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"JIOKTOP"

M3cnedsaHemo 8 ducepmayuoHHUA mpyod ce hoKycupa 8bpXy NOMeHYUAAHAMA 8pb3KA Meudy
cybekmusHomo ycewjaHe 3a speme U HUBAmMa Ha ducmpec npu pakoso 6oaHU nayueHmu. B
npoy4saHemo yyacmsam 262 nayueHmu CbC COAUOHU 3/a0KkadecmseHU MyMopu, npu Koumo ca
usmepeHu HUBama Ha ducmpec 4pe3 ducmpec mepmomemspa Ha NCCN u e oyeHeHo cybekmusHOmMo
ycewjaHe 3a speme 4Ype3 npocnekmuseH mecm 3a onpedensiHe Ha e0HOMUHYMeH BpeMesU UHMepBan.
Pezynmamume noka3zsam, 4e 6vp3ama_npeyeHKa HA eOHOMUHYmMeH 8pemesu UHMepsan
cmamucmuyecku docmosepHo npedckassa BUCOKU HUBA HA ducmpec npu 0HK060AHU nayueHmu. 3a
nbpsu Nbm 8 cBemoseH maujab ce dokas3sa spvb3ka mewdy HUBAMA HA AUCMpec Npu OHKO6OAHU
nayueHmu, usmepeHu 4ype3 ducmpec mepmomemsvpa Ha NCCN u ycewjaHemo 3a speme, oyeHeHo
Ypesz npocnekmuseH mecm 3a onpedensHe Ha eJHOMUHymMeH spemesu UHmMepsan. 3a NbpPBU Nbm ce
npednaza u3nNoa38aHEMO HA NPOCNeKMUBHO onpedensiHe Ha eOHOMUHYMeH spemesu UHMepBan
Kamo ynampa KpamwuK CKpUHUpauw, mecm 3a ducmpec npu oHKobonHu. [MpedaoxweHuam mecm uma
npedumcmao nped ocmaHanaume HAAUYHU OYEeHbYHU UHCMpyMeHmu nopadu u3bsesaHemo Ha
cmuemamu3upauu NOHAMUSA U NOMeHYUAAHO No-8UCOKA Yecmoma Ha nonbasaHe. B uscaedsaHama
nayueHmcka nonynayua ce npoy4Ysam  kopenayuu mewdy OCHOBHU demozpagcku u
KAUHUKONAMOA02UYHU Xapakmepucmuku om edHa CMpaHa u HUBama Ha oucmpec u ycew,aHemo 3a
gpeme om dpyaa cmpaHa. VizgedeHu ca npedukmusHU mapkepu, koumo buxa moaau da cnomozHam
3a No-yeneHaco4eHo MbvpceHe Ha NAYyUeHMU 8 pUCK 0M HaAUYUe Ha BUCOKU HUBA Ha ducmpec.
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The present study focuses on the potential relationship between subjective perception of time
and distress levels in cancer patients. A total of 262 patients with solid malignant tumours participated
in the study. Distress levels were measured with NCCN's Distress Thermometer and the subjective
perception of time was assessed with a prospective test for estimation of a one-minute time interval.
The results show that a fast estimation of a one-minute time interval reliably predicts high cancer
patients' high levels of distress. For the first time worldwide, a relationship between distress levels in
cancer patients (measured with NCCN's Distress Thermometer) and time perception (assessed with
prospective one-minute time estimation test) was demonstrated. For the first time, the use of a
prospective one-minute time interval estimation test has been proposed as a novel ultrashort screening
test for distress in cancer patients. The proposed test has an advantage over other available
assessment tools due to the avoidance of stigmatizing terms and the potentially higher completion
rate among patients. In the studied patient population, correlations between basic demographic and
clinicopathological characteristics on the one hand and the levels of distress and the perception of
time, on the other hand, were investigated. Predictive markers were identified to potentially direct
screening procedures towards patients at risk of high levels of distress.
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Cnoped CsemosHama 30pasHa Op2aHU3AUUSA NaauamusHume epuxcu npedcmasnssam nodxod, kolmo ce cmpemu oa
nodobpu Kkayecmsomo Ha HUBOM HA NAyUeHmMume U mexHume cemelicmsa npu Haau4ue HA M UBOMO3ACMPAUABALO
3abon58aHe Ype3 npeseHyUs U 0baekyasaHe Ha cmMpadaHuemo, Koemo ce nocmuaa ¢ NOMoOWma Ha PaHHO OMKPUBAHE, OYEHKA U
fleyeHue Ha 6osikama u dpyau npobaemu om u3su4ecko, NCUXOCOYUANHO Unu dyX0B8HO ecmecmaso, nopodeHu om bosecmma.

B paznu4Hume emanu Ha OHKO/02UYHOMO 3a60/ABAHE €A HAAUUE PA3AUYHU NayueHmcku nompebHoCcmu U CbOomMBemHo
pPAa3nuYHU yeau Ha snedeHuemo. Haped ¢ OCHoBHUME nNPOMUBOMYMOPHU se4ebHU MOOAnHOCMU (XUPYypaUYHO feyeHue,
/ibYesiedeHue U cCUCMeMHA eKapcmaeHa mepanus), om U3K/aK4YumesnHo 3HavyeHue 3a y0os1emaopeHocmma u Ka4ecmsomo Ha
HUBOM HA NAyUeHMUMe ce ABABA U Yeausm cnekmsp om noddbpicawju 2puicu, Koimo BkA0Y8A YNpasaeHue Ha CMpaHu4yHUMme
edpekmu om nedeHuemo, KOHMPON HA cumnmomume U nodkpena Ha nayueHmume u mexHume cemelicmea. Jocmvnbm Ha
nayueHmume ¢ OHKO/02UYHU 3a60A5BAHUA 00 adek8amHuU nNodobpHaWU U NAAUAMUBHU 2puXCU Ce ABABA BAXCEH MApPKep 3a
KayecmseHa Ys10CMHA OHKOA02UYHA 2pUMa.

B masu moHoepagpua ce npasu 3adwvabodeH 0630p Ha akmyanHume depuHuyuu U NPUHYUNU Ha noddwvpicaujume U
nasauamusHume 2puxcu Npu OHKOB6OAHU. B yHUCOH CbC cBemosHUMe Npenopbku ce HabaA2a 8bPXy HeobXoouMOCMmMa om paHHoO
UHMe2pupaHe HA Me3u NPUHYUNU Ype3 ycBosiBaHe HA yMeHUA U obyyeHue Ha fekysawume ekunu ¢ oz2ned nodobpssaHe Ha
Ka4ecmasomo Ha OHKON102UYHAMA NOMoW. M38bplueH e KpumuyeH U 3adbaboYeH QHANU3 HA Op2aHuU3ayusma u npobaemume Ha
naauamusHume epuxu 8 bbnzapus, ¢ Koemo ce oyepmasam U Bb3MONCHOCMU 3A NPECMPYKMypupaHe u onMUMU3UPAHE Ha
naauamusHama nomouwj, 8 cmpaHama.

PazanedaHu ca scu4ku acnekmu om naauamusHama MeouyuHa npu OHKObOAHU, kamo 063opbm ska4Ysa 0aHHU om Hal-
CbBpemeHHUmMe  U3CNed8aHusA U npenopbku 3a nosedeHue. Bceku eduH om Bb3MOMHUME npobaemu npu nayueHmMu c
asaHcupanu mymopu e pasenedaH 8 dvAbo4uHa, Kamo ca OonUCAHU OCHOBHUME emanu npu duazHocmukama, oyeHkama u
nedyeHuemo um. lMpedcmaseHu ca peyamamu om cobcmseHu Hay4HU paspabomku, kacaeuwju npobaemume 3a docmwvna 9o
MeduUYUHCKAa NOMOW, Npu OHKOBOAHU U HAYUHU 3a udeHmudguyupaHe Ha ducmpec npu nayueHmume.
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According to the World Health Organization, palliative care is an approach aimed at improving the quality of life
of patients and their families facing life-threatening illnesses. This is achieved through the prevention and relief of
suffering by means of early identification, assessment, and treatment of pain and other physical, psychosocial, or
spiritual problems caused by the disease.

At different stages of oncological disease, patients have varying needs and treatment goals. Alongside the primary
antitumor treatment modalities (surgery, radiotherapy, and systemic drug therapy), the full spectrum of supportive
care—including managing treatment side effects, symptom control, and providing support to patients and their
families—is crucial for patient satisfaction and quality of life. Access to adequate supportive and palliative care for
cancer patients serves as an important indicator of high-quality comprehensive oncology care.

This monograph provides an in-depth review of current definitions and principles of supportive and palliative care in
oncology patients. In line with global recommendations, it emphasizes the need for early integration of these principles
through skill development and training of medical teams to enhance the quality of oncology care. A critical and
thorough analysis of the organization and challenges of palliative care in Bulgaria is conducted, outlining opportunities
for restructuring and optimizing palliative care services in the country.

All aspects of palliative medicine for oncology patients are examined, with the review incorporating data from the latest
research and guidelines. Each potential issue faced by patients with advanced tumors is explored in detail, including the
key stages of diagnosis, assessment, and treatment. The monograph also presents findings from original research on
barriers to medical care access for cancer patients and methods for identifying distress in these individuals.
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Lien - HaweTo npoy4yBaHe n3csieaBa BAUSHWETO Ha bpemeTo nNpu NbTyBaHe (M3MepeHO KaTo pa3cTosHMe 3a
MbTyBaHe M BpeMe 3a MbTyBaHe) BbpXy pe3yaTaTuTe OT JIeYeHMeTO NpK NaLneHTn ¢ pak Ha beans apob. Metoam —
M3Bbplun ce peTpocnekTUBEH eAHOLEHTPOB aHaauM3 Ha AaHHW. Obwo 9240 maumeHTH ¢ pak Ha benma apob ca
BK/IOYEHM B MpoyyBaHeTo. Pa3cToAHMeTo 3a MbTyBaHe M BpPeMEeTO 3a MbTyBaHe MeXAY MeCTOXMBEEeHEeTO Ha
nauneHTUTe 1 neyebHOTO 3aBedeHue HsAxa WM3UNCNEHU C OHNAMH MHCTPYMEHT 3a OnpejenisiHe Ha Hau-KpaTkua
MapwpyT 3a MbTyBaHe, MU3M0/3Bavk1 CbluecTByBalWaTa NbTHa Mpexa. Obuwata npexuBsemocT belle oueHeHa ¢
nomouita Ha MeTtoga Ha Kaplan-Meier n pasankute B npexmnBsemMocTTa BbB BCAKa nogrpyna b6sxa oueHenu c log-
rank Tect. Pesyntatn - Okos0 efHa TpeTa OT BCUYKM BKJ/KOYEHM NALMEHTU XMBeexa B CblMs rpaj, KbAeTo ce
Hamupa nevyebHOTO 3aBegeHue (N =2746, 29.7%). ObwaTa NpeXMBAEMOCT B HallaTa nonyaauua naumeHTn bewwe
3HaAYMTE/IHO MO-HWUCKA C YBE/IMYaBaHe Ha Pa3CcToOsIHMETO 3a NbTyBaHe (p < 0.001, Mantel-Cox log rank) n BpemeTo 3a
nbTyBaHe (p<o0.001, Mantel-Cox log rank). EgHoroguwHaTa obuwa npexuBaeMoCT crnopes pa3cToAHMETO 3a
nbTyBaHe e 27,1% B cblaTa rpagcka rpyna, 22,4% B rpynata<so km u 20,5% B rpynata =50 km (p <0,001).
CbOTBETHUTE CTOMHOCTM 3@ 5-roguwHaTa Yyectota Ha OS ca 2.9%, 2.6% 1 1.4% (p < 0.001). 3ak/toueHue - B ToBa
peTpOCNeKTUBHO MPOyYBaHE OTKPUXME 3HAUYMTE/IHW Pa3/IMKU B oblaTa NpexMBSEeMOCT MpU MauMeHTW C pak Ha
6enns apob B 3aBUCMMOCT OT Pa3CTOAHMETO U BPEMETO 3a MbTyBaHE A0 OHKOJIOTMYHOTO NeyebHO 3aBeseHue.
Bbnpekn CxoAHUTE KAMHWUYHM U NATONOMMYHM XapaKTEPUCTUKKM (BB3pacT, MOA, CTaAMM NpU MbpBOHAYasHa
AMarHo3a, XWUCTOJIOFMYEH MOATWM), cpeAHaTa obuia MpPeXUBAEMOCT € 3HAYMTENHO MO-HUCKA B Te3W MOATpynu
naLneHTU ¢ no-ronamo bpeme nNpu MbTyBaHe.
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Purpose - Our study explores the influence of travel burden (measured as travel distance and travel time) on
clinical outcomes in lung cancer patients. Methods - A retrospective analysis of a single Bulgarian center was
performed. A total of 9240 lung cancer patients were included in the study. Travel distance and travel time between
patients’ city of residence and the treating facility were calculated with an online tool to determine the shortest route
for travel using the existing road network. The probability of survival was estimated using the Kaplan—-Meier method,
and differences in survival in each subgroup were evaluated with a log-rank test. Results - About one third of all
included patients were living in the same city as the treating facility (n = 2746, 29.7%). Overall survival in our patient
population was significantly lower with increasing travel distance (p < 0.001, Mantel-Cox log rank) and travel time
(p < 0.001, Mantel-Cox log rank). The 1-year OS rate according to travel distance was 27.1% in the same city group,
22.4% in < 5o-km group, and 20.5% in = 5o-km group (p < 0.001). The corresponding values for the 5-year OS rate
were 2.9%, 2.6%, and 1.4% (p < 0.001). Conclusion - 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.
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Translationally controlled tumor protein (TCTP) e npoTeunH, y4yacTBal, B Pa3/IMYHW HOPMAJSHU KJAETbYHU
byHKUMM 1 bonecTHW npoueck. MNpeaKNNHUYHM NpoyyYBaHMs noka3saT, Yye TCTP nMa aHTManonTOTUYHU CBOMCTBA,
HacbpyaBa K/NE€TbYHWUS pacTex U JesieHe M y4yacTBa B MporpecusTa Ha pakoBuTe 3abonsiBaHMsA Ypes CTUMY/MpaHe
npouecuTe Ha MHBa3WsA M MeTacTasupaHe. HacToAwoTo NpoyyBaHe M3c/ieBa NoTeHUMaaHaTa cToMHocT Ha TCTP
KaTO MPOrHOCTUYEH MapKep npu pak Ha Aebenoto Yepso. HanpaBeH e peTpocnekTUBEH aHa/M3 Ha 74 NaLMEHTH C
pak Ha pebenoto uepo. Hueata Ha TCTP B nbpBUYHMS Tymop 6AXa WMYHOXMCTOXMMUYHO OLLEHEHMU
MONIYKOZIMYECTBEHO 4pe3 U34McafBaHe Ha uutonnasMeH u AapeH H-score. LiutonnasmeHuTte Huea Ha TCTP B
MbPBUYHUS TYMOpP HAMAT CTAaTUCTMYECKM 3Ha4yMMa Bpb3ka C npexuBsemocTTa 6e3 3abonssaHe (DFS),
npexussaemoctta 6e3 nporpecus (PFS) u obwata npexussaemoct (OS) B HacToAwata nonynauua nauueHTwU.
MauneHTUTe, YNNTO MBbPBUYHM Tymopwu He ekcnpecupaT TCTP B sgpaTta, MMaAT 3HaYMTENHO NO-A06pU KANHUYHM
pe3syntaTtu. PFS 3a rpynaTa c otpuuatenHa agpeHa TCTP ekcnpecus e 7.7 meceua [95% posepuTteneH nHtepsan (Cl),
5.8-9.5] B cpaBHeHue ¢ 5.5 Meceua (95% Cl, 3.2-7.8 ) B rpynaTa c nosoxuTenHa sgpeHa ekcnpecms (P=0.023,
Mantel-Cox log-rank). MauueHTUTe c oTpULaTenHa agpeHa ekcnpecus Ha TCTP nmaT 3Ha4YMTeNHO NO-BMCOKa CpeAHa
OS (22.2 meceuna; 95% Cl, 16.1—28.3) B CpaBHeHMe € Te31 C NONOXUTENHA AapeHa ekcnpecns Ha TCTP (megmaHa 13.2
meceua; 95% Cl, 10.1 — 16.3; P=0.008 , Mantel-Cox log-rank). B myntusapuatueeH Cox perpecuMoHeH mogaen
nonoxuTenHunsaT agpeH TCTP H-score e He3aBucuM puckos dakTop 3a no-nowwn PFS 1 OS. 1 - roguwHaTta yectoTa Ha
OS B rpynaTta c oTpuuartenHa asgpeHa ekcrnpecus Ha TCTP e 86.3% B cpaBHeHMe c 56.5% npu nauneHTU c
nofoxutenHa aaperHa ekcnpecus Ha TCTP (P=0.008). HacTtoawoto npoyysaHe nokassa, Ye NoayKO/NMYECTBEHOTO
n3mepsaHe Ha HuBaTa Ha TCTP B agpaTa Ha TYMOpPHUTE KAETKM OT MbPBUYHUA TYMOP € NOTeHLMaNeH NPOrHOCTUYEH
MapKep Npu naLneHTH C pak Ha AebenoTo Yepso.
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The translationally controlled tumor protein (TCTP) is a highly conserved protein involved in a variety of
normal cell functions and disease processes. Preclinical studies revealed that TCTP has anti-apoptotic properties,
promotes cell growth and division and is involved in cancer progression by promoting invasion and metastasis. The
present study explored the potential value of TCTP as a prognostic marker in colon cancer. A retrospective analysis of
74 patients with colon cancer was performed. Using immunohistochemistry, TCTP levels in the primary tumor were
assessed semi-quantitatively by the calculation of cytoplasmic and nuclear H-score. Cytoplasmic TCTP levels in the
primary tumor had no statistically significant association with disease-free survival (DFS), progression-free survival
(PFS) and overall survival (OS) in the present patient population. Patients whose primary tumors had a negative
nuclear TCTP expression had significantly improved clinical outcomes. The PFS for the negative nuclear TCTP
expression group was 7.7 months [95% confidence interval (Cl), 5.8-9.5] compared with 5.5 months (95% Cl, 3.2-7.8)
in the group with positive nuclear expression (P=0.023, Mantel-Cox log-rank). Patients with a negative nuclear
expression of TCTP had a significantly higher median OS (22.2 months; 95% Cl, 16.1-28.3) compared with those with
positive TCTP nuclear expression (median 13.2 months; 95% Cl, 10.1-16.3; P=0.008, Mantel-Cox log-rank). In a
multivariate Cox regression model, a positive nuclear TCTP H-score was an independent risk factor for worse PFS and
OS. The 1-year OS rate in the group with negative nuclear TCTP expression was 86.3% compared with 56.5% in
patients with positive nuclear TCTP expression (P=0.008). The present study suggested that semiquantitative
H-score measurement of TCTP levels in the nuclei of tumor cells from the primary tumor is a potential prognostic
marker for clinical outcomes in patients with colon cancer.
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BbBegeHne n ueam - MNpu npubamsmutenHo 40% ot naumeHTute ¢ HER2-oTpuuatenHn/HR-nonoxmntenHm
KapunHoMu Ha repaaTa PIK3CA reHbT e myTupan. KaMHnuHuTe pesyntaTn BapupaT Mexay pasndyHuTe npoyysaHns
B Ta3un KoxopTa. MImaxme 3a uen Aa ycTaHOBMM YecToTaTa Ha MyTauunute Ha PIK3CA npu naumeHTn ¢ MeTacTaTuyeH
HR+/HER2- pak repgata B Bbarapums, Kakto 1 fa cpaBHUM npexussemocTTa 6e3 nporpecus (PFS) mexay aveus tun
(WT) v rpynaTa ¢ Non0XUTeNHa MyTauunsa B peasHaTa KINMHUYHA NpakTuka. MeTtoam - Tpy OHKONOMMYHK LeHTbpa B
Bbarapua cbbpaxa 250 TbKaHHM Npobu mexay 2016 M 2022 I. 32 TOBA MY/ATULEHTPUYHO PETPOCNEKTUBHO
npoyusaHe. PIK3CA myTauuute bsxa maeHtuouumpaHn ¢ nomouwta Ha Real-Time qPCR. CpeaHuaT nepuog Ha
npocnegsBaHe e 35 Meceua. Pesyntatu - CpeHaTta Bb3pacT Ha MyTaHTHaTa KOXOpTa e 57.6 rOAUHM + 11.6 rOAMHN,
cnpsamo 56.5 +12.2 rogmHn 3a WT KoxopTaTa (p = .52). [[poLeHTbT Ha naumeHTUTe C BUCLepasiHM MeTacTasn e 58.8%
(n =147). NpnbnansntenHo 84.3% (n =210) OT NaLMeHTUTE ca NOCTMeHOMNay3asHu. 29.2% (n =73) OT nNayueHTUTe
nmat PIK3CA myTaumn. Han-yectaTa MyTaums e ycTaHoBeHa B ek30H 20, H1o047R (46.5%). OTkpuxme 3HaymMma
KopesaLmsa caMo MeXAy HaIMYMeTo Ha MyTaL s U MeTacTaTUYeH CTagui Npu AnarHoctTuumpaHeTo (p = 0.002). KaTto
MbpBa AMHUA Tepanus, 67.1% OT nauneHTUTe ca Noy4Man eHAOoKpuHHa Tepanua (ET) naoc umkanH-3aBUCUMMA
knHa3a (CDK4/6) nHxmnbutop, AokaTo ocTaHanuTe ca nonyymau camo ET. CpegHaTta PFS npu nauuneHTuTe B rpynaTa c
MyTauma e 32 meceua (95%, Cl: 22 — 40) B cpaBHeHMe ¢ 24 meceua B WT koxopTtaTa (( 95%, Cl: 21 — 36) (p = .45));
HR =0.86 (95%, Cl: 0.5 — 1.3) (p = .46). MNoTBBLPAMXME HalMTe pe3yaTaTh, 3Noa3Bankn propensity matching score
analysis, (36 meceua [95% Cl: 20—40] cnpsimo 26 meceua [95% Cl: 21-38], [p = .69]). 3akntoueHune - OTKpUxMe, Ye
yectoTata Ha PIK3CA myTauum npu HawmnTe NaumMeHTU e CPaBHUMO C TOBa, KOETO € AOKNaABaHO B APYrv Hauuu.
HawunTe pesynTtati nokassart, Ye MyTaLNoOHHUAT cTaTyc Ha PIK3CA HsiMa oTHoweHMe KbM edpukacHocTTa Ha ET npum
MbpBa JIMHUA Ha SIeYeHue.
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Background and aims - In approximately 40% of patients with HER2-negative/HR-positive breast cancer
tumors, the PIK3CA gene is mutated. Despite this, clinical outcomes vary between studies in this cohort. We aimed
to ascertain the prevalence of PIK3CA mutations in patients with metastatic HR+/HER2— breast in Bulgaria, as well
the evaluation and comparison of progression free survival (PFS) between wild-type (WT) and mutation-positive
groups in the real-world setting. Methods - Three oncology centers in Bulgaria collected 250 tissue samples between
2016 and 2022 for this multicentric retrospective study. PIK3CA mutations were identified using Real-Time qPCR.
The median follow-up period was 35 months. Results - The mean age of the mutant cohort was 57.6 + 11.6 years,
compared to 56.5+ 12.2 years for the WT cohort (p =.52). The percentage of patients with visceral metastasis was
58.8% (n = 147). Approximately 84.3% (n =210) of the patients had reached postmenopause. 29.2% (n = 73) of the
patients had PIK3CA mutations. The predominant mutation was present in exon 20, H1047R (46.5%). We found a
significant correlation only between the presence of a mutation and the metastatic diseases at diagnosis (p = .002).
As first-line therapy, 67.1% of patients received endocrine therapy (ET) plus cyclin dependent kinase (CDK4/6)
inhibitor, while the remainder received ET alone. The median PFS of patients in the group with the mutation was
32 months (95%, Cl: 22—40) compared to 24 months in the WT cohort ((95%, Cl: 21—36) (p = .45)); HR = 0.86 (95%, Cl:
0.5-1.3) (p = .46). We corroborated our conclusion using propensity matching score analysis, (36 months [95% Cl: 20—
40] vs. 26 months [95% Cl: 21—38], [p = .69]). Conclusions - We found that the prevalence of PIK3CA mutations in our
patients was comparable to what has been reported in other nations. Our results suggest that PIK3CA mutational
status has no bearing to ET efficacy in first-line setting.
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BbBegeHue: Regorafenib u trifluridine/tipiracil ca Hackopo og06peHn HOBM CpesCTBa 3a JIeYeHUE Ha NALMEHTU
C MeTacTaTuyeH konopekTaneH pak (MCRC), uneto 3abonsiBaHe e nporpecupano cnes ctaHAapTHU Tepanuun. MNpu
PerncTpauMoHHMUTE M3NUTBAHMUA W ABaTa areHTa MOoKasBaT CTAaTUCTMYECKW 3HAYMMO yAb/KaBaHe Ha obuiata
npexuesaemocT npu nayneHTn ¢ mCRC. Benpeky, Ye 1 gBeTe nekapcTBa MMaT NoA0bOHM NokasaHus, BCe oOle He e
yCTaHOBeH NoAxoAsALWMs nogbop Ha NaumeHTU B cTpaTerunaTa 3a seveHne. Metoamu: Hanpasuxme peTpocnekTuBeH
aHann3 Ha 6GesonacHocTTa M edukacHocTTa Ha regorafenib w trifluridine/ftipiracil npu nayvenTn ¢ mCRC,
pedppakTepHU Ha CTaHAAPTHM Tepanuu, AeKyBaHu B e4nH 6barapckn LeHTbp. Bkatounxme naumneHT ¢ peppakTepHo
3abosiABaHe MM HENOHOCUMOCT KbM GNYOPONUPUMUAMHM, OKCAAUNAATUH, UPUHOTEKAH, aHTU-VEGF neyeHue, aHTu-
EGFR neyeHue (npu RAS WT) un 6e3 npeauwHo neyeHune c regorafenib wam trifluridine/tipiracil. PesyataTu: B
aHasIM3a ca BkJItoYeHn 06w o 54 nauneHT ¢ mCRC, nekyBaHu c regorafenib nau trifluridine/tipiracil cneg Heycnex Ha
CTaHzapTHUTe Tepanuu. Cpes TSX,29 NauneHTH ca nekyBanu ¢ trifluridine/tipiracil n 25 nauneHTn ca nekyBaHu ¢
regorafenib. N3xoaHWTe gemorpadckn xapakTepuCTUKM 1 XapaKTePUCTUKUTE Ha 3abo/ABaHeTO ca CXOAHU MeXAy
aBeTe rpynu. CpegHaTta npexunssiemMocT 6e3 nporpecus 3a regorafenib e 2.9 meceua (95% Cl [2.4, 3.3]) 1 3.4 Mecena
(95% Cl [2.9, 3.9]) 3a trifluridine/tipiracil . N B aBeTe rpynu PFS He kopenupa ¢ RAS MyTauuMoHHUS CTaTyC Uau
NOKaNn3aumaTa Ha NbpBUYHMUA TyMop. CBbP3aHUTE C 1eKAPCTBOTO HexenaHn cbbutua (AE) ca 11 (44%) B rpynaTta Ha
regorafenib 1 10 (34.5%) B rpynaTa Ha trifluridine/tipiracil. CteneH > 3 HexenaHu peakummn ca 6uan cboTBETHO 0 (0%)
n 2 (6.9%) B aseTe rpynn. He ca oTKpuTK HeoyakBaHM AE nNpu cpaBHeHWe C AOKNaJABaHUTE KbM MOMEHTA AaHHU.
3akntoyeHue: HawuTe pesyntaTtv OT peasHaTa MpakTMKa Ha €AMHWYEH LeHTbp nokassaT, ye regorafenib wu
trifluridine/tipiracil nmat cxogHa edukacHocT 1 6e3onacHOCT cpes 6bArapckoTO HacesNeHUe, KOETO e CPAaBHUMO C
NpeAuLIHNTE CBETOBHU JaHHW.



https://www.webofscience.com/wos/woscc/full-record/WOS:000558722000034
https://www.webofscience.com/wos/woscc/full-record/WOS:000558722000034

HAYKOMETPUNYHNA
NMOKA3ATEJIN, MPEACTABEHUA
3A 3AEMAHE HA
AKAAEMUYHA ANBXKHOCT

AOLEHT®

[I'7

[ybankaumm n goknaau,
Ny6/IMKyBaHM B HAYYHU U34aHMS,
pedepupaHn U MHAEKCUPAHU B
CBETOBHOWU3BECTHM 6a3n aHHU C
Hay4Ha MHPopmaLus

3a4bAXUTENIeH MUHUMYM TOUKMN
(nokasaTtenun ['5-9) - 200

10 T. 0T 061, cbop 201.38 T.

Web of science

4. Penkova, M., Stoyanov, D., Panayotova, T., Doney, |., Petrova,
M., & Coney, N. (2020).

P-33 Regorafenib and trifluridine/tipiracil efficacy and safety in
chemorefractory metastatic colorectal cancer patients: A single
Bulgarian centre retrospective study. Annals of Oncology, 31, S100.

ANNALS o
ONCOLOGY

driving Innovation in onoology

https://www.webofscience.com/wos/woscc/full-
record/WOS:000558722000034

Background: 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 therapies. In
registration trials, both agents demonstrated statistically significant and meaningful prolongation of overall survival
in mCRC patients. While both drugs have similar indications, appropriate selection of patients has not yet been
established in the treatment strategy. Methods: We performed a retrospective analysis of safety and efficacy
between regorafenib and trifluridine/tipiracil in patients with mCRC refractory to standard therapies treated in a
single Bulgarian centre. We included patients with refractory disease or intolerance to fluoropyrimidines, oxaliplatin,
irinotecan, anti-VEGF treatment, anti-EGFR treatment (if RAS WT) and no previous treatment with regorafenib or
trifluridine/tipiracil. Results: A total of 54 patients with mCRC treated with regorafenib or trifluridine/tipiracil after
failure of standard therapies were included in the analysis. Among them, 29 patients were treated with
trifluridine/tipiracil and 25 patients were treated with regorafenib. Baseline demographic and disease characteristics
were similar between the two groups. The mean progression-free survival with regorafenib was 2.9 months (95% Cl
[2.4, 3.3]) and 3.4 months (95% Cl [2.9, 3.9]) with trifluridine/tipiracil. In both groups, PFS did not correlate with RAS
mutational status or localization of the primary tumour. Drug-related adverse events (AEs) were 11 (44%) in the
regorafenib group and 10 (34.5%) in the trifluridine/tipiracil group. Grade > 3 AEs were o (0%) and 2 (6.9%) in both
groups, respectively. No unexpected AEs were found compared with previously reported data. Conclusion: Our real-
life single centre results show that regorafenib and trifluridineftipiracil have similar efficacy and safety among the
Bulgarian population compared with previously acquired global data.
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BbBegeHue: CneunanmsnpaHnTe LEHTPOBE C rosisiM obem nauueHTr ca no-epeKTUBHU NpU JIe4eHUETO Ha pak Ha besans 4pob,
OTKOJIKOTO LieHTpoBeTe C Masbk obeM. LleHTpannsmpaHeTo Ha le4eHMeTO MMa NoTeHLnana Aa nogobpu pesyataTute U Ka4ecTBOTO.
HapacTBalaTta LeHTpaam3aumns obaye Cblo Taka yBesM4aBa bpemMeTo Ha MbTYBaHETO Ha MaLMeHTa (M3MepeHO KaTo pa3CcTosHMe 3a
MbTyBaHe WM BpPeme 3a MbTyBaHe) U MOXe Ja NoBJ/Mse OTPULATEIHO Ha AOCTbMa A0 cneunanmsnpanm ycayru. Llenta Ha HaweTto
npoyyBaHe belle Aa ce OLEHW MOTEHLMANHOTO Bb3jeNCcTBME Ha OpeMeTo Ha MbTYBAHETO BbPXY KAMHUYHWTE pe3y/aTaTh npwu
nauuneHTn ¢ pak Ha beans apob. MeTtogu: HanpaBeH e peTpocneKTUBEH aHaAMn3 B e4uH O6barapcku LeHTbp. O6Wo 9240 naumeHT ¢
pak Ha 6enua gpob, nekyBaHW MeXAy 2005-2020 T., Ca BK/IOYEHU B MPOyYBaHeTO. Pa3CcTOSHMETO 3a MbTyBaHe MeXAY rpaga Ha
npebvBaBaHe Ha NauWeHTWUTe U NevyebHOTO 3aBejeHWe belle M3UMCIEHO C OHJIAMH MHCTPYMEHT 3a onpeZessiHe Ha Hal-KpaTKus
MapLUpYT 3a MbTyBaHe, KaTo Ce M3M0/13Ba CblLeCTBYBaLLaTa MbTHa Mpexa. CpejHMTe CTOMHOCTU Ha BPEMETO 33 MbTYBaHE 3a BCEKU
paboTeH AeH oT ceAgmuuaTa 6sixa M34MCAEHM, 3@ Aa Ce KOHTPO/MPAT eXeAHeBHUTE MPOMEHU B TUMMYHMS Tpaduk. Obwata
npexunBemMocT belle oueHeHa C MomouiTa Ha MeToda Ha Kaplan-Meier u pa3svkuTte B OLEeNSBAHETO BbB BCAKa MoArpyna 6sxa
oueHeHn ¢ log-rank TecT. Pesyntatn: Okos0 eAHa TpeTa OT BCUYKM BKIIOYEHU MALMEHTM XMBEeXa B CbLMSA rpaj Ha seyebHOTO
3aBegdeHune (n = 2746, 29.7%). MeauaHUTe Ha Pas3CTOAHWMETO 3a MbTyBaHe W BPEMETO 33 MbTyBaHe 6fxa W3MO/A3BaHM 3a
cTpaTUdULMpaHe Ha nauueHTuTe B nogrpynu. Cnopes pascTosHMETO 3a MbTyBaHEe MaLMEHTUTE ca rPynvpaHn B TpU MOATPYNMN —
€/JVH 1 CbluM rpag, < 50 KM 1 = 50 KM. VI3noa3BaHa e rpaHvua oT 60 MUHYTHU 3a CTpaTudMLMpaHe Ha NauMeHTUTe B TPU rpynu no
BpeMe Ha MbTyBaHe — e/JMH U Cbll rpaj, < 60 MUHYTU 1 = 60 MUHYTK. ObLiaTa NPeXMBAEMOCT B HallaTa nonyauus naymeHTy belwe
3HAQUMUTENIHO MO-HUCKA C yBe/MYaBaHe Ha Pa3CTOsHMETO 3a MbTyBaHe (p <0.001, Mantel-Cox log rank) 1 BpemeTo 3a mbTyBaHe (p
<0.001, Mantel-Cox log rank). EgHoroguiiHaTa npexnBsaemMocT criopes, USMMHaTOTO pa3cTosiHWe e 27.1% B rpynaTta Ha CbLuUs rpag,
22.4% B rpynaTa < 50 km 1 20.5% B rpynata = 50 km (p <0.001). Cb0TBETCTBALLMTE CTOMHOCTU 33 5-roAMWHATa YecToTa Ha OS ca:
2.9%, 2.6% 1 1.4% (p <0.001). 3ak/ouyeHne: B ToBa peTPOCMNEKTUBHO MPOy4YBaHe OTKPUXME 3HAYMTEsSHW pasavku B oblaTta
MpexMBAEeMOCT MpKU NaumneHTU ¢ pak Ha Besns Apob B 3aBUCMMOCT OT Pa3CTOAHMETO W BPEMETO 33 MbTyBaHe A0 JIEKYBALLOTO
OHKOJIOrMYHO 3aBejeHune. Bbnpekn cXxoAHUTE KAUHWYHU U NAaTONOMMUYHU XapaKTepPUCTUKK (Bb3PacT, NOA, CTaAMM NPU MbpPBOHaYaaHa
[VarHo3a, XMCTONIOrMYEH NOATUM), CPeZHaTa 0bLLa MPeXMBAEMOCT € 3HAYUTE/HO NMO-HWUCKA B Te3M NOATPYNY NaLUEHTHU C MO-TOASIMO
H6peme npu MbTyBaHe.
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Background: High-volume specialized centers are more efficient at managing patients with lung cancer than
low-volume centers. Centralization of cancer treatment has the potential to improve patient outcomes and quality of
treatment. However, the growing centralization also increases patient’s travel burden (measured as travel distance or
travel time) and may negatively impact access to specialist services. The aim of our study was to evaluate the
potential impact of travel burden on clinical outcomes in patients with lung cancer. Methods: A retrospective
analysis of a single Bulgarian center was performed. A total of 9240 lung cancer patients treated between 2005-2020
were included in the study. Travel distance between patients’ city of residence and the treating facility was calculated
with an online tool to determine the shortest route for travel using the existing road network. The mean of travel
time values for every workday of the week was calculated to control for daily changes in typical traffic. The
probability of survival was estimated using the Kaplan-Meier method and differences in survival in each subgroup
were evaluated with a log-rank test. Results: About one third of all included patients were living in the same city as
the treating facility (n = 2746, 29.7%). The medians for travel distance and travel time were used to stratify patients
into subgroups. According to travel distance the patients were grouped into three strata — same city, < 5o km and 2
50 km. A cut-off of 60 min was used to stratify patients into three groups by travel time — same city, < 60 min and =
60 min. Overall survival in our patient population was significantly lower with increasing travel distance (p < 0.001,
Mantel-Cox log rank) and travel time (p < 0.001, Mantel-Cox log rank). The 1-year OS rate according to travel
distance was 27.1% in the same city group, 22.4% in < 50 km group and 20.5% in = 50 km group (p < 0.001). The
corresponding values for the 5-year OS rate were: 2.9%, 2.6% and 1.4% (p < 0.001). Conclusions: In this retrospective
study we discovered significant differences in 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.
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BbBeaeHue: B 30-40% oT TymopHuTe npobm npu naumeHTn ¢ HR+/HER2- KapunHOM Ha Mie4HaTa XJ1e3a MMa
myTaummn B phosphatidylinositol-4,5-biphosphate 3-kinase catalytic subunit alpha (PIK3CA). Bbnpekn TOB3,
KAWHWUYHUTE pe3y/iTaTW B Tasu rpyna BapupaT B Pas/IMYHUTE M3CaefoBaTencku uanuteaHusa. Metogm: Hue ce
onuTaxme ga onpegenum yectotata Ha PIK3CA myTaumm npu 6barapcku naymeHTn ¢ metactatnyeH HR+/HER2- pak
Ha rbpAaTa, KakTo U Ja OLEHUM U CpaBHUM npexuBsaeMocTTa 6e3 nporpecusa (PFS) B peasHaTa npakTuka mexay
aveus Tmn (WT) n MyTaHTHaTa KoxopTa. B To31 MyATULEHTPUYEH peTpoCcnekTUBEH aHaM3 ca CbOpaHu 250 TbKaHHM
npobu Mexay 2016 1 2022 r. OT TpU 6bArapckm OHKONOrNYHM LeHTbpa. Qualitative real-time PCR 6ewwe nsnonssaHa
3a onpegensaHe Ha PIK3CA myTtauun. CpegHoTo BpeMe Ha npocnejsBaHe e 28 meceua. Pesyatatu: CpegHata
Bb3pacT e 57.6+11.6 ro4nHM 38 MyTaHTHaTa KOXOpTa U 56.5+12.2 3a KOXopTaTa OT AMB TuM (p=0.52). [IpOLEeHTLT Ha
nauneHTUTe C BUCL,epasHO MeTacTaTU4YHO 3abonsBaHe e 58.8% (n=147). MlocTMeHoNay3anHUTe naymeHTH ca 84.3%
(n=210). YectoTaTta Ha PIK3CA myTaumm e 29.2% (n=73). Han-pa3npocTpaHeHaTa MyTauus € OTKPUTa B €K30H 20:
Hio47R (9.2%). Cpes BCMYKM KAMHWKO-NATONOTMYHW XapakKTepPUCTUKWM HabaogaBaxme efMHCTBEHO 3HayMma
Kopenauma Mexay Ha/JM4yMeTo Ha MyTauusa U MeTacTaTMueH CTagun nNpu AnarHoctmympare (p = 0.002). 67.1% ot
nauneHTUTe ca Noayuman eHgokpuHHa Tepanus (ET) + CDK4/6 nHxubutop KaTo nbpBa /MHUA Tepanus, AOKaTo
octaHanute nonyyasaT ET moHoTepanus. Maynentute ¢ PIK3CA MyTaumsa HAMAT CTaTUCTUYECKM 3HAYMMa pa3/InKa B
mMeaunaHaTa Ha PFS B cpaBHeHwue ¢ naumeHTuTe ¢ WT (32 meceua (95%, Cl: 22-40) cnpsamo 24 meceua ((95%, Cl: 21-36)
(p=0.45)); HR =0.86 (95%, Cl: 0.5-1.3) (p=0.46). 3aknouyeHune: Hne nokasaxme, ye yectotata Ha PIK3CA myTayunte
npu 6bArapckMTe NaLMeHTN e CpaBHMMA C Tasu, 40KNaABaHAa B APYru CTpaHu U Ye HanmumeTo Ha PIK3CA myTaums
HAMa edeKT Bbpxy eprKacHOCTTa Ha eHAOKPUHHATA Tepanusi Npy MbpBa IMHWA JleveHme.
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Background: There are phosphatidylinositol-4,5-biphosphate 3-kinase catalytic subunit alpha (PIK3CA) mutations in 30-
40% of hormone receptor-positive (HR+), human epidermal growth factor receptor 2-negative (HER2) tumor samples.
Nevertheless, clinical outcomes in this group vary amongst research trials. Methods: We sought to determine the incidence of
PIK3CA mutations in Bulgarian patients with metastatic HR+, HER2-negative breast cancer, as well as to evaluate and compare
progression-free survival (PFS) in the real world between wild-type (WT) and mutant cohorts. In this multicentric retrospective
analysis, 250 tissue samples were collected between 2016 and 2022 from three Bulgarian oncology centers. Qualitative real-
time PCR was used to determine the existence of PIK3CA mutations. The median follow-up time was 28 months. Results: The
mean age was 57.6+11.6 years for the mutant cohort and 56.5+12.2 for the wild-type cohort (p=0.52). The percentage of
patients with visceral metastatic disease was 58.8% (n=147). Postmenopausal patients were 84.3% (n=210). PIK3CA mutation
prevalence was 29.2% (n=73). The most prevalent mutation was found in exon 20: Hio47R (9.2%). Among all
clinicopathological features, we observed only a significant relation between the presence of a mutation and a metastatic stage
at diagnosis (p = 0.002). 67.1% of the patients received endocrine therapy (ET) + CDK4/6 inhibitor as first-line therapy, while the
remainder receive ET monotherapy. Patients with PIK3CA mutation did not have significantly different median PFS compared
to WT patients (32 months (95%, Cl: 22-40) versus 24 months ((95%, Cl: 21-36) (p=0.45)); HR=0.86 (95%, Cl: 0.5-1.3) (p=0.46). In
propensity matching score analysis (matched for treatment utilized as a first line ET, menopausal status, and locations of
metastatic disease), we confirmed our finding (36 months (95%, Cl: 20-40) versus 26 months (95%, Cl: 21-38), p = 0.69).
Conclusions: We demonstrated that the prevalence of PIK3CA mutations in Bulgarian patients is comparable to that reported
in other countries. Our findings suggest that the presence of a PIK3CA mutation has no effect on the efficacy of endocrine
therapy of first-line treatment. In summary, our study provides valuable insights into the topic, but limitations including the
retrospective design and small sample size suggest that the findings need to be replicated by more robust studies and larger
sample sizes to draw definitive conclusions.
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BbBegeHue: Translationally controlled tumor protein(TCTP) e cnnHoO KoHCepBaTMBEH NPOTEMH, MPUCHCTBALL, Ha
MpakTUKa BbB BCUYKM eyKapuOTHW opraHuamu. TCTP yyacTBa B Pas/iMyHWM HOPMAJHWU KAETbYHU PYyHKLUK WU
6onectHn npouecn. lNpeAkAnHMYHMTE npoyyBaHusa paskpueaT, Ye TCTP uma aHTManonTOTMYHM CBOWCTBA,
CTUMY/ZIMPa KNETbYHUS pacTex M JeseHe M yyacTBa B MporpecuaTa Ha 3/0KayecTBeHUTe 3abonsBaHus upes
HaCcbpyaBaHe Ha MHBA3MATa N MeTacTasnpaHeTo. HaweTo npoyyBaHe ulcaesBa noTeHunanHaTta posis Ha TCTP kaTo
MPOrHOCTUYEH MapKep NMpu MeTacTaTU4YeH pak Ha aebenoTo yepso. MeToau: HanpaBeH e peTpocnekTMBEH aHa/Iu3
Ha 54 MaLMEeHTN C MbPBUYHO MeTacTaTUyeH pak Ha AebenoTo YepBo. M3noa3Bankn MMYHOXUCTOXMMUS, HMBATA Ha
TCTP B nbpBUYHUA TYMOp bB5Xa OL,eHEeHM NONYKOMYECTBEHO Ypes M3UMCsiBaHe Ha LMTonna3mMeH U sgpeH H-score.
Pesyntatu: LutonnasmeHnte HmBa Ha TCTP B MbpBUMYHMA TYMOp HAMAT CTAaTUCTUYECKWM 3HAYMMa Bpb3Ka C
npexuBseMocTTa 6e3 nporpecus npu nbpsBa ANHUA Ha NedeHne (PFS1) n obwata npexwussiemoct (OS) B HawaTa
nonysiauma nauneHTn. lMaumneHTUTe, YMUTO MbPBUYHM Tymopu He ekcnpecupat TCTP B agpata, ca mmanu
3HaYMTeNHO No-A06pK KAMHUYHK pe3ynTaTu. PFS1 3a rpynaTa ¢ oTpuuatenHa sapeHa ekcrnpecusa Ha TCTP e 7.4
meceua (95% Cl, 5.3-9.6) cpewy 4.5 meceua (95% Cl, 3.4-5.6) B rpynaTa C NosoXUTeNHa a4peHa ekcnpecns (p =
0.023). MaumeHTuTe C OTpULaTENHa agpeHa ekcnpecra Ha TCTP nmaT 3HaunMTenHo no-Bucoka MegmaHa Ha OS (17.1
meceua; 95% Cl, 13.5-20.6) B cpaBHeHWe C Te31 C NoN0XUTeNnHa aapeHa ekcnpecms Ha TCTP (MegmnaHa 11.5 mecena;
95% Cl, 8.5-14.5) (p = 0.031). [1pn Cox regression aHann3 nonoxutenHuaT agpeH TCTP H-score e cBbp3aH € NO-BUCOK
puck ot Hucbk PFS1 (HR 1.960; 95% Cl, 1.086-3.537; p = 0.025) 1 OS (HR 1.882; 95% Cl, 1.050-3.371; p = 0.034).
EpHorognwHata OS B rpynata ¢ oTpuuaTtenHa agpeHa ekcnpecmsa Ha TCTP e 80.0% B cpaBHeHue ¢ 47.4% npu
naumMeHTn C NoNoXnTenHa agpeHa ekcnpecmns Ha TCTP (p = 0.03). 3akio4yeHue: HacToAWwoTo NpoyyYBaHe NokKasBea,
4ye nonykoanmyectseHoto H-score namepsaHe Ha HmBaTa Ha TCTP B AgpaTa Ha TYMOPHUTE KNETKU OT MbpPBUYHUSA
TYMOp e NOoTeHLManeH NPOrHOCTMYEH Mapkep Npu NaLneHTH C MeTacTaTUYeH pak Ha febenoTo yepBso.
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Background: The translationally controlled tumor protein (TCTP) is a highly conserved protein present in
virtually all eukaryotic organisms. TCTP is involved in a variety of normal cell functions and disease processes.
Preclinical studies reveal that TCTP has anti-apoptotic properties, promotes cell growth and division, and is involved
in cancer progression by promoting invasion and metastasis. Our study explores the potential value of TCTP as a
prognostic marker in metastatic colon cancer. Methods: A retrospective analysis of 54 patients with primary
metastatic colon cancer was performed. Using immunohistochemistry, TCTP levels in the primary tumor were
assessed semiquantitatively via the calculation of cytoplasmic and nuclear H-score. Results: Cytoplasmic TCTP levels
in the primary tumor had no statistically significant association with progression-free survival in first-line therapy
(PFS1) and overall survival (OS) in our patient population. Patients whose primary tumors had a negative nuclear
TCTP expression had significantly better clinical outcomes. The PFSa for the negative nuclear TCTP expression group
was 7.4 months (95% Cl, 5.3-9.6) vs 4.5 months (95% Cl, 3.4-5.6) in the group with positive nuclear expression (p =
0.023). Patients with a negative nuclear expression of TCTP had a significantly higher median OS (17.2 months; 95%
Cl, 13.5—20.6) compared to those with positive TCTP nuclear expression (median 11.5 months; 95% Cl, 8.5-14.5) (p =
0.031). In Cox regression analyses, a positive nuclear TCTP H-score conferred a higher risk for worse PFS1 (HR 1.960;
95% Cl, 1.086-3.537; p = 0.025) and OS (HR 1.882; 95% Cl, 1.050-3.371; p = 0.034). The 1-year OS rate in the group
with negative nuclear TCTP expression was 80.0% compared to 47.4% in patients with positive nuclear TCTP
expression (p = 0.03). Conclusions: The present study suggests that semiquantitative H-score measurement of TCTP
levels in the nuclei of tumor cells from the primary tumor is a potential prognostic marker for clinical outcomes in
patients with metastatic colon cancer.



https://www.webofscience.com/wos/woscc/full-record/WOS:001053772001937
https://www.webofscience.com/wos/woscc/full-record/WOS:001053772001937

1. EneoHopa Aumutposa, MBaH [oHes, Hukonan LloHes, CoHs
AparaHoBa, Poctncnas MaHes, Mapraputa borgaHoBa, Xpucto
Monos, Hagexaa CtedpaHosa, Aparomup CtosiHoB, fBop Kalios,
AceH fAHuyeB, MaprapuTa 'eopruesa

Asmogazus npu conudHu mymopu. Studia Oncologica, 2016, 1, 47-56
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3A 3AEMAHE HA “HEVEWS NONCOLOGY
AKAAEMUYHA ANBXKHOCT
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ABTOodarvaTa e XoMmeocTaTUYeH 1 eBOJIIOLMOHHO 3ana3eH npoLec, KOMTO pasrpaxAa KNeTbYyHUTe OpraHeu u

MPOTEMHU U NOAABPXA KNETbYHUS BUMOCUHTES MpU HapyLleHO XpaHeHe uaun mMeTabosuTeH cTpec. ABTodarusta e
1_' BaXXHa BbB BCUYKM KJIETKWM 3@ OTCTPaHABaHe Ha NoBpejeHun Wan ,ctapu" npoTevHun u opraHenu. HapyweHuata B

npouecnte Ha aBTOdarvMa ca CBbp3aHM C YyBCTBUTE/SIHOCT KbM MeTabo/inTeH CTpec, MeHOMHO YyBpexzaHe U
TyMoporeHesa. Bbnpekn ye aBTodarnsaTa yyacTsa B TYMOpHaTa Cynpecus, TS CbLLO Taka OCUTypsiBa U TON€PaAHTHOCT
MpU KNeTbYeH CTpec, No3BOASBANKM Ha TYMOPHUTE KJETKM Ja ouenssaTt npu HebnaronpusTHu ycnosusa. Ctpec-
WHAYUMpaHaTa aBTodarns B TYMOPHUTE KNETKM MOXe Ja AoBeje A0 Pe3UCTEHTHOCT Mpu JiedeHne n TyMOpHa
|_|y6j'|[/]|(a|_||[/][/] n AQKﬂaA [/]I NAaTEHTHOCT, C eBeHTYya/ieH NOBTOPEH TYMOPEH pacTex u nporpecus. M3scHsBaHeTo Ha posasTa Ha aBTodarunsTa B

JIEHEHNETO Ha paka e OT pelwaBalWo 3Ha4vyeHue, 3al0TO MHOro nNpoTUBOPAKOBU Tepannnm cCa CBbp3aHUN C
nybankyBaHn B HepedepumpaHu

aKTMBMPAHETO W.
CMMCaHnAd C Hay4YHO peleH3npaHe , _ _ ,
Autophagy is a homeostatic and evolutionary saved process that clears cell organelles and proteins and

NN |'|Y6!'|V|KYBaHl/I B PEAAKTUPAHN maintains cell biosynthesis in case of nutrition disorders or metabolic stress. Autophagy is important in all cells to
remove the damaged “old” proteins and organelles. Dysregulations in the processes of autophagy are related to
KOJIEKTUBHN TOMOBE sensitivity to metabolic stress, genomic damage and tumorigenesis. Although autophagy plays a role in tumor

suppression, it also ensures tolerance in case of cellular stress, allowing the tumor cells to survive under unfavorable
3a,ﬂ,bﬂ)KMTeﬂ6H MUHVMYM TOUKM condltlons._ Stress-.lnduced autophagy in the tumor cells can lead to_ re5|s.tance in case of treatment aljd tumor

latency, with possible repeated tumor growth and progression. Clarification of the role of autophagy in cancer
(nokasartenun F5-9) - 200 treatment is crucial because many anticancer therapies are related to its activation.
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HespomokcuuHocm Ha npomusomymopHuU mMeduKameHmMu.

BAPHEHCKH BapHeHCKVI MeaANLNHCKN CI)OPYM, 2018, 7, 13-19

MEJIMIIITHCKN
DOPYM

HeBpoTokcnyHuTe edekTU Ha XMMMOTepanusTa ce NosBSBAT OTHOCUTE/IHO YeCTO M ca MPMYMHA 3a MoguduKauma Ha
A03aTa Ha MeAMKaMeHTUTe — J030/MMUTUPaLLA TOKCUMYHOCT. PUCKBT OT pasBMTME Ha HEBPOTOKCMYHOCT Ce yBeanyaBa C
MOBMLIABAHE Ha MPWUJIOXEHATa 4033 M 33 Pa3/IMka OT MUENOTOKCUYHOCTTA (OCHOBHMA OrpaHuyaBaly ¢pakTop npu noBeyeTo
XMMWOTEPANEBTUYHU PEXMMU), KOATO MOXe Aa ObAe NMpeofonsHa C pacTexHU GakToOpW WAM TPAHCMIAHTALUS HA KOCTeH
MO3bK, HAMa CTaHAapTHO NOBeZeHWe, KOeTOo Aa s orpaHnyn. NpoTUBOTYMOpHMUTE NpenapaTyt BOAST 40 ABa TUMNA TOKCUYHOCT -
nepudepHa HEBPOTOKCUYHOCT, CbCTOALLA Ce OCHOBHO OT mnepudepHa HEBPOMaTUS M LLeHTPasHa HEBPOTOKCUYHOCT, KOSITO
BK/IIOYBA OT HE3HAYMTE/SIHU KOTHUTWMBHU YBpeXAaHus v geduumtn fo eHuedbanonatms ¢ AeMeHLUs WUan gopu Koma. He
CblLEeCTBYBaT YTBbPAEHU anropuTMM 33 MOBeAeHUs U nNpodUIaKTMKA Ha HEBPOTOKCMYHOCTTA, MpPUYMHEHa OoT
NPOTUBOTYMOpPHNUTE npenapaTtu. [oBegeHMeTO OCHOBHO ce CBeXAA A0 PeAyKuWs Ha J03aTa WM OT/laraHe BbB BPEMETO Ha
NMPUAOXEHNETO, 0COBEHO NMPY MaLMEHTH, KOUTO Ca C MO-BMCOK PUCK OT PasBUTME HA HEBPOTOKCUYHM CTPaHUYHM edekTu. Ha
TO3M eTan He CbLecTBYBaT HEBPOMPOTEKTUBHMN areHTH, KOUTO Ce MPenopbyBaT 3a CTaHgapTHa ynoTpeba npu passuTue Ha
HEeBPOTOKCMYHOCT.

Neurotoxic side effects of chemotherapy occur frequently and are often a reason to limit the dose of chemotherapy.
Chemotherapy dosing is often limited due to a frequently occurring side effect of the treatment — neurotoxic. The risk of
neurotoxicity is increased by the possibility of higher dose usage since bone marrow toxicity (the major limiting factor in most
chemotherapeutic regimens) can be overcome with growth factors or bone marrow transplantation. Chemotherapy may cause
both peripheral neurotoxicity, consisting mainly of peripheral neuropathy, and central neurotoxicity, ranging from minor
cognitive deficits to encephalopathy with dementia or even coma. Neurotoxicity caused by the chemotherapy can be of two
types — peripheral, mainly consisting of peripheral neuropathy and central, from minor cognitive deficits through
encephalopathy with dementia to even coma. Data management and neuroprotective agents are still in discussion and there
are no current accepted guidelines yet. Management mainly consists of cumulative dose reduction or lower dose intensities,
especially in patients who are at higher risk of developing neurotoxic side effects. None of the specific neuroprotective agents
can be recommended in daily practice for standard use at the moment, and further studies are needed to confirm their
beneficial effects.
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3. Hukonan LloHes, Aiparomup CTosiHOB

Hosocmu 8 adiosaHmHomo neyeHue npu HER2-no3umuseH
KapyuHom Ha 2bpada - peayamamu om npoyysaHemo KATHERINE.
GP MEDIC, 2020, 5, 46-48

M

(62 MEDIC

Cnopeg, gocera gencTBalinTe Npenopbky 3a NoBeeHne, Npu nauneHTn ¢ paHeH HER2-no3utreeH kapuynHom
Ha rbpaa caes NpoBeAeHO onepaTMBHO JledyeHne e Heobxoauma egHorogmwHa aHTU-HER2 Tepanua (TpacTty3symab
cbC nan 6e3 neptysymab). Mpu YacT OT NauMeHTUTe, MOAYYMUAU MNPeALIecTBalLO HEOAAIOBAHTHO JleyeHue, B
MaToNOrMYHMA MaTepuaa OT onepaTUBHATA MHTEPBEHLUS Ce OTKpMBA pe3unayanHa 6onect, KoeTo e CBbpP3aHo C Mo-
HebnaronpuaTHa nporHosa. B kamHmyHoTOo m3nuteaHe KATHERINE ce goka3Ba npeBb3x0ACTBOTO Ha afloBaHTHOTO
NeyeHune ¢ TpacTy3symMab eMTaH3WH cnpsMo TpacTy3ymMab npu Ta3m BUCOKOPUCKOBA rpyna nauueHtu. Pesyntatute
nokaseaT 50% HamaneHuMe Ha pucka OT peunauB Ha WMHBa3MBHO 3abosiABaHE WMAM CMBPT, KOETO 3HAYUTE/HO
nopobpsiBa NporHo3aTta Ha NaLMeHTUTE K Ce Hasara KaTo HOB CTaHAAPT Ha JleyeHue.

According to the current guidelines, patients with early HER2-positive breast cancer need to undergo one-
year anti-HER2 therapy (trastuzumab with or without pertuzumab) after surgical treatment. In a subset of the
patients who received preceding neoadjuvant treatment, there is evidence of residual disease in the pathological
material obtained during surgery, which is associated with less favorable outcomes. In the clinical trial KATHERINE
the superiority of adjuvant treatment with trastuzumab emtansine compared to trastuzumab at this high-risk group
of patients is shown. The results show a 50% reduction in the risk of recurrence of invasive disease or death, which
significantly improves the prognosis of these patients and sets a new standard of treatment.
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4. M. PagaHoBa T. MaHanoToBa, P. MaHeB, M. MaHeBa, . CTOSIHOB,
M. lNeHkoBa, H. LloHes

Lupkynupawu Hykneozomu ¢ nocmmpaHcaayuoHHu moougukayuu
M ED IN F 0@ Kkamo enuzeHemu4Hu 6buomapkepu npu 3/10Kka4yecmseHuU COAUOHU
mymopu. MEDINFO, 2021, 4, 94-99

CtpatuduKaumaTa Ha CONMAHUTE TYMOPU Ce OCHOBaBa Ha KOMOMHALUS OT TYMOPHU U KANHUKOMATONOMUYHM
XapaKTepUCTUKN (Bb3pacT Ha MauMeHTUTe, NpuapyxasBawm 3abossBaHus, pasmep Ha Tymopa, CTeneH Ha
AndepeHumaLma, peuenTopeH M MyTaLMOHEH CTaTyC, JI0OKaAM3auus Ha MbPBUYHOTO OrHuie). MoarpynoBoTo
pasnpejeneHne ysecHsBa MPOrHO3MPaHeTO Ha puUcka OT peuuaMB U AUCEMMHALMA Ha TymMOpWUTe, KakTo W
M3rpaxaaHeTo Ha WHAMBUAYaANHA TepaneBTMYHA CTpaTervs nNpu NeYeHMeTO Ha MaLMEeHTUM C OHKOJIOTUYHMU
3abonsiBaHuA. Pegunua bromapkepn, KOMTO ca U3C/aeABaHM B MOC/NEAHOTO AeceTuneTre HaaaraT npuaaraHeTo Ha
MHBa3MBHU eKCLM3NOHHU METOAM, KOUTO B JOCTa C/yYyau He MO3BO/SBAT WAN NpPeAU3BMKBAT TPYAHOCTM B
npoc/ieAABaHETO Ha OTroBopa OT MPOBeAEHOTO JsieyeHue. B nocnegHuTe roguvHu ¢GOKyCcbT MpU NeYeHUEeTo W
AMarHoCcTMKaTa Ha 3/10KayecTBeHWTe 3abosisiBaHMS Ce MNOCTaBA BbpXy BCe MO-A€TalWHOTO M3yvyaBaHe Ha
MOJIEKYNISIPHUTE MeXaHM3MW Ha KaHLeporeHesaTa M BbBEXAAHETO Ha Taka HapeyeHuTe TeYHu buoncuu, KouTo
3HaUNTE/IHO HaMaABaT pa3xoauTe 3a 60/IHMYEH NpecTor, BpeMeTo 3a Bb3CTaHOBSIBaHe W NoJly4aBaHe Ha pe3yaTar.

The stratification of solids tumors is based on a combination of tumor and clinicopathological characteristics
(patients' age, accompanying diseases, tumor size, grade of differentiation, receptor and mutational status,
localization of the primary tumor). This subgroup differentiation facilitates the prediction of the risk of recurrence
and dissemination of tumors, as well as building a personalized therapeutic strategy for the treatment of patients
with malignant diseases. A number of biomarkers that have been studied in the last decade impose the application of
invasive excisional methods, which in many cases do not allow or provoke difficulties in the assessment of the
response to the provided treatment. In recent years the focus of treatment and diagnosis of malignant diseases is put
on the more detailed investigation of the molecular mechanisms of carcinogenesis and the introduction of liquid
biopsies, which significantly decrease the costs for hospital stay, time for recovery and getting results.
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5. Aparomup CtosaHoB, Hukonau LjoHes

CDK4/6 uHxubumopu npu xopmoH-peyenmop nosumuseH, HER2
He2amuBgeH asaHcuUpan KapyuHom Ha 2bpaa - aHanu3 Ha noasama
8bpxy obwama npexcusssemocm. Medic Plus, 2021, 12, 120-124

MedicPlus

JleyeHneTo Ha XOpMOH-peuentop no3utmeeH, HER2 HeraTueeH aBaHCMpan KapuuvHOM Ha rbpjaTta ce
peBOMIOLMOHM3MPA C BbBexgaHeTo Ha CDK4/6 uHxubutopu B TepaneBTUYHUTE anroputMu. [JlaHHuTe OT
perncTpauMoHHMTe npoyyBaHus Ha Tpute CDK4/6 nHxnbuTopa nokas3saT 3HauUMTeNHO yAb/XKaBaHe Ha cBobosHaTa
OT Mporpecusa MpexuBaemMocT Npu Tasn rpyna naumeHTn. KbM HaCcTOAWMA MOMEHT Ca Ha/M4YHM JaHHM 3a
CTaTUCTUYECKM 3HauMMa nonsa oT gobassHeTo Ha CDK4/6 nHxMbUTOpM KbM €HA0KPUHHA Tepanus No OTHOLEHWe Ha
oblaTa npexnBaAeMOCT eaMHCTBEHO Npu ribociclib He3aBMcKMMO OT MeHONay3asHMA CTaTyC U IMHUATA Ha NledeHne —
NoAKpPeneHo C JaHHW OT nopeauuata KAMHUYHK nanuteaHna MONALEESA.

The treatment of hormone receptor positive, HER2 negative advanced breast cancer is revolutionized with the
introduction of CDK4/6 inhibitors into the therapeutics algorithms. The data from the registration trials of the three
CDK4/6 inhibitors show a significant prolongation of progression free survival in this group of patients. Currently,
data for statistically significant overall survival benefit of adding CDK4/6 inhibitors to endocrine therapy are available
only for ribociclib regardless of menopausal status or line of treatment — supported by data from the MONALEESA
series of clinical trials.




HAYKOMETPUNYHNA
NMOKA3ATEJIN, MPEACTABEHUA
3A 3AEMAHE HA
AKAAEMUYHA ANBXKHOCT

AOLEHT®

I'8

Mybankaunmn n goknagm,
nybankyBaHn B HepedepumpaHu
CMMCaHMSA C HAYYHO peL,eH3npaHe
AN NybAnMKyBaHW B pef,akTUpPaHM
KONEKTUBHM TOMOBE

3a4bAXuTeNIeH MUHUMYM TOUYKU
(nokasaTtenun ['5-9) - 200

4.29 T.0T 061, cbop 201.38 T.

6. Teogopuka MNaHanoTtoBa, Aparommup CtosHOB, PocTrcnaB MaHes,
e sERCHTET MaprapuTta MaHeBa, BopsHa CtedaHoBa, EneoHopa AnumnTpoBa,
A s o Hukonati LloHeB

OCHOBHU CU2HANHU N"bMUW,a Ha anonmos3a npu 3noka4yecmeeHu

BAPHEHCI 3abonssaHus. BapHeHCKM MeaANLMHCKN GOpyM, 2021, 10, 9-13

MEJIMIIITHCKN
DOPYM

AnonTo3aTa e npouec Ha KOHTPO/IMPaHa KAeTbYHA CMBPT MPYM MHOTOKIETbYHUTE OpraHuM3Mu.Bbrnpeku cnoxHuTe
MeXaHW3MWM Ha KOHTPOA anonTo3aTa Moxe Ja u3berHe perynaTopHuMTe NpouecH, KOeTo Aa JOBeAe A0 K/eTbYHa
nposvdepaums n oHKoreHesa. HKOIKO BaXXHW CUIFHA/IHW MbTA 3aCAraT KOHTPOMPAHATA KAEeTbYHA CMBbPT, BKAtoUnTeHo AKT
CUrHA/NIM3MPaHeTO U p53-MeAMMPaHMTE MbTMLLA Ha anonTo3a, a CblWO Taka M ABAa OCHOBHW K/ETbYHW MbTH — BbHLIEH U
BbTPELLEH, KOUTO Ca W Han-gobpe n3yyeHuTe. MpuaaraHeTo Ha NpULEIHN Tepanuu, KOUTO Ca HACOYEHU KbM CrneundpuyHm
MOJIEKY/IM, YYacTBallM B peryfauusta Ha anonTo3aTa, € Bb3MOXEH HOB MOAXOJ KbM JIEYEHUETO Ha OHKOJOTMYHUTE
3abo0159BaHMA.

Apoptosis is a process of controlled cell death in multicellular organisms. Despite complex control mechanisms,
apoptosis can escape the regulatory processes, leading to cell proliferation and oncogenesis. Several important signaling
pathways affect controlled cell death, including the AKT signaling pathway and p53-mediated apoptosis pathways, as well as
two major cellular pathways—external and internal, which are best studied. The use of targeted therapies that interfere with
specific molecules involved in the regulation of apoptosis is a possible new approach to cancer treatment.
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7. Teogopuka MNaHanoToBa, EneoHopa AumutpoBa, Poctncnas
MaHeB, MaprapuTta MaHeBa, iparomup CtosiHoB, Hukonan LioHeB

CbspemeHHU N0dx0du npu nledeHuUe HA KApYUHOM HA npocmamamda.

MED INFO@ MEDINFO, 2022, 1, 370-376

MpOCTaTHUAT KapLUHOM e BTOPUAT Hal-4ecTo CpellaH KapuMHOM Cpes MbXeTe. HeroBoTo Bb3HWKBaHe ce
ABKN Ha KOMOBMHaLmMa OT puckoBu ¢akTopu (HacieacTBeHW M NpuAobuTn) 1 pasHoobpasme OT MOJIEKyNSAPHM
MexaHu3MKn. AZEHOKApLMHOMBT € Hal-4ecTo CpelaHUsaT XMCTonaTonornyeH BuA. MPOCTaTHUAT KapuuHOM ce
xapakTepu3npa c 6aBeH pactex. KpaibreaeH kambk B M36opa Ha Jie4eHne Npu JI0KaAM3NPaH v JI0KaaHO aBaHCMpan
cTaguy, e ctpatudukaumnsaTa Ha NaumMeHTUTe B rpynu C BUCOK, CPedeH U HUCBK puck. OcHoBeH MeTog Ha m3bop B
Te3n C/lyyan OCTaBa paguKkasHaTa npoctatekTomMusi ¢ uam 6e3 TasoBa numdHa Aucekums. Mpu naumeHTU
HEOTroBapALWMN Ha KPUTEPUUTE, Ce MpeMuHaBa KbM AePUHUTMBHA abyeTepanus. Mpu sokaneH peunans nam
BrMoXMMUYHa Nporpecus cnes pajvKasHa nNpocTaTeKTOMMS, Ce U3BBbPLUBA CNAacUTENHA bYeTepanus Ha NpoCTaTHO
noxe. TMpu kacTpauus-pedpaktepHo 3abonsBaHe TepaneBTUYHUTE oONUMM BK/IOYBAT: AbupaTepoH auerar,
[JoueTtakcen, EHzanyTamung n KabasuTtakcen Ha doHa Ha npoAbskaBalya anankaums Ha LHRH aroHucr.

Prostate cancer is the second most common cancer among men. It arises due to a combination of risk factors
(hereditary and acquired) and a variety of molecular mechanisms. The most common histological subtype is
adenocarcinoma. Prostate cancer is characterized by slow growth. The stratification of the patients into groups with
high, medium or low risk is a cornerstone in choosing the most appropriate treatment at localized and locally
advanced stages. Radical prostatectomy with or without pelvic lymphatic dissection remains the main treatment
modality in most cases. Patients not meeting the criteria are referred to definitive radiotherapy. In cases of local
recurrence or biochemical progression after radical prostatectomy, a salvage radiotherapy of the prostatic bed is
performed. For castration-refractory disease, the therapeutic options include: Abiraterone acetate, Docetaxel,
Enzalutamide and Cabazitaxel with ongoing application of LHRH agonist.
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8. Teogopwuka NaHanotoa, Aparommup CrtosaHoB, Mapus NeHkoBa-
MBaHoBa, Hukonam LloHeB

Asnzopumbm 3a neyeHue Ha HedpebHoknembyeH 6enodpobeH
KapyuHom u mscmomo Ha HuHmedaHu6. PRO MEDIC, 2022, 3, 30-34

C 2,2 MMANOHA HOBOAMArHOCTULMPAHU CayYan U 1,8 MUAMOHA CMBPTHU C/ydan, 6enogpobHUAT KapLumHOM e
BTOPUSAT HaM-4eCTO AMArHOCTULMPaAH KapumnHOM (cnes paka Ha rbpAa) M Bogella NpuyMHa 38 CMBbPTHOCT 3a 2020
rognHa. TepaneBTUYHWTE OMLMM 3aBUCAT OT TOBa Ja/W CTaAMAT € JIOKa/JM3UPaH, JIOKAJIHO aBaHCMpan Wau
HanpeAHan (MeTacTaTuyeH). HanpeabkbT Ha CbBpeMeHHaTa MeAMLMHA AOCTUIHA CBOSt MbJ/ieH MOTeHUMan OTBbA
CTaHAAPTHUTE XMPYPrUYHN TEXHUKM U PajAnoTepanus, B IMLETO Ha HOBM BMOMONEKYNSPHU MapKepu, KOUTO CayxXaT
KaTO MpeAMKTOPW 3a TepaneBTUYeH OTroBop. MyATUKMHA3HUAT MHXMOUTOp HuHTesaHnb e Apbk npumep 3a HOB
MPOTMBOPAKOB MeMKaMeHT C MHOMO NPeAnMCTBa.

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 cancer death in 2020. Treatment options
depend on whether the stage is localized, locally advanced or advanced (metastatic). Advances in modern medicine
have reached their full potential beyond conventional surgical techniques and radiotherapy, represented by new
biomolecular markers that serve as predictors of treatment response. The multikinase inhibitor Nintedanib is a bright
example of a novel anticancer drug with many advantages.
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9. fAparomup CtosiHOB

Pons Ha eribulin 8 neueHuemo Ha memacmamuyeH kKapyuHoOM Ha
mneyHama xucnesa. PRO MEDIC, 2022, 3, 41-45

JleyeHNeTo C LUTOCTAaTUUYHM MEANKAMEHTH € CbLLECTBEH €/IEMEHT OT TePaneBTUYHUTE aJITOPUTMU MPU BCEKM OT
BronornyHnTe cybTMNOBE METACTAaTUYEH KAPLMHOM Ha MJIeYHaTa Xae3a. HananyHnte npenopbku 3a noBegeHne He
KOHKPETU3MPAT ONTMMA/IHA CEKBEHLUS HA LLUTOCTAaTUYHUTE areHTU Ha MopeAHa IMHWSA eyeHne. Bbnpekn ToBa, B
nTepaTypaTa CblecTBYBAT JaHHU OT PaHAOMM3UPAHWM KJAMHUYHWU W3NUTBAHWUS W PETPOCNEKTUBHU JAAHHW OT
peasiHaTa KJAMHUYHA NpakTUKa, KOMTO NoA4YepTaBaT No-rosisima noJi3a no oTHoLWeHME Ha obLLaTa NpeXuBAEMOCT Npu
Tepanus ¢ eribulin kKaTo No-paHHa MHUS Ha leveHKe 3a MeTacTasmpaso 3abossBaHe.

Treatment with cytostatic drugs is an essential element of the therapeutic algorithms of each of the biological
subtypes of metastatic breast cancer. The available clinical practice guidelines do not specify the optimal sequence of
cytostatic agents for treatment in subsequent lines of chemotherapy. However, data from randomized clinical trials
and retrospective data from the clinical practice highlight a greater benefit in terms of overall survival with eribulin
administered as an earlier line of treatment for metastatic disease.
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10. Poctncnae MaHes, AAparomup CtofiHOB, Hukonau LloHeB

Tepanesmu4HU 8b3MONCHOCMU HA Ae4eHUe npu hayueHmu ¢
manuzHeH menaHom eue Il knuHuyeH cmaduli. GP MEDIC, 2023, 5,

30-31

L)
W
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3aboneBaeMoCTTa OT Ma/MrHEH MesaHOM Ce yBesM4aBa JpacTUYHO B CBeTOBeH Malab npes nociegHuTe
Aecetunetus. MNpeaBuna ycnexa Ha TapreTHaTa Tepanusi U UMYHHWUTE YeKNOWHT WMHXMOUTOPWU MpU NauueHTn C
MeTacTaTU4HO 3abosiABaHe, N3C/1eABaHETO U MPOYYBAHETO UM B aZAtOBAHTEH acnekT Npu NaLMeHTn ¢ BUCOK pUCK OT
peuuamB MOXe Ja Ce pasr/iex/a KaTo ecTeCTBeH TepaneBTMYeH NoAxo . PaHHaTa ajloBaHTHa Tepanus UMa 3a Len
A OrpaHMym pas3npocTpaHeHNeTo Ha 3abonsiBaHeTO B perMoHaHuTe IMMGHN Bb3/IM UK OTBBA TAX. [locpeacTBOM
Hes APpacTUYHO HaMa/sBaT LIAHCOBETE 3a peuuAnB UAN JaNeYHU BTOPUYHM N1e3UKn, KOeTO OT CBOSl CTpaHa OKa3Ba
MOJIOXUTENHO BANSAIHWE BbPXY YAb/KaBaHeTO Ha obujaTa NpexXnBAeMoCT Npu NaLUeHTUTe C MaJIMrHeH MeNaHoM B
paHeH CTajun.

Globally, the incidence of malignant melanoma has increased drastically through the last decades. Given the
success of the targeted therapy and immune checkpoint inhibitors for patients with metastatic disease, the study
and investigation of these drugs in an adjuvant setting for patients with a high risk of relapse can be regarded as a
natural therapeutic approach. Early adjuvant therapy aims to limit the spread of the disease to the regional lymph
nodes or beyond them. Through adjuvant treatment, the chances for relapse or distant metastases drastically
decrease, which in turn has a positive influence on the overall survival of patients with early-stage malignant
melanoma.
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11. iparomup CrosHoB, Poctncias MaHeB

CbBpemMeHHU Bb3MOMHOCMU 3d CUCMEeMHA fieKapcmeeHa mepanus
npu kapyuHom Ha xav4Hume nomuwja. MEDINFO, 2023, 11, 24-27

\[1VJINFO

KapuMHOMBT Ha XJ/TbYHUTE MbTULLA € PAAKO U XeTepOoreHHo Mo NpUpoaa 3/10KaYecTBeHO HOBOObOpa3yBaHue,
KOeTO MpeACTaB/sBa 3HAUYNTESIHO KJAMHUYHO MpeAU3BMKATENCTBO NOPaAN OrpaHUYeHUTE TepaneBTUYHU OMLUK U
Jowara nporHosa. lNpe3 nocnegHUTe TOAMHU CTaHaxXMe CBUAETENIN Ha 3HAYMTENIEH Hanpeabk B pa3bupaHeTo Ha
MOJIEKY/IAPHNTE MEeXaHW3MK, CTOSILLM B OCHOBaTa Ha KapLMHOreHesaTa npu ToBa 3abonsiBaHe, KOETO JoBeje A0
BHeApsiBaHe Ha MMyHOTepanuaATa, TapreTHaTa Tepanus M KOMOMHWpaHW /leKapCTBEHW CTpaTeruu 3a Je4veHue.
CbBpEMEHHUTE KOHCEHCYCHU NPENopbKM HAabAAraT Ha poasiTa Ha M34eprnaTeIHOTO FTEHOMHO NpobuanpaHe ¢ oraes,
onpesensiHe Ha NOTEHLMANHO TapreTMpyeMu reHoMHM abepauum u naeHTUGULMPAHETO HA NALMEHTHU, KOUTO e
M3B/IEKAT MN0/133 OT MHOBATMBHUTE IEKAPCTBEHU TEPaNuK.

Biliary tract cancers are rare and heterogeneous by nature malignant neoplasms that represent significant
clinical challenges due to the limited therapeutic options and the poor prognosis. In the last years, we witnessed
significant advances in the understanding of the molecular mechanisms of carcinogenesis of this disease that led to
the implementation of immunotherapy, targeted therapy and combined treatment strategies. Modern consensus
recommendations emphasize the role of comprehensive genomic profiling for the determination of potentially
targetable genomic aberrations and the identification of patients who will benefit from innovative systemic
therapies.
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12. Teogopwuka NaHanoToBa, Aparomup CtosiHoB, PocTncnaB MaHes

lMpomeHsam nu u3ysno0 mvkaHHO-a2zHOCMUYHUMe mepanuu nodxoda
npu ne4yeHue Ha oHKono2u4HuU 3aboassaHusa. MEDINFO, 2023, 11, 28-

\DJINFO'| ~

Bbnpekn Heocnopumusa Hanpeabk, KOMTO MeauuMHaTa Benexun B HalwW AHU, OHKONOrMYHUTe 3abonsBaHuA
npoAb/KaBaT JAa MNpeAcCTaB/iABaT CEPUO3HO NPeAU3BUKATENCTBO 338 MEAULMHCKUTE Chneumnannctu. TAXHOTO
reHeTM4YHO MHoroobpasme cTaBa NpeAnocTaBKa 3a MPOMEHN B U3C/1eA0BaTe/ICKMA U KIMHUYEH nogxos. Hanocneabk
AOCTa 4eCcTo Ce MOCTaBA akLeHT BbpXy KOHKpeTHW buomapkepwu, HeobBbp3aHu C fAaZeH XUCTONOTMYeH Tun U
MbpBUYHa TYMOPHa IoKaau3aLums. Bcuuko ToBa pesynTtupa B o40bpeHne Ha Taka HapeyeHNTe TbKaHHO-arHOCTUYHM
MeAuKaMeHTH, BasmMpaHn Ha BUCOKa MUKPOCATeNNTHa HecTabuaHocT, AedmLMT B MexaHM3Ma 3a OTCTPaHsBaHe Ha
MOrpeLlHo CABOeHU HyK1eoTUAHKU 6asu, ronam myTaumoHeH ToBap n NTRK ¢y3noHHM reHn. Bbaewmnte Hacokm 3a
|_|y6j'|[/]|(a|_||[/|[/] N AOKAaAMN, pasBMTUE BKIIOYBAT KakTO JIeKapCTBEHN MOJIeKY/IM C LUMPOKa ynoTpeba 3a AajeHa IoKannsaums, YNATO NoTeHLmMan

3a TbKaHHO-arHOCTUYHWUTE MOXOAM € BCe Olie HEeU3ACHeH, Taka W MOJIeKy/M, KOUTO TenmbpBa MoAsexaT Ha

FIYGJWIKYBaHVI B Heped)ePMPaHM 3agbnboyeH aHanm3. Han-ronsma HeobXOAMMOCT OT TbKaHHW-arHOCTULM MMa 32 MauMeHTUTE C peaku

CI_I Mca HNS C Hay“l HO pe L||e H3M pa He XUCTOJIOrNYHU TUNOBE, NPU KOUTO TEPANEBTUYHNTE ONUNK Ca U3BBHPEAHO OrpaHUYEHMN.

NIun I'IY6!'|I/IKYBaHl/I B PEAAKTUPAHN Despite the undeniable progress of medicine in our days, malignant diseases continue to represent a serious
challenge for medical professionals. Their genetic diversity leads to changes in the research and clinical approach.

KONEKTUBHN TOMOBE Recently emphasis is put on specific biomarkers, which are not related to a specific histological type or primary tumor

localization. This results in the approval of tissue-agnostic medications which are currently used in cases of high
microsatellite instability, deficiency in the mismatch-repair mechanisms, high mutational burden and NTRK fusion
genes. Future directions for development include molecules with broad indications for use in a given localization,
(I'IOKa3aTEJ'Il/I F5-9) - 200 whose tissue-agnostic potential remains unclear, as well as molecules that are yet to be subject to in-depth analysis.
The largest need for tissue-agnostic medications is present for patients with rare histological types, where

10 T. OT O6LLI, C60p 201_38 T therapeutic options are limited.
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13. Poctncnas MaHes, iparomup CtosHoB

Ponsi Ha PARP uHxubumopume 8 nieyeHuUemo Ha coAUudHU mymopu.
MEDINFO, 2024, 03, 66-69

\[1VJINFO

PARP uHxubutopute ca CpaBHUTE/IHO HOB KJAaC NPOTUBOTYMOPHM TapreTHW areHTW, YMATO OCHOBEH
MeXaHW3bM Ha JenCTBue e CBbP3aH C reHOMHa HecTabuaHocT. MNpunaraHeTo UM OKa3Ba NO3UTUBHO BAMSAHME KaKTO
Mo OTHOLIeHMe Ha npexwuBsieMocTTa 6e3 nporpecus (PFS), Taka v npu KayecTBOTO Ha >XMBOT MPWU MaLUEHTUTE C
peAvua 310KkavyecTBeHW 3abonsBaHus. BbBexzgaHeto Ha PARP  umHxmubutopute e ¢ k/aw4oBa poas 3a
ONTUMM3MPAHETO Ha TepaneBTUYHUTE aJrOPUTMM 3a JledeHWe Ha TYMOPW Ha SNYHULUTE, NaHKpeaca, MAeYyHa U
npoctaTtHa >xne3n. KbM MomeHTa ogobpeHuTe oT AreHumsTa no XxpaHuTe u nekapctBata Ha CALL (FDA) u
EBponenckaTta areHuus no nekapctBata (EMA) PARP uHxubutopu ca onanapmb, pykanapub, Hupanapub wu
Tanasonapub. MoapobHN NpoyuBaHMA OTHOCHO pasbupaHeTo Ha dpapMakOKMHeTUYHUTE U PpapMaKogUHAMUYHUTE
cBoncTBa Ha PARP uHxubutopute 6uxa MMann KAo4oBa pPo/si KakTO MO OTHOLWEHME Ha ONTUMM3MPAHETO Ha
TepaneBTUYHUS NOAXOA, Taka M 3a NOA0DOPSABAHETO Ha KIMHUYHUTE pe3yaTaTh Npu NaLMeHTUTe CbC 3/10Ka4YeCTBEHM
3abonsBaHus.

PARP inhibitors are a relatively new class of antitumor targeted agents whose main mechanism of action is
related to genomic instability. Their application leads to a positive impact on the progression free survival (PFS) and
the quality of life of patients with a number of malignant diseases. The introduction of PARP inhibitors is of key
importance for optimizing the therapeutic algorithms for the treatment of ovarian, pancreatic, breast and prostate
cancers. Currently approved by the US Food and Drug Administration (FDA) and the European Medicines Agency
(EMA) PARP inhibitors are olaparib, rucaparib, niraparib and talazoparib. Detailed studies on understanding the
pharmacokinetic and pharmacodynamic properties of PARP inhibitors would have a key role in the optimization of
the therapeutic approach, as well as improving the clinical outcomes for patients with malignant diseases.
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Impact of travel burden on clinical outcomes in lung cancer.
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