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9T NATIONAL SCIENTIFIC CONFERENCE
ON HIV AND COINFECTIONS

November 28" and 29", 2025 Expo Hotel Sofia

Program

Day 1 Friday 28 November 2025

12:00 Welcome Coffee
13:00 Opening Words
Session 1
Co-Chairs Maria Nikolova and Ivailo Alexiev
13:15 Thefirst cases of HIV/AIDS in Bulgaria - fear, stigma, ignorance...

Radka Argirova
Acibadem City Clinic Tokuda Hospital, Sofia

13:30 HIV Infection in 2025: The Immunological Point of View
R. Emilova?, Y. Todorova?l, D. Vangelov?, R. Dimitrovaz, I. Aleksiev?, M. Nikolova!
INational Reference Laboratory for Immunology, NCIPD; 2National Reference Confirmatory
Laboratory of HIV, NCIPD

13:45 Cerebral Toxoplasmosis in a Patient with Advanced AIDS
P. Parusheval2, N. Dimitrov?, B. Bureval?, L. Manchev3, L. Pekoval,2
IClinic of Infectious Diseases, University Hospital "Prof. Dr. St. Kirkovich" AD; 2Dep. of Hygiene,
Epidemiology, Microbiology, Parasitology, Infectious Diseases, Faculty of Med., Thrakia
University; 3Clinic of Imaging, University Hosp. Prof. Dr. “St. Kirkovich” AD

14:00 Center for Monitoring and Therapy of People Living with HIV, Plovdiv — Characteristics,

Problems and Development

M. Stoycheva, |. Baltadjiev, P. Vasilev

Department of infectious diseases, parasitology and tropical medicine, MU-Plovdiv, Clinic of
infectious diseases and parasitology, UH “St George” Plovdiv

14:15

The HIV Viral Reservoir: What a Physician Should Know

Ivailo Alexiev! and Maria Nikolova?

INational Reference Confirmatory Laboratory of HIV, NCIPD; 2National Reference Laboratory
of Immunology, NCIPD

14:30

Satellite Symposium, Phoenix — GSK ,Effectiveness of Dovato (DTG/3TC)"
Tsetsa Doychinova; ,Data and Effectiveness of Dovato (DTG/3TC) —
Overview of Dovato Data“ Pavlina Parusheva

15:30

Coffee Break

16:00

Satellite Symposium ELTA 90

Session 2
Co-Chairs P. Parusheva and Ts. Doichinova

16:45

Case of Vit B12 Deficiency Megaloblastic Anemia in an HIV-Positive Patient with an
Aortic Aneurysm

D. Strashimirov, D. Ivanov, R. Grozdeva, D. Chengolova, S. Mircheva, E. Penchev, N.
Yancheva

Department of Acquired Immune Deficiency, "Prof. Ivan Kirov" Specialized Hospital for
Infectious and Parasitic Diseases, Sofia.




17:00

Residual Immune Activation and Inflammation Under Well-Controlled HIV-1 Infection

R. Grozdeval?, D. Ivanov!?, D. Strashimirov!?, E. Penchev!?, S. Mihailova3, M. Nikolova?, Y.
Todorova4, I. Alexiev®, L. Grigorova®, E. Naseva®, N. Yancheva-Petrova'?

1Department of Infectious Diseases, Parasitology and Tropical Medicine, Medical University
Sofia, Sofia, Bulgaria; 2Department of HIV/AIDS, Specialized Hospital for Active Treatment of
Infectious and Parasitic Diseases “Prof. lvan Kirov”, Sofia, Bulgaria; 3Central Laboratory of
Clinical Immunology, University Hospital Alexandrovska, Sofia, Bulgaria; “National Reference
Laboratory of Immunology, NCIPD; °National Reference Confirmatory Laboratory of HIV,
NCIPD; ®Department of Health Economics, Faculty of Public Health “Prof. Tsekomir
Vodenicharov, MD, DSc”, Medical University of Sofia, Sofia, Bulgaria

17:15

Cytokine Profiles of Peripheral Mononuclear Cells from HIV+ Individuals with Different
Responses to Antiretroviral Therapy

Radoslava Emiloval, Yana Todoroval, Damian Vangelov?, Ivailo Alexiev?, Reneta Dimitrova?,
Lyubomira Grigorova?, Nina Yancheva?, Maria Nikolova?®

INational Reference Laboratory of Immunology, NCIPD, Sofia; 2National Reference
Confirmatory Laboratory of HIV, NCIPD, Sofia; 3Department of Infectious Diseases,
Parasitology and Tropical Medicine, MU-Sofia SBALIPB "Prof. Ivan Kirov" EAD, Sofia

17:30

Current Status and Trends in the Prevalence of Syphilis, Gonorrhea, and Urogenital
Chlamydial Infection

I. Philipoval, V. Milanoval, E. Birindjieva2, D. Vangelov?, R. Dimitrova?, A. Partsuneva*, V.
Levterova®

INRL STIs, NCIPD; 2CheckPoint Sofia, Center for Sexual Health; 3NRL for Immunology,
NCIPD; “National Reference and Confirmation Laboratory for HIV, NCIPD; >NRL for Molecular
Microbiology, NCIPD

17:45

People Living with HIV-1 Infection Associated with Injection Drug Use

Reneta Dimitroval, Aleksandra Partsuneval, Asya Kostadinoval, Anna Gancheval,
Radoslava Emilova?, Yana Todorova2, Damian VangelovZ, Maria Nikolova?, Ivailo Alexiev!
INational Reference Confirmatory Laboratory of HIV, NCIPD, Sofia; 2National Reference
Laboratory of Immunology, NCIPD, Sofia

18:00

Discussion

18:15

Working dinner

Day 2 Saturday 29 November 2025

Special Session 3 Meet the expert
Co-Chairs lvailo Alexiev and Simona Paraschiv

09:00 What's new in WHO HIV guidelines?
Viatcheslav Grankov
WHO EURO
09:15 Crossing Borders, Confronting HIV: Health Equity for Migrants and Refugees
Viatcheslav Grankov
WHO EURO
09:30 40 years of community-based HIV testing in Slovenia: achievements and challenges
Mario Poljak
Institute of Microbiology and Immunology, Faculty of Medicine, University of Ljubljana, Slovenia
09:45 Community-based HIV testing for men who have sex with men in Slovenia: results of
testing from 2009 to 2025
Katja Semet?, Jana Mlakar!, Dino Sarec?, Maja M. Lunar?, Sebastjan Sitar?, Mitja Cosi¢2, Mario
Poljak?!
linstitute of Microbiology and Immunology, Faculty of Medicine, University of Ljubljana,
Slovenia; ?Drustvo kulturno informacijsko in svetovalno sredi§¢e Legebitra, Ljubljana, Slovenia
10:00 Satellite Symposium, MSD “The Need for Gender-Neutral Vaccination
Against Certain HPV-Related Cancers and Other Diseases” Nina Yancheva
10:45 Coffee Break
11:15 Satellite Symposium, Diahem ,Geenius: Redefining HIV Confirmation — A

Game-Changer” Katarzyna Malesa




Special Session 4 Meet the expert
Chair Mario Poljak and Katja Seme

11:45 Transmission clusters, resistance to antiretroviral drugs and molecular epidemiology of
HIV in Croatia: recent trends
Snjezana Zidovec Lepej, Ana Planini¢
University Hospital for Infectious Diseases ,Dr. Fran Mihaljevi¢®, Zagreb, Croatia

12:00 Current epidemiological drivers of HIV-1 epidemics in Romania: a molecular
phylogenetic analysis
Simona Paraschiv?, Leontina Banica® 2, Robert Hohan?, lonelia Nicolae?, Raluca Patrascu'?
and Dan Otelea!
INational Institute of Infectious Diseases “Matei Bals”, Bucharest, Romania; 2Faculty of
Medicine and Pharmacy “Carol Davila”, Bucharest, Romania

12:15 A review of 2025 updated list of mutations associated with resistance to antiretroviral
drugs: implications for real-world clinical practice
Snjezana Zidovec Lepej
University Hospital for Infectious Diseases ,Dr. Fran Mihaljevi¢“, Zagreb, Croatia

12:30 Lunch

13:30 Satellite Symposium, Bulmar ML
Special Session 5 Meet the expert
Chair Nina Yancheva-Petrova and Petar Vasilev

14:00 Tracing the Growing Trend of HIV-1 subtype A Epidemic in Serbia: a Phylodynamic
Perspective
Marina Siljict, Valentina Cirkovic?, Luka Jovanovic3, Marija Sukal, Dubravka Salemovic®,
Ivana Gmizic®, lvana Pesic Pavlovic4, Jovan Ranin,> and Maja Stanojevic!
IFaculty of Medicine, Institute of Microbiology and Immunology, Department of Virology,
University of Belgrade, Dr Subotica Street, 11000 Belgrade, Serbia; 2Group for Medical
Entomology, Centre of Excellence for Food and Vector Borne Zoonoses, Institute for Medical
Research, University of Belgrade, 11000 Belgrade, Serbia; SInstitute for Oncology and
Radiology of Serbia, Belgrade, Serbia; #Virology Laboratory, Microbiology Department, Clinical
Center Serbia, Belgrade, Serbia; 5Clinic for Infectious and Tropical Diseases, University Clinical
Center of Serbia, Belgrade, Serbia

14:15 Transmission Characteristics and Subtype Diversity of HIV-1 Epidemic in Montenegro:
Phylogenetic Evidence of Increasing Subtype A Epidemic
S. Dragas?, M. Siljic?, V. Cirkovic3, L. Jovanovic*, M. Suka?, M. Nikolict, B. Dupanovic!, M.
Stanojevic?
1Clinic for Infectious diseases, Clinical Centre, Podgorica, Montenegro; 2University of Belgrade,
Faculty of Medicine, Institute of Microbiology and Immunology, Belgrade, Serbia; 3Group of
Medical Entomology, Centre of Excellence for Food and Vector Borne Zoonoses, Institute for
Medical Research, University of Belgrade, Belgrade, Serbia; “Institute for Oncology and
Radiology, Belgrade, Serbia

14:30 Discussion
Session 6
Co-Chairs R. Grozdeva and R. Emilova

14:45 Gut microbiota and persistent immune activation in people living with HIV
Nina Stoyanova Yancheva-Petrova
Department of Infectious Diseases, Parasitology and Tropical Medicine, MU-Sofia
SBALIPB "Prof. Ivan Kirov" EAD, Sofia

15:00 Dynamics of Newly Diagnosed and Restarted HIV Patients in The Plovdiv Region:

Molecular-Epidemiological Characteristics and Therapeutic Response (2018-2024)
Petar Vasilev!?, lvan Baltadzhiev!?, Antonina Dineva!, Petya Gardzheva3®+, Ivailo Alexiev®,
Mariyana Stoycheva®

1Clinic for Infectious Diseases and Parasitology, University Hospital "St. George" — Plovdiv;
2Department of Infectious Diseases, Parasitology and Tropical Medicine, Medical Faculty,
Medical University —Plovdiv; 3Laboratory of Microbiology, University Hospital "St George" —
Plovdiv; “Department of Medical Microbiology and Immunology ,Prof. Dr. Elissay YaneV’,
Faculty of Pharmacy, Medical University Plovdiv; 5National Reference Laboratory of HIV,
National Center of Infectious and Parasitic Diseases, Sofia, Bulgaria; éDepartment of Science
and Research, Medical University Plovdiv




15:15 Life Expectancy in People with HIV Infection — Clinical Cases from the Specialized Center
for HIV/AIDS Treatment in Plovdiv
Petya Argiroval, lvan Baltadzhiev!2, Mariyana Stoycheva?!
1Department of Infectious Diseases, Parasitology and Tropical Medicine, Medical University of
Plovdiv; 2Clinic of Infectious Diseases, University Hospital "St. George" Plovdiv

15:30 Analysis of Circulating Genetic Variants of Monkeypox Virus in Bulgaria — Initial Data
St. Krumova?, Iv. Trifonova?, D. Ivanov34, R. Stefanoval, L. Veleval, N. Yancheva34, I.
Christoval?
INRL "Measles, Mumps, Rubella", Department of Virology, NCIPD; 2NRL Influenza and ARI,
Department of Virology, National Center for Infectious and Parasitic Diseases — Sofia;
SDepartment for AIDS, SHATIPD Prof. Ivan Kirov, Sofia; “Department of Infectious Diseases,
Parasitology and Tropical Medicine, Medical University — Sofia

15:45 Coffee Break
Session 7
Co-Chairs E. Pentchev and D. Vangelov

16:15 Follow-up of Phenotypic and Metabolic Characteristics of CD4 and CD8 lymphocytes of
HIV+ “Elite Controller”
D. Vangelov!, R. Emiloval, Y. Todoroval, S. Blazheva?, |. Alexiev3, |. Ognyanova*, E.
Smirnova?*, M. Nikoloval, T. Doichinova*
INational Reference Laboratory of Immunology, NCIPD, Sofia; 2Clinical Immunology
Laboratory, University Hospital ,prof. G. Stranski“, Pleven; 3National Reference Confirmatory
Laboratory of HIV, NCIPD, Sofia; “Infectious Disease Clinic, University Hospital ,prof. G.
Stranski“, Pleven

16:30 Prevalence and Characteristics of Sexually Transmitted Infections in People Living with
HIV in Bulgaria: A Preliminary Study
D. Ivanov*?, K. Ivanova3®, D. Strashimirov'?, E. Pentchev', A. Timchev', R. Grozdeva'?, N.
Yancheva-Petrova'?
1Department of Acquired Immunodeficiency, SBALIPB “Prof. Ivan Kirov”’; 2Department of
Infectious Diseases, Parasitology and Tropical Medicine, MU-Sofia; 3Virology Laboratory,
SBALIPB “Prof. Ivan Kirov”

16:45 Options and Approaches in Drug Resistance to Integrase Inhibitors, Illustrated by a
Clinical Case of a 2-Year-Old Child Living with HIV
E. Pentchev?, D. Strashimirov2, D. Ivanovl?, A. Timchev?, S. Mircheval, D. Chengoloval, I.
Aleksiev3, A. Partsuneva3, M. Nikolova?#, |. Pakov®, T. Doichinova®, N. Yancheval?
1Department of Acquired Immune Deficiency, SHATIPD, “prof. lvan Kirov”, Sofia; 2Department
of Infectious Diseases, Parasitology and Tropical Medicine, Medical University — Sofia;
SNational Reference Confirmatory Laboratory of HIV, NCIPD; “National Reference Laboratory
of Immunology, NCIPD, Sofia, Bulgaria; *Infectious Diseases Clinic at UMHAT "Dr. G. Stranski"
— Pleven

17:00 The Epidemiological Pattern of Hepatitis D Virus Antibody-Positive HIV-Positive
Patients: Preliminary Study
E. Golkocheva-Markova?, D. Ivanov23, D. Strashimirov?2, Ch. Ismailoval, V. Yoncheva?!, T.
Tenev!, N. Yancheva-Petrova?3
INRL of Hepatitis viruses, National Center of Infectious and Parasitic Diseases, Department of
Virology, Sofia; 2Department for acquired immune deficiency, Specialized Hospital for
Treatment of Infectious and Parasitic Diseases ,Prof. lvan Kirov*, Sofia; 3Department for
Infectious Diseases, Parasitology and Tropical Medicine, Medical University of Sofia

17:15 Assessment of the Distribution of Hepatitis C in HIV Seropositive Patients Due to Their
Transmission Groups (2018 — 2025)
V. lontcheval, Ch. Ismailoval, T. Tenev?, E. Markoval, R. Dimitrova?, |. Aleksiev?
INRL “Hepatitis viruses”, NCIPD, Sofia; ?National Reference Confirmatory Laboratory of HIV,
NCIPD

17:30 Animal Adapted Species of M. Tuberculosis Complex and Their Distribution in Bulgaria
S. Yordanoval, Y. Atanasoval, A. Baykoval, E. Bachiyska?!, S. Yordanov?, M. Evtimov?
INational Center of Infectious and Parasitic Diseases, Department of Microbiology, National
Reference Laboratory of tuberculosis; ?University hospital “St.Georgi”, Plovdiv

17:45 Discussion and closing remarks

18:00 Working dinner




HIV UHOEKHUUATA IIPE3 2025 OT UMYHOJIOI'NYHA T'JIEJHA TOYKA
P. EmuiioBal, 5. TonopOBal, . Banrenos?, P. I[HMI/ITpOBaZ, U. Anexcues’, M. HukoJioBa®

'Hayuonanna pegpepenmmua nabopamopus no Hwynonozus, HI[3ITE, Coghus
2 Hayuonanna pegpepenmua nabopamopus no Umynonozus, HI[3I15

bnarogapenue Ha nocieoBarenHaTa CH Abp)KaBHA MOJIUTHKA, bharapus octaBa cTpaHa ¢ HUCKA
npeBasienTHOCT Ha HIV undexuus B EBpona. Hag 99% ot perucrpupanure B cieniuaain3upaHuTe
OTHeNeHus Ha cTpaHara xopa, xuBeemn c XHWB (XOKXVB) mnosydaBar cbhBpeMeHHa
anTuperpoBupycHa Tepanus (APT) , unaro eexr ce mpocienssa.

Kem 1.10.2025 r. ca usBbpmieHn 3804 HMMyHOJOTMYHM M3CIIE€IBAaHUSA, KaTO BCEKH OT
PErUCTPUPAHUTE € U3CIIEeIBaH Hal-MaJIKO eJHOKpaTHO. OT JeKyBaHUTE HEMPEKbCHATO MOBEYE OT
1 rox., 88% ca ¢ Bp3craHoBeH abcomoreH Opoit Ha CD4 knetkute (CD4AC >350), Ho camo mpu
47% cvotHomennero CD4/CD8 - mapkep Ha MPOABIKABAII0 HIMYHHO Bb3IajeHHe, € HopMma ( >
0.9). IIpe3 2025 r. koxoprara nauueHTn Ha APT e Ha cpeana Bb3pact 44 r., karo 28% ca Hag 50
I. Bb3pacT, a 39% ca nonyuasanu APT nan 10 r. ['ogumausT 6poit Ha HoBoOoTKpuTH Juia ¢ XVB
OCTaBa OTHOCHUTEJIHO MOCTOSIHEH Ipe3 nociennute roauuu: a0 1.10.2025 ca peructpupanu 230
HOBHU ciyyas (¢/y 212 3a 2024 r.) [TocToSSHHO BUCOK € U A€TBT HAa KbCHO OTKPUTH ManueHTu: 57%
ca o ¢ CD4AC<350 u 32% - ¢ CDAC<200.

B 3aknrodenue, BhIIpekd CTAOMITHUTE €MUIEMHOJIOTHYHU MTOKA3aTeNH, CIIPaBsIHETO ¢ Mpobdiema
XWB u3ucKBa CHEIIHN MEPKH 3a MPEBEHIUS M CBOEBPEMEHHO OTKPHBAHE HAa MH(EKTHPAHHUTE
muna. Ot Jpyra crpaHa, HapacTBAlIMAT s Ha Xopara, KouTo octapssar ¢ XMB, namara
BBBEXKJAHETO HAa HOBM IIapaMETpPH 3a OLIEHKAa Ha HMYHHMSI CTaryc, IEpPCOHAIM3UPAHU
TEparneBTUYHU PEKUMHU U KOMIUIEKCHU T'PHXKHU 32 IPOo(UIaKTHKa HA BH3PACTOBO OO0YCIOBEHHUTE
KOMOPOUHOCTH.

bnazooapnocmu: Tosa npoyusane e ocvyecmeeno ¢ nookpenama na HII 3a npesenyus na XUB
u CIIM 2021 — 2025 u upe3 nookpenama Hna Ilpoexm , Llenmvp 3a Komnemenmuocm
,, Dynoamenmantu, mpanciupawjy u KIUHUYHU U3CTe08aHUs 6 oblacmma Ha uHpexkyuume u
unghexyuosnama umynonoaus ", punancupan no Ilpoepama "Hayunu uzcrnedsanus, unosayuu u
oueumanuzayus 3a unmenucenmua mpauncgopmayus 2021-2027"  Jlocosop Ne: BG16RFPR002-
1.014-0017-C01

HIV INFECTION IN 2025 : THE IMMUNOLOGICAL POINT OF VIEW

R. Emiloval, Y. Todoroval, D. Vangelov?, R. Dimitroval, I. Aleksiev?, M. Nikoloval

INational Reference Laboratory for Immunology, National Center for Imnmunology, Sofia
2National Reference HIV Confirmation Laboratory, National Center for HIV/AIDS, Sofia

Thanks to a consistent state policy, Bulgaria remains a country with low prevalence of HIV
infection in Europe. Over 99% of people living with HIV (PLHIV) registered in the specialized
wards receive contemporary antiretroviral therapy (ART), the effect of which is closely monitored.
As of 1.10.2025, 3804 immunological tests have been performed, with each of the registered being
tested at least once. Of those treated continuously for more than 1 year, 88% had a restored absolute
CD4 cell count (CD4AC >350), but only in 47% the CD4/CD8 ratio, a marker of ongoing immune
inflammation, was above the lower reference limit ( > 0.9). The mean age of the ART+cohort in
2025 was 44 years, 28% were over 50 years of age, and 39% have received ART for over 10 years.
The annual number of newly diagnosed HIV cases has remained relatively constant in recent years:



as of 1.10.2025, 230 new cases were registered (vs. 212 in 2024). The proportion of late diagnoses
has also remained high: 57% had CD4AC<350 and 32% - CDAC<200.

In conclusion, despite the stable epidemiological indicators, addressing the issue of HIV requires
urgent measures for prevention, and timely detection of infected individuals. On the other hand,
the increasing proportion of people aging with HIV compels the introduction of new immune
monitoring parameters, personalized therapeutic regimens and comprehensive care for prevention
of age-related comorbidities.

Acknowledgements: This study was carried out with the support of the National Programme for
Prevention of HIV and STI, 2021 — 2025 and also by Project “CENTER OF COMPETENCE
“FUNDAMENTAL, TRANSLATIONAL AND CLINICAL INVESTIGATIONS ON INFECTIONS
AND IMMUNITY “, funded by Programme "Scientific Research, Innovation, and Digitalization
for Intelligent Transformation 2021-2027" Contract No BG16RFPR002-1.014-0017-C01

HEPEBPAJIHA TOKCOIVIAZMO3A IIPU TAIHUEHT C PA3I'BPHAT CIIMH

I1. HapymeBal*z, H. I[I/IMI/ITpOBl, b. EypeBal'z, JI. Manueg®, JI. ITexoBa®?

Kaunuxa no ungexyuosnu 6onecmu, YMBAJI ,, IIpog. I-p Cm. Kupxosuu “AJ]
2Kamedpa Xuzuena, enudemuono2us, MUKpobuoio2us, napasumono2us, ungpexyuosuu 6onecmu kom Meduyuncku
¢paxynmem, Tpaxuticku ynueepcumem
SKnunuxa no obpasna ouaznocmuxa, YMBAJI ,, Ilpog. J-p Cm. Kupxosuy “AJ]

Kuarouosu nymu: HIV, CIIMH, Tokcomnasmosa

BbBenenne

Tokcorazmo3aTa € ONOPTIOHUCTUYHA HHQEKIUS, NPUYMHEHA OT BbTPEKJIEThUHHUS Iapa3uT
Toxoplasma gondii u e 4ecra mpuuMHa 3a 3acsiraHe Ha LIEHTpaJHATa HEPBHA CHCTEMa IPH
MMYHOKOMIIPOMETHPAHHU JIMIIA, OCOOEHO IMpPH TE3U C HEJIEeKyBaH BHUPYC Ha YOBEIIKAaTa MMYHHa
HE/IOCTaThbUHOCT WJIM pasrbpHAT CHHJIPOM Ha MNpUA0OMTa UMYyHHA HEJOCTaThYHOCT, 0e3
noaxojsauia npoduiaktuka. Toxcomnazmozara Ha IHHC npu HIV-undextupanu namnuentu
OOMKHOBEHO € yCJIO)KHEHHUE Ha HampeaHanara ¢gas3a Ha 3a00IsBaHETO.

Kinnuden coayyait

[Tanment Ha 31 roguuu e xocnuranuiupan B Knuauka no uHpekmosnu donectu kbM Y MBAJT
“TIpod. Ct. Kupkosuu” A/l - Crapa 3aropa mecen tonu 2025r., ciaell YCTaHOBEH MOJI0XKHUTEIEH
pesynarat 3a HIV undexnus. OnnakBaHusiTa Aatupar OT JBa Mecela — OTCiadBaHe Ha TErJo,
Kanumna u Jek 3aayx. Ot nabopaTopHUTE ¥ MUKPOOUMOIOTMYHHU M3CIIEBAHUS € C JaHHU 3a
pasrbprar  CIIMH - crammit C3. Ilopagm wu3siBa Ha JAUCKPETHA HEBPOJIOTMYHA
CUMITOMAaTHKa/IE30pUEHTAIHS, T1aBO0ONE, TPEMOP HA TOHHM KpaltHUIIM/ MO BpeMe Ha IbpBaTa
ceIMHIIa OT TMPEecToss ca ochllecTBeHUM oOpa3Hu wuscienBanus — KT Ha riiaBeH MO3bBK ¢
WHTPABEHO3HO KOHTPACTHO YCUJIBAHE, MOKAa3BalllM OKPBIJICHU JIE3UM B MO3BUHHUS MApPEHXUM,
CYCIIEKTHH 3a mepedpaiina Tokcoruiazmosa. PCR ot mukBop € oTpuiiareneH, HaTUIHU ca aHTUTENA
B cepyMa ot kiac IgG. CrapTupana € eTHOJIOTHYHA Teparus, ¢ J00po MOBIUsSBaHE Ha OOIIOTO
ChCTOSIHUE, KOHTPOJIHUTE JIaOOpaTOpHU U 00pa3HU pe3ynTaTH. HeBposornunara cuMnromaTuka
KbM MOMEHTA Ha JI€XOCMUTANIM3AlUATa € HETaTUBU3MpaHa.

HU3Boau
[lepeOpannaTa TOKcCOMJIa3MO3a Ce MposBsBa € riaBoOosine, OObpPKBaHE, JieTaprusi U ApPYru
Hecneun(pUIHN HEBPOJIOTHYHU CUMIITOMH, KOTO MOXe Jla 3aTPYHM JHarHo3ara.



06pa3HI/ITe HU3CJICABaHUA B peaula Cliydau Ca CAMHCTBCHUTC, KOMUTO MOrar naa IIOCTaBAT
JMarHo3ara nopajay HaJIMIueTO Ha eHA WK MoBeYe Crenn(UIHY JIC3UH B IICHTpAIHATA HEPBHA
cucTeMa.

3a0aBeHOTO pa3o3HABAHE U JICYCHUE MOXKE J1a IOBEJC 10 TEXKKH YCIOKHCHUS, BKIFOUUTEIHO
(aTajyeH u3xXo/.

CEREBRAL TOXOPLASMOSIS IN A PATIENT WITH ADVANCED AIDS

P. Parusheval?, N. Dimitrov!, B. Bureval?, L. Manchev?, L. Pekoval?

IClinic of Infectious Diseases, University Hospital "Prof. Dr. St. Kirkovich" AD
2Department of Hygiene, Epidemiology, Microbiology, Parasitology, Infectious Diseases, Faculty of Medicine,
Thrakia University
SClinic of Imaging, University Hospital "Prof. Dr. St. Kirkovich AD

Keywords: HIV, AIDS, toxoplasmosis

Introduction

Toxoplasmosis is an opportunistic infection caused by the intracellular parasite Toxoplasma gondii
and is a common cause of central nervous system involvement in immunocompromised
individuals, especially in those with untreated human immunodeficiency virus or advanced
acquired AIDS, without appropriate prophylaxis. CNS toxoplasmosis in HIV-infected patients is
usually a complication of the advanced phase of the disease.

Clinical case

A 31-year-old male patient was hospitalized in the Clinic of Infectious Diseases at the University
Hospital "Prof. St. Kirkovich" AD - Stara Zagora in July 2025, after a positive result for HIV
infection. The complaints are for two months - weight loss, cough and mild shortness of breath.
Laboratory and microbiological tests showed advanced AIDS - stage C3. Due to the appearance
of discrete neurological symptoms/disorientation, headache, tremor of the extremities/during the
first week of the stay, imaging studies were performed - CT of the brain with intravenous contrast
enhancement, showing rounded lesions in the brain parenchyma, suspicious for cerebral
toxoplasmosis. PCR from cerebrospinal fluid was negative, 1gG class antibodies were present in
the serum. Etiological therapy was initiated, with a good response to the general condition, control
laboratory and imaging results. Neurological symptoms at the time of discharge were negative.

Conclusions

Cerebral toxoplasmosis manifests with headache, confusion, lethargy and other nonspecific
neurological symptoms, which can complicate the diagnosis.

Imaging studies in many cases are the only ones that can make the diagnosis due to the presence
of one or more specific lesions in the central nervous system.

Delayed recognition and treatment can lead to severe complications, including fatal outcome.



HEHTHP 3A MOHUTOPUHT U TEPAIIUA HA XOPA KUBEEIIIA C XUB,
IVIOBAUB — XAPAKTEPUCTHUKU, TPOBJIEMU U PA3SBUTUE

M. CroiiueBal, . Banramxues?, I1. Bacuies'?

! Kameopa no ungexyuosnu 6onecmu, napasumonozus u mponuiecka meouyuna, MY-ITnosoue
2 Knunuxa no ungexyuosnu bonecmu u napasumonoausi, YMFBAJI ,, Ce I'eopeu *, I1lnogous

KuarouoBun aymu: xopa xuseemn ¢ XVB, kbCHO mnpencrasdiu ce, HENPUAbPKAHE KbM
aHTUPETPOBUPYCHATA T€paIMs

LleHTHpBT 32 MOHUTOPHHT M JiedeHue Ha xopa xuBeeny ¢ XMB (XKX) kpm MHpeknnoznara
kiuHuka, YMBAIJL ,,Cs. I'eopru‘ B IlnoBaus € otkput Ha 29.11.2005 . 1 KaKTO LIEHTPOBETE B
CBAJIAIIb “TIpod UBan Kupos” Codus u ,,CB. Mapuna“ Bapna e obopynBan mo [Iporpama
,IIpeBennus u koHTpos Ha XMB/CITMH® c¢he cpencrBara Ha [obanaus dourx 3a 6opba cperry
CIINH, Tybepkymno3a u manapusi. MeAUIIMHCKUAT IepcoHa, paboTell B LIEHTHPa, ChILO € 00yueH
o yinHus Ha [Iporpamara.

CratusiTa € peTpoCHeKIns Ha T U3BbPBAH OT Ch3AABAHETO Ha LIEHTHpa 110 AHec. [Ipeacrassat
ce crnemuduuHUTE JgeMOrpad)CKH, ETHUYCCKH, COIMAIHM Xapakrepuctukum Ha XOKX
MOHHUTOPUpPAHU B IEHTHpPA, TPAHCMUCHUBHUTE KATETOPHH, MPHUAPYXKaBallUuTe WH(GEKIHO3HU U
HEMH(EKIIMO3HU O0JECTH MPOU3TUYANIMTUTE CICHU(PUYHU MPOOJIEMU M OMUTHUTE 32 TAXHOTO
pemaBane. CofieNiAT ce JaHHU 32 YECTOTaTa Ha KbCHO MPECTaBsHE, HeMPUIbPiKaHe/ IPeKbCBaHEe
Ha aHTH PETPOBUPYCHATA Tepamus, JIMICAaTa Ha MYITHAUCHUIUIMHAPHUA C€KUIM aHTAXUPaHU B
rpmwxka 3a XOKX, crurmara u nuckpumuHanusta. [lpeamarar ce Mepku 3a pelllaBaHE Ha
neuHUPAHUTE TTPOOTIEMHU.

CENTER FOR MONITORING AND THERAPY OF PEOPLE LIVING WITH HIV,
PLOVDIV - CHARACTERISTICS, PROBLEMS AND DEVELOPMENT

M. Stoycheval, I. Baltadjiev!?, P. Vasilev!?

! Department of infectious diseases, parasitology and tropical medicine, MU-Plovdiv
2 Clinic of infectious diseases and parasitology, UH “ St George” Plovdiv

Keywords: people living with HIV, late presentation, non-adherence to antiretroviral therapy
The Center for Monitoring and Treatment of People Living with HIV (PLHIV) at the Infectious
Diseases Clinic, University Hospital "St. George™ in Plovdiv was opened on 29.11.2005 and, like
the centers in SHATIPD "Prof. Ivan Kirov" Sofia and "St. Marina" Varna, is equipped under the
Program "HIV/AIDS Prevention and Control" with funds from the Global Fund to Fight AIDS,
Tuberculosis and Malaria. The medical staff working at the center has also been trained under the
Program.

The article is a retrospective of the path taken since the establishment of the center until today.
The specific demographic, ethnic, and social characteristics of PLHIV monitored at the center,
their distribution by transmission categories, the accompanying infectious and non-infectious
diseases, the resulting specific problems, and the attempts to solve them are presented. Data are
shared on the frequency of late presentation, non-adherence/discontinuation of antiretroviral
therapy, lack of multidisciplinary teams involved in PLHIV care, stigma and discrimination.
Measures are proposed to address the identified problems.



BUPYCHUAT PE3EPBOAP IIPH HIV: KAKBO TPABBA JIA 3HAE KIMHUIIUCTDHT
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Karouosn aymm: HIV, narenten pesepBoap, €NUIE€HETHKA, AHTUPETPOBUPYCHA Tepamnus,
CTPaTEruy 3a U3JIEKyBaHe

BLBenenune

Bwnpeku Bucokara epekTHBHOCT Ha aHTUperpoBupycHara Tepanus (APT), HIV undexnusra
OCTaBa HeJIeYnMa Mopaau NEPCUCTUPAHETO Ha JIATEHTHU BUPYCHU pe3epBoapu. Te3u pesepBoapu
ChAbpXKAT UHTErPUPaHa, TPAHCKPUIIIIMOHHO HeakTuBHA BUpycHa JIHK, ciocobna Ha peakTuBarius
IIpH OIpeneieHn ycioBus. Pa3OupaHeTo Ha MOJEKYIHUTE M €MUT€HETHYHU MEXaHU3MHU, KOUTO
MOJUTbPKAT JIATEHTHOCTTA, € KIIOYOBO 3a Pa3padOTBAaHETO HA CTpATETHH 3a (DYHKIIMOHAIHO
W3JIEKyBaHe.

Ien

I[a CC MPECACTAaBH aKTyaJICH 0630p Ha MCXaHHU3MHUTEC, CBbP3aHU C YCTAHOBABAHCTO, IOAABPIKAHETO
n CIMMHUHHUPAHCTO Ha HIV BUPYCHUSA PE3CPBOApP, C AKLUCHT BBPXY KIMHHUYHOTO 3HAYUCHHUC 34
MCIHUIMHCKUTEC CIICHUAJINUCTH.

Marepuanu u MeTOaH

W3BbpiiieH e cucteMaTuyeH mperiel Ha cbBpeMeHHarta jqureparypa (2013-2025), BKirouuTesIHo
kiarouoBu myosmkanuu B Cell, Immunity, Journal of Virology u Frontiers in Immunology, kakro u
cobcTBeHu naHHM, npeacraBeHd Ha ESCMID 2025. Ananu3upanu ca KJIeThYHU U aHATOMUYHHU
HUIIM HA BUPYCHMSI pe3epBOap, U3MOI3BaHUTE METO/IM 3a KonndyecTBeHa ouieHka (QVOA, PCR-
0a3upaHM MOJIXO0AN) U EKCIEPUMEHTAIHUTE TePareBTUYHN CTPATETHH.

Pesyararu

HIV pesepBoapsT ce popMupa olile B paHHUTE €Talu Ha MHPEKIUATa, KaTO OCHOBHUTE KIIETKHU-
Hocutenu ca memopu CD4" T-numdornuru, Hamupamm ce B nokod. Cien 3amouBaHe Ha
AHTUPETPOBHUPYCHA TEpanus BHPYCHATa PETUIMKAIUS Ce TOTHCKA, HO PE3epPBOAPBT MEPCUCTHPA
BCJIEJICTBHE Ha KJIOHAJHA poudepanus Ha HHpeKTHupaHuTe KiaeTku. HuckocTenenHara BUpeMus
(LLV) u Bupychure ,,blips“ ce o0sicHSIBaT ¢ TpaH3UTOpHa eKkcipecus Ha npoBupycHa JIHK.
Hosure TepaneBTnyHM nmojaxoau ce Gokycupar Bbpxy crpareruure ,,Shock and Kill*“ u ,,.Block
and Lock®, kakto u Bbpxy renomMHoTO penaktupane upe3 CRISPR/Cas9, TALENs u ZFNss.

3ak/aoueHne

BupycHust peszepBoap ocTtaBa OCHOBHOTO NPEMSATCTBUE Mpeid HbJIHOTO u3iekyBaHe Ha HIV
I/IHCbeKHI/IHTa. HaHpe,Z[T)KT)T B CIIMI'CHCTHYHUTCE, I/IMyHOJ'IOFI/I'-IHI/ITe U TCHECTUYHHUTEC IIOAXOON
OTKpUBA pEAIHU TEPCIEeKTUBU 3a pa3paboTBaHe Ha KOMOWHUpPAHH CTPATETHH, HACOYCHH KBHM
IBJITOTpaiHA peMucUst 0e3 Teparus.

bnazooapnocmu: Tosa npoyusane e ocvujecmeeno ¢ nookpenama ua Ilpoexm ,,[lenmvp 3a
Komnemenmuocm ,, QyHOAMEeHMAaniHy, Mpancaupawyu U KIUHUYHU U3C1e08anus 6 obracmma Ha
ungexyuume u  uHgexyuosnama  umyHonocus“, punancupar  no Ilpoepama  "Hayunu

U3CIe08aHUs, UHOBAYUU U Oueumanuzayus 3a uHmenucenmua mpauncgopmayus 2021-
2027"  Hozosop Ne: BG16RFPR002-1.014-0017-C01



THE HIV VIRAL RESERVOIR: WHAT A PHYSICIAN SHOULD KNOW
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Introduction

Despite the remarkable success of antiretroviral therapy (ART), complete eradication of HIV
remains elusive due to the persistence of latent viral reservoirs. These reservoirs contain integrated
but transcriptionally silent proviral DNA capable of reactivation under certain conditions.
Understanding the molecular and epigenetic mechanisms underlying latency is essential for
developing curative strategies.

Aim
To provide an updated overview of the mechanisms involved in the establishment, maintenance,
and elimination of the HIV reservoir, emphasizing their clinical relevance for physicians.

Materials and Methods

A systematic review of recent literature (2013-2025) was performed, including key studies
published in Cell, Immunity, Journal of Virology, and Frontiers in Immunology, as well as the
author’s own data presented at ESCMID 2025. Cellular and anatomical compartments of the
reservoir, quantitative assessment methods - quantitative viral outgrowth assays (QVOA, PCR-
based assays), and experimental therapeutic strategies were analyzed.

Results

The HIV reservoir is established early after infection, primarily within resting memory CD4* T
cells. After ART initiation, viral replication is blocked, yet the reservoir persists through clonal
proliferation of infected cells. Low-level viremia and transient “blips” reflect intermittent proviral
activation. Novel eradication approaches focus on “Shock and Kill” and “Block and Lock”
strategies, as well as gene-editing tools such as CRISPR/Cas9, TALENS, and ZFNs.

Conclusion

The viral reservoir remains the principal barrier to HIV cure. Advances in epigenetic modulation,
immunotherapy, and genome editing offer promising avenues toward achieving sustained ART-
free remission.

Acknowledgments: This study was supported by Project “CENTER OF COMPETENCE
“FUNDAMENTAL,TRANSLATIONAL AND CLINICAL INVESTIGATIONS ON INFECTIONS
AND IMMUNITY *“, funded by Programme "Scientific Research, Innovation, and Digitalization
for Intelligent Transformation 2021-2027" Contract No BG16RFPR002-1.014-0017-C01



CJIYUAH HA VIT B12 JE®@UIIATHA METAJIOBJIACTHA AHEMHUS Y HIV —
INOJIOKUTEJIEH HAIIUEHT C AHEBPU3MA HA AOPTATA

. Crpammumupos, /. UBanos, P. I'po3nesa, /. Yenronosa, C. Mupuesa, E. [lenues, H.
SlHueBa

Otnenenne o [Ipunobura Umynna Hepocrarsunoct, CBAJIUIIB , IIpod. ViBan Kupos* — Codust

BLBenenune

AnemusTa € Hail-yecTaTa XeMaToJoruyHa Haxoaka npu HIV — nonoxxutennu nanuenTy, 0co6eHo
IpU Te3U B HampenHan cTaauil Ha 3abonsBaHeTro. Cpel MHOIOTO BBb3MOXKHM IHPUYMHU 32
CBCTOSIHUETO MPH  TAX, NePUIUTHT Ha BUTaMUH B12 urpae Baxxa poisi M € Hali-Be4e BCICCTBHE
mastabcop6uust, XMB enreponarus, aHOMalIuu Ha TaCTPOMHTECTUHAIHUS TPAKT.

Kiununden ciayyai

[IpencraBsMe Ha BalleTO BHUMaHHUE NAallMEHT ¢ JbJAroroauuiHa gaBHoct Ha HIV nngekuusra, ¢
HIV — cBpp3ana enuedanonarus, ¢ J00bp BUPYCOJIOTHYCH, HO CYOONTHMAaJICH UMYHOJIIOTUYEH
OTIOBOp OT IpUJIaraHata aHTUPETPOBUPYCHA TepaIusl, XOCIUTAI3UPaAH JIBYKPATHO 32 IEPUOJIa M.
aBrycT — M. centeMBpH 2025 T. 110 MOBOJ MbPBOHAYATHHA CUMIITOMHU OT (eOpunuTer u 3amyx. U
IPU JIBETE XOCHMTAJIM3AaLMU IPH IHOCTHIIBAHETO OfXa HAJIMIE PEHTTEHOJIOIMYHM JaHHU 32
BB3MAJIUTEIIHU U3MEHEHUS U IIJIEBPAJIHU U3JIMBU ABYCTPAHHO, KaTO MIPH IIbPBATa XOCHUTAIN3ALUs
Ha mauueHTa Oelle ycTaHOBEHAa aHeBpU3Ma, OOXBallalla TOpakalHa M abJOMUHAJIHA aopTa
nocpencTBoM abaomuHanHa exorpadus u snocieactsue KAT - aoprorpadwus. [lanuentst Oeme
KOHCYJITUPaH CbhC CHJOB XMPYPr U M3KIIOUEHO KbpBeHe. M mpu aBere xocnmuTanuzanuu Oere
HaOJII0/IaBaH TEKBK aHEMUYEH CHHPOM ChC CTOWHOCTH Ha xemorioouHa noj 60 g/l, 3atosa npu
BTOPOTO MpPOJIEKABAaHE MALUEHTHT O KOHCYJITHUPAH C XEMaToJIOI W M3BBpIIEHA MHUENorpama,
KbIeTO Oemie ycraHOBeHa MerajoOinacTHa aHemus. Ha ¢oHa Ha NPOBENCHOTO JEYCHHE
(xemoTpaHcy3uH, aHTUOUTUYHO JIeYeHHEe, KOPTUKOCTEPOUI, UHXMOUTOP HA MPOTOHHATA IOMIIa,
vit B12 u onueB kucenmHa) ChCTOSIHUETO Ha MaIeTHA ce Mo op0Ou, HUBaTa Ha XeMOTJI00HMHA ce
nosumuxa g0 100 g/l.

3aki0ueHne

Xopara xuseeuin ¢ HIV Bede *UBEAT M0 — ABJIT0, KAYECTBOTO HA >KUBOT CE€ MOBUIIIABA, HO T€
OCTaBaT PUCKOBH 3a pa3BUTHE HA KOMOPOUJIHHU CHCTOSIHMSI — XEMaTOJIOTUYHH, ChPIEYHOCHA0BU
3a00JsIBaHMsl, HEOIUIa3MH, KOUTO IMOHSKOra ca HW3KIIOYMTEIHO CJIO0XKHU B JHArHOCTHYEH U
TepaneBTHUYEH acnekT. Bb3MokHO € Habnro1aBaHaTa Merano0iacTHa aHEMUS J1a € BCJIECTBUE Ha
HaJM4HaTa CbJAOBA IIaTOJOTHA M KOMIUIEKCHHTE W B3aUMOJEHCTBUE C OpraHuTe Ha
XpaHOCMMJIATEITHUSI TPAKT, a TA HE € M3KIIOYEHO Jla € CBBbp3aHa ¢ awiarorogummHara HIV —
uHoekuus (HIV — cepp3ana aHrnonarus).

CASE OF VIT B12 DEFICIENCY MEGALOBLASTIC ANEMIA IN AN HIV-POSITIVE
PATIENT WITH AN AORTIC ANEURYSM
D. Strashimirov, D. lvanov, R. Grozdeva, D. Chengolova, S. Mircheva, E. Penchev, N.
Yancheva

Department of Acquired Immune Deficiency, "Prof. lvan Kirov" Specialized Hospital for Infectious and Parasitic
Diseases — Sofia

Introduction

Anemia is the most common hematological finding in HIVV-positive patients, especially in those
with advanced stages of the disease. Among the many possible etiologies of the condition, vitamin
B12 deficiency plays an important role, especially as a result of malabsorption, HIV enteropathy,
and abnormalities of the gastrointestinal tract.



Clinical case

We present to your attention a patient with a long-standing HIV infection, with HIVV-associated
encephalopathy, with a good virological but suboptimal immunological response to the applied
antiretroviral therapy, hospitalized twice in the period August - September 2025 due to initial
symptoms of fever and shortness of breath. Chest X-rays upon admission showed evidence of
inflammatory changes and pleural effusions bilaterally, and during the patient's first
hospitalization, an aneurysm was detected, encompassing the thoracic and abdominal aorta
through abdominal ultrasound and subsequently CAT - aortography. The patient was consulted
with a vascular surgeon and bleeding was excluded. During both hospitalizations, severe anemic
syndrome was observed with hemoglobin values below 60 g/l, therefore, during the second stay,
the patient was consulted with a hematologist and a myelogram was performed, where
megaloblastic anemia was detected. Against the background of the treatment (hemotransfusions,
antibiotics, corticosteroids, proton pump inhibitors, vitamin B12 and folic acid), the patient's
condition improved, hemoglobin levels increased to 100 g/l.

Conclusion

People living with HIV are now living longer, their quality of life is improving, but they remain at
risk for developing comorbid conditions - hematological, cardiovascular diseases, neoplasms,
which are sometimes extremely complex in diagnostic and therapeutic aspects. It is possible that
the observed megaloblastic anemia is a consequence of the existing vascular pathology and its
complex interaction with the organs of the digestive tract, and it is not excluded that it is associated
with the long-term HIV infection (HIV — angiopathy).

OCTATBYHA UMYHHA AKTUBAIIUA U BB3ITAJIEHUE B YCJIOBUATA HA
JOBPE KOHTPOJIUPAHA HIV-1 UHO®EKIHUA

P. Fp03z[eBal'2, . HBanos'?, . CTpaIJ_II/IMI/IpOBl’Z, E. [Tenues?, C. Muxaiinosa®, M.
Huxonosa*, 1. Tonoposa’, . Anexcues®, JI. I'puroposa®, E. Hacesa®, H. Sluuena-ITerpopa’+?
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B nnemno Bpeme, PLWH gocturaTt 3Ha4MTEIHO MO-TOIsIMA BB3PACT COPSAMO PAHHHUTE TOJMHH Ha
HIV-1 O6naromapenune Ha cbBpemeHHaTa CART u cBbp3aHaTta ¢ Hesl HamajeHa CMBPTHOCT.
Brrpeku 3HaunTENHO MOAOOpEHAaTa MPOTHO3a U HAPACTBAILKSA /s HA TAIlUEHTH B MO-TOJIEMUTE
Bb3pacToBu rpynu, PLWH umar mo-manka npoab/DKMTEIHOCT Ha KHBOT CIpsIMO oOmara
nonynauus. cART He e gqocraTbuHa, 3a ja cripe HABbJIHO MU3MPEBAPBAIIOTO OCTapsSIBaHE UITU TI0-
paHHaTa MosiBa U Mo-rojiiMaTa 4ecToTa Ha CBbP3aHM C Bb3pacTTa ChIIbTCTBAIIN 3a00JIIBaHUS TIPH
PLWH. Ot enna ctpana HIV-1 yckopsiBa cTtapeeHeTo B HsKakBa CTEIEH, a OT JIpyra CTpaHa,
XpPOHMYHOTO HMMYHHO akTtuBupaHe npu PLWH wusrnexna ce Biomasa ¢ HampeaBaHE Ha
XpOHOJIOTHYHATA Bbh3pacT. ChIIeCTBYBAIIUTE TOHACTOSIIEM CTPATErnU, KaTO HHTEH3UUKALIHUsITA
WK paHHo 3anmouyBaHe Ha CART morar na umar OiaronpusTeH eQexT, HO He ca JOCTaThYHM 32
II'BJIHOTO HOpMAJIM3UpaHe Ha OCTaThbuHAaTa MMyHHA aKTUBallUs M Bb3NajleHue. B Ta3u Bpb3ka e
OLIEHEHA Bh3MOXKHOCTTA Ha CEpOJIOTMYHU MapkepH, kato IFN-y, IL-1B, IL-12p70, IL-2, IL-4, IL-
5, IL-6, IL-13, IL-18, GM-CSF, TNF-a, C peakTuBeH npoteuH, [[-aumep u pazteopum CD14 na
OCUTYpPAT HEMHBA3MBEH U JIOCTBIIEH MOJXO 3a M0-33bJI004YeHO HAOJI0IeHHEe Ha CBBP3aHOTO C



HIV-1 xponnyHo Bb3nasieHre 1 UMyHHa akTuBanus npu PLWH ¢ no6bp koHTpon Ha nHpeKuusTa.
ITorBbpau ce HeBb3MOkHOCTTa Ha CART na enumMuHupa HambJIHO MMYHHAaTa akTUBaLUsd U
BB3IAJICHUE TPU TPAHHO BUPYCOJIOTMYHO CYNMpPECHpPAHH MalueHTH ¢ ontumaneH Opoir CD4+ T
muMdonuTy. YcraHoBH ce npeBaiupai] Th2 uMyHeH OTroBOp M I0-BHCOKA CTENEH Ha UMYyHHa
aKTHBAIMA MPU PEXKUM O0e3 HYKICO3MJCH aHAJIOT KaTo I'pbOHAK HAa Tepamusara W MPH PEKUM
0a3upaH Ha NpoTea3eH MHXMOUTOp, KakTo W mpeBanupamy Thl mmyHeH oTroBop u mo-ciabo
u3pa3eHa MMyHHA aKTHUBAlUs MPH PEKUMHU Oa3MpaHUW CHOTBETHO HA MHTETPa3eH HUXHOUTOD,
HEHYKJICO3UJIEH aHAJIOT U JIBOEH PEKHUM C €IMH HyKjeo3uJeH aHainor. llomyuenure pesynraru
rojyepTaBaT He00X0IMMOCTTa OT M0-33AbJI00YEHO n3caeaBaHe Ha pazanuHuTe CART pexxumu B
KOHTEKCTa Ha cBbp3aHoTO ¢ HIV-1 MMyHHOTO Bb3n1aJIcHHE M aKTUBALUs KATO BB3MOXKHO CPEACTBO
3a rpocieasBane U e)eKTHUBHA MPEBEHIUS Ha CHIIBTCTBAIIM 3a00MsBaHus B ycinoBusaTa Ha HIV-1
nH}EKIHs.

RESIDUAL IMMUNE ACTIVATION AND INFLAMMATION UNDER WELL-
CONTROLLED HIV-1 INFECTION

R. Grozdeva®?, D. lvanov*?, D. Strashimirov'?, E. Penchev'?, S. Mihailova®, M. Nikolova*, Y.
Todorova®, 1. Alexiev®, L. Grigorova®, E. Naseva®, N. Yancheva-Petrova®?
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Nowadays, people living with HIV (PLWH) reach significantly older ages compared to the early
years of the HIV-1 epidemic, thanks to modern combination antiretroviral therapy (CART) and the
associated reduction in mortality. Despite the markedly improved prognosis and the increasing
proportion of patients in older age groups, PLWH still have a shorter life expectancy compared to
the general population. cART alone is not sufficient to fully prevent accelerated aging or the earlier
onset and higher prevalence of age-related comorbidities in people living with HIV (PLWH). On
the one hand, HIV-1 appears to accelerate the aging process to some extent, and on the other hand,
chronic immune activation in PLWH seems to worsen with increasing chronological age.
Currently available strategies, such as intensification or early initiation of cART, may have
beneficial effects but are not sufficient to fully normalize residual immune activation and
inflammation. In this context, the potential of serological markers such as IFN-y, IL-1p, IL-12p70,
IL-2, IL-4, IL-5, IL-6, IL-13, IL-18, GM-CSF, TNF-a, C-reactive protein, D-dimer, and soluble
CD14 has been evaluated as a non-invasive and accessible approach for more in-depth monitoring
of HIV-1-associated chronic inflammation and immune activation in PLWH with well-controlled
infection. The inability of CART to completely eliminate immune activation and inflammation in
virologically suppressed patients with optimal CD4+ T cell counts has been confirmed. A
predominant Th2 immune response and a higher degree of immune activation were observed in
regimens without a nucleoside analog backbone and in protease inhibitor—based regimens, whereas
a predominant Th1l immune response and lower immune activation were found in regimens based
on integrase inhibitors, non-nucleoside reverse transcriptase inhibitors, and two-drug regimens
including a single nucleoside analog. These findings highlight the need for further investigation of
different CART regimens in the context of HIV-1-related immune inflammation and activation, as



a potential means for improved monitoring and effective prevention of comorbidities in the setting
of HIV-1 infection.

HOUTOKHMHOBHU NTPOPUJIN HA HEPU®EPHU MOHOHYKJIEAPHHU KJIETKH OT
HIV+ JIMLIA C PA3JIMMEH OTTOBOP KbM AHTUPETPOBUPYCHATA TEPAIIUA
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Karouosu xymu: HIV, gp120, okcunarusen crpec, CART MOHUTOpUHT

BbBenenne

PeaktuBnute xucnopoanu BumoBe (ROS) ca curHamHu MOJEKYJIH ChC CBHIIECTBEHA POl B
pa3iIMyHU KJIEThYHU Mpolecu. [IoBUIIEHOTO UM KOJMYECTBO € CBBP3aHO C MUTOXOHJpHUAIHA
TUCQYHKIIMS, KIIETHYHO CTAPEEHE U aloITo3a.

Men

Jla ce aHanm3upar LMTOKMHOBHUTE MPOQHIM B 3aBUCUMOCT OT KoHIeHTpanuute Ha ROS B
nepudepun MmoHonykieapau kietku ([IMHK) or HIV+ nunia Ha ApITOCpOYHA aHTUPETPOBUPYCHA
tepanus (CART) u tpaitno notucHat HIV Bupycen toBap, crumynupanu ¢ HIV nentua gp120.

Marepuaau u MeTOIH

bsxa nepunupanun ase rpynu: A (n=15), Ha nbarocpouna Ttepanus (cART), m go6po
MMYHOJIOTHYHO 1 Bb3cTaHOBsIBaHe U rpyna b (n=16) Ha cCART ¢ He3a10BOINTENIHO UMYHOJIOTHYHO
a Bp3cranoBaBaHe. [IMHK na HIV+ numa, 6sixa crumynupann 3a 244. ¢ gpl120 (200 ng/ml), 3a
KOHTPOJIM M3MOJ3BaXM€ HECTHMMYyJIUpaHu U Hecneuupuuno crumynaupann ¢ PHA TIMHK.
AbcomoTtHusT O6poit (AC) Ha CD4+ u CD8+T knerkute u koinuuectBoto Ha ROS ca onpenenenu
MOCPENICTBOM (IIOYLIUTOMETpHs. 3a KojJudecTBeHa oueHka Ha ROS wu3nonsBaxme cpenHus
unTeH3uteT Ha Quyopecuenuus (MFI). Konuentpauunre Ha npouH(piIaMaTopHU LUTOKUHU B
cynepnatanrta oT [IMHK ca onpenenenu nocpenctsoM 14 MynTumiekceH MUKpOc(hEpoB METOT
(Luminex).

Pesyararu

Husata na ROS B crtumynupanute gpl20 0sxa 3Ha4MMO IO-BUCOKM B CpPaBHEHHME C
HECTUMYJIMPAHUTE KOHTPOIH U Osixa B oOpatHa kopenarus ¢ CD4+ AC (R=0.63, p<0.0001) u
CD4/CD8 ungexc (R=0.72, p<0.001). Cpino Taka KOHIIEHTpALMUTE Ha MpOHH(IaMaTapHUTE
IMUTOKWHU OsiXa 3HAYMMO TTO-BHUCOKHU Tipu gpl20 B cpaBHEHHE C HECTUMYIHUPAHUTE KOHTPOIHU
I[IMHK.

3akiioueHne

gp120 cTumynanusTa NoBIMsIBa MPOIYKIUATA HAa MPOUH(IaMaTapHU UTOKUHU B MPsAKa BPb3Ka C
noBuiaBaneto Ha ROS. Pa3kpuBaHeTo Ha TO3U MEXaHU3bM, MOXKE J1a IOMOTHE 32 pa3paboTBaHETO
Ha HOBU IIOAXOAH 3a ITOBJIMABAHC HAa HUCKOCTCIICHHATA I/IMYHHa AKTUBAIIUA Ha (l)OHa Ha CART

bnazooapuocmu: Tosa npoyusane e ¢punancupano om @®HU no npoexm KII-06-H73/9 om
14.12.20232. ,, OxcudamusHusam cmpec U MUmMOXOHOpuaiHama akmusHocm 6 T- numgoyumu:
NOMeHYUAIHU OUOMAPKepU 3a MOHUMOPUPAHE HA ObA20CPOYHANA AHMUPEMPOBUPYCHA MEPANUs
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CYTOKINE PROFILES OF PERIPHERAL MONONUCLEAR CELLS FROM HIV+
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Introduction
Reactive oxygen species (ROS) are signaling molecules with essential roles in various cellular
processes. Their increased levels are associated with mitochondrial dysfunction, cellular aging,
and apoptosis.

Aim

To analyze cytokine profiles in dependence on ROS concentrations in peripheral mononuclear
cells (PBMCs) from HIV+ individuals on long-term antiretroviral therapy (CART) and sustainably
suppressed HIV viral load, stimulated with HIV peptide gp120.

Materials and methods

Two groups were defined: A (n=15), on long-term therapy (CART), and good immunological
recovery and group B (n=16) on cART with unsatisfactory immunological recovery. PBMCs of
HIV+ individuals were stimulated for 24 h with gp120 (200 ng/ml), as controls we used
unstimulated and non-specifically stimulated PBMCs with PHA. The absolute count (AC) of
CD4+ and CD8+ T cells and the amount of ROS were determined by flow cytometry. For
guantitative assessment of ROS we used the mean fluorescence intensity (MFI). The
concentrations of proinflammatory cytokines in the supernatant of PBMCs were determined by
the 14 multiplex microsphere method (Luminex).

Results

ROS levels in gp120 stimulated PBMCs were significantly higher than in unstimulated controls
and were inversely correlated with CD4+ AC (R=0.63, p<0.0001) and CD4/CDS8 ratio (R=0.72,
p<0.001). Also, proinflammatory cytokine concentrations were significantly higher in gp120
compared to unstimulated control.
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Conclusion

gp120 stimulation influences the production of proinflammatory cytokines in direct association
with the increase in ROS. Unraveling this mechanism may help develop new approaches to
influence low-level immune activation in the context of CART.
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MOMEHTHO CbCTOSIHUE U TEHAEHIIAN ITPU PASBIIPOCTPAHEHHETO HA
CUDPUNJINC, TOHOPESA, YPOI'EHUTAJIHA XUIAMUINNHA UHOEKIUA

N. ®uaunosa’, B. Musanosal, E. BI/IpI/IHIDKI/IeBaZ, J1. Banrenos?, P. I[I/IMI/ITpOBa4, A.
[apuynesa®, B. Jlesreposa®
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Cexcyanno mpenaBanute uHdexuun (CIIN) ca emqnu oT Hai-pasnpocTpaHeHUTe HHPEKINH B
CBETOBEH Mailad, karo crnopea u3uncinenusta Ha C30 Bcska roanHa ce OTKpuBaT 375 MUIHMOHA
HOBHU ciydas. ExerogHo B abpxaBure oT EBpomnelickus cbpro3 U EBpONecKOTO HKOHOMHYECKO
npoctpanctso (EC/EUII) ce noknaasar okono 300 000 HoBHU cityyast.

B mnocnenHuTe roaMuIHM €NUAEMHUOJOTUYHM JIOKIaau EBpOnencKuaT HEeHTbp 3a KOHTPOJI U
npeBeHus Ha 3abossBanusTa (ECDC) nybnukyBa nanHu 3a 2023r., pa3kpuBaiiyd yCTOHYHMBO
HapacTBaHe B pasnpoctpanenuero Ha CITNU 8 EC/EUIL.

[Tpe3 2023 r. B EBpona ca peructpupanu 6;m30 100 000 moTBbpaeHU ciydas Ha TOHOpPEs, KOETO
npencrasisgBa yBenuueHue ot 31% B cpaBHenue ¢ 2022 r. u gpactuyeH pbeeT oT Hax 300% B
cpaBHeHue c¢ 2014 r. VBenuuenue ce HaOJI0JaBa B pa3jMYHU BB3PACTOBU TPYNU U IPYNH OT
HACEJICHUETO, BKIIFOUUTETHO MbKE, KOUTO MPaBsT cekc ¢ Mbxe (MCM), 1 XeTepoCceKCyalHu MbXe
U KEeHH.

IIpe3 2023 r. ca peructpupanu Haja 41 000 noTBbpAeHU ciiydyasi CUPUINC, KOETO MPE/ICTaBIIsABA
yBenudeHue oT 13% B cpaBHenue ¢ 2022 r. u yaBosiBaHe Ha 3abosenute B cpaBHeHHe ¢ 2014 1.
Brrpekn ue no-ronsimMara 4acT OT CIIy4auTe ca PETUCTPUPAHU NPU MBXKE, KOUTO MPABAT CEKC C
Mbxke (MCM),ce Hab01aBa 3HAYUTENIHO YBEJIMYEHUE U MPU JKEHUTE OT BCUUYKU BBH3PACTOBU
I'PyIH B CPaBHEHUE C NIPEAXOJAHNUTE TOAUHH.

3a 2023 r. ca peructpupanu Haja 230 000 noTBBpIEHH Cilydas HAa ypPOT€HUTAIHA XJAMUIUNHA
unopexusa (YI'XU), koero mpencrtaBinsBa yBeiaunueHue ot easa 3% B cpaBHeHue ¢ 2022 r. u
yBenudeHue ot 13% B cpaBHenue ¢ 2014 r. YI' XU npoabipkaBa 1a 3acsra mpeIuMHO MIIaJIA XOpa,
KaTo Hal-BHCOKO pa3MpoCTpaHEHHe ce HadJoJaBa Cpell JKeHUTe Ha Bb3pacT Mexnay 20 u 24
TOJIUHH.
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OcBeH yBeIMUYEHHETO B Oposi Ha JOKJIAJBAaHUTE Cllydyaw, OCOOCHO 3HAa4YeHHE TpHUA00UBa
HapacTBaIlaTa aHTHOMOTHUYHA PE3UCTEHTHOCT NpH Hsikou oT npuuuauTenure Ha CIIU. [TosBaTa u
Pa3npOCTPAaHEHUETO HAa PE3UCTEHTHU IIaMOBE 3acTpaliaBa e(EeKTUBHOCTTa HA AaHTUOMOTHYHOTO
JICYCHUE U TIPE/ICTABIISIBA 3aIUIaxa 3a KOHTPOJIA M MPEBEHIMATA HA Te3HU 3200 IsIBaHUSL.

B Tasm Bpp3ka 1me OblIe U3BBPLICH TMperie] Ha aKTyaJlHUTe JaHHH, CBBbP3aHU C
Pa3NpoOCTpaHEHUETO, AUATHOCTHKATA, aHTHOMOTHYHATAa PE3UCTEHTHOCT U JiedeHuero Ha CIIU B
bearapus 3a nepuona 2024-2025 r.
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CURRENT STATUS AND TRENDS IN THE PREVALENCE OF SYPHILIS,
GONORRHEA, AND UROGENITAL CHLAMYDIAL INFECTION
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Sexually transmitted infections (STIs) are among the most widespread infections globally.
According to World Health Organization (WHO) estimates, approximately 375 million new cases
are identified each year. Annually, about 300,000 new cases are reported in the countries of the
European Union and the European Economic Area (EU/EEA).

In its latest annual epidemiological reports, the European Centre for Disease Prevention and
Control (ECDC) published 2023 data revealing a sustained increase in the prevalence of STls
within the EU/EEA.

In 2023, nearly 100,000 confirmed cases of gonorrhea were registered in Europe, representing a
31% increase compared to 2022 and a dramatic rise of over 300% compared to 2014. Increases
have been observed across different age and population groups, including men who have sex with
men (MSM) as well as heterosexual men and women.

During the same year, more than 41,000 confirmed cases of syphilis were reported, reflecting a
13% rise compared to 2022 and a doubling of cases relative to 2014. Although the majority of
cases were recorded among men who have sex with men (MSM), a significant increase has also
been noted among women of all age groups compared to previous years.

For 2023, over 230,000 confirmed cases of urogenital chlamydial infection were registered,
marking a modest 3% increase compared to 2022 and a 13% rise compared to 2014. Chlamydia
continues to affect primarily young people, with the highest prevalence observed among women
aged 20-24 years.

In addition to the rising number of reported cases, the growing antibiotic resistance among
certain STI pathogens has gained particular importance. The emergence and spread of resistant
strains threaten the effectiveness of antibiotic therapy and pose a serious challenge to the control
and prevention of these infections.

In this context, a review will be conducted of the current data concerning the prevalence, diagnosis,
antibiotic resistance, and treatment of STIs in Bulgaria for the period 2024—-2025.



Acknowledgments: This study was supported by Project No. KP-06-H83/1 from 02.12.2024,
National Science Fund (NSF) and also by Project “CENTER OF COMPETENCE
“FUNDAMENTAL, TRANSLATIONAL AND CLINICAL INVESTIGATIONS ON INFECTIONS
AND IMMUNITY “, funded by Programme "Scientific Research, Innovation, and Digitalization
for Intelligent Transformation 2021-2027" Contract No BG16RFPR002-1.014-0017-C01

XOPA, )KUBEEIIIHA C HIV-1 TH®EKIIUSA, CBbP3AHA C YIIOTPEGA HA
NMHXEKIIMOHHU HAPKOTHUIIHU
Penera I[nMnTpOBal, Anekcanjipa HapuyHeBal, Acs Kocraaunosal, Auna anuesal,
Pasocnasa Emunosa?, SIua Tonoposa?, Jlamsn Banrenos?, Mapus Huxonosa?, Usaiino
Anekcues?

! Hayuonanna pegpepenmna nomewvpoumenna rabopamopus no H1V, HI[3IIE, Cogus
2 Hayuonanna pegepenmna nabopamopus no umynonoaus, HI[3ITE, Cogus

KirouoBu nymn: Xopa, unxextupaniy Hapkotuuu (XMH); CRFs; cyoTun; uMyHog0ru4exH
craryc

BbBenenne

Ilenta Ha mpoyuBaHETO € Aa OBAAT YCTAHOBEHH pPA3MPOCTPAHEHHETO W MPEOoOIaaniuTe
cyorunoBe Ha HIV-1 cpen xopara, umxextupany Hapkotui (XWMH) u umyHomoruyHus um
CTaTycC IpU pErucTpauusra.

Marepuajiu 1 MeTOAH

KpbBHHUTE mpobu — cepym wu/mnm mia3ma ca noinydeHu B HPIUI mo HIV mo Bpeme Ha
JAMarHocTUuHus npouec (u3cnensanu mo wMmeromute ELISA, Line-immunoassay (LIA)) u
MOCJIEABAINS BUPYCOJOTHYEH MOHMTOPHMHI 3a KonuuecTBeHO ompenensHe Ha HIV-1 PHK.
['eHOTUITHUAT aHAIU3 ¢ U3BBPIICH Ype3 cekBeHupane Ha POl rena ¢ TruGene u/unmm ViroSeq
TEHOTUNUpALM cucTeMH. HOBOreHepallMOHHOTO CEKBEHHpaHE € M3BBPIIEHO Ha MiaTdopma
[llumina Miseq. AHamu3BT Ha CeKBEHIMHTE € U3BbpIIeH ¢ MHuTepHeT 6azupan copryep COMET
v2.4. JlaHHUTE 3a UMYHOJIOTUYHMS CTATyC Ha ManueHTuTe ca nomydeHu ot HPJI Mmynonorus,
chriacHo u3nuckBanuaTa Ha Hapen6a 47 ot 11.12.2009 1.

Pesyararu

o kpas Ha 2024 r. 8 HPIUI no HIV ca peructpupanu 4561 HIV-1 ceponoszutuBHM nuna.
CeriacHoO JaHHUTE TOMBJIHEHH BBB ,,Dopma 3a chobOmaBane Ha ciydail ¢ XWB/CIIMH® u
MIPOBEJICHUTE W3CIeABaHUs ycTaHOoBuxMe, ue 655 (14,4%) ca cpoOummm, 4e ca MON3Balu
WHXEKIMOHHU HapKOTHLHM. Jlumara, KOUTO momajar B TPAaHCMUCHOHHUTE TPYNHU Ha Xopara
yIOTpeOsBaIM HHKEKIIMOHHY HApPKOTHIIM U ca MBXKE, KOUTO ChOOIIAaBaT, Ue MPaBsIT CEKC C MbXKe
ca 66 (1,4%). Ycranosenute nomunupamm cyorumnose ca CRF 01 AE , CRF 02 AG u B. 9/31
(29,3%) nuua ca peructpupanu ¢ < 200 CD4+ T nmumdouuTt/mi.

H3Boan

Pesynrature nokazaxa umyHosornyHus craryc Ha XMH mo Bpeme Ha peructpaiiiOHHUS MPOIEC,
KaKTO M TpUTe Hal-pasnpocTpaHeHu cyotuna Ha HIV-1 cpen Tasm TpaHcMuCHOHHA Tpymna.
YcTaHoBeHO O TSIXHOTO HEPAaBHOMEPHO pas3MpelielieHHe MEXJy O0O0JacTHTe Ha CTpaHara,
XapaKTEepU3Upallo €€ C HIKOJIKO OTIEIHHU JIOKAJIHU ENHUIEMHUM, BB3HUKHAJIM B pPE3yJTaT Ha
BBBEXK/IAHETO WU Pa3NPOCTPAaHEHUETO Ha paziuyHu BHUpycHM mamone cpen XWH B paznmnunm
PEruoHH.
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Introduction
The study aimed to determine the prevalence and predominant subtypes of HIVV-1 among people
who inject drugs (PWIDs) and the immunological status at registration.

Materials and methods

Blood samples — serum and/or plasma were obtained at the NRCL of HIV during the diagnostic
process (tested using ELISA, Line-immunoassay (LIA) methods) and subsequent virological
monitoring for quantitative determination of HIV-1 RNA. Genotypic analysis was performed by
sequencing the pol gene with TruGene and/or ViroSeq genotyping systems. Next-generation
sequencing was performed on the Illumina MiSeq platform. Sequence analysis was performed
with the Internet-based software COMET v2.4. The data on the immunological status of the
patients were obtained from the NRL of Immunology, in accordance with the requirements of
Regulation 47 of 11.12.2009.

Results

By the end of 2024, 4561 HIV-1 seropositive individuals were registered at the NRCL of HIV.
According to the data collected in the "HIV/AIDS Case Reporting Form™ and the conducted
studies, we found that 655 (14.4%) reported that they used injection drugs. The individuals who
fall into the transmission groups of people who use injection drugs and are men who report having
sex with men are 66 (1.4%). The dominant subtypes identified are CRF 01_AE, CRF 02_AG and
B. 9/31 (29.3%) of individuals were registered with <200 CD4+ T lymphocytes/ml.

Conclusions

The results revealed the immunological status of PWID during the registration process, as well as
the three most prevalent HIV-1 subtypes within this transmission group. Their uneven distribution
across the country’s regions was established, characterized by several distinct local epidemics that
emerged as a result of the introduction and spread of different viral strains among PWID in various
areas.
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40 YEARS OF COMMUNITY-BASED HIV TESTING IN SLOVENIA:
ACHIEVEMENTS AND CHALLENGES

Mario Poljak
Institute of Microbiology and Immunology, Faculty of Medicine, University of Ljubljana, Slovenia

This year we are celebrating 40 years of routine HIV testing in Slovenia. The first routine anti-
HIV screening test in Slovenia was performed at the Institute of Microbiology and Immunology
(IM1), Faculty of Medicine, University of Ljubljana, in September 1985 and the first anti-HIV
confirmation test in October 1985. IMI was quickly adopted as HIV reference center, and served
as national reference center in former Yugoslavia from 1995-1990, and is serving as national
Slovenian reference center since 1991. Routine obligatory testing of blood donors in Slovenia
started at the Blood Transfusion Center of Slovenia on 01. 01. 1986. Due to stigma connected with
HIV as well as being men who have sex with men (MSM), already in early 1986 IMI established
a dedicated testing place for anonymous free HIV testing at the Department of Infectious Diseases,
University Medical Center Ljubljana providing service every Monday. This highly successful
project which is still running under continuous support of Slovenian Ministry of Health (MoH),
has been also offering anonymous free testing for hepatitis B and C since 2005. In 1986 MoH also
established interdisciplinary HIV Working group which in addition to government authorities and
medical specialists has regular members from several non-governmental organizations and has
coordinated all HIV-related activities in the country for the last 40 years. Community-based HIV
testing for MSMs in Slovenia has been piloted in several projects between 1999-2008 and has been
available as a regular weekly service since 2009. This so called HIV Response Program is run by
the non-governmental organization Legebitra in collaboration with IMI. In addition to HIV, it also
provides free anonymous testing for hepatitis B, hepatitis C, syphilis and gonorrhea. The initiative
has been initially financially supported by Norway Grants, followed by the MoH, the City of
Ljubljana and the Foundation for Financing Disabled Persons and Humanitarian Organizations in
Slovenia. The number of MSM tested annually has gradually increased from 50 in 2009 to 2,000+
in 2024. The HIV Response Program has played a key role in identifying new HIV infections in
Slovenia, with many newly diagnosed MSM living with HIV detected through this program. From
2024, testing for HIV, hepatitis B and C and sexually transmitted infections (STIs) was expanded
to include migrants, sex workers and people who inject drugs (PWID), under the European-
founded project Expand, in collaboration with non-governmental organization Stigma and Slovene
Philanthropy. By the end of October 2025, more than 1000 individuals were tested, 147 45%
representing PWID, 45% migrants and 10% sex workers. As part of Expand community testing
initiative, users receive social support and assistance in accessing care, facilitated through
cooperation with the Department of Infectious Diseases, University Medical Center Ljubljana.

In the past 40 years community-based testing has greatly contributed to early detection of HIV and
STIs among MSM in Slovenia, and the first results of the Expand project are also already evident.
Exciting 40 years of community-based HIV testing in our country, main achievements as well as
current and future challenges will be discussed in details at the Conference.



COMMUNITY-BASED HIV TESTING FOR MEN WHO HAVE SEXWITH MEN IN
SLOVENIA: RESULTS OF TESTING FROM 2009 TO 2025

Katja Seme?, Jana Mlakar?, Dino Sarec', Maja M. Lunar?, Sebastjan Sitar?, Mitja Cosi¢?, Mario
Poljak?
nstitute of Microbiology and Immunology, Faculty of Medicine, University of Ljubljana, Slovenia

2Drustvo kulturno informacijsko in svetovalno sredisce Legebitra, Ljubljana, Slovenia

Routine weekly community-based HIV testing specifically dedicated to men who have sex with
men (MSM) has been available in Slovenia since 2009, offered by the non-governmental
organization Legebitra in collaboration with the academic partner Institute of Microbiology and
Immunology, Faculty of Medicine, University of Ljubljana. In addition to HIV, free testing is
provided for hepatitis B, hepatitis C, syphilis and gonorrhea. The program was financially
supported from 2009-2016 by Norway Grants. Since 2017 the initiative has been formalized as the
HIV Response Program and is financially supported by the Slovenian Ministry of Health, the City
of Ljubljana and the Foundation for Financing Disabled Persons and Humanitarian Organizations
in Slovenia.

The annual number of MSMs tested in the community has gradually increased from 50 in 2009 to
over 2000 in 2025. From 2019 to 2023 on average 0.6%, 0.5%, 0.3% and 6.9% of samples tested
were reactive for anti-HIV, HBsAg, anti-HCV and syphilis, respectively and 4.7% were
gonorrhea-positive. In the same period the HIV Response Program identified annually between 2
to 8 new HIV infections, corresponding to 6.9 — 23.5 % of all new HIV cases diagnosed yearly in
Slovenia. Nearly half of the newly diagnosed MSM living with HIV in 2019 were detected through
this program. Detailed updated results will be presented at the Conference.

The HIV Response Program has played a key role in identifying new HIV infections in Slovenia.
As part of this community testing initiative, users receive social support and assistance in accessing
care, facilitated through cooperation with the Department of Infectious Diseases, University
Medical Center Ljubljana. Community testing has contributed significantly to the early detection
of HIV and sexually transmitted infections among MSM in Slovenia.

TRANSMISSION CLUSTERS, RESISTANCE TO ANTIRETROVIRAL DRUGS AND
MOLECULAR EPIDEMIOLOGY OF HIV

SnjeZana Zidovec Lepej and Ana Planini¢

University Hospital for Infectious Diseases ,, Dr. Fran Mihaljevi¢*, Zagreb, Croatia

Objectives

Croatia is a country with a low prevalence of HIV infection (0.1% in the population aged 15-49,
2024) characterised by the high prevalence of transmitted drug resistance (TDR) and the
predominance of subtype B infections, mainly among men who have sex with men. The aim of the
study was to analyse the prevalence and patterns of TDR, molecular epidemiology of HIV-1 and
transmission clusters among HIV-infected persons in Croatia.

Methods

The study included a total of 381 HIV-1 infected, treatment-naive individuals entering clinical care
at the Croatian Reference Center for HIVV/AIDS in Croatia in the period 2019-2024. Mutations
associated with TDR (surveillance for drug resistance mutations, SDRM) in the pol region of the



genome obtained by population-based squencing and high-throughput sequencing were analysed
by using the WHO algorithm (Bennet et al, 2009). Transmission clusters were analysed by
phylogenetic analysis and molecular diversity of HIV with additional bioinformatics algorithms
for HIV-genotyping (Context-based Modeling for Expeidious Typing, COMET HIV-1,
https://comet.lih.lu/ and REGA v. 3.47, https://www.genomedetective.com/app/typingtool/hiv).

Results

The prevalence of TDR in the period 2019-2022, n=270 patients) was 16.7% with resistance to
NRTI, NNRTI and PI found in 9.6%, 7.4%, and 1.5% of persons, respectively. In more recent
time period (2023-2024, n=111 persons), an overall prevalence of SDRM was 21.6% with 18% of
NRTI-associated TDR, 5 persons with SDRMI to NNRTI and only 3 patients with SDRM to NRTI
and NNRTI. TDR to integrase inhibitors was not detected. The majority of patients were infected
with subtype B, particularly among MSM (73.3% in the period 2019-2022 and 51% in the period
2023-+2024). HIV subtyping revealed a high diversity of HIV subtypes and recombinants (CRFs)
with subtype A6 carring L741 polymorphism being detected in patients that entered care in 2023-
2024 only. Phylogenetic analysis revealed that 173/229 sequences (75.5%) were part of
transmission clusters, and the largest identified was T215S, consisting of 45 sequences. Forward
transmission was confirmed in several clusters. We compared deep sequencing (DS) with Sanger
sequencing (SS) on 60 randomly selected samples and identified additional surveillance drug
resistance mutations (SDRMs) in 49 of them.

Conclusions

Although SDRM observed in newly-diagnosed patients in Croatia do not have a significant impact
on currently-used first-line treatment regiments, national surveillance on TDR trends is
recommended. First detection of subtype A6 carring L741 polymorphism in 2023-2024 suggests a
need for further monitoring of HIV molecular epidemiology within the context of migrations.

CURRENT EPIDEMIOLOGICAL DRIVERS OF HIV-1 EPIDEMICS IN ROMANIA: A
MOLECULAR PHYLOGENETIC ANALYSIS

Simona Paraschiv! 2, Leontina Banica® 2, Robert Hohan?, lonelia Nicolae!, Raluca Patrascu® 2
and Dan Otelea!

! National Institute of Infectious Diseases ‘“Matei Bals”, Bucharest, Romania
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The HIV epidemic in Romania has faced several changes over time: it started in the late
eighties with a large cohort of children nosocomially infected with subtype F1 strains, in parallel
with sexual transmission, and an outbreak among intravenous drug users a decade ago. The
purpose of the present study was to investigate the transmitted drug resistance (TDR), subtype
distribution, and transmission clusters among persons diagnosed with HIV between 2019 and 2022
in Romania. The prototype of a person recently diagnosed with HIV in Romania is male, 20-50
years old, late-presenter, infected with F1, B or A subtype, sometimes carrying TDR mutations.
The rate of TDR varied over time, from 5% in 2019 to 15% in 2022. TDR affected mainly the first
generation of NNRTIs with the presence of the K103N mutation, the protease inhibitors class
(M461L mutation) and NRTIs by TAMSs. The rate of late-presentation was almost 60%, with 35%
of persons qualifying as very late presenters. As a consequence of the founder effect, subtype F1
is still preponderant in Romania, whereas other subtypes (B, A) and recombinants account for only
a quarter of HIV-1 new cases. Several transmission networks were identified in the study
population, two of them associated with TDR and belonging to subtypes F1 and Al. The largest
cluster consisted of 26 sequences, originated from the west-side of Romania and introduced around
2007. Molecular clock analysis indicated different origin time-points for the identified clusters,


https://comet.lih.lu/
https://www.genomedetective.com/app/typingtool/hiv

with the most recent observed in subtype Al and B, and the oldest, as expected, in subtype F1. In
conclusion, the HIV-1 epidemic in Romania is currently driven by sexual transmission with MSM
contribution continuously rising in recent years; there are also increases in TDR and the circulation
of HIV-1 strains other than F1 (subtype B, A, recombinants).

A REVIEW OF 2025 UPDATED LIST OF MUTATIONS ASSOCIATED WITH
RESISTANCE TO ANTIRETROVIRAL DRUGS: IMPLICATIONS FOR REAL-
WORLD CLINICAL PRACTICE

Snjezana Zidovec Lepej

Department of Immunological and Molecular Diagnostics, University Hospital for Infectious Diseases ,,Dr. Fran
Mihaljevic*, Zagreb, Croatia

An updated 2025 list of mutations relevant for HIV-1 resistance to antiretroviral drugs includes
changes in the resistance profile of integrase inhibitors (cabotegravir, dolutegravir, raltegravir and
elvitegravir), non-nucleoside reverse transcriptase inhibitor doravirine, and the capsid inhibitor
lenacapavir. A total of 12 mutations have been added to the list (7 major and 5 minor). Addition
of the major mutation L741, that is associated with resistance to cabotegravir in subtype A6 only,
is important for routine clinical practice due to the recent migration-driven spread of HIV-1
subtype A6 in various European countries. Although L741 polymorphism does not reduce
susceptibility of the virus to cabotegravir, it enhances the replication capacity of viruses carring
other major mutations in the integrase gene. This may, at least in part, explain the importance of
subtype A6 as a baseline factor associated with possible resistance to long-acting cabotegravir and
rilpivirine observed in registration clinical trials. The resistance profile of lenacapavir underwent
many changes including the addition of a major mutation K70H and updated status of mutations
K70N, L561 and N74D as major mutations. Minor mutations were added to the resistance profiles
of doravirine (A98G) and dolutegravir (S147G). Regarding resistance profile of entry inhibitors
(fostemsavir, ibalizumab and maraviroc), a commentary was added on the lack of consensus on
specific signature mutations that impair treatment with these drugs. Therefore, at present there is
no recommendation on the use of genotypic resistance testing for entry inhibitors in clinical
practice. Updated information on mutations associated with resistance to second generation
integration inhibitors and capsid inhbitors will be exceptionally important for interpretation of
genotyping testing results in routine clinical diagnostics.
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Background

HIV-1 has evolved swiftly and the scenario of HIV-1 genetic diversity is constantly changing. The
rate of evolution is also affected by the rate of virus spread in a population and nature of the
outbreak, among other factors. HIV-1 evolution is thus driven by a range of complex genetic,



social, and epidemiological factors that complicates disease management and prevention. Despite
the fact that Serbia is still marked by the predominance of HIV subtype B, The prevalence of
subtype A has been increasingly recognized over the last few years. However, the true prevalence
of HIV-1 subtype A in our country is still not well known and probably underestimated. This study
aimed to reconstruct the molecular characteristics and evolutionary dynamics of HIV-1 A in
Serbia.

Methods

We analyzed the dataset of 640 HIV-1 protease and partial reverse-transcriptase sequences isolated
from newly diagnosed healthcare clients, between 2002 and the end of 2024. The subtyping tools
COMET and REGA 3.0 exhibited the best performance on the dataset studied. Phylogenetic
analysis was performed to confirm the subtyping of the sequences and to investigate the molecular
epidemiology and evolutionary dynamics of the subtype A in Serbia. Maximum Likelihood (ML)
phylogenetic trees were constructed using 1Q tree software. Here we apply phylogenetic and
Bayesian coalescent-based methods to reconstruct the phylodynamic patterns of HIV-1 subtype
A, as identified to be the most prevalent nin B subtype. In order to estimate effective reproductive
number (Re), phylodynamic analysis was performed in the BEAST 2.7 software package. In order
to perform a deep dive investigation into subtype A epidemic we performed independent
phylodynamic analyses of sub-subtype Al, as well as A6, also known as HIV variant A Former
Soviet Union (FSU).

Results

Of 640 analysed HIV sequences, subtype B was found with the highest prevalence accounting for
81.4% (521/640) of sequences. Among non-B subtypes, subtype A was identified as the most
predominant one, in 9.8% (63/640), followed by subtype C 3.1% (20/640), subtype G 2% (13/640),
and others. In the further analysis advanced phylodynamic analysis was performed on 63 subtype
A sequences revealing Re value of 1.2 in the latest 3 years. The date of the most recent common
ancestor of the subtype A in Serbia was estimated to be 2008.9 (95% highest posterior density
interval, 2003.7-2013.9). Phylodynamic analysis of sub-subtype A6 sequences (n=16) disclosed
Re value of 1.5 in the last two years, while the same analysis for sub-subtype Al (n=47) revealed
Re value of 1.1.

Conclusions

We found that the prevalence of non-B subtypes has increased over time and that this significant
trend can be mainly attributed to subtype A. The current study provides insights into the similar
patterns of the evolutionary dynamics of sub-subtype Al and A6 in our countries. The advanced
phylodynamic analysis performed in this research indicated a growing trend of the subtype A
epidemic in Serbia, which especially refers to the sub-epidemic A6, whose analysis showed high
Re value in the last few years.

TRANSMISSION CHARACTERISTICS AND SUBTYPE DIVERSITY OF HIV-1
EPIDEMIC IN MONTENEGRO: PHYLOGENETIC EVIDENCE OF INCREASING
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Introduction

The global HIV/AIDS epidemic consists of a number of regional epidemics caused by different
HIV-1 subtypes prevailing in different regions. The increasing circulation of new subtypes may
therefore have major effects on controlling HIV-1, thus making public health surveillance
increasingly important. With the growing diversity of the HIV pandemic, routine genotyping is an
important tool for monitoring viral subtype. With national HIV epidemic of nearly 40 years (since
1989), Montenegro is among the countries with the lowest prevalence of HIV infection in Europe,
0.05%. Previous molecular studies of HIV epidemic in Montenegro suggested the predominance
of HIV-1 subtype B, with the negligible prevalence of non-B subtypes, predominantly subtype C.
However, the information about the genetic diversity and evolutionary dynamics of the HIV
epidemic in Montenegro are still scarce. The objective of the present study was to investigate the
molecular diversity of the HIV-1 subtypes circulating in Montenegro as well as transmission
characteristics through advanced phylogenetic analysis.

Methods

For this study, 67 HIV-1 pol sequences from adult health care clients, both with newly diagnosed
HIV infection and on antiretroviral treatment, were analyzed. The sequences were aggregated from
2014 to 2024, with additional inclusion of 31 local HIV sequences available at NCBI database,
generated in previous research in Montenegro (sampled from 2007-2010). Subtyping was
performed by commonly used tools (Comet, REGA, jpHMM). Phylogenetic trees were
constructed using maximum likelihood (ML) and Bayesian inference of phylogeny, under the
GTR+I+G model of evolution. Transmission clusters were defined based on both genetic distance
and bootsrap support value. For each of the sequences within the identified transmission cluster, 5
to 10 mostly similar sequences were retrieved from GenBank based on BLAST analysis and
included in the tree reconstruction.

Results

All three subtyping tools and ML analyses yielded congruent results for subtypes determination
for all 98 analyzes sequences, showing subtype B as the predominant one, found in 82.3% (74/98),
followed by subtype A in 17.3% (17/98), subtype C in 6.3% (6/98), and others. Of those, 12/17
sequences were identified as sub-subtype A1, while 5 sequences were identified as sub-subtype
A6 as revealed only by COMET test. Of note, subtype A was identified predominantly in the
period from 2014-2024 within sequences generated during the course of this research, (16/17),
with median year of diagnosis 2017, while subtype B and C were found throughout the analyzed
period. Initial transmission cluster investigation revealed very high proportion 74/98 (82.3%) of
the local subtype B sequences grouped, within 7 phylogenetically well supported transmission
clusters (number of sequences from 3 to 17). After inclusion of the BLAST sequences 4
transmission cluster retained their authenticity, while 3 were found intermixed with foreign
sequences predominantly Serbian, Croatian and Slovenian sequences, and therefore could be
considered as cross-border. The estimated birth-death skyline plot analyses of general subtype B
epidemic showed activity from the beginning of the epidemic followed by slight decrease in the
early nineties, however retaining value above 1 during the whole investigated period. Regarding
subtype A epidemic in Montenegro estimation of Re value slight increase starting from 2018 with
the highest value 1.8 at the end of investigation period.

Conclusions

From the phylogenetic standpoint our analyses revealed three major characteristics of the HIV
epidemic in Montenegro i) predominance of subtype B epidemic; ii) Transmission dynamics of HIV
spread in Montenegro inked to transmission clusters formation; iii) rapid increase of newly
identified subtype A epidemic. High prevalence of subtype A found in this research coupled with
the phylodynamic evidence for further epidemic spread of this sub-epidemic, underscores the need



for continuous monitoring of subtype distribution and exigency to enhance current methodology as
well as increase the usability and utility of molecular epidemiology software to better guide public
health decision-making for HIV prevention.

YPEBHATA MUKPOBHUOTA U IEPCUCTUPAILIIATA UMYHHA
AKTHUBALUSA ITPU XOPA, KUBEEIIIA C HIV
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Pe3ome

UpeBHaTa MUKpOOHOTa Urpae poJis B XpOHUUHOTO Bb3NajieHue, cBbp3ano ¢ HIV undexuusra. To
OT CBOS CTpaHa € BakeH (pakTop 3a mporpecusita Ha 3abomsBanero g0 CIIMH, pasButuero Ha
ChI'BTCTBALIM 3a00JsBaHus, HecBbp3aHu cbe CIIMH, u cMbpTHOCTTA cpell XopaTa, KHUBEELIH C
HIV. XpoHunyHara MMyHHa akTUBalus IE€PCUCTHpPAa HE3aBUCHMO OT IPOBEXKJAHETO Ha
a"tuperpoBupycHa tepanus (APT) u ce xapakrepusupa ¢ NPOMEHEH MUKPOOHOM, JIOpU NpHU
MalUEeHTH ¢ oNTHUMallHa BUpycHa cynpecus 3a HIV. Belipeku ue npoyuBaHusiTa B Ta3u 00JacT Bce
Ollle ca OrPaHUYEHU U IPOTUBOPEUUBH, IIOBEUETO PE3YJITATH I10KA3BaT, Y€ peXKUMUTE, Oa3upaHu
Ha INSTI ca no-e)eKTUBHM OTHOCHO Bb3CTaHOBSIBAHETO HA UYPEBHUS MUKPOOUOM.
JIO'bJIHUTETHY MHTEPBEHLUHN KaTO MPHJIOKEHHE Ha MPeOUOTULM, TPOOHMOTUIM, TOCTOMOTHUIIH,
TpaHCIUIaHTAlMsl Ha (ekasiHa MHUKpOOHMOTa JaBaT HOBUM BB3MOXHOCTH 3a MOBIMSBAHE Ha
MMYHHATa aKTUBalMs. JJMeTHYHUTE HHTEPBEHLIMH CBILO MOTaT Jja ObAaT MpHJIaraHyu 3a MPOMsHA
Ha MUKpOOMOMa U TIOBJIMSIBAHE HA MEPCUCTUPAIIOTO Bb3MaJICHUE.

Te3u uHTEpBEHIIMM MPOABIDKABAT /1a ObJAT aKTUBHO MPOYYBAHM, KAKTO M ONTHMHU3MPAHETO Ha
AHTUPETPOBUPYCHATA Tepanus 3a €EeKTUBHO MOBIHIBAHE HA XPOHUYHOTO Bh3nayienue npu HIV
UHEKIHSL.

GUT MICROBIOTA AND PERSISTENT IMMUNE ACTIVATION IN PEOPLE
LIVING WITH HIV
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Summary

The gut microbiota plays a role in the chronic inflammation associated with HIV infection. This
in turn is an important factor in the progression of the disease to AIDS, the development of non-
AIDS comorbidities, and mortality among people living with HIV. Chronic immune activation
persists regardless of antiretroviral therapy (ART) and is characterized by an altered microbiome,
even in patients with optimal HIV viral suppression. Although studies in this area are still limited
and controversial, most results show that INSTI-based regimens are more effective in restoring the
gut microbiome. Additional interventions, such as the use of prebiotics, probiotics, postbiotics,


mailto:n.yancheva-petrova@medfac.mu-sofia.bg
mailto:n.yancheva-petrova@medfac.mu-sofia.bg

fecal microbiota transplantation, provide new opportunities to influence immune activation.
Dietary interventions can also be used to alter the microbiome and influence persistent
inflammation. These interventions continue to be actively studied, as does the optimization of
antiretroviral therapy to effectively address chronic inflammation in HIV infection.

TNUHAMMKA HA HOBOJAMATHOCTHULIMPAHUTE U PECTAPTHPAJIATE
MALMEHTH C X1B B IJIOBINBCKUSA PETMOH: MOJIEKYJISIPHO-
ENUJIEMUOJOTMYHN XAPAKTEPUCTUKH U TEPAIEBTUYEH OTTOBOP
(2018-2024)
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KirouoBu nymn: XVIB, cyOTunose, aHTUpETpOBUpPYCHA Tepanusi, BUpyceH ToBap, CD4

BbBenenne

UYetupu aeceTuseTus ciell BbBEXKAAHETO HA MMbPBUS AUarHoctudeH tecT 3a XMB, undexuusra
BEeUYe C€ pasMiexaa KaTo KOHTPOJUPYeMO XpoHHYHO 3aboinsBaHe. IIpocnensBanero Ha
HOBOJIMarHOCTUIIMPAHUTE U pecTapTHpaiuTe aHTUperpoBupycHa Tepanus (APT) namuentu,
KaKTO U aHAIM3bT Ha CyOTHUIIOBOTO pasmpeiiesieHHe, ca KIIOYOBU 3a pa3OupaHe Ha JloKallHaTa
MOJIEKYJISIPHA €MTAIEMUAOJIOTUS U ONTUMU3UPAHE HA TEPANIEBTUYHUTE TIOIXO/IH.

MaTtepuaju U MeTOAN

[IpoyuBanero BkimtouBa 440 XVB nosutuBnu (XMB+), auarHocTMIMpaHd M MPOCIEAsBaHU B
Kiuaukara o nadekmmosan 6onectn, YMBAJI ,,C. 'eopru® — [Tnonus, B mepuoaa 2018-2024
r. [lannenTuTe ca pas3ieneHn Ha HOBOAMArHOCTULIMPAHU U pectaptupaiu APT. Ananusupanu ca:
umyHonoruueH craryc (CD4+ Opoit, CD4/CD8 unaexc), supyced toBap (VL), TepaneBTHYHU
PEKUMU U IMHAMHKA HAa BUPYCOJIOTUYHUS M UMYHOJIOTHYEH OTroBOp. JIaHHUTE ca ChIIOCTABEHH C
pe3yaTaTuTe OT MOJIeKyJIsspHOTO TUnu3upane Ha HIV cyorunosere nmpu nanuenture. M3non3panu
ca METOAWTEe Ha KIMHUYHO HabmoaeHue, ¢uoyuuromerpuyen anamu3, PCR u RT-PCR
CEKBEHHpAHe.

Pesyararu

Hosoperucrpupanure ciaydan XMB+ 3a Tpute ronunu Bp3nu3a Ha 301, a pecraptupanure APT
ca 139. IlpeobnagaBaT MbBXKe BBB Bb3pacToBaTa rpyna 25-44 r., ¢ OCHOBEH MEXaHM3bM Ha
3apa3siBaHe, XOMO-WJIM OHCeKcyasleH KOHTAakT. [Ipu MONeKynspHO-eMHIeMHOIOIMYHHS aHAIN3
Hali-uecTo cpeujan e cyOotun B, mocneaBan oT mupKynMpamu peKoMOWHAHTHH (opMu
(CRFO1_AE, CRF02_AG). 3HauynTenHa 4YacT OT HOBOJMArHOCTUIIMPAHUTE MAIMEHTH Ca C
HanpenHai umyHeH aedunut (CD4 <350 knerku/pl), Ho Bppeku ToBa ctaptupane Ha APT Boau
1o Obp3a peaykuus Ha BUpycHHUs ToBap. Jlo kpas Ha mbpBara roguHa 92,5% OT manueHTuTe
nocrturatr HeoTkpuBaeM VL (<40 xommst/ml), a cpeanust mpupact Ha CD4+ kietku e
npubmusurenno 200 xinerku/pl. PecraprupanuTte nanmMeHTH TOKa3BaT IMO0-0aBHa HMMYyHHA



PEKOHCTUTYIIHSA, HO CXOJHM HHBAa Ha BHPYCOJOTHYEH OTTOBOP NpHU A0OPO MPUABPKAHE KbM
TepamnuAra.

N3Boau

Enunemuonoruunute gaHHu oT [IIOBAMBCKMS PErMOH NOTBBPXKIABAT TEHACHIUATA KbM
crabwieH Opoit HoBu XVIB nHdpekunn u moayepraBar poyiata Ha cbBpeMeHHuTe APT pexxumu 3a
OBp30 MocTUraHe Ha BUpyCHa cymnpecus. PaznpeneneHuero Ha CyOTUIIOBETE OTpa3siBa rNo0aTHUTE
MUTPAllMOHHU M COUMANHU mpouecd. HeoOxonumo e ocurypsiBaHe Ha MOCTOSHEH AOCTBI J10
MOJICKYJISIpHA IMarHOCTHKA, pAHHO BKJIIOUBAHE B TE€panusl U MYJITHAUCHUIUIMHAPHA FPHUKA, 32 Ja
ce rapaHTupa yCTOWYMBO OBJIa/IIBaHE HA CMHUIEMUATA.
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Introduction

Four decades after the introduction of the first diagnostic test for HIV, the infection is now
considered a manageable chronic disease. Monitoring newly diagnosed patients and those
restarting antiretroviral therapy (ART), as well as analyzing subtype distribution, is essential for
understanding local molecular epidemiology and optimizing therapeutic strategies.

Materials and methods

The study included 440 HIV-positive individuals diagnosed and followed at the Clinic of
Infectious Diseases, St. George University Hospital — Plovdiv, during 2018-2024. Patients were
categorized as newly diagnosed or restarting ART. The following parameters were analyzed:
immunological status (CD4+ count, CD4/CD8 ratio), viral load (VL), therapeutic regimens, and
the dynamics of virological and immunological response. Data were compared with results from
molecular typing of HIV subtypes. Methods included clinical observation, flow cytometry, PCR
and RT-PCR sequencing.

Results

A total of 301 newly diagnosed and 139 ART-restarted patients were recorded during the study
period. Men aged 25-44 years predominated, with homosexual or bisexual contact as the main
transmission route. Subtype B was most common, followed by circulating recombinant forms
(CRFO1_AE, CRF02_AG). A significant proportion of newly diagnosed patients presented with
advanced immunodeficiency (CD4 < 350 cells/ul), but ART initiation resulted in a rapid decrease
in viral load. By the end of the first year, 92.5% of patients achieved undetectable VL (<40



copies/ml), with a mean CD4+ increase of approximately 200 cells/ul. Restarted patients showed
slower immune reconstitution but similar levels of virological suppression when adherent to
therapy.

Conclusion

Epidemiological data from the Plovdiv region confirm a stable number of new HIV infections and
highlight the role of modern ART regimens in rapidly achieving viral suppression. The subtype
distribution reflects global migration and social processes. Continuous access to molecular
diagnostics, early initiation of ART, and multidisciplinary care are essential for sustainable
epidemic control.
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KiarouoBu nymu: XVB, antupetpoBupycHa Tepamnus, NpoIbIKUTEIHOCT Ha KUBOTA

Pesrome

[IpoxpmxuTenHocTTa HAa *)UBOTA Npu Xxopara ¢ XVB, npuemaiiyn aHTUPETPOBUPYCHA Tepanus
(APT), ce e yBenuuuia 3HaYUTETHO Mpe3 nociaeanute 25 ronunu. Iloasure ot koMOMHMpaHaTa
APT 3a KOHTpoJI Ha BUpYCHaTa perumkanus u npeaaBaHeto Ha XVB noeenoxa no HeliHara
YHUBEpCaJIHA MIPENOpPbhKa.

Marepuaau ¥ METOIH

[IpencraBsame Tpu XM B-1o3uTuBHY JiMlla, MOHUTOPUPAHU U JieKyBaHHU B CrieliMaan3upaH HEHTHP
3a neyenue Ha XVB/CIIMH kM YMBAJI ,,C.I'eopru” rp.IInosnus. M3non3Banu ca KIWHUKO-
eNUIEMHUOJIOTUYHU U KiIMHMKoNabopatopuu meroau. XUB undexnusara e Bepuduunmpana B
Hanuonanna pedepentna norsspautenta gadoparopus no X1UB, HLBIIB-Codus.

Kiannuanum ciryyan

[IbpBUAT ciyyail € Ha 67-TOUIIEH MBX, peructpupan karo XVB (+) mosnoxureneH oule npes
1987r. IlpocnensBa ce u ce nekysa B Llentbpa no XMB/CIIUH rp. [1noBaus ot 18 roaunu, ¢
no0po mpuabpkaHe KbM Tepanusta. [Ipe3 To3um meproa € uman 3 TepaneBTUYHU PEXUMA.
Perucrpupano e camo enno CIIMH unaukatopHo 3a0o0ssBaHe — HUTOMETAIOBUPYCEH PETUHUT.
Bropusr ciyuaii e Ha 53-roj. xena, ¢ XM B-monoxutenen craryc ot 1996r. Peructpupana e B
[InoBnuBckus 1EeHTHp OT 17 roguHW, HO € C JIOIIO NPUIBbPKAHE KbM TEpamusATa U 4YeCTU
npekbcBaHus. Hamuie ca ¥ cepuo3HM NpuapykaBaily 3a00JIIBaHUS — KaplIUHOM Ha MJI€YHa
#uie3a u enunencus. [locnennusar ciydail € Ha 46-ro. MbXK, HHTPABEHO3EH HApKOMaH, KOWTO €
XWB-nonoxwuteneH ot 20 roguan. iMa MHOXECTBO XOCIUTAIU3allMU B KJIMHUKATA, MPE3 KOUTO
ca yCTaHOBEHH BHpyceH xenatut C, KaHau103a — OpajiHa, e3oradeaiHa U Ha AUXaTeIHU IbTUIA,
nHeBMoHnus. [Ipuema pegosno APT ot 2013r.

3akiroyenue
Tpure npencraBeHn una NpoAbJDKABaT Ja C€ MOHMTOpPHpAaT M JieKyBaT B lleHTepa 1o
XUB/CITUH rp. IInoBaus. [IpueMbT Ha aHTUpPETPOBUpPYCHA Tepamus 3abaBsi MporpecusrTa Ha



MH(DEKIHATa U OKa3Ba CHIIECTBEHO BIUSHUE BHPXY MPOIBIDKUTEIIHOCTTA HA )KHBOTA TIPHU XOpa,
xkuBeeny ¢ XMB.

LIFE EXPECTANCY IN PEOPLE WITH HIV INFECTION - CLINICAL CASES
FROM THE SPECIALIZED CENTER FOR HIV/AIDS TREATMENT IN PLOVDIV

Petya Argiroval, lvan Baltadzhiev!?, Mariyana Stoycheva

! Department of Infectious Diseases, Parasitology and Tropical Medicine, Medical University of Plovdiv
2 Clinic of Infectious Diseases, University Hospital "St. George" Plovdiv

Keywords: HIV, antiretroviral therapy, life expectancy

Abstract

Life expectancy in people with HIV receiving antiretroviral therapy (ART) has increased
significantly over the past 25 years. The benefits of combination ART for controlling viral
replication and HIV transmission have led to its universal recommendation.

Materials and methods

We present three HIV-positive individuals monitored and treated at the Specialized Center for
HIV/AIDS Treatment the University Hospital "St. George™ in Plovdiv. Clinical, epidemiological
and clinical-laboratory methods were used. HIV infection was established at the National
Reference Confirmation Laboratory for HIV, National Center for infectious and parasitic diseases,
Sofia.

Case presentations

The first case is a 67-year-old man, registered as HIV (+) positive as early as 1987. He has been
followed up and treated at the HIVV/AIDS Center in Plovdiv for 18 years, with good adherence to
the therapy. During this period, he had 3 therapeutic regimens. Only one AIDS indicator disease
has been registered — cytomegalovirus retinitis. The second case is a 53-year-old woman, with
HIV-positive status since 1996. She has been registered at the Plovdiv Center for 17 years, but has
poor adherence to the therapy and frequent interruptions. There are also serious concomitant
diseases such as breast cancer and epilepsy. The last case is a 46-year-old man, an intravenous
drug user who has been HIV-positive for 20 years. There have had numerous hospitalizations in
the clinic, during which viral hepatitis C, candidiasis including oral, esophageal and respiratory
tract, pneumonia were detected. He has been taking ART regularly since 2013.

Conclusion

The three individuals presented continue to be monitored and treated at Plovdiv HIV/AIDS Center.
Taking antiretroviral therapy slows the infection progression and has a significant impact on the
life expectancy of people living with HIV.



AHAJIN3 HA IUPKYJIMPAIIIM TEHETUYHN BAPUAHTH HA BUPYCA HA
MAMMYHCKATA BAPHOJIA B BbJITAPUS — ITBPBOHAYAJIHU JAHHHU

Cr. Kpymosa®, Us. Tpudonosa?, JI. Usanos**, P. Creanosal, JI. Benena®, H. SInuesa®* 1.
Xpucrosal?

Y HPJI ,, Mop6unu, Ilapomum, Py6eona”’, Omoen Bupyconoaus, Hayuonanen yenmop no 3apasuu u napasumuu
6orecmu — Cogpust
2 HPJI ,,Tpun u OP3”, Omden Bupyconozus, Hayuonanen yenmuvp no 3apasnu u napazummuu 6onecmu - Coghust
3 Omoenenue 3a npuoobuma umynna nedocmamvunocm, CEAJIUIIE ,, Ipog. U. Kupos“, Codpus
4 Kameopa no Hnpexyuosnu 6orecmu, Iapasumonozus u Tponuuecka meduyuna,
Meouyuncku Ynusepcumem — Coghus

Karouosu xymu: mpox, Clade Ilb, NGS

BbBenenne

MaiimyHckata Bapuona (mpox) € 300HO3Ha HHQeknus, npuuuHsBaHa oT Orthopoxvirus
(Monkeypox virus, MPXV), kosT0 10 HEOTAaBHA Ce Cpelialie IPeANMHO B €HAEMUYHH PETHOHU
Ha lentpanna u 3amagHa Adpuxa. Ot 2022 r. Hacam obaye 3a00JIBAaHETO MPUAOOU TIOOATHO
pasnpocTpaHeHne, KaTo Ce PEeTrUCTpUpaT MHOXKECTBO BHOCHM W JIOKaNHU ciiydan B EBpomna.
['eHeTMUHOTO THIM3WpPaHE HA BUPyca € OT KIIOYOBO 3HAYCHHWE 3a pa3KpuUBaHE Ha
TPAaHCMHCHOHHUTE BEPUTH, HICHTU(UIIMPAHE Ha HOBU MYTallMU U OIICHKAa Ha TsIXHATa pojs 3a
KIIMHAYHATA TEKECT U eMUIEMHOJIOTUIHOTO TIOBEJCHNE Ha WHPEKIHUATA.

Men

OcHOBHaTa 1ieJ1 Ha HACTOSIIOTO M3CJIEABAHE € J1a Ce ONPENENAT LUPKYJIUPALIUTE I'eHETHUYHU
BapHaHTH Ha BUpyca Ha MaliMyHcKaTa Bapuosa B beiarapus u na ce nmpocieau TsxHaTa Bpb3Ka €
r7100aJIHO pa3npOCTPaHEHUTE JIMHUU U [TOJIBAPUAHTH.

Marepuaau 1 MeTOAH

B npoyuBaHeTo ca BKJIIOYEHM KJIMHUYHU Ipodu oT 11 manueHTH ¢ 1abopaTOpHO MOTBBPJAEHA
mpox HHGEKIM, TuarHocTUIpany B bbirapus B nepuona 2022-2025. M3pbpiieHa € eKCTpaKIus
Ha BUpPYCHA HYKJIEMHOBA KUCEJIMHA U aMIUTMuKanus upe3 real-time PCR ¢ nen norsbpxiaBane
Ha JuarHos3ata. 3a (MIOreHeTHYHHS aHaJIu3 Ca M3IMOJ3BAaHU TEXHMKH Ha CEKBEHHpAHE OT HOBO
nokosienue (NGS) 3a kimouoBu reHu. [lomyuyeHuTe HYKIEOTHAHM MOCIEIOBAaTEIHOCTH ca
CpaBHEHM U aHanM3upaHu ¢ pedepeHTHH 0a3zu nanHu (GenBank, GISAID, Nextclade).

Pesyararu

AHanu3bT MokKasza, ye cekBeHupaHute Obiarapcku MPXV wusonatu (n=15) nmpunamiexatr KbM
Clade IIb, koiiTo e mmupoko pasnpoctpaneH B EBpona o Bpeme Ha enugemusra ot 2022 r. Hacam
U € TOMMHHMPAIIMST [0 OTHOLIEHHE Ha PUCKOBATa rpyna MHQEKTUpaHU, a UMEHHO MbXE KOUTO
MPaBAT ceKe ¢ Mbxke. OTKpUTH Os5xa TeHETUYHH BapyalliK, KOUTO KOPECTIOHIUPAT C BeUe ONUCAHU
MyTallu{, CBHP3BAaHU C IOBUIIEHA aJalNTHUBHOCT Ha BHpYyca IMPH YOBEUIKH TOCTONPUEMHUK.
Wnentudunmpaxme renernunata munaus B.1 npu 9 nzonara (mauueHTd noTBbpAeHHU npe3 2022 1.)
¥ Tpou3iM3aliaTa B TOCIEACTBHE OT Hes reHeTwdyHa JuHMSA F.2 mpu 6 m3onarta (mamueHTH
notBbepaeHH npe3 2024 u 2025 r). Te ce oTHacAT kbM crienndudeH noaxieiia B pamkure Ha Clade
[Ib ra MPXV, usBecten ¢ Bucokara cu pasnpoctpaneHoct Ha APOBEC3-menuupanu BapuaHTH.
Te3n reHeTMYHM JMHMM Ca CBBbP3aHM C NpOABbDKABAlllaTa LUPKYJIalMs Ha BHPYCa, KOETO
MOTEHIIMAJIHO BIIMsAE BbpPXY HEroraTa TpaHcMucusi U eBoironus. [lapanenHo ¢ ToBa nokazaxme
kouHdexims ¢ HIV npu Tpuma 1 namuiaoMa BUpYyC IpU €IUH OT MOTBBPACHUTE C MPOX MBXKE.



3akiouenue

Pesynrarure OT HAcTOAMIOTO NPOYYBAaHE IOTBBPXKAABAT, Y€ LUPKyaupamure B bbiarapus
BapuaHTH Ha MPXV ca reHetm4yHo OJM3KM 10 Te3u, AoMuHUpaim B EBpona. 3acuiieHusT
MOJIEKYJISIDHO-CIIUIEMUOJIOTUYEH HAA30p € KPUTHYEH 3a pPaHHO OTKPHBAHE HAa BUPYCHU
TEHETUYHU IPOMEHHU, KOUTO MOTaT /14 OKAKAT BIUSAHUE BbPXY TPAHCMUCHATA, KIIMHUYHATA U35Ba
WK e(EeKTUBHOCTTA HA HAIMYHUTE NPOGWIAKTUYHU U TEPANIEBTUYHU CTPATETUU MO0 OTHOLIEHHE
Ha mpox. Hammre nanHu gonmpuHacsT 3a riodaimHaTa KapTWHa Ha nupkynauus Ha MPXV,
0co0eHO B paiioHa Ha bakaHCKUS MOJIyOCTpOB.

bnazooapnocmu: Ilpoyusanemo e punancuparno om nayuno-usciedoeamencku npoekm c NeKII-
06-H63/13 om 03.07.2023 2. na mema: ,, Matimyncka sapuona 8 Bvieapus - kiunuuno npomuuane,
NbM HA MPAHCMUCUSL, BUPYCOIO2UYEH U MONEKYIApHO-eeHemuder ananus ", ®HU-2022 u /locosop
BG16RFPR002-1.014-0017 ,,[{eumvp 3a komnemewmunocm ,, Hmynonamoecen* no Ilpocpama
., Hayunu uzcneosanus, unosayuu u oueumanuzayus 3a unmenueenmua mpancgopmayus “ 2021 —

2027 2.

ANALYSIS OF CIRCULATING GENETIC VARIANTS OF MONKEYPOX VIRUS IN
BULGARIA - INITIAL DATA
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!NRL "Measles, Mumps, Rubella”, Department of Virology, National Center for Infectious and Parasitic Diseases -
Sofia
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Introduction

Monkeypox (mpox) is a zoonotic infection caused by Orthopoxvirus (Monkeypox virus, MPXV),
which until recently was mainly found in endemic regions of Central and West Africa. However,
since 2022, the disease has gained global distribution, with numerous imported and local cases
being registered in Europe. Genetic typing of the virus is of key importance for revealing the
transmission chains, identifying new mutations, and assessing their role in the clinical severity and
epidemiological behavior of the infection.

Objective

The main objective of this study is to determine the circulating genetic variants of monkeypox
virus in Bulgaria and to trace their relationship with the globally distributed lineages and
subvariants.

Materials and methods

The study included clinical samples from 11 patients with laboratory-confirmed mpox infection,
diagnosed in Bulgaria in the period 2022-2025. Viral nucleic acid extraction and amplification by
real-time PCR were performed to confirm the diagnosis. Next-generation sequencing (NGS)
techniques were used for the phylogenetic analysis of key genes. The resulting nucleotide
sequences were compared and analyzed with reference databases (GenBank, GISAID, Nextclade).



Results

The analysis showed that the sequenced Bulgarian MPXV isolates (n=15) belong to Clade Ilb,
which has been widespread in Europe during the epidemic since 2022 and is the dominant one in
terms of the risk group of infected people, namely men who have sex with men. Genetic variations
were found that correspond to previously described mutations associated with increased
adaptability of the virus in the human host. We identified the genetic lineage B.1 in 9 isolates
(patients confirmed in 2022) and the subsequently derived genetic lineage F.2 in 6 isolates (patients
confirmed in 2024 and 2025). They belong to a specific subclade within Clade b of MPXV,
known for its high prevalence of APOBEC3-mediated variants. These genetic lineages are
associated with the ongoing circulation of the virus, which potentially affects its transmission and
evolution. In parallel, we demonstrated coinfection with HIV in three and with papillomavirus in
one of the men confirmed with mpox.

Conclusion

The results of the present study confirm that the MPXV variants circulating in Bulgaria are
genetically close to those dominant in Europe. Enhanced molecular epidemiological surveillance
is critical for early detection of viral genetic changes that may impact transmission, clinical
presentation, or the effectiveness of available prophylactic and therapeutic strategies for mpox.
Our data contribute to the global picture of MPXYV circulation, especially in the Balkan Peninsula
region.

Acknowledgments: The study was financed by the National Science Fund, research project:
"Monkeypox in Bulgaria — clinical manifestation, transmission, virological and molecular genetic
analysis" (Contract No. KII-06-H63/13 dated 03.07.2023) and Contract BG16RFPR002-1.014-
0017 ,, Center of Competence ImmunoPathogen “, procedure BG16RFPR002-1.014 ,, Sustainable
development of Centers of Excellence and Centers of Competence, including specific
infrastructures or their associations of the NRRI “, Programme ,, Research, Innovation and
Digitalization for Smart Transformation 2021 — 2027"

MHNPOCJIEAABAHE HA ®EHOTHUIITHU U METABOJINTHU XAPAKTEPUCTHUKU HA
CD4 1 CD8 T JIMM®OLMUTUTE HA XUB + ,,EJIMTEH KOHTPOJIEP*
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BnBenenne

Xopara, xupeen ¢ XMB (X0KX), kouto ycnsiBaT mpOIBJDKUTENHO Jla MOTUCKAT BUpPYCHATa
peruKanys B OTChCTBHE Ha aHTUpeTpoBHUpycHa Tepanus (APT) ce ompeaensT xaTo ,,elUTHH
koHTposnepu* (EK). OcHoBHUTE (PEHOTHUIHH XapaKTEPUCTUKH HA JIUM(DOLUUTHUTE UM HOIYyJIalluu
ce OTIIMYaBar oT Te3H Ha octaHanute X KX, BxmounrtenHo u ycrneuHa APT u Bp3cranoBen CD4
abcomoren Opoit (AB). Bemnpeku ToBa, EK morar nma 3ary0ar KOHTponm Haa WHGEKIUsTA.
IIpocnensiBaneTo HAa PEHOTUITHUTE U MUTOXOHAUPAITHU MPO(UIH MPH TaKWBA MHIUBUIM € PAIKa
BB3MOXHOCT JIa C€ YCTAHOBSAT MOTEHIIMATHU PAaHHU MapKepH 3a 3aryda Ha KOHTPOJI HaJl BUpyCHATa
peIUINKaLHus.



Men

Jla ce wm3cienBaT JOHTUTYAOHATHO (DEHOTUITHH W MeTabonuTHH Mapkepu Ha CD4 m CDS T
TUMQOIUTHTE MPH HENEKyBaH MauueHt, nuarHocturupad ¢ HIV undexuus npe3 2018 r. u ¢
TpaitHo HepojoBuMm HIV Bupycen ToBap.

MarepuaJj u MeTOaH

[Ipobu ot mepudepHa KpbB B X042 Ha UMyHOJIIOTHYHUS MOHUTOPUHT Ha EK (2023 u 2025) ca
CpaBHEHU TMOMEXIY CU 1Mo (EeHOTHITHU Mapkepu Ha mudepennuanus u uztomenue (CD45RA,
CCR7, CD27, CD28, CD57, TIGIT, PD, CD127/CD25, CD38, CD39) u MUTOXOHIpHaiiHa Maca
(MM) wa CD4 u CD8 T xjeTkare IOCPEACTBOM MHOTromapaMeTbpHa (DIoynuToMeTpus
(FACSCanto I, TRUCount, FACSDiva).

Pesyararu

CD4AB, CD8ADB u CD4/C8 unnexc Ha EK 6sxa chorBeTHO 1342 11 1104, 985 1 664, 1.36 u 1.66
3a 2023 u 2025. CD45RA-CD25+CDS8 cybnonynamnusata ce ¢ Hamammia ot 14% ua 0.6%.
Excrnpecusita na CD38 peuentopu or CD4 u CD8 T knetkure 6e cxonHa U B pedepeHTHUTE
rpanuiy 3a 3apaBu uHAUBUIN (1066 vs 1417 u 1229 vs 963). He ce ycraHoBM HapacTBaHE Ha
KpaiiHOo audepeHuupanu U u3touieHu edexkropuu T-cybmomynanuu. EnuHcTBeHaTa 3HaYnMa
MpoMsiHa Oellle OTYETeHa M0 OTHOILIeHUEe Ha MUToXoHApuanHata maca (MM MFI) na CD4 u CDS8
mumponuture: HapactBane oT 3175 Ha 18340 u ot 3323 Ha 10068, cboTBETHO.

HN3Boau

MuToxoHIpHaiHaTa Maca € paHeH U YyBCTBUTEJICH MapKep 3a MHTEH3UBEH UMYHOMETA00IN3bM ,
MIPEIXOKIAI TOSIBaTa HA W3BECTHUTE (DEHOTUITHN MapKepH Ha MU3TOIICHUE W OCTapsiBaHe Ha T-
nuMdonuTuTe.

bnazooapuocmu: Toea npoyusane e ¢hunancupano ¢ nooxkpenama na Ilpoexm ,,[lenmvp 3a
Komnemenmuocm ,, QynoameHmanty, mpancaiupawiy U KIUHUYHY U3CIe08anus 8 obiacmma Ha
ungexyuume u  uHgexyuoznama  umyHonoeus ', punancupan  no Ilpoepama  "Hayunu
U3CNe08anus, UHOBAYUU U OuSUMaIu3ayus 3a ummenuceHmua mpancpopmayus 2021-
2027"  Hozoeop Ne: BG16RFPR002-1.014-0017-C01
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Introduction

People living with HIV (PLWH), who successfully suppress virus replication in absence of
antiretroviral therapy (ART) are defined as “Elite Controllers” (EC). Their main phenotype
characteristics of lymphocyte populations differ from the rest of PLWH, including those with
successful ART and recovered CD4 absolute count (AC). Nevertheless, EC can lose control over
the infection. Follow-ups on phenotypic and mitochondrial profiles in such individuals is a rare
opportunity to identify potential early markers characterizing loss of control over viral replication.



Aim
To analyze longitudinally phenotypic and metabolic markers for CD4 and CD8 T lymphocytes in
an untreated patient, diagnosed with HIV in 2018 and persistently undetectable viral load.

Materials and methods

Peripheral blood samples were collected during immune monitoring of the EC (2023 and 2025)
comparing phenotypic markers for differentiation and exhaustion (CD45RA, CCR7, CD27, CD28,
CD57, TIGIT, PD, CD127/CD25, CD38, CD39) and mitochondrial mass (MM) of CD4 and CD8
T cells using multiparameter flow cytometry (FACSCanto I, TRUCount, FACSDiva).

Results

CD4 AC, CD8 AC and CD4/CDS8 ratio of the EC were 1342 and 1104, 985 and 664, 1.36 and 1.66
for 2023 and 2025. The CD45RA-CD25+CD8 subpopulation was reduced from 14% to 0.6%.
Expression of CD38 receptors for CD4 and CD8 T cells were similar and in reference values for
healthy individuals (1066 vs 1417 and 1229 vs 963). No increase was found in the terminally
differentiated and exhausted effector T-subpopulations. The only significant difference we found
was a rise in MM MFI in CD4 and CD8 T cells from 3175 to 18340 and from 3323 to 10068,
respectively.

Conclusion
Mitochondrial Mass is an early and sensitive marker for intense immune metabolism, preceding
known phenotypic markers for exhaustion and senescence of T-lymphocytes.

Acknowledgements: This work is supported by Project “CENTER OF COMPETENCE
“FUNDAMENTAL, TRANSLATIONAL AND CLINICAL INVESTIGATIONS ON INFECTIONS
AND IMMUNITY “, funded by Programme "Scientific Research, Innovation, and Digitalization
for Intelligent Transformation 2021-2027" Contract No BG16RFPR002-1.014-0017-C01
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BbBenenue

Cexkcyamno-npenasanu nuadexmun (CITN) u HIV gecto ce cpemar B konHdekmus. HapacTpamara
gyectoTa Ha CIIU, ocobeHo cpen MBbKeTe, KOUTO MPaBAT CEKC C MBbKe, o [4epTaBa 3HAYCHUETO Ha
MOHUTOPHHTA U MPUJIATAHETO HA MOIXOIAIIM CTpaTeTuu 3a MpoduiakTuka u jeuenue. llenta Ha
HACTOSIIIOTO MPOYYBaHE € Ja aHanusupa pasnpoctpaneHuero Ha CIIN cpen xopa, xuBeemu c
HIV.

Marepuaiu 1 MeTOAH
W3cnensanusta 6s1xa U3BbpIIEHHU 3a nepuoaa centemBpu 2024 - oktomBpu 2025 B CEAJIUIIB
“IIpod. MBan Kupos*. U3cneapanu ca oOuio 187 kIMHUYHU MpoOU OT ypHHA 3a JOKa3BaHE Ha



OakTepuanHu marorenu. M3mon3Ban e mynturuiekceH (PCR 3a emHoBpeMeHHa ACTEKIUS U
mudepenuupane Ha U. urealyticum~+parvum, M. genitalium n C. trachomatis. Jlmarnoctuka Ha
Neisseria gonorrhoeae e usBbpiieHa upe3 MoHoruiekceH (PCR. JOMBIHUTETHO € MPOBEACHO
CKpUHHUHTOBO H3ciieBane Ha 116 mpobu ot ypuHa 3a BucokopuckoBu tunose HPV (HPV-16,
HPV-18, 35/58/66, 33/45/51, 52/59/68, 31/39/56). 3a cudwmiuc ca uscieasanu 215 cepyma c
MOMOLITa Ha Obp3 JIaTeKC-arllyTHHAIIMOHEH TECT 3a olpenessHe Ha rmiua3Menu pearunu (RPR) u
WHIUPEKTCH XEMarilyTHHAIMOHEH TECT 3a KAYeCTBEHO M MOJYKOJIWYECTBEHO OTKpPHBAHE Ha
cnenuduynu anrutena cpemry T. pallidum TPHA (Treponema Pallidum Hemagglutination).

Pe3yararu

[Tpu ananu3 Ha u3cneABaHUTE MPOOH OT maruenTy, 21.4% (N=40) oT TIX JeMOHCTpHpaxa HaTHYUe
Ha JIHK Ha GakTepuaiHu MaToreHu, CBbp3aHu ChC CEKCYaATHO-TIpeaaBanu nHdpekuun. Haii-uecto
oTkpuTHTe areHTH BKIrouar Ureaplasma urealycticum u Ureaplasma parvum (n=22), cieaBanu
ot Mycoplasma genitalium (n=16), Chlamydia trachomatis (n=2) u Neisseria gonorrhoeae (n=4).
[Tpu equn manment Oeimre ycraHoBeHa kowH(ekmus ¢ Neisseria gonorrhoeae, U.urealyticum u
C.trachomatis. Ot o6umms Opoii wu3cnemsanu cepymu (n=215), 40% (n=86) mnoka3zaxa
nosioxuTeaHu pesyaratu npu tecta TPHA. Ot Tsx, 30.2% cbi1o nagoxa nojioKUTEIeH Pe3yiTar
npu RPR Ttect. BucokopuckoBu tumoe HPV, cBbp3aHu ¢ MOBHIIEH PHCK 32 Pa3BUTHETO HA
37I0Ka4eCTBEHHU 3a00IsaBaHus, 0sixa oTkputu npu 20.6% (n=24) OT u3cieIBaHNUTE NAIlUeHTH.

HN3Boan

Pe3synrarure noguepraBat BUCOKOTO pa3pOCTPAHEHHE HA CEKCYaTHO-TIPEIaBaHU MHPEKIIUU CPEJl
xopara, >xuBeemiy ¢ HIV. ToBa mocras aklieHT BbpXY HEOOXOIMMOCTTa OT UHTEIPUPAH MOJIXO0/
KbM CEKCyaJlHOTO 3/apaBe Ha xopata ¢ HIV B bbarapus u BbBeXIaHETO Ha e(QEKTHBHHU
CKPUHUHIOBH U JIe4yeOHU CTpAaTernu 3a HaMasiBaHe Ha pa3lpOCTPaHEHUETO Ha T€3U HH(EKIIHH.

PREVALENCE AND CHARACTERISTICS OF SEXUALLY TRANSMITTED
INFECTIONS IN PEOPLE LIVING WITH HIV IN BULGARIA: A PRELIMINARY
STUDY

D. Ivanov'?, K. Ivanova?, D. Strashimirov'2, E. Pentchev!, A. Timchev', R. Grozdeva'?,
N. Yancheva-Petrova'?
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Introduction

Sexually transmitted infections (STIs) and HIV often coexist in coinfection. The increasing
incidence of STIs, especially among men who have sex with men, highlights the importance of
monitoring and implementing appropriate prevention and treatment strategies. The aim of this
study is to analyse the prevalence of STIs among people living with HIV.

Materials and methods

The study was conducted in the period September 2024 - October 2025 in SBALIPB “Prof. Ivan
Kirov”. A total of 187 clinical urine samples were tested for bacterial pathogens. Multiplex qPCR
was used for simultaneous detection and differentiation of U. urealyticum+parvum, M. genitalium
and C. trachomatis. Diagnosis of Neisseria gonorrhoeae was performed by monoplex gPCR.
Additionally, 116 urine samples were screened for high-risk HPV types (HPV-16, HPV-18,



35/58/66, 33/45/51, 52/59/68, 31/39/56). For syphilis, 215 sera were tested using a rapid latex
agglutination test for the determination of plasma reagins (RPR) and an indirect hemagglutination
test for the qualitative and semi-quantitative detection of specific antibodies against T. pallidum
TPHA (Treponema Pallidum Hemagglutination).

Results

Upon analysis of the samples, 21.4% (n=40) of them demonstrated the presence of DNA of
bacterial pathogens associated with STIs. The most frequently detected agents included
Ureaplasma urealyticum and Ureaplasma parvum (n=22), followed by Mycoplasma genitalium
(n=16), Chlamydia trachomatis (n=2) and Neisseria gonorrhoeae (n=4). In one patient, co-
infection with Neisseria gonorrhoeae, U. urealyticum and C. trachomatis was detected. Of the
total number of sera tested (n=215), 40% (n=86) showed positive results in the TPHA test. Of
these, 30.2% also gave a positive result in the RPR test. High-risk HPV types, associated with an
increased risk of developing malignant disease, were detected in 20.6% (n=24) of the urine
samples.

Conclusion

The results highlight the high prevalence of sexually transmitted infections among people living
with HIV. This emphasizes the need for an integrated approach to the sexual health of people with
HIV in Bulgaria and the introduction of effective screening and treatment strategies to reduce the
spread of these infections.

OIILMH U NOAXO/ ITPY JIEKAPCTBEHA PE3UCTEHTHOCT KbM
WHTETPA3HU MHXUBUTOPH, OHATJIEJEHM OT KJIMHWUYEH CJIVUA HA 2T.
JNETE, 5)KUBEEIIO C XWB.
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BbBenenne

Wnterpazaure unxuburopu (INSTIS) mpencraBnsBar ocHOBHa CyOCTaHIUS B I'bpBa JIMHMSA
anTuperpoBupycHa tepanus (APT). Benpeku Bucokara Gapuepa Ha pPEe3UCTEHTHOCT HAa YECTO
nuznon3Banute INSTIS, pe3ucteHTHOCTTA KBM LEAMS KJIac MEIMKAMEHTH Ipe/ICTaBIIsBa
3aTpyAHEHHE B 1Mo00pa Ha moaxo sy pexxuM APT. Onmuure npu faera ca 0co0eHO OrpaHUYeHH,
olIle MoBeye, KOrato ca HaJIM4HU U Apyru myTtauuu Ha XWB ¢ npyra pe3sucTeHTHOCT.
O0o00menue

Craptupaneto Ha APT Bb3MOXHO Hail-paHO pelaylupa pUCKa OT Mporpec Ha 3a00JIIBaHETO U
CMBPTHOCT 0COOEHO IpH JIe11a U 1aBa Bb3MOXKHOCT 32 0bp30 nokauBane Ha CD4 T-numdouutute,
HOpMaJTM3MpaHe Ha UMYHHaTa (YHKIHS U JIUMUTHPAHE HA BUPYCHUTE JIeTIa.

IIbpBa nuHUs Tepanus B EBpoma ca pexuMm OT rpbOHaK ¢ J1Ba HYKJICO3WIHM MHXUOWUTOpa Ha
obparnata TpaHckpunraza (NRTI) u tpera cyOcranims (anchor) - uHTerpaseH HHXHOHTOP.
AnrtepHatuBa mpencraBisBa komOuHamus Ha 2 NRTI ¢ mporeazen maxuburop (Pl) mmm c
HEHYKJICO3H/ICH MHXHOUTOp Ha oOpaTHaTa Tpanckpunrasza (NNRTI).

Onuuute B bparapus 3a aena ca orpaHu4eHu.

[IpencraBeH e KIMHWYEH CITydail Ha JieTe Ha 2T ¢ JIEKapCTBEHA PE3UCTEHTHOCT KbM MHTETPa3HU
MHXUOUTOPM W KBbM TOJsSIMa 4acT OT HYKJICOTHI/HYKJIE3UJHW HHXUOUTOPHM Ha oOpaTHaTa



TpaHckpunrasza u onmuute U noaxonaa B OIMMH kem CBAJIUIIB. O6001ienu ca u3ciaenBaHus,
MMYHOJIOTHYHHSI OTTOBOP M CTOMHOCTHTE HAa BUPYCHHMS TOBap Ha (hOHA HA MPUIIOKEHOTO JICUCHHE.
3akioueHne

JlexapcTBeHaTa pe3UCTEHTHOCT IPEICTaBs €JHAa OT OCHOBHUTE NMPUYUHU 3a cMsaHa Ha APT pexum.
Bb3MokHOCTHTE TIpHM Jema ¢ JIeKapCTBEHa PE3UCTEHTHOCT KbM HHTETPa3HU HHXHOWUTOPH B
boearapus ca cuiiHo orpanuueHd. Bwrpeku, de aenara mpeacTaBiIsiBAT Mallka 4acT OT XOpara,
xuBeemy ¢ XMB B brirapus, € HeoOX0auMO J1a ca HaJUIE OMIIUU 32 AITCPHATUBHH PEKUMU, 32
Jla PeI0TBPATH Mporpeca Ha 3a00IsIBAaHETO.

OPTIONS AND APPROACHES IN DRUG RESISTANCE TO INTEGRASE
INHIBITORS, ILLUSTRATED BY A CLINICAL CASE OF A 2-YEAR-OLD CHILD
LIVING WITH HIV

E. Pentchev?, D. Strashimirov?, D. Ivanov'?, A. Timchev!, S. Mircheval, D. Chengoloval, I.
Aleksiev?, A. Partsuneva®, M. Nikolova®*, I. Pakov®, T. Doichinova®, N. Yancheval?
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Introduction

Integrase inhibitors (INSTIs) are a main part of first-line antiretroviral therapy (ART). Despite the
high resistance barrier of commonly used INSTIs, resistance to the entire class of drugs poses a
significant challenge in selecting an appropriate ART regimen. The options for children are
particularly limited—especially when additional HIV mutations conferring other types of
resistance are present.

Summary

Initiating ART as early as possible reduces the risk of disease progression and mortality,
particularly in children, and allows for a rapid raise in CD4 T-lymphocytes, normalization of
immune function, and limits the size of viral reservoirs.

In Europe, the first-line therapy consists of a backbone of two nucleoside reverse transcriptase
inhibitors (NRTIs) combined with a third “anchor” agent—an integrase inhibitor. An alternative
option includes combining the backbone with either a protease inhibitor (PI) or a non-nucleoside
reverse transcriptase inhibitor (NNRTI).

When it comes to pediatric doses the available options in Bulgaria are limited.

This is illustrated through a clinical case of a 2-year-old child with drug resistance to integrase
inhibitors and to a large proportion of nucleotide/nucleoside reverse transcriptase inhibitors, along
with the therapeutic options and approach undertaken at the. The conducted tests, especially these
of the immune response, and viral suppression under the applied treatment show suboptimal
treatment efficacy.

Conclusion



Drug resistance is one of the main reasons for changing ART regimens. The available options for
children with resistance to integrase inhibitors in Bulgaria are severely limited. Although children
represent a small fraction of people living with HIV in Bulgaria, the availability of alternative
therapeutic regimens is essential to prevent disease progression.

ENMMIAEMHUOJOTIMYEH MTPO®UJI HA XUB-ITIOJIOKUTEJHU NAIIUEHTH,
IHOJIO’KUTEJIHU 3A AHTUTEJIA CPEIIY BUPYCA HA XEITATHUT D:
INPEJABAPUTEJIHO ITIPOYUYBAHE
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BbBenenue

Pasnpoctpanenuero Ha Bupyca Ha xenatut D (HDV) cpen XM B-nonoKuTenHu I11ia 4ecTo € mo-
BUCOKO B CpaBHEHHE C oOwoTO HaceineHue. Ta3u JBOMHA HHQEKIUS IOCTaBsl YHUKAJIHU
MPEAN3BUKATEICTBA MPE]] AMATHOCTUKATA U JICUEHUETO HA MAMEHTUTE IOPAu IPUITOKPUBAILIATE
C€ KJIMHUYHH CUMIITOMM U CJIOKHOCTTA HAa aHTUBUPYCHUTE Tepanuu. HacTosmoro npoyuBane uma
3a 11eJ1 J]a OXapaKTepu3npa enuAeMUOIOTHUHUS MPO(UIT, KaTo aHAIM3HUPA KIFOYOBH 1eMOTpadCKu,
BUPYCOJOTMYHUTE M HMMYHOJIOTMYHUTE TMapameTpd, Ha XMB-monoxurenHu nauueHTH
MOJIOKUTEHY 34 HAIMYKME Ha aHTuTela cpemyy HDV.

Marepuaau 1 METOIH

Hacrosmero noyusane Bkiousa 43 XV B-nonoKuTenH NalMeHTH, JIEKYBaHU U MTPOCTIEIIBaHU B
CBAJIAIIB “TIpo¢. MBan Kupos* 3a nepuoaa 2024 r.— 2025 r. OnieHeHo e pa3npocTpaHeHue Ha
ceposornynu Mmapkepu 1o otHorenue Ha HBV (HBsAg, HBsAb, HBcAb, u HBV DNA), na HCV
(HCV Abu HCV RNA), u nva HDV (HDV Ab u HDV RNA). 3a 0600m1aBane Ha reMorpadckurte
U BUPYCOJIOTUYHUTE XapaKTEPUCTUKU OsIXa U3MO0JI3BaHU CTaHJAPTHHU ONMHUCATEIHU CTATUCTUYECKU
METOAM, Oa3upaHy Ha pa3peesieHUeTO Ha N3BaAKaTa.

PesyaraTu

Cpennata BB3pacT Ha nmpoyuyBaHarta nonyianus oT XMB-no3utusHu € 45 rogrHu KaTo MBXKETe
npeobianaBaT HaJ )KeHUTE B cboTHomIeHue 7:1. OT usnara nomynanus Haauuue Ha HBSAg u
HCV Ab ce noxasza c eqnaksB npoueHT 33% karo HBV DNA u HCV RNA nonoxutensu ca
cboTBeTHO 93% u 79%. Hanmnue na HDV Ab ce pokaza npu 7% ot wuscnensanute. [lpu
CpaBHHTEJICH aHaH3 Ha ABeTe noa-rpynu: HDV Ab (+) u HDV Ab (-), ce ycranosu, ue HDV Ab
(+) rpymara e mpeacTaBeHa camMO OT MBxe. He ce moka3a paszivka MO OTHOILIEHHE Ha
BHUPOCOJIOTHYHUTE XPAKTEPUCTUKM KaTO M 3a JIBeTe TIPYNHM yCTAaHOBEHaTa CpelHa BUpPYCHA
KOHIIEHTpanus € choTBeTHO, 32 HBV DNA <50 IU/ml, 3a HIV RNA <20 IU/ml u 3a HCV RNA
> 1°000°000 TU/ml. YcranoBenute paznuuus 3a cpennute umyHosiornuynu (CD4 u CDS) u
O6uoxumuyuHu nokazatenu (ALT) cblo He ca CTaTUCTUYECKH 3HAUYUMU.

H3Boau

HacrosimoTto npoyuBane ycraHoBH pasnpocTpaHenne Ha HDV Ab ot 7% npu XMB-no3utuBHHA
JUIA, BBIPEKU MajKusg Opoil aHanM3MpaHU MpoOU. YCTaHOBEHUTE CXOJHU EMUIEMHOJIOTUYHU
XapaKTepUCTHKU Mexay rpynutre Ha HDV Ab (+) u HDV Ab (-) XV B-nonoxxutenHu naueHTu



ca IIPe0CTaBKa 3a BbBEKIAHETO HAa CKPUHHUHT 110 oTHOoweHue Ha HDV mMapkepu B nomymnanusita
Ha XVB-1oJI0XUTEIHN TULIA.

bnazooapnocmu: Tosa npoyusane e ocvuwecmsero ¢ nookpenama Ha Illpoexm ,,Llenmvp 3a
Komnemenmuocm ,, OyHOaMeHMAanHy, MPAHCIUpawU U KIUHUYHY U3CTIe08anUs 8 oblacmma Ha
unexyuume u  uHgexkyuosnama  umynonoeus“, puuancuparn  no Ilpoepama  "Hayunu
U3CNe0B8anUs, UHOBAYUU U OuSUMAIU3ayus 3a ummenuceHmua mpanchopmayus 2021-
2027"  Hozosop Ne: BG16RFPR002-1.014-0017-C01
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Introduction

The prevalence of hepatitis D virus (HDV) among HIV-positive individuals is often higher
compared to the general population. This dual infection poses unique challenges for diagnosis,
treatment, and patient management due to overlapping clinical symptoms and the complexity of
antiviral therapies. This study aims to characterize the burden of HDV co-infections in a defined
HIV-positive cohort, analyzing key demographic factors, viral serologies and loads, and
comparing virological and immunological parameters between subgroups defined by HDV
serostatus.

Materials and methods

The study included 43 HIV-positive patients treated and followed up at the Specialized Hospital
for Treatment of Infectious and Parasitic Diseases ,,Prof. Ivan Kirov*, Sofia for the period 2024—
2025. The serological markers for HBV (HBsAg, HBsAb, HBcAb, and HBV DNA), for HCV
(HCVAb and HCV RNA), and for HDV (HDV Ab and HDV RNA) were measured. Standard
descriptive statistics was used to summarize demographic and virological characteristics, based on
the sample distribution.

Results

The median age of the studied HIV-positive population is 45 years, with a male-to-female ratio of
7:1. The prevalence of HBsAg and HCV Ab was confirmed at an equal rate of 33% among the
entire population, with HBVY DNA and HCV RNA positivity at 93% and 79%, respectively. The
presence of HDV Ab was detected in 7% of the tested subjects. A comparative analysis of the two
subgroups, HDV Ab (+) and HDV Ab (-), was conducted, revealing that the HDV Ab (+) group
was exclusively comprised of male subjects. No significant disparities were observed in terms of
virological characteristics, as the median viral concentration for both groups was found to be HBV
DNA <50 IU/ml, HIV RNA <20 IU/ml, and HCV RNA > 1,000,000 1U/ml, respectively. The
differences found in the median immunological (CD4 and CD8) and biochemical indicators (ALT)
were also not statistically significant



Conclusion
The present study found a prevalence of HDV Ab of 7% in HIV-positive individuals, despite the
small number of samples analysed. The epidemiological characteristics exhibited by the groups of
HDV Ab (+) and HDV Ab (-) HIV-positive patients are analogous, thus providing a scientific
basis for the implementation of mandatory screening for HDV markers in this vulnerable
population.
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BnBenenne

BupycHure xenatutu 3acaraT NpeJUMHO BUCOKOPHUCKOBH I'DYIIM U JINLA C PUCKOBO IIOBEIECHUE
KaTo: Xopa, ynorpedsBaly WHKEKIMOHHU HapkoTui (PWID), Mbxe, nmpaBeny cexc ¢ Mbke
(MSM), u numenu ot cBoboma. [lpu mnpoBeneHo mnpoyuyBaHe B bbiarapus OTHOCHO
pPa3snpOCTPaHEHUETO Ha XemaTHTHU KoumH(pekuuu cpen HIV-mo3suTWBHM JHIa € yCTaHOBEHO
Hanuuue Ha antutena cpemry HCV (HCV Ab) npu 25,6% ot Bcuuku TectBanu HIV-no3utuBHu
muna. Hamnumero na HIV-HBV/HCV xoundexkuuun B bbirapus e B ropHara rpaHuia Ha
cllydauTe, 10KiIaaBaHu B EBporma.

Hexn

Ha ce ouenu pazmpoctpanenuero Ha HCV cpex HIV-cepomo3uTuBHH NaIMEeHTH CIIOPEN
TPAaHCMHUCHUOHHMTE IpynH 3a nepuona 2018-2025 r.

Marepuanu 1 MeTOIH

Hacrosmoro npoyusane o6xBaia neproga ot 2018 go 2025 r. [Ipe3 To3u nepuon upe3 ELISA 3a
Hanmyre Ha HCV antutena (HCV Ab) ca uzcnenBanu o6mo 1241 cepymuu nmpo6u, ot kouto 280
ca ot peastHo HIV-cepono3utusnu ymna, nsnparenu B HPJI , XenatutHu Bupycu® 3a qoKa3BaHe
Ha XemnaTuTHU Mapkepu. CeposIOTHUHO MOJOXKHUTEITHUTE MPOOH ca U3CIEBaHU AOIBIHUTEIHO C
real-time PCR 3a Hannume Ha BHpyCHa HYKJIEHHOBA KHCEIMHA C IeJ ONpeJeissHe Ha OCTpa,
XPOHWYHA WK OTMUHANA MH(EKIHS.

Pesyararu

Ot uscnenanute 280 mpobu mpeodbnagaBar mpodbute oT Mbxke, mHpexktupanu c¢ HIV. Ilo
otHomenne Ha HCV antuTenara nosnoxuteneH pesyarar ce ycraHosu npu 141 (50,3%) HIV-
ceponio3utnBHU auna. Crnopen HaumHa Ha npeaaBaHe Ha HIV, ceposiornyHo MOJIOKUTETHH 3a
HCV anturena ca: 34 (24%) xerepocekcyannu, 14 (10%) MSM u 93 (66%) nuna, ynorpebspariu
WHXEKIMOHHU HapkoTuuu. OT Bcuuku ceposiornuHo mnonoxutrenHu npodou HCV RNA ce
yctaHoBH B 125 (89%).

3akioueHune
Haii-Bucok mporienr Ha HCV/HIV komndexknus (66%) ce ycTaHOBM B TpymnaTa Ha JIMIATA,
yImoTpeOsBal HHXEKIIMOHHU HAPKOTHIIM, CJIEBaHU OT XeTepocekcyanHute nuna (24%). Haii-



HUCBK MpolueHT ce otuuta cpel MSM (10%). Hamnre pesynraTd noTBbpKAaBaT JaHHUTE OT
IpYTH U3cheaBanus, uye Haii-3acernatu oT HCV undeknusarta cpen HIV-nosutuBHUTE ca nuiara,
ynoTpeOsBaIl WHKEKIIMOHHU HAPKOTHULIM, TOPAJIA PUCKOBOTO UM MOBEICHHE.

bnazooapuocmu: Tosa npoyusane e ocvuecmseno ¢ nookpenama Ha Ilpoexm ,,[lenmvp 3a
Komnemenmuocm ,, DyHOaMeHManHy, MmpaHcIupawy U KIUHUYHY U3Cle08anus 8 obiacmma Ha
ungexyuume u  uHgexkyuosnama  umynonoeus“, puuancuparn  no Ilpoepama  "Hayunu
U3CNe0B8anus, UHOBAYUU U OuSUMAIU3ayus 3a ummenuceHmua mpancpopmayus 2021-
2027"  Hozoeop Ne: BG16RFPR002-1.014-0017-C01
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Introduction

Viral hepatitis affects mainly high-risk groups and individuals with risky behaviors such as people
who inject drugs (PWID), men who have sex with men (MSM), and prisoners. A nationwide study
conducted in Bulgaria on the prevalence of hepatitis co-infections among HIV-positive individuals
revealed anti-HCV antibodies in 25.6% of all tested HIV-positive cases. The prevalence of HIV—
HBV/HCV co-infections in Bulgaria falls within the upper range reported across Europe.

Aim
To assess the prevalence of HCV among HIV-seropositive patients according to transmission
groups for the period 2018-2025.

Materials and Methods

The present study covers the period from 2018 to 2025. During this period, a total of 1241 serum
samples were tested for anti-HCV antibodies using ELISA. Of these, 280 were from confirmed
HIV-seropositive individuals referred to the National Reference Laboratory “Hepatitis Viruses”
for hepatitis marker testing. The serologically positive samples were further analyzed by real-time
PCR to detect HCV RNA in order to determine whether the infection was acute, chronic, or past.

Results

Of the 280 tested samples, the majority were from HIV-infected men. Anti-HCV antibodies were
detected in 141 (50.3%) of all HIV-seropositive samples. According to HIV transmission category,
HCV antibody positivity was found among 34 (24%) heterosexuals, 14 (10%) MSM, and 93 (66%)
people who inject drugs (PWID). HCV RNA was detected in 125 (89%) of all serologically
positive samples.

Conclusion:

The highest rate of HCV/HIV co-infection (66%) was observed among PWID, followed by
heterosexual individuals (24%), while the lowest prevalence was recorded among MSM (10%).
Our findings confirm data from other studies that injection drug use remains the predominant route
of HCV transmission among HIV-positive individuals due to high-risk behavior.
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BbBeaenne

B M. tuberculosis complex ce Bkiito4uBat kakTo BHI0BETE, PEAM3BUKBAIIM Hali-uecTO 3200 IsIBaHE
npu yoBeka (M. tuberculosis sensu stricto, M. africanum, M. canettii), Taka u BumoBeTe,
alanTUPaHy MPEIUMHO KbM KUBOTHHCKU roctonpuemunii (M. bovis, M. caprae, M. pinnipedii,
M. microti, M. mungi, M. orygis, M. suricattae u ap.). OT aganTHpaHUTE KbM KHUBOTHHCKUTE
BUJIOBE Hail-4eCTUTEe MPUYMHUTEIN Ha TyOepKyso3a mpu xopa ca M. bovis u M. caprae, kouto
MMAaT CeprO3€H 300HO3€H M aHTPOIIO300HO3€EH MOTEHITHAIL.

M. bovis e npuYMHHUTENAT HA TOBEXAaTa TYOEpKyJi03a, HO € C U3KIFOYUTEIHO IUPOK 00XBaT Ha
rocronpueMHuI. B cBeToBen mamad npuuunsisa 9,7% ot Th cinydyaure npu xopata. M3uuciena
¢ u 3abomsiemoctTa Ha WH(pekuusTa or M. bovis/M. caprae mpu xopa B EC: 3a abpxaBu,
oduIHMaTHO eTMMUHHUPAIIY TOBEXKIaTa TYOepKyi03a Py eApy NpeXuBHU kUBOTHH, € 0,03 Ha 100
000 nHacenenue, a B Ibp)KaBU WICHKHA C OTHMINA Ha TOBexkJa Tyoepkynosza — 0,04 ma 100 000
HaceneHue. B nepuona 2015-2018r. ca orkputn 29 enuaemuynn oruunia B 10 pa3nuyau pernoHa
B bbarapus.

Marepuanu u MeTOaH

3a nepuoaa 2022 — 2025r., 175 noka3anu TyOepKyJIO3HHM Ilama ca JOI'BIHUTEITHO U3CIEIBaHU C
GenoType MTBCV 1.0, Bruker, 3a na ce yctaHoBu Tounus BHI. Te ca H30aMpaHu OT: O€10ApOOHH
marepuamn  97,1% (n=170) wu ot wu3BbHOENMOAPOOHH Matepuamn — 2,9% (n=5).
N3BbHOENOIPOOHNTE MaTepraIl BKJIIOUBAT: IJIEBPAJIEH MyHKTAT (n=2), KocTHa ouoncus (n=1),
mumben Bb3en (n=2). CpoTHOmIEHHWETO MBXkeikeHu e 2,4:1, cpemHa Bb3pact — 48,6r. Ilo
MECTOKMBEEHE TPaJICKOTO HaceJIeHHEe B U3BaJKara e npeobianasaio: 71%, a »kuBeemure B cena
—29%.

Pesyararu

[Toutu Bcuuku mamoBe 0sixa uaeHTUGUIUpanu Kato M. tuberculosis/M. canettii ape3 TeHETUIHHS
tecT GenoType MTBC (n=173; 98.85%). bemie ycranosen eauamnuen uzonar M. bovis BCG (n=1;
0.57%) u enun — M. bovis (n=1; 0.57%). M. africanum, M. microti nviu M. caprae He 0sixa
OTKpUTH.

H3Boau

Bunosara unentudukanus B M. tuberculosis complex e BaxxHO KakTo 3a paHHOTO OTKPUBAHE Ha
eMUIEMHUOJIOTUYHN BPB3KH Ha NpelaBaHe Ha MHQEKIUS MEXKAY )KUBOTHO Ha YOBEK, Taka W 3a
OorpaHn4aBaHC Ha OTHHUIIATA W 3a MMPEHU3HUPAHE HaA JICUCHUCTO Ha 3aCErHAaTUTC HHAWNBUIHN.



bnazooapuocmu: Tosa npoyusane e ocvujecmgeno ¢ nookpenama Ha Ilpoexm ,, [lenmvp 3a
Komnemenmuocm ,, DyHOaMeHManHy, MpaHCIupawy U KIUHUYHY U3Ce08anus 8 obiacmma Ha
ungexyuume u  uHgexkyuosnama  umynonoeus“, punancuparn  no Ilpoepama  "Hayunu
U3CNe08anuss, UHOBAYUU U OuSUMAaIu3ayus 3a ummenuceHmua mparcpopmayus 2021-

2027"  Hozoeop Ne: BG16RFPR002-1.014-0017-C01
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Introduction

The most common species causing the disease in human are: M. tuberculosis sensu stricto, M.
africanum, M. canettii, and the species adapted primarily to animal hosts are M. bovis, M. caprae,
M. pinnipedii, M. microti, M. mungi, M. orygis, M. suricattae, etc. Out of the animal adapted
species, M. bovis and M. caprae are the most common cause of TB in human.

M .bovis is the causative agent of bovine tuberculosis in cattle herds, but has an extremely wide
host range and causes 9.7% of the TB cases in humans worldwide. It’s estimated that the incidence
of M. bovis/M. caprae infection in humans is 0.03 per 100,000 populations in the EU for countries
that have officially bovine TB free and 0. 04 /100,000 the in member States with outbreaks of
bovine TB. In the period 2015-2018 there were 29 epidemic outbreaks in 10 different regions of
Bulgaria.

Materials and methods

A total of 175 tuberculosis strains collected between 2022 and 2025 were analyzed using the
GenoType MTBC v1.0 (Bruker) assay to determine the exact species. The majority of strains
originated from pulmonary specimens (n = 170; 97.1%), while a smaller proportion was derived
from extrapulmonary sources (n = 5; 2.9%), comprising pleural fluid (n = 2), bone biopsy material
(n =1), and lymph node samples (n = 2). The male-to-female ratio was 2,4:1, and the mean age of
the patients was 48,6 years. Most patients were residents of urban areas (71%), whereas 29%
resided in rural regions.

Results

Almost all of the cases were identified as M. tuberculosis/M. canettii by GenoType MTBC (n=173;
98.85%). A single isolate was found to be M. bovis BCG (n=1; 0.57%) and one was M. bovis (n=1;
0.57%). M.africanum, M.microti or M.caprae were not detected so far.

Conclusion

Species identification in the M. tuberculosis complex is important both for the early detection of
epidemiological links of disease transmission from animal to human and vice versa, also to limit
the outbreaks and for refining the treatment of the affected individuals.

Acknowledgments: This study was supported by Project “CENTER OF COMPETENCE
“FUNDAMENTAL, TRANSLATIONAL AND CLINICAL INVESTIGATIONS ON INFECTIONS
AND IMMUNITY *“, funded by Programme "Scientific Research, Innovation, and Digitalization
for Intelligent Transformation 2021-2027" Contract No BG16RFPR002-1.014-0017-C01



