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Cobraacuo 3am. Ne 1772/25.06.2024 u

Ha Pextopa na MY-ILieBen

PEUEH3UA

ot npo@. x1-p Anenauna Jlazaposa Pycesa, 1.m.

PwkoBoguTen kareapa ,,Kimmanuna tabopaTopus, KIIMHUYHA HMYHOJIOTHUS ¥ aJIeproJIoTus”,
MYV - IlneBeH,
Hauannuk Knunununa na6oparopus, YMBAIJL ,,JI-p I'. Ctpancku”, rp.Ilnesen
Bbrpenien uieH Ha HAYYHO KypH 3a 3allUTa Ha AMCEepTalloHeH Tpy[ 3a npugoduBane Ha OHC
»JlOKTOP”’ TI0 Hay4YHATa CHEIHAITHOCT ,,JIHpEeKIno3Hu OojiecTH” HAa OCHOBAaHME Ha 3armoBexd Ne

1772/25.06.2024 na Pextopa Ha Meaununcku yauBepcutet [1neBen.

Tema: ,, XPOHUYHO Bb3ITAJIEHUE U UMYHOJIOI'MYHO Bb3CTAHOBSIBAHE
TP KOHTPOJIUPAHA HIV THOEKIUA™.

ABTop: 1-p UBaiino Hukonaes [lakoB, pesoBeH TOKTOPAHT B 00JaCT Ha BUCIIE 00pa3oBaHUE
7. 3npaBeomna3BaHe W CHOpPT, MO TpodecroHanHo HampasieHue 7.1. Menuumna, B karempa
»/H(DEKINOo3HN 00NecTH, eMUIEeMHUONIOTHS, Tapa3uToNOTus W Tpomuuecka meaununHa”’, @O3,

MY Ilnesen, Hayuen ppkoBoauten: nmpo¢. a-p ['ans I'anuesa, 1.M.

Kparko npeacraBsine Ha KaHAWAAaTA:

J-p Usaiino Iakos 3aBwpmBa npe3 2009 roa. MaremaTudecka rumMHasus ,,['eo Muses”,
rp. [lnesen. Ilpe3s mepuoma 2009-2015 roauwna moilyuyaBa BHCHIIETO CH OOpa3oOBaHHE B
Menunuacku yHuBepcuTeT [IneBeH. Bennara cien aumiomMupaHe 3amouBa TPYIOBUS CH CTaX B
kimuHuKa 1o Muadexknmo3nu 6onectn Ha YMBAIL |, JI-p I'. Crpancku®, xpaeTo paboTH U 10

momeHTa. Ot M. Ampun 2016 roxa. mpumobwBa kBanudukanus: BvrpemieH omxutop u JMIE,
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yropaBisiBaiio nporpamute 3a oaut. [Ipe3 2018 rox. e HazHayeH 3a acucTeHT o MHdekno3nu
Oonectu KkbM KaTenpa , JIHpekuno3nu 601aecTu, eNUAEMHUONIOT S, Tapa3UTONIOTUS U TPOIIUYECKA
menunuHa”, Ha @03, MV Ilnesen. IlpoBexaa NMpakTUYECKH YNPAKHEHUS MO HUHQEKIMO3HU
0o0JIeCTH Ha CTYJEHTH OT CHelHanHocT ,,Meauuuna®, V Kypc — Ha OBJIrapcKu ¥ aHIJIMHCKH €3HK.
Ot nHauanoro Ha 2021 rox. u 10 MOMeHTa pabOTH KaTO KOHCYJATaHT mo MH$pekuno3Hu Gomect
KbM JIeueOHO 3aBesieHue U LIeHThp 3a cekcyaaHo 3/IpaBe, Ch3/IaZIeHO OT CApYKEeHue ,,3/1pase 0e3
rpanumm’” . [I-p IlakoB e cnenmanuct no uHdpeknuosnn 6onectu ot 2020 r., a OT HAYAIOTO HA
2024 rop. moy4aBa KBUTH(PHUKAIIMOHHA cTenieH Maructep cies Buciie: ,,31paBeH MEHHIDKBD .
J-p I1akoB uma y4actue B 2 BBTPEYHUBEPCUTETCKH POEKTA, 2 MyOIHUKAIlMKY B HAYYHU U3JaHUS,
pedepupanu M MHICKCHpPaHU B 0a3W JaHHM ¢ HaydHa uHpopmamus (camo Scopus WoS), 1
nyOnmKanus B HepeepupaHo CIHCaHUE C HAyYHO peleH3upaHe, 2 yJacTus B HaydHH GOPYyMH B
yyxOuHa u 35 yuyactus B bbarapus.

AKTYaJIHOCT HA TeMaTa HA JUCEPTALMOHHMSA TPY/:

HIV undekuusra e 06ekT Ha WHTEH3WBHU MpoyuBaHus Beue 4 necetwierus. Hang 85
MUJIMOHA UH(QEKTUPaHU 10 MOMeHTa U Haja 40 MuinoHa u3ryOeHu kMBOTa B OMTKATa ¢ BUpyca
Ha HIV u cBBbp3aHuTe C HEro YCIOXXHEHHS, TOBAa ca PE3YJTAaTUTE OT TJIOOAIHOTO MY
pasnpoctpaHenue. [IpunaraneTo Ha KOMOMHUpaHa CTPATETUs /1aBa Bb3MOKHOCT 32 MOJYJIUpaHe
Ha MaHJEeMHUYHUS OTeHIMaN Ha 3a00JBaHETO, HAMaJIsIBAKK cllydauTe Ha 3a00JsiBaHe, KaKToO U
aCOLIMMPAHUTE C HEro YCJIOXHEHMS W NPEKICBPEMEHHAa CMBPTHOCT. CBIIEBPEMEHHO C€
HaOM0/1aBa TEHJEHLHUS 3a yBelMYaBaHE Ipe3 TOJUHUTE Ha BPEMETO 3a pErucTpauus U
cTapTUpaHe Ha CbBpeMeHHara aHTuperpoBupycHa Tepamus (ART). KbcHaTa numarHocTuka u
IpeJCTaBsHe 3a JIEYeHHe, KaKTO U He100pOoTO MpUABbpKaHE KbM HE00X0oauMaTa Tepanus, KpusT
pPHCK OT BB3HHMKBAHE Ha PE3UCTEHTHM MYTAllMM HA BUpYca, 3a1bJOOYaBAlld C€ XPOHUYHO
BB3MAJCHUE U HMMYHOJOTMYHA JTUCOYHKIUSA. B TO3M acmekT, MOCTUraHeTo Ha ONTHUMAJIHO
MMYHOJIOTMYHO BbB3CTAaHOBSIBAHE, KAKTO M OaJaHCHUpPaHETO Ha XPOHUYHOTO Bb3MAJICHUE,
U3MEPBaHU C MOJIXOSIIM J1a0opaTopHU OHOMapKepH, ce sBsiBa KJIIOYOB MOMEHT B
I'BJTHOLIEHHOTO ocTapsiBaHe ¢ KoHTpoaupana HIV undexuus.

Knuananust npodun Ha auiara, xuseenin ¢ Bupyca na HIV (PLWH), ce u3mecrsa
JTUHAMUYHO OT omnopTioHucTHYHH HIV-cBbp3aHu cbcTOSIHMST KbM HecBbp3aHu c¢ HIV
HEMH(EKIIMO3HN XPOHUYHU 3a00JIsIBaHMSI, KOUTO ca JOKa3aHO MO-YECTH, C TIOBEYE MOTCHIIUAIHU
YCIIOXKHEHHUSI U c€ CIlyuyBaT ¢ okojo 10 roguHu Mmo-paHo B cpaBHEHHE C oOIIara Momysamus.
HabmonaBanara XpoHMYHa OpraHHa yBpela € CBbp3aHa C TIeHEpaIM3UPaHO CHCTOSIHME Ha
BB3MAJICHUE, Ha XHUIEpKoaryjialuus W pa3jMyHO IO CTENEeH HWMYHOJOTMYHO BB3CTAaHOBSIBaHE,

BoACHIM 1O BCPOATHO YCKOPCHO OHOJIOTUYHO CTAapCeCHC, HUIIPECBApPBAIIO XPOHOJOrMYHATa



Bb3pacT. lIpomMeHeHHTe HyXOM Ha MAalLKMEHTa BBB BPEMETO HajJaraT BBBEXKJAHETO Ha
UHTEPAUCLHUIUIMHAPEH MOJAXOA B KIMHUKO-TEpPAlleBTUYHMA MEHMUKMBHT. B To3uM acmekr,
IPOYYBAHETO HA PA3TUYHU OMOMapKepH B nuarnoctudeH nanen Ha PLWH ¢ ornen nmo-aeraitina
MHTEPIIPETALNS HA LSUIOCTHOTO ChCTOSIHUE HA MAI[MEHTA U OLEHKA HAa XPOHUYHOTO BB3NAJICHUE
KaTo MpPHUYMHA 32 BB3HUKBAHE Ha ONPEIENCHU KIMHUYHU CHOUTHS, YCIOXKHEHHUS U BEPOSITHO

YCKOPEH MOJIEJI Ha CTapeeHe, ONpeeNiT akTyalHOCTTa Ha TeMaTa Ha TO3M JUCEPTALlMOHEH TPY/IL.
CTpyKTYpa U ChAbpKaHHe HA JMCEPTALMOHHUS TPYI:

JlucepTauoHHUAT Tpya € mpenacraBeH Ha 220 crpanunm, ceabpka 63 durypu u 17
tabnuuy. ChOTHOIIEHUETO MEXIY OTIEIHHTE YacTH € ONTUMalHO: BhBeneHue u 3 OCHOBHU
pa3nena. [IbpBusT pasmen - nuTepaTypeH o030p, € mpeacTaBeH Ha 35 CTpaHHIIM, 3aBBPILIBA C
KITFOYOBH AaCIIeKTH, OOyCIaBsIIM COOCTBEHHTE NpoyuBaHUs. Bropusar pasgen - CoOcTBeHU
pOoy4YBaHus, ChIbpxka 114 crpanuim, 3amodBa ¢ sicHO (opMyliMpaHa el U 3aBbpIIBa C 5
JIOTHYHO MPOU3THYAIIN OT LIENTa 3aJauu. TpeTHsT pa3aen cbabppxa 34 cTpaHUIM 00CHXKIaHEe Ha
pe3ynTaTUTe OT COOCTBEHHUTE MPOYUYBAaHUSA; 5 H3BOAA OT peanu3upaHuTe ner 3axaud; 11

NpuHOCa; 3 MpuIoKeHus u oudimorpadus ¢ Bkimouenu 149 3arnaBus, 26 OT TSIX Ha KUPUITUIIA.

JluteparypHusT 0030p € MOAPOOCH M HM3YEpIaTeNieH, CTPYKTYpHpaH no0pe B 5 TIaBw,
oTHacsmy ce j0: 1. JJuaamuka B 6pos Ha CD4", CD8" u TIXHOTO CHOTHOIIEHHE B IIPOIECA HA
UMYHOJIOTHYHO BB3CTaHOBsABaHEe. 2. 3HAUYEHHWETO Ha KBbCHOTO JAMArHOCTHLIUMPAHE W/MIH
npezcraBsHe 3a jedeHue ¢ HIV undexkumsa. 3. buomapkepu Ha XpOHHUYHO Bb3MAJIEHHE NPU
abJroroauniHa U koutpoiupana HIV undexuusa: WurepneBkuH-6, BucokxouysctButenen C-
peaktuBen mnpotenH u D-dimer, 4. OcobOenoctu Ha HIV wuHbeknusra ¢ Hampensane Ha
BBb3pacTTa U 5. M3Boau OT JuTeparypHus 0630p, oOycnaBsiiy coOcTBeHuTe npoyuyBaHus. Ot
CBIIECTBEHO 3HAYEHHE TYK € YCTAaHOBEHATa Bb3MOXKHOCT IIPU JIMIA C IEPCUCTUPAILO HUCHK Opoit
CD4", Bucok 6poit CD8" u pecnexTwBHO CHIHO HapymeHo choTHomenume CD4" : CDS",
CKBbCSIBAaHE Ha CpelHaTa MPOABHKUTETHOCT Ha MpeacTosimus KUBOT ¢ Oiu3o 30 r. mopaau
MOBUIIEH PHUCK OT BB3HUKBAHE HA CEPUO3HM HEXeNaHW KIMHUYHU CcbOUTHA. OT BCHYKH
Opoy4YBaHU KbM MoOMeHTa Ouomapkepu IL-6 ce ouepraBa KaTO UyBCTBHUTENEH, CEHM(PUUEH U
aCoIMUpaH C peauila KIMHUKO Jaboparopuu mapamerpu, hSCRP kato makcumanHO ymoOeH,
BB3MPOU3BOJUM U HMKOHOMHYESCKH C(EKTHBEH CKPUHUHIOB Meron, a D-dimer karo

IMPOTrHOCTHUYCH ITOKA3aTECJI 3d BbBAHUKBAHC Ha TpOM6OTI/I‘-IHI/I UHIWIOCHTH.

B nauanoto Ha pasnena ,,CoOCTBEHM NpOYYBAaHUA™ SICHO € OIpeJesieHa LeNnTa Ha
JMCEPTALMOHHUSA TPYX — ,,J]a ce mMpoy4H eCTECTBOTO Ha XPOHUYHOTO BB3MAJIEHUE U CTENEHTA Ha

WMYHOJIOTUYHO BB3CTaHOBsiBaHE Tpu KoHTpoiwpana HIV wundexums. IlocraBenara menm e
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IOCTH)KMMA 4pe3 OTIMYHO (OpMyNIHpaHu 5 3agauu, oOyciaBsIuy Ju3aiiHa Ha MPOYYBAHETO, a
UMeHHO: [IpOCHEKTMBHO KOXOPTHO IpOy4YyBaHE Ha JeMorpa)Ccku, aHTPONOMETPUYHHU,
eMHUIEMHOJIOTMYHH TIOKa3aTeNM, PHCKOBU MOBEICHUECKH XapaKTEPHUCTUKU U J1abopaTopHU
MoKa3aTenu U OnoMapkepu Ha XpOoHUYHO Bb3naseHue Ha HIV-nosuruBHu namuentu. C roiasma
IPELU3HOCT ca IMPEJICTABEHU JAaHHU OTOHCHO oOekTuTe Ha npoyuBaHe — 60 HIV mo3utuBHuM
muua ot LleHTbpa 3a MOHMTOPUHT U jeueHne Ha HIV-nozutuBHM manmentun kbM KinmHuka mno
uHdpeknroznu 6oxectu Ha YMBAJL , JI-p I'. Ctpancku®, rp. [1neBen u 30 HIV-neraruBum nuuna
(koHTposiHA Tpyna). bposaT Ha nuIaTa, BKIIFOYEHH B TapreTHATa IpyIa € CPaBHUTEITHO MATBK, HO
HalpaBeHUTE 3aJbJIOOYEHU aHAIW3M Ha I[OJYyYEHHUTE pEe3ylTaTH MO3BOJSABAT HAJASKIHA
uHTepnpetanus. [IpencraBeHu ca U KpUTEpUUTE 3a BKIKOYBAHE, U3IOJA3BaHUTE JeMOrpacKu -,
AQHTPOIIOMETPUYHH - W CNMHASMHOJIOTUYHH M Ja0OpaTOpHU TIIOKa3aTeid M CTaTUCTHYECKU
meronu. llocoyeHm ca W3MON3BaHMTE METOAM 3a HaOupane Ha uHPoOpManus, 3a
eMHUIEMHOJIOTMYCH aHallN3, CHEMaHe Ha aHaMHe3a W (pU3MKaleH Mperyiea, MUPoK Habop OT
KJIMHUKO-JIA00PaTOPHHU, MUKPOOMOJIIOTUYHN M UMYHOJIOTUYHU U3CIICABAHMUS.

Tpu rnaBu or pazzmena ,,CoOCTBEHM NPOYYBAHUA™ NPEACTABAT pPE3YIATATUTE OT
npoy4yBaHe Ha WHGOPMATHBHU JaOOpAaTOpPHM IMOKAa3aTelH, TPYHNUpPAaHU KaTo: JabopaTOpHH,
UMYHOJIOTHYHY, OMOMapKepu Ha Bb3MajeHue. Beska OT TiaBUTE 3aBbpIIBAa C 0000IICHHE Ha
NOJYyYeHUTE pe3ynraTH. B oThenHa rnaBa ca NHpeAcTaBeHM NpPOYYBaHMS Ha KOpeJaluHu Ha
KOHKPETHU PUCKOBM (hakTOpU M JaOOpaTOpHM MOKa3aTeld KOHKpeTHO ¢ Ouomapkepure |L-6,
hsCRP u D-dimer, kakTo u pojisita UM B XpOHUYHOTO Bh3MAJICHHUE.

Pesynrarure oOT ngucepTanMoHHUS TPyA ca TOAPOOHO oOChAeHHM Ha Oaszara Ha
CBIIECTBYBAIlM JaHHM, I[MOCOYEHH B JIUTEpaTypHus o0030p. B pesynarar Ha H3BBpIIEHUTE
U3CIeBaHMs, aHAJIM3U U 0000IIEHNs ca HalpaBeHH S BaXXKHU M3BOJIa OTHOCHO: 1. MAEHTUYHOCT
Ha JeMorpadckuTe U enuIeMUOJIOTHYHUTE XapaKTepUCTHKU Ha mpoyuBaHata HIV rpyna c te3u
IpY 3acerrHaraTa o0Ia HalMOHAIHA W €BPOIIeiiCKa TOIyJalys ¢ TeHISHINS 32 OKayBaHe Ha
BB3pACTTa, CEKCyaJeH IbT Ha BHPYCHA TPAHCMHUCHUS M KBCHO IPEJACTaBsSHE 3a JieueHue. 2.
[ToBeneHueckuTe XapakTepUCTHKU Ha cbBpeMeHHaTa HIV nmonynanus onocpeacTBaT HapylIeHUs
KOHTPOJI Ha XPOHHUYHUTE CBHCTOSIHUSA, II0-JIECCHOTO 3apa3siBaHe C Jpyrd HH(EKIHO3HU
NPUYMHUATENN ¥ O0IIO BIIOMIEHOTO Ka4ecTBO Ha JKMBOTA. 3. Hammie e nqocToBepHa AMHAMUKA B
CTOMHOCTHTE Ha HSAKOM Oa3MCHU J1abOpaTOpHU MoOKa3aTeldd B XoAa Ha mpoBexnaaHa ART. 4.
JluHaMuKaTa B MMYHOJIOTUYHOTO BB3CTAHOBSIBAHE € pa3jMyHa MpPU OTAETHUTE UMYHOJOTHYHU
nokasatemn (CD4", CD8" u TAXHOTO CHOTHONIEHHE) M Ce BIHA€ OT BH3PACTTa M HAYATHHUA
UMYHEH cTaTyc npu craptupane Ha ART. 5. YcraHoBeHuTe Kopenanuu Mexay OMoMapKepuTe

Ha xpoHnuHo Bw3nanenue (IL-6, hsCRP u D-dimer) m u3cnenBaHuTe KIMHHKO-IA0OpaTOPHH



IIOKa3aTeNu MOTBBPXKAABAT IOTCHLIMANa KM Karo HAAeXKIHO CPEACTBO 3a IO-TIPEIU3Ha
IIPOrHOCTUYHA OLICHKA Ha LSJIOCTHOTO CHCTOSHUE HAa CHbBPEMEHHMS INALIUEHT ¢ KOHTPOJIMpaHa
HIV undexuus.

Ha 6a3ata Ha U3BOOUTE OT JUCEPTAIMOHHHS TPYI JOKTOPAHTHT € (popmymupan 6
OPUTMHAJIHU TPUHOCH U 5 NPUHOCU C MOTBBPAUTENICH M HAYYHO-IIPHWIOKEH XapaKTep, KOUTO
npuemaM. Te ca cMUCIIOBO U (DAaKTOJIOTUYHO OOYCJIOBaHM OT MOJYYEHHUTE PE3yATaTH U TEXHUS
aHaJIN3.

[IpencraBenusT apropedepar e Hanucan Ha 55 crpanuny. Ceabpxa 47 ¢urypu u 17
TaOJIUIM, U3TOTBEH € ChbOOpPa3HO OOLIONPUETUTE IPABUIIA U OTPa3siBa pE3yATaTUTE, IPEICTABEHU
B JMCEPTALUOHHUSA TPYA.

B®B BpBb3Ka ¢ qUCepTalMOHHUS TPYJ TOKTOPAHTHT MPENCTaBs 3 MyOJIHKAllMA B HAyYHH
CIHCaHUs: JBE€ OT TAX ca B W3JaHuA, pedepupanu u uHaekcupanu B W0S. U B Tpure
nyonukanuu a-p [lakoB e mepBu aBrop. [locouenu ca u 3 yyactust B HaydHu GpopymHu 1Mo Temara
Ha JIOKTOpaHTypara.

Ot npecraBenara ot a-p IlakoB ABTOpCKa crnpaBKa 3a CbOTBETCTBHUE C MHHHMMAJIHUTE
HanuoHainHu u3uckBaHus 3a OHC ,,JlokTop® € BUAHO, Y€ JOKTOPAHTHT MMa M HAIXBbPII

MHWHUMAJIHHUTC U3MCKBAHU TOYKH I10 I'PYIIHU IOKA3AaTCIIN.

B 3akirouenue:

Yb6eneno cuutam, ye ¢ MpeACTaBEHUs TUCEpTAlMOHEH Tpyxd, A-p MBaiino IlakoB nokas3sa, ue
npUTekaBa HEOOXOJUMUTE KadyecTBa 3a MpuAoOMBaHE Ha oOpa3oBaTeqHaTa U HaydyHa CTEIEH
"nmoktop". ToBa Mu paBa ocHoBanue jna jgam IMOJIOKUTEJIHA PEHEH3USA 3a
muceprauuonHus tpyn Ha tema: ,, XPOHUYHO BB3INAJTEHUE U MMYHOJIOI'MYHO
BB3CTAHOBSIBAHE IIPU KOHTPOJIMPAHA HIV HH®EKILUS ” 3a npuckxnaHe Ha
oOpa3zoBarenlHa W Hay4Ha cTemneH ,,JIokTop” 1o Hay4yHaTta creuuamHocT ,,Mudbeknuosnu
6onectn’ Ha 1-p WBaitno [1akos.

Ha ocHoBaHue un. 59 or 33514

28 romm 2024 r. [Ipod. n-p A. PyceBa



To the Chairman of the Scientific Jury
according to order No. 1772/25.06.2024

of the Rector of MU-Pleven

REVIEW

by Prof. Dr. Adelaida Lazarova Ruseva, MD

Head of the Department "Clinical Laboratory, Clinical Immunology and Allergology”,
MU- Pleven,
Head of Clinical Laboratory, UMHAT "Dr. G. Stranski", Pleven

Internal member of a scientific jury for the defense of a dissertation work for the acquisition
of the Educational and Scientific Degree "Doctor" in the scientific specialty "Infectious
diseases" on the basis of order No. 1772/25.06.2024 of the Rector of the Medical University
of Pleven.

Topic: "CHRONIC INFLAMMATION AND IMMUNOLOGICAL RECOVERY
IN CONTROLLED HIV INFECTION".

Author: Dr. lvaylo Nikolaev Pakov, full-time doctoral student in the field of higher
education 7. Health care and sports, by professional direction 7.1. Medicine, in the department
of "Infectious diseases, epidemiology, parasitology and tropical medicine”, Faculty of Public

Health, MU Pleven, Research supervisor: Prof. Dr. Galya Gancheva, MD.

Brief introduction of the candidate:

Dr. lvaylo Pakov graduated in 2009 from the "Geo Milev" Mathematical High School,
Pleven. In the period 2009-2015, he received his higher education at Pleven Medical
University. Immediately after graduation, he began his internship at the Infectious Diseases
Clinic of the "Dr. G. Stranski” UMHAT, where he still works. Since April 2016, he has



acquired qualifications: Internal auditor and person managing audit programs. In 2018, he was
appointed as an assistant in Infectious Diseases at the "Infectious Diseases, Epidemiology,
Parasitology and Tropical Medicine" Department of the Faculty of Public Health, Pleven
Medical University. Conducts practical exercises on infectious diseases for students majoring
in "Medicine", 5th year - in Bulgarian and English language. Since the beginning of 2021 and
until now, he has been working as a consultant on Infectious Diseases at a medical facility and
Center for Sexual Health, created by the association "Health without Borders". Dr. Pakov has
been a specialist in infectious diseases since 2020, and since the beginning of 2024 he has
received a Master's qualification after higher education: "Health Manager”. Dr. Pakov has
participated in 2 intra-university projects, has 2 publications in scientific magazines,
referenced and indexed in databases with scientific information (only Scopus and WoS), 1
publication in a non-refereed journal with scientific review, 2 participations in scientific

forums abroad and 35 participation in Bulgaria.

Relevance of the topic of the dissertation:

HIV infection has been the subject of intensive research for 4 decades. Over 85
million infected so far and over 40 million lost their lives in the battle with the HIV virus and
its related complications, these are the results of its global spread. The application of a
combined strategy enables the modulation of the pandemic potential of the disease, reducing
the incidence of the disease as well as its associated complications and premature mortality.
At the same time, there is a tendency to increase over the years the time for registration and
initiation of modern antiretroviral therapy (ART). Late diagnosis and presentation for
treatment, as well as poor adherence to the necessary therapy, risk the emergence of resistant
mutations of the virus, worsening chronic inflammation and immunological dysfunction. In
this aspect, achieving optimal immunological recovery as well as balancing chronic
inflammation, as measured by appropriate laboratory biomarkers, appears to be a key point in
healthy aging with controlled HIV infection.

The clinical profile of persons living with HIV (PLWH) is shifting dynamically from
opportunistic HIV-related conditions to non-HIV-related non-infectious chronic diseases that
have been shown to be more common, with more potential complications, and occur about 10
years earlier compared to the general population. The observed chronic organ damage is
associated with a generalized state of inflammation, hypercoagulation and varying degrees of
immunological recovery, leading to possibly accelerated biological aging, ahead of

chronological age.



The changed needs of the patient over time necessitate the introduction of an
interdisciplinary approach in clinical-therapeutic management. In this aspect, the study of
different biomarkers in a diagnostic panel of PLWH with a view to a more detailed
interpretation of the patient's overall condition and evaluation of chronic inflammation as the
cause of the occurrence of certain clinical events, complications and possibly an accelerated

aging pattern, determine the actuality of the topic of this dissertation.

Structure and content of the dissertation:

The dissertation is presented on 220 pages, contains 63 figures and 17 tables. The
ratio between the individual parts is optimal: Introduction and 3 main sections. The first
section - a literature review, is presented on 35 pages, ending with key aspects determining
the own research. The second section - Own studies, contains 114 pages, begins with a clearly
formulated goal and ends with 5 tasks logically derived from the goal. The third section
contains 34 pages of discussion of the results; 5 conclusions from the completed five tasks; 11
contributions; 3 appendices and a bibliography with 149 titles included, 26 of them in
Cyrillic.

The literature review is detailed and comprehensive, structured well in 5 chapters,
referring to: 1. Dynamics in the number of CD4+, CD8+ and their ratio in the process of
immunological recovery. 2. The importance of late diagnosis and/or presentation for treatment
of people with HIV infection. 3. Biomarkers of chronic inflammation in long-term and
controlled HIV infection: Interleukin-6, High-sensitivity C-reactive protein and D-dimer, 4.
Features of HIV infection with advancing age and 5. Conclusions from the literature review,
determining the own studies. Of essential importance here is the established possibility that
individuals with persistently low CD4+ counts, high CD8+ counts and, respectively, a
severely disturbed CD4+ : CD8+ ratio, shorten the average life expectancy by nearly 30 years
due to an increased risk of serious adverse clinical events. Of all the biomarkers currently
studied, IL-6 emerged as sensitive, specific and associated with a number of clinical
laboratory parameters, hsCRP - as the most convenient, reproducible and cost-effective
screening method, and D-dimer - as a prognostic indicator for the occurrence of thrombotic
incidents.

At the beginning of the "Own studies™ section, the aim of the dissertation work is
clearly defined - "To study the nature of chronic inflammation and the degree of
immunological recovery in controlled HIV infection." The stated goal is achievable through

excellently formulated 5 tasks, determining the design of the study, namely: A prospective
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cohort study of demographic, anthropometric, epidemiologic parameters, behavioral risk
characteristics, and laboratory indicators and biomarkers of chronic inflammation in HIV-
positive patients. Data on the objects of the study are presented with great precision - 60 HIV-
positive persons from the Center for Monitoring and Treatment of HIV-positive Patients at the
Clinic for Infectious Diseases of UMHAT "Dr. G. Stranski”, Pleven and 30 HIV-negative
individuals (control group). The number of persons included in the target group is relatively
small, but the in-depth analyzes of the obtained results allow a reliable interpretation. The
inclusion criteria, the demographic -, anthropometric - , epidemiological - and laboratory
indicators and statistical methods used are also presented. The methods used for gathering
information, for epidemiological analysis, history taking and physical examination, a wide
range of clinical laboratory, microbiological and immunological studies are indicated.

Three chapters of the section "Own studies” present the results of a study of
informative laboratory indicators, grouped as: laboratory-, immunological- and inflammation
biomarkers. Each of the chapters ends with a summary of the obtained results. A separate
chapter presents studies of correlations of specific risk factors and laboratory indicators
specifically with the biomarkers 1L-6, hsCRP and D-dimer, as well as their role in chronic
inflammation.

The results of the dissertation work are discussed in detail on the basis of existing data
indicated in the literature review. As a result of the conducted research, analysis and
summaries, 5 important conclusions were drawn regarding: 1. identity of the demographic and
epidemiological characteristics of the studied HIV group with those of the affected general
national and European population with a tendency to increase in age, sexual route of viral
transmission and late presentation for treatment. 2. The behavioral characteristics of the
contemporary HIV population mediate impaired control of chronic conditions, easier infection
with other infectious agents and a generally deteriorated quality of life. 3. There is a reliable
dynamic in the values of some basic laboratory indicators during the course of ART. 4. The
dynamics of immunological recovery is different for individual immunological indicators
(CD4+, CD8+ and their ratio) and is influenced by age and initial immune status when
starting ART. 5. The established correlations between the biomarkers of chronic inflammation
(IL-6, hsCRP and D-dimer) and the studied clinical and laboratory indicators confirm their
potential as a reliable tool for a more accurate prognostic assessment of the overall condition
of the contemporary patient with controlled HIV infection.

Based on the conclusions of the dissertation, the doctoral student formulated 6

original contributions and 5 contributions of a confirmatory and scientific-applied nature,
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which | accept. They are meaningfully and factually conditioned by the obtained results and
their analysis.

The presented abstract is written on 55 pages. It contains 47 figures and 17 tables,
was prepared according to generally accepted rules and reflects the results presented in the
dissertation work.

In connection with the dissertation, the doctoral student presents 3 publications in
scientific journals: two of them are in editions, referenced and indexed in WoS. In all three
publications, Dr. Pakov is the first author. Also indicated are 3 participations in scientific
forums on the subject of the doctoral studies.

From the Author's report submitted by Dr. Pakov for compliance with the minimum
national requirements for the Educational and Scientific Degree "Doctor", it is clear that the

doctoral student has and exceeds the minimum required points by groups of indicators.

In conclusion:

| firmly believe that with the presented dissertation work, Dr. Ivaylo Pakov proves
that he possesses the necessary qualities to acquire the educational and scientific degree
"doctor"”. This gives me the reason to give a POSITIVE REVIEW for the dissertation work
on the topic: "CHRONIC INFLAMMATION AND IMMUNOLOGICAL RECOVERY IN
CONTROLLED HIV INFECTION" for awarding the educational and scientific degree

"Doctor" in the scientific specialty "Infectious Diseases" to Dr. Ivaylo Pakov.
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