o Ilpencenarens na Hay4Ho xkypu,
cbriacuo 3amosex Ne 1772/25.06.2024 r.
Ha Pextopa Ha MY-IlieBen

CTAHOBHUIIE
ot npod. a1-p Musena lumutpoBa Kapuesa, a.m.

kameopa ,, Hughexyuosnu 6onecmu, enudemuonozus, napazumoiocus u
mponuuecka meduyuna*“, Meouyuncku Ynueepcumem-Ilegen

Unen Ha Hay4HO )ypu 110 3anmoBea Ne 1772 ot 25.06.2024 .
Ha Pekropa Ha Menuuuncku YHuBepcureT-1LieBen

OTHOCHO: nponenypa 3a mnpunoouBane Ha OHC ,JlokTop®, ob6macT Ha BHCIIE
oOpa3zoBanue 7. 3apaBeona3BaHe u CopT, NpodecuoHanHo Hamnpasienue 7.1. Meaununa, no
JIOKTOpcka mporpama ,Mudeknuo3snun Oonectu B Kareapa ,Hubexkunoznun O6omnectu,
SIUICMHOJIOTHSI, TIAPa3UTOJIOTHSI W TpomHMyYecka MemuiuHa* kpM DakynreT ,,O0IIeCTBEHO
3apase” ipu MY-IlieseH.

HoxtopautsT A-p MBaiino Hukonaes [lakoB e npeactaBui Bcuuku npenasuaeHu B 3PAC u
[IpaBunHuKa 3a HEroBOTO mnpuioxeHue npu MVY-IIneBen ngokymeHTH, cbhoOpaseHu ¢
Ka4E€CTBEHUTE U KOJNYECTBEHUTE KPUTEPUH.

OBPA3OBAHUE U KBAJIM®UKALIUA

-p Ugaiino IlakoB e poxen Ha 19.03.1990 r. B rp. [IneBen. 3aBwpiiBa CpeTHOTO CU
obpazosanre B MI" ,,I'eco Munes* (2004-2009), a Bucmieto cu oOpa3oBaHue NpUI00HMBa B
MVY-IInesen (2009-2015). Ot 2015 r. 3amouBa TPYIOBUS CH CT@X B KJIMHUKA TI0
uHpekmo3Hn Oonectu. Ot 2018 1. ciaen KOHKYpC 3aeMa JIBKHOCTTa ACUCTEHT IO
nHpEKIMO3HN Oonectd KbM  Karenpa , JHQexknuo3Hn Oonectd, emuaAeMHUOJIOTHS,
napasurosorust u Tponudecka menunuHa“. Ilpes 2020 r. mpupoOuBa CHELUAIHOCT IO
Wudeknumo3nn OonecTH ciel yCHEemHO TMOJ0XeH abpkaBeH u3nuT. Ilpes 2024 r. ce
aUIIoMupa kato Maructep mo OOmiecTBeHo 37paBe U 3apaBeH MeHHKMBHT (2022-2024).
Ot 2021 r. no momeHnta a-p IlakoB pabotu kato KoHCynTaHT no WHdekuo3nu 6onectu B
HenTsp no cexkcyanno 3apase “CheckPoint — AUTI3I Enena bununmkuesa™ EOO/I. Ot 2023
r. pabotu karo nekap u ATTIIIUMII ,,[I-p E. Credanosa u J-p JI. Ilakosa®. IIpe3 2016 r.
nokrop [lakoB mpuaoOuBa KBanudukauus 3a BbTpemieH oguTop M JHUIlE, YNPaBISIBAIIO
nmporpaMute 3a oauT oT Chl03 Ha CHELUAINCTUTE MO KauecTBO B bbarapus. IIpes 2013 1. e
y4yacTBaj B MexyHapojeH npodecuoHaneH ooMeH B KimHMKa 10 MEUIIMHCKA TeHETHKA B
rp. bapu, Utanus. [I-p [lakoB e ¢ qoka3aHM KadecTBa 3a paboTa B €KUIl, OPTraHU3ALUOHHU U



AHATUTUYHA yYMEHHUs. MHoro mo0pe paboTH C KOMIIOTBPHU W codTyepHH mporpamu. JI-p
ITakoB Biazsiee aHIIMICKU, PYCKU ¥ UCIIAHCKU YYKJIU €3ULIU.

Cnc 3anoBen Ne 2741/04.11.2020 r. na Pexropa na MY -Ilnesen, a-p Mgaiino [1akos e
3a4iCIeH B JOKTOPaHTypa, 3axouHa ¢opma Ha oOydeHHE B JOKTOpCKa Iporpama Io
Wudexnuoznn 6onectu. Coe 3anmoBen Ne 487/ 14.02.2024 r. Ha Pekropa na MY-Ilnesen e
OTYMCJIEH C MPABO Ha 3alluTa.

AKTYAJIHOCT HA JUCEPTALIMOHHUA TPY [

[IpenocraBeHUAT MM JHCEPTALMOHEH TpyX Ha Tema: ,,XpOHUYHO BB3INAJICHUE U
MMYHOJIOTHYHO BB3CTaHOBsIBaHEe Npu KoHTponupana HIV umHpekuusa e akryanen npobiem
Mopajiv CIEIHUTE OOCTOSATENCTBA: OT OTKpHBaHeTo Ha XM B uHdexnusaTa B kpas Ha XX BeK U
CBBP3aHUTE C HEs YCJIOXHEHMsI, BOJCIIM 10 BUCOKA CMBPTHOCT, KbM HACTOSIIHMS MOMEHT
OnarozapeHue Ha ycnexa Ha aHTuperpoBupycHara tepanus XMWB undexkuusara e npuena
XPOHHUYEH XOJ Ha pa3BUTHE. BBB Bpb3Ka C TOBa Bb3HUKBAT HOBH NPEAU3BUKATEICTBA IPE]
OO0IIIECTBEHOTO 3/paBeola3BaHe — IMPOTUYAHE, XOJ U JEeYEHHE Ha XPOHUYHOTO Bb3MAJICHUE,
npoOJeMH, CBBP3aHM C TOKCHYHOCTTAa HA AaHTHPETPOBUpPYCHATa Tepamus, Bb3HUKBAHE H
pa3BUTHE HA XPOHUYHU HEWH(PEKIMO3HM 3a00isiBaHUsA, OOOCTpSHE Ha MPHUIPYKaBaIIX
XPOHUYHH HEMH(PEKIIMO3HN ChCTOSHHS, NKOHOMUYECKa TEXKECT 3a 3/IpaBeora3Hara CUCTEMa B
CTpaHaTa, COLMAJHU M ICHUXOJOTMYHMU MpoOJieMU NpU HanueHture, ocrapsasamu ¢ XMB.
OcobeHocTuTe B KIMHUYHOTO NMPOTHYAHE U EMUAEMHUOJIOIHITa Ha 3a00JI1BaHETO, CpeacTBaTa
3a JIeYEHHE M BB3MOXXKHOCTUTE 3a HNPOQHIAKTUKA 1€ MPOAB/DKABAT Ja BbIHYBAT
MEIULMHCKAaTa OOLIHOCT, ThPCEWKH OTTOBOPU Ha BBIIPOCUTE, CBBP3aHU C HErOBaTa €BOJIIOLIUS

CTPYKTYPA HA ITMCEPTAHIMOHHUA TPY [

JlMcepTalMOHHUAT TPYA € 0QOPMEH B CbOTBETCTBUE C HOPMAaTUBHUTE U3UCKBAHUS U €
npencraBeH Ha 220 cranmapTHU crpaHuny, oT kouto 200 ca camus tpyxn u 20 cTtpaHunu ca
npusioxkenus u ounonuorpadus. Onarnenex € cbe 17 tabnumu u 63 durypu. CTpyKTypupaH €
KaKTO CJIe/IBa: BbBEACHUE, TUTEPATypeH 0030p, COOCTBEHH NMPOYUBaHUs, OOCHKIaHE, U3BOIH,
MIPUHOCH, IPUJIOKEHUSI U OnOrorpadcka crpaBka.

Jlumepamypuusam o0630p, KOWTO € HamucaH Ha 36 cTpaHulM € (OKycHpaH KbM
npobiema, 3aJ0XeH B 3arjaBUeTO Ha HayyHHs Tpyd. Bogemm 3a pa3paboTBaHeTo Ha
JMCEepPTaLlMOHHUS TPY/l ca KJIIOYOBH MOMEHTH B 0030pa: J{nHamukara B 6post Ha CD4+, CD8+
u cpotHomenuero CD4+ : CD8+ B mporeca Ha UMyHOJIOTMYHO Bb3craHoBsiBaHe ([1aBa I),
3HaYeHHEeTO Ha KbCHOTO JMAarHOCTULIMPaHe W/WiK npeacTaBsHe 3a nedenue ¢ HIV undexuums
(I'masa I1), Buomapkepu Ha XpOHUYHO Bb3MAJECHUE NP ABJATOTOAMINIHA U KOHTpoaupaHa HIV
nnpexnus (I'masa I1I), Oco6enoctn Ha HIV undexnusara ¢ nanpeasane Ha Bu3pacrra (I'maBa
V), KirouoBu acnekTw Ha JMTEpaTypHHsS 0030p, OOyCHaBsId COOCTBEHHTE MPOYYBAHUS
(I'maa V). C mnocnennara rnaBa na-p [lakoB peanusupa mpexoma KbM COOCTBEHHTE
MPOYYBAHHUS.

L]enma Ha TUucepTallMOHHUSA TPYJL € ACHO U TOYHO (pOpMyJIMpaHa.

3a0auume OTroBapAT Ha NOCTaBeHaTa Iel U OQOpPMAT eTaluTe Ha peanu3anus Ha
Hay4HUs TPYA.



Huszatinbm Ha TpOydBaHETO € J00pe MOTHBHpPAH, upe3 IMpHjlaraHe Ha METOAM M
M3IIONI3BaHE HAa MaTepHald, KOUTO ca MOApOOHO oOmnHMcaHu. BKiroueHUTEe TapreTHa u
KOHTPOJIHA Irpylia U3CJIICABAHU JIMLd, KAKTO U KPUTCPUUTC 34 TCXHUSA HOI[60p, II03BOJJIABAT Ha
aBTOpa Aa NpUJIOKH aHAJIUTUYHH U CTATUCTUYCCKU MECTOJAU 3a JOKA3BAHC /U OTXBBPJIAHC
Ha paboTHAaTa XUIIOTE3A.

Pesynmamume cnenBar mpeIBapuTeNHO Halens3aHUTE 3amadd. le ca SCHH,
MHQOPMATHBHU W OHArJIe[eHH ¢ TaOnuiy U Qurypu. 3a JIECHO BB3NpUEMaHEe Ha IIMPOKHUS
Ha0Op M3cienBaHMs B JIBETE IPYIH JIMIA crioMara o0OOIIEHHETO Ha pe3ysTaTUTe B Kpas Ha
BCSIKO IIPOYYBaHE.

Obcvoicoanemo BKIIIOUBA aHAIM3 HA IOJYYEHUTE PE3YNTaTH U UHTEpIpETalus B
KOHTEKCTa Ha HAyYHH Pa3pabOTKU HA Uy)KJIECTPAaHHH aBTOPCKH KOJIEKTHBH.

H3600ume cHOTBETCTBAT HA IOIYUYCHUTE PE3YNITATH.

bubnruoepagpuama BxmouBa 149 nureparypHu U3TOUHUKA, 64% OT KOHTO OT
nocieanuTe S5 roaunu. V3non3sana e nurepatypa Ha Obirapcku (26) v Ha aHTIIMHACKU €3MK

(123).

INPUHOCHU HA JMCEPTALIMOHHMUA TPY ]

[Ipennoxxenure oT aBTOpa 6 OPUTHHAIHU MPUHOCH TOTBBPXKIIABAT aKTYATHOCTTa Ha
mpobiieMa M ca cepuo3Ha 3asBKAa Ha MO-HATATBHUIHU Pa3UIMpPEHU MpOy4YBaHHUS Ha Oas3aTa Ha
MpeaoKeHus: MyNTU(GAKTOPEH MOJAEN 3a aHajihu3 Ha HWMYHOJOTMYHOTO W KIMHUYHO
mpociensBaHe Ha nuna, octapssamy ¢ XMB. Pezyntatute oT npoy4BaHeTo Iie MOJMOMOTHAT
IUIAaHUpPAHE HA YOBEIIKM M MKOHOMHMYECKU pecypc 3a MmoaoOpsiBaHe KauecTBOTO HA >KMBOTA,
KaKTO M BB3MOKHOCTHTE 3a MPO(HIAKTHKA Ha YCIOKHEHUATA, BH3HUKBAIIKM B XOJa Ha
XpOHUYHATa UHPEKLHUS.

[IpuHOCHMTE ¢ TOTBBPAWUTEICH W HAYYHO-TIPHIIOKEH XapakTep 3aTBbPKIaBaT
SMUICMHUOJIOTHYHUTE XapaKTePUCTUKHN W TEHACHIIMH B pa3npocTpaHeHneTo Ha XMB, kouto
OTIpEICTISAT MOTUTHKUTE 32 MPOoQHIIaKTUKa U 60pOa chC 3a00IIBAHETO.

Hayunute pesyaratu oT pa3pabOTeHHsi TUCEPTALMOHEH TPYH ca MyOJIMKyBaHH B 3
BJIHOTEKCTOBH ITyOJIMKAIINY, JIBe OT KOUTO B pepepupanu u uHaekcupanu 6a3a nanuu (Web
of Science). Hayunu choOmieHus ca npeacraBeHu Ha 3 Gopyma, ¢ KOETO ca MOMyIspu3upaHu
pe3yaTratd OT wu3cieiBaHusTa. YacT OT wW3CieABaHHMATA Ca (DUHAHCHPAHH [0 HAyIHO-
W3CIEA0BATENCKU TPOEeKT B MY -I1neBeH.

3AKJIFOYEHUE

KommiiekcHaTa olieHKa Ha MPUIIOKEHATa TOKYMEHTAllMsd MU JaBa OCHOBaHHUE Ja JaM
CBOATA MOJIOKMTEIHA OLEHKA U J1a IIPErnopbyaM Ha YBa)KaEMOTO HAYYHO KypHU Ja IPUCHIAU
Ha 1-p MBaitno Huxonaes [lakoB oOpa3oBarenHara u HayyHa CcTereH ,,JloKkTop™.

23.07.2024 1. Wsroteun cranopume:Ha OCHOBaHuMe un. 59 or 33111

/mpod. 1-p Munena Kapuesa, 1.m./



To the Chairman of the Scientific Jury,
Appointed by Order No. 1772/25.06.2024
of Rector of the Medical University-Pleven

STATEMENT

from Prof. Dr. Milena Dimitrova Karcheva, MD
Department of **Infectious Diseases, Epidemiology, Parasitology and Tropical
Medicine', Medical University-Pleven
Member of the scientific jury under Order No. 1772 of 25.06.2024.
of the Rector of Medical University-Pleven

REGARDING: procedure for acquiring of scientific degree "Doctor", field of higher
education 7. Health care and sports, Professional direction 7.1. Medicine, in the
doctoral program “Infectious Diseases”, Department of "Infectious Diseases,
Epidemiology, Parasitology and Tropical Medicine", Faculty of Public Health, MU-
Pleven.

Dr. Ivaylo Nikolaev Pakov has submitted all the documents provided for in the
Law for the Development of the Academic Staff and the Rules for its application at
MU-Pleven documents, according to the qualitative and quantitative criteria.

EDUCATION AND QUALIFICATION

Dr. lvaylo Pakov was born on March 19, 1990 in Pleven. He completed his
secondary education at ,,Geo Milev* Mathematical High School (2004-2009), and
obtained his higher education at MU-Pleven (2009-2015). In 2015, he began his
internship in an infectious disease clinic. Since 2018, after a competition, he has held
the position of Assistant Professor of Infectious Diseases at the Department of
Infectious Diseases, Epidemiology, Parasitology and Tropical Medicine. On 2020, he
acquired a specialty in Infectious Diseases after successfully passing the state exam.
On 2024, he graduated as a Master of Public Health and Health Management (2022-
2024). On 2021 to the present, Dr. Pakov works as a consultant on Infectious Diseases
at the Center for Sexual Health "CheckPoint - AIPZG Elena Bilindzhieva"™ EOOD.
Since 2023, he has been working as a physician at "Dr. E. Stefanova and Dr. L.
Pakova" EOOD. On 2016, Dr. Pakov acquired the qualification of Internal Auditor and
person managing audit programs from the Union of Quality Specialists in Bulgaria. On
2013, he participated in an International Professional Exchange at the Medical
Genetics Clinic in Bari, Italy. Dr. Pakov has proven teamwork, organizational and



analytical skills. He works very well with computer and software programs. Dr. Pakov
is fluent in English, Russian and Spanish as foreign languages.

By Order No. 2741/04.11.2020 of the Rector of MU-Pleven, Dr. Ivaylo Pakov
is enrolled in doctoral studies, part-time form of study in a doctoral program in
Infectious Diseases. By Order No. 487/ 14.02.2024, the Rector of MU-Pleven was
assigned the right of defense.

RELEVANCE OF THE DISSERTATION

Dissertation work on the topic: "Chronic inflammation and immunological
recovery in controlled HIV infection” is a topical issue due to the following
circumstances: since the discovery of HIV infection at the end of the XX™ century and
its associated complications leading to high mortality, to the present time thanks to of
the success of antiretroviral therapy, HIV infection has adopted a chronic course of
development. In connection with this, new challenges to public health arise - course,
course and treatment of chronic inflammation, problems related to the toxicity of
antiretroviral therapy, occurrence and development of chronic non-infectious diseases,
exacerbation of accompanying chronic non-infectious conditions, economic burden on
the health care system in country, social and psychological problems in patients aging
with HIV. The peculiarities of the clinical course and epidemiology of the disease, the
means of treatment and the possibilities of prevention will continue to excite the
medical community, seeking answers to the questions related to its evolution.

STRUCTURE OF THE DISSERTATION

The dissertation work is designed in accordance with the regulatory
requirements and is presented on 220 standard pages, of which 200 are the work itself
and 20 pages are appendices and bibliography. Illustrated with 17 tables and 63
figures. It is structured as follows: introduction, literature review, own studies,
discussion, conclusions, contributions, appendices and bibliography.

The literature review, which is written on 36 pages, is focused on the problem
implied in the title of the scientific work. Leading to the development of the
dissertation work are key moments in the overview: The dynamics in the number of
CD4+, CD8+ and the CD4+ : CD8+ ratio in the process of immunological recovery
(Chapter I), The importance of late diagnosis and/or presentation for treatment of HIV
infection (Chapter 11 ), Biomarkers of chronic inflammation in long-term and
controlled HIV infection (Chapter I11), Features of HIV infection with advancing age
(Chapter 1V), Key aspects of the literature review that informed the own studies
(Chapter V). With the last chapter, Dr. Pakov realizes the transition to his own
research.

The purpose of the dissertation is clearly and precisely formulated.



The tasks correspond to the set goal and form the stages of realization of the
scientific work.

The study design is well motivated, applying methods and using materials that
are described in detail. The included target and control group of researched persons, as
well as the criteria for their selection, allow the author to apply analytical and
statistical methods to prove and/or reject the working hypothesis.

The results follow the predetermined tasks. They are clear, informative and
illustrated with tables and figures. A summary of the results at the end of each study
helps to easily understand the wide range of studies in both groups of individuals.

The discussion includes analysis of the obtained results and interpretation in the
context of scientific developments of foreign authors' collectives.

The conclusions correspond to the results obtained.

The bibliography includes 149 literary sources, 64% of which are from the last
5 years. Literature in Bulgarian (26) and in English (123) was used.

DISSERTATION CONTRIBUTIONS

The proposed author's 6 original contributions confirm the relevance of the
problem and are a serious request for further extended studies based on the proposed
multifactorial model for the analysis of immunological and clinical follow-up of
individuals aging with HIV. The results of the study will support the planning of
human and economic resources to improve the quality of life, as well as the
possibilities for the prevention of complications arising in the course of chronic
infection.

The contributions of a confirmatory and scientific-applied nature confirm the
epidemiological characteristics and trends in the spread of HIV, which determine the
policies for prevention and combating the disease.

The scientific results of the developed dissertation have been published in 3
full-text publications, two of which are in a referenced and indexed database (Web of
Science). Scientific reports have been presented at 3 forums, with which research
results have been popularized. Part of the research was funded by a scientific research
project at MU-Pleven.

CONCLUSION

The complex assessment of the attached documentation gives me the reason to
give my positive assessment and to recommend to the respected scientific jury to
award Dr. lvaylo Nikolaev Pakov the educational and scientific degree "Doctor".

23.07.2024 Prepared statement: Ha ocHoBaHme un. 59 or 33114
[Prof. Milena Karcheva, MD, PhD/



