4.23 +3.2 1 0.72 + 0.5 g, cooaBeTHO BO

IpyNUTE TEIIKa M CPeAHO Tellka (opMa Ha MpeeKsaMICHja; MelujaHaTa M3HecyBalle

3.2 1 0.6 ¢, COOIBETHO BO TPYMHUTE TEIIKA U CPEIHO TeliKka popMa Ha MpeeKIamMIICH]a.

(tabena 27,cuka 21)

Tabesa 27. BpeqnocTu Ha nporennu Bo ypuna — TII, CTII

rpymnu Iporeunypuja (g) p-level
mean + SD median (IQR)

TII 423+3.2 3.2(1.8-6.0) Z=6.82 p<0.0001

CTH 0.72+0.5 0.6 (0.44-0.7)

TII (Teuxa popma Ha npeeknammcuja), CTII (cpeano Temka hopma Ha mpeekIaMIicHja)
Z(Mann-Whitney U test)

***sjg p<0.0001
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MpoTenHypuja
6
: T
o Cauka 21. I'paduuxn
4 1 NpUKa3 Ha  NpoceYHa
J_ nporennypuja — TII, CTII,
o 3 ] KI'PX, KI'
2
1
———
0 Mean
0 [] MeantSE
cm m T Meanz1,96*SE

[Iporennypuja noBucoka ox 0.2 gr umaa cuTe MAIMEHTKH CO Telika Gopma Ha
npeeknamiicuja 1 96.77% mnanueHTKu co cpeiHo Temka ¢opMa Ha MpPEeKIaMIICHja.

(tabena 28,cruka 22)

Tabena 28. luctpudyunja Ha BpegHocTH Ha mporennypuja nmoa/nan 0.2g — TII, CTII

Iporeunypuja (g) rpymu
TII CTII
n n (%) n (%)
<0.2 1 0 1(3.23)
>0.2 79 49 (100) 30 (96.77)
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Iporennypuja (g)
<0.2
m>0.2

100% Cauxa 22. TI'paduuku
NMpuKa3 Ha AUCTpuOyUHja
HAa TPOTeMHYpHja MOA/HaN

0.2g9 — T, CTII, KT'PX, KI'

99%
98%
97%
96%

95%

TII CTII

[TanmenTkuTe cO Temka (GopMa Ha NpeeKjIaMIiCHja WMaa CUTHU(UKAHTHO
MOBHCOKHM BPEJHOCTH Ha ypHYHA KHUCEIMHA O] MAIMeHTKUTE CO CPEAHO TemKa dopma
Ha npeekiamrcuja (p=0.000375):median 375.5 vs 307 pumol/L, mean 380.74 + 93.8 vs
304.98 £ 86.5 pmol/L. (tabena 29,cnuka 23)

Tabena 29. Bpennoctu Ha ypuuna kuceauna — TIL, CTII

rpymnu Ypuuna kuceanna (Umol/L) p-level
mean + SD median (IQR)

T 380.74 +93.8 375.5 (308 — 429) Z=3.56

CTh 304.98 £ 86.5 307 (236 — 378) ***p=0.000375

TII (Temxa dpopma Ha npeexnammcuja), CTII (cpeano Temka Gpopma Ha npeekIaMIcuja)
Z(Mann-Whitney U test)
***sig p<0.0001
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ypVI‘-IHa KncennHa

420 .

400

380 o : Cauka 23. I'padpuuxn

npuKa3 Ha NpoceYHa

B 300 J— ] BPEIHOCT HAa ypUYHA
3 340 ] kuceauna — TII, CTII,
E KI'PX, KT

320

300 N

wo| L

o Mean
260 - - [] Mean+SE
ctmn m T Meant1,96*SE

Cratuctnuku curaudukantHa Oeme paznukara mery rpymure TIT u CTII Bo
3a4ecTeHOCTa Ha HaMaJIeHH, HOPMAJIHU U 3TOJIEeMEHHU BPEAHOCTH Ha ypHUUYHA KUCEIMHA
(p=0.013). 3roneMeHn BpPETHOCTH HA ypUYHA KUCEIMHA MMaa 3HAYUTEIHO I[OYECTO
NalUeHTKUTe co Temika ¢popma Ha mpeeknamicuja (30% vs 10%, p=0.0124). (tabena

30,cnuka 24)

Tabena 30. [uctpudyunja Ha HAMaJIEeHU, HOPMAJIHM M 3r0JIeMEeHH BPEIHOCTH HA YPUYHA

kuceauna — TII, CTII

YpuuHa KHCeTHHA TpyIu p-level difference
(umol/L) TII CTII test

n n (%) n (%)
<150 2 0 2 (4) Fisher's exact p=0.15
150 - 420 78 35 (70) 43 (86) *p=0.013 p=0.0535
>420 20 15 (30) 5(10) *p=0.0124

TII (Temxa popma Ha mpeexnammcuja), CTII (cpenno Temka popma Ha IIpeeKIaMIICcHja)

*sig p<0.05
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Ypuuna kuceauna (umol/L)
<150

4 150420 Cauka 24, Tpaduuxn

100% 2420 .

npuKa3 Ha AUCTPUOyUHja

80% HA HAMaJIeHH, HOPMAJIHH U

[ 3roJleMeHH BPEIHOCTH Ha

60% 86 ypuuHa kuceauHa — TII,

40% CTII, KI'PX, KT’
20% &0 -
0%

TII CTI

ACT wumamre curHU()MKAaHTHO TOBUCOKH BpeAHOCTH BO rpymara TII macmporu

rpymata CTII (p=0.000028). (Tabena 31)

[Ipoceunure u meaujamau BpeaHocT Bo rpynara TII uznecyBaa 57.14 + 779 u
30 U/L, coomsetno; 27.74 £ 35.1 u 20.5 U/L, coonaserno Bo rpymata CTII. (tabena
31,couka 25)

Tabesa 31. Bpeanoctu Ha ACT - TII, CTII

rpymnu ACT (U/L) p-level

mean + SD median (IQR)
T 57.14 +77.9 30 (21 — 44) Z=4.19 ***p=0.000028
CTII 27.74+35.1 20.5 (16 — 27)

TII (temka ¢popma Ha npeeknamicuja), CTII (cpeano Temrka GpopMa Ha MPEEKIAMIICH]ja)
Z(Mann-Whitney U test)
***sig p<0.0001
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AST

90

80

70

60

a

|
5 50

" 1

30

a
20
0 Mean
10 . . [1 Mean+SE
cm m T Meant1,96*SE

Cauka 25. I'paduukm npukas Ha
npoceyHa BpeaHoct Ha ACT — TII,

CTI, KI'PX, KT

3ronemenn Bpeanoctd Ha ACT, noBucoku ox 34 U/L Oea perucrpupanu

CI/IFHH(i)HKaHTHO II04YE€CTO Kaj MAaUCHTKUTC CO TCIOKAa HACIPOTH ITAOWUCHTKHUTC CO

cpenHo Temika ¢popma Ha npeekiaamicuja (42% vs 10%, p=0.0003). (tabena 32,cnuka

26)

Tabesa 32. ucTpudynuja Ha HopMaJHu u 3rojeMenn Bpeqnoctu Ha ACT — TII, CTII

ACT rpymnu p-level
(U/L) TII CTII

n n (%) n (%)
5-34 74 29 (58) 45 (90) Fisher's exact
>34 26 21 (42) 5 (10) ***p=0.0003

TII (Temka ¢popma Ha mpeexiamicuja), CTII (cpeano Temka GpopMa Ha IpeeKIaMIICHja)

***sig p<0.0001
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AST (U/L)

5-34
>34
100% Cauka 26. I'paduuku
80% - npuKa3 Ha JAUCTpUOyLHja
HA HOPMAJIHU W 3r0JIeMeHH
60% %0 Bpennoctu Ha ACT - TII,
40% CTIL, KT'PX, KI'
42
20%
10
0%
TIT CTIL

AJIT umarine npoceunu BpeaHoctu o 54.02 £ 79.9 U/L Bo rpymata TII, 21.38
24.9 U/L Bo rpymnata CTII; menujanata Ha BpeqHoctute Ha ALT Bo rpymure TIT u CTIT

usnecysare 22.5 u 13 U/L, cooaserro. (Tabena 33,ciuka 27)

3a p=0.00034 ce moTBpaM cTaTHCTUYKAa CUTHU(HUKAHTHA pa3jiuKa Mery JBeTe
IpyIH, MAUEHTKUTE CO Telka (opMa Ha MPECKIAMIICHja MMaa CUTHU(PHUKAHTHO

MOBUCOKHU BpeaHoctH Ha ALT. (Tabena 33)

Tabesa 33. BpexnocTu na AJIT — TII, CTII

rpymnu AJIT (U/L) p-level
mean + SD median (IQR)

T 54.02 + 79.9 22.5 (13- 56) Z=3.58

CTII 21.38+24.9 13 (10 -21) ***p=0.00034

TII (teuixa dpopma Ha npeeknammcuja), CTII (cpeano Terka Gpopma Ha npeekaMicuja)
Z(Mann-Whitney U test)
***sig p<0.0001
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ALT
80

: i

60

Cmuka 27. TI'paduuku
IpUKa3 Ha  IIpOceYHa
. BpeaHoct Ha AJIT — TII,

>0 CTII, KTPX, KT

: 1

30

20 @ -
o Mean

10 [] MeantSE
cmm mn T Mean+1,96*SE

U/L

JuctpuOyiujaTa Ha MAIMEHTKHA CO HaMalleHO, HOPMaHO M 3rOJIEMEHO HHBO Ha
AJIT wmefy rpymure TII u CTII Gemie cratuctuuku curaupukantHa (p=0.0187).
(rabemna 34)

Bpennoctn nHa AJIT mnoBucoku ox 55 U/L uMaa 3HAYUTEIHO MOYECTO

HNAalMeHTKUTE CO Telika (Gopma Ha mpeeknammcuja (26% vs 8%, p=0.0166). (tabena

34, cnuka 28)

Tabena 34. luctpudyunja Ha HAMAJIEHU, HOPMAJIHM U 3roJieMeHH BpeaHocTu Ha AJIT —

TII, CTII

ALT rpymnu p-level difference
(U/L) TII CTI test

n n (%) n (%)
<9 6 1(2) 5 (10) Fisher's exact | p=0.09
9-55 77 36 (72) 41 (82) *p=0.0187 p=0.23
>55 17 13 (26) 4 (8) *p=0.0166
TII (temrka opma Ha mpeektammcuja), CTIT (cpeHo Temka hopMa Ha IpeeKIaMIICHja)
*sig p<0.05
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AT (U/L)

=9
. 9-55
L00% 1 =33 Cimka 28. T'papuuku
0%, npuKa3 Ha JUCTpUOyuHja
T2 HA HAMAJICHH, HOPMAJIHU U
a0% g2 3rojieMeHH BPEIHOCTH Ha
AT AJIT - TH, CTH, KI'PX,
KI'
0%, 26
E
0%
TII CTII

Bo rpymara TII 6ea peructpupanu CUTHU(UKAHTHO MOBHCOKHU BPEAHOCTH Ha

JIIX macrporu rpymara CTII (p=0.000019). (tabemna 35)

[Ipoceunure n meaujanau BpenHoctu Bo rpymnara TII m3necysaa 300.86 + 164.2
u 269 U/L, coomserHo; 216.54 + 91.8 u 195.5 U/L, coomserno Bo rpymara CTIIL

(rabemna 35,cmuka 29)

Tabena 35. Bpennoctu na JIIX — TII, CTII

rpymnu JIAX (U/L) p-level
mean + SD median (IQR)

TII 300.86 = 164.2 269 (211 - 338) =427

CTII 216.54+£91.8 195.5 (169 — 223) ***p=0.000019

TII (temka ¢popma Ha npeekiiammncuja), CTII (cpeaHo Temika popma Ha MpeeKIamMIcHja)
Z(Mann-Whitney U test)
***sig p<0.0001
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360

340
320
300

280

UL

260
240 +
220 +

200

180

cTn

mn

o Mean

[]MeanzSE
T Meanz1,96*SE

Cauka 29,

npuKa3 Ha

I'padpuukn

npoceyHa

Bpeanoct Ha JIAX — TII,
CTIL, KI'PX, KI'

[TarmenTkuTe co Temka (opma Ha IpeeKIaMIICHja CIIOPEACHO CO TMAIlMCHTKUTE

CO CpPCIHO TCUIKa (bopMa Ha HpeeKHaMHCI/Ija HMaa 3HAYUTCIIHO IIOPCTKO HOPpMAJIHHU

Bpennoctu Ha JIJIX (28% vs 70%, p<0.0001), a 3HAQYMUTEIHO IMOYECTO 3rOJEMEHHU

Bpennoctu (70% vs 26%, p<0.0001). (tademna 36,ciuka 30)

Tabena 36. luctpudyunja Ha HAMaJIeHU, HOPMAJIHM U 3roJieMeHH BpeaHocTy Ha JIJX —

TII, CTII
JIIX (U/L) Ipymu p-level difference
TII CTII test
n n (%) n (%)
<125 3 1(2) 2(4) Fisher's exact p=0.56
125 -220 49 14 (28) 35 (70) ***p=0.0000185 | p<0.0001
>220 48 35 (70) 13 (26) p<0.0001

TII (Teuka popma Ha npeexnammcuja), CTII (cpeano Temka hopma Ha mpeekIaMIcHja)

*sig p<0.05
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100%, :
28
20%
60%,
40%, “1'0 '
20%,
0%
TI1

JIX (U/L)

<125
4 125-220

=20 Cauka  30. I'padpuuxn
NpuKa3 Ha JUCTPUOyIHja Ha
0 HAMAJleHH, HOPMAJHH H
3rojieMeHH BpPEIHOCTH Ha
JIAX - TII, CTIIL, KI'PX, KT’

2%

CTII

Jleykonutute uMaa mnpocedna Bpeanoct ox 11.94 + 3.810"9/L Bo rpymara TII,
10.98 = 2.310"9/L Bo rpymara CTII, 11.78 £ 2.910"9/L Bo rpymara KI'PX, 12.62 +

4.310M9/L Bo KT, u 6e3 craructuyka curaiukanTHa pasiuka mery rpynute (p=0.13).

(rabemna 37, ciamka 31)

Tabena 37. Bpennocru Ha geykouutu — TII, CTILTII, CTII

rpymnu Jleykouutn (10"9/L) p-level
mean + SD min - max

TII 1194+ 3.8 57-21.8 F=1.9 p=0.13

CTh 10.98+2.3 6.6 —16.24

KI'PX 11.78+ 2.9 7.24-20.2

KC 12.62+4.3 6.34—- 30

TII (temka ¢popma Ha mpeeknammncuja), CTII (cpenHo temka ¢popma Ha npeexnamicrja), KIPX (koHTponHa rpyma co

pH3uK 3a XumnepTeH3uja (co JIuvHa 1 paMUITdjapHa aHaMHE3a 33 XUIIEPTCH3H]ja) KaKO PU3HK (aKTOp 32 MOXKEH Pa3Boj

Ha npeekiamicuja), Kontponna 'pyna(KI)

F(Analysis of Variance)
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0 Mean
[1 Mean+SE
T Mean+1,96*SE

Cauka 31. TI'paduuxm
npuKa3 Ha  NPocevHa
BPEJHOCTH HA JIEYKOIMTH
— T, CTII, KI'PX, KI'

CraTuCcTHYKa CI/IFHI/I(bI/IKaHTHa pasiimka C€ IOTBpAUM BO BpPCAHOCTHUTC Ha

xeMmorjioouH Mmery ananusupanute rpynu (P=0.0046), koja co post-hoc ananmsara 3a

Mel'"yrpynHI/I KOMIIapallikd C€ IIOKaKa JACKa CC€ OO0JDKM Ha 3HAYUTCIHO ITOBHCOKH

npoceyHu BpeaHoctu Bo rpymnata TII Bo ogHoc Ha octanatute rpynu: CTII (123.46 +
14.3 vs 116.16 + 10.1 g/L, p=0.0196), KI'PX (123.46 + 14.3 vs 115.74 + 12.9 g/L,
p=0.012) u KI" (123.46 + 14.3 vs 115.92 + 12.7 g/L, p=0.0146). (TtabGena 38, Tabena

38a,cnuka 32)

Tabena 38. Bpennoctu Ha xemoraooun — TII, CTIL, KI'PX, KI'

rpymnu Xemoriioouu (g/L)

mean + SD min - max
T 123.46 £ 14.3 98 — 156
CTI 116.16 + 10.1 90 - 140
KI'PX 115.74 £ 12.9 83 -140
K 115.92 + 12.7 83 — 138

TII (Temxa dpopma Ha npeeknamrcuja), CTII (cpenno Tenka Gpopma Ha npeeknamrcuja), KIPX (koHTposHa rpyma co

PH3HK 32 XUIepTeH3uja (Co IuYHa U GaMuIMjapHa aHaMHe3a 3a XUIEPTeH3Hja) Kako PU3HK (GaKTop 3a MOXKEH pa3Boj

Ha npeeknamicuja), Konrponna I'pyna(KI)
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Tabesa 38a. Tectupanu paznuku Bo Bpeanoctute Ha jJeykouutu — TII, CTIL, KI'PX, KI'

F=4.47 **p=0.0046
post-hoc: Tukey HSD test - xemornooun

I'pynu KI'PX CTII TII

KI' 1.0 1.0 *0.0146
KI'PX 1.0 *0.012
CTII *0.0196

TII (Teuixa ¢popma Ha npeeknamicuja), CTII (cpenno tenika ¢popma Ha npeekiamicuja), KIPX (koHTponHa rpyma co
PpH3UK 3a XHIepTeH3Hja (co JIMYHa ¥ paMUITijapHa aHAMHE3a 33 XUIIEPTCH3H]ja) KaKO PU3HK (aKTOp 32 MOXKEH Pa3Boj

Ha npeexinamncuja), Koarpomna ['pyna(KI')

F(Analysis of Variance)
*sig p<0.05, **sig p<0.01

XemMorno6uH
130
128
= 1 Cauka 32. Tpaduukn
124 ] NPHUKAa3 Ha npoceveH
122 xemorjooun — TII, CTII,
KI'PX, KI'
g 120

118
116
114

112 E
0 Mean

. . . . [1 Mean+SE

Kr KIrPX CTn T I Mean+1,96*SE

110

XeMaToKpHuTOT mMarie pocedna Bpearoct ox 0.352 + 0.04% Bo rpymara TII,
0.332 + 0.02% Bo rpynara CTII, 0.331 + 0.03% Bo rpynara KI'PX, 0.333 + 0.03% Bo
KT, co BkymHa craTucTHUKa cUrHU(UKaHTHA pa3nuka Mely rpynute ox p=0.0067. Post-
hoc ananu3ara 3a MelryrpymHH KOMIIApallMy TPE3CHTUpPA 3HAYMTEIHO IOBUCOK
XEMaTOKpUT BO Tpymnara co Temka ¢opMma Ha MpEeeKIaMIICHja HACIPOTH Tpymara co
cpenno Ttemika ¢opma Ha npeekinamncuja (p=0.0215), rpymnarta 31paBu MAMEHTKH CO
PH3HK J1a pa3BHjaT XUMEpTeH3Hja (Co JIMYHa U (aMHIIIMjapHa aHaMHE3a 3a XUIepTeH3H]ja)
Kako pm3uk (akTop 3a MokeH pa3Boj Ha mpeeknamrcuja (p=0.011) u HacmpoTn

3apasute manueHTku (P=0.0356). (tabena 39, Tabena 39a,ciuka 33)
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Tabena 39. Xematokput — TII, CTILKI'PX, KI'

I'pymm Xematokpurt (%)

mean + SD min - max
T 0.352 + 0.04 0.28-0.43
CTII 0.332+0.02 0.27-0.39
KI'PX 0.331+0.03 0.26-0.4
K 0.333+0.03 0.25-0.39

TII (Teuixa ¢popma Ha npeeknamicuja), CTII (cpento Temka ¢popma Ha npeekiamicuja), KIPX (koHTponHa rpyma co
pH3UK 3a XHIepTeH3rja (co JIMYHa ¥ paMUITijapHa aHaMHE3a 32 XUIIEPTCH3H]ja) KaKO PU3HK (aKTOp 32 MOXKEH Pa3Boj

Ha npeexinamncuja), Koarpomna ['pyna(KI')

Tabena 39a. Tectupanu pasinku Bo Bpeaqnoctute Ha xematokput — TII, CTILKI'PX, KI'

F=4.19 ** p=0.0067

post-hoc:Tukey HSD test - xemarokput

rpynu KI'PX CTII TII

KT’ 0.98 1.0 *0.0356
KI'PX 1.0 *0.011
CTII *0.0215

TII (temka ¢popma Ha npeeknamicuja), CTII (cpenno temika popma Ha npeeknamicuja), KI'PX (koHTposnHa rpymna co

pH3UK 3a XumnepTeH3uja (co JIuvHa ¥ paMUTijapHa aHAMHE3a 33 XUIIEPTCH3H]ja) KaKO PU3HK (aKTOp 32 MOXKEH Pa3Boj

Ha npeekinamncuja), Koarpomna ['pyna(KI')

F(Analysis of Variance)
*sig p<0.05, **sig p<0.01
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Cauxa 33. I'papuuku npukas Ha
npocedeH xematokput — TII, CTII,
KI'PX, KT’

[] Mean+SE
T Mean+1,96*SE

Bo rpynara co temka ¢gopma Ha mpeekiaMIcHja TPOMOOIIUTUTE MPOCEYHO Oea

Hajuucku (205.96 + 75.11079/L), criemeHo co rpymara co CpeiaHo Terika ¢opma Ha

npeekiamicuja (242.96 + 66.91079/L), rpynara co pu3MK 3a XHIlepTeH3Hja (CO JUYHA U

damunujapHa aHAMHE3a 3a XUIEPTEH3HMja) Kako PH3UK (DaKTop 3a MOXKEH pa3BOj Ha

npeeknamicuja (255.48 + 76.710M9/L) u rpymarta 3apaBu nauueHtku (257.04 *

75.210"9/L), co cratucTHyka curHM(HKAaHTHA pa3nuka mery rpymure, ox p=0.0017.

Post-hoc amanuzara nokaxa JACKa oOBaa BKYIIHa CI/IFHI/ICI)I/IKaHTHOCT CC IOJDKHM Ha

3HAYUTEIHO MOHUCKU TpoMOomuTh Bo oxHoc Ha KI'PX u KI' (p=0.0043 u p=0.0029,

coo1BeTHO). (Tabena 40, Tabena 40a,ciuka 34)

Tabena 40. Bpennoctu Ha tpomoouutu — TII, CTILKI'PX, KI'

rpymnu Tpom6ouuTn (10"9/L)

mean + SD min - max
T 205.96 + 75.1 63 — 350
CTI 242.96 £ 66.9 93 -384
KI'PX 255.48 £ 76.7 108 — 425
KT 257.04 £75.2 84 — 448

TII (Temxa dpopma Ha npeeknamrcuja), CTII (cpenno Temka Gpopma Ha npeeknamrcuja), KIPX (koHTposHa rpyma co

PH3UK 3a XHTNepTeH3nja (co IMYHa 1 paMUIIijapHa aHaMHe3a 32 XHIIEPTEH3H]ja) KaKO PH3HK (AaKTOp 32 MOXKEH Pa3Boj

Ha npeeknammcuja), Konrponna I'pyna(KI)
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Tab6ena 40a. Tectupanu pasauku Bo Bpeanoctute Ha TpomoouuTu — TII, CTILKI'PX, KI'

F=5.23 **p=0.0017
post-hoc: Tukey HSD test - TpomGornTu

I'pynu KT'PX CTII TII
KI' 0.999 0.77 **0.0029
KI'PX 0.83 **0.0043
CTII 0.058

TII (Teuixa ¢popma Ha npeeknamicuja), CTII (cpeauno teuika popma Ha npeeknamicuja), KIPX (koHTponHa rpyma co
PH3UK 3a XHIepTeH3Hja (Co JIMYHA U (haMUITHjapHa aHAMHE3a 33 XUIICPTCH3H]ja) KaKO PU3HK (aKTop 32 MOXKEH Pa3Boj

Ha npeexinamncuja), Koarpomna ['pyna(KI')

F(Analysis of Variance)

**sig p<0.01
TpomGouunTun
300
280
Cauka 34. TI'paduuxkm

260 1 NpUKa3 HAa  IPOCEYHH
. Tpombouutu — TII, CTII,
$ 240 | KI'PX, KI'
S|

220

200

0 Mean
180 s s s s [1 Mean+SE
Kr KIrPX CTn T I Mean+1,96*SE

HoBoponenunmara ox rpynute majku co TII, CTII, KI'PX u KI" nmaa npoceuna
tenecHa texuna ox 1540.80 + 954.2, 2352.90 + 737.7, 2383.82 + 916.7 u 2697.60 +
894.1g, cooasetHo. (Tabena 41,ciuka 35)

3a p<0.0001 ce mMOTBpaM BKYyIHAa CTAaTUCTHYKAa CUTHH(UKAHTHA pa3ihKa BO
MpoceyHaTa TeJleCHa TeXKHHA Mel'y 4-Te TPYIH: 3HAYMTEITHO TOHUCKA TIPOCEYHA TeJIecHa
TeKUHA MMaa HOBOPOJAEHUYMIbaTa O] rpynara Majku co TII, o HOBOpOAEHYMEbAaTa O
rpynute Majku co CTIT (p=0.00003), on KI'PX (p=0.000018) u ox KI" (p=0.00008),
post-hoc. (tabemna 41a)
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Tabena 41. Tenecna Teskuna Ha HoBopoaeno — TII, CTILKI'PX, KI'

rpymnu TT noBopoaeno (gr)

mean + SD min-max
TII 1540.80 + 954.2 500 - 4270
CTII 2352.90 + 737.7 1000 - 4120
KI'PX 2383.82 £+ 916.7 820 - 4270
KT 2697.60 + 894.1 730- 4060

TII (Teuixa ¢popma Ha npeekinamicuja), CTII (cpento tenika popma Ha npeekiamicuja), KIPX (koHTponHa rpyma co
pH3UK 3a XHIepTeH3rja (co JIMYHa ¥ paMUITijapHa aHaMHE3a 32 XUIIEPTCH3H]ja) KaKO PU3HK (aKTOp 32 MOXKEH Pa3Boj

Ha npeexinamncuja), Koarpomna ['pyna(KI')

Tabena 41a. Tectupanu pa3jMKHU BO TeJleCHATA Te:kuHa Ha HoBopoaeHoto — TII, CTII,

KI'PX, KT

H=15.76 p<=0.0001
Post-hoc: Tukey HSD test — TT noBoponero (gr)

rpynu KT'PX CTII TII

KT’ 0.285 0.2 ***0.000008
KI'PX 0.99 ***0.000018
CTII ***0.00003

TII (Temka ¢popma Ha mpeeknammncuja), CTII (cpemHo Temka ¢popma Ha npeeknamicyja), KIPX (koHTponHa rpyma co
PH3HK 3a XHANepTeH3rja (co TMYHa 1 paMUIIijapHa aHaMHe3a 32 XUIIEPTeH3H]ja) KaKo PU3HK (aKTOp 32 MOXKEH Pa3Boj

Ha npeekiamicuja), Kontponna 'pyna(KI)

F(Analysis of Variance)
**sig p<0.01
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TenecHa TexwuHa / HOBOpOAEHO
3200 ,
3000
2800
2oee Cauxa 35. TI'paduuxkn
2400 ] NpuKa3 Ha IpocevyHa
S 2200 TeJeCHa  TeKHMHa Ha
HOBOpoaeHYuwa—  TII,
ALY 1 CTIL, KI'PX, KT’
1800
1600
1400 )
o Mean
1200 - - - : [0 MeanzSE
Kr KrPX cTn ™ T Mean+1,96*SE

Ponunnarta gmokMHAa Ha  HOBOpOACHYMEbaTa oJ 4-Te rpynu  Oere
curaudukanTHo pazauyuna (P<0.0001). Post-hoc ananu3ata Bo MelyrpynHuTe Criopeaou
Kako CUTHU(QUKAaHTHA ja TOTBpPAM pa3luKaTa BO TelleCHaTa JOJDKMHA Ha
HOOBOpOJicHUMbaTa Mery rpynure majku TII vs CTII (p=0.000008), TIT vs KI'PX
(p=0.000014) u TII vs KI" (p=0.000008). HoBopoieHuHmbaTa 011 MajKH €O Telika hopma
Ha MpeeKIaMIICHja UMaa 3HAUMTEHO MoMaa pOAUIHA TOJDKUHA 0] HOBOPOJECHUNbATa

0J1 MajKHTE OJ1 OCTaHaTUTE Ipymnu. (Tabena 42, Tabena 42a, ciuka 36)

Tabena 42. Tenecna noxuna Ha nopopoaeno — TII, CTILKI'PX, KI'

rpymnu T/I noBopoaeno (Cm)

mean + SD min - max
TII 38.77+8.2 21-53
CTIn 4572+ 4.6 35-54
KI'PX 4479 £5.2 30-53
KT 46.54+£5.8 31 —-54

TII (Teuxa dpopma Ha npeeknamicuja), CTII (cpenno tenika Gpopma Ha npeeknammncuja), KI'PX (koHTposHa rpyma co
PH3UK 3a XHTNepTeH3nja (co IMYHa 1 paMUIIijapHa aHaMHe3a 32 XUIIEPTeH3Hja) KaKo PH3HK (aKTop 3a MOXKEH Pa3Boj

Ha npeekinamncuja), Koarpomna ['pyna(KI')
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Tabena 42a. TecTupaHu pa3jIMKU BO TeJleCHATa A0JuKMHA HA HoBopoaenoto — TII, CTII,

KI'PX, KI'

F=16.41 p<=0.0001

Post-hoc: Tukey HSD test — T/ HoBoponeHo (Cm)

rpynu KT'PX CTII TII

KI' 0.487 0.91 ***0.000008
KI'PX 0.88 ***0.000014
CTII **%0.000008

TII (temka ¢popma Ha npeexnammncuja), CTII (cpenno temka ¢popma Ha npeexnamicyja), KIPX (koHTponHa rpyma co

pH3UK 32 XHIepTeH3Hja (co JIMYHA ¥ (aMUITijapHa aHAMHE3a 32 XUIIEPTCH3H]ja) KaKO PH3HK (aKToOp 32 MOKEH Pa3Boj

Ha npeekiamicyja), Konrponna 'pyna(KI)

F(Analysis of Variance)

**sig p<0.01
TernecHa OoImkKuHa / HOB opoaeHo
50
48
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44
£
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38
0 Mean
36 [1 MeantSE
Kr KreX m T Meant1,96*SE

Cmmka 36. T'padmuxm
NMPUKAa3 HaA MpoceYHa
TeJleCHA  JOJIKHHA Ha
HOBOPOACHYUH>A— TII,
CTIL, KTPX, KI'

Bo TtaGena 43 mpukaxkaHa e JuUCTpuOyIMjaTa Ha BPEJHOCTA HA amrap CKOPOT

IpBaTa MUHYTAa 10 parame Bo 4-te rpynu. Bo rpymnara TII HoBopoaeHunwaTa HajuecTo

umaa amnrap 6 (26%), o rpynute CTII, KI'PX u KI" Hajuecto Oerie peructpupan anrap

8 (38.78%, 48.96% u 56%, cooaseTHO). (Tabena 43)

CormacHo BpPCAHOCTAa Ha MCI[I/IjaHaTa, IOJIOBMHA HOBOPOPOJACHYHEA O IpyliaTa

TII umaa anrap ckop HNOHM30K OX 6, moJOBMHA HOBOpoAeHuMmwa ox rpynure CTII,

KI'PX u KI' umaa anrap ckop noHu3ok of 7,8,8, COOABETHO. Anrap CKOpOT BO MpBaTa

MUHYyTa O parame CUTHU(UKAHTHO ce pa3iMKyBalle Mel'y HOBOPOJEHUMEbATa O]
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aHanusupanute Tpynd  (p<0.0001); 3HAYMTENTHO MOHHW30K amrap CKOp HMaa
HOBOpOJieHYMb-aTa o] rpynara majku co TII Hacnporu ocranarure rpynu. TII vs CTII
(p=0.000001), TII vs KI'PX (p=0.00008), TII vs KI" (p=0.000001). (Tabena 43,Tabena
43a,cnuka 37)

Tabena 43. Anrap Bo 1-Ba munyrta — TII, CTILKI'PX,KT'

Amrap 1 rpynu
TII CTII KI'PX KI'

n n (%) n (%) n (%) n (%)
0 2 2(4) 0 0 0
1 4 2(4) 0 1(2.04) 1(2)
2 3 3(6) 0 0 0
3 7 5 (10) 0 1(2.04) 1(2)
4 4 3(6) 1(2.04) 0 0
5 8 4 (8) 2 (4.08) 1(2.04) 1(2)
6 38 13 (26) 9 (18.37) 11 (22.45) 5 (10)
7 37 6 (12) 17 (34.69) 6 (12.24) 8 (16)
8 83 12 (24) 19 (38.78) 24 (48.98) 28 (56)
9 10 0 1(2.04) 4 (8.16) 5 (10)
10 2 0 0 1(2.04) 1(2)
median 6(4-7) 7(7-8) 8(6-28) 7 (7-9)

TII (temka ¢popma Ha npeeknamrcuja), CTII (cpenHo Temika popma Ha npeeknamicuja), KI'PX (koHTponHa rpymna co
PH3HK 3a XHANepTeH3nja (co TM4Ha 1 paMUIIijapHa aHaMHE3a 32 XUIIEPTeH3H]ja) KaKo PU3HK (aKTOp 32 MOXKEH Pa3Boj

Ha npeekiamicuja), Konrponna 'pyna(KI)

Tabena 43a. Tectupanu pasauku Bo Anrap Bo 1-sa munyrta — TII, CTILKI'PX,KT'

H=35.3 p<0.0001
Post-hoc: Mann-Whitney U test — Amrap 1

rpynu KT'PX CTII TII

KT’ 1.000000 0.234 ***0.000001
KI'PX 1.000000 ***0.00008
CTll **0.00725

TII (Teuxa dpopma Ha npeeknamicuja), CTII (cpento Temka ¢popma Ha npeekiamincuja), KIPX (koHTposHa rpyma co
pHU3UK 3a XWIlepTeH3Hja - (co JHYHa M (aMHUIMjapHa aHAMHE3a 32 XHUIIEPTEH3Hja) KaKo PU3UK (PakTop 3a MOKEH

pa3Boj Ha npeekiamicuja), Konrponna I'pyna(KI)

H(Kruskal-Walis test)
**sig p<0.01,***sig p<0.0001
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Ciuka 37. I'paduuxn
npuka3 Ha MeIHjaHa Ha
anrap 1-sa mumyra — TII,
CTIL, KI'PX, KI'

IlerTara MHHYTa II0 pafa}LeTo, arrap CKOpoT Haj‘ICCTO HU3HCCYyBalle 7 BO

rpynara TII (34%), 8 Bo rpynata CTII (38%), 9 Bo rpynure KI'PX u KI" (55.1% u

56%, cooaBeTHO). (Tabena 44)

Cratuctuku curHudukaHTHa Oelle pasjaukaTta BO amrap CKOpOT Mery

HOBOpojeHuYnmaTa o] 4-te rpynu (p<0.0001), koja ce MOKU HA 3HAYUTEITHO MTOHU30K

arrap Bo rpynara TII nacriporu ocranarute rpymnu (post-hoc:p=0.000765, p=0.000016

u p<0.0001, coonmserHo 3a paznmukata Bo oxHoc Ha rpymute CTII, KI'PX u KI).

CornacHo BpeJHOCTa Ha ME/MjaHaTa, I0JOBUHA HOBOPOJCHUYMbA OJ] IpylHaTa MajKH CO

TII umaa anrap ckop BO nerraTa MUHYTa MOHU30K OJ] 7, IOJJOBUHA HOBOPOJCHUNIHbA O

rpynata Majku co CTII umaa anrap ckop MOHHU3K O] 8, MOJIOBMHA HOBOPOAECHUHIA O]

rpynutre majku KI'PX u KI' mmaa anrap ckop moHm3ok ox 9. (tabGema 44, tabena

44a,cnuka 38)

124



Ta6esa 44. Anrap Bo 5-ta munyta — TII, CTII, KI'PX, KI'

Arrap 2 y0) 7007
TII CTII KI'PX KT

n n (%) n (%) n (%) n (%)
0 3 2(4) 0 1(2.04) 0
1 1 1(2) 0 0 0
3 4 3(6) 0 0 1(2)
4 7 5 (10) 0 1(2.04) 1(2)
5 4 4 (8) 0 0 0
6 8 5 (10) 1(2) 2 (4.08) 0
7 49 17 (34) 13 (26) 13 (26.53) 6 (12)
8 35 4 (8) 19 (38) 3(6.12) 9(18)
9 80 9 (18) 16 (32) 27 (55.1) 28 (56)
10 8 0 1(2) 2 (4.08) 5 (10)
median 7(5-8) 8(7-9) 9(7-9) 8 (8-9)

TII (Temka popma Ha mpeeknamicuja), CTII (cpenno Temka ¢popma Ha npeekitammcuja, KI'PX (konTponHa rpyma co

pH3UK 3a XumnepTeH3uja (co JIuvHa ¥ paMUTijapHa aHAMHE3a 33 XUIIEPTCH3H]ja) KaKO PU3HK (aKTOp 32 MOXKEH Pa3Boj

Ha nipeekinamncuja), Koarpomna ['pyna(KI')

Tabesa 44a. Tectupanu pa3iauku Bo Anrap Bo 5-ta munyrta — TII, CTII, KI'PX, KI'

H=44.5 p<0.0001
Post-hoc: Mann-Whitney U test — Anrap 2

rpynu KI'PIT CTH TII

KT’ 1.0 0.15 <0.0001
KI'PX 1.0 ***0.000016
CTII ***0.000765

TII (Teuixa dpopma Ha npeeknammcuja), CTII (cpenuo tenika popma Ha npeeknammcuja), KIPX (koHTposHa rpyma co

PH3HK 32 XUIepTeH3uja (Co MuYHa U aMuIMjapHa aHaMHe3a 3a XUIEPTEeH3Hja) KaKko PU3HK (aKTop 3a MOXKEH pa3Boj

Ha npeekinamncuja), Koarpomra ['pyna(KI')

H(Kruskal-Walis test)
***sig p<0.0001
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Ciauka 38.

I'padpuuku

NpUKa3 Ha MeJAHjaHa Ha

anrap 5-ra

munyta— TII,
CTIL, KI'PX, KI'

Tepanuja 3a ¢deranno 3peewe UM Omna opauHupaHa Ha 60% MalUEHTKH CO

temka ¢opMa Ha mpeekinamicuja, 46% NalMEHTKH cO CcpeaHo Temka ¢opMa Ha

npeekamIicuja, 56% 31paBu MAIMEHTKN CO PU3HK JIa pa3BHjaT XUNEPTEH3HUja (CO JTMYHA

1 pamMuiIMjapHa aHaMHe3a 3a XUIEPTEeH3H]ja) KaKo pU3UK (PaKTop 3a MOXKEH pa3Boj Ha

HpeeKHaMHCI/Ija u 38% 3ApaBH MALUCHTKU, 0e3 CTaTUCTHYKA CI/IFHI/I(I)I/IKaHTHa pa3jinka

mery rpynure (p=0.116). (tabena 45,ciuka 39)

Tabena 45. ®@eraano 3peewe — TII, CTII, KI'PX, KI'

deTasIHO rpynu p-level
3peeme TII CTII KT'PX KT’

n n (%) n (%) n (%) n (%)
na 100 | 30(60) 23 (46) 28 (56) 19 (38) X*=5.92
HE 100 20 (40) 27 (54) 22 (44) 31 62) p=0.116

TII (Teuixa dpopma Ha npeekiamicuja), CTII (cpento tenika popma Ha npeeknammncuja), KIPX (koHTponHa rpyma co

PH3UK 3a XHTNepTeH3rja (co IMYHa 1 paMUITdjapHa aHaMHe3a 32 XHIIEPTEH3H]ja) KaKO PH3HK (PAaKTOp 32 MOXKEH Pa3Boj

Ha npeekinamncuja), Koarpomna ['pyna(KD)

X2(Pearson Chi-square)
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DeTaTHO 3peeHe

—TI, CTIL, KTPX, KT

100%
80% o 46 56
60%
40%
54
20% = 4

Ja
HC
28 Cauka 39. I'paduuku
NpHUKa3 Ha QeTaIHO 3peeHme
62
0%
KI'

TII CTII KI'PX

VYarpasBydHute — mapamerpu  O0ea  CHTHU(WKAHTHO  pPa3IMdHH  Mery

ananusupanute rpynu (p<0.0001). (Tabena 46)

VYpenen normiep Ha yMOWIMKaHATa aprepuja umaa 50% MmanueHTKH oJ] rpyrara
TII, 84% mnauumentku oxn rpymata CTIL, 90% naumentku on rpynata KI'PX, 98%
nanueHTku oA KI'; maTonmomku Haop Oemie neTexkTupaH Kaj 8% MalMeHTKU CO TelIKa
dbopMa Ha mpeekamiicuja U 6% IMANMEHTKHA CO PU3WK Jla pa3BHjaT XHIIEPTeH3HUja (CO
nuyHa W (daMuiiMjapHa aHaAMHE3a 3a XUIEPTEeH3Hja) KaKo PHU3UK (PaKTOp 3a MOKEH

pa3Boj Ha mpeekaamiicuja), (tTadena 46,cnuka 40)

Tabesa 46. lonuep Ha ymoniaukaana aprepuja — TII, CTII, KI'PX, KT’

JonJiep Ha rpynu p-level
YMOWINKAJIHA TII CTII KT'PX KT

aprepuja n n (%) n (%) n (%) n (%)

0.0. 161 25 (50) 42 (84) 45 (90) 49 (98) | Fisher's exact
MPEMaToIOIKA 26 16 (32) 8 (16) 1(2) 1(2) p<0.0001
AED 6 5 (10) 0 1(2) 0

MaTOJIOMIKH 7 4 (8) 0 3 (6) 0

TII (Teuixa dpopma Ha npeeknamicuja), CTII (cpenno tenika Gpopma Ha npeeknammcuja), KI'PX (koHTposHa rpyma co
PH3HK 32 XuIepTeH3uja (Co MYHa U haMuIMjapHa aHaMHe3a 3a XUIEPTEeH3Hja) KaKko PU3HK (GaKTop 3a MOXKEH pa3Boj

Ha npeekinamncuja), Koarpomna ['pyna(KI')
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Jomiep Ha yMOMJTHKATHA apTepuja
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Ciauka

40.

I'padpuuxn

NPUKA3 HA HA0J O] JoIiep
HAa YMOWJIMKAJIHA apTepHja
— T, CTIIL, KI'PX, KI'

Homuepor Ha ALIM Gewme ypenen kaj 50% mnanuentku ox rpynara TII, 84%

nauuentku ox rpynara CTIIL, 90% nanuentku on rpynata KI'PX, 98% nauuentku on

KT, maromomku kaj 10% mammeHTkn co Temka (opma Ha mpeekiamicuja U 6%

MAIMEHTKH CO PU3HK JIa pa3BHjaT XUIIEPTCH3H]ja (CO JIMYHA ¥ aMIIHjapHa aHAMHEe3a 32

XHIIEPTCH3Mja) KaKO PU3UK (DakTop 3a MOKEH pa3Boj Ha MpeekiamIiichja, (tabena

47,cnuka 41)

Tabesa 47. Jonnep na AIIM — TII, CTIIL, KI'PX, KI'

Honep na AIIM I'pynu p-level
TIT CTII KI'PX KT’
n n (%) n (%) n (%) n (%)
0.0. 161 | 25(50) 42 (84) 45 (90) 49 (98) | Fisher's
MPEMaTOJIOIKA 31 20 (40) 8 (16) 2(4) 1(2) exact
HaTOJIOLIKH 8 5 (10) 0 4 (6) 0 p<0.0001

TII (Teuixa dpopma Ha npeeknamicuja), CTII (cpenno tenika Gpopma Ha npeeknammcuja), KIPX (koHTposHa rpyma co

PH3HK 32 XUIepTeH3uja (Co MuYHa U haMuIrjapHa aHaMHe3a 3a XUIEPTeH3Hja) KaKko PU3HK (aKTop 3a MOXKEH pa3Boj

Ha npeekinamncuja), Koarpomna ['pyna(KD)
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41.

I'padpuuku

NpUKAa3 Ha HAOJ O] JOIiep
na AIIM - TH, CTH, KI'PX,

KT

JloriepoT Ha AYKTyC BeHocyc Oemie ypeaeH Kaj 52% NanueHTKd oJ] rpyrnara

TII, 92% nanuentku ox rpynara CTII, 92% nauumentku ox rpymara KI'PX u cute

narueHTku ox KI', maromomku kaj 10% mamueHTku co Temka (opMa Ha IpeeKIaMIicHja

1 6% DaIMeHTKH CO PU3HK Ja pa3BUjaT XuIepreHsuja. (tademna 48,ciuka 42)

Tabesa 48. lonnep Ha aykryc Benocyc — TII, CTIL, KI'PX, KI'

Jomnsep Ha rpynu p-level
JAYKTYC BEHOCYC TIT CTII KI'PX KT

n n (%) n (%) n (%) n (%)
0.0. 168 | 26 (52) 46 (92) 46 (92) 50 (100) | Fisher's
HPENaToIIONIKN 24 19 (38) 4 (8) 1(2) 0 exact
HaTOJIOLIKH 8 5 (10) 0 4 (6) 0 p<0.0001

TII (temka ¢popma Ha npeeknammncuja), CTII (cpenno temika popma Ha npeeknamicuja), KI'PX (koHTponHa rpymna co

PH3HK 3a XHnepTeH3rja (co TM4Ha 1 paMUIIijapHa aHaMHE3a 32 XUIIEPTeH3H]ja) KaKo PU3HK (AaKTOp 32 MOXKEH Pa3Boj

Ha npeekiamicuja), Konrponna 'pyna(KI)
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Jomsep Ha IYKTYC BEHOCYC

NpenaToJIOIKH MaTOJIOIIKH

Cauka 42, TI'paduuku
8 NMpUKa3 HA HAOJ O JIOIUIEp
Ha aykryc Benocyc — TII,
CTIIL, KI'PX, KI'
92 92 Ly
CTIL

KI'PX KI'

N O

6.0
100% 10
80% %
60%
40% o
20%
0%

TII

HoBopoaenunmara o rpynure majku co TII, CTII, KI'PX u KI' nmaa nmpocedna
OpHEHTAIOHA TEeJIECHA TEKWHA YTBpJIeHa co yaTpa3Byk oxn 1617.34 £ 962.1, 2369.60 +
705.5, 2237.24 + 982.4 u 2383.70 = 943.99, coonsetHo. MenujaHata Ha OBOj
napametap usHecysaue 1400, 2377.5, 2130 u 23874, cooasetHo Bo rpynute TII, CTII,
KI'PX u KT'. (tabena 49,cnuka 43)

3a p<0.0001 ce mOTBpaM BKYyNHAa CTaTUCTHYKAa CUTHH(UKAHTHA pa3ivKa BO
OpMEHTAI[MOHAaTa TeJeCHa TeXWHAa YTBPAECHAa CO YATPa3ByK Mely 4-Te TIpynu:
3HAYUTEIHO IIOHMCKAa TeJecHa TeXHHa Oelle JeTeKTUpaHa Ha YATpa3ByK Kaj
HOBOPOJACHYHIbATa O rpyrnarta Majku co TII, o1 HOBOpoeHUM-ATa O]l TPYIHTE MajKu
co CTII (p=0.000218), ox KI'PX (p=0.00489) u ox KI" (p=0.00024), post-hoc. (tabena
49a)

Ta6esa 49. Bpeqnoctu na EFV — TII, CTIL, KI'PX, KI'

TpyIu EFV (g)

mean + SD median (IQR)
TII 1617.34 £ 962.1 1400 (840 — 2067)
CTII 2369.60 + 705.5 2377.5 (1800 — 2800)
KI'PX 2237.24+982.4 2130 (1400 — 3110)
KT’ 2383.70 £ 943.9 238700 — 3200)

TII (Temxa dpopma Ha npeeknamrcuja), CTII (cpenno Temka Gpopma Ha npeeknammcuja), KIPX (koHTposHa rpyma co
PH3HK 32 XUIepTeH3uja (Co MuYHa U GaMuIMjapHa aHaMHe3a 3a XUIEPTeH3Hja) Kako PU3HK (GaKTop 3a MOXKEH pa3Boj

Ha npeeknammcuja), Konrponna I'pyna(KI')
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Ta6ena 49a. Tectupanu pasauxu Bo Bpennocture Ha EFV — TII, CTIIL, KI'PX, KT

H=23.16 p<0.0001
Post-hoc: Mann-Whitney U test — E®B

rpynu KI'PX CTII TII

KT’ 1.0 1.0 ***0.00024
KI'PX 1.0 **0.00489
CTII ***0.000218

TII (temka ¢popma Ha ipeeknamicuja), CTII (cpemHo Temka ¢popma Ha npeeknamicuja), KIPX (koHTponHa rpymna co
PH3HK 3a XHNepTeH3rja (co TM4Ha 1 (paMUIIdjapHa aHaMHE3a 32 XUIIEPTeH3H]ja) KaKO PH3HK (PaKTOp 32 MOXKEH Pa3Boj

Ha npeexinamncuja), Koarpomna ['pyna(KI)

H(Kruskal-Walis test)
*sig p<0.01, ***sig p<0.0001

2800

2600

2490 ] Cauka  43. TI'paguuxnm
2200 NpHKa3 Ha npoce4yHa

Bpennoct Ha EFV - TII,
CTIL, KTPX, KI'

o 2000
1800
1600
1400
0 Mean
1200 . . . . [1 Mean+SE
Kr KIPX ctn n T Mean+1,96*SE

VYpenen auuao0azeH CTaTyc MMaa CUTE HOBOOPACHUME-A OJ TPYNHUTE 3paBU
MalMeHTKU W 37IpaBU TAIlUEHTKH CO PHU3UK Jla pa3BHjaT XHUIEPTEH3Hja (CO JUYHA U
¢damunujapHa aHaMHE3a 3a XUIEPTEH3HMja) Kako PH3UK (DaKTop 3a MOXKEH pa3BOj Ha
npeekiamrcuja, 52% HoBopoxeHuMmwa onx rpymara Majku co CTII u 28%
HOBOpoOJIeHUYHba o rpynaTta majku co TII. IlpenaTonomky u maToiIOMIKK anua06a3eH
CTaTyC HMaa caMO HOBOPOJEHUMIbAaTa OJf TPYNUTE MajKu CO MpeeKIamIICcHja;
npernaronomku kaj 44% u 48%, COOABETHO HOBOPOJACHUUEbA O] MAjKU CO CPEIHO
TEIIKa M Telka (opMa Ha IMpeekjIamIicuja, MaTolomku kKaj 4% u 24%, coomBeTHO

HOBOPOJICHYMEHA OJ1 MaJKH CO CPEAHO TEIIKA U TelIka (popma Ha IpeeKIaMIICcH]a.
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3a p<0.0001 ce mOTBpAM CTATHCTHUYKH CUTHH(UKAHTHA pasjidka BO
anu00a3HUOT cTaTyc Mery HoBopoAeHWInara o rpynute mMajku co TII, CTII, KI'PX

u KI'. (tabena 50)

Ta6esa 50. Aunnodazen crarye — TII, CTIL, KI'PX, KI'

Auugodasen rpyIu p-level
craryc TII CTII KI'PX KT

n n (%) n (%) n (%) n (%)
[PE/MATOOIKH 46 24 (48) 22 (44) 0 0 X?=102.23
ypesieH 140 14 (28) 26 (52) 50 (100) 50 (100) | p<0.0001
MATOJIOIIKH 14 12 (24) 2 (4) 0 0

TII (temka ¢popma Ha ipeeknamrcuja), CTII (cpenno temka popma Ha npeeknamicuja), KI'PIT (koHTponHa rpyma co
PpH3UK 3a XHIepTeH3rja (co JIMYHA ¥ paMUITijapHa aHAMHE3a 33 XUIIEPTCH3H]ja) KaKO PU3HK (aKTOp 32 MOXKEH Pa3Boj

Ha npeekinamncuja), Koarpomna ['pyna(KI')

X?(Pearson Chi-square)

CI'A HOBOpOZECHYMIa MMAIllE CaMO BO TpYyIUTE cO Mpeeknamicuja, 8 % BO
rpynara MajKu co CpeaHo Temka U U 34% Bo rpynata Majkd co Temka (opma Ha

npekaamicuja. (tradbema 51)

Taoena 51. CT'A — TII, CTII, KI'PX, KI'

SGA rpynu p-level
TII CTII KI'PX KT
n n (%) n (%) n (%) n (%)
na 21 | 17 (34) 4 (8) 0 0 X?=41.45
He 179 | 33 (66) 46 (92) 50 (100) 50 100) | p<0.0001

TII (Temxa dpopma Ha npeeknamrcuja), CTII (cpenno Temka Gpopma Ha npeeknamrcuja), KI'PII (koHTposHa rpyma co
PH3UK 3a XHNepTeH3nja (co IMYHa 1 paMUITijapHa aHaMHE3a 32 XHIIEPTEH3H]ja) KaKO PH3HK (PAaKTOp 32 MOXKEH Pa3Boj

Ha npeeknamicuja), Konrponna I'pyna(KT)

X2(Pearson Chi-square)
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Bo wucrpaxyBamero Oeme kopucreHa ROC anamm3a 3a ma ce oapenu
JTUCKpUMHMHATOPCKaTa crocoOHocT Ha uHbpmamaTopuute mapkepu LIPII, ITHT u TH®a
BO pa3rpaHUYyBamE€TO Ha TPaBUIHM MAIMEHTKH co/0e3 cpeqHo Temka ¢opma Ha

MIpeeKIIancyja u TPaBUIHM MMAlMEHTKU co/0e3 Tenka Gopma Ha MpeeKIaMIICcHja

[Tnomrunara mog ROC kpuBata AUC (Area Under the Curve) 3a LIPII uma
Bpennoct o1 0.639(AUC=0.639, ClI 95% 0.526-0.751), mto ykaxxyBa Jicka OBOj MapKep
¥Ma J0BOJIHA JUCKPUMHUHATOPCKA CIIOCOOHOCT BO pa3rpaHUUyBambe HA MALUEHTKU CO U
0e3 cpeaHo Temka Gopma Ha npeekaamicuja. (tadena 52, ciavka 44)

[Mnomrunara mnox ROC xkpuBata AUC (Area Under the Curve) 3a
NPOKAIIMTOHMHOT uMa Bpeanoct ox 0.714(AUC=0.714, Cl 95% 0.612-0.816), o
VKaXyBa JeKa OBOj Mapkep HMa [100pa TUCKPUMHUHATOPCKAa CIOCOOHOCT BO
pasrpaHHuYyBamke Ha MALMEHTKU CO W 0€3 CpelHo Temka (¢opMma Ha MPEeeKIaMIICH]a.
(rabemna 52, ciauka 44)

[Mnomrurara monm ROC xpuBata AUC (Area Under the Curve) 3a Tymop
HEKPOTU3UPAYKHOT (akTop o MMa HajBucoka BpexHoct ox 0.730(AUC=0.730, Cl 95%
0.631-0.830), mro ykaxyBa Jeka OBOj Mapkep HMMa Jo0pa JUCKPUMHMHATOPCKa
CIOCOOHOCT BO pasrpaHUYyBame Ha MalMEHTKH cOo U 0e3 cpenHOo Temika ¢opma Ha
npeekiaamiicuja. (tadema 52, ciavka 44)

[Tnomrrunara mox ROC kpuBata AUC (Area Under the Curve) 3a komOuHaiuja
cute Tpu uHpIamaTopHu mapkepu usHecysa 0.730(AUC=0.730, Cl 95% 0.632-0.829).

(tabena 52, cnuka 44)

Ta6ema 52. AUC 3a IIPII, IIIT, TH®o - CTII

CTIl
Bapujadia Std. ] 95% Confidence Interval
AUC Sig.
Error? Lower Bound | Upper Bound
LIPTI 0.639 0.057 0.017 0.526 0.751
T 0.714 0.052 0.000 0.612 0.816
TH® o 0.730 0.051 0.000 0.631 0.830
LIPIT + ITOT +TH® o | 0.730 0.050 0.000 0.632 0.829
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Cauxka 44. ROC kpusa 3a IIPII, IIIT u TH® o Bo aujarno3a na CTII

Jloouenute cut off BpemHOCTH Ha aHANM3WUpPAHHWTE JMjalrHOCTUYKHA MapKepH 3a
cpenHo Tenika opma Ha npeekiaamicuja usHecyBaa: 5.95 3a I[PII, co ceH3uTUBHOCT 01
66% wu cneunpuunoct ox 66%; 0.035 3a IILT, co censutuBHOCT 0of 74% W
cneruduaHocT 011 62%; 1.0726 3a TH® a, co cersuTuBHOCT 01 68% U crienupuIHOCT

ox 70%.

[Tnomrrunara mog ROC kpuBata AUC (Area Under the Curve) 3a LIPII uma
Bpeanoct o 0.766(AUC=0.766, Cl 95% 0.669-0.864), mto ykaxxyBa JeKa 0BOj MapKep
uMa J100pa AUCKPUMHUHATOPCKAa CIOCOOHOCT BO pa3rpaHUYyBame Ha MAIUEHTKH CO U

0e3 Temika Gopma Ha npeekaamiicuja. (tadbema 53,cimuka 45)

[Tnomrrunara mox ROC kpuBata AUC (Area Under the Curve) 3a
MpOKaIIUTOHUHOT uMa BpeaHocT ox 0.889(AUC=0.889, Cl 95% 0.821- 0.956), mito
yKa)XXyBa JileKa OBOj MapKep HMMa MHOTY J100pa JUCKPUMHUHATOPCKA CHOCOOHOCT BO

pa3rpaHuuyBame Ha MAMEHTKU co M 0e3 Temka gopMa Ha mpeekiamicuja. (tabemna

53,cnuka 45)
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[Tnomrunara moxg ROC kpuBata AUC (Area Under the Curve) 3a tymop
HEKPOTH3UPAYKHOT pakTop o uma Bpeanoct ox 0.698 (AUC=0.0, CI 95% 0.631-0.830),
IITO YKaXyBa JeKa OBOj Mapkep uMMa ao0pa IUCKPUMHHATOPCKA CIIOCOOHOCT BO
pasrpaHUYyBame HA MAIMEHTKH CO U 0e3 cpeAaHo Temka (opMa Ha MpEeeKIaMIICHja.
(rabema 53,cimuka 45)

[Tnomrunara mox ROC kpuBata AUC (Area Under the Curve) 3a komOuHamuja
cute Tpu uHbamaTopau Mapkepu usnecysa 0.876(AUC=0.876, Cl 95% 0.809-0.944),
ITO yKaxyBa Jeka wucroBpemeHoto kopucreme Ha LIPII, [T u TH®o He ja
3rojieMyBa JUCKPUMHHATOPCKA CIIOCOOHOCT BO pasrpaHUYyBame Ha MAIMEHTKH CO U
0e3 Temka opma Ha npeeksiammcuja. (tabena 53,cinuka 45)

Ta6esa 53. AUC 3a IIPII, IIIT, TH®ao — TII

TII
Bapujab.ia ) 95% Confidence Interval
AUC | Std. Error® Sig.
Lower Bound | Upper Bound
LIPTI 0.766 0.050 0.000 0.669 0.864
[T 0.889 0.034 0.000 0.821 0.956
THD a 0.698 0.054 0.001 0.592 0.803
LIPTI+IILT+TH® « 0.876 0.034 0.000 0.809 0.944
ROC Curve
10 P —
S fth
/ *Curve
CRP
0g f—,_li —PCT
TNF
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Cauka 45. ROC xpusa 3a LHPII, IIIT u TH® o Bo qujarno3a na TII
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Jlo6uenure cut off BpenHOCTH Ha aHANW3MpaHUTE AMjarHOCTUYKUA MapKepH 3a
Temka GpopMa Ha npeekyamicuja usHecynaa: 7.65 3a LIPII, co censutuBHOCT 071 74% 1"
cneruduaHocT o1 76%; 0.065 3a IILT, co censutuBHOCT 011 82% ¥ CHEUPUIHOCT O]

82%; 1.049 3a TH® q, co cenzutuBHOCT 011 62% u crierupuaaoct o 40%.

136



VI. CTATUCTHUYKA AHAJIN3A

Craructuuykara o0paboTka Ha MMOJAaTOUUTE JOOMEHH BO TEKOT Ha
UCTpaXyBameTo Oellle HanmpaBeHa BO cTaTHCTHUKHOT nporpam SPSS for Windows 17.0.
3a Tectupame Ha aucTpuOylujaTa Ha mojaronure Oea kopuctenu Kolmogorov-

Smirnov u Shapiro-Wilk's W TecToT.

ATpuOyTuBHHUTE (KBaJUTATUBHH) MOJATOLU CE NMPUKAXKAHU CO TUCTPUOYLIUU HA
(bpexBeHIIH, a HyMEpUYKUTEe (KBAaHTUTATUBHHU) MOAATOIM CO MPOCEYHU BPEIHOCTH,
MUHUMAQJIHA M MAaKCUMaJlHA BpEAHOCTH, MEAHWjaHAa W WHTEPKBAPTWICH paHK, BO

3aBHCHOCT O] HUBHATa JUCTPHOYIIHja.

3a cropenyBameTO HAa AHATU3WPAHHUTE TPYIH BO OJHOC HAa KBAJIMTATUBHUTE
noxaronu Oea kopucrteHu Hemapametapcku TectoBu (Chi square test, Fischer exact
TECT), cnopendara BO OJHOC Ha KBAHTUTATUBHUTE NOJATOIM OCIle HalpaBeHa CO
HerapaMeTapcKi TECTOBM 3a J(Ba U MOBEKe HesaBucHH mpumeponu (Mann-Whitney Z

test, Analysis of Variance,Kruskal-Wallis ANOVA test).

ROC anammsa co xonctpynpame Ha ROC kpuBa, ofpeayBame Ha TUIOMITHHATA
mox ROC kpuBara (AUC) Oerre koprcTeHa 3a Ja ce OApPEear JUCKpPUMHHATOpCKaTa
cnioco6HocT Ha uH(paamatopaure mapkepu LIPII, ITHT u TH®o Bo pa3rpanuuyBame Ha
TpaBUIHM TAIMEHTKH co/0e3 cpeiHo Temka (opMa Ha Mpeekjarncuja ¥ TpaBUIHU
MalMEeHTKHU co/0e3 Temka (popma Ha mpeeksiaMIicuja. 3a ceKoj 0J1 OBUE MapamMeTpu Oerie

npecMeTrana CCH3UTUBHUCT U CHGHI/I(i)I/I‘IHOCT.

3a yTBpAyBame Ha CTAaTUCTUYKA 3HAYQJHOCT Ke OHJe KOPUCTEHO HHUBO Ha

curHugukanTaoct o p<0.05.
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Vil. JIMCKYCHJA

Bo BOBEIHHOT /€)1 ce UCTaKHYBa 3HAYCHETO HA MIPEeKIaMIICHjaTa KaKo BOJCUKa
NpUYMHA 3a TEPUHATAIHUOT MOpOMIUTET W MopTanuteT. llokpaj HampenokoT Ha

HayKarta, eTHOJIOFI/IjaTa Ha npeeKHaMncnjaTa CEyHITE LEJIOCHO HE € IIO3HATa.

Knuanuakara ,Z[I/IjaFHOSa CcC 6a31z1pa Ha CHMIITOMH M 3HAIIM Ha npeeKﬂaMncnja,

Kora coctoj0aTa Beke € pa3BUEHA.
[Tocrojar moBeke TeOpuH, HO TIOBEKETO HE IO U3/PXKaa TECTOT HA BPEMETO.

- AOHopmanHa TpodobiacTHa MHBA3W]ja WK JIOIIa UMILIAaHTAIH]ja
- HepamHorexa Bo aHTHOTEHE3aTa

- TlopemeryBame Ha KoarymnanujaTa

- TlopemeryBame BO BaCKyJIapHHOT €HIOTEIN

- KapauoBackyrnapHa Manananraiuja

- HmyHomomika ManajanTaimja

- T'enercka npeaucnosunyja

- Ilperepan uH(paamaTopeH oAroBop

- 3roneMmeH OKCHUAATHUBCH CTPEC

Bo oBaa crynuja ce eBasynpa MH(IaMaTOPHUOT OATOBOP Kaj MpeeKIaMIIchjaTa Kako
MOXKEH Tpurep (axkTop 3a IojaBa Ha MNpeeKkiaMCcHja MU MOXKHOCTAa Ha ynorpeda Ha

nH(pIaMaTOPHU MapKepH 3a JIMjarHo3a Ha IpeeKIaMIICcHja.

3a mpBOaT BO HamlaTa CpeludHa Ce aHaJM3upa KIMHUYKAaTa yrnoTpeda Ha
unpnaamaropau mapkepu (L[PIL, IIHT u TH® anda) kako HOB 6Gromapkep co KOj MOXKe
Jla ce Jopa3jacHaT KIMHUYKK JWIEMH BO TMpeauKIMja, AWjarHo3a U TpeMaH Ha

IpeeKamIicujaTa.

VcnutyBana e rpyna Ha MAalUEeHTKH CO MpPHUEMHa [UjarHo3a IpeeKiamIicHja
xocnutanusupana Ha Ongenot 3a [Ipeexnamicuja, HHTpayTepUH 3aCTOj BO PacToOT U
MpeIBpEMEHHN MOPOAYBamka. 3a€qHO CO TajeraTa Ha UCHUTYBalkba KOM PYTUHCKH Ce
CIpoBeAyBaaT IMpH INpUEM Ha TMalUMHEKH CO TpeeKiaMIchja, ce OJpeayBaa H

nHpnamatopaure napamerpu kako L[PIL, IIHT u TH® anda. JJoOuenure pesynratu
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O0ea BKIYYeHM BO OJpEAYyBamEeTO Ha TEKMHATA Ha KIMHUYKATA CIUMKa Ha
IpeeKjamIicujaTa, MOHATAMOLIHMOT TpPeTMaH M IJIaHUpamke Ha 3aBpLIyBambeTO Ha
Oopemenocra. JlobueHuTe pe3ynaTaTtu, HAUMHOT Ha TOPOAYBAE U MEPHUHATAITHUOT UCXO/
ce crmopeadja Cco KOHTPOJIHHUTE TpPyNH TMALWEHTKH KOM HEMaa CHMITOMH Ha

MpeeKIaMIICHja.

JIBeTe rpynu NanMEHTKH MOJAETCHH CE€ BO JBE MOAIPYIH: MAIMEHTKH CO CPEIHO
TEIIKa M Tellka ¢opMa Ha mpeexsamicuja. KoHTponHara rpyma € mojeneHa BO /1B
MOJATPYIU: 37paBU TANWEHTKH H 3JpaBH MAIMEHTKA CO pPH3UK 32 pa3Boj Ha
XHurepreHsuja (co auyHa W QpaMuiIMjapHa aHAMHE3a 3a XUIEPTeH3Hja) KaKO PH3HK

(bakTop 3a MOKEH pa3Boj Ha MpeeKIaMIICH]a.

Bo ananusupanute momaronu Bo Tpymot Ha Bestari Dianing Tyas (7) yrBpaetno ¢
JieKa TAIMEHTKUTE CO MPEEeKJIaMIICHja BO IMOHAMPEJHATA BO3PACT UMAAT MOJIONI MajuuH
Y HEOHaTalieH ucXoJl. The manueHTKH Tpeda MOBHUMATEITHO JIa Ce CieaT U HaBpeMe Ja
ce OTKpHeE IMojaBata Ha mpeekiaamicuja. Ctynaujara Ha Saftlas u copadoruuiure (70) Ha
CeBEpHOAMEPHUKAHCKA TIOIyJIallhja YTBPyBa JeKa PU3UKOT 3a Pa3BOj HA MPESKIaMIICH]ja
Kaj TMalMUeHTKH Haja 35 roguHu € 3-4 maTv 1orojeM OTKOJIKY Kaj TIOMJIa Iy MalueHKH U
TOA Ce JI0JDKH Ha HOPMAaJHUTE BaCKYJIapHU IIPOMEHH BO KPBHUTE CaJIOBH CO BO3pacTa.

Bo cryamjata aHamuM3uMpaHWTE TPYNH NAIMEHTKH Oea XOMOTeHH BO OJHOC Ha
BO3pacTa, OJHOCHO, CTATUCTUYKN HECUTHU(PHUKAHTHA Oellle pa3aukara Mel'y rpynuTe BO
onHoc Ha HuUBHarta Bo3pacT (P=0.51). [Ipoceuynara Bo3pact Geme 31.3 + 6.8, 32.30 +
5.5, 30.8 £ 6.4 u 30.5 * 6.2 ronuHU, COOIBETHO BO IPYIHTE CO TEIIKa MpeeKIaMIICHja,
CpEeIHO TelIKa MPEeeKIaMIICH]ja, 37paBy MallMEHTKH CO PH3UK 3a XUTIEPTeH3H]ja (CO JTMYHA
1 pamMuiIMjapHa aHaMHe3a 3a XUIEPTEeH3H]ja) KaKo pU3UK (PaKTOp 3a MOXKEH pa3Boj Ha

HpeeKHaMHCI/Ija U 3paBu MalUCHTKH.

Kaj manmeHTKUTE CO Temka MpeekjamIicuja Bo3pacta ce aBumxenie 18-46 roauHu
(31,3£6,8), kaj MaMEHTKUTE CO CPEAHO Telika opMma Ha MpeeKIaMIICHja BO3pacTa ce
newkenie 21-46 ronunan (32,345,5). Kaj xonTponmHaTa rpyna co pu3WK 3a pa3Boj Ha
XunepreHsvja (co nuyHa W (aMuiIMjapHa aHaMHe3a 3a XUIEPTEH3Mja) Kako pPU3HK
(dakTop 3a MOXKEH pa3BOj Ha MpeeKIaMIICHja Bo3pacTa ce JBwxenie of 18-43 roaunu
(30,8+6,4), xaj KOHTpOJIHATa TpyIa Ha 3/IpaBH MALMEHTKH BO3pacTa ce JABuxerie of 18-

48 ronunm (30,5+6,2).
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[TanuenTkuTe 07 cute 4 Ipynu HajYECTO MMaa 3aBPIICHO CPeAHO OOpa3oBaHHE
(54% on rpymnara TIL, 56% ox rpynata CTII, 52% ox rpynata KI'PII u 48% ox rpynara
KI'). He Oeme HajaeHa CTaTUCTHYKAa CHUTHU(HUKAHTHA pas3jMKa BO CTENEHOT Ha
obpasoBanue mery rpymnure (p=0.73).

[To mamumonanHoct, Hajrosiem mnporeHT kaj TII, KI' m KI'PX OGea makemoHku

(52%:58% u 54%), a kaj rpynata Ha CTII Hajronem npouent 6ea andanku (50%).

Maxenu Oea cUTe MAalMEHTKU cO Temika Qopma Ha mnpeekiammcuja, 98%
MAIMEHTKH CO CPeTHO Temka (opma Ha mpeekiamIiicuja, 96% MoeaMHEYHO MAIUCHTKU
CO PHU3MK 3a XUIepTeH3uja (co uyHa U (amMuIijapHa aHAMHE3a 32 XUIIEPTEH3HUja) KaKo

pu3UK (QaKTop 3a MOXKEH Pa3BOj Ha MpeeKIaMIICHja U 3[PaBH MalUEHTKU.

[TaruenTkuTe cO Temka GopMa Ha TPeeKIaMIICHja, CO CPETHO Temka ¢popMa Ha
MpeeKIaMIiCija U CO PU3HMK Ja pas3BHjaT XumepTreHswja (co auuHa u (hamuaujapHa
aHaMHe3a 3a XUIIEPTEeH3Hja) Kako pU3MK (DaKTOp 3a MOKEH pa3BOj HA MpeeKIaMIICHja,
MMaa CUTHU(UKAHTHO TIOMaja TecCTalMCKa HeAela Ha 3]paBHTE TMAIMCHTKH O]

KOHTPOJIHATA Ipyma.

1. Akymepcka anaMHe3a

[Ipeexnamrcujata € cocToj6a Koja HajyecTo ce jaByBa BO IpBaTa OpEeMEHOCT.
Cnopen Chesley 75% on manueHTKHTE Kaj KOH Ce jaByBa MpeeKIaMIIChja ce HYJIUITapH.
W npyru aBTOpHM TOTBpIyBaaTr JeKa MpEeKIaMIICHjaTa Ce jaByBa NETIATH IOBEKE Kaj

MIPBOPOTKHUTE OTKOJIKY Kaj moBekepoTkure.(73)

JuctpubynujaTa Ha MaUEHTKU CO MPBa OPEMEHOCT U MALUEHTKU CO MPETXOIHU
opemenoctu wmery rpynure TII, CTII, KIPX u KI' He Oeme CTaTUCTHYKH
curauukantHa (p=0.143): 48.98% naumeHTn co Temka Qopma Ha NpeeKIaMIICH]a,
70% manueHTKu co CpeAHo Temka GopMa Ha mpeekinaMIicuja, 62% 31paBu MAUEHTKU
CO PU3HK 3a XHUIIepTeH3Huja (Co JInyHa U (pamMuIMjapHa aHaMHe3a 3a XUIIEPTEeH3M]ja) KaKo
pu3uK (GaKkTop 3a MOXKEH pa3Boj Ha mpeexnamrcuja U 68% 3apaBu MAMEHTKHA HMaJIe

MPETXOAHO OPEMEHOCTH.
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[TanueHTKUTE O TPyNUTE CO MpEeKIaMIICHja HajuecTO MMaje eaHa OpeMeHOCT
(54.17% n 48.57%, cOONBETHO MAIMEHTKH OJ TPYIHUTE CO TEIIKAa M CPEAHO TEIIKa
dbopMa Ha TpeeKIIaMIICHja), MAIMEHTKUTE CO PHU3MK 3a XUIEpTeH3HWja (CO JIMYHA U
dbamMunmjapHa aHaMHe3a 3a XHIIEPTEH3Wja) Kako pU3HMK (DaKToOp 3a MOXKEH pa3BOj Ha
MpeeKIaMIICH]ja HajuecTo umalie 2 OpeMeHOCTH, 3IpaBUTE MAMEHTKU UMae HajuecTo 1
u 2 6pemenoctu (44.12% noenune4yno). Bo Hamata cTyauja Kaj HajrojieM HPOLEHT

MAaIMCHTKUTC CC IPBOPOTKU U MMOAATOLUTE KOPLEIHpaaT CO NOAATOLIUTC OO TPYAOBUTC.

BpojoTr Ha mperxoaHn OpeMEHOCTH HE ce pa3jHKyBalle CUTHU(PUKAHTHO Mery

rpynute (median=1 vs 2 vs 2 vs 2, p=0.86).

[TaneHTKUTE CO TEIIKa MpeeKIaMIICHja TrecTalrcKkara Bo3pact oemie mery 25,1-
38 recramucka Henena. Kaj manueHTKHATE CO CPEHO Temka GopMa Ha MpeeKIaMIICHja
recraiuckara Bo3pacT ce ABikerie mery 29,3-39 recranucka Henena. Kaj koHTposiaHara
rpyna 3apaBu nanueHTtku of 24,1-41 r.u. Kaj manueHTkuTe o4 KOHTpOJIHATA Ipyna co
pPU3UK 3a XUMEpTeH3uja (co auYHa U (aMuIIjapHa aHaMHe3a 3a XHUIIEPTEeH3Hja) KaKo

pU3HUK (aKTOp 3a MOKEH pa3Boj Ha npeekiamiicHja o 23-40 r.H.

2. KnuHU4YKa MPoIleHKA HA MpeeKJIaMIICHjaTa

[Iporienkara Ha Te)KMHATa Ha KJIMHWYKATa CJIMKA HAa MpeeKIaMIiCHjaTa ce BPILU
CO MOMOII HAa KJIMHUYKUTE CUMITOMH M HapylleHHTe OMOXeMHUCKH aHanmu3u. Jlonro
BpeMe 3JaTe€H CTaHAapJ Ce BHCHMHATa Ha XWIIEPTEH3WjaTa W IpoTenHypujata. Kako
JOTIOTHUTETHA TIapaMeTpH C€ 3eMaaT MPHCYCTBOTO Ha CYOjeKTUBHH CHMITOMH
(rmaBobosika, HapyIIeH BU), APYTH J1a00OPaTOPUCKU HapYIIyBamba KaKO HaMallyBameTo
Ha TpOMOOLMTUTE, 3rOJIEMEHUTE HHBOA Ha JAETPaJallMOHUTE MPOAYKTH (ypUuHa
KHCEJIMHA) ¥ XeNaTaaHu HapylryBama. Co mporpeaupame Ha TeKUHATA HAa KITMHHYKATa
CIMKa ce MaHHU(ECTHUpaaT TMOU3pa3eHUu JTabOpPaTOPUCKH HapYyIIyBama, OCOOEHO Kaj
HELLP cunapoMoT, KOj c€ JAMjarHOCTHLIMpPAa €O TOMOLI Ha JabopaTOPHCKHUTE

pe3yJiTaTy.
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[Iporennypujata MoKa)xKyBa KOH3MCTEHTHOCT BO KIMHHYKAaTa MpPOLEHKA Ha
texxnuHata Ha [IE Bo nmBere rpymu mamuuetrku (TII m CTII) Bo Hamara cryawmja.
JloJIroroAMIIHOTO UCKYCTBO BO MpolleHKaTa Ha TexkuHata Ha [IE, cmopen kimHuukara
rnareka M TPaJMLUMOHATHUOT MPOTOKOJ Ha OJJICJICHHUETO KajJe C€ XOCIUTAIU3UPAHU
MAlMEHTKUTEe, MOTBPJAM JeKa HeMa OTCTalyBambe BO HWHUIMjalHATa IPOIIEHKA Ha
texxuHata Ha [IE u ompepenyBamero Ha TpemaHoT Ha I[IE Bo nBere moarpymnu
ucrnutannuku (TII u CTII), Bo coriacHOCT cO BHUCHHATa HA KPBHUOT MPUTHUCOK U

pOTeHHYpHjaTa Kako 0a3uyHM KIMHUYKY 3Hamu 3a [1E.

CHCTOJIHUOT TPUTHUCOK HWMAalle CUTHHU(DHUKAHTHO pa3jIMdHHA BPEIHOCTH Kaj
nanuertkute ox rpymurte TIT, CTII, KI'PX u KI' (p<0.0001). CornacHo pe3yiTaTute 0.1
post-hoc ananm3ara 3a Mel'yrpylmHH KOMIIApallWd, MAI[MEHTKUTE CO Tellka GopMa Ha
MPECKIIaMIICHja WMaa CUTHH()DHKAHTHO TOBUCOK IPOCCUEH CHUCTOJCH IPUTHUCOK OJT
MAIUEHTKUTE CO CPEIHO Temka (hopMa Ha MPEeKIaMIICHja, OJ 3IPABUTE MAIUEHTKH CO
PHU3HK J1a pa3BUjaT XUNepTeH3uja (co TM4Ha U haMuiIMjapHa aHAMHE3a 32 XUIIEPTEeH3H]ja)
KaKo pU3MK (haKTop 3a MOXKEH pa3BOj Ha MPECKIAMIICHja M O]l 3[paBUTC MAIlMCHTKH.
[TpoceYHHOT CHUCTOJICH MPUTHCOK MMAIlle CUTHU()UKAHTHO MTOBUCOKH BPEIHOCTH H Kaj
MAIMEHTKATE CO CPEAHO Temka (opmMa Ha TMpeeKIaMIiCHja BO OJHOC Ha 3IpaBUTE
MalMeHTKH CO PHU3UK 3a XuNepreHsuja (co nu4Ha W (daMuiIrjapHa aHaMHe3a 3a

XHUIIEPTEH31]ja) KaKo PU3MK (PAKTOP 32 MOXKEH pa3BOj Ha MpeeKIaMIICH]a.

JIMjacTOTHUOT MNPUTHCOK MMAalle HajBUCKM IPOCEYHH BPEAHOCTU Kaj
NAIMEeHTKUTE CO Telka (hopMa Ha MpeeKIaMIICHja, CIEEHO CO MAUEHTKUTE CO CPETHO
Temka (opMa Ha TpeeKIamIichja, 3APaBUTE MAIMEHTKA U 3/pPaBUTE MAIlMEHTKH CO
PHU3UK J1a pa3BHjaT XUNepTeH3uja (co JM4Ha U paMuiIMjapHa aHAMHE3a 3a XUIIEpPTEeH3H]ja)
KaKo pU3MK (PaKTOp 3a MOXEH pa3BOj Ha MpEeKIaMIICHja, CO BKYIHA CTATHCTUYKa
curiuukantaoct on P<0.0001. OBue mnomaTton Kopenuaar €O MOJATOIUTE O]

JUTEpaTyparta.

Bo rpymara TII cnopenmeno co rtpymara CTII OGeme peructpupana
CUTHU(UKAHTHO MMOBUCOKA MPOTEUHYPH]a.

[Iporennypuja noBucoka ox 0.2 gr umaa cuTe MAIMEHTKH CO Telika Gopma Ha
npeekyiamiicuja u 96.77% MalMeHTKH co CPelHO Temika Gopma Ha IpeeKIaMIICHja, IIITO

Kopciipa CO MO3HATHUTC IMOAAaTOLHX BO JIMTCpATYypaTa.
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[TanmenTkuTe co Temka ¢dopMa Ha MpeeKIaMIiCHja MMaa CUTHU(GUKAHTHO
MMOBUCOKHM BPEIHOCTH Ha ypUYHA KHCEJIMHA O]l MAIMEHTKUTE CO CpPelHO Temka (popma

Ha MpeeKIaMIICH]a.

Cratuctnuku curHudukantHa Oeme pasnukara mery rpymure TII u CTII Bo
3a4€CTEHOCTa HAa HaMaJIeHW, HOPMAJIHHU U 3TOJIEMEHH BPEIHOCTH Ha ypUYHA KHCEJIMHA
(p=0.013). 3rosemeHu BpPEIHOCTH HA ypHYHA KHUCEIMHA MMaa 3HAYMUTEIHO IOYECTO

MAIMEHTKUTE CO Tellka (hopMa Ha MpeeKIaMIIcHja.

ACT wumamie curHu(UKaHTHO MOBUCOKH BpeAHOCTH BO rpymara TII macmpoTu
rpynara CTII. Mcro Taka, manueHTKUTE cO Temika ¢opma Ha MpeekjIamIcHja nMaa

CUTHU(HUKAHTHO MMOBUCOKU BpeaHocTH Ha AJIT.

Bo rpynara TII Gea peructpupanu CHUTHH(PHKAHTHO MOBHCOKM BPEIHOCTH Ha

JIAX nacnpotu rpynarta CTII.

[TarmenTkuTe coO Temka (popma Ha MPEEKIIaMIICH]ja CIIOPEICHO CO TMAIlMCHTKUTE
CO CpenHO Temka (GopMa Ha MpeeKIaMIiChja MMaa 3HAYUTEIHO MOPETKO HOPMAaIHU

Bpeanoctu Ha LDH (28% vs 70%), a 3HaunTeIHO TI04eCTO 3rosieMeHu BpeanoctH (70%

Vs 26%, p<0.0001).

.HCYKOI_[I/ITI/ITC HEMaa CTaTUCTHYKa CI/IFHI/Iq)I/IKaHTHa pa3jrKa Mef‘y TpyHnuTe.

Cratuctiuka CUTHH(UKAaHTHA pas3idka ce TOTBPIM BO BPEIHOCTUTE Ha
XEeMOTJI00MH Mery aHalM3UpaHUTe TPYIH, Koja co POSt-NOC aHanm3aTa 3a MeryrpymHH
KOMIIapalMHy ce MoKaxa Jieka ce JOJDKM Ha 3HAYMTETHO OBUCOKH ITPOCEYHHU BPEJHOCTH
Bo rpynara TII Bo omgHOC Ha ocraHatutTe rpymu: POSt-hOC ananm3ara 3a MeryrpymHu
KOMITIapallud TMPE3eHTUpa 3HAYUTETHO IOBHCOK XEMAaTOKPUT BO TIpylaTa coO TelllKa
dopma Ha mpeekiIaMmIiCMja HACIpPOTH TpyHara co CpeaHo Temka Qopma Ha
IpeekjaMIicuja, IpyraTta 3/paBH MallMeHTKH CO PU3MK Ja Pa3BHjaT XUMepTeH3Hja (co
nuyHa W (daMuiMjapHa aHAMHE3a 3a XHUIEPTEeH3Hja) Kako pU3UK (PaKkTop 3a MOXKEH

Pa3Boj Ha MPEeKJIAMIICH]a U HACTIPOTH 3/IPABHUTE MAIIMCHTKHU.
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Bo rpynara co temka gopma Ha mpeekiIaMIcHja TPOMOOIIUTUTE POCEYHO Oea
HAjHHUCKH, CJIEJICHO CO TpyIaTa co CPEIHO Tenka ¢popMa Ha peeKIaMIiCHja, rpyrara co
PU3MK 3a XunepreH3uja (co JuyHa U (aMuiIMjapHa aHAMHE3a 32 XUIEPTEH3Hja) KaKo
pu3uK (pakTOp 3a MOXKEH pa3Boj Ha MpPEeKIaMIICHja U rpymara 3IpaBH MALUEHTKH, CO
CTaTHCTUYKA CUTHU(DUKAaHTHA pa3iuka Mely rpynute. POSt-hoC ananm3ara mokaxa jexa
OBaa BKYITHa CUTHU()HMKAHTHOCT C€ JODKM HAa 3HAYUTEIHO TOHWCKH TPOMOOIIMTH BO

onunoc Ha KI'PX u KI' (p=0.0043 u p=0.0029, coonBeTHO).

[Tomery nBere rpynu co TMpeekiamIicuja Oemie MOTBPACHA CTATUCTHYKA
CUTHU(HUKAHTHA pa3jvKa BO BPEJHOCTa Ha aHTHOTeHHTE (PAKTOpHU, KOja ce IOJKH Ha

SHAYUTCIHO ITOBUCOKHU BPCAHOCTH BO IrpyIiata CO TCIIKa q)opMa Ha npeeKHaMncnja.

3rojeMeHo HUBO Ha aHruorenu (akropu (>80 pg/ml) Oea HajaeHu kaj curte
HNAalMeHTKH CO Telika GopMma Ha mpeekiamiicuja, 94% MalUeHTKH CO CPEIHO TelIKa

dbopMa Ha mpeekiaMmIicuja, 0€3 CTaTUCTUYKA CUTHU(UKAHTHA pa3jinka Mery JaBeTe

IpyIu.

CratucTnuku curHuuKkanTHa Oellle pa3iukKaTa BO JUCTpUOyIHja Ha MAUEHTKU
CO HOpMaJIHU (haKTOPH Ha XEMOCTa3a, CKPaTEHU BPEMUbA U 3TOJIEMEHU J-IUMEpPHU Mery

IpYNHUTE CO TEHIKa U CPEAHO Telka popMa Ha MpeeKIamMIicHja.

ITocton cratucTHuka CUrHM(HMKAHTHA pas3jiuka Mely TpylnuTe BO OJHOC Ha
BpenHoctute Ha L[PII, xoja ce momku Ha 3HauutenHo moBucok L[PIT Bo rpymara co
Temka ¢opmMa Ha IpeeKiIaMICHja BO OJHOC Ha KOHTpOJIHATa Ipyna cO PHU3UK 3a
XxunepreHsuja (co JuyHa U (aMuIMjapHa aHaMHE3a 3a XUIEpPTEeH3Wja) KAaKO PHU3HK
dakTop 3a MOxeH pa3Boj Ha mnpeexiamncuja (p=0.000006) u rpynara 3apaBu
nareHTku (P=0.00006), kako u 3HauutenHo nosucok I[PIT Bo rpymara co cpemHa
Telmka ¢opMa Ha MpeeKjIamIichja BO OIHOC Ha KOHTpPOJIHATa Tpyma coO PHU3UK 3a
XunepreHsvja (co nuyHa W (aMuiaMjapHa aHaMHe3a 3a XUIEPTEH3Hja) KaKo PHU3HUK

dbaxTop 3a MOKeH pa3Boj Ha mpeekiaamicuja (p=0.0346).
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3ronemeno HuBo I[PII mMaa HajuecTo manmMeHTKUTE cO Temka (opma Ha
npeeknamicuja (86%), clegeHo cO TalMeHTKUTe CcO CpeaHo Temka (opma
npeekaamicuja (72%), 3ApaBuTe MAIMEHTKUA CO PU3UK 32 XHUIEPTEH3Wja (CO JMYHA U
dbamMunmjapHa aHaMHe3a 3a XHIIEPTEH3Wja) Kako pU3HMK (DaKToOp 3a MOXKEH pa3BOj Ha
npeexnamiicuja (46%) u 3apaBute mauueHtku (44%), co craTUCTHUKa CUTHU(UAKHTHA

pasnuka mery rpynute, oa p=0.000007.

[To moponyBameTo, MAMEHTKUTE CO Telika (opMa Ha IpeeKIamIiChja MMaa
noBucokn BpemaHocTd Ha I[[PII ox mnammeHTKWTE CO CpeaHO Temka ¢opMa Ha
MPECKIIAMIICH]ja, HO 0€3 CTaTUCTHYKH MOTBPJCHA CUTHU(DUKAHTHOCT. 3a4€CTCHOCTa Ha
sronemeH LIPII mo mopoayBameTo HE ce pa3jiuKyBalie CUTHU(OUKAHTHO Mery
MAlMEeHTKUTE CO TelIKa M cpeqHo Temka (opma Ha mpeeknamicuja (76% vs 78%,
p=0.812). Toa ce objacHyBa CO TOa INTO Kaj HajroJieM OpOj O MAIUCHTKHUTE CO
npeekamIicuja WHQIaMaTOPHUOT OATOBOP HA IpeeKJIaMIICHjaTa MPOJIOJIKYBa U BO
MyeprepaHuOT TMEPUOJ, a W parameTo 3aBPIICHO CO LApPCKH pe3 TH 3aJpKyBa

MMOBUCOKHUTE HH(DIAMATOPHUTE MAPKEPH.

Hcto Taka, ce MOTBpAM BKYyNHA CTAaTUCTUYKAa CHUTHM(HMKAHTHA pa3jivKka BO
koHleHTpanujata Ha IILT wmefy rpymute. Post-hoc ananmszara 3a wmeryrpymHa
KOMITapalmja MmoKaka JieKa OBaa BKYITHA CHUTHU(HKAHTHOCT C€ JOJDKM Ha 3HAYUTEITHO
MOBUCOK TPOKAIIMTOHUH Ka] TAlMEHTKUTE CO Temka (opma Ha MpeeKiaMIichja BO
OJIHOC Ha TMAaIMeHTKUTe cO cpeaHo Temka mnpeeknamicuja (P=0.0016), 3mpaBute
NAlMeHTKH CO PU3MK 3a XMIepTeH3uja (co JuuHa W (amMuidjapHa aHaMHe3a 3a
XUINEpPTEeH31ja) KaKo PU3UK (PaKTOp 3a MOXKEH pa3BOj Ha IMpeeKIaMIiCHhja M 3JpaBUTE
narnmeHTkn (P<0.0001), xako W 3HAYUTEITHO MOBHCOK Kaj MAIMCHTKUTE CO CPEIHO
Telka (opMa Ha TNpeeKIaMICHja BO OJHOC Ha 3ApaBUTE MAIMEHTKH CO PHU3UK 3a
XHuIrepreHsuja (co JauyHa M QpaMuiIMjapHa aHaMHe3a 33 XUIEPTeH3Mja) KaKo PHU3UK
dakTop 3a MokeH pa3Boj Ha mnpeeknamicuja (p=0.006) u 3apaBHTE MAMEHTKH

(p=0.0019).

3a p<0.0001 ce mOTBpAM CTATUCTHYKA CUTHU(UKAHTHA pa3jivKa Mery TpyIHTe
TII, CTII, KTPX u KI' Bo omgHOC Ha 3a4eCTCHOCT Ha 3r0JICMCHO HHMBO Ha

IPOKAJINUTOHHH.
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[ToBuCOKM BpeOHOCTH Ha MPOKAIIUTOHUH Oea peructpupaHu kaj 96%
MalUeHTK co Temka (opma Ha mpeeknamicuja, 60% MalMeHTKU CO CPEAHO TeIIKa
dbopma Ha mpeexnamiicuja, 30% 3ApaBU MAIMEHTKH CO PU3MK 3a XHIEPTeH3HWja (CO
TuvHa W (aMuIMjapHa aHaMHE3a 3a XWIIEPTCH3HWja) KaKO PU3UK (AKTOp 32 MOXKCH

pa3Boj Ha npeekaamicuja u 26% 3apaBy MAUCHTKY.

[To mopomyBameTo, MAIMEHTKHTE CO TeIIKa (opMa Ha TpeeKIaMIicHja BO
OpeMeHOCTa, MMaa CHTHHU(HKAHTHO IOBHCOK MPOKAIIUTOHUH OJI TAIMEHTKUTE CO
cpenno tenika Gopma Ha npeekaamicuja (p=0.0009). [Nanuentkure co Temka Gpopma Ha
MpeeKIaMIICHja CUTHU(UKAHTHO TIOYECTO OJ1 MAIUEHTKUTE CO CPEIHO Temka Gopma Ha
[peeKJIaMIICHja 1Mo MOPOAYBAakETO MMaa BUCOK mpokanuTonud (50% Vs 26%,p=0.013).

Hcto Taka, ce MOTBpJM BKYIIHA CTaTUCTUYKA CUTHU(UKAHTHA pa3iiuKa Mery
rpynute BO ogHOC Ha BpeaHoctute Ha THDa, Koja ce 10mKK HA 3HAUYUTEITHO MTOBUCOKU
BPEIHOCTH BO TPYIUTE CO TemKa (opMa Ha MpeekyIamIicuja, O] CPEIHO TemKa (hopma
Ha MpeeKJIaMIICHja U CO PU3UK 3a XUIIEepPTeH3H]ja (co TUYHa U paMuiiMjapHa aHaMHe3a 3a
XUMEepPTEeH31]ja) KaKo PU3UK (PaKTOp 3a MOKEH Pa3BOj Ha IMpEeKIaMIiCHja BO OJHOC Ha
KOHTpoOJIHaTa rpymna 3apasu naruentku (P=0.00094, p=0.00065 u p=0.025, cooaBeTHO).
[To mopoxyBameTo, Kako M Tpei MOPOAYBAKETO, MAIMEHTKUTE CO TEIIKa W CPEIHO
Temka QopmMa Ha TpeeKiIaMIiCHja HE ce pa3iiKyBaa CUTHHU(PHKAHTHO BO OJHOC Ha

BPCAHOCTUTEC HA TYMOP HCKPOTU3UPAUKUOT CI)aKTOp .

Ce moTBpAM BKYIHAa CTaTUCTMYKa CUTHM(UKaHTHa pasnuka Bo BMU wmery
rpynute. CO post-hoc ananm3ata 3a MeryrpylmHH KOMIIApalydd ce MOKaxka JeKa oBaa
BKYITHa CUTHH()HKAHTHOCT C€ JIOJDKH Ha 3HAYMTEIHO NMoBHCOK BMU kaj mamueHTKuTe
CO cpemHo Temika ¢opma Ha TpeeKjIaMIiCHja BO OJHOC Ha 3paBUTE MalMEHTKH
(p=0.0044) u Bo omgHOC Ha 3APABUTE MAMEHTKU CO PU3HK 33 XHIIEPTeH3H]ja (CO JIMYHA U
¢damunujapHa aHaMHE3a 3a XUIEPTEH3HMja) Kako PHU3UK (aKTop 3a MOXKEH pa3BoOj Ha

npeeknamricuja (p=0.0094).

[TopomyBameTo Oerre W3BPIIEHO CO MAPCKH pe3 Kaj 92% mamueHTKu co Terka
npeekiancuja, 94% mnanueHTKu co cpeaHo Temka ¢opma Ha mpeekmamrcHja, 85,71%
3/IpaBU MAIIMEHTKH CO PU3MK 3a XUIEPTEeH3Hja (co Mu4yHa U (paMuiIMjapHa aHaMHe3a 3a
XUMEepPTEH3M]ja) KaKo PU3UK (HaKTop 3a MOXKEH pa3BOj Ha mpeekiamicuja u 78% 3apasu

Al CHTKH. ITouectoTo nopoAyBamkEe CO HAPCKU PE3 HA MALUCHTKUTEC O] ABCTC I'PYIIU CO
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HpeeKHaMHCI/Ija BO OJHOC Ha 3ApaBUTEC MAMMECHTKU OJ ABCTC I'PyIH HE CC IIOKa)Ka Kako

cratucTiuku curaudukantHo (P=0.069).

JlolkrHaTa Ha XOCHHMTaNM3aldja HE C€ pa3uKyBalle CUTHHU(QHUKAHTHO Mery
nanueHtkure o 4-te rpynu (p=0.62). IlanueHnTkure cO pHU3UK Ja pa3BHjar
XurepreHsuja (co auyHa M QpamMuiIMjapHa aHaMHE3a 3a XUIEPTeH3Hja) KaKO PH3HK
(dakTOp 3a MOXEH pPa3BOj Ha TMpeeKiaMIiCHja HE3HAYUTEJTHO Mmojoyro Oea

XOCIIUTaIM3UPAHU OO MALMUCHTKUTEC O APYTUTE I'PYIIN JICKEIIC BO 6OJ'IHI/II_Ia.

3a p<0.0001 ce moTBpAM BKyIHa CTAaTUCTUYKAa CUTHHU(PUKAHTHA pa3ldKa BO
MpoceyHaTa TeJIeCHa TeXKHHA Mel'y 4-Te IPYIH: 3HAYUTEITHO TOHUCKA TIPOCEYHA TeJIeCHA
TeXHMHA MMaa HOBOPOAEHYMIbaTa OJ rpymara Majku co TII, o HOBOpoaeHUHMIbaTa OJ
rpynute Majku co CTIT (p=0.00003), ox KI'PX (p=0.000018) u ox KI" (p=0.00008).

Ponunnarta pmokMHAa Ha  HOBOpOACHYMEbaTa oJ 4-Te rpynu  Oere
curaudukanTHo paznuyna (P<0.0001). Post-hoc ananu3ata Bo MelyrpynHuTe Criopeaou
Kako CUTHU(QUKAaHTHA ja TOTBpPAM pa3MKaTa BO TelleCHaTa JOJDKMHA Ha
HOOBOpoOJeHUnmara Mely rpynute majku TIT vs CTIT (p=0.000008),TIT vs KI'PX
(p=0.000014) u TII vs KI" (p=0.000008). HoBopoieHummbaTa 011 MajKu €O Telika hopma
Ha MpeeKJIaMIICHja uMaa 3HAUMTEHO MoMalla POAUITHA JOJKIHA O]l HOBOPOJACHUN-ATA
0J1 MajKUTE OJ1 OCTAaHATUTE TPYIIH.

Bo rpymara TII HoBoponeHunmara HajuecTo umaa anrap 6 (26%), Bo rpynure
CTII, KI'PX u KI' Hajuecto Geme peructpupan amrap 8 (38.78%, 48.96% u 56%,

COOJIBETHO).

CornacHo BpeIHOCTa Ha MeMjaHaTa, IOJOBHHA HOBOPOPOAECHUYMbA O] Ipyrara
TII umaa anrap nmoHu3ok oj 6, nonoBruHa HoBopoAeHuumwa on rpynutre CTII, KI'PX u
KI' umaa anrap nonusok ox 7,8,8, cOOABETHO. Amrap CKOpOT BO IpBara MUHYyTa IO
parambe CUTHU(HKAHTHO C€ pa3jiMKyBalle Mel'y HOBOPOJCHUMIbATa OJ1 aHAIU3UPAHHUTE
rpynu (p<0.0001); 3HaYMTENHO TOHHM30K CKOp MMaa HOBOPOJICHYMI-ATa OJ Tpylara

Majku co TII HacmpoTH ocTaHaTUTe IPYyIH.

[lerrata MuHyTa TO pafamero, amrap CKOPOT HAjuecTO H3HEecyBalie 7 BO
rpynara TII (34%), 8 Bo rpynarta CTII (38%), 9 Bo rpynute KI'PX u KI" (55.1% u

56%, cCOOZIBETHO).
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CraTHCTHYKM CHTHHU(HWKAHTHA Oellle pa3Jiikata BO amrap CKOpPOT Mery
HoBOpoaeHuHmbata o1 4-te rpymu (p<0.0001), koja ce T0KHM Ha 3HAYUTETHO TTOHH30K
arrrap Bo rpynata TII Hacnpotu ocranature rpymnu (post-hoc:p=0.000765, p=0.000016
u p<0.0001, coomserno 3a pazmukara Bo omnoc Ha rpymure CTII, KI'PX u KI).
CornacHo BpeqHOCTa HA ME/MjaHaTa, TIOJOBUHA HOBOPOJCHUYHMIbA OJ] IpyIaTa MajKH CO
TII mmaa amrap BO merTaTa MHHYTAa TIOHHU30K OJ 7, TOJIOBUHA HOBOPOJICHYHEbA OJI
rpynara majku co CTII mmaa amrap MOHM3K OX 8§, TMOJOBHHA HOBOPOJICHUYHEHA O]

rpynute Majku KI'PX u KI' nmaa anrap nonusok ox 9.

Tepanuja 3a ¢deranHo 3peewme UM Owira opamaupaHa Ha 60% MaMEHTKH CO
Temka (opMa Ha mnpeekiamiicuja, 46% NAIMEHTKA CO CpPEAHO Temka (opma Ha
npeekamIicuja, 56% 3IpaBu MaMEHTKHA CO PH3HK JIa pa3BHjaT XUIEPTEH3HUja (CO JTUYHA
1 (pamuujapHa aHAMHE3a 3a XUIEPTEH3Hja) KaKo pHU3UK (DAKTOp 32 MOXKEH Pa3BOj Ha
npeekiamrcuja u 38% 31paBu MaLMEHTKH, 0€3 CTATUCTHYKA CUTHU(UKAHTHA pa3jinKa

mery rpynure (p=0.116).

VYaTpa3Byunure — mapameTrpu — Oea  CUTHU(DUKAHTHO  Pa3au4yHu  Mery

ananumspanute rpymu (p<0.0001).

VYpenen nomiep Ha yMOWIMKaiaHaTa aprepuja uMaa 50% nanueHTKu o1 rpyrnara
TII, 84% mnaumentkn ox rpynara CTII, 90% mnaumentkn ox rpymara KI'PX, 98%
nanuentku ox KI'. Ilaronomku Haon Oemie AeTekTHpaH kaj 8% MalMeHTKHA CO TeIIKa
dbopma Ha mpeekamiicija U 6% MAaMEHTKH CO PU3WK Jla pa3BHjaT XHUIEpTeH3Hja (Cco
auYHa M (aMuwiIMjapHa aHaMHe3a 3a XUIEepTeH3Hja) KaKo PpHU3UK (aKkTop 3a MOXKEH

pa3Boj Ha MpeeKIaMIICHja.

Homuepor Ha ALIM Geme ypenen kaj 50% mnamuentku on rpynara TII, 84%
nanueHTku on rpynara CTII, 90% nauuentku ox rpynara KI'PX, 98% mnanuenTtku o
KT, matomomku xaj 10% manueHTKH co Temka ¢gopMa Ha mpeexiamrmcuja u 6%
MAlMEHTKU CO PU3UK J1a pa3BUjaT XUIEPTeH3HM]ja (Co Ju4HA U haMuIMjapHa aHaMHe3a 3a

XHUIIEPTEH31]ja) KaKo PU3MK (PaKTOP 32 MOXKEH pa3Boj Ha MPEEKIaMIICH]a.
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JlomnepoT Ha AYKTyC BeHocyc Oelie ypeneH kaj 52% MNalMeHTKH Of rpyrara
TII, 92% nanuentku ox rpynara CTII, 92% nauumentku ox rpymara KI'PX u cute
narueHaTku of KI', maronomku kaj 10% mnamnueHTku co Temka GopMa Ha peeKIaMIicHja
u 6% TalMeHTKH CO PU3HMK Ja pa3BHjaT XHUMEpTeH3Wja (Co Nu4HA W (haMuiIMjapHa

aHaMHe3a 3a XUIEPTEeH3HU]a) KaKo pU3HK (aKTOp 32 MOXKEH Pa3BOj Ha MPECKIAMIICH]a.

3HAUMTENHO MOHHUCKA TeJecHa TeKWHa Oelle JAeTeKTHUpaHa Ha YATPa3BYK Kaj
HOBOpOJIEHYHIbaTa 01 Tpynara Majku co TII, oa HOBOpoJeHUNbaTa OJ] TPYIUTE MajKu
co CTII (p=0.000218), ox KI'PX (p=0.00489) u ox KI" (p=0.00024), post-hoc.

VYpenen anumo0a3eH CTaTyCc MMaa CHUTE HOBOOPACHUWELA OJ TPYIHTE 3paBH
MAlUMEHTKH U 3[paBU MAIMEHTKH CO PU3MK Jla pa3BUjaT XUMEpTEeH3Hja (CO JMYHA U
dbamMunjapHa aHaMHe3a 3a XHIEPTEH3Uja) Kako pU3MK (DaKTop 3a MOXKEH pa3Boj Ha
npeekmamiicuja, 52% HoBopojeHumma ojn rpynata Majku co CTII u  28%
HOBOpOACHYMMbA 0] TpynaTta Majku co TII. [IpenaTtonomky u MaToNOmKN anua00a3eH
CTaTyC KMaa CcaMO HOBOPOJEHYMIbATa OJf TPYNUTE MajKu CO MpeeKIaMIICHja,;
npenaronomku kaj 44% u 48%, COOABETHO HOBOPOACHUYUEbA O MAjKU CO CPEIAHO
TeIKa W Temka (GopMa Ha MpeeKIaMIicHja, MmaTtoiomku kaj 4% u 24%, cOOABETHO

HOBOPOJIEHUYHHbA 0/ MaJKH CO CPEIHO TeIlIKa U Telka ¢popMa Ha NpeeKIamIcHja.

JlorucTuuka perpecMoHa aHaiu3a Oellle HampaBeHa 3a Ja Ce€ YTBPAU KO
MH(}IaMaTOPHU MapKepH c€ HE3aBUCHU CUTHU(UKAHTHU IPEIUKTOPU 3a CPEIHO TEIIKa

U Temka Gpopma Ha MpeeKsiaMIICcHja.

On anamusupanure wmapkepu [IPII, IIT u TH®a xako He3aBUCEH
JMjarHOCTUYEH MpeauKTop aHamu3ara ro npukaxa THda (p=0.008); co 3romemyBame
Ha TYMOpP HEKpPOTH3HpaukuoT (akTop 3a 1 exmHMIA, IaHCcaTa 3a CPEAHO TemKa GopMa

Ha mpeekamicuja ce 3roemysa 3a 19.3% (OR =1.193 95% CI1 1.011-2.935).
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3. IlomecTyBame 0 3JIATHHOT CTAHAAP/ 32 KIMHUYKA NPOLICHKAa HA
NpeeKJIamMIcujara

[lo momonr mepuoxa, ce peaeduHHpa 3HAUCHETO Ha XWUIIEPTEH3UjaTa U
MpoTeuHypHjaTa BO OpeMEHOCTa BO JWjarHo3aTa Ha IpeeKJIiaMIicHjaTa U ce HamallyBa

HHUBHATa Cy[EPHOPHOCT KaKO 3JIaTE€H CTaHAap/ 3a MPEeeKIaMIICH]a.

Van Dadelszen (83) ucrakHyBa aeka AMjarHO3a Ha MpEeKIaMIICHjaTa HE €
€IHOCTaBHA BO KJIMHWYKATa IpaKkca, 0COOEHO ako Ce MOTHHpaMe Ha 3JaTHUOT CTaHJapI.
KBanTuTaTHBHATA MPOTEMHYpPH]ja KOja PYTUHCKHU CE KOPUCTH 32 MPOIICHKA HA TEeKHHATA
Ha [1E nmokpaj xunepreH3ujata, Hema CEH3UTUBHOCT M CHEIU(UYHOCT BO MPEIUKIIMjaTa
Ha MaTepHATHUTE W/WiIH (eTATHUTE KOMIUTUKAIUU. DU3NOIOMKUTE IPOMEHH BO TEKOT
Ha OpeMeHOCTa, Kako Ha MPHUMEp, IPOTEHHYPHjaTa U eIeMHUTE BO NEPUOJOT OJHMCKY 110
TEPMHUHOT 3a parame, MOXKe Jla ce MPEeKJIoyBaar co kiuHnykara ciuka Ha [1E. Hexon
YeCcTU KIMHUYKH CHUMIITOMH, KaKO IITO c€ IIaBOOOJKaTa WM emuracTpuyHaTta 0oJka,
HE C€ CO CUTYPHOCT MOBP3aHU CO XUIEPTEH3MBHA KOMILTUKalrja Ha Opemenocra — [1E.
Hcto Taka, BO cHTyaldja Ha TCHEPAJTM3UPAHU KOHBYI3HH BO OpPEMEHOCT, TEIIKO Ce
BpIIM KJIMHUYKA Ju(epeHnrjanrja noMery eKJIaMITHUYHUTE Halagd U KOHBYJI3UUTE O
JPYyTro MOTEKJIOo (Ha mpUMep, enuiIerncrja), Mopaan HeJOBOJIHO MO3HABAKE HA MAllUEHTOT
WIM HEMOXHOCT 3a Jo0MBambe Ha NOTpPeOHM HHGpOpMalMK O]l aHAMHe3aTa WM

MPETXO0IHATA UCTOPH]a.

Milne et al.(54) Bo rosnemara 6putancka crynuja PRECOG II, nokaxaa neka kaj
okony 10% on OpemeHHuTe KEeHH BO TEKOT Ha OpeMeHOCTa MOXKe JIEKapoT Ja 3a0esexu
KJIMHUYKY 3HALM Ha TpeeKIaMIICHja WIM COMHEX 3a MpeeKsIaMIICHja, HO caMo €/1Ha O
ner o oBue nanveHTkn umaar [IE kako XwumepTeH3WTHBHA KOMIUIMKAllMja Ha

OpeMeHocTa.

Bo cBojor enmabopar Rana (62) 3alenexyBa Jeka MMa MajlKy CTyIud 3a
MpeIuKIja Ha HecakaHWOT ucxox o IIE Bo KoW ce KOpuCTaT IpYrH KIMHUYKH
KpUTEpPUYMH IOKpaj XHUIEepTeH3WjaTa U mpoTeuHypujata. MHory nanueHTku co IIE,
Criope]] THE KIMHUYKKM KpPUTEPUYMH, C€ HETOYHO Kiacuduuupanu. Toa He 1o
W3HEHaJyBa CO OrJe] JeKa HOBOHACTalleHa XHIEpPTeH3Mja M MPOTEHHYpHja ce
HecnenuuyHu Bo obenexyBamero Ha [IE, moceOHO Kkora Kaj MallMEHTKHUTE Ce

MPUCYTHU HEKOM PU3MYHHU (DaKTOpH Kako AualdeTecoT, AeOenrHaTa Wi XpOHHYHATa
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xuneprensuja. Kaj MHOrY ge0enuTe )eHH U KEHUTE CO XPOHHUYHA XUIIEPTEH3Hja YeCTOo
ce KpHe TIOMEpYJIOCKIepo3a a IMOIOIHA W TioMepysoMeraivja. Bo TakBu ciydaw,
rojaBaTa Ha TIoM3pa3eHara MPOTeUHYpHja BO OPEMEHOCT, HE MOpa Ja UMa BPCKa CO HOB
MATOJIOIIKK MPOIEC, TYKY BOJM KOH IOTPEIIHA JHMjarHo3a Ha CyIepIOHHpPaHa

MpeeKIaMIICHja.

4. 3nayewe Ha uHuamaropHute o6momapkepu (LPII, IIIT u TH® anda) 3a
KJIMHUYKATA NPOLEHKA HA NMPeeKJIaMIICHja

Bo ximHWYKaTta npakTUKa, CHUTyanujata JeQUHHpaHa Kako ,,COMHEX 3a
npeekiamiicuja® Bo cryaujara Ha Milne(54) co mpaBo ce cMera 3a MHOTY CEpUO3HA,
Ounejku BO ciiydaj Ha Hemperno3HaeHa [IE, U Hej3uH MOTEHIMjaJIeH JIOI TeK, MOXe Ja
noBene n0 GartamHH KIMHWYKK mocnenunu. [lopaam oBaa mpuymHA, IHMjarHo3ara
cekoramr Tpeba aa ce pa3jacHu wid uckirydd. Cemnak, oBa UCTO Taka 3HA4M JIeKa Jel OJ1
OpeMEeHUTE KEHU CO ,,COMHEX 3a MpeeKiamIichja‘ TPEeTXOJHO Oea MpPeKyMepeHO
TPETHpPAHU CO XOCHUTANIMU3aluja (HemoTpeOHU Mperjenn U OOTHUYKH UCIHUTYBamba), a

0co0eHO BO HACOKa Ha HEMOTPEOEH jaTpOreH MPEeMaTypUTET.

WNmajku ru npeasua oBue (akTu, MOTpeOHO Oemie THE Ja ce MOAJIO0XKaT Ha
JIOTIOJIHUTEJIEH TECT, CO KOj KIMHUYKH CHUTYpPHO K€ c€ MOTBPAM WU HUCKIYy4YH
npeekiamicuja. Toa, UCTO Taka, MOXKe /1a UMa e(DEeKT U 32 HaMaJyBamETO HAa YOBEUKUTE
u ¢puHaHcuckuTe pecypceu. Ox npyra ctpaHa, co 6e30eaH0 uckiyuyBame Ha I1E kaj nen
0]l TMAalMEeHTKUTE, K€ ce MOJ00pU TPETMAHOT Ha OpPEMEHMTE >KE€Ha CO PU3HK U CO

norepaa 3a I1E.

Harmon u copaboTHunmMte BO CBOJOT TPYI ,,Yiorata Ha Mudnamarnujata Bo
[Tatonorujata Ha [Ipeeknmammcujata“,(22) geraqHo ja o0OjacHyBa yiaoraTa Ha
uH(IaMaIujaTa BO Mporpecujara Ha IpeeKIaMIiCHjaTa co IITO C€ OBO3MOXKYBa pa3Boj
Ha JIEKOBHM KOM C€ HEONXOJHHM 3a IM0A00pYyBame Ha MAjUMHUOT W HEOHATATHHOT
Mopouauter. Mnentudukanuja Ha UMYHOJIOMIKUTE (PAKTOPU U HUBHUTE MEXaHU3MU
MOJXKE Jla ce YIMoTpeOM Kako MOYeTHa TOYKa 3a pa3BOj Ha HOBU TEPANEBTCKU LIETH BO
TPETMaHOT Ha npeekiamicujara. Mcroto ro tBpaat u Michalczyk u copaGorHunuTe Bo
cBojara  cryamja , Ynoratra Ha Wudnamamumjata Bo  Ilarorenesara  Ha

[Mpeexnammcujata“.(53) Pasbupamero Ha matodusnogordjara Ha HHPIAMATOPHHOT
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MpoLeC BO MpeeKIaMIichjaTa MOKe MHOTY Ja JONpPUHECE BO JAM3ajHUpPA-¢ Ha HOBA,

TapreTupaHa aHTUMH(IaMaTOpHA Tepamnyja.

Bo cBojara crymuja Herrock u copaboraunmre ox 2023 roanHa, HCTaKHyBaatr
JeKa WMYHOJIOIIKATa JWCperyianMja € BaXeH KOHTpUOyTOp 3a pasBoj Ha
npeeknamicuja. HudnamatopHuoT mpodua Kaj mpeekiamIcujata HNep3ucTHpa U BO

MOCTHAPTAIHUOT TeproI.(26)

Bo Taa nacoka mocrojar moBeke crynuu kou ru ucnurysaar LIPII, ITHT u
TH®ao xako uHpramaropHu OMOMapkepu Kou ce ymnoTpeOyBaaT BO AMjarHo3aTa U
npenuKangjata Ha OpeekiIaMIichjata Kako cTyauute Ha Vijayan u copaGOTHUIHTE U

Windgassen u copaboruurure.(85,86).

Kumru u copaboTHHIIITE BO CBOjOT TPV ,,Kopenauja Ha BUCOKO CEH3UTHBHU
[IPIT HmBoa co OWMOXEMHUCKHTE M KIMHHYKHTE IapaMEeTPU BO MpeeKIamIichjara’,
yIBpAyBaaT JeKa 3rojieMeHuTe cepymcku HuBoa Ha BcLIPIl kaj manmenTtkure co
MpeeKIaMIiCija KOpenupaaT co OMOXeMHCKUTe U KIMHUYKUTE TapaMeTpu Ha
npeekyamiicuja. Toj MOXKe Jla ce ymoTpeOn Kako MapKep 3a OJpellyBame Ha TeKWHATa

Ha KJIMHUYKATa CIIMKa Ha mpeekiamicujara.(34)

Jannesari u Kazemi, Bo cBojot Tpya ,,Husoarta na BcIIPII u [T kaj bpemenn
xeHn co Cpenna u Temka [Ipeexknammcuja®, yTBpayBaaT 3roJIeMEHM HUBOA Ha OBHE
nHIaMaTOPHU MapKepu Kaj NalMEeHTKUTE CO CpPeJHO Tellka W Temka ¢dopma Ha
npeeknamicuja.(28) Huoara ua BcIIPIT u ITIT Hemaar curHuUKaHTHA pa3jinKa Kaj
MAIMEHTKUTE CO CPEIHO TEeIIKa W TemKa (opMa Ha ImpeeKIaMIiCHja, HO Ce 3HAYUTEITHO
MOBUCOKH OJI BpeOHOCTUTE OJ KOHTponHara rpyma. I[ILT ce mnokaxan kako

MOCEH3UTUBEH MapKep 3a MpeauKIrja Ha mpeekaamicujaTa o BcLIPII.

Bo cryaujara Ha Rebelo et al. HuBoto Ha LIPII e curunpukanTHO MOBHCOKO Kaj

MAIMEHTKHUTE CO NPEeKIIaMIICHja OTKOJIKY Kaj 37[paBUTe TPYAHUIIH.(64)
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Mihu et al. Hcto Taka ja xommapupaie Bpennocta Ha L[PII kaj marmueHTku co
MpeeKIaMIiCHja B Kaj 3ApaBu OpeMeHu manueHTKu.(54) YTepawie neka HuBoto Ha [[PII
KOpECIOHAMpa CO Te)KMHATA HA KIMHUYKATA CIIMKAa Ha TpeeKiIamIcujaTa. bunejku ce
paboTu 3a JIeCHO JOCTameH, Op3 W peNaTHBHO €BTHH TECT, IIMPOKO € MpudaTeH BO

KIIMHUYKaTa IIpaKca

Mangogna wu copaGotHuiuTe yTBpAWiIe jacka HuBoata Ha [[PII He Oea
CUTHU(UKAHTHO pPa3IUYHU Kaj cpenHaTa M Telka (opma Ha MpeeKiIaMmIicuja, HO
nuBoata Ha [IIT Oea cHUTrHM(PUKAHTHO TOBHCOKHM Kaj TEIIKAaTa TMpEeeKIaMIICHja BO
criopeba co cpenHo Temkara popma Ha npeekiiamiicrja u 3aroa [11T e cymepuopen Bo

onnoc Ha I[PIT Bo mpenukIMja Ha TeKMHATA Ha MpeekiamicujaTa.(45)

Crynujata vHa Kucukgoz Gulec u copaboruunute Huoara Ha L[PIT u ITLT Gea
CUTHU(PUKAHTHO MOBUCOKHU Kaj TemkaTa (opMa Ha MmpeeksiaMIichjaTa BO cropenda co
CpeaHO Temikata ¢opma Ha mpeekiamicujata. M nBata Mapekepa I'Mm cMeTaaTr 3a

(baxTopu Ha pU3MK 3a M0jaBa Ha npeekaamicuja.(33)

Bo crynujara ma Mavardi et al. (2019) yrBpaeHo e nmeka ce 3rojieMyBaar
Hupoara Ha TH®a wu [l-6 kaj mpeeximaMmcujaTa Kako pe3ysiTarT Ha EHIOTEITHOTO
omreryBame.(48) Mcro Taka, crynujata Ha Rodrigez dos Pasos ( 2021) yrBpauna nexa
BucokuTe BpeaHocTd Ha TH®o kaj manueHTKUTE CO MpeeKIaMIichja ja HamaayBaaT
eKCIlpecujaTa Ha akKBaloOpuH 3 M HEraTMBHO BIMjaaT Ha MUrpalnujata Ha

TpoobiiacTHUTE KIETKH. (65)

Trisnawati u copabotaunute Bo cryaujara (2020) yTBpauiie aeKa 3roJieMeHUTE
HuBoa TH®a ce jaByBaaT BO BUCOKO pu3nuHaTa (ha3a ¥ MHOTY C€ 3ToJIeMyBaaT 3a BpeMe

Ha npeekiamncujata. (81)

PCBYJ'ITaTI/ITC o1 CTy,HI/IjaTa 'm noTBpAyBaaT HAOAUTE OJ TOpPC HABCACHHUTC

TPYAOBH.
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ViIl. OTPAHNYYBAIBA HA CTYAUJATA U ITEPCIIEKTHUBA
3A UTHU UCTPAXKYBAIbA

HC,Z[OCTaTOK Ha CTy,Z[I/IjaTa € TOa IITO IMAUEHTKHUTE CO HOBCI'(GHJ'IOI[Ha 6peM€HOCT

He Oca BKIYYCHH BO CTy/AHjaTa.

Pesynrarute Tpeba ja OuaaT MOTBPACHU CO WIHH MOOOEMHU CTYIWH, KOU Ke TH
KOMIIapupaaT pu3MYHUTE (PaKTOPH 3a M0jaBa HA MpeeKIaMIchja Mery cebe U co Toa Ke

ce noA00pH JjarHo3aTa ¥ HaBPEMEHUOT TPETMaH Ha IpeeKIaMIICcHjaTa.

Bo moobeMHuTE CTYAMHM MOXeE Ja ce UCIIMTYyBaaT HUBOATa Ha WH(IAMAaTOPHUTE
OMOMapKepu BO TPHUTE TPUMECTpa OJJICITHO M Jla Ce TMOTBPAM HHUBHATA IMPECIUKTHBHA
BPEIHOCT BO paHaTa JujarHo3a Ha NpeekiamicHujara. Mcro Taka, Moxe Ja ce cieau
JMHAMHUKAaTa Ha IPOMEHATa Ha WH(IaAMaTOPHUTE OMOMapKepu BO TPUTE TPUMECTPH, CO
qHja MOMOIIl HaBpeMe Ke Ce JIUjarHOCTUIUpPA U Ke Ce TPeTUpa MPEeCKIaMIICHjaTa, TIPe

Jla ce pa3BUe BO TeMIKa GopMa.

Co panara npeaukaiyja ke ce n30ersaT KOMIUIMKAIMUTE KO O MOXKele /1a ce
pa3zBujar. KoMOmHHpameTo Ha TMoOBeke OHMOXEMHUCKM U KIWHUYKK TapaMeTpu 3a
neduHUpame Ha TpeekyiaMIicujata 0u 06e30enune MOTOYHO U TTOOP30 OMpeenyBarmhe
Ha AHTCHATAJIHUOT PU3HUK, Hpe)lI/IKHI/Ija Ha MATCPHAJIHUOT W NCPUHATAIICH HCXO][ Kaj

HNaIMMEHTKUTC CO KIIMHWYKHN 3Halld COMHHUTCIIHU 3a HpeeKﬂaMHCI/Ija.
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IX. BAKJIYYOK

e 3a npsnar ce BoBeayBaar uH(IamaTopaute ouomapkepu LPIIL, ITIT u THO®a
BO JIMjarHo3aTa u TPETMaHOT Ha IIpeeKIaMIICHjaTa.

e KBaHTHTaBHOTO oJpeayBame Ha cepyMmckara koHieHtpanuja Ha L[PII, ITHT u
TH®a e 6p30, 10BEPINBO, IPUMEHINBO BO aMOyJIaHTCKH U OOJIHUYKH YCIIOBH.

e Bpeanocture Ha wuHpIAMATOPHUTE OMOMapKepu Oea IMOHUCKU Kaj CPEIHO
Temkara (opMa Ha MpeeksaMIcHja, co cropenda co Temkara Gopma, MTO ro
MOTBP/IyBa MHTEH3UTETOT Ha MH(IAMAaTOPHUOT OATOBOP Kaj MpeeKIaMIICHjaTa.

e [lanmenTkuTe co Temka (GopMa Mpeekgamrcuja uMaa MOBUCOKH BPEIHOCTH Ha
LIPIL, ITHT n TH®0 o1 mauueHTKUTE 04 KOHTPOJIHUTE IPYNH U MALUEHTKUTE CO
CpeaHo Teulka (popMa npeeKiIaMIcHja.

e 3ronemenure Bpeanoctu Ha I[ILT, IMLT w TH®o kaj manueHTKHTE CO
IpeeKaMIicija ceé BO CUTHHU(HMKaHTHA Kopelsalyja co CTaHAapJIHUOT IPOTOKOI
3a IUjarHo3a Ha MpeeKiaMIIcHja.

e 3ronemeno HuBo [IPIl mmaa HajuecTo nauMeHTKUTE cO Tewika (Gopma Ha
npeekiamicuja (86%), ciaeleHo cOo MalMEeHTKUTE CO CpelHOo Temka (opma
npeexnamicuja (72%), 3apaBUTe MAllMEHTKU CO PU3MK 3a XUIEPTEH3Hja (co
nuyHa W ¢daMuIMjapHa aHaMHe3a 3a XHUIEPTEeH3Wja) Kako pHU3MK (akTop 3a
MOXKEH pa3Boj Ha mpeeknamncuja (46%) u 3apaBuTe mauueHTKH (44%), co
CTaTUCTMYKA CUTHU(HAKHTHA pa3ianka Mery rpynute, o p=0.000007.

e 3ayecreHocta Ha 3roseMeH [[PII mo mnopoayBamero He ce pas3iuKyBalle
CUTHU(HUKAHTHO Mely NalMeHTKUTE CO TeIlKa M CPeJHO Temka ¢opma Ha
npeeknamicuja (76% vs 78%, p=0.812). Toa ce obGjacHyBa cO Toa INTO Kaj
HajrojeM Opoj Ha MAIMEHTKUTE CO MpeeKsaMIicija UH(IaMaTOPHUOT OATOBOP
Ha TpeeKJiaMIIcHjaTa MPOUDKYBa BO MYyepIEepaliHUOT MEpUOJ], a M paramero
Oemle 3aBpIIEHO CO LAPCKH pe3 TM 3a/Ap)KyBa IOBUCOKH HH(IAMATOPHUTE
MapKepH.

e VYTBpJEHO € MOBUCOKO HUBO MPOKAJIIMTOHHUH Kaj MAIIMEHTKUTE CO Tellka (hopma
Ha TIPeeKIaMIICHja BO OJIHOC Ha MAIlMEHTKHUTE CO CPETHO TEIIKA MPECKIaMIICH]a,
3/IpaBUTE MalMEHTKH CO PHU3UK 3a XWUIEpTeH3Wja (co JNuYHAa W (aMuiInjapHa
aHaMHe3a 3a XHUIEpTeH3Wja) KaKo pU3MK (akTop 3a MOXKEH pa3Boj Ha

HpeeKnaMncnja U 3ApaBUTC TMAIIUCHTKHU, KAKO W 3HAYUTCIHO IIOBHCOK Kaj
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MAIMEHTKUTE CO CPEITHO TelIKa (hopMa Ha peeKIaMIICHja BO OJTHOC Ha 3/IpaBHUTE
MAIMEHTKN CO PHU3MK 3a XHIIepTeH3uja (co JIMYHA U (aMuIIMjapHa aHAMHE3a 32
XHUIIEPTEH3M]ja) KaKo PH3HMK (DaKTOp 3a MOXEH pa3Boj Ha MNpeeKjaMmIichja U
3/IpaBUTE MALUEHTKH.

[ToBuCOKM BpEOHOCTH HA MPOKAIIUTOHUH Oea peructpupanu kaj 96%
MAIMEeHTKN cO Temka (opMa Ha npeekinamicuja, 60% MalUeHTKH CO CPEIHO
temka (opma Ha mnpeeknamicuja, 30% 3apaBM TAUMEHTKA CO PHU3HK 32
xunepTeHsrja (co nuuHa U ¢daMuiIrjapHa aHaMHe3a 3a XHUIIEPTEH3Mja) KakKo
pu3MK (akTOp 3a MOXKEH pa3Boj Ha Tmpeekiamiicuja u 26% kaj 3apaBu
MAIMEeHTKH.

[TanmenTkUTE CO Temka (popMa Ha MpeeKIaMIICHja CATHU(PUKAHTHO TOYECTO O]
MAIMCHTKUTE CO CPEIHO Temka (opMa Ha HpeeKIaMIiCHja MO MOPOIyBaHe
nuMaa BHCOK npokanuuTorus (50% vs 26%,p=0.013).

[Tocrou crarucThuka cUrHH(HUKAHTHA pa3lidka Mery TPYyNUTE BO OJHOC Ha
BpenHoctute Ha TH®a, Koja ce 10/KM Ha 3HAYUTEIHO TTOBUCOKH BPEIHOCTH BO
rpynuTe co Temka ¢opMa Ha MpeeKIamIICHja, OJ CPEeIHO Temka dopMa Ha
IpeeKIaMIiCija M CO PHU3UK 3a XUIEepTeH3uja (co JHM4yHAa U (amMuiInjapHa
aHaMHe3a 3a XUIEpTeH3Wja) Kako pHU3MK (aKTop 3a MOXKEH pa3Boj Ha
MIpeeKIaMIICHja BO OJIHOC Ha KOHTPOJIHATA TPYIIa 3/IpaBH MAIlMeHTKH.

ITo moponyBameTo, Kako M HpeJ MOPOAYBaHETO, MAIMEHTKUTE CO TeIIKa U
cpenHo Temka opma Ha MpeeKaMIiCHja He ce pa3lKyBaa CUTHH(HKAHTHO BO
oaHOC Ha BpeaHoctute Ha THDa.

[Mnomrunara mox ROC kpuBata AUC (Area Under the Curve) 3a LIPII uma
BpearocT o1 0.766(AUC=0.766, Cl 95% 0.669-0.864), mTo ykaxcyBa JeKa OBOj
Mapkep WMa J00pa AMCKPUMHHATOPCKA CIIOCOOHOCT BO pa3TpaHUYyBamke Ha
MAIMEeHTKU cOo U 0e3 Telka popma Ha IpeeKsIaMIICHja.

[Tmomrunara mox ROC «kpuBata AUC (Area Under the Curve) 3a
npoKannuToHnHOT uMa Bpeanoct o 0.889(AUC=0.889, Cl 95% 0.821- 0.956),
TO YKaXyBa J€Ka OBOj MapKep WMa MHOTY J00pa JUCKPUMHHATOpPCKa
CIIOCOOHOCT BO pasrpaHWYyBamke€ Ha TAIlMEHTKH cCO W 0e3 Temka ¢opma Ha

IpeeKIamIicyja.
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[Mnomrunara mogq ROC kpuBara AUC (Area Under the Curve) 3a TH®o uma
Bpexnoct ox 0.698(AUC=0.0, Cl 95% 0.631-0.830), mto ykaxkyBa jJeKa OBO]
Mapkep uma go0pa AMCKPUMUHATOPCKAa CIIOCOOHOCT BO pa3rpaHUYyBame Ha
MAIMEHTKH co U 06e3 cpeHo Temka popma Ha peeKIaMIICH]a.

[Tnomrunara mox ROC kpuBata AUC (Area Under the Curve) 3a komOuHaiuja
cure Tpu uHpIamaTopuu mapkepu uznecysa 0.876(AUC=0.876, Cl 95% 0.809-
0.944), mito ykaxysa aeka ucroBpemeHoTo kopucreme Ha L[PIL, [T u THOo
HE ja 3rojieMyBa JHCKPUMHUHATOPCKA CIHOCOOHOCT BO pa3rpaHUYyBame Ha
MaUEHTKU co U 6e3 Temka ¢popMa Ha mpeeKIamIICcHja.

Jlobuenute cut off BpemHOCTH Ha aHATM3UpPAHWTE AMjalHOCTHYKHA MapKepH 3a
cpenHo Temka ¢dopMa Ha mpeekiamicHja u3HecyBaa: 5.95 3a ILIPII, co
CEH3UTUBHOCT 0a 66% m crnenuduunoct ox 66%; 0.035 3a IILT, co
ceHsutuBHOCT on 74% wu cnemupuaaoct ox 62%;1.0726 3a THDa, co
CeH3UTHBHOCT 071 68% u crientuduanoct ox 70%.

JloOuenure cut off BpemHOCTH Ha aHAIM3UpPAHHUTE AMjalHOCTUYKUA MapKepH 3a
Temka popma Ha mpeekiamiicuja usHecyBaa: /.65 3a L[PII, co censutuBHOCT 011
74% u cneuuduunoct on 76%; 0.065 3a IILT, co censutuBHOCT on 82% u
cnerupuunoct ox 82%;1.049 3a TH®Da, co censutuBHOCT oa 62% wu
cnenuduanoct ox 40%.

[lepunapranuure KOMIUIMKaluMu Oea mO3acTallaHU Kaj MAlUEHTKUTE CO
MPEeeKIaMIICH]ja, OTKOJIKY Kaj MallMeHTKUTE O]l KOHTPOJIHUTE TPYIIH.
HoBoponeHunmara Kaj KOHTpOJIHATA TPyIa HMaa MorojeMa TejlecHa TeKHUHA BO
copenda co HOBOPOACHUMIbATA OJ TMAIUEHTKUTE CO MpEeeKIaMIICHja.
3HAUMTEIHO TIOHHMCKA MPOCEYHA TelleCHA Te)KMHA MMaa HOBOPOJCHUHHIHATA O]
rpynara Majku co TII, on HoBoponeHunmara oa Majkure co CTII.

I'pymara co TII nmerexkTupaiie 3HAYUTETHO MOHM30K amrap CKOp HACHpPOTH
OCTaHATUTE TPYITH

[Ipemaronomkyn W TATOJOWIKM  anuao0a3eH  cTaTyc  KMMaa  caMo
HOBOPOJICHUMIbATA O] TPYIHTE MAjKU CO TpeeKJIaMIICHja; MPEnaToJIOmKN Kaj
44% wn 48%, COOBETHO HOBOPOJEHYHIbA O] MAJKH CO CPEAHO TEIIKAa M TEIIKa
dopmMa Ha mpeekiamrncHja, maronomkud kKaj 4% wu  24%, COOIBETHO

HOBOPOACHYMIbA O] MajKH CO CPETHO TeIIKa U Tellka (hopMa Ha mpeeKIaMIICHja.
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e HoBopoaeHuTe of MAaLMEHTKUTE CO MpEeKJIaMIICHja MMaa TOIOJIT MPecToj Ha
Opnenor 3a HeonaranHa MHTEH3MBHA Hera, BO cropenda co MaleHTKUTE O]

KOHTPOJIHUTE TPYIIH.

JloGueHute pe3yaTaTu ce KOMIIATUOWIIHM CO IOAATOLUTE O]l JIUTeparypara BO
ceeroT. Madmnamaropuute napamerpu LPII, ITIT u TH®o moxar na ce mpumeHat BoO
CEKOj/IHeBHATA KJIMHUYKA paboTa BO MPEAWKIMja U JAMjarHOCTHKA Ha TPEeKIaMIICHja.
Co momoOpyBamke Ha HaBpeMeHaTa [UJarHOCTHKA c€ MOJ00pyBa MAjuuHUOT W
HEOHATaTHUOT MopOuauTeT. OBHE MEeToAM Tpeba Ja ce MMIUIEMEHTHpaaT Kako no0pa
KJIMHUYKA TpaKkca U Ja BIe€3e BO aNrOPUTMOT 33 MEHAIIMEHT Ha MAalUeHTKHUTE CO

MpeeKIIaMIICHja.

Hcro Taka, noCcTHUTrHyBamara Of CTyAwjaTta Tpeba Ja ce HCTAaKHAT BO CTPYYHH
CIIMCaHM]ja U Ja Ce MPE3CHTUPAAT Kaj aJeKBaTHUTE 3APYKEHUja U Jla ce MPETCTaBaT Ha

CUMIIO3NUYMHU U KOHT'PECCHU.
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