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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
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Abstract: The central hypothesis for the development of glioblastoma multiforme (GBM) postulates
that the tumor begins its development by transforming neural stem cells into cancer stem cells
(CSC). Recently, it has become clear that another kind of stem cell, the mesenchymal stem cell (MSC),
plays a role in the tumor stroma. Mesenchymal stem cells, along with their typical markers, can
express neural markers and are capable of neural transdifferentiation. From this perspective, it
is hypothesized that MSCs can give rise to CSC. In addition, MSCs suppress the immune cells
through direct contact and secretory factors. Photodynamic therapy aims to selectively accumulate a
photosensitizer in neoplastic cells, forming reactive oxygen species (ROS) upon irradiation, initiating
death pathways. In our experiments, MSCs from 15 glioblastomas (GB-MSC) were isolated and
cultured. The cells were treated with 5-ALA and irradiated. Flow cytometry and ELISA were used
to detect the marker expression and soluble-factor secretion. The MSCs’ neural markers, Nestin,
Sox2, and glial fibrillary acid protein (GFAP), were down-regulated, but the expression levels of the
mesenchymal markers CD73, CD90, and CD105 were retained. The GB-MSCs also reduced their
expression of PD-L1 and increased their secretion of PGE2. Our results give us grounds to speculate
that the photodynamic impact on GB-MSCs reduces their capacity for neural transdifferentiation.

Keywords: glioblastoma multiforme; mesenchymal stem cells; photodynamic therapy; 5-ALA

1. Introduction

Glioblastoma multiforme (GBM) is a histologically heterogeneous and highly invasive
primary brain tumor classified as a grade IV astrocytoma by the World Health Organization
(WHO). The central hypothesis for its development postulates that the tumor evolves
from the transformation of normal neural stem cells (NSCs) into so-called “cancer stem
cells” (CSCs) [1-3]. Along with the role of CSCs, data are accumulating on the role of
tumor stroma in GBM development. Under the influence of CSCs, changes in the tumor
microenvironment occur that favor tumor progression [4]. In addition to tumor cells, the
tumor microenvironment includes lymphatic and blood vessels, chemokines, cytokines,
growth factors, extracellular matrix, and non-tumor stromal cells. Mesenchymal stem cells
(MSCs) are essential parts of the latter [5,6].

The unravelling the role of GB-MSCs in the tumor stroma began with one of the cells
isolated from the GBM cell-culture model. The classical method of culturing is in a serum-
free medium containing EGF, where bFGF and tumor spheres containing CSC develop.
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European cancer research stakeholders met in October 2022 in Heidelberg,
Germany, at the 5™ Gago conference on European Cancer Policy, to dis-
cuss the current cancer research and cancer care policy landscape in
Europe. Meeting participants highlighted gaps in the existing European
programmes focusing on cancer research, including Europe’s Beating Can-
cer Plan (EBCP), the Mission on Cancer (MoC), Understanding Cancer
(UNCAN .eu), and the joint action CRANE, and put forward the next pri-
orities, in the form of the Heidelberg Manifesto for cancer research. This
meeting report presents all discussions that shed light on how infrastruc-
tures can be effectively shaped for translational, prevention, clinical and
outcomes cancer research, with a focus on implementation and sustainabil-
ity and while engaging patients and the public. In addition, we summarize
recommendations on how to introduce frameworks for the digitalization of
European cancer research. Finally, we discuss what structures, commit-
ment, and resources are needed to establish a collaborative cancer research
environment in Europe to achieve the scale required for innovation.
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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
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Introduction metastatic spread, leading to diagnosis typically occurring

at advanced stages (stage III/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 Zlatanova 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

and source are credited.
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Abstract

Background and aims: In approximately 40% of patients with HER2-negative/HR-
positive breast cancer tumors, the PIK3CA gene is mutated. Despite this, clinical out-
comes 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 vis-
ceral 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 sig-
nificant correlation only between the presence of a mutation and the metastatic dis-
eases 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 muta-
tion was 32 months (95%, Cl: 22-40) compared to 24 months in the WT cohort
((95%, CI: 21-36) (p = .45)); HR = 0.86 (95%, CI: 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% CI: 21-38], [p = .69)).

R.Gencheva, M. Petrova, and P. Kraleva contributed equally to this study.

This is an open access article under the terms of the Creative Commons Attribution License, which permits use, distribution and reproduction in any medium,

provided the original work is properly cited.
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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
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Introduction

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-Roldén 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

outcomes (Buendia-Roldan et al. 2017). In addition, lung
cancer is the leading cancer-related cause of death world-
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 & Arabadjiev J. This Is an open access article distributed under the terms of the Creative Commons Attri- mﬂ:
bution License (CC-BY 4.0), which permits unrestricted use, distribution, and reproduction In any medium, provided the original
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ABSTRACT

Randomized controlled trials (RCTs) are typically conducted in highly selected patient populations
to ideally demonstrate unconfounded clinical efficacy of a drug. In the real world, there may be
confounding factors, such as comorbidities or less frequent monitoring. It has therefore become
standard practice in many countries to validate findings from RCTs against available real-world
datasets. The present analysis investigated a real-world evidence (RWE) cohort of Bulgarian
patients treated with ribociclib in combination with letrozole or fulvestrant and compared the
clinical benefit rate (CBR, defined as complete remission [CR] or partial remission [PR] or stable
disease [SD]) and progression-free survival (PFS) and overall survival (OS) with pivotal RCTs. Data
from 812 patients treated between 2018 and 2022 were used. The number of patients at risk was
statistically robust to compare PFS and OS during the earlier periods of the real-world data
analysis with the corresponding RCTs. Baseline characteristics (age, hormone receptor status,
status of newly diagnosed vs. existing, previous treatments, performance status and tumor stage)
were largely comparable between the RWE cohort and the RCTs. The RWE cohorts corroborated
RCT findings of a CBR benefit of the ribociclib plus letrozole or fulvestrant combination compared
to letrozole or fulvestrant alone. In the periods of adequate statistical robustness, PFS and OS
were comparable within 95% confidence intervals (Cls) with RCT findings. This analysis found that
patients with comparable characteristics use ribociclib in the real-world similarly to what has
been investigated in the RCTs. Real-world effectiveness and outcomes of ribociclib combination
therapy were comparable with observations from RCTs.

Introduction Besides the tremendous impact on the lives of the
affected women and their families, breast cancer rep-
resents a substantial public health challenge. The
five-year survival of breast cancer patients in the EU-27
shows a regional difference with highest survival rates
in Northern and Western Europe and the lowest in
Eastern Europe, including Bulgaria. Differences in

healthcare expenditure and resulting quality of

Breast cancer is the most prevalent cancer among
women and the second leading cause of cancer-related
mortality [1,2]. According to the European Network of
Cancer Registries, there were 355,457 new breast can-
cer cases in the EU-27 in 2020, representing 13.3% of
all new cancer cases and 28.7% of all new cancers in
women; 91,826 affected women died [3]. These num-

bers are in line with the prevalence in Bulgaria, with
4061 new cases in 2020, representing 11.1% of all new
cancers and 25.5% of new cancers in women [4].

diagnosis and treatment were proposed as explana-
tions for the observed differences in survival on a
national level [3].
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Role of pharmacists in adherence in oncology patients
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ABSTRACT

Adherence is the degree to which the patient’s behaviour and actions correspond to the
physician’s established treatment regimen regarding timing, dose and frequency. Patient
counselling by both oncologists and pharmacists and optimization of the therapeutic regimen
can critically impact decision-making and adherence to therapy. We performed a two-step study
to identify factors influencing adherence to therapy from the perspective of oncology hospital
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pharmacists in Bulgaria. The results show that the major factors affecting anticancer therapy
adherence are the manifestation of adverse drug reactions and distrust in therapy. These could
be overcome with improved communication between patients, oncologists and pharmacists on
therapy aspects and more active involvement of the hospital pharmacists in therapy monitoring
with a main focus on identifying possible drug-related problems based on safety profile, drug-drug

interactions and non-adherence.

Introduction

Adherence is the degree to which a patient’s behaviour
and actions correspond to the physician’s established
treatment regimen regarding timing, dose and fre-
quency [1].

Patient adherence is important to achieve therapeu-
tic goals and reduction in hospitalization and
complications-related costs. The adherence rate is a fre-
quently used indicator for patients’ therapeutic response
in oncology [2]. A higher rate of adherence is associated
with an increased likelihood of six-year 3-log disease
reduction [3]. The estimated level of adherence to ther-
apy in patients receiving oral anticancer medicines
ranges between 50% and 90% [4, 5]. The reported aver-
age adherence rate to prescribed oral chemotherapy
over 12weeks is 89.3%. Women were more adherent
than men. The overall rate of improvements in patient
symptoms as depressive symptoms, quality of life and
satisfaction with clinician communication and treatment
are associated with better adherence [6].

The limited pharmacist’s education in haematology and
oncology in universities could hinder their participation in

disease management. US pharmacy students, for example,
have lectures on oncology therapy in the main course,
but only 30% of them go to oncology practice for
4-6weeks [7, 8]. Adherence courses are also rarely included
and not very successfully developed in university and
postgraduate curricula among European medical universi-
ties [9, 10].

A lot of studies have analysed the potential role of
the pharmacist in medication adherence in oncology
patients. A recently published meta-analysis summarizes
the results and conclusions from 20 randomized-control
trials and 15 meta-analyses [11]. Meta-analysis focuses
on the different aspects of pharmacists’ expertise as
trustful partners in the monitoring process of oncology
patients. It concluded that the pharmacist’s role is
mainly aimed at providing rational medicine utilization,
focusing on drug interactions and safety profiles.

The main goal of our study is to analyse the atti-
tude and readiness of oncology hospital pharmacists
in terms of activities described in the literature aiming
at oncology treatment and adherence from the per-
spective of the Bulgarian healthcare setting.

CONTACT Maria Dimitrova @ mia_dimitrova@yahoo.com @ Department of Organisation and Economy of Pharmacy, Faculty of Pharmacy, Medical

University of Sofia, Sofia, Bulgaria
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Abstract

Malignant melanoma is among the leading forms of cancer on a global scale, accounting for 1 in 5 skin cancers. Over the past
decades, the treatment of melanoma has significantly improved following the development of therapies such as MAPK molecular
therapy targeted at BRAF and MEK signaling pathways. We present real-world evidence from clinical practice in Bulgaria on the
treatment of malignant melanoma with dabrafenib and trametinib from 2018 to 2022. Treatment outcomes from the real-world data
are compared against the pivotal clinical trials, namely COMBI-d and COMBI-v. Outcomes are compared on the basis of metrics,
including overall survival, progression-free survival, and clinical benefit. Further, iterational proportional fitting is performed to
control for differences in characteristics across the patient cohorts. Results show that real-world overall survival and progression-free
survival outperform results from the clinical trials, particularly with respect to COMBI-d.
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Dabrafenib, Trametinib, melanoma, Bulgaria, real-world data, outcomes
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Abstract

Breast cancer (BC) is the third most common cancer, making up 10.8% of cases in both men and women. In Bulgaria, it has the
highest rates of diagnosis (23.3%) and death among women, with around 3558 new cases each year, 5-7% of which are attributed to
triple-negative breast cancer (TNBC). This is lower than the global rate of 12-15%. The current 3-year non-interventional study aims
to analyse newly diagnosed patients with a focus on the treatment patterns in both neo-adjuvant and adjuvant settings and to meas-
ure the time patients spent on treatment (real-world time of treatment, rwTOT) using secondary real-world data collected for other
purposes. For the observed period, TNBC accounted for 5.2% of all breast cancer diagnoses, with peak ages of diagnosis ranging
from 45 to 65 and 60 to 70, suggesting later-age diagnosis. Real-world data show a tendency for endocrine (letrozole, goserelin and
tamoxifen) and targeted therapy (trastuzumab, pertuzumab/trastuzumab and bevacizumab) in eTNBC (early stage TNBC) patients,
which is not fully compliant with the guidelines but suggests the possible presence of the so-called immunophenotypic triple-nega-
tive BC with very low expression levels of ER/PR (< 10-20%). The average rWToT for each of the years is approximately 3.60 months
for adjuvant therapy and 3.6 for neoadjuvant therapy.

Keywords

early-stage triple-negative breast cancer, real-world data, treatment

Introduction (23.3%) and mortality rates among females in Bulgaria,

with approximately 3558 newly diagnosed patients every
TAccording to GLOBOCAN data, breast cancer (BC) is  year. (Globocan 2022) The percentage of triple-negative
the 3® most common malignancy (10.8%) among both  breast cancer (TNBC) patients in Bulgaria may vary sig-
sexes and the type of cancer with the highest incidence nificantly from the global incidence rate for this subtype
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INVESTIGATION OF PARANEOPLASTIC AUTOANTIBODIES
DIRECTED AGAINST INTRACELLULAR NEURAL ANTIGENS
IN PATIENTS WITH UNSPECIFIED NEUROLOGICAL SYMPTOMS
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2Department of Clinical Immunology, Medical Faculty, Medical University Sofia,
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Pestome: KneTbyHaTa CMBPT € KIlo4OB NpoLiec B ThKaHHaTa xomeocTasa. [pubnuautenHo
mexay 50 v 70 munuapaa KneTku ymmpar B opraHuama Ha ieH. KnetbyHata cMbpT
ce pa3fens Ha nporpammupaHa U HenporpamupaHa, a no OTHOLUEHUE Ha Npeau3-
BUKaHUA UMYHEH OTTOBOP — Ha UMYHOTEHHa W HeUMyHOTeHHa. TyMopHaTa cucTe-
Ma e MACTO C NPeKoMepHa MHTEH3MBHOCT Ha Mpolieca Ha nporpamMupaHa Knetby-
Ha CMbPT, YeCTO OTBb/] CNOCOBHOCTTA Ha ,04UCTBALLMTE CUCTEMU® Ha OpraHuama,
KOETO BOAM 10 3a/ibPXXaHe U BUAOM3MEHEHWe Ha COOCTBEHU CTPYKTYPU, KOUTO ce
TpaHcopMUpaT B aBTOAHTUTEHU, NPOAYKTW Ha KneTbuHata CMbpT. BaaumopeicT-
BMETO B TYMOpHaTa CUCTEMa Ha KIEeTKM Ha UMYHHUA OTFOBOP — [IEHAPUTHM KneT-
ku, T-xennepu n B-numcoumnti, Yecto UMa Kato pesyntat popMupaHe Ha aHTu-
Tena, HacoueHM cpelly coGCTBEHM CTPYKTYpU — aBToaHTuTena. Moa BnusAHWe Ha
TyMOpHaTa cucTeMa ce 3apax/aT napaHeonnacTMYHN aBToaHTUTeNa, CBbP3aHu ¢
napaHeonnacTuyeH cuHapoMm. Lienta Ha HaweTo npoyusaHe Gelue fa uscnegsame
HanMuMeTo Ha NapaHeonsacTUYHN aBTOAHTUTENA MPU NaLUEHTU C HEACHU U Heyc-
TaHOBEHU HEBPOJIOTMYHM CUMITTOMM, KaTo CYMTaMe, Ye HarMumeTo Ha Tesu aBTo-
aHTUTena 61 Jano noteHUManHa Bb3MOXHOCT 3a Gbp3a U paHHa AMarHocTUKa Ha
HAKOW Manur{eHmn sabonasaHma.

Kniouosu aymu: napaHeonnacTUYHN aHTUTENa, napaHeonnacTUyeH CUHAPOM, WHTpaLenynapHu
HeBpasHu aHTUreHn, TyMopu
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Pestome. O P 3a 8 Mauwab u
u HamucK 8bpXy nauueHmume, mexHume 6usKu u onec-
meomo. B Eépona 200uWHO ce peaucmpupam Hao 4 MITH. Ho8U Crlyyasi Ha paK, a bbneapusi e
— yrierka Ha EC, 8 kosimo P om Heol 3at p Ha ¢poHa Ha OuHaMu4HUs npozpec
8 u ¢ 6ce ro- pons Ha , Obr2ap s 6u-
6am OuazHOCMUYUPaHU 8 Mo-KbeeH cmadull Ha 3abonsieaHemo cu, a 00CMbTLM UM 00 e 3ampyoHeH 6
cap Ha Opyau esponelicku Obp. . Hanuuye ca 6apuepu nped ckp , 0 u npo-
Ha o I4HO OF 6 bbrzapusi, Koumo ca nopodeHu om p u pag
(pakmopu, KakKmo U om Hop ypedba 6 cpep Ha 30p 0. Ha npensm-
cmeusima npeo mbms Ha C pakosu e ocHoea 3a np um Ypes pasp Ha
P 3anp 6 30p,
Aymu: C YHU D , 3 , 6apuepu nped Mbms Ha nayueHma
Adpec 3a Ci K ®ap @ Med y D -

Cocbus, e-mail: stephanie. karanyotova@gmail. com

Abstract. Oncology diseases are the second leading cause of death woridwide and they exert a significant socio-
and on patients, caregivers, and society. Each year more than 4 million people are diagnosed
with cancer in Eumpe, still, Bulgarla is the only EU member state with an i g y rate due to While
and p, y are dy g g with an even more imp role ofurg:tal , Bulgarian patients
are being diagnosed at a later stage and their access to is signif ly more difficult compared to other Europ:
citizens. Bartiers to screening, diagnosis, treatment, and long-term monitoring of cancer patients are present in Bulgaria,
largely due to the economic and demographic profile of the country, as well as g from the legisiati
Identifying the hurdles along the patient pathway allows for them to be overcome by developmg the ngm interventions in the
healthcare system.
Key words: g cancer ing, cancer di: is, cancer barriers to patient pathway
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PI3KCA mutation prevalence and outcome among patients with metastatic breast cancer
in Bulgaria treated with first-line endocrine therapy.

Radostina Gencheva, Savina Hadjidekova, Mila Petrova, Dimo Krustev, Petya Kraleva, Georgi Zhbantov,
Nikolay Vladimirov Conev, Dragomir Svetozarov Stoyanov, Jeliazko lliev Arabadjiev, Eliz Tazimova,
Svitlana Bachurska, Ivan Galev, Mariyana Eneva, Mariela Tsvetkova, Rada Staneva,
Eleonora Dimitrova, Rossen Hadjiev, Ivan Donev; MHAT “Nadezhda”, Sofia, Bulgaria, Sofia, Bulgaria;
Genetic Laboratory MHAT “Nadezhda”, Sofia, Bulgaria; MHAT "Nadezhda', Sofia, Bulgaria; Depart-
ment of Anatomy and Histology, Medical University of Sofia, Sofia, Bulgaria; Medical Oncology Dept,
MHAT Nadezhda Hospital, Sofia, Bulgaria; Medical University of Varna, Varna, Bulgaria; UMHAT Sveta
Marina EAD, Varna, Bulgaria; Tokuda Hospital Sofia, Sofia, Bulgaria; Acibadeu City Clinic, Sofia,
Bulgaria; Department of general and clinical pathology, University Specialized Oncology Hospital,
Sofia, Bulgaria, Sofia, Bulgaria; Department of clinical pathology, University Hospital Acibadem City
Clinic Tokuda, Sofia, Bulgaria; Hospital Pharmacy MHAT “Nadezhda”, Sofia, Bulgaria; Novartis
Oncology, Sofia, Bulgaria; Genetic Laboratory MHAT "Nadezhda®, Sofia, Bulgaria; Forensic depart-
ment, University Hospital Lozenetz, Sofia, Bulgaria; Department of Medical Oncology, Nadezhda
Hospital, Sofia, Bulgaria

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
PIK3CAmutations. The median follow-up time was 28 months. Results: The mean agewas 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: H1047R (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. Research Sponsor: Novartis.

© 2023 by American Society of Clinical Oncology. Visit meetings.asco.org and search by abstract for disclosure information.
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THaN 1A MEXYP € NPeag Ha rpynaTa Ha ypoTenHUTE TYMOPH U € Hak-pasnpoCcTPaHeHoTo Ma-
NUrHeHo 3a60NABaHe OT TO3W XMCTONOTMYEH BUA, 3aeMall AEBETO MACTO MO YECTOTa Ha AUarHOCTULMPAHE B CBETOBEH
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neve-xummuoneyerne. B meracraruuHute Gopmu Ha Gonecrta ocsem n. 6aszupaHara panuA npes no-
CAGAHMTE FOANHM NDH yenosua HHE ¥ UMYHOTEPANMATA, NPEACTABUTEN Ha KOSTO € fe-

KAPCTBEHWAT NPOAYKT nembponusymab (,Keitpyna®). Tasu cratua onKUcea OCHOBHUTE €Tanu Ha AMarHOCTUKA, NeyeHne
¥ NPOCNEAABAHE HA YPOTENHNA PaK.

K AYMK: yp cucmemHa cbap cxemu, aHm

CIELMARMINPAND M3[AHUE 3A NEXAPH EPON B2/ 11.2020

MEDICAL

. K e MACTO Ha Kaba3uTakcen (Jevtana®) s

axaonsonoeus, owuie- MELAUKAMEHTO3HUTE CeKBeHUuuun B 1eyeHneTo

dex Cumu Kausae Bovn-

wim-coe. HA M@TACTAaTUYHUA KAaCTPaLMA-Pe3UCTEHTEH
npocTaTeH KapuuHoOMm.

AHanus Ha pesynrtature or npoyuysaHe CARD

| B Bvarapus npocrarsuar K3apUWMHOM e Ha BTOpO MACTO cre
| 82783 15.7% OT BeuuKM 3n0KaYecTBOHN 3abonasanus n
NPAYMHA 33 CMBPT NPU MbXKeTe B ceeTa, Cnopea Hauw

A Paka Ha 6enna apob u npeacra-
PU TAX, KaTO TOi e neTara Hai-vecra
OHA/IH!A PAKOB PerucTbp 3a 2014 1, 1
€a 2403, KaTo Hali-ronam NPOUEHT ca no

, 33 ll kn. craguit 14.6% n
1833 PAAKO ce AVarHoCTMUMPa Npu
MPOUEHT ca 3a6onenure Hag 65 . Bb3pacr,

2015 r. HOBOAWArHOC TAUMPaHUTE Cay4am 33 2014 ¢
| CTaBeHuTe AuarHo3M sLB BTOPU KAMHNYEH CTaaumii 4
{ 3a VKA. craguin 11.9%121. KapuwHomsr Ha NPOCTaTHaT:
I mbe noa S0-roauwHa Bb3PACT, B Hal-ronam
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[TOCTUMEHNA B
OHKOJIOIMNATA 1PE3 XXI BEK

4 JlekapcTBEHOTO NeyeHne Ha 3noKayecT c TYMOPY NPETHPNA 3HAYUTENHA NPOMAHA W NPEAOCTABMN Ha
X ApeSaghues, NeKapy W NAUMEHTV NO-eGEKTUBHM 1 NO-GE30NACHM TEPANEBTHYHM Bb3MOKHOCTY. TOBA OCHIypPH YABNXKABAHE Ha
T Sr‘m nepuopa 6e3 6onecr, va obuiata np T,a AOpU U 10 Y Ha cny Ha NBAHO Y or
. Kovemesa, OHKONOTMMHOTO CTpafaHme. HaBNW3aHeTo Ha NpeumMsnpaHara MeMUWHa, NPEeCTaBeHa OT TapTeTHW eKapcTaa 1
‘,t ey MMyHoTep M3MecTu Tp panus, CBLE Ce C TeKKA TOKCMYHOCT, OfpaHuyeHa edexTne-
*M. Nlempoga, HOCT ¥ CTPax y NauMeHTUTE OT TOBA JieveHne. MMEHHO TapreTMpaHeTo Ha CNeurdUyHI PELLenTOP UNK CUTHANHK Nb-
@ m; THLLA B TYMOPHATa KNETKa OCUTYPH NO-BMCOK aQMHUTET HA NIEKAPCTBATa B CPABHEHME C KNACHHECKATa UMTOTOKCHYHS
. Weped TepanuA. BbenuuaHeTo Ha GakTopuTe Ha cOBCTBEHATa MMYHHA CUCTEMA YPe3 NeKaPCTBEHO MOAYNMPaHe Ha aKTHEMN-
;mﬁmﬁm' pawumTe 1 Cynpecupawiu MMyHHUA OTFOBOP NEKAPCTBA, UMYHHM YeK-NOMHT no
Aghsagens Cumu KOHTPON BbPXY TYMOPHUTE KNeTKM, KaTo Taka NPOrHO3ara Npy NauMeHTy ¢ pak Ha Kon(ara, pak Ha 6envre apobose,
Kk “5‘; ’C”';g: Ha GLOPEKa M NUKOUHUA MeXyp ce Nofo6pw. B HauanoTo Ha XXI Bek Gbarapckvre oH b MH
e NOAXOAV B OLEHKaTa, AMarHo3ara u 10 Ha TBEHWUTE CONMAHM TYMOPH, YaCT OT KOWTO Bsixa v cBeTos-
UK orkowen, HO Npu3HaTy. B Ta3n crata 0606Wasame HOBOCTUTE B ICKAPCTBEHOTO JIEHEHNE HA PaKa, KOWTO NPOMeHNXa cuabata
oA 'g”é‘:;; Ha MUNMOHW XOPa NO cBeTa U B Bbnrapus.
0mgesesue no me-

- W3GAHME 3A OBLLONPAKTHUKYBALLM NEKAPW

MEDIC YHI | NYAMOAOIUA | OHKOAOTUA

MbpBMYEH XENATOLLEAYAQPEH KOPLIMHOM — AMATHOCTUKQ, CTAAMPAHE U AS4EHUE.
MPEeAMMCTBA HO CbBPEMEHHMS TEPANEBTMYEH MOAXOA C KombuHaumata
Tecentriq (atezolizumab) v bevacizumab 8 Nbpsa AMHIMA TEPANUA

K. Apabaasxwes', P. LloHes?
! Oraenenue no meanunHcka oxxonorma, Anxmnbasem Cuti Knunak MBAJ, Tokyaa’, Codun
2 Knunuka no ractpoenreponorun, Apknbagem Cumv Knurmk MBAJL, Tokyaa', Codua

XenatouenynapHuar kapupmom (HCC) e Hail-4ecTHAT mupsiyen TyMOop Ha yepHna apob. Nlevernero va HCC e npobnemHo, THi KaTo Nose-

yeto umar y UMPO3a, KOATO Y xapwma a P NOAXO0A, € 3Ha-
T8O. -mm'HCCBapMpa Ha supycy Bu C. Npu-
Glmmmc.uuo 30% o caysauTe Ha HCC ca cabpaaku ¢ HBV (~50%) mam HCV ("30") uHpeKUMs. Hanocneabk KM Te3u p«cuonu daxropm 3a

paisuTve Ha 10 ce Ao6aBAT M i HaTo aNKOXOA, 33TALCTRB2HE,
npu CHEp G HCC re YAORAETROPRBAT HYAMTE Bb8 BPb3Ka co&uara npe»(usﬁemon (OS)m
TOKCHMHOCTTE 1 $ B HaTOBA Tecentriq (; cbevacizumab e
NOKa3aH NPU 0 Ha c wan y PUMHOM, uonu A0 CTATUCTUNECHM 3HAMMO
6 Ha Ta e (PFS) n no-s06pa obwa T (OS) 8 cue sorafenib, 6es ga ce xom-
dy cTaryc Ha WM KIWECTBOTO WM Ha XuBoT. Tasu Aasa T Ha c

PUM A3 NOAYHAT Umy! P c lizumab 3a wa HCC.
Aymu: PUUHOM, penub, umy 6, 6

18



W3OAHUE 3A OBLUOMNPAKTUKYBALLWU NEKAPU

€¥ MEDIC

|

MEDIC VHI | MYAMOAOIMS | OHKOAOTHUA

ONTUMOAHU CEKBEHLIMM B CUCTEMHOTO
NPOTUBOTYMOPRHO A€YEHME HA

METACTATHMHEH PAK HA NAHKPpEeaCcaA
K. Apabagxues'?, C. iparaHoBa’

' Ornenenue o meguuuHcka oHkonorms, Agxabanem Ciutn Knaruk MBAN , Tokysa’, Codun
* Kateapa [ponegestika Ha uTpewHnte 6onectu’, CY ,Ce. Knument Oxpuackn”

KapuMHOMBT Ha NaHKpeaca e OTHOCUTE/THO NO-PAAKO Bb3HUKBAILO, HO € BUCOK MOPTA/MTET OHKONCTYHO 3a60ARBaHe. B paHHUTe
CTajuu Ha NOCTABAHE HA AMArHO3aTa PafMKA/NHATA ONEPATUBHA UHTEPBEHUMA OCUIYPABA NO-BUCOKA S-rOAMIUHA NPEKUBAEMOCT.
[Npy NOKANHO aBAHCMPANUTE CIYHAW HEORAKBAHTHATA XMMHOTEPANUA, NPELCTABEHA OT NEKAPCTBEH TPMNAET, BOAM [0 NO-BMCOK
NPOUEHT PaAMKANHO NPOBEAEHM ONEPATUBHU MHTEPBEHLMU. [TPY 3BAHCUPANWTE CIYMau C A3NEYHO METACTa3upaHe XMMuoTepa-
NUATA & eIMHCTBEH TepanesTudeH u3bop cnopes cera AeicTBalMTe NPENoPLKM. JIMNO30MHUAT MPUHOTERAH, CAMOCTOATENHO WK
8 KOMBUHUPAH PEXUM KSTO BTOPA AIKHUS NIEUEHUE, CNIEA HEYCNEX HA FEMUMTABUH-CLALPKAULA MoPBA NMHWA NaAKaTUBHA Tepanus
MPeAOCTaBA AOMbAHATENHA NOA3a 33 NaUMEHTUTe B CpaBHeHue ¢ KomBuHauua 5-FU/LV kakTo no oTHoweHue Ha ceoBoaHaTa ot

MNpOrpecys, Taka ¥ Ha 0BLWATa NPEKUBAEMOCT.

K AYMU: Kapy Ha peac, 06uwa npex 1, e 'm 63 npozpecun, AUNOIOMEH UPUHOMEKAH

OHKOAOTUS MEDIC

POAS HO UMYHHUTE YeKMOMHT MHXUOUTOPIU
MPKM ABAHCHMPAA MAOCKOKAETbYEH KOXKEH
KAPLIMHOM — AedeHmne C cemiplimab

A. KoHTunes!, . Apabagxues'2

'OTnenenve no MEMUMHCKa OHKonorua, Anxubagem Cuti Knnn K il
; . AR em C HUK BonHuuya okyna, Copun
Kateapa no nponeaesTMKa Ha BbTPewHn Gonectu, CY ,Ce.Knument Oxpuackn”

Nnock 7
a Ko:::erbqnwn'r KOXEH KapuMHOM e BTOPUAT Hail-4ecT KomeH KaPUMHOM 1 B1b3HWUKBA OT XPOHMUHO yBpeaaHe
@ OT C/IbHYeBUTe AbYn. MmyHocynpecnsTa, re
. , TEHETUYHUTe 3a60nABaHMA KaTo Kcepone
M3 NUTMEHTO3YM,
HAKOW nekapcTBeHu cpeacTsa u dakTopm Ha VoAl o
OKO/HaTa Cpeja ce ONUCBaT KaTo PUCKO
BU pakTOpM. Xupypr
EKCUM3MA e OCHOBEH MeToa Ha feyeHue 7 Ko
B PaHeH ctaguid. Mpu manka vact ot 6o,
7 boskuTe ce passusar asancu
cu panu
TYMOPH W A3NeYHN MeTacTasn, KOUTO BCe oLwe ca NPEAV3BUKATE/ICTBO 3a NedeHne. UMyHHUTE YeKnoMHT MHXU6UTO-

Kniovosu H (i
AYMU: KOXEH NIOCKOKNEMb4EH KAPYUHOM, UmMyHHU YeKnotinm UHXUBUMOpU, UemMunaumas, KowHy mymopu

19



M3OAHUE 3A OBLWONPAKTUKYBALLU NEKAPU

Ye I MEDIC

[€Ed MEDIC TR

,One size fits all"* nam kak entrectinib atakysa BCAKa
TYMOPHQ KAETKa ¢ ycTaHoseHO NTRK-cavsare (fusion),
HE3ABUCUMO OT TYMOPHATA AOKOAM3ALMS

K. Apabagxues

OtaeneHue No MeauUMHCKa oHKonorna, Ampkmndanem Cutu Knunuk YMBAJ Tokyaa, Copua

MO3HAaHWUATA U TNACHKBT B NPOTUBOTYMOpPHATa TapreTHaTa Tepanun YCTaHOBUXA, Ye GpY3UOHHUTE TeHETUYHU MyTaLUK,
NO3HATK KaTo C/IMBAHE Ha MeHWU, MOTaT Aa Ce pasriexaaT KaTo NPULEAHU MeCcTa B TYMOPHUTE KNEeTKH, CpeLLy KOUTO aa
ce pa3paboTaAT HageKAHU 1 ePEeKTUBHU NIeKapCTBa. TapreTHOTO NIeYeHUe Ha PakoBUTE 3a60/1ABAHUA OCUTYPY NPEXKM-
BAEGMOCT MHOTO M0-BMCOKa OT NOCTUrHaTaTa CbC CTaHAAPTHaTa XMMUOTepanua. CausaHeTo (py3uata) Ha reHu Ha NTRK
€ eflHa TakaBa reHeTM4Ha abepauma, KOATO MOXKeE Aa Ce U3M0/13Ba KaTo MULLEHa 3a aTaKyBaHe Ha TYMOPHaTa KNeTKa.
Entrectinib e MHXMBUTOP Ha PaKOBM KNETHYHM IMHWK, NOJYHEHN OT MHOXKECTBO TYMOPHW BUAOBE, BKAKOUYUTEAHO M0-
OKOXHM U BbTpedepenty Tymopw, ¢ NTRK, ROS1 1 ALK dy3unoHHwM reHu. B Tasu craTtva we pasrmeaame ponsta Ha NTRK-
CcAMBaHuATa M epEeKTMBHOCTTA Ha entrectinib npu naumeHT ¢ Tymopwm ¢ ycraHoseru NTRK-cansaHms.

Kniouosu gymu: NTRK-fusion, zeHemu4Hu abepayuu, mapzemHa mepanus, entrectinib

CNEULMANN3SUPAHO U3JAHUE

MedicPlus

FTOAVHAII-mapT-anpun|2021

HUMyHOTepanuda IIpy JIeyeHMe Ha
MaJIMrHeH MeJIaHOM. KNMHMYHY faHHU
OT KOMOMHMpaHaTa Tepanus C
aHTH-PD-L1 1 auTu-CTLA 4 MHXU6MTOPK

Axmep Kontunes', Consa fiparaHosa’, dXenasko Apa6agxuves’?

OmdesneHue no meduyuHcKa oHkonoaus, ,Adxcubadem Cumu KnuHuk YMBAJ , Tokyda” - Copusi
2Kamedpa ,[ponedesmuka Ha sbmpeluHume 6onecmu’, dakysamem no MeouUyUHa,

Y, Ce. KnumeHm Oxpudcku” - Copus

Peslome: MarugHeHUSM MEAGHOM € NPO2HOCMUYHO Hat-3A0kavecmBeHusm Bug pak Ha koxkama u e npuduHa 3a CMbpmHOCm om
koxkru Heonnasmu B Hag 80%. Bonpeku ucmopuyeckama gaBHocm Ha moBa 3a60AsBaHe, AeHEeHUeMO Ha MAAUZHRHUSIT MEAGHOM
npemuvpns kayecmBeHa npomsHa egBa npe3 nocaegHomo gecemusemue. [lpeguwnHume mepaneBmuyHu Bo3mMokHOCMU,
Bknlouumen+Ho onepamuBHO AeueHUe u cucmemHa Xumuomepanus, npegocmabam manka NoA3a No OMHOWeHUe Ha ygbakaBaHe
Ha npeXuBaemocmma Ha nayuueHmu ¢ MaAugHeH MenaHom B HanpegHaa cmagul. HoBu omkpumus 8 obaacmma Ha oHkozeHume
u knemvuHama cugHaAusauus ocuzypuxa npobuB B reveHuemo Ha mo3su Bug kokeH pak. YemaHoBsBaHemo Ha poasma Ha
umyHHUMe Yek nouHm uxxuéumopu kamo CTLA-4 u PD1/PD-L1 8 6uorozusma Ha MeaaHoma goBegoxa go paspabomBarHemo
Ha HoBa mepaneBmuy+Ha kamezopus u 3a nopBu nbm B ucmopusma Ha AeyeHue Ha pak ce npegusBuka mpaeH mepaneBmuveH
0maoBop npu NaUUEHMU C MaAUZHEH MEAaHOM.

KalouoBu gymu: manuzren meariom, PD-L1, CTLA 4, obwa npexkuBaemocm, npexkuBsemocm 6e3 npozpecusi
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W3AAHVE 3A OBLOMPAKTUKYBALUU NEKAPU

Y& g MEDIC

[€dMEDIC

OHKOAOTUA

MoBKMLLIEH PUCK OT ATEPOCKAEPO3A NPU NALMEHTH,
AEKYBALLIM CE C UHXMBUTOPU HO UMYHHU
KOHTPOAHM TOYKM (immune check-point inhibitors)

M. CraHeBa'?, XK. Apabagxunes®?

"Knunuka no anrvonorvs, Agkubanem Cutv Knunnk YMBAN Tokyna, Codus

*0T1aeneHne No MeanUMHCKa oHKonorua, Apxkubanem Cutn Knuknk YMBAS Tokyna, Codun
*BbArapcKo Hay4HO APYXECTBO MO UMYHOOHKONOTA

3a aTepoCcKkNePOTMYHH CbA0BK CbBUTHA (AVE) N0 Bpeme Ha NedeHne © MHXMBUTOPH Ha UMYHHU KOHTPOTHU TOUKM
(IC1) B KAMHMYHYM M3NUTBAHWA M METaaHaAW3M Ce CbOBWaBa PAAKO. MPeAKAMHNIHUTE AaHHW 0Baye NoKa3saT, ye
Te3u /1eKapcTBa MOraT Aa UHULMNPAT BL3NaneHUe Ha aTepOCKNePOTUYHMTE NAAKK M Aa KaTaAU3NpaT NPOrpecus-
Ta Ha 6onectTa. Hapactear u ca y6eauTeHN A0Ka3aTeNcTBaTa OT PeTPOCNEKTUBHM NpoyuBaHua, de ICI yseanua-
BaT PUCKA OT aTEPOCKNEPOTUUYHU CbA0BM CHOMTUA, BKNIOUUTENHO apTepnanHa Tpomb03a, MUOKapAeH UHAPKT 1
ucxemudeH uHcynT. Heobxoanmu ca 6bAewsm NpoyyBaHna 3a yBennyasaHe Ha NO3HaHMATA BbPXY AbAFOCPOUHMA
edext Ha ICl nau TexHuTe KOMBUHALMM C APYTU KapAMOTOKCUUHM NeKapCTBa, HO MEXAYBPEMEHHO ce Hanara
BHWMATe/IHA OUEHKA M ONTUMU3MPAHE Ha CbPAEYHO-CbAOBUTE PUCKOBM GAKTOPW Cpes NauMeHTUTE, KOUTO e
nposexaar neverue c ICl. B cneasawms 0630p we NpeacTaBUM YacT OT HAMUHUTE KAMHWUYHUA U MPEAKAMHUYHN
A3aHHW 33 BPb3KaTa Mexay atepockneposa v nevenue c ICl.

Kntowosu gymu: uHxubumopu Ha umyHHU KOHMPO/HU MOYKU, YeKNOUHM UHXUBUMOPU, UMyHOMepanus, ame-
POCKNEPO3d, CbpOeYHO-CbA0BU UHYUIEHMU

04 medinfo.bg

ONTUMAJTHATA JIEKAPCTBEHA
MOCNELOBATEJTHOCT MPA
NEYEHWE HA TTAUVEHTW C
XENATOLIENYNAPEH KAPLUMHOM

HOINBJIHUTETIHN AHATIN3M OT [POYYBAHE ®A3A 3 RESORCE

XenatouenynapeH kapuutom (XKLL) e Haii-uecTo cpewaHmaT mopem-

[£4 BpBuULHUAM pak Ha uepHUA Gpob
a9C. Hoda’, e cegmuam Hal-uecmo cpe- UEH PaK Ha YepHUA Ap0B, CBbP3aH € BUCOKA CMBPTHOCT B CBETOBEH

gou. g-p XK. wan pak B cBema u Bmopama Mawab. OCHOBHW PUCKOBM haKTOP 3a pa3BuTIe Ha TOBa 3abonaBaHe
Rpsingtass; Hal-Yecma npudYuHa 3a CMbpMHOCM ocTaBar BMpycHUAT xenatut C u B, ynotpe6ata Ha ankoxon, Heanko-
gll‘i_(“““‘”"w"'“‘”: om Hi aayBanus, XOnHaTa cTeaTo3Ha 6oNect Ha YepHUA APo6. 3a NPaBUAHOTO NeveHne
M:\lsm'; %\'"J; © npuBAuaLMeAHo 782 000 HoBu cayuaa Ha 3a60NABAHETO OT Halt-roNAMO ec v onpeg
: 2p.Copis U 745 000 cMopmiu cayuaa npes 2018 NAHETO Ha TOYHWA CTaguii, 6narogapeHne Ha KoeTo e ce onpegenv n
Wamegano 2. B H Mawab xer p- Hain-nobp - NOKanHa Tepanua unu cucTem-
mrﬁ:ﬁ:\:ﬁa HuAm Kapuuom (XLIK) e goMUuHUpauLU- HO nevete. Mpy asakcupan unu metacratuien XLK edektusHoct
Goecmu, Dekpmem  AM XUCMOAO2UYEH MUN pak Ha YEPHUS ca POp: PW, KaTo Meaun-
m“‘“’;’”*;b%ﬁ apa6, kamo npegemaBasBa npuBAUSU- KamenTa CopadpeHn6 e 0oj06peH 3a Nbpea NIMHUA TapreTHO Neyetne

meAHo 75% om obwus 6pod. XU ce
guazHocmuuupa no-uecme 8 Cybcaxap-
cka Adpuka u Mismouna Asus, kamo Hag
50% om cayuaume ca camo 8 Kumag'
Yecmomama Ha HCC npogonkaBa
ga HapacmBa 6 CveguHerume wamu
nopagu yBeaudaBare Ha pasnpocmpa-
HEeHuemo Ha ocHoBHume My puckoBu
dakmopu, 2aaBHusm om koumo e uk-
gyuuparama om Bupyca Ha xenamum
C (HCV) uuposa u HeankoxoreH cmea-

oue npes 2007 r. Peropad

MHXMBUTOP, & MbPBOTO NEKapeTBo, oRobpeHo 3a neueHve Ha XKL npu
NALVMENTY, KOMTO Ca NPOTPECHPANIA N0 BPEME Ha W cieq Tepanvs
cbe Copadennb. OnobpeHNETo My ce OCHOBaBa Ha pesynTaTiTe ot
PaHAOMM31PAHO, ABOWMHO-CNANO, NNaLebo-KOHTPONMPaHO, MHO-
roHayroHanHo npoyysaHe dasa Il RESORCE npu maunentu ¢ XLIK,
KOWTO ca Nporpecupany No Bpeme Ha Tepanuata cbe Copadenud. B
RESORCE PeropadeHu6 o obugata np

mocT (OS; NbpenyHa KpaiiHa TouKa), NpexuBaemMocTTa 6e3 nporpecvs
(PFS) v BpemeTo go nporpecus (TTP) 8 cpaBHeHue ¢ nnaue6o.
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(P)EBOMOLNA B IEHEHVETO HA
HEAPEBHOKNETbYHUA PAK
HA BEJIUTE APOBOBE

MUT nnn peanHocT?

INpe3 nocneaHWTe ABaAECET FOAUHY Ce OT6eIA3Ba 3HaUNTeNeH Hanpe- nocpegemBom MokaHa UAU MeuHe
AbK M0 OTHOWeHMe Ha Ha Ha P oncus, u ga ce yemaroBu npegukmu
He3aTa 1 aKTUBUPAHETO Ha KOHKPETHU CUTHANHV NMBTULLA B TYMOPHUTE Guomapkep, onpegensul edekmuBhc
KneTku. ToBa CTaHa NpvumHa aa 6bAaT OTKPUTK ronAm 6poit TapreTu- ma Ha megukavierma npu kowkpe
Pyemi OHKOTeHHU MyTaUmui 1 CbOTBETHUTE 61MOMapKepy 3a OTroBOP nauuenmcka nonyAauua.

KbM AafeH TapreTeH meavkameHT. 10AB1Xa c& MHOTO HOBU MeAVKa-
MEeHTY, Hail-epeKTBHITE CPe/l KOUTO Ca TNPO3VHKNHA3HUTE MHXU-
6UTOPU 11 IMYHHUTE YEKMOMHT MHXMBNTOPW. 3a CbXaneHue, Bbnpeku
8 0 Ha Heppe6 TbUHWA PaK Ha bennte
[pOo6OBe AaHHUTE N0 OTHOWIEHE Ha CMBPTHOCTTA OT TOBa CoUMan-
HO-3HauMMO 3a6onsiBaHe 3a Bb/rapna ocTaBaT He3aA0BONUTENHU.

Cnopeg cvBpemenrHama koxuenuu
nepcorausupaHama Meguuuta b

B ¢ xuBumopu - MOHOKAOHAAHU aHmumena,
B ce pasznexkga Beue He kamo €

— amakyBawu onpegeaeHu peuenmopu

S, g pea nocaegnume gBagecem 20~ no noBopxHocmMa Ha T-aumpouumume  3200nBake, a kamo coBkynrocm
§-p Xeansko W

guHU Bewe OMBEAT3AH 02POMEH |y mymopHume kaemku, ca HoBume “xu-  MHOKECMB0 PasAULHU MOAekyARDH!

Hanpegek No OMHOWeHU® HA  mogs* 6 aevenuemo Ha HOPBLL Brago-  HOMUUHU cybmunoBe. B uacm

Omgesesie N0 Me-
auw};:g{mm:.:_ MOAGKYAADHO-2€HEMUUHOMO  CYBMUNU-  gapeHue Ha meau HOBU MegukameHmu agerokapuutomem Ha 6eaume gp
Aghutagen Cumu K- 3

aupare Ha HegpeBHOKAeMbUHUA PAK  npes nochegHomo gecemunemue ce O OF NOTPa3geAd Ha HAKOAKO cybm

ok Tokyge borvans
#.Cofn  Ha Genume gpoBoBe (HOPBL). Cheg  ombenssBa ygomwkaBare Ha npexuae- — OMPEISASHU nocpegcmBom koHkpe

Avn saiman

U3QAHUE 3A OBLIOMPAKTUKYBALLU NEKAPU

HEBPOAOTUS | OHKOAOTHS | MEAUATPUS

K AMHMYHMTE M3nmTBaHMS MOHARCH C abemaciclib -
QPUCTOKPATU3bM B AS4EHMETO HA XOPMOHOAHO-4YBCTBMUTEAHMS
HER2-HEratmeeH pPAHEeH 1 ABAHCUMPAA KOPUMHOM HA bPAC

XK. Apabagxves, T. 3nataHoBa, E. TasumoBa
Orpenexne No MeauLMHCKa OHKONOTUSA, Amxknbagem Cutu KnnHik YMBAT Tokyna, Codua

Cneq BbBeHAAHETO Ha MAaMOrpadCKnA CKPUHMHT W B YCI0BMATA HA HAPACTBALLOTO 3acTapAiBaHe Ha HaceNeHueTo HapacTsa U

4ecToTaTa Ha AMarHOCTULMPaHE Ha KapUMHOMA Ha rbpAaTa. B ceetoseH Mawab npes 2018 r. HOBOAMATHOCTULMPAHMTE CAYYAU

Ha KapuWHOM Ha repaata npu WeHuTe ca 2,1 MUAUOHA, KOeTO NpeacTasnasa noYvTH eauH Ha BCEKU YeTupu cnyyaun Ha KapuuHom
NPY XEHUTE. 33 CbLIMA NePUOA PErMCTPUPAHNTE CMbPTHHITE cydau ot Tosa 3aGonnsaHe ca 630 000. (1)

Anb e TapreTeH Meay T oT Knaca Ha CDK4/6 MHXMBUTOPUTE, KOITO NPeACTaBNABa HOBA TepanesTUHa Bb3MOX-

AIOKANHO ABAHCMPA, TaKa U Ha PaHEH BYICOKOPVICKOB, XOPMOHANHO-HYBCTBUTENEH,

HOCT B NNeYeHWETO KaKTO Ha MeTactaTuucH
HER2-HeraTMBEH KapL/HOM Ha rbpaaTa. KauHuuHaTa nporpama MONARCH BKAKO4YBA HAKONKO MPOTOKOAA HA KAWHWUYHM U3NWT-

aanus ¢ abemacilib 8 KOMBMHALWA C HAOKPUHHA TEPANUA B Te3U CTagni Ha 6onectra. B o630pa we npeacrasum pesyntatu ot
MONARCH 1, 2, 3 u monarchE nsnurtsasuaTa.

KapyuHom Ha 2bpda, CDK4/6 urxubumop, abemaciclib

Kntouosu aymu: MIONARCH, X0pMOHO/IHO-4Y 1, HER2:
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KAMHUMYHO M3nmMTBaHE ARAMIS: ,MmyckeTapsT" darolufamide B
AEYEHMETO HA MALMEHTU C HEMETACTATUYEH KACTPALMOHHO-
pe3nCTeHTeH pak Ha npocTtata (HMKPTIK)

C. paraHoBa, LL. beixaH, K. Apabagxumes

Ipyna 3a NnpoyusaHe Ha paka Ha npocTara, OTAeneHVe No MeANLIMHCKA OHKonorua, Afpknbagem Cutn Knunnuk YMBAST Tokyaa, Codua

PaKbT Ha NpocTaTa e eAHO OT Hal-4ecTUTe 3/10KaYecTBeHU 3a60NABaHUA, Ha BTOPO MACTO /e paka Ha Benua Apob, Kato Toi e
nerata Halt-4ecta npuyMHa 3a CMbPT NPU MbXKeTe B CBeTa. PAAKO Ce ANarHoCTMUMpa Npy Mbxe nog 50-roAuiluHa Bb3pacT, KaTo B
Hali-ronam NpoueHT ca 3abonennTe Hag, 65 roguHu. MPOCTaTHUAT KAPLMHOM 33eMa MbPBO MSCTO KaTo NPUYMHA 33 CMBPT OT 3/10-
KayecTBeHy HOBOOBPa3yBaHMA Npy naumeHTV Haga 75 roantn (24,9 %), Ho cratUcTMKaTa nokassa, ve 53,7% ot 6onHuTe gocTHraT
5-roAuILHA NPEXMUBAEMOCT. /IEYEHMETO Ha NALMEHTUTE 3aBMCK OT CTaAWA Ha 3a6oNABaHETO M PUCKOBaTa rpyna, B KOATO Nonaaart.
Mpu NoKaNM3MPaH CTaauit Hal-M3N0A3BaHM METOAM Ca NPOCTATEKTOMMA U/UAK MbueneveHue ¢ uan 6e3 nocneAsalia aHapPOreH-ae-
npuBaLuoHHa Tepanus (ADT). Bbe $asa Il KIMHUYHO NpoyqBaHe ARAMIS aHTarOHUCTLT Ha aHAPOreHHMA pelienTop darolutamide,
CbC cneunduyHa MONEKyaHA CTPYKTYpa, CTaTUCTMYECKM JOCTOBEPHO Y/ibAKasa NpexmBAeMocTTa 6e3 meTactasy B cpaBHeHMe C
nnaue6o Npy MbKe C HeMETACcTaTUYeH Pe3UCTEHTEH Ha KacTpaLMA Pak Ha npocTarara. PesyntatuTe oT ToBa U3nuUTBaHe we 6baaT
06CbAEHM B HACTOALLATA CTATUA.

KntouoBu aymu: pak Ha npocmama, Kacmpay; P Pax Ha npoc 1, np 'm 6e3 memacmasu,
obwa npexussaemocm

W3OAHUE 3A OBLOMPAKTUKYBALLW NEKAPU

MEDIC HEBPOAOTMS | OHKOAOTUS | MEAUATPUS

MO-ABATQ MPEXMBIEMOCT MPU MOCTMEHOMAY3AAHM MALIMEHTKM
¢ HR+/HER2- MeTaCTATMYEH PAK HA MbPACTA — OOHOBEHM AQHHM
oT nNpoy4saHeTo MONALEESA 3 1 KAUHUYEH CAYHaM

T. 3nataHoBa, XK. Apabamxmes, K. Opelukos, B. Munos
OTgeneHve No MegMUMHCKa oHKonorvs, Amkneaaem Cut Knunuk YMBAI Tokyaa, Copua

C HaB/IM3aHETO Ha UHXMBUTOPUTE Ha LIMKAWH nmuTe BKJ HaTa NpaKTUKa Ce PerucTpupa yabaKa-
BaHe Ha obLiaTa NPEeXMBAEMOCT NPY NALMEHTKUTE C MeTacTaTu4eH XopMoHanHo-vyscTeuteneH, HER2-HeratneeH
paK Ha rbpaarta. MbpBoHaYanHo JoknajBaHuTe pesyntatu ot npoyusaHeTo MONALEESA 3 npu noctmeHonaysanHu
naumeHTKM ¢ HR+/HER2- aBaHcupan pak Ha rbpaara ce NoTBbPXKAABaT Cef, NepuoA Ha npocaeassaHe oT NoYTH 5
roavHu. MPeACTaBeHUAT KAMHWYEH CAYYait OT peasHaTa NpakTMKka UNOCTpMpPa edeKTMBHOCTTa Ha puboumnkanG B
KOMBUHALMA C BYNBECTPAHT KaTo MbPBa IMHUA TEPaNUsA, 40P B YCIOBMATa Ha PeflyKLUMA Ha Ao3aTa 3apaam xema-
TONOTMYHA TOKCUYHOCT.

Kniouosm gymu: puboyuknu6, gpynsecmparm, obwa npexcussemocm, MONALEESA 3
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HoBu TepaneBTUYHU Bb3MOXKHOCTHU
npu 1e4eHme Ha TpOVIHO-
HeraTuBHuUA KapuyMHOM Ha rbpga

TPpOWHO HeraTMBHUAT KapLuHom (THKI), KoVTo e eauH OT NOATUNOBETE KAPUMHOM Ha FbPATS
¢ yecTota 15-20% OT BCHHKM OCTaHa W BUAOBE, Ce OT/INYABA C NO-TONAMA arPeCHBHOCT U No-
LUa NporHos3a. /leyeHNeTo Ha MeTacTasnpanua KapunuHOM e MPEANMHO € XMMWUOTEpanus 1
HE3aA0BO/IMTENHM PE3Y/ITATH N0 OTHOLEHME Ha CBOBOAHMA OT nporpecvs uHTepsan (PFS) m
cpeaHara obuia npexussemoct (OS) ot 12-18 meceua. MOCTUFaHETO Ha no-806pu peay/yévr e
OT U3KMOUMTENHO BAXKHO 3HaueHve. Tasu CTATUA PAa3IIexaa Kak HOBUTE MONEKYIAPHO-TerHe
TUYHN M3CNEABAHNA A3A0XA BB3IMOKHOCT Ha MHOMECTBO KMHWUYHIM U3NUTBAHMA 3a ThpCe:
HOBW TepaneBTUUHU NOAXOAN NPU NeveHue Ha THKI.
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VIMYHOTEPATTNA C
MHXNBUTOPI HA IMYHHI
KOHTPOJTHN TOYKW TP
KAPUMHOMW HATOPEH
FTACTPOUHTECTUHAJIEH TPAKT

Hoe mepanesmuyeH nooxo0 ¢ o4yakeaHo 0o6pa echekmusHOCM

WMYHOTEPAMUATA E U3KJTIOYUTEJIHO BAXKEH NPOBVB U BbJIHYBALL HOB METOJ, 3A JIEMEHUE Ha
LWVPOK CNEKTBP OT PakoBu 3a60sABaHMA. TA @ GoKycnpaHa Bbpxy paspaboTBaHETO Ha areHTH 3a CTUMyNMpaHe
V/IN NOTUCKaHE Ha MMyHHaTa CUCTeMa no cneumduyeH HaumH, 3a 60pba ¢ WMPOK CNeKTbP OT 3a6onAsaHus,
0co6eHo paka. TpaAVLIMOHHNTE Tepaniii, HaNUUHK 3a IeYEHNe Ha PaK, BKIOUBAT XMPYPriuyHa UHTEPBEHLUS,
XUMUOTEPANUA, STbUEeyeHme A KOMBUHALMA OT TAX, U Ca MHOTO HecmeLdUUHN, HO MMyHOTepanuaTa
NoKa3Ba roffAMa Pasfinka oT KOHBEHUMOHANHATA TePanis C BUCOKOTO CU HUBO Ha CNELMGUUHOCT 3a TyMOp-Che-
UMPMUHUTE aHTHTeHW. HeOTAaBHAWHUAT YCNeX Ha UMYHOTEPANWATA B KNMHUYHUTE U3NUTBaHVs GbP30 Npo-
MeHU nern3axa 3a NeveHue Ha KapLyHomuTe, AMepyriKaHCKaTa aaMIHACTPALMA NO XpaHWTe v neKapcTsaTa
EBponeiickaTa areHuus no 1ekapcTea ca 0406puav MHOXECTBO areHTH, ClIef KaTo KIMHUYHUTE N3NUTBaHNA
noka3axa oGellaBaliu pe3ysTaTv 3a leueHe Ha MHOXECTBO BUZIOBE paK. PonaATa Ha MMyHoTepanvaTa npu
CTOMALIHO-YPEBHUTE PaKOBY 3a60NABaHNA ChLLO € MHOTO 06elaBalLa, 0COBEHO NPY NALMEHTU C HANPe[HaANo
METacTaTnyHO 3a60NABaHeE iM 3/10KA4ECTBEHY 3a60/IABaHNA, PePPaKTEPHU Ha MbPBOHAYANHO NeveHve. B
TO3U Mpernep HUe Lie pasriefjave UMYHOTePaneBTUYHITE CPE/ICTBA, OAOOPEHN 3a NIeYeHNe Ha paK Ha CToMall-
HO-UPEBHNA TPaKT, ¥ GbAELLETO Ha MYHOTEPanMATA 3a MaLMEHTH C Te3n PaKoBu 3a60nABaHNS.
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CvBpemennu kpumepuu u no8egenue npu Bucokopucko8 HR+/HER-
paneH pak Ha 2vpga. Ab6emayukau6 — H08 cmangapm 8 AeueHuemo

E. TasumoBa, K. Apabagxunes
OTaeneHne No MeAULMHCKA OHKONOMMS, Appxmbagem Cutn Knunnk YMBAJ Tokyaa, Codua

EHAOKPUHHOTO /IEYeHMe HA Hal-YecTo AUarHOCTULUMPAHUA HR+/HER- noaATUN Ha KapLIMHOM Ha rbpAa e OCHOBEH /eKapCTBeH Nnoa-
X0, KaKTO B METACTaTUYEH CTaZiWiA, Taka 1 B N0-PaHHEH, CieAonepaTmaeH etan ot Gonectra. B aatoBaHTeH acnekT eHAoKpUHHaTa
Tepanwus A0BEX/A 10 HamanAsaHe Ha 15-roguiHaTa CMbPTHOCT C OKONO 30-40% B 3aBMCUMOCT OT U36PAHNA AHTUECTPOreH Mau
UHXMBUTOP Ha apomatasa. 3a AONLAHUTENHO HAMANABAHE HA PUCKA OT PELUMAMS Ce NPOBEKAAT MHOKECTBO KAMHUYHU NPOYY-
BaHWA, OLEHABALLYM NON3ATA OT YALMKEHOTO EHAOKPUHHO NeYeHHe, NPUNOKEHUETO Ha HOBY CeNeKTUBHY ECTPOreHpeLenTopHu
[lerpaiaTopy, KaKTo U Ha MHXW6MTOPM Ha CDK4/6 kuHasnTe. NaeHTMONLMPa Ce BUCOKOPUCKOBA NONY/1aLMA OT NAUEHTKM C paHeH
HR+/HER2- KapL/HOM Ha MbPAA, MOANEKALLM HA AOBAHTHO NIeYeHMe, NPU KOUTO Ce O4aKBa Hali-ronama AbArOCPOUHa Non3a ot
eTh.

Te3n HOBU EHAOKP! Tepar
CDK4/6 pU, 6

KNlo40BHM AYMM: pPaHEH POK HA 2bpOa, BUCOK PUCK,

Criteria and Approach for High-Risk Early Breast Cancer.
Abemacyclib is a New Standard in Treatment

E. Tazimova, J. Arabadjiev
Department of Medical Oncology, Acibadem City Clinic, Tokuda University Hospital, Sofia

Endocrine treatment of the most commonly diagnosed HR+/HER subtype of breast cancer is the mainstay of treatment, both in the
metastatic stage and in the earlier, postoperative stage of the disease. Adjuvantly, endocrine therapy reduces 15-year mortality by
about 30-40%, depending on the antiestrogen or aromatase inhibitor chosen. To further reduce the risk of relapse, a number of
clinical trials have been conducted evaluating the benefits of prolonged endocrine therapy, the use of new selective estrogen receptor
degradators, and CDK4/6 kinase inhibitors. A high-risk population of patients with early HR+/HER2-breast cancer undergoing adjuvant
treatment has been identified, who are expected to benefit most from these new endocrine therapeutic options.

Keywords: early breast cancer, high risk, endocrine therapy, CDK4/6 inhibitors, abemaciclib
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TepaneB8muy4Hu umyHoonkoAao2uvHu aganmauuu
¢ HuBoaymaé B8 neueHuemo om nbpBa AUHUA HA Memacmamu4Husa
6vopeunoknemvuer kapyuxHom
K. Apabapxues

Otaenenve No MeANLMHCKa OHKONOMMA, Asknbaaem Cutu Knunuk YMBAS Tokyaa, Codus;
BbArapcko HayuHo APYMECTBO N0 UMYHOOHKONOTUA

HapunHombT Ha 6vbpera NpeacTasNABa AEBETH MO YECTOTA HA Bb3HMKBaHE CONMACH 3/10KAYECTBEH TYMOP, KaTO AWarHOCTALM-
DP3HETO MY € TACHO CBbP3aHO C HapacHaNuTe Npes NoCAeAHUTE ABe Aec o6pashn Anku. C Ha pobo-
TH3MPaHWUTE ONEPATUBHU TEXHUKN XMPYPTUUHOTO NieveHme Ha EbEPEUHNTE TyMOpH He NPEACTABAABA 3HAUMM PUCK 33 NALMEHTa.
peav3BnKaTencTBo 0cTaBa 06aye CUCTEMHOTO JIEKAPCTBEHO IEYEHNE Ha METACTATUMHMS CTaAMI Ha 6BOPEUHIA KaPUMHOM KaKTO

nopaay Gbpsata nporpecus Ha Gonectta, Taka M nopaav MHOroo6p onuum. Umy panusTa,
NPeACTaBeHa OT MMyHHU AHT Hanara a, Ha Te 33 CTapTvpaHe Ha NPOTUBOTYMOPHOTO /-
“eHue Npu 6bOPEUHOKNETLYHNA Kap , KOETO ce ¢ c a ePeKTMBHOCT 1 yAbMKeHa Npexussemoct. Tasn
CT2TUA Pa3INen/a MMYHOOHKONOTMYHHUTE 3AanTaunm ¢ B mn v Kabo3aHTMHUG 8 Neverve

75pBa IMHUA GLOPEUHOKNETbYEH MeTacTaTUYeH KapUMHOM.

K aymu: P YeH PD-1, o6wa m, 6e3

Therapeutic Inmuno-Oncological Adaptations with Nivolumah
in the Treatment of First-Line Metastatic Renal Cell Carcinoma
J. Arabadjiev

Department of Medical Oncology, Acibadem City Clinic Tokuda University Hospital, Sofia;
Bulgarian Scientific Society of Inmunooncology

¥idney cancer is the ninth most common solid malignancy, and its diagnosis is closely linked to the increase inimaging techniques
over the past two decades. With the advent of robotic surgical techniques, surgical treatment of kidney tumors does not pose
2 significant risk to the patient. However, systemic drug treatment of the metastatic stage of renal cell carcinoma remains a
challenge, both due to the rapid progression of the disease and the variety of therapeutic options available. Inmunotherapy,
presented by immune checkpoint inhibi requires adap of the rec dations for starting of antitumor treatment
= renal cell carcinoma, which is accompanied by improved efficacy and prolonged survival. This article discusses immuno-
ancological adaptations with nivolumab in combination with ipilimumab or cabozantinib, in the treatment of first-line renal cell
metastatic cancer.

ords: renal cell carcinoma, PD-1, overall survival, pr ion-free survival,
2 prog J
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w s KOMBUHMPAHA XMMUO-MMYHOTEpanua n

T. 3namanosa'”,
. Apasaoncues'

o, ABOMHA MMYHOTEpPaNUA NpyU meTactaTuyeH
i oo HEAPEOHOKNETbYEH paK Ha 6enuna apob -
CbBpPEMEHHM CTaHAAPTH

pevo
emeo no Hayioonuxoao2us

PakbT Ha 6enA Apob e cpea Hal-YecTo AMarHOCTUUMPAHUTE OHKONOMMHHN 3abonABaHNA B Bbira-
PUA U Ce XapaKTepu3npa ¢ BUCOKa 3aboneBaemoct U CMBPTHOCT. NanuatusHata NOMGMHMpaHa XU~
MMOTEPanUA A0CKOPO Belle ocHOBEH NOAXOA, 33 IeHeHie Ha IV cTaauit HeapeBbHoKAeTbYeH pak

| Ha Besma Apo6 (HAPBA). Mpea nociegHUTE roAnHmM npy nauneHTy ¢ HAPBL, NpU KouTo avnceat

cryemana umyHo- =
ApafiBbPHN MyTaLK, UMYHOTEPaNUATA CAMOCTOATEIHO WK B KOMBNHALMA C XMMUOTEPANWA Ce.

XUMUOmepanua.

MPeBbPHa B 0bellaBalla ATEPHATHEA, € NONOKNTESNEH eDEKT MO OTHOLIEHUE Ha IPERNBAEMOCT 1
KaYecTBOTO Ha »KMBOT. LienTa Ha Tasu e CTaTUA & Aa 06OBILM 1 CpaBHM AOKRasaTe/CTBaTa OT KAMHUH-
HY NPOY4BAHMA C MYHOTEPaNVA NIKOC XMMMOTEPanys CNPAMO CAMOCTOATE/IHA XUMUOTEPANMsA NpK
/Ie4eHVeTO Ha MALMEHTY C MeTacTaTuueH HAPB, ¢ aKUEHT Bbpxy eGEKTUBHOCTTA Ha NPUAOMKEHH-
Te Cxemu.
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NEYEHWE C JAPOITYTAMWA TPV
NALUMEHTI C AMATHOCTULIMPAH
HEMETACTATUYEH KACTPALIMOHH(
PE3UCTEH PAK HA MPOCTATATA

PAKDBT HA i

3360;1;.53“”:?,3,‘:;:[‘\“ € @[1HO OT Hall-uYecTnTe 3/10KaYeCTBeHN
i Ha.;,,qéc-ra d PO MACTO c/leq paka Ha 6enus Apo6, kato Toi e
e PUY4MHa 33 CMBPT NPy MbXeTe B cBeTa. Paako ce
Sty zaﬁon;z: l::me nop 50-roaviHa Bb3PacT, B Hal-roNAM
e Hap 65 rog. Bb3pact. MpocTathuaT KapuurHom
B s TO MPUYMHA 32 CMBPT OT 3/10KA4ECTBEHM HO-
SR 7%p°T 6a|.meum HaA 75 rop. (24.9%), Ho cTaTucTukata
ey ;mme OfTHWTE JOCTUIAT 5-TOAMLIHA NPEXNBAEMOCT.
e Kmme 3aBMICY OT CTaAMA Ha 3a60NsABaHETO 1
i e,n 0ocf:ro nonapaar. Mpu 0Kanu3npaH cTaaui Hai-us-
] 7 :reH_aTeKTOMMﬂ 1/unu mbyeneyerme cbe un 6e3
I% [s Tepanua. [laponyTamu,

4 j::;:;; :a :on-:.:-zorenuuﬂ PeLenTop ¢ ACHO U3paseHa r);loneKCne-
P épaBHeH;n-:eaumenuo YAbIKaBa NpexuBaemMocTTa 6e3
R HEMce :naueﬁo BbB $asa |l KnMHUUYHO NpoyuBaHe
ekl aCTaTUYeH Pe3NCTEHTEH Ha KacTpaLWA pak
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WimyHooHkoAoZU4HU akmyaausayuu Ha cmaxgapmume 32
agloBanmuo AeueHue npu ManuzHeH MeraHom

A. Kontunes'?, B. Munos', XK. Apa6ap,>|<me\3"3
IKAUHWKA NO MEANLIMHCKA onkonorua, Amknbasem Cutn Knunnk YMBAJT Tokyga, Copua
2Grarapcka Acouvauna no AepmafooHKonomn
2EBLAFAPCKO HAY4YHO APYHecTso No VIMYHOOHKONOTUA

Ta ¥ CMBPTHOCT 8 CBETOBEH MaILab v npeacTaBnABa

a UMYHO- W TapreTHaTa Te-

Pt Ap: Ta Ha Te3n naul To3m

LIMEHTM C BUCOK PUCK OT PEUMAME B N0 PanHUTE 11w 11l crapui.
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Kniouosu aymu: Ha MoYKUY, anmu-PD1, umyHo-
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.
Immunooncology Updates to the Standards of Adjuvant
. -
Treatment in Malignant Melanoma
A. Kontilev'?, V. Milov', J. Arabadjiev'?
*Medical Oncology Clinic, Acibadem City Clinic Tokuda University Hospital, Sofia
2ulgarian Association of Dermatooncology
sBulgarian Scientific Society of Immunooncology
i | is an agg! skin cancer with increasing incidence and mortality worldwide and represents 2
f immuno- and targeted therapy in the treatment of

serious public health problem. In recent decades, the development of
metastatic malignant melanoma has dramatically changed the prognosis o

of new clinical trials in patients at high risk of relapse in earlier stages Il and lll
adjuvant therapy in patients at high risk of relapse after definitive treatment were limited. Advances in the therapy of

malignant melanoma have changed the approach, and in the earlier stages — |1 and IlI, a new standard in the treatment
of this disease has been lished — adjuvant i aimed at reducing the risk of recurrence and treating

micrometastatic disease.

f these patients, This success has led to a number
. Until recently, the possibilities for effective

Keywords: melanoma, immune check-points i adjuvant t, anti-PD1, i P
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HNMyHOTepanusa npu jyedyeHne Ha
MeTaCTaTU4YeH 6'bOpeyHOKIIeThUYeH
KapIiMHOM

Cons fiparaHoBa’?, )Xensasko Apa6ag)kmes'?
"KnuHuka no meduyuHcka oHkonoaus, ,Adxubadem Cumu Knuruk YMBAJ , Tokyda” - Codusi
2B6/120PCKO HOYYHO OPYXHECMB0 NO UMYHOOHKON02US

Peslome: Kapuuromom Ha 6vbbpeka npegcmabasBa geBemu no yecmoma Ha BvaHukBaHe conugeH 3nokauecmBeH mymop,
kamo guaznocmuuupaHemo My e macHo cBvp3aHo ¢ HapacHaAume npe3 nocaegHume gBe gecemunemus o06pasHU
memoguku. C HaBausaHemo Ha pobomusupaHume onepamuBHU MexXHUKU, XUPYP2UuYHOMO Ae4eHue Ha EbbpeyHume mymopu
He npegcmalbasBa 3Hayum puck 3a nauuenma. lNMpegusBukameacmBo ocmaBa obaue cucmemHomo AekapcmBeHo AeyeHue Ha
mMemacmamuyHuam cmaguu Ha 6vbpeyrusm kapuuHom, kakmo nopagu 6vp3ama npozpecus Ha 6oaecmma, maka u nopagu
HaAuyHUMe MH02006pa3Hu mepaneBmuyHu onuuu. VivyHomepanusma, npegcmaBeHa om UMyHHU YeknouHm UHXUBUMOopU,
HaAaza aganmauus Ha npenopvkume 3a cmapmupare Ha npomuBomyMopHOMO Ae4eHUE NPU EbBPEUHOKAEMbUHUAM KapuuHOM,
koemo ce cwvnpoBoXkga ¢ nogobpeHa egekmuBHocm u ygoakena npexkuBsemocm. Hacmoswama cmamusi paseaekga
umyHooHkonozuyHUMe mepaneBmuyru nogxogu ¢ nivolumab 8 kombuHauuu ¢ ipilimumab uau cabozantinib 8 reyeHue nvpBa
AUHUS npu BvbpeyHokAemvyeH MemacmamuyeH kapuuHom.

KalouoBu gymu: 6bbpeurokaemvyeH kapuurom, PD-1, obwa npexkuBsemocm, npexkuBsemocm 6e3 npozpecus, nivolumab

OHKOnorua PRO M:EDIC

MpunoXkenue Ha sotorasib npu nauuesmu ¢ memacmamuyen
HAKPB1, npozpecupaau Ha npegxogHa mepanus u ¢ ycmavoBeHa
mymauus 8 2zena KRAS G12C - HoBa neue6Ha BvamoXkHocm u
cvwecmBena npomana 8 mepaneBmuyHume nocaegoBameaHocmu

K. Apabagxues

KAuHMKa N0 MeAMUMHCKA OHKONOMMA, AknGaaem Cutn Knunuk, YMBAN Tokyaa, Cobua

PaicT Ha 6eAA APOG € XeTepOreHHa rpYNa OT TyMOPH, KOUTO Bb3HMKBAT OT NATONOTAHO UIMEHEH U HEXOHTDOAMPAH KETbuEH
PACTe) B PECMPaTOPHWA enviTen. MeTACTATUHWAT Pak Ha Genus ApOG NPOrPecupa G5p30 1 Mma daTaneH Maxoa. HeapesHo.
KAETSUHWAT pak Ha Geavia APOG (H/AKPS/) NPEACTaBAADa NPHBAMIUTEAHO B5% OT ChyuawTe Ha TOSM BWA PaK 1 BKAKOMEA HAKOAKO

XVCTONOTH4HM NOATUNG, KOMTO MOTaT A3 GbAT waro w1
HOMbT Ce CHHTS 32 Hall-TeHETIHO XETepOTeHHMA W arpecBe NOATHN. MyTaLMATa Ha BYCHYA OHKOTEN Ha CApKOMA Ha X Ha
Kupcrew (KRAS) p.G12C e Kato gsuraren wa np1 HAKPB/. MyTaw Ha KRAS

KIGTKATE 23 CE PIIMHOXABAT N0 HEKOHTPONMPAH HAYUH, KOETO BOAM A0 06PazyBaKe Ha TyMop. MyrauuTe Ha KRAS ca Bawi
/APAViBEPHA MYTALMY KAKTO B PAHHWA CTaAWT, Taka M NPM MeTacTaTAA HAKPBAL. KRAS G12C ce OTKpMBA NPEANMHO NP He-
nnocKoAeTLHeH NOATHA HAKPE/L (13,1%) B CPaBHEHMe CbC CamMo OKOAO 2% NPM MACKOKNETBYHME NOATAN. MOAXOAALIATE 32
7elieHMe Cuc sotorasib naueHTH umaT oKaNHO aBaHcHPano (craaui A, 1B wan I1IC) wam meTacTatnano (crapwi V) sabonssane
C myTaumn KRAS G12C.

Kntouonu aymu: Hedpebroknemvyen pax wa Genume dpoboee, HAPBA, KRAS G12C mymayus, sotorasib, CodeBreak 100

Application of Sotorasib in Patients with Metastatic NSCLC
Who Have Progressed on Previous Therapy and With an Established
Mutation in the KRAS G12C Gene - a New Treatment Option
and a Significant Change in Therapeutic Sequences

J. Arabadjiev

Clinic of Medical Oncology, Acibadem City Clinic, Tokuda University Hospital, Sofia

Lung cancer is a heterogeneous group of tumors that arise from pathologically altered and uncontrolled cell growth in the
respiratory epithelium. Metastatic lung cancer progresses rapidly and has a fatal outcome. Non-small cell lung cancer (NSCLC)
accounts for approximately 85% of lung cancer cases and comprises several histological subtypes that can be categorized as
squamous and non-squamous, with adenocarcinoma considered the most genetically heterogeneous and aggressive subtype.
The Kirsten rat sarcoma viral oncogene (KRAS) p.G12C mutation has been identified as a driver of tumorigenesis in NSCLC. KRAS
mutations stimulate cells to multiply in an uncontrolled manner, leading to tumor formation. KRAS mutations are important driver
mutations in both early-stage and metastatic NSCLC. KRAS G12C was i found in the btype of NSCLC
(13.1%), compared to only about 2% in the squamous subtype. Eligible patients for treatment with sotorasib have locally advanced
(stages IIIA, llIB, or IlIC) or metastatic (stage V) disease with a KRAS G12C mutation.

Keywords: non-small cell lung cancer, NSCLC, sotorasib, KRAS G12C mutation, CodeBreak 100
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TIOBEJEHME ITPY ITAHKPEACEH OVKTAJIEH AITEHOKAPLIMHOM
KnunuuHo pbKOBOAICTBO, OCHOBAHO Ha J10Ka3aTeylCTBa

HAIIMOHAJIEH EKCIIEPTEH BOPIT

BBBEAEHUE

HacTos1oTo pbKOBOACTBO € KOHCEHCYCHOTO CTaHOBMIle Ha HalMoHareH
ekcriepred 6opp MOPE 2021. AeAo e Ha MYATMAMCLMITAMHADEH eKUIT, BKAIYBAIL
eKcriepTi B 00AaCTTa Ha aHKpeaceH AyktaaeH apeHokapuHoM (ITAAK) ot caea-
HUTE MEAMUMHCKY CMelIaAHOCTY 1 TeXHY HalMOHAAHM OPaHIIOBU OpraHi3ali:
BbArapcko Apy>XecTBO 1O FacTPOEHTEPOAOTHS, TaCTPOMHTECTIHAAHA eHAOCKO-
st M aGAOMMHAAHA exorpadus, BbArapcko Xupypruyecko Apyxectso, bBbarap-
CKO HALlOHAAHO APY)KeCTBO 110 ChAOBA 1 €HAOBACKYAAPHA XUPYPTUSI M aHTHOAO-
1S, BbATapCcKO OHKOAOTMYHO HayYHO APYKeCTBO, [MAAUS Ha AbueTepameBTUTe
B Bbarapus, BbArapcka acouuaiyst no paguoAorusi, BbArapcko Apyxecrso mo
HyKAeapHa MeANLHa, BbArapcko ApykecTBo 1o maroaorus, Bbarapcko Apyske-
CTBO T10 TeHETHKa Ha YoBeka ¥ BbArapcko Apy:KecTBO 10 MPOABAKUTEAHMU TPIKH
¥ TIAAMATHBHA MEAMIIVHA.

HyXAaTa OT HalllIOHaAHO PHKOBOACTBO 3a moBepeHne mpy [TAAK e o6ycao-
BeHa OT KAMHMYHATA My aKTYaAHOCT 3 CBETOBHATa M GBATapCKaTa OHKOAOIUIS.
B rao6aseH maiab KapUMHOMBT NPeACTaBAsiBa 2.5% OT BCUYKU BUAOBe pak.'B

METOAU

PBKOBOACTBOTO 32 KAUHJUHO TIOBEAEHIIE NP TTAHKPeaceH KapLHHOM e 0C-
HOBAHO Ha AOKa3aTEACTBa U € CTPYKTYPUPAHO B AE€BET paspeAa. BFCKM oT TAX
ChABPXKA Pe3IOMUPAH AMTEpaTypeH 0630p BBPXY ONPeACACH KAMHIUEH TOAXOA,
(bopMyAMpaH KaTo KAMHIYHM BBIpock criopep nmoaxopa GRADE (Grading of
Recommendations Assessment, Development, and Evaluation).?

MIOCAEAHOTO AeCeTHAETHe Ce HAbAI0AABA HAPACTBAILA TEHAEHLUS 32 3a00ASEMOCT,
ocobeHo BbB Bb3pacToBute rpynu 20-29 u > 80 roautn.! 3a EBponeiicku cbios e
13YNCAEHO, Ye Tpe3 2020 I. HOBUTE CAYYaM C KapLMHOM Ha MaHKpeac ca 3.5% ot
BCHYKH BUAOBe paK. 3aboaseMocTTa e 19.9 Ha 100 000 (EBpomeiicki cTaHAQPT 32
nonyaaust, 2013 1.), cMbpTHOCTTa — 18.7 Ha 100 000. B Bbarapus saboasemoctta
1 CMBPTHOCTTA Ca MAAKO T0-HUCKM — CbOTBeTHO 17.9 11 16.5 Ha 100 000.2

Llea Ha PHKOBOACTBOTO € AQ IIPEACTABU ChbBPEMEHHO CUCTEMHO pa3paboTeHo
CTaHOBHII[e 3a MIOATIOMaraHe Ha 3ApaBHuTe NpakTyKy npu ITAAK, apantupana 3a
crieluUUHNTe KAMHIYHY 06CTOSTEACTBA B BhATapis. AOKYMEHTBT He BKAKYBA
TaHKPeaCH! HeBPOEHAOKPHHHI TYMOPH.

PBKOBOACTBOTO € TNpeAHA3HAYeHO 3a BCUYKM MEAMIVHCKM CIIeLaAHOCTH
B bbArapus, Kouto ce 3aHMMaBaT ¢ pasAMYHY HalpPaBAEHNS Ha MOBeAEHMeE TIPH
TTAAK: racTpoeHTepoA03M, KOPeMHI XIPYP3H, TTATOAO3M, AbUeTePaIeBTH, PaAli-
OAO311, HYKA€ApHJ MEAULIV, MEAVLIMHCKI TeHeTHLM, MEAULMHCKIL OHKOAO3M, 06-
L[ONPAKTUKYBALM AeKapy, GapMaLleBTH 1 MEAULIMHCKU CeCTPH.

TlopxoabT GRADE e cucTema 3a onjeHKa Ha KauecTBO Ha JOKA3aTelICTBa
(B cucTeMaTHIHU aHaIM3K/ MeTaaHanu3u, CA-u/MA-H) i 3a CTEIIeHyBaHe Ha
NPENopbKHU (B KIMHHYHE PbKOBOzcTBa). IIpeicTaBisBa CTpyKTypHpaH 1po-
1iec, perilaMeHTHpaIl 4 CTBIKH 33 paspaboTBaHe Ha NPEIOPHKH.”
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NUMYHOTEPAIIUA
[PA COJINJIHU 3JIOKAYECTBEHU TYMOPH
[

KOMIIEHANYM

BBarapcko Hay4Ho APYKeCTBO 0 HMYHOOHKOJIOTHS
2023

BbBEOEHUE

WmyHoTepanusiTa npeacTaensisa MHoBaTUBeH W oBellasall noaxoa B Gopbata cbC OHKOMOMMYHMTE 3abonsiBaHmsi, ocobeHo
3acTbleHa B CbBPEMEHHOTO NeYeHWe Ha COMUAHM 3oKaYecTBeHW TymMopu. MeToAbT Ha WMyHOMeyeHWe ce OcHoBaBa Ha
CTUMYNMpaHeTo Ha COBCTBEHaTa MMYHHa CUCTEMa Ha OpraHM3Ma Aa PasnosHaBa U YHULLIOXaBa pakoBUTe KreTku. B cpasHeHne
C TPaAWULIMOHHUTE METOM 3a feYeHWe Ha paka, kaTo XMMMOTEpanusi U MbyeBa Tepanusi, MMYHOTEPanuUsiTa HacouBa CBOETO
[eliCTBIME KbM CNeLMdUYHI MONIEKYNN 1 PELIENTOPU, KOUTO UIPasT KIKHOBA POMst B UMYHHWUSI OTTOBOP B YOBELLKUS OPraHn3bM.

MOHOKIOHAMHN aHTUTena, WHXMBUTOPKU Ha (KOHTPOIHWTE) YEK-TIOMHT MOMEKYN W KNEeTbYHM Tepanuu ca CaMo uYacT oT
pasHooBpa3HUTE METOAM Ha MMYHOTEpanusi, KOWTO Ce M3MON3BaT B 3aBMCMMOCT OT TUMa Ha Tymopa U MHAMBMAyarHuTe
XapaKTepuUCTUKW Ha nauueHTa, CblLUECTBYBaT HSKOMKO HAMPaBMEHWsl 38 UMyHOTEpanusi Ha 3roKkaqecTBeHUTe 3abonsiBaHus —
VHXUGUTOPU Ha KOHTPOIHW WUMYHHU TOYKM (YEK-MOVMHT MHXMGUTOPM), OHKOBMPYCWU, MPOTWUBOTYMOPHMU BaKCWUHW, 8AONMTUBHA
KNETbYHM Tepanun U MOHOKIMOHaNHM aHTuTena. MoHacTosILeM MMYHOTEPanusTa, HacoueHa Cpelily COMMAHM 3roKaYecTBeHn
TYMOPM OCHOBHO € npefcTaBeHa oT uHxubutopute Ha PD-1/PD-L1 n CTLA-4 KOHTPOMHW UMYHHM TOMKU. OCHOBHUAT MEXaHU3bM
Ha AeficCTBME Ha Te3W NekapcTBEeHW NPOAYKTU € CBbp3aH ¢ AebnokupaHe Ha "cnpenute" UMyHHU MexaHW3mu, KOUTO YEecTo ce
M3Mon3ear oT TYMopuTe, 3a /la n3berHar pasno3HaBaHeTo U atakara Ha UMyHHaTa cucTema.

HacTtosawmaT koMneHanym 3a UMyHOTEpanus Npu CONMWAHM 3MOKaYECTBEHN TYMOPW MMa 3a Lien Aa npeaoctasn o6cToiHa u
aKTyanHa MHGOpMaLms 3a NPUNOXEHNETO Ha Pa3NUYHUTE UMYHHI YEK-MIOMHT MHXMBUTOPU NPY NALMEHTU Ha Bb3PacT Ha U Haj
18 roguHu. EQMHCTBEH NoO pofa cu, To3u cBoeoGpaseH HapbyHUK NPeaocTaBs Bb3MOXHOCTTa YATATENST Mo NTECeH 3a ThpCeHe
HaYMH f1a OTKPUE Ha eAHO MSICTO KaKTO BCsKa efHa TepaneBTUYHa WHAWKALMA Ha CbOTBETHUS YEK-MOHT MHXMBWTOP, Taka n
pesynTaTuTe No OTHOLLEHME Ha OCHOBHUTE MbPBUYHI 1 BTOPUYHM KpaiiHM TOYKW B U3MMTBAHETO, 10BENH [10 perucTpaumsTa My.

YRt e
£ * >= | HAYYHO
) { ] apyxecreo
=3/ limyro
OHKOsIO s

NUMYHOTEPAIIUA
MPU COJIMAHHU 3JI0KAYECTBEHU TYMOPH

KOMIIEHIUYM

Bb/irapcKo Hay4yHO APYXecTBO N0 UMYHOOHKO/OMMA
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BEbJITAPCKO OHKOJIOTNMYHO HAYYHO APYXKECTBO
BULGARIAN CANCER SCIENTIFIC SOCIETY

B Hacmosuwama akmyaausauus, omHoBo cbulecmyBam Hacoku 3a onucaHue u koHmMpoA Ha HexkenaHume AekapcmBeHu pe-
akuuu, kamo 3a nbpBu nbm ce BkalouBa nogpofHOMO UM onucaHue u NPuU UMyHOOHKOAOZ2UUHO AeueHue. 3a masu HoBa 2anaBa
NekapcmBernama komucus kem BOHI uskasza 6aazogapHocm Ha gou. g-p XKeassko ApabagrkueB 3a noaokeHume ycuAus u
npodecuoHaAU3LM.

CmaHgapmume ca abcoalomHo u cmpukmHo cbobpaseHu ¢ peumbypcHuam cmamyc Ha AekapcmBeHume npogykmu, u3-
noa3BaHu B8 mepaneBmuuHume arzopummu u cvobpaseHu ¢ eBponeuckume npaBuaa 3a npuaoXkeHue npu cneuuduyHume
Aokanuzauuu Ha paka. B ma3u Bpoaka Hacmosawomo usgaHue we omnpaBum u kbm MuHucmbpa Ha 3gpaBeonasBaHemo, 3a
ga Moke me ga uanoaHam dyrkuusma cu u Ha m. Hap. ®apmakomepaneBmuuHo pvkoBogcmBo, koemo ga Moxke HCLIPAI
ga npegcmaBu Ha cBosa caim, gokamo mosu nopagvk cowecmByBa. Llle HanpaBum cowo npegrokeHue masu popma ga
6vge npoMeHeHa B UHMeEpeC Ha YAeCHEHUA gocmbn Ha hauueHmume go cbBpeMeHHO u npaBuAHO AeueHue u cbwo ga boge
kaueH Ha caima Ha BOH[, koumo Bcuuku opezaHusauuu npunostaxa kamo naamdopma, kosmo ga Gbge npospauHa u ga
gaBa uHdopmauus 3a usrnocmHua npouec B obaacmma Ha oHkonozusma, kakmo mepaneBmuueH, maka u op2aHu3auUuoHEH NO
omHoweHue Ha BoBexkgaHe Ha EBponedckus naaH 3a 6opba ¢ paka.
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