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1. Pe3rome Ha qucepTanMoHeH TPyl Ha Tema: Mapkepu 3a CHCTEMHO Bb3NajleHUHE H
e(peKTHBHOCT HA HMYHOTEPANHUSATA NMPHU MANUEHTH C MeTacCTaTH4YeH HeIPeOHOKJIEeThY€eH
PaKk Ha GesiuTe JIPOGOBE: TMCEPTAIIMOHEH TPYA 3a MPHUCHXKAaHE HA 00pa3oBaTellHa U HAaydHA
creneH "gokrop", oOmact Ha BucHIe oOpa3oBaHue 7. 3apaBeona3BaHe U CIOPT,
npodecuonanHo Hampasienue 7.1. Menuuuna, 3amureHn B "Amxubagem Cutu KinuHuk
YMBAJI Tokyna" EAJ] - Codus / mara 16.10.2024

JlucepraiioHHUSIT TPy Ha TeMa ,Mapkepu 3a CHUCTEMHO BB3NAICHHE U €(QEKTUBHOCT Ha
MMYHOTEpanusATa Mpy MAMEeHTH C MeTacTaTH4yeH HeJpPeOHOKIEThUeH pak Ha Oenmurte apoOoBe’ €
TIOCBETEH HA M3CIICABAHETO Ha POJIITAa HA MAPKEPHTE 332 CUCTEMHO BB3MAICHUE KaTo TPOTHOCTUYHI
(akTopu MpU MaUMEeHTH C aBaHCHPAI U MeTacTaTMueH HeApPeOHOKIEThUEH pak Ha Oenust apo0

(HAPB/I), nexyBaHu C UMyHOTEpAITHSI.

PaxbT Ha Gemust qpo6 ocTaBa BojEIIA MPHYMHA 32 OHKOJIOTHYHA 3a00JIEBAEMOCT U CMBPTHOCT B
CBETOBEH Maiald, KaTto HEeAPeOHOKICTHYHHUST KapIIMHOM TPENICTaBIsiBa MpuOmmuTeTHo 85% ot
BCUYKHM CITydau. BBIpEeKd 3HAYMTENHUS HalpeabK B CHUCTEMHOTO JICUCHHWE W HABJIM3AHETO Ha
MMYHHUTE YEKIIOWHT WHXHOMTOpH, IMPOTHO3aTa MpH MAIMEHTUTE C METACTATHYHO 3a00JIsIBaHE
octaBa HeOmaronpusiTHa. ToBa ompeznens HeoOOXOIMMOCTTa OT UACHTU(HIIMPAHEe Ha JOCTHITHH U
HAJISKIHA TPOTHOCTHYHH OMOMapKepH, KOWUTO OMXa IMOANOMOTHAIM WHIMBHIYAIHM3UPAHETO Ha
TEepareBTHYHHS TIOIXO/T,

OcHOBHa 1Ie7T Ha JAUCEPTAIMOHHUS TpPyA € Ja ObjJe OlLEHEHAa MPOrHOCTUYHATAa CTOMHOCT Ha
HHJIEKCUTE 3a CHCTEMHO Bh3manehue — Systemic Immune-Inflammation Index (SIl), Khorana score
(KS), momupurmpan Khorana score (mKS) n Advanced Lung Cancer Inflammation Index (ALI) —
M0 OTHOILIEHHE HAa TYMOPHHSI OTTOBOD, MPEXKHUBsIEMOCTTa 0e3 Mporpecusi, odmara MpeKUBSIEMOCT,
pHUCKa OT BEHO3HH TPOMOOEMOOJIMYHH YCIOKHEHHsSI M paHHAaTa CMBPTHOCT MpPH MalMEHTH C
aBancupain HJIPB/I.

[IpoyuBaHeTO BKIIOYBA PETPOCHEKTMBHA W MPOCHEKTHBHA TIPyNa MAalMEHTH C METacTaTU4EH
H/IPB/I, nekyBaHu cCbC CUCTEMHA Tepanus, BKIOYUTEIHO MMYyHOTEpanus. AHaIM3UpaHU ca
KIMHAYHU XapaKTePUCTHKH, J1aOOpaTOpHU TOKa3aTeld M BB3NATUTESIHA HMHEKCH, OIpPEeTICHH
IIPe/IM 3aloyuBaHe Ha JieueHuero. M3noss3BaHy ca CTaTUCTHUYECKH METOAM 32 OLICHKA Ha Bpb3Kara
MEKIy U3CIIEIBAHUTE MAPKEPU U TEPAIEBTUUHUTE PE3YJITATH.

[lonmyuenute pesynratu nokassar, ye Bucokute crtoiHocty Ha SlI, KS m mKS, kakto u Huckure
croiiHocT Ha ALI, ce acormmpar ¢ mo-HeOnmaronpusiTHa POrHO3a, MO-KpaTka MPEXUBIEMOCT 0e3
MpOTrpecusi U TO-HHUCKA OOIIa TMPEXKUBIEMOCT. YCTAHOBEHA € CHII0 BPh3Ka MEXIY MOBHUIIICHUTE
CTOMHOCTM Ha BB3MNAJIMTENHHUTE HHACKCH M pPHUCKa OT TPOMOOTHYHHM YCIOXKHEHHS W paHHA
CMBPTHOCT. JlaHHUTE MOTBBPKIABAT 3HAYEHUETO Ha CHCTEMHOTO BB3MAICHHUE KAaTO KIIFOUOB (haKkTop
B TYMOPHATA IPOrPECHS U OTTOBOPA KbM UMYHOTEPAIIHSITA.

B 3axmrouenue, auceprauMoHHUAT Tpya AemoHcrpupa, ue SII, KS, mKS u ALI npencrasnssar
JIECHOAIOCTBITHY, €BTUHU U MPWIOKUMH B KJIMHUYHATA MPAKTHKA TPOTHOCTUYHU OMOMAapKepH MpU



narieHTH ¢ meracrarimueH HJIPB/I, VznomsBanero um Ou MOTIIO Ja MOJIIOMOTHE TO-TIPEIM3HOTO
CTpaT'PI(bI/[L[HpaHe Ha TAUCHTUTC, ONTUMHU3UPAHCTO Ha  TCpAIlICBTUYHATA CTPATCrud U
N0/I00PSIBAHETO Ha KIIMHUYHUTE PE3YITaTH.

2. Pestome Ha moHorpadguyen Tpya: 3aaranoBa T., Bu3namutennun Ouomapkepu IpH
OHKOJIOTHYHHU 3a00JNsiBaHHMsI — TIPEAM3BHKATEIICTBA M OBACHIM HACOKH, MEIUIIMHCKO
uznarenctso ,,Menuk nmpuaT EOO/I, Codust, 2026r., ISBN 978-619-9230- 9-4

Mouorpadusra ,Be3nanutenHun Ouomapkepu NpU  OHKOJIOTUYHM  3a00JsBaHUS —
MpeIM3BUKATEICTBA U OBACHIM HACOKU® pasIyie’kaa CbBPEMEHHUTE HAYYHU JaHHU OTHOCHO
poyiiTa Ha BB3NAJUTENHUTE OUOMAapKepH B OHKOJOTHSATA W TSIXHOTO 3HA4YEHHE 3a
JMarHOCTHKaTa, IPOrHO3aTa, MPOCIEAsIBAHETO U T€PAeBTUUHUS OTIOBOP MPH MAaLUEHTH ChC
3JI0KaueCTBEHHU 3a00JIsIBAHUS.

XpOHUYHOTO BB3MAJEHUE € YTBBPACHO KaTo KIIOUOB (akTop B KaHLEporeHesara u
TymMopHaTa nporpecus. [logabpkaHeTo Ha Bb3MATUTEIHAa MUKPOCpPEAa BOAU 1O T'€HETUYHH
YBpEeXKJaHUs, CTHUMYJIMpAaHE Ha AaHTMOreHe3aTa, MOTUCKAaHE Ha aHTUTYMOPHHS HMYHEH
OTTOBOp U YJIECHSIBAHE Ha MeTacTasupaHeTo. B MoHorpadmusta moapoOHO ca pasrielaHu
OMOJIOTUYHUTE MEXaHU3MH, Ype3 KOUTO CHCTEMHOTO BB3MAJIEHHE ydacTBa B Pa3BUTHUETO U
MIPOrpeCUsATa Ha Pa3INYHU HEOIJIa3MH.

OCHOBEH aKIIEHT € TIOCTaBeH BBPXY ,,KIACHUCCKUTE BB3MAIUTETHH Omomapkepu — C-
peaktuBen npoterH (CRP), cepymen andymun, natepieBkua-6 (IL-6), makraraexuaporeHasa
(LDH) u ¢ubpuHoreH. AHaIU3UpaHu ca TAXHATA MAaTO()U3UOJIOTHYHA POJIs, BPh3KaTa UM C
TyMOpHaTa OMOJIOTHS U JI0Ka3aTelICcTBaTa 3a TAXHATa MPOrHOCTUYHA CTOMHOCT MPHU pa3IMuHU
OHKOJIOTUYHM JloKanu3anuu. [IpencraBeHn ca pe3ylaTatd OT MHOXECTBO KIMHUYHU
MPOYYBAHUSA U METaaHAJIM3H, JOKa3Balll acoIMAalMsITa MEXIYy MOBHILEHUTE CTOMHOCTH Ha
BB3MAJUTEIIHUTE MapKepH U TMO-HEONAaronpusiTHaTa MPEXKUBIEMOCT MPU MALUEHTH C
6enonpoOeH, KOJOpEeKTajeH, MaHKpeaceH, OBapuajieH, raCTpPOMHTECTHUHAICH U JPYTd BHUJIOBE
pax.

B monorpagusara noapoOHO ca pasrieaHd M ChbBPEMEHHUTE BB3MAJIUTEIHH HHICKCH WU
ckopose, BkimountenHo Glasgow Prognostic Score (GPS), modified Glasgow Prognostic
Score (mGPS), NLR, dNLR, PLR, LMR, PNI, LIPI, EPSILoN, SIPS, SII, ALI u LIPS-3.
OOchleHM ca TEeXHHTE JWArHOCTUYHH W TPOTHOCTUYHM BB3MOXXKHOCTH, KakTO U
NPWIOKEHHETO MM TPU TMAIMEHTH, JIEKyBaHH C XUMHOTEpAaIlus, TapreTHa Tepamus Hu
UMYHOTEpaIus.

Oco0eHO BHHMMAaHHE € OTACJICHO Ha TMPAKTUYCCKUTC AaCIICKTH U OTpaHUYCHHATA IIpU
BHCAPSABAHCTO Ha BB3NAJIUTCIIHUTC 6I/IOMapKepI/I B PpYTHMHHATa KIHWMHUYHA IIpaKTUKa.
AHaJ'II/I3I/IpaHI/I ca (1)aKTOpI/ITe, KOHUTO MOTAaT Ja MOBIMSAAT CTOMHOCTHTE Ha 6I/IOMapKepI/ITe,
JIMIIcaTa Ha yHI/I(I)I/II_II/IpaHI/I mparoBu CTOfIHOCTPI, XCTCPOTCHHOCTTAa Ha IMPOYy4YBAHUATA U
HCO6XO,Z[I/IMOCTT3. OT AOHIBJIHHUTCIIHA  BaIMAW3alus  4YpeE3 MaH_[a6HI/I IMPOCIICKTHUBHU
MU3CJIICABaHUA. MOHOFpa(bI/IHTa noaducpTaBa, 4€ BBIMNAIUTCIHUTC 6I/IOMapKCpI/I npeaAcTaBIABaT
JICCHOAOCTBIIHU, CBTUHW W KIWHUYHO IMPUIIOKHUMH HHCTPYMCHTHU, KOUTO Ouxa MOTIJIH Ja



MOAMOMOTHAT CTpaTH(UKAIUATA HA PUCKA, WHAWBHIYATU3UPAHETO HAa TEpamusra U I0-
Mpelnu3HaTa OICHKa Ha TPOTHO3aTa MpH TMAlMEeHTH C OHKOJIOTHMYHU 3a0oisBanus. B
3aKJIFOUEHUE C€ aKICHTUPAa BBPXY HEOOXOIMMOCTTAa OT WHTETPHpPAHE HA BH3MAIUTEITHUTE
MapKepu C MOJIEKYJISAPHO-TEHETUYHH U UIMYHOXUCTOXUMUYHU MOKA3aTeu C 1IeJ1 pa3BUTHE Ha
MepCOHAM3UPAHUS TIOIX0/I B CbBPEMEHHATAa OHKOJIOTHS.
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Successful treatment with
docetaxel plus nintedanib
in a patient with lung
adenocarcinoma and
pulmonary fibrosis: A case|
report and literature review

Tanya Zlatanova™!, Jeliazko Arabadjiev',
Galina Kirova-Nedyalkova® and Diana Nikova*
Department of Medical Oncology, Acibadem City Clinic Tokuda Hospital, Sofia, Bulgaria, 2Clinic of

Radiology, Acibadem City Clinic Tokuda Hospital, Sofia, Bulgaria, *Clinic of Pneumology, Acibadem
City Clinic Tokuda Hospital, Sofia, Bulgaria

Despite the rare incidence of idiopathic pulmonary fibrosis (IPF), coexisting IPF
and lung cancer is common. Both diseases have unfavorable outcomes and are
often associated with impaired quality of life. In this study, we present a clinical
case of a patient with coexisting IPF and lung adenocarcinoma who was
successfully treated with nintedanib plus docetaxel as a second-line
treatment, and achieved a substantial improvement in the quality of life. To
our knowledge, very few cases in the literature address the concurrent
treatment of both diseases, which makes this case a valuable illustration of a
successful treatment strategy and a basis for future investigations.

KEYWORDS

lung carcinoma, idiopathic pulmonary fibrosis, nintedanib, docetaxel, case report

Introduction

Idiopathic pulmonary fibrosis (IPF) is a chronic, progressive, fibrotic, and interstitial
lung disease with an unknown etiology. IPF often has characteristic imaging and
histological appearances that occur primarily in older adults (1). The incidence of IPF
is increasing worldwide (2). Similarly, lung cancer is the leading cause of cancer-related
mortality worldwide, and its incidence remains very high. According to GLOBOCAN,
lung cancer is the second most commonly diagnosed cancer after female breast cancer,
accounting for 11.4% of all new cancer cases in 2020 (3). It has been established that IPF
patients have an increased risk of developing lung cancer during their lifetime (4).
Smoking was evident in the history of both IPF and lung cancer patients. Not only was

01 frontiersin.org
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Conclustons: Although EU MS operate under a shared regulatory
framewark, relmbursement systems differ, yet sull generally pravide
access to most dinically meaningful anticancer theraples for NSCLC
patients. However, disparities are still evident and need to he adressed
in the fature to improve anticancer therapies avalliblity. Keywords:
Access to anticancer theraples, EU member states, Non-small cell lung
cancer
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Introduction: Swift advancement in anticancer drug in
the last two decades for the treatment of NSCLC (non-small cell lung
cancer) patients pases challenges in avallability of thes therapies in
European Unson (EU) member states (MS). Although EU MS share the
same regulatory status, access to anticancer treatments vary signifi
cantly. Methods: Using 3 questionnalre sent to experts In EU MS, we
analysed the avallabdity and accessibidity of NSCLC anticancer thera
ples incorporated in the European Soclety for Medical Oncology
(ESMO) guidelines and graded by the ESMO MCHS (Magnitude of
Clinical Henefit Scale) committee. The relmbursement status was
retrieved for 18 EU MS: Austria, Bulgaria, Croatla, Cyprus, Estonia,
Germany, Greece, Ireland, ttaly, Lithuania, Luxembourg, Nethertands,
Poland, Partugal, Slovakd, Stovenia, Spain, and Sweden. Reimburse
ment categories Incliuded fully reimbursed {paid hy insurance in full),
partially relmbursed (patients cover same expenses), per patient
reimbursement (based on individual application, then covered In full),
out-of pocket (patients caver all expenses), compassionate use pro
gram or danation (available through various programs), clinical trial
(any phase for that indication), and unavallable. Data cut-off: 01-Jan
2025. Results: Thirty-three anticancer therapies for 59 Indications
were found in the ESMO NSCLC guidelines, which were approved by
the EMA (European Medicines Agency) and another three without
indxcation at data cut-off. OF them, 27 recetved a high ESMO MCES
score (4 or 5) and another six with score A, which indicate substantal
clinical benefit. Overall, 3 therapdes are fully relmbursed in all MS, and
additional 8 are not fully covered in oaly one MS. Moreover, three MS
have more than 90% of identified therapies fully retmbarsed, while
the median number of fully retmbursed theraples are 63%. On the
other hand, ooe MS has Jess than 25% of therapies fully reinbursed;
bowever, this MS cavers 71% of theraples through per patient relm
bursement scheme. In gemeral, small aumber of indications are
avallable for out-of pocket payments, except In two MS with 569 and
68% of such payments, respectively. Another two MS have high
number of vailable 61% and 48%, A
median number of fully reimbursed targeted therapies for cither
EGFR, ALK/ROS1 and all other molecularly positive patients across MS
are 9, 14, and &, respectively. Eighty percent of EGFR and 50% of ALK/
ROS1 mhibitor indications with ESMO MCES score of 4 are at Jeast
partially covered in every MS More than half of the immune check
point inbibitors either a5 mono- or combination treatment with MCES
score of 4, 5 or A are fully reimbursed in almost all (16) MS. Similacly,
at least three out of six treatment indscations for early NSCLC with
ESMO MCBS score A are avaflable free of charge In 16 MS.

A Prela),’ V. Miskovic'* ‘Politecnico of Milano, Milan/)T,
?Fandazione (RCCS istituto Nazionale dei Tumorl, Milan/IT,
*Policlinico Universitaris Fondazione “A.Gemelll” IRCCS, chiara
bonalumeistitutotumorimlit/17, ‘University of Chicago
Medical Center, Chicagoy/IL/USA

Introduction: Accurate prediction of treatmest outcames In Non
Small Cell Lung Cancer (NSCLC) remalns a major clinical challenge. Al
hased models hold significant potential for Identifying navel imagkng
based blomarkers to enbance treatment efficacy prediction. In this
context, accurate grass tumar volume (GTV) segmentation is crucial
for respanse assessment. However, manual segmentation is time
consuming and expert-dependent. Deep Learning provides 3 prom.
ssing approach for automatic segmentation. This study evaluates the
performance of anll-Net automatic segmentation method in support
ing Al-driven survival analysis using bascline CT scans. The objective
wis W compare expert-provided and

methods, assessing thesr Impact on survival medels. Methods: We
used three NSCLC datasets compased of haseline lung CT scans with
expert-delineated GTVs. We induded two public datasets: 402 CT
scans from NSCLC-Radiamics TCIA dataset and 63 from Medical Seg.
mentation Decathlon (MSD). y, we used an n-by di
{NCTDS50961) of 276 scans of NSCLC patients treated with mmu
notherapy at Fondazione [RCCS Istituto Nazionale det Tumorl (INT).
To allocate different patients for training automatic and survival an.
alyses, we used 63 MSD CTs and 126 TCIA scans exclusively for
training automatic segmentation. Two sets, consisting of the remain
ing 276 TCIA and 276 INT scans, were reserved for testing automatic
segmentation and conducting survival analysis. We evaluated hoth
anl-Net and state-ofthe-art Primakov method for automatic seg
mentation, assessing performance using Dice similarity coefficent. We
extracted 107 radiomic features from nanl-Net, Primakov, and expert:
provided GTVs using We perf y
combining unlvariate Cox regression with correlation analysis
(threshold~0.75). Four Machine Learning (ML) survival models were
trained to predict Overall Survival using features derived from each
segmentation method. We assessed madeks' performance using 10
fold cross-validation based on concordance index (Cindex) and we
used Friedman test to assess statstically significant differences in
performance. Results: The nnll-Net segmentation method out
performed the Prinakov method In terms of Dice score. Figure 1
shows the Cndex of survival predictions of the three analyzed

med !




ABSTRACT

The publication “Access to Novel Therapies for the Treatment of NSCLC in 18 EU Member
States” analyzes disparities in the availability and reimbursement of innovative anticancer
therapies for patients with non-small cell lung cancer (NSCLC) across 18 European Union
(EU) member states.

Over the past two decades, rapid advances in systemic treatment, including targeted therapies
and immune checkpoint inhibitors, have significantly improved outcomes for patients with
NSCLC. Despite a common regulatory framework within the EU and centralized approval
through the European Medicines Agency (EMA), access to these therapies remains highly
heterogeneous among member states. The study aimed to evaluate the accessibility and
reimbursement status of NSCLC therapies recommended in the European Society for Medical
Oncology (ESMO) guidelines and assessed by the ESMO Magnitude of Clinical Benefit Scale
(MCBS).

A questionnaire-based survey was conducted among thoracic oncology experts from 18 EU
countries, including Austria, Bulgaria, Croatia, Cyprus, Estonia, Germany, Greece, Ireland,
Italy, Lithuania, Luxembourg, the Netherlands, Poland, Portugal, Slovakia, Slovenia, Spain,
and Sweden. The analysis included reimbursement data for 33 anticancer therapies covering
59 clinical indications approved by the EMA as of January 1, 2025. Reimbursement
categories included fully reimbursed, partially reimbursed, patient-specific reimbursement,
out-of-pocket payment, compassionate use programs, clinical trial access, and unavailable
therapies.

The results demonstrated substantial variability in reimbursement policies across EU member
states. Three therapies were fully reimbursed in all participating countries, while eight
additional therapies lacked full reimbursement in only one member state. The median
proportion of fully reimbursed therapies across countries was 63%, although marked
disparities were observed. Some countries provided access to the majority of therapies
through individualized reimbursement schemes, whereas others had a high proportion of
unavailable treatments or significant reliance on out-of-pocket payments.

Targeted therapies for EGFR-mutated and ALK/ROS1-positive NSCLC, as well as immune
checkpoint inhibitors with high ESMO MCBS scores, were generally accessible in most
countries, particularly for indications associated with substantial clinical benefit. More than
half of immune checkpoint inhibitor indications with high clinical benefit scores were fully
reimbursed in nearly all participating member states. Similarly, several perioperative and
early-stage NSCLC treatment indications were available free of charge in the majority of
countries analyzed.

In conclusion, although EU member states operate within a shared regulatory environment,
significant inequalities in reimbursement and access to innovative NSCLC therapies persist.
The study highlights the need for future policy efforts aimed at reducing disparities and
improving equitable access to clinically meaningful anticancer treatments for patients with
NSCLC across Europe.
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The role of antibody-drug
conjugates in the treatment of
lung cancer

Tanya Zlatanova™', Aynura Changalova™ and Urska Janzic*™

Ower the lasOt decades, lung cancer treatment has improved immensely, mainly
due to the incorporation of new targeted treatments and Immunctherapy. A
relativety new and potentially highly effective class of drugs, antibody-drugq
conjugates (ADCs), has been Introduced to the clinical setting and is currently
under intense investigation, alone and in combination with other molecules. This
study aims to summarize the latest data on ADCs for lung cancer treatment and
to analyze their potental, toxicity profile, and challenges.

rrwoics

ADC, antibody-drug conjugate, lung cancer, non-small cell lung cancer, small-cell
lung cancer

1 Introduction

The concept of the Magic Bullet, developed by Paul Ehrlich at the beginning of the 20th
century (1), which aims to develop an ideal drug that targets harmtul structures and spares
normal tissues, was reintroduced decades later as the basss for the development of ADCs. It
atmed to deliver a potent cytotoxic payload to cancer cells, thereby sparing normal tissues.
The first ADC to enter the dinic was gemtuzumab ozogamicin, which was used to treat
acute myeloid leukemia {2). After the mitial approval by the US Food and Drug
Admenistration in 2000, the drug was withdrawn due to safety concerns. However, it
was re-approved in 2017 at lower doses and for specsfic patient populations.

In recent years, advances in antibody engmeering, improved Linker stability, and
for the

payload potency have led to the investigation and approval of many new ADC:
treatment of various cancer types. Nevertheless, in lung cancer treatment, anly a few ADCs
have advanced to later dlinical phases and entered guidelines. The role of ADCs in lung
cancer remams poosly defined, and further evidence is needed.

With this review, we aimed to provade the audience with a deeper understanding of the
mechanism of action of ADCs, their relationship to the specificity of the toxicity probile,
current perspectives, and future directsons of this class of anti-cancer drugs,

Methods: We searched PubMed and Google Scholar to identify relevant artscles
published from database inception to November 2, 2025, using the search terms

ot trentiersinorg

in

Oncology,

16,

1757564.
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Simple Summary

Small cell lung cancer accounts for a relatively small share of lung cancer cases, yet is highly
lethal, without notable advances in treatment approaches over the past three decades. The
recent introduction of immunotherapy as part of the initial chemotherapy regimens has
contributed to improving survival, bringing a renewed hope for better patient outcomes.
With the approval of atezolizumab for clinical use, however, it is essential to accumulate
evidence on its efficacy and safety in real clinical practice. In the present study, we provide
real-world evidence from Bulgarian patients receiving atezolizumab as part of their initial
treatment for small cell lung cancer. The current data corroborate the notion that this newly
introduced regimen delays disease progression to an extent comparable to that reported in
the clinical trial that led to atezolizumab approval for small cell lung cancer.

Abstract

W) Check for updates Background/Objectives: Small cell lung cancer (SCLC) is a highly metastatic and lethal
; o malignancy. Doublet chemotherapy consisting of a platinum compound and etoposide
had remained the standard first-line regimen for decades, particularly for the majority of
patients, who are diagnosed with extensive-stage disease. Over the past 5 years, results
from the IMpower133 trial led to the approval of anti-PD-L1 agent atezolizumab as part of
the first-line regimen for extensive-stage SCLC. The accumulation of real-world evidence
on atezolizumab efficacy in this contexlt is essential for corroborating trial results and
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MDPY, Besel, Switzortand further improving patient outcomes. Herein, we present real-world evidence from a
s articly Bulgarian cohort receiving atezolizumab as part of first-line extensive-stage SCLC treatment,
s and comparing these data to the results of IMpower133. Methods: Data were extracted from
the electronic health records of patients receiving li
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first-line treatment for extensive-stage SCLC in the period between 1 January 2022 and
31 December 2024. Analysis was conducted via the Danny Platform, an analytic platform
for the integration of real-world evidence using embedded machine learning and LLM
algorithms. Patients matching IMpower133 inclusion criteria were included in a group
for comparison with trial results. Results: A total of 302 patients were included in the
analysis. The real-world progression-free survival (PFS) in our study surpassed that in
IMpowerl33 (7.6 versus 5.2 months), in addition to higher PFS rates beyond six months. A
lower Objective Response Rate (ORR) (38.7% versus 65.4%) was noted in our real-world

cohort, which we ibute to real 1dd P C ions: Real-world
id ding PFS and P B lly align with the efficacy of adding
b to first-line ive-stage SCLC T d in the IMpower133 trial,

while reflecting differences that may arise in routine clinical practice.

Key SCLC; real-world; izumab; i heckpoint inhibition; PD-L1;
extensive-stage

1. Introduction

Lung cancer remains the leading cause of cancer-related mortality, causing an es-
timated 1.8 million deaths in 2022 alone [1]. Accounting for approximately 10-15% of
lung cancer cases, small-cell lung cancer (SCLC) is an aggressive and lethal high-grade

i of mostly origin [2]. In b this to over 250.000
new cases of SCLC and an estimated 200.000 deaths globally each year [1]. Among com-
mon solid tumor types, SCLC has a particularly high mortality rate that has seen little
improvement over the past two decades [3]. Nearly all patients diagnosed with the disease
are current or former heavy smokers [4]. As one of the malignancies with the strongest
link to tobacco consumption, SCLC prevalence mirrors tobacco consumption trends [5].
Smoking ion prog| have thus i d to a d in SCLC incidence in
countries such as the US, UK, and Australia, while low- and middle-income countries have
seen a rise in cases [6,7].

SCLC is characterized by early and frequent metastasis, and oligometastatic disease is
common at diagnosis. In line with this metastatic predilection, patients with SCLC exhibit
the highest numbers of circulating tumor cells among those affected by solid tumors [8]. As
much as 80% of patients present with stage IV disease at diagnosis [2]. For the two-thirds

of patients that present with ive-stage SCLC al diagnosi ing that a single
tolerable radiotherapy field can no longer encompass the tumor spread, a systemic doublet
h herapy regimen of a plati agent and etoposide has ined the dard first-

line option for decades [%,10]. According to the American Cancer Society, extensive-stage
SCLC describes cancers that have spread widely throughout the lung, to the other lung,
or to other parts of the body, including the bone marrow. While cytotoxic therapy elicits
potent resp in SCLC (resp rates of 60-65"), these are transient,
and chemoresistance ensues, leading to survival durations of approximately 1 year for
those with an extensive stage disease [11]. A median survival of just 7 months was reported
based on US registry data for the 1983-2012 period [3]. A dismal prognasis, repeated failure
to improve treatment outcomes, and low sample availability had limited SCLC funding
and research for nearly four decades [9].

The frequent i F plastic synd observed in patients with SCLC,
occurring at the highest rate among all tumor types, highlight its immunogenic poten-
tial [12]. Further, the high ional burden and pondingly high number of neoanti-

hitps:/ /darorg/ 11539/ cancess 19071128
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METASTATIC HYPERPROGRESSION AFTER CONSOLIDATION THERAPY
WITH DURVALUMAB IN A PATIENT WITH STAGE IIINSCLC:
A CASE STUDY AND REVIEW OF THE LITERATURE
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METACTATUYHA XUNEPNPOrPECUA CNEQ KOHCONUOUPALLA TEPAMUA
C OYPBANYMABE NPU NAUMEHT C HEAPEEHOKNETBYEH KAPLIMHOM
HA BENWA APOB B CTALUWA Il — KNTUHWYEH CNYYAN U NPEFNEQ HA NIUTEPATYPATA

2

T. K. A b K.
"Orae no A Cun xnikmk Bonkaua Toxyaa — Codma
‘o no A CuTi KniHmk Gonkaua Toryaa — Codus

“Interbalkan Medical Center, Aristotle University of Thessaloniki

Abstract: Non-small-cell lung cancer s a surgically manageable disease in early stages
and prone for systemic therapy in advanced stages. Following the announce-
ment of results In PACIFIC trial, the current standard for stage Il (Programmed

death-kgand 1 (PD-L1) > 1%) s or ch h fol-
lowed by with — a PD-L1 check-paint inhibitor. This
publication reports a case with as a

therapy for stage Ill non-smal-cell lung cancer, after having achieved partial re-
sponse following chemoradiation, and developed a massive metastatic hy-
perprogression shortly after the start of the Immune checkpoint inhibtor. Hy-
perprogression is an atypical pattern of response to immune therapy which is
charactenzed by the acceleration of tumor growth during immune checkpoint in-
hibition. Earty identification of a hyperprogressive disease in the adjuvant setting

Is crucial for both to effective sub: and spanng the
patient from the possible toxc effects of durvalumab.

Key words: ll-cell lung cancer, death-
ligand 1, check-point inhibitors, hyperprogs
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Pesiome: XupyROesaT METOA HA NEYEHAE & NPMNOKUM OCHOBHO 8 CYMEHTE C HaUaNeH,

CTEAMA Ha B BHEH pax xa Genute apofioae, QOKETO

NpH a8aHcHpano 3a00NABAHE C& NPMNETA CHCTEMHE NPOTUBOTYMOPHS TEPanws
Cnen kato craHaxa Teé o1 poYy

PACIFIC, xato cTasiapT 3a newewwe Ha HeppeSnowneTved pax Ha Benwre
Apcficae & ctagui Il (c excnpecus va PD-L1 > 1%) ce yTabpan ChueTanoTo

[ 5 ot ne-
MEHWE C MMYHOTEPENMA C MMyssMa PD-L1 HeknoiHT uHxwOuTop aypeanymal.
a cnyvai ¢ wa ayp-

\: e
BaNyMal LaT0 KOHCONMAMPALLE TEPANWA NPH NBUWEHT C HeapelHOKNETLMEH
KapuMHoM Ha Genus gpob 8 cragui |ll, cnea NOCTUHAT YacTWNEH OTroeop oF

. MayweHTsr ge-

MBCHBHE M PECHR CKOPO CNIEA CTAPTHPEHE-

TO HE UMYHHUA 5 . e mogen Ha
0TTCR0p Kbt MMy . KOATO ce Xap c Ha Ty-
MOPHUS PACTEX N0 BPEME HA NDUNOXEHUETO HE HMYHEH YEMTIORHT WeoMBUTOP.
PanHoTo Ha npU nEYEHNE B ac-

NEKT & OT UIKIWOMHTENHE BIKHOCT KEKTO 38 HABPEMEHHOTO NPEBKNINBAHE KbM
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KNUHUYEH CNYYA HA MBNEH TEPANEBTUYEH OTTOBOP MPU NOCTMEHOMAY3ANHA
NALMEHTKA C METACTATUYEH KAPLMHOM HA MbPIA CNE[] NEYEHUE
cbC CDK4/6 MHXMBUTOP RIBOCICLIB B KOMBMHALMA C FULVESTRANT

T. 3naranosa, X. Apabansues, Kp. Opewsos, Bn. Munos
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COMPLETE THERAPEUTIC RESPONSE IN POSTMENOPAUSAL PATIENT
WITH METASTATIC BREAST CANCER FOLLOWING TREATMENT WITH CDK4/6
INHIBITOR RIBOCICLIB COMBINED WITH FULVESTRANT: A CLINICAL CASE REPORT

L3S Zh. , K. Of V. Milov
Department of Medical Oncology, Acbadem City Clinic Tokuda Hospital — Sofia

Peatome: PaKuT Ha rspaata @ eqxo or Hal Te MHIW Cuspe-
MEHHOTO My NedeHne ce “a npodun Ha Ty-
nmopa. CTaHASPTLT 38 TEPANUA Np# ABEHCUPAN XOPMOH-NoITHESH HR (+), HER2
(=) »a MbPAATE & KoMD| o1 CDK 4/6 (Cyclin-Dependent Kinase 4
and 6) 5 “ Sutop unu fi H: TOK-
CIMHOCT, c Ha CDKA/6 e
wara. N, cnyvai Ha WEHa © pe-

uentop ER (+), nporectepon pewentop PR (-) HER2 (-} kapumHoM Ha repaara,
NpOBENa OPraHOCHXPAHABALLE ONEPALMS, BAIOBIHTHO TENENENEHME W BAI0BEHT-

Ha Tepanus ¢ MNpw ca ycta-
HOBEHM n mep

CrapTupana e Tepanss ¢ ribociclib & c "

TopKe Texka YNHA W

nopaaw KOETO N03ATA Ha ribocichd e peayynpana. Cnen 12-wecewo neveswe &
OTVETEH MuNEH TEPANEBTMNEH OTTOEOP NPw A0GPA TONEPSHTHOCT M OTAMMHO
KaMECTEO HE KMEOT.

Kniouoemn aymu: METACTATHYEH Ha repaa, H H XOPMOH pe-
uenTop . HER2: H, COK4/6 Gutop, pwb: 6, qyn-
BECTPAHT

Adpec 3a KopecnoHdeHuun: A-p Taun O no medu

Cumu Knunux Toxyda Gonvuus, Oyn. H. Banuapos 516, Bg ~ 1407 Coghun,
e-mail: tanya_zlatanova@yahoo.com

Abstract: Breast cancer is one of the most common cancer types. Its current treatment is
based on the molecular and genetic peofile of the tumor. The standard of care for
advanced hormone positive HR (+), HER2 (-) breast cancer is a combination of &
CDK 4/6 (Cydin-Dependent Kinase 4 and 6) inhibitor and an aromatase inhibitor
or fulvestrant. The most common toxicity associated with the admenistration of
CDK4/6 Inhibitors is the haematological toxicity. We present a clinical case of a
menopausal woman with estrogen receptor ER (+), progesterone receptor PR (-)
HER2 (-) breast cancer, who underwent organ-sparing surgery, adjuvant
radiotherapy and adjuvant hormone therapy with an aromatase Inhibitor. The

patient was with and primary endocrine
resistance. Ribociclib therapy was intiated in combination with fulvestrant and an
osteomodulator and severe and toxicity was

reperted, resulting in @ reduced dose of ribociclib. After 12 months of treatment, a
complete therapeutic response was reported with good tolerance and excallent

quality of life.

Key words: metastatic breast cancer, invasive ductal carcinoma, hormone receptor positive,
HER2 negative, COK4/6 inhibitor, ribociclib, fulvestrant
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Abstract

Both lung carcinoma and idiopathic pulmonary fibrosis (IPF) have an adverse prognosis, and the co-existence of both diseases is
not uncommon. We introduce a clinical case involving a patient diagnosed with concurrent occurrences of lung adenocarcinoma
and IPE The patient underwent a therapeutic regimen comprising the administration of docetaxel in conjunction with nintedanib.
This treatment approach was followed by the sustained utilization of maintenance nintedanib over an extended duration, leading to
substantial enhancements in the patient’s quality of life. Furthermore, we discuss the few therapeutic options concerning this clinical
challenge and possible future therapeutic options.

Keywords

Lung carcinoma, idiopathic pulmonary fibrosis, nintedanib

Introduction outcomes (Buendia-Roldén et al. 2017). In addition, lung

cancer is the leading cancer-related cause of death world-

IPF is an idiopathic interstitial pneumonia with an un-
known origin with specific histomorphological and radio-
logical features (Sauleda et al. 2018). It is a relatively rare
fibrotic disease, but the incidence is rising mainly due to
better diagnostic methods and population aging (Lederer
and Martinez 2018). The prognosis of the disease remains
poor, with a median survival of 3-5 years after diagnosis
(Buendia-Roldan et al. 2017). Approximately 10% of pa-
tients with IPF develop lung cancer, mainly of squamous
cell histology, and the combination leads to even worse

wide, according to GLOBOCAN, accounting for more
than 1,7 million deaths for both sexes for 2020 (Sung et
al. 2021). The exact pathophysiological mechanisms for
developing lung cancer in IPF patients remain unclear,
although both diseases share some common genetic al-
terations and environmental risk factors, primarily smok-
ing (Sung et al. 2021). The concurrent treatment of IPF
and lung cancer is still challenging, both in the early and
advanced stages. Nintedanib is a small molecule tyrosine
kinase inhibitor that targets the receptor tyrosine kinases

Copyright Zlatanova T & Arabadjlev J. This Is an open access article distributed under the terms of the Creative Commons Attri- M
bution License (CC-BY 4.0), which permits unrestricted use, distribution, and reproduction In any medium, provided the original

author and source are credited.
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Abstract

Lung carcinoma stands as a prevalent malignancy characterized by a distressingly elevated fatality rate. Immunotherapy, admin-
istered either as a monotherapy or together with chemotherapy, represents the primary therapeutic approach for the majority of
individuals grappling with advanced non-small cell lung cancer. The influence of systemic inflammation in fostering cancer dis-
semination and progression is a well-documented phenomenon. This literature review examines contemporary indices and scoring
systems, which have emerged as informative indicators of systemic inflammation in recent years. These indices and scores are valu-
able prognostic and predictive elements in assessing treatment response among patients with metastatic lung cancer undergoing
immunotherapeutic treatment.

Keywords

markers of systemic inflammation, lung cancer, immunotherapy

Introduction metastatic spread, leading to diagnosis typically occurring

at advanced stages (stage I1I/IV) for most patients (Flores

Lung cancer holds the unfortunate distinction of being
the leading global cause of cancer-related mortality. In
2020, as per GLOBOCAN data, it accounted for a stagger-
ing 1,796,144 deaths, representing 18% of all cancer-re-
lated fatalities (Sung et al. 2021). Non-small cell lung
cancer (NSCLC) constitutes the predominant histological
subtype, making up approximately 85% of all cases, while
small cell lung cancer (SCLC) accounts for the remain-
ing cases. Lung cancer exhibits a formidable degree of
aggressiveness, characterized by rapid growth and early

et al. 2021). Despite substantial progress in pharmaco-
therapy for lung cancer, the 5-year survival rate for those
with advanced or metastatic disease remains dishearten-
ingly low, fluctuating at less than 5-10%, with regional
variations (Sung et al. 2021).

Immunotherapy has emerged as the predominant
treatment modality for NSCLC patients over the past de-
cade, in line with recommendations from national and in-
ternational treatment guidelines. In the majority of cases,
patients with advanced and metastatic NSCLC currently

Copyright Ziatanova T, Arabadjiev J. This is an open access article distributed under the terms of the Creative Commons Attribution m
License (CC-BY 4.0), which permits unrestricted use, distribution, and reproduction in any medium, provided the original author B

and source are credited.
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ANTICANCER THERAPY -
MEDIATED VASCULAR
TOXICITY
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Sofia, Bulgaria

Cancer and cardiovascular diseases are the leading
cause of death worldwide and share many common
risk factors. Adverse drug reactions related to vascular
loxicity have become an essential problem in the
overall treatment of cancer in recent decades, which is
que to better recognition of cardiovascular risk factors
In cancer patients and their more prolonged treatment
due to increased survival.
In addion to conventional chemotherapy
;‘::d radiotherapy, new targeted therapies and
Munotherapies that improve the prognosis of cancer
&i‘:?ms Sometimes possess direct or indirect vascular
Clty that may lead to systemic or pulmonary
i Nsion and/or arterial/venous thromboembolic
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CbAOBA TOKCUYHOCT NP
NPUNOXXEHUNE HA MPOTUBOTYMOPHA
JIEKAPCTBEHA TEPANNA

T. 3naraHoBa', X. Apabampxves', M. CraHesa?

'KAUHUKA NO MEGUUUHCKa OHKOAO2US, *KAUHUKA no
aHeuonoeus, Agxubagem Cumu Kaunuk YMBAJT Tokyga
- Cogus, bvreapus

OHKONOrMYHUTE U CbPAEYHO-CbAOBUTE 3abonsBa-
HWA ca BofeLla NpUUYMHA 3a CMbPT B CBETOBEH MaLLad
W CnogensaT MHOro o6y puckosu dakTtopu. Hexe-
naHWTe NEeKapCTBEHW peakuuu, CBbP3aHW CbC CbaoBa
TOKCUYHOCT, C€ NpeBbpHaxa BbB BaXXeH Npoonem 8
LUANOCTHOTO NeYeHWe Ha paka npe3 nocnepnute ae-
cetuneTus. ToBa ce Ab/KW KAKTO Ha No-Q06poTo pas-
no3HaBaHe Ha CbpAEYHO-CbAOBW PUCKOBW dakTopu
NPU OHKONOTMYHOBONHWUTE MAUMEHTW, Taka W Ha no-
NPOALMKUTENHOTO MM fNeveHne nopaau ysenuueHara
NPeX1BAEMOCT.

OCBEH KOHBEHLMOHANHaTa XMMMoTepanus u nbue-
Tepanusi, HOBUTE TapreTHU Tepanun v umyHoTepaniu,
KOWTO NOMOGPSABAT NPOrHO3aTa Ha NauveHTn C pak,
NOHsKOra nNpuTeXasar npska wiv Henpska cbaosa
TOKCWUHOCT, KOSTO MOXe Aa [0BeAe A0 CUCTeMHa wunu

Endothelial dysfunction, the procoagulant state,

HEBPOCOHONOMS 1 MO3bYHA XEMOAVHAMUKA, 2024, Tom 20, 6p. 1, npunoxetue 1 99

and metabolic disturbances are the three main
pathophysiological mechanisms leading to cancer
treatment-related vascular toxicities. The most commoﬂ
toxic vascular damage that can be detected during
the application of certain classes of drugs to treat
various tumor localizations is vascular damage,
hypercoagulation ~and  thrombosis, acce!era_ted
atherosclerosis, endothelial dysfunction, hypertension,
bleeding, microvascular rarefaction, vasculitis, etc.

Assessment of the risk of vascular toxicity before
initiation of cancer treatment is recommended to
prevent vascular toxicity and develop a follow-up
strategy. However, uniform recommendations and
scales for risk stratification still need to be validated.

ESMO and ASCO guidelines have been
established for the prevention and treatment of venous
thromboembolism in cancer patients.

Vascular toxicity caused by antitumor treatment
is often underestimated and neglected by clinicians.
Recognizing and treating vascular toxicities is a
challenge because severe vascular adverse events
can necessitate discontinuation of cancer treatment
and compromise ultimate treatment outcomes.

Key words: antitumor treatment, thrombosis, vascular
toxicity.
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6enoapobHa XMNepToHna n/wunu apTepuanyy,
BeH03
Hi

TPOMBOEMBONNUHN CHENTUA.

EHpoTenHa ancoyHkums, NPOKoaryRakor
TOAHUE W METabONUTHUTE HapyuweHus ca 0 Cho.
HOBHM NATOPU3NONOTUYHM  MexaHuama, Boﬁ:m oc.
CBbp3aHN C NEYEHUETO Ha paK Cbposy TOKCM:M
Hai-uecTo CpewaHnTe TOKCUYHW Cbaosy Sen HocTy,
KoWTO MoraT fia 6baat ycTaHoBewu npy npun::a“""-
TO Ha HSAKOW KNacoBe MeaukamewTy g ”e“enuef:”e'
pasnnuHn TYMOPHYN NOKanWU3aumn ca: cupopa ' H
Xvnepkoarynauusi 1 TooM603u, akuenepupana aTseua.
Knepo3a, eHaoTenHa AUChYHKUMA u XUNepTOHus F::c.
BeHe, MUKPOBACKYNapHO paspexnawe, BaCKyan'M

MpenopbuBa Ce OLUEHKa Ha pucka ot 31,3““,(88“9'
Ha CbOBa TOKCUUHOCT NPEAV VHULMUpPaHe Ha .
HWETO Ha OHKOMOrMYHOTO 3abonssaHe, ¢ yen Npesen.
uvs W u3paboTBaHe Ha cTparervs 3a npocnenseae
HO BCE OLue NUNCBAT BANVAVPAHY EIUHHU Npenopyky,
W cKanu 3a CTpaTupukauus Ha pucka.

3a NpoGUNaKTUKa U NIEYEHNE Ha BEHO3EH Tpompo.
emM60NN3bM NpY NauMeHTV C Pak Ca Cb3ameHu npe.
nopbku Ha ESMO 1 ASCO

CbfioBata TOKCUYHOCT, MPUHMHEHA OT NPOTUBOTY-
MOPHO fleueHune, e YecTo MNOAUEHABaHa W npeHe6per-
BaHa OT KIMHUUMCTUTE. [TO3HABAHETO U NEYEHUEeTO Ha
CbAOBUTE TOKCUYHOCTU € MPe/1vi381KaTencTso, 3alioro
CEepvo3HN CbAOBU HeXenaHu CbOUTUS MoraT na Hano-
)aT NpeycTaHOBABAHE Ha NEueHVEeTO Ha paKa u kow-
npoMeTUpaHe Ha KpauHuTe nevedH pesyntaru.

KarouoBu gymu: npomuBomymMopHO AeYeHue, Cbgo-
Ba mokcuyHocm, MPOMGEO3U.



12. Apabamxues K., 3maranoBa T., Tazumona E., Knuanunure m3nutBanuss MONARCH c

abemaciclib — apucrokpatu3zpM B JeueHHETO Ha XOpPMOHAJIHO-uyBcTBHUTENHHMS HER2-
HETraTUBEH paHEH W aBaHCHpal KapuumHoM Ha repaa. GP Medic, 2021:5; 30-34, ISSN 2603-
4719.

W3JAHUE 3A OBLONPAKTUKYBALUU NEKAPU

ME HEBPOAOTUS | OHKOAOTHA | NEAVIATPUS

K AvHMYHUTE M3nmTeaHmus MOHARCH c abemaciclib -
APUCTOKPATM3bM B A€4EHNETO HA XOPMOHOAHO-4YBCTBUTEAHMS
HER2-HEraTMBeH PAHEH M ABAHCUPAA KAPUMHOM HQA rbpAd

XK. Apabagxues, T. 3naTaHoBa, E. TazumoBa
o no Ka un, ApKnb. Curv Knunuk YMBAN Tokyna, Codua

CAeQ BHLBEKAIHETO HA MAMOTPAPCKUA CKDUHMHI M B YCIOBUATA HA HAPACTBAWLOTO 3aCTaPABAHE HA HACENEHWeTO HapacTsa 1
WECTOTATA Ha ANATHOCTULMPAHE Ha KAPUMHOMA Ha rbpaara. B ceeTosed Mauwa6 npes 2018 1. HOBOAMATHOCTULMPAHHTE CAYNAK
T Ca 2,1 MMNHOHA, KOETO NPEACTABAABA MONTH EAMH 112 BCEKM YTUPY CAYNEH HA KapUMHOM
CTPUPaNMTE CMBPTHUTE CAyHau OT Tosa 3abonnsane ca 630 000. (1)

@ Tapr «T OT Knaca Ha COK4/6 MHXMBMTOPHUTE, KOMTO NPEACT3aB/ABA HOBA TEPANEBTHYHA BBHIMOX-
HOCT B NIEYEHMETO KAKTO Ha METACTATMYCH M NOKANHO ABAHCHPAN, TaKA U Ha paHeH KOB, Y 5
HER2-HeraTuseH KapuvHOM Ha Mpaara. KAMHU4YHATa Nporpama MONARCH BKAKOUBA HAKONKO NPOTOKONE H3 KAMHWUHM W3NWT-
aamMua ¢ abemacilib & cen, P 8 Te3u cragun Ha 6onectTa. B 0630pa we NpeacTasum pesynTaTti ot

MONARCH 1, 2, 3 u monarchE msnmaanum‘ra.

Ha KAPUMHOM Ha MbPAATA NPY KeH
NpK KEeHUTE. 33 CHUMA NEPHOA perm
p

AR,

HER2 P wa 2vpda, COK4/6 unxubumop, abemaciclib

Kntouosu aymu: MONARCH, xop



13. 3maranoBa,T., Apabamkues XK., OpemkoB K., MunoB B., ITlo-gbira npexxuBsieMocT pu
noctMeHonay3anau nanuentku ¢ HR+/HER2- meractatndyen pak Ha repraTa — 0OOHOBEHHU
naran oT npoyuBaHeto MONALEESA 3 u xkmunuden cimydaii, GP Medic, 2021:5;44-48,
ISSN 2603-4719

W3[AHUE 3A OBLOMPAKTUKYBALLW JIEKAPU

MEDIC HEBPOAOT/S | OHKOAOTHMS | MEAMATPUS

MO-ABAFG MPEXMUBAEMOCT MPU NOCTMEHOMNAY3AAHN NALNEHTKM
¢ HR+/HER2- meTacTatmyeH PaK HA MbpAATA — OOHOBEHU AQHHU
oT Npoy4saHeTo MONALEESA 3 1 KAUHUYEH CAYHan

T. 3nataHoBa, XK. Apabagxues, K. Opewkos, B. Munos
o no Ka WA, ARKn6 Cuvun Knunak YMBAN Tokyna, Codua

C HaBNM3AHETO Ha MHXMBMTOPUTE Ha UMKAUE umuTe BK a NPAKTUKa Ce PerucTpyMpa yabaxa-
BaHe Ha OBWaATa NPEXMUBAEMOCT NPU NAUMEHTKUTE C METACTATUMEH XOPMOHaNHO-vyscTeuTenen, HER2-Heratuser
paK Ha ropaata. MbpPBOHaYanHO AOKNAABaHMTE pe3ynTaTu oT npoyusaHero MONALEESA 3 npu noctmeHonay3aniu
nauuenTkn ¢ HR+/HER2- aBaHCcMpan paK Ha ropaara ce NOTBbPIKAABAT Ce/ NepUog Ha NPOCNeARBaHe OT NOYTH 5
roavHu. NPeACTaBEHUAT KAMHMYEH CAYYai OT peanHarta NPaKTUKa UNIOCTPUPa edeKTMBHOCTTA Ha puboumkamb 8
KOMGMHALMA C GYNBECTPAHT KaTO MbPBA IMHUA TEPANuA, A0PK B YUIOBUATA Ha PEAYKUMA Ha A03aTa 3apaam xema-
TONOTMYHA TOKCUHHOCT.

K. Aymu: puboy 6, pynsecmparm, obuja npexussemocm, MONALEESA 3



14. Apabamxkues XK., 3naranoBa T., KoneBa M., KpbcreBa P., Koncymnosa A., Kontunes A.,
[TerpoBa M., Manranmxues P., LloneB H., llepes U., Iloctuxkenns B onkosnorusara npe3 XXI
Bek. MedlInfo, 2021:1; 336-354, ISSN 1314-0345.

AHYAPU

MOCTVIXKEHVA B
OHKOJIOIMATA [1PE3 XXI BEK

2 JIeKapCTBEHOTO NeYeHIE Ha 3NOKAHECTBEHITE CONMAHN TYMOPY NPETLPNA SHAUUTENHA MPOMAHA M NPEOCTABY Ha
X Apaagiue, NIeKapPN M NAUMEHTV No-eDEKTUBHM 1 NO-GE30NACHN TEPANEBTHYHI BbIMOKHOCTY. TOBA OCHTYPH YABIXKABAHE Ha
T. SaamanoGa, nepuopa Ges Gonect, Ha 06ulaTa NPEXUBSEMOCT, 3 IOPU Y fI0 YBENINUABAHE Ha CYUYANUTE HA MBHO U3NeKYBaHe OT
-p,’:,,ﬁxj OHKONOIMYHOTO CTPaakve. HaBNu3aHeTo Ha NpeunsnpaHarta MeAMLNHa, NPECTABEHA OT TAPreTHN NeKapcTaa i
(i"‘(:"":d‘f MMyHoTEp n3mecTH Tp: OHHAaTa XMMUOTEPaNWA, CBLP3BALLA Ce C TeXKA TOKCMMHOCT, OfpaHuUeHa edekTis-
M. Nlempo8a, HOCT ¥ CTPax y NauMeHTUTE OT TOBA NleYeHre, MMEHHO TapreTMpaHeTo Ha cneduduyHI PELLeNTOPU MK CUFHANHY s
* wm: Thlla B TyMopHaTa KNETKa OCUrypu no-sMcoK a¢HHM'E1 Ha /IeKapCT8aTd B CPABHEHWE C KNACHHECKATa UNTOTOKCHN=S
W Weped

TepanuA. BbBAUNAHETO Ha GaKTOPMTE HA COBCTBEHATA MMYHHA CUCTEMA Ype3 NeKapCTREHO MOAYNMPAHE Ha AKTUBIM-
pawWuTe ¥ Cynpecupaulit MMyHHUA OTFOBOP NEKAPCTBA, MMYHHI YEK-NOMHT HHXMENTOPH, AOBEAE A0 NO-ONTUManeH

HOmgesenue ro v
guuaMCKa OskOACRUR,

Aghstagen Cumy KOHTPOST BbPXY TYMOPHITE KNETKM, KaTo Taka NPOrHo3aTa Npu NALUMEHTH € PaK Ha KOXara, pak Ha 6ennre apobose,
Kk M ”“: woj: Ha ObOpeKa 1 NUKOUHNA MEXYP e MoAo6PHY. B HauanoTo Ha XXI 8eK ObArapckvTe OHKOMO3W Ch3AaJ0Xa MHOBATUEHN
i D NOAXOAY B OLEHKATA, ANATHO3ATA U IHEHUETO HA 3NOKAYECTBEHUTE CONMAHMN TYMOPH, NacT OT KOMTO BsXa 1 cBeToR-
QUK OO, HO Npu3HaTy. B Tazu cratna 0bobuiasame HOBOCTUTE B 1ICKAPCTBEHOTO IEHEHNE HA PaKa, KOUTO NPOMeHKXa cuabata
¥y g"c’;:f;; HA MUNNOHM XOPa NO CBeTa u B Bbnrapus.

A0mgese=ue no Me-



15. Apabamxue XK., 3maranoBa T., OpemkoB K, Jleuenuero Ha paka Ha mpocTarara-
YTBBPACHU CTAaHAAPTU W HOBU Ipeau3BukaresictBa, MD: meauuuncku paimkect, 2018 Sep;

XV (4):70-77, ISSN 1312-4471.

Meauuunckn panpxect + MeauuuHata Quec B Bunrapusa

Centemspuf2018

cexnnsg MeaununHara auec B Boion apus
ISSN 1312-4471 Bpoit 4 (106), Tomua XV, Cenremspn 2018
OHKOJIOT Us ABTOPCKA OB30PHA CTATUS

JleueHuneTo Ha paka Ha MPOCTATATA — YTBBPAEHH
CTAHAAPTH H HOBHU NPEIU3BHKATEICTBA

A-p Kensasxo Apabamkues, 1-p Tans 3naranosa, 1-p Kpacumup Opemikos,

Otpenenye no MEAMUMHCKA OHKONOTHS
Amxubanem CuruKmunnk Bomsuua Tokyna — Codust

Mpocratausar kapuunom (1K) e
NeTaTa Haii-uecTa MPHYMHA 33 CMBPT
npu  MbXere B cBera (CperoHa
3ipaBHa opranusauus, 2016).

B Boarapus I1K e Ha BTOpo MsicTo
ciest paka Ha Gesmsi Apo6 u npencra-
BisiBa 17.0% ot BCHukM 3710KauecTBe-
HU 3abonsBanus, criopen Hauumonan-
HuUsl pakoB peructsp 3a 2013 roguna.

3a nocaemnute 30 rogunu y Hac
YeCTOoTaTa Ha ToBa 3aboisBaHE € Ha-
pachana ot 9/100 000 3a 1981 Ha

21.73/100 000 3a 2013 romuma. Ilpes 2013 r. ce HaGmoxasa PA3BK CKOK
Ha 3a00/IeBaEMOCTTa, Hali-BEPOATHO IBIDKALL CE Ha nopoGpeHa AMarHoCTHKa.

cnencrsed ITK B xpomosoma 1q 24-
25

©  Adpo-avepukaHuute uMar
60% yBemuyena 3aGoneBaemocr.
4EeCTO C JIOLIA NMPOTHO32, B CPaBHe-
HUE C MBKETE OT EBPOMNEHNIEH Npo-
usxon; IK ce cpema psgko npn
MBXKKA MOIY/IAlKs OT a3HATCKH TPo-
H3XO0J

© Jluetnunnute (hakTopu Morar 1a
OBSICHAT YaCTUYHO PACOBUTE pa3iy-
qus

IMaToxorus
95% ot IIK ca azeHokapumHo-

xe marmva an o seaBeem o



16. beiixan, 1., 3maTtanoBa T., ApabamkueB XK., HoBu TepaneBTHUYHN BB3MOXKHOCTH IpHU
JieueHHe Ha TPOMHO-HEraTHBHHUS KapIMHOM Ha Tbpaa, Medical Magazine, 2021:6;48-52,
ISSN 1314-9709

MEDICAL

CIEUMATMINPAHO HAHME 3A TEKAPH

GPO B9/ 06.2621

rm. HOBU TE@PANEBTUYHU Bb3MOXKHOCTU

e Colin DY NeYeHue Ha TPOUHO-
HeraTUBHUA KapLMHOM Ha rbpaa

Kniowosu ymu: | TpoiHo HeraTuBHUAT kapLHom (THKT), KoMTO e eAuH OT NoATUNOBETE KapuuHOM Ha rbpaaTa
poiiHo HezamueeH:

KapuuHom Ha 2spdama,
caoBader ominpoapects

¢ yectora 15-20% OT BCHHKM OCTaHa M BUAOBE, Ce OT/INYABA C MO-TOAAMA arPeCUBHOCT U NO-mo-
Lia NporHo3a. JleYeHneTo Ha MeTacTasupanua KapLUyHOM € MPEAVMHO C XMMUOTEpPanus 1 e
unmepsan, obuja | HE3BROBOIMTENHIA DEIYNITATH NO OTHOLLEHMe Ha CEOBOAHUA OT nporpeca uHTepsan (PFS) m
npexcussemoc, oy | CPEAHATA 06wa npexussemoct (OS) or 12-18 mecewa. MocTUraHeTo Ha no-Ao6pu peaylyﬁ*m e
mepanesmusH nadxodu. | OT M3KAOYNTEAHO BAXHO 3HaYeHVe. Tasy CTATUA PAa3I/IeR A3 KaK HOBUTE MONCKYAAPHO-rese
TUYHY M3CNIEABAHNA A3A0XA Bb3IMOXKHOCT Ha MHOXECTBO K/IMHWYHU U3NUTBAHMSA 38 ThpCese we
HOBW TEPaneBTUiHN NOAX0AN NpU neveHue Ha THKIL

17. ApabamxueB XK., 3naranoBa T., Tasumona E., beiixan IlI., HoBu TepaneBTHyHN
BB3MOKHOCTH B JICYCHHETO HA pPEUUAWBUPAINS M METacCTaTHYCH XOPMOHATHO —
YyBCTBUTEJICH paK Ha MyIeuHara xie3a, Pro medic, 2019:1;58 — 60, ISSN 2603-4727

PE3IOME

Crarudra ,,HOBI/I TCPAIICBTUYHNU BB3MOXHOCTH B JICHCHUCTO Ha pPCOUIUBUpAIUA H
MCTAaCTaTU4YCH XOPMOHAJIHO-IYBCTBUTCIICH paK Ha  MJICYHATa xKiesa pasricixaa
CbBPCMCHHUTC IMOAXOAN B JICUCHHUCTO HA INAIIMCHTKHU C XOPMOH-PEUCHTOP IMO3UTHBCH HER2-
HCTAaTUBCH MCTACTATUYCH KAPLWHOM HaA MJICHHATA KJI€3d, C AKLCHT BHPXY MPCOAOJISIBAHCTO
Ha CHAOKpHUHHATA PE3UCTCHTHOCT U POJIATA HA HOBUTC TApI'CTHU TCpAITUU.

PakbT Ha MIieyHaTa >kje3a € BTOPOTO IO YecTOTa 3JI0KaueCTBEHO 3a00JiiBaHE B CBeTa U
BOJCIla NpPUYMHA 332 OHKOJOTMYHA CMBPTHOCT IIPU JKEHHUTE. ABTOpPUTE TNOJYEpPTaBaT
3HAYEHHUEeTO Ha MOJIEKYJSIpHATa U UMYHOXMCTOXMMHYHA KIacu(UKAIMs Ha TYMOPHUTE, KOSATO
MI03BOJISIBA TO-TIPELIU3EH TEPANEBTUYEH IOAXOA W WHAWBHIyaIU3UPAHE HA JIEYCHHETO.
Luminal A u Luminal B noarunosete, XapakTepu3Hpallyd ce ¢ eKCIpecus Ha eCTPOTreHHU
W/WIKA  TIPOreCTEpPOHOBM DPELENTOpH, ca OIpeleNieH KaTo Haii-uecture ¢QopMu Ha
XOPMOHAJTHO-YYBCTBUTEJIEH KapLINHOM Ha MJIEUHATa JKJIE3a.



B cratusra monpoOHO ce pasriexIaT MEXaHW3MUTE Ha MbPBUYHA M BTOPUYHA €HIOKPHHHA
PE3UCTEHTHOCT, BKJIIOUMUTEIHO poJisita Ha Myrauuute B ESRI1, aktuBanusra Ha
PI3K/AKT/mTOR curHanHust ObT W HapylleHaTa perylanus Ha KICTbYHHS IUKBII.
[Togueprano e, ye pa3BUTUETO HA PE3UCTEHTHOCT KbM €HJIOKPHUHHATA Tepanus IpeacTaBiIsBa
OCHOBHO TPEAM3BUKATEIICTBO MPH JICYCHUETO HA METACTATUIHOTO 3a00JIsIBAHE.

OcobeHO BHHMMaHHE € OTACICHO Ha HOBUTE TApreTHH TEPANEBTUYHU BB3MOKHOCTH,
BountetTHo mTOR  wmuxuOuropa everolimus m CDK4/6 wmaxuburopure palbociclib,
ribociclib u abemaciclib. [IpeacraBenn ca KIrO490BM KIMHUYHU npoyuBanus kato BOLERO-
2, PALOMA-2 1 PALOMA-3, neMOHCTpHUpaIli 3HaYUMO YIbJDKaBaHE Ha MPEKHUBSIEMOCTTa
6e3 mporpecus npu komOuHupane Ha CDK4/6 muxubutopu unm everolimus ¢ eHIOKpUHHA
Tepanusa. JlaHHuTe mokas3Bar, 4ye aoOaBsHeTo Ha palbociclib kpm letrozole wim fulvestrant
BOJAM JI0 CBIIECTBEHO TIOJOOpPEHHE Ha TEpareBTUYHUTE pe3yaTaTd u 3a0aBsHE Ha
nporpecusra Ha 3a00JIIBaHETO.

ABTOpHUTE aKLEHTHpAT BbPXY MPOMSHATA B TEpANEBTUYHATA MapagurMa Ipyu METaCTaTUIHHS
XOPMOHAJTHO-YYBCTBUTEJIEH paK Ha MJIeYHAaTa >KJe3a, MpH KOSTO KOMOWHHMpAHETO Ha
€HJOKpPUHHA Tepanus C TapreTHH areHTH Cce€ YTBBP)KJAaBa Karo CTAaHJIAPTEH IOIXOJ.
XuMHOTepanusATa OCTaBa 3ara3eHa NpeauMHO 3a MAlUMEHTH ¢ BUCIEpaiHa KpHu3a Wid O0bp30
nporpecupamio 3abonsBaHe. OCHOBHHTE TEpaleBTUYHU L€ ca yIbJDKaBaHe Ha
MIPEXUBAEMOCTTa, KOHTPOJ HAa CHUMIOTOMHUTE M MOJOOpsSBAaHE KAayecTBOTO Ha JKUBOT Ha
MAIUECHTKUTE.

18. ApabamxueB, XK. , Tasumoa E., OpemxoB K., 3naranoBa T., Kontumer A.,

AJIpEHOKOPTUKAJICH KapIIMHOM — 0030p M KJIIMHWYEH CIIydaid 3a JICYCHHE B PaMKUTE Ha HaJ 3
roaunu, Studia oncologica, 2019:1,:52-60, ISSN 1313-7115
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X. ApabagxkueB, E. TasumoBa, K. Opewko8, T. 3rnamaHoBa, A. Konmune8

Iz] AJPEHOKOPTUKANEH KAPLIUHOM - OB30P U KNUHWUYEH CNTYHAN
3A NNEYEHUE B PAMKWUTE HA HAZ 3 rOAUHK

XK. Apab6aosxues, E. Tasumosa, K. Opewxos, T. 3namanosa, A. Konmunes
Omad no MeduyuHcKa oHKi
Adwmcubadem CumuKnunux Bonnuua Toxyda, Cofus

Pesiome

AJIpeHOKOPTHKATHUAT KApPLIMHOM € PAJIKO ¥ arpecuBHO 3a6onsABaKe C jiBa NMuKa Ha 3a-
GonseMoCT ¥ 1Ba OCHOBHYM BHJ]a — XOPMOH-TIPOAYLMPALL ¥ XOpMOH-Henpoayuupau. [Tosxa-
BAHETO U paa6upaue‘ro Ha eTUONIOruATa, rnaroreHesara, cra;mpaue'ro M ICYEHMETO HA TOBA
3/10Ka4ecTBEHO 3a60NsABaHe € OT OCHOBHA BAXKHOCT 32 NMPABM/IHOTO MOBEJICHHE NMPYU TalMeH-
Tute. C npefcTaBeHns KIMHWYEH Cyyal ce OMUCBA YCTIEITHOTO JIeYeHUe Ha MALMEHT C PAADK
MeTacTaTH4eH AJIPEHOKOPTUKaJIeH KaplMHOM ¢ GenofpobHa iuceMMHAIMA, IO CBETOBHUTE
CTaHJIapTH 32 MOBeJIeHMe.

KnrouoBu pymm: AJpeHOKOPTHKA/NEH KapuuHOM, GenofipoGHy MeTacTasu, nedeHue,
Muroral, Kbmmur cunpom

ADRENOCORTICAL CARCINOMA - SCIENTIFIC REVIEW AND CLINICAL CASE
ON TREATMENT FOR OVER 3 YEARS

J. Arabadjiev, E. Tazimova K. Oreshkov, T. Zlatanova, A. Kontilev
Department of Medical Oncology, Adjibadem City Clinic, Tokuda Hospital, Sofia

Abstract

Adrenocortical carcinoma (ACC) is a rare and aggressive neoplasm, with bimodal peak
and two different types - functional and non-functional ACC. Knowing and understanding the
etiology, pathogenesis, staging and treatment of this malignant disease is important for cor-
rect management of patient. With reported clinical case we describe successful treatment of a
patient with rare metastatic ACC with pulmonary metastases, according oncology guidelines.

Keywords: Adrenocortical carcinoma, pulmonary metastases, treatment, Mitotane, Cus-
ing’s syndrome

19. 3aaranoBaT., KontmneB A., ApaGamxueB X., OpemkoB K., VtBBpmena HoBa
BB3MOXKHOCT 3a mbpBa juHus JedeHne Ha EGFR —wmyrtupan HenpeOHOoKIeTYeH Oe101poOeH
KapuuHOM- npuiiokenne Ha Osimertinib (Tagrisso), Pro medic, 2019:4;36-42, ISSN 2603 —
4727
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YmBuvpgena HoBa 8vamoxknocm 3a NvpBa AuHuA Aeyenue
Ha EGFn-Mymupan HegpeoHokaemuyen 6enogpoben
kapuuxom - NpunokeHue Ha osimertinih (Tagrisso)

T. 3natanosa, A. Kontunes, X. Apabapxues, K. Opewkos
(o) no UMMCKS AnsGaaem Curm Knmupx Toxyaa Ganwiya, Codwun

) , Heob; MM-KUHBIEH M G-
TOp Cpeuly 23 Ha axTop or pera 3UMA, KOMTO 6Mpa KaKro EGFR 1

TUPOIMH-KUMAIM M Ui Gorropss, NOCTHIa ABOHHO No-A0Bpa ed T cnpamo Ay

6reT, npu naustesms, WOMTO Pa3BMAT T790M.

K Ayran: ned; Pax 4o Genusm Opob, EGFR Mymayus, osimertinit, MUPOIUN-KUN IR unxubumopu, ’
T790M Mymoyun

New approved Possibitity for the treatment
of EGFR-mutated non-small cell lung cancer in first line -
osimertinib (Tagrisso)

T. Zlatanova, A, Kontilev, J, Arabadjiev, K. Oreshkov
Chinic of medical oncology, Acibadem CityClinic Tokuda hospital, Sofia

Recently in Bulgaria a new peutic option for first fine
Tagrisso (osi ), AstraZ o , is third
against 1 = factor, selectively g EGFR Wln&iynmunﬂlhle,awdlu EGFR-resistant mutation
and has clinical activity against CNS Metastases. In phase Il clinical trial osimertinib has demostrated a better efficacy
<ompared to the standard Eﬁm~wh\e-lynase inhibitors used in first ine treatment of EGFR-mutated NSCLC, with simitar
toxicity profile and lesmdng—:elmaﬂmsemntsf to platit based ch 2Py In second line, following
a disease Progression on previous. standard EGFR-tyrosine-kinase Inhibitors used in first ine, osimertinib achieves Goubling
in efficacy g to the che Py duplet, in patients who had developed T790M-mutation,
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W HOBaTMBEH IOAXON B JIeUeHMETO Ha
HeApebHOKIIeTPUHMA benogpobeH
KapIMHOM — IIPUJIOXKEeHMEe Ha
osimertinib (Tagrisso)

XK. Apa6apgxmes, A. Kontunes, K. Op oB, T. 3nar , E. T a
OmdeneHue no MeduyuHcka oHkono2uA, Adxubadem Cumu Knunuk Tokyda 6oanuya - Coua

Pestome: Ocumepmunub (TAGRISSO™; AstraZeneca) e nepopaneH, HeoBPamuM MUPO3UH-KUHA3EH UHXUBLUMOP cpeuly
PELENMOpPa HG eNUGEPMANHUR PacmexceH Gaxkmop om mp payus, Kolimo ¢ 0 uHXubUpa kakmo EGFR
MUPOIUH-KUHA3G YyBCMBUMENHU, Moka U EGFR-T790M pesucmeHmHu Mymauuu U UMG KIUHUYHO GKMUBHOCM Cpewly
memacmasu 8 UHC. B paHoomusuparo $asa il KAUHUYHO UsnumeaHe 0CUMEPMUHUG NOKA360 3HOYUIMENHO no-006pa

(V] ocm om cmaHdapmaAume EGFR mupo3uH-KUHA3HU UHXUGLMOPU NPU NLPea NUHUR Ha AeveHue Ha EGFR
Mymupan HedpeGHoxemuyer 6enodpober KapyuHoM, NPu NOAo6EH MOKCUKOAO2UYeH NPOGUA U NO-MANLK NPOYEHM
CEPUO3HU HEXENHU NeKapCmeeHU cuBumus. CpaereH ¢ UH-6a3UPAHA XUM P nNpuU 8MOPa NUHUA Ha

6

NeyeHue, cred npozpecus Ho cmaHdapmHu EGFR muposuH u PU, OCUMEPMUHUE nocmu2a 8eoiiHo
no-0o6pa epexmusHOCM CNPAMO XUMUOMEPaneemuYHus dyénem.

21. 3naranoBa, T. , ApabamkueB XK., Koutune A., OpemkoB K., CrBpeMenen 0030p Ha
MMYHOTEPAIEBTUYHUTE BH3MOXKHOCTH 3a JICUCHHE HAa aBaHCHPAIUS HEAPEOHOKIECTBYEH paK
Ha Oemure apoboBe — ¢okyc Bbpxy PD-1 u PD-L1 unxuburopure, Medical Magazine,
2019:6;76- 84, ISSN 1314-9709

OCTOREPATHBHO " CREPEMENNY NOAXONN
BIMARCHHE M EOAKA CATA ABAACET TOAMNIH KOXNEAPHA & AMATHOCTMNATA H
OREPALIINS HA ONHTE MMTIAANTALMS AINEWKETO HA XPOHHUHATA
™ 4 TR 14 BUNOINA BOAECT




T. 3namanosa,

7K. Apabadarcues,

A. Konmunes,

K. Opewrxos

Omdenenue no meduyun-
cKa onkonozus, "Adsicuba-
dex Cumu Knunux Tokyoa
Boanuya" - Coghus

Knrouosu dymu: |

Hedpebroknemuvyen
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emopm 1 (PD-1 ukixubu-
mop), uHXuBUMop Ha Au-
2aHOO HA NPO2PAMUPI-
HAMa KNemv4Ha cMbpm
(PD-L1 uHxubumop).

MM| OHKOAOI'VIA

CbBpemeHeH 0630p Ha UMYHOTEepaneBTUYHUTE
Bb3MOXHOCTU 3a Ie4eHMUE Ha aBaHCUpPanus

HeapebHOKNeTbYEH pak Ha 6enute gpobose —
¢$oKyc Bbpxy PD-1 u PD-L1 nuxubutopure

MbpBUYHUAT pak Ha Benute apobose (PB/) e Han-4ecToTo OHKONOTMYHO 3a60NABaHE, Ches He-
MENaHOUUTHUA paKk Ha KoxaTal'l. UMyHOOHKONOrMATa Npes NocneaHUTE TOAMHY Ce IPEBBLP-

Ha B NOTEHWMANHA CTPATEruA B NEYEHUETO Ha OHKONOTMUHUTE 3a60ASBaHUA, B TOBA YUC/IO U Ha
HeapeBHOKNETBYHUA paK Ha 6enute apobose (HAPBA). Mpes nocneanute 10 FOANHM, € HAT-
PYNBaHeTo Ha BCe NoBeYe MHOOPMaLWA OTHOCHO MOAEKYIAPHO-TEHETUYHMTE MEXAHU3MY Ha
Bb3HWKBAHE W Pa3BUTHE Ha PaKa, ce eKcrn/ioaTupaT HOBU Bb3MOXKHOCTU 33 KOMBUHUPaHE Ha
UMYHOTEPaNeBTUHHUTE MEAUKAMEHTY € TAPreTHa TePanua, XMMUOTEPanua, NbYeneyeHue, Kak-
TO M KOMBVHMPaHe Ha OTAETHUTE UMYHOTEPannuK NOMENXAY UM,

22. Apabamxues, XK., 3aaranoBa T., Abemaciclib — svoBust CDK4/6 nuHXHOUTOP B CIIEKTHpa
3a JiedeHHe Ha XopMoHaimHO 4wyBcTBHTenHHMs HER2/-/ meracratmuen pak Ha rbpjaara ,

MedicPlus, 2020:3;29-32, ISSN 2603-5545
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Abemaciclib — noBuat CDK4/6 uanxuburop

B CIIEKT'bpa 3a JIeYeH¥e Ha XOPMOHAJIHO
yyBcTBUTEeNHNUA HER2/-/ MeTacTaTHU4YeH pak Ha
repgara

Xensasko ApaGagxuesn, TaHa 3naTaHoBa
Omadenerue no MeQuUUUHCKA OHKON02US, ,Adxcubadesm Cumu Kaunuk YMBAN Tokyda" - Codus

D,

Pe3k Creg Bv8exkgavemo Ha mamozpadckus Ckpuxumz u 8 ycaoBusma wa HapacmBawomo 3acmapsfare Ha
HaceneHuemo ¢e nobuwala u vecmomama Ha guagHocmuyupane Ha pak Ha gvpgama. B cBemoBen mawab npea 2018 2.
HOBOgUaSHOCMUUUPAHLUME CAYNAU Ha pak Ha 2epgama npu XeHume ca 2,1 MuAuona, koemo npegemaBasBa novmu eguH Ha
Beeku yemupy CAyvas Ha pak npu Xerume. 3a ColUR Nepuog PeSUCMPUPaHUME CMBDMHUME CAyMauy om moBa saboasBane
ca 630 000 (1).

Abemauuknub e mapzemeH megukamerm om kraca Ha COK4/6 urixubumopure, koiimo npegematasta HoBa mepaneBmuuna
BoamoxkHocm B Aeyeruemo Ha Memacmamuuria U Ackaaro aBaHcupan, xopmoranHo vyBemBumenes HERZ rezamuBen pak Ha
2vpgama, 8 kombBurauus € apomamader unxuburmop usu GyaBecmpanm 3a mupBonaqasva mepanus UAU CASG NPEGXOXGauo
XOPMOHEAHD AGHEHUS,

KnloyoBu gymu: xopmonaaHo-yyBemBumenen, HER2 nezamuBesn A0kasHO aBaHcupaA u memacmamuyeH pak Ha zvpga,
ONKAIR tnavéanman



23. Apabamxkues, XK., 3n1aranoBa T., MeracratuueH TpOHHO HEraTWBEH paK Ha I'bplaTa —
JIeYeHUEe OTBB]I XUMHOTepanusara, Pro Medic , 2020:3;40- 46, ISSN 2603-4727

PRO MEDIC OHKONOruna | XeMATON0IUA

MemacmamuyeH mpoiiHo He2zamuBeH pak Ha 2bpgama -
AevyeHue omBvg xumuomepanuama

K. Apabagxxues, T. 3naTaHoBa
OvaeneHve no meanUMHCKa oHKonorua, Agknbaaem Cutu Knmnuk Bonnmua Tokyaa, Codua

TpoiiHO HeraTUBHUAT pak Ha rppaata (THPT), yact ot rpynata Ha 6a3afHO-KNETbYHMUTE C NPOM3X0A OT BasanHuTe uau muoenure-
NMAaNHUTE KNETKU HAa HOPMasHaTa MAIeYHa XNe3a, e NOATUN 3/10Ka4ecTBeHo 3abonnasaHe ¢ Nno-HebnaronpuATHa NPOrHo3a, PaHHO
MeTacrasupaHe, arpecMBHO pasnpocTpaHeHue 1 no-kparka obwa npexusaemoct. MNpubnusurenHo or 12 go 17% or xeHure ¢
PaK Ha rbpAarta ce OnpeaenaT Karto TPOMHO HeraTUBHU. /IeKapCTBEHOTO fieyeHue Ha 3a60N1RBaHETO BbB BCEKU CTaguii gocera ce
npoBeXxaawe camo C XMMHOTepanua OT rpynara Ha aHTPaUMKAVHUTE, NNATUHOBUTE KOOPAUHALMOHHM KOMMNNEKCH M TaKCaHuTe.
C vaeHTUPMUMPAHETO Ha HOBM Tapretv Kato mytaummu 8 BRCA1/2, PIK3CA/AKT/pTEN, Kakto u 6naroaapeHue Ha ycnexurte Ha
MUMYHOTEpanuATa NpY ApYry JIOKaAU3auUM, NEKapPCTBEHOTO NeYeHne Ha TPOMHO HeraTuBHUA Pak NPMAO6M NO-NepcoHanu3npaH
noaxop. Pesynrature or ronemu $asa Il u lll paHaOMU3MpPaHK NPOYYBaHUA NOTBBLPANXA, He NPULIENHATa TEPaNUA HOCK NO-roNamMa
non3a, BKAOYUTENHO MO OTHOLWEHWE Ha BPeMEeTO A0 HaCcTbNBaHe Ha NPOrpecus WaKu peuuaus 1 obuiarta npexusaemocr. B Tosu
0630p wie npeAcTaBUM OCHOBHUTE XapaKTepUCTUKK Ha THPT, KaKTO U HOBUTE IEKAPCTBEHU Bb3MOXHOCTH OTBbA XMMUOTEpanuATa
33 metacrarmuyHma THPT,

KniouoBu gymu: mpoliHo HezamueeH pak Ha 2epdama, THPI, 6a3anHo-KnemvyeH pak Ha 2bpdama, BRCA, PIK3CA/AKT/pTEN,
umyHomepanus

24. 3naranoBa T. , ApabamxueB XK., Mycrada L., [IpeagumcTBa npu NpUIOKEHUETO HA
aparnHuO Kato 1Ba WM 2pa JMHUS Ha JICYCHUE 32 JIOKAJTHO aBaHCPHAl M METaCTaTUYCH
HeapeOHOKIIeThYEH pak Ha Oenus npoo , Pro medic, 2020:4;20-22, ISSN 2603-4727
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PRO MEDIC NYAMONOTUA | KAPAMONOTUA | FACTPOEHTEPONOTUA

MpegumcmBa npu npuaokeHuemo Ha adpamuHu6 kamo
1-6a u 2-pa AuHUA Ha AevyeHue 32 AokaaHo aBaHcupaa
U MemacmamuyeH HegpeoHokaemvueH pak Ha 6eAus gpoo

T. 3nataHoBa, K. Apabagxues, LU. Myctada

OTaeneHune No meauuMHCKa oHkonorusa, Apkubaagem Cutu Kanuuk bonnunua Tokyaa, Codua

Mpe3 nocneanute 15 ropuHm ce 3a6ena38a OrpOMEH HaNpPeAbK B MHAUBUAYANU3NPAHETO HA TEPANUATA 33 OHKONOTUYHUTE 3a-
6onasaHun. HeapebHOKNETBYHMAT pak Ha 6enua apob (HAPB/) e cpea nbpBuTe BMAOBE TYMOPM, 338 KOMTO Ca OTKPUTU Tapre-
T 32 neveHue. PeuenTopuT Ha enuaepMmantua pactexeH ¢pakrop (EGFR) e nbpBUAT MAGHTUGUUMPAH TapreTMpyem OHKOreHeH
Aasuraren, ycraHosed npu HAPBA. HanuyHute 40 MOMEHTa TUPO3UH-KMHA3HU MHXMBMTOPYK (TKU) redutnHmb u epnotmHmb ca
EGFR o6patumu nHxubutopm, aokaro apatmHmb e nepopaneH, Heobpatum ErbB pamunen 6nokep, KOMTO KOBANEHTHO CBBLP3BA U
6n0kupa curHanusaumara or EGFR (ErbB1), HER2 (ErbB2) u ErbB4. AdaTuHub e TepaneBTMUYHA ONUMA NPYU Bb3PACTHU NALUUEHTH C
NOKaNHo asaHcupan unu metacratuded HAPB/ ¢ aktusupawa(m) EGFR mytauma(m), HenexkysaHna(u) ¢ TKU, KakTo v npu naumeHT™
C HanpeAHan NAOCKOKNETbYEH KapuMHOM Ha 6enua apob, uumTo Tymopu ca ¢ HeussecteH EGFR cratyc unm EGFR aus Tn, 1 ca
nporpecupany Ha ¢oHa Ha unu cnep nnatuHa-6asmpana xumuorepanua. MeaukameHTLT agatmHMb uma ynpasnaem npodun Ha
6©30NaCHOCT W HEeXeNaHUTe NeKAPCTBEHN CbBUTUA, CBLP3aHKM C HEroBOTO NpUAOKeHue (Hanp. Auapua, obpus/akHe), 0buKHOBE-
HO Ce OBNAAABAT Ype3 HaMaNABaHe Ha A03aTa unu 3abasaHe Ha cneasaly npuem. Ta3u CTaTUA PA3INenAa PasWMUPEHUA CNeKTLP
3a NnpunoXeHue Ha apaTMHMb, NICTPUPaH Ypes NopTPONMOTO OT M3NUTBaHMA LUX-LUng, aHanusupamku nonsure 3a naumeHTuTe
M TOKCUYHOCTTA Ha MEAMKAMEHTA, KAKTO M1 MEXaHM3MMUTE Ha PE3UCTEHTHOCT.

Kntouosu gymu: HedpebHoknemvyeH pak Ha 6eaume dpoboee, EGFR, TKU



25. NlparanoBa C., 3aaranoBa T., IIpunoxxenue Ha olaparib — moagbpikaiia Tepanus Mmpu
NAlMEHTKH C aBaHCHpaJl BUCOKOCTENIEHEH oBapuaieH kapuuHoM u BRCA myramuu- me ce
MIPOMEHU J1 TepaneBTuyHuAT crangapt? , GP Medic , 2020:5;62-68, ISSN 2603-4719
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MpuAoxeHne Ha olaparib-noAAbPXALLLA TePAnus rnpu
NAUMEHTKM C OBAOHCUPOA BUCOKOCTENEHEH OBAPUAAEH
KapUMHOM 1 BRCA myTaumm — LLLe Ce NPOMEHU AKX
TEPANEBTUYHUAT CTAHAQPT

C. lparaHoBa, T. 3nataHoBa
Otaenenve no meguuvHcka oHkonorus, Anxvbagem Cutu Knunuk bonHuua Tokyaa, Codun

ENUTeNHUAT paK Ha ARYHULMTE @ Hali-4ecTaTa NPUYMHA 33 CMBPT, CBbP3aHa C TMHEKO/IONMYHM Heoniasmu. BonecTra obuk-
HOBEHO Ce NPOABABA NPM XEHM B MEHONay3a, KaTo NOBEYETO MMAT HanpeaHano 3abonssaHe (MexayHapoaHa degepa-
umA No ruHeKonorua u akywepcrso (FIGO) craauii 1ll), 33 KOUTO CTaHAAPTLT 3a IGUEHUE OCTaBa XMPYPrUA U LIUTOTOKCUYHA
nnatHa-6asupana xumuoTepanun. Bonpeku Ye ToBa /iedeHne Moxe Aa 6bae NoNesHO 3a NOBEYETO NaUMeHTU C paHeH
CTaguii Ha 3a60NABaHETO, NOBEYETO XKeHU C HaNpeaHano 3a6onABaHe Pa3BMBaT MHOTO ENU30AM Ha PeLMANBUPALLO 33-
6on1ABaHe C NPOrpecMBHO NO-KpaTku uHTepsanu 6e3 3abonssaHe. Teau enu3oaM 338BPLUBAT C XMMUOPE3UCTEHTHOCT U
8 KpaiiHa cmeTKa 3aToBa ToBa 3ab0NABaHe e Hal-4ecTa NpUYMHa 3a cMbpT. MNpu XKeruTe, YuaTo Bonect Npogb/Kasa Aa
pearvpa Ha nnatuHa-6asupaHa xumuorepanus, 6onecTTa 4ecTo MoKe Aa 6be KOHTPOAUpPaHa B MPOAbL/KEHUE Ha 5 uan
noseye roauHu. TapreTHara Tepanua KaTo aHTUAHMMOreHHW nekapcTea unm nonv (ADP-pubo3a) nonumepasHu UHXUBUTO-
pv npegnarar noTeHumMan 3a noaobpeHo yabKaBaHe Ha spemeTo 6e3 nporpecus.

Kniouosu gymu: osapuaner kapyuHom, BRCA, PARP urxubumopu, ceob6o0Ha om npozpecus npexussemocm
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HepeOHOKIIEThUYECH pak Ha Oenute 1poOoBe — MHAUBHIyaIU3HpAaHEe Ha CUCTEMHATA TEpanus 1
noraea KeM Obaeniero, Hayka mynmounorus, 2020:4;18-22, ISSN 1312-8302
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[-p Tana 3namanoBa 18
NvueneueHue npu Geaogpober kapuurom

Mpod. WNaauka MuxatnoBa, g-p Pymen Aazapo8 23
Bporxockoncku Memogu 3a AedeHue Ha MaAuzHeHa obecmpykuua Ha
UeHMPaAHUME guxameAHU Nbmuwia u nepudepru 6eaogpobHu mymopu

-p Naamer TumoperkoB, gou. MuaeHa ExveBa 31

COVID-19

Hawuam onum ¢ xocnumaausuparu nauuesmu ¢ COVID-19
Lou. feopau MNonoB 43,




18

BOLELLA TEMA

AekapcmBeHu nogxogu 8 AeveHUemo Ha
MemacmamuyHua Hegpe6HokaemvueH
pak Ha 6eaume gpoboBe -
UHguBugyaAusupaHe Ha cuCmemMHama
mepanus u no2aeg kom 6vgewemo (vacm 1)

[O-p TaHa 3namaHoBa

OmgeneHue no meguuyuHcka oHkonozus, Agikubagem Cumu KauHuk MBAA Tokyga, Cogua

Peslome

Pakvm Ha beaume gpoboBe e Hal-4ecrnama NpuyuHa 3a CMbpm om OHKOAOUYHU 3aBoAABaHUA npe3 nocaegHume
20guHu. Cnopeg cBemoBHu ganHu Ha GLOBOCAN 3a 2018 2. HoBoguaeHocmuyupaxsume nayueHmu ¢ pak Ha beaume
gpoboBe ca okono 2.1 muauoHa, a noduHaaume om moBa 3aboraBane - 1.8 munuoHa. Bvnpeku cvujecmBenus
Hanpegvk B aekapcmBeromo AeveHue Ha berogpobHus kapyuxom B nocaegHume gecemunemus, 5-2oguwHama
npexuBaemocm npu nayuesmu ¢ aBaxcupano u memacmamuyHo 3aboAraBare ocmaBa mBbpge Hucka - nog 5-10%,
kamo cvwecmByBam Bapuayuu B pasaudHume pezuou Ha cBema. iHoBamuBHusm nogxog B Aeyenuemo Ha moBa
COYUaAHO3Ha4Yumo 3aboraBare ce basupa Ha nepcoHaausupaxama meguyuna, Bce no-gemadaHomo monekyaspHo-
2eHeMu4HO Cybmunusupare u BvamoxHocmma 3a uHguBugyarusupase Ha mepanuama - UMyHOMePANUA u mapzemua
mepanus u mexxume kombuxayuu, cnopeg konkpemrume xapakmepucmuku Ha mymopa u 3aobukaaswama 2o cpega.
KalouoBu gymu: memacmamuyer HegpebHoknemvyer pak Ha beaume gpoboBe, umyHomepanus, mapzemua mepanus,
kombuHupara mepanus.



27. OpemkoB, K., 3aaranoBa T., [paranoBa C., JlumurpoBa E., AKTyaqHH KIMHUYHU

MPEMOPBhKU 3a JICYCHUETO Ha JAPEOHOKICTHUHHUS KapIMHOM Ha Oenute apobOose, Hayka
mynmostorus, 2020:4;8-16, ISSN 1312-8302

8 | BOQEWA TEMA

AkmyaaHu kauHu4HU npenopvku 3a
AeYeHuUemo Ha gpe6HokaemvyHuA
kapuuHom Ha 6eaume gpo6oBe

O-p Kpacumup Opewko8', g-p TaHa 3xamaHoBa', g-p CoHa dpazaHoBa’,
gou. EaeoHopa QumumpoBa?

'Omgenerue no meguuyuHcka oHkonoeus, ,Agxubagem Cumu Kauruk MBAA Tokyga®, Cogus

’Kuruka no mequuuHcka oHkonoeus, YMBAA ,CBema MapuHa’, Meguuurcku yHuBepcumem,
Bapra

Peslome

Lpebrokaemvuruam kapuuxom Ha beaume gpoboBe ([PBL) e omzoBoper 3a 15% om bGeaogpobHume HeoNAaIMu.
Camo okono 30% om nayuesmume ¢ AAPBL] ce guazHocmuyupam B aumumupax cmagul Ha 3aboasBaremo. Cpegrama
npexuBaemocm ocmaBa 3a gvazo Bpeme B pamkume Ha 15-20 meceua, be3 ga ca Haauye couwjecmBenu npomeru B
cmpamezuama Ha Aeverue. B cmagud | u lIA cmangapmum Ha noBegerue e XupypauMHOMO AeveHue, NocAegBaHo
om agloBanmua xumuomepanus no npomokoa platinum-etoposide. B cmagud 11B-11IC npenopb4umeArHOmo Aeverue
e cyvemawna xumuomepanus ¢ platinum-etoposide 3aegHo ¢ Abvemepanua HG MopakarHomo 3acszawre u nocaegBava
om npoguaakmuyHa Avvemepanus Ha LUIHC npu nayuesmume bGe3 npozpecus Ha 3aboasBaxemo. o ce omuaca 3a
IV cmagui uau ED (extensive stage) 3aboaaBane, couwiecmBen Hanpegvk ombeassBa gobaBavemo Ha umyHomepanus
kom xumuomepanuama ¢ platinum-etoposide 3a nocmuzaxe Ha ygvakaBawe Ha obwama npexkuBsemocm, koemo
npegcmabasBa u npenopryumerHusm HoB cmangapm B aeveruemo wa [PBM B mosu cmagud. Topotecan ocmaBa
CMAHgapm Ha AeYeHue Ha 2 AUHUA NPpu Npozpecus Ha 3aboaaBaremo caeg 1 aukuA. Peungykyuama ¢ platinum-etoposide
ce npenopvyBa npu nayueHmu ¢ naamuxa-yBcmBumenen peyuguB (23 meceya). Kamo onuus Ha caegBawu usbopu
Ha mepanus ca u lurbinectedin uau umyHomepanus. Heobxogumu ca HoBu kauHuvHU npoyvBarus, nocmpoexu Bupxy
HoBama kaacugukayus Ha APBL-cybmunoBe, gepurupanu cnopeg npoduaa Ha paauvHama 2exHa ekenpecus, kakmo u
nogkpenexu om cvomBemuu Baaugru npegukmuBru buomapkepu Ha buoaozusHua novepk Ha mymopa.

KalowoBu gymu: OPB/, xumuomepanus, umyromepanus, LUHC, avvemepanus.

28. 3naranoBa T., CraneBa M., BeHo3eH TpoMO0eMOO0IN3BM TP MALUEHTH C OHKOJIOTUYHU
3abonsBaHus M npuioxumoct Ha  Khorana score 3a crpatuduuupaHe Ha pucka —
auTeparypeH 0030p u HoBHM Hacoku, Medical magazine, 2021:12;72-77, ISSN 1314-9709

CRPUHUHE 3A KONOPEKTANEH
KAPLIMHOM - METOAM U

JNEYEHME HA PITYRIASIS ROSEA C ETUOA0IMA U TEPANEBTUYHM
TECEH CNEKTHP UVB /Tb4¥ PELLEHWA NPY CEBOPESR
CIp. 28 CTP.34

MEDIC

CRELUNANU3UPAHO USIAHUE 3A TIEKAPH BPOW 95 /12,2021

AKTYANHU NIPEMNOPBKYA
CTP. 50
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29. 3naranoBa T., HeOnaronpusaTHu nporHOCTUYHU (DAaKTOPHU TPU JICYCHHE HA MAIUEHTH C

METacTaTHUYeH pak Ha OenuTe ApoOOBe — poJis Ha MHACKCA 33 CUCTEMHO HMYHHO BB3MAJICHUE
SII u Khorana score , Pro medic, 2022:4;29-32, ISSN 2603-4727

OBYHATY < 5RO 4

THAMONOMNA | KAPAMONOTUA | EHAOKPUHONOUA _PRO I\/_[EDIC

Hebaazonpuamuu npozsocmuyy ¢dakmopu npu nevenue Ha
nauuesmu ¢ memacmamu4en pak Ha Geaume gpo6oBe — poas Ha
z_’mgekca 3a cucmemHo umynHo 8v3nanenue S!I u Khorana score

T. 3naraHoBa
Oviienerue no MeanumHCKa OHKOAOMMs, ABRNBaaem Cutn Knuuuk YMBAN »ToRyaa“, Codua

s +

4 3HaYNTenBus Hanpeasy 8 fIEYEHKETO, PAKBT Ha Benute apoBose Genemn Hak-suCcOKa CMBRTHOCT CPER BCUHKN DHKO-

Hit- 3a60n8B3HUA npes NoCNeaHUTE FOANHU. Dakropure, C8BP3aHM C Hamanena NPEMUBAEMOCT, OCTasaT Hepobpe Acduu-
HABHCHT 33 CUCTEMHO MMYHHO Bb3NaeNe {Systemic immune inflammation index, Sit} 4 uHgeKceT 3a nosumen DUCK 0T

3i4-Khorana score Npuactusar sce RO-TOAAMS IHAUMMOCT 32 ON PeRennke Ha rebnaronpuaTHa nporHosa.

OBY RyMu: pak Ha Benume Gpoboge, npozrocmugny akmopu, Khorona score, systernic immune-inflammation index

30. 3aaranoBa T., OpemkoB K., Pexranen kapiimnom — Llenu u moBeneHue oT Auarnosara Jio

MMaJIMAaTUBHOTO JICUCHUC IIPEC3 IIPHU3MATa HA KIMHUYCH cnyqaﬁ OT HalllaTa IIpaKTHUKa , Medical
Magazine, 2014: 7; 96 - 97

XullepTOHITHA Kphsd B Jlanapockonckanaacruxa RRRY  Jleuesiic Ha ChiOBIITE
cIp. 12 & o nocronepatisiy g YCIOARHCHHSA TIPH
XepHIH ; NAMHEHTH Che 3]T
<rp. 80

. CTIELMATIA3MPAHO M3HAHVE 3A TIEKAPI
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PekTaneH kapLumHom

Llernuv u nosefeHre OT AMardosarTa 40 ManvaTrBHOTO feyeHme
fpes NpyamMarTa Ha KNnuvdHryeH crny4ar oT HalwaTa mpaxKkTrKa

Krusnnka no Xesmaronorus u Onkonorus, O 10

ua, MBAJT . ToxyAa Sonnnya” - Cogun

MpeacTaBsme KNUHUHEH Cyyal Ha €BOMOLUMA HA PAHEH HUCHK PeKTaneH KapuuHoM, KATO paarnexasame nocrnenosaresn-
HOTO NOBEACHME OT HEOAIOBAHTHO KbM NASMATUBHO neusHue. B CTaguit Ha METacTaThYHa 601ECT Ce aKUeHTyupa BbpXy
OCHOBHATA Lesl Ha NIeUeHeTO S8 BCEKY eTan OT EBONIOUMATA Ha 3aGONABSHETO, KOATO ONPeAesA nabopa Ha Tepanus
MHAMBUAYSNHUAT NOAXOA KbM NauueHTa, 6a3upan Ha OCOGEHOCTUTE B NPOTUGAHETO HA HEroBOTO 3aBonseasne, Komobsug:

HOCTTa U He Ha rNocnenHo MARCTO — HeroanTe FIpeANCUUTAHUR, Gellle OCHOBHOTO, KO :
3 eTO ca cTpems
Bpeme Ha HauleTo NeveHme. i S

31. Zlatanova T., Arabadjiev J., Zlatareva A., Markers of Systemic Inflammation and Their
Role as Prognostic Factors in Patients with Metastatic Lung Cancer Treated with
Immunotherapy. A Literature Review, Scripta Scientifica Salutis Publicae, 2023;9:7-14; DOI:
10.14748/sssp.v8i1.9111. ISSN 2367-7325(Print), ISSN 2367-7333(0nline)

Scripta Scientifica Salutis Publicae, 2023;9:7-14 ISSN 2367-7325 (Print)
DOI: 10.14748/sssp.v8i1.9111 ISSN 2367-7333 (Online)
REVIEWS

MARKERS OF SYSTEMIC INFLAMMATION
AND THEIR ROLE AS PROGNOSTIC FACTORS IN PATIENTS
WITH METASTATIC LUNG CANCER TREATED
WITH IMMUNOTHERAPY. A LITERATURE REVIEW

Tanya Zlatanova', Jeliazko Arabadjiev', Albena Zlatareva®

!Clinic of Medical Oncology, Acibadem City Clinic Tokuda University Hospital,
Sofia, Bulgaria
*Department of Pharmacology, Toxicology and Pharmacotherapy, Faculty of Pharmacy,
Medical University of Varna, Bulgaria

ABSTRACT

Lung cancer is one of the most common oncological diseases with the highest mortality rate. Immu-
notherapy, given alone or in combination with chemotherapy, is the first-line treatment of choice
for most patients with metastatic non-small cell lung cancer. The role of systemic inflammation
leading to the dissemination and development of cancer is known. The subject of the present litera-
ture review are the markers of systemic inflammation, in the form of indices and scores, developed
in recent years as prognostic and predictive factors for response to treatment in patients with met-
astatic lung cancer treated with immunotherapy.

Keywords: markers of systemic inflammation, SII, ALL, Khorana score, lung cancer, immunotherapy



32. 3naranoBa,T., A.Kontunes, b.Cotupos, IIbieH TepaneBTHYEH OTIOBOP MPH MALUEHT C
XOJIAaHTMOKapLIMHOM CJ€Jl IIPOBEJIeHAa XUMHUO-UMYHOTEPAIUA : KIIMHUYEH CIy4ail ChC 3Ha4MMa
TokcuuHocT, ImyHooHKkonorus, 2025, N'oguna 11, 6poit 1, ctp.20-24, ISSN 3033 — 1234
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WMYHOOHHONOIMA IMMUNO-ONCOLOGY

HAYHHA NEPUOLMKA HA SCIENTIFIC JOURNAL OF
Eb/ITAPCKO HAYYHO [IPYKECTBO N0 UMYHOOHKONOTHA THE BULGARIAN SCIENTIFIC SOCIETY OF IMMUNG-ONCOLOGY

Acoypupan Wies Ha EBpaneickata pakos3 opraku3aua Associated Member of European Cancer Organisation

T. 3namenose, A. Konmunes, 5. Comupee | ITonex mep yer op npu € X Y

MbneH TepaneBTUYEH OTrOBOP NPU NALMUEHT C
XO/IAHIMOKAPLMHOM CNeg NpoBeaeHa XMMUO-MMyHOTepanua:
KIMHMUYEH C/TyYai CbC 3HAUYUMA TOKCUUYHOCT

T. 3natanosa, A. Kontunes, b. Cotupos
Kavitnka no meguuuHcka oskenorvs, Agsnbagem Curu Knvuvk YMBAJ Toryaa — Codua

Rnrovosn gymu: PaxbT Ha RABYANTE NBTHLLE € PAAKO CPELLEHT OHKROAOTMYHO 3a3bonasare. CT2RAAPTET Ha AeveHue
XONBHMMOKARUMROM, NPU NAUMBHTH ¢ Hepe3ekTabu/ieH 1 MeTacTaTu4YeH XONaKTMOKapUWHOM Be3 nanuumne Ha KoMTpa-
BARH OTTOBOP, HUHAMKaUUK € KOMBUHALIUA OT XAMUO- 1 UMYHOTERANMA. {IpeacTaBamMe KiuHWYEH CayYali Ha me-
WMyHOTepanua, TACTa3MpPan XoNaHITMOKSPUMHOM NPY NAUEHTHS C METAXPOHEH KapunHOM Ha Mpaa € NpoAaBeHa
XupanotTepanus, TERKE KOXWHA TORCHMUHOCT ¥ OTHETEN NbAEH OTFOBOP CAex Tepanus ¢ !'eMU.HTaGHH, UACANATHN W
TORCHYHOCT Dypsanymab.

Complete Therapeutic Response in a Patient with
Cholangiocarcinoma Following Chemoimmunotherapy:
A Clinical Case with Significant Toxicity

T. Zlatanova, A. Kontilev, B. Sotirov
Department of Medical Oncology, Acibadem City Clinic Tokuda University Hospital ~ Sofia

Keywords: Bile duct cancer is a rare oncological disease, The standard treatment for patients with unresectable
cholangiocarcinoma, and metastatic cholangiocarcinoma without contraindications is a combination of chemotherapy
complete response, and immunoctherapy. We present a clinical case of metastatic cholangiocarcinoma in a female
immunotherapy; patient with metachronous breast carcinoma, who developed severe cutaneous toxicity and

chemotherapy, toxicity achieved complete response after treatment with gemcitabine, cisplatin and durvalumab.



33. 3aaranoBa T. , AnloBaHTHA CHCTEMHA Tepanus IpPU pe3eHUpaH XOJAHTHOKAPIIMHOM -
CTaHIapT Ju e capecitabibe, KimmHuYHO MoBeneHME TPU XOJTAHTHOKAPIIMHOM : TEKCTOBE 3a
MPOIBIDKABAIIO MEIUIMHCKO oOydyenue : yueOHa kuura 2024 Pen. {umutep Kane. Apr
Tpelicsp Bapna 2024, ctp.- 231-238, ISBN 978-619-7094-73-2
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AAIOBAHTHA CUCTEMHA TEPAIIUA ITPU PESEITUPAH
XOAAHI'NOKAPIIMHOM - CTAHAAPT AU E CAPECITABINE

g-p Tans Baamanoba

Agkubagem Cumu Kaunuk VMBAA Tokyga — Coust

OB30P
Xoaanzuokapuunomvm (XK) e pagok u azpecu P € Aowa np 3a. P:
guaznocmul ka Ba npegu3Bul Bo, koemo Bogu go Bucoku nuBa na cvopmnocm u
mBupge kpamka 5-20g 0dwa npekub; m (OII) caeg xupyp: pe3ek a uec-
na guBu e Bucoka. ®akmopume, nob B; pucka om peuuguB, BkaiouB;
3u B ¢uu Bv3au, norok pe3ek P u cbgoBa unBazus. Co-
ByBam gokas3; Ba 3a poasi na agioBanmnama P caeg npoBegeno one-
pamuBuo Aeuenue 3a XK, no nopagu psgk Ha 3a004:6; pangomusup
npoyuBanus (PKII) ca masko na Gpoii u ¢ np BopeuuBu pe3y H mek-
gynapoguu pvkoBogemBa, Bk ESMO u NCCN, npenopoub: groB

A iE]

:
3 XK. Bogemu no-mamadnu npocnekmubnu
kgaBane na Ha agoBanmua xumuomepa-

£ P

skenue na npu cp
npoyuBanus Guxa duau om noasa 3a ym8
nust npu moBa 3aboanBane.




34. 3naranoBa T., CucteMHH CTpaTeruy IpPU HEBPOSHJOKPUHEH KAapIIMHOM HAa MaTOYHATa
muiika, KiuHu4yHO 1OBeAeHHME IpU KApUUMHOM HAa MaTo4yHa IIHMHKA: TEKCTOBE 3a
MPOIBIDKABAIIO MEAMLIMHCKO oOydeHue : yueOHa kuura 2025 / Pen. umutep Kanes, Acs
Koncynosa. Apt tpeticsp Bapna, ABTopcku konexktuB, ISBN 978-619-7094-80-0
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CUCTEMHHU CTPATEI'MM IIPU HEBPOEHAOKPUHEH
KAPIIMUHOM HA MATOYHA IIUNKA

A EEEEEEEERRIREREREEEEEEREER RIS
g-p Tansa 3aamanoBa, gm

Agkudagem Cumu Kaunuk YMBAA Tokyga — Codust

OB30P

HeBpoengokpunnusim kapuunom na mamouna wuiika (NECC), 8 yvacmunocm gpeonokae-
mounusm my Bapuanm (AHEK), e pagka, no azpecuBna neonaajma, omauuaBawa ce ¢ 6op3a
npozpecusi, paHna guceMuHauus u nedAazonpusimua npozno3a. Ifopagu cxogemBo ¢ gpedono-
kaembunus Geaogpoden kapuunom cucmemuume mepaneBmuunu nogxogu npu AHEK wecmo
ce ocnoBaBam na anaio2uunu cxemu na Aevenue, Benpeku auncama na BucokokauecmBenu
npocnekmuBnu kKaunuunu gannu.

Cmamusima npegemaBs akmyasnume mepaneBmuunu cmpamezuu 8 pazauunume cma-
guu na 3adoasBanemo — om Aokaauzupano go memacmamuuno, Bkaouumeano poasima na ne-
oagloBanmuama u agioBanmuama xumuomepanusi, Ab4eXuMuOmMepanusma u XupypauuaHomo
Aevenue B myamumogasnus nogxog. Oocbgenu ca cbuo nobu mepaneBmuunu Bu3zmoknocmu,
cBbp3anu ¢ umMyHo- U mapzemua mepanusi, u poasima na Mosekyasipnama xapakmepucmuka 8
u3o0pa na nepconasujupano Aevenue. HanpaBen e npezaeg na nydaukyBanu pempocnekmu8-
nu npoyuBanus, memaanasu3zu u ekcnepmuu cmanoBuwa, koumo gopmupam ocnoBama 3a co-
Bpemennomo kaunuuno noBegenue npu moBa npeguzBukameano 3aboanBane. IlloguepmaBa ce
neobxogumocm om Hvgewu Kaunuunu uznumBanus, cv3gaBane na meskgynapognu pezucmpu
u Baaugupane na kombunupanu mepaneBmuyunu cmpamezuu.



35. Kanes /I., Kamapos A., IOnusHoB A., Anacra3us Ilerpecka, Acs Koncynosa, Banepus
Xamxkuiicka, Bacun MuxaiinoB, Becema HMBanoBa, Becenmuna Komepa, [lanuen Koctos,
HecucnaBa Bunesa, Jlumutrbp Kanes, [para TonueBa, Enena [lunepkoBa, MBan NBaHoB,
Hsenun Takopos, Upena Kocragunosa, Kanosin ﬁopHaHOB, Kamen Hepnes, Kupun Jlparanos,
Jlumuss Yaenmapoma, Jlo6omup banabanckn, Mapun IlenkoB, Maprapura Taymanosa,
Mapuena KoneBa, Hukoma BnanoB, Hwukonaii bene, Huxomait ﬁopnaHOB, Iletko
Kaparpo3os, Ilnamen I'enioB, PamocnaB Kocrammnos, Pagocna Manrammkues, CeBennHa
[ToroBcka, Ceutnana bauypcka, Tans 3uaranoBa, Tarsna Xamxkuena, llonka JlykaHoga,
[Beran TpuukoB, IOmusa Kamuea. KiamHuyHO TIOBEIEHHME TIPH  XOJAHTHOKAPIIUHOM:
KJIIMHUYHO PBKOBOJICTBO, OCHOBAHO Ha JokazatenctBa. Pen. Jumutsp Kanes. Bapna : Apr
Tpeicep, 2024, ISBN 978-619-7094-74 -9
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TIOBEJEHME ITPY XOJIAHTMOKAPLIMHOM
KnuHuuHo pLKOBOAICTBO, 0CHOBAHO Ha l0Ka3aTe/CTBa

HALIMOHAJIEH EKCITEPTEH BOPJ]

BBbBEAEHUE

Hacroauoro pbKOBOACTBO € KOHCEHCYCHOTO CTaHOBMule Ha Haimonaen
excniepren 6opa COHM-MOPE 2024. Aero e Ha MyATMAMCUMIAMHAPEH eKHuII,
BKAIOYBALY eKcrepT# B obAacTTa Ha XoAanrnokapumxoma (XK) ot caepmure
MEAMLMHCKY CIIeLMaAHOCTH: TaCTPOEHTEPOAOTHS, KABYHO-YePHOAPODOHA 1 KO-
PeMHa XMPYPIHsl, MEAULIMHCKA OHKOAOTHS, AbueAeveHlte, 00pasHa AMarHoCTHKA,
HYKA€apHa MEAMLMHA, TIATOAOTHS, MEAMIIMHCKA TeHeTHKA M MTAAHATUBHA MEAMLIU-
Ha. BkAlouBa yHTpaxenataAeH xoaanrnokapuuHoM (uXK), KapLuHOM Ha KABYEH
mexyp (K)KM), nepuxuaycen (nXK) n gucrasen (AXK) xoaanrnoxapumsomu.

HykaaTa 0T HauMOHAAHO PBHKOBOACTBO 3a moseAenue mpu XK e obycaosena
OT KAMHIYHATA UM aKTYaAHOCT 3a CBeTOBHaTa i Obarapckara oHKoAorus. [Tpea-
cTaBAsBaT nop, 1% ot Beuukit pakoBu 3aboasBanus. Ot Apyra cTpana obave, XK
€ BTOPM 10 YeCTOTa ITbPBUYEH YePHOAPOOEH PaK CAEA XeNaTOLeAYAAPHUS KapLiu-
HOM, KOETO TpeACcTaBAsiBa 0koAo 10-15%. Criopep CBeToBHaTa 3ApaBHA OpraHu-
3auMs Tpes MOCAeAHHTe AeceTuAeTis obmara cmbpTHOCT 0T XK e HapacTHaaa

METOAOAOTUA

PBKOBOACTBOTO 32 KAMHIYHO noBepene mpu XK e 0CHOBaHO Ha AOKasa-
TEACTBA M e CTPYKTYPUPAHO B 0ceM paspeAa. Beeku oT TAX chabpKa pesioMupaH
AMTepaTypeH 0630p BbPXY ONMpeAeAeH KAMHUYEH TMOAXOA, GOPMYAMpaH KaTo
KAMHUYHHM Bbrpocu criopep nmopaxoaa GRADE (Grading of Recommendations
Assessment, Development, and Evaluation).

B CBETOBEH Mamaﬁ. CTJHAapTHSHpaHaTZ\ 0 Bb3PACT YeCTOTA HA 32160/\25]\(0(:1‘ B
Espoma, CAIL[ u Asctpaaus e 0.3-3.5/100 000 cayuas, obave B perMoHu ¢ BUCOKa
4ecToTa Ha MHEKLMs OT YepHOoAPoben mMeTua (Hanp. Vnpoxurait, Kirait u Ko-
pes) e A0 40 mbTH 10- ByCOKa, AocTHraitku A0 85/100 000.' 3a Brarapust auncsar
AOCTOBEPHHM eTMAEMUOAOTHYHN AQHHH.

LleA Ha PBKOBOACTBOTO € A MPEACTABM CHBPEMEHHO CHCTEMHO paspaboTe-
HO CTaHOBMIIje 32 OANIOMaraxe Ha 3apaBHute npakTuku npu XK, aaantupaso 3a
crieuuHInTe KAMHIYHY 06CTOATeACTBA B BhArapys. AOKYMEHTHT He BKAKOYBA
XernaToLeAyAapeH KapLuHOM, aMIyAapeH KapLytHoM (mamiaa Ha Vater) u HeBpo-
€HAOKPHHHHU TYMOPHU.

PBKOBOACTBOTO € NPEAHA3HAYEHO 32 BCHUKHU MEAMLIMHCKY CTIeLaAHOCTH B BbA-
rapus, KOMTO Ce 3aHMMaBaT C PasSAMYHM HANIPABAEHMA HA MOBeAeHUe Npu XK, BKA.
06U[ONpPaKTHKYBAILM AeKapH, papMal{eBTH, TICHXOOHKOAO3M 1 MEAMLIMHCKY CECTPH.

IMoaxoasT GRADE e cucrema 3a OlieHKa Ha KayeCTBO Ha AOKa3aTeAcTsa (B
cucTeMaTHyHu nperaeau/meraanasnsyu, CIT-u/MA-u) u 3a crenenyBaHe Ha mpe-
MOPBKHU (B KAMHIYHN PbKOBOACTBA). [IpeACTaBAsIBa CTPYKTYpHpaH MpoLec, pe-
rAamMeHTHpai] 4 CTBIKK 32 pa3paboTBaHe Ha NPEnopbKiL’



36. Kanes /I., Anren ﬁOpHaHOB, Acs Koncynosa, Banepus Xamkuiicka, Becena VMBaHoBa,
Becenuna Konera, Becenun ITonos, Becenka Croitnosa, I'eopru Ilpanmxes, I'purop I'opues,
Jumutsp dumutpos, Jumutep Kanes, lumo Manos, Jlopotes VBanosa, Jlpara ToHuesa,
Enena Ilunepkosa, MBan MBanos, Urnuka MuxaiinoBa, Wnus Kapareoszos, Kamen Hernes,
Kpacumup Koiinos, Jlunus Yasnaposa, Jlro6omup bana6ancku, Mapun Ilenkos, Mapuena
Konesa, Hagexxna Xunkosa, Hags Jumutposa, Ilersp Mapkos, Ilnamen I'enos, Pagocnas
Manranmkues, Ceurinana Bauypcka, CnaBuo Tomos, Codus Hemankosa, Tansa 3aaranosa,
Tarana Xamxuera, SIBop KopHoBcku. KivHuU4HO NOBeAeHME IpH KaplMHOM Ha Maro4Ha
IIKIKa: KIMHUYHO PBKOBOJICTBO, OCHOBAaHO Ha JiokazarencTsa. Pen. Jlumursp Kanes. Bapua
: Apt Tpeiicep, 2025, ISBN 978-619-7094-81-7
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TIOBEJEHME IPY KAPIIHHOM HA MATOYHA IHUMKA
KAvHWUHO PoROBOACTEO, OCHOBAHO Ha NOKAJATENCTHA

BBHBEAEHHE

HacTosmoTo prKoBOACTEO @ KOHCENCYCHOTO cTanosite va Hauuona
aen excnepren 6opy COHM-MOPE 2025. Aeao ¢ 5a MyATHAHCUHDAIGIRPER
¢KIfI, BRAKOMBAIL CKCHEPTH B OBARCTIA HA KIPUWHHOM M MATOMHA nutiiKa
(KMIID 0T cAeAITe MeAHIMECK CHIRLAAHOCTIN THHKOAOT M, MeAULLIH-
CKA DHKUAODTIE, ABYEACUOHITE, UOPAIHA AMATHOCTHEN, HYKACAPHA MEAHLH-
HA, HATOACTMS, MEAMLMHCKA TeHETHKA 3 KAUHIHA AaGopaTopns.

Hyaaara oT HaLUOHAAHG PBROBOACTEO 24 nopeaeite npu KMIUL e
OOYCAOBEHA OT KAMHIMHATA MY QKTYANHOCT 33 CBOTOBHATA H BDATAPCKATA
orKoAOrHA. TOl ¢ BTOPISIT HAI-HeCTO ANArHOCTHMHPAH KAPLUUHOM It Tpe-
TATA BOARUIR FIPMUINIA 33 CMBPT O PAK CPEA JKCHH B 10-CAAGG PasBuTIITe
crpani’ B EBpona seaxa 1oAI <@ AUArHOCTHIMPAT nogeve ot 58 000

METOACAOINA

PukoBOACTBOTO 33 Kansuuno noseaenie npn KM e ocnosano ua
AOKQ3ATEACTBA I © CTPYKTYPHPAHO B CEACM PAGALA. BCEKI OT THY CDABD-
KQ PEIIOMUBPAH ANTEPATYPeH 0030p BBPRY ONPEACAeH KAHHINEH HOAXOA,
GOPMYAUPAH KATO KANHHMIN BRAPOCH Ciopea noaxoaa GRADE (Grading
of Recommendations Assessment, Development, and Evaluation).

Moaxoavt GRADE e cieTeda 32 0UEHK HA KAMECTHO HA AOKAIATEA-
CrBa (8 cncrenaTicii nperaean/Meraanaa s, CI/MA) i crenenysawe
Ha NPCNOPLRI (B KAMHIMII PRKoOBOACTRA), [TpeacraBasna CYpyKkTyprpan
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A 06 226 P

AOHAJIEH EKCIIEPTEH B

HOBM Cayyas 1t ymupat 24 000 naunentit, [leTroAMUHATA NPERUBATMOTT
3a Espona e 62%, sapupama ot 57% B Marouna Espoma ao 67% 5 Cerepua
Espona. IpexupaeMoctta ¢ 0Cofeno HUCKa (« 55%) s Bparapusg, Aarnud u
Toamwa 1 nai-srcoxa s Hopserus (71%),

Lea Ha PPROBOACTEOTO ¢ AQ NPEACTABIH CHBPEMEHHO CHUTCMHO paspa-
HOTeHO CTAHOBHLIE 31 MOANOMAraHe Ha sapasnuTe npaxTuky npn KMIL
AAANTHPAHO 32 CreHudIIHITe KAlHINHI 06cTosTeACTBa B Bparapus.

PBRKOBOACTROTO € TIPEAHAINAYEHE 32 BCUUKY MEAHHHHCKH CHeLMAAHO-
¢T3 8 Brarapis, KOUTO Ce 3aMIMABAT € PASAIHY HANPABACHIA Ha [OBEAC-
mie npi KMLL, BRA. ofwonpaktikyBaugs P, QapMAUEBTIL NICHXGOH
KOAO3M M MEAINLINICKI CECTPH.

npoued, peraaMeHTipan| 4 CTHITRM 34 l)i\"lp.’“;ﬂ'l"ﬂﬁilt‘ Ha l'lpi.’lli)p'b’(l(.l
fopsa cmpika. Brawouana seduiupane H paskupane Ha swapoc{n),
OLEHKA HA OTHOCHTEANATA BUANOCT Ha pesyaraTure u cebupane (obup)
Ha AOKQ3aTeACTBA. CRBP3ANG ¢ ¢ GOPMYAMPAHE 13 KAHHIUHYE BBIPOCH,
OTHACAUNI C& AO AATEPHATHBHI CTPATEINE 32 AM3AIH (AP CHCTEMATHYHE
0B30PH 1 ONPEALASHE HA HAMEHTCKH HONVAALMI), NUAXOAN I PEIYATATH.
DOPMYAHPAIRTO HA KANHMUII BLAPOCH <o aBO3MAuana ¢ abpennaTypd
PICO (patient/mtervention/comparator/oulcome). NaLneRT - HHTEPHEH
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