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1. Peruhova M, Stoyanova D, Miteva DG, Kitanova M, Mirchev MB, Velikova
T. Genetic factors that predict response and failure of biologic therapy in inflammatory bowel
disease. World J Exp Med 2025; 15(1): 97404 [DOIL: 10.5493/wjem.v15.11.97404], Ref,
SCOPUS Quartile: Q2 (2023), SJR =0.55

Pe3rome

Br3nanurennure 3adomsiBanus Ha yepBata (IBD) ca cBbp3aHu ¢ XpOHUYHO BH3MAJIICHHE
U YCIIOKHEHUS, KOUTO BIHSSAT HEOIArompusTHO Ha Ka4eCTBOTO HA XUBOT HA MAI[UCHTHTE.
EdexTuBHUTE TUATHOCTHYHU CTPATETMH BKIIOYBAT KIIMHUYHU OLICHKH, €HJOCKOIICKH OIEHKH,
oOpa3Hu u3cjeIBaHUs U TeCTBaHE HAa OMOMapKepH, KaTo MOCTaBSIHETO HA paHHATa AMAarHo3a €
OT CBUIECTBEHO 3HAYeHHE 3a e(EeKTHUBHO YNpaBJIEHHWE U MPEBEHIMS MPU IBJITOCPOYHU
ycaoxHeHus1. CIoKHOTO B3aUMOJCHCTBHE MEXIY T'€HETMYHHUTE (PAKTOPU U pe3ylNTaTUTe OT
OuoJIOTMYHATA Tepamus € OT pelIaBall0 3HAUYEeHHE 3a CHOpaBSHE C TE3U CBHCTOSHHUSL.
N3cnenBaHeTo Ha TEHETUYHUTE IETEPMUHAHTH, KOUTO BIMSAT HA PEAKIUUTE U HEYCIIEXNUTE Ha
OuoJOrMYHaTa Tepamnus, uMa OOeIlaBall0 3HAYEHUE 3a ONTUMHU3MpaHEe Ha CTPATErHHTe 3a
neuenue Ha nanueHTu ¢ IBD. Upes 3aabpia0oueHo u3cineaBane Ha TEKylaTa JUTeparypa, Ta3u
CTaTHsI CHHTE3UPa KPUTUYHUTE TEHETUYHH MapKepH, CBbP3aHU C TepareBTHYHATa e(PUKACHOCT
1 pe3ucteHTHOCT npu IBD. Pa3zoupaneTo Ha reHeTHYHUTE PaKTOPH, KOUTO y4acTBAT MPOTIPABS
ObTS 32 MEPCOHAJIM3UPAHU TMOAXOAM, JaBaliku uHQOpManMs Ha KIMHULIKUCTUTE 3a
MIPOTHO3UPAHE, MPUCTIOCOOSIBAHE U MOBUIIIaBaHE Ha €(PEKTUBHOCTTA HA OMOJIOTUYHUTE TEPATTHH

3a 1o-100pu pe3ynTaTy npu jJeueHue Ha nanueHtu ¢ IBD.

Abstract



https://dx.doi.org/10.5493/wjem.v15.i1.97404

Inflammatory bowel disease (IBD) represents a significant disease burden marked by
chronic inflammation and complications that adversely affect patients’ quality of life. Effective
diagnostic strategies involve clinical assessments, endoscopic evaluations, imaging studies, and
biomarker testing, where early diagnosis is essential for effective management and prevention
of long-term complications, highlighting the need for continual advancements in diagnostic
methods. The intricate interplay between genetic factors and the outcomes of biological therapy
is of critical importance. Unraveling the genetic determinants that influence responses and
failures to biological therapy holds significant promise for optimizing treatment strategies for
patients with IBD on biologics. Through an in-depth examination of current literature, this
review article synthesizes critical genetic markers associated with therapeutic efficacy and
resistance in IBD. Understanding these genetic actors paves the way for personalized
approaches, informing clinicians on predicting, tailoring, and enhancing the effectiveness of

biological therapies for improved outcomes in patients with IBD.

2. Peruhova M, Banova-Chakarova S, Miteva DG, Velikova T. Genetic screening of
liver cancer: State of the art. World J Hepatol 2024; 16(5): 716-730 [PMID: PMC11135278
DOI: 10.4254/wjh.v16.15.716], PMID: 38818292; PMCID: PMC11135278, Ref, Web of
Science IF (2.5 - 2023), Web of Science Quartile Q3 (2023), SCOPUS Quartile: Q3 (2023),
SJR=0.67

Pesrome

PakbT Ha yepHus apo0, MPEIUMHO XEMaToLETyTapHHs KapLUMHOM, € TJ00aiHo
NPEAN3BUKATENICTBO, C HApacTBAIlla YECTOTa M OTPAHUYCHHM TEPANEeBTHYHH BBH3MOKHOCTH.
I'enetnunuTe (hakTOPHM UTPasT OCHOBHA POJISt B PA3BUTHETO UM MPOTPECHsTA HAa paK HAa YEPHUS
napo0. To3u AOKYMEHT INperocTaBs HM3YepIlaTesieH IMperjie] Ha CTPATerHMuTe 3a TeHETHYCH
CKPHUHUHT 32 paK Ha 4epHUA 1p0o0. OOCHIeHH ca TeHETHYHUTE OCHOBHU Ha paKa Ha YepHHs Apo0,
KaTo TMoja4yepTaBaMe KpUTHYHATA pPOJII HA CBBP3AaHUTE C PHCKAa TCHETHYHHM BapHAHTH,
COMAaTUYHUTE MYTAIlMH ¥ CUTeHETHYHNTE TpoMeHH. Hue chIno Taka m3cieBamMe CIOKHOTO
B3aUMOJICHCTBHE MEX 1Y (DaKTOPUTE Ha OKOJIHATA CPe/ia U TeHETHKAaTa, KaTo MoguepTaBaMe Kak
TCHETUYHUAT CKPUHUHT MOKE J1a TOMOTHE 32 CTpaTU(UKAaUs Ha PUCKA U PAHHOTO OTKpUBAaHE
4pe3 M3IM0JI3BaHe Ha TeUHAa OMOIICHS M HallpeIbKa B TEXHOJIOTHHUTE 32 CEKBEHHPAHE C BHCOKA
NPOM3BOANUTENHOCT. Upe3 cHUHTEe3WpaHe Ha Hal-HOBHTE OTKPHUTHS OT H3CJICABAHUITA B
o0J1acTTa, HUE Ce CTPEMHM Jia IPEJOCTaBUM LSUIOCTEH Iperiie/l Ha Hall-CbBPEMEHHUTE METOIN
32 TEHeTHYeH CKPUHUHI 32 paK Ha YepHUs JpoO, XBBPISHKU CBETIMHA BBPXY TEXHHS
MOTEHIIMAJI 32 PAHHOTO OTKPHBAHE, OLIEHKATa Ha PUCKA U IIEJIEBUTE Tepanuu B Oopbara cpemnry

TOBa TEXKO 3a00JIsIBaHE.
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Abstract

Liver cancer, primarily hepatocellular carcinoma, remains a global health challenge
with rising incidence and limited therapeutic options. Genetic factors play a pivotal role in the
development and progression of liver cancer. This state-of-the-art paper provides a
comprehensive review of the current landscape of genetic screening strategies for liver cancer.
We discuss the genetic underpinnings of liver cancer, emphasizing the critical role of risk-
associated genetic variants, somatic mutations, and epigenetic alterations. We also explore the
intricate interplay between environmental factors and genetics, highlighting how genetic
screening can aid in risk stratification and early detection via using liquid biopsy, and
advancements in high-throughput sequencing technologies. By synthesizing the latest research
findings, we aim to provide a comprehensive overview of the state-of-the-art genetic screening
methods for liver cancer, shedding light on their potential to revolutionize early detection, risk

assessment, and targeted therapies in the fight against this devastating disease.

3. Velikova T, Vasilev G, Shumnalieva R, Chervenkov L, Miteva DG, Gulinac M,
Priftis S, Lazova S. Autoantibodies related to ataxia and other central nervous system
manifestations of gluten enteropathy. World J Clin Cases 2024; 12(12): 2031-2039 [PMID:
38680259 DOI: 10.12998/wjcc.v12.112.2031], Ref, Web of Science IF (1.0 - 2023), Ref, Web
of Science Quartile Q3 (2023), SCOPUS Quartile: Q3 (2021)

Pe3rome

['myTeHoBaTa aTtakcus W JIpyrd 3a00JIsIBAaHUS Ha IEHTpaJTHaTa HEPBHA CHCTEMa Ce
CBBP3BAT C IIIyTEHOBAaTa EHTEPOIATHs U CBBP3aHUTE C Hes aBTOAaHTUTENa. B To3u HapaTtuBeH
nperien, HUe ce GokycupaMme BHPXY PasIUYHUTE HEBPOJOTUYHH IPOSIBU MPU MAIUCHTH C
9YBCTBUTETHOCT KBbM TJIYTEH/ILOJIMAKUS, UMYHOJOTHYHA M aBTOMMYHHH MEXaHHM3MH Ha
aTakcHsl BbB BPB3Ka C YYBCTBHUTEIIHOCTTAa KbM TJYTEH W aBTOAHTHTENIA, KOUTO MOTaT J1a Ce
M3MO0JI3BAT KaTo OMOMapKep 3a JUarHOCTUIIMPaHEe W mpociensBaHe. Hue pasriiemaxme aHTH-
TIIMaJH aHTUTENaTa, aHTUTEeNa KbM pa3ndHu n3oopmu Ha ThkaHHA TpaHcrimyramuHasa (TG)
(antu-TG2, 3 m 6 aHTUTENa), AHTU-TJIMLIUH PELENTOPHU AHTUTENA, AHTU-TIYyTaMHUHOBA
KHCEJIMHA JIEKapOOKCUIIa3HN aHTUTENIA, AaHTH-/IE3aMUHUPAHH TJIUAIUHOBY MENTHIHN aHTUTEIA
u 1p. [loBedeTo nmpoyuBaHUsl YCTAaHOBSBAT MTO-BUCOKO pa3NPOCTpaHEHUE HA T€3HW aHTUTENA ITPH
MAlMEHTH C YYBCTBUTEIHOCT KbM TIYTEH U HEBPOJIOTWUYHA TUCHYHKIHUS, KAKTO U TIpU
pa3IMYHA HEBPOJIOTUYHHM pa3cTpoiicTBa. Hue cbhImo Taka oOCHKIUXME pOIsITa Ha
Oe3rIyTeHoBaTa JWeTa 32 KIMHUYHOTO TMOAOOpeHHE Ha MAalMeHTHUTE, KaKTO W oOpa3HaTa

JUAarHoCTHKAa Ha TE3HU 3a00/IIBaHHUSL.
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Abstract

Gluten ataxia and other central nervous system disorders could be linked to gluten
enteropathy and related autoantibodies. In this narrative review, we focus on the various neuro-
logical manifestations in patients with gluten sensitivity/celiac disease, immunological and
autoimmune mechanisms of ataxia in connection to gluten sensitivity and the autoantibodies
that could be used as a biomarker for diagnosing and following. We focused on the anti-gliadin
antibodies, antibodies to different isoforms of tissue transglutaminase (TG) (anti-TG2, 3, and 6
antibodies), anti-glycine receptor antibodies, anti-glutamine acid decarboxylase antibodies,
anti-deamidated gliadin peptides antibodies, etc. Most studies found a higher prevalence of
these antibodies in patients with gluten sensitivity and neurological dysfunction, presented as
different neurological disorders. We also discuss the role of a gluten-free diet on the clinical

improvement of patients and also on imaging of these disorders.

4. Velikova T, Dekova T, Miteva DG. Controversies regarding transplantation of
mesenchymal stem cells. World J Transplant 2024; 14(2): 90554 [PMID: PMC11212595
DOI: 10.5500/wit.v14.i12.90554], Ref, SCOPUS Quartile: Q2 (2023), SJR=0.53

Pe3rome

MesenxumuuTe cTBOJIOBH KiieTku (MSCs) nmpeacTaBisBar rojisiMo MpeIu3BUKATEIICTBO
B pEreHepaTMBHAaTa MEIUIIMHA CbC CBOS TEPANEBTUYEH IOTEHIMAJ, BBIPEKH MHOTOTO
MPOTHBOPEYHS, CBBbP3aHM C TSIXHATA KIMHUYHA TpaHCIUIaHTanusa. Hacrosmusar mpernen ce
ONUTBA JIa 1aJIe HacOKa U Jja U34CHU npoTtuBopeunsita 3a MSC, kaTo ce ocHoBaBa Ha 15 ronuHu
KJIMHUYEH OIMUT U u3caeasanus. Hue onucBaMe 3aabpu004e€HO OCHOBHHUTE cBolicTBa Ha MSCs,
W3CIEABANKN TEXHUTE YHUKATHU WMYHOMOJYJIHPAIIH CHOCOOHOCTH W TMOBBPXHOCTHU
Mapkepu. OCHOBaTa Ha HAIIETO U3CJIEABAHE € HACOUYEHO KbM U3SCHSIBAHE HA TPOTUBOPEUUBUTE
MPUIOKEHUs 3a TpaHCIulaHtanmusaTa Ha MSC, BKIIOYHTEIIHO IOCTOSIHHHS 1e0aT MEXIy
ABTOJIOXKHU M QJIOTEHHU U3TOYHUIIN, ONTACEHUATA OTHOCHO €(h)UKACHOCTTA M O€30MaCHOCTTA IIPH
Te3u npoueaypu. Hue cblo Taka oOlLEHSBaME TEKYIIOTO CbhCTOSHUE Ha KIMHUYHHUTE
M3MHUTBAaHUA Ha (JOHA HA HETIPEKHCHATO M3YYaBAIIUTE CE PEryIaTOpHH MbTUla. Pasrnexname
HOBHUTE TEHCHITNH, KaTO CE OMUTBAME JIa TIPEIBUINM Bb3MOKHOCTUTE Ha TIEPCOHATM3UpaHATa
MEIUIIMHA W WHOBAaTHBHHUTE MeTOoAW. Hammsat mpernen mnpenoctaBs OajgaHCHUpaHa |
uHdopMHUpaHa TJelHA TOYKAa Ha MPOTHBOPEUMATA, KATO Mpeajara Ha YUTATENUTE SICHO
pazbupaHe Ha CIOXHOCTTA, MPEAU3BUKATEICTBATA W TMOTCHIUATHUTE pEIICHUS MpH

TpaHciuianTanusta Ha MSCs.
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Abstract

Mesenchymal stem cells (MSCs) have tantalized regenerative medicine with their
therapeutic potential, yet a cloud of controversies looms over their clinical transplantation. This
comprehensive review navigates the intricate landscape of MSC controversies, drawing upon
15 years of clinical experience and research. We delve into the fundamental properties of MSCs,
exploring their unique immunomodulatory capabilities and surface markers. The heart of our
inquiry lies in the controversial applications of MSC transplantation, including the perennial
debate between autologous and allogeneic sources, concerns about efficacy, and lingering
safety apprehensions. Moreover, we unravel the enigmatic mechanisms surrounding MSC
transplantation, such as homing, integration, and the delicate balance between differentiation
and paracrine effects. As we peer into the future, we examine emerging trends, envisioning
personalized medicine and innovative delivery methods. Our review provides a balanced and
informed perspective on the controversies, offering readers a clear understanding of the

complexities, challenges, and potential solutions in MSC transplantation.

5. Dimov SG, Doytchinov VV, Neykov N, Muleshkova T, Kenderov L, Ilieva R,
Georgieva Miteva D, Kitanova M, Peykov S, Iliev M. Observations on the Antagonistic
Relationships between Fungi, Archaea, and Bacteria in Livingston Island (Maritime
Antarctica) with the Use of Amplicon-Based Metagenomics. Diversity. 2024; 16(1):56.
https://doi.org/10.3390/d16010056, Ref, Web of Science IF (2.1 - 2023), Web of Science
Quartile: Q2 (2023), SCOPUS Quartile: Q2 (202), SJR=0.59
Pe3rome

AMIUTMKOH-0a3upaHusAT METareHOMEH aHalu3 Ha apXeu, I'bOU U OakTepuu, MPOBECH
Ha ocTpoB JIuBMHTCTHH, MOpcka AHTapKTHIa, pa3Kpy MOJEIHN Ha aHTarOHU3BM MEKIY TE3H
Tpu Haauapcrea. Toil ce u3passBamie ce B 0OpaTHO MPOMOPILHOHAIHA 3aBUCUMOCT MEXIY
00OraTcTBOTO Ha TPUTE THUMNA MHMKPOOPTaHM3MH B MHOTO OT M3CJIEABAHUTE IPOOH.
AHTaroHM3MbT Oellle KOJIMYEeCTBEHO OIICHEH Bb3 OCHOBA Ha 00Ius Opoil mpounuTH U Opost Ha
orneparuBHUTE TakcoHoMU4HU equHuLU (OTUs), KakTo U Ype3 yeTHpHu napamersbpa Ha ajida-
pazHooOpa3zueto, a umeHHo uHAekcuTe Ha lllanpH, CummncsH, Chaol u ACE. YcranoBuxwme,
4ye Hal-AUCPUMUHATHBHM PE3yJITaTH IPU M3MEPBAHETO HAa AHTArOHM3Ma ce€ IOJIydaBaT IpH
cpaBHsiBaHe Ha Opost Ha OTUs u mapamerspa ACE, orpassiBaimy 60rarcTBOTO Ha BHJIOBE B
OOIIHOCTTa. AHTarOHU3MBT MEXKIY apXeuTe U rbOuTe Oelle Hal-CHIIHO U3Pa3eH, CIeIBaH OT

TO3HM MEXJy apXeuTe U OakTepunTe. AHTarOHU3MBT MEXIAYy I'bOUTE U OakTepuuTe Oerie caadbo


https://doi.org/10.3390/d16010056

3abenexuM. Kopenannonnust ananus Ha [lubpchH 1 CiubpMaH ChINO MOKa3a CTAaTUCTHICCKU
3HaYMMa OTPHUIIATEITHA KOPENAU MEXKTy €PEKTUBHUTE MPOYUTH HA THOUTE U apXEUuTe, TOKATO
KOpenamusaTa Mexay pa3HoOOpa3sueTo Ha apXewTe W OakTepuuTe Oemie mojoxuTenHa. bsxa
YCTAaHOBEHM W WHAMKAIMM 3a pelJa Ha MbpBHYHATa MUKpPOOHA CyKIecHs B O€3IUIOAHU
€KOJIOTMYHU HUIIIH, KOETO IEMOHCTPUPA, Ye apXeuTe 1 OaKTepuuTe ca MUOHEPH, CIEIBAHU OT

F’b6I/ITe, KOHUTO C TCUCHUC HA BpCMCTO U3MCCTBAT apXCUTC.

Abstract

An amplicon-based metagenomic survey of archaea, fungi, and bacteria was performed
on Livingston Island, Maritime Antarctica. In many of the samples, patterns of antagonism
between these three superkingdoms were observed in the form of an inversely proportional
dependence of the richnesses of the three types of microorganisms. The antagonism was
quantified—based on the observed numbers of the total tags and the numbers of the operational
taxonomic units (OTUs), and on four alpha diversity parameters—using the Shannon, the
Simpson, the Chaol, and the ACE indices. We found that the most discriminative results in the
antagonism measuring were obtained when the numbers of the OTUs and the ACE community
richness estimator were compared. The antagonism between archaea and fungi was most potent,
followed by that of archaea and bacteria. The fungi—bacteria antagonism was slightly
detectable. Pearson and Spearman correlation analyses also showed a statistically significant
negative correlation between the fungal and archaeal effective tags, while the correlation
between archaeal and bacterial diversity was positive. Indications of the order of primary
microbial succession in barren ecological niches were also observed, demonstrating that
archaea and bacteria are the pioneers, followed by fungi, which would displace archaea over

time.

6. Vasilev GV, Miteva D, Gulinac M, Chervenkov L, Kitanova M, Velikova T.
Exploring Gut—Brain Interaction Disorders: Mechanisms and Translational Therapies
Crossing Neurology to Gastroenterology. Gastroenterology Insights. 2024; 15(3):555-573.
https://doi.org/10.3390/gastroent15030041 , Ref, Web of Science, IF (1.5 - 2023), Web of
Science Quartile Q3 (2023), SCOPUS Quartile: Q3 (2023), SJR=0.43

Pe3rome

JIBynocouHaTa KOMyHHUKaI[MOHHA MpEKa MEXKy uepBaTa U MO3bKa, U3BECTHA KaTO OCTa
uepea-mo3vk, UTpae pelaBalla poiisd 3a 31paBeTo Ha Xxopara. HacTosmusT nperien usciensa
MEXaHU3MHUTE, KOMTO JIS)KAaT B OCHOBaTa Ha HAPYLIEHHWATA HAa B3aUMOJEHCTBHETO MEXITY

qycpBaTa U MO3bKa, U Moa4YepTaBa TPAHCIAOUOHHUTE TCpallid, KOUTO CBBP3BAT HEBPOJIOIHUATA


https://doi.org/10.3390/gastroent15030041

U TacTpOCHTEpoJIoTHsATa. MeXaHu3MUTEe OOXBaIlaT aHATOMWUYHH, CHIOKPUHHH, XYMOpPaIIHHU,
MeTa6OJII/ITHI/I U MUMYHHU TObTUIIA, KATO YPCBHUAT MI/IKpO6I/IOM OKa3Ba OIpOMHO BJIMSIHHUC.
Knuauunute pmokaszaTencTBa CBBpP3BAT (UIYKTyallMUTe HA YPEBHUSAT MHUKPOOHMOM C
pa3CcTpoiicTBa Ha HACTPOCHHETO, CTOMAITHO-YPEBHH CMYIICHUS M PAa3IMYHA HEBPOJIOTHYHHU
CBCTOSIHUSI, KaTO MOJYEepPTaBaT OCHOBHATA pOJII HA MHKPOOMOMA TpH B3aMMOJCHCTBHSITA
MCKIYy MO3BbKa U UYCpBara. cI)a.pMEIKO.HOI‘I/I‘IHI/I TCpAIlIMu KAaTO aAMUTPUITHUIIMH U CCICKTHUBHU
MHXUOUTOpPU Ha OOpaTHOTO 3axBalllaHe Ha CEPOTOHHA, MOAYIHMpAT AaKTUBHOCTTA Ha
HEBPOTPAHCMHUTEPUTE, TpEUIaraiki OOJEeKYeHUEe NMpH (QYHKIIMOHAIHUA CTOMAIITHO-YPEBHH
pascTpoiicTBa Karo CHHAPOM Ha pazapasHenute uepBa (IBS). Hedapmakomornunu
HHTCPBCHIUH KATO KOTHUTUBHO-ITIOBCACHYCCKA TCpaAllA U XUITHOTCPAIIUA MOra Aa €€ CIIpaBsiAT
C HCAAAITUBHUTC MUCIIU U MPCAU3BUKBAT pCIIaKCalusl, O6H6anBaﬁKH CTOMAIIIHO-YPCBHUTC
CHUMIITOMH, U30CTPEHH OT cTpeca. HOBOBB3HMKBAIIMTE TEpanmuy BKIIOYBAT MOJIYyJAIMs Ha
YpeBHaTa MHKPOOHMOTA, XPAHUTEIHU PEKAMH, CTHUMYJAIUs Ha ONyXJacmus HEPB H
MoOJyJanMs Ha 4YpeBHaTa Oapuepa, MpeUlaraiiki HOBM TMOJIXOAM 3a YIpPaBJICHHE Ha
HEBPOJIOTUYHHUTE PA3CTPONCTBA UPE3 CTOMAITHO-YPEBHUS TPaKT. Paz0oupaHeTo 1 N3MOI3BAHETO
Ha OCTa uepea-mMo3vbK € O0CIIaBaIlo 3a pa3padOTBaHE Ha TMEPCOHAIM3HPAHU TEPATICBTHYHH

CTpaTEeTHH B HEBPOTACTPOCHTEPOIIOTHATA.

Abstract

The bidirectional communication network between the gut and the brain, known as the
gut-brain axis, plays a crucial role in health and disease. This review explores the mechanisms
underlying gut-brain interaction disorders and highlights translational therapies bridging
neurology and gastroenterology. Mechanisms encompass anatomical, endocrine, humoral,
metabolic, and immune pathways, with the gut microbiota exerting profound influence. Clinical
evidence links gut microbiota fluctuations to mood disorders, GI disruptions, and
neurodevelopmental conditions, emphasizing the microbiome’s pivotal role in shaping brain—
gut interactions. Pharmacological therapies such as amitriptyline and selective serotonin
reuptake inhibitors modulate neurotransmitter activity, offering relief in functional
gastrointestinal disorders like irritable bowel syndrome (IBS). Non-pharmacological
interventions like cognitive—behavioral therapy and hypnotherapy address maladaptive
thoughts and induce relaxation, alleviating gastrointestinal symptoms exacerbated by stress.
Emerging therapies include gut microbiota modulation, dietary interventions, vagus nerve

stimulation, and intestinal barrier modulation, offering novel approaches to manage



neurological disorders via the gastrointestinal tract. Understanding and harnessing the gut—brain

axis holds promise for personalized therapeutic strategies in neurogastroenterology.

7. Gulinac M, Mileva N, Miteva D, Velikova T, Dikov D. Primary Signet-Ring-Cell
Carcinoma in the Colorectum: A Case-Based Literature Review. Gastroenterology Insights.
2024; 15(3) : 632 - 646. https://doi.org/10.3390/gastroent1 5030046 , Ref, Web of Science,
IF (1.5 - 2023), Web of Science Quartile Q3 (2023), SCOPUS Quartile: Q3 (2023),
SJR=0.43
Pe3ome

[IBpBUYHUAT KOJOPEKTATIEeH MPbCTEHOBUIHO-KJIETHUYEH KapIIMHOM Ha J1e0eI0TO YepBO
n pexryma (PSRCCR) e M3KIIOYMTENHO pAABK MOATUI HA MYLMHO3EH aJIEHOKapLMHOM C
gectota moJ 1%. To3u HUCHK TPOIEHT Ce NBDKMA TJIABHO HA TOBa, 4¢ OOMKHOBEHO Ce
JIMAarHOCTULIMPA B MHOT'O HampeaHai ctaaui. Haii-uecTo cpenjaHusT cTaauii, Ipyu KOHUTO ce
MOCTaBsl IMarHo3a 3a nppBU 06T, € Il win IV, u e ¢ mo-Hucka oT cpeHara NpexUBsIEMOCT B
CpaBHEHUE C IPYTU XUCTOJIOTHYHH NToATHIIOBE. 3a 1a ce auarnoctuiiipa PSRCCR na ne6enoro
4epBO, HAali-MaJIKO MOJIOBUHATA OT TyMOpa TPsiOBa /1a ChOTBETCTBA HA MOJIEN ,,IPBCTCH-TIEYAT-
kierka®. To3u mpersieq uma 3a nen jna npenocrasu wsuiocteH nperien Ha PSRCCR upes
o0oO01aBaHe Ha ChIIECTBYBAIllaTa JIMTEPATypa U HAIIW KIMHUYHU NaHHU. Hamara men Geme
Ja U3SICHUM  KJIMHUYHUTE  XapaKTepUCTUKH, JUArHOCTUYHHUTE IMPEIU3BUKATENICTBA,
XUCTOMATOJOTUYHUTE XaPAKTEPUCTUKH, MOJIEKYJISIPHUTE MPOMEHU, MOJJATHOCTUTE HA JICUECHUE
U TPOTHOCTHYHUTE (PaKTOpH, CBBpP3aHU ¢ TO3W KapiuuHOoM. OCBEH TOBa MOJYEepTaxXMe
3HAYEHUETO Ha PAaHHOTO OTKPHUBAaHE, TOYHATA JUArHO3a U MEePCOHATU3NPAHUTE TePANeBTUUHU
MOAXOIM 3a MOJ0OpsBaHE Ha pe3ylATaTUTE MpU MAaUUEHTH C TOBa MPEAU3BUKATEIHO
37I0Ka4eCTBEHO 3a0ousiBane. Upe3 mpencTaBsHETO Ha HAIl Clydail o TeMaTa, HUe UMaxme 3a
1en Ja mojgo0puM pa3OMpaHeTo MEXIy KIWHUIMCTH, MaTOJIO3W W HM3CIIEOBAaTeNH, KaTo B
KpaiiHa cMeTKa JOMPUHECEM 3a ONITHUMHU3HpAHE Ha CTPATETUUTE 3a YIIPaBJIeHUE U TO100psiBaHe

rpwxarta 3a nanuentute ¢ PSRCCR.

Abstract

Primary colorectal signet-ring-cell carcinoma of the colon and rectum (PSRCCR) is an
extremely rare subtype of mucinous adenocarcinoma with a reported rate of less than 1%. This
low rate is mainly because it is generally diagnosed at advanced stages. The most common stage
at which it is diagnosed for the first time is III or IV, with a lower median survival than other
histological subtypes. To diagnose PSRCCR of the colon, at least half of the tumor must be

consistent with a signet-ring-cell pattern. This review aims to provide a comprehensive
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overview of PSRCCR by synthesizing the existing literature and clinical data. Our objective
was to elucidate the clinical features, diagnostic challenges, histopathological characteristics,
molecular alterations, treatment modalities, and prognostic factors associated with this
carcinoma. Additionally, we highlighted the significance of early detection, accurate diagnosis,
and personalized therapeutic approaches in improving outcomes for patients with this
challenging malignancy. By presenting a case report on the topic, we aimed to enhance
understanding among clinicians, pathologists, and researchers, ultimately contributing to

optimized management strategies and improved patient care for PSRCCR.

8. Peruhova M, Miteva D, Kokudeva M, Banova S, Velikova T. Cytokine Signatures
in Inflamed Mucosa of IBD Patients: State-of-the-Art. Gastroenterology Insights. 2024;
15(2):471-485. https://doi.org/10.3390/gastroent1 5020034 , Ref, Web of Science IF (1.5 -
2023), Web of Science Quartile Q3 (2023), SCOPUS Quartile: Q3 (2023), SJR=0.43
Pe3rome

[IporiechT Ha pa3BuTHE, pelMIUBa M ek3alepOanusaTa Ha BB3NAIUTEIHUS MpPOIEC
3aBHUCH OT HUBATa HA IIUTOKWHU MPU BB3NAINTETHOTO 3a00isBaHe Ha yepBata (IBD). [Topaau
Ta3u NMpUYMHA ca pa3pabOTEHU MHOTO IIMTOKWHOBU TEpaIUU 3a JieueHne Ha nanuentu ¢ IBD.
W3cnenoBarennure HM3MOJI3BAT PA3IMYHU TEXHUKM M METOJOJOTMM 3a MNpoduiaupaHe Ha
UTOKHUHU C eI J1a WACHTU(UIMPAT IIUTOKHHOBUTE CUTHATYPU BHB Bb3MNaJICHA JIMTaBHULA. Te
BKJIIOYBAT E€H3MMHO-CBBp3aHM HMyHOcopOeHTHM aHamm3u (ELISA), wmynTumiekcHu
MMYHOAHAIM3H, MOTOYHA LUTOMETPUS M TEXHMKM 3a aHaJIM3 Ha IeHHara ekcrpecus (T.e.
mukpountioBe, RNA-seq, single-cell RNA-seq (scRNA-seq), mass cytometry (CyTOF),
Luminex). M3cnenoBaTesnckure AaHHU JOcCera MOrar Ja HM JaJaT M3BECTHA IpeJCcTaBa 3a
LIMTOKMHOBATAa CPE/A, CBbP3aHA C Bb3IAJICHUE HA JINTABULATa, YPE3 KOJTUUECTBEHO ONPEACIISIHE
Ha HUBaTa Ha LIUTOKMHM B THKAHUTE HA JIMTABUIATa WM OMOJOTMYHU TEYHOCTU KaTO CEpyM
Wi u3npaxkHeHus. O030pbT MMa 3a L€l Ja NPEICTaBU Hal-ChbBPEMEHHUTE TEXHUKH 3a

npoduIMpane Ha UUTOKUHU U Pa3InYHUTE OMOMapKepH 3a MpocieIsiBaHe U JICUCHHUE.

Abstract

The process of development, recurrence, and exacerbation of the inflammatory process
depends on the cytokine levels in IBD. For that reason, many cytokine therapies have been
developed for treating IBD patients. Researchers employ various techniques and methodologies
for cytokine profiling to identify cytokine signatures in inflamed mucosa. These include
enzyme-linked immunosorbent assays (ELISA), multiplex immunoassays, flow cytometry, and

gene expression analysis techniques (i.e., microarray, RNA-seq, single-cell RNA-seq (scRNA-
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seq), mass cytometry (CyTOF), Luminex). Research knowledge so far can give us some
insights into the cytokine milieu associated with mucosal inflammation by quantifying cytokine
levels in mucosal tissues or biological fluids such as serum or stool. The review is aimed at
presenting state-of-the-art techniques for cytokine profiling and the various biomarkers for

follow-up and treatment.

9. Miteva D, Vasilev GV, Velikova T. Role of Specific Autoantibodies in
Neurodegenerative Diseases: Pathogenic Antibodies or Promising Biomarkers for Diagnosis.
Antibodies. 2023; 12(4):81. https://doi.org/10.3390/antib12040081 , Ref, Web of Science,
IF (3.0 - 2023), Web of Science Quartile Q3 (2023), SCOPUS Quartile: Q1 (2023),
SJR=1.12
Pe3rome

HeBponerenepatuBaute 3a0omnsBanus (NDDs) 3acsrar MHJIMOHH XOpa B CBETOBCH
mamab. Te ce pa3BuBaT Mopagu MATOJIOTMYHO HATPYNBAHE W arperanus Ha pasjiuyHu
HETIPAaBUJIHO HarbHaTH OENTHIM, aKCOHAJIHA M CHHANTHYHA 3arydba W JUCYHKIUA,
Bb3IANIEHUE, UTOCKeNeTHH HapymeHus, aedexktu B JIHK u PHK, kakTo 1 HeBpoHaiHa CMBPT.
ToBa BoaM 10 akTHBHpaHE HA UMYHHUTE PEaKIMH U OCBOOOK/IaBaHE HA aHTUTEIA CPEIy TSIX.
Hackopo crana sicHo, ye aBToanTuTenara (Aabs) MoraT ga monmpuHEcaT 3a IeMHUEITUHA3AINS,
3ary0a Ha aKCOHH, M MO3bUYHA M KOTHUTHBHA IUChYHKIUSA. ToBa 3HAUUTEIHO MPOMEHU
pa3bupaHeTo 3a yYaCTHETO Ha XyMOpPAHUS AaBTOMMYHHTET B HEBPOJCTCHEPATHBHUTE
pasctpoiictBa. OT pemraBaio 3Ha4eHUE € Ja ce pa3depe Kak HeBPOBB3MAICHUETO y4acTBa B
HEBpOJIereHepalusiTa, 3a 1a ce MOMOTHE 3a MOJ00psBaHEe Ha JUArHOCTHYHATA U TeparneBTHYHA
cToifHOCT Ha Aabs B Opaeme. To3u mperyien uma 3a 1e Aa NPeAoCTaBy JIaHHM 3a PoJIsATa Ha
uMyHHaTta cuctema npu NDDs, maroreHHara posis Ha Hsikou cnenuduuau Aabs cperry
MOJIEKYJIH, CBBbpP3aHU C Hail-uecTo cpewmanure NDDs, u TsaxHara NOTEHLMAJIHA PO KAaTo
Onomapkepu 3a HaOmogeHue u auarHoctuka Ha NDDs. Ilpeanonara ce, 4e aBTOMMyHHHUTE
acnekth Ha NDD 1mie ynecHAT paHHaTa JAMAarHOCTHMKA W IlI€ NIOMOTHAT 3a M3ACHSIBAaHE Ha

HCHU3BCCTHH J0CCra aCliCKTHU B [IaTOOHOJIOTHATA Ha TE3HU 3a00IsIBaHHUS.

Abstract

Neurodegenerative diseases (NDDs) affect millions of people worldwide. They develop
due to the pathological accumulation and aggregation of various misfolded proteins, axonal and
synaptic loss and dysfunction, inflammation, cytoskeletal abnormalities, defects in DNA and
RNA, and neuronal death. This leads to the activation of immune responses and the release of

the antibodies against them. Recently, it has become clear that autoantibodies (Aabs) can
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contribute to demyelination, axonal loss, and brain and cognitive dysfunction. This has
significantly changed the understanding of the participation of humoral autoimmunity in
neurodegenerative disorders. It is crucial to understand how neuroinflammation is involved in
neurodegeneration, to aid in improving the diagnostic and therapeutic value of Aabs in the
future. This review aims to provide data on the immune system’s role in NDDs, the pathogenic
role of some specific Aabs against molecules associated with the most common NDDs, and
their potential role as biomarkers for monitoring and diagnosing NDDs. It is suggested that the
autoimmune aspects of NDDs will facilitate early diagnosis and help to elucidate previously

unknown aspects of the pathobiology of these diseases.

10. Miteva D, Kitanova M, Batselova H, Lazova S, Chervenkov L, Peshevska-
Sekulovska M, Sekulovski M, Gulinac M, Vasilev GV, Tomov L, et al. The End or a New
Era of Development of SARS-CoV-2 Virus: Genetic Variants Responsible for Severe
COVID-19 and Clinical Efficacy of the Most Commonly Used Vaccines in Clinical Practice.
Vaccines. 2023; 11(7):1181. https://doi.org/10.3390/vaccines11071181 , Ref, Web of
Science IF (5.2 - 2023), Web of Science Quartile Q1 (2023), SCOPUS Quartile: Q1
(2023), SJR=1.2
Pe3rome

Brnpeku ue renepanaus nupektop Ha CetoBHaTa 3apaBHa opranu3anus (C30) o00sBu
kpasg Ha COVID-19 karo rmobanmHa maHaeMus B 37paBeolla3BaHETO, 00JieCTTa BCE ONIE €
3ariaxa B CBETOBEH Mamad. 3a Ja MOXEM Ja YIpaBisiBAME TaKUBa MaHACMHUH B ObJEIIE, €
He0o0X0IMMO J1a pa3pabOTUM MOAXOISIIN CTPATETUU U BH3MOKHOCTH 32 3allIUTa HA YOBEIIKUS
xuBOT. Jlanaute 3a Bupyca SARS-CoV-2 TpsOBa HENMpeKbCHATO Ja C€ aHAIM3UpaT U Jia ce
MpeIBIKIAT Bb3MOKHOCTUTE 3a MyTallMsl U IOsBaTa HAa HOBH, MO-MH(EKIMO3HU BapHaHTH,
KaKTO M Bb3MOKHOCTUTE 32 U3IMOJI3BaHE HA Pa3jIU4HU NMPEBAHTHUBHU U TEPANIEBTUYHU MEPKHU.
Toga e Taka, 3a110T0 OBP30TO PA3BUTHE HA TEXKKUTE BapuaHTH Ha BUpyca SARS-CoV-2, kouto
MpeIn3BUKBAT OE3MOKOMCTBO, TMPEJCTaBlIsABa 3HAUMTENICH MpoOJeM 3a KOHTpoJia Ha
nanaemuara or COVID-19 ¢ moMonira Ha HATMYHUTE B MOMEHTa BaKCUHAIUMU. 103U mperiien
o6o61maBa nanuu 3a BapuaHTute Ha SARS-CoV-2, KOUTO ca OTTOBOPHU 3a TEKKOTO MPOTUYAHE
Ha COVID-19, u knuHnYHATa €PUKACHOCT Ha HAali-ueCTO U3MOI3BaHUTE BAKCHHHU B KIIMHUYHATA
npaktuka. [locnencrBusta cinen 3adomsiBanero (mpoabmwkureneHn COVID wm noct-COVID
CbCTOSIHUSI) TPOABJKABaT JAa ObAaT OOEKT Ha MPOYYBAHHUS W H3CIEABAaHUS W 3acsrat

conuaJIHuA U UKOHOMHUYCCKHU ) KUBOT B CBCTOBCH Mama6.

Abstract
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Although the chief of the World Health Organization (WHO) has declared the end of
the coronavirus disease 2019 (COVID-19) as a global health emergency, the disease is still a
global threat. To be able to manage such pandemics in the future, it is necessary to develop
proper strategies and opportunities to protect human life. The data on the SARS-CoV-2 virus
must be continuously analyzed, and the possibilities of mutation and the emergence of new,
more infectious variants must be anticipated, as well as the options of using different preventive
and therapeutic techniques. This is because the fast development of severe acute coronavirus 2
syndrome (SARS-CoV-2) variants of concern have posed a significant problem for COVID-19
pandemic control using the presently available vaccinations. This review summarizes data on
the SARS-CoV-2 variants that are responsible for severe COVID-19 and the clinical efficacy
of the most commonly used vaccines in clinical practice. The consequences after the disease
(long COVID or post-COVID conditions) continue to be the subject of studies and research,

and affect social and economic life worldwide.

11. Miteva D, Peshevska-Sekulovska M, Snegarova V, Peruhova M, Vasilev GH,
Vasilev GV, Sekulovski M, Lazova S, Gulinac M, Tomov L, et al. Microbiome and Genetic
Factors in the Pathogenesis of Liver Diseases. Gastroenterology Insights. 2023; 14 (4), 575-
597. https://doi.org/10.3390/gastroent14040041, Ref, Web of Science IF (1.5 - 2023), Web
of Science Quartile Q3 (2023), SCOPUS Quartile: Q3 (2023), SJR=0.43

Pe3rome

Beropeku, 4e TEHEeTHUHHUAT IMPOU3XOJ HE Ce € NPOMEHMJ Mpe3 TMOCIEIHHUS BEK,
XPOHUYHUTE 3200 IsIBAaHUS ITOCTOSTHHO C€ YBEIMYaBaT B CBETOBEH Mamad. B nombeiHeHne kbM
TeHETUYHUSI KOMIIOHEHT, Cpell KpUTHUHUTE (PaKTOPH 3a MHOTO 3a00JIsIBaHUS ca OOUTaTENNnTe
Ha HAIIMTE 4YepBa (YpeBHATA MUKPOOMOTA) KaTo permraBaiml (akTop Ha OKOJIHATa Cpena.
JlucOmo3za e omnucaHa NpPU UYEPHOAPOOHHM 3a00NSBaHUS C pPa3IMYHA ETUOJOTHS KaTro
HEAJIKOXOJIHO MacTHO dYepHoapoOHO 3abonsiBane (NAFLD), ueproapobHo 3aboinsBane,
cBbp3aHo ¢ ankoxon (ALD), Bupycen xematut, aBTommMyHeH xemaTuT (AIH), mbppBuueH
ckieposupanr  xomanruT (PSC), mepBuuen Owunmapen xomanrut (PBC), 1mpo3a,
xenarouenynapeH kapuuHoMm (HCC). Or gpyra crpaHa, HOBUTE TEXHOJIOTMM YBEIWYHMXa
HAIleTO pa30HpaHe 3a TeHETHKaTa Ha YEpHOAPOOHMTE 3a00JSABaHHS M BB3MOXKHOCTHTE 3a
nedenue. [IpoyuBanusra 3a aconuupane B nenust reioM (GWAS) nnentudunmpar HeM3BeCTHH
TeHETUYHU PUCKOBU (DaKTOPH, CBHP3aHU C pa3IM4YHU 3a00JsIBaHUS, TEHETUYHUTE TECTOBE 3a
eIMHUYHU HyKIIeoTuHU Bapuanuu (SNV) u cexkBenupane ot ciensario nokonexnue (NGS) Ha
n30paHu TeHU WIKM FeHoMa Ccbhllo oboraTsBaT HamuuHaTa MHGOpMarusa.NGS chIIo mo3BOIH

M3y4aBaHETO Ha MHUKpoOMOMa M 3aloyHa HEeroBara pojs IpU Pa3IUdYHU YEPHOAPOOHU
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3a0onsBanus. Te3n reHu ca JoKa3ad CBOs €(EeKT BBPXY ChCTaBa HAa MHUKpOOMOMa B
NpOy4YBaHMS 3a acOIMMpaHe MEXIy reHomMa U MuKpobuoma. Hue ce ¢oxycupame BBPXY
npoMsiHaTa Ha YpeBHaTa MHUKPOOMOTa, KAaKTO W J00aBSIHETO HAa HAKOM OaKTEepHAHU
MeTaboIMTH KaTo MOTEHIMAIHA TepaneBTUYHA cTparerus. JIutepaTypHuTe JaHHU HaChpyaBaT
poJisitTa Ha MPOOHMOTULIMTE/CHHOMOTUIIMTE 32 HaMalsiBaHE Ha MPOBB3NAIUTEIHUTE TUTOKUHU
karo TNF-a u wuntrepneBkunute (IL-1, IL-6, IL-8), ciemoBaTenHo TOBa Ie IOBEAE O
nogoOpeHrne Ha HUBaTa Ha TpaHCaMUHA3UTe, YEpHOApOOHATa cTearo3a M pe3yirara 3a
aktuBHOCT Ha NAFLD. Bbnpeku, ye MukpoOHaTa Tepamus U3riexaa 0e30macHa, OleHKaTa Ha
CTpaHUYHHUTE €(EeKTH, CBbP3aHU C MPOOMOTULIUTE WM CHHOMOTUIUTE, € HajoxkuTenHa. [lo
TO3M HAYMH TO3M Iperie] ce (OKycHpa BBPXY UYOBELIKHS MHUKPOOHMOM M YepHOIAPOOHU
3abonsBanus, ckopormtan GWAS 3a uepHOApOOHM 3a00NsBaHUsA, OCTa yYepsa-uepeH Opod u

acoIMaIMUTE C MUKPOOHOMA T10 BPEME | CIIe] Teparus Ha YepHOAPOOHO 3200 sBaHE.

Abstract

Our genetic background has not changed over the past century, but chronic diseases are
on the rise globally. In addition to the genetic component, among the critical factors for many
diseases are inhabitants of our intestines (gut microbiota) as a crucial environmental factor.
Dysbiosis has been described in liver diseases with different etiologies like non-alcoholic fatty
liver disease (NAFLD), alcohol-related liver disease (ALD), viral hepatitis, autoimmune
hepatitis (AIH), primary sclerosing cholangitis (PSC), primary biliary cholangitis (PBC),
cirrhosis, hepatocellular carcinoma (HCC). On the other hand, new technologies have increased
our understanding of liver disease genetics and treatment options. Genome-wide association
studies (GWAS) identify unknown genetic risk factors, positional cloning of unknown genes
associated with different diseases, gene tests for single nucleotide variations (SNVs), and next-
generation sequencing (NGS) of selected genes or the complete genome. NGS also allowed
studying the microbiome and its role in various liver diseases has begun. These genes have
proven their effect on microbiome composition in host genome—microbiome association
studies. We focus on altering the intestinal microbiota, and supplementing some bacterial
metabolites could be considered a potential therapeutic strategy. The literature data promote
probiotics/synbiotics role in reducing proinflammatory cytokines such as TNF-a and the
interleukins (IL-1, IL-6, IL-8), therefore improving transaminase levels, hepatic steatosis, and
NAFLD activity score. However, even though microbial therapy appears to be risk-free,
evaluating side effects related to probiotics or synbiotics is imperative. In addition, safety

profiles for long-term usage should be researched. Thus, this review focuses on the human



microbiome and liver diseases, recent GWASs on liver disease, the gut-liver axis, and the

associations with the microbiome and microbiome during/after liver disease therapy.

12. Bazukyan I, Georgieva-Miteva D, Velikova T, Dimov SG. In Silico
Probiogenomic Characterization of Lactobacillus delbrueckii subsp. lactis A4 Strain Isolated
from an Armenian Honeybee Gut. Insects. 2023; 14(6):540.
https://doi.org/10.3390/insects 14060540 , Ref, Web of Science IF (2.7 - 2023), Web of
Science Quartile Q1 (2023), SCOPUS Quartile: Q1 (2023), SJR=0.79

Pesrome

Hlambt Lactobacillus delbrueckii ssp. Lactis A4, u3onaupan oT yepBaTa Ha apMeHCKaTa
MEJIOHOCHA TT4ena, Oerie MoJUIoKeH Ha MPOOMOTHYHO OXapakTepu3upaHe Ha 0a3a reHOMeH
aHaJM3 MOpaJX CBOSI HEOOMYACH CH MPOU3Xo. M3BBpIIeHo Oelre CeKBEeHUpaHe IeTIOTeHOMHO
CEKBEHHUPAHE U MOCeBaIIisI OnonH()OpPMAIIOHEH aHATN3 pa3Kpyu HaMallsIBaHE Ha pa3Mepa Ha
reHoMa W Oposi Ha TEHHWTE - MPOIeC, TUIHWYEH 3a aJanTHPaHETO KbM C€HIOCHMOMOTHUYHU
ycioBus. JlombIIHUTETHUS aHAJIW3 HAa TeHOMA ToKasa, ue Lactobacillus delbrueckii ssp. lactis
A4, Moxe 1a urpae possTa Ha IpOOMOTHYCH EHIOCHMOUOHT TIOPaIy HATMYMETO HA MHTAKTHH
TCHETUYHU TIOCJIEIOBATeTHOCTHA, CBBP3aHM C AaHTUOKCUIAHTHU CBOWMCTBA, CHHTE3 Ha
eK30MOJIM3axapu, aJIXe3MOHHM CBOWCTBA M oOOpa3yBaHe Ha OMOPWIMH, KakTO U
AHTarOHUCTHYHA AKTUBHOCT CpEIly HSAKOM IaTOTeHH, KOSTO HE ce AbbkM Ha pH wm
MPOU3BOJICTBO Ha OakTtepronHu. OCBEH TOBA, TCHOMHHST aHAINW3 pa3KpH 3HAYUTEIICH
MOTEHIMAJ 32 YCTOMYMBOCT KbM CTPECOBHU (pakTopu Kato ekcrpeMHo pH, ocMoTHUeH cTpec u
BUCOKH TeMmepaTypH. JIOKOJIKOTO HU € M3BECTHO, TOBA € IbPBUAT JOKJIAJ] 3a MOTCHLIUAIHO
engocumobunotnueH mam Lactobacillus delbrueckii ssp. lactis, amantupaH KbM CBOS

TOCTOIIPUEMHHUK W M3ITBJIHABAII ITOJIC3HU (1)YHKI_[I/II/I 3a HETO.

Abstract

A Lactobacillus delbrueckii ssp. lactis strain named A4, isolated from the gut of an
Armenian honeybee, was subjected to a probiogenomic characterization because of its unusual
origin. A whole-genome sequencing was performed, and the bioinformatic analysis of its
genome revealed a reduction in the genome size and the number of the genes—a process typical
for the adaptation to endosymbiotic conditions. Further analysis of the genome revealed that
Lactobacillus delbrueckii ssp. lactis strain named A4 could play the role of a probiotic
endosymbiont because of the presence of intact genetic sequences determining antioxidant
properties, exopolysaccharides synthesis, adhesion properties, and biofilm formation, as well

as an antagonistic activity against some pathogens which is not due to pH or bacteriocins
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production. Additionally, the genomic analysis revealed significant potential for stress
tolerance, such as extreme pH, osmotic stress, and high temperature. To our knowledge, this is
the first report of a potentially endosymbiotic Lactobacillus delbrueckii ssp. lactis strain adapted

to and playing beneficial roles for its host.

13. Dimov, S.G., Posheva, V., Georgieva-Miteva, D., Peykov, S., Kitanova, M.,
Ilieva, R., Dimitrov, T., Iliev, M., Gotcheva, V. and Strateva, T. (2023), Artisanal cheeses
relying on spontaneous fermentation as sources of unusual microbiota — The example of the
Bulgarian ‘mehovo sirene’ skin bag cheese. Int J Dairy Technol, 76: 1019-1024.
https://doi.org/10.1111/1471-0307.12982, Ref, Web of Science IF (2.5 - 2023), Web of
Science Quartile Q3 (2023), SCOPUS Quartile: Q2 (2023), SJR=0.64
Pesrome

bparapckoTo ,,MeXx0BO CUpEHE™ € BUJ PETMOHAIHO 3aHAATUYMIICKO CUPEHE, IPUTOTBEHO
OT CypOBO OBYE MIIIKO B KOKEH MSX Upe3 CIIOHTaHHAa (epMeHTanus. MeTareHOMeH aHallu3
pa3Kpu HEOOMYaeH MUKPOOHOM, ChIBPIKAII] IMOJIE3HU OaKTepuu Kato Staphylococcus equorum,
Lactococcus lactis, Streptococcus thermophilus, Lactobacillus delbrueckii, Lactobacillus
kefiranofaciens, Lactococcus raffinolactis, Lactiplantibacillus plantarum, Limosilactobacillus
fermentum v Loigolactobacillus coryniformis. Hamure pe3ynaTaTu npeamnosarar, 4e ,,MeX0OBOTO
CUpeHe MOXKe Ja TPUTEKaBa HAKOM (DYHKIIMOHAIIHM XPAaHUTEITHHW CBOWCTBA M Ja OBIC
W3TOYHHK HA MOJIC3HH MUKPOOPTAHU3MH.
Abstract

The Bulgarian ‘mehovo sirene’ cheese is a type of regional artisanal cheese prepared
from raw ewe milk in a skin bag relying on spontaneous fermentation. A metagenomics study
revealed an unusual microbiome comprising beneficial bacteria such as Staphylococcus
equorum, Lactococcus lactis, Streptococcus thermophilus, Lactobacillus delbrueckii,
Lactobacillus kefiranofaciens, Lactococcus raffinolactis, Lactiplantibacillus plantarum,
Limosilactobacillus fermentum and Loigolactobacillus coryniformis. Our findings suggest that
‘mehovo sirene’ could have some functional food properties and is a source of beneficial

microorganisms.

14. Velikova T, Sekulovski M, Bogdanova S, Vasilev G, Peshevska-Sekulovska M,
Miteva D, Georgiev T. Intravenous Immunoglobulins as Immunomodulators in Autoimmune
Disecases and Reproductive Medicine. Antibodies. 2023; 12(1):20.
https://doi.org/10.3390/antib12010020 , Ref, Web of Science IF (3.0 - 2023), Web of
Science Quartile Q3 (2023), SCOPUS Quartile: Q1 (2023),SJR=1.12
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Pe3rome

WHTpaBeHO3HOTO NMPHIIOKEHHE HA UMYHOTTIOOYIMHH C€ M3I03Ba PYTUHHO MOBEYE OT
60 roguHM B KIIMHUYHATA MPAKTUKA, KATO MbPBOHAYAIIHO € Pa3pabOTeHO KaToO 3aMECTHTEIHA
Tepanusi NpU UMYHOACPUIMTHU paszcTpoicTBa. J[Hec W3MON3BaHETO HAa HHTPABEHO3HH
nmyHornoOynmuHu (IVIG) e 3anersaio B CbBpeMEHHHUTE aJITOPUTMHU 32 OBJIAJIIBAHE HA HIKOJIKO
3a00JsIBaHMs, KAaTO B TIIOBEUETO CIIyyau MPHJIOKEHHETO WM € HU3BBH PETUCTPUPAHUTE
TepaneBTHUHU TokasaHus (off-label) cmopen kpaTkara xapakrepucTuka Ha Nponykra. B
HACTOSIIIMSAT MPETrJe]] NpeacTaBsiMe Hal-aKTyaIHUTE aCKIEeKTH Ha m3nos3BaHe Ha [VIG npu
pa3IMYHU aBTOMMYHHH CBCTOSIHMSI W HMMYHOMEAMHMpAHU 3a00isiBaHUS, CBBP3aHU C
PENpOayKTUBH HEYyCIHeX, KAKTO KaTo 0/100peHa Teparnusi, Bb3 OCHOBA Ha IMOKa3aHUs WU HE 110
npenHazHauenue. IVIGs uecto ce n3nons3sar Karo ajlTepHATHBA HA IPYTH JIEYEHUS U TIXHOTO
MPUIOKEHNE MPOABIDKAaBa Jla Ce paslliMpsiBa C HATPyNBaHETO Ha HOBU AaHHU. OCBEH TOBa
pazOupaHeTo Ha MaTo(U3UOJIOTHITA HA UMYHOMEAMUPAHUTE 3a00JSBaHMS CE 3abJI00UYaBA,
KOETO TIIOYHMIIaBa HEOOXOIUMOCTTa OT HMyHOMonyiauusa, npu kosato IVIG tepanusta
MPEJCTaBIsIBA BH3MOXKHOCT 32 CTUMYJIMpPaHe, MHXUOMpPaHE U PEryIupaHe Ha pa3InyHi UMYHHU
MIPOLIECH.
Abstract

Intravenous administration of immunoglobulins has been routinely used for more than
60 years in clinical practice, developed initially as replacement therapy in immunodeficiency
disorders. Today, the use of intravenous immunoglobulins (IVIGs) is embedded in the modern
algorithms for the management of a few diseases, while in most cases, their application is off-
label and thus different from their registered therapeutic indications according to the summary
of product characteristics. In this review, we present the state-of-the-art use of IVIGs in various
autoimmune conditions and immune-mediated disorders associated with reproductive failure,
as approved therapy, based on indications or off-label. IVIGs are often an alternative to other
treatments, and the administration of IVIGs continues to expand as data accumulate.
Additionally, new insights into the pathophysiology of immune-mediated disorders have been
gained. Therefore, the need for immunomodulation has increased, where IVIG therapy

represents an option for stimulating, inhibiting and regulating various immune processes.



15. Gulinac M, Miteva DG, Peshevska-Sekulovska M, Novakov IP, Antovic S,
Peruhova M, Snegarova V, Kabakchieva P, Assyov Y, Vasilev G, Sekulovski M, Lazova S,
Tomov L, Velikova T. Long-term effectiveness, outcomes and complications of bariatric
surgery. World J Clin Cases 2023; 11(19): 4504-4512 [PMID: PMC10353499 DOI:
10.12998/wijcc.v11.119.4504], Ref, Web of Science IF (1.0 - 2023), Web of Science
Quartile Q3 (2023), SCOPUS Quartile: Q3 (2021)

Pe3rome

Hapyiienusta B XpaHUTEIHUAS PEKUM U NIPEHKAAHETO MoraT Ja J0Benar 10 BCe Io-
IIMPOKO Pa3MpOCTPaHEHO 3a0oiisiBaHE — 3aTIbCTABaHETO. Karo ocCTaBUM HacTpaHa
ECTETHYCCKUTE ChOOPAKEHUS, 3aTIBCTSIBAHETO CE ONPEeIs KaTo U3JUIIBK Ha MacTHA ThKaH,
KOWTO MOKe J]a IOBEJIE 10 CEPUO3HU 3/IPABOCIOBHH IPOOJIEMHU U MOXKE a MPEAPa3TOI0KU KbM
pe;[HL[a IIaTOJIOI'NYHHA HpOMeHI/I N KIMHNWYHHU 33.60JI$IB3.HI/I$I, BKJIFOUUTCIHO ,Z[I/IaGGT;
XHUICPTOHHS;, aTePOCKIIePO3a; KOPOHApHA apTepraliHa OOJIECT M HHCYIIT; OOCTPYKTHBHA ChHHA
arHes ; IENPecHs; CBbP3aHHU C TETJIOTO apTPOIATHH, PaK Ha CHIOMETPpUYyMa U I'bpAata. TeaecHo
teruo ¢ 20% HaJa HOPMAITHOTO 32 Bb3PAacTTa, M0JIa ¥ BUCOUMHATA € CEPUO3EH PUCK 3a 31PaBeTo.
bapuarpuynaTta XUpyprus € CbBKYIHOCT OT XUPYPIrUYHU METOIHU 3a JICYCHUE Ha IIATOJIOTMYHO
3aTIBCTSIBAHE, KOTATO JPYTH JICUCHHUS KaTo TUeTa, MOBUIICHA (U3NYECKA aKTHBHOCT, IPOMEHU
B TIOBEJICHUETO M JICKApCTBaTa He ca Janu eeKTUBEH pe3yiTar. J[Bere Hail-pa3npocTpaHeHU
MIPOLIEYPH, U3IOJI3BAHU B MOMEHTA, Cd JIAMIAPOCKOIICKA PhKaBHA TACTPEKTOMHUS U CTOMAIIICH
Oaifmac. Ta3u mponenypa mpumodu MOMYISIPHOCT HAMOCIEIBK W KaTO IJI0 CE CUuTa 3a
Oc3omacHa W eeKTHBHA. BbIpekw 4e TEKyIIMTe NaHHU IOKa3BaT, 4Ye IEpHOIepaTHBHATA
CMBPTHOCT € HHCKa W C€ IMOCTHra I0-I00Bp KOHTPOJ Ha CHITBTCTBAIIHUTE 3a00JIIBAHHS U
KpaTKOCpO‘IHI/ITe yCJ'IO)KHeHI/I}I, ca HCOGXOI[I/IMI/I IIOBCUYC paH,Z[OMI/IBI/IpaHI/I HpOY‘IBaHI/IH 3a
OLIEHKA Ha JBJITOCPOYHHUTE PE3YNTaTH OT OapuaTpU4HUTE mpoueaypu. To3u mperien uma 3a
e 1a CHHTE3upa U 00001 HapacTBAIIUTE J0KA3aTEICTBA 3a IBITOCpOYHATa e€(PEeKTUBHOCT,

pe3yNTaTUTe U YCIO0KHEHUATa Ha OapuaTpuyHaTa XUPYpPrusl.

Abstract

Dietary imbalance and overeating can lead to an increasingly widespread disease -
obesity. Aesthetic considerations aside, obesity is defined as an excess of adipose tissue that
can lead to serious health problems and can predispose to a number of pathological changes
and clinical diseases, including diabetes; hypertension; atherosclerosis; coronary artery disease
and stroke; obstructive sleep apnea; depression; weight-related arthropathies and endometrial

and breast cancer. A body weight 20% above ideal for age, gender and height is a severe health


http://www.ncbi.nlm.nih.gov/pubmed/PMC10353499
https://dx.doi.org/10.12998/wjcc.v11.i19.4504

risk. Bariatric surgery is a set of surgical methods to treat morbid obesity when other treatments
such as diet, increased physical activity, behavioral changes and drugs have failed. The two
most common procedures currently used are sleeve gastrectomy and gastric bypass. This
procedure has gained popularity recently and is generally considered safe and effective.
Although current data show that perioperative mortality is low and better control of
comorbidities and short-term complications is achieved, more randomized trials are needed to
evaluate the long-term outcomes of bariatric procedures. This review aims to synthesize and
summarize the growing evidence on the long-term effectiveness, outcomes and complications

of bariatric surgery.

16. Tomov L, Chervenkov L, Miteva DG, Batselova H, Velikova T. Applications of
time series analysis in epidemiology: Literature review and our experience during COVID-
19 pandemic. World J Clin Cases 2023; 11(29): 6974-6983 [PMID: 37946767 DOI:
10.12998/wicc.v11.129.6974] Ref, Web of Science IF (1.0 - 2023), Web of Science Quartile
Q3 (2023), SCOPUS Quartile: Q3 (2021)

Pesrome

AHanu3bT Ha BPEMEBU PEIOBE € IEHEH WHCTPYMEHT B CMHJIEMHUOJIOTHUATA, KOUTO
JIOITBJIBA KJIACUYECKUTE EMUAEMHUOIOTMYHN MOJIEIIH 110 JIBa pa3IYHU HAUMHA: IPECKa3BaHe U
nporHo3sa. [Ipeacka3zBanero € cBbp3aHO ¢ 00SICHEHHE Ha MUHAJIU U TEKYILH JaHHU Bb3 OCHOBA
Ha Pa3IMYHU BHTPEIIHU U BHHIIHH BIMSHUS, KOUTO MOTAaT WJIM HE MOTAT Jla UMaT MPUYUHHO-
ciencTBeHa pois. [IporHo3upanero € u3ciieBaHE HAa BH3MOXKHUTE OBICIIN CTOHHOCTH BBH3
OCHOBA Ha IpeJicKa3BallaTa criocoOOHOCT Ha MOJIeNIa U XUIOTETHYHUTE ObJICIIN CTOHHOCTH Ha
BBHIIHUTE W/WIU BBTpEIIHUTE BiusHMsA. [loaxoabT 3a aHamu3 Ha BpPEMEBHUTE pPElIOBE HMMa
MPEIMMCTBOTO, Y€ € T0-JIECEH 3a U3IOI3BaHe (B CIIy4anuTe Ha MO-sICHU U JIMHEHHU MOJEIH KaTo
METO/1a aBTOMAaTUYHO PErpecuBHA UHTErprpaHa MoABkHa cpeaHa, (ARIMA)). Bee naxk Toii e
OTpaHMYEH BBB BPEMETO 3a IMPOTHO3UpPAHE, 3a pa3jihKa OT KJIACHYECKUTE MOJEIH KaTo
Susceptible-Exposed-Infectious-Removed (SEIR). IIpunoxxumoctra My B IPOTHO3UPAHETO
UJBA OT MO-100paTa My TOYHOCT 3a KpaTKOCPOYHO MPOTrHO3upaHe. B ocHOBHaTa cu ¢opMa He
Mpeoiara MHOTO TEOPETUYHH TTO3HAHUS 32 MEXaHU3MHUTE Ha Pa3lpPOCTPAHCHUE U MYyTHpPaHE
Ha MAaTOT€HM WM peaklUuATa Ha XopaTa M pEryJaTOPHUTE CTPYKTypu (IpaBUTENICTBA,
KOMITaHUH | JIp.). BmMecTo ToBa, Toil oleHsIBa AUPEKTHO OT JaHHUTe. Heropara npeackaszpaiia
CIIOCOOHOCT TIO3BOJISIBA TECTBAHE HA XUIIOTE3U 33 Pa3NUYHH (AKTOPU, KOUTO TOJOKUTEITHO
WJIM OTPHIIATETHO JOTPUHACST 32 Pa3MPOCTPAHEHUETO HA MAHAEMHUSTa; OWIIO TO 3aTBapsSHE Ha
YUWUJIUIIA, HOBOBB3HUKBAIM BapHaHTH M T.H. Moke Ja ce u3Moi3Ba IpHU OLEHKAa Ha

CMBpPTHOCTTAa WJIM OOJHMYHUS PUCK OT HOBH CIyyaW, MPOYYBAHHS 3a CEPOJOTHYHO
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pasnpoCTpaHCHUE, OLCHKAa Ha CBOMCTBaTa Ha HOBOBB3HHKBAIIlM BApWAaHTH MW OLCHKA Ha

CBPBXCMBPTHOCTTA U BPpb3KaTa uc na"nacMus.

Abstract

Time series analysis is a valuable tool in epidemiology that complements the classical
epidemiological models in two different ways: Prediction and forecast. Prediction is related to
explaining past and current data based on various internal and external influences that may or
may not have a causative role. Forecasting is an exploration of the possible future values based
on the predictive ability of the model and hypothesized future values of the external and/or
internal influences. The time series analysis approach has the advantage of being easier to use
(in the cases of more straightforward and linear models such as Auto-Regressive Integrated
Moving Average). Still, it is limited in forecasting time, unlike the classical models such as
Susceptible-Exposed-Infectious-Removed. Its applicability in forecasting comes from its better
accuracy for short-term prediction. In its basic form, it does not assume much theoretical
knowledge of the mechanisms of spreading and mutating pathogens or the reaction of people
and regulatory structures (governments, companies, etc.). Instead, it estimates from the data
directly. Its predictive ability allows testing hypotheses for different factors that positively or
negatively contribute to the pandemic spread; be it school closures, emerging variants, etc. It
can be used in mortality or hospital risk estimation from new cases, seroprevalence studies,
assessing properties of emerging variants, and estimating excess mortality and its relationship

with a pandemic.

17. Lazova S, Tomov L, Miteva D, Tzotcheva I, Priftis S, Velikova T. Clinical and
Laboratory Manifestation of Gastrointestinal Involvement in MIS-C: A Single-Center
Observational Study. Gastroenterology Insights. 2023; 14(2):236-248.
https://doi.org/10.3390/gastroent14020017 , Ref, Web of Science IF (1.5 - 2023), Web of
Science Quartile Q3 (2023), SCOPUS Quartile: Q3 (2023), SJR=0.43
Pe3rome

B nenpuarpudHu npoydBaHUs OT Pa3IUYHU CTPAHU CE€ CHOOINABa 3a XPaHOCMIJIATEITHH
CHUMIITOMH ¥ CTOMAIIIHO-YpeBHH npoosiemu nipu aerna ¢ COVID-19, 3aenHo ¢ MynTuCUCTEMEH
Bp3nanuTenieH cuHapoM npu gena (MIS-C). Hamero perpocnekTHBHO 00CEpBAIlMOHHO
MPOyYBaHE MMAIIE 32 [T Ja 0000 OCHOBHUTE XPAaHOCMUIATESIIHA CUMIITOMH W OOEKTUBHU
JaHHU 33 CTOMAIIHO-YpEBHO 3acarane npu aeua ¢ MIS-C. Meroau: IIpencraBsMe KINHUYHUTE,
nabopaTopHuTe U oOpazHuTe AaHHU Ha 51 nena ¢ MIS-C, xocnuranu3upanu B €UH IEHTHP OT

25 noemBpu 2020 1. 10 24 ampun 2021 r., kato ce pokycupame BbpXY CTOMAITHO-YPEBHOTO


https://doi.org/10.3390/gastroent14020017

3acsrane. Pesynraru: O6mo 46/51 nemna (90,2%) cproOmiaBar 3a moHe eAWH a0JOMUHAJICH
cumnToM (kopemHa 6oiika (86%, N = 44), noBpbiaune, raaene, nuapus). [loBedero nemna ca Ha
BB3pacT Hax S roguau (N = 40, 78%), karo npeobnagaBat MBKKUAT o (N = 37, 72,5%) u
ChC cpeaHa Bb3pacT 8,82 £ 4,16 roguau. OTKpUXMe TCHACHIIHS 3a TUMGONEHUS, HEYTPOP I
u o-Bucoku HuBa Ha CRP, d-mumep u ¢peputun npu nanuentu ¢ MIS-C ¢ kopemna 6omnka (R-
kBazapar 0,188, F-ctatuctuka crpsimo koHcTanTeH mojaen: 11,9, p-croitnoct = 0,00122, 20%
Ha Bapuauuara ¢ p = 0,001). YcranoBuXME CTaTUCTUYECKM 3HAuMMa JIMHEHHA Bpb3Ka
(perpecus) mexxy npouenta Ha HeyTpodunute (NEU%) 1 6onHUYHUS TPECTOM U TeHASHIUS
MMOBUIIIEHUTE TPaHCAMHUHA3H JIa Ca MO-4eCTH Mpu mo-rojiemu Aena (27,3% nox 5 ronuau u 65%
Hag 5 rogunu; p = 0,0583). He oTkpuxme 3HauMMHU BPB3KM MEXAY XPaHOCMMJIATEIHUTE
CUMIITOMH M BB3pacTTa WM mnpeobnamaBamms BapuaHT Ha SARS-CoV-2. 3akmtoueHus:
[ToBeueto ot HammTe manueHTH ¢ MIS-C ce mosiBuxa ¢ kopemHa 00y1ka, 0OMKHOBEHO 3a€THO C
JIpYyTd CTOMAIIHO-YPEBHU CHUMIITOMH, KOMTO OMXa MOIJIM Ja Ce MPUJIOKAaT B KIMHUYHATA
npaktuka 3a MIS-C mpu pema, moceniaBaiiy CIEIIHOTO OTAETIEHHE ¢ KOpeMHa Ooiika u
nokaszatenctsa 3a ckopoiieH koHTakT ¢ COVID-19 unu nokazana undexmnus. Heobxonuma e
JOMBJIHATETHA HH(GOPMAITUS OT MO-ToIeMH KoXopTH narueHTu ¢ MIS-C, 3a ma ce pa3zbepe mo-

n06pe CIINACMHUOJIOTHATA HA CTOMAIIHO-YPEBHOTO 3aCATraHE IIPpHU TE3U MAIMCHTH.

Abstract

Digestive symptoms and gastrointestinal issues in children with coronavirus 2019
disease (COVID-19) and Multisystem Inflammatory Syndrome in Children (MIS-C) are
commonly reported in pediatric studies from different countries. Our retrospective
observational study aimed to summarize the main digestive symptoms and objective data on
gastrointestinal involvement in children with MIS-C. Methods: We present the clinical,
laboratory, and imaging data of 51 children with MIS-C hospitalized in a single center from 25
November 2020 to 24 April 2021, focusing on gastrointestinal involvement. Results: A total of
46/51 children (90.2%) reported at least one abdominal symptom (abdominal pain (86%, N =
44), vomiting, nausea, diarrhea), predominantly at presentation. Most children were older than
5 years (N =40, 78%), predominated by the male sex (N =37, 72.5%), and with a mean age of
8.82 + 4.16 years. We found a tendency for lymphopenia, neutrophilia, and higher levels of
CRP, d-dimer, and ferritin in MIS-C patients with abdominal pain (R-squared 0.188, F-statistic
vs. constant model: 11.9, p-value = 0.00122, 20% explanation of variation with p =0.001). We
found a statistically significant linear relationship (regression) between neutrophile percentage

(NEU%) and hospital stay and a tendency for elevated transaminases to be more frequent in



older children (27.3% under 5 years and 65% over 5 years; p = 0.0583). We found no significant
associations between digestive symptoms and age or the predominant SARS-CoV-2 variant.
Conclusions: Most of our MIS-C patients presented with abdominal pain, usually along with
other GI symptoms, which could be applied in clinical practice to MIS-C in children visiting
the emergency room with abdominal pain and evidence of recent COVID-19 contact or
infection. Further information from larger cohorts of MIS-C patients is needed to better

understand the epidemiology of gastrointestinal involvement in these patients.

18. Kabakchieva P, Assyov Y, Gerasoudis S, Vasilev G, Peshevska-Sekulovska M,
Sekulovski M, Lazova S, Miteva DG, Gulinac M, Tomov L, Velikova T. Islet
transplantation-immunological ~ challenges and  current  perspectives. World J
Transplant 2023; 13(4): 107-121 [PMID: PMC10303418 DOI: 10.5500/wjt.v13.14.107],
Ref, SCOPUS Quartile: Q2 (2023), SJR=0.55

Pe3ome

TpaHcriaHTanuaTa Ha KJIETKH OT MaHKPEaTUYHU OCTPOBUETA € MUHUMAIHO HHBAa3UBHA
nporieypa, HacOYeHa KbM KOMIIEHCHpaHe Ha HHCYJIMHOBUS Ae()UIIUT MPH MAIUEHTH C quadeT
tun 1 (T1D) upe3 TpancruianTanus Ha OeTa-KJIeTKM Ha nmaHkpeaca. [Ipe3 nmocneaHuTe roanHu
TO3U METOJ] 3HAYUTEIHO C€ YChbBBPILICHCTBA U CE OYaKBa KJIEThbUHATA 3aMECTUTETHA Teparus
7la ce MpeBbpHE B OCHOBHO JieueHue. Hue mpernexxaame TpaHCIUIaHTAIMATA HA TAHKPEaTUYHU
OCTPOBHHM KJIETKH Kato JiedeHue Ha T1D n uMyHOIOrMYHNTE NpEeU3BUKATENCTBA, IPE] KOUTO
e usnpaseHa npouenypara. [ly0nukyBaHuTe JaHHU MOKA3BaT, Y€ BPEMETO 3a TpaHc(]y3us Ha
OCTPOBHM KJIeTKH Bapupa Mmexay 2 u 10 waca. Ilpubnusurenno 54% oT manueHTHTE ca
MpUA0OUIN MHCYJIMHOBAa HE3aBHUCHUMOCT B Kpas Ha IbpBaTa roauHa, fgokaro camo 20% ca
WHCYJIMH-HE3aBUCUMH B Kpas Ha BTOpara TroiuHa. B kpailHa cMmeTka MOBEYETO
TPAHCIUIAHTUPAHU MAIMEHTH C€ BPBINAT KbM H3IMOJI3BAHETO HAa HAKaKBa (popma Ha €K30TCHEH
WHCYIMH B paMKHUTE€ Ha HSIKOJKO TOAMHMU CJEJ TpaHCIUIAHTAlUsATa, KOETO Hajara
He00X0IMMOCTTA OT MOAOOpsSIBaHE HA UMYHOJIOTHYHHUTE (PaKTOPU IPEIU TpaHCILIaHTausITa. B
TO3M KOHTEKCT HHE O00CHKIaMme pa3MyHH MMYHOCYNPECHUBHH PEXHUMH, MPUIOKEHUETO Ha
amnoNTOTHYHU TOHOPHH JuMporuTH, aHTH-TIM-1 aHTUTENna, HHAYKIHUITA HA TOJIEPAHTHOCT,
9Ype3 CMECEH XHMMEpH3bM, MHIYKIUS Ha aHTUTCH-CHEIU(UYHA TOJEPAHTHOCT, M3I0JI3BAIla
¢buKcupaHu C eTUJIEHKapOOAMMMH] CIUICHOLUTH, MPEATPAHCIUIAHTAlMOHHU WH(QY3UH Ha
JOHOPHU aMONTOTHUYHU KIIETKH, M3uepnBaHe Ha B kieTku, T.Hap. NPEeKOHIULMOHUPAHE Ha
U30JIMPAaHU  OCTPOBYETA, MPEAU3BUKBAHE HA JIOKAJIHA HWMYHOTOJEPAHTHOCT, KJIETHYHO

KarcylupaHe 1 MMyHOU30JIMpaHe, U3M0JI3BaHe Ha OuoMarepraiu, UMyHOMOAYIHPAIIH KIETKU

U J1p.
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Abstract

Pancreatic islet transplantation is a minimally invasive procedure aiming to reverse the
effects of insulin deficiency in patients with type 1 diabetes (T1D) by transplanting pancreatic
beta cells. Overall, pancreatic islet transplantation has improved to a great extent, and cellular
replacement will likely become the mainstay treatment. We review pancreatic islet
transplantation as a treatment for T1D and the immunological challenges faced. Published data
demonstrated that the time for islet cell transfusion varied between 2 and 10 h. Approximately
54% of the patients gained insulin independence at the end of the first year, while only 20%
remained insulin-free at the end of the second year. Eventually, most transplanted patients
return to using some form of exogenous insulin within a few years after the transplantation,
which imposed the need to improve immunological factors before transplantation. We also
discuss the immunosuppressive regimens, apoptotic donor lymphocytes, anti-TIM-1 antibodies,
mixed chimerism-based tolerance induction, induction of antigen-specific tolerance utilizing
ethylene carbodiimide-fixed splenocytes, pretransplant infusions of donor apoptotic cells, B
cell depletion, preconditioning of isolated islets, inducing local immunotolerance, cell

encapsulation and immunoisolation, using of biomaterials, immunomodulatory cells, etc.

19. Sekulovski M, Mileva N, Vasilev GV, Miteva D, Gulinac M, Peshevska-
Sekulovska M, Chervenkov L, Batselova H, Vasilev GH, Tomov L, et al. Blood Coagulation
and Thrombotic Disorders following SARS-CoV-2 Infection and COVID-19 Vaccination.
Biomedicines. 2023; 11(10):2813. https://doi.org/10.3390/biomedicines11102813, Ref, Web
of Science IF (3.9 - 2023), Web of Science Quartile Q1 (2023), SCOPUS Quartile: Q1
(2023), SJR=0.96
Pe3rome

Bernpeku ue chblecTByBaT MHOXKECTBO JIaHHHU, MOTBBPXKAABallM e(UKACHOCTTa U
0e3omacHOCTTa Ha pa3padoTenuTe Bakcuuu cperry COVID-19, Bce orie nMa HAKOW OITaceHHS
OTHOCHO BaKCHHHPAHETO MPH BHUCOKOPHCKOBH MOMynanuu. ToBa Baxku B 0cCOOCHA CTETEH 3a
NAIMEeHTH, NPEAPa3NOJ0KEHH Ha TPOMOOTHMYHM M XEMOparuyHW CHOUTHS, KAKTO U 3a
CKENTUYHO HACTPOEHUTE XOpa, KOUTO C€ OmacsiBaT OT TPOMOOTMYHM HMHIUIEHTH CIIE]
BakcuHauus. HactosumsaT HapaTuBeH nperien ce poKycupa BbpXy pa3indHU HACJIEACTBEHH U
npuaoOUTH TPOMOOTUYHM M KOAryJallMOHHM HApyIIEHUs, KaKTO U BBPXY BB3MOXKHUTE
HaTO(bI/IBI/IOJIOFI/I‘IHI/I MCXaHU3MU, BBaHMOHCﬁCTBaMH C KoaryJjanyuoHHaTa CUCTEMaA I10 BpEMC Ha
HMYHU3alus, Bb3 OCHOBA HA HAJIMYHUTC KbM MOMCHTA JaHHU 34 6630HaCHOCTTa Ha BAKCHUHUTEC

cpemy COVID-19. Tlogpob6HO ca pa3riiefaHd HACJIEACTBEHUTE KOAryJIallMOHHH |


https://doi.org/10.3390/biomedicines11102813

TpoMOOTHYHU 3a0oisiBaHus B KoHTekcta Ha COVID-19, kakto u HapylieHUsATa Ha
KoaryJnamusra, TpOMOOTHUYHHUTE YCIO)KHEHUS M XeMOPAarHuHUTEe MHIUACHTH CJIE/I BAKCHHAIHS
cpeury COVID-19. OcBern ToBa ce OOCHXKIAT BB3MOXXHUTE XHUIIOTE3M HAa IaTOTEHE3a,
TEpaneBTUYHUTE MOIXOAM U METOIUTE 3a oOpa3Ha MUarHOCTHKa. B 3akitoucHHe, BBIPEKU
MpOABIDKABAIINTE Je0aTH OTHOCHO JIMIICATa Ha JIOKa3aHa MPHUYMHHO-CICICTBEHA BpPB3Ka
MEX1y KOaryJlallMOHHUTE HWHIMAEHTH U BakcuHuTe cpemy COVID-19, ce noxueprasa
BaXHOCTTAa HAa BAaKCHHAIIMATA, KATO HEHHWTE TOJI3M 3HAYMTEIHO MPEBUIIABAT MUHHUMATHHSI
PHICK OT pE/IKH HEKEJIaH!U PEaKIuH, CBbP3aHH C KOAryJanusTa.
Abstract

Although abundant data confirm the efficacy and safety profile of the developed
vaccines against COVID-19, there are still some concerns regarding vaccination in high-risk
populations. This is especially valid for patients susceptible to thrombotic or bleeding events
and hesitant people due to the fear of thrombotic incidents following vaccination. This narrative
review focuses on various inherited and acquired thrombotic and coagulation disorders and the
possible pathophysiologic mechanisms interacting with the coagulation system during
immunization in view of the currently available safety data regarding COVID-19 vaccines.
Inherited blood coagulation disorders and inherited thrombotic disorders in the light of COVID-
19, as well as blood coagulation and thrombotic disorders and bleeding complications following
COVID-19 vaccines, along with the possible pathogenesis hypotheses, therapeutic
interventions, and imaging for diagnosing are discussed in detail. Lastly, the lack of causality
between the bleeding and thrombotic events and COVID-19 vaccines is debated, but still
emphasizes the importance of vaccination against COVID-19, outweighing the minimal risk of

potential rare adverse events associated with coagulation.

20. Sekulovski M, Mileva N, Chervenkov L, Peshevska-Sekulovska M, Vasilev GV,
Vasilev GH, Miteva D, Tomov L, Lazova S, Gulinac M, et al. Endothelial Dysfunction and
Pregnant COVID-19 Patients with Thrombophilia: A Narrative Review. Biomedicines. 2023;
11(9):2458. https://doi.org/10.3390/biomedicines11092458, Ref, Web of Science IF (3.9 -
2023), Web of Science Quartile: Q1 (2023), SCOPUS Quartile: Q1 (2023), SJR=0.96
Pe3rome

Nudexnusra cbc SARS-CoV-2 no Bpeme Ha OGpeMEHHOCT MOKE J1a YBEJIMYW PUCKA OT
MHOKECTBO yCIIOKHEHUS, BKIIOUNTENHO TeXbK COVID-19 u HeOnaronpusTHUA MOCIEIUIN 32
Maiikara u tioja (maternal-fetal adverse, MFA). Ocsen ToBa, nungdekmusra ¢ SARS-CoV-2
BOJM JI0 YBPEXKIaHE HA €HAO0TEIa KaKTO 4pe3 MTUPEKTHO BUPYCHO BB3ACHCTBHE, TaKa U Upe3

MMYHHH, CBpPACUYHO-CHIAOBH U TPOMOO-BB3NAIUTEIHH peakiuu. B To3m 0030peH aHamu3
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pasrnexaame eHmpotennara guchynknums (EJ]) mo Bpeme Ha OpeMEHHOCT, CBBp3aHa C
YCIIO)KHEHMS KaTo MpeeKIaMIICUs], BBTPeyTpoOHO 3a0aBsHEe Ha pacTeka, FeCTallMOHEeH quadeT
U 1pyru, Kakto u poisita Ha SARS-CoV-2 kato ¢dakrop, nonpuHacs 3a passutrero Ha EJ] u
MOTEHIIMATHO NPUIIOKPHUBAIL C€ C APYrH YCIOXKHEHHs Ha OpemeHHocTTa. ChUlo Taka
oOChXKIamMe HSKOM CIIOJCICHH MeXaHu3Mu Ha marodusuonorusita Ha SARS-CoV-2 u
SHJIOTeTHATa AUCHYHKIIHA.
Abstract

Pregnancy with SARS-CoV-2 infection can raise the risk of many complications,
including severe COVID-19 and maternal-fetal adverse outcomes. Additionally, endothelial
damage occurs as a result of direct SARS-CoV-2 infection, as well as immune system,
cardiovascular, and thrombo-inflammatory reactions. In this narrative review, we focus on
endothelial dysfunction (ED) in pregnancy, associated with obstetric complications, such as
preeclampsia, fetal growth retardation, gestational diabetes, etc., and SARS-CoV-2 infection in
pregnant women that can cause ED itself and overlap with other pregnancy complications. We

also discuss some shared mechanisms of SARS-CoV-2 pathophysiology and ED.

21. Dimov, S., Georgieva-Miteva, D. ., Dekova, T. ., Kitanova, M. ., Peykov, S. .,
& Strateva, T. . (2022). WGS CHARACTERIZATION OF ENTEROCOCCUS
FAECALIS H1041 ISOLATED FROM THE TRADITIONAL BULGARIAN GREEN
CHEESE. Journal of Microbiology, Biotechnology and Food Sciences, 11(6), €5203.
https://doi.org/10.55251/jmbfs.5203 , Ref, Web of Science IF (0.6 - 2023), Web of Science
Quartile: Q4 (2023), SCOPUS Quartile: Q3 (2023), SJR=0.23
Pe3srome

[ambT Enterococcus faecalis HI1041, xoiito Oemie M30JIUpaH OT TPATUIMOHHOTO
OBJArapcko 3€l1€HO CHUpeHe, Oelle XapaKTepu3HpaH upe3 LEJOreHOMHO CEKBEHHpAHE,
mBbpmieHo Ha 1iargopmara Illumina HiSeq 2 x 150 base paired-end reads.
bruonH(popMamOHHUAT aHaIN3, U3BBPIICH caMO ¢ O€3IUIATHU OHJIAWH WHCTPYMEHTH, Pa3KpH,
Ye IaMbT MPUINYA HA APYTH HIaMoBe Ha E. faecalis, NOTy4eHU OT CHpPEHE, O PE3UCTEHTHOCT
KBbM aHTHUOMOTHUIM U TEHOTHII Ha BUPYJIEHTHOCT, IOPAJU KOETO MPUCHCTBUETO MY B 3€JIEHOTO
CHUpeHe He TpsiOBa Ja ce CUMTa 3a PUCK 3a 3[ApaBeTo. bsAxa OTKpUTH caMO JBE I'€HETUYHU
JETePMUHAHTH Ha PE3UCTEHTHOCT KbM aHTUOMOTHILIM, HO U JABETE HOCAT MYTAIlUH M BEPOSITHO
He ca pyHkroHanHu. OcBeH ToBa 0s1Xa OTKPUTH 18 reHeTHYHHU JeTepMUHAHTH Ha (aKTop Ha
BUPYJEHTHOCT, HO camMo 6 or Tax npurexaBaxa 100% HIEHTMYHOCT C KAHOHUYHUTE
MOCJIEIOBATEIHOCTH U Ca MOBEYE WM MO-MAJIKO NPUCHIIM 3a poja Enterococcus. Huto enun

OT T4X HC € HAMCPCH Ha KOHTUTH, KOUTO ChABPKAT IMTOCICAOBATCIIHOCTH C U3BCCTCH ITJIa3MUJICH


https://doi.org/10.55251/jmbfs.5203

MPOU3X0J Ha perurKaus. OTKPUT € U T€H Ha €HTEPOJIM3UH A, KOUTO Hal-BEpOSTHO UIpae

pOJIst B IIpoIIeca Ha 3peeHe Ha OBJIrapCKOTO 3€JIEHO CUPEHE.

Abstract

In this study, Enterococcus faecalis H1041 which was isolated from the traditional
Bulgarian green cheese was characterized in depth by a whole-genome sequencing performed
on the Illumina HiSeq platform using 2 x 150 bases paired-end reads mode. The bioinformatic
analysis performed only with free online tools revealed that the strain resembles other cheese-
born E. faecalis strains by its antibiotics resistances and virulence genotype, thus its presence
within the green cheese should not be considered as a health risk. Only two antibiotic resistance
genetic determinants were found, but they both carry mutations, and probably are not
functional. Furthermore, 18 virulence factor genetic determinants were found, but only 6 of
them possessed 100% identities with the canonical sequences, and being more or less intrinsic
for the Enterococcus genus. None of them were found on contigs that contain sequences with
known plasmid origin of replication. Enterolysin A gene was also detected which most probably

plays role in ripening process of the Bulgarian green cheese.

22. Dimov SG, Zagorchev L, Iliev M, Dekova T, Ilieva R, Kitanova M,
Georgieva-Miteva D, Dimitrov M, Peykov S. A Snapshot Picture of the Fungal
Composition of Bee Bread in Four Locations in Bulgaria, Differing in Anthropogenic
Influence. Journal of Fungi. 2021; 7(10):845, https://doi.org/10.3390/jof7100845 Ref,
Web of Science IF (5.81 - 2020), Web of Science Quartile: Q1 (2021), SCOPUS
Quartile: Q1 (2021), SJR=0.93
Pesrome

Nudopmanuara 3a rpOWTE, HAMHUpamMd ce€ B MUYSIHHS Xisi0 (meprara) w
(epMEeHTAlMOHHUTE TPOLIECH, 32 KOUTO T€ JONPHHACAT 3HAUYMUTEIHO, € J0CTa OCKbAHA. B
HACTOSIIOTO NpoyuBaHe n3BbpinxmMe NGS-6a3upaHo METareHOMHO U3Clie/IBaHEe HAa I'bOUYHUS
ChCTaB Ha MYENIHUA XJII0 OT YeTUpH pailoHa B bearapus mo BpeMe Ha Hail-aKTHUBHUS MEPHOJT
Ha cbOUpaHe Ha HEKTap Ha MEJOHOCHHTE ImUeu B Kpas Ha toHu 2020 r. MecTara 3a B3emaHe
Ha nmpoOu Osixa n30paHu Taka, ye Ja ce pa3uyaBaT 3HAUYUTEITHO M0 KIMMAaTUYHHUTE YCIIOBHS,
na"amadTa U aHTPONIOTCHHUS HATHCK. 32 aMIUIMKOHHOTO METareHOMHO u3ciensane Ha [TS2
pervona Germie u3non3Bana miatdopmarta Illumina ¢ 2 x 250 paired-end reads..

YcTanoBuxMe, 4e HIKOM OT Beue OMMCaHU BUA0BE I'bOU B IUTEpaTypara ¢ 6JaroTBOpHO
BB3/ICHCTBUE, MPUCHCTBAT B M3CIIEABAHUTE TPOOH. BhIIpeku TOBa, HIKOU IbOMYHHU POJIOBE KATO

Monilinia, Sclerotinia, Golovinomyces, Toxicocladosporium, Pseudopithomyces, Podosphaera


https://doi.org/10.3390/jof7100845

u Septoriella ca moKIIaABaHM 3a ITBPBY ITBT CPEJ TOMHHUPALIUTE POIOBE 32 MYCTHHS TPOAYKT.
[IpoyyBaHeTo HH JAEMOHCTpHpA, Y€ AHTPOIOTCHHUST HATUCK BIHUSC OTPULIATEIHO BBPXY
reOHaTa KOMITO3UIIUS Ha IMYEITHUS XJ1sI0 110 1Ba pa3jIMuHU HAYMHA - TPAJICKUAT/IIPOMUIIICHUST
HATHCK yBeJIMYaBa MPUCHCTBHETO HAa MATOT€HHU BUIOBE, JOKATO CEIICKOCTOMIAHCKUSAT HATHCK
ce BOJIM JI0 HaMaJIsIBAHE Ha MOJIC3HUTE I'bOU.
Abstract

Information about the fungal composition of bee bread, and the fermentation processes
to which the fungi contribute significantly, is rather scarce or fragmentary. In this study, we
performed an NGS-based metagenomics snapshot picture study of the fungal composition of
bee bread in four locations in Bulgaria during the most active honeybee foraging period at the
end of June 2020. The sampling locations were chosen to differ significantly in climatic
conditions, landscape, and anthropogenic pressure, and the [llumina 2 x 250 paired-end reads
platform was used for amplicon metagenomics study of the ITS2 region. We found that some
of the already reported canonical beneficial core fungal species were present within the studied
samples. However, some fungal genera such as Monilinia, Sclerotinia, Golovinomyces,
Toxicocladosporium, Pseudopithomyces, Podosphaera and Septoriella were reported for the
first time among the dominant genera for a honeybee related product. Anthropogenic pressure
negatively influences the fungal composition of the bee bread in two different ways—
urban/industrial pressure affects the presence of pathogenic species, while agricultural pressure

is reflected in a decrease of the ratio of the beneficial fungi.

23. Dimitrov M, Iliev I, Bardarov K, Georgieva D, Todorova T. Phytochemical
characterization and biological activity of apricot kernels' extract in yeast-cell based tests
and hepatocellular and colorectal carcinoma cell lines. Journal of Ethnopharmacol. 2021
Oct 28;279:114333. https://doi.org/10.1016/j.jep.2021.114333, PMID: 34146630, Ref,
Web of Science IF (4.36 — 2020), Web of science Quartile: Q1 (2021), SCOPUS
Quartile: Q1 (2021), SJR=0.94
Pesrome

EKCTpakThT OT ropuuMBU KalCHEBH SJIKU CHIbpPXKA HIMPOK CIEKTHP OT OHMOJIOTHYHO
AKTHBHHU BEIlECTBA KAaTO TAaKOBA € AMMIJAIMH - LIMAHOTE€HEH INMKO3uZ. EKCTpakThT ce
W3M013Ba BbB (hapMalleBTUYHATa UHAYCTPHUS OT FOJIMHU KaTo ChCTaBKa Ha Pa3JInYHU JIeKapCTBa
C MPOTUBOBB3MAIUTEIHN, aHTUMUKPOOHU WJIM pEereHepaTUBHU cBOMcTBa. B TpaguimonHata
MeIUIMHA TOPUUBUTE KAaliCUEBHU SAKU Ca U3BECTHH KaTo JIEK 32 PECIUPATOPHH 3a00JIIBaHUS U

KOKHHM 3a0oiaBanusa. Kailicuesure AAKA W aMUTI'JAJIMHBT YCCTO CC IMPCANHrCBaAT OT
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MPAKTUKYBAIIUTE JIEKapy 3a MPOPHIAKTUKA U JICYEHHUE HA PA3JINYHU METUIUHCKUA ChCTOSHUSA,
BKJIIOYUTEITHO KOJIOPEKTAJIEH PaK.

[lenra Ha HACTOAMIOTO H3CJIENBaHE € Ja C€ OICHH (PUTOXMMHYHUS CHCTaB U
MOTEHIIMATHUS aHTUMYyTareHeH, aHTHPEKOMOMHOT€HEH M aHTUTYMOPEH eeKT Ha eKCTPaKTa OT
KaliCHeBHU SJIKM IIPU MHOTO HUCKH KOHIIEHTPAIlMU B TECTOBE Ha 06a3aTa Ha KJIETKHU OT APOKIHN U
KJICTHYHU JIMHUU HA XEMaTOoLeTyIapeH KapIMHOM Ha J1e0eI0To YepBo Ha 003aiHUIIH.

OUTOXUMHUYHUAT aHAU3 € u3BbpIeH upe3 LC-MS npodunupane. 3a onpenensHe Ha
KOJIMYECTBOTO Ha aMWTJAJIMH B eKCTpakTa Osixa mnpuiiokeHn obOpatHodazoBa HPLC
xpomarorpadus u UV nerekmus. buomornunara akTHBHOCT € OIIEHEHA Ype3 MYTareHHOCT Ha
Zimmermann u TecT 3a perporpancno3unus Tyl. [luroTokcnynara/antunponudeparuBHaTa
AKTUBHOCT HA €KCTPAKTA OT KaCHUEBHU SJIKU € U3BBPILECHA BPXY YETUPH BUIA KJIECTHYHHU JTUHUU
- HepG2, HT-29, BALB/3T3, konunr A31 u BJ, xato ce u3nosi3Ba CTaHIaPTHUAT aHATIU3 32
penykius Ha 6arpunoro MTT.

Jannurte paskpuBar Hainuunero Ha noBeue or 1000 cheaumHeHus U 4 UUAHOTCHHU
INIMKO3Kuza cpen TAX - Amurganud, [einaxnun, Jlunamapun u Ilpynaypasun. M3mepenara
KOHIIGHTpanuss Ha amurgaiuH e 57,8 upg/ml. Bcuukyn KOHIIEHTpalluM Ha EKCTPAaKTH
JEMOHCTPUpPAT CHJIEH aHTUT€HOTOKCHYEH, AaHTUPEKOMOWHOTE€HEH, AaHTHUMYyTareHeH |
aHTHKAHIIEPOTeHEH e(heKT mpu TecToBe, 0a3upaHu Ha KIIETKU OT APOKIU. Y CTAHOBEHA € BUCOKA
CEJIEKTHUBHOCT Ha JICWCTBUETO HA €KCTPAKTa Cpejl Pa3IMuHU KJICTHYHH JIMHUU Ha OO3aiHUIIN.
VYcraHoBeHO €, ue HopMajHaTa KieTbuHa JUHUS BJ € ycToliunBa Ha IEMCTBUETO HAa EKCTPAKTA.
VYcranoseHo e, ue HepG2 e Hali-uyBCTBUTENEH KbM JCHCTBUETO HA KAMICUEBUTE SIIKH.

Hacrosioro m3cneaBane mpenocTaBs MbpBUS (GUTOXMMUYCH aHAIU3 Ha OBITapCKU
ropuuBH KaiicueBu siaku. ChoOlaBa ce 3a TpU HOBU ITMAHOTEHHM riauko3uaa. [lomydenu ca
JI0Ka3aTeNICTBA, Y€ EKCTPAKTHT OT KalCUEBU SJIKU IPU HUCKU KOHIIEHTPAIMH HE € B ChCTOSIHHE
7la MHAYLUPA HIKOW OT ChOUTHATA, CBbP3aHU C HAYAIIHUTE €Talu Ha TymMoporeHe3ara. OcBeH
TOBa C€ YCTAHOBSIBA BUCOKA CEJIEKTUBHOCT Ha JIEUCTBUETO HAa €KCTPaKTa CpPeJ Pa3IU4YHHUTE

KJIEThYHU JIMHUU. Y CTAHOBEHO €, Y€ Hail-uyBCTBUTENIHATA KieTbyHa JuHus € HepG2.

Abstract

Bitter apricot kernels' extract contains a broad spectrum of biologically active
substances with a lot of attention to amygdalin - cyanogenic glycoside. The extract has been
used in the pharmaceutical industry for years as an ingredient of different pharmaceuticals with
anti-inflammatory, antimicrobial, or regenerative properties. In traditional medicine, the bitter

apricot kernels are known as a remedy for respiratory disorders and skin diseases. The apricot



kernels and amygdalin are often prescribed by practitioners for the prevention and treatment of
various medical conditions, including colorectal cancer.

THE PRESENT STUDY AIMS: to evaluate the phytochemical composition and the
potential antimutagenic, antirecombinogenic, and antitumor effect of apricot kernels' extract at
very low concentrations in yeast cell-based tests and mammalian hepatocellular and colon
carcinoma cell lines.

Materials and methods: Phytochemical analysis was performed by LC-MS profiling.
Reverse-phase HPLC and UV detection were applied for the determination of amygdalin
quantity in the extract. Biological activity was evaluated by Zimmermann's mutagenicity and
Tyl retrotransposition test. Cytotoxic/antiproliferative activity of apricot kernels' extract was
performed on four types of cell lines - HepG2, HT-29, BALB/3T3, clone A31, and BJ using
the standard MTT-dye reduction assay.

Results: Data revealed the presence of more than 1000 compounds and 4 cyanogenic
glycosides among them - Amygdalin, Deidaclin, Linamarin and Prulaurasin. The Amygdalin
concentration was measured to be 57.8 pg/ml. All extract concentrations demonstrated a strong
antigenotoxic, antirecombinogenic, antimutagenic, and anticarcinogenic effect in the yeast cell-
based tests. High selectivity of the extract action is established among different mammalian cell
lines. Normal cell line BJ is found to be resistant to the extract action. HepG2 was found to be
the most sensitive to apricot kernels' action.

Conclusion: The present study provides the first phytochemical analysis of Bulgarian
bitter apricot kernels. Three new cyanogenic glycosides were reported. Evidence is obtained
that the apricot kernels' extract at low concentrations is not able to induce some of the events
related to the initial steps of tumorigenesis. Additionally, a high selectivity of the extract action

is established among different cell lines. The most sensitive cell line was found to be HepG?2.

24. S. G. Dimov, A. Gyurova, L. Zagorchev, T. Dimitrov, D. Georgieva-Miteva, S.
Peykov, “NGS-based metagenomic study of four traditional Bulgarian green cheeses from
Tcherni Vit, LWT — Food Science and Technology, vol:152, 2021, pages:112278-0, ISSN
(print):0023-6438, ISSN (online):0023-6438, https://doi.org/10.1016/].1wt.2021.112278,
Ref, Web of Science IF (4.952 — 2021), Web of science Quartile: Q1 (2021), SCOPUS
Quartile: Q1 (2021), SJR=1.61
Pe3rome

ToBa e IBPBOTO HAYYHO H3CJEIBAHE HA YHUKATHOTO OBJITapCKO 3€JI€HO CHpPEHE OT
Yepuu Bur, 6azupano Ha 16S u ITS2 NGS merarenomuka, n3BbpiieHo Ha [llumina HiSeq 2 x

250 bp paired-end cexBenupane. To 6e mpoBeeHO ¢ 1€ YCTaHOBSBAHE HA ISITOCTHUS TIPOdHT


https://doi.org/10.1016/j.lwt.2021.112278

Ha CHIBPIKALINTE CE€ B HEr0 MHUKPOOpPTraHWU3MHU. Pe3ynrarurte paskpuxa Oorata MUKpOOHOTa,
chcTaBeHa cpemHo oT 120 eyOaktepuannu u 16 reOuynn Buaa. Firmicutes 0sxa mpencTaBeHU
oT cemeiicTBara Strepotococcaceae, Lactobacillaceae u Staphylococcaceae, nokaro
Actinobacteria 6sxa peACTaBeHU TIAaBHO OT pojaoBere Brevibacterium u Corynebacterium.
OTtkputu 0s1Xa 1 HUCKW HUBA Ha Proteobacteria, rimaBHO Xaio(OUITHY IPEACTBUTETN OT POJIOBETE
Cobetia u Psychrobacter. Tloutn Bcuuku (99,99%) oT oTkpuTHTE I'bOM NMpHHAIIEKAT HA
Ascomycota, mpeicTaBEHH IOYTH €IHAKBO OT ceMelcTBara Eurotiomycetes (U3KIIOUATEIHO OT
Penicillium roqueforti), Saccharomycetes (riaBHO oT ponoBere Debaryomyces, Pichia,
Candida u Kluyveromyces) n Sordariomycetes (Haii-Beue ot Scopulariopsis flava). Ananuzure
Ha MHKPOOHOTO pa3HOOOpa3me MoKa3zaxa, 4e€ BBIPEKH W3BECTHHUTE PAa3UYMs, CBHP3aHHU C
(dakTopu Ha OKOJIHATA Cpella W BPEMETO Ha 3peeHe, BCUYKH YETHUPH H3CICIBAHU TapTUIU
MPUTEKABAT M3KIIOYUTEIIHO OoraTta, HO CXOJHA MUKpOOHOTa. YCTAaHOBUXME U MOTCHIIUAIHO
OJIaroMpPUsITHU MUKPOOPTaHU3MH, CTIOCOOHM J1a HHXUOUpAT pacTeka Ha MaTOreHHU OaKTepuH,
KaKTO U JIa HEyTPpaIM3UpaT BH3MOKHO MPOAYIIHPAHU MUKOTOKCHHHU, KOETO € B ChOTBETCTBHE C
penuia u3cieABaHus BbpXY MICUYHU MPOAYKTH OT CYpOBO MIISIKO.
Abstract

This is the first scientific study of the unique Bulgarian Cherni Vit green cheese based
on 16S and ITS2 NGS metagenomics, accomplished on the Illumina HiSeq 2 x 250 bp paired
end reads in order to obtain an overview of the microbial composition. The results revealed a
rich microbiota, composed of on average of 120 eubacterial and 16 fungal species. Firmicutes
were represented by the families Strepotococcaceae, Lactobacillaceae and Staphylococcaceae,
while the Actinobacteria were represented mainly by the genera Brevibacterium and
Corynebacterium. Low counts of Proteobacteria were also detected, mainly halophiles of the
genera Cobetia and Psychrobacter. Almost all (99.99%) of the detected fungi belonged to
Ascomycota, represented almost equally by the families Eurotiomycetes (exclusively by
Penicillium roqueforti), Saccharomycetes (mainly by the genera Debaryomyces, Pichia,
Candida and Kluyveromyces) and Sordariomycetes (mostly by Scopulariopsis flava). The
performed diversity analyses revealed that despite some differences, which can be attributed to
environmental factors, and the time of the ripening, all of the four batches displayed very rich
but similar microbiota. We found a potentially beneficial microbiota with the potential to inhibit
the growth of pathogenic bacterial species, as well as to neutralize possibly produced

mycotoxins, as described in numerous research on raw milk dairy products.
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25. JJumutpuHa I'eoprueBa MureBa, ,, [laropusnonorus u renernka Ha CuHapoMa Ha
yymBara X-xpomoszoma“, 2025r., VYHuBepcurercko wuzpartenctso "CB. KiuumeHT
Oxpuncku", moj nevar, (MpuiiokeHa ciayxebHa 6enexka or YN “CB.Ku. Oxpuacku®).

Pe3rome

B HacTtosmmaT HaydeH TPy AETalIHO ca OMHCAHU TOYHUTE MPUYMHU 32 Bb3HUKBaHE
Ha CHHJIpPOMa Ha YyIUIMBaTa X-XpOMO30Ma, MOJEKYISPHO-TCHETHYHUTE MEXaHW3MHU Ha
3a00JIIBaHETO, METOJUTE 3a IUArHOCTUKA M HAIWYHUTE TEPANICBTUYHH BH3MOKHOCTH 32
HETOBOTO OBJajsBaHe mpe3 roauHuTe. [lombpana m o06oOmieHa e rojgsma Mo ooemM HaydHa
nHdopmanus B nepuoaa 1943-2024r. oTHOCHO TeHETHKATa Ha 3a00JISIBAHETO, TATOJIOTUYHUTE
MEXaHH3MU ¥ MPOBEICHUTE HAYYHH U KIIMHUYHH U3CIICABAHUS B 00JIaCTTa KATO Ca MOJKETICHU
ca ¢ MOAXOJSIIN [BETHU WIKOCTPAIlUU, cXxeMu U Tabmuiu. [lo MHOrO CHomydianB HAYuH B
pa3IMYHUTE T[JIaBU Ha HAYYHHUSAT TPYyA ca CbUeTaHM OHOXMMHYHUTE, MOJIEKYISIpPHO-
OMOJIOTMYHUTE, [IUTOJIOTHYHUTE, KIMHUYHUTE U HEBPOJOTUYHUTE MPOYUYBAHUS HA CHHIpOMA
Ha YyIuinBaTa X-XpoMo30Ma IpH Pa3InyHN MOJIEIHU 00eKTU. B neTaiiieH HayKo-UCTOpUYECKH
IUTaH ca pa3riieflaHd METOAWUTE Ha JUArHOCTUKA, Ype3 KOUTO € JOKa3aH M MOJAPOOHO M3yueH
cuHapoma. Pasrinenanu ca B cuCTeMaTU3UpaH BUJ PA3BUTHETO HA MHOBATHUBHUTE TEXHOJIOTUU
KaTo IMarHOCTUYEH HHCTPYMEHT, Bb3MOXKHOCTHUTE 3a 00JIeKUaBaHe Ha 3a00JIsIBAHETO U pOJIATa
Ha MOJISTHUTE 00EKTH B M3YYaBAHETO HA TOBA TEKKO 3a00JIsSIBaHE.

Hanpasena e mbiHa OMOXMMHMYHA XapakTepuctuka Ha Oentbka FMRP, koiito B
pasIUyHU  MOJAENTHH OOeKTH (apo3oduia, YOBEK, MHUINKA W Jp.) HMa crenupuaHa
(GbyHKIIMOHATHU aKTUBHOCTH. [IpoydyeH e MexaHn3Mma Ha JEeHCTBUE HA TO3U OENTHK, KaKTO B
[IEHTpaTHaTa HEpPBHA CUCTEMa, Taka U Bpbh3KaTa My ¢ OMoreHnezata u Mmetabonnzma Ha MPHKwu,
C KJIeThuHaTa npoiudepanus U AudepeHnuanys, ¢ eMOproreHesara U ¢ MporpamupaHara
KIeThbuHa cMBPT. CrHernuanHo BHUMaHUE € OTNEJICHO Ha MpsKaTra Bpbh3Ka Ha OeNThKa ¢
¢dbopMupaHeTo Ha HEBpOHHATa Mpexka. PasrieaHu ca KakTo KJIacH4YeCKd, Taka U MOJAECPHU
MOJIEKYJISIPHO-TEHETUYHN METOH 3a MPOYYBAHE MEXAaHU3MUTE 32 BH3HHUKBAHE HA CHHJIPOMA.
Pazmenpr ,,OpurnHaiHd W3cCieqBaHus MO MpoOjemMa, CBbP3aHH C HEBPOTECHETHKATa Ha
CungpoMa Ha dymMBata X-XpoMo3oma“ pasTiexla pe3ylTaTd OT H3CIIeoBaTeIcKaTa
JEHHOCT Ha aBTOpa, KOUTO 3all0YBaT OLIe C MOArOTOBKAaTa M U3pa0OTBAHETO HA IOKTOPCKa Te3a
B karenpa ['eneruka kpm CY “CB.Kn.Oxpuacku®.

Abstract
The scientific work describes in detail the causes of the fragile X syndrome, the

molecular genetic mechanisms of the disease, the diagnostic methods and available therapeutic



options. A large volume of scientific information has been summarized in the period 1943-
2024, regarding the genetics of the disease, the pathological mechanisms and the scientific and
clinical research conducted in the field, and is supported by appropriate color illustrations,
diagrams and tables. In a very successful way, the different chapters of the scientific work
combine the biochemical, molecular biological, cytological, clinical and neurological studies
of the fragile X syndrome in various model objects. In a detailed scientific and historical plan,
the diagnostic methods through which the syndrome has been studied are examined. The
development of innovative technologies as a diagnostic tool, the possibilities for alleviating the
disease and the role of model objects in the study of the serious disease are examined. A
complete biochemical characterization of the FMRP protein has been carried out, which in
various model organisms (Drosophila, human, mouse, etc.) has specific functional activities.
The mechanism of action of this protein has been studied, in both the central nervous system
and its relationship with the biogenesis and metabolism of mRNAs, with cell proliferation and
differentiation, with embryogenesis and with programmed cell death. Both classical and
modern molecular genetic methods for studying the mechanisms of the syndrome have been
summerized. The section “Original research on the problem related to the neurogenetics of the
Fragile X Syndrome” examines the results of the author’s research activities, which began with
the preparation and development of a doctoral thesis at the Department of Genetics at the Sofia

University “St.K1.Ohridski”.
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