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LioHeB H. MukpopunboHyknenHosu knceanmHn miR-1z7, miR-21, miR-29a
M MiR-92 KaTo noTeHuMa IHM MapKepu 3a OLLeHKa Ha PUCK OT peumnamnB
cnej aAtoBaHTHA XMMMOTEepanua Npu NaumMeHTn C KapLmHOM Ha KOJIOHa.
MY-BapHa; 2016.

* https:/[repository.mu-varna.bg/handle/nls/311

MukpopuboHykneuHosume kucenuHu (MuPHK) ca manku PHK-monekynu, usepadeHu om 0KOMO 21-25
Hykneomuda, Koumo He Kooupam NpomeuHu, HO UMAam 8axcHa QyHKUUsA 3a pe2yaupaHe Ha 2eHHama ekcnpecus.
Hampyna+Hu ca peduya dokasamencmsa 3a y4acmue Ha MuPHK 8 pasHoobpasHu 6uono2u4HU npoyecu, Kamo
peaynamopu Ha KkaemwbyHa npoaugepayus, ougepeHyuayus, anonmo3a u Opyau ABAEHUS, CBbP3AHU C
OHKO2eHe3ama, 8 Mosa Yucao u npu konopekmaneH kapyuHom (KPK). MocnedHu npoyysaHus nokassam pasnuyHu
Husa Ha ekcnpecus Ha MUuPHK 8 mwvkaHu, cepym u dpyau menecHu me4Hocmu. Cbuwjecmsysam OaHHU U 3d
sb3delicmsuemo um BbpXy YneHogeme Ha cueHanHume cucmemu Wnt/?-kameHuH u gocpamudun-uHosumon 3-
kuHasza (PI3K), KRAS, p53, pe2ynamopume Ha ekcmpayeaynapHus mampukc). Om dpyea cmpaHa Hanocnedwbk
MHOMecmso npoy4ysaHus dokassam cueHUPUKAHMHU NPOMeHU 8 HUBAMA HA ekcnpecus Ha pazaudHu muPHK npu
peduya oHKoN02UYHU 3ab0AABAHUA, KAMO Me3U pasauku ca 8 0CHOBaMa Ha paspabomsaHe Ha HOBU HebeamvbYHU
buonoeuyHU Mapkepu (BKAKYUMENHO NPOSHOCMUYHU U npedukmusHu). Llea Ha u3cnedsaHemo: Ja ce nombpcu
Kopenayusma mexcdy ekcnpecusima 8 cepym Ha MUKpopuboHyKaeuHo8U kuceauHu miR-17, miR-21, miR-29a u miR-92
u buosoeu4Homo nogedeHue (PaHHO MemacmasupaHe, 0KAAEH peyudus U azpecusHoCm Ha Mymopa) npu nayueHmu
¢ kapyuHom Ha konoH I, Ill cmadud, kakmo u me3u ¢ Nx HodasneH cmamyc, KOUmo ca nposeau Ha padukanHa
xupypaus u adrsaHmHa xumuomepanus (5-FU 6a3upaH pexcum).

MiRNAs are a class of short (21—25 nucleotides in length), endogenous, non-protein-coding RNAs that play critical
roles in diverse biological processes through negative post-transcriptional requlation. miRNAs can function as oncogenes
or tumour suppressors by repressing cancer-related genes. Alterations of miRNA expression have been observed in a
variety of human tumours, including colon cancer, and it was discovered that miRNAs are stably present in circulating
blood at sufficient levels for use as blood-based biomarkers. Thus, identification of novel serum-based miRNAs as
biomarkers for response to therapy or tumour recurrence could improve the outcome of the disease. In this study, we
investigated the serum levels of four miRNAs involved in tumour cell proliferation (miR-17, miR-92), survival (miR-21),
and metastasis (miR-29a) in colon cancer patients. Blood samples were collected immediately after completion of
adjuvant chemotherapy. We aimed to monitor the tumour biological behaviour and the prediction capacity of the serum
levels of miR 17, miR-92, miR-21 and miR-29a for recurrence of the disease in one year period.
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1. Tsoneva DKK, lvanov MNN, Conev NV, Manev R, Stoyanov
DS, Vinciguerra M. Circulating Histones to Detect and
Monitor the Progression of Cancer. Int J Mol Sci. 2023

‘ International Journal of
M Molecular Sciences

@ TeyHume buoncuu ca MUHUMGAHO UHBA3UBEH Memod 3a OMKPUBAHe U MOHUMOPUH2 HA pak, kolimo moxce da
udeHmuguyupa c8bP3AHU C PaKa NPOMEHU HA HUBO HyK/N1€030MU UAU XUCMOHU, KaKmo u modugpukayuu 8 Kpbema,
cAtoHkama u ypuHama. XucmoHume, 0CHOBHUSIM KOMNOHEHM HA Hyk1eo30Mama, ca om CbljecmseHo 3HayeHue 3d
YNABMHABAHEMO HA XPOMAMUHA U MOOYAUPAHeMo HA 2eHHama ekcnpecus. Bce noseve dokasamencmsa coyam, 4e

YupKkyaupaujume xucmoHU U XUCMOHOBU KOMNAEKCU, KOUumo ce 0csoboxdasam npu KAemb4yHAd CMbPM UAU OM

akmusupaHe Ha UMyHHUMe Kaemku, mozam da delicmsam kamo obewjasauju buomapkepu 3a OMKpUBAHE U ieYeHue

Ha pak. B mosa pesto Hue pasanemdame yupKyaupawume XucmoHu Kamo 8b3MONEH MApKep npu meyHa buoncus, a
CbWo maka u memodume 3a MAXHOMO omkpusaHe. Pa3znemcdame mekyujume NO3HAHUA 3a YUpKyaupawume
XUCMOHU NpU Xemamoa02u4HU 310Ka4yecmseHuU 3a60A8AHUA U CONUOHU MyMOpU, C AKYEHM BbpXy MAXHAMA PONA 8
pasnpocmpaHeHuemo Ha paka, MOHUMOPUHea U MmymopozeHesama. Y Hakpas onucsame HAckopo paspabomeHu
cmpameauu 3a udeHmuguyupaHe Ha npousxoda HA MyMOPHAMA MBKAH 8 KPbBHAMA NAA3MA B8b3 OCHOBA HA

XabunuTa LUMOHEH TPYA = HAaY4YHU ﬂY6ﬂ ZLGCINZIZI 03uyuoHUpaHemo Ha Hykneo3omume, uzsedeHo om pazmeHmayus Ha HykneoomHa JHK.

(H € NMo-MaJiko OT 10) B N3[1aHUA, KOUTO Cd Liquid biopsies have emerged as a minimally invasive cancer detection and monitoring method, which could identify
peq)e p n pa HN U UHAEKCHU pa [SIZ W= cancer-related alterations in nucleosome or histone levels and modifications in blood, saliva, and urine. Histones, the
CBETOBHOM3BECTHMU 6 a3u JaHHU C H ayq Ha Zt;deecnocn;/;onent of the nycleos?me, 'are essential for chromatin compfzc.tlon. and gene expression rnodulatton. Inc.reas'/ng
uggests that circulating histones and histone complexes, originating from cell death or immune cell activation,
" Hd)opmaLl,Mﬂ could act as promising biomarkers for cancer detection and management. In this review, we provide an overview of
circulating histones as a powerful liquid biopsy approach and methods for their detection. We highlight current
3a,£||'bf|)Kl/1Tef|eH WIZI 1A I N LT 7 IR KO IOl nowledge on circulating histones in hematologic malignancies and solid cancer, with a focus on their role in cancer
dissemination, monitoring, and tumorigenesis. Last, we describe recently developed strategies to identify cancer tissue-
of-origin in blood plasma based on nucleosome positioning, inferred from nucleosomal DNA fragmentation footprint,
10 T. OT O6I.I.II C60p 100.67 APl Which is independent of the genetic landscape.
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https://www.sciencedirect.com/science/article/pii/S26663643
22000546

Bvs ¢phaza 3 npoy4saHe, BKAKYBAWO npunoxceHuemo Ha dypsanymab ¢ unu 6es mpemenumymab 8
kombuHayusa ¢ naamuHabasupaHa xumuomepanus npu HenekysaH SCLC 8 exkcmeH3useH cmadull
(npoyusarHe CASPIAN), nepsa nuHus dypsanymab naroc nnamuHa-emono3ud (EP) 3Ha4yumenHo nodobpssam
obwama npexcussemocm (0OS) cnpamo camo EP (p = 0.0047). [loknadsaHu ca ekcnaopamopHU aHaAu3u Ha

B 4 noaepynu u pesyamamume om Jsie4eHuUemo cnopea HaAU4YUemo Ha U3X00HU Memacmasu 8 MO3bKa Uu
yeHmpanHama HepsHa cucmema.

[Monzama om OS u PFS npu nevexue ¢ dypsanymab Ha nbpsa auHUA narwc EP e koHcucmeHmHa He3asucumo
om Haau4uemo Ha MO3b4YHU Memacmasu, koemo donbAHUMENHO nodkpena ynompebama My npu

XabuantaumoHeH Tpya = HayuHu nybankaumy  [RUEEEEEREEE

(He no-MaJiko OT 10) B N34aHNA, KOUTO Ca Mln the phase 3 study involving the use of durvalumab with or without tremelimumab in combination with
pecbe PUPAHN Y MHAEKCUPAHU B platinum-based chemotherapy in untreated extensive-stage SCLC (CASPIAN study), first-line durvalumab plus
platinum-etoposide (EP) significantly improved overall survival (OS) versus EP alone (p = 0.0047). We report

exploratory subgroup analyses of treatment patterns and outcomes according to the presence of baseline brain

CBETOBHOM3BECTHU Ha3un AdHHUN C HAY4Ha
nH CI)O OJVICINNZIs I or central nervous system metastases.

33 ABKUTENEH MUHUMYM TOYKM - 100 The OS and PFS benefit with first-line durvalumab plus EP were maintained irrespective of the presence of
brain metastases, further supporting its standard-of-care use.

3.52 T. 0T 06w, cbop 100.67 T.
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AKAAEMUUYHA ANTBXXKHOCT T un;30(6):5381~7
,IPOOECOP" * https://link.springer.com/article/10.1007/500520-022-
06978-8
B 4 B mosa pempocneKkmusHoO npoy4ysaHe ycmaHosuxme 3Ha4YumesiHu pas/auku 8 O6LL{ClmCl npexusdaemocm

Ha nayueHmu ¢ pak Ha beaus dpob 8 3a8uUCUMOCM OM pPA3CMOAHUEmMO U spememo 3a NbmysaHe 00
OHKO0/102U4HO 3asedeHue. Bbnpeku CX00HU KAUHUYHU U NAMOM02UYHU Xapakmepucmuku (8b3pacm, nos,
cmadul npu nvpBoHa4yanHa duazHoO3a, Xxucmoso2uyeH nodmun), cpedHama obwa npemcussemocm e
3HaQYUMeNHO NO-HUCKA 8 Me3u Nodzpynu nayueHmu ¢ No-8uUCoKa mexecm npu NbmysaHe.

XabuantaunoHeH Tpya = Hay4yHu nybamkaumm
(H e NO-MaJiko OT 1 O) B U3/1aHMSA, KOUTO Ca M In this retrospective study, we discovered significant differences in the overall survival of patients with
/

lung cancer depending on travel distance and travel time to the treating oncological facility. Despite having
ped)epmpaHM MW NHAEKCUDAHW B pem e et pathological characteristics (age, sex, stage at initial diagnosis, histologic subtype), the
CBETOBHOM3BECTHU HBa3un AAHHW C HAaYy4Ha median overall survival was significantly lower in those subgroups of patients with a higher travel burden.

MHPOopMaLms

3a,£|,'bJ'I)Kl/ITeJ'IEH MUHUMYM TOYKHU - 100

10 T. oT 061, c60p 100.67 T.
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tremelimumab, plus platinum-etoposide in first-line treatment of

extensive-stage small-cell lung cancer: 3-year overall survival update
from CASPIAN. ESMO Open. 2022 Apr;7(2):100408.
* https://www.sciencedirect.com/science/article/pii/S205970292200
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Bvs ¢pasza Il npoyysaHe CASPIAN, dypsanymab 3a nvpsa nuHuA 8 KOMOUHAUUS C emono3ud Nakc

yucnaamuH uau kapbonnamuH (EP) 3HayumenHo nodobpssa obwjama npewcussemocm (OS) cnpsamo EP

camocmosamesnHo npu dpebHoknembyeH pak Ha beaus dpob 8 ekcmeH3useH cmadull (ES-SCLC). Alypsanymab
natc mpemenumymab naoc EP yucneHo nodobpssa OS cnpamo EP, Ho He docmuea cmamucmuyecka

B 4 3Hayumocm. Tyk doknadsame akmyanusupaHa OS npu yeH3ypupaHu nayueHmu cned npocaedasaHe om >3
200UHU.

YcmaroseHo e, e mpu nbmu nogeyve nayueHmu ca »usu c1ed 3 200UHU, K02amo ca aekysaHu ¢ dypsaaymab
natoc EP cnpamo EP, kamo noseyemo 8ce owje ca noay4asanu dypsanymab npu aHaau3a Ha daHHUmMe, Koemo

XabuauTta LMOHEH TPYA = HAaY4HM I'IY6II MKaL MK donwnHUMenHo doka3sa dypsanymab naroc EP kamo cmaHdapm 3a nbpea AUHUA Ha neyeHue 3a ES-SCLC.

(He NOo-MaJZ1KoO OT 10) B N34aHNA, KOUTO Ca Mln the phase Ill CASPIAN study, first-line durvalumab in combination with etoposide plus either cisplatin
peq)e PUPAHN Y MHAEKCUPAHU B or carboplatin (EP) significantly improved overall survival (OS) versus EP alone in extensive-stage small-cell

lung cancer (ES-SCLC). Durvalumab plus tremelimumab plus EP numerically improved OS versus EP, but did

not reach statistical significance. Here we report updated OS in censored patients after median follow-up of >3

CBETOBHOM3BECTHM H6a3m AaHHM C Hay4Ha
MHopmaLns B

33 ABKUTENEH MUHUMYM TOYKM - 100 Three times more patients were estimated to be alive at 3 years when treated with durvalumab plus EP versus
EP, with the majority still receiving durvalumab at data cut-off, further establishing durvalumab plus EP as
first-line standard of care for ES-SCLC.

2.86 1. oT 061, cbOp 100.67 T.
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Cbu4ecm3y3a Hapacmsaw, uHmepec Kbm eOUHUYHU HykaneomuodHu noaumopgusmu (SNPs) 8 ceHume Ha
mukpoPHK (miRNAs), koumo mozam da 6v0am c8bp3aHuU ¢ pazsumuemo Ha konopekmaneH pak (CRC), kamo
me moz2am da dadam npozHo3a 3a 3abonABaHemo u/uau npo2Ho3a 3a omaosop kKbm neyeHuemo. OcseH
mosa, me3u miRNAs-SNP mozam da caymam kamo HOBU, HUCKO UHBA3UBHU 6buomapkepu 3a paHHO

omkpusaHe Ha CRC. B Hacmosawama cmamus Hanpasuxme 3adbaboyeH npeaned Ha pazaudHu SNPs, koumo
B 4 6axa uscnedsaHu 3a oyeHka Ha pucka om CRC, npoeHo3ama u omao080pa Ha nevyeHUemo. AHaauupaxme

pe3yamamume om pasau4HU Mema-aHanu3u u 8b3MOICHUMe NpUYUHU 3a doknadsaHume npomusopeyusu
omkpumus, 0cobeHo K02amo pas3nu4yHU uscnedosamencku 2pynu uscnedsam eduH u cvw, SNP 8 2eH 3a
onpedeneHa miRNA. Tosa unrcmpupa Heobxodumocmma om nogeve NPOYHBAHUSA BKAOHBAUU YHACMHUYU C
pasnuyeH emHu4ecku npousxod. Cnoped Hawus npeaned, mpu miRNAs-SNPs - miR-146a rs2910164, miR-27a
rs895819 u miR-608 rs4919510 — moeam da ce pasenewdam kamo obewasauwu NPo2HOCMUYHU,
duazHocmu4HuU u npedukmusHu buomapkepu 3a CRC.

XabuantaunoHeH Tpya = Hay4yHu nybamkaumm

(He Mo-Masiko oT 10) B N3/4aHWNA, KOUTO Ca There is growing interest in single nucleotide polymorphisms (SNPs) in the genes of microRNAs (miRNAs),

peq)epmpaHM n l/IleeKCl/lpaHl/l 23 which could be associated with susceptibility to colorectal cancer (CRC) and therefore for prognosis of the

disease and/or treatment response. Moreover, these miRNAs-SNPs could serve as new, low-invasive

CBETOBHOM3BECTHM 6a3K A lRIA & Rlelalinie biomarkers for early detection of CRC. In the present article, we performed a thorough review of different

7 HCIDOpMa RZBS M SNPs, which were investigated for a correlation with the CRC risk, prognosis, and treatment response. We also

analyzed the results from different meta-analyses and the possible reasons for reported contradictory findings,

3a,£|,'bJ'I)Kl/ITeJ'IeH W2 1NV Ol (7 I NO IOl cspecially when different research groups investigated the same SNP in a gene for a particular miRNA. This

illustrates the need for more case-control studies involving participants with different ethnic backgrounds.

According to our review, three miRNAs-SNPs—miR-146a rs2910164, miR-27a rs895819 and miR-608
7.5 T. OT o6y C60p sLoJoNSyA MMl /54919510—appear as promising prognostic, diagnostic and predictive biomarkers for CRC, respectively.
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Colorectal Cancer. Int J Mol Sci. 2021 Dec;22(24):13283.

*  https://www.mdpi.com/1422-0067/22/24/13283

LupkynapHume PHK (circRNAs) ca epyna om cneyuanHu eHdozeHHU Obsieu Hekodupauwju PHK, koumo ca cmabuaHu 8
KpbBOOOpaALeHUEeMO U N0 MAsu Npu4yuHa ca nodxodawu kamo Hosu buomapkepu 3a konopekmaneH pak (CRC). Ljeama Ha
Hawemo npoy4ysaHe bewe dJa u3cnedsame HUBAMA HA NAA3MeHA ekcnpecus Ha 4Yemupu CcircRNAs: has_circ_0001445,
hsa_circ_0003028, hsa_circ_oo07915 u hsa_circ_ooo8717 npu nayueHmu ¢ CRC u da oyeHum msxHama acoyuayus ¢ KAUHUKO-
namosivauYHUMe Xapakmepucmuku U KAUHUYHUA pe3yamam Ha nayueHmume. CircRNAs 6axa u3sneyeHu om naasmama Ha

nayueHmume, noay4yeHa npedu npogexcdaHe Ha xumuomepanua. Husama Ha excnpecus 6axa usmepeHu 4pe3 gPCR u usyucneHu

ype3 npunazaHe Ha memoda 2-AACt. Husama Ha 4Yemupume circRNA 6sxa cueHugukaHmHo nosuwleHu 8 naasmama Ha

nayueHmu ¢ CRC. [Mpu onmumaneH cut-off hsa_circ_oooi445 u hsa_circ_ooo7915 8 naasmama mozam 3Ha4umenHo 0d
paszpaHuyam nayueHmu ¢ uau 6e3 memacmamuyer CRC ¢ 92,56% yyscmsumenHocm u 42,86% cneyuguyHocm u cbomsemHo ¢
86,07% vyscmsumenHocm u 57,14% cneyugpuyHocm. CpedHama obuwja npemcussemocm (OS) Ha nayueHmu ¢ sucoka/cpedHa
ekcnpecus Ha hsa_circ_000144%5 e 30 meceya, 3HA4UMeNHO NO-BUCOKA 8 CpasHeHuUe cbC cpedHama OS Ha nayueHmume ¢ HUCKA
excnpecusi - 20 meceya (log-rank mecm, p = 0,034). lpu mynmusapuaHmHus pezpecuoHeH aHanu3s (Cox), Huckume Husa Ha
hsa_circ_o001445 cbujo ca c8bp3aHu ¢ no-kpamka npexcussemocm (HR = 1,59, 95% Cl: 1,02—2,47, p = 0,040). YcmaHoBeHoO e

Xa 6 MAnTa LN OHEeH TPYA =H ayq HU |-|Y6f| MKa Lnn Npo2HOCMUYHO 3HayeHue Ha hsa_circ_oo01445 npu nayueHmu ¢ memacmamuyeH CRC.
(He NMno-mMasJiko OT 10) B V|3Aa HUSA. KOUTO Ca M Circular RNAs (circRNAs) are a group of special endogenous long non-coding RNAs which are highly stable in the circulation,
I/

and, thus, more suitable as new biomarkers of colorectal cancer (CRC). The aim of our study was to explore the plasma expression

peq)e p n p aHM U NH Ae KCWU p aHM B levels of four circRNAs: has_circ_0001445, hsa_circ_o003028, hsa_circ_ooo7915 and hsa_circ_ooo8717 in patients with CRC and to
evaluate their associations with clinicopathological characteristics and the clinical outcome of the patients. CircRNAs were extracted

CBeTOBHOM3BECTHU 6a 3U Aa HHWM CH ayq Ha from patients’ plasma obtained prior to chemotherapy. Their expression levels were measured by gPCR and calculated applying the

2-AACt method. The levels of all four circRNAs were significantly increased in the plasma of CRC patients. At the optimal cut-off

NH (I)O p Ma L|I nNAa values hsa_circ_ooo1445 and hsa_circ_oooy91s in plasma could significantly distinguish between patients with or without

metastatic CRC with 92.56% sensitivity and 42.86% specificity, and with 86.07% sensitivity and 57.14% specificity, respectively. The

mean overall survival (OS) of patients with high/intermediate expression of hsa_circ_ooo1445 was 30 months, significantly higher in

3a,£l,'bJ1)KMTeJ1eH MWHA MyM TOYKM - 100 comparison with the mean OS of the patients with low expression—20 months (log-rank test, p = 0.034). In multivariate Cox

regression analysis, the low levels of hsa_circ_oo01445 were also associated with shorter survival (HR = 1.59, 95% Cl: 1.02—2.47, p =
0.040). A prognostic significance of hsa_circ_ooo1445 for patients with metastatic CRC was established.

4.61T. 0T 061, cbOp 100.67 T.
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as a novel potent indicator of emotional concerns in cancer
patients prior to starting chemotherapy. Curr Psychol. 2021

Aug;40(8):3997-4003.

T L LI

* https://link.springer.com/article/10.1007/512144-019-00362-2

MMpoyysaHemo u3cnedsa nomeHyUAAHAMa 8pb3KaA mMewdy oyeHkama 3a 8b3npusmuemo 3a speme U npobaemume, KOUMoO
800am do ducmpec npu nayueHmu ¢ pak npedu 3anoygaHe Ha xumuomepanusa. OyeHkama Ha spememo bewe onpedeneHa
npocnekmuBHoO Npu 375 XUMUOHAUBHU NAYUEHMU CbC COAUOHU MyMopu Ype3 cybekmusHa oyeHka om 60aHUMe - Koako 6bp30 e
usmekna edHa MuHyma 8 cpasHeHue ¢ delicmsumenrHomo gpeme. CpedHama usyucneHa cmolHocm (40 s) bewe u3nosi3saHa 3a
cmpamuguyupaHe Ha nayueHmume 8 dse kamezopuu - 6bp3a u basHa oyeHka Ha spememo. The National Comprehensive Cancer

Network Distress Thermometer (DT) u Problem List (PL) 6Axa u3no/a3saHu 8 HAYA/10MO HA AeYeHUemo, 3a da ce oyeHAm HUBama Ha

ducmpec u mpesoucHoCcm Ha nayueHmume. bvp3ama ouyeHka Ha 8pememo kopeaupa 3HAYUMeENHO C NoAA U enemeHmume,

doknadsaHu 8 emoyuoHaaHama obaacm Ha PL. XKeHume nokazsam cybekmusHo no-6bp3a oyeHKa HA spememo om mbiceme.
MayueHmume, koumo cvobwasam 3a cmpax, 6e3nokolicmso u 3a2yba Ha UuHmMepec kbm obuyaliHume delHocmu, oyeHABaAm
e0HOMUHYMHUSA UHMepsan 3Ha4umesnHo no-6up30 om nayueHmume, KOUMO He cbobujasam 3a makusa npobaemu. B modena Ha
MHO0208APUAHMHAMA 02UCMUYHA pe2pecus NayueHmume, KOUmMo ca UManu 6bp3a oyeHKa Ha Bpememo, ca UMAAU NO-BUCOK PUCK
om doknadsaHe Ha npobaemu 8 emoyuoHanHama obaacm. OyeHKkama Ha Bpememo e Ho8 MouwjeH UHOUKamop 3a eMOyUOHAAHU
npumecHeHus Ha PL. To3u mecm e seceH 3a u3nvaHeHUe, CNECMABAW Bpeme, HeHampanyus, YAMPAakbC UHCMPYMeHm 3a
CKpuHuHe, koUmo e nodxodAw dopu 3a nayueHmMu, Koumo He ueaasm 0a paskpusam emMOoYUOHA/HOMO CU CbCMOSHUE Ype3
dupekmHuU 8bNPOCHUYU.

XabuantaunoHeH Tpya = Hay4yHu nybamkaumm

(He No0-MaNKo OT 10) B M3AaHMSA, KOUTO Ca

M Our study explored the potential relationship between time estimation and issues that lead to distress in cancer patients prior to
peq)epm pa HN U U HAEKCM pa HU B starting chemotherapy. Time estimation was assessed in 375 chemonaive patients with solid tumors by evaluating each subject’s
prospective estimation of how quickly one minute passed compared to the actual time. The median estimated value (40 s) was used
CBETOBHON3BECTHNA 6a3M Aa HHW C HayL‘I Ha to stratify the patients into the two categories of fast and slow time estimation. The National Comprehensive Cancer Network
NH (I)o p Ma |_|I n4d Distress Thermometer (DT) and Problem List (PL) were used at the beginning of treatment to evaluate levels of distress and patient
concerns. A fast time estimation correlated significantly with gender and items reported in the emotional domain on the PL. Females
exhibited significantly faster time estimation than males. Patients who reported fear, worry and loss of interest in usual activities
estimated the one-minute interval significantly faster than patients who did not report such items. In the multivariate logistic
regression model, patients who experienced fast time estimation had a higher risk of reporting items in the emotional domain. Time
estimation is a novel potent indicator of emotional concerns on the PL. This test is an easily performed, time-saving, nonintrusive,
ultrashort screening tool that is suitable even for patients who are not willing to reveal their emotional status via direct

questionnaires.

3a,£|,'bJ'I)Kl/ITeJ'IEH MUHUMYM TOYKHU - 100
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NOKA3ATEJIU, NPEACTABEHI O, Nazifova-Tasinova N, Pavlov P, Mirchev M, Conev N,

3A BAEMAHE HA @) Cien Onclog Donev I. Circulating miR-618 Has Prognostic Significance in
AKAAEMI/NHA ﬂ,fl'b)KHOCT 1 Patients with Metastatic Colon Cancer. Curr Oncol. 2021

"nPO(DECOP“ Apr;28(2):1204-15.
* https://[www.mdpi.com/1718-7729/28/2/116

Hacmoswjomo npoy4ysaHe oyeHABa npo2HocmuyHama poasa Ha yupkyaupawama miPHK-618 npu nayueHmu c
memacmamuyeH pak Ha debenomo vepso (mCC) u danu miR-618 eeHvm rs2682818 (eQuHUYHU HyKAeOMUOHU noaumop@duamu
(SNP)) e cebp3aH ¢ nodamausocmma Ha pak Ha 0ebesnomo Yepso U C HUBAMA HA ekcnpecus Ha 3psaa miR-618. M3cnedsaHu ca 104
nayueHmu ¢ mCC npedu cmapm Ha xumuomepanus. Husama Ha ekcnpecus Ha yupkyaupawus miR-618 npu mCC e oyeHeHo ype3

konu4yecmseHa PCR. TagMan PCR aHanu3 e u3nonssaH 3a rs2682818 SNP 2eHomunupaHe. miR-618 e cspbxekcnpecupaHa 8

cepyma Ha nayueHmu ¢ mCC. [ayueHmume c Bucoka u mexduHHa ekcnpecus Ha miR-618 ca umanu 3Ha4umenHo no-0bsea cpedHa

obwa npewcussemocm (0OS) om 21 meceya, OmMKOAKOMO nayueHmMume C HUCKA ekcnpecus - 16 meceya. B donwviHeHue,
MynamusapuaHmHuam peepecuoHeH aHanu3 (Cox) nomswpicoasa spv3kama mexcdy sucokume/cpedHume Husa Ha miRNA-618 u
no-dobpama OS, HR = 0,51, 95% Cl: 0,30-0,86, p = 0,012. MiR-618 rs2682818 SNP 3HayumenHo pedyyupa pucka om pak Ha
debesnomo 4epso kakmo npu xemepo3uzomeH kodomuHaHm (AC cnpsmo CC, OR = 0,39, 95% Cl: 0,17-0,88, p = 0,024), maka u npu

cepvxdomuHaHmeH (AC cpewyy CC + AA, OR = 0,37, 95% Cl: 0,16-0,85, p = 0,018) eeHemuyeH moden. Hawume OdaHHU
npednonazam, ye yupkynupawama miRNA-618 moxce da 6v0e nonezHa kamo npoeHocmuyeH 6uomapkep 8 mCC. [NayueHmume ¢

Xa 6 NMINTA L|I MOHEH T pYA =H ayq HA |-|Y6f| nKa L|I nn 2eHomun AC rs2682818 umam HamaneH puck om pak Ha debesnomo Yyepso 8 cpasHeHue ¢ nayueHmume ¢ 2zeHomunose CC u AA.

(H € No-MaJiKo OT 10) B V|3Aa HU ﬂ, KOUTO Ca M The present study evaluated the prognostic role of circulating miRNA-618 in patients with metastatic colon cancer (mCC) and
whether miR-618 gene rs2682818 single nucleotide polymorphisms (SNP) are associated with colon cancer susceptibility and
pedepupaHn U NHAEKCUPAHU B . i’ Fonte o |

expression levels of mature miR-618. In total, 104 patients with mCC before starting the chemotherapy were investigated. The
CBeTOBHOM3BECTHU 6a 3n Aa HHU C H ayL‘l Ha expression status of circulating miR-618 in mCC was evaluated by quantitative PCR. TagMan PCR assay was used for rs2682818 SNP
MHPOopMaLms

genotyping. miR-618 was overexpressed in serum of mCC patients. Patients with high and intermediate expression of miR-618 had a
significantly longer mean overall survival (OS) of 22 months than patients with low expression—16 months. In addition, multivariate
Cox regression analysis confirmed the association between high/intermediate levels of miRNA-618 and longer OS, HR = 0.51, 95% Cl:
_ 0.30-0.86, p = 0.012. MiR-618 rs2682818 SNP significantly decreased the risk of colon cancer susceptibility in both heterozygous
3a,£l,'bJ1)KMTeJ'Ie H MWHU MyM TOYKM - 100 codominant (AC vs. CC, OR = 0.39, 95% Cl: 0.17-0.88, p = 0.024) and overdominant (AC vs. CC + AA, OR = 0.37, 95% Cl: 0.16—0.85, p
= 0.018) genetic models. Our data suggest that circulating miRNA-618 could be useful as a prognostic biomarker in mCC. Patients
harboring AC rs2682818 genotype have a decreased risk for colon cancer in comparison with patients with CC and AA genotypes.

6 1. oT 061, c60p 100.67 T.
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m Ljenma Ha mosa MHO20UEHMPOBO pempocneKmusHoO npoy4ysaHe bewle da ce oyeHU Yecmomama Ha xunepnpozpecusHo 3abonasaHe (HPD)
cned nieyeHue om 8mopa AUHUA ¢ nembpoaudymab npu nayueHmu (n = 167) c memacmamuyeH HedpebHoknembYeH pak Ha 6eaus dpob (NSCLC),
yuumo mymopu ekcnpecupam Programmed cell death ligand 1(PD-L1) npu = 1%, a cbwo maka u 3a ycmaHossasaHe Ha Xemamoa02u4yHuU u 06pasHu
buomapkepu, c8bp3aHU C Hezosomo passumue. [Ipedu xumuomepanusma, CbomHoweHuemo Heympoguau : aumgpoyumu (NLR1) u
cbomHoweHuemo mpomboyumu : aumgoyumu (PLR1) u npedu umyHomepanusma, NLR2 u PLR2 6sxa aHanusupaHu pempocnekmusHo.
Maowyma Ha psoas major (PMMA) 6ewe u34ucneHa 8 nosuyus L3 Ha komniomwspHa momozpagus npedu xumuomepanus (PMMA1) u npedu
umyHomepanusa (PMMA2) (n = 112). Cyuma ce, ye nayueHmu ¢ APMMA (1-PMMA2/PMMA1) x 100 2 10% umam capkoneHus (HUCKa MyCKY/Ha
maca). Cned neqeHue ¢ nembpoau3ymab npu oyeHKa Ha NbPBOMo CKaHUpaHe ¢ KomniomspHa momoepagus (CT), nayueHmume ca pasdeneHu,
kakmo cnedsa: xunepnpozpecupauju (HPs), npoepecupawu (Ps), Henpoepecupauju (NPs) u ncesdonpoepecupawyu (PPs). HP umam 3Ha4yumenHo
no-sucoku Husa Ha APMMA, NLR2 u PLR2 8 cpasHeHue ¢ dpyeume nayueHmu. OcseH mosa, npu My/AmuHOMUA/eH 102UCMUYeH pezpecuoHeH
aHanu3s, no-sucokume Husa Ha APMMA ce cabp3sam c HamaneHa seposmHocm da 6sdam P [odds ratio (OR) = 0-81; 95% confidence interval (Cl) =
0-65—0-99; P = 0-047] unu NP (OR = 0,76; 95% Cl = 0,62-0,94; P = 0,012) cnpamo HP. lMo-sucokume NLR ca acoyuupaHu ¢ Hucka seposmHocm oa
6vdam P cnpsmo HP (OR = 0,66; 95% Cl = 0,42-1,06; P = 0,09) u 3Ha4umenHo Hamanssam seposmHocmma da 6sdam NP cnpsmo HP HP (OR =
0,44; 95% Cl = 0,28-0,69; P < 0,0001). Hawume daHHu npednonazam, Ye sucokusm NLR2 npedu umyHomepanusma u HaAU4Uemo Ha capkoneHus
€a nomeHyuanHu puckosu gakmopu 3a pazsumuemo Ha HPD.

XabuantaunoHeH Tpya = Hay4yHu nybamkaumm
(H e No-mMmaJiko oT 10) BWU 3A aHU ﬂl KOUTO Ca The aim of this multi-center retrospective study was to evaluate the incidence of hyperprogressive disease (HPD) after second-line treatment

with pembrolizumab in patients (n = 167) with metastatic non-small-cell lung cancer (NSCLC) whose tumors expressed programmed cell death

ligand 1 (PD-L1) in = 1% and to search for hematological and imaging biomarkers associated with its development. Prior to chemotherapy,

peq)e p " pa HU U U HAe KCH pa HW B neutrophil : lymphocyte ratio (NLR1) and platelet : lymphocyte ratio (PLR1), and prior to immunotherapy, NLR2 and PLR2 were retrospectively

analyzed. The psoas major muscle area (PMMA) was calculated at the L3 position on computed tomography before chemotherapy (PMMA1) and

CBETOBHOU3BECTHU 6a 3 Aa HHW CH ayL‘I Ha before immunotherapy (PMMA2) (n = 112). Patients with APMMA (2-PMMA2/PMMA1) x 100 = 10% were considered to have sarcopenia (low muscle

MH d) opMauus mass). After treatment with pembrolizumab on the first computerized tomography (CT) scan evaluation, patients were subdivided as follows as:

p LII hyperprogressors (HPs), progressors (Ps), non-progressors (NPs) and pseudoprogressors (PPs). HPs had significantly higher APMMA levels, NLR2

and PLR2 than the other patients. Moreover, in multinomial logistic regression analysis, higher levels of APMMA were associated with a decreased

_ likelihood of being a P [odds ratio (OR) = 0-81; 95% confidence interval (Cl) = 0-65—0-99; P = 0-047] or an NP (OR = 0-76; 95% Cl = 0-62-0-94; P =

3a,£I,'bJ'I)Kl/ITeJ'Ie H MUHU MyM TOYKMH 100 0-012) versus an HP. Higher NLRs tended to decrease the likelihood of being a P versus an HP (OR = 0-66; 95% Cl = 0-42-1-06; P = 0-09) and

significantly decreased the likelihood of being an NP versus an HP (OR = 0-44; 95% Cl = 0-28-0-69; P < 0-0001). Our data suggest that a high pre-
immunotherapy NLR2 and the presence of sarcopenia are potential risk factors for the development of HPD.

3.33 T. oT 061, c6bop 100.67 T.
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10. Donev IS, Ivanova MS, Conev NV. Fast time perception is

associated with high levels of anxiety in cancer patients prior
to starting chemotherapy. BioSci Trends. 2020 Feb;14(1):35-
4.

i * https://[www.jstage.jst.go.jp/article/bst/14/1/14_2019.0129
BioScience Trends| * &= i cnarro

V3gecmHo e, 4e duazHoCMuyupaHemo Ha MpesoicHOCMMmMa e npedu3suKkamencmao nopadu Auncama Ha

obekmusHu buomapkepu u duazHo3ama ce 0CHOBABA CAMO HA cumnmomu. Hawemo npoy4saHe npednaza

nomeHyuasneH Mapkep 3a MpPesoWHOCM 3d NbpPBU NbM, KAMO ca Heobxodumu ca JonbaAHUMENHU

4 npoy4saHusA 3a da nomsbpIAM noay4yeHume peyamamu. EmoyuoHanHama HecmabunHocm (mpesoiHocm)

e puckos pakmop 3a Hecna3gaHe Ha snevyeHuemo. [To mo3u Ha4yuH paHHomMo udeHmuguyupaHe Ha Makusa

HapyweHus e om pewasawjo 3HayeHue 3a pazpabomsaHemo Ha naaH 3a delcmsue. Memodbm, kolmo

npednazame 3a OMKpuBAHe HA eMOUUOHAAHU Npobnemu, e neceH 3a Uu3nb/HeHUe, cnecmsasauwj speme,

HeHampanyus, yAimpakbC UHCMpPyMeHm 3a CKpUHUHe2, koUmo e nodxodsaw; dopu 3a nayueHmu, koumo He
wenasm 0a paskpusm HUBOMO Ha MPesoICHOCM Ype3 dUPeKMHU BbNPOCHUYU.

XabuantaunoHeH Tpya = Hay4yHu nybamkaumm

(He no-Majko oT 10) B U3A,aHWS, KOUTO ca M It is well-known that the diagnosis of anxiety disorders is challenging due to a lack of objective
Peq)ePMPaHM N NHAEKCUPDAHW B R e e R, diagnosis is based only on symptoms (40). Our study proposes a potential marker for
CBeTOBHOM3BECTHU 6a3u AaHHW C HayYHa anxiety for the first time, and further studies are warranted to confirm our results. Emotional concerns are a
UH CI)O pMaL s risk factor for nonadherence to treatment. Thus, early identification of such concerns is crucial for developing a

management plan. The method we propose for detecting emotional concerns is an easily performed, time-

3a,£||'bf|)Kl/ITeJ'IEH MUHUMYM TOYKM - 100 saving, nonintrusive, ultrashort screening tool that is even suitable for patients who are not willing to reveal
their level of anxiety via direct questionnaires.

20 T. oT 061 cbop 100.67 T.
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@ Leama Ha mosa mMynmuyeHmMpu4yHO pempocnekKmusHO NpoyysaHe e da ce oyeHU nNpedukmusHama U NPO2HOCMUYHA
cmoliHocm Ha cbomHoweHuemo Heympoguau kbm aumgoyumu (NLR), cbomHoweHuemo mpomboyumu-aumgpoyumu (PLR) u
msaxHama JUHaMuUKa npu nayueHmu ¢ HedpebHoknemvyeH pak Ha 6eaus dpob (NSCLC), nekysaHu ¢ nembpoausymab kamo smopa
nurus. MayueHmu ¢ memacmamuyer NSCLC (n = 119), yuumo mymopu ekcnpecupam Programmed death-ligand 1 (PD-L1) = 1%,
€a aHaAU3UPaHU pempocnekmusHO Mexcdy anpua 2017 2. U anpua 2019 2. Bcuuku nayueHmu ca noay4uau xumuomepanus,
cvObpHCaUW|a NAAMUHA, Kamo nedeHue 3a nwvpsa AuHUA. NLR npedu snedeHuemo ce usyucnAsa 4pe3 paszdendHe Ha 6pos Ha

Heympoguaume Ha 6pos Ha saum@oyumume 8 nepugepHama kpbe npedu nvpsama UHPy3uA Ha nembpoausymab.

Mpexcussemocmma 6e3 npoepecus (PFS) u obwjama npexcussemocm (OS) 6saxa cpasHeHu no memoda Ha Kaplan-Meier u modena

Ha Cox Proportional Hazard. Mayuenmume ¢ NLR > 5 npedu umyHomepanusi noka3sam 3Ha4umenHo no-kpamvk cpedeH PFS om
6,86 meceya (95% Cl: 5,81-7,90) 8 cpasHeHue ¢ me3u ¢ NLR < 5 om 18,82 meceya (95% Cl: 15,87-21,78) (long rank test p < 0.001).
OcseH mosa 8 mynmusgapuaHmHus aHanus camo NLR > 5 e Hezasucum npedukmuseH gakmop 3a no-kpamka PFS (HR: 4,47, 95%
Cl: 2,20-9,07, p < 0,001). [lpu mynmusapuaHmeH aHanu3, Haauyuemo Ha kocmHu memacmasu (HR: 2,08, 95% Cl: 1,10-4,94, p =
0,030), NLR > 5 npedu xumuomepanus (HR: 8,09, 95% Cl: 2,35-27,81, p = 0,001) u 8ucok PLR npedu xumuomepanus (HR: 2,81, 95%
Cl: 1,13-6,97, p = 0,025) ca He3asUCUMU OMpPUYAMenHU NpoeHocmu4yHU gakmopu 3a nowa OS. Hawume daHHU npednonazam, ye
NLR < 5 e nomeHyuaneH npedukmuseH mapkep, koimo mowe da udeHmuguyupa nayueHmu, nooxodawu 3a umyHomepanus
Kamo fieyeHue 3a 8mopa AUHUA.

XabuantaunoHeH Tpya = Hay4yHu nybamkaumm

(He Mo-Majiko oT 10) B MBAaHMH’ KOWTO Ca M The aim of this multicentric retrospective study is to evaluate the predictive and prognostic performance of neutrophil to

" HU U UH KCWU H B lymphocyte ratio (NLR), platelet-lymphocyte ratio (PLR) and their dynamics in patients with non-small cell lung cancer (NSCLC)
peq)ep pa Ae C pa treated with pembrolizumab as a second line. Patients with metastatic NSCLC (n = 119), whose tumors expressed programmed

CBeTOBHOM3BECTHW 6a3[/| AaHHM C Haqua death-ligand 1 (PD-L1) = 1%, were retrospectively analyzed between Apr 2017 and Apr 2019. All patients received platinum-

containing chemotherapy as a first line treatment. Pre-treatment NLR was calculated by dividing the number of neutrophils by the

N H(I)OpMaLll[/]ﬂ number of lymphocytes in peripheral blood before the first pembrolizumab infusion. Progression free survival (PFS) and overall

survival (OS) was compared by Kaplan-Meier method and Cox Proportional Hazard model. Patients with NLR > 5 before

immunotherapy showed significantly shorter mean PFS of 6.86 months (95% Cl: 5.81-7.90) as compared to those with NLR < 5 of

3a,£l,'bJ1)KMTeJ1eH MUHU MyM TOYKU - 100 18.82 months (95% Cl: 15.87-21.78) (long rank test p < 0.001). Furthermore in the multivariate analysis, only NLR > 5 was an

independent predictive factor for shorter PFS (HR: 4.47, 95% Cl: 2.20-9.07, p < 0.001). In multivariate analysis, presence of bone

metastases (HR: 2.08, 95% Cl: 1.10-4.94, p = 0.030), NLR > 5 before chemotherapy (HR: 8.09, 95% Cl: 2.35-27.81, p = 0.001) and high

PLR before chemotherapy (HR: 2.81, 95% Cl: 1.13-6.97, p = 0.025) were found to be independent negative prognostic factors for poor

4. 28 T. OoT 06 L C6op 100. 67 T. OS. Our data suggests that NLR < 5 is a potential predictive marker, which may identify patients appropriate forimmunotherapy as a
second line treatment.
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12. Conev NV, Donev IS, Stoyanov DS. One-minute time
= interval estimation as a novel ultrashort tool for distress
Supportive screening. Support Care Cancer. 2019 Jun;27(6):2031—7.

Care in Cancer
JOURNAL OF MASCC

* https://link.springer.com/article/10.1007/s00520-018-

4461-1

OuyeHkama 3a 8b3npusmue Ha Bpememo e Ho8 MOUeH UHOUKamMOop 3a BUCOKU HUBA Ha ducmpec npu nayueHmu
¢ pak. To3u mecm e neceH 3a U3Nb/HEHUe, CNECMABAW, BpeMe U HeHampan4us UHCMPymMeHm 3a yAmpaksC
CKpuHuUHe, kolimo e nodxodAw; dopu 3a nayueHmu, Koumo He ¥enaam da pasKpusm csoemo HUBO Ha ducmpec 4Ype3
dupekmHu 8bNPOCHUYU.

M Time estimation is a novel potent indicator of high levels of distress in cancer patients. This test is an easily
performed, time-saving, and nonintrusive ultrashort screening tool that is even suitable for patients who are not
willing to reveal their level of distress via direct questionnaires.
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MHPOpMaLms

3agbaxuTeneH MMHUMYM TOYKKM (NokasaTtenu [5-9) - 200
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1. Goldman JW, Garassino MC, ChenY, Hotta K, Poltoratskiy A,

Hochmair MJ, Ozguroglu M, Ji JH, Statsenko G, Voitko O, Conev
________ NV, Bondarenko |, Mann H, Xie M, ShresthaY, Chugh P, DalviT,
Oncology Paz-Ares L, Bischoff H. Durvalumab (D) +/- tremelimumab (T)
~~~~~~~~ plus platinum-etoposide (EP) in 1L extensive-stage (ES) SCLC:
ReseaTCh and characteristics of long-term survivors in the CASPIAN study.
”””” Oncol Res Treat. 2022 Nov;45(SUPPL 3):161-161.

”””” * https://www.webofscience.com/wos/woscc/full-
record/W0OS:000883051700376

Bvs ¢hasa 3 npoyuysaHe, BKAOYBAWO NpunoweHuemo Ha dypsanymab ¢ uau 6e3
mpemeaumymab 8 kombuHayus ¢ naamuHabasupaHa xumuomepanus npu HenekysaH SCLC 8
ekcmeH3useH cmadul (npoyysaHe CASPIAN), nvpsa nuHus dypsanymab nawoc naamuHa-
emono3ud (EP) 3HayumenHo nodobpasam obwama npexcussemocm (OS) cnpamo camo EP.

m In the phase 3 study involving the use of durvalumab with or without tremelimumab in
combination with platinum-based chemotherapy in untreated extensive-stage SCLC (CASPIAN
study), first-line durvalumab plus platinum-etoposide (EP) significantly improved overall
survival (OS) versus EP alone.
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2. Reinmuth N, Goldman JW, ChenY, Hotta K, Statsenko G,

Hochmair MJ, Ozguroglu M, Ji JH, Garassino MC, Poltoratskiy A,
Verderame F, Havel L, Bondarenko |, Losonczy G, Conev NV,
Mann H, Chugh P, Dalvi TB, Paz-Ares L. Durvalumab (D) plus
platinum-etoposide (EP) in first-line extensive-stage SCLC (ES
SCLC): Effect of age and platinum agent on outcomes in
CASPIAN. Ann Oncol. 2022 Sep;33(7 Suppl 7):S1245-6.

* https://www.sciencedirect.com/science/article/pii/S092375342
2034767

219 Bus ¢aza 3 npoyysaHe, skayYBaAU0 npunoxmeHuemo Ha dypsanaymab ¢ uau bes
mpemeaumymab 8 kombuHayus ¢ naamuHabasupaHa xumuomepanus npu HenekysaH SCLC 8
ekcmeH3useH cmadul (npoyysaHe CASPIAN), nvpsa nuHus dypsanymab nawoc naamuHa-

emono3ud (EP) 3HayumenHo nodobpasam obwama npexcussemocm (OS) cnpamo camo EP.

m In the phase 3 study involving the use of durvalumab with or without tremelimumab in
combination with platinum-based chemotherapy in untreated extensive-stage SCLC (CASPIAN

study), first-line durvalumab plus platinum-etoposide (EP) significantly improved overall
survival (OS) versus EP alone.
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3. Svetozarov DS, Tonev |, Dimitrova E, Panayotova T, Manev

R, Donev |, Conev N. Impact of travel burden on overall

Journal O'F survival in patients with lung cancer. J Clin Oncol. 2022 Jun
Clinical 1;40(26 Suppl S):MA6522.

O n(:Ology® * https://[www.webofscience.com/wos/woscc/full-
record/W0S:000863680301822

B mosa pempocneKmusHO NPoy4Y8aHe yCMAaHOBUXME 3HAYUMENAHU PA3/IUKU 8 06wama npexussemocm
Ha nayueHmu ¢ pak Ha beaus dpob 8 3a8uUCUMOCM OM pPA3CMOAHUEmMO U spememo 3a NbmysaHe 00
OHKO0/102U4HO 3asedeHue. Bbnpeku CX00HU KAUHUYHU U NAMOM02UYHU Xapakmepucmuku (8b3pacm, nos,
cmadul npu nvpBoHa4yanHa duazHoO3a, Xxucmoso2uyeH nodmun), cpedHama obwa npemcussemocm e
3HaQYUMeNHO NO-HUCKA 8 Me3u Nodzpynu nayueHmu ¢ No-8uUCoKa mexecm npu NbmysaHe.

M In this retrospective study, we discovered significant differences in the overall survival of patients with
lung cancer depending on travel distance and travel time to the treating oncological facility. Despite having
similar clinical and pathological characteristics (age, sex, stage at initial diagnosis, histologic subtype), the
median overall survival was significantly lower in those subgroups of patients with a higher travel burden.




Web of science

4. Zhelev K, Katsarov D, Velikova N, Zahariev Z, Mihaylova |,

Nedev N, Krasteva R, Hadgiev R, Conev N, Donev I. Lower

) FDG PET/C. SUV max shows better response to SBRT of

Rad]Otherapy adrenals in oligometastatic disease. Radiother Oncol. 2022
&Oncology May;170(Suppl 1):S1251-S1251.,

Journal of the European SocieTy for

Radotherpy and Onclogy * https://www.webofscience.com/wos/woscc/full-
record/W0S:000806779900296
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B mosa pempocnekmusHo npoy4ysaHe Hanpasuxme aHANU3 HA 75 Memacmamu4yHu HadbvbpeyHu ne3uu npu 64
nayueHmu, om koumo 36 (48%) ca ¢ HedpebHoknemwvyeH pak Ha beaus dpob (NSCLC), 18 (24%) dpebHoknembyeH pak
Ha 6enaus dpob (SCLC), 10 (13,3%) pak Ha pekmyma u dpyau 11 (14,6%) (pak Ha ebpdama u pak Ha bbbpeyume), Kamo
BCUYKU Ca C 0AAUGOMEMACMAMUYHO 3a60/1ABaHe, 1eKyBaHO om 2015 0 2020 2., C Yes Nocmu2aHe Ha MpaeH A0KANeH

KOHMpoA. Bcuyku nayueHmu npoepecupam 21aBHO C yBeaudyasaHe Ha naouyma Ha HadbwvbpeuyHume macu (opyau

nesuu ca nod koHmpon). lNayuenmume ca pasdeneHu 8 mpu epynu cnoped mexHus (FDG PET/CT) SUV max: Ha

memacmasu 8 HadbvbpeyHuUme nne3u — ¢ HUCLK (00 33-mu nepceHmun, oUaNAasoH: 3,9-7,20), mexouHeH (mexdy 33-
mu u 66-mu nepceHmun, duanasoH: 7,21-9,31) u sucok SUV max (Had 66-us nepceHmus, duanasoH: 9,31-25,8).
O6wusm npoyeHm Ha omzosop (ORR) e denbm Ha nayueHmMume, KOUMO €A UMQAAU YACMUYEH UAU NbAEeH 0M2080p HA
nevyeHuemo. OcHosHUMe pexcumu Ha dosupaHe baxa 38 Gy, ocbujecmseHu 8 1-5 gpakyuu, kamo cpedHama 0o3a 8
obema Ha nvpsuyHusA mymop (PTV) bewe 38 Gy (duana3soH: 16—48 Gy) u buonoeu4Ho egpekmusHama do3a (BED1o,
anga/6ema= 10) e 79,2 Gy (duana3oH: 41,6-105,6 Gy).

I'Iy6nv||<au,mm n 40K/1a4un, FIY6J'II/IKYBaHVI B HayL-IHl/I
N34aHnS, pecl)epmpaHM U UHAEKCU paHM B (48%) nonsmall cell lung cancer (NSCLC), 18 (24%) small cell lung cancer (SCLC), 10 (23.3%6) rectal cancer and other 11

In this retrospective study, we performed an analysis of 75 metastatic adrenal lesions in 64 patients, where 36

(14.6%6)(such as breast and renal cancer) oligometastatic disease, treated from 2015 to 2020, aiming to achieve durable
CBETOBHOW3BECTHM 6a3u AdHHW CHAYYHA iRt ! patients progressed mainly with increasing adrenal masses area (other lesions were under control).
MH(I)OpMaU,l/IFl Patients were divided into three groups according to their fluorodeoxyglucose positron emission tomography (FDG

PET/CT) SUV max of adrenal metastasis—with low (up to 33th percentile, range: 3.9-7.20), intermediate (between 33th
and 66th percentile, range: 7.21-9.31) and high SUV max (over 66th percentile, range: 9.31-25.8). Overall response rate
(ORR), is the proportion of patients who had a partial or complete response to the treatment. The main dose regimens
were 38 Gy delivered in 1—5 fractions, with the median dose of primary tumor volume (PTV) being 38 Gy (range: 16—48
Gy) and the biologically effective dose (BED1o0, alpha/beta= 10) being 79.2 Gy (range: 41.6-105.6 Gy).

3agbaxuTeneH MMHUMYM TOYKKM (NokasaTtenu [5-9) - 200

6 T. oT 061 cH6Op 315.22 T.
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Web of science

5. lvanovska-Peneva H, Zhelev K, Zahariev Z, Conev N,
Stoyanov G, Hadgiev R, Donev I. High LRIG1 expression is
associated with better prognosis for patients with

RadIOtherapy Glioblastoma Multiforme. Radiother Oncol. 2022
GLOLIOIEEY Mavin7o(Suppl 2):S970-Sg70.

Journal of the European SocieTy for httpS//WWWWEbOfSCIenceCOFﬂ/WOS/WOSCC/fUl | =
Radiotherapy and Oncology
record/W0OS:000806764200618

OnmumanHuam u3bop Ha nevyeHue npu nayueHmu ¢ mynmugopmeH eauobaacmom (GBM) u3ucksa
HadewdOHa npozHoCMuY4Ha u npedukmusHa uHgopmayus. Leucine-rich repeats and immunoglobulin-like
domains (LRIG1) e mpaHcmembpaHeH npomeuH HA KAembyHama nosbpxXHOCM, KOUMO CAywU Kamo NaH-
ompuyameneH pe2ynamop Ha EGFR, MET- u RET-peyenmopume, 4uamo no-sucoka ekcnpecus moxe da
6vde ycmaHoseHa 8 npobu om mymopu C acmpoyumHa JugepeHyuayus, HO He208ama MOYHaAMA
npo2HoCMuYHa poasd ocmasa HesacHa npu GBM.

Excnpecuama Ha LRIG1 e Hos nomeHyuaneH npo2Hocmu4eH mapkep npu nayueHmu ¢ GBM.

Optimal treatment decisions for patients with Glioblastoma Multiforme (GBM) require reliable prognostic
and predictive information. Leucine-rich repeats and immunoglobulin-like domains (LRIG1) is a
transmembrane cell-surface protein, that serves as a pan-negative requlator of EGFR, MET- and RET-
receptors, whose higher expression can established in astrocytic differentiation tumor samples but its precise
prognostic role remains unclear in GBM.

LRIG1 expression is a novel potential prognostic marker in patients with GBM.
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6. Reinmuth N, Goldman JW, Garassino MC, ChenY, Hotta K,

Poltoratskiy A, Trukhin D, Hochmair MJ, Ji JH, Ozguroglu M, Statsenko
G, Voitko O, Conev NV, Bondarenko |, Mann H, Xie M, Shrestha,
Chugh P, DalviT, Paz-Ares L. Durvalumab (D) +/- tremelimumab (T)
plus platinum-etoposide (EP) in 1L extensive-stage (ES) SCLC:
Characteristics of long-term survivors in the CASPIAN study. Ann
Oncol. 2022 Apr;33(Suppl 2):S97-8.

* https://www.sciencedirect.com/science/article/pii/S092375342200
2885

Bvs ¢hasa 3 npoyuysaHe, BKAOYBAWO NpunoweHuemo Ha dypsanymab ¢ uau 6e3
mpemeaumymab 8 kombuHayus ¢ naamuHabasupaHa xumuomepanus npu HenekysaH SCLC 8
ekcmeH3useH cmadul (npoyysaHe CASPIAN), nvpsa nuHus dypsanymab nawoc naamuHa-
emono3ud (EP) 3HayumenHo nodobpasam obwama npexcussemocm (OS) cnpamo camo EP.

m In the phase 3 study involving the use of durvalumab with or without tremelimumab in
combination with platinum-based chemotherapy in untreated extensive-stage SCLC (CASPIAN

study), first-line durvalumab plus platinum-etoposide (EP) significantly improved overall
survival (OS) versus EP alone.




7. Radanova M, Mihaylova G, Tasinov O, lvanova D, Nazifova-

HAYKOMETPUYHU Tasinova N, Manev R, Salim A, Nikolova M, Ivanova D, Conev

N, Mihaylova Z, Donev I. Plasma levels of hsa_circ_0001445
|'|OKA3ATEf||/|, HPEACTABEHM ANNALS and hsa_circ_ooo7915 may indicate the presence of
OF

3A SAEMAHE HA | metastatic disease in patients with colorectal cancer. Ann
AKAAEMVNHA ﬂ,ﬂb)KHOCT ONQQ!-&QQ;\) Oncol. 2021 Oct;32(Suppl 6):5S1356—7.

,,HPO(DECOP“ * https://[www.webofscience.com/wos/woscc/full-
record/W0OS:000706622600037

PHK (ncRNAs). TaxHama kpwvena opma 2u npasu ycmolyusu Ha eK30HyK/1ea3Ha akmusHOCm 8
cpasHeHue ¢ auHeliHume ncRNA u no mo3u Ha4uH no-nodxodsauwu kamo Hosu buomapkepu. Llenma
Ha Hawemo u3cnedsaHe bewe da ce oyeHU ekcnpecuama Ha dse circRNAs — hsa_circ_o001445 u
hsa_circ_oooy7915 npu nayueHmu c konopekmaneH pak (CRC) 8 pa3auyHu cmaduu Ha 3a60a158aHemMo
8 cpasHeHue cbC 30pasu dobposonyu (HV).

! ' 19| Lupkyaupauwjume PHK (circRNAs) ca epyna om cneyuduyHu eHoo2eHHU dbazu Hekodupauju

Hawume pe3yamamu noka3sam, 4e hsa_circ_0001445 8 nAaamama uma npo2HOCMUYHO 3HaYeHue U
|'|y6f| MKaunm 1 aoKknaan, ny6f| WKYBaHW B HAY4YHU dseme circRNA mozam da 6b0am none3Hu 3a pasepaHu4asaHe Ha nayueHmMu ¢ memacmamu4eH om

HememacmamuyeH CRC.
n3aaHuA, pecbepmpaHM N NHAEKCNPAHN B
BRSO ESEET I BEEY MESTE ] € BEREEE Circular RNAs (circRNAs) are group of special endogenous long non-coding RNAs (ncRNAs).
A )4 Their circular form makes them resistant to exonuclease activity compared to linear ncRNAs and thus
MH(I)OpMaLI,l/IFI more suitable as new biomarkers. The aim of our study was to evaluate the expressions of two
circRNAs — hsa_circ_oo01445 and hsa_circ_oooy7915 in patients with colorectal cancer (CRC) in
3a4b/IXKUTENIeH MUHUMYM TOYKM (MokasaTenn '5-g) - 200 different stages of disease in comparison with healthy volunteers (HV).

Our results indicate that hsa_circ_o001445 in plasma has prognostic significance and the two
circRNAs may be useful to differentiate metastatic from non-metastatic CRC patients.

5 T.0T 06w, cbop 315.22 T.
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8. Zhelev K, Conev NV, Zahariev ZI, Donev |. Time estimation

is associated with the levels of distress in patients prior to
starting radiotherapy. Ann Oncol. 2021 Sep;32(Suppl

5):51099-51099.

* https://www.sciencedirect.com/science/article/pii/S09237
53421030532

519 Leama Ha mosa npoy4saHe bewe da ce u3cnedsa nomeHYUANHAMA Bpb3KA Mewoy
oyeHkama Ha spememo U ncuxono2u4eckus ducmpec npu NAyUeHMuU CbC COAUOHU MyMopu
npedu 3ano4ysaHe Ha bYemMepanus.

OquKama Ha sBpememo € HO8 MmoujeH uHauKamop 3a BUCOKU HuUBaG Ha aucmpec npu
nayueHmu c pak npeau 3ano4ysaHe Ha nv4emepanus.

m The aim of this study was to explore the potential relationship between the time
estimation and psychological distress in patients with solid tumors before starting

radiotherapy.

Time estimation is a novel potent indicator of high levels of distress in cancer patients prior to

starting radiotherapy.
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9. Paz-Ares L, ChenY, Reinmuth N, Hotta K, Trukhin D, Statsenko
G, Hochmair MJ, Ozguroglu M, Ji JH, Voitko O, Poltoratskiy A,
Verderame F, Havel L, Bondarenko |, Losonczy G, Conev NV,
Broadhurst HL, DalviT, Jiang H, Goldman JW. Durvalumab +/-
tremelimumab plus platinum-etoposide in first-line extensive-
stage SCLC (ES-SCLC): 3-year overall survival update from the
phase Il CASPIAN study. Ann Oncol. 2021 Sep;32(Suppl 5):51338-
S1338.

* https://www.sciencedirect.com/science/article/pii/S092375342
104446X

Bvs ¢hasa 3 npoyuysaHe, BKAOYBAWO NpunoweHuemo Ha dypsanymab ¢ uau 6e3
mpemeaumymab 8 kombuHayus ¢ naamuHabasupaHa xumuomepanus npu HenekysaH SCLC 8
ekcmeH3useH cmadul (npoyysaHe CASPIAN), nvpsa nuHus dypsanymab nawoc naamuHa-
emono3ud (EP) 3HayumenHo nodobpasam obwama npexcussemocm (OS) cnpamo camo EP.

m In the phase 3 study involving the use of durvalumab with or without tremelimumab in
combination with platinum-based chemotherapy in untreated extensive-stage SCLC (CASPIAN

study), first-line durvalumab plus platinum-etoposide (EP) significantly improved overall
survival (OS) versus EP alone.
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10. Zhelev K, Zahariev Z, Katsarov D, Mihaylova |, Conev N,

Donev I. Correlation on G8 score with sarcopenia is a
prognostic factor for OS in patients with HNC. Radiother
Oncol. 2021 Aug;161(Suppl 1):5788-5788.

Radiotherapy

* https://[www.webofscience.com/wos/woscc/full-
&OnCOlogy record/W0OS:000709667202164

Journal of the European SocieTy for
Radiotherapy and Oncology

CapkoneHusma (HUcka Mycky/nHa maca) e CUHOPOM, CBbP3aH C oW Uu3xod om 3abonssaHemo
npu nayueHmu c pak. M3cnedsaxme spvb3kama mewdy UHOekCa Ha ckenemHama MycKyaamypa
(SMI), cepuampuueHr ckop 8 (G-8) u obwjama npexwcusaemocm (OS) 8 p16 HezamusHU nayueHmMu ¢
pak Ha enasama u wusma (HNC).

CapkoneHusma kopeaupa ymepeHo ¢ pe3yamama om ckop G-8. Huckusm pesynamam G-8 e
He3asucum ompuyameneH npedukmop 3a kpamka OS u mo3u 8bnNpPoCcHUK moxce da 6vde noneseH
dopu npu no-maadu nayueHmu.

12N[€Q| Sarcopenia (low muscle mass) is an emerging syndrome associated with poor outcome in
cancer patients. We investigated the relation between skeletal muscle index (SMI), Geriatric score 8 (G-
8) and overall survival (OS) in a p16 negative group of patients with head and neck cancer (HNC).

Sarcopenia correlated moderately with G-8 frailty score. Low G-8 score is an independent negative
predictor of short OS and this questionnaire may be helpful evenin younger patients.




11. Zhelev K, Zahariev Z, Conev N, Donev I. Higher muscle

HAYKOMETPUUYHU mass is associated with better response to concurrent

NMOKA3ATE/IN HPEACTABEHI/I neoadjuvant chemoradiotherapy in rectal cancer patients.
:’3A 3AEMAHE HA ANNALSe | Ann Oncol. 2021 Jul;32(Suppl 3):5114-5.
ONCOLOG\E * https://www.sciencedirect.com/science/article/pii/S09237

53421012989

AKAAEMUYHA ANBXXHOCT i rowon ey
+~[TPOOECOP"

m CapkoneHuama (HUCKQ MYCKy/nHa maca) e CUHOpoM, C8bp3aH C /10U U3X00 om

3abonssaHemo npu nayueHmu ¢ pak. V3scnedsaxme spwv3kama mewdy uHdekca Ha

l ' ckenemHama myckynamypa (SMI), uHdekca Ha ncoac myckyna (PMI) u HeoadwsaHmHus

pekmaneH ckop (NAR) npu nayueHmu C /I0KAIHO ABAHCUPAA peKkmasneH adeHOKaApUyUHOM,

/leky8aHu C HeoadwsaHMHa cb4emaHa xumuonvdemepanus (nCCRT) ¢ kaneyumabuH u
nocsnedsawja Xupypaus.

Huckama myckynHa maca e ompuyameneH npedukmuseH mapkep 3a /10U 0M2080p KbM
nCCRT. [lo-s8ucokusm PMI e nomeHyuaneH Hos nonoxumesneH npedukmop 3a no-dobbp
[ybavkaumm n goknagm, nybankyBaHm B Hay4HU omaogop Ha nCCRT.

V3AaHNS, pecbepmpaHM VI MHAEKCNPani B m Sarcopenia (low muscle mass) is an emerging syndrome associated with poor outcome

CBETOBHOM3BECTHM 6a3M faHHN C HayYHa [Rlaats patients. We investigated the relationship between skeletal muscle index (SMI), psoas
MH(I)OpMaLI,MFI muscle index (PMI), and neoadjuvant rectal score (NAR) in a group of patients with locally

advanced rectal adenocarcinoma, treated with neoadjuvant concurrent chemoradiotherapy
3agbaxuTeneH MMHUMYM TOYKKM (NokasaTtenu [5-9) - 200 (nCCRT) with capecitabine and surgery.

Low muscle mass is a negative predictive marker of poor response to nCCRT. Higher PMI is a
sl W) o lSITINGTe sk LNPPR M potential novel positive predictor for better response to nCCRT.
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12. Saito H, Goldman JW, Garassino MC, ChenY, Reinmuth N,
Hotta K, Poltoratskiy A, Trukhin D, Hochmair MJ, Ozguroglu M, Ji
JH, Statsenko G, Voitko O, Conev NV, Bondarenko |, Spencer S,
Xie M, JonesS, Franks A, Shrestha, Paz-Ares L. Durvalumab(D)
+/- tremelimumab(T) plus platinum-etoposide(EP) in 1L ES-SCLC:
Characterization of long-term benefit in CASPIAN. Ann Oncol.
2021 Jul;32(Suppl 4):5289-5284.

* https://www.sciencedirect.com/science/article/pii/S092375342
1017373

Bvs ¢hasa 3 npoyuysaHe, BKAOYBAWO NpunoweHuemo Ha dypsanymab ¢ uau 6e3
mpemeaumymab 8 kombuHayus ¢ naamuHabasupaHa xumuomepanus npu HenekysaH SCLC 8
ekcmeH3useH cmadul (npoyysaHe CASPIAN), nvpsa nuHus dypsanymab nawoc naamuHa-
emono3ud (EP) 3HayumenHo nodobpasam obwama npexcussemocm (OS) cnpamo camo EP.

m In the phase 3 study involving the use of durvalumab with or without tremelimumab in
combination with platinum-based chemotherapy in untreated extensive-stage SCLC (CASPIAN

study), first-line durvalumab plus platinum-etoposide (EP) significantly improved overall
survival (OS) versus EP alone.




HAYKOMETPUYHNA
NMOKA3ATEJIN, MPEACTABEHU
3A 3BAEMAHE HA
AKAAEMUYHA ANBXXHOCT
+~[TPOOECOP"

17

My6bavkaunmn n goknaaun, nybankyBaHu B Hay4HM
nsgaHus, pedeprpaHun U MHAEKCUPaHU B
CBETOBHOM3BECTHM 6a3n AaHHM C Hay4Ha

MHPOpMaLms

3agbaxuTeneH MMHUMYM TOYKKM (NokasaTtenu [5-9) - 200
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Web of science

Journal of

Thoracic
Oncology

13. Reinmuth N, Garassino MC, Trukhin D, Hochmair MJ,
Ozguroglu M, Havel L, Goldman J, ChenY, Losonczy G,
Spinnato F, Conev N, Bar J, Broadhurst H, Byrne N, Jiang H,
Paz-Ares L. First-Line Durvalumab plus Platinum-Etoposide
in ES-SCLC: Exploratory Analyses Based on Extent of Disease
in CASPIAN. J Thorac Oncol. 2021 Mar;16(3):S500-S500.

* https://[www.webofscience.com/wos/woscc/full-
record/W0OS:000631349601299

Bvs ¢hasa 3 npoyuysaHe, BKAOYBAWO NpunoweHuemo Ha dypsanymab ¢ uau 6e3
mpemeaumymab 8 kombuHayus ¢ naamuHabasupaHa xumuomepanus npu HenekysaH SCLC 8
ekcmeH3useH cmadul (npoyysaHe CASPIAN), nvpsa nuHus dypsanymab nawoc naamuHa-
emono3ud (EP) 3HayumenHo nodobpasam obwama npexcussemocm (OS) cnpamo camo EP.

m In the phase 3 study involving the use of durvalumab with or without tremelimumab in
combination with platinum-based chemotherapy in untreated extensive-stage SCLC (CASPIAN
study), first-line durvalumab plus platinum-etoposide (EP) significantly improved overall
survival (OS) versus EP alone.
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14. Ji JH, Goldman JW, Garassino MC, ChenY, Reinmuth N, Hotta
K, Poltoratskiy A, Trukhin D, Hochmair MJ, Ozguroglu M,
Statsenko G, Voitko O, Conev NV, Bondarenko |, Spencer S, Xie
M, Jones S, Franks A, Shrestha, Paz-Ares L. Durvalumab (D) +/-
tremelimumab (T) plus platinum-etoposide (EP) in 1L ES-SCLC:
Characterization of long-term clinical benefit and tumour
mutational burden (TMB) in CASPIAN. Ann Oncol. 2020
Nov;31(Suppl 6):51388-9.

https://www.sciencedirect.com/science/article/pii/S092375342
0428649

Bvs ¢hasa 3 npoyuysaHe, BKAOYBAWO NpunoweHuemo Ha dypsanymab ¢ uau 6e3
mpemeaumymab 8 kombuHayus ¢ naamuHabasupaHa xumuomepanus npu HenekysaH SCLC 8
ekcmeH3useH cmadul (npoyysaHe CASPIAN), nvpsa nuHus dypsanymab nawoc naamuHa-
emono3ud (EP) 3HayumenHo nodobpasam obwama npexcussemocm (OS) cnpamo camo EP.

m In the phase 3 study involving the use of durvalumab with or without tremelimumab in
combination with platinum-based chemotherapy in untreated extensive-stage SCLC (CASPIAN

study), first-line durvalumab plus platinum-etoposide (EP) significantly improved overall
survival (OS) versus EP alone.




15. Radanova M, Mihaylova GM, lvanova D, Tasinov O,

HAYKOMETPUNYHU Nazifova-Tasinova N, Manev R, Conev N, Mihaylova Z,

NMOKA3ATE/IN HPEACTABEHI/I Donev |. Evaluation of genetic variants in miR-146-a, miR-
: ANNALS oF 618, and miR-181b as risk factors of colorectal cancer in

3A 3AEMAHE HA ONCOLOG\‘ Bulgarian patients. Ann Oncol. 2020 Oct;31(Suppl 5):51237—
AKAAEMUUYHA ANTBXXKHOCT dingmnovaton n oncoog S1237.

+~[TPOOECOP" .

https://www.sciencedirect.com/science/article/pii/S09237
53420422914

:l€)| AHomanuume 8 ekcnpecus Ha miPHK, koumo y4acmsam 8 kapyuHo2eHe3zama Ha
konopekmaneH pak (CRC), mowe da ce Obawu Ha HAAUYUEeMO Ha eOUHUYHU HyK/1eomuodHu

noaumopguzmu (SNPs) 8 AHK nocnedosamenHocmma Ha me3u miPHK. Leama Ha
uscnedsaHemo e da ce ouyeHU Bpb3kama Ha mpu cnabo u3scnedsaHu SNPs - rs322931 8

1 ; miRNA-181b, rs2910164 8 mMIiRNA-146a u rs2682818 8 miRNA-618 ¢ pucka om CRC 8
bvaeapcka nonynayus.

Hawume daHHu noka3sam, 4e rs322931 (miR-181b) SNP He sause 8bpxy pucka om CRC npu
bvrieapcku nayueHmu, Ho rs2910164 (miRNA-146a) CG 2eHomun u rs2682818 (miR-618) AC
2eHomun ca cebp3aHu ¢ HamaseH puck om CRC.

My6bavkaunmn n goknaaun, nybankyBaHu B Hay4HM
nsgaHus, pedeprpaHun U MHAEKCUPaHU B

CBETOBHOM3BECTHM 6a3m gaHHU C SEVELEM DNA sequence of these miRNAs. The aim of the study was to evaluate the association of three
MH(I)OpM auus weakly investigated in Caucasians SNPs - rs322931 in miRNA-181b, rs2910164 in miRNA-146a
and rs2682818 in miRNA-618 with a risk of CRC in a Bulgarian population.

I2N€)| Abnormal expression of miRNAs, which are involved in colorectal cancer (CRC)
carcinogenesis, may be due to the presence of single nucleotide polymorphisms (SNPs) in the

3agbaxuTeneH MMHUMYM TOYKKM (NokasaTtenu [5-9) - 200

Our data suggest that rs322931 (miR-181b) SNP does not influence the risk of CRC in Bulgarian
patients however, rs2910164 (miRNA-146a) CG genotype and rs2682818 (miR-618) AC
6.67 T. 0T 061y cbop 315.22 T. U7 linked to a decreased risk of CRC.
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16. Schulz C, ChenY, Paz-Ares LG, Dvorkin M, Trukhin D,

Reinmuth N, Garassino MC, Statsenko G, Voitko O, Hochmair MJ,

Ozguroglu M, Verderame F, Havel L, Losonczy G, Conev N, Hotta

K, Ji JH, Broadhurst H, Byrne N, Thiyagarajah P, Goldman JW, Alt

________ J. First-line durvalumab plus platinum-etoposide in extensive-
Resea'rch a'nd stage (ES)-SCLC (CASPIAN): Impact of brain metastases on

"""" treatment patterns and outcomes. Oncol Res Treat. 2020

Treatment Oct;43(SUPPL 4):144—5.

* https://www.webofscience.com/wos/woscc/full-
record/W0S:000575955000329

Bvs ¢hasa 3 npoyuysaHe, BKAOYBAWO NpunoweHuemo Ha dypsanymab ¢ uau 6e3
mpemeaumymab 8 kombuHayus ¢ naamuHabasupaHa xumuomepanus npu HenekysaH SCLC 8
ekcmeH3useH cmadul (npoyysaHe CASPIAN), nvpsa nuHus dypsanymab nawoc naamuHa-
emono3ud (EP) 3HayumenHo nodobpasam obwama npexcussemocm (OS) cnpamo camo EP.

m In the phase 3 study involving the use of durvalumab with or without tremelimumab in
combination with platinum-based chemotherapy in untreated extensive-stage SCLC (CASPIAN
study), first-line durvalumab plus platinum-etoposide (EP) significantly improved overall
survival (OS) versus EP alone.
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15 T. oT 06w, cbop 315.22 T.

17. Evgeniev N, Conev N, Nikolaeva R, Donev I. Fast time

estimation is associated with high levels of depression in
COPD patients. Eur Resp J. 2020 Sep 7;56(Suppl 64):MA115.

European
Respiratory
Journal

* https://erj.ersjournals.com/content/56/suppl_64/115

319 Jdenpecusma e yecmo cbnemcmasauwjo 3abonasarHe npu nayueHmu ¢ XObb u yecmo ce
C8bP38BA C BAOWEHO Kayecmso Ha musom. CKpUHUHSbBM € Oom pewasauwjo 3HadyeHue 3a

omkpusaHemo My. EmoyuoHanHomo cbcmosHue e modugukamop Ha 8b3npuemaHemo Ha
spememo.

OueHkama Ha spememo e H08 MOWEH yAMPAKbC UHCMPYMeHM 3a CKPUHUH2 Ha denpecus npu
nayueHmu ¢ XObb.

I2\[€)| The depression is a frequent comorbidity in patients with COPD and is often associated
with impaired quality of life. Screening is crucial for detecting it. Emotional state is a modifier of
time perception.

Time estimation is a novel potent ultrashort screening tool for depression in COPD patients.
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15 T. oT 06w, cbop 315.22 T.

18. Evgeniev N, Nikolaeva R, Conev N, Donev I. High CRP

plasma levels in OSA patients correlate with high Pichot
fatigue scale score. Eur Resp J. 2020 Sep 7;56(Suppl
64):MA2532.

European
Respiratory
Journal

* https://erj.ersjournals.com/content/56/suppl_64/2532

ExcmeH3usHama OHesHa cvHausocm (EDS) u ymopama ca yecmu cumnmomu Ha
obcmpykmusHa cbHHa anHes (OSA). VIHmepmumeHmHama Xunokcus e omAau4YumenHa
yepma Ha 3a60a588aHEMo, KOAMO u2pae pewasawa poas 8 UHOyyUpaHemo Ha cucmemeH
8b3Na/sUMesieH 0maosop, Kolmo e acoyuupaH € A0WU pe3yamamu u u3xoo.

lNayueHmume ¢ mexwcka ymopa umam no-sucoku naasmeHu Husa Ha CRP.

m Extensive daytime sleepiness (EDS) and fatigue are frequent symptoms of obstructive
sleep apnea (OSA). Intermittent hypoxia is distinguishing creature of the disease which plays
crucial role in systemic inflammatory response induction . The latter is responsible for poor
outcomes.

Patients with extensive fatigue have higher CRP plasma level.
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19. Conev NV, Petrova M, Dimitrova E, Zhelev K, Zahariev Zl,
Nikolov K, Popov T, Ivanova M, Evgeniev N, Donev IS. The
presence of COVID-19 makes more cancer patients
distressed and time perception may distinguish them. Ann
Oncol. 2020 Sep;31(Suppl 4):51002-S1002.

* https://www.sciencedirect.com/science/article/pii/S09237
53420417582

I519)| Hawemo mynmuyeHmpu4Ho npoy4ysaHe u3csnedsa NOMeEHYUAAHAMA BPb3KA Mewdy
8b3NpUAMUEmMo 3a spememo, HUBomo Ha ducmpec u cmpaxa om uHgekyus ¢ COVID-19 npu
nayueHmu ¢ pak, No0aA0MeHU HAa XUMUOMePanUuA.

3HayumenHo noseye nayueHMuU C OHKO0/102U4YHO 3abonAsaHe ca usnumanu oucmpec npu
Haau4yue Ha 8v3moxcHa uHgekyusa ¢ COVID-19. Bb3npusmuemo 3a 8pememo e Ho8 MOWEeH
uHAUKamop 3a BUCOKU HUBA Ha ducmpec u cmpax om uHgekyusa ¢ COVID-19 npu nayueHmu c

Pax.

m Our multicentric study explores the potential relationship between time perception,
level of distress and fear of infection with COVID-19 in cancer patients undergoing

chemotherapy.

Significantly more patients with cancer disease experienced distress in the presence of possible
COVID-19 infection. Perception of time is a novel potent indicator for high levels of distress and
fear of COVID-19 infection in cancer patients.
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20. Goldman JW, Garassino MC, ChenY, Reinmuth N, Hotta K,
Poltoratskiy A, Trukhin D, Hochmair MJ, Ozguroglu M, Ji JH,
Statsenko G, Voitko O, Conev NV, Bondarenko |, Spencer S, Xie
M, Jones S, Franks A, ShresthaY, Paz-Ares L. Durvalumab (D) +/-
tremelimumab (T) plus platinum-etoposide (EP) in 1L ES-SCLC:
Characterization of long-term clinical benefit and tumour
mutational burden (TMB) in CASPIAN. Ann Oncol. 2020
Sep;31(Suppl 4):51212-3.

* https://www.webofscience.com/wos/woscc/full-
record/W0S:000573469102726

Bvs ¢hasa 3 npoyuysaHe, BKAOYBAWO NpunoweHuemo Ha dypsanymab ¢ uau 6e3
mpemeaumymab 8 kombuHayus ¢ naamuHabasupaHa xumuomepanus npu HenekysaH SCLC 8
ekcmeH3useH cmadul (npoyysaHe CASPIAN), nvpsa nuHus dypsanymab nawoc naamuHa-
emono3ud (EP) 3HayumenHo nodobpasam obwama npexcussemocm (OS) cnpamo camo EP.

m In the phase 3 study involving the use of durvalumab with or without tremelimumab in
combination with platinum-based chemotherapy in untreated extensive-stage SCLC (CASPIAN

study), first-line durvalumab plus platinum-etoposide (EP) significantly improved overall
survival (OS) versus EP alone.




21. Radanova M, Ivanova D, Mihaylova G, Tasinov O,

HAYKOMETPUUYHU Nazifova-Tasinova N, Manev R, Pavlov P, Petrova V, Petkova
MOKA3ATE/IN, MPEACTABEHU D, Mirchev M, Bratoeva K, Conev N, Mihaylova Z, Donev I.
3A 3AEMAHE HA ANNALS o High expression levels of circulating miRNA-618 and miRNA-
ONCOLOG\‘ 203a-3p are associated with prolonged survival in patients
AKAAEMUUYHA ANTBXXKHOCT snomoaiminowa k- \with metastatic colon cancer. Ann Oncol. 2020 Jul;31(Suppl
~MTPOOECOP" 3):5207-5207.
* https://www.sciencedirect.com/science/article/pii/S09237
53420397428

l “‘ 7 m Hupkynupaujume mukpoPHK (miRNA) ca obewasawu HeuHsa3usHuU buomapkepu npu KonopekmaneH

pak (CRC). Ljeama Ha Hacmosujomo u3cnedsaHe e da ce oyeHU poasama Ha nem yupkyaupauju miRNAs —
miRNA-618, miRNA-26a-1, miRNA-15b-5p, miRNA-200c, miRNA-203a-3p, koumo yyacmsam 8 KAH408U
npouecu Ha KnemvyHUMe CUSHANHU NbMUWA NPU MyMOpU, KOUMO €A CBbP3AHU C npoaugepayus, muspayus
u anonmo3a. Te3u mMIRNAs ca u3cnedsaHu 8 mMymopHa MbKAH, HO CbWecmsysam OCKbOHU OAHHU no
OMHoWeHuUe Ha mexHume HUBa Ha ekcnpecus 8 kpbema Ha nayueHmu ¢ CRC.

Hawume daHHU npednonazam, 4e camo HUBAMA HA ekcnpecus Ha aHMu-oHko2eHHa MiRNA-618 u miRNA-
203a-3p 8 cepyma moeam da 6vdam none3HU Kamo HeuHBasUusHU NpPO2HOCMUYHU buomapkepu npu

I'Iy6nv||<au,mm n AoKn1agn, FIY6J'II/IKYBaHl/I B HAay4HU
n3aaHuns, pebeprpanm N MHAeKCMpaH B [KECEEUTTEEAS
CBETOBHOM3BECTHM Ba3u AAHHWN C Hay4Ha Circulating microRNAs (miRNAs) are promising non-invasive biomarkers for colorectal cancer (CRC). The

aim of the present study was to evaluate the role of five circulating miRNAs — miRNA-618, miRNA-26a-1,
miRNA-15b-5p, miRNA-200c, miRNA-203a-3p which are involved in key cell signal processes in tumors such as
proliferation, migration, and apoptosis. These miRNAs are thoroughly investigated in tumor tissue, but little is
known regarding their levels of expression in the blood of patients with CRC.

MHPOpMaLms

3agbaxuTeneH MMHUMYM TOYKKM (NokasaTtenu [5-9) - 200

Our data suggest that only expression levels of anti-oncogenic miRNA-618 and miRNA-203a-3p in sera could
4.28 T. OT o6y C60p 315.22 T. be useful as non-invasive prognostic biomarkers in CRC patients.




22. Penkova M, Stoyanov D, Panayotova T, Donev |, Petrova

HAYKOMETPNYHU M, Conev N. Regorafenib and trifluridine/tipiracil efficacy

NMOKA3ATEAU HPEACTABEHI/I and safety in chemorefractory metastatic colorectal cancer
: ANNALS | patients: Asingle Bulgarian centre retrospective study. Ann

3A SAEMAHE HA ONCOLOG\‘ Oncol. 2020 Jul;31(Suppl 3):5100-S100.
AKAAEMUYHA ANBXXHOCT réerrirrdberte

+~[TPOOECOP"

* https://www.sciencedirect.com/science/article/pii/S09237
5342039414X

PezopageHub u mpugnypuduH/munupayun ca Hackopo odobpeHu Hosu cpedcmsa 3a feveHue

Ha nayueHmu ¢ memacmamuyeH konopekmaneH pak (mMCRC), yuemo 3abonssaHe e npozpecupano

l ' cned cmaHoapmHu mepanuu. [Mpu peaucmpayuoHHU uU3numeaHus u dsama azeHMa nokassam

cmamucmuyYecku 3HQ4YUMO U 3HAQYUMO yObAaBaAHe HA 0bwama npexcussemocm npu hayueHmu ¢

mCRC. Bwvnpeku ye u dseme nekapcmsa umam nodobHU NOKA3AHUA, BCE Owje He e YCMAaHOBEeHA
OKOHYamenHa cmpameaus npu hodbopa Ha nayueHmu.

Hawume pe3yamamu om peanHus »usom 8 eOHOYyeHmMposo npoy4ysaHe nokazsam, ye pecopagpeHud
u mpugaypuduH/munupayun umam cxodHa egukacHocm u 6e3onacHocm cped 6wvaeapckomo
HaceneHue U ca cxXo0HU ¢ 2n06aaHume daHHU.

My6bavkaunmn n goknaaun, nybankyBaHu B Hay4HM
nsgaHus, pedeprpaHun U MHAEKCUPaHU B
CBETOBHOM3BECTHM 6a3un AaHHU C Hay4Ha

Regorafenib and trifluridine/tipiracil are recently approved novel agents for the treatment of
patients with metastatic colorectal cancer (mCRC) whose disease has progressed after standard
MH(I)OpMaLI,l/IFI therapies. In registration trials, both agents demonstrated statistically significant and meaningful
prolongation of overall survival in mCRC patients. While both drugs have similar indications,

SRDICITEARH KA T (IOREERTRAA 5 ) - 298 appropriate selection of patients has not yet been established in the treatment strategy.

Our real-life single centre results show that regorafenib and trifluridine/tipiracil have similar efficacy

10 T. OT 06w} cbOp 315.22 7. and safety among the Bulgarian population compared with previously acquired global data.
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12 7. oT 061y c6bOp 315.22 7.

23. Conev NV, Ivanova M, Dimitrova E, Yanchev A, Donev |.

Dynamic of time estimation and its relation with levels of

Journal O'F distress. J Clin Oncol. 2020 May 20;38(125 Suppl S):e19091.

C|inica|  https://www.webofscience.com/wos/woscc/full-
C)ﬂCOlogy® record/WOS:000560368307066

| [IpeduwHomo Hu npoy4saHe nokasa NOMeHYUANHa Bpb3KA Mewdy 8b3NnpusMUemo 3a 8pememo Uu
HuBomo Ha oducmpec npu nayueHmu C pak npedu 3ano4ysaHe HaA xumuomepanusA. B mosa npoyysaHe
uscnedsaxme OUHAMUKAMA HA OU4EeHKamMa Ha spememo U HUBOMO Ha dUCMpeC NPU NAyUeHMuU C pax.

OyeHkama Ha sBpememo u Hecosama OUHAMUKQA € HO8 MOUWeH UHOUKamop 3asucok ducmpec npu nayueHmu ¢
pax.

M Our previous study showed a potential relationship between perception of time and level of distress in
cancer patients prior to starting chemotherapy. In this study we explored the dynamics of time estimation and
the level of distress in cancer patients.

Time estimation and its dynamic is a novel potent indicator for high distress in cancer patients.
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24. Petrova M, Eneva M, Arabadjiev JI, Conev NV, Dimitrova E,

Koynov KD, KaranikolovaT, Valev S, Gencheva R, Zhbantov G,
lvanova A, Sarbianova |, Penkova P, Timcheva K, Donev I. High

Journal O'F neutrophil to lymphocyte ratio as a predictor for

Clinical hyperprogressive disease in patients with metastatic non-small

cell lung cancer treated with pembrolizumab as a second line. J

OnCO|09y® Clin Oncol. 2020 May 20;38(15):€21546.

* https://www.webofscience.com/wos/woscc/full-
record/WOS:000560368308094

B mosa npoy4ysaHe oyeHuxme Yecmomama HQ pAaHHUMEe HepecnoHOepu (Koumo ca NoMmMeHYyUaaHU
xunepnpoepecopu (HP)) u s8pwv3kama cbC cbomHoweHuemo Heympoguau-aumgpoyumu (NLR),
cbomHoweHuemo mpomboyumu-aumgpoyumu (PLR), kakmo u maxHama JuHamuka npu nayueHmu c
HedpebHoknemwy4eH pak Ha benus dpob (NSCLC), nekysaH c nembponuszymab (P) kamo smopa AUHUS.

Hawume daHHu npednonazam, ye yecmomama Ha oeHomun C8bP3aH C a2pecusHo 3abonABaHe, He3aBUCUMO
om ne4eHuemo, e Hucka. NLR e Hos npedukmopeH mapkep 3a HPD.

ln this study we evaluated the incidence of early non-responders (which are potential hyper-progressors
(HP)) and its relation to Neutrophil-Lymphocyte Ratio (NLR), Platelet-Lymphocyte Ratio (PLR) as well as their
dynamics in patients with Non-small Cell Lung Cancer (NSCLC) treated with pembrolizumab (P) as a second
line.

Our data suggest that the incidence of intrinsic aggressive disease phenotype, irrespective of treatment, is low.
NLR is a novel predictive marker for HPD.
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25. Petrova M, Valchev G, Conev NV, Dimitrova E, Robev B,

Boneva M, Pavlov B, MinchevV, KaranikolovaT, Valev S,
Gencheva R, Zhbantov G, lvanova A, Timcheva C, Donev I.

__ Sarcopenia as a negative predictive marker for treatment with
Cllnlcal pembrolizumab as a second line in patients with metastatic non-

Oncology® small cell lung cancer. J Clin Oncol. 2020 May 20;38(15):e21541

* https://www.webofscience.com/wos/woscc/full-
record/W0S5:000560368308090

Journal of

B mosa MynmuyeHmMpu4YHoO pempocnekmusHo npoy4ysaHe oyeHuxme yecmomama Ha Clinical benefit rate
(CBR) u spw3kama my cbC cbomHoweHuemo Heympogunu-aumgpoyumu (NLR) u naowyma Ha psoas major
(PMMA), kakmo u maxHama duHamuka npu nayueHmu ¢ HedpebHoknemvy4eH pak Ha beausa dpob (NSCLC),
nekysaHu ¢ nembponausymab (P) kamo Bmopa AUHUS.

Hawume daHHu npednonazam, ye APMMA u ANLR ca nomeHyuanHu npedukmusHU mapkepu, Koumo mo2am
da udeHmuguyupam nayueHmu, NOOX00AWU 3a UMYHOMeEPANUS KAMO fie4eHuUe Ha BMopa AUHUA.

ln this multicentric retrospective study we evaluated the incidence of clinical benefit rate (CBR) and its
relation to Neutrophil-Lymphocyte Ratio (NLR) and psoas major muscle area (PMMA), as well as their
dynamics in patients with Non-small Cell Lung Cancer (NSCLC) treated with pembrolizumab (P) as a second
line.

Our data suggests that APMMA and ANLR are potential predictive markers, which may identify patients
appropriate for immunotherapy as a second line treatment.




26. Mihaylova G, Ivanova D, Tasinov O, Nazifova-Tasinova N,

PetrovaV, Pavlov P, Manev R, Mirchev M, Conev NV, Mihaylova
Z, Donev |, Radanova M. Association of rs7372209 single

__ nucleotide polymorphism in gene for miRNA-26a-1 with tumor
Cllnlcal localization and disease outcome in patients with colorectal

Oncology® cancer from Bulgaria. J Clin Oncol. 2020 May 20;38(15):e13656.
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Journal of

* https://www.webofscience.com/wos/woscc/full-
record/W0S:000560368304390

bewe nposedeHo pempocnekmusHO Npoy4YsaHe 3a U3cC/iedBaHe HA BPb3KAMA HA (QYHKYUOHANEH
rs7372209 eduHu4eH HykneomudeH noaumopgpusvm (SNP) 8 5'- pecuoHa Ha pri-miRNA-26a1 eeH u pucka om
l I konopekmaneH pak (CRC) 8 6vazapcka nonynayus, 3a 0a ce oyeHU He208ama Poas KAmo nomeHyuaneH
npozHocmu4eH uau npedukmuseH buomapkep 3a 3a601a8aHemo u da ce Npoy4u He2080Mo BAUAHUE BbPXY

ekcnpecusma Ha miRNA-26a-1 npu nayueHmu ¢ CRC.

Hawume daHHU nokassam, 4e sucokume cepymHU Husa Ha miR-26a-1 ca nomeHyuasneH ouazHocmuyeH
6uomapkep 3a CRC. Bonpeku ye nayueHmume ¢ TT 2eHomun 4ecmo ca umanau no-azpecuseH decCHOCMpaHeH
KapyuHom Ha debesiomo Yyepso, me ca umanau no-owvnea cpeaHa O6LL{CZ npemxusaemocm om nayueHmume,
Mybankaumm n goknagmn, nybankyBaHn B HayUH  [Ree e g iaar e e s o e

N34aHn4, Pe¢ePV|PaHV| N NHAEKCMPAHN B A retrospective study was carried out to investigate the association of functional rs7372209 single

CBeTOBHOM3BECTHU 6a3u AAHHU C HayyHa nucleotide polymorphism (SNP) in the 5'- region of pri-miRNA- 26a1 gene with a risk of colorectal cancer (CRC)
in a Bulgarian population, to evaluate its role as a potential prognostic or predictive biomarker for the disease
MHPOpMaLms

and to studied its affection on the expression of miRNA-26a-1 in patients with CRC.

3aAb/KNUTE/IEH MUHUMYM TOUKM (MoKasaTenn ['5-9) - 200 o suggest that high serum levels of miR-26a-1 are potentially useful as a diagnostic biomarker for CRC.
Although, that patients with TT genotype had often more aggressive right-sided colon cancer they had longer
mean overall survival than patients harboring CT or CC genotype of rs7372209.

5 T.0T 06w, cbop 315.22 T.
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27. ChenY, Paz-Ares LG, Dvorkin M, Trukhin D, Reinmuth N, Chiara

Garassino M, Statsenko G, Voitko O, Hochmair M, Ozguroglu M,
Verderame F, Havel L, Losonczy G, Conev N, Hotta K, Ji JH,
Broadhurst H, Byrne N, Thiyagarajah P, Wade Goldman J. First-line
o durvalumab plus platinum-etoposide in extensive-stage (ES)-SCLC
Cl | n|Ca| (CASPIAN): Impact of brain metastases on treatment patterns and

Oncology® outcomes. J Clin Oncol. 2020 May 20;38(15):MA9068.

* https://[www.webofscience.com/wos/woscc/full-
record/W0S:000560368303399

Journal of

Bvs ¢hasa 3 npoyuysaHe, BKAOYBAWO NpunoweHuemo Ha dypsanymab ¢ uau 6e3
mpemeaumymab 8 kombuHayus ¢ naamuHabasupaHa xumuomepanus npu HenekysaH SCLC 8
ekcmeH3useH cmadul (npoyysaHe CASPIAN), nvpsa nuHus dypsanymab nawoc naamuHa-
emono3ud (EP) 3HayumenHo nodobpasam obwama npexcussemocm (OS) cnpamo camo EP.

m In the phase 3 study involving the use of durvalumab with or without tremelimumab in
combination with platinum-based chemotherapy in untreated extensive-stage SCLC (CASPIAN
study), first-line durvalumab plus platinum-etoposide (EP) significantly improved overall
survival (OS) versus EP alone.
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28.Yanchev A, lvanova M, Donev |, Dimitrova E, Conev NV.

Gender and time estimation as novel potent indicators of

Journal ®J8l emotional concerns in cancer patients. J Clin Oncol. 2020 May
Clinical 20;38(15 Suppl S):e24195.

O n(:Ology® * https://[www.webofscience.com/wos/woscc/full-
record/W0S:000560368308570

[Mcuxonoeuyeckusm cmpec e yecmo cpeujaH cned nocmasaHe Ha duaz2Ho3ama pax.
CkpuHUHebM e om pewasawjo 3Ha4yeHUe 3a omkpusaHemo My. Tepmomempume 3a emoyuu
(emotion thermometers (ET)) ca sanudupaHu UHCMpPyMeHMU 3a CKpUHUHZ, KOUMO oyeHsasam
nem acnekma: oucmpec, mpegoicHocm, denpecus, 2HAB U Hywda om NOMoW,.

OyeHkama Ha Noaa U  B8b3NPUAMUEMO 3a Bpeme ca HOBU MOWHU UHOUKamopu 3a
eMOUUOHANHU npobaemu npu nayueHmu ¢ pak npedu 3ano4YysaHe Ha XuMUuomepanus.

I2N[€)| Psychological stress is frequent after a cancer diagnosis. Thus screening is crucial for
detecting it. The emotion thermometers (ETs) are validated screening tools and have five
dimensions (distress, anxiety, depression, anger, and need-for-help).

Gender and time estimation are novel potent indicators of emotional concerns in cancer
patients prior to starting chemotherapy.
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29. Reinmuth N, Paz-Ares L, ChenY, Hotta K, Trukhin D, Statsenko G,

Hochmair MJ, Ozguroglu M, Li JH, Voitko O, Poltoratskiy A, Ponce S,
________ Verderame F, Havel L, Bondarenko I, Kazarnowiczw A, Losonczy G,
o.nco'lo Conev NV, Armstrong J, Byrne N, Shire N, Jiang H, Goldman J, Alt J.
________ gy Caspian: Os Results from a Randomised Phase 3 Study of First-Line
Resea-rch a-nd gurvalumab +/- Tremelimumab plus Chemotherapy in ES-SCLC. Oncol
77777777 es Treat. 2020 Feb; 43(Suppl 1):115-115.

Treatment * https://[www.webofscience.com/wos/woscc/full-
record/W0S:000517158700280

Bvs ¢hasa 3 npoyuysaHe, BKAOYBAWO NpunoweHuemo Ha dypsanymab ¢ uau 6e3
mpemeaumymab 8 kombuHayus ¢ naamuHabasupaHa xumuomepanus npu HenekysaH SCLC 8
ekcmeH3useH cmadul (npoyysaHe CASPIAN), nvpsa nuHus dypsanymab nawoc naamuHa-
emono3ud (EP) 3HayumenHo nodobpasam obwama npexcussemocm (OS) cnpamo camo EP.

m In the phase 3 study involving the use of durvalumab with or without tremelimumab in
combination with platinum-based chemotherapy in untreated extensive-stage SCLC (CASPIAN
study), first-line durvalumab plus platinum-etoposide (EP) significantly improved overall
survival (OS) versus EP alone.
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30. Mihaylova GM, Ivanova D, Manev R, Tasinov O, Nazifova-

Tasinova N, PetrovaV, Petkova-Nelova D, Mihaylova Z,
Conev N, Donev |, Radanova M. Association of rs363293
ANNALS ¢ single nucleotide polymorphism in promoter region of
ONCOLOG\‘ miRNA-143/145 with susceptibility to colorectal cancer and
MR g with patients’ outcome. Ann Oncol. 2019 Nov;30(Suppl
7):UNSP mdz413.113.

* https://www.sciencedirect.com/science/article/pii/S09237
53419620077109P

m miRNA-143 u miRNA-145 ca ussecmHu kamo cynpecopu Ha npoaugepayuama u Muepayusma Ha mymopHU
kaemku u akmusamopu Ha anonmo3sa. /Joka3aHo e, 4ye u dseme mMIRNA umam HamaneHa ekcnpecus npu
konopekmaneH kapyuHom (CRC). miRNA-143 u miRNA-145 ca kodupaHu om 2eHeH KAbCmep HA XpOMO30Mda 5G32 U
8eposmHo npousxoxdam om edHa u cvuja nvpsudHa PHK. Ljeama Ha Hacmoawomo u3cnedsaHe e da ce onpedenu
Bb3MONHAMA BPB3KA HA 2eHHUA sapuaHm 8 npomomopHama obsaacm Ha miRNA-143/145 u pucka om CRC 8
bvnzapcka nonynayus u 0a ce oyeHU poasma Ha rs363293 eduHuyeH HykneomudeH noaumopdusvm (SNP) kamo
nomeHyuaseH npo2HoCMuYeH u /unu npedukmuseH buomapkep Ha 3a60a58aHemo.

Hawume daHHu npednonazam, 4e anen A 8 rs363293 SNP e puckos ¢pakmop 3a CRC 8 xomo3uzomeH cmamyc 3a
KaBKaska unu noHe 3a 6v12apcka NoNyAayuUs, Kamo 3a nayueHmu - AA 2eHomunbm UMa NPO2HOCMUYHO 3Ha4YeHue.

miRNA-143 and miRNA-145 are known as suppressors of tumor cell proliferation and migration, and in triggering
of apoptosis. Both miRNAs have been shown to be down-regulated in colorectal cancer (CRC). miRNA-143 and miRNA-
145 are encoded from gene cluster on chromosome 5q32 and probably originate from the same primary RNA. The aim of
the present study was to determine the possible association of gene variant in promoter region of miRNA-143/145 with
risk of CRC in a Bulgarian population and to evaluate the role of the rs363293 single nucleotide polymorphism (SNP) as
potential prognostic and/or predictive biomarker of the disease.

Our data suggest the implication of the A allele in rs363293 SNP as a risk factor for CRC in a homozygous status for
Caucasians or at least for a Bulgarian population and for patients - AA genotype has prognostic significance.
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31. Mihaylova Z, lvanova D, Mikaylova G, Tasirov C, Nazifova-

Tasirova N, Petkova D, Gares A, Manev R, Conev N, Donev |,
Radanova M. Serum level of miRNA-143 as a potential
ANNALSq | Prognostic marker in patients with colorectal cancer and

ONCOLOGY | synchronous metastatic disease. Ann Oncol. 2019

driving innovation in oncology J U |I 3 O(S U p p | 4) . P 2 97 .

* https://www.sciencedirect.com/science/article/pii/S09237

53419308130

KonopexmanHusm pak (CRC) e edHa om ocHOBHUME NPUYUHU 3a CMbPM 0M COAUOHU MyMOpPU.
[pe3 nocnedHume 200uHu bewe ycmaHOBeHO, 4Ye HUBAMA HA eKkcnpecusma Ha peduya Manku
Hekodupauwju eHdozeHHU PHK, mukpoPHK ca csbp3aHu ¢ ekcnpecusma Ha pakos ¢eHomun u ca
nomeHyuanHu kaHoudamu 3a buomapkepu 3a CRC. Jeama Ha Hacmoswomo u3cnedsaHe e da ce
onpedenu ponsma Ha MukpoPHK-143 kamo nomeHyuaneH npo2Hocmu4yeH U npedukmuseH
buomapkep npu nayueHmMu CbC CUHXPOHHO MemMAacmMamuy4Ho 3a60aA8aHe.

Hawume daHHU nokazsam, ye HUCKUMe CepyMHU HUBA HA MIiR-143 ca nomeHyuasneH Npo2HoCmu4eH
mapkep npu nayueHmu ¢ pak Ha debesnomo Yepso U CUHXPOHHO Memacmamu4yHo 3a60158aHe.

Colorectal cancer (CRC) is one of the main causes of cancer mortality. In recent years, levels in
the expression of a number of small non-coding endogenous RNAs, microRNAs were found to be
related to the expression of a cancer phenotype and good candidates for biomarkers for CRC. The aim
of the present study was to determine the role of microRNA-143 as a potential prognostic and
predictive biomarker in patients with synchronous colorectal metastatic disease.

Our data suggest that low serum levels of miR-143 are potentially useful as a prognostic marker in
patients with colon cancer and synchronous metastatic disease.
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32. Stoyanov D, Donev |, Conev NV, Panayotova T, lvanova

M. One-minute time interval estimation as a novel potent

Journal O‘F indicator of need for help in cancer patients prior to starting
Clinica| chemotherapy. J Clin Oncol. 2019 May 20;37(15):€23161.

O n(:Ology® * https://[www.webofscience.com/wos/woscc/full-
record/W0S:000487345803188

Bb3npuﬂmuemo Ha speme CUHO Kopéeaupa ¢ mekKywomo emoyuoHasnHo cbCmosHue Ha
xopama. Hawemo npoyysaHe u3cnedsa nomeHyuanHama B8pwv3Ka Memay oueHkama Ha
Bb3npusamuemeo 3a speme u Hymaama om nomowj, npu nayueHmu ¢ pak npeau 3ano4ysaHe Ha
xumuomepanus.

OuyeHkama Ha spememo e Ho8 MoujeH UHOUKamop 3a Hyxodama om nomouw, npu nayueHmu. c
pak. To3u mecm e neceH 3a U3Nb/AHeHUe, CNecMABaw, Bpeme U HeHampan4yus UHCMpymMeHm 3a
YAMPAKBC CKPUHUHE 3a Hy#dama om nomouwj, kolimo e nodxodsauw; dopu 3a nayueHmu, Koumo
He xenasm 0a paskpuam Hyuoama cu om nomouwy 4pe3 dupekmHuU 8bNPOCHUYU.

I2\[€)| Perception of time strongly correlates with people’s current emotional state. Our study
explored the potential relationship between the time estimation and the need of help in cancer
patients prior to starting chemotherapy.

Time estimation is a novel potent indicator for the need of help in cancer patients. This test is
an easily performed, time-saving and nonintrusive ultrashort screening tool for the need of
help that is even suitable for patients who are not willing to reveal their need of help via direct
questionnaires.
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33. Tonev |, Conev NV, Valev SS, Panayotova T, Karanikolova

T, Donev I. Fast time estimation to predict levels of anxiety in

Journal O'F cancer patients. J Clin Oncol. 2019 May 20;37(15 Suppl
Clinical S):e23162.

O n(:Ology® * https://[www.webofscience.com/wos/woscc/full-
record/W0S:000487345803189

E19)| /TpoyusaHemo u3cnedsa nomeHyuanHama 8pb3ka mewdy oyeHKkama Ha
8b3NpUAMUEMO 3a BpeMe U HUBOMO HA MPEeBONCHOCM NpuU NAyUeHmMU ¢ pak npeou 3ano4ysaHe
Ha xumuomepanus.

OquKama Ha spememo e HOo8 MOWeEH uHauKamop 3a ymepeHU U mMmemKu Huea Ha
mpesoXHOCM npu nayueHrmu c pak. To3u mecm e neceH 3a usns/iHeHuUe, cnecmaAasaw, speme u
HeHampanyus ynampakeC UHCMPymeHm 3a CKpUuHUHe 34 KAUHUYHO 3Ha4Yumu Husa Ha
mpesoxcHocm.

m Our study explored the potential relationship between the time estimation and the level
of anxiety in cancer patients prior to starting chemotherapy.

Time estimation is a novel potent indicator for moderate and severe levels of anxiety in cancer
patients. This test is an easily performed, time-saving and nonintrusive ultrashort screening
tool for clinically significant levels of anxiety.
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H. AnropnTtbm 3a neyeHne Ha HegpebHOKeTbYEH
PRO MEDIC 6enoppobeH KapuMHOM U MACTOTO HA HUHTEAAHMO.

ProMedic. 2022;4(3):30—4.

C 2,2 MUAUOHA HOBOOUA2HOCMUYUPAHU CAy4as U 1,8 MUAUOHA CMBbPMHU CAy4as
6en100pobHUSM KapyuHOM e Bmopuam Hal-4ecmo dua2HOCMUYUpaH kapyuHom (cned paka
Ha evpda) u Bodew,a NpU4UHA 3a CMbPMHOCM 3a 2020 2. TepanesmuyHUMe onyuu 3aBuUcAm
l l om mosa daau cmaduAam e /I0KAAU3UPAH, JI0OKA/IHO aBAHCUPAN UAU HanpedHan
(memacmamuyeH). Hanpedvkbm Ha cbepemeHHama meduyuHa 0oCMueHaA CBOS Nb/ieH

nomeHyuan omsbd cmaHoapmHume xupypau4Hu mexHUKU U paduomepanusma 8 Auyemo
Ha HoBU 6UOMOEKYAAPHU MapKepu, KOUmMo Cayxam Kamo npedukmopu 3a mepanesmuyeH
omzogop. MynamukuHasHuam uHxubumop HuHmedaHUb e ApbLK npumep 3a HOB

npomugopakos8 medukameHm ¢ MHO20 NpedumMcmaa.
Mybavkaunun n goknaau, nybankysaHu B

HepecbepmpaHM CMUCAHUA C HaYYHO I3\MeN| With an estimated 2.2 million new cancer cases and 1.8 million deaths, lung cancer is

the second most commonly diagnosed cancer (after breast cancer) and the leading cause of
peLeH3npaHe nam nybankyBaHu B pesakTUpaHu

KOJIEKTUBHWN TOMOBE

cancer death in 2020. Treatment options depend on whether the stage is localised, locally
advanced or advanced (metastatic). Advances in modern medicine has reached it's full
EE N N R L A R S LA Gl CEE MR ) B Ml Potential beyond conventional surgical techniques and radiotherapy, represented by new
biomolecular markers who serve as predictors of treatment response. Multikinase inhibitor
nintedanib is a bright example of novel anticancer drug with many advantages.

7.5 T. oT 06wy, cbop 315.22 T.
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2. Zhelev K, Conev N, Petrova M, Zahariev Z, Ruseva R,
Mihaylova-Hristova M, Mihaylova I, Donev I. Higher Value of
Skeletal Muscle Index are Associated with Lower Neoadjuvant
Rectal Score in Patients Treated with Concurrent Neoadjuvant
Chemoradiotherapy. Austin Journal of Cancer and Clinical

Research Research. 2022;9(1):id10g8.

* https://austinpublishinggroup.com/cancer-clinical-
research/fulltext/cancer-vg-id10o98.pdf

Austin Journal of
Cancer and Clinical

CapkoneHuama (HUCKQ MYCKyAHQ Maca) e CUHOPOM, CBbpP3aH C oW pe3yamam npu
nayueHmu c pak. Viacnedsaxme spv3kama mexdy uHOekca Ha ckesiemHama MycKynamypa
(SMI) u HeoadwsaHmHus pekmaneH ckop (NAR) npu nayueHmu C n0KGAHO HanpedHan
pekmaneH adeHOKapyuHoOM, /1leKyBaHU C HeoadBaHMHA Cb4emaHa Xumuo/byemepanus
(nCCRT) c kaneyumabuH u nocsiedsauja onepayus.

Huckama myckynHa maca e nomeHyuaneH Ho8 HecamuseH npedukmuseH Mapkep 3a /10w
omeaosop Ha nCCRIT.

m Sarcopenia (low muscle mass) is an emerging syndrome associated with poor outcome
in cancer patients. We investigated the relation between skeletal muscle index (SMI) and
neoadjuvant rectal score (NAR) in a group of patients with locally advanced rectal
adenocarcinoma, treated with neoadjuvant concurrent chemoradiotherapy (nCCRT) with
Capecitabine and surgery.

Low muscle mass is a potential novel negative predictive marker of poor response to nCCRT.
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IEI9| Anonmoszama e npoyec Ha KOHMPOAUPAHA KAEMBYHA CMBPM NPU MHO20KAEMbYHUME
OpeaHu3sMu. Bwbnpeku cnomHume mexaHusMu 3a KOHMpPoA, anonmosama mowme 0a u3sbecHe
peaynamopHume npoyecu, koemo 8odu 9o kiemb4yHa npoaugepayus u oHkozeHesd.

IS

Hskonko BawHU CUSHAAHU NbMUWA BAUAAM BbPXY KOHMPOAUPAHAMA KAEMBYHA CMbpPM,
skatoyumenHo AKT cueHanHus nem u p53-meduupaHume nbmuuwjd Ha anonNmMo3sa, Kakmo u 0sa
OCHOBHU QNOMOMUYHU KAeMbYHU NbMA - BbHWEH U BbmMpeuleH, Koumo ca Hau-dobpe npoy4eHu.

Y3non3zsaHemo Ha mapeemHu mepanuu, Koumao 6/10Kupam cneuugﬁuqHu MoOneKkynu, ydacmseawu 8
pecynupaHemo Ha anonmo3sama, e 8b3MOMeH HOB Nnoodxo0d KbM /1e4eHUemo Ha paka.

I'Iy6nv||<a|_|,mm N A0KNa4Mn, ﬂy6ﬂVlKYBaHV' =B (3[4 Apoptosis is a process of controlled cell death in multicellular organisms. Despite complex
HEPGCIDEPI/IpaHVI a7 eI N CWEIL (oM control mechanisms, apoptosis can escape the regulatory processes, leading to cell proliferation and

peueH3MpaHe uan ny6nMKyBaHn B pegakTvpany  [REEEEUEE

O Kol Ie)=Islll Several important signaling pathways affect controlled cell death, including the AKT signaling path-
way and p53-mediated apoptosis pathways, as well as two major cellular pathways—external and

3agbaxuTeneH MMHUMYM TOYKKM (NokasaTtenu [5-9) - 200 internal, which are best studied.

The use of targeted therapies that interfere with specific molecules involved in the regulation of
A1 R o) oINS LSRN ;0 105is is a possible new approach to cancer treatment.




HAYKOMETPUYHNA
NMOKA3ATEJIN, MPEACTABEHU
3A 3BAEMAHE HA
AKAAEMUYHA ANBXXHOCT
+~[TPOOECOP"

IS
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4.28 7. oT 061, cHop 315.22 T,

4. MNaHanoTtoBa T, MaHeB P, MaHeBa M, CtosiHoB /], lNMeHKkoBa
M, LloHeB H, PagaHoBsa M. Unpkyinpaum Hykn1eo3omu ¢
MNOCTTPAHC/ALMOHHN MOANDUKALMM KAaTO eNUreHETUYHM
bromapkepu Npm 310Ka4YeCTBEHN CONUAHN TYMOPM.
MEANH®O. 2021;21(4):94—9.

NEQUUHHCKO CAUCARNE 34 AEKAPHTE B BbATAPHA

Hykneo3omume ca ocHoBHama cmpykmypHa eduHUYA Ha op2aHU3upaHe (0NaKkosaHe) Ha
JHK. Te npedcmasnssam okmamep om xucmoHosu beamwyu, okosno koumo e Hasuma JHK
gepuea. Hykneo3omHume HUBA U NOCMMPAHCAAQUUOHHUME Mmodugukayuu, Ha Koumo
nodsnexcam xucmoHosume benmvbyu 8 CbCmasa um, mo2am da kopeaupam C no-
azpecusHomo nosedeHue Ha MyMmopa, 3asuUuweH PUCK Om PAaHHA nNpozpecus UAuU NO-/10W
omzosop KbM npunazaHomo sneveHue. OcsobomdasaHemo Ha Hyksneoomume 8
yupkynayusma no3eonssa demekyusma um 8 Cepym UAU NAA3Mda, Koemo 2u npasu
U3K104UMeNIHO NodX00AWU 3a U3N0a38aHEMO UM Kamo npedukmusHU U Npo2HOCMUYHU
buomapkepu npu 310ka4ecmaeHuU CONUGHU MYyMOPU.

Nucleosomes, complexes of DNA and histone proteins, are released during cell death
into the blood circulation. Elevated serum and plasma levels have been found in various forms
of cancer. Here, the clinical relevance of circulating nucleosomes for diagnosis, staging,
prognosis, and therapeutic monitoring of cancer is reviewed. Several studies have shown that
levels of nucleosomes are significantly higher in serum and plasma of cancer patients in
comparison to healthy controls.
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10 T. oT 061, cbOp 315.22 T.

WY £ ManaloToBa T, MeHkoBa M, LioHes H. CbBpemeHHM

TepaneBTUYHM aAFOPUTMMU NPU HegpebHOoKNeTbYEH
WIAAHME 3h QSRONAASTAEYBALLA NEKARY

LG}LP MEDIC 6enoppobeH kapumHom. GPMedic. 2021;3(1):56-8.

m Bvnpeku ye cbBpemeHHama meduyuHa pa3nonaza ¢ MHo200bpasue om oua2HOCMuYHU
u mepanesmuyHu cpedcmsa, 6en00pobHUSM KAPUUHOM ocmasa Bsodewa NPu4yuHA 3a
/lemasaumem npu Mbiceme U 8mopa No 4ecmoma Npu4UuHa Npu ieHume 8 ceemoseH maujad.
KauHuyHomo nosedeHue ce 0CHOBABA HA NEPCOHAAU3UPAHUA U MyAmMuoucyunauHapeH
Nnoodxod, KAKmMo U Ha cmpemexa KbM 8Ce No-paHHa dua2HOCMUKA.

m The global impact of cancer and cancer-related deaths has been a huge challenge and
continues to be a setback in the health sector and beyond even in recent times. Cancer is the
second leading cause of death globally with lung cancer (LC) being the second most prevalent
malignancy and the leading cause of mortality amongst cancers in men and women
worldwide. LC still constitutes a major burden despite recent advances in diagnostic and
treatment tools.
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KoHcynosa A, KoHtunes A, lNeTtposa P, MaHrangxwves P,
LloHeB H, LLlepes V. NocTmxeHns B oHkonorusaTa npes XXI
Bek. MEANH®O. 2021;21(1):334-53.
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OHKo0/103UMe, 8 4aCMHOCM Me3U 3aHUMasauju ce ¢ 1eKapcmaeHomo AeyeHue Ha COAUOHU MYMOpPU, HUBEEM B
npenomHo speme. [Mpe3 nvpsume dge decemusnemus Ha XXI sek ce npomeHUXa NOYMU BCUYKU MepanesmuyHU
aneopummu 8 fiedeHUemo Ha paka, koumo domoeasa 6Axa npedcmaseHU OCHOBHO OM Xumuomepanesmuyu.
TapeemHama mepanus u UMyHomepanusma He camo nodobpuxa npo2HO3ama Ha HAKoU Budose pak, Kamo mo3u Ha
benua dpob, HaA KOWHUA MeNaHom, Ha paka Ha ebpoama, Ho u dosedoxa 00 yObaAucasaHe HA ¥usoma Ha mesu

nayueHmu 3Ha4umenHo. [lepcoHanuzupaHama meduyuHa npomeHu npoguna Ha beaonacHocm u yecmomama Ha

HexenaHume nekapcmaeHu peakyuu Ha NpomusomymopHOMO AeYeHue, kKamo maka donpuHece 3a NO-NOHOCUMO U

npodbamuUmMenHo nevyeHue U 3anassaHe dobpPoOMo Kayecmso Ha wusoma Ha nayueHmume. BeposmHo 8 6vdewe
OHKON03UMe we bbdem csudemenu He CamMO HA NPOMAHA HA /eKkapcmseHume npodykmu 8 cmaHdapmume Ha
fleyeHue Ha 3710kavyecmseHume 3a60a78aHUS, HO 0OPU NPOMAHA 8 KAACUPUKAyUAMA U xapakmepucmukume Ha
camume mymopu U npousmuyaujo om mosa KOpPeHHO pasaudyeH om O0OCe2aWHUS /0KAAU3UPAH Noodxod Ha
npunoxceHue Ha medukameHmume. Bb3MOWHO e 2eHHOMO UHeHepcMBo, BUPYCHUMe BeKMOopU U U3KyCmBeHUAMm
uHMenekm 0a NpomeHsM mepanesmuyHUMe Bb3MOWHOCMU 8 OHK002UAMA, KaKkmo U 0a Had2padsam CbUecmaeHo
nosHaHusma Ha oHkono3zume om XX| gexk.

I'Iy6m/||<au,mm n AOKNaAMN, FIY6J'II/IKYBaHl/I B m Oncologists, in particular those involved in the drug treatment of solid tumors, are living in a critical time.

He peCI)e PUPaHM CNMCAaHNA C HAYYHO During the first two decades of the 21st century, almost all therapeutic algorithms in the treatment of cancer, which
until then were presented mainly by chemotherapeutics, changed. Targeted therapy and immunotherapy have not

peueH3npaHe namn |'|y6f| MKYBaHW B peAaKTUPaHU only improved the prognosis of certain types of cancer, such as lung cancer, skin melanoma, and breast cancer, but

have also led to a significant extension of these patients' lives. Personalized medicine has changed the safety profile

KOJ1eKTUBHWN TOMOBE and the incidence of adverse drug reactions of antitumor treatment, thus contributing to more tolerable and long-
lasting treatment and preserving the good quality of life of patients. Probably, in the future, oncologists will witness
3aab/KMTeNEeH MUHUMYM TOUKM (nokasatenu r5_9) - 200 not only a change in the medicinal products in the standard of treatment of malignant diseases, but even a change in

the classification and characteristics of the tumors themselves and, as a result, radically different from the previous
localized approach of medication administration. It is possible that genetic engineering, viral vectors and artificial
intelligence will change the therapeutic possibilities in oncology, as well as significantly upgrade the knowledge of

3T.0T o6y c6op 315.22 T. oncologists of the 21st century.
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D)) npoyuyBaHe KATHERINE. GPMedic. 2020;2(5):46-8.
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Cnoped doceza delicmsaujume npenopbku 3a nosedeHue, npu nayueHmu c paHeH HER2-
nosumuseH KapyuHom Ha ebpda cned nposedeHO o0OnNepamusHo sedyeHue e Heobxoduma
edHoeoduwHa aHmu-HER2 mepanus (mpacmy3ymab cvc uau 6e3 nepmy3symab). [Mpu yacm om
nayueHmume, nosy4yuau npedwecmsawo HeoadB8aHMHO neqeHue, 8 NAMON02UYHUA Mamepuan
l 8 om onepamusHama UHMepseHYua ce omkpusa pe3udyanHa 6osnecm, Koemo e C8bP3aHO C No-
HebnazonpusmHa npoeHo3a. B kauHuyHomo u3snumsaHe KATHERINE ce doka3sa
npesb3xo0cmsomo Ha adlBAHMHOMO fle4eHUe C mpacmy3ymab emmaH3uH Cnpsamo
mpacmy3ymab npu masu BUCOKOPUCKOBA 2pyna nayueHmu. Pe3ynamamume nokassam 50%
HamaneHue Ha pucka om peyudus Ha UHBA3UBHO 3a60/ABAHE UAU CMbPM, KOEMO 3HAYUMESHO
nodobpsasa npo2Ho3ama Ha nayueHmume U ce Haaa2a kamo Ho8 cmaHdapm Ha sieyeHue.
Mybavkaunun n goknaau, nybankysaHu B
HepecbepmpaHM CNMCaHnA C Hay4HO

peueH3npaHe nav nybankyBaHu B peAakTUpaHm

According to current practice guidelines, one year of anti-HER2 therapy (trastuzumab with or
without pertuzumab) is required in patients with early HER2-positive breast cancer after surgical
treatment. The patients with residual disease in the pathological material from the operative
KONeKTUBHU TOMOBEe intervention, who received prior neoadjuvant treatment, are associated with a worse prognosis. The
KATHERINE clinical trial demonstrated the superiority of adjuvant treatment with trastuzumab

SRDICITEARH KA T (IOREERTRAA 5 ) - 298 emtansine over trastuzumab in this high-risk group of patients. The results show a 50% reduction in

the risk of invasive disease recurrence or death, which significantly improves patient prognosis and is
15 T. T 061, c60p 315.22 T. emerging as a new standard of care.




10. Stoeva S, Conev N, Marinov P. The role of
carboxylesterase enzymes in capecitabine therapy. Scripta
Scientifica Pharmaceutica. 2020 Jun 25;7(1):7-17.
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KaneyumabuH (CAP) e nepopanHo aHMuHeoNAACMUYHO NPoaeKapcmao, Yulmo HavaseH eman Ha
akmusupaHe e 3asucum om kapbokcunecmepasa (CES). OcHosHomo npespwujarHe Ha CAP 8 5-DFCR cmasa
8 YepHus dpob 4ype3 CES1 u manka 4acm - 8 cmomawHo-4pesHus mpakm (GIT) upe3 CES2. ObukHoseHo
eHmepasnHomo aKmusupaHe HA NpPO/aekapcmsomo e C8bpP3aHO C ayoponupumuduHosa 2acmpo-
eHmecmuHaAHa MoKcuYyHocm, Kkosmo moxwe da 6vde do3onumumopauja u usomosacmpawasawa 3a

1 8 nayueHrma. CnedosamenHo e BawcHo da ce U3ACHAM gbaKmopume, koumo 6uxa mozau da nosAUAAM B8bpXy
akmusHocmma Ha dsama CES u3oeH3uma.

B cvomsemcmsue ¢ uHdusudyanHume ocobeHocmu Ha nayueHma, nooxodbm 3a ModynupaHe Ha
akmusHocmma Ha CES mowmce da ce uznonssa 3a nodobpssaHe Ha mepanesmuyHus uHdekc Ha CAP.
Bvnpeku mosa ca Heobxodumu donwvaHumMenHuU nodpobHu in vivo u3cnedsaHus, 3a da ce nocmueHam
Kame2opu4yHU U NPUAOHCUMU pe3yamamu.

Mybavkaunun n goknaau, nybankysaHu B
HepecbepmpaHM CMNCaHUA C Hay4HO carboxylesterase (CES) dependent. The main conversion of CAP to 5-DFCR occurs in the liver by CES1 and a

m Capecitabine (CAP) is an oral antineoplastic pro-drug, whose initial step of activation is

minor part - in the gastrointestinal tract (GIT) by CES2. Usually, the enteral pro-drug activation is associated
PELEH3MPaHE ik I'IY6J'I VKyBaHW B peAakThpaHm with the appearance of fluoropyrimidine GIT toxicity, which may be dose-limiting and life-threatening for the
KOJIEKTUBHWN TOMOBE patient. Thus, it is important to clear out the factors that could influence on the activity of both CES
isozymes.

3agbaxuTeneH MMHUMYM TOYKKM (NokasaTtenu [5-9) - 200
In accordance with the individual patient, the CES activity modulation approach could be used for the

enhancement of the CAP therapeutic index. However, further detailed in vivo researches are needed to
achieve categorical and applicable results.

10 T. oT 061 cbOp 315.22 7.
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m Bce noseye npoyysaHus u no-dobpomo HuU pasbupaHe Ha CAOWHUME

83aumodelicmsusa mexdy pakosume Ka1emku U UMyHHama cucmema dosedoxa 9o HosU U

ycnewHuU mepanesmuy4Hu nodxodu. JleqeHuemo ¢ umyHHume checkpoint uHxubumopu

! Y demoHCmpupa snedyamassawju pesyamamu npu nayueHmu ¢ KPK u dpyeu conudHu

8 mymopu c depuyum Ha MMR. TaxHama ponA 8 ne4yeHUemMo Ha nayueHmMu ¢ Mmemacmasupan

KPK kamo camocmosmenHu azeHmu uau Kamo 4acm om Komb6UHUpaHa mepanus, ece
noseye we ce passusa u uje npednaz2a Hosu mepanesmuyHU oNYuUU.

[ybavkaumm n goknagmn, nybankysaHu B m New studies and our better understanding of the complex interactions between cancer
HepecbepmpaHM CMMCAHNS C HAaYYHO cells and the immune system has led to new and successful therapeutic approaches.
peLieH3npaHe um I'Iy6J1VIKyBaHl/I B peaKTVpaHH Treqtment. with immune checkpoint {'n.hibitors. has demons?rated.impressive results in
patients with CRC and other MMR-deficient solid tumors. Their role in the management of
patients with metastatic CRC as single agents or as part of combination therapy will
3aAb/KUTENIeH MUHUMYM TOYKM (MokasaTtenu ['5-9) - 200 increasingly evolve and offer new therapeutic options.

KOJIEKTUBHWN TOMOBE

7.5 T. oT 06wy, cbop 315.22 T.
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i 10. LloHes H, Apabagxues X, inmutposa E, [loHes .
Manaemua ot COVID-19 1 OHKONOrMYHO BOAHM NALUEHTH.

WIAAHME 3h QSRONAASTAEYBALLA NEKARY

LG}LP MEDIC ProMedic. 2020;2(3):9-10.

Ha 11 mapm 2020 2. CBemosHama 3dpasHa opzaHu3ayus (C30) npusHa 6osnecmma,
npuyuHeHa om kopoHasupyc 2019 (COVID-19), 3a naHdemus. MdeHmuguyupaHu ca u epynume,
KOUMO Ca C8bP3AHU C NOBUWEH PUCK 3a paszsumue Ha mexwko 3abonAsaHe uau CMbpm, Kamo
cbujecmsysam 00Ka3amencmasa, 4Ye OHKO/M02UYHO 6onHUME nayueHmu ca cped msax. Tesu
nayueHmu ca cneyu@uyHa 2pyna, Kosmo He moxce padukasnHo da NnpekbCHe CBoemo sie4yeHue 8
CbCmMosAHUe Ha naHdemus, HO YA10CMHUAM nodxod kbM msAx moxce da 6bde onmumu3upaH ¢ yen
da ce Hamanu puckbm om uH@ekyuama.

Mandemusma om COVID-19 e akmuBHa u 8 HACMOAUWUS MOMeEHM, Koemo Hanaza OUHAMUYHA
adanmayusa kbm npomeHAawama ce cumyayus. C obobwjasaHe Ha yanama uHgopmayua we ce
paskpuam demalinu Ha Bb3delicmsuemo U BbPXy Jfe4YyeHUEmMO HA OHKO/M02UYHO 6oaHUMe
nayueHmu.

On March 11, 2020, the World Health Organization (WHO) recognized the disease caused by
the coronavirus 2019 (COVID-19) as a pandemic. Groups that are at increased risk of developing
serious complications or death have been identified, there is evidence that cancer patients are
among them. These patients are a specific group that cannot radically discontinue treatment during
pandemic, but their overall approach can be optimized to reduce the risk of infection.

The COVID-19 pandemic is still active at the moment, requiring dynamic adaptation to the changing
situation. By summarizing all the information, details of the impact on the treatment of cancer
patients will be revealed.




11. Evgeniev N, Marinova L, Conev N. Analysis of The Application

HAYKOMETPUYHUA . . . . .
in Oncological Practice of New, Non-Invasive Rna Markers in
NMOKA3ATEJIN, NMPEACTABEHNA Non-Squamous Cell Lung Carcinoma - Dissertation Project with

3A SAEMAHE HA Literature Review. J Med - Clin Res & Rev. 2020 Nov 30;4(11):1-6.
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Ha 6a3ama Ha aumepamypHua 063op 3a u3znonssaHemo Ha MiRNAs kamo 6uomapkep 8
OHKon02UYHamMa npakmuka npu H/AKPB, 8 npedcmosuus npoekm cu nocmasame 0CHOBHA yen —
onmuMu3upaHe Ha paHHama JuaeHOCMUKa U Npo2HO3A HA MA3U U3KAKYUMENHO COYUAs/IHO
3Hayuma, aepecusHa U pe3UCMeHMHA Ha xumuomepanua U Aab4esneyeHue 6oaecm. 3a
! Y nocmuzaHemo Ha masu yen uwje 6udam paHdomu3supaHu dse 2pynu om 40 dywu - dobposoayu u
8 nayueHmu ¢ xucmonoauyHo dokasaH H/AKPE. B epynama nayueHmu c dokasaH HAKPb we 6v0e
HanpaseH onum 3a onpedensHe HA CMeNeHMa Ha 3/10Ka4ecmB8eHoCm Ha mymopa C yen
uHdusudyanusupaHe Ha medukameHmMo3Homo sneyeHue. OyaksaHume nNPUHOCU OM MO3U
uscnedosamencku npoekm ca: 1) 3a nbpsu nbm 8 bvazapus ce npunaza HeuHsasuseH ceHemMu4eH
aHanus 3a 3HayeHuemo Ha miPHK kamo 6uomapkep 8 oHkono2uyHama npakmuka Ha HAKPB.; 2)
Onmumu3supaHe Ha paHHama duazHocmuka Ha HAKPBb.; 3) HamanssaHe Ha cmbpmHocmma om
H/KPb ype3 onpedensiHe Ha 2eHeMUYHUSA PUCK U UHOUBUAYANAU3UPAHO NEKAPCMBEHO aeyeHUue.

Mybavkaunun n goknaau, nybankysaHu B
Heped)epl/l PaHu CNMcaHnAa € Hay4HO NSCLC, in the forthcoming project we set a main goal - optimizing the early diagnosis and prognosis

12N[€)] Based on the literature review of the use of miRNAs as a biomarker in oncological practice in

of this extremely socially significant, aggressive and resistant to chemotherapy and radiation
PELEHSMPaHE NN I'Iy6J1VIKYBaHl/I B PEAAKTAPAHN neoplasm. To achieve this goal, two study groups of 4o individuals will be randomized - volunteers
KOJ1eKTUBHWM TOMOBE and patients with histologically proven NSCLC. In the group of patients with proven NSCLC, an
attempt will be made to determine the degree of tumor malignancy in order to individualize drug
3agbaxuTeneH MMHUMYM TOYKKM (NokasaTtenu [5-9) - 200 treatment. The expected contributions from this research project are: 1) For the first time in Bulgaria
a non-invasive genetic analysis is applied for the significance of miRNAs as a biomarker in the
oncological practice of NSCLC.; 2) Optimization of early diagnosis of NSCLC.; 3) Reduction of NSCLC
10 T. oT 061y cbop 315.22 T. mortality through genetic risk determination and individualized drug treatment.
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medication-related osteonecrosis of the jaws. International
Journal of Medical and Health Research. 2019 Jul 1;5(7):20—4.
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* https://www.medicalsciencejournal.com/archives/2019/vols/is
sue7/5-6-61.pdf

[MposedeHo e npocnekmusHO NPoy4BaHe HA nNAyueHMU C /1IeKApCmMBeeHO CB8bP3aAHA

0CMeOoHeKPO3a Ha YearCcmma, uscaedsaHu ca npuemu 8 KauHukama no Auyeso-4e/rCcmHa

xupypeus, YMBAJI ,Cse. MapuHa" 24 nayueHmu, koumo ce nekysam c bugocgoHamu - 13

6onHU C¢ ocmeoHekpo3a u 11 6onHU 6e3 ocmeoHekpo3a Ha 4yearcmma. M3cnedsaHu ca

l 8 buomapkepu Ha kocmHua memabonusvm sumamuH D, ocmeokanyuH, C-mepmuHasneH

menonenmud, 3pan mun | konazeH (CTX). M3cnedsaHemo noka3sa nosulleH puck om

71ekapcmseHo C8bpP3aHa 0CMeOoHeKpo3a Ha Yearcmma ¢ 3,2 NbMu N0-BUCOK PUCK Npu HUBA

Ha ocmeokanyuH nod 7,8 ng/ml u 1,92 nbmu no-sucok puck npu cmotliHocmu Ha CTX nod
0,150 ng/ml.

I'Iy6 NVKALUM U LOKNAAM, ny6 NVKYBaHM B Prospective study of patients with medically related osteonecrosis of the jaw admitted
to the Maxillofacial Surgery Clinic, St. Marina University Hospital, Varna University was
HepecbepmpaHM CNnMcaHna C Hay4HO conducted in 24 patients with bisphosphonate treatment with (13 pts) and without(11 pts)
peueH3npaHe nau I'Iy6J1VIKyBaHl/I B pedakTnpaHu osteonecrosis of the jaw, biomarkers of bone metabolism vitamin D, osteocalcin, C-terminal
KOJIEKTUBHU TOMOBE telopeptide mature Type | collagen (CTX) were studied. There were low vitamin D levels, low
normal levels of osteocalcin and C-terminal telopeptide of mature type | collagen (CTX). There
3a4b/DKUTENIEH MUHUMYM TOYKM (NokasaTenn [5-9) - 200 were no statistical differences between MRONJ + and MRONJ-, but the odds ratio showed an
increased risk of medically related osteonecrosis of the jaw 3.2 higher with osteocalcin levels
below 7.8 ng/ml and 1.92 times higher with CTX values below 0.150 ng / ml.

4.28 7. oT 061, cHop 315.22 T,
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JI10

LiuTupaHuns nam peLeHsnm B HayYHU U3gaHuns,
pedeprpaHn U MHAEKCMPAHM B CBETOBHOW3BECTHMU
6a3u gaHHWU C Hay4yHa MHbOPMaLUSA UK B MOHOTpadum
M KOJIEKTUBHU TOMOBE

3a4b/KNTENEH MUHUMYM TOYKM (NokasaTenu [111-13) - 100

Obuy, cbop 11 235 T.

JIMHK KbM LUTUPaHMATA B SCOpUS:

* https://www.scopus.com/cto2/main.uri?origin=resultslist&stateKey=CTOF_162
7077178

LjumupaHusa uau peyeH3auu 8 Hay4YHU u3daHus, pegepupaHu u
uHdekcupaHu 8 csemosHou3gecmHu 6a3u JdaHHU C Hay4YHa
UHOpMayusa uau 8 MOHoO2pagduu u KoAeKMUBHU MOMOBE - 749
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3alUTUAN AOKTOPAHTHU:

E] 4 1. 4-p Aparomup CTOAHOB, AM;

2. AA-p Poctncnas MaHes, awm;

3. A-p Teogopuka NaHanoToBa, 4M;

P'bKOBOACTBO Ha yCrnewHO 3alnTna JOKTOPAHT

3aab/XuTeNeH MUHUMYM TOYKM (MokasaTenm E13-E22) - 100

100 T. 0T 061, c6b0p 185 T.
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MeguumHcka oHkonorus. Per. N2 019993/22 QeBpyapm
2016 r. cepua MYB, N2 3642

L15

Mpuaobuta MeamUMHCKA cneumanHocT

3aab/XuTeNeH MUHUMYM TOYKM (MokasaTenm E13-E22) - 100

40 T. 0T 061, cHbop 185 T.
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L6

YyacTve B HaL,MOHA/IeH Hay4YeH Uau
obpasoBaTeneH npoekT

3agabmKmnTeNeH MMHUMYM Touku (nokasaTtenn E13-E22) - 100

15 T. oT 06w, cbop 185 T.

N3cnepaBaHe BAMAHMETO Ha cneuypuyHmn
KapbokcunectepasHm MHXMOUTOPU BbPXY ePpeKTUBHOCTTA
Ha xummnoTtepanunaTa ¢ Capecitabine.

[lepnoa: 19.12.2019 — 20.12.2021.
OpraHusaumna: MY-BapHa

Mo3nuusa: Ekcnept
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YyacTve B HaL,MOHA/IeH Hay4YeH Uau
obpasoBaTeneH npoekT

3agabmKmnTeNeH MMHUMYM Touku (nokasaTtenn E13-E22) - 100

30 T. oT 06w, cbop 185 T.

MBCHEABaHe HUBaA Ha eKcnpecna Ha UMYHOXUCTOXUMUYHUA

MapKepu 3a HEKPONTO3a NPU KapLuMHOM Ha MJIe4Ha
Xnesa.

[lepnoa: 19.12.2019 — 20.12.2021.
OpraHusaumna: MY-BapHa

[Mo3nuusa: HayyeH pbKoBOAUTEN
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THE LANCET
Oncology

1. Goldman JW, Dvorkin M, ChenY, Reinmuth N, Hotta K, Trukhin D,
Statsenko G, Hochmair MJ, Ozguroglu M, Ji JH, Garassino MC, Voitko
O, Poltoratskiy A, Ponce S, Verderame F, Havel L, Bondarenko I,
Kazarnowicz A, Losonczy G, Conev NV, Armstrong J, Byrne N,
Thiyagarajah P, Jiang H, Paz-Ares L. Durvalumab, with or without
tremelimumab, plus platinum-etoposide versus platinum-etoposide
alone in first-line treatment of extensive-stage small-cell lung cancer
(CASPIAN): updated results from a randomised, controlled, open-
label, phase 3 trial. Lancet Oncol. 2021 Jan;22(1):51-65.

* https://www.sciencedirect.com/science/article/pii/S147020452030
5398




2. Paz-Ares L, Dvorkin M, ChenY, Reinmuth N, Hotta K, Trukhin

HAYKOMETPUYHU D, Statsenko G, Hochmair MJ, Ozguroglu M, Ji JH, Voitko O,
NMOKA3ATEJIN, MPEACTABEHNU THE LANCET Poltoratskiy A, Ponce S, Verderame F, Havel L, Bondarenko |,
| Kazarnowicz A, Losonczy G, Conev NV, Armstrong J,(...), et al.
3A 3AEMAHE HA Durvalumab plus platinum-etoposide versus platinum-etoposide
AKAAEMUUYHA ANTBXXKHOCT in first-line treatment of extensive-stage small-cell lung cancer
_MPO®ECOP" (CASPIAN): a randomised, controlled, open-label, phase 3 trial.

Lancet. 2019 Nov 23;394(10212):1929—39.

* https://www.sciencedirect.com/science/article/pii/S014067361
9322226

[MTbIHOTEKCTOBMU FIY6J'IMKaLI,VIVI B Hay4YHU CNMNCaHUA

M cOOpHULN , U3BBH MUHUMAJTHUTE
HayKOMeTPUYHU U3NCKBAHWSA 3@ 3aeMaHe Ha A/l

,npodecop"
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3. Conev N, Dimitrova EG, Bogdanova MK, Kashlov YK,
Chaushev BG, Radanova MA, Petrov DP, Georgiev KD,
Bachvarov CH, Todorov GN, Kalchev KP, Popov HB, Manev
RR, Donev IS. RIPK3 expression as a potential predictive and
prognostic marker in metastatic colon cancer. Clin Invest
Med. 2019 Mar;42(1):E31-8.
https://cimonline.ca/index.php/cim/article/view/32390




