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PLENARY LECTURE 1:
Recent advances in management of adrenocortical cancer

Amit Agarwal!

! Department of Endocrine Surgery, Sanjay Gandhi Postgraduate Institute of
Medical Sciences, Lucknow, India

Because of rarity and heterogeneous evolution of adrenocortical cancer (ACC),
evidence based medicine is lacking. Multicenter studies and progress in mo-
lecular pathophysiology offers a glimmer of hope. It is rare cancer and has
two peaks, before 5 yrs and 4-5™ decade. There is 10-fold high incidence in
Brazil children with a specific TP53 germ-line mutation (R33>H). Majority are
sporadic, however, some have hereditary predisposition - Li-Fraumeni syn-
drome (TP53 mutations), Beckwith-Wiedemann syndrome. ACC presents in
60% as Cushing's syndrome, in 45% as mixed (CS + Hyperandrogenism) and in
10% as Virilization alone. Recently, lot of progress has been made in ACC diag-
nosis, Prognostication and Therapy. The pathological assessment of ACC has
advanced substantially over last 4 decades. Three overlapping diagnostic
systems were developed of which the WEISS System and its modifications
have gained the acceptance in clinical practice. Now, Novel markers for ACC
have been developed like Immunohistochemical markers (SF-1, Ki-67, Reticu-
lin staining) and Molecular/Genomic Tools like DGE (Differential gene expres-
sion), Epigenetic modifications, Chromosomal aberrations, and Mutations:
TP53, CTNNB1 (beta-catenin, Micro RNA). To date, mir-483 harbors the highest
potential for use as a non-invasive biomarker of ACC. The present therapy of
ACC Data-driven like the Integrated network of treatment (ENSAT) and has
been possible because of understanding of molecular mechanisms. Another
recent development is aggressive surgical management. Lymphadenectomy
should be part of the standard of care. These observations support an ag-
gressive operative approach with en bloc, multiorgan resection when com-
plete resection can be accomplished. Overall, vascular resection should be
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attempted if RO resection is expected. According to contemporary guidelines,
open surgery should be regarded as the standard treatment of patients with
localized (stage I-1l)/locally advanced (stage Ill) ACC, whereas laparoscopic ad-
renalectomy can be pursued in selected patients with small ACCs (<8 cm),
without preoperative evidence for invasiveness. The outcomes after surgical
resection alone have remained suboptimal. Increased survival in ACC has
been possible because of use of adjuvant mitotane therapy even after RO re-
section (EDP, as recommended by FIRM-ACT trial). Another pathbreaking de-
velopment has been use of Targeted therapy like IGFR2 Antagonists, VEGF In-
hibitors, PDGFR inhibitors, EGFR Inhibitors, FGFR Inhibitors, Inhibitors of Ste-
roidogenesis. Although molecular targeted therapy based on basic research
findings is intriguing, unfortunately, none of the studies so far have shown
definitive effectiveness that would make any of the substances a good can-
didate for further exploration or routine use in ACC therapy. However, trials with
new targeted substances are under way, and altered regimens and combina-
tion therapies may hold some promise. The striking improvement of knowl-
edge in immunology has led to the identification of immunomodulatory anti-
bodies that directly enhance the function of T cells. These agents are com-
monly called B-checkpoint inhibitors. ACC remains a disease with poor prog-
nosis. Thus, it may be possible to alter the course of this devastating disease
as a result of effort by International consortium to define the standard of
chemotherapy, availability of internet, patient advocacy and support groups,
development of small molecule inhibitors resulting in New hope !!

Key words: adrenocortical cancer, treatment, advances

PLENARY LECTURE 2:
Oncoplastic approach in Surgical Oncology

Igor Reshetov!
! Sechenov University (First Medical University, Moscow)

Introduction: There is a growing incidence of cancer in worldwide. The num-
ber of localizations as the head and neck, breast, skin and soft tissue bring
not only physical but also moral suffering of patients. An important role in
the treatment and rehabilitation of these patients plays a restorative recon-
struction and plastic. This has led to the emergence of Clinical Oncology new
trend Oncoplastic, which combined the tasks of Surgical Oncology, a tumor
removal and recovery of organs and tissues.
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Aim: The study of localizations of tumor, stage and morphology for the
application of oncoplastic approaches.

Materials and methods: From 2014 to 2017 we studied cohort of cancer pa-
tients treated in the Department of Surgical Oncology at the Center for Plas-
tic Surgery of Sechenov University. The study included 500 patients. 195 of
them have had cancer of the head and neck, 175 breast cancer, 140 cancer
and melanoma of the skin. All were made in the treatment of reconstructive
plastic surgery. Morphology of tumors was presented, with a whole palette of
subtypes that are specific to those locations. For plastics, the following meth-
ods were used: microsurgical autoflaps of skin, muscle, skin and fascial, vis-
ceral in variants of full-thickness and perforating, axial displaced skin-mus-
cle and skin-fascial flaps, controlled growth of tissues, endoprosthesis with
silicone implants, endoprosthesis by composite individual implants on the
basis of additive technologies.

Results: The performance of recovery operations has reached 98% - 490 out of
500 patients. Proved unsuccessful cases with severe concomitant pathology.
4 patients died of complications. It was patients with tumors of the head and
neck. 52 patients (10.4 percent) noted further unfavorable course of the dis-
ease in the form of recurrence and metastases. It was patients with radio-re-
sistant (grade 3) squamous cell carcinoma of the head and neck, metastatic
non-pigment melanoma, triple-negative metastatic breast cancer and poorly-
differentiated (grade 3) soft-tissue sarcoma.

Conclusion: Oncoplastic approach demonstrates high effectiveness in combined
treatment of tumors localized on the head and neck, breast, skin and soft tis-
sues. It is very important to carry out the selection of patients according to the
factors of forecast for decision-making about immediate or delayed plastic.

Key words: oncoplastic, surgical oncology

PLENARY LECTURE 3:
Combination of vascular embolization and cryotherapy in
surgical management of soft tissue sarcomas

Mikhail Dmitrievich Khanevich?
1 St. Petersburg Oncology Center, Saint-Petersburg, Russian Federation

Introduction: Treatment of soft tissue sarcoma remains an immediate problem
that has not been entirely resolved yet. Especially it concerns recurrent sarco-
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mas. Moreover, when sarcomas are localized on the extremities, there is an is-
sue of retaining functional capacity of the arm or leg after the tumor removal.

Objective: The research objective is to improve the effectiveness of surgical
management of soft tissue sarcomas localized on the body and the extremi-
ties with the use of vascular embolization and cryotherapy during surgical
intervention.

Methods: In the course of the research, 64 patients with soft tissue sarcoma
were analyzed. At the pre-surgical stage, we examined the patients’ vascular
supply with X-ray-guided endovascular technique and assessed a possibility
of vascular embolization. In case of the normal arterial type of the tumor
blood supply, we conducted pre-surgical embolization. During the surgery,
we used cryotherapy to increase the ablasticity of surgical intervention.

Results: The use of pre-surgical embolization and intraoperative cryotherapy
significantly increases the ablasticity of surgical intervention, thus, decreas-
ing the risk of local recurrence. If the tumor is localized on the extremities, in
more than 50% of cases this method allows for functionally effective surgery
in case of big and giant sarcomas.

Conclusions: Pre-surgical X-ray-guided endovascular examination makes it
possible to determine the tumor blood supply character and perform embo-
lization of vessels supplying blood to the tumor. Pre-surgical embolization
and intraoperative cryotherapy increase ablasticity of surgical intervention
and verifiably reduce the risk of sarcoma recurrences. In case of advanced
forms of sarcomas localized on the extremities, it is possible to perform func-
tionally effective surgeries using vascular embolization and cryotherapy dur-
ing surgical intervention.

Key words: soft tissue sarcoma, X-ray-guided endovascular intervention,
intraoperative cryotherapy

PLENARY LECTURE 4:
Effectivity of long antigen exposition dendritic cell therapy
(LANEX-DC®) in the adjuvant treatment of rectal cancer

Frank Gansauge!
! Laboratories Dr. Gansauge, Sedanstr. 14, 89077 Ulm, Germany

Introduction: Despite adjuvant chemotherapy / radiotherapy relapse rates
following curative resection of rectal cancer vary between 40 to 60% de-

54. KAHUEPONOLWKA HEQE/BA 12 54t CANCEROLOGY WEEK
+CABPEMEHA OHKONOMnMJA" “MODERN ONCOLOGY"



pending on the tumor stage. By introduction of neoadjuvant radio-chemo-
therapy the relapse rates have been reduced, anyhow the total outcome for
patients suffering from this disease is still unsatisfactory. Here we retrospec-
tively analyzed the outcome of immunotherapy in the additional adjuvant
treatment of rectal cancer with long antigen exposition dendritic cell therapy
(LANEX-DC®).

Patients: All patients (n=71) who underwent curative surgery for rectal cancer
at our institution between March 2002 and June 2009 were included into this
retrospective analysis. To all patients additional dendritic cell therapy was
offered. 32 patients decided for an additional dendritic cell therapy together
with the adjuvant treatment according to S3-quidelines (+DC), 39 patients de-
cided only for adjuvant treatment. The whole procedure for gaining the ma-
ture dendritic cells was performed according to Good Manufacturing Practice
standards.

Results: Therapy with dendritic cells was well tolerated and no serious side
effects were observed. In the +DC group one patient developed a single lung
metastasis 34 months following surgical intervention, another patient in this
group with the initial UICC stadium | developed a local relapse 45 months fol-
lowing resection. In the -DC group (n=39), three patients developed a local re-
lapse, 3 patients pulmonary metastases, 2 patients developed metastases in
the lymph nodes, 6 patients developed hepatic metastases and two patients
developed pulmonary plus hepatic metastases (median time to relapse: 22,4
months). The relapse-rates (5-years) according to Kaplan-Meier-regression
analysis were as follows: all patients +DC 8,7%, -DC 46,4% (p < 0,001), Dukes B
and C: +DC 5,6%, -DC 48,7% (p < 0,001), Dukes C: +DC 0%, -DC 77,5% (p < 0,0005). The
rectal cancer related survival rates (5-years) according to Kaplan-Meier-re-
gression analysis were as follows: all patients +DC 100%, -DC 71,4% (p < 0,005),
Dukes B and C: +DC 100%, -DC 64,8% (p < 0,01), Dukes C: +DC 100%, -DC 44,4% (p <
0,02).

Conclusion: We were able to demonstrate in a large retrospective analysis
that additional treatment with dendritic cells (LANEX-DC®)) significantly re-
duces relapse rates in the adjuvant treatment of rectal cancer.

Key words: Gastrointestinal cancer, dendritic cell therapy, adjuvant immuno-
therapy
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PLENARY LECTURE 5:

The first experience in Russia of aesthetic approaches
and intraoperative neuromonitoring in thyroid cancer
childhood patients

A.F. Romanchishen!?, F.A. Romanchishen?, L.V. Karpatsky?,
K.V. Vabalayte?, E. Timkiv!
! Saint-Petersburg State Pediatric Medical University, Department of

Hospital Surgery, Saint-Petersburg Center of Endocrine Surgery and
Oncology, Saint-Petersburg, Russia

Introduction: In thyroid cancer (TC) operations most frequently damaged vital
structures are recurrent laryngeal nerve (RLN), spinal accessory nerve (SAN)
and parathyroid glands. The use of intraoperative RLN monitoring (IORLNM) in
thyroid surgery was proposed about 40 years ago in an attempt to diminish
the risk of injury to the nerve (Flisberg K, Lindholm T., 1969) during thyroid op-
eration. By G.W. Randolph and many others efforts now its routine use at the
end of the thyroid or parathyroid glands (TG or PTG) operations and is becom-
ing standard practice for the protection of RLN in 21st century. Thyroid carci-
nomas in children and adolescents are characterized by aggressive behavior.
This results in more frequent extracapsular extension, regional and distant
metastases. It is reasonable to combine every thyroid cancer operation with
prophylactics ipsilateral central neck dissection because high level of lym-
phatic nodes metastases was observed. That is why possibility of RLNs and
SANSs lesions dramatically increased.

Materials and methods: 27253 patients (adults and children) were operated
on Thyroid (1973-2012). Unilateral RLN injury took place in 0.78%, bilateral - in
0.28%.In 2390 TC patients RLN injury were observed in 0.31% (in general group)
despite or to thank for it dissection. This motivated us to perform RLN dissec-
tion in every thyroid and parathyroid patient. Surgical anatomy we investi-
gated on autopsy material (30 RLN, 20 SAN) and Surgery (1717 RLNs and 177
SANSs). Intraoperative Nerve Integrity Monitor we have used since 2001, but in
5 children - since December 21, 2016.

Results: There were about 30 variations of RLN and inferior thyroid artery at-
titude and three the most common points for beginning of RLN visualization:
1 - subclavicular point, 2 - RLN “cross point” with the inferior thyroid artery, 3
- RLN entry point. It was found that RLNs in the 3™ point were crossed by
blood vessels in 94.3%. Vessels diameter depended on type of disease and
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varied of 1 to 3 mm. We preferred to find RLN and start it's dissection from
below, because RLN and Inferior Thyroid Artery (ITA) crossing became visually
controlled. Our technique allowed to find 20 (0.40%) nonrecurrent laryngeal
nerves among 5010 patients. In 23 cases of RLN injuries we performed RLN
restoration under the IORLNM control. During 1-2 years postoperatively 16
(69.6%) demonstrated vocal cord function improvement. Since 2001, for later-
al neck dissections (LND) we have used the serpentines incision, Mac Fee or
lateral approaches in adult and children under intraoperative monitoring.
The supper third of sternocleidomastoid muscle's is the preferable point for
beginning of SAN search, and protection during LND. In 85.18% SAN laid later-
ally, in 11.11% - behind and in 3.71% - medially to jugular vein. During 40 years
of surgical practice, our anatomic technique of RLN and SAN preparation has
guaranteed relief of postoperative rates to 0.6% and 0.79% accordingly. Since
2000 RLNs and SANs functional safety after Thyroidectomy and LND were
controlled with IORLNM. Esthetic surgical approaches, anatomic RLNs and
SANs preparation have improved the functional and cosmetic results of Thy-
roid Cancer patients surgical treatment.

Conclusion: Permanent using of RLNS, SANs dissection and IORLNM technique,
has decreased postoperative morbidity rates significantly in children and
adults and has improved the functional and cosmetic results of Thyroid Can-
cer patients treatment.

Key words: thyroid cancer, childhood, intraoperative neuromonitoring, aes-
thetic approaches

PLENARY LECTURE 6:
Evidence based management of parathyroid carcinoma

Amit Agarwal?, Roma Pradhan?
! Department of Endocrine Surgery, Sanjay Gandhi Postgraduate Institute of

Medical Sciences, Lucknow, India; 2 Department of Endocrine Surgery, Dr Ram
Manohar Lohia Institute of Medical Sciences, Lucknow, India

Parathyroid cancer (PC) is a rare tumor accounting for less than 1% of prima-
ry hyperparathyroidism. There are no absolute clinical or biochemical fea-
tures diagnostic of parathyroid carcinoma. Unlike mild hypercalcaemia of be-
nign PHPT, serum calcium levels are generally much higher, PTH is elevated
4.5 fold above the upper normal limit as compare to benign PHPT and more

54. KAHUEPONOLWKA HEQEMLA 1 5 54t CANCEROLOGY WEEK
4CABPEMEHA OHKONOTMJA" “MODERN ONCOLOGY"



patients of PC are likely to present with hypercalcaemic crisis (10%). A palpa-
ble neck mass has been observed in 70% of patients with PC. On USG or CT PC
may have ill-defined margins and signs of invasion of surrounding struc-
tures as well as LN metastases. Typically PC are lobulated, hypoechoic and
relatively large and with ill-define borders. FNA cytology will not be able to
distinguish benign from malignant PHPT, thus, in majority of cases, the diag-
nosis is either made intra-operatively or only on histopathology.

Following findings help to make an intraoperative diagnosis of parathy-
roid carcinoma.

- Lobulated, firm/stony hard parathyroid mass

« Presence of a dense, grayish-white fibrous capsule that tenaciously
adheres to surrounding structures

« Gross infiltration of adjacent thyroid, RLN, strap muscles and oesophagus

« Enlarged central compartment (level VI) or lateral neck nodes

Histopathological distinction between benign and malignant parathyroid
tumors is difficult, Schantz and Cattlemen proposed the set of criteria. The
best predictors of malignant histology were presence of invasion, a fibrotic
capsule and nuclear atypia. However, reliance on histopathology alone will
lead to underdiagnosis of PC. A number of immuno-histochemical markers for
malignant potential in parathyroid tumors have been studied to complement
the histopathological examination;, however, only few have displayed the
sensitivity and specificity that is needed. Initial studies focused on immuno-
histochemical analyses of well-established proteins controlling the cell cycle
process as well as apoptosis such as p53, RB gene, and Ki67. However, these
markers showed low sensitivity and specificity. Subsequently promising
markers like parafibromin, APC, galectin-3, and PGP 9.5 expression were stud-
ied. The use of parafibromin immunostaining in the differential diagnosis of
parathyroid tumors was first introduced by Tan et al. who reported a diag-
nostic value of 96% for sensitivity and 99% for specificity. However, subse-
guent studies could not replicate the high sensitivity and specificity that is
needed.

There are still some unresolved issues in surgical management of PC be-
cause this disease presents the clinician with three essential difficulties. The
first problem is recognising the presence and extent of malignant parathy-
roid disease prior to surgery, i.e,, a correct surgical staging. The second prob-
lem relates to the choice of the surgical approach. Even when cancer is diag-
nosed pre- or intra-operatively, there is no agreement on the extent of sur-
gery. The third problem relates to the high rate of locoregional recurrence
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and death in PC patients, even when an en bloc resection had been per-
formed.

Some authors have attempted to construct a staging system based on in-
creased local and loco regional aggressiveness and excluded size as a crite-
rion. Most authors agree that bilateral neck exploration with examination of
all PTG should be routinely performed. The conclusion of most studies is that
surgery was an important outcome predictor with more radical surgery pro-
tecting against early and late recurrences and death. Thus most authors
would recommend en-block excision of the parathyroid mass including
hemithyroidectomy and central compartmental dissection.

The incidence of regional LN metastases has been reported in 15-30%.
Nodal involvement has been shown as independent risk factor for local
recurrence, but its impact on cancer related death is controversial. Reviews
give varying advice that fall into five categories:
= En-block tumor resection, but no explicit advice for lymphadenectomy
« En-block resection with systematic central lymphadenectomy
« Systematic central and lateral lymphadenectomy
= Lateral lymphadenectomy based on specific findings only
= Explicit caution against prophylactic lateral lymph node dissection.

Parathyroid carcinoma is not a radiosensitive tumor, however it may help
in local control and therefore may be of some benefit in patients who are
high risk of local recurrence.

PC has a high recurrence rate of 60% and death rate of 35%. An average time
between surgery and first recurrence is 3 years, with 5-year 0S: 40-80%,
10-year 0S: 35-79% and median 0S:14.3 years.

Concluding Remarks: Parathyroid carcinoma is a rare malignancy whose rec-
ognition requires a high index of suspicion. Best opportunity to cure parathy-
roid carcinoma is to diagnose it before or at the time of surgery for the tumor
to be completely removed at the time of initial operation. Histological diag-
nosis can be difficult and non-specific but immunohistochemical markers (PF,
Galectin-3, PGP 9.5) can be used as a compliment to histological diagnosis.
En-block excision reduces soft tissue recurrence and even though evidence
base for LN involvement by parathyroid cancer is sparse, a systematic cen-
tral LN resection may improve outcomes. Thus failure to perform oncological
surgery (en-block resection) predicts higher recurrence and death rates.
Staging into a low-risk and high-risk groups allows significant outcome pre-
dictions and could help to stratify therapy decisions.

Key words: parathyroid carcinoma, evidence based management

54. KAHUEPONOLWKA HEQEMLA 17 54t CANCEROLOGY WEEK
4CABPEMEHA OHKONOTMJA" “MODERN ONCOLOGY"



PLENARY LECTURE 7:

byayhHOCT egykaunje 3apaBCTBEHUX PaAHUKA U
naunjeHaTa y oHkonoruju [ Perspectives in education of
health care professionals and patients in oncology

Joseph Gligorov*#3, Catherine Tourette-Turgis!? Serge Uzan?

Lnstitut Universitaire de Cancérologie, Sorbonne Université, Paris, France;
2 Université des Patients, Sorbonne Université, Paris, France; 3 Service d'Oncologie
Médicale, Assistance Publique des Hépitaux de Paris, Paris, France

Nobosslware KBanuTeTa 34PaBCTBEHE 3AWTUTE jefHe 3eM/be YK/byudyje yna-
rarbe y pasnunyuunTe K/by4YyHe Tayke naHua 34paBCTBeHe 3awTtuTe, mehy kojuma
CYy NPUCTYN /bYACKUM W MaTepujanHuMm pecypcuma, ykibydyjyhu ,Herosare-
Ibe", ann n nevyeme.

MehyTuM, 0Ba MaTepujanHa ynaraka, nako HeonxogHa, HUCy O0BOSbHA, U1
Yyak mory BuTn KOHTPanpoaoykTMBHA vy 0AcycTBY 00yke n 06pa3oBara 3a ak-
Tepe 34paBCTBEHe 3awTuTe.

0AQ noYeTka ABALeCeTOr BEKA XMBENN CMO Ca eKCNOHEHLUN|jaMHUM HayYHUM
N TEXHOMOLUKMM HANpPeTkoMm, a NepmaHeHTHa esonyumnja je ayboko npoMeHu-
fa npakcy meguunHe. Ca nocebHuM 0CBPTOM Ha He-TpaymaTcke bonectu, me-
OVUNHCKA npodpecnja ce CYKLEeCMBHO Npecenuna n3 ayre oeckpunTusHe y Te-
paneyTcky epy, u AaHac Ce CBe BYLWe NaxHe nocsehyje npeseHTNBHUM NuTa-
Huma. 0Ba 6p3a eBonyumja, NnoHeKan n3paxeHa vy 0KBUpY CaMo jeflHe reHe-
pauuje HerosaTtesba, 3axTeBa 0praHn3aunoHa npunarohasama, anu npe cee-
ra notpeba 3a obykom nocTaje cse Beha, 1 TO KOA CBUX aKkTepa Here.

ynora YHuBep3uTeTa Huje camo Aa obe3benn HeonxogHy obyky npodecu-
OHanaua, Beh v oa ogpxasa v cnposene oHe byayhe. Kao v ceaka gopyra, K-
CTUTyUNja Ca MUCWjOM HACTaBe N NCTPaxXnBaHa MOpPa NPaTUTK, NPON3BECTU 1
npenBuaeTy Hanpenak Heonxo4aH 3a esonyunjy opyLwTasa.

Mefhy CMpTOHOCHUM BonecTnma, jeaHa je TOKOM NociefHux negecer roan-
Ha NoCTasia CBe BaXxHuja y norneqy jaBHor 34pasrba, a 70 je pak. TepaneyTcku
Hanpenak ocTeBapeH y csum obnactuma gaHac omoryhasa Aa ce, y 3emM/bama
y KOjMa Cy CaHWTapHa opraHu3aunja n NnpucTyn nHosaunjama moryhu, nona
[0 oBe TpehuHe naumjeHarta Koju 6onyjy 04 paka nssneye v xXnee gyxe. Haxa-
J10CT, 0Ba ABa napameTtpa (0praHn3aunoHy 1 eKOHOMCKKN) PeTKO Ce 0CTBapyjy
Ha NCTOM MECTY. 3eM/be KOje HajBuLLe ynaxy y 34passbe AaHac cy cse yewhe
CyOyeHe Ca [Ba OrpaHnyera: Cca jefHe CTpaHe Cy TPOLWKOBW fevyerna, a ca
Apyre rpaHnLe eddnkacHoOCTW fevyera. 3aT0 MOPaAjy pevHBecTupaTn y npe-
BEHUNjy 1 Tepanujcko obpa3oBamse.
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OHKOMO3M y cBMM 0Bnactuma (ykibydyjyhu xupyprujy, pagnortepanunjy u
MEeLMKANHY OHKOM0rKjy) BULLE He MOry camu Aa BprHy 0 NpeBeHunjun, nevyery
nnn npahery nonynauuje Kkoja nma pusnk ga 6onyje o4 paka, nevn ce, unu je
Buna BonecHa of paka. Nopepn T0ra, 3Ha4ajHo nNobosblake y NpexnB/baBa-
Hby 0BUX NaunjeHaTa, OBENO je [0 HoBUX Npobnema Koju cy Be3aHu 33 Ncuxo-
NIOLWKY, NOPOANYHY 1 COUMjanHy penHTerpaumnjy neyeHnx naunjeHara.

N3 cBMx 0BMX pa3nora, OHkonowka LWkona YHuBep3nTeTckor NHCTUTYTa 33
Pak Sorbonne Université, y nocnegHlux HeKONWKO rOAMHA MHBECTUPana je y
HOBW nporpam obyke. Nopen TPAAWLMOHANHNUX efyKaTUBHUX Un/beBa, OHKO-
nowka LWkona je xenena ga noapxu esonyunjy notpebe 3a npakcom y 6opbu
NPOTWUB paka yCcnocTaB/bakem nocebHux nporpama obyke y oHKonornju 3a
He-nekapcke HeroBaTesbe, 33 NaunjeHTe, Kao 1 33 akTepe 1n A0HO0CKoLe oany-
Ke y 34paBCTBY, anu v 3apasy nonynauujy. ONwTr LWk 0BUX Nporpama obyke
je nobosbluare HMBOA 3apaBCcTBEHOr 06pasoBaksa 1 Npakce y 061acTn OHKO-
noruje, kako 6u ce 6orbe yno3Hany ca nsasosuma bynyhe oHkonoruje.

Tako cy QopMMpaHe HOBE OWUNMNOME N KYpPCeBU 33 MedULNHCKe CecTpe un
Opyre CTpyYrbake Koju HUCY nekapu, Kao HNp. MacTep 34pasrba y 06nacTu OH-
konornje 3a 0Byky cneunjann3oBaHUX HeroBaTesba y oHkonoruju. Apyrv Aeo
00yke ce ogHOCK Ha 0ByKy nauwnjeHaTa, ca Nporpamom nocseheHnm Tepanuj-
ckom 06pa3oBarby, Kao 1 Ha 0Byky ,ekCnepTHUX NauujeHaTa", Koju He caMo da
MOry 3 NOMaxy HOBUM nauujeHTUMa, Beh Mory n fa byay ykibydeHun y obyky
Bynyhux HeroBaTesba y OHKONOrMjK. Takohe, y NapTHepPCTBY Ca YHWBep3uTe-
TOM MNauwnjeHaTa, yBeaeH je Nnporpam 34paBcTBeHor 06pa3oBata 0TBOPEH 33
onwTy nonynauunjy kako 6u ce Bosbe yno3Hanu ca opraHn3aunoHUM 1 eko-
HOMCKVM nuTakuma y 6opbun NnpoTme paka.

CBe Behun 3Hayaj NpeBeHunje, Kao 34PaBCTBEHOM N eKOHOMCKOTN peLlera 3a
nosehaHe 34paBCTBEHe TPOLUKOBE, BOAW HAC Yy MOHOBHO pa3MaTpare ycno-
CTaBbakba 06yKe 0 NPEBEHTUBHO) MEAULNHN Y OHKOMIOTWjI.

Tako ce Hagamo fa he CBWM enemMeHTU 0BOr nNporpama 6osbe npunpemuTu
Halwe opywTBo 3a Byayhe notpebe n n3asose y 06nacty oHkonoruje.

KrbyuHe peun: o6pa3oBarbe, OHKONOrMja, NaunjeHTn, 34PaBCTBEHN pPagHMLN,
opraHn3aunja, ekxoHomunja
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MPMHLUMNN KNUHWUYKUX CTYAN]A, BPCTE KNUHUYKNX
NCNUTUBAHA, OATOBOPHOCTU UCTPAXMBAYA

CuHuwa PapgynoBuh?
LMHCTUTYT 32 oHKonorujy u paguonorujy Cpbuje, beorpan

Y HoBemBpy 2016, ICH je ycBOjuO AaoaaTak Ha npuHumne GCP-a (ICHGCP E6 R2).
EBponcka AreHuwmja 3a JlekoBe je ogpeauna 14. jyH 2017. ka0 faH Kaga pesunsu-
ja cTyna 3BaHWYHO Ha cHary. [1ea cy 0CHOBHa pa3nora 3a pesu3njy GCP-a: cee
Beha edpnkaCHOCT HOBE TEXHOMOTNje Y KIMHUYKM NCNUTUBarMa, Bosbe npa-
herbe HexerbeHnx Aejctasa, 60/ba KOHTPOAa BonHULA Koje page CTyavje, enek-
TPOHCKe TecT-NnCTe a CBe y by noBehaksa KBanuTeTa n eqoukacHoCTn CTyAnja.

Koje cy npomMeHe HajBaxHWje, 8 OQHOCe Ce Ha NCMUTUBAYe N KOOPANHaTope y
CTyonjama. 0AroBOPHOCT UCTPAXMUBAYA - CynepBu3nja: NCTPaXnBayY je oyxaH
[a Haarnefa pag nojeguHaua y TuMy v oa genernpa ogpefheHe noc/iose 0Aro-
Bapajyhum nojeanHuMma, 0a nosepu 3afaTtke ocobama y Tumy Koje cy KBanu-
(ovKOBaHe 3a Taj N0Cao, Aa YCNOoCTaBuW npoueaype kako bu ce ctyanja Ha Bpe-
MEe 1 KBanuTeTHO o4Bujana.

0AroBOPHOCT UCTPAXMBAYA - U3BOPHM Nogauu: NMotpebHo je oapxaBaT age-
KBaTHA 1 TauHa M3BOPHA JOKYMEHTA U CTYAWjCKE 3anuce, noaaun mMopajy 6utu
BE3aHW 33 CTYAWjY, YNT/bUBW, HA BPEME A0CTAB/LEHW, TAYHW, U KOMMNETHU.

0AroBOPHOCT UCTPAXNBAYA - OCHOBHU AOKYMEHTU: UCTPAXNBAY MOPa UMaTu
KOHTPOMY Haa CBUM OOKYMEHTUMA 1 HaNa3nma Be3aHux 3a CTyAunjy, Aa o4pxa-
Ba alekBaTHe yCNoBe rae Ce OCHOBHW JOKYMEHTW 4yBajy, Konuje OpuruHanHux
LOKYMeHaTa Mopajy 6utn cepTudrKoBaHe, Konuje 4OKYMeHaTa Ce cakynsbajy
npemMa paHuje yCTaHOBMEJHOM NOCTYMKY W KOPUCTE Ce yMecTo 0puruHana.
CnoH30p CcTyaunje omoryhasa fa UCTpaxmseay uma yBua 1 KOHTPOMy Haa noaa-
LUMMa KOjU CYy YHETN Y TeCT-NMCTamMa UCNUTAHNKA.

KmbyyHe peuun: ICH GCP, KNWHMYKa NCNUTNBAHA

54. KAHUEPONOLWKA HEAEMBA 23 54t CANCEROLOGY WEEK
4+CABPEMEHA OHKONOMMJA" “MODERN ONCOLOGY"



Good clinical practice, types of studies, responsibilities of
investigators

Sinisa Radulovic?
Y nstitute for oncology and radiology of Serbia, Belgrade

ICH GCP E6 R2 guideline for good clinical practice: investigator site-related
enhancements: In November 2016, ICH members adopted the Integrated
Addendum ICHGCP E6 R2: (Guideline for Good Clinical Practice) to ICH GCP E6 R1.
The European Medicines Agency (EMA) set June 14" 2017 as date they go
into effect, while other countries have implemented already or will imple-
ment in the near future. The main reasons for the revisions are: Increased ef-
ficiency by technology, evolution of risk management process, to enforce
sponsor’'s implementation of improved oversight and management of clini-
cal trials, electronic data recording and reporting enhancements and en-
hanced e-record standards resulted in increased clinical trial quality & effi-
ciency.

Below is an overview of these changes that will affect an Investigator or
Study Coordinator.

Investigator responsibilities - oversight: Supervise individuals or parties, to
whom trial-related duties and functions are delegated, ensure individuals
and parties are qualified and implement procedures to ensure integrity of
study tasks and data.

Investigator responsibilities - source data: Maintain adequate and accurate
source documents and trial records, source data should be attributable, legi-
ble, contemporaneous, original, accurate, and complete (ALCOAC).

Investigator responsibilities - essential documents: Investigator should
have control of all essential documents and records generated by the inves-
tigator before, during, and after the trial, maintain record of the location of
essential documents, when a copy is used to replace an original document it
should fulfill the requirements for certified copies, documented process in
place at investigational site when certified copies of source documents are
used instead of originals. Sponsor to ensure that Investigator has control
and continuous access to the case report form data.

Key words: ISQ, clinical trials
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04 pernctpauuje Ao AOCTYNHOCTU nekosa y Cpbuju

Nasap Nonosuh!?

L MHCTWTYT 3@ oHKonorujy BojsoanHe, Cpemcka Kamerunua, Cpbuja;
2 MeauUMHCKK dhakynTeT YHUBep3uTeTa y HoBom Caay

Neyerse manurHux 6onecTtun ce nobosbliasa U3 rognHe y roanHy. AMepuyka
acoumnjaunja 3a ncTpaxusakse paka (AACR) je 2016. roguHe objaBuna noaat-
Ke 0 NetorogulikemM MpexuBrbaBary CBUX ManurHux oborbersa Koje je
1975. n3nocuno 49%, 0ok je 35 rognHe kacHuje, 2010. rognHe M3HOCKNO 68%.
OcvM npeno3HaBaka eTUONOLWKUX (PAKTOPa 3a HACTaHakK ManurHux obo-
JbeHa, Mepa NpUMapHe 1 CekyHOApHe npeseHumnje, cee Behn Bpoj nHoOBA-
TUBHUX NTEKOBA AONPUHEOD je 0BakBOM noboseliaky. Hajboren nokas 3a 70 je
Hanpeaak y CMareery CMPTHOCTW 04 ManurHux BonecTtu 3a 1.8% roanme
Ko4 Mylikapaua u 1.4% ko xeHa y nepuoay of 2001-2010. 3a camo 10 rogu-
Ha NPOOYXEHO je nNpexusrbaBare BonecHWka ca pakom 3a 1.76 roamnHa, a
HajBehy 3acnyry nma pa3Boj Hayke, KNNHUYUX NCNUTUBAHA U perncTpaunja
HOBWX NnekoBa. Hajsehn Bpoj NekoBa perucTpyje ce HAKOH NO3UTUBHe pase
[l KNUHYKOT ncnuTBama, MehyTum cee je Behun BOPOj nekosa koju ce peru-
CTPYjy Ha OCHOBY pe3ynTaTta Npurkasanux y daswn Il, na vyak ny dasn | uc-
Tpaxueawa. Y paHOj permctpaumjn nekosa npegwaynm Food and Drug
Admistration (FDA) roe ce 6enexw cse Behu Bpoj nekoBa perncTpoBaHUX Ha
OCHOBY (hase Il uncTpaxusama. HajcBexujy npuMepn Cy pernctpaumnja yetu-
pn neka 3a METacTaTCKX ypoTenujanHu KapunmHom, raoe Huje 6uno apeksaT-
He Tepanuje 3a BoMeCHWKe, 1 pernctpaunja neptysymaba y HeoanjyBaTtHOM
Neyerby Xep2-no3MTUBHOr KapuMHOMa [0jke Ha OCHOBY NOCTUTHyTOr Beher
Bpoja natonowknx KOMNAETHUX peMucuja. ¥ EBponu pernctpaumnja nekosa
KaCHW 6-12 Meceuwn WTO je A0K333aHO NOBEAHO Ca NOWMWjUM NpexunBbasa-
HeM. Y Cpbuju, cutyaunja je jow nowwja, rae GOCTYNHOCT NekKoBa 3a Manur-
Ha oborbera KacHM NoHekan u Buwe rogmnHa. CBe y CBEMY, YKONNKO NeKoBu
He NOCTHY AOCTYMHW penaTnBHO BP30 HAKOH NO3UTUBHUX Pe3ynTaTa y Knu-
HUYKUM UCNUTUBAHUMA, MOCTABIbA CE NUTAHE yNararma y NCTPaXnBakea, Te
je 0CUM Ha [0Ka3vBaky ePUKACHOCTY NekoBa NoAdjeaHako BaXHO paanTu u
Ha HUX0BOj AOCTYMHOCTMU.
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From registration to drug availability in oncology -
Serbian experience

Lazar Popovicl?

! Oncology Institute of Vojvodina, Sremska Kamenica, Serbia; 2 Medical Faculty,
University of Novi Sad, Novi Sad, Serbia

The treatment of malignant diseases improves year by year. In 2016, the
American Association for Cancer Research (AACR) published data on the five-
year survival of all malignancies, which in 1975 was 49%, while 35 years lat-
er, in 2010, it was 68%. In addition to recognizing etiological factors for the
emergence of malignant diseases, primary and secondary prevention mea-
sures, an increasing number of innovative drugs have contributed to this
improvement. The best evidence for this is progress in reducing malignant
mortality by 1.8% per year in men and 1.4% in women in the period from
2001-2010. In just 10 years, the survival of cancer patients has continued for
1.76 years, and the greatest merit is the development of science, clinical tri-
als and the registration of new drugs. The majority of drugs are registered
after the positive phase Il clinical trial, however, there is a growing number
of medicines registered on the basis of the results shown in Phase Il and
even in Phase | trials. Early drug registration is dominated by Food and Drug
Administration (FDA), where an increasing number of drugs registered on
the basis of Phase Il trials are recorded. The most recent examples are the
registration of four drugs for metastatic urothelial carcinoma, because there
was no adequate therapy for those patients, and the registration of pertu-
zumab in the neoadjuvant treatment of herz2-positive breast cancer based
on the higher percentage of pathological complete remissions. In Europe,
drug registration is delayed for 6-12 months, which is proven to be associat-
ed with poorer survival. In Serbia, the situation is even worse, where the
availability of drugs for malignancies is late sometimes and over the years.
Allin all, if drugs do not become available relatively quickly after positive re-
sults in clinical trials, the question of investing in research is raised, and it is
equally important to work on their availability, apart from proving the effi-
cacy of drugs.
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Oobpa KNMHWYKA NPAKCA Y KNMHUYKUM UCNUTUBAaHUMA -
nckycrtea 'y Cpbunjn

Buoneta Puctuh!
1 AreHuwuja 3a nekoBe U MeguumMHcka cpeactaa (ANIMMC)

[OoBpa knuHuuka npakca (OKN) je cet MHTepHaUMOHANHO NPeno3HaTUX eTUYKNX
N Hay4YHWX 3axTeBa KBanuTeTa Koju mopajy 6utn ncnpaheHn kaga ce gnsajHu-
pajy, cnpoBofae, benexe Nogaumn ns KNMHUYKUX nCNUTUBama (KW) koja ykiby4y-
jy meyne. OKN y cMucny npoueHe HayrHa cnpoBofersa KW v Hag3opa (KoHTpona,
NHCMekuwnja) nogpasymesBa n3rpagwy kanauutera Ha Norby perynucama Ky
BUOY KOONepauwnje, nogene nHOopmMaunja, TReHNHra, NoAesie 3Hama Kao u ca-
pafkee NpoueHnBaya, KOHTponopa/mHenekTopa n eTnykux ogbopa. ¥ cknagy
Ca TM pa3BUWjeHa je 1 NokanHa perynatuea Be3aHa 3a ogobpasanse v cnpo-
Bohere K y Hawoj 3emsbun. Npunnkom n3sofera KoHTpone nsabpaHor uex-
Tpa Kojy cnposBoawn AreHuwja, npatu ce cnefehe: genernpare obasesa, us-
BOpHW nogauwn, 6e36efHOCT NCNUTAHMKA, KOHTPONA KBanuTeTta. Pag nctpaxu-
Baya y KNUHNYKUM CTyAMnjama Ce y BeIMKOj Mepu pPasnukyje og paga fnekapay
CTaHOAPAHOj Npakcw Koje nogpasymeBa TavyHo benexerse nofgartaka, nauu-
jeHToBy 6e30edHOCT 1 jaCcHY AOKYMeHTauujy jedHor mumcaoHor npoueca. 3a
ycnewHo cnposohexse K Ha jeqHOM LEHTPY, NOCTaB/bake, PAa3B0j U OAPXa-
Bakoe Y30PHOT TUMA je eceHumjanHo 3a ycnex KBannTeTHor paga. To nogpasy-
MeBa MCKYCHOT 1 MOTUBMCAHOT NCTPAaXMBaYya, Kao v ontumanaH 6poj ynaHosa
TMMa KOju NpaTu HeroBe NHCTPYKLUWje, Koju je TpeHnpaH Kpo3 Bpeme v npu-
narofjaea csoje notpebe MpoTokony cTyauje.

YecTo ce y npakcy cpehy Anckpenadue nimehy OHOr WTO je NPONMCaHo
onwTe npuxsahHUM npasunuma y KW v ynyTcTasa koja Cy 3BaHUYHO Npu-
xBaheHa Tj. opobpeHa 3a kopuwhere ToKOM n3Bohera cTyanje. OacTynaka
Mory butun y sehem unn marsem 0bnumy NpuCyTHa, anm OHO WTOo je BUTHO je
L3 UCTpaxusay 1 cnoH3op KU tpeba ga npeno3Hajy u NpoakTUBHO Npey3my
KOHTPO/Y Haa CNpoBONeH-emM NpoMeHe. YKOMNKO je LUnib CBUX YCMeLHOo Cno-
Bofere KM, HOBYM Mogenn y npakcu mopajy butn gusajHnpann n geduHm-
CaHwu. YyecHuun y KN mopajy 6utn oTBOpeHn 3a HOBe npoueaype koje bu no-
npasune kganuteT KW, kako ce rpewwke He B NoHaBbane u kako 6w ce um-
NMNeMeHTMpane n Ha OCTanuM LEeHTPUMA - KackagHu npouec yHanpehewa
KBanureTa.

KrbyuHe peun: fobpa KnnHnMYKa npakca, KNnH1Yka ncnutrueama, Cpbunja
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Good Clinical Practice in Clinical Trials - experience in Serbia

Violeta Ristic?
! Medicines and Medical Devices Agency of Serbia (ALIMS)

Good Clinical Practice (GCP) is a set of internationally recognized ethical and
scientific quality requirements that MUST be followed when designing, imple-
menting, recording clinical trials (CTs) involving people. The GCP in terms of
assessing the implementation of CTs and supervision (control, inspection)
implies capacity building in the field of regulation of CTs in the form of coop-
eration, information sharing, training, sharing practice as well as cooperation
between assessors, controllers / inspectors and ethics committees. Accord-
ingly, local regulations, related to the approval and implementation of CTs in
our country, have been developed. When conducting control of a selected
site by the Agency, the following is observed: delegation of responsibilities,
original data, patient safety and quality control. The work of investigators in
clinical studies differs greatly from the work of physicians in standard prac-
tice that implies accurate data recording, patient safety and clear documen-
tation of a single thought process. For the successful implementation of CTs
at one investigational site - setting up, developing and maintaining an exem-
plary team is essential for the success of quality work.

It implies the experienced and highly motivated investigator, who will lead
the optimum number of the team members that follow his directions, should
be trained over time and acclimate to the needs of the study protocol.

In the clinical trials, we often see discrepancy between well-defined poli-
cies written in the guidelines and manuals in the real situation, as well as ad-
aptation of instructions given to a clinical research team by their investiga-
tors. These discrepancies and adaptations could be more or less present in
every clinical trial. Sponsor and the investigator should recognize them and
proactively take control of said change. If our goal is to successfully promote
good clinical practice and to sustain it, new models of practice must be de-
signed, tested and defined. Therefore, we should be open minded and adapt
new procedures, that could refine the quality of the clinical trial in exclusion
of a neglect at the rests of the sites - cascade process of improving of the
quality.

Key words: good clinical practice, clinical trials, Serbia
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Clinical trials from industry perspective

Philipp Schlatter?!
! Regional Clinical Operations Leader, Roche

Topic 1: The broad and strong Roche (oncology) pipeline and its associated
challenges. The last 2 decades oncology has been the focus and will still re-
main the main pillar of Roche in the upcoming years, e.g. Immunotherapy.
Various new molecules are in early phases, the number of possible combina-
tions is tremendous. Additionally, a shift towards other non-oncology indica-
tions is currently taking place like for Neuroscience, e.g. Multiple Sclerosis or
various Immunology indications, e.g. atopic dermatitis, asthma, ulcerative
colitis but also infectious diseases (antibiotic resistances!).

Topic 2: lllustrating from industry perspective the requirements for optimal
cross-functional collaboration related to clinical trials. How can we ensure
that all voices and concerns are heard - considering various stakeholders
like patients, regulatory authorities, payers, the sponsor and investigators?
Suggestions and ideas will be proposed for consideration and discussion.
What seems to work well, what might still require improvement and where
we need to start? Below case will also provide insights around this topic.

Topic 3: One of the most important critical key factors for pharma to investin
a country with clinical trials is, besides obviously available patient popula-
tion, the approval timelines. A success story will be shared where hurdles
were discussed and raised with the ministry of health in Morocco, how they
were overcome in order to attract more clinical trials.

Key words: clinical trials, industry perspective, collaboration

OHKONOLLKW NOPTAIONNO Y CBETY

NBaHa boxxoBuh Cnacojesuh!

L KnuHuka 3a MeaukanHy oHKonorujy, UHCTUTYT 33 OHKONOTWjy U paanonorujy
Cpbuje, beorpap, Cpbuja

nocnefk WX roanHa aMmepuyka areHumja 3a xpany n nekose (@A) ogobpuna je
Benuku Bpoj nekosa Koju Ce Mory cMatpaTti ,,MPBUM Yy KNnacu', UHOBAaTUBHWUM MO
MEXaHU3My enoBaHba 1 TepanunjckoM NnpucTyny. 0BO CTOra WTO CMO CBeAoum
WHTEH3MBHE NnpuMeHe BuoTexHonorvje y pa3sojy OHKONOLKUX NeKoBa, 04 KOjux
ce blockbuster-uma mory cMatpaTti UMyHOTepanunja n MOHOKMOHCKA aHTUTena.
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Moyeswn og 2011. rognHe kagda je ununuMmymab gobuo onobperse peryna-
TOPHUX Tena, NoJbe MMyHOoTepanvje 40XWB/baBa NPaBy peHecaHcy. 0Baj yc-
nex ce Moxe 0BjacHMUTN He CamO NPEKNNHUYKM W KITMHUYKM NCTPaXNBaHN-
Ma, Beh 1 HOBOM METOA0/0MNMjOM UCTPAXMBaHA Kao 1 BpXoM pernctpaunjom
f1exoBa Kojy Buflamo nocnefrnx roguHa. IMyHo Tepanunja akTnusmnpa pasnu-
ynuTe MexaHn3Me UMYHOr CUCTEM3, OQHOCHO akTUBMPA W YKIbYYyje UMyHW 04-
rosop gomahuHa y 6opbu npotus Tymopa, Hajyewhe kpo3 kombuHaunjy ne-
KOB3, a CBe y Un/by NOCTW3akea AYroTpajHor onTuManHor Tepanujckor o4ro-
Bopa. KOMNNeKCHOCT MMYHO Tepanuje ce ornena vy 6pojHum obnuumma osor
fNleyersa NonNyT aHTUTena, NenTuaa, NPOTenHa, UATOKNHA, OHKONOLWKKX BAPYCA,
Kao 1 uenynapHe tepanuje.

Mpema n3BewTajy papMaLeyTckor YopyXeHa NCTpaxmnsaya n npon3so-
haua y AMepuun, Bue of 800 OHKOIOLWWKMNX 1eK0Ba 1 BakUMHa je y pasnuyu-
TMMa pa3ama KAVHUYKOT NCNUTUBAHA WK Yekajy oaobperse perynaTopHux
Tena. 0g osor Bpoja, cMaTpa ce fa je oko 80% WHOBATUBHUX NekoBa Koju ce
CMaTpajy NpeacTaBHULMMA Kf1ace NekoBa, a fia Ce 0Ko 70% NekoBa MOXe kKna-
CNDMKOBATN Ko NepCcoHann30BaHn N1eKoBn € 003MPoM Ha TO Aa uurbajy cre-
LUMPUYHM TEHOMCKM acnekT Tymopa. Hajsehu Bpoj nekoBa koju o4vekyje 0Ao-
Bperse y ckopnjoj ByayhHOCTK Cy NekoBW 3a KapUMHOM O0jKe, KApUUHOM Nny-
ha, 0BapujanHun KapumHom v neykemujy.

HoBwWjn TPEHA0BM Yy Pa3B0ja OHKOMNOLLKMX NEeKOBa CBAKaKo yKiby4yjy un brno-
cuMuiape. duarpacTum je npsu Buocumunap koju je opgobpuna ®OA y CAL.
0BO je 0TBOPWNO HOBO MOrNaB/bLE y pa3sojy Gnonowkux nekosa 3a Koje ce
cMatpa ga he nomohu y KOHTpONK pacTtyhe Bucoke LeHe BMONOLWKKX NEKOBa.

Ha Kpajy, Ka0 HOBUTET y Pa3B0ojy JIEKOBA, MOXe Ce CMaTpaTun 1 ysohere nc-
XO0[a Nneyera HAaBELEHO 04 CTPaHe NauunjeHTa, a ca uiurbem fa ce npon3sene
JIEK Mare TOKCWYaH, NPaKTWyYaH 1 NorogaH 3a nauujeHTa pagw nosehawa
KOMMNNNjaHCe 1 YCNEeLWHOCTY Nevyersa.

KmbyyHe peun: umyHoTepanuja, buonowky nekosn, Buocummnapu, KnuHuyke
cTyanje

Oncology portfolio in the world

Ivana Bozovic Spasojevic?

! Medical Oncology Clinic, Institute for Oncology and Radiology of Serbia,
Belgrade, Serbia

In last years, we witnessed a high number of US Food and Drug Administra-
tion (FDA) approvals of new pharmaceuticals, so called molecular entities or
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first-in-class therapies for cancer, with novel mechanisms of action. New
trends in oncology drug development are reflected in the increasing use of
biotechnology in the development of anticancer drugs, including immuno-
therapies and monoclonal antibodies.

Since the regulatory approval of ipilimumab in 2011, the field of cancer im-
munotherapy has been experiencing a rapid evolution. This success is based
on progress in both preclinical and clinical science, including the develop-
ment of new methods of investigation. Immuno-oncology (I0) has become a
key focus area in oncology drug discovery and development in latest years.
I0 treatments span many modalities, and it has become apparent that
achieving optimal treatment efficacy often requires combinations of drugs
that engage the immune system across multiple mechanisms. Immunother-
apy agents do not directly attack the tumour but instead mobilize the im-
mune system. Therefore, immuno-oncology drug development encompasses
a broad range of agents, including antibodies, peptides, proteins, cytokines,
oncolytic viruses and cellular therapies.

According to the Pharmaceutical Research and Manufacturers of America
(PhRMA), as many as 800 drugs and vaccines are currently in various stages
of development for cancer; these are either in clinical trials or are awaiting
review by the FDA. Furthermore, approximately 80% of cancer drugs in the
current pipeline are potentially first-in-class therapies, and 70% can poten-
tially be classified as personalized medicine, because they target a specific
genomic aspect of the tumor. The tumor types leading the pipeline in the
number of drugs expecting approval or are in late-stage development are
breast cancer, leukemia, lung cancer and ovarian cancer.

The most recent trend in the oncology pipeline involves biosimilars, intro-
duced with the FDA approval of filgrastim, the first biosimilar to receive ap-
proval in the United States. This opened the gate to a new type of biologic
products, which potentially may help control the escalating costs of biologic
drugs.

A potential turning point in drug development may be the introduction of
patient-reported outcomes as a new component in drug development, with
the goal of producing more user-friendly medicines that deliver reduced tox-
icity and increased convenience, which can improve adherence and out-
comes.

Key words: Immunotherapy, biologic drugs, biosimilars, clinical studies
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OnTepehere nonynauuje manurinm 6onectuma: n3a3osu
1 NPUCTPACHOCTKN Y NpoLeHn

Oapuja Kucuh TenaByesuh!

LWHCTUTYT 3a enugeMunonorujy, MegnunHckn dhakyntet YHuBep3uTeTa y
beorpapy, Cpbuja

ManurHy TYyMOpu NpeacTaB/bajy jedHo 04 HAj3HAYajHUjX jaBHO-34PABCTBEHUX
npobnema wmnpom ceeTa. Mpoueryje ce aa cy KaunHoMn OAroBOpHW 3a jeaaH
04 Cefam CMPTHUX MCxoda y nonynaunjn. Takohe, oBa rpyna obosbena ceake
roAunHe y3pokyje BULe CMPTHUX ucxona Hero CUAA, TyBepkyno3a n manapuja
3ajefHo. KapumHomun NpeacTas/bajy opyrv BoAehn y3pok CMPTHOCTU Y pa3Bu-
jeHuM 3eMrbama (nocne KapanosBakynaHux 06oseera) 1 Tpehu Boaehn y3pok
CMPTHOCTM Y 3eM/baMa Yy Pa3Bojy (HAKOH KapAMoBaKyNnaHUX v MHCDEKTUBHUX
obombera).

LlenoXnBoTHN KYMYNaTUBHN PU3NK 33 HACTaHak ManurHor 06oreema y no-
nynaumjun Mylwkapaua n3Hocu 42%, a y nonynaumjn xeHa 38%. Kao moryhu pas-
1031 HejegHake aucTpubyumje Mefy Nonosrma HaBoOA4e Ce Pasfuke y U3fo-
XEHOCTN DaKTopMMa CpeduHe, yTuuajy eqoreHnx XopMoHa, kao moryhe non-
HO crneundnyHe MHTepakuuje y OejCcTBY MOTEHUWjanHUX KaHueoreHa. Mehy-
TUM, Kog ogpacnux ocoba mnafux on 50 roanMHa puU3unK 33 HACTaHaK OBUX
oborbersa je Behn kog ocoba xeHckor nona (5,4%) Hero ko4 mylwkapaua (3,4%),
360r Beher ontepehersa XeHa ManurHum 06osbeHsuMa aojke, reHUTanHuX op-
raHa v TMpouaHe X/besne y 0B0j y3pacHoj kateropnju. MehyTum, BaXHO je nc-
Tahu fa cy NpoueHe pu3nka 3a HacTaHak KaunHoma BasupaHe Ha npeankumn-
OHUM MOAeNIMMa 3aCHOBAHUM HAa KapakTepucTukama onwTe nonynauuje u
MOTY 0a NpeueHe unun NoTueHe NHONBUAYANaH PU3nK ycnen Bennke xeTepo-
reHOCTN Y N3M10XeHOCTW pakTopmnMa CpegunHe, NMYHOj aHAMHe3N 1 TeHeTCKO)j
Npenncno3numjn 3a HactTaHak ManurHnx obosemsa.
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Mpema npoueHama VHTepHaUMOHANHe areHuuje 3a NCTPAXMBaAHE Paka,
CBake rofuHe ce perncrpyje oko 14 MunnoHa HOBUX Cfly4ajeBa KapuuHuma
LIMpoMm cBeTa. Takofe, npema 0BUM NpoLEeHama, CBake rognHe oko 8 Munmno-
Ha rbyaun ympe ycnen MmanurHux obosrsemna (0ko 22.000 CMPTHUX UCXOAA AHEB-
HO), @ 0KO 2/3 CBMX CMPTHUX MCX0Aa Ce PerncTpyje y 3em/bama y passojy. Mpo-
CeYyHa yKyMHa CTona NHUMAEHUNje KapuMHOMa je BULLA Y Pa3BUjeHUM Y 04HO-
Cy Ha 3emsbe y pa3Bojy 3a 06a nona (308,7 vs. 163,0/100.000 koA myLlkapaua,
1 240,6 vs. 135,8/100,000 ko4 XeHa). MehyTum, NpoCeyHa yKynHa ctona mopTa-
NINTeTa je CnYHA y PasBujeHrM 1y 3eMbama y passojy, u kpehe ce y pacno-
Hy of 80-85/100.000 CTaHOBHWKA. Pa3nuke y 0QHOCY CTON3 WHUMAEHUWje 1
MOpPTaNUTETa y OBe [Be rpyne 3emarba Cce y Hajsehoj mepu mory objacHuTh
Pa3nnyYnTOM OOCTYNHOWRAY CKPUHWHT TECTOBA U eDUKACHWX CABPEMEHUX Te-
panujckux NPOTOKONA 33 fIeYeHse N KOHTPOMY Manurimx oborbersa. Mopea 10-
ra, MHTepHaLnoHanHe pasnuke y BpeLHOCTMMA nokasatesrba obonesaksa u
ymupana mMory 6utn 1 ogpas XxeTeporeHocTu y CeH3UTUBHOCTY 1 NOY34aHO-
CTW NPUKYN/baksa 1 PerncTpaumnje nogaraka, kao u HUBOa CBeCTW nonynaunje
0 3Hayajy PefoBHUX KOHTPONA Y UMby PaHOT OTKPUBAaHA ManurHutera. v
pa3BujeHnM 3emMrbaMa Hajuewhn ManurHn TymMopy y nonynaunjy mywkapaua
Cy KapumHom npoctaTte, nayha n KONOPekTyma, a y nonynaunju XeHa kapum-
HOM [0jKe, KoflopekTyma 1 nfayha. Y 3em/bama y pa3sojy, Hajuyewnhn Manurdu
TYMOPpW y nonynaunjy mylikapaua cy kapumHom nnyha, jeTpe v xenyua, a y
nonynaunjn xXeHa kapunHoM fojke, rpanha matepuue n nnyha. ¥ obe rpyne
3amarba, Hajuehn nokanunsaumnje manurHor oborbera NpeacTaB/bajy v Boae-
he y3poke cMpTHOCTK Yy 0BOj rpynu o6orbemsa.

06oneBarse ¥ ymMUparse 04 KapumMHOMa YWHN 3H3YajaH Aeo YKynHOor onTe-
pehersa Bonectuma y Cpbujn. Npema nogauuma Perncrpa 3a pak LeHTpanHe
Cpbuje, cBake roanHe ce permcTpyje oko 25.000 HoBooBonenux (13.877 my-
wkapaua v 11.844 xeHa y 2014. roauHn). Takohe, npema 0BVM nofaunma ce y
LeHTpanHoj Cpbunjn rognwtee pernctpyje oko 14.000 CMPTHUX UCXOAa ycnen
mManurHor o6orbemsa (8.012 myLikapaua v 6.080 xeHa Tokom 2014. rofunHe). To-
KOm 1999-2014. rognHe, NpoCeyHa cTona MHUMAeHuMje 3a CBe KapumnHome y
LUeHTpanHoj Cpbuju 6una je 279,7/100.000 33 myLwikaue, 1 240,3/100.000 3a xe-
He. TokOM nocMaTpaHor BPeMeHCKOor Nneprnoaa, CTona nHunaeHunje je pacna
33 1,2% roanse, WTOo YAHM YKYMHO KYMynaTUBHO noseharse oa 19%. MyLikap-
uny LleHtpanHoj Cpbujn Hajuwe cy obonesanu of paka nnyha, kKonopektyma
N NpocTaTe, 40K je KOA XeHa ManurHn npouec Hajuewhe 6o nokann3oBaH Ha
[ojuwn, konopektymy, nnyhuma v rpnnhy matepuue. Tokom 1999-2014. rogvHe,
npoceyHa cTona MopTanuTeTa 3a CBe kapuunHome y UeHnTtpandoj Cpbujn buna
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je 162,8/100.000 3a myLikaue, 1 104,53/100.000 3a xeHe. TOKOM NOCMATPaHOr
BPEMEHCKOr nepwoaa, CTona mopTanuTeTa je pacna 3a 0,3% roguwme, wro
YMHW YKYMHO KYMYaTUBHO noBehakse oA 5,1%. MyLlkapumn cy HajsuLle cy ymu-
panu o4 paka nnayha, KONOpekTyma 1 NpocTaTe, 40K je Kog XeHa pak [ojke,
nnyha n konopektyma 6mno Hajuyewhy y3pok CMPTHOr ucxoda. Hajsehu geo
YyKynHor ontepehara n3rybrbeHux roguHa moryher xusota 360r oHecnoco-
BreeHocTy ycnen npucycytsa manurHor oborbersa Nnpunagao je kapumHomy
nnyha y nonynauunjy Mywkapaua v KapunHoMy Jojke y nonynaunjn XeHa.
Mpema npojekunjama no 2030. rognHe, ovekyje ce ga he rnobanHo onTepe-
hewse manurHnx bonectuma nopactu Ha 21,7 MunnoH HoBoobonennx n 13 mu-
NIMOHA YMPAUX, HA TOANLLIKEM HUBOY. MeRyTUM, NOTPeBHO je nctahn YnkbeHu-
Ly A3 je Hajsehy 4eo 0BOr NPeAnKTUBHOM Mofena 6a3npaH Ha noctojehem pa-
cTyhem TpeHOy cTapera nonynaunje, na y Hajsehem geny ogpaxasa npome-
HY y3pacHe CTPYKType CTaHOBHULLTBA, @ He MOBULIEH pU3KK ycnen nosehaHe
N3N0XeHOCTW nonynaunje noTeHumnjaniumM KaHueporeHmma. 0cum Tora, 3Ha-
YyajaH oonpuHoC noBehaky CTONA NMHUMOEHUMje YnHe 1 noBehawe 0byxBaTa
KopulheHa CKPUHWHT TecToBa 1 Behe nponopumnje nocTas/bakba AnjarHose
Bonectn y paHoj ga3n. CcTn edoekaT Ha CHUXEHe CTone MopTanuTeTa nma
nosehare edekTMBHOCTY Tepanujckux NpoTOKOMa 33 NeYyere N KOHTPOony
manurior obosbera. CBe 0Be YMHEeHMLEe A0BOAR A0 YKyNHOr nosehaksa npe-
BaneHuuje manurHux obreemna. inak, NpunmMKoM NpoueHa npojexkunja pusnka
33 HaCTaHak KapunHoma jegHUM Lenom ce y3uma y 003mp v nosehame npe-
BaneHumje N3n0XeHoCTN N03HATUM hakTOprUMa pu3uka (npe ceeray 3eMba-
Ma y pa3Bojy), Ka0 1 U3narake NoTeHUMjaNHoO HOBUX KaHLEepOoreHnma y cro-
TbalH:0j CpeanHn. NPUANKOM HTepnpeTaunje NpeankTUBHUX MOLeNa y Koju-
Ma Ce MUCTMYe 3Hayaj noBehara ontepehera mManurHum GonecTuma Tpeba
NMATN HA YMY 1 NPUCYCTBO NOTEHUMUjANHUX NPUCTPACHOCTU 1 NPUAPYXEHUX
paktopa. Hamme, nokasartesb yyectanoctn obonesara U ymMuparwa y 3Ha-
YajHOj Mepu 3aBUCE 04 HAYMHA NPUKYNIbaHsa, PErMCTPOoBarba 1 aHanu3e no-
[,aTaka ymnje ce TeXHWUKe Mory BUTHO MeHaT TOKOM NPOTOKA BPEMEHA. Tako-
fe, BaXHO je uctahy oa npegukTuBHM MO4enn y3nmajy y 063up npoceyHe no-
[aTKe 1 TPeH40Be y MOMEHTY NPOLEHEe 1 HUCY OCeT/bUBY Ha Moryhe donykTy-
auunje n Bapujaunje Tokom nepuopa npaherwa. ICTo Tako, npojekunje 4yecTo
mMory ga 6yany cyBulle CeH3UTUBHE HA W3HEHAOHe NMPOMEeHe y y4ecTanocTu
oboneBara 1 yMUpaka (4ak 1 ako Ce pagn 0 apTedakTuma), LUTO0 MOXe 3Ha-
YajHO Oa Ce OApPa3n Ha NPeanKTUBHW Moaen. Takohe, rpellke y npujasibrsa-
HY NN MHCYPUUNJEHTHOCT NogaTtaka Koju Ce 0QHOCe Ha cneungunyHe coumno-
neMorpadpcke napameTpe obonenmx n/uny ympnnx og Manurd1uteta mory fo-
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BECTW A0 NOTUEHUBAHa YKYNHOr onTepeherba 0BUM 060/bersriMa y nojean-
HUM cyBkoxopTama.

KmbyuHe peun: manurde Gonectw, onTepeheHocT nonynauuje, W3a3oBw, npu-
CTpacHoCTH

The global cancer burden: challenges and biases in
interpreting the accuracy of the assessment

Darija Kisic Tepavcevic?
Linstitute for Epidemiology, Medical School, University of Belgrade, Serbia

Cancer is a major public health problem worldwide. It has been estimated
that one in seven dead cases can be attributed to cancer. It has been as-
sumed that malignant tumours cause more deaths than AIDS, tuberculosis,
and malaria jointly. Moreover, cancer is the second leading cause of death in
high-income countries (following cardiovascular diseases) and the third lead-
ing cause of death in low- and middle-income countries (following cardiovas-
cular diseases and infectious and parasitic diseases).

The lifetime probability of being diagnosed with cancer is higher for men
(42%) than for women (38%). Possible reasons for increased susceptibility in
men reflect differences in environmental exposures, endogenous hormones,
and probably complex interactions between these influences. However, for
adults aged younger than 50 years cancer risk is higher for women (5.4%)
than for men (3.4%) due to higher burden of breast, genital, and thyroid can-
cers in young women. The estimated probabilities of developing cancer are
based on the average experience of the general population and may over- or
underestimate individual risk because of differences in exposure, medical
history, and/or genetic susceptibility.

According to estimates from the International Agency for Research on
Cancer, more than 14 million new cancer cases develop each year worldwide.
Additionally, the corresponding estimates for total cancer deaths each year
is about 8 million (about 22,000 cancer deaths a day), of which almost two
third occurred in developing countries. The overall incidence rate for all can-
cers was higher in developed countries compared with developing countries
in both males (308.7 vs. 163 per 100,000, respectively) and females (240.6 vs.
135.8 per 100,000, respectively). In contrast, the overall mortality rate for all
cancers was similar between developed and developing countries (ranged
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80-85 per 100,000). These differences in incidence than mortality cancer rates
could be largely attributed to accessibility of screening tests for early cancer
detection and availability of effective therapy. In addition to differences in
screening and treatment, international differences in cancer rates could also
be affected by differences in detection and registration practices, aware-
ness, and data quality. In developed countries, the three most commonly di-
agnosed cancers were prostate, lung, and colorectal among males, and
breast, colorectal, and lung among females. Conversely, in developing coun-
tries, the three most commonly diagnosed cancers were lung, liver, and
stomach in males, and breast, cervix uteri, and lung in females. In both devel-
oped and developing countries, the three most common cancer sites were
also the three leading causes of cancer death.

The morbidity and mortality of cancers have also a great impact on the
population of Serbia. According to data from the Central Serbia Cancer Regis-
try around 25,000 new cancer cases develop each year (12,877 males and
11,844 females in 2014). Additionally, the corresponding estimate for total
cancer deaths in Central Serbia per year is 14,000 (8,012 males and 6,080 fe-
males in 2014). During the period 1999-2014, the average incidence rates for
all cancers (all sites but non-melanoma skin cancer) were 279.7/100,000 for
men, and 240.3/100,000 for women. During the period observed an increase
of incidence rate by 1.2% was detected at each following year, resulting in to-
tal cumulative increase of 19%. In males, the most frequent is lung cancer, fol-
lowed by colorectal, prostate, bladder and stomach cancers. In females, the
highest incidence is observed highest for breast cancer, followed by colorec-
tal, lung and cervical cancers. The average mortality rates in Central Serbia
for the same period were 162.8/100,000 for men, and 104.5/100,000 for wom-
en. During the period observed an increase of mortality rate by 0.3% was de-
tected at each following year, resulting in total cumulative increase of 5.1%. In
men the highest mortality rates were for lung cancer, followed by colorectal,
stomach and prostate cancers. In women, breast cancer was on the first
place as a cause of death followed by lung and colorectal cancers. The great-
est part of the disability adjusted life years was caused by lung cancer in
men and by breast cancer in women.

By 2030, the global burden is expected to grow to 21.7 million new cancer
cases and 13 million cancer deaths. This prediction is mainly based on cur-
rently observed increasing trend concerning ageing of the population. More-
over, great contribution for incidence cases rising could be explained due to
increasing availability and use of screening and diagnostic tests. The same
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effect on decreasing of mortality rates has the improvements of the cancer-
related treatment efficacy. All the facts mentioned above lead to overall in-
crease of cancer-related prevalence. However, the estimated future cancer
burden in some extant also considered the increased adoption of lifestyles
factors that are known to raise cancer risk (such as smoking, poor diet, phys-
ical inactivity etc), especially in developing countries, as well as, possible ex-
posure to new environmental cancerogenes. During the interpretation of in-
creasing burden for most of cancer it has been highlighted the possible pres-
ence of different biases and confounders. Firstly, the cancer burden esti-
mates may be affected by changes in methodology, which are implemented
regularly as modelling techniques improve and surveillance coverage be-
comes more complete. Secondly, although the predictive model is robust, it
can only account for trends through the most recent year of data and cannot
anticipate abrupt fluctuations for cancers affected by changes in detection
practice. Thirdly, the model for cancer burden projection can be oversensitive
to sudden or large changes in observed data. Moreover, errors in reporting
different socio-demographic data in medical records and/or death certifi-
cates may result in underestimates of cancer incidence and mortality rates
in certain subcohorts.

Key words: cancer, global burden, challenges, biases

Pa3nuke y AOCTYNHOCTU OHKONOLLIKOTF NeyeHa
Yy eéBpPONnCKNM 3eMsbaMa

Buuko depeHy!?

1 yHuBep3uTeT y HoBom Camy, MeanunmHckn dpakynTeT, 2 UHCTUTYT 3a
OHKonorwjy BojeoanHe, Cpemcka KameHuua

Y faHawke Bpeme, 2 o4 3 ocobe kojyma je AnjarHoCTUKOBAH KapLUUHOM XunBe
jow Bapem 5 roguHa. N3meRy 1991. n 2011, CMPTHOCT 0A KapuWHOMa onana je
3a 21% y 5 3emarba EBponcke yHuje (Bennka bputaHuja, dpaHuycka, Hemauka,
LWnanmnja n NTanwnja). 3a 0Baj nporpec 3acnyxHu cy 6p3 Hanpegak y Hayuw, 6o-
Iba OWjarHOCTMKA N MHOBATUBHE Tepanuje, Koju cy naunjeHTuma obesbegnnn
OyXe npexuwBrbaBakse 1 6o/by KBANUTET XMBOTA.

Hajsehun nomaum y neyery KapunHoma 0OBENN CY A0 AYXEer NPexXusrbasa-
Ha NnaunjeHTa y EBponu. Pa3nuke y BDEMEHY NPexXnBbaBarkba y pasnuuntnm
3em/bama mory ce objacHuTu: pasnukama y cragujymy Bonectn npunmnkom
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NOCTaB/bakba AWjarHo3e U AOCTYNHOCTY Tepanuje, Pa3nnukaMa y UHTEH3UTeTy
CNpoBOfeHa ANjAarHOCTUKE U CKPUHWHTA, U pasnnkama y bruonoruju kapumnHo-
Ma. OgpeRheHy yiory mory uMati 1 ApyLITBEHO-EKOHOMCKE pa3nnke, pasnuke
y CTWUAY XMBOTA W OMNWTEM 30PaBCTBEHOM CTaky Pas3nuynTux nonynauuja.

HajBuLwe pacnpaBa ce BOAMW 0KO TOra KOMvko noBehaHn TPOLWKOBY NeYera
KapuMHOMa 1 NPUCTYNaYyHOCT HOBWX NeKOBa OOMNPUHOCE pa3nuum y 4ocTyn-
HOCTW HOBMX BMOOBA TPETMAHa, @ CaMUM TUM 1 Pas3NnymTUM NCXO4nma y 3e-
M/bamMa MUCTOYHE 1 3anagHe EBpone. icTpaxnBara Nokasyjy Oa je HajMama
OOCTYMNHOCT NeK0Ba y 3eM/baMa Ca HUCKOM CTOMOM eKOHOMCKOT pa3Boja WwTo
MCTOBPEMEHO Ma NOCNeanyHy Be3y Ca NpexnBrbaBakemM naumnjeHata.

NoBorbllare AOCTYNHOCTY OHKONOLWIKNX Tepanuja He Mmopa Aa 3Ha4yu v no-
Beharbe TpowkoBa. [ip>XaBe Koje TPeHYTHO umajy cnuyHe ByueTe 3a Gopby
NpOTMB KAaPUMHOMA, BEOMA Ce Pa3/nKyjy y BUCUHN N3HOCA KOje yCMepaBsajy
Ha NeKkoBe NPOTMB KapLuMHOMA.

Pa3zmMoTpuheMo KOMNapaTuBHY aHannu3y nameny Halwe 1 pedoepeHTHNX 3e-
Marba M Kako MOXEeMO 3ajefHNYKnN O3 AoNpUHeceMo pelaBaky npobnema
BE3aHMX 33 OOCTYNHOCT OHKOJIOLKOT JIeYeHsa.

KrbyyHe peyn: OHKOMOLKO nevyere, A0CTYNHOCT, eBPOMNCKe 3eM/be, Ppa3fnnke

Differences in availability of oncology treatment in
European countries

Vicko Ferencl?

L University of Novi Sad, Medical faculty; > Oncology Institute of Vojvodina,
Sremska Kamenica

Today, 2 out of 3 people diagnosed with cancer survive at least 5 years. Be-
tween 1991 and 2011 the number of cancer deaths have fallen by 21% across
the EU5 (UK, France, Germany, Spain and Italy). This progress has been driven
by successes in scientific research, better diagnostics and innovative thera-
pies. The main impact can be seen as longer survival and better quality of life
of the patients.

The major advances in cancer management that occurred seem to have
resulted in improved survival in Europe. The most likely explanations of dif-
ferences in survival between patients in different countries include: stage of
the disease at presentation and access to the health care system, existence
of national screening, diagnostic possibilities, and differences in cancer biol-
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0gy. Variations in socioeconomic status, lifestyle, and general health between
populations might also have a role.

There is a wide ongoing discussion how increased cost of cancer care and
affordability of innovative drugs contribute to wide differences in cancer
treatment and consecutive outcomes between Eastern and Western Europe-
an countries. Different researchers showed that the poorest drug availability
is in countries with lower level of economic development and at the same
time a correlation with the survival of the patients.

Improving access to cancer treatments does not have to require signifi-
cantincreases in costs. Countries with similar levels of expenditure for health
care system have significant differences in the availability of new cancer
drugs.

We shall discuss the comparative analysis between our and reference
countries in terms of addressing the issues connected to oncology treat-
ment access.

Key words: oncology treatment, availability, European countries, differences

OCHOBHM 3axXTeBW 33 KBANUTETHO OHKOJIOLLKO Neyewe

[NlaBopuH PapocaBmeBuh?
LNMHCTUTYT 33 OHKONorunjy u paguonorunjy Cpbuje

KBanuTeTHO OHKOMOLIKO NeYyere nogpasyMeBa faHac NpUXBaTame jefHor 04
OCHOBHWX Hayena 34paBCTBEHE 3aWTUTE - AOCTYNHOCT. JOCTYMHOCT JleYyera
nocMaTpa Ce Kao A0CTYNHOCT 34paBCTBeHe 3alTuTe, 04 NPUMapHe 00 Tepum-
japHe, anu 1 Kao QOCTYNHOCT ONTUMANHOT NeYersa, A Kaaa je pey 0 CMcTem-
CKOM Jieversy, Kao AOCTYNHOCT OHKOMNOLWKWX 1eK0Ba.

CaBPEMEHOCT Y OHKONOrWj1 3Ha4YM MyNTUANCLUNANHAPHO OANYyYMBaHe O
CBUM eTanama feyvera, Kao U XOUCTUYK NPUCTYN NeYvery, y KOMe Ce neyn
naunjeHT a He camo Bonect. 0Bo 06e36efyje onTuManHM NPUCTYN CBaKOM na-
LUNjeHTy y CBAKOM 4acy, a1 TO 3axTeBa 1 NOCTOjaHe CBMX HEOMNXOAHUX anjar-
HOCTUYKMX NpoLeaypa y CUCTEMY, K30 U CBMX HEONXOAWUX ModanuTeTa neye-
Ha, Yy NyHOM 0Bumy.

Kag je pey 0 CMCTEMCKOj Tepanujn, HEeH BENNKN Pa3B0j NOC/AeoHUX Aeue-
HWja, ca yBoheHeM MonekynapHo uurbaHe, BMONOLWKe Tepanuje, Kao U UMYHO-
fioLLKe Tepanuje, 0OBEO je A0 HOBUX yCnexa y neyery, 40 bosbe cenekumnje na-
LMjeHaTa n NPOAYXEeHOr NpexnBrbaBara, 0AHOCHO [0 Nafa CMPTHOCTW 0f
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ManurHux 6onectn y BehnHN pasBunjeHnx 3emaroa. HbeHa OOoCTYNHOCT, v 3e-
M/baMa Yy pa3Bojy, kao wTo je Cpbuja, 3asucuhe n o4 LeHe 0BUX NEKOB3, KOje
Cy N0 Npasuny BeOMa BUCOKE.

KBanuTet feyersa Ce 3310, Y 3eM/bama Ca OrpaHNYeHM CpeacTernMa y cu-
CTeMy 3[paBCTBEHE 33LWTNTe, MOXE MONPaBuUT CaMo BPUXIbUBAM NNaHUpa-
HEM CaBPEMEHOT OHKOJOLWKOT Neyera, 4a/boM efykaunjom Kagposa Ha CBUM
HVBOMMA OHKOMNOLUKEe 34PaBCTBEHEe 3alTUTe, Pa3BujarkbemM MynTUANCUUNAN-
HapHOCTW Y Meyery, ¥ CTBaPakeM, Ha OCHOBY jaCHUX KPUTEPUjyMa, LeHTapa
M3BPCHOCTK, KOjU he BOANTW 1 WUNPUTN CaBPEMEHY OHKOJIOLWKY AOKTPUHY ne-
YeHa yHyTap uenor cuctema. BaxHo je nosehajy ynarakea y enykauunjy n onpe-
MYy CeKkyHOapHUX LeHTapa, koju Tpeba ga byay mecto Ha Kome he ce of Ma-
nurHux 6onectn y CcBuUM CTagujymmma nednTun Hajgehu 6poj naumnjeHara.

KrbyyHe peun: [OCTYMHOCT, MyNTUAWCUMNAWHAPHOCT, edykauuja, cenekumja
naunjeHaTa

Essential requirements for quality of cancer treatment

Davorin Radosavljevic!
Lnstitute for oncology and radiology of Serbia

Availability of health care in oncology, from primary to tertiary care, but also
the availability of optimal treatment, represent today one of the essential
requirements of cancer treatment.

Multidisciplinary decision-making in oncology and approach to treat the
whole patient, not just the disease are two pillars in everyday practice, but
also the requirements of valuable cancer treatment today. They should pro-
vide diagnostic tools, but even more, an optimal treatment for all patients, in
full capacity.

In the field of systemic treatment, we are all witnesses of relevant improve-
ments in development of new drugs, molecularly targeted and immunological,
that improved significantly overall survival in many malignant diseases. New
drugs have their own targets on malignant cells, and advances in under-
standing of tumor biology facilitate the success of these drugs, resulting in
better patient selection, and prolonging overall survival. Their availability, on
the other hand, depends mostly on their price, which is very often very high.

Treatment quality in oncology in developing countries should be improved
with meticulous planning and careful education of doctors at any level of on-
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cology care, from primary to tertiary, further development of multidisci-
plinary decision-making and creating centers of excellence, at tertiary level,
that would lead the whole system from inside. Secondary level of oncology
health care is of great importance, the majority of capacities and well edu-
cated oncologists should be allocated there, taking care of the majority of
oncology patients in all spectrum of disease stages.

Key words: availability, multidisciplinarity, education, patient selection

NpuopuTtusaumnja oHkonorunje y Cpbnjun n wmperse nucre
nekosay 2016. ropnHn n pare

HeHap Mujankosuh!
1 KUC, KNnuHMKa 33 racTpoeHTEpPONOrujy u xenaTonorujy

AKO 3HaMO YMHbeHWLY A3 OHKOMOLWKKN naunjeHTn y Cpbujun nmajy 20-35% sehy
BepoBaTHohy Aoa he yMpeTn Hero naunjeHTn y passujeHnm 3emrsama EBpon-
CKe yHWje, 0HAA je jacHa onwTe ApywTBeHa noTpeba 4a ce gnjarHocTuka v ne-
Yyere ManurHmx Bonecty NOCTasn Ha NPBO MECTO He Camo Y 34PaBCTBEHOM
cucTemy, Beh y apxasu yonwTe. 04 cBuX naunjeHaTa koju obone og paka y
Cpbujn ympe 62%. BepoBaTtHoha ymMupara 04 KONOPEKTANHOr KapunHoma y
Cpbujn je 35% Beha Hero WTo je Npocek y EBPONCKOj YHWUjW. TNaBHK pa3nos3n 3a
BMCOKY CTOMY MOPTanuTeTa OHKONOLIKNX naumnjeHaTa y Cpbuju cy: Hepgocra-
TakK Nporpama npumMapHe n cexkyfapHe npeseHunje, He[oCTYNHOCT CBUX MHO-
BaTWBHWX NEK0Ba 1 CABPEMEHNX NPOTOKONA NeYvyersa, HepocTaTak onpeme v 06-
YYeHor kagpa 3a paguoTtepannjy, MHCYMULNjEHTHO MyNTUANCUUNNINHAPHO 0A-
JIy4nBaH-E y NOjeaUHNM PErnoHnMa, HefoCTaTak afekBaTHe v ONTUMANHE XU-
pypruje, HepocTaTak PUHAHCKJCKUX CPEACTaBa N HeadekBaTHO TPOLLEHE Nin-
MUTUPaHKX ByleTta. KoMUcKnja 3a LUTOTOKCUYHE 1 MONEeKy1apHe NeKoBe, MUHK-
CTapcTBa 34paBrba je TOKkOM 2016. roAvHEe HaYyuHWNA UCTY NPUOPUTETHUX
OHKONOLUKKMX N1eK0Ba, Koju Cy pacnopehexHn y 4 npnopuTeTHe rpyne. Ha no3u-
TWUBHY NUCTY 1ekoBa P®30 CTaB/LEHO je 7 MHOBATUBHIKX NIEKOBA 33 4 OHKONO-
LIKe nHankauvje, camo 3a KapumHOMe KOoju HACY UManu NHOBATUBHE fIeKoBe.
HOBW WHOBATWBHW NIEKOBWN CY CTAB/bEHW HA MO3UTUBHY NUCTY Ca CreuunjanHum
yrosopuma 1 ca yBoherem komucuja koje ogobpasajy wuxosy ynotpeby. C
063upom aa je 6o Benuku Bakyym 04 5 roanHa y yBofeHy NHOBATUBHUX ne-
K0Ba y P®30, 0CTano je 4OCTA MHAMKALW]jA KOje 3axTeBajy yBOheHe NHOBATUB-
HWX NIEKOBa 1 NPOTOKO/a Nnevera Koju ce seh 10 roanHa npuMersyjy y apxa-
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Bama EBpoOncke yHuje. ICTOBPEMEHO noc/iefHux 5 roguHa foonasu 4o npasor
BymMa MMYyHONOLWKKX NEKOBA, KOjy MOCTajy CTaHOapa nevyera MHOMMX TymMopa
V pa3sunjeHnM 3emsbama. CBe HaBedeHo yKa3yje Aa neyere OHKOMOLWKNX naum-
jeHarta, O4HOCHO LUenokynHyW OHKONOoWKK cepsuc y Cpbuju 3axTeBa 3Ha4yajHO
yHanpehere, a Aa je BuTaH geo Tora yBofhere HOBUX OHKOJOLWKKX NeKoBa u
NPOTOKOMA HAa NO3UTUBHY NUCTY nekoBa P$30 penybnvke Cpbuje. ¥ cBakoM
CNy4yajy ApXaBa je Ty Aa MOMOTHEe NaunjeHTMa Kafa UM je HajTexe 0QHOCHO
Kag “Mm je 030WMIbHO YrPOXeH XNBOT 1 KA CaMN HE MOry Aa CHOCe TPOLUKoBe
fieyersa. HapaBHO cBe T0 Huje moryhe 6e3 nonuTuyke oanyke y BpXy opxase
Koja he omoryhntn ga yHanpehere 0HKONOLKOr CepBuca 1 nevyera 0HKOMOo-
LWKWX NaumnjeHaTa nocTaHe npsu npuoputet snage Cpbuje.

KrmbyyHe peun: Cpbuja, oHkonoruja, nncTa nekosa

Prioritization of oncology in Serbia and spread of the list
of drugs in 2016 and beyond

Nenad Mijalkovic?!
LKCS, Clinic for gastroenterology and hepatology

If we know the fact that oncological patients in Serbia have a 20-35% higher
likelihood of dying than patients in developed countries of the European
Union, then there is a clear general social need to place diagnostics and treat-
ment of malignant diseases in the first place not only in the health system,
but in the country in general. Of all cancer cancer patients in Serbia, 62% die.
The likelihood of dying from colorectal cancer in Serbia is 35% higher than the
average in the European Union. The main reasons for the high rate of mortal-
ity of oncologic patients in Serbia are: Lack of primary and secondary pre-
vention programs, unavailability of innovative medicines and modern treat-
ment protocols, lack of equipment and trained personnel for radiotherapy, in-
sufficient multidisciplinary decision-making in certain regions, lack of ade-
guate and optimal surgery, financial resources and inadequate spending of
limited budgets. The Committee for cytotoxic and molecular drugs, the Ministry
of health, made a list of inovative oncological drugs in 2016, which were di-
vided into four priority groups. 7 innovative drugs for 4 oncology indications
were put in the positive list of RFZ0O drugs, only for carcinoma that did not
have innovative drugs. New innovative drugs have been put on a positive list
with special contracts and with the introduction of RFZ0 medical commis-
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sions that approve their use. Considering that there was a large 5 year vacu-
um in the introduction of innovative drugs in RFZ0, there are many indica-
tions that require the introduction of innovative medicines and treatment
protocols that have been already applied for 10 years in the European Union.
At the same time, in the last 5 years, there has been a real boom in immuno-
logical medicines, which have become the standard of treatment for many
tumors in developed countries. All of the above indicates that the treatment
of oncological patients, or the entire oncology service in Serbia, requires sig-
nificant improvement, and that part of this is the introduction of new onco-
logical medicines and protocols on the positive list of medicines of RFZ0 of
the Republic of Serbia. In any case, the state is here to help patients when
their worst or when their life is seriously endangered and when they them-
selves can not bear the costs of treatment. Of course, this is not possible
without a political decision at the top of the state that will enable the im-
provement of oncology services and the treatment of oncological patients
become the first priority of the Serbian government.

Key words: Serbia, oncology, drug lists

AROME-ESO: NpBa pernoHanHa KOHCEH3YC KoHdbepeHuuja
0 AOCTYNHOCTN MHOBaUMjamMa y nujeverby KapunHoma y
3eM/bama y pa3Bojy

Bnapumup Togoposuh®?3, Joseph Gligorov343

1 KnuHnka 3a oHKonorvjy n paguotepanujy, KnuHnyky ueHtap LipHe rope;

2 MeaunuMHCKK dpakynTeT NMoaropuua, YHrBep3nTeT LipHe Ffope; > AROME
(Acouvjauvja pagunoTepaneyTa u oHkonora MeguTtepaHa); # Service d'Oncologie
Medicale, Hopital Tenon, Paris; ®> IUC UPMC Sorbonne University, Paris, France

MeguTepaHcke 3em/be UMajy CAnYaH pusnk of pa3Boja kapunHoma y nopehe-
HY Ca 3eM/baMa Ca BUCOKMM NPUXOANMA, anu NOCTOjU jaCHa Pa3nuka y LWaH-
Cama 3a ornopaBak unv y NpoayXeky npexunsrbasarsa 6onecHrka. Hanpenak
Y MPeBeHunjn N Nnjedery pasnnynTux TMNOBa KapumnHOMa 3axTjeBa 3ajeqHny-
Ky aKLWjy 338 CMaHeHse Pa3/nka y OHKOMNOLWKOj 3aWTUTA Y 0BOM PETMOHY.
MeanTepaHcka acoumnjaumnja 3a pagmoTepanunjy n oHkonorujy (AROME - Paris)
1N EBPONCKa WKoMa 3a oHkonorujy (ESO - Milan) pasymenu cy ose noTtpebe n
360r Tora cy opraHusosanu NpBY KOHCEH3YC KOHepeHuwnjy y byasw, LUpHa ro-
pa, y okTobpy 2015. noa Ha3neom ,MpUCTyn NHOBaUMjama Koa Manurdux obo-
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TbeHa Y 3eM/baMa Ca OrpaHuYeHrM pecypcuma”. MyntuancumnanHapHu na-
Hen of 42 cneumnjanucTe 3a KaHuep, yrnaBHOM 13 3emMarba Ca CpeaHnm eko-
HOMCKMM pa3BojeMm, 030 je OAroBOPe Ha HIUX0BE NpUopuTeTe y MHOBaLMjama y
OHKONOrMjK. Y NpBOoj rpynu nuTama Cy ce baBunna opraHn3aunjom jaBHor 34pas-
cTBa v 36puHaBarny BonecHrka oborbennx oA paka, Aok je Apyra rpyna nura-
Ha aHaNM3npana yTjeuaj Ha NPeXuBrbaBakse N KBANUTET XMBOTA OHKONOLLKNX
BonecHuka. NMpoueHaT No3UTUBHMX OAr0BOPA a0 je NPUopuUTeT NHOBAaLMjamMa
KOje Cy pa3maTpaHe.

XeTeporeHocT 3emara MegutepaHa Kako eKOHOMCKW, MOAUTUYKIA U KYNTY-
PONOLIKY NPYXa MOryRHOCT pa3Bujarba CapaaHe 3aCHOBAHE HA 33jeAHUYKNM
NCKYCTBMMA N CMaHoeHoY HejeHaKoCTH.

KrbyyHe pujeun: pak, KOHCEH3YC, HOBaUWje, 3eMsbe Y pa3sojy, AROME

AROME-ESQO: First regional oncology consensus conference
on access to cancer care innovations in emerging contries

Vladimir Todorovic!?3, Joseph Gligorov3#43

L Clinic for Oncology and Radiotherapy, Clinical Center of Montengro; 2 Medical
faculty in Podgorica, University of Montenegro; 3 AROME Association of
Radiotherapy and Oncology of the Mediterranean Area; # Service d'Oncologie
Medicale Hopital Tenon, Paris; > IlUC UPMC Sorbonne University, Paris, France

The Mediterranean countries have similar risk of developing cancers com-
pared to high-income countries but there is a clear difference of chance of
recovery or prolonging survival. The improvement made in prevention and
treatment of different cancer types needs joint action for reduction of cancer
care gap in this region.

The Mediterranean association for radiotherapy and oncology (AROME - Par-
is) and European School of Oncology (ESO - Milan) understands these needs
and organized the 1. Consensus Conference in Budva, Montenegro in October
2015 titled "Access to cancer care innovations in countries with limited re-
sources”. A multidisciplinary panel of 42 cancer specialists mostly from mid-
dle income countries gives answers on their priorities in cancer care innova-
tions. In first group of statements a general public health and cancer care or-
ganization were in focus, while second group of questions analyse impact on
survival or quality of life. The percentage of positive responses considers a
priority of innovation.

54. KAHUEPONOLWKA HEQEMLA 47 54t CANCEROLOGY WEEK
4CABPEMEHA OHKONOTMJA" “MODERN ONCOLOGY"



The heterogenity of the economic, political and cultural situations of the dif-
ferent countries, living in the Mediterranean area, offers an opportunity to devel-
op a collaboration based on the shared experiences and for reduction of inequity.

Key words: cancers, consensus, innovations, emerging contries, AROME

CEOC-IMPACT KOHCEH3YC 0 neyery MmanurHux bonectu
1 AOCTYNHOCTN NekoBa U3 nepcnekTuee naunjeHaTa
(Onaruja, jyH 2017)

3opuua TomaweBuh?
LUHCTUTYT 3@ OHKONOrujy n Pagunonorunjy Cpbuje

Tokom 13. CEOC KoHthepeHuuje ogpxaHe y Onatuju o 21-24. jyHa 2017. rogn-
He, Takohe je 04pXaH W CacTaHak Ca OHKOMOLWKWUM NaLWjeHTUMa U3 pa3nuyu-
TWX 3emMarba LeHTpanHe EBpone ykrbyyyjyhu n npencrasHuke Cpbuje.

OCHOBHW UMb CACTaHKa je carnefaBarbe noTpeda oHKoNoLwKux 6onecHuka,
Kao 1 NOHOBHA NOTBPAAa CBMX Beh Baxehux cTaBoBa 0 NoTpebun nHdopmuca-
Ha NaunjeHaTa 0 HajBaXHUjUM ennaeMnooLWKUM NOAALUMA, K30 1 0 4OCTYN-
HOCTW fIeK0Ba y 3eEM/baMa PernoHa.

Cxo4HO Npenopykama jow 04 npe Bulle o4 jeaHe geueHunje ceu 6onecHnun
Mopanun 6u Butn nHPopmucann o crnegehm napameTpuma:

Kako nucaHa nHpopmaumnja ca ckyna y Onatnjy Huje 4OCTYMNHA, Y Hapea-
HOM TekcTy Buhe N3HeT KOHCeH3yC 0 NpaByMa BoNecHMKa Kao KpaTko noace-
hare 1 nopen Tora WTO Ce TakaB CTaB roguHama seh npuMersyje. Pasnnke
Koje Hucy Be3HayajHe nnak NocToje y AOCTYNHOCTW NHOBATMBE Tepanuje n CBu
BonecHnum n3Henn cy CTae Aa 40KA3aHO aKTUBHW nekosw Tpeba ga byay no-
CTYMNHW CBUMA, CXOAHO PEerncTpaunuoHnM HAnKaunjama.

1. flocTynHOCT MHpopmaumjama

Ceum BonecHuUMMa Koju T0 Xene mopajy butn goctynHe nHdpopmaunja o
BonecTn o kojux ce neye, MOryhnM HaYMHUMA NeYera, Moryhnum pusnuuma un
KOpWCTK 04 Tepanuje.Takohe, keanudginkaunje opanHupajyher nekapa mopajy
BuTn no3HaTe.

2. MpuBaTHOCT, NOBEP/LUBOCT U NOLITOBAHE

MpUBATHOCT, NOBEP/LMBOCT NOAATAKA WU 0YyBake AnrHuteTa bonecHuka

3. loCcTyNHOCT MeAMLUNHCKe AOKYMeHTauuje

CBu BonecHUUM NMajy NPaBo Ha NPUBATHOCT 1 NOBEP/bUBOCT NO4ATaKa O
Bonectn of Kojux ce neve. NMogaum o GonecTn n nevemwy, ykibydyjyhu n nH-
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hopmMaumje 0 eBeHTYANHUM reHeTCKUM TecToBUMa, Mmopajy butn noseprsnsee
1 OOCTYMHEe CaMo MeaunuMHCKom ocobrby Kao 1 3apaBCcTBeHOM dhoHAy. Noaa-
LM 0 NALWjeHTY KOju Ce KOPUCTE Y KNMHNYKUM 1 ennaemMnonoLwKumM cTyanjama
MOry 3axTeBaTy 1 carnacHocTt BonecHuka. CBu BonecHuum mopajy butn Tpe-
TUPAHN C AYXHUM NOLITOBAHEM.

4. Cnyx6e npeseHunje

Cnyx0e koje ce base npeseHunjom manurHuteTa Tpeba oa Byay noctynHe
1 Tpeba Aa omoryhe KOHCYNTaunje 0 TOM acnekTy CBUM 33aWHTEPEeCOBaHUM
BonecHuumma.

5. HepMCKPUMUHATOPHU NOCTYNLN

OnCKpUMKHALKMja N0 OCHOBY pace,penurunje, NoNa,HaALNOHANHOCTY UAW UH-
BANMANTETY HWje NPUXBAT/bWBA. VICTO Ce 0AHOCK 1 Ha BPCTY ManurHe Bonectw.

6. 06aBe3aH NPMCTaHaK HA NPeAnoXXeHo neyere

Oxpabpyje ce akTMBHO yyewhe GonecHWka y CONCTBEHOM JleYyery 1 04ny-
KaMa 0 NpeanoXxeHoM neyery. bonecHUUM Mmajy npasa v Ha OOAATHA MU-
LW/beHea NPe eBeHTYANHOr MPUCTAHKA Ha NeYyekse.

7. AOCTYNHOCT MHOBATUBHE Tepanuje

Cu BonecHuum Tpeba aa nmajy MoryhHoCT yyewha y KNMHNYKUM CTyanja-
Ma (CX0OHO KpUTeprjyMrUMa yKibyumBara) Kao 1 Aa UMajy 4OCTYMHY PerncTpo-
BaHy MHOBATMBHY Tepanujy (CxogHo 0406peHum nHarkaumjama doHaa)

8. MnaHupare nepuoaa HakoH neyera (M3neyera)

bonecHuuymma mopa 6ty NnpefoyYeH NNaH 0 HACTaBKY XUBOTA N0 3aBpLue-
HOM neyery. NoTpebHa Cy CaBeToBaNMLITA Ca KBANNMPUKOBAHUM KaaApoBUMa.

9. flocTynHocT Tepanje 6ona cynopTuBHE U NanujaTueHe Tepanuje

JNlekoBu 3a KoHTpony 6ona ykbyyyjyhn n onnounge tpeba aa byay nocrtyn-
HY 3a Neyere nocnenmua 6onectn n/uan cNPoBefeHor neyexsa.

Kafa akTvBHA OHKOJI0WKA Tepanuja BrLLe He MOXe A3 ce npuMeHu, Bone-
CHuumMma Tpeba 06e3bennTn CynopTUBHY 1 NanujaTMBHY HEry Kao U CaBeTo-
BaHe 0 Kpajrem ncxony bonecrtu.

CEOC-IMPACT concensus on treatment of malignancies and
drug availability from patients’ perspective (Opatija, June 2017)
Zorica Tomasevic!

Lnstitute for oncology and radiology of Serbia

During 13™ CEOC Conference held in Opatija Jun 21-24%" 2017, patient's per-
spective was also evaluated. Patients from different regional countries as
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well from Central Europe countries take participation and discuss about most
important issues regarding predominantly availability of oncology drugs.

Hence no written information is available from this meeting, short ASCO-
ESMO recommendations, will be presented. Those recommendations were
the basis for patient's participation.

1. Access to information

Patients should receive adequate information about their illness, possible
interventions, and the known benefits and risks of specific treatment op-
tions. These matters should be discussed with qualified healthcare personnel
who are committed to responding forthrightly to patient inquiries. Patients
should have the ability to ascertain names, roles, and the qualifications of
those who are treating them.

2. Privacy, confidentiality, and dignity

Patients should have the benefit of privacy with respect to their diagnosis
and treatment. Medical records and other patient-specific information, in-
cluding genetic information, should be regarded as private except to the ex-
tent that they are required to be shared for treatment or payment purposes.
If access to patient-specific information is necessary for research efforts, in-
cluding clinical trials, epidemiological research, translational research, or
other clinical investigations, patients should be given the opportunity to
agree to such uses of their personal information for the benefit of cancer pa-
tients in general. Patients should be treated with dignity at all times.

3. Access to medical records

Patients should be permitted to review their medical records and obtain
copies for free or for a reasonable fee. Healthcare providers should be
available to explain the contents of medical records to patients.

4. Prevention services

Individuals should be advised with respect to the prevention of cancer
and should be provided any preventive interventions that are evidence-
based and available.

5. Non-discrimination

Access to healthcare services should be provided without discrimination
regarding race, religion, sex, national origin, or disability. Patients should also
be free from discrimination on the basis of their disease, with respect to both
employment and health insurance accessibility.

6. Consent to treatment and choice

Patients should be empowered to participate in decision making about
their treatment and care to the degree that they desire, and the healthcare
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team should respect those decisions. Patients should have access to a sec-
ond opinion and the ability to choose among different treatments and pro-
viders.

7. Multidisciplinary cancer care

Optimal treatment of cancer should be provided by a team that includes,
where appropriate, multidisciplinary medical expertise composed of medical
oncologists, surgical oncologists, radiation oncologists, and palliative care
experts, as well as oncology nurses and social workers. Patients should also
have access to counseling for their psychosocial, nutritional, and other needs.

8. Innovative cancer care

Patients should be offered the opportunity to participate in relevant clini-
cal trials and should have access to innovative therapies, which may improve
their disease outcome.

9. Survivorship care planning

Cancer survivors should be provided a comprehensive care summary and
follow-up plan at the completion of primary therapy and should be system-
atically monitored for long-term and late effects of treatment. The need for
rehabilitation services should be evaluated as part of the long-term follow-
up plan.

10. Pain management, supportive, and palliative care

Quality cancer care requires pain management, including the use of opioid
analgesics and other supportive care, for conditions induced by cancer treat-
ment or by the disease itself. When effective cancer therapy is no longer
available, patients should have access to optimal palliative care and counsel-
ing with respect to end-of-life issues.
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CABPEMEHU CTABOBW O HEOAJJYBAHTHOM

JNNEYEHY KAPUUMHOMA [OJKE: AA J1U
NMPATUMO TMPEMOPYKE?

CURRENT NEOADJUVANT BREAST CANCER

TREATMENT: DO WE FOLLOW THE GUIDELINES?

HeoapjyBaHTHa Tepanuja y neyery KapuMHOMa A0jKe: KOHLIeNT n caBpemMeHe

uHaukKaumje

ThUIbAHA CTAMATOBUN. ..ottt ettt et e ettt
Neoadjuvant breast cancer treatment: concept and current indications

LjilJana StamMatoVIC . .. ..ot
PaanonoLwKky AMjarHoCTUYKN anropuTam KoA NaunjeHTKba €a HeoafjyBaHTHOM

TepanujoM KapuvMHoma aojke

[paraHa borgaHoswh CtojaHoBwh, Aparada hunac, Buktopwuja Byyaj-hvupunosuh,

HaTawa NpeynoBuh ByHOBWA, JACMUHA BOBAH ... ... ... e
Radiologic diagnostic algorithm in patients receiving neoadjuvant therapy for breast

cancer

Dragana Bogdanovic Stojanovic, Dragana Djilas, Viktorija Vucaj-Cirilovic,

Natasa Prvulovic BUnovic, Jasmina Boban ..............oo e
NpeonepaTtMBHa cMcTeMcka Tepanuja KapumHoma fojke

Na3aP MONOBUR . ...t
Preoperative systemic therapy in breast cancer

LAZAN POPOVIC . . .ottt ettt e e e e
Xupypruja nocne npeonepaTtMBHe CUCTEMCKE Tepanuje KapumHoMa aojke

MNBaH MapKoBUA, HAAA CaHTPAY ... e
Surgery after neoadjuvant therapy for breast cancer

Ivan MarkoVvic, Nada Santrac ... ...t

ByayhHOCT Xupypruje akcune Kof KapuuHoma aojke
Buuko depeHL, TaTjaHa UBKOBUA KaMULIT ... ..o






HeoapjyBaHTHA Tepanuja y neyewy KapuMHOMa AojKe:
KOHUENT 1 CaBpeMeHe nHavkauumje

/bumaHa CtamaTtoBuh?
LMHCTUTYT 32 oHKoNorujy 1 paguonorujy Cpbuje

KapunHom fojke je KoMniekcHo 060/berse Ynjn 4edUHNTUBHN UCXOA HajBuLLEe
3aBucy oa cTaanjyma 6onectn, BUoONOWKNX KAPAKTETPUCTMKA CaMOT Tymopa w1
NHWUMjaNHOr neyversa. Tepanunjcke oayke Mopa OHOCUTY MyNTUANCUUNANHAP-
HW TUM Ca UCKYCTBOM Y fleyery KapumHoma aojke, 6e3 063npa Ha nHuumjanHu
cTagujym bonectw.

HeoagjyBaHTHa (MpyvMapHa CMCTEMCKa, NpeonepaTuBHa) Tepanuja je npu-
MeHa CMCTemCKe Tepanuje npe OeUHUTUBHE XUpPypruje y HemMetactaTckoj
hasmn KapumnHoma gojke.

NHOvKaunje 33 NpuMeHy HeoafjyBaHTHe xemuoTepanuje (HAXT) cy ce To-
KOM roguHa npowwunpusane. KoHuent HAXT je kpajem 70-ux rogunHa npowunior
BeKa yBefeH 3a neverse 6onecHnua ca HeonepabunHum NokanHo y3Hanpeao-
BaNMM KapuWHOMOM [0jKe KOO KOjuX UHuumnjanHa xvpypruja Huje morna ga
06e36enn apekBaTHy nokanHy KoHTpony 6Gonectu. Y 0BOM mpucTyny, unib
HAXT je npeBofjerse nHonepabunHmx y onepabunHe Tymope (downstaging).
[eueHunjy kacHuje, HAXT nocTaje CTaHAAPA Y Nneyerby BeIUKUX onepabunHmx
TYMOpa A0jKe Ca Unfbem CMambrBara Tymopa (downsizing) n nosehara CT0-
ne NowWTeOHMX OnepaTMBHUX 3axBaTa y BonecHnua kon Kojux je 6e3 npumeHe
HAXT nHoMKoBaHa pagukanHa MacTekTomuja. Y 0B0j cutyaunjn, unmb HAXT je
MOCTU3aHa MaHe eKCTeH3NBHE xupypruje, noborblwana KO3MeTCKUX NCxoaa
N CMaHEeHe NOCTONEepaTuBHNX KOMNMMKaLUnja, Kao WTo je, Ha npumep, NuMm-
heneM. PaHuje HeoadjyBaHTHe CTyaAMje ko4 NaunjeHTKHa Koje Cy KaHanaaTn
33 pagukanHy MacTekToMUjy YKOMNKO CEe MHULjAMTHO JIeYe XUPYPrnjoMm, reHe-
panHo ca kpahum Tpajarbem HAXT (4 unknyca HAXT), omoryhune cy CMarbeme
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cTone macTtektomuje 3a 17-27%, 0OK CaBpeMeHe HeoafjyBaHTHe CTyauje koje
NpUMeryjy CaBpeMeHe xemunoTepanujcke pexnme, ykibydyjyhun n dnonowky
Tepanujy, oMmoryhagajy 3HayajHo Behy cTony (4ak n fo 70%) nowTenHux one-
pauwja. Npn ToMe, No0Ka3aHo je fa HAXT, y nopehery ca nprMapHo onepuca-
HUM NAUNjeHTKUHAMa, HEe YTUYe HEeraTUBHO Ha JI0KO-PEernoHanHy KOHTpony
Bonectn.

Nopen ooka3saHe KOPUCTKU Y norneny noborblwany XMpYLKMX onunja, ncnm-
TWBAHO je Oa nu HAXT Kao paHO CMCTEMCKO NeYyere MUKpoMeTacTasa Kapum-
HOMa [ojke MoxXe noBosbwaTt yKYNHO NpexvBibaBamke. HeKoNnMKo Benuknux
MPOCNEKTUBHUX PAHAOMW30BaHNX CTYAW]a je NoKa3ano Aa je YKYNHO npexu-
B/baBaHse NaUMnjeHTKNHA Ca onepabunHum TyMoprUMa CIMYHO YKOJIKO CE UCTU
Bpoj ncTnx xemMnoTepPanujCknx pexmnma nprMeHn npeonepaTuBHO (Heoamjy-
BAHTHO) WK NOCTONEPaTMBHO (aajyBaHTHO). aHac, HAXT npedcTassba onunjy
33 UHUUMjanHyW Tepanujckn npucTyn y 6onecHnUa ca paHuM KapunmHOMOM [0j-
Ke (ocuM cTagnjyma l), HapouMTO OHMUX Ca MOATUNOBUMA TYMOPA KOju NOKa3yjy
3HayajHy XeMWOCeH3NTUBHOCT Ha CUCTEMCKY Tepanujy.

HAXT omoryhasa paHy nNpoLueHy 0AroBopa TyMOpa Ha NpUMeHseHy Tepanu-
jy M nageHTUunKaunjy HepecnoH3nBHNX TymMmopa (in vivo TeCT XeMWOCEH3UTUB-
HOCTW). HeoadjyBaHTHe CTyamnje Cy nokasane 4a je NocTojakbe pesugynaHor
NHBA3MBHOT KapuMHOMa Aojke nocsie HAXT, 6uno y gojumn n/unu xnesgamMa ak-
Cvne, N0Be3aHo ca nosehaHym pu3nkoM of penanca 6onecTu, 4OK Ce NOCTU-
33kl KOMMMEeTHOr NaToXWCTONOWKOr oarosopa, pCR, Nokasano Kkao npeguk-
TOp OyXer npexnsrbaBara. PCR je npuxsaheH Kao cyporaT Mapkep 3a npe-
XWBIbaBarbe, jep 3a kKpaTko BpemMe (HakoH HAXT) Moxe npensuaeTn oyrotpaj-
HW ncxop. Nocnegrsunx roamHa peR je NocTao NPYMapHW Lnb CBUX HE03AjyBaHT-
HUX CTyAWja Y KApPUUHOMY [0jKke. HajHOBMje HeoanjyBaHTHe CTyauje y KapunHo-
My O0jKe Cy nokasane fa pasnuunuTi MOJSIeKYNapHW NOATWNOBK KapunHoma
[0jKe pa3nuMynuTo OAroBapajy Ha CUCTEMCKY Tepanwujy, Kao 1 4a je NPOorHocTuny-
Kv 3Ha4aj pCR pasnuunT y pasnnyntum BMoNoLwWwKMm NoaTUNOBMUMA KapUMHOMa
Aojke. Moka3aHo je Aa je HAXT marbe edomkacHa y noct3amy pCRy ER/PR-no3u-
TUBHUM TYMOPKMA O0jKe, Hapo4YMTO N0ByNnapHOr xMcTonowkor Tuna. Ca gpyre
CTpaHe, arpecneHy BronoLukn NOATUNOBW KapunHoMa A0jke, Kao XEP2-no3u-
TUBHU N TPOCTPYKO-HEraTuBHM KapLWHOM [0jke oCcTBapyjy Behe ctone pCR.
Noctoje curHanu ga je pCR y 0BUM NogTnUNOBMUMa KapuuHOMa [0jke YAPYXeH
Ca 3HavajHo BorbuM NpexnBbaBakeM. MoryhHoOCT paHe eBanyauuje o4roso-
pa Ha npumerseHy HAXT Mma NPOTrHOCTUYKM 3HA4yaj 3a NPOLEHY pu3nka og
yOasrbeHor penanca n omoryhasa nHansuayanusaunjy oasbe trepanuje y ckna-
Ay ca paHum edoekTom HAXT.
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Ha kpajy, kopncT og HAXT nocToju 1 ca acnekTa Hayke, jep ce HAXT nokasa-
113 Kao 04NMYaH MOLEN 33 UCTPaxXunBama. NMprmeHa HAXT omoryhasa pa3Bsoj u
Banupgaunjy HoBux BMOMapKepa CEH3UTUBHOCTW HA NIEKOBE U MExaHu3ama
pe3uncTeHumnje, Kao 1 UCNUTUBAHE HOBUX, HAPOUYMUTO LW/bAHUX areHaca y kap-
LUMHOMY [0jKe.

K/byyHe peun: KapunHOM [0jKe, HeoafjyBaHTHa XeMuoTepannja, caspemMeHe
nHounkaumnje

Neoadjuvant breast cancer treatment: concept and
current indications

Ljiljana Stamatovic!
Lnstitute for Oncology and Radiology of Serbia

Breast cancer is a complex disease with definitive outcome mostly dependent
on stage of the disease, biological characteristics of the tumor itself and initial
therapy. Treatment decisions must be provided by multidisciplinary team with
experience in treating breast cancer, regardless of initial stage of the disease.
Neoadjuvant (primary systemic, preoperative) therapy is the use of systemyc
therapy before deffinitive surgery in nonmetastatic phase of breast cancer.
Indications for neoadjuvant chemotherapy (NACT) had evolved over years.
NACT concept was introduced at the late 1970s for patients with inoperable
locally advanced breast cancer when initial surgery could not provide ade-
guate local disease control. In this setting, the goal of NACT is to convert an
inoperable cancer to one that is operable (downstaging). A decade later, NACT
became the standard in treating large operable breast tumors in order to fa-
cilitate tumor shrinkage (downsizing) and increase breast conserving rates in
patients who are felt to be candidates for mastectomy to ones who might be
treated successfully with breast conserving surgery if NACT was applied. In
this situation, the aim of NACT is less extensive surgery, improvement of cos-
metic outcomes and reduction of postoperative complications, such as
lymphoedema. Earlier NACT studies in patients who were candidates for mas-
tectomy if initialy treated with surgery, generaly with short course of neoad-
juvant chemotherapy (4 cycles of NACT), enabled 17-27% mastectomy rate re-
duction, while current neoadjuvant studies employing modern chemothera-
py regimens, including biological therapy, made possible significantly higher
rates (even up to 70%) of less extensive surgery. At the same, it was demon-
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strated that, compared to initially operated patients, there was no negative
NACT influence to loco-regional disease control.

Besides evident benefit in optimising surgical approaches, it was investi-
gated if NACT as early systemic treatment of micrometastatic breast cancer
may improve overall survival. Several large prospective randomized trials
have shown that overall survival in patients with operable tumors was sim-
ilar if the same number of the same chemotherapy regimens was applied
preoperatively (in neoadjuvant setting) or postoperatively (in adjuvant set-
ting). Today, NACT is an option for initial therapy approach in early breast
cancer patients (except stage I), particularly for those with tumor subtypes
showing considerable chemosensitivity to systemic therapy.

NACT enables early assesment of tumor response to applied therapy and
identification of non-responsive tumors (in vivo chemosensitivity test). Neo-
adjuvant studies have demonstrated that residual invasive breast cancer
after NACT, either in breast and/or axillary lymph nodes, is associated with
higher risk of disease relapse, while achieving complete pathologic re-
sponse, pCR, was shown to be a predictor of longer survival. pCR is accept-
ed as surogat marker for survival as it may for short time (after NACT) make
possible prediction of long-term outcome. In the recent years pCR has be-
come the primary endpoint of all breast cancer neoadjuvant studies. The
latest breast cancer neoadjuvant studies indicated that different breast
cancer molecular subtypes response to systemic therapy differently, as
weel as that prognostic relevance of pCR is various in different breast can-
cer molecular subtypes. NACT was shown to be less efficinet in achieving
pCR in ER/PR-positive breast cancers, particularly in lobular hystological
type. On the other side, agressive biological breast cancer subtypes, such as
HERZ2-positive and triple-negative breast cancer, achieve higher pCR rates.
There are signals that pCR in those breast cancer subtypes is associated
with signifficantly better survival. The opportunity for early response evalu-
ation to applied NACT has prognostic value for estimation the risk of distant
relapse and facilitates individualisation of further therapy according to ear-
ly efect of NACT.

Finally, there is a benefit of NACT from the scinetific aspect, as NACT was
shown to be an exelent model for research. The use of NACT enables develop-
ment and validation of novel biomarkers of drug sensitivity and mechanisms
of resistance, as well as investigation of the new, in particular targeted
agents in breast cancer.

Key words: breast cancer, neoadjuvant chemotherapy, current indications

54. KAHUEPONOLWKA HEQE/BA 58 54t CANCEROLOGY WEEK
4CABPEMEHA OHKONOTWJA" “MODERN ONCOLOGY"



PaanonoLwKn AMjarHOCTUYKN aNnropmMTam KoA NaunjeHTKNHbA
Ca HeoafjyBaHTHOM TepanujoM KapunHomMma faojke

[paraHa borgaHoBuh CTojaHoBWAY?, iparaHa hunacl?, Buktopuja
Byuaj-hnpunosuh!? Hatawa Npeynosuh byHoBuh!?, JacMnHa boban'?

LMHCTWUTYT 3a OHKoNorvjy BojeoaunHe, LleHTap 33 UMWULWHE AnjarHocTrky, CpeMcka
KameHuua, Cpbuja; 2 MeanumHckn doakynTeT, YHBep3uTeT y Hosom Caay, Cpbuja

ynora uMuUUNHra 3a naunjeHTe TpeTmpaHe HeoanjyBaHTHOM Tepanujom 3060r
paka [ojKe je He camo 4a NpoLuekrsyje TepaneyTcku 04roBop y CMUCY CMaku-
Bakba TyMOpa, Beh 1 oa npeasmMan XMCTonoLWKy 0AroBop Ha xemoTepanujy Ko-
ja je y kopenaunju ca npexwB/baBakemM. Xupypruja v XucTonaTonowka aHa-
N33 HAaKOH HeoafjyBaHTHe Tepanuje oMmoryhasajy 00jekTVBHY NPOUeHyY Tau-
HOCTW Pa3NNYNTUM MOLANUTETMA Y MPOLEHN TePannjCKor OArosopa.

HeoapnjyBaHTHA Tepanunja paka Aojke 003B0/bABajy KOH3epBaTUBHY onepa-
Lnjy Ko naumnjeHarta ca Benvkum Tymopuma. 04rosop Ha xemoTtepanujy je sa-
XaH MPOrHOCTUYKIN (PAKTOP KOjW YTUYE Ha XMPYPLLKO yNpasBibakse n BPCTy Nno-
cTonepaTnBHe xemoTepanuje.

KoMmnneTHW TyMOpCKW OArOBOP Ha HeoafdjyBaHTHY XemoTepanwjy nose-
haea nHTepsan 6e3 GonecTu n oNCTaHak nauujeHTa. MNapameTap ca Hajgehom
npennkTMBHOM BpegHowhy je oacycTso Buno KakBor pesmayanHor Tymopa.
O4nnyaH Tepanujckn 0AroBop je oePUHMCaH Kao NoTNyHo 04cycTBo Buno ka-
KBEe TYMOPCKe Mace unum npucyctea pubpo3He mace Koja CagpXxun camo pere-
HepupaHe Tymopcke henuje.

TayHOCT KNUHWYKE eBanyaunje Huje onTuManHa jep nannaunja ubposHe
N HEKPOTUYHE MAcCe MOXe fd UMUTUPA pe3nayanHy Macy Tymopa. Y apyrum
cnyyajesnma, ounrnegHa KnuHU4YKa perpecuja je ycnen pewasara nocT-owm-
OMCUjCKMX CeKBeNa, Kao LWTO Cy KPBapeme v efem.

HeKkoMMKo UMULIMHT MO4ANNTETa Ce MOXEe KOPUCTUTK 33 NPOLEHY TyMopa un
TYMOPCKOT 0Arosopa. dusnykn nperneq y kombuHaumju ca mamorpaduwjom v
CoHorpadujomM je MeTof KOju Ce HajBuLle KOPUCTK Yy PYTUHCKO]j npakcu. OBe
MeTOAe Yy OCHOBW NPOoLekryjy eBoNyunjy TYMOPCKOr BONyMeHa.

KoHBeHUMOHANHA pagunoioruja nomohy mamorpaduje n yntpassyka je me-
TOAA KOja Ce HajBuLwe KOPWUCTW 33 WHULW]AMHO NOCTaB/bakee U NPOUeHy Ty-
MOPCKOr OArOoBOpa Ha HeoafjyBaHTHY xemoTepanujy. MasBHW Unb je ynopes-
HO Meperse TYMOPCKOr BOSlymeHa. Ta4HOCT 0BOr MepeHsa 3aBUCK 0f KOHTPa-
CTa M3mMeny Tymopa 1 0KOMHOr HOPMAanHor TKMBa. TAYHOCT Mepersa nosehasa
Ce Ca Pa3nMKoM y ryCTUHW NN eXOreHOCTH, HApOYNTOo Kafda Cy rpaHuLle Tymo-
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pa owTpe. PaanonoLwka Mepema je Texe npounjeHnTy Kkaga cy neswvje nowe
neduHnpaHe nnn Kaga cy rpyaun rycre.

MP mamorpadinja 403B0/baBa MOPMOMOLLKY aHaNM3y TyMmopa 1 KNHeTuy-
Ky KOHTPaCTHY CTyAunjy KOja 0ApaxaBa HeoaHruoreHesy. To je Hajnoy3gaHu-
ja MeTogda 3a getekuujy MynTugokanHoctu. MP mamorpadunja nma CyLTuH-
CKW 3Hayaj NpeaTepanmnjCkoM CTaxnparby vy NpoueHn edonkacHoCTW XeMoTe-
panuje.

®dU3NYKN Npernes N KOHBEHUMOHANHE TEXHWUKE WMUUWHIA U Oarbe uMajy
NMPUM3pPHO MECTO Y NPOLEeHN Paka [0jke TPeTpaHe HeoanjyBaHTHOM XxemoTe-
panunjom. Y 0BOM TPEHYTKY, 0Ba MOP(0NOoLKa NpoueHa je jednHa npu3HaTa
MERYHAPOAHUM KpUTEPUjyMUMA. HOBU CDYHKLMOHANHN 1 MeTaBonuykn moaa-
NNTeTN CNNKara, Hapo4ynTo MPU 1 MET CKEHWPaHse, MOy NPUCTYNNTK NPUPO-
OW pe3uayanHor Tymopa, OMOryAnTn paHo OTKPUBAaH-E NOLIMX peareHca u
npukasaTy MynTUEOKaNHe TYMOpe 1 MeTacTase. Ynotpeba 0BMX TEXHMUKA MO-
Xe MPOMEeHNTN NMaHnparse Tepanuje.

K/byyHe peuu: KapuMHOM [10jKe, HeoaajyBaHTHa Tepanuja, UMULIVHT

Radiologic diagnostic algorithm in patients receiving
neoadjuvant therapy for breast cancer

Dragana Bogdanovic Stojanovicl?, Dragana Djilas'?, Viktorija
Vucaj-Cirilovic!?, Natasa Prvulovic Bunovic!?, Jasmina Boban!?

10ncology Institute of Vojvodina, Imaging Diagnostic Center, Sremska
Kamenica, Serbia; 2 Medical School, University of Novi Sad, Serbia

The role of imaging for patients treated with neoadjuvant therapy for breast
cancer is not only to evaluate the therapeutic response in terms of tumour
shrinkage, but also to predict the histological response to chemotherapy,
which is correlated to survival. Surgery and histopathological analysis after
neoadjuvant therapy allow for an objective assessment of the accuracy of
imaging technigues in evaluating response.

Neoadjuvant therapies for breast cancer allow conservative surgery in pa-
tients with large tumours. The response to chemotherapy is an important
prognostic factor that influences surgical management and the type of post-
operative chemotherapy.
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A complete tumour response to neoadjuvant chemotherapy increases
the disease-free interval and patient survival. The parameter with the great-
est predictive value is the absence of any gross residual tumour .An excellent
therapeutic response is defined as complete absence of any gross tumour
mass or the presence of a fibrotic mass containing only degenerated tumour
cells.

The accuracy of physical examination is mediocre because palpation of a
fibrotic and necrotic mass may mimic a residual tumour mass. In other cas-
es, the apparent clinical regression is due to resolution of post-biopsy phe-
nomena such as haemorrhage and oedema.

Several imaging modalities can be used to evaluate the tumour and the
tumoral response. Physical examination combined with mammography and
sonography is the method most utilized in routine practice. These methods
essentially appreciate the evolution of the tumoral volume.

Conventional radiology using mammography and ultrasound is the meth-
od most used for the initial staging and the assessment of tumour response
to neoadjuvant chemotherapies. The main objective is the comparative mea-
surement of the tumoral volume. The accuracy of this measurement depends
on the contrast between the tumour and the surrounding normal tissue. The
accuracy of the measurement increases with the difference in densities or
echogenicity, specially when the limits of the tumour are sharp. Radiological
measurements are more difficult to appreciate when lesions are ill-defined
or when the breast is dense.

MR mammography allows morphological analysis of tumours and kinetic
study of the contrast enhancement reflecting the richness of the vascular-
ization. It is the most reliable method for appreciating multifocality. Its role is
essential in pre-therapeutic staging and in the assessment of chemotherapy
efficacy.

Physical examination and conventional imaging techniques still have an
important place in the evaluation of breast cancer treated by neoadjuvant
chemotherapy. At this time, this morphologic evaluation is the only one rec-
ognized by the international criteria. The new functional and metabolic imag-
ing modalities, particularly MRl and PET scan, can approach the nature of re-
sidual tumour, allow early detection of bad responders and depict multifocal
tumours and metastases. The use of these techniques can change the plan-
ning of therapy.

Key words: breast cancer, neoadjuvant therapy, breast imaging
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MpeonepaTuBHa cMCTeMCKa Tepannja KapuMHoMa aojke

Na3ap NonoBuh 12

LMIHCTWUTYT 3@ OHKonorujy BojeoanHe, Cpemcka KameHuua, Cpbuja;
2 MeAMUMHCKN d)akynTeT YHMBep3uTeTa y Hosom Cagy

YNpKOC YNHEHWLN A HEe NOCTOje A0Ka3W Pasfinke y YKYNHOM NpexunBrbaBary
aKo Ce xemmoTepanwvja KoL paHor KapunHoMa A0jKe NpYMEHN NpeonepaTus-
HO WY NOCTONEPaTUBHO, NpeonepaTuBHa (HeoadjyBaTHa, HAT) xemuoTepanu-
ja nocenyje Hekonvko BeHedpuTa. Npe cBera, OHa LOBOAW A0 CMaHEeHsd TYMO-
pa WwT0o 40BOAN 40 Beher NpOUeHTa NoWTeAHKX Onepaunja gojke n CMaHeHa
CTOMe akCunapHux gucekunja. Takohe npmMmeHoM HeoagjyBaTHe Tepanuvje aun-
PEKTHO 0MaxaMo XeMWOCEH3NTUBHOCT Tymopa, Aobrjamo moryhHocT Guono-
LUKUX NCTPaXNBaHa TYMOpP3, Te y 60MecHNLa KOf KOje NOCTUTHEMO NaToNOLLKY
KoMnneTHy pemucnjy (pCR) nmamo anpekTaH u Hajborby 3Hak gobpe nporHo-
3e. CNO3HajoM NOATMMNOBA KapunHOMa [0jke 3Hamo fAa npeonepaTrnBHa Tepa-
nuja LOBOAW L0 BuWer npoueHTa pCR Koa arpecBHUX NOATUMNOBA (TPOCTPYKO
HeraTueHor, TNBC 1 Xep2-n03UTUBHOUT KapLUMHOMa) Te Ce ko4 0BUX NOATUNO-
Ba yewhe oanydvyjemo Ha npuMmeHy HAT. Kog TNBC cTaHgapaHa xemuoTtepanu-
ja KOMBMHAUW]OM aHTPAUNKINHCKOT 1 TaKCAHCKOT pexwuMma je Hajuewhe y npe-
nmeHwn. flogatak kapbonnaTuHe 4OBeO je 40 Bule ctone pCR, anu je 6enedonT
YrNaBHOM NPUCYTaH Kof kKapunHoma ca BRCA myTaumjom. Koo Xep2-no3nTue-
HWUM TYMOpa ABOCTPYKa aHTu-Xep2 Bnokaga Tpacty3ymabom n neptysymabom
[osena je oo suwe crone pCR. Kog nymnHanHnx b noaTnnosa HeoaajysaTHa xe-
MnOTepanwuja Takofe uma 3HayajHy ynory. hako cy ctone pCR HeWTo HXXe, na-
LUNjEeHTKMHE KOA Kojux je mocTurHyta pCR nmajy 6osby nporHosy. Kog nymu-
HanmHor A noaTunna XxemuoTepanuja Ma Makse 3HadajHy ynory v ctone pCR cy
[0 5%. Kog oBor noatvna XopMoHCKa Tepanuja ca unu 6e3 unrsaHnx tepanmja
Ce ncnuTyje y NpeonepaTnBHOM Neyersy.

K/byyHe peuu: KapumHoM [0jKe, XeMUoTepanuja, HeoafdjyBaHTHO Neyetse

Preoperative systemic therapy in breast cancer

Lazar Popovicl?

1 Oncology Institute of Vojvodina, Sremska Kamenica, Serbia; 2 Medical Faculty,
University of Novi Sad, Novi Sad, Serbia

Despite the fact that there is no evidence of a difference in overall survival if
chemotherapy is applied preoperatively or postoperatively in early breast
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cancer, preoperative (neoadjuvant, NAT) chemotherapy has several benefits.
First of all, it leads to a reduction in tumor, which leads to a higher percent-
age of sparing breast surgeries and a reduction in the rate of axillary dissec-
tions. Also, with the application of NAT, we are directly observing the tumor
chemosensitivity, we get the possibility of biological tumor research, and in
the patient with whom we achieve pathological complete remission (pCR) we
have the direct and best signal of good prognosis. By knowing subtypes of
breast cancer we know that preoperative therapy leads to a higher percent-
age of pCR in aggressive subtypes (triple negative, TNBC, and her2-positive
breast cancer), and in these subtypes more often we decide to apply NAT. In
TNBC, standard chemotherapy with an anthracycline and taxane regimen is
most commonly used. The addition of carboplatin led to a higher rate of pCR,
but benefit is mainly present in BRCA mutated patients. In the Herz2-positive
tumor, a double anti-Her2 blockade with trastuzumab and pertuzumab led to
a higher rate of pCR. In luminal B subtypes, neoadjuvant chemotherapy also
plays a significant role. Although rates of pCR are slightly lower, the patients
with pCR achieved a better prognosis. With luminal A subtype chemotherapy
has a minor role and rates of pCR are up to 5%. In this subtype hormone ther-
apy with or without targeted therapy is examined in preoperative treatment.

Key words: breast cancer, chemotherapy, neoadjuvant treatment

Xvpypruja nocne npeonepaTMBHe CUMCTeMCKe Tepanuje
KapuuHoma pojke

NBaH Mapkoeuh'?, Hapa CaHTpau!

1KNWHWKA 33 OHKONOLLKY XUPYpPrijy, MIHCTUTYT 3@ OHKOMOTWjy 1 paanonorujy
Cpbuje, Beorpap; 2 MeauumrHck dakynTeT, YHUBep3uTeT y Georpany, Cpbuja

KapuuHom pojke (KO) je komnnekcHo oborberse, a oednHNTUBHN ucxon bone-
CTW HajBuWLLIe 3aBKCK Of cTagnjyma Bonectn, BUONOLWKNX KAPAKTETPUCTMKA Ca-
MOT TYMOpPa W nHUUMjanHor nedversa. 36or Tora, 6e3 063mpa Ha HULKjanHK cTa-
onjym Bonectun, oanyky 0 Neverby Mopa AOHETU MyNTUANCUUNANHAPHN TUM Ca
NCKYCTBOM Yy Neyery KapuuHoMa fojKe. Y cacTaBy MynTuanCLUUNINHApHOr TMa
MOpajy BuTn XMpypr, MeankanHn OHKONOr, PaanoanjarHocTnyap, pagnoTepa-
neyT, NaTtonor 1 NNACTUYHN-PEKOHCTPYKTUBHU XUPYPT Ca UCKYCTBOM Y NleYery
N AnjarHoCTUUM KapuuHoma fojke. Mo notpebun, y pagy MynTuancuunanHap-
HOr TMMa MOTY Y4eCcTBOBATW WU FeHeTNYap 1 NCUXONOT.
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MHAvKaumje 3a NnpuMeHy HeoanjyBaHTHe xemuoTtepanuje (HAT) cy ce TOKOM
roAnHa npowmpunsane. MHNUKjanHo, HAT je npuMernBaHa camo kop BonecHu-
La Ca NoKanHo y3Hanpepnosanum KA, ca unibem noctu3arsa onepabunHocTu
Tymopa (downstaging). AaHac ce HAT npenopyyyje n kog 6onecHuua ca one-
pabunHum KO, ogpefeHnx monekynapHux NoATUNOBa, Ca UW/bEM CMameHa
Tymopa ([downsizing) n omoryhasara NoWTeAHUX Onepaunja yMecTo MacTekTo-
Muja. Tpehu umsb HAT je MOryhHOCT NpaBoBpeMEeHe NpoLeHe XeMUOCEeH3UTUB-
HOCTW TYMOPa, 0aHOCHO Bp3e npoueHe edoekTta Tepanuje, y3 MoryhHocT moandu-
Kaunje y cny4dajy HeedpnkacHOCTK. MO3UTUBAH edpekaT, MOroToBO YKOMKKO je
N0BEO0 [0 KOMMEeTHe NaTo/oLWKe pemMmncuje n tymopa y Aojumn ny nasywHnum
nMMmdaTtnumma, He camo Aa ykasyje Ha BUCOKY CeH3UTUBHOCT TYMOPA Ha npu-
MeHeHO Nnevere, Beh 1 Ha 60rbn AeUHUTUBHN NCXOM NeYersba.

K/byyHe peyu: KapunHOM A0jKe, He0aajyBaHTHO NeYerse, NoWTeaHa Xupypruja

Surgery after neoadjuvant therapy for breast cancer

Ivan Markovicl?, Nada Santrac?

! Surgical Oncology Clinic, Institute for Oncology and Radiology of Serbia,
Belgrade; 2 Medical School, University of Belgrade, Serbia

Breast cancer (BC) is a complex disease, and its definitive outcome depends
largely on the initial disease stage, the biological characteristics of the tumor
itself and the initial treatment. Therefore, regardless of the initial disease
stage, the decision on the treatment must be made by a multidisciplinary
team with experience in the treatment of BC. The multidisciplinary team must
have a surgeon, a medical oncologist, a radiologist, a radiotherapist, a pa-
thologist, and a plastic-reconstructive surgeon with experience in the treat-
ment and diagnosis of BC. If needed, a geneticist and a psychologist can be
included, as well.

Indications for the neoadjuvant chemotherapy (NAT) approach have been
expanding over the years. Initially, NAT was only used in patients with locally
advanced BC, with the goal of achieving tumor operability (downstaging). To-
day, NAT is also recommended in patients with operable BC, certain molecu-
lar subtypes, with the aim of reducing the tumor size (downsizing) and en-
abling the breast conserving surgery instead of mastectomy. The third objec-
tive of NAT is the possibility of timely assessment of tumor hemiosensitivity,
i.e. rapid assessment of the therapy effect, and potential timely modification
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in case of its inefficiency. Good response to the applied NET, especially if it
leads to complete pathological remission of both breast tumor and axillary
lymph nodes (pCR), not only indicates a high sensitivity of the tumor to the
applied treatment, but also a better definitive outcome for the patient.

Key words: breast cancer, neoadjuvant treatment, breast conserving surgery

byayhHOCT xupypruje akcune Kop KapuMHoMa fojke

Buuko depeHy!?, TatjaHa UBkoBuh Kanuunt?

! YHnBep3nTeT y HoBoM Caay, MeanumHCKM dakynTeT, 2 MHCTUTYT 33 OHKONOrujy
BojsoauHe, Cpemcka Kamenunua

vyBof: Nocnegkunx Oecetak rognHa xupypruja akcuie Kog paka [ojke nocre-
MeHo NocTaje CBe KOH3epBaTUBHMWjA. 04 akcunapHe gucekuwnje (Af) Ko CBUX
naunjeHaTa ca pakoMm Aojke, 40 AaHalHe npumeHe Buoncuje NnUMAQHOr YBo-
pa cTpaxapa (sentinel lymph node biopsy - C/HB), koja je nocTana cTaHAapa
npoueHe 3axBaheHOCTK akcune Koa HOAe HeraTuBHUX naunjeHata. C/HE je 3a-
mMeHuna Al Kog TUX NnaumnjeHaTa anu v Kog OHUX ca MUKPOMeTacTa3ama y num-
hHOM 4BOpYy CTpaxapy (sentinel lymph node - C/H). NocTojehe npenopyke
cyrepuwy A kog C/TH no3uTnBHKWX NaunjeHaTa. MehyTuM HakoH o6jaBbnBama
pe3syntarta ctyamje Z0011, gucekumnja akcune ce He npenopyyyje kog nauuje-
HaTa ca 0o ABe metacTase y C/H, 6e3 ekcTpakancynapHe nponarauuje, Ko
KOjux he ce CNpoBECTW NOWTeAHA onepauuje Oojke ca NnocTonepaTuBHOM 3p-
4YaHOM Tepanujom Lene fojKe U NpuMajy CMCTEMCKY Tepanujy. Hapare, nocTo-
jn CBe BMLLEe NOAaTaka 0 CUrypPHOCTK 3payHe Tepanuje akcuie, Koja aaje cnmy-
He pe3ynTate kao v Al ko ogpeheHnx nogrpyna naumnjeHara. Mopen ceera Al
Ce CBe MaHse Npenopydyyje n HAKOH HeoadjyBaHTHE XeMnoTepanuje cem y cny-
4yajeBMMa eKCTeH3MBHOT 3axBaTakba UCTe.

MN3A308B 1!

CNMHB HWJE NOTPEBHA KOO NALMIEHATA CA HETATUBHAM NUM®HUM HOOYCUMA
Kafga ce nfaHupa nowTedHa onepaunja ca 3padverem uene gojkel!

Peknu cMo0 fa je cTaHgapa xupypruje akcune ogpefusarse C/THB Koa knu-
HUYKW 1 yNTPa3BY4YHO HeraTusHe akcune. CurypHocT C/IHB cy noTBpAnae MHo-
re Befvke paHoomMm3npaHe cTyanje.

Z0011 cTyamja je nokasana Aa HakoH npahera v 4o 10 rognHa, HemMa 3Ha-
YyajHe pas3finke y NTOKOPErnoHanHoj KOHTPOAW U3MenRy rpyna ca ABe no3nTusHe
CITH, kojuma je ypaheHa ALl y ogHocy Ha oHe ,6e3 gasrber TpetMaHa”.
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Ctyawnja IBCSG 23-01 je TO paHuje 4oka3ana 3a MUKpPOMeTacTase, Tako aa je
naHac ny Cpbujn ctaHpapa ga y cnyyajy ClTH ca MMKPOMeTacTasom 40 2 MM,
akcuna He auceumpa.

AMAROS ctyauja (After Mapping of the Axilla: Radiotherapy or Surgery) je
yKkr/byymBana cT1-2, NO naunjeHTe ca C/THb+, paHoomu3npaHa 3a ALl unu 3pay-
Hy Tepanwujy. HakoH 6,1 roanHe npahera Huje BuNo pasnuke y CMUCY N0OKO-
pernoHanHor peunansa n3Meny rpyna, a 3HavajHo je make 6uno numdene-
Ma pyKe y rpynu ca 3payHom Tepanunjom.

OTOASOR (Optimal Treatment of the Axilla-Surgery or Radiotherapy) cTyaunja
je noTBpamMna pesynraTte npeTxogHe.

Ha ocHoBy oBux cTyamnja ASCO (American Society of Clinical Oncology) je fo-
HEo CMepHuUe Aa naumjeHTy ca paHUm KapumHoOMOMm [0jKe ca Ao Asa no3u-
TMBHA C/TH He TpeTnpajy akCMNapHoM AMCEKUMjOM ako Ce pagn nowTenHa
onepaunja ca npagujaunjom uene gojke.
3ak/byyak 6u 610 ga naunjeHTn ca KNWHUYKY HEeraTMBHOM UNn 00 ABa NO3u-
TMBHa C/IH y akcunu mornn BuTn TpeTupaHyu ca NowTeaHOM onepaumnjom u
3paverbem Lene fojke. Kako ce 041nMYHa NOKOPernoHanHa KoHTpona nocTuxe
Yyak 1 Ko nauvjeHaTta ca Ao ABe no3uTmsHe CJH, kog rpyne nauwjeHaTa ca
KIIMHNYKK 1 Y3-HO HeraTMBHOM akcuioM Hema notpebe 3a ogpehnBarsem CIH.

33 oKka3nBak-e 0BAKBOr CTaBa fABe cTyauje cy y Toky SOUND Tpajan (Sentinel
node vs Observation after axillary Ultra-SouND) perpyTyje naunjeHte ca cNO
Ha OCHOBY ypegHor Y3-or unn Hana3a ®HAL, a paHoomnsnpa y rpyne ca C/HB
nnn 6e3 akcunapHor TpeTmaHa n ctyamnja BOOG 2013-08 ca cT1-2 NO (KnuHwny-
K1, Y3-HO nnu ®HALY), Koju ce TpeTnpajy nowTegHoM onepaunjoMm 1 3payHom
TepanujoMm Lene 4ojke, a gene Ha rpyny ca C/IHB nnwn BGes.

M3A308B 2!

CNMHB HWJE NOTPEBHA KOO NALUMIEHATA CA HETATUBHAM NUM®HUM HOOYCNMA
Kaga ce naaHupa amyTaunja gojkell

NocTtojehe npenopyke cyrepuwy C/THB ko4 naunjeHaTa Koju he ce Tpetmpa-
TN MaCTeKTOMWjOM 1 CnefcTBEHOM ALl y cfyyajy MakpomMeTacTtase y C/H, 06-
31POM [a Ce KOA TUX NaumjeHTata He NpUMersyje pyTUHCKK pagnoTepanuja.

MefyTum, ekcTpanonaumjoM pesyntaTa Tpajana, Koju cy paHaomMusnpanu
naunjeHTe ca metractasomMm y 1-2 C/IH y rpyne ca akCUnapHoOM OuUCekunjom n
6e3 gareer xMpypLKor TpeTMaHa, HacTaB/ba Ce TPeHA N30CTaB/bakba ancek-
uvje akcune 1 Kog amnyTauvje oojke. Maga cy 0Bv Tpajanu ca penatuBHO Ma-
nnm Bpojem naumjeHaTa Kog Kojux je pafjeHa MacTekToMnja anu je NoKopern-
O0HanHa KoHTpona 3amncTa nobpa.

54. KAHUEPONOLWKA HEQE/BA 66 54t CANCEROLOGY WEEK
+CABPEMEHA OHKONOMnMJA" “MODERN ONCOLOGY"



PeTpocnekTnBHa cTyanja u3 M AHoepcoH 6onHuLe nokasyje oa Hema pas-
NnKe y NOKOPernoHanHoj KoHTponu 6onectn nameny rpyna 6e3 TpetmaHa v
KOju Cy MManu gucekumnjy n 3paderse (4,9% vs 3,1%) Tj Koju cy »Manu ancekunjy
Be3 3paversa (4,9% vs 1,4%). I gpyre cTyaunje cyrepuwy aa ce gucekumja akcu-
ne ca unu 6e3 pagnotepanuje Moxe n3octasuTtn 6e3 pusnka 3a penanc y
Cnyyajesnma ca amnyTaumnjom gojke.

0BjalHberbe MOXAA NeXN Y TOMe Ad Ce AaHaC 0TKPUBAjy Marsh TYMOPHY 33-
XBarbyjyh CKPUHWHTY, 30PaBCTBEHOj NPOCBEhEHOCTW, Y PAHNjUM CTaAujyMuma,
ca Mmarbum Bpojem 3axBaheHnx NMMAIOHOAYCA Y MakUM BOTYMEHOM MeTacTa-
3ay HUMa anu 3axsasmsyjyhn n 60/bUM NekoByUMa, TapreT Tepanujn, Koju y 3Ha-
4ajHOj] Mepun peaykyjy pu3nk of NOKOPernoHanHor penanca.

3aks/byyak: Koa naumjeHata ca KAMHUYKM HeraTuBHOM akKCWUIOM Ca UHAWKAL K-
jOM 332 MaCTekTOMWjy MOXe Ce n30cTasutn ogpenusamne C/HB.

MoeanHo 6y 6uno kag 6y NCToBpemMeHo Y3 XMCTONOoLWKY Bepudoukaumnjy Ty-
mMopa (core Broncuja) Buna ypanexa v CIHB. Ca TUM XWCTONOLWKUM Hanasnma
MynTugucunnanHapHy Tum 6y ogpeono Tepanujy 3a CBakor nauunjeHTa no-
cebHo. HeratnsHm C/TH nnw ca MukpomeTtacta3om 6e3 passe Tepanuje, Makpo-
MeTacTa3a 3axTeBa 3payerse 3maa rpyaHor Kowa, a ancekunja bw buna camo
pe3epBrCcaHa 3a OHe Ca eKCTeH3NBHWM 3axBaTakem akcune.

BOOG 2013-07 Tpajan y TOKY 1 UCNUTYje naunjeHTe ca T1-2 TyMopomMm, nmajy
CNO un ¥3-Ho, a C/IHb noka3yje HajMare jefHy MUKPOMETaCTasy 40 MakCuMym
TPWY MakpomeTCTa3e, Kog Kojux he ce paguTn MacTekTommnja, a GennTn Ha rpy-
ne ca akCunapHom gucekumjom nnm Ges.

POSNQOC Tpajan npouekyje Aa nu je cuctemcka Tepanunja cama nHgepop-
HWja y 0OHOCY Ha CUCTEMCKY Tepanujy 3ajefH0 Ca akCUNapHOM y CMUCAY akcu-
NIapHOr penanca Ha 5-rognwHem HUBOY.

M3A308B 3!

CNMHB HWJE NHONKOBAHA KO cNO KOJW NPUMAJY HEOAQJYBAHTHE XEMVOTEPA-
MNJE (HXT)!

Ctyonje cy gokasane curypHocT C/IHB HakoH HXT kog cNO mauumjeHarta ca
CNNYHUM NPOoUeHTUMA ngeHTudonkaumnje CNH n naxHo HeratusHux C/H (FNR -
False negative rate) kao kaga ce C/IHb pagwn npe HXT. Hagasbe, NOCTOje Aoka-
31 ga kopa cNO naumjeHata ca metacta3om y C/TH HakoH HXT, akcmnapHa au-
cekumja moxe BuTn n3ocTasrbeHa. Pesyntatu ctyanja NSABP B-18 n B-27 no-
Ka3yjy permoHanHu penanc kog cNO nauujeHata Kof Kojux je paheHa nowTes-
Ha onepauunja n 03paymBarse uene Oojke < 2,3%, a Koo MactekTomunje < 3,4%,
0e3 003mpa Ha natoxucTonowkn oarosop. 063npom Ha 1o ko4 cNO naunjeHa-
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Ta Koju ce ynyhyjy Ha HXT, C[THE ce MOXe M30CTaBUTK, jep akCUAapHa oncek-
Unja He OOHOCK HMKaKaB TepaneyTckn beHeduT.

M3A308B 4!

CNHB JE NHAOMKOBAHA HAKOH HXT KOA MALWJEHATA CA NO3UTWUBHUM NMUM®HUM
HOOYCMA Y CNYYAJY DOWNSTAGINGA HA cNO

NMpenopyke cy npotue CITHB Kog naunjeHata ca NO3UTUBHOM aKCUNOM Yak
n ako pnohe oo cNO HakoH HXT. Pa3nor ToMe je BMCOK npoueHaT FNR o4 10-30%
LUTO Ce cmaTpa Henpuxsat/buBnm. 0Bpasnoxerse je 6uno fa xemuoTtepanuja
BEpPOBAaTHO 00BOAM 00 anTepauuje numMgHe opeHaxe n Tume o FNR. Hekonu-
KO CTyAwnja je NOTBPAWIO0 0Bakas cTas, SENTINA Tpajan, roe je y rpynu ca CJHB,
npaheHo akcunapHom aucekumjom, FNR 6uo 14,2%. 31071 Tpajan nokasyje
cnuyHe pesyntate FNR je 12,6%.

ynpkoc Tome ASCO npenopyke kaxy ca ,MpoCeYyHnM HMBOOM Aoka3a" (cu-
cTemcku npernef ogabpaHux ctyaunjal, aa 6eHedut CMTHB HakoH HXT npesasu-
Na3n noteHumjanHy MopbugnTeT o4 Ancekunje akcune.

JenaH o4 pasfora je WTo NocToje u CTyAKje Koje nMajy onpeyHe pesynrarte
Mafa ca makuM Opojem nauujeHaTa, kao WwTo je Canavese et al, ca 64 nauu-
jeHaTa ca cN+ npe HXT. HakoH Tora pahena C/IHB 1 akcunapHa ancekumnja ca
naeHTudgnkaumnjom o 93,8% CNH je 6uo HeraTnBaH y 23 (38%) cnyyajesa, a ca-
MO 2 CYy UMana MeTa y Apyrom numdHom ysopy (FNR 8,7%).

Newman et al. ctyawnja ca 54 cnyyaja, N+ ca ®HAL, HXT notom C/THB n akcu-
NlapHa gucekumja. NMpoueHat ugeHtudgomkaunje CH je 6una 98%, ook HujenaH
on 17(32%) cnyyajeBa ca HeratuBHoM CITH HMje nmano pesunayy y akCcuiu.

Galimberti et al. je cnnyHa cTtyanja ann ca 396 cnydajeBa ca npaherem
npoceyHo 61 meceun. Cnyyajesu cy cNO nnum cN1/2 npe HXT, a ctNO HakoH ucre
Cy TpetnpaHu ca CMHB anun 6e3 gucekunje y cnyyajy aa je C/1H 6e3 meTacrase.
Penanc akcune ce jaBno camo y jegHom cnyyajy (0,7%) koa nHuumjanHo cN1/2,
KOju je nocTao cNO. 5-rognwme npexmnsroaBare 6e3 3Hakosa bonectu je bu-
no 81.1% koa uHMUMjanHo cNO, 73,4% koa wHUUMjanHo cN1/2 (n=0.33). YkynHo
5-rognLHe npexus/baBame je 6uno 93,35 kog cNO n 86,3% kog cN1/2 (n=0.12).

Cse oBe cTyamje cyrepuwly aa je CNTHB npuxBaT/byea ko4 CN1/2 Koju HakoH
HXT nocTtaHy cNO. Mopa ce n HarnacuT 4a He NoCTOoju jacHa 3HayajHOCT BMCO-
kor FNR 063vnpoM ga cy paHe paHgomulnpade ctyaunje CNHB nokalane ga je
FNR 0k0 10% y rpaHama ca akCunapHom AUCeKumnjom, ann 1 aa je penanc akcu-
fie y rpynu ca camo C/THB n3Hocro camo oKo 1%.

St Gallen KoHCeH3yC KoHpepeHuwnja 2015. roanHe, 90% naHena je cmatpano
aa je CMHB npnxBaT/bMBa KOO HOLE NO3UTUBHUX NaLUMjeHaTa, Koju HakoH HXT
noctaHy cNO.
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ALLIANCE Tpajan koju je y ToKy paHgoMunsunpa cT1-3, N1 cnyyajese ca nosu-
TUBHUM CJIH HakoH HXT Ha rpyne ca Aumcekumjom akcune v pagnoTepannjom
akcune N Ha camo paguoTepanujy akcune. NpaTe ce NOKOPEernoHanHn penarc,
YKYMHO NPexuBrbaBake 1 numdenem pyke.

Ha kpajy Tpeba HarnacuTn Oa je pu3nk Of NOKaNHOr penanca 3a nauunjeHTe
ca 1-3 N031TMBHA 4YBOpa akcune nimehy 9-15%, 0ok je 3a oHe o4 4-9 n >9 yBo-
poBa 25-50%. 0BM NocnenHn roe je eKCTeH3nBHO 3axBaheHa akcuna, Tpeba ga
0o6bujy akcunapHy gucekunjy y cnyyajy pesugyande 6onect HakoH HXT.
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MPEMOPYKE 3A MNMPAREHE BOJIECHUUA CA
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Npenopyke 3a npahexe 6onecHuua ca KAPUMHOMOM AojKe
HaKOH UHWULMjaNHOT NIeYera: UHTePHAUNOHANHN BOANYN 1
CBAaKOAHEBHA KNIMHNYKA Npakca

3opuua Tomawesunh!
L MHCTUTYT 3a OHKonorujy n Pagnonorujy Cpbuje

LLInpom cBeTa NoCToju NOPACT UHLUMOEHLE KapUMHOMA A0jKe, anu je cpehoM 1
npexunsrbaBake 3HaTHO nobossliarHo WTo nosehasa npesaneHuy (y Cpbujun -
25.000 6onecHunua). BehnHa BonecHMUa HacTaBmba 43 Ce KOHTponuLwe y Tep-
LMjepHOj YCTAHOBW HajMaHe jeAHOM roAauLIHee, Ayr HU3 roanHa, 6e3 o063mpa
Ha peanaH pu3nK oa penanca.

CX0QHO Pa3NUuUTAM HacnefeHnM CTaBOBMMA, 33 KOHTPONHE npernege yve-
CTO Ce Tpaxe v [oCTaBbajy pagnorpadpcku n nabopaTopujckn Hanasm yKiby-
4yjyhn n Tymopcke Mapkepe, Koju 3a acumnrtomatcke BonecHuue Hucy no-
TpeBHK, anu ce nekapu ocehajy curypHuje kaga nobujy ypeaHe Hanase. Taj
CTaB Ce NpeHocu 1 Ha BonecHuue.

Kako To Huje cny4aj camo y Cpbujn Beh 1y HekM Apyrum 3eMs/bamMa, 04aBHO
je NpoueH-eHo aa cy TakBM CTaBOBWM HEKOPUCHWN 11 BEOMA CKYMW. Yak 1y MHOTO
boratujum 3emmbama of Cpbwuje cTanHo ce npencnuTyjy 1 MOAUMQUKYjy npeno-
PYKe 33 KOHTPOMNHe npernefe y un/by pauvoHann3alvje noTpolHe cpeacTasa
3[4paBCTBEHUX DOHO0BA.

[opatHn nperneam He camo Aa Cy CKynu 33 30paBCTBEHN CUCTEM, Hero ye-
CTO y3Hemmpyjy 6ap Heke BonecHuue. Takohe, OHKON0O3K cy ,onTepehenn” 6po-
jem BonecHuua koje rognuHamMa na v feueHvjama gonase Ha npernefe v nopen
MUHVMAnNHor pn3nka 3a penanc 6onectn. TakBa nNpakca cMakyje Bpeme 3a
npernege cMMNToMaTckux BonecHnua, kao n 6onecHULa Koje cy y TOKy aKTUBHOT
TpeTMaHa kojuma mopa butn nocsehera nocebHa nNaxHa, Npe csera pagn esa-
nyauvje NOAHOLWLUBOCTY Tepanuje anu 1 NpoBepe KoMnanjaHce WTo je noceb-
HO BaXHO 33 AyroTpajHy XOPMOHCKY Tepanwujy. Yekarse Ha npernen acumnTo-
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MaTckux BonecHnua, nCTtoBpemeHo ca bonecHruama Koje nmajy CUMNTOMAaTCKy
MeTacTaTcky bonect, pasymrbnBeo y3Hemupyje 6ap Heke BonecHuue.

Kao n y mHoro Boratujum 3emmbama of Cpbuje, 6onecHuuLe ca MUHUMAN-
HUM PU3MKOM 33 penanc BonectTn HakKoH oapefeHor BpeMEeHCKOr MHTepBa-
na, 06MYHO HAKOH 5 roanHa, morse 61 4a HACTaBe KOHTPOJIe KoA Niekapa npu-
MapHe 3awWTnTe, HAPaBHO HAKOH CrneunduyHe egykaunje 3anHTEPecoBaHUX
nexapa.

3aT0 je UMb OBOT TEKCTA Npe CBera Aa Ce 13 WHTepHauWoHanHMx Bogmn4ya
npeanoxe HayuH, 06um n ayxnHa npahewa bonecHyua ca paHnM KapumHoMoMm
[0jKke, anv v 4a npenioxu akTMBHO YKIbYYMBaHE MOTUBNCAHWX flekapa 13 npu-
MapHe 3awTuTe y npahexe 60necHnUa ca HUCKUM pu3lnkom of penanca 6o-
nectw.

BehvHa HajBaXHWjUX MHTEPHAUMOHANHNX BOANYa, NPenopy4yyje aa ce neka-
PV NpUMapHe 3alT1Te yk/byye y npahexe HapaBHO HAakoH A0AaTHe eqykauunje.

LLTo ce 0Buma onjarHocTuke Tuye, CBM BOANYM jeQUHCTBEHN CY Y CTaBy Aad K04
acumntomaTckux BonecHuua He Tpeba akTUBHO ,TpaxuTu" penanc pasnuyn-
TUM OWjarHOCTUYKMM TeCTOBMMA jep Hema [,0Ka3a Aa paHvja anjarHo3a yaasbe-
HUX METaCTa3a 1 PaHnjy NOYeTak CUCTEMCKe Tepanuje, Npe nojase CUMNTOMa
BonecTn, Ma yTrLaja HA NPEXNBIbABAHE.

C Apyre CTpaHe, paHo OTKPWUBAHE NOKANHOr peunansa naw onepabunHor
paHOr KapumnHoMa y CynpoTHOj 40juN, UMA yTuuaja Ha NpexnsrbaBane. HakoH
fNleyersa NokanHor peunanBsa, NETOroAUWLKE NPexXxuBibaBakee je NPOCeYHo
80% y ooHocy Ha 25% kop BonecHuWua ca yoarbeHUM Penancom. Y cnyyajy KoH-
TpanaTepanHor KapunmHoma, NPporHo3a 1 NpexnsrbaBarse 3aBucy 04 CTaaunjy-
ma, Buonorvje Tymopa v CNpoBeAEeHOr fleversa.

[loka3un 33 0BakBe CTABOBE NOTUYY 13 Benuke Cohraine meta aHanuse.

CX0QHO TOMe, OCUM JeTasbHOr PU3NKANHOT nperneia u rogullikse Mamo-
rpadovje, octane npernene tpeba ycMepuTu Npema eBeHTyanHuM CUMITOMU-
Ma koje BonecHuua HaBoaw.

C 0631MpOM Ha NMUMUTUPAHOCT OYXMHE TeKCTa yKPaTKo Ce MPe3eHTyjy HajHo-
Buje ASCO npenopyke, koje cy AaTe He CaM0 33 OHKOosore Koju ce base kapunHo-
MOM [0jKe, Hero 1 3a 6o/1ecHULEe K30 anu 1 nekape NpUMapHe 3aLTuTe.

Hajnpe Cy onucaHy 3Haum u cMMNTOMU peuuansa/penanca Koje ncrtoepe-
MEHO MOTy id KOPWUCTE NieKkapu npumapHe 3awtuTte n came bonecHuue:

«  Tymedpakuuja/m3pacnunHa y nasyLwHoj jamm unm Ha rpyaHoMm Koy

« Paw wnun gpyre npoMeHe Ha KOXW A0jKe WNn rpyaHor Kowa

= [poMeHe y n3rnegy, KOHQUrypaunjy n BeNnYnHW 0jke, nojaBa 0ToKa Ha
A0jur nnn y nasyxy
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B0 KOju je KOHCTAHTAH UMK Ce NOropLIaBa 1 He NPONa3n HAa aHaNreTuke
KowTaHu 6on nnw npenom KocTu moxe BUTK 3HaK meTactaTcke Bonectn
EnvnenTnyHn Hanagw wnu gyroTpajHe rnasoboste koje He nponase Ha
aHanreTuke, Mory BUTK 3HAaK HACTaHKa MeTacTasa y mMo3ry.

XPOHWYHY Kallark nnu Tewkohe ca gncarwem mory butn nocneguua meta-
cTasay nayhuma.

bon y Tpbyxy unun xyhkacta npebojeHoCT koxe mory Butn yapyxeHu ca
NnoCTOjaHeM MeTacTasay jeTpu.

NMpomeHe B1AA (0BO Ce He 0AHOCK HA ANONTPUjCKE MPOMEHe): fynne Cnuke,
nopemenaj y BUOHOM No/by

ManakcanocT, M3paxeHun ymop

OcnabreeH anetut n/unu HeHamepax rybuTak TenecHe TexuHe

MpoBepa nocTojarka peumamBea/HoBOr TymMopa y Aojkama

HakoH 3aBpLUeHOor neyersa BoNecHMUe Cce MOory KOHTPONMcaT y TepunjepHoj
yCTaHoBW oapeneHo spemMe (06nYHO 00 5 rognHa), a 3atum mory butn ynyhe-
He Ko nekapa npumapHe 3awTuTe (3a cafa He y Cpbuju). Y Tokom npahersa
NHAVKOBAHO je:

Nopaun o 6onectn Kao n husnkanHy nperneq. Y Toky npernena o6asesHo
y3eTn NofaTKe Koju Cce 04HOCe Ha nocTojake 6uno kaksux Teroba n nogHo-
WS/BLUBOCT Tepanuje ako je y Toky. [letarbaH qon3nkanu nperneq oojku u pe-
TMOHANMHUX NMMaTnKa je cacTasHy 0eo npernena. KOHTPONHW nperfean
nnaHnpajy ce Ha 3-6 Meceuw npse 3 roQuHe o4 AMjarHo3e, Ha 6-12 meceun
HapefHe OBe rofaviHe, a 3aTUM jeflHOM roOANLWHe.

Mamorpadouja. IpBa mamMorpanja je UHANKOBAHA rOANHY AaHa 04 NHUUNK-
janHe mamorpadonje. AKO je CnpoBefeHa NoCT-onepaTuBHa 3payHa Tepa-
nnja ocTatka Aojke, Mamorpadouja Tpeba foa ce ypaam 6 Mmeceun HakoH 3a-
BpLUeHe PT, He paHuje, @ 3aTUM Ha roAmnHy AaHa.

Camonpernen gojku Tpeba objacHuTn ceum BonecHuuama. Camonperneq
Tpe6a obaBbaTtn jeqHOM MeCeyHo, Y3 HanoMeHy Oa 0BO HWje 3aMeHa 3a
Mamorpadujy.

leHeTCKO caBeTOBake. AKO je AOCTYMHO, MHAMKOBAHO je 3a BonecHuue ca
NO3UTUBHOM NOPOANYHOM aHAMHE30M 3a KapuMHOM O0jKe U/unn jajHnKa.
XopMOHCKa Tepanuja. Mposepa KomnnujaHce je o6aBe3Ha Ha CBAKOM KOH-
TponHoM npernepny, 6onecHnue mopajy 6UTK NHOPMUCAHE 0 NOTEHUN]HO]
LWITeTV YKONNKO He y3rmajy Tepanunjy Ha nponucad HayuH. bonecHuue Koje
y31MMajy XOPMOHCKY Tepanujy, Norotoso tamokcudoeH Tpeba ga umajy pe-
L0BHE T’MHEKONOLWKe npernege v npahexe eHOOMETPYjymMa. bonecHuMue Ko-
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je npumajy nnu cy npumane nHxmbutope apomaTtase Tpeba aoa 3Hajy 3a no-
BULUEH pn3KK 0O oCTeoneHmnje/ocTeonopo3e. Kog tux BonecHnua je nHau-
KOBaH nperneq rycTuHe KOCTUjY HA NOYeTKY NprYMeHe Tepanuje, a KacHuje
npemMa MHUUMjaNHoM Hanasy/cumMnToMmnma.

TecToBu/nperneau Koju A0Ka3aHO HEMAjy HUKAKAB 3Ha4aj 3a nperneae acuMn-
Tomartckux 6onecHuua

flone HaBeaeHW TECTOBW/MPErneamn Hemajy HUKakaB 3Hadaj y npaheksy acumn-
TOMaTCKux BonecHuua:

XemaToiowkmn n BrnoxeMnjckn Hanasm

PTI nnyha

PTI kOWTaHOr cuctema, cumMHTUrpadonja

Y3 aboomeHa

UT npernef

Fluorodeoxyglucose-positron-emission tomography (edr-neT)

MarHeTHa pe3oHaHua Aojku (MPW), cem kog 6onecHuua ca BUCOKUM PU3UKOM
33 KapumHom fojke (Mnage, NO3UTUBHA NOPOANYHA aHAMHe3a)

Tymopcku mapkepu: CA 15-3, CA 27.29, CEA.

CnnyHm cy ctaBoBu 1 ECMO yapyxersa.

Mpema ECMO BoAnuYuMa LU/beBN KOHTPOMHUX Npernena cy:

[eTeKkToBaHe NOKaNHOr peunamnBsa UM KoHTpanaTepanHor KapunHoma.
EBanyaunja n eBeHTYaNHO Nevyere TepannjoM y3poKoBaHUX KOMMAMKaLUu-
ja/mocnegunua (MeHonay3anHyu CUMATOMM, OCTEONOPO3a U CEKYHAAPHU Kap-
LUUHOMN).

MoTuBMcare 6onecHMLa 3a HaCTaBak pefoBHe afjyBaHTHE XOPMOHCKe Te-
panuje.

Ncuxonowka nogpwka aa 6w ce 6onecHuue WTO Npe BpaTuie HopManHoMm
XWNBOTY.

YyecTanocT KOHTpONa, MeToAan U TeCTOBU Npernepa:

PerynapHu npernegn Ha 3-4 meceua y TOKy npBe 2 roanHe, 3aTimM Ha 6 mMe-
ceuu og Tpehe 0o nete roguHe a 3aTum rognwikee [V, Al

HakoH nowTenHe onepauuje, roguilikbe Mamorpadivje n/nnm KoHTpanare-
panHa mamorpadivja ca Y3 nperneaom aojku [ll, Al

Kop acumntomaTckux BonecHuua He nocToju HY jeaaH nokas aa 6uno ko-
jn apyru npernean/TecToBU AONPUHOCE NPEXUBIbABAMY.
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= Y3 O0jkn Moxe BuTtn nHonMKoBaH kop GonecHuua Koje cy umane nobynapHu
kapuunHom aojke [Ill, B.

»  PYTWHCKW Nperneqn Kpsy MOXe Ce pasmoTpuTn kof BonecHuua koje npumajy
y afjyBaHTHOM feyvery UHXxMBuTope apomaTtase 360r HUX0BOT yTULaja Ha
meTabono3am nununaga. [V, Al

= bonecHuue koje npuMajy aajyBaHTHU TamokcudgoeH, Tpeba oa nmajy ro-
OVLWHe TMHEeKONOoWKe npernede, y3 eBeHTYaNHO r’MHeKonowky Y3 npe-
rneq [V, Bl

« PerynapHo npaheme rycTuHe KoCTujy 3a bonecHuue Ha afjyBaHTHO] Tepa-
nnju nHxmbntTopuma apomartase (I, AL

- bonecHuuama Tpeba caBeToBaTN pPefoBHY dn3nyky akTusHoCT [Il, B.

« (aBeTOBaHe Ca HYTPULMOHWUCTOM je Takohe MHAMKOBAO 3a rojasHe Bose-
cHuue [, B].

« [lpyMeHa CyNcTUTYLMOHE XOPMOHCKe Tepanuje MOXe MMaTu LWTeTHe no-
cneguue wWro BonecHuue tpeba ga 3Hajy, U CyNCTUTYUWOHY Tepanujy Tpe-
6a obecxpabpueatn [I, Al
Y jenHoj 3HayajHoj onwmpHoj nybnnkaumnjn ns 2014. roguHe, koja ce basnna

0BOM npobnemartnkoMm, 4aTo je 06pa3noxerse 33 NHTe3NTET KOHTPOJIHKX npe-

rnena, TecTose Koje Tpeba v koje He Tpeba paanTun y Toky nahersa 6onecHuua

Ca paHMM KapumHOMOM fojKe. Y nctoj nybnukaunjn cymmnpaHn cy n npeanosu

13 pasnuunTux Boanda n gatu Ha Tabenwn 1.

YkpaTko HepocTaumn y npahery bonecHunua y Cpbunjn cy nctoBpeMeHe KoH-
TPpOJe KOA BULLe fiekapa (Xupypr, MeankanHyu 0HKONOr, pagnoTtepaneyT), u ye-
CTO cnpoBofere HenoTpebHe PYTUHCKE UMUINHT OnjarHocTuke anu 1 nabo-
paTopunjckmMx TecToBa ykibydyjyhu n HenotpebHe TyMOpCcke Mapkepe (CBe yrnas-
HOM MAe Ha TepeT 30paBCTBEHOr oCurypansa). 0Ba AnHamunka n 06um KoHTpona
YeCTo Ce HACTaB/bajy U Kaaa je akTUBHO JIeYere 3aBPLUeHO.

C opyre cTpaHe BONECHULE KOA KOjWX je aKTUBHO OHKOJIOLUKO NeYeHse y TOKY,
HEPeTKO Ce KOHTPONWLLY Y AYXUM NHTepBanuma o npensuieHnx, jep noctoju
Hecpasmepa y Bpojy nekapa n ceux BofecHnUa Ha KOHTpoNama.

Ctoraje jacHo je ga noctoju notpeba 3a paunoHaANHUUM NHTE3UTETOM anu
1n 06MOM ONjarHOCTUYKKX TeCTOBa.

3aT10 he Cx0QHO CBETCKMM BOAUYMMA BUTN NPEANOoXeHo 4a ce Hawwu Hauw-
OHaNHW BOAMYM 33 NeYere KapunHoMa A0jKe A0MyHe CMepHuuama 3a uHTe-
3uTeT n 0bum npahemsa.

NcTtospemeHo, Buhe npednoxeHa MHWUNjATMBA aHKeTUpaHa nekapa u3
NpYMapHe 3alTUTE 0 3aNHTEPeCcoBaHOCTX 33 AOAATHOM eayKaunjom y Besn
ca npahexem BonecHnua neyeHnx of KapumnHoma fojke.
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Follow-up recommendations for patients treated for early
breast cancer: guidelines and every day clinical practice

Zorica Tomasevic!
Lnstitute for Oncology and Radiology of Serbia

Worldwide, incidence of breast cancer and survival have increased in recent
years that is accompanied by consequently increased prevalence.

The prevalence of patients treated for breast cancer in Serbia is supposed
to be approximately 25.000 patients. Majority of those patients continue with
regular, yearly follow up in Cancer Centers/hospitals, irrespective of risk for
relapse.

According to different local practice, patients are differently controlled,
with various, often unnecessary imaging and laboratory tests in the absence
of any symptoms. Those tests are costly and often disturbing for patients.

Therefore, the need to review follow up strategies become maore prominent,
as in other much richer countries.

Also, because of work burden, oncologists are overbooked with follow up
appointment for patients with very low risk for relapse, without any signs or
symptoms suggestive for metastatic disease.

Patients without relapse come and wait to appointment to the Cancer
Center, together with patients with metastatic disease that obviously might
be very disturbing at least for some patients.

According to practice in other countries, ate least some patients with low
relapse risk can be referred for further follow up to primary care physicians,
but of course after additional physician education.

Therefore, the purpose of this paper is focused to rational definition of
follow up visits intensity, optimal imaging and laboratory tests according to
international guidelines. Intensive follow up costs 2.2-3.6 times more than
guidelines-compliant follow up.

Also, as in other countries, active inclusion of primary care physicians into
the follow up of patients with low risk of breast cancer relapse is suggested.

The evidence for benefits of follow-up in different settings for women who
have had treatment for early breast cancer have been explored in several
studies.

Early detection of local recurrence and early detection of new cancers can
improve survival. Patients with local relapse have 5 years relative survival of
80% vs. 25% of patients with distant metastases. Majority of all relapses
occurred during first 5 years after diagnosis.
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However, ASCO, NICE, BASO and ESMOQ guidelines are unanimous in advising
against routine search for distant metastases in asymptomatic patients.

There is no advantage in early diagnosis of distant metastases since there
is no evidence that early treatment is more effective.

Evidence for this mainly comes from a Cochrane review in which the use of
intensive surveillance using bone scans and blood tests for tumor markers in
order to search for distant metastases was evaluate. However in all symp-
tomatic patients, imaging is indicated according to dominant symptom.

In the following text newest ASCO guidelines for follow up will be presented,
with minimal adjustments.

First, potential signs of relapse are presented.

This list can be useful for primary care physicians and patients themselves.

« Alump under the arm or along the chest wall

= Rash or skin changes on the breast or chest wall

= Changesin the shape or size of the breast or swelling in the breast or arm

= Pain that is constant, worsening, and not relieved by over-the-counter
medication

= Bone pain or fractures, a possible sign of bone metastases

« Seizures or long-lasting headaches that don't improve with over-the-
counter pain medication, such as Tylenol or aspirin. These are possible
signs of brain metastases

= Chronic coughing or trouble breathing, possible symptoms of lung metas-
tases

« Abdominal pain or yellow skin and eyes from a condition called jaundice,
which may be associated with liver metastases

= Changes in vision, excluding changes in near or distance vision

= Changes in energy levels, such as feeling ill or extremely tired

« Having a poor appetite and/or weight loss

Evaluation for recurrence within breast

After breast cancer treatment, patients can continue to visit oncologist for

some time and then transfer to primary care doctor. Screening for a recur-

rence is based on patient age, specific diagnosis, and the treatments re-

ceived. In general, the following screening tests and schedule are recom-

mended:

= Medical history and physical examination. Visit to doctor every 3 to 6
months for the first 3 years after the first treatment, every 6 to 12 months
for the next 2 years, and then once each year thereafter.
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Mammography. Mammography should be scheduled 1 year after the first
mammogram that led to your diagnosis. However, if radiation therapy was
performed, mammography is recommended 6 months after last treat-
ment. After this first post-treatment mammogram, mammaography is rec-
ommended at least every year, either on one or both breasts depending
on the type of surgery performed.

Breast self-examination. Patients should perform breast self-examination
every month. This procedure is not a substitute for a mammogram.
Genetic counseling. Another important part of follow-up care is important
for patients with positive familiar history of cancer

Hormonal therapy. Compliance with hormonal treatment should always
be checked.

Test proved to be insignificant for routine follow up in asymptomatic
patients
The tests listed below have not been shown to be helpful to monitor for a breast

cancer recurrence. However, doctors may use these tests to learn more about
the causes of complex symptoms and side effects after treatment.

Complete blood count (CBC) test and liver and kidney function tests

Chest x-ray

Bone scan

Liver ultrasound

Computed tomography (CT) scan

Fluorodeoxyglucose-positron-emission tomography (FDG-PET) scan
Breast magnetic resonance imaging (MRI) test, unless you have a high risk
of breast cancer

Breast cancer tumor markers, such as CA 15-3, CA 27.29, and carcinoem-
bryonic antigen (CEA).

According to ESMO guidelines the aims of follow-up are:

To detect early local recurrences or contralateral breast cancer.

To evaluate and treat therapy-related complications (such as menopausal
symptoms, osteoporosis and second cancers).

To motivate patients continuing adjuvant hormone therapy.

To provide psychological support and information in order to enable a
return to normal life after breast cancer.

Suggested timing, methods and tests for follow up are:

Regular visits every 3-4 months in the first 2 years, every 6 months from
years 3-5 and annually thereafter are recommended [V, Al.
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« Annual ipsilateral (after BCT) and/or contralateral mammography with
ultrasound is recommended [Il, Al

« In asymptomatic patients, there are no data to indicate that other
laboratory or imaging tests produce a survival benefit but available data
come from old studies and new trials are needed.

= Ultrasound can be considered in the follow-up of lobular invasive carcino-
mas [Ill, Bl.

= Routine blood tests are usually indicated to follow-up patients on ET due
to the potential side-effects of these drugs, namely in the lipid profile [V, Al.

= For patients on tamoxifen, an annual gynaecological examination, possi-
bly with a gynaecological ultrasound, by an experienced gynaecologist is
recommended [V, Bl.

= Regular bone density evaluation is recommended for patients on Als [I, Al

= Regular exercise should be recommended to all suitable patients after
treatment of breast cancer [ll, B.

= Nutritional counseling should be recommended as part of the survivor
care for all obese patients [lll, B].

« The use of hormone replacement therapy increases the risk of recurrence
and should be discouraged [I, Al.
In publication from 2014, very detailed explanation is given for suggest-

ed intensity and test for follow up of patients with early breast cancer. Sum-

mary of different guidelines recommendations are given on Table 1.
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buocumunapu y oHkonoruju: 6asmpaHo Ha ESMO position
paper

3opuua Tomawesuh?

YMHcTnTyT 33 OHKonorwjy u Pagnonorujy Cpbuje

BroNOoLLKM NPOAYKTN 1 BUOCMUAAPK Cy XeTePOreHu, KOMMNEKCHY, BENKA Mofe-
Ky, KOjU UMajy CNNYHY CTPYKTYPY Y OeJCTBO Ka0 OpUTMHATOPK (3K He naeH-
TUYHY), 33 PasnuKy o4 mMasnx MOMekyna v HUXOBE reHeprke 3a Koje je 4oka3a-
HO 03 cy BnoekBMBANEHTHN UMK MOBHTUYHW. CNUTUBaHa BoCcMMUNap nekosa
hoKyCMpaHa cy 3aT0 Ha 10Ka3MBaHe BUCOKE CIMYHOCTN Ca OpUTMHATOpPUMa y
nornegy eqPuKacHoOCTA 1 CUTYPHOCTW. Pa3Boj Buocumnnapa gookycupaH je Ha
AHANNTNYKY KapakTepu3auunjy a KIMHUYKe 1 npe-KnnH1u4YKe cTyanje CnpoBoae
Ce K30 KOHMpMaTopHe. AHaNUTUYKa KapakTepusalumja je 0CHOB 33 feTepMu-
HUCcake bruocumnnapa, a 3aTMM Ce CNPoBOAE PAHAOMM30BaHE CTyAwje Koje noa-
pa3ymeBajy NpYMeHy OPUrHUHATOPA Y FPaHy Ca CTaHAAPAHOM Tepanunjom y no-
pefhenny ca Brocummnnapuma. fla 6w ce nprMeHWNa ekcTpanonauunja Heonxoa-
HO je 43 NoCTOojW LOBMBHO HAYYHMX NoAaTaka Koju onpasBaasajy 0BakBy npuMe-
HY 33 CBaky uHAuKauujy noHaocob. CTpaTternja passoja buocumunapa nopes
0CTanor, NOAPa3yMeBa U OMCeXHe aHaNUTU4YKe MeTofe, Kao U capafky ca
perynaTopHuM Tenuma joll ofi CaMor NoYeTKa CUHTEeTUCAHa U UCMUTUBAHA.

HomeHknaTtypa v cTaHpapaHu

Kako nocToju jacHa xeTeporeHocT 6MonoLWKnx NpoaykaTta, HeONX04HO je aa ce
Ha3MBW TMX NPOAYKATa jaCHO pasnukyjy, WwWro he omoryhuty npeunsHo nponum-
CMBaH-e, ANCNEeH3Wjy Kao U NOCTMaPKEeHTULLKO npahekse.

dhakmMakoBuUrunaHca u NpoMeHe HakoH opobpasara

PapmMakosurunaHca bunocumnnapa tpeba obasesHo oa byae dpokycmparHa Ha
OyroTpajHo npaherwe CUTYPHOCTW U eddNKACHOCTKW, KaKo y Norneny HUXose
MMYHOreHoCTn Tako 1y nornegy KOMNAeTHOr Npoueca Nponu3BoaHe.
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NMpomeHe HakoH ogoBpasara Buocummnapa Mory 3axTeBaTu peakuunjy og
CTpaHe perynatopHux Tena. 0Baj 4eo mopa duty A0AATHO AONYHEH 1 AeTalb-
HO MPeun3npaH 3a CBaky EBEHTYANHy NPOMeHy y Be3un ca buocumunapom, y
00HOCY Ha MHWLKjanHe nogaTke npe ogobpersa.

Buocumunnapn Nonako ynase y CBakoOHEBHY KIMHMYKY MPAKCy Y OHKONOru-
jn wmnpom cBeTa, jep omoryhasajy HUXe LeHe feyerwa. inak, n garse nocroje
Heke guneme Koje he ykpatko 6utn nsHete n3 ESMO position (cTaBa) 4naHka
Koju je ny6nunkoBaH jaHyapa 2017 roguHe.

Kako ce pagu 0 KOMMNAeKCHUM MOMeKkynrMa Bpno AennmkaTtHor MexaHu3ma
0ejCTBa, HUX0BO yBONEHe y CBAKOAHEBHY KNMHWYKY NPaKCy npaTu ce ca no-
cebHOM NaxH0M jep Cce NO NPaBuy paau 0 NeKoBMMa [A0Ka3aHe BUCOoKe edpu-
KACHOCTW Y PasnnuynTumMm MaaurHuteTuma.

0BO ce noceBHO O4HOCK Ha NpuMeHy BrocMMnNap MOHOKNOHCKUX aHTUTE-
N3 y OHKONOrWjW, Nako ce BuocuMunapu NpuMersyjy y pasnuautum obnactu-
Ma MeguumnHe.

Buocumnnape Tpeba pa3nukoBaTy 04 reHepuke.

33 pa3nuky o4 Manux Monekyna Ynja reHepurka je OeHTUYHA jep ce paau
0 XeMunjckoj cuHTe3u, koa BuocuMmnnap MOHOKNOHCKUX aHTUTeNa Beh ce noa-
pa3ymeBa 4a NOCTOjX pa3nuka y 0OHOCY HA OpUrMHATop. FeHepuyKkn 1eKoBu
HaKOH [0ka3aHe BUOeKBUBANIEHTHOCTW, YBOAE Ce Yy CBAKOOAHEBHY KMUHUYKY
npakcy 6e3 noTpebe 33 KOHPUPMATOPHUM KIMHUYKUM CTYAKUjaMa. NPUANKOM
NPONUCKBaH:A, ek Ce MoXe 03HaumTy npema INN-y (Tj. non proprietary name,
HAp UMaTUHWB yMecTo 3awTuheHor umeHa).

BucuMunnap NekoBm ykIbyyyjy XOpPMOHe, Mafe npoTenHe, BakuHe, dOy3mno-
He NpPOoTenHe, U MOHOKNOHCKA aHTUTeNa, Koju cy noceBHoO KOMMIeKCHMU.

brnocnmmnnapn ce Npoaykyjy O4 XWBUX 0PraHn3amMa un jacHo je ga je ngex-
TWYHOCT Ca OPUTMHATOPOM roTOBO Hemoryha. CnnmyHocT (Haj6orba moryha) ca
0puUrnHaTopom, Mopa BuTn gokasaHa n3meny ocTanor v KPo3 NPeKnInHnYKe
W KNUHWYKE CTyAKnje, Aa Bu ce NpoLeHNo HUBO CAIMYHOCTK, CUTYPHOCT NpUMeHe
N edpnKacHOCT.

Buocumnunapw, cxogHo cBum nponucuma (dOA, EMA) Mopajy MMaTtun jacHy
03HaKy, 0QHOCHO Ha3MB Koju he U3 U3aBajaTk y OQHOCY Ha OpUrMHATOP (HNP
He Tpacty3ymab Hero 3awTuheHo, BpeHanpaHo nme Buocumunnapa). 0Bo je
HeonxoaHo aa 6w ce npe ceera npatuna CUrypHOCT NpuMeHe BuocuMnnapa.
icTo Tako, CBW peneBaHTHU Nogaun mopajy butn cagpXaHu y caxeTky Kapak-
TepucTuka neka (SmPC).

JacHo mopajy BuTy HaBedeHu 1 Nogauy 0 ekcTpanonaunjn (MCcNuTaH y jea-
HOj MHOMKAUWX Y KOjOj je 4oKa3aHa eddMKaCHOCT, a MPUMEHseH Y OPYroj Yy Kojoj je
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[,0Ka3aHa edpUKaCHOCT OPUrMHATOPA; NpUMep TPpacTy3ymab y KapunHomy xe-
nyua, a buocummnap ncnuTaH y KapumHomy Aojke), 3amenu (interchangeability),
3ameHa Tokom Tekyhe Tepanuje (swich) kao 1 aytomaTckoj cybcTntyumjn (auto-
matic substitution), umyHoreHocTn n o6e3behusary nakor npahexsa cBux pe-
NIeBaHTHMX nocnepunua npumexe Bruocumunapa (tracebility). Buno koju o4 Ha-
BefeHux o6nuka 3amere opurnHatopa 6nocummnapom y Toky Beh 3anoyertor
Neyerba, TEOPETCKM MOXE pe3ynToBaTv Pa3nuuynTum WCXOAMMA Ne4vera, U
pPas3nMUNTUM MMYHONOLWKNM peakumjama (MoTeHuMjanHo gpyraynja nmyHore-
HOCT) Mafa je TakBa MOryhHOCT BPMo mMana.

Y EY je Taj acnekT npumeHe BuocumMmmnnapa peweH Tako WTOo je CBaka 3eMiba
YynaHWua CaBeToBaHa O3 [LOHECe CBOje NPonuWce n mepe NPefoCTPOXHOCTY.
[leeT oA 28 3eMarba 3abparbyje ayTomMaTcky 3aMeHy CaMOCTanHo of CTpaHe
hapmaueyTa, 6e3 norosopa n obaBewTera opanHupajyher nekapa. Wect og
28 3emMarba YnaHMua orpaHnyYaBa cynctTutyunjy oa éu ce obesbegunna curyp-
HOCT MPUYMEeHe ¥ Cnpeynna nojasa HenpeaBuheHUX UMYHONOLWKNUX peakuuja.
Nnak, EBponcka AreHuuja 3a nekose (EMA) Huje n3gana 3BaHNUYHO CaonNWTeHEe
C TUM y Be3un, ann y ESMO position 4naHky CTPUKTHO Ce HaBoAau fa ce nibera-
Ba ayToMaTcka cynctuTtyunja Buocummnapuma.

C 0631pom Ha 3Hayaj N KOMNIEKCHOCT MOHOKNOHCKNUX aHTUTEeNa, enykauun-
ja nexkapa je HeonxogHa anu UCTo Tako U MHAopmmucaHocT BonecHuka, a og
nekapa ce o4ekyje oa NnpuMeHe OHO WTO je 3a 6onecHuke Hajbosbe.

HakoH onoBpasana npumeHe oapeneHor Buocmnnapa, HEONX0AHO je ay-
roTpajHo 1 feTarbHOo npahere edUKACHOCTY U HEXEerbeHNX [ejcTaBa, 0f Ko-
jUX HEKA MOTY HAaCTaTV TEK HAKOH AyXe NPUMEHEe NN MOry NOCTaTh yousbuBa
HaKoH NpuMeHe Ha Behem Bpojy BonecHuka. 3aTo nekapwu Koju NPonucyjy nex,
NCTW MOPajy Aa bupajy Ha 0CHOBY HajpeneBaHTHUjUX NOAATAKA 1 O CBUM eBEH-
TyanHum npomeHama obasecte n BonecHuka.

®UHAHCK]CKN edpekaT npumeHe Buocummnnapa Moxe BT Beoma 3HayajaH
1 o4yekyje ce aa he y EBponu ueHa npumeHe 6utu of 20-40% Hxa. Mnak, ueHa
fleka He 6u TpeBano Aa NOCTaHe jeanHy KpUTepujym npumeHe Guocummnnapa.

C Behum yBoherem Brocumunapa y ceum obnactuma meguumnde (300 y To-
Ky yBofiersa y A3unjn, 50 y y CA 1 EY, ykibyuyjyhr 1 MOHOK/IOHCKA aHTUTena)
BuLwe nHpopmaumja he Butn goctynHo. Y Ayctpanuju, JyxHoj Kopeju, Janany,
KnHu n NHanju, Beh NocToju CTPUKTHA perynaTrea 1 BOAMYW 3a npuMeHy. OHO
y Yemy Cy CBW CarnacHu, nopeq Beh HaBeOeHOr je Aa NeKoBe U3 kateropuje
HekoMnapaTusHux Bronowknx npenapaTa (non comparative biologics) kao n
Tako3BaHe biomimics (Mnye Ha opurnHaToOp anu HegoBObLHO Aa 6w Bunu Buo-
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cumMmunap) kao u Konuje opurnHatopa, He Tpeba HY perucTpoBaHyM a camum
TUM HU MPUMEHNBATU.

CAMYHO oCTanuM YOpyXernMa Megnkanux OHKOoNora n3 pernoHa (Xpsar-
cka, CnoseHmja) n YMOC (Yopyxere MeaunkanHux OHkonora Cpbuje) he n3gatu
MMCaHN CTaB 0 NpUMeHN BUOCMMNNAP MOHOKMNOHCKNUX aHTUTENA Y OHKONOTrnju,
Koju he Butn guctpnubynpaH Tokom 54. KaHueponoLllke Hegerse.

Biosimilars in oncology: based on ESMO position paper

Zorica Tomasevic!
! nstitute for Oncology and Radiology of Serbia

Principles of biosimilars regulation and other considerations

Biological products and biosimilars are complex, large molecule and hetero-
geneous drugs, unlike small molecule drugs and their generics which are
demonstrated to be bioequivalent or identical. The goal of biosimilar evalua-
tion is to determine whether a biosimilar is highly similar to the reference bi-
ological product, with no clinically meaningful differences in terms of safety
and effectiveness. Biosimilars development involves a paradigm shift from
that of the reference product (or originator) - it focuses primarily on analytical
characterization while clinical and non-clinical studies are confirmatory. Ana-
lytical characterization is the foundation for establishing biosimilarity, where
there would be a head-to-head comparison with the reference biological
product. Subsequent pre-clinical and clinical studies would be performed to
confirm biosimilarity by demonstrating no clinically meaningful differences
between the reference product and the biosimilar. Extrapolation to other in-
dications requires ,sufficient scientific justification” that demonstrate bio-
similarity for each indication. Strategic biosimilars development involves front-
loading of CMC development activities at the start of the process, compre-
hensive and robust analytical methods, and early and continued interaction
with regulatory authorities.

Nomenclature and Standards

Due to the heterogeneity in biological products, distinctive naming of each
product is necessary to ensure precision in prescription, dispensation and
post-licensing traceability.
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Pharmacovigilance and Post-approval changes

Pharmacovigilance of biosimilars should focus on long-term monitoring of
their safety and efficacy, in view of immunogenicity concerns related to their
heterogeneity and manufacturing process changes throughout the product
lifecycle.

Post-approval changes may or may not require regulatory action, depend
on the impact and risk level of each change. The conditions requiring regula-
tory action need to be further clarified and defined.

HexerbeHa pejctea nembponusymaba - nckycrea ca
NHcTUTYTA 33 OHKONorujy n paguonornjy Cpbuje (MOPC)

JeneHa Aumutpujesuh?, CHexxaHa bowmak?!, CHexaHa Lywkap?,
Hapa baboeuh?!, Cy3aHa MaTkoBuh?, KpuctuHa Jywkuh?, 0obpuua
Hepuh!

L MHCTUTYT 33 OHKoNorujy n paguonorujy Cpbuje

,Check points” cy kK/by4He perynaTtopHe Tayke (peuenTopu n HUX0BY NUraHan)
Y UHXWBUTOPHUM CUTHAMHWUM NYTeBUMA KOju MMajy yiory y 0ap>Xxasary ayTo-
TOMepaHunje, perynaunjy QyXxunHe Tpajamka 1 jaynHe ou3nonoLwwkKor MMyHor
O4roBOpa ¥ CnpeyaBakby NPeKoMepeHe akTueaunje MMyHor cuctema. bnokm-
pajyhy 0Be kibyyHe Tayke, NMyHOTepanuja CTUMynuwle aHTUTYMOPCKO Aej-
CTBO UMYHOT cuctema, (“check point” nuxnbuunja). NemBponusymab je xy-
MaHN30BaHO MOHOK/IOHANHO aHTUTeno 1gG4 kana mn3oTtuna koje 6nokupa
na-1 peuentop (,programmed cell death protein 1" receptor), koju je nojava-
HO excnpyMnpaH Ha MM ounTUMa y TYMOPCKOj MUKPOCPEANHN 1 Ha Taj Ha-
YUH CTUMYNUWeE dOyHKUKjY edrekTopckmux T numdounTa U HUX0BO aHTUTY-
MOPCKO [ejCcTBoO.

HexXerbHa [ejcTBa MMyHOTepanuje Mory Butn CMcTemMcka HexesrbeHa [ej-
CTBa, UH(PY3MOHEe peakunje, a nocebHy rpyny HexerbeHnx 4ejcTaBa YMHe UMy-
HONOLWKW NOCpefoBaHa owTeherwa opraHa (immune-related adverse events -
irAES). U3 rpyne irAEs, Hajuewha HeXerbeHa [ejcTBa jecy AepmMaTonoLka, ra-
CTPOWHTECTWHASHA, XeNaTOTOKCUYHOCT 1 eHOoKpuUHonaTtuje, ann mory 6utn 3a-
XBaheHu n opyrn opraHn n cucTemmn opraHa. bnarospemeHo npeno3HaBame 1
OTNOYNH3HEE fIeYeHsa 0BE TPyMe HeXerbeHnx 4ejcTasa je 04 Benukor 3Hadvaja
1N NOCTOoje gedpuHMCcaHy Tepannjcku anroputmMum koju ce 6asunpajy Ha npumMeHu
KOPTUKOCTEPOMAa, aHTaroHncTa TNF andpa, mukoddeHonar modetuna n apy-
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rMX NEeKOBA Ca UMYHOCMYPECUBHWM OejCTBOM, a Y 3aBUCHOTW Of TEXUHE HexXe-
TbEHOr AejCTBa, Npenopyyyje ce n NnpuBpeMeHa unu TpajHa obycTtasa neyera
MMyHOTepanujom.

Y Cpbnjn, nembponusymab je Ha NO3UTUBHO]j NCTK Penybnuykor poHaa 3a
3[paBCTBEHO OCUrypare of aeuembpa 2016. roguHe 3a Nedverse y3Hanpeno-
Banor (HepecekTaBunHor nan MeTacTaTckor) MenaHoMa Koju Hema [0Ka3aHy
BRAF myTaumjy. Ha WOPC je o cana npumeHoM nembponusymaba neyeHo 16
nauwjeHaTa. irAEs Bucokor rpagyca (3 u suwe) cy 6una 3abnexeHa kog 2 na-
uvjeHta. 06a naunjeHTa, ctapoctn 57 n 73 roguHe, cy Bruna mywkor nona ca
Bonewhy y metactaTckoj pasun. 04 HeXerbeHUX AejCTaBa UMYHOTEpanuje Koa
jeqHor naunjeHTa je Buo permcTpoBaH MyKO3UTKC rpagyca 4, 40K je Koa Apy-
ror naumjeHTta 6o 3abenexeH NHEYMOHMUTUC TPaayca 3 y3 KOXHY TOKCUYHOCT
rpagyca 3. NauujeHTn cy Bunu neyeHn npema anropuTMuma Koje nponucyjy
BOAMYM 1y CKNAAY Ca AOCTYNHOCTUMMA U OrpaHMyerrnMa koja noctoje y Cpbu-
jn 33 NpuMeHy ogpeheHnx NpenopyyYeHnX NekoBa y3 WHTEH3UBHY Tepanujy
CMMNTOMa.

YBohereM MMyHoTepanuje y CBaKOAHEBHY KMWUHUYKY NPaKCy HanpaB/beH
je parmy NoMak y Tepanuju ManurHMx TymMopa 1 CBakum AaHOM CBe Ce BuLle
NekoBa 13 0Be rpyne npogunuiie y Tepanujn pasnnyntux BpCTa ManurHuTe-
Ta. Cyo4yaBaMo ce ¥ Ca N0jaBOM HOBWX CMeundUYHNX HEXerbeHUX [ejcTaBa
0Be BPCTe Tepanuje koju he 3axTesat MynTUONCLMUNANHAPHE TUMOBe Koju he
B6utn 0byyeHn fa 0Ba HexesbeHa AejcTBa 6aroBpeMeHo npeno3Hajy, npoue-
He v neve.

KrbyyHe peun: uMyHOTepanuja, HexerseHa gejcrsa, ,Check points” nHxu-
Butopn

Adverse events of pembrolizumab-exeprience from
Institute for oncology and radiology of Serbia (IORS)

Jelena Dimitrijevic!, Snezana Bosnjak?, Snezana Susnjar!, Nada
Babovicl, Suzana Matkovic?, Kristina Juskic!, Dobrica Neric?
Lnstitute for oncology and radiology of Serbia

Check points are significant regulatory receptors and their ligands in inhibi-
tory signal pathways that maintain immune autotolerance, regulate duration
and intensity of physiological immune response and inhibit immune system
over activity. Using a mechanism of check points inhibition, immunotherapy
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stimulates antitumor activity of immune system. Pembrolizumab is a human-
ized monoclonal immunoglobulin (Ig) G4 antibody directed against human
cell surface receptor PD-1 (programmed death-1 or programmed cell death-1)
that is highly expressed on the lymphocyte surface in the tumor microenvi-
ronment, with potential immune checkpoint inhibition, effector T cell activa-
tion and antineoplastic activity.

Immunotherapy adverse events may be systemic, infusion-related and
there is unique set of toxicities termed immune-related adverse events
(irAEs) that have an autoimmune etiology. The most common irAEs reported
are dermatologic toxicity, diarrhea/colitis, hepatotoxicity, and endocrinopa-
thies, although other sites can also be affected. Clinical algorithms describing
the management of common irAEs have been published and prompt recog-
nition and initiation of appropriate management, usually, in the form of im-
munosuppression (corticosteroids, anti TNFa drugs, mycophenolate mofetil)
is mandatory. Regarding a severity of AEs, temporary or permanent discon-
tinuation of immunotherapy is also a valid option according to the guide-
lines.

In Serbia, pembrolizumab has been available and fully reimbursed by Na-
tional Health Insurance Fund since December 2016 for the treatment of the
BRAF mutation negative localy advanced or metastatic melanoma. Sixteen
patients have been treated with pembrolizumab at the I0RS, so far. High
grade (grade 3 and higher) irAEs were reported in 2 patients. Both patients
were male, 57 and 73 years old with metastatic melanoma. The first patient
has developed mucositis grade 4, while second patient has developed grade
3 pneumonitis and dermatologic toxicity. Patients were treated according to
guidelines and according to barriers in availability and accessibility of cer-
tain guideline-recommended drugs in Serbia, Intensive symptom manage-
ment was also administered.

Discovery of immune checkpoint inhibitors has afforded an unprecedent-
ed opportunity for the development of effective treatment options for some
malignancies. It is expected that these agents will be incorporated in the
management of other tumor types. It is therefore imperative that the multi-
disciplinary clinical teams including physicians, nurses, pharmacists as well
as the patients become familiar with the irAEs and their management.

Key words: immunotherapy, toxicity, checkpoint inhibition
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Ncxon 6onectn y naumjeHaTa ca XEP2-n03nMTUBHUM
MeTacTaTCKMM KapuMHOMOM fA0jKe NeYyeHnX NPpUMeHoM
KombuHauwmje Tpactydymaba u TakcaHa y Cpbuju: peanHu
nogauum u3 npakce (akagemcka ctyanja Yapyxema
MeaunkKanHux oHkonora Cpbuje)

Wywhap Ct, Nonosuh N%5, raBpunosuh A, UBetaHoBuh A3S,
CtaHuh H®, fintuh J*6, Konapos-bjenobpk WUz8, MonoBuh M26,
Heposuh H>5, CTojaHoBMh A5, MaToBUHa-bpko %6, Leposuh K,
Munocaemsesuh H>5, MypTte3anu 3.4

L NMHCTUTYT 33 OHKONorunjy n paaunonorunjy Cpbuje, beogpan; 2 UHCTUTYT 3a
oHKonorunjy Bojsoauxe, KameHuua, Cpbuja; > KnuHUYkM ueHTap Huw, KnuHuka
3a oHkonorujy, Huw, Cpbuja; 4 KbL BexaHunjcka Koca, beorpag, Cpbuja; °
KnuHuukn LeHTap Kparyjesau, Cpbuja; © YMOC pagHa rpyna Mnagmx OHKoAora

CnoH30p cTyanje: Yopyxera MmeankanHux oHkonora Cpbuje (YMOC)

vyBoa: Tpacty3ymab (T) ce opanHupa y 5 oOHKoAOWKUX LeHtapa y Cpbujn. Unmb
ctyanje 6ro je goa ce aHanusupa ncxon 6onectn y naunjeHkTuHa ca XEP2 no-
3UTUBHUM METACTaTCKMM KapunHoMom aojke (MKO) koje cy neyeHe komburHa-
umjom Tpactysymaba (T) n TakcaHa.

NaunjeHTn n metoge: 0BO je OBuNa oncepBauMOHa, PETPOCMNEKTUBHO - NPO-
CMNeKTMBHA KOXOPTHAa CTyAwnja y KOjoj je y4ecTBOBANO CBUX 5 OHKONOLIKUX
ueHtapa y Cpbwujun. NpumapHn unb OWN0 je YyKYynHO NpexuB/baBake
(overall survival, 0S), LOK Cy CeKYHOAPHW UXbEBK Bunn Bpeme Lo nporpecu-
je Bonectn (time to progression, TTP), npexus/baBare Be3 6Gonectu
(progression-free survival, PFS), Bpeme 00 W30CTaHKa Tepanujckor 04roeopa
(time to treatment failure, TTF), cTtona knauHwnyke kopuctun (clinical benefit
rate, CBR) n MHUMAEHLA KapAMOTOKCUYHOCTW. 33 aHann3y npuMapHor u ce-
KYHOAPHUX LUW/beBa KOja Ce 0AHOCe Ha Bpeme [0 nojasBe gorahaja, kopwu-
wheHa je KannaH-Majep kpvBa, a Jlor paHk TecT je kKopuwheH 3a TecTupame
pasnuke n3meny noarpyna.

Pe3yntaTtu: YK/by4eHo je 356 NaunjeHTKNHeA, XUBOTHOr 4oba 57,5 rognHa (on-
cer 27 0o 80), npaheHe 23,2 meceua (oncer 0,9 40 82,5). 152 (42,7%) naumnjeHTKu-
He Cy OWjarHOCTUKOBaHe y ctaaunjymy 4 6onectn. 04 204 naunjeHTKUHe Koje
CYy UHWLWjANHO ANjarHOCTUKBaHe y cTaamnjymy 1-3, 92 (25,8%) npumano je (Heo)
afjyBaHTHKU T. MeanjaHa BpeMeHa o[ 3aBpLUeTKa afjyBaHTHe Tepanuje 40 no-
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jaBe yaarbeHux metacTtasa usHocuna je 17,3 meceua (95% Cl 0,5-63,2). 04 161
(45,2%) NaunjeHTKNHLE KOje Cy NPeTXO0AHO NpuMane aHTpaunkvHe 33 NeYyexe
meTactatcke 6onecTw, 287 (80.6%) 1 69 (19.4%) nauujeHTKWHA npumano je T
Kao NpBY, OAHOCHO Opyry Tepanujcky nuHWjy. TPOCTPYKO NO3UTUBHW Kapuw-
HOM Oojke umano je 199 (55,9%) nevyeHnx nNaunjeHTKWHbA. BucuepanHe meTa-
cTase 3abenexeHe cy kog 189 (53,1%), meTacTase y nnyhuma kog 153 (43%), a
MeTacTase y mMo3ry Ko 14 (3.9%) naunjeHTkurba. Tpacty3ymab je 6o kombu-
HOBaH Ca AoueTtakcenom kop 73 (20.5%), TpOHeAerbHYM NaKNUTAaKCenom koA 67
(20,5%) 1 HeperbHUM naknNuTakcenom kog 214 (60,1%). CX0QHO Un/beBUMA CTy-
onje nobujenn cy cnepgehn pesyntatu [median mo (95% CI)I: OS 28.5 (25.7-33.5),
TTP 11.1 (9.9-12.4), PFS 10.8 (9.4-12) n TTF 9.4 (8.4-10.8). CBR gedomHuncaH kao
36up cTona komnneTHor 1 napuujanHor oarosopa v ctabununsaunje 6onectu
> 24 Heperbe, 3abenexeHo je kog 232 (65,2%) naunjeHkTUHe. TpajHn Npekng
Tepanuje T 360r KapanoTokcumyHocTn 3abenexeH je ko 19 (5,3%) xeHa. Nauu-
JEHTKMHoE Ca M0jaBOM yAarbeHMX MeTacTa3a HakoH < 12 Meceumn o 3aBpLuUeT-
Ka agjysaHTHOr T, umase cy 3HayajHo kpahe 0S y nopehery ca naunjeHTku-
HaMa ca penancom Bonectn HakoH > 12 Meceuun of 3aBpLIETKA aAjyBaHTHE
npumeHe T (/1or paHk TecT, p<0.01) n naunjeHTKMHa Be3 NpeTxoaHe NpuMeHe
T (Mor paHk TecT, p<0.001).

3ak/pyyak: 0Ba aHanuM3a je BaxHa 360r Tora WTo NpeacTas/ba Hajpernpesex-
TaTUBHWjN y30paK NaunjeHTknHa ca XEP2 N03NTUBHUM METACcTaTCKUM PakoMm
[ojke y Cpbuju 1 WTO je Noka3aHo [a je NpexunsB/baBake jeAHAK0 NPexuBs/ba-
Bakby NaunjeHkTUHba 3abenexeHor y nMBoTanHuM ctyamnjama (Slamon et al, 2000,
Slamon et al, 2004). Jarba aHanu3a noarpyna NnaunjeHTKnkba MOXe Aa NpyXu
[0Ka3e 0 yTuuajy Ha NpexmnBrbaBakse PasnnynTux daktopa NnpucyTHUX y pe-
anHoj Nnpakcy 1 Moryhu HaynH Kako ga ce nonpasu.

KrbyyHe peyn: METacTaTCKy pak aojke, XEP2-no3nTuBHK, TPACTy3ymab, pean-
HW nojaum n3 npakce
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Disease outcome in patients with HER2-positive
metastatic breast cancer treated with trastuzumab and
taxanes in Serbia: UMOS real world data study

Susnjar S, Popovic L2¢ Dusica Gavrilovic?, Cvetanovic A3, Stanic N,
Citic J45, Kolarov-Bjelobrk 126, Popovic M6, Nedovic N°¢, Stojanovic
AlS, Matovina-Brko G2, Serovic K16, Milosavljevic N>¢, Murtezani Z.4
! nstitute for Oncology and Radiology of Serbia, Belgrade, Serbia; 2 Oncology
Institute of Vojvodina, Kamenica, Serbia; 3 Clinical Center Nis, Clinic of
Oncology, Nis, Serbia; 4 CHC Bezanijska Kosa, Belgrade, Serbia; > Clinical Center
Kragujevac, Kragujevac, Serbia; ® UMOS (Serbian Society for Medical Oncology)
Young oncologist working group

Sponsor of the study: Serbian Society for Medical Oncology (UMQS)

Introduction: Trastuzumab (T) is administered in 5 oncology centers in Serbia.
The aim of this study was to analyze the disease outcome in HER2-positive
(pos) metastatic breast cancer (MBC) patients (pts) treated with T and taxanes.

Patients and methods: This was an observational, multicenter, retrospective-
prospective cohort study. Pts with confirmed HER2-pos MBC starting T for
MBC between 01/Jan/2010 and 31/Dec/2014 were included. Primary endpoint
was overall survival (0S), while secondary endpoints were time to progres-
sion (TTP), progression-free survival (PFS), time to treatment failure (TTF), clin-
ical benefit rate (CBR) and incidence of cardiotoxicity. For each time to event
endpoint Kaplan-Meier curve was computed and Log rank test was used to
test the difference between pts subgroups.

Results: We included 356 pts, median age of 57.5 years (range 27-80), fol-
lowed for a median of 23.2 months (range 0.9-82.5); 152 (42.7%) pts were diag-
nosed in stage 4 BC; among 204 pts initially diagnosed in stage 1-3, 92 (25.8%)
pts received (neo)adjuvant T and median time from the end of therapy to first
distant disease relapse was 17.3 months (95%Cl 0.5-63.2). Previous anthracy-
clines for MBC received 161 (45.2%) pts and 287 (80.6%) and 69 (19.4%) pts re-
ceived T as first-line and second-line therapy, respectively. Luminal and non-
luminal BCs had 199 (55.9%) and 126 (35.4%) pts, respectively. Visceral, brain
and bone/soft tissue metastases were found in 189 (53.1%), 14 (3.9%) and 153
(43%) pts, respectively. T was combined with docetaxel in 73 (20.5%), 3-weekly
paclitaxel in 67 (18.8%) and weekly paclitaxel in 214 (60.1%) pts. The following
results were obtained [median mo (95%CI)]: 0S 28.5 (25.7-33.5), TTP 11.1 (9.9-
12.4), PFS 10.8 (9.4-12) and TTF 9.4 (8.4-10.8). CBR defined as complete remis-
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sion plus partial remission and stable disease for >24 weeks was recorded in
232 (65.2%) pts. Permanent cessation of T therapy due to cardiotoxicity expe-
rienced 19 (5.3%) pts. Significantly shorter 0S was recorded in pts with DFl <
12 mo after the end of adjuvant T compared to pts with DFI >12 mo from the
end of adjuvant T (Log rank test, p<0.01) and pts w/o previous T (Log rank test,
p<0.001).

Conclusion: The importance of this analysis is that the most representative
sample of HER2-pos MBC pts in Serbia treated with T confirmed the data ob-
tained in pivotal clinical trials. Further subgroup analysis may provide an ev-
idence how survival of these patients may be influenced with various factors
currently present in real practice and a possible way how to improve it.

Key words: metastatic breast cancer, HER2-positive, trastuzumab, real world
data

Tepanujckn obpacum n ncxoam nevera nauujeHarta ca
NOKanHo y3HanpenosanMM/MeTacTaTCKMM ypoTennjanHnum
KapuMHOMOM: peTpoCneKkTUBHA oncepsBaLnoHa CTyauja
KNUHU4YKe npakce y Cpbunju

H. babosuh?, 3. Llamuh?, M. Nonosuh3, B. CTojaHoBuh?, C. MaTkoBuh?,
6. Munojesuh?, T. Mekme3oBuh3, M. MapkoBuh®

LMHCTUTYT 32 oHKonorujy u pagunonorujy Cpbuje; 2 KnuHuukn ueHtap Cpbuje,
KnunHuka 3a yponorujy; 3 UHCTUTYT 3@ OHKONOTUjy BojBOANHE; * KNUHNYKN
LEeHTap Huw, KNUHUKA 3a OHKONOTWjy; > MeanUMHCKN d)akynTeT, YHUBEP3UTET
y beorpaay, UHCTUTYT 3a enuaemuonorujy; 8 Roche d.o.o Cpbuja

vyBopa: MTokanHy nogaumn o 10KanHo y3HanpenosanoM/mMeTacTaTckom ypoTenu-
janHoM kapumHomy (YU) cy ockyaHu.

LUunr: cnuTtatu Tepanunjcke obpacue n kNnHWYKe Ncxoae koa 187 naumjeHara
ca YUy 4 HaumoHanHa pedoepeHTHa ypo-0HKONOWKa LeHTpa y Cpbujn.

MeTtoa: KopuwheHn cy nogaun us nctopuja 6onectun 4 pedpepeHTe KNnHNKe y
beorpaay, HoBom Cagy v Huwly. Yk/byyeHr Cy oapacnu naunjeHTun (npoceyHa
CTApOCT 66.3+9.1 roanHa, 128 Mywkapaua/59 xeHa) Koju cy umanu aunjarHosy
NIOKANHOo y3Hanpegosanor/MeTacTatckor YU n npumMunmn cuctemcky tepanujy
y NpBOj NuHWjn (1N1) unwu apyroj nuHnjn (2N) nanujaTnsHor nedversa of 2008 no
2016 roguHe. ONucaHn cy Tepanunjcky oGpacumn 1 KNUHNYKe KapakTepucTuke.
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KannaHu-Majep metog je kopuwheH 1 3a aHanusy yKynHOr NpexvB/baBaHa
(0C) n npexwnBbaBara be3 nporpecuje bonectn (NPC).

PesyntaTtu: 04 187 ykibyyeHux naunjeHaTa, 161 n 107 je npumuno 111 1 2/ Te-
panuje, pecnekTUBHO. Y MOMEHTY 3anoyvkearba 1/1 Tepanuje, NpoceyHa cra-
pocT je 6una 66 roauHa, a 68% naunjeHaTa cy bunu mywkapuwn. Y 11, 81% na-
uvjeHaTa je npuMuno gyanHy KoMBuHoBaHy Tepanujy, Hajyewhe remuntabuH/
uncnnatuH (femUnc: 63%). Y 21, naunjeHTn cy NpUMNUIN pasnuymte MOHO Unu
komBuHoBaHe Tepanuje. Y 111, cTona gsBaHectomeceyHor OC je 6una 49%, He-
WTO BMLWA 3a femUunc Hero 3a gpyre Tepanwvjcke onuwnje. MeaunjaHa NeC je bun-
na 6.7 meceun y 11 n 2.7 meceun y 21.

3aksbyyak: OBa CTyanja NPeacTas/ba HAjHOBWjY U HAjcBEOBYXBATHN)Y MyNTuH-
LeHTPWUYHY aHann3y nogaTaka o Tepanujckum obpacumma n ncxogmma neye-
Hba NaumnjeHaTa ca metactatckum YU y CpBuju. cxoamn neversa cy reHepanHo
noww v noctojv Benuka notpeba 3a nobosblarkemM NCXOAA NevYera nauuje-
HaTa Ca NoKanHo y3Hanpenosanum/meTtactaTckum YUy Cpbujun.

KrbyyHe peun: ypoTenujanHn KapumHoM, neverse, MCXoau, Nofaun n3 KnnHuy-
Ke npakce

Treatment patterns and outcomes of locally advanced/
metastatic urothelial cancer patients: retrospective
observational study of clinical practice in Serbia

N. Babovic?, Z. Dzamic?, L. Popovic3, V. Stojanovic?, S. Matkovic?,

B. Milojevic?, T. Pekmezovic’, M. Markovic®

Linstitute for oncology and radiology of Serbia; ? Clinical centre of Serbia,
Clinic for Urology; 3 Institute for oncology of Vojvodina; # Clinical centre of
Ni$, Clinic for Onoclogy; ® School of Medicine Univeristy of Belgrade, Institute
for epidemiology; ® Roche d.o.0 Serbia

Background: There is lack of local data for locally advanced/metastatic uro-
thelial cancer (UC) in Serbia.

Aim: To evaluate treatment patterns and clinical outcomes in 187 patients
with UC from four national refferal urologic oncology centers in Serbia.
Methods: Data were extracted from medical records in four refferal clinics in

Belgrade, Novi Sad and Nis. Adult patients (mean age 66.3:9.1 years, 128
men/59 women) diagnosed with locally advanced/metastatic UC and received
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first-line (1L) or second-line (2L) palliative chemotherapy from 2008 to 2016
were included. We described treatment patterns and clinical characteristics.
Kaplan-Meier method was used for the assessment of both overall survival
(0S) and progression-free survival (PFS).

Results: Among 187 included patients, 161 and 107 received 1L and 2L thera-
py, respectively. At the start of 1L therapy, mean age was 66y, 68% of patients
were male, and 77% had metastatic disease. In 1L, 81% of patients received
dual-combination therapy, most commonly gemcitabine/ cisplatin (Gem-
Cis:63%). In 2L, patients received various single-agent and dual-combination
treatment. In 1L, 12-month 0S was 49%, slightly higher with GemCis than with
other treatment options. Median PFS was 6.7 months in 1L patients and 2.7
months in 2L patients.

Conclusions: This study is the most up-to-date, multicentre assessment of
real-world treatment patterns and outcomes among patients with metastat-
ic UC in Serbia. Treatment outcomes are generally poor and there is huge un-
met need for improvement of outcomes of locally advanced/metastatic UC
patients in Serbia.

Key words: urothelial cancer, treatment, outcome, real-world data
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X1pypLLKe NPENopyKe 3a Neyerbe NPUMAPHOr MeNaHoMa KOXe

Hapga CaHTpaul, MUBaH MapkoBuh'? PagaH Lloguh'?

L KNuHMKA 33 OHKOMOLUKY XUPYPrujy, UHCTUTYT 33 OHKONOTWjy v pagnuonorujy
Cpbuje, beorpap, Cpbuja; 2 MeanumHckn doakynTeT, YHUBep3nuTeT y beorpaay,
beorpapg, Cpbuja

MenaHoM KOXe je ManurHu Tymop nopekna menaHounta. Npuaes ,ManurHn”
He Tpeba KopucTuTK jep Hema BeHUTHUX MenaHoma. KNMHWYKK y3HanpenoBa-
nn menadom je npeun ybuua y XyMaHoj natonoruju. Y4ectanocTt menaHoma je y
CTa/IHOM MopacTy y CBUM [en0BM1Ma CBeTa.

XNpypLIKO Nneyere je Tepanuja n3bopa 3a 6onecHuke ca MenaHoOMOM Ko-
xe. OHO Ce 3aCHMBA Ha THM knacudpomkaunjyn n ctagujymy 6onectu. Ekcumsuno-
Ha Broncmrja NPUMapHOT MENaHOMa 1 OKOMHEe KOXe Ca Noakoxjem, 4o dpacum-
je, jeounHa je [03BOJbeHA anjarHocTrnyka Broncuja.

LEX tempore” xMcTonoLwkKa NnpoBepa Koxe ca KNNHUYKN jaCHUM MeNaHOMOM
KOXe oMmoryhasa fa ce y NCTOM akTy ypaau u Tepanunjcka ekcumniuja n npose-
pa NUMM@HUX YBOPOBA CTpaxapa (CeHTWHena) yKonuko ce XMCTONOLWKY no-
TBpPAW MenaHoM. MaToXMCTONOWKY U3BeLWwTaj Tpeba aa cagpXu nogaTtke o fe-
6/emHN MenaHoma (Clarke nnu Breslow), Kao 1 0AHOC NPeMa 0KONHWUM, 34pa-
BUM TKMBUMA (y Cnyyajy Tepannjcke ekcunsuije).

BonecHvke ca menaHomoMm koxe Tpeba neuntn y cneunjann3oBaHoj ycTa-
HOBW. Tepanujcka ekcumsnja ckannenom je nedyerse n3bopa v pagu ce y on-
LWITOj WK CNPOBOAHOj aHecTe3unju. boyHe nBuLe ekcunsnje 3asuce og Aebwou-
He MenaHoma v 3Hoce: 5 MM 33 MenaHoMm ,in situ”, 1 um 3a menaHom nebroun-
He 0o 1 MM, 2 UM 33 MeNnaHoM 40 4 MM 1 2-3 UM 33 MenaHoMe Npeko 4 mm fe-
BrenHe. Kog TaHkux MenaHoma (< 1 mm) moryhe je noctnhu geUHUTUBHO 13-
Nedyerbe onepaunjom. Ekcum3vja paHux nesnja ca 1-2 UM OKONHOr 34paBor
TKVWBA Yy CBUM MPaBLMMa MOXe Ce ypaguTy ca NPpUMapHUM 3aTBapaHeM KO-
Xe. Ekcumnanpa ce NnoAKOXHO TKMBO A0 dhacuuje.
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MenaHoMm Ha nuuy kao n TabaHy moxe fa npeacTasrba nocebaH npobnem
Koju Hajbosbe pewasa xupypr ca ogrosapajyhom oB6ykoM. YKONWUKO HACTanu
LedieKkT KOXe Huje moryhe nprmMmapHOo 3aTBOPUTK, HEONXOAHA je oarosapajyha
pekoHCcTpykumja. CyByHrBanHn MefaHoM Ha LWaum 3axTesa amnyTauunjy oaro-
Bapajyher npcTa 40 NpoKCUMManHor nHtepdpananreandor 3rnoba, 4ok Ha cTo-
nany 3axTtesa amnyTauujy 4o MeTatap3odananreantdor 3rnoba. CyGyHreanHu
MenaHoM nanua wake Tpeba neyntn amnyTaunjom QUCTANHO 04 MeTakapno-
panaHreanHor 3rnoba ca UnbeM o4yBara U3BECHE PYHKLM|E. YMECTO amny-
Taumje Moryha je ekcum3nja HOKaTHe nioye ca MeaHoMOoM, 00 Yy 34paso no
LYOWHW, y3 pekoHCTpykunjy nedoekta Wolfe-oBuM pexrem. NMpoeepa CeHTu-
Hena je obasesHa.

MpoueHaT onepucaHnx TaHKMX, MeIaHOMAa KOXe ce noBehasa y 3eM/bamMa
Ca VHTEH3WBHWM NPOrpamom 3[paBCTBEHE efyKalvje 0 PAHOM OTKPUBAHY.

KrbyyHe pedn: MenaHoM KOXe, XMPYypPLUKO NeYeHe, Npenopyke

Surgical recommendations for primary skin melanoma
treatment

Nada Santrac?, lvan Markovic!?, Radan Dzodic!?

1Surgical Oncology Clinic, Institute for oncology and radiology of Serbia,
Belgrade, Serbia; 2 Medical School, University of Belgrade, Belgrade, Serbia

Skin melanoma is @ malignant tumor of melanocytic origin. The adjective ,ma-
lignant” should not be used because there are no benign melanomas. Clini-
cally advanced melanoma is the first “killer” in human pathology. The mela-
noma incidence is constantly increasing worldwide.

Surgical treatment is the treatment of choice for patients with skin mela-
noma. It is based on the TNM classification and disease stage. Excision biop-
sy of primary melanoma and surrounding skin with subcutaneous tissue, all
the way to the underlying fascial layer, represents the only allowed diagnos-
tic biopsy.

Frozen section histological examination of the specimen of skin with clin-
ically evident melanoma allows one-time therapeutic excision and sentinel
lymph node biopsy, if melanoma is histologically confirmed. The pathohisto-
logical report should contain data on the melanoma thickness (Clarke or Bre-
slow), as well as its relation to surrounding tissues (in the case of therapeutic
excision).
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Patients with skin melanoma should be treated in a specialized institution.
Therapeutic excision with scalpel is the treatment of choice and it should be
done in general or regional anesthesia. Lateral excision margins depend on
the melanoma thickness, and recommendations are following: 5 mm for in si-
tu melanoma (stage 0), 1 cm for melanoma up to 1 mm, 2 cm for melanoma
up to 4 mm and 2-3 cm for melanomas above 4 mm in thickness. In thin mel-
anoma (< 1 mm), it is possible to achieve definite cure with surgery. Excision
of early lesions, with 1-2 cm of surrounding healthy tissue in all directions,
can be done with primary skin suture. Subcutaneous tissue is excised to the
underlying fascial layer.

Skin melanoma on the facial and plantar region may be challenging, and it
is best managed by a surgeon with appropriate training. If the resulting post-
excisional skin defect cannot be primarily closed, it is necessary to perform
adequate reconstruction. The subungual melanoma requires amputation to
the proximal interphalangeal joint of the given finger (upper extremities), i.e.
amputation to the metatarsophalangeal joint of the given toe (lower extrem-
ities). The subungual melanoma of the thumb should be treated with ampu-
tation distally to the metacarpophalangeal joint, in order to preserve a cer-
tain function. Instead of amputation, it is possible to excise the nail plate and
melanoma, with clear margins in the underlying layer, and perform defect re-
construction using Wolfe's skin graft. Sentinel lymph node biopsy is manda-
tory.

The percentage of surgically removed thin skin melanomas is increasing
in countries with an intensive health education program on early detection.

Key words: skin melanoma, surgical treatment, recommendations

HoBu cTaHAApAW y neyerwy MeTacTaTckor MenaHoma

Hapa BaboBuh!

L KnuHrka 3a MegnkanHy OHKONOrnjy VIHCTUTYTA 33 OHKONOrnjy 1
paguonornjy Cpbuje

Tepanujcka cueHa MeTacTaTCckor MenaHoma je 3HayajHo NPOMeHseHa 0TKpu-
hem [Be HOBe rpyne nekosa, T3B. check-point nuxnbutopa (@HTn CTLA4 1 aHTK
PD1 n PDL1 nHuxubutopa) n nHxnbutopa MAPK kmHasHor nyTa (BRAF n MEK uH-
xnbutopa). 3HayajHo Merajyhn ncxon ose nHgayctHe 6onecTn, UMNNEMeH-
TUPAHU CYy K30 Tepanujcki CTaHAAPAN Y3 BENWKK eHTy3unjazam. MefyTum, ocTa-
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jy oa ce paspewe MmHorobpojHe gunemMe Kao WTOo Cy: NPUMapHa 1 CTeYeHa pe-
3UCTEHUM|a, N3HANAXeHe A04AaTHUX NpeankTueHnx Bruomapkepa, Bosba npe-
BEHTWBA W Nleverbe HeXerbeHux edoekata Tepanuje, ¥ HajBaxHuje, ONTUManHa
CcekBeHLUa nnm KomBUHaumnja oBUx nekoBa Koja bu obe3benmna makcumanHy Ko-
PUCT Y3 MUHUMANHE TOKCMYHE ecpekTe 33 CBaKOr NalujeHTa nojeanHayqHo. ynpa-
BO 3aT0, Y TOKY CY WHTE3WBHA KNUHWYKA 1 TPAHCMALMOHA UCTPaXnBarea Koja
Bu, y ckopoj ByayhHocTtu, Tpebano ga paspewle Te 1 MHOre apyre guneme.

Uunrb oBor npernefa je na ce Nprkaxy akTyenHn Tepanujcku CTanhapoun y
fleverby METACTATCKOr MeNaHoMa, Kao 1 AnfieMe KNnHnyapa y oanyum o ontu-
ManHom n3bopy Tepanuje.

KrbyyHe peun: MeTacTaTtCki MenaHoMm, HoBe Tepanuje

New and emerging therapies for metastatic melanoma

Nada Babovic?!
! Medical Oncology Clinic of the Institute for Oncology and Radiology of Serbia

Therapeutic scenario of metastatic melanoma has been rapidly evolving
since the introduction of two new classes of systemic therapies. The immune
checkpoint inhibitors are a group of monoclonal antibodies that block co-
inhibitory molecules such as cytotoxic T-lymphocyte-associated antigen-4
(CTLA4), programmed-death-1 (PD1) and its ligand PDL1. The inhibitors of the
mitogen-activated protein kinase (MAPK) patway are another class of drugs
effective for metastatic melanoma harboring BRAF V600 mutations.

The clinical implementation of these novel anticancer agents, which is
surrounded by a fully justified enthusiasm, is generating new issues in the
therapeutic management of metastatic melanoma, with special regard to
which drug, or combination of drugs, should be the first line treatment. The
relative efficacy and toxicity of each one of the five treatments currently
used has not yet been formally investigated. Several challenges remain: pri-
mary and acquired resistance, the need for biomarkers to select therapy, bet-
ter ways to predict and manage toxic effects, and how to sequence or com-
bine existing therapies. To this end, several clinical trials are ongoing and
translational research continues at a frantic pace.

The aim of this review was to better inform the decision-making process
of physicians involved in the modern therapeutic management of patients
with metastatic melanoma.

Key words: metastatic melanoma, new therapies
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Cneunjanu3oBaHn LEHTPU 32 MENIAHOM

MunaH Xerapau®?, CpfjaH Hukonuh'? Munax Koumht, EMunuja ronybosuh!
LVHCTWUTYT 3@ OHKoNorujy u paanonorujy Cpbuje, KNMHWKa 3@ OHKOMOLLIKY
xupyprujy, beorpag, Cpbuja; 2 MeanumnHCKN oakynTeT, YHUBEP3UTET Y
beorpapy, beorpag, Cpbuja

MenaHoM KOXe je ManurHy Tymop NUrMeHTHUX henwja v yjegHo Tymop ca Haj-
HEN3BECHNjM TOKOM 1 K/TIMHWYKOM Npe3eHTaumnjoM. OHKONOLWKK NpUcTyn na-
UMjeHTMa Ca MeNnaHoOMOM 33XTeBa aHraXoBakee MYNTUANCLUNANHAPHOT TH-
Ma CMewunjann3oBaHor 33 TDeTMaH MeNaHoMa.

PaHO OTKPMBaH:e MenaHoMa je HaBaXHWjU NPOrHOCTYKN dDakTop. Npu gertek-
Unjn y paHoj pasm, NeTorognlHee NpexnsrbaBame je n3Hag 90%, ako cy 3axsa-
heHu permoHanHn nuMMgHN YBOPOBHK, 60%, a YKOKKOo ce BonecT oTkpuje ca Beh
NMPUCYTHUM YO3/bEHUM METacTa3ama, MeToro4nLlHse NpexnBrbaBare je 15%.

NHunpeHua menadoma y Cpbujn n3Hocm 7.4/100000 koL xeHa 1 11.2/100000 ko4
MyLUKapaua. roauree ce y Cpbuju amjarHocTrkyje 500 HOBMX C1yYajeBa MenaHoma.

MyNTUANCUMNANHAPHU TUM
Cneunjann3oBaHy TUM 3a OUjArHOCTUKY W fle4eHe MenaHoma yKibydyje: aep-
MaToMornjy, XMPyprunjy, aHecTesnjy, NnaTonorujy, pagnonorujy, MeankanHy ox-
KONorunjy, HykneapHy MeguuuHy v NannjaTueHy Hery.

NnocTas/bakse AnjarHo3e n ogpefRueame ctagujyma 6onectn nogpasymesa
KMVHWYKW N 0epMOCKONCKY nperneq, PaanoanjarHoCcTuky, Kao v XUpypLLKY ekc-
LM13unjy Ca NaTOXMCTONOLWKOM aHann3om npenaparta y3 THM knacudgoukauunjy.

lleyen-e

MopganuTet Tepanuje MenaHomMa 3aBucy 04 TMna Tymopa v ctagujyma oborse-
Ha. TPeTMaH MOXe NoApa3yMeBaTu:

*  eKkuM3njy npumapHor menaHoma,

* MNOBEPY CEHTUHEN NMMMIHOT HOAYCa,

* QMCEeKuujy NoKopernoHanHnx NMMAGHNX YBOPOBa,

*  XVUpyprujy BucCLepanHux Metacrasa,

*  M30M0BaHy nepdy3njy ekCTpemnTera,

*  MeguKaMeHTO3Hy Tepanujy menaHoma,

*  MNannjaTUBHY XUPYPrujy n TPeTMaH.

XupypLka ekcuMsuja menaHoma

XvpypLuka Tepanuja npuMapHor MenaHoma je 3n1aTHu CTaHaapd. HajMarea neu-
La pecekuuje Ko MHBa3MBHe npomeHe Mopa Butn 10 MM. HakoH XMCTONAaToNOo-
LUKe NOTBPAE He0BO/bHE MBKLE pecekumnje, noTpebHa je ekcum3nja oXunrbka.
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Nposepa numdHor ysopa cTpaxapa (CNHB)

Kog obonenux og menaHoma, CTHE je Heonxof4Ha y AnjarHoCcTuun, ogpennearsy
CTafnunjyma 1 neyervy, 360r vera ce N3BoAN y CNeLMjann30BaHNM yCTaHoBama. Npe-
0nepaTnMBHO Ce ABOCTPYKO Manupa C/H (MeTuneHcko nnaso, Tc99m). YKoNuko
pervja MenaHoma npunaga suLe of jeqHoM nuMdoHom GaceHy, BpLwn ce npeo-
nepatueBHa NUMMOCUNHTUrpadonja paan oapehnsarsa nokanuisaunje CMH. Xn-
pypLUKO yKnarakse C/TH onakwasa nHTpaonepaTusHo Hasofhere FAMA coHOOoM.

[mcekumnja NOKOPErnoHanHUX NUMMHUX Hoayca

Y cyyajy KNMHUYKN 1 PagnonoLwKn eTeKTOBaHNX MeTacTasa y peruoHanHum
NMMMOHNM 4BOPOBMMA, Kao 1 npu CMTHB Bepudurkaunjn metacrase, MHANKOBA-
Ha je gamcekuuja pernoHanHor numdHor 6acexa.

Xvupypruja sucuepanHux Metacrasa

Koa conuTapHux mMetacTa3a MefnaHoma Koje cy pecektabunHe, xupypruja je te-
panwvja n3bopa. Xupypruja nma ynory u y nanujaTMBHOM TPETM3HY MeTacTaTcke
Bonectny Buay ybnaxasara Teroda, CMakersa BennymMHe TyMopa, 404aTHe aHa-
nn3e y3opka (MyTaumoHu cTatyc) n bosber oAroBopa Ha CUCTEMCKY Tepanujy.

3akbyyak: C 0031POM Ha MYNTUANCLUNNNHAPHW NPUCTYN U CIOXEHOCT fleye-
Ha MenaHoma, NoTpebHO je Aa naunjeHTe BOAe Cneumnjann3oBaHmn LeHTpu.

K/byyHe pedu: MenaHoma, Xupypruja, Cneuunjann3oBaHn LeHTpu

Specialized melanoma centers

Milan Zegarac'?, Srdjan Nikolic', Milan Kocic?, Emilija Golubovic?

Lnstitute for Oncology and Radiology of Serbia, Surgical Oncology Clinic,
Belgrade, Serbia; 2 School of Medicine, University of Belgrade, Serbia

Skin melanoma is a malignant tumor of pigment cells and at the same time a
tumor with the most unpredictable course and a clinical presentation. Onco-
logic approach to patients with melanoma requires the engagement of a
multidisciplinary team specialized in the treatment of melanoma.

Early detection of melanoma is the most important prognostic factor. If
detection is at an early stage, five-year survival is above 90%, if regional
lymph nodes are affected, 60%, and if the disease is detected with already
present distant metastases, five-year survival is 15%.

The incidence of melanoma in Serbia is 7.4/100000 in women and 11.2/100000
in men. About 500 new cases of melanoma are diagnosed in Serbia annually.
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Multidisciplinary team

The specialized team for the diagnosis and treatment of melanoma includes:
dermatology, surgery, anesthesia, pathology, radiology, medical oncology,
nuclear medicine, palliative care.

Diagnosis and staging of the disease implies clinical and dermoscopic ex-
amination, radiological diagnostic, as well as surgical excision with pathohis-
tological analysis of the specimen with the TNM classification.

Treatment

The modality of melanoma therapy depends on the type of tumor and stage
of the disease. The treatment may include:

= Excision of primary melanoma, = Visceral metastases surgery,
= Sentinel lymph node biopsy, « Isolated limb perfusion,
« Complete lymph node « Systemic therapy
dissection, - Palliative surgery and treatment.

Surgical excision of melanoma

Surgical treatment of primary melanoma is a gold standard. The smallest re-
section margin has to be 10 mm in the case of invasive tumors. If the patho-
histological examination shows insufficient resection margin, excision of the
scar is necessary.

Sentinel lymph node biopsy (SLNB)

SLNB is necessary in diagnosis, staging and treatment in patients with mela-
noma, which is why it is performed in specialized institutions. SLN is double-
mapped preoperatively (Methylene blue dye, Tc99m). If the melanoma region
belongs to more than one lymphatic basin, preoperative lymphoscintigraphy
is performed to determine the SLN localization. The use of gamma probe as a
guide facilitates intraoperative identification and removal of SLN.

Lymph node dissection

The complete dissection of regional lymphatic basin is necessary in case of
clinical and radiological detected metastases, as well as in case of SLNB verified
metastases.

Surgery of visceral metastases

Surgery is the therapy of choice in case of resectable solitary metastasis of
melanoma. Surgery is also important in the palliative treatment of metastat-
ic disease, in the form of alleviation of symptoms, reduction of tumor size,
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additional analysis of the sample (mutation status) and better response to
systemic therapy.

Conclusion: Given the multidisciplinary approach and the complexity of the
treatment of melanoma, patients should be treated in specialized centers.

Key words: melanoma, surgery, specialized centers

AHanu3a Pernctpa 3a MenaHomMma UHTepcekumjckor opbopa
3a menaHom Penybnuke Cpbuje: npegHOCTU U MaHe

babosuh H!, Kanpondp-Cekynosuh N2, Hukonuu B3, Bpbuh C4,
Jywkuh K1, JeBpuh ML, Mujywkosuh X? Papesuh T2, TopopoBuh M4,
Tuopoposuh A% Hukonuh O3, Heposuh J8, Tnuwwnh J8, loauh P2,
Hosakosuh M’

L NHCTUTYT 33 OHKOonorunjy n paaunonorunjy Cpbuje, MeanumnmHckn dakynTteT
YHuBep3uTeTa y beorpaay; > MeguumHckn dpakynTeT, BojHOMeanUnHCKa
akapemuja, beorpag; 3 MHCTUTYT 33 OHKOMOTUjy BojBoanHe, MeanUNHCKN
dakynTeT YHMBep3uTeTa y HoBom Caay; 4 KnuHnykm LleHTap Huw,
MeauumnHCKK chakynTeT YH1Bep3uTeTa y Huwy; > KAMHNYKO-BONHNYKN LEHTAP
BexaHujcka Koca, ® KnuHudkm LeHTap Kparyjesal; 7 KnuHuykn ueHtap Cpbuje

HaumnoHanHu perncrap 3a menaHom Penybnuke Cpbuje je dpopmupaH ca um-
JbEM [la yHanpeau perncTposakse naunjeHara obonenux of menaHoma, uMa-
jyhn y Buay ga enngemMunonoLky perncTpu YecTo Oajy HenoTnyHe nogaTtke o
KMIMHNYKO-NATONOLWKNM KapaKTepmncTnkama n npoToKoNnMma neveqsa MetacrtaT-
cke BonecTu, WTO je v Un/b 0Be CTyAuje. Perncrap 3a mefniaHoMm (e-menaHom) je
hopmupaH o4 ctpaHe NHTepcekumjckor ogbopa 3a MenaHom Cprckor nekap-
CKOT ApyLWITBa, NPeMa 3aKOHCKOj NPoLeaypu 1 HakoH A03B0Ne HAANEXHe CNy-
x0be NoBepeHunka 3a NHpopMaLmje 04 jaBHOr 3Ha4Yaja W 3aWTUTY NogaTaka o
nnyHocTu. Cappxu NogaTke 0 envaeMuonowkmum sapujabnama koje cy nedpu-
HWcaHe y3 nomoh enngemunonora VMHCTUTYTA 3a jaBHO 34passbe ,MunaH Josa-
HOBWh BaTyT", KA0 1 OeTasbHe KNHWYKe nogaTke 0 hakTopumMa pu3unka, NHn-
UNjanHoj AnjarHosn, nedersy 1 Toky 6onectn. KOHUENT perncTpa je 3acCHOBaH
Ha CfoXeHoM 06jefnHaBary Pa3NMUNTX N3BOPA Y CNeunUYHNX NoAaTaka,
Ca HamepoM fga o6e3bedn KOPUCHY W NPUXBAT/bUBY WHTErpUCaHy aHanusy
KpP03 Nako ynotpebrbuB, NHTEPAKTVBAH NCTPAXMBAYKN NPUCTYN. YHOC nofa-
Taka je 3anodyet 2014. roanHe, a 3aBpleH 25. oktobpa 2017. Mpukyn/beHn cy
N aHaNU3npaHn Nogaun 0 KANHYKOMNATONOWKNM KapakTepucTukama, NHnuum-
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janmHMM gujarHoCcTMykMM npouegypamMa v Tepanunjckom npuctyny obonenuma
04 2014-2017. rognHe, Kao 1 nogaum o npexverbaBary. JobujeHn nogaun no-
peheHn cy ca nocTtojehMm CMepHMUaMa y HaUNOHANHOM BOAWNYY 3a Nedyere
mMenaHoMa Cpbuje. JobunjeHa aHanm3a yka3yje Ha HeonxoaHocT Borbe nmnne-
MeHTauuje NoCTojennx CMepHNLA Y KIMHNYKY Npakcy. Benvky yoneo MenaHoma
BMCOKOT PW3MKa Yy TPeHYTKY NOCTaB/bakba AMjarHo3e ykasyje Ha notpeby 3a
00/b0M CekyHOapHOM npeBeHuMjoM. OCMM TOra, HeonxoaHa je 6o/ba nMmnne-
MeHTaumlja CMepHnua 3a nHUMnjanHe AnjarHocTuyke npouenype n npahexe
naumnjeHaTa paaun paHor 0TKpuBaHa MeTactatcke 6onecT n NpaBoOBPEMEHOT
3anoynHbakba CUCTEMCKE Tepanuje. Takohe, yBofjerse MOHOTepanuje Bemypa-
heHnbom n nmyHoTepanunje nembponnsymabom y 2017. roanHn je 3HayajHo
YyTNLAN0 Ha NPOAYXEHE NPEXNBIbaBaHa 0001ennx, anu je Heonxo4Ho Aare
ycknahusake Tepanuje mertactatcke Gonectn ca eBponckUM CMepHuuama
yBoferwem KoMBuHaumnje BRAF n MEK nHxnbutopa n MoHO- 1 komMBuHoBaHe
NMyHOTEepanuje 3a CBe rpyne naunjeHata ny Nnpsoj ny cnegehum nuHnjama
Tepanuje, Kao 1 6osby NPUCTYN KNWHWUYKAM CTYyAMjamMa u nporpammmMa u3 ca-
MunocTtu. CBN HaBeLeHn Nogaun ykasyjy Ha 3Hayaj pefoBHOT YHOWeHa noga-
Taka y Perucrtap y ueHTpuma, paau borser npahexa 6poja obonennx u npa-
hera nMnnemMeHTaumnje Baxehnx CMEpHMLA 33 ONjAarHOCUTKY U NTleYere y CBa-
KOLHEBHO] Npakcw, y Uniby HUXOBOTr yHanpehersa.

Serbian e-melanoma registry: progress and pitfalls

Babovic N!, Kandolf-Sekulovic L?, Nikolin B3, Vrbic S* Juskic K,
Jevric M?, Mijuskovic Z?, Radevic T2, Todorovic M4 Tiodorovic D4,
Nikolic D3, Nedovic J®, Glisic J5 Dzodic R?, Novakovic M7 and
members of the Serbian Melanoma Group

Lnstitute of oncology and radiology of Serbia, Medical Faculty, University of
Belgrade; 2 School of Medicine, Military Medical Academy, Belgrade; 3 Institute
of Oncology of Vojvodina, School of Medicine, University of Novi Sad;  Clinical
Center Nis, School of Medicine, University of Ni§; ® Clinical-hospital center

Bezanijska Kosa, School of Medicine, University of Belgrade;  Clinical center
Kragujevac, School of Medicine, Kragujevac; ’ Clinical Center of Serbia

Serbian Melanoma group national registry was developed in order to im-
prove the registration of melanoma, since epidemiological registry frequent-
ly lack sufficient data on clinico-pathological characteristics and treatment
patterns metastatic, which is the aim of this study. Melanoma registry “e-
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melanoma” was developed within Serbian Melanoma group of the Serbian
Medical Society according to the legal procedure and approval of relevant
Committee of Commissioner for the Information of Public Importance and
Personal data protection. Data entry started in 2014, and ended on October
25, 2017. Data on clinical features, initial diagnostic procedures and thera-
peutic approach for patients from 2014 to 2017 were collected and analyzed,
as well as survival data. The obtained data are compared with the existing
Serbian national guidelines for melanoma treatment. Analyzed data pointed
out to the necessity for better implementation of existing national guidelines
in clinical practice and regular and timely data entry at referral centers. A
large proportion of high risk melanoma at the time of diagnosis indicates a
need for better secondary prevention. In addition, better implementation of
guidelines for the initial diagnostic procedures and monitoring of patients
for early detection of metastatic disease and timely initiation of systemic
therapy is necessary. In 2017, introduction of vemurafenib monotherapy and
pembrolizumab immunotherapy for BRAF negative patients had significant
influence on survival of patients in stage IV, but further compliance with Eu-
ropean guidelines is required by the introduction BRAF/MEK inhibitor combi-
nation and mono- and combined immunotherapy for all patient groups in
both the first and the further lines of therapy, as well as better access to clin-
ical studies and compassionate programs. All of these data indicate the im-
portance of regular data entry in referral centers in Serbia, in order to better
monitor the number of patients and monitor the implementation of valid
guidelines for diagnosis and treatment in everyday practice, in order to im-
prove them.

NpeseHunja menaHoma y Cpbuju: aktyenHa cutyaumja
n nsrneam 3a byayhHoct

Nupuja Kanpond Cekynosuh!

L KnuHmka 3a KoxHe v nonHe 6onectu, MegnuUMHCKN dakynTer,
BojHOMeOnuUmnHCKa akagemuja

WHumpeHua MenaHoma je y nopacty kog ocoba bene pace y cBeTy, ynpkoc ge-
LeHVjckUM NporpaMrma NpuMapHe U CekyHOApHe NpesBeHuuje, WTOo yKasyje
Ha HEeQO0BO/bLHO edpukacHe mepe npeseHuuje. Mopact nHunoeHue 3abenexex
jeny Cpbujn, a 'y okBMpY HaunoHanHe ctpartervje 3a 6opby NpoTuB paka Ha-
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BeOeHOo je Oa je YB 3payerse KaHUeporeH. inak, He nMocToje oyropoYHun npo-
rpamun NpuMapHe NpeseHuUnje 3a pak KOXe, HUTU NPorpamMmn paHe AnjarHocTu-
Ke, anu ce of 2008. oa cTpaHe Yopyxexwa aepmaTtoseHeponora Cpbuje, a o4
2015. 1y capafru ca MiHTepcekunjckum ogbopom 3a menaHom CA4 v Yapyxe-
HEeM MeaunkanHux oHkonora Cpbuje, cnpoBoan kamnawa EypomenaHom nog
NMOKPOBUTE/LCTBOM MUHWCTAPCTBa 34pas/ba Penybnuke Cpbuje, EBponckor
YOpyXeHa 33 AepmaTonolky oxkonorvjy (EAQO) n EBponckom akafemmjoMm
3a gepmaronorujy n seHeposorunjy (EAAB). OCHOBHY Ln/b kKamnakse Eypomena-
HOM je noan3are CBeCTV CTAaHOBHULUTBA O Paky KOXe, y3 CHaxXHy meanjcky
NnopyKky yCMepeHy Ka NpuMapHoj npeseHumnjn, 0QHOCHO 3aWTUTN O CyHUA ©
CeKYHAApHOj NpeBeHUnjn - paHoj AnjarHoCcTuLM MenaHomMa. Y4nteHom aHanu-
30M nofaraka U3 NpeTxXoaHnX Kamnakea [00njeHn cy 3HavajHy nogaum o 3a-
WTWUTK 04 CyHUa Yy HALWOj nonynaunju. Takofe, TokoM kamnawe 2017. rognHe
nopeneHa cy Tpu TMNa CKPUHWHTA - CKPUHWHT HECeNEeKTOBaHe nonynaunje ny-
Tem MaCOoBHWX MpPernena y ULeHTpy rpana, HecenekToBaHe noynynauuje nytem
3aka3vBaksa npernega y 340paBCTBeHUM ycTaHoBama Cpbuje, v nonynaunje
CeNeKTOBaHEe HA OCHOBY (PaKTOpPa pM3MKa 0APEeNEHNM NYTEM UHTEPHET yNnT-
HUKA. UHOMPEKTHN yTNLAj NPeTX04HUX Kamnara Kopenaunjom ca nogaunma
0o6ujeHnM 13 BoNHUYKNX pernctapa n Pernctpa NHTepcekumnjckor onbopa 3a
MenaHoMm of 2014-2017. rogvHe MOry Oa ykaxy Ha OomeTe [oCafadllHbunx v
moryhe cmepHuue 3a 6o/by NpUMapHy 1 CeKyHOAPHY NpeBeHunjy menaHoma
N HEMEenNnaHoOMCKMX KapunHoMma y ByayhHoCTh. Takohe, 3Ha4ajHa yHanpehera
Cy HeonxogHa v y obnacTtn TepumnjapHe npeseHLnje, OAHOCHO PaHOM OTKpPU-
Baky MeTtacTatcke Bonectn 1 3anoynHbarby CUCTEMCKE Tepanwuje y npasBoMm
TPEHYTKY, Kada Cy 1 NCXOAn MeTacTatcke Gonecut 3HayajHo bormbn.

Melanoma prevention in Serbia: current situation
and perspectives

Lidija Kandolf Sekulovic!

! Department of Dermatology, Interdisciplinary Melanoma Team, School of
Medicine, Military Medical Academy, Belgrade, Serbia

The incidence of melanoma is rising in Caucasian race, despite primary and
secondary prevention programs that are ongoing for decades in the devel-
oped countries, indicating insufficiently effective prevention measures. The
rise in incidence is evident in Serbia. Within the framework of the national
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strategy for the fight against cancer, it has been reported that UV radiation is
cancerogen, however, there are no organized programs for primary and sec-
ondary prevention of skin cancer. Since 2008 Serbian Association of Dermato-
venerologists, Euromelanoma campaign is organized under the auspices of
the Ministry of Health of the Republic of Serbia, the European Association for
Dermato-0Oncology (EADO) and the European Academy of Dermatology and
Venerology (EADV). The main goal of the Euromelanoma campaign is to raise
the skin cancer awareness, with a strong media message focused on prima-
ry prevention - sun protection and secondary prevention - early diagnosis of
melanoma. By analyzing data from previous campaigns, significant data on
sun protection in our population have been obtained. Also, during the 2017
campaign, three types of screenings were compared - screening of the un-
selected population through mass exams at the major Serbian city centers,
screening of the unselected population by scheduled examinations in health-
care institutions throughout Serbia, and screening of population selected
based on risk factors determined through the internet questionnaire. Indirect
impact of previous campaigns could be confirmed by correlating the data
obtained from hospital registries and web-based e-melanoma registry, and
these data could point out to the current situation and possible perspectives
for better primary and secondary prevention of melanoma an skin cancer as
a whole. Also, significant improvements are necessary in the field of tertiary
prevention, i.e. early detection of metastatic disease and timely initiation of
systemic therapy, when favorable outcome of metastatic disease is more
probable.
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Thyroid carcinoma: the Bethesda system - interpretation
and guidelines for surgical treatment

Ljubica Fustar Preradovic?, Radan Dzodic?

! General Hospital Vinkovci, Vinkovci, Croatia; 2 Institut of oncology
and radiology of Serbia, School of Medicine, University of Belgrade, Serbia

Fine needle aspiration (FNA) cytology is a widely utilized tool for the diagnosis
of thyroid lesions with a high degree of sensitivity, specificity and diagnostic
accuracy.

The aim of this study is to assess the efficacy of The Bethesda System for
Reporting Thyroid Cytology (TBSRTC) in accurate prediction of thyroid lesions
on fine needle aspiration (FNA). To appraise the surgeon with guidelines for
adequacy of samples, and interpretation of FNA reports with TBSRTC and
hence aiding them in surgical decision making. 4 640 FNAs were done on
patients with thyroid swellings in the department of Cytology and reported
using TBSRTC guidelines. In cases where surgery was done, histopathological
report was correlated. Using TBSRTC the commonest cytological diagnosis
was benign - Hashimoto's thyroiditis followed by benign follicular nodule.
TBSRTC recommended certain categories and the rationale of this catego-
rization is to implicate cancer risk associated with each category along
with guidelines for clinical management thus avoiding unnecessary sur-
gery. TBSRTC reduces inter-observer variability in reporting thyroid FNAs
and provides good communication between the cytopathologist, surgeon,
endocrinologist and radiologist and also allows easy and reliable sharing of
data from different laboratories for national and international collaborative
studies.

Key words: thyroid cancer, fine needle aspiration, Bethesda system
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Multifocality as independent prognostic factor in papillary
thyroid carcinoma - a multivariate analysis (3" WCTC)

Markovic Ivan'?, Santrac Nada? Goran Merima?, Buta Marko'?,
Jevric Marko?, Pupic Gordana3, Petrovic Nevena?, Markovic Marija?,
Dzodic Radan??

1 Medical Faculty, University of Belgrade, Belgrade, Serbia; 2 Surgical
Oncology Clinic, Institute for Oncology and Radiology of Serbia, Belgrade,
Serbia; 3 Department of Pathology, Institute for Oncology and Radiology of
Serbia, Belgrade, Serbia

Background: The incidence of multifocality of papillary thyroid carcinoma
(PTC) ranges from 18 to 87.5%. The mechanisms of multifocal spreading, corre-
lation with tumor size, histology variants of PTC, lymph node metastases, and
prognostic impact remain unclear.

Purpose: Multivariate analysis of prognostic factors in PTC.

Methods: 153 patients with PTC were included. Patients with pT4 tumors or
initially distant metastases were excluded from study. Total thyroidectomy
was done in all 153 patients. Central and level Ill and IV lateral neck lymph
node dissection was done in 76.5% patients, followed with modified radical
neck dissection if positive.

Results: Multifocality was found in 43 (28%) whole thyroid gland specimens,
and was significantly more frequent in patients older than 45 years and in
tumors greater than 4 cm in diameter (p<0.01). Presence of multifocality did
not significantly correlate with gender, histology variants of PTC or lymph
node metastases. In a median follow-up of 84 months, locoregional relapse
occurred in 8.4% and 1.3% of patients, while 7.2% patients died due to PTC. The
incidence of relapse was significantly higher (p<0.01), and relapse-free inter-
val and survival were significantly shorter (p=0.0095, p=0.0004, respectively)
in patients with multifocal PTC. Cox’s multivariate regression analysis showed
that multifocality was independent prognostic factor for both relapse-free
and overall survival of patients with PTC.

Discussion & Conclusion: Due to high incidence of multifocality and potential
prognostic impact, total thyroidectomy should be advocated in all patients
with PTC, aiming to reduce relapse rate and improve relapse-free interval and
overall survival.

Keywords: multifocality, papillary thyroid carcinoma, prognostic factors
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Sentinel lymph node biopsy in clinically node negative
patients with papillary thyroid carcinoma (3¢ WCTC)

Markovic Ivan'?, Santrac Nada? Goran Merima? Buta Marko® ?,
Jevric, Marko?, Pupic Gordana3, Petrovic Nevena?, Markovic Marija?,
Dzodic Radan??

1 Medical Faculty, University of Belgrade, Belgrade, Serbia; 2 Surgical
Oncology Clinic, Institute for Oncology and Radiology of Serbia, Belgrade,

Serbia; 3 Department of Pathology, Institute for Oncology and Radiology of
Serbia, Belgrade, Serbia

Background: The incidence of histologically proven lymph node metastases
(LNM) in papillary thyroid carcinoma (PTC) reaches 80%. According to different
guidelines, surgical management in cNO patients remains controversial.
Efficacy of sentinel lymph node (SLN) biopsy in breast cancer and melanoma
encouraged some authors to apply this concept in PTC.

Purpose: To investigate if SLN biopsy using methylene blue dye is accurate in
detection of LNMs in lateral neck compartment in cNO patients with PTC.

Methods: All 153 cNO patients with PTC underwent total thyroidectomy,
central neck dissection and SLN biopsy in lateral neck compartments. Selec-
tive modified lateral neck dissection was performed in cases of metastatic
SLNSs.

Results: Neck LNMs were histologically verified in 40.9% of cases. Predictive
factors for LNMs were: male gender, age under 45 years, tumors greater than
1cm, capsular and vascular invasion. Central LNMs were predictive for lateral
LNMs in 80.5% of cases. LNMs were confirmed in 21% of SLNs in lateral neck
compartments, which were over 50% predictive of LNMs in other dissected
lateral lymph nodes. SLNs identification rate was 91.8%. Sensitivity, specificity,
positive and negative predictive value were 85.7%, 96.7%, 88.3% and 95.9%,
respectively. The overall accuracy of the method was 94.3%, with probability
0f 91.2% (ROC AUC, 95% Cl, 84.2 to 98.3%).

Discussion & Conclusion: The proposed method of SLN biopsy is feasible, safe
and accurate in detection of LNMs in the lateral neck compartments and may
help in decision to perform selective modified lateral neck dissection in cNO
patients with PTC.

Key words: sentinel lymph node biopsy, papillary thyroid carcinoma
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Sentinel lymph node biopsy in medullary thyroid
microcarcinomas after methylene blue dye mapping
- a pilot study (3" WCTC)

Santrac Nada?, Markovic Ivan'?, Goran Merima?, Buta Marko??,
Djurisic Igor?, Pupic Gordana3, Zivkovic Ognjen3, Dzodic Radan??

! Surgical Oncology Clinic, Institute for Oncology and Radiology of Serbia, Belgrade,
Serbia; 2 Medical Faculty, University of Belgrade, Serbia; > Department of
Pathology, Institute for Oncology and Radiology of Serbia, Belgrade, Serbia

Background: Management of lymph nodes (LN) in medullary thyroid carcino-
ma (MTC) is an ongoing debate.

Purpose: The aim was to analyze usefulness of sentinel lymph node biopsy
(SLNB) of jugulo-carotid regions after methylene blue dye (MBD) mapping for
selection of cNO, but true positive, patients with micro-MTC for one-time
modified radical neck dissection (MRND).

Methods: From 2007 to 2016™, 15 cNO patients were operated in our institu-
tion due to micro-MTCs (=10mm), with serum calcitonin levels <1000pg/ml. To-
tal thyroidectomy with central neck dissection was done in all patients. Sen-
tinel-LN mapping was performed by injecting 1%-MBD subcapsullary in both
lobes. Levels lI-lll were explored on both sides, blue stained sentinel-LNs were
removed and examined by frozen section. If sentinel-LNs were benign, addi-
tional surrounding non-colored-LNs were sent to standard histopathology. If
sentinel-LNs were positive, one-time MRND was performed.

Results: One patient had hereditary, bilateral micro-MTCs, with calcitonin level
221pg/ml and central-LN metastases. Sentinel-LNs were positive on both
sides, thus bilateral MRND was performed. Metastases in other lateral-LNs
were found, as well. Other 14 patients had sporadic, unilateral micro-MTC and
showed neither central nor lateral-LN metastases on bilateral SLNB. Frozen
section and definite histopathology were 100% match.

Discussion & Conclusion: SLNB after MBD mapping can be precisely used for
intraoperative assessment of lateral-LNs. It optimizes surgery of micro-MTCs,
selecting cNO patients, with lateral metastases on frozen section, for one-
time MRND. This pilot study is the first reported experience with SLNB of jugulo-
carotid regions in MTCs using MBD, focusing on the subgroup of microcarcinomas.

Key words: medullary thyroid carcinoma, microcarcinomas, methylene blue
dye, sentinel lymph node biopsy
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Technique of recurrent laryngeal nerve liberation
for phonation recovery (3" WCTC)

Dzodic Radan'? Markovic Ivan *?, Santrac Nada 2, Buta Marko 2,
Djurisic Igor 2, Lukic Silvana3
! Medical Faculty, University of Belgrade, Serbia; 2 Surgical Oncology Clinic,

Institute for Oncology and Radiology of Serbia, Belgrade, Serbia; 3 Department
of Pathology, Institute for Oncology and Radiology of Serbia, Belgrade, Serbia

Background: Recurrent laryngeal nerve (RLN) injury is a major complication in
thyroid surgery. It occurs more frequent during operations and reoperations
of thyroid cancer and recurrent goiter. Techniques of nerve liberation and
reconstruction can provide improvement in phonation, even complete voice
recovery.

Purpose: The aim was to present experience with original technique of RLN
liberations and analyze patients’ recovery after the procedure.

Methods: From 2000 to 2017, we performed RLN liberation in 16 patients who
had RLN paresis/paralysis on laryngoscopy after previous surgical treatment
in another institution. Reoperations were performed 2 months to 16 years af-
ter RLN injury, by removing misplaced ligations, granulomas or adhesions
from nerves. After procedure, voice quality was assessed by qualitative scor-
ing system and laryngoscopy in 15t 6™ and 12" postoperative month. In re-
cent two years we use intraoperative neuromonitoring to confirm good RLN
function intraoperatively.

Results: Majority of patients had oncological indication for reoperation. Four
patients had reoperation for alleviating the symptoms of severe dysphonia
or stridorous breathing. In two patients that had bilateral RLN paralysis we
performed two-step surgery: 2 and 6 months after injury. RLN liberations pro-
vided complete voice recovery within three weeks in all patients. In 15 pa-
tients, score 4 on perceptual voice quality scale was achieved. One patient,
who had RLN liberation 16 years after the injsury, restored normal vocal cord
movements on laryngoscopy (score 5).

Discussion & Conclusion: RLN liberation enables patients with paresis/pa-
ralysis a significant improvement in phonation, even complete voice re-
covery.

Key words: recurrent laryngeal nerve injury, paresis, paralysis, liberations,
voice recovery
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In situ preservation of parathyroid glands for

prevention of permanent hypoparathyroidism in thyroid
surgery (3" WCTC)

Dzodic Radan'?, Santrac Nada?

! Medical Faculty, University of Belgrade, Serbia; 2 Surgical Oncology Clinic,
Institute for Oncology and Radiology of Serbia, Belgrade, Serbia

Background: Hypoparathyroidism (HPT) is one of the most frequent and se-
vere complications of thyroid surgery. It is caused by intraoperative damage,
devascularization or accidental removal of the parathyroid glands (PTG). The
incidence of postoperative HPT is directly proportional to surgery extent and
surgeon's experience.

Purpose: The authors present original technique of in situ preservation of
PTGs during thyroid surgery and 40-years-experience results in postopera-
tive HPT.

Methods: Our surgical technigque focuses on meticulous capsular dissection
and ligation of blood vessels close to thyroid capsule. The key step is preser-
vation of the middle thyroid, Kocher's, vein trunk, as well as vein branches
that accompany posterior branch of superior thyroid artery and inferior thy-
roid artery trunk. The use of methylene blue dye for sentinel lymph nodes bi-
opsy (SLNB) facilitates identification of PTGs during central neck dissection
(CND), since PTGs are not colored in blue, unlike central lymph nodes.

Results: After 40 years of experience in thyroid surgery, and several thou-
sands of preserved PTGs, a total prevalence of permanent HPT in the first au-
thor's series is less than 0.5%.

Discussion & Conclusion: This original technique of venous trunk's preserva-
tion, along with so far known surgical steps for in situ preservation of PTGS
on arterial pedicle, provides good outcome for patients after total thyroidec-
tomy, with or without CND, regarding HPT as one of the most severe compli-
cations of thyroid surgery. We find methylene blue dye useful, not only for SL-
NB, but also for reduction of accidental removal of PTGs.

Key words: postoperative hypoparathyroidism, thyroid surgery, surgical
technique, in situ preservation, venous drainage
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Clinico-pathological and molecular profile of follicular
variant of papillary thyroid cancer

Amit Agarwal!

! Department of Endocrine Surgery, Sanjay Gandhi Postgraduate Institute of
Medical Sciences, Lucknow, India

Follicular variant of papillary thyroid cancer (FVPTC) has two distinct histo-
pathological subtypes; encapsulated and infiltrative. The molecular charac-
teristics and clinico-pathological features of both groups are entirely differ-
ent. We studied 30 FVPTC (22 infiltrative and 8 encapsulated). DNA and RNA
from samples were isolated. DNA was used to screen BRAF and RAS muta-
tions by using RFLPPCR and sequencing methods, while the expressions of io-
dine metabolizing genes were checked from RNA by using real time PCR. Fur-
ther the mutations status, expression levels of iodine metabolizing genes
and clinic-pathological features of the patients were correlated with each
other using statistical tools. Infiltrative subtypes showed 40.9% (9/22) BRAF
mutations and none of encapsulated had BRAF mutations. Encapsulated
subtypes showed 37.5% (3/8) RAS mutations while infiltrative subtypes had
4.5% (1/22).lodine metabolizing genes were expressed significantly lower in
BRAF positive than BRAF negative group. More lymph node metastasis, high-
er incidence of distant metastasis and a higher degree of risk were noted in
infiltrative variant. Our study supports the argument that FVPTC can be sepa-
rated into two subtypes,; infiltrative subtype which has a molecular profile
close to Conventional Papillary Thyroid Cancer, while encapsulated types
have a molecular profile similar to follicular adenoma or Follicular Thyroid
Cancer. Those who harbor BRAF mutations may be offered a complete thy-
roidectomy, because they show decreased expression of iodine metabolizing
gene which confers a tendency to lose RAI avidity and further recurrence of
the tumor.

Key words: papillary thyroid cancer, follicular variant, clinico-pathological
profile, molecular profile
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Fertility in thyroid cancer patients

Kristina Vabalayte!, Anatoly Romanchishen?, Nataliya llicheva?
1 St. Petersburg State Pediatric Medical University, St. Petersburg, Russia

Background. For patients with differentiated thyroid carcinoma (DTC), the ef-
fect of radioactive iodine (RAI) therapy on gonadal and reproductive function
is an important consideration.

Objective and methods. 127 children were operated on thyroid in case of DTC
during 1975-2015. 87 pts were treated by RAI (1-13 times). Average age is 15
years (4-18). Histological types of DTC were papillary (69%), follicular (27%), oth-
er (4%). Average follow up period is 3 year (2-40). We analyzed effect of thera-
peutic RAI on sex steroid level, on ovarian function, menses, ovulation in
women; sperm - in men; future fertility; pregnancy outcomes.

Results. Early side effects (during 1%t week after RAI) included nausea and
vomiting (29%), sialoadenitis (22%), temporal bone marrow dysfunction (6%).
Late side effects included permanent salivary glands' dysfunction (2%), per-
manent bone marrow dysfunction (4%), lung fibrosis (5%), second tumors -
leucosis, breast cancer (4%), fertility disorder (7%). Fertility was analyzed in 78
pts. Sterility (2%), amenorrhea (4%), changes in menstrual period (5%), miscar-
riage (4%).

Conclusion. RAI should be prescribed only for indications. Sexual cell should
be cryopreserved before RAI for future pregnancy.

Key words: thyroid cancer, fertility
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[a nu je TpyAHOha nocne neyera paka aojke b6ezbenHa?

CHexaHa Wywrap?, BecHa Kecuh?, UBaHa boxxoeuh Cnacojesuh?

L MHCTUTYT 33 OHKOoNorujy n pagunonornjy Cpbuje; 2 MegnuunHckn dpakynTtet y
Beorpagy, KnuHMKa 3a ruHekonorunjy n akywepcrso, KnnHnykn ueHtap Cpbuje

Nako nHUnpeHua kapunHoma aojke (KO) pacte ca rogMHama XmBoTa, OKO 7%
XEHa Ca HoBOAWjarHOCTUKOBaHUM K mnafe cy of 40 roavHa, a 2-4% mnane cy
04 35 rognHa. JegHO 0f jOoW YBeK HepeLleHnx NuTaka je aa nu je mnana xu-
BOTHa £06 cama no cebu now NporHoCcTykn goaktTop. OHO WTO jecTe yTBphe-
HO TO je a je mnafe XnBoTHO 0063 yAPYXEHO Ca HUXWUM NPOLEHTOM XOPMOH
peuenTop (EP v NrP) no3ntueHMx K (0ko 50% EP+ Tymopa koA XxeHa Mnafux oa
35 roauHa y ooHocy Ha 70% KOA XeHa cTapocTu 40-44 roguHe) (Bentzon N et al.
Int J Cancer 2008;122(5):1089-94). ¥ apyroj cepuju, Koja je yk/by4nna oko 400
naunjeHTKH3, EP+ KO 3aBenexenu cy koa 71% xeHa mnafux oa 45 rognHa un
80% xeHa cTapujux of 65 rogmHa (Anders CK et al. J Clin Oncol 2008;26:3324-
30). VY jeaHoj cepuju og oko 3500 naumjeHTKWHA NoKa3aHa je 3HayajHo Beha
YYeCTanocT TPOCTPYKO HeraTuBHMX KO koA naumnjeHTknHia Mnafux og 40 ro-
OVHA 1 YOPYXEHOCT Ca Nowunjum npexmnsrbaBarkem 6e3 penanca 6onectu
(eHrn. RFS - relapse-free survival) HAKOH ycknafuBara ca buonowkum TUNom
KO, BENNYUHOM 1 XMCTONOLIKMM rpafycom TyMOpPa, HOAYCHUM CTaTycoM 1 Mo-
panuteTtoMm fedversa (Azem H et al. Clin Cancer Res 2012;18:1341-51). lonaTtHa
aHanu3a ykasasa je Ha 7o Aa je koA KO koju HacTajy ko4 mnafhux XeHa nocToje
nocebHyM MonekynapHW npouecy He3aBncHo o Bronowkor NoATUNa TymMopa,
LITO MOXe 06jacHUTN KX0BY NOLWKjY NPOTrHO3Y Yy Mnafux XeHa. Jpyra petpo-
CNeKkTMBHA aHanNu3a nokasana je oa xeHe mnaahe og 35 roanHa umajy kpahe
npexnerbaBarse 6e3 60NecTn 1 YKYNHO NPexXnBbaBake y 0AHOCY HA CTapu-
je o4 35 rofnHa, HApoYMTO KOA XeHa ca TYMOpuUMa Koju cy XP-no3nTUBHY, a
KOje HUCy npuMarsne afjyBaHTHY XOPMOHCKY Tepanujy (Colleoni M et al. Ann
Oncol 2006; 17:1497-503).
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Npema pesyntatuma EBCTCG (eHrn. Early Breast Cancer Trialists Colaborative
Group) MeTa aHanuie 5-roAulirba afjyBaHTHA NPYMeEHa TaMOKCUEeHa CMa-
Hyje pu3unk og penanca KO n cmpTHu ncxon 36or KA 3a 40% (EBCTCG. Lancet
2011;378:771-84). ECpMKACHOCT TaMoKCUPEHA HE3aBUCHA je 04 MeHonay3an-
HOr CTaTyCa, XUBOTHOT A06a 1 NnpuMeHe aajyBaHTHe xemuoTepanuje. CTyauja
ATLAS (Davies C et al. Lancet 2013;381:805-16) nokasana je ga 10-roguwta
afjyBaHTHa NpuMeHa TaMoKCMdeHa OOAATHO CMakbyje mopTanuTeT og KA 3a
3% koA naunjeHTknHba (19% mnafhux og 45 rognHa) ca XP-no3ntmueHuM K[, Pe3y-
TaTK aTTom CcTyavje NnoTBPAWMAN cy Aa 10-rognwHea afdjyBaHTHa npumeHa Ta-
MOKCHCDEHA CMakbyje penatueHn pusunk of penanca KA 3a 30% y npsux 10 ro-
OWH3, @ HAaKOH TOra 3a NOMOBUHY, Y 0AHOCY Ha MAUWjEHTKUHE KOje HUCY Y3u-
mane Tepanujy (Gray RG et al. J Clin Oncol 2013; 31 (suppl): abstr 5).

NMpuMeHa LHRH (eHrn. Luteinizing Hormone Realising Hormone) aroH1CTa,
Kao LWITO Cy rocepenuH, TPUNTOPenuH Uav NeynpopeniH y3 TaMoKcnudeH nnm
NHXMBUTOP apomartase ncnutrueaHa je y ABCSG-12 (Gnant M et al. Lancet Oncol
2011;12:631-41), SOFT (Francis PA et al. N Engl J Med 2015;372:436-46) n TEXT
(Pagani O et al. N Engl J Med 2014;371:107-18) cTyanjama. OBe CTyaunje nokasa-
fle cy aa je ctona npexuvBrbaBakea 6e3 Bonectn npemeHoNay3HUX NAUKjEHT-
KMHa Cca XP-No3uTUBHUM K[ AWjarHOCTUKOBaHWUX y cTagujymy I/Il (T1-2, NO-3,
MO) HakOH 5 roguHa npahera n3Hag 80% n 6e3 npumeHe afjyBaHTHE XEMUO-
Tepanuje. MefhyTum, xemnoTepanuja je 4ecTo CaCTaBHW 40 NNaHa afjyBaHT-
HOr Nneyersa NpemMeHonay3HMx XeHa ca KA. Y nocnegwnx HEKOMWKO AeleHn)a
MOCTOjN TPeH KOA XeHa na npBy TPyAHohy ocTBapyjy nocne 30. rognHe xm-
BOTa, TAKO A3 Ce CBe yewhe gewasa Aa Cce K04 MIagunx XeHa AmnjarHoctukyje
KO npe ocHMBaKea NopoanLe, 0OHOCHO Y TPeHYTKY Kaaa HUCY 0CTBapuIle CBo-
je nnaHoBe Be3aHe 3a penpoaykuunjy. Ca gpyre cTpaHe, neyerwse KO moxe
Y3pOKOBaTW HenyjiogHoCT, Ba30MOTOPHe cMMnToMe 360r cekyHaapHe aMeHo-
peje n nopemehaje y cekcyanHoj ccpepu, WTO CBe 3ajejHO 3HAYAJHO yTu4ye n
noropliaBa KBanuTeT XWBOTA. JegHa aHketa (Partridge AH et al. J Clin Oncol
22:4174-83) je noKka3ana fa CcTpax 04 HeNnogHOCTH yTuye Ha n3bop aajyBaHT-
HOr neyera ¥ TO Aa BULWE o4 TPehnHe naunjeHTKnHa Mucnn ga TpyaHoha mo-
Xe na noseha pu3nke of nospatka KA.

Y unrby o4yBara PepTunnTeTa AaHac Ce KOpUCTe MeToAe Kpuonpesepsa-
unje oena oBapwjanHor Tkmea v, yewhe, kpuonpesepsaunja jajHux hennja nnm
emOpnOoHa HakoH CTUMynaunje oBynauunje, a pagu NPUkyn/baka [0BOSLHOT
Bpoja jajHux henunja. Y Te cBpxe KOpWUCTE Ce NPOTOKONN Ca TaMOKCUDeHOM
NN NHXMBUTOPUMA apoMaTase 1 CMatpa Ce Aa HUX0Ba NPUMEHA 3a CTUMY-
naumnjy oBynauuje He nosehasa pu3uk og nporpecuje KA (Azim AA et al. J Clin
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Oncol. 2008; 26(16):2630-5). ESMO (eHr. European Society of Medical Oncology)
npenopyke Koje ce 04HOCE Ha O4YyBaHe (PepTUANTeTa KOA XeHa Ko Kojux ce
nnaHnpa npuMeHa xemuoTtepanwje, CaBeTyjy 3amMmp3aBarse embpunoHa 1 ooun-
Ta (Peccatori FA et al. Ann Oncol 2013;24 (Suppl 6):vil60-vil70).

[laHac pacrnonaxemo ca Noy3naHwjum peTpocnekTUBHWM nojauvma aa
TPyAHONha HakoH neyewa paHor XP-no3uTtusHor KO He nosehaBa pu3uke of
nospatka KO (Azim HA et al. J Clin Oncol 2013;1:73-9). Koa naunjeHTkuHa ca
BRCA 1/2 wTeTHUM myTaumnjama Koje Cy OnjarHoCcTukoBaHe y TpyaHohn nnwv ko-
je cy ce mopogwne HakoH anjarHose KO, Huje 3abenexeHa pasnuka y 15-rogun-
WHeM MpexuB/baBamy y nopehery ca naunjeHTKnkamMa Koje HUCy 3atpya-
Hene nocne neyersa KA (91,5% npema 88,6%) (Valentini A, Breast Cancer Res
Treat 2013;142:177-85). Takofe, Huje 3abenexeHa pa3nuka y 34paB/by HOBO-
pofeH4yaan nameny nopoansba NPeTXo04HOo NevyeHnx o4 paka OojKe 1 XeHa Ko-
je Hemajy anjarHo3y paka [AojKe, anu nocToju nosehaH pu3nk o4 KoMnnukaun-
ja Ha camom nopohajy, noTpebe aa ce ypaaw uapcku pes, nopofaja npe Tep-
MWUHA 1 Mafie TexXnHe HoBopofeHyeTa (Dalberg K et al. PLoS Med 2006;3:e336).
Mpema caBpemeHnM CTaBOBMMAa, CaBeTyje Ce A0jeHe Aeue MUHUMANHO 6 me-
ceum, ykonmko je To moryhe (Stuebe A. Rev Obstet Gynecol 2009; 2(4):222-231).
Koa XeHa kofg Kojux je ypaheHa nowTenHa onepaunja, MoryhHoOCT nakrauuje
3aBucy o4 Bnu3nHe xMpypLUKe NHUM3Kje peTpoMamMunapHom NpocTopy 1 no-
cnefunyHor popmMupara onepaTrBHON 0XWI/bKA KOjy Npeceua U3BoaHe Mieu-
He KaHanuhe, Kao 1 04 A03e NocTonepaTBHe 3payvHe Tepanuje (Azim HA Jr et
al. Breast 19(6):527-31). [lojerbe aeTeTa He nosehasa pu3suke o penanca pa-
Ka Oojke.

Nako nMamo nofdaTtke U3 PeTpoCcnekTUBHUX CTyAuja, OCTajy HEKA HepeLle-
Ha MUTarba KOja 3axTeBajy OAroBOpP: MOTBPAa L0CAAAWHMX Ca3HAHA KPO3
oBpany nogartaka Cakyn/beHWX NPOCNEKTUBHO, OATOBOP HA NUTake aa N cy
pe3yntaty gocapalHnx aHannsa oapas T3B. ,edpexkTa 34pasux majkn”, npu-
Kyn/bake BULLe Nnogartaka 3a naunjeHtTkukse ca EP-no3utneHum KO v nutakse
kana je 6e3b6enHo 3aTpyaHeTN Nocne onepauuvje. 3 enngeMmnonowknx ncTpa-
XnBarba (IBCSG 43-09 cTyanja, HeobjaBrbeHn nogaum) casHajemo fa je oko 70%
MNagnx NaunjeHTKNHea Yy TPEeHYTKY NOoCTaBbaka AnjarHose KO 3abpuHyTo
360r MOryhHOCTN CMakseHea NNOAHOCTA W A je 0KO 40% HIX CNPEMHO [a yye-
CTBYyje y NPOCNEKTUBHO] KNUHNYKO] CTYAN]N.

MHTepHaunoHanHa rpyna 3a uctpaxusamwe KA (eHrn. International Breast
Cancer Study Group - IBCSG) anM3ajHnpana je cTyamjy Koja ykibydyje naunjeHT-
Knkbe ca EP-no3untmeBHUM KO KOje cy 3anoyene afjyBaHTHY XOPMOHCKY Tepa-
MWjy HAKOH NOKOPEernoHanHor feyexsa (onepauunja ca nnu 6es noctonepaTus-
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He 3payHe Tepanuje). Ctyaunja Tpeba oa ucnuta ga nu je 6esbenHo npruepeme-
HO, Ha OBEe roAnHe, NPeKNHYTN afdjyBaHTHY XOPMOHCKY Tepanujy HakoH 18 oo
30 meceun kako 6w ce fo3sonuna TpyaHoha. HakoH ucTeka Tor nepuoaa na-
LunjeHTKnHoe Tpeba oa HacTase ca afjyBaHTHUM fledyerem nNpema npoTokKony
YKYNHO 5 wunu 10 rogwHa, y 3aBWCHOCTW 04 pu3uka of penanca GonecTw.
EBCTCG meTa aHanusa (EBCTCG. Lancet 2011) nokasana je Oa je 2-roauiikea
afjyBaHTHa NpYMeEHa TaMOKCUMdeHa jefHako edMKacHa y CMakbewy WHLUK-
LeHue penanca KO n mopTanuTeTa TOKOM NPBe 4 roanHe o4 onepauuje Kao un
5-rognra npumeHa TamokcudpeHa. IcTo Tako, 2-roguiHsa NpuMeHa Ta-
MOKCOOveHa cMaryje mopTanuTet oa KO v nocne 5 rognHa, camo je 0Baj epe-
KaT MaHs1 Hero Kof 5-roaunikee npuMeHe neka. ABCSG-12 ctyamja nokasana je
03 je TPOroanHa aajyBaHTHA NPUMeHa XOpMOoHCKe Tepanuje (6e3 xemunoTe-
panuje) edpukacHa v Aa je 5-roguilibe npexmnsrbaBarke 0ko 90% (cBaka Tpeha
XeHa Buna je y Hogyc NO3UTUBHO] rpynw).

ba3npaHo Ha NPeTX0aHO N3HETUM YNHEHMLAMA, HE 04Yekyje ce aa he npe-
Kng afjyBaHTHe XpOMOHCKe Tepanuje HakoH 18 oo 30 meceun nosehaTtn pu3u-
Ke o penanca GonecTn n MopTanuTeT o K, noa yc/oBOM Aa NaunjeHTKnHe
HacTaBe oa Npumajy aajyBaHTHY Tepanwujy npema npoTtokony. 04 4. peuembpa
2014. po kpaja centembpa 2017. roanHe ykibydeHa je 161 naunjeHTknHba. MNap-
Tnumnupa 19 ueHtapa n3 CAf-a n KaHape, 38 n3 Espone, 10 ueHTapa 13 octa-
fior gena cseta. MHCTUTYT 3a OHKONOrmMjy 1 pagnonornjy Cpbuje ykbyymno cey
0By CTyawnjy oa anpunia 2017. roanHe n akTUBHO YKIby4yje NaunjeHTKNHe.

KrbyyHe peun: pak nojke, TpyaHoha, 6esbenHoct

Is pregnancy safe after breast cancer treatment?

Snezana Susnjar?, Vesna Kesic?, Ivana Bozovic Spasojevic?

Linstitute for Oncology and Radiology of Serbia; 2 Medical Faculty University
of Belgrade, Clinic for Gynecology and 0bstetrics, Clinical Center of Serbia

Although incidence of breast cancer (BC) is significantly increasing with age,
7% newly diagnosed BC patients are younger than 40 years, and 2%-4% are
younger than 35 years, as well. It has not been resolved yet if younger age is
an independent factor of poor prognosis. The data reveled that BCs in young-
er patients are associated with lower estrogen receptor (ER) positive sub-
types (50% ER-positive BC in patients younger than 35 years vs. 70% in pa-
tients aged 44-49 years) (Bentzon N et al. Int J Cancer 2008;122(5):1089-94). In
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about 400 analyzed BC patients ER-positive BC were confirmed in 71% of
women less than 45 years and in 80% of women over 65 years (Anders CK et
al. J Clin Oncol 2008;26:3324-30). Statistically higher incidence of triple-nega-
tive BC was noticed in patients younger than 40 years and association with
poorer relapse-free survival (RFS) after adjustment for breast cancer sub-
type, tumor size, nodal status, histological grade and treatment modality
(Azem H et al. Clin Cancer Res 2012; 18:1341-51). Additional analysis showed
that BCs arising at a young age are enriched with unique molecular process-
es independent of BC molecular subtype that may explain their poorer prog-
nosis. One retrospective analysis showed that women aged less than 35 years
had lower disease-free survival and overall survival compared to women
over 35 years, especially in those with ER-positive BC that had not been treated
with adjuvant endocrine therapy (Colleoni M et al. Ann Oncol 2006;17:1497-503).

According to Early Breast Cancer Trialists Collaborative Group (EBCTCG) me-
ta-analysis (Lancet 2011; 378: 771-84), 5 years of adjuvant Tamoxifen reduced
risk of BC relapse and death from BC by 40%, independently from menopaus-
al status, age or adjuvant chemotherapy. ATLAS study showed that 10-year of
adjuvant Tamoxifen additionally lowered BC mortality for 3% in patients with
hormone receptor (HR) positive BCs, 19% of whom were younger than 45 years
(Davies C et al. Lancet 2013;381:805-16). The aTTom study confirmed that
10-year of adjuvant Tamoxifen lowers the risk from BC relapse in the first 10
years for 30%, and for 50% thereafter versus wj/o adjuvant therapy [Gray RG et
al. J Clin Oncol 2013; 31(suppl): abstr 51.

The efficacy of LHRH (Luteinizing Hormone-Releasing Hormone) agonists,
such as Goserelin, Triptorelin and Leuprorelin, in premenopausal BC patents
has been investigated in ABCSG-12 (Gnant M et al. Lancet Oncol 2011; 12: 631-
41), SOFT (Francis PA et al. N Engl J Med 2015; 372:436-46) and TEXT (Pagani O et
al. N Engl J Med 2014; 371:107-18) studies. These results showed that 5-year
disease-free survival rate in patients diagnosed with stage I/ll HR-positive BC
exceeds 80% even w/o adjuvant chemotherapy. However, chemotherapy is of-
ten a component of adjuvant treatment in younger BC patients independent-
ly from tumor molecular subtype. In the last few decades there is a trend in
women toward first delivery after age of 30 which results in younger women
facing BC diagnosis before realization of their reproductive plans. On the oth-
er hand, treatment of BC may cause infertility, vasomotor symptoms and
sexual dysfunction, resulting in significant deterioration of quality of life. One
survey among young BC patients showed that risk of therapy-induced infer-
tility can influence the choice of adjuvant treatment (Partridge AH et al. J Clin
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Oncol 22:4174-83). Furthermore, about one third of women were concerned
that pregnancy may increase risk of disease relapse.

Methods of cryopreservation of ovarian tissue and, more frequently, oo-
cyte and embryo cryopreservation after ovarian stimulation are used in or-
der to preserve fertility in women before commencing chemotherapy. Proto-
cols with gonadotropins and tamoxifen or letrozol have been shown not to
increase estradiol levels as much as standard stimulation regimens. Hence,
its use is deemed not to be associated with the increased risk of BC relapse
(Azim AA et al. J Clin Oncol 2008;26(16):2630-5). According to ESMO (European
Society for Medical Oncology) practice guidelines regarding fertility in women
diagnosed with and treated for cancer, embryo or oocyte cryopreservation is
the main method to preserve female fertility (Peccatori FA et al. Ann Oncol
2013;24 (Suppl 6):vil60-vil70).

There are reliable data based on retrospective studies that pregnancy in
HR-positive BC survivors does not increase risk from disease relapse (Azim HA
et al. J Clin Oncol. 2013;1:73-9). Regarding BRCA 1/2 mutations, there were no
difference in 15-year survival rate between BRCA 1/2 mutation carriers diag-
nosed with BC during pregnancy or those who got pregnant after BC treat-
ment and BC patients not became pregnant (91.5% vs. 88.6%) (Valentini A.
Breast Cancer Res Treat 2013;142:177-85). Birth outcome after BC has not
been shown to be different from that of the normal population, but increased
risks of delivery complications, cesarean section, preterm birth and low birth
weight were reported (Dalberg K et al. PLoS Med 2006;3:e336). If possible,
breast feeding of minimally 6 months duration is recommended [Stuebe A.
Rev Obstet Gynecol. 2009;2(4):222-31]. In women with breast-conserving sur-
gery and postoperative radiotherapy lactation is dependent on the proximi-
ty of surgery incision to retro-mammillary region and extent of postopera-
tive scar and on the total dose of breast irradiation, as well [Azim HA Jr et al.
Breast 19(6):527-31]. Breastfeeding does not increase risk from BC relapse.

Although there are plenty body of evidence from retrospective studies
regarding safety of pregnancy after BC diagnosis, there are some issues
requiring clarification: 1) need to confirm retrospectively collected data in
prospectively designed studies, 2) clarification if survival analysis results
regarding pregnancy after BC treatment are the consequence of so called
healthy mother effect, suggesting that survivors that become pregnant are
self-selected healthier group of patients with better prognosis, 3) more data
on HR-positive BC and pregnancy and 4) optimal time from the BC diagnosis
and conception. Survey analysis of younger BC survivors showed that more
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than 70% of these women are concerned about the possibility of infertility
and 40% of them are ready to participate in a prospective clinical study (IBCSG
43-09 study, unpublished data).

IBCSG (International Breast Cancer Study Group) designed a study enrolling
HR-positive BC patients commencing their adjuvant endocrine therapy after
locoregional treatment (radical surgery with or w/o postoperative radiother-
apy). The primary goal is to investigate safety of 2-year interruption of adju-
vant therapy after 18-30 moths from starting it to allow for pregnancy. After
2 years, regardless of pregnancy success, patient are strongly recommended
to resume their adjuvant endocrine therapy for 5-10 years, according to risk
of disease relapse. EBCTCG analysis shows that 2-year of adjuvant Tamoxifen
reduced the risk of disease relapse within the first 4 years from BC diagnosis
at the same extent as 5-year adjuvant Tamoxifen. Similarly, 2-year of adju-
vant Tamoxifen also reduced mortality from BC after year 5, but this effect
was of a smaller magnitude than that of 5-year adjuvant treatment. ABCSG-12
study shows that 3-year of adjuvant combination of LHRH agonist and Tamox-
ifen or Letrozole w/o adjuvant chemotherapy was efficacious and 5-year DFS
rate exceeded 90% (every third woman was node-positive).

Based on the above data, it is not expected that the interruption of adju-
vant endocrine therapy after 18-30 months from its start would have detri-
mental effect on risk from BC relapse and BC mortality rate if they continue
their adjuvant therapy after delivery and breastfeeding period. From Decem-
ber 2014 until the end of September 2017, 161 patients were enrolled. Nine-
teen centers from USA and Canada, 38 from Europe and 10 centers from the
other parts of the world participate into the study. Institute for Oncology and
Radiology of Serbia joined the IBCSG study team from April 2017 and patients
are currently enrolling.

Key words: breast cancer, pregnancy, safety

TpyaHoha HaKOH feyerba KapunHoMa Ao0jKe - UCKYCTBO
WHCTUTYTA 32 OHKONOrujy n paanonornjy Cpbnje

MBaHa MuHuh!, NBaHa boxosuh Cnacojesuh?!, CHexaHa LWywrap?

L KnuHuka 3a MeaunkanHy oHKoNnorujy, MUHCTUTYT 33 OHKONOTWjy U paanonorujy
Cpbuje

VBoA: BaxHO NuTare 3a Benukn Bpoj Maafux XeHa HakoH neyversa KapumHo-
Ma fojke (KO) je pa nu je TpyaHoha 6e36eaHa. locapallkba NCTPAXMBaHLA yKa-
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3yjy Ha To ga TpyaHoha He noBehasa puU3KK of penanca ocHoBHe BonecTw,
LUTO CE OAHOCK U Ha XEHE Ca NYMUHANHUM NoaTunosuma K.

MeTtope: 0BO je peTpOCNeKTUBHO-MPOCMEKTUBHO NCTPAXNBAHE KOje YKIbyYyje
NaunjeHTKNHEe OMjarHoCTMKOBAHE y paHOM CcTagujymy GonecTwu, Koje cy 3a-
TpyaHene nocne neyena KA. Kog CBMX NaUnjeHTKUHA YYUHEHA je PaauKanHa
XVMPYPLUKA UHTEPBEHLM]A, @ HAKOH TOra NneyeHe Cy afdjyBaHTHOM CUCTEMCKOM
Tepanujom ca unu 6e3 noctonepaTuBHe 3padyHe Tepanuje. AHANU3NpPaH je nc-
X004 Neyersa v TpyaHoha Kofd 27 MaunjeHTKUHa OMepucaHmx y Nnepuoay og
1971. po 2011. CnpoBeAeHa je AeCKpPUNTUMBHA aHanNM3a nogaTaka Koja ykrbydy-
je THM knacudpmnkaumnjy KA, XMcTonowkmM Tun 1 rpagyc Tymopa, cTatyc peuen-
TOpa 3a ecTporeH (EP), nporectepoH (MrP) u xymaHn enupepmanHyn ¢oakTop
pacTta 2 (XEP2). Takofhe, 3abenexeHn cy nogaun o 3apasrby HOBOpOheHyYeTa
Ha pohemy (Anrap ckop) v Aojemsy.

Pe3synTtaTtu: NMpoceyHa CTAapoCT UCNuUTMBAHe nonynaunje 6una je 32 roguHe
(pacnoH 19-38). BehnHa naunjeHTKMHba AWjarHOCTUKOBaHa je y ctagujymy I/l
[24/27 (89%)] 1 BUWE 04 NONOBUHE NauWjeHTKWHA [16/27 (59%)] umano je no-
WTeaHy onepaunjy Aojke ca NOCTONepaTUBHOM pagnoTepannjom. XuctonaTo-
JIOWKOM aHann3om kopg sBehuHe naunjeHTKnHa NoTBpPhHEeH je OyKTalIHN NHBA-
3uBHN KO [14/27(52%)], rpagyc 2 KA kog [17/27 (63%)] naunjeHkTUHa, NymMuHan-
HV TN TyMOpa Kopf 18/27 (67%), a XEP2 no3nTtusHu KO kop 4/27 (15%) naunjeHT-
KnHba. BehnHa naunjeHTKMHa npumMana je agjyBaHTHY CMCTEMCKY Tepanujy:
18/27 (67%) xemmnoTepanujy, agjyBaHTHN TpacTy3ymab npumerseH je Kof jedHe
NaunjeHTKnHEe, A0K je 15/27 (56%) naunjeHTKnHa npumano afgjyBaHTHY Xop-
MOHCKY Tepanujy ca MegmnjaHoM Tpajakba 04 2 roauHe (paHra 2-5 roguHa). Yeyn-
HO je 0CTBapeHO 34 TpyaHohe, Of KOjUX Ce jeAHa 3aBpLKAA CNOHTaHUM noba-
yajem, a 3abenexeHa je jengHa doetanHa cMmpT ycned abpynuuje nnaueHTe.
NMpoce4yHo BpeMe oA AnjarHose KA go TpyaHohe 6uno je 54 meceua (8-105 me-
ceuw). PofjeHo je ykynHo 32 34paBa aeteTa, a 9/27 (22%) xeHa Oojuno je geuy.
[lo cafa HMKAKBe pa3BojHe aHoMannje HUCy 3abenexeHe Kog Aeue. HakoH Me-
avjaHe npahersa o4 97 meceum (paHr 50 - 480) 7/27 (26%) naunjeHTKNHA UMa-
no je penanc Gonectun, npemuHyno je 3/27 (11%) v To, Ase 360r penanca KA, a
jenHa 36or kapunHoma nnyha.

3aksby4vak: Mako fobunjeHn Ha manom Bpojy NaunjeHTKnHa, Hawwn pesynTa-
TW Cy Yy CKnagy ca NUTepaTtypHum nofauvma KANHUYKUX PEeTPOCNeKTUB-
HUX CTyAMja Koje cy aHanu3upane ncxon Gonectn y ogHocy Ha TpyaHohy
KOO XeHa Koje cy TpyaHohy ocTBapwuie HakoH CNPOBELEHOT Meyera pa-
Hor KA.

KrbyyHe peun: paHu kKapunHom fojke, TpyaHoha, 6esbenHoct
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Pregnancy after early breast cancer treatment

- experience of the Institute for Oncology and Radiology
of Serbia

Ivana Minic!, lvana Bozovic Spasojevic!, Snezana Susnjar!
L Clinic for Medical Oncology, Institute for Oncology and Radiology of Serbia

Background: The safety of pregnancy after breast cancer (BC) treatment is an
important issue for large number of young women. Current research does
not indicate that pregnancy negatively affects survival, neither increases the
risk of relapse of the disease, which also applies to women with luminal BC
subtypes.

Methods: This is retrospective-prospective study where patients who be-
came pregnant after completion of treatment for early BC were analyzed.
Radical surgery was performed in all patients, following adjuvant systemic
therapy with or without irradiation. We included 27 patients with completed
pregnancy following BC therapy between 1971 and 2011. Tumor features,
such as TNM classification of BC, histological type and grades of tumors, es-
trogen receptor status (ER), progesterone receptor (PgR) status and human
epidermal growth factor receptor 2 (HER2) status were analyzed. Details of
obstetric history, health of newborns (Apgar score) and breastfeeding were
recorded.

Results: The median age at the time of BC diagnosis was 32 years (range
19-38). The most patients were diagnosed in clinical stages I/ll [24/27 (89%)]
and more than a half [16/27 (59%)] had breast conserving surgery followed by
postoperative radiotherapy. Definitive histology, in most patients, was
invasive ductal BC [14/27 (52%)]; histological tumor grade 2 had 17/27 (63%),
luminal BC had 18/27 (67%), and HER2 positive BC had 4/27 (15%). Majority of
patients received adjuvant systemic therapy: 18/27 (67%) chemotherapy,
one patient received adjuvant trastuzumab, while 15/27 (56%) received
adjuvant hormone therapy with a median duration of 2 years (ranking 2-5
years). 34 pregnancies were achieved, with one spontaneous abortion and
one fetal death due to placental abruption. The average time from diagnosis
of BC to pregnancy was 54 months (8-105 months). 32 healthy children were
born and 9/27 (22% women initiated breastfeeding. There have been no
developmental abnormalities reported in the children up to date. After a
median follow-up of 97 months (ranging from 50 to 480), 7/27 (26%) of patients
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experienced disease relapse, 3/27 (11%) died, two patients due to BC and one
due to lung cancer.

Conclusion: Although obtained on a small number of patients, our results are
in accordance with the literature data of retrospective clinical studies inves-
tigating outcome of the BC in women who become pregnant after comple-
tion of treatment for early BC.

Key words: early breast cancer, pregnancy, safety
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NpeanKTUBHW 3HAYA] N NOTEeHUKWjanHa npuMeHa MUKPo PHK
y paanobuonoruju n paguotepanuju

HuHa NeTpoBuh!?

LMHCTUTYT 3a oHKonorujy n paguonorunjy Cpbuje, Beorpan, Cpbuja; 2 UHCTUTYT
33 HyKNeapHe Hayke BuH4a, YHMBep3uTeT y beorpaay, Cpbuja

MukpoPHK (M1PHK) monekynu npeacTasrbajy Mane Hekoanpajyhe PHK koje npo-
Lecom PHK nHTepdepeHumnje 4oBOAE A0 TPaHCAaunoHe penpecuje. MUPHK cy
enuUreHeTNYykKn MOANMUKATOPK, MOAYNATOPW, PErynaTtopy reHcke ekcnpecuje
Ha MOCTTPAHCKPUMNLNOHOM HMBOY. MUPHK yTuwasajy npnbnunxHo 60% xyma-
HUX reHa.

MpomeHe y HMBOMMA ekcnpecuje MUPHK nmajy Benukmn 3Hadaj y buonornju
1 Tepanuju Tymopa. MUPHK Mory npencTtas/baTi 3HavajHe (DakTope 3a ckpu-
HWHT, YCNOCTaB/bEHE ANjarHO3e, NPeankumnjy Toka n ncxoga bonectu, kao v 3a
npeankumnjy eoukacHoCTy 04roBOpa Ha Paano 1 xemuotepanujy. Y buonorunju
ManUrHNX Tymopa pasnunkyjemo MnPHK ca OHKOreHoM 1 TyMOp CynpecopHoMm
dyHKUMjoM (OHKOTeHe MWPHK yTuwaeajy n cnpedvasajy TpaHcnauujy tymop
CyNnpecopHunX reda, a Tymop CynpecopHe 3ayCcTaBrbajy Unmn oanaxy TpaHcna-
UMjy oHKOreHa). NoBuLLEeH HUBO OApefeHnX OHKOreHnx MUPHK 1 CMareH HUBO
TYMOpP cynpecopHux MPHK je nose3aH ca oopMuparemM, Nporpecujom n me-
TacTasmpakem Benukor Bpoja pasnuynuTux TUNoBa WM NOATWMNOBA Tymopa.
MUPHK cy npucyTHe y CBakoj henwuju, umpkynauujn (umpkynuwyhe n er3oso-
MarHe), n TeNIeCHUM TeYHOCTUMA.

NpennkTnBHM 3Hayaj MMPHK Kao WwTo cy: MnP-34a, MnP-34u, MnP-145, MnP-182,
MUP-210 unn MnP-521, y pagnoburonoruju, orneaa ce y noBe3aHocT NpoMeHa
Y H/BOMMA HNX0BE excnpecuje ca pagnmope3ncTeHumjom, pagnoCceH3nTUBHO-
Why 1 PaanOTOKCUYHOLWNY Pa3NMYNTUX TYMOPCKUX Moaena. Unpkynuwmnhe v
erso3omande mnPHK ce mory KOpMcTuTy Kao PaanoCeH30pn TOKOM NpuUMeHe
paguoTepanuje n 3a npeasuherse PaanoToKCUYHOCTH.
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Moaynucarem Hmsoa MUPHK y ByayhHOCTW, Ha OCHOBY OedduHMUCaka pa-
anogieHoTnna (MepeHem NpoMeHa HMB0a MUPHK 1 NpOMEHOM HMBOA exkcnpe-
cwje reHa - ,red/mMmuPHK npodpun”), 6 ce morna npesasnhn pagnopesncTeHT-
HOCT unu nosehaty paguoCeH3NTMBHOCT TyMopa. MUPHK npodoun moxe cny-
XUTN Kao NpeankTnBHY BuoMapkep 3a NPoueHy pu3nka Of NojaBe Hexerbe-
HUX edoexkaTa paguoTepanuje, NPOLEHY PU3MKa 04 PaHE 1 KACHE TOKCUYHOCTH
KOA nauunjeHata TpeTnpaHux paanotepanmnjom.

KmbyyHe peun: mukpo PHK, pagnoTepanuja, pagnobronoruja

Predictive significance and potential application of miRNA
in radiobiology and radiotherapy

Nina Petrovicl?

Lnstitute for Oncology and Radiology of Serbia, Belgrade, Serbia; 2 University
of Belgrade, Vinca Institute of Nuclear Sciences, Belgrade, Serbia

Micro RNA (miRNA) molecules are small non-coding RNAs, epigenetic modula-
tors of gene expression at the post-translational level. microRNA silence ap-
proximately 60% of all human genes.

Changes in the levels of expression of miRNAs have great significance in
tumor biology and therapy. miRNA may serve as significant factors for screen-
ing, diagnosis, and prediction of the course and outcome of the disease, as
well as to predict the effectiveness of the response to the radio and chemo-
therapy.

Elevated levels of specific oncogenic miRNAs and reduced levels of tumor
suppressor miRNA is associated with formation, progression and metastasis
of a large number of different tumors types and subtypes. miRNAs are pres-
ent in each cell, circulation (circulating and exosomal), and body fluids, as
well.

Predictive significance of miRNAs, such as, miR-34a/34¢/145/182/210/521,
in radiobiology, is reflected in the connection of changes in the levels of their
expression with radioresistance, radiosensitivity, and radiotoxicity. Circulat-
ing and exosomal miRNAs can be used as radiosensors during the applica-
tion of radiotherapy, and can be used for radiotoxicity prediction.

Modulating the level of microRNAs in the future, on the basis of defining
radiophenotype (by measuring the change in the levels of microRNAs, and
changes the level of gene expression ('gene/miRNA signature’), could be used
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to overcome radioresistance or increase the radiosensitivity of various tu-
mors within individual patients. miRNA signature can serve as predictive bio-
marker for the evaluation of risk of occurrence of the side effects of radio-
therapy, and estimation of the risk of early and late toxicity in patients treat-
ed with radiotherapy.

Key words: micro RNA, radiotherapy, radiobiology

Buonowkn dpakTopn oA 3Ha4yaja 3a 0AroBop Ha
paanoTepanujy

NBaHa MaTuh?
LNHCTUTYT 33 OHKOnorujy n paaunonorunjy Cpbuje, beorpan, Cpbuja

0Arosop ManurHor TymMopa Ha paanmoTepanijy 3aB1CcKn 04 YKYrNHe A03e 3pave-
Ha 1 [03e No pakumnjn, Kao 1 04 MOJIeKYNapHoOr npoduna ManurHor Tymo-
pa. Haj3HayajHnju Bruonowkn PakTopy 04 3Ha4vaja 3a aHTUTYMOPCKY edpekar
paguoTepanuje Cy KUHeTukKa pacTta Tymopa u nponudpepaunje tymopckux he-
nnja, 6poj kNoHoreHnx henwnja, XMNokCcuja N yHyTpaLHa PagnoCeH3UTUBHOCT.

KvHeTnka pacta ManurHor tymopa n nponndpepaunje manurHux henwvja je
ButaH Bronowkn PakTop 3a NPeaunkunjy KNMHUYKOr NCX0Aa paanoTepanuje.
bp3onponndepuwyhe manurHe henuje cy pe3ncTeHTHe Ha 3payere 1 noka-
3aHO je ga wro je Behun 6poj henuja koje 6p3o nponudpbepuly, Beha je Bepo-
BatHoha ga he Tymop Gutn pagmopesncTeHTaH. Jo4atHo, npucycTeo Beher
Bpoja knoHoreHnx henunja y Tymopy npe noyetka 3pavera AOBOAM OO MoBe-
harba pu3nka 3a nojaBy pagnopesncTeHumje. Xunokcuja Tymopa nma 3Haudaj-
HY Y10y y Nporpecunju TyMopa 1 pesncTeHunjy Ha paguotepanujy. LUTo je Be-
hn Bpoj xnunokcnyHMx hennja y Tymopy, Beha je pagnope3ncTeHTHOCT TymMopa.
YHYTpalHa PaanoCeH3nTUBHOCT NPeacTas/ba 0AroBop henunje Ha 3payere
1 33aBUCK 04 NHTerpuTeTa came henuje, 0AHOCHO CNOCOBHOCTN Aa AeTekTyje u
nonpasu owTehexa AHK HacTana 3payersem, anv 3aBucn 1 o4 nHTephenuj-
CKe KOMYHUKaunje n oarosopa henwje Ha oakTope pacta. lMonpaeka owTehe-
Ha [OHK npencTtasrba BaxaH DakTop KOju yTUYe Ha WHONBUOYANHY OCeT/bU-
BOCT Ha paanoTepanujy. CTora je MCNMTMBake Mapkepa nonpaske owTehena
OHK o4 3Havaja 3a ngeHTudrkaunjy naunjeHaTa Koju nmajy oedgoekte y pena-
paunjn owTehewa AHK 1 Koju camMum TMM KMajy BUCOK pU3nK 04 Nnojase TOoK-
CUYHOCTM TOKOM papmoTepanuje. C 003npom aa je 70% MHAMBUAYANHUX Pa3-
NINKa y 0CeT/bMBOCTW MaumnjeHaTa Ha paanoTepanujy reHeTuykyn eTepMunHn-
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CaHo, naeHTUMMUKaLmnja nonumopdmn3ama nNojeanHaYHNX HYKNeoTnaa y reHu-
Ma KOju Cy YK/by4eHu y nonpasky owTehera AHK, aHTUMHGNamaTopHW oaro-
BOP, KA0 W'y reHMMa Koju KoAnpajy aHTuokcuaaHTe morna 6w ga Byne BaxHa
33 nNpeaukunjy paguoceH3nTUBHOCTU. NHTerpaumja KNNHNUYKNX, OU3NYKNX 1
Buonowkmnx hakTopa je o4 K/by4yHOr 3Hayaja 3a ONTMMN3aLWjy pagnoTepanu-
je 3a ceakor naumjeHTa.

KrbyuHe pedu: KMHeTuka pacTta Tymopa, XUnokcuja, paanoceH3nTuBHoCT

Biological factors of significance for response to
radiotherapy

Ivana Matic?!
linstitute of Oncology and Radiology of Serbia, Belgrade, Serbia

Response of malignant tumor to radiation therapy depends on the total radi-
ation dose, dose per fraction, and molecular profile of the tumor. The most
important biological factors determining the anticancer effect of radiothera-
py are kinetics of tumor growth and proliferation of cancer cells, number of
clonogenic cells, hypoxia, and intrinsic radiosensitivity.

Kinetics of malignant tumor growth and proliferation of cancer cells rep-
resents significant biological factor for prediction of clinical outcome of ra-
diotherapy. Highly proliferative cancer cells are resistant to radiation; the
higher number of rapidly proliferating cancer cells within a tumor is shown
to be associated with increased probability of tumor radioresistance. Addi-
tionally, the presence of increased number of clonogenic cells within a tumor
before radiotherapy initiation is connected with a higher risk for developing
radioresistance. Tumor hypoxia plays a significant role in tumor progression
and development of resistance to radiation therapy. The enhanced tumor ra-
dioresistance is related to increased number of hypoxic cancer cells. Intrinsic
radiosensitivity represents the cell response to radiation exposure and is de-
pendent on cellular integrity, i.e. depends on the cell ability to detect and re-
pair DNA damage, intercellular communication and cell response to growth
factors. Repair of radiation-induced DNA damage is important factor that in-
fluences the individual sensitivity to radiotherapy. Therefore, examination of
markers of DNA damage repair may be significant for identification of pa-
tients who have defects in DNA repair pathways and are at high risk of devel-
oping toxicity during radiotherapy. It is considered that approximately 70% of
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individual differences in radiosensitivity are genetically determined. For that
reason, identification of single nucleotide polymorphisms in genes involved
in DNA-damage repair, anti-inflammatory response and gene coding for anti-
oxidants, may be significant for prediction of individual radiosensitivity. Inte-
gration of clinical, physical and biological factors is of crucial significance for
radiotherapy optimization.

Key words: kinetics of tumor growth, hypoxia, radiosensitivity

NepcoHanu3oBaHa paauoTepanuja Tymopa peruje rnase u
Bpara

Bykay ByjaHay?, Hatawa JosaHoBuh-Kopaa?

1 KNWHWKA 33 PAaAMONOLLIKY OHKOMOMMjy 1 ANjarHOCTIKY, IHCTUTYT 33
OHkoNorujy n paguonorunjy Cpbuje, beorpap, Cpbuja

PagmnoTepannja nMa 3HayajHy ynory y nedewy Tymopa pervije rnase v spata u
npuMersyje Ce CaMoCTanHo unny KomBnuHaumjn ca xmpyprnjom n xemmortepa-
nnjoM. KOMNNeKCHOCT pagnoTepanunje TyMopa 0Be peruje ycnos/beHa je 6nu-
CKOWhy BaXHWX CTPYKTYPa 1 OpraHa oOf Kojux je Benukn Bpoj o4 BUTANHOT 3Ha-
yaja: Ancakse, ryTakse, rosop, Buf, Cayx, Cannsaunjy n KO3MeTCKn UHTErpuTer.

PagnoTtepanuja ce TPaguUMOHANHO 33aCHMBA Ha CTaAnjymM-3aBUCHOj CTpa-
Ternjy, WT0 NogpasymMesa Aa Cy yrnaBHOM CBU NAUMjEHTW Ca UCTUM THM cTa-
avjymom Bonectn TpetupaHu jedHako. TeHAeHUMja pa3Boja Kako OHKOMornje
yonwTe Tako U paguoTepanuje je T3B. NepCcoHann3oBaHn NpPUCTyn Koju noa-
pasymeBa pPasnMunMTo pagnmoTepanujcko Tj. OHKONOLIKO fleYeHe CBaKOr noje-
OVHAYHOT NauujeHTa Tj. KaHuepa.

PapnnokypabunHoct Tymopa 3asucu og bruonoruje (pagnoCceH3NTUBHOCTK),
BOJIYMEHa TYMOpa, CTaanjyma NpoLnpeHoCTy, ToNepaHunje 0KoNHor 3apasor
TKWBA, ONWTEer CTaka naunjeHTa.

MepcoHann3oBaH NPUCTYyN y pagnotepanuju oMoryheH je passojem caspe-
MEHUX UMULNHT MOAaNUTeTa. Tako je npuMeHoMm dpyHkumjckor MPU kao n NET/
LT moryhe angpepeHumnpaTtii Kako paguoCeH3NTUBHA TaK0 1 pagnopesncTeHT-
Ha mogpyyja y 0KBMPY UCTOr TymMOpa 1 CNeacTBeHo U3BpLwnTy npunaronasa-
He NNaHnpaHe 4o3e 3payersa. AQanTBHA paanoTepannja nogpasymesa mMo-
ONDNKOBaHE MaHa 3payeHa HOBOHACTANUM UMULNHT MHADopMaumjama y
TOKY Camor 3payHor TpeTMaHa y UWby eckanaunje TYMOPCKe L03e U CMakrbe-
Ha YKYMHe 003e Ha 0KO0MHA 34pasa TKMBaA.
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PagnoreHoMuka npeacTasrba dronowkun-6a3npaHy cTpaTerujy Koja ce KBaH-
TUAOWKYje NPeko T3B. MHAEKCA PaANOCEH3NTUBHOCTU-MONEKYIAPHOr Napame-
Tpa reHcke excnpecnje nobujeHor 13 y3opka TymMopa a Ha 0CHOBY Kojer 6u ce
nnaHnpana reHoMckn npuaaroheHa pagnoTtepanmnjcka gos3a.

Nmajyhv y BUOY AOCTUrHYHhA 1 Hanpeaak CaBpeMeHe UMULINHT ANjarHocTu-
Ke, rTeHeTuke n monekynapHe Bruonornje TymMopa, epy emnupunjckor ogpenmnea-
Hba pagmoTepanujcke 0o3e v pexuma pakunoHncara notpebHo je 3ameHu-
TV NEPCOHANN30BAHUM NPUCTYMNOM.

KrbyyHe peyu: KaHuep rnaBe v BpaTta, NepCcoHan30BaHa paavoTepanuja, uMu-
UVHF, PaANOreHoMIKa

Personalized Radiotherapy in Head and Neck Cancer

Vukac Vujanac?, Natasa Jovanovic-Korda?

! Clinic for Radiation Oncology and Diagnostics, Institute for Oncology and
Radiology of Serbia, Belgrade, Serbia

Radiotherapy plays an important role in the treatment of head and neck tu-
mors and is administered alone or in combination with surgery and chemo-
therapy. The complexity of tumor radiotherapy in this region is conditioned
by the closeness of important and vital structures and organs.

Radiotherapy is traditionally based on a stage-dependent strategy. The
tendency in radiotherapy development is personalized approach that implies
a different radiotherapy and oncological treatment of each individual patient
or cancer.

Radiocurability of the tumor depends on biology (radiosensitivity), tumor
volume, stage of extension, tolerance of surrounding healthy tissue, general
condition of the patient.

Personalized approach in radiotherapy is enabled by the development of
modern imaging modalities. Thus, with the use of functional MRI as well as
PET / CT, it is possible to differentiate both radiosensitive and radioresistent
areas within the same tumor and consequently adjust the planned radiation
dose. Adaptive radiotherapy involves modifying the radiation plan by provid-
ing new information during the treatment in order to escalate the tumor
dose and reduce the overall dose to surrounding healthy tissue.

Radiogenomics is a biological-based strategy that is quantified through
the so-called radiosensitivity index - a molecular parameter of gene expres-
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sion obtained from the tumor sample, on the basis of which a genomically-
adjusted radiotherapeutic dose would be planned.

Taking into account the achievements and progress of the contemporary
diagnostic imaging, genetics and molecular biology, it is necessary to replace
the empirical determination of radiotherapy dosage and fractionation re-
gimes by the personalized approach.

Key words: head & neck cancer, personalized radiotherapy, imaging, radio-
genomics

MepcoHanM3oBaHa pagnoTepanuja KapuMHoMa aojke

Canapa PageHkoBuh?, Mapko JoBaHoBuh!, JacMuHa MnapgeHoBuh!

! CekTOp 32 PaAnoNoLLKy OHKONOTHjY U ANjarHOCTUKY, HCTUTYT 3a
OHkoN0rujy n paguonorunjy Cpbuje, beorpap, Cpbuja

Pagnotepanuja (PT) 4ojke HAKOH NOWTeAHe XUPYPruje U HAKOH MacTekToMuje
KOL naumnjeHarta ca nosehaHnm pu3nkom 3a penanc bonectn ce cMatpa CTaH-
0APAHOM TepanujoM 3a BeArHy XeHa Ca paHuM ¥ 10KaAN30BaHUM KapunHO-
MOM [0jKe. OnLwTe je N03HATO Aa afjyBaHTHA PT CMambyje pyu3unk 3a nojasy fo-
KO-pernoHanHor peunamea. inak, y AaHaWwmweM afjyBaHTHOM fedyery nauu-
JEHTKMHA Ca paHUM KapuMHOMOM [0jKe HernoTpeOHW TpeTMaH npeacTaB/ba
3HayajaH npobnem. PT Kao KypaTuBHa Tepanuja je eBonymnpana y nocaegHnx
15 roovHa of jenHe BPCTe TPeTMaHa Kojv OArosapa CBUM naunjeHTuma, 4o
nepcoHann3oBaHe Tepanuje npunarofheHe pusuky, yaumajyhu y o63mp 6uo-
norujy Tymopa v npowmnpeHoct bonecTw.

OaHckmn n British Columbia Tpajann ngeHTUdUKoBany cy rpyny naunjeHT-
KMHA Ca NOKANHO y3Hanpenosanum Tymopuma (T3-4 Nx unum TxN+) Koje cy Ha-
KOH MacTekToMuje nMmane 3payvHy Tepanujy, a Koja je gosena oo npogyxera
npexunsrbasaka. MOTBPNEHO je Aa Cy NaunjeHTKnHe ca 4 nnun BuLwe No3nTus-
HUX NUMAOHKUX YBOPOBa uMane BeHeduT o4 3payHe Tepanwvje y BUAY OyXer
npexunsrbasaka. Mopeq Tora, HoBe CTyAunje Cy nokasane aa naunjeHTKnHbe ca
jeqHUM 00 TpW NO3UTBHA NUMMHA YBOpa Takofe nmajy beHedut of 3padyHe
Tepanuje, NocebHO NaumnjeHTKNHEe Ca BUCKOKO PU3NYHUM TyMopuMma (rpagyc 3,
nnmdoBackynapHa nHBasuja, TYMOpPK HeraTuBHN Ha XopMoHcke n XEP2 pe-
uentope, XEP2 no3uTUBHN TyMOpK, Mafe naunjeHTknHe). Paguotepanuja Ha-
KOH MacTekToMuje Ce He Npenopydyje ko4 naunjeHTknwa ca T1-2N0 Tymopu-
Ma, MefyTuM Kog naumnjeHTknba ca T3NO Tymoprma n NPUCYTHUM pakTopum-
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Ma pM3MKa Kao WTO CY BENMKW TYMOPW, MNaAe naunjeHTKnHse, BUCOK rpapyc,
TPOCTPYKO HEraTuBHW TYMOPWY, NpMeHa PT MOXe 1nnak uMmaTn Kopuctu. Pagun-
oTepanuja OojKe HakoH nowTedHe xupypruje moxe BuTtn nM3o0CTaB/beHa KO4
CTapujux naunjeHTknHa ca TING, ER no3nTnsHmum n XEP2 HeraTuBHMM Tymo-
puma. dpakuMoHNCaHa pagnoTepanuja fojke (50 Gy y 25 dopakuwnja) je ape-
KBaTaH pagmoTepanujckn pexum 3a BennHy naunjeHTkKnHa HakoH nowTeaHe
onepauunje gojke. XnnopakuMOHNCAHN pagnoTepannjckn pexmm (42.4 Gy y
16 hpakumja) je MCNUTUBAH N NOKA33HO je Aa UMa UCTK edpekaT neyera y no-
KalHOj KOHTPONN N TOKCMYHOCT Ka0 U KOHBEHUWOHANHN OpakunoHNCaHn pe-
XWUM. AKLEenepncaHo napumnjanHo 3payerse A0jke y BUAY UHTPaoMnepaTuBHe
PT, BpaxuTepanvje nnn TpaHckyTaHe PT, npefncrtasrba Takohe onunjy 3padvHe
Tepanuje Koa NoCTMeHonay3Hux 6onecHuua ca HUCKUM pusnkom (T1, No, Ro,
XOPMOH peLenTop NO3UTUBHYW, He-nobynapHu kapunHomu). Nogaun nokasyjy
0a pasnuunTy BronoLkn NOATUNOBW KapunHoMa A0jKe, NoKasyjy pasnuunTu
04rosop Ha PT. Takofe, CkopalHse CTyaunje cy MaeHTugunkoBane monekynap-
He reHcke 3anuce Koju npeasunajy KNnHnyky 6eHedpunt o npumeHe PT y kap-
LUMHOMY [0jKe.

byanyhe cTyanje 6u Tpebano aa kopuctehun Buonowke KapakTepucTuke Ty-
MOPpa, N3ABO0je rpyny NaunjeHTKNHa Ca HAUCKUM PU3KKOM 33 MojaBy nokanHor
peunanBa ko Kojux 6u ce nzberna npumeHa PT 6e3 yTuuaja Ha NpexuBrbaBa-
H-e, Kao ¥ rpyny ca BUCOKMM PU3NKOM KOA Koje On ce pasmaTpana eckanauu-
ja pagmnoTepanuje.
KrbyyHe peun: nepcoHann3oBaHa Tepannja, KApLMHOM [ojke, pagnoTtepanuja

Personalized radiotherapy of breast cancer

Sandra Radenkovic!, Marko Jovanovic!, Jasmina Mladenovic?

! Department of radiation oncology and diagnostics, Institute of oncology
and radiology of Serbia, Belgrade, Serbia

Radiation therapy (RT) to the breast after breast conserving surgery (BCS) and
after mastectomy in high risk patients is considered as standard care for
most women with early and localized, non-metastatic breast cancer. It is
generally known that adjuvant RT decreases the risk of loco-regional recur-
rence. However, over-treatment represents a significant issue in adjuvant
management of breast cancer. RT in the curative setting has evolved over
the past 15 years, from one size fits all approach to a personalized, risk-

54. KAHUEPONOLWKA HEQE/BA 146 54t CANCEROLOGY WEEK
+CABPEMEHA OHKONOMnMJA" “MODERN ONCOLOGY"



adapted treatment, taking into account the biology of the tumor and extent
of disease.

The Danish and British Columbia trials identified patients with locally ad-
vanced tumors (T3-4Nx or TxN+) for whom survival benefit was achieved by
postmastectomy RT. It has been confirmed that patients with four or more
positive nodes have benefit from RT in terms of overall survival. However a
recent study shows that patients with one to three positive nodes also have
benefit, particularly patients with high risk tumors (G3, lymphovascular inva-
sion, triple negative tumors, HER2 positive patients, younger age). PMRT
should be avoided in T1-2NO patients, but for patients with T3NO category
with risk factors such as large tumors, young age, high grade, triple negative,
RT may still show a benefit. Radiotherapy after breast conserving therapy
may be omitted for elderly patients with TINO, ER positive and HER2 negative
tumors. Fractionated whole breast radiotherapy (WBRT) of 50Gy in 25 frac-
tions is adequate approach for most patients after BCS. Hypofractionated
WBRT (42.4Gy in 16 fractions) is investigated and it has been shown that it has
same effectiveness and toxicity in local tumor control as conventional frac-
tionated RT. Accelerated partial breast irradiation (APBI) using intra-operative
RT, brachytherapy or external beam RT is also an option for postmenopausal
patient with low risk tumors (T1No, Ro resection, hormone receptor positive,
non-lobular histology). Some evidence suggests that different biologic sub-
types of breast cancer demonstrate different responses to RT. Also, recent
studies identified molecular signatures to predict clinical benefit from RT in
breast cancer.

The future studies using tumors biology characteristics should identify
patients with low risk of local recurrence and therefore radiotherapy can be
avoided without affecting overall survival, or with high risk, suggesting the
treatment escalation in this group.

Key words: personalized therapy, breast cancer, radiotherapy

NepcoHanu3oBaHa paanoTepanuja KapuMHOMa pekTyma

Onusepa WUBaHoB!, borpaH borgpaHoBuh?
L MHCTWUTYT 3@ oHKonorujy BojeoanHe, Cpemcka Kamexunua, Cpbuja

PagmnoTepannja npeacTas/ba jefaHd 04 Haje@ekTUBHMjUX MoganuTeta neye-
Ha KapunHoMa 1 3ay3MMa LeHTPaNHO MeCcTo Yy KOHTPONu nokanu3osaHe 6o-

54. KAHUEPONOLWKA HEQEMLA 147 54t CANCEROLOGY WEEK
4CABPEMEHA OHKONOTMJA" “MODERN ONCOLOGY"



NecTn. Y NnpoTeknoj Aekaawn, pagnjaunoHa OHKONOoruja je AoXneena 3HavyajaH
TEeXHOMNOLWKW Hanpenak napanenHo ca HanpetkoM y kopuwhewy Brnonowke
Tepanuje Kao HayMHa onTuMM3aunje edpekTa paguoTepanuje. Npeonepatne-
Ha (xemmno)pagmoTepanuja je nocTana CTaHAAPA Y Neyery N10KanHo y3Hanpe-
L0Banor KapunmHomMma pektyma. [1ejcTBO joHm3yjyher 3payera Ha KapuuHom
pekTyma nma nocebaH 3Hayaj, C 0631POM Ha YnkbeHuLy Aa 4ak 4o 50% nauu-
jeHaTa nocTuxe KOMNNETaH KNUHNYKK 04roBOP Ha (XeMWO + TapreT) paguoTe-
panwvjy. Oopefusarse MonekynapHnx, MeTabonunukux,  UMUUMHI Mapkepa npe-
AVKaTOpa OAroBOpa Ha Mpagunjaunjy NpenctaBrba CYWTUHY CTyAnja Koje uc-
nUTYjy KOMBMHOBaHY TapreT Tepanujy v 3padvere. AHTMOTeHe3a N CUrHanHu
NyTEBW MMAjy KPUTUYHY YNOry y arpecMBHOM MoHalaky Tymopa. Y npoTte-
KNom nepuogy, AofaBareM Buosolke Tepanuje kao WTto cy Besaunsymasb,
uetykcumab n naHnTyMmymab y3 UMTOTOKCUYHY XeMuoTepanujy, NOCTUTHYTO je
nosehaHo nNpexuB/baBawe nauujeHata 04 KOMNOPEeKkTaSNHOr KapumHoma. Ha
0CHOBY [0Ka3a 0 NO3UTMBHOM ediekTy LeTtykcumaba koa metacTtarcke Bone-
CTW Hamehe ce 0NpPaBAaHOCT UCNUTMBAHA edpekTa 0BOor areHca y kombuHaum-
ju C HeOaAjyBaHTHOM PAAMOTEPANNOM 1 XEMNOTEPANNjOM KapLUUHOMA pekTy-
Ma. CnpoBeaeHe cTyanje gpase | u Il cy nokasane Aa je KOMBMHOBAHE LEeTyK-
cumaba ca HeoanjyBaHTHOM paguoTepanujom 1 xemuoTtepanujom 6esbenHo,
anu Hema noAaTtaka o TOMe Aa nu ce noctuxe 6osbn 0AroBOP TymMOpPa UK
downstaging y nopehery ca CTaHAAPAHUM NPOTOKOMOM XeMuonpagnjaumje.
Ctyawnje gase Il HUCY nokasane 6eHedWT y NOKANHO] KOHTPONW UM NPEXMN-
B/baBary anu je nosehaHa TOKCMYHOCT Tepanuje. KomBuHoBare Gesaunsy-
maba ca xemnonpagnjaunjom n xeMuoTepannjom y HeoajyBaHTHOM NeYyerby
KapuMHOoMa pekTyma ce noka3ano kao 6e3benHo y ctyanjama dpase I u ll. Ta-
Kofe, y TOKy Cy CTyAuje KOje NCNUTyjy 1 OejcTBO APYrux TepaneyTnka Kao pa-
AVOCEeH3UTaj3epa 1 Ynjn pes3yntatn he QONPUHETY NEPCOHANMU3aunjy pagno-
Tepanuje. Hanpenak y KOHPOPMANHOCTX pagnoTepanuje MMa 3HavajHy ynory
Yy CMambMBaky TOKCUYHOCTW Tepanuje reHepanHo. UHTeH3nTeT-mogynmncaHa u
CNVkom BOfeHa pagwoTepanuja omoryhasajy ognuyHy nowrteny Gewwunke n
LpeBa 1 0CTaBsbajy NPOCTOpa 3a nosehawe ToOKCMYHOCTK ycnen kKombruHoBa-
ta ca Bronowkom Tepanujom. Ynora BpaxuTepanuje y nedverby KapuuHoma
pekTyMa fobuja Ha 3Ha4ajy U NHTEH3UBHO Ce ncnuTyje. Benukn 6poj ctyanja
KOje Cy y TOKY U CNNTWjy CBE HaBedeHe edhekTe omoryhuhe nepcoHanm3aum-
jy W nHaMBMAayanu3auujy Tepanuvje kapunMHoMma pekTyma v npuMeHy paguore-
panunje Ha BUCOKOM HWBOY KBaNUTeTa 1y Cknagy ca CAaBPEMEHOM KMMHNYKOM
npakcom.

KrbyyHe peun: pagnotepannja, KapumHom pektyma, BuonoLka Tepanuja
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Personalized radiotherapy in rectal cancer

Olivera lvanov?, Bogdan Bogdanovic?
! Oncology Institute of Vojvodina, Sremska Kamenica, Serbia

Radiotherapy remains one of the most effective treatment modality in can-
cer and has a central role in controlling localized disease. In the past decade,
radiation oncology has undergone significant development in technological
aspect in line with advances in integration of targeted drugs for biological
optimisation of radiation effects. In locally advanced rectal cancer preopera-
tive chemoradiation and radiotherapy have become accepted as the stan-
dard of care. lonizing radiation effect on rectal cancer has an special impact,
due to the fact that up to 50 % of patient achieve complete clinical response
after (chemo + target) radiotherapy. The identitification of molecular, meta-
bolic and imaging markers of treatment response is main issue in clinical tri-
als to evaluate combined targeted therapeutics and radiation. Angiogenesis
and signaling pathways play critical role in tumor’s aggressive behavior. Re-
cently, after adding targeted therapy such as bevacizumab, cetuximab and
panitumumab to cytotoxic chemotherapy, survival of patients with colorectal
cancer has been prolonged. Based on the positive data in metastatic colorec-
tal cancer and synergy with radiation therapy seen in preclinical models,
there is a strong rationale to combine cetuximab with neoadjuvant radiation
therapy and chemotherapy in rectal cancer. Studies have showed the results
of current phase | or Il that cetuximab can be safely combined with radiation
therapy and chemotherapy in the neoadjuvant setting but it is not clear does
cetuximab results in enhanced tumor responses or downstaging compared
with contemporary chemoradiation approaches. Results from phase Il trials
do not show improvement in local control or survival, nevertheless an in-
creased toxicity. Phase I/l trials have demonstrated that bevacizumab can be
safely combined with neoadjuvant radiation therapy and chemotherapy in
rectal cancer patients. There are several on-going trials investigating a few
therapeutics as potential radiosensityzers, and these results will provide fur-
ther personalization in radiotherapy. Advances in radiation treatment con-
formality play important role in decreasing treatment toxicity in generally. In-
tensity modulated and image-guided radiotherapy provide excellent sparing
of bladder and intestines and make space for toxicity disadvantages of tar-
geted therapy combined with radiation. The impact of brachytherapy in rec-
tal cancer treatment is increasing and it is under investigation. Increasing
number of studies investigating above mentioned will provide personaliza-
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tion and individualisation in rectal cancer treatment and keep the radiation
oncology on the highest level of evidence within existing clinical practice.

Key words: radiotherapy, rectal cancer, target therapy

PaguoTepanuja y onurometactaTtckoj 6onectu

BecHa NnewwnHay KapanaHyunh'?, Mpegpar NeTpawunHoBuh!

L KnuHmka 3a paanonoLky OHKONOrujy v AnjarHocTuky, MHCTUTYT 3a
oHkonorunjy n paguonorujy Cpbuje, beorpan, Cpbuja; 2 MeanumnHckn dpakynTteT
YHuBep3uTeTa y beorpany, beorpag, Cpbuja

OnuromertacTartcka BonecT ce geduHMLLEe Kao CTake 3Meny NoKopernoxan-
HO OrpaHu4YyeHe n NPOLIMPEHE MeTacTatcke BONECTN y KOME Cy MeTacTase
orpaHudeHe y 6pojy n nokanusaumjn. KoHuenT nogpasymesa 4a pagukandu
NIOKaNHW HayvHW fleyerba y 0BOM Cyyajy MOTY MMaTth ediekTa. XupypLuke
cTyanje cy nokasane 6eHedwnT o4 MeTacTa3ekToOMWja KOL 0BaKBUX NaunjeHa-
Ta. PaguoTtepanuja ce y neyerwy metacTtatcke Bonectu 0o caga npuMersnBa-
N13 YrNaBHOM Y NanunjaTMBHOM MPUCTYNY anu je pa3sBojeM HOBUX TexHOoNorunja
y Buy CTepeoTakTuyke paanoTepanuje (CBEPT) omoryheHa ncnopyka abna-
TUBHE [03€ 3payeHa y3 NCTOBPEMEHY NOLITeAyY OKOMTHMX 34PaBux 0praHa.
CBPT npeacTas/ba BPCTY TPAHCKYTAHe paanoTepanuje Koja ce KopucTn 3a
BPJI0 Npeun3Hy NCnopyky BUCOKNX 003a 3padyera Ha eKcTpakpaHujanHe ne-
3nje, y jeaHoj nnu manom 6pojy dpakunja. Ctyanje o npumeHn CBPT y MeTa-
cTaTckoj Bonectn cy aHanusnpane neyexde MeTactasa Ha pPasnnynMTUM fo-
Kanusaumjama Koje noTuyy o4 pasnuynTux NPpUMapHUX TyMOpa, leYere me-
TacTasa y jeqHOM Oprady, Kao wro cy nayha naw jetpa, unu neyvewe meta-
CTa3a Ca POKYCOM Ha jeaaH XMCTONOLWKY TN Tymopa. Pe3yntaty nokasyjy Aa
je moryhe noctuhun BUCOKY CTOMY JIOKa/IHEe KOHTPONe nevyeHnx MeTactasa og
0KO 80% y3 HWCKY TOKCMYHOCT. NaeHTNPMKOBAHN CDAKTOPK KOju yTUYy Ha pe-
3ynTaTe feyversa Cy XUCTONOrMja NPUMapHor TymMopa (KapunHoM aojke ca Haj-
6o/b0M NPOrHO30M), BPEME [0 NOjaBe MeTacTasa (oyxe speme - 60sbu pesyn-
TaTW Neyensa), 6poj n BenuymHa metacrasa (8ehun Benedut kog 1-3 mertacra-
3e 1 MannX MeTacTasa) kao 1 NpUMers-eHa 403a 3payera. Salama n capagHu-
LW Cy MoKasanwu CTony nokanHe KoHTposie of 100% koa naunjeHara ca MeTa-
CTa3ama pasnnunTux fokanu3aunja n nopekna npumMapHor Tymopa neyvyeHunx
Ca 48 Gy y 3 dopakumnje y nopefhersy ca 45,7% KOL OHUX NevyeHux ca 24 Gy y 3

hpakumje.
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NcTpaxusara nogpxasajy npuMeHy CEPT y neyery naumnjeHaTta ca 0nmro-
mMeTacTtatckom Bonewhy. lasba ncTpaxnsara cy notpebHa kako Bu ce goka-
3a0 gyrotpajaH 6eHedout of CBPT, ogpeano Hajborby pexum fneyera u no-
Borbwana cenekumja naumjeHaTa ca onuromertactatckoMm Gonewhy Koju cy
HajnogobHnjn 3a npumeHy CBPT, y3 NoTeHUNjanHo oapefnBake monekynap-
HVX MapKkepa 04rosopa Ha Tepanujy.

K/byyHe peyn: onuromeTtacTase, CTepeoTakca, pagnorepanuja

Radiotherapy in the management of oligometastatic disease

Vesna Plesinac Karapandzic!?, Predrag Petrasinovic!

! Clinic for Radiation Oncology and Diagnostics, Institute for oncology and
radiology of Serbia, Belgrade, Serbia; 2 School of Medicine, University of
Belgrade, Belgrade, Serbia

Oligometastases are defined as a disease state between locoregionaly con-
fined and widely metastatic cancer in which metastases are limited in num-
ber and location. The concept implies that radical local treatment may be ef-
fective in such cases. Surgical studies have demonstrated the benefit of me-
tastasectomy in patients with oligometastases. In the treatment of metasta-
ses radiotherapy has been used mainly as a palliation, but new technological
advancements in the form of stereotactic body radiotherapy (SBRT) now en-
ables delivery of truly ablative radiation doses while minimising irradiation
of the normal tissues.

SBRT is an external beam radiotherapy used to deliver high radiation dose
very precisely to an extracranial lesions within the body, as a single dose or a
small number of fractions. Studies on the use of SBRT in metastatic disease
have analyzed the treatment of metastases in various locations or primary
tumor types, those in which a single metastatic site is treated, such as the
lungs or liver, or those with a focus on one histological type of tumor. The re-
sults show that it is possible to achieve high local control rates of the treated
metastases of about 80% with low toxicity. Identified factors affecting treat-
ment results are the histology (breast cancer with the best prognosis), dis-
ease-free interval (longer time until the onset of metastases—greater bene-
fit), the number and size of metastases (greater benefit in 1-3 metastases
and small metastases) and delivered radiation dose. Salama et al. demon-
strated a treated metastases control rate of 100% in patients with metasta-
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ses of different locations and primary tumor types treated with 48 Gy in 3
fractions compared to 45.7% in those treated with 24 Gy in 3 fractions.

Researches support the use of SBRT in the treatment of patients with oligo-
metastatic disease. Further studies are required to establish a long-term
benefit from SBRT, determine the best treatment regimen and improve pa-
tient selection for the application of SBRT, with the potential development of
treatment response molecular markers.

Key words: oligometastases, stereotactic, radiotherapy

vBoa y VMAT TeXHUKY

NBaHa Muwkosuhl, MunaH Capuh?
L MHCTUTYT 3a OHKOonorunjy n pagunonorunjy Cpbuje, Beorpan, Cpbuja

HanpenHy sep3unjy VIMPT TexHnKe 3payersa CamMo jefHUM poTupajyhuM nosLem
(knacnyHMX oumeH3nja, 38 pasnuky o4 ToMoTepanuje n CPT) 30Bemo 3anpe-
MUHCKU MOBYAUCAHOM pomauuoHom mepanujom (Volumetric Modulated Arc
Therapy, VMAT). POTauNOHe TeXHMUKe MOAYAYANCAHOT MHTEH3UTEeTa Cy Ce CNpo-
BOAMNE HA KOHBEHUMOHaNHUM (MMPT) nuHeapHUM akuenepaTtopuma, CBe oK
HWCY OCTBapeHu BULIN TEXHOJOLUKN 3aXTeBW, KOje je NoCTaBno MaTeMaTuyku
anroputam 3a ontuMmusaunjy VMAT nnaHa (K. Otto, 2007). HoBopa3BujeHn me-
TOO NPOrpecuBHOr CEKBEHLMOHNPAHA, YCNOB/BEH AedduHnumjom VMAT, feo je
DAO n Arc-sequencing anroputama onTuMmn3aunje Koje KOpncTe MOLEPHN Cu-
CTEMW 33 NMIaHMpake pagnoTtepanuije.

LLTo ce akuenepaTopa Tu4ye, nojadyaHa AMHaMmUKa MynTUINCHUX KONMMATO-
pa je obe3benuna wKxoBo BpXe KpeTake y TOKY 3padvera, 1 ca sehum ybp-
3akbeM. TeHTPU CUHXPOHN30BaHO POTMPAa Cafa NPOMEH/LUBOM yraoHom Bp-
31HOM. HOBMHY NpeacTas/ba U MOryhHOCT npomMeHe Bp3nHe fo3e pagn mogy-
NnNcara NHTeH3uTeTa nosba 0e3 npeknaa 3payera. Beha je cpenrba 6p3nHa
[,03e, 40K MaKCMManHa BpeaHocT Op3nHe Aose npematlyje 1000 MU/MWH O4H.
2000 MU/MUH 33 ¢DOTOHCKA MO/ba HOMUHAMHKX HAnoHa 6 ogH. 10 MV. OBome
LONPUHOCK N30CTaB/bake paBHajyher qouaTpa Ha nyTy pOTOHA KOjy HanyLwTa-
jy CEKYHAAPHW KONMMAToOpPCKK cuctem. flo3Ha ancTpubyumnja ce, Tako, 06nuky-
je CHONom POTOHa HEXOMOTEHOr WHTEH3UTEeTa, OMUHAHTHOT N0 LEeHTPaSIHO]
ocw. laHac ce onuuja n3octaB/bara pasBHajyher gountpa (FFF, og Flattening
filter free) noppa3symesa koa VMAT akuenepatopa.

54. KAHUEPONOLWKA HEQE/BA 1 52 54t CANCEROLOGY WEEK
+CABPEMEHA OHKONOMnMJA" “MODERN ONCOLOGY"



OopnaTtHo ckpaherse Tpajarba PT TpeTMaHa, Bpo 3Ha4yajHo y npakcu, oapa-
XaBa Ce Ha KOH(POPMHKjy UMoBUIn3aunjy naunjeHTa, sehy NPeun3HoCT 1 O03HY
NoKpMBeHOoCT, Bosby nckopuwheHOCT pagHor BpeMeHa anapaTa v ap. bpoj nc-
NOPyYeHNX MOHUTOPCKIUX jegnHnua VMAT nnaHa y npoceky M3HOCK 0KO 65% of
oarosapajyher 6poja MU UMPT nnaHa, Ha UCTOj MawunHu. CTyanje nopenera
PT nnaHoBa BuULIe KOHDOPMaNHNX TEXHMKA Cy NOKa3ase BUCOK HUBO KOHDOP-
ManHocTn VMAT o3Hux guctpubyumnja ca jegHuUm n/unm asa potupajyha nosba.

NMnnemeHTaumja VMAT TexHuKe 3axTeBsa NaXx/buBo NnnaHnparse, nocTasky
1N NpoBepy KBanuTeTa onpeme. Pe3yntatu cnposohera Tepanuje VMAT Tex-
HWKOM OWPEKTHO 3aBWCe 04 TAaYHOCTW, edomukacHOCT, H1Boa Be3benHocTn n
04 NPVMEH/BNBOCTIN CBMUX aCMexkaTa 0Be TexXHoNorunje.

KrbyuyHe peyn: VMAT, onTummu3auuja potajyher nosba, npoMeHsbrea 6p3vHa nose

Introduction in VMAT technique

Ivana Miskovic?, Milan Saric?!
Lnstitute of Oncology and Radiology of Serbia, Belgrade, Serbia

Advanced variation of IMRT technigue delivered in single arc beam (with clas-
Sic aperture, contrary to tomotherapy and SRT) has termed Volumetric Modu-
lated Arc Therapy (VMAT). Arc intensity modulated techniques was performing
on conventional (IMRT) linear accelerators, until new technological solutions
accomplished, imposed by mathematical optimization algorithm for VMAT (K.
Otto, 2007). Novel method of progressive sequencing, implied by VMAT defini-
tion, is incorporated into DAO and Arc-sequencing algorithms, which we use
in modern treatment planning systems.

About accelerators, strengthened dynamics of multileaf collimator system
provides faster and more non-uniform leaf movement during radiating. It is
synchronized with gentry rotation whose angular velocity is no more time-in-
dependent. Important new moment in VMAT is variable dose rate, which pro-
vides dose intensity modulating for continuous radiation. The average value
of dose rate is higher. For nominal X6MV beam, dose rate maximum can reach
more than 1000 MU/min, and for X10MV - more than 2000 MU/min. This is con-
tributed by FFF (Flattening filter free) technology, ie. omitting of flattening fil-
ter absorption on the way of photons exiting from the secondary collimator
system. So, therapy dose modulates by forward-peaked beam profile. Today,
FFF technology is required option in VMAT machines.
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VMAT technique reduces treatment time, so important in practice. This re-
flects to increased comfort when patient positioning, higher dose coverage
precision, better efficiency of machine working time, and more. The number
of delivered monitor units in typical VMAT plan is, in average, about 65% of MU
number in traditional IMRT plan, on the same RT machine. Plan comparison
studies for various conformal RT techniques showed that dose distributions
made for VMAT, with one or two arcs, are highly conformal.

Implementation of VMAT technique requires serious planning, set-up pro-
cess and equipment commissioning. Results achieved by VMAT are direct
consequences of accuracy, efficiency, safety level and applicability of differ-
ent technique aspects.

Key words: VMAT, arc beam optimisation, variable doserate

KomnneTHa perpecuja HakoH npeonepaTuBHe
XemMuopaguoTepanuje KapumHoMa pekTyma: HoBUHe
y TepanujckomM Npuctyny

Cy3aHa CtojaHoBuh PyHaunh'?, AnekcaHgap PaHkosuh!, BecHa
NnewwunHay Kapananymh?, Mapko Qoxwuh!

! Cnyxba paguoTtepanuje, MHCTUTYT 3a oHKoNorujy u paguonorujy Cpbuje,
Beorpap, Cpbuja; 2 MeguumHckn ddakynTeT YHuBepusnteta y beorpaay, Cpbuja

HeoapjyBaHTHa xeMuopaanoTepanuja (XPT) y3 oanoxeHy (6-8 Hegesrba) ToTan-
HY Me30pekTanHy ekcumsnjy (TME) npeAcTaBba TPDEHYTHO CTAaHAAPA Y NeYery
JI0KaNHO y3Hanpenosanor kapunHoma pektyma (NYKP). Kpo3 cTyavje je ytephe-
HO 0@ npuMeHa XPT noped Marer 6poja komnnukaunja, y nopehery ca nocto-
NepaTuBHOM afjyBaHTHOM Tepannjom, DONPUHOCK 3HaYajHoM downstaging-y
n downsizing-y 6onectu. MNpoueHaT koMmnneTHe perpecuje (KP) Tymopa noctu-
Xe ce y 15 go yak 30 % obonenux. Takofe, kpo3 cTyaunje je ytepheHo Aoa je no-
jaBa KP noBe3aHa ca 60/b0M 10KaNHOM KOHTPONOM BONecTu, Ay>XUm Npexu-
B/baBakeM Be3 3Hakosa Bonectn (OPC), Kao 1 BOrBLUM CBEYKYMHUM MpPeExu-
B/baBarem (0C). [JaHac MOCTOjU HEKONWKO AufemMa 0 Oarbem Tepanujckom
npucTyny naunjeHarta ca nobpum 04AroBopom Ha npeonepaTtusHy XPT. TnaBHa
ounema Kof noctojakea knuHuyke KP (KKP) je oa Ny HacTaBky neyexa npu-
cTynuTK TME, KOja MOXe HanpasuTu 3Ha4vajaH komopbuaunTeT (MepMaHeHTHa
KONOCTOMa, dDeKanHa MHKOHTUHeHUW]a, CeKCyanHa u ypuHapHa ancgyHkunja),
UM CaMO KNUHWYKM NPATUTU NaLWjeHTa Ha Jyewhum KoHTponama (,watch and
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wait" npuctyn). CBe je Buwe gokasa ga ,watch and wait" npuctyn He komMnpo-
muTyje OC n AdC ko obonenmx of KapumHOMa pekTyMa HakoH NpUMerseHe
XPT n nocturHyTe kKP. JOW jedHO 04 rMaBHWUX NUTama je Koje je onTUManHo
BpeMe ognarakea xupypruje ga bu ce eBeHTyanHo nocturao KP tymopa. Heke
CTyauje cy nokasane fa ce ognararwem TME 10-11 Heflerba HakoH 3aBpLueTka
XPT noctuxe Hajgehu npoueHaTt KP, kao n aa Hucy yTepheHe pa3nuke y 0C u
[C yKONMKO Ce NaunjeHTn onepuLly n HakoH 12 Heflerba O CNPOBeAeHe npe-
onepaTtueHe XPT. HajHOBMja NCTPaXMBaka CNPOBOAE Ce Y LUnfby HeonepaTue-
HOr npucTtyna y nedersy NIYKP, Kao 1 yTBPHMBarY MONEKyNnapHux Mapkepa y
npegukumjn KP Ha HeoaajyBaHTty XPT.

KrbyyHe peuu: npeonepaTvBHa XemuopaguoTepanuja, KOMNNeTHU 04roBop,
KapuuHoM pekTyma, watch and wait

Complete regression after preoperative chemoradiotherapy
of rectal cancer: new treatment strategies

Suzana Stojanovic Rundic!?, Aleksandar Rankovic?, Vesna Plesinac
Karapandzic!?, Marko Dozic!

! Department of Radiotherapy, Institute for Oncology and Radiology of
Serbia, Belgrade, Serbia; 2 Faculty of Medicine, University of Belgrade, Serbia

The neoadjuvant chemoradiotherapy (CRT) with postponed (6-8 weeks) total
mesorectal excision (TME) represents, nowadays, a standard in the treatment
of the locally advanced rectal cancer (LARC). Studies have shown that the use
of CRT is followed by fewer complications, compared to the post-operative
adjuvant therapy, and contributes to a considerable down-staging and
down-sizing of LARC. Complete regression (CR) of the tumor is accomplished
in 15 to even 30% of patients. It was also determined that the appearance of
CR is associated with better local control of the disease, longer disease-free
survival (DFS), and increased overall survival (0S). Today, there are several di-
lemmas about the further therapeutic approach with patients who achieve
CR to the preoperative CRT. The main dilemma, when the clinical CR (cCR) is
present, is whether to apply TME in the course of treatment, which can con-
stitute significant co-morbidity (permanent colostomy, fecal incontinence,
sexual and urinary dysfunction) or just carefully survey the patient on more
frequent controls (“watch and wait” approach). There is an increasing amount
of evidence that "watch and wait" approach does not compromise 0S and
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DFS for the patients with LARC who achieve cCR after they complete neoadju-
vant CRT. One of the main questions is what the optimum time of delaying
surgery is to achieve CR. Some studies have shown that by delaying TME for
10-11 weeks, after completing the CRT, the maximum percent of CRis achieved.
Also, no differences were found in the 0S and DFS if the patients were oper-
ated even 12 weeks after the completion of preoperative CRT. The latest re-
search is performed for the purpose of non-operative management in the
treatment of LARC, as well as for establishing molecular markers that can
predict CR on neoadjuvant CRT.

Key words: preoperative chemoradiotherapy, complete response, rectal cancer,
watch and wait

MpeaMKTUBHU 3HAYaj MeanjaTopa HpnamMmauuje 3a akKyTHY
paaunjaunoHy ToKCMYHOCT y 6onecHuka ca KapumHOMOM
npocraTe

KatapuHa 06pagosuh?, BecHa CtaHkoBuh?, TatjaHa CTaHojkoBuh?,
MapuHa HukuToBuh!?

L MHCTUTYT 3a oHKonorujy n paauonorunjy Cpbuje, beorpapn, Cpbuja;
2 MeauuMHCKK dpakynTeT, YHUBep3uTeT y Beorpaay, beorpaf, Cpbuja

PagnoTepanuja uma 3HadajHy ynory y MyntTuancunnianHapHoM neyery nauu-
jeHaTa ca kapunmHomom npocTarte. KnmHuuke ctyauje nokasyjy oa Tokom pagmo-
Tepanuje 0oJf1a3n 40 pa3Boja MH(IamaTopHOr oArosopa npahexHor noseha-
HEeM HMBO3 NPONGIaMatopHMUX LMTOKWHA, WTO MOXe O0BecTu 40 pa3Boja
aKyTHe pagunjaumnmoHe TOKCUYHOCTI.

Y 0o cana 06jaB/beHM panoBrMa NoOTeHUWjanHn hakTopu npegukumje 3a
pPa3B0j akyTHe paanjaunoHe TOKCUYHOCTY Ccy: IL-1, IL-2, IL-6, IFN-y. loka3aHa je
Be3a n3mehy HMBOA UMTOKMHA IL-1, IL-2, IL-6 1 IFN-y y cepyMmy naumnjeHarta ca
KapuMHOMOM MpocTaTe TOKOM paanoTepanunje n BeposaTHohe passoja akyT-
He raCTPOUHTeCTUHANHE Y TeHNTOYPUHAPHE TOKCUYHOCTW. CTyanje Ccy nokasane
[a TOKOM paguoTepanvje nonasw A0 nosehawa KoHueHTpaunje IFN-y n IL-6.
Pa3nuka y KOHUEHTpaUnju HaBedeHnX UMTOKHA NPe 1y ToKy pagnoTepanuje,
CTAaTUCTUYKW je 3HaYajHa KO4 NPOCTaTeKTOMUCAHNX NALNjeHTa, oK Ko naun-
jeHaTa KoA KOojux Ce CNpOoBOAMN pagnKanHa 3payvHa Tepannja, Hema CTaTucTny-
K1 3HayajHe pasnuke. HafeHa je n CTaTucTnyka N0BE3aHOCT n3Meny nosuLle-
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HUX KOHLUEeHTpaunja IL-2 n pa3soja racTpoOUHTECTUHANHE TOKCUYHOCTKN, 0OQHO-
CHO IL-1 1 pa3Boja reHNTOYpUHApPHE TOKCUYHOCTN.

Y HCTUTYTY 33 OHKOMOrMjy n paguonorujy Cpbuje 3anoyeta je npocnek-
TWBHA CTyAMja y KOXOPTY NaumnjeHata ca KapumHOMOM NpoCTaTe Koju ce neye
3payHOM Tepanujom (pagmkanHoM UnNu NoCcTonepaTVBHOM), a 43 NPeTX04Ho
HUCY fobunjanmn XopmMoHCKy Tepanujy. Y cepymy naunjeHara ce ogpehyje H1UBO
LMTOKMHA Npe noyeTka paguoTepanuje, y Toky Tepanuje n mecel gaHa HakoH
paguoTepanuje. Unrs ncnntmeama je yTBphrBaHse noBe3aHoCTN NPOMEHEe Hi-
BOa LUMTOKWHA Yy UMpKynaunjn n passoja akyTHe pagmnjaunmoHe TOKCUYHOCTW.
AHanm3a HMBOA UMTOKMHA BpWMK ce Elisa TecTom, a rpagupare akyTHe Tok-
cuyHocTn nomohy RTOG/EORTC ckane.

VTBphHnBare Bese U3Meny pagnotepanuje, MHPNAaMaToOpHOr OAroBopa n
aKyTHe pafnjaunoHe TOKCUYHOCTY 0TBapa HOBA NOJba UCTPaXWBaHa y pagu-
obuonornjn TymMmopa fnosoaehn 00 4arber pa3soja MHAYBUAYaNW30BaHor npu-
CTyna paguoTtepanuju.

KrbyyHe peun: KapumHOM NpocTaTe, MeanjaTopun nHdpnamauunje, akytHa paau-
OTepanunjcka TOKCUYHOCT

Predictive importance of inflammatory biomarkers for
acute radiation toxicity in patients with prostate cancer

Katarina Obradovic?, Vesna Stankovic?, Tatjana Stanojkovic?,
Marina Nikitovic!?

Lnstitute for oncology and radiology of Serbia, Belgrade, Serbia; 2 School of
Medicine, University of Belgrade, Serbia

Radiotherapy plays a significant role in the multidisciplinary treatment in pa-
tients with prostate cancer. Clinical trials report that inflammatory response
with increased level of proinflamatory cytokines can be developed during ra-
diotherapy, which can lead to the acute radiation toxicity.

In studies that were published, potential predictive factors for develop-
ment of acute radiation toxicity are IL-1, IL-2, IL-6, IFN-y. The association be-
tween serum levels of IL-1, IL-2, IL-6 and IFN-y during radiotherapy in patients
with prostate cancer and probability of acute gastrointestinal and genitouri-
nary toxicity has been reported.

Studies have shown a significant increase serum level in IFN-y and IL-6
during radiotherapy. The difference in IFN-y and IL-6 level before versus dur-
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ing radiotherapy is significant for the prostatectomy group, whereas for the
definitive radiotherapy group the differences were not significant. There is
also shown association between increased IL-2 and IL-1 expression and in-
creased probability of acute gastrointestinal and genitourinary toxicity, re-
spectively.

A prospective cohort study of prostate cancer patients treated with radio-
therapy (radical and postoperative), without prior hormonal therapy is on-
going at Institute for oncology and radiology of Serbia. Level of cytokine con-
centration in serum of patients before treatment, several times during treat-
ment and one month after radiotherapy is determined. The primary aim of
this investigation is elucidation of association between the change in cyto-
kine serum levels and development of acute radiation toxicity. Serum cyto-
kine levels are determined with Elisa test, while acute radiation toxicity is
graded using RTOG/EORTG scale.

Determination of association between radiotherapy, inflammatory response
and acute radiation toxicity opens new research fields in radiobiology and
may contribute to further development of individualized approach in radio-
therapy.

Key words: prostate cancer, inflammatory biomarkers, acute radiation toxicity

vnora v 3Hauyaj Mukpo-PHK y rnmo6nactomuma:
MOryRHOCTW U NepcnekTUBe y MynTUAUCLUUNINHAPHOM
NPUCTYNY 1 NeyYery

AnekcaHgap CtenaHoBuh?, AaHuua Mpyjuynh?3, HuHa Netpoeuh?,
Onusep hophesuh!, MapnHa HukntoBuh!3

LYIHCTUTYT 32 oHKonorujy u paauonorujy Cpbuje, beorpan, Cpbuja; 2 KnuHuka
3a Heypoxupyprujy, Knuiuduku ueHtap Cpbuje, beorpan, Cpbuja; 3 MeanumnHckm
hakynteT, YHUBep3uTeT y beorpaay, Cpbuja

rmunobnacTom je Hajuewhn NPpUMapHN ManuUrHn TYMOP MO3ra KO4 04pacnunx.
CTtaHpapaHa Tepanuja 3a 0Be MauunjeHTe NoApasyMeBa XMpypLLIKY pecekuujy,
a 3aTUM MNOCTONEpPaTUBHY PaoMoTepanujy Ca KOHKOMUTAHTHOM W afjyBaHT-
HOM NPUMEHOM Tem030n0Muaa no CTynoBoM NPoTokosy. CBeoByxBaTHM pe-
3yNTaTN Nleyera Cy 1 garbe He3anoBos/basajyhu, Te camo 0Ko 27.2% nauunjeHa-
Ta NPEeXunBY 2 roanHe 04 NoCTaB/baka AnjarHo3e. Y HacTojary Aa Hahy HoBse
npuctyne y nedewy rnmobnacroma, HajHoBMje CTyanje ce OOKyCcnpajy Ha Mo-
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nekynapHu peHoTun rnnobnactoma n nageHTuuKaumnjy n sanngaunjy HoBux
UMIBHMX MONekyna kao Bnomapkepa. Y noc/fiegHnx HEKONWKO roanHa cee je
BYLLE NofaTaka Koju ykasyjy Ha To Aa MUKpo-PHK ekcnpecuja moxe Butun ko-
puheHa Kao NPOrHOCTUYKN U/UNK QNjarHOCTUYKU Mapkep. MpOMeHe y HMUBO-
nMa ekcnpecunje nojeguHMX MUKpo-PHK Bu mMorne npeacTas/baTi BeEOMA 3Ha-
yajHe Bnomapkepe npucycTea v nporpecuje 6onecty, OAroBOpPa Ha Tepanujy,
a Ca gpyre CTpaHe v NoTeHuujanHe unsbHe MoJiekyne 3a LurbaHy Tepanujy un
Mornun Bu ce NCKOPUCTUTM Y MHANBUAYANHOM NPUCTYNY neversa BonecHuka.

Y rnmobnactomuma feperynauuja ekcnpecuje Mmkpo-PHK moxe oosectu
[0 HEeKOHTPONMCAHOr yMHOXaBaka henuja, ytuuatn Ha nporpamupady he-
NNjCKYy CMPT, NHBA3WBHOCT, MUTrpaumnjy henvja, Metactatcky noTeHUmjan v 3Ha-
YajHO yTULATK Ha pPe3ncTeHTHOCT hennja rnmobnacTtoma Ha pagnoTepanujy.

MunKpo-PHK npefcTassbajy noTeHumjanHo mohaH Buomapkep y ncnutmea-
Hy OAroBOPAa W Pe3NCTEHTHOCTU Ha paanoTepanujy unnm XxemmnoTepanujy, Kao
N cTpatugukaumjy naunjeHaTa y NporHoCTUYKe Tpyne, WTO je 04 UHTepeca 3a
Kpenpawe HOoBe, npunaroheHe TepaneyTcke cTpaTernje yCMepPeHe Ha Kapak-
TepucTuke CBakor NHANBMAYANHOT ManuUrHor Tymopa.

KrbyyHe peuun: rnmobnactom, pagnoTepanuja, Temo3010Mu, MuUkpo-PHK

The role and significance of micro-RNA in glioblastomas:
opportunities and perspectives in a multidisciplinary
approach and treatment

Aleksandar Stepanovic?, Danica Grujicic?3, Nina Petrovic?, Oliver
Djordjevic!, Marina Nikitovic!?
Lnstitute for Oncology and Radiology of Serbia, Belgrade, Serbia; ? Clinic for

Neurosurgery, Clinical Center of Serbia, Belgrade, Serbia; 3 School of Medicine,
University of Belgrade, Serbia

Glioblastoma is the most common primary malignant brain tumor in adults.
Standard therapy for these patients includes surgical resection followed by
postoperative radiation therapy with concomitant and adjuvant application
of temozolomide according to Stupp protocol. Comprehensive treatment re-
sults are still unsatisfactory, and only about 27.2% of patients survive for 2
years from diagnosis. In an effort to find new approaches to treatment of
glioblastoma, the most recent studies focus on the molecular phenotype of
glioblastomas and the identification and validation of new target molecules
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as biomarkers. In the last few years, there is more data indicating that micro-
RNA expression can be used as a prognostic and/or diagnostic marker. Chang-
es in the expression levels of some micro-RNAs could be very important bio-
markers of attendance and progression of disease, response to therapy, and
on the other hand, potential target molecules for targeted therapy which
could be utilized in the individual approach to treatment of patients.

Deregulation of micro-RNA expression in glioblastomas can lead to uncon-
trolled cell proliferation, influence programmed cell death, invasiveness, cell
migration, metastatic potential, and significantly affect the resistance of
glioblastoma cells to radiotherapy.

Micro-RNAs are potentially significant biomarkers in response to oncolog-
ical therapy as well as resistance to radiotherapy or chemotherapy, which
can also contribute to the stratification of patients in the prognostic group,
and thus in the future to create a customized therapeutic strategy focused
on the characteristics of each individual malignant tumor.

Key words: glioblastoma, radiotherapy, temozolomide, micro-RNA

N3a30BuM y neyery eneHanMoMa aeumjer y3pacra

OparaHa CtaHuh?!, JeneHa bokyH!, Mapuja Nonosuh BykoBuh?,
NBaHa MuwkoBuh?!, MapuHa Hukntosuh' 2

L MHCTUTYT 3a oHKonorunjy u paguonorujy Cpbuje; 2 MeguunHcku hakynTer,
YHuBep3uTeT y beorpagy

EneHgumomn geue npeacTaBrbajy M3a30B Y NOrneay XMCTonowke AnjarHose,
ONTUMANHOr TPETMAHa 1 NPOrHOCTUYKNX dhakTopa.

EneHgumomu cy Tpehy No yy4ectanoctu nNegnjatpujcku ManurHUTeT LeH-
TpanHor HepsHor cuctema (LHC) n ynHe 6-12% Tymopa mo3ra geue. 0BU TymMo-
pu mory ce jaButy Buno roe oyx Heypoakcuca. Koa geue npeko 90% 0BUX Ma-
NUTHUTETA je MHTPaKpaHWjanHo. 3a pa3nuky of oapacnux Kog Kojux ce sehu-
Ha eneHAMMOMA jaB/ba Y KNYMWY, KOA Aele OHY YnHe Makse o4 10% cnyyajesa.
TpeHyTHO Ce 0BM TYMOPW CBPCTaBajy vy TpW rpagyca npema knacugoukaunjn
CBeTCke 34paBCcTBeHe opraHu3auuje (C30) n3 2016. roanHe, rpaayc | - cybe-
NeHauMoMK 1 MUKCONanunapHy eneHanMomu (MME), rpagyc Il - KNacu4yHm
eneHaMMOMMN 1 rpagyc lll - aHanAACTUYHKU TN, MyNTUMOAANAH NPUCTYN KOju
00yxBaTa MakCUManHy XMpypLIKY pecekuunjy je HeoNxo4aH 3a NoCTM3akse on-
TUManHe KoHTpone B6onecTu. flokanHa KoHTpona 6onectu je rMaBHW NPOrHo-
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CTUYKK (PAKTOP KOO eneHAMmOMa. ALjyBaHTHa paauoTtepanuja Tpeba ga ce
NPUMeHN KOA4 TyMopa BWCOKOr rpagyca Wi npucycTea pecta. NocToje 3Ha-
4yajHe KOHTPOBEp3e Koje Ce TUYy KnuHuykor BeHedunTa npuMeHe xemmnoTepa-
nuje. ENeHANMOMM NCTOT rpaayca, Mako TPeTUPAHW HA UAEHTUYAH HAYWH, NO-
Kasyjy pasnuynte ncxoge neyersa. 0BO yKasyje Ha reHeTcky XeTteporeHocT
Mehy 0BUM ManurHUTeTuma.

Y pagy he 6ty npukasaH pegak n n3a3oBaH KNHUYKKW CNy4Yaj jefaHaecTo-
roguwmser geyvaka ca MMNE knyme, Koju je nevyeH XMpyprujom y 4sa Haspara, a
3aTUM pagnoTepannjoM Ha NHCTUTYTY 3@ OHKONOrnjy 1 pagunonorujy Cpbuje.

YV ByayhHocTtn 6 Tpebano KopucTUT KOMBMHALW]Y KNUHWYKKX, NaTONO-
WKWUX N MOMekynapHMx napamerapa 3a nobosbllamke pexuma neyersa geue
Ca eneHgMmMoMoM, y3 CMamnBake pu3nka o KoMnnukauwnja tepanuvje n no-
Behakse CToMne KoHTpone BonecTu.

Kr/byyHe peun: eneHonmMomMu, geua, negnjatpujckn, Tepanuja

Challenges in the treatment of childhood ependymoma

Dragana Stanic?, Jelena Bokun?, Marija Popovic Vukovic?, Ivana
Miskovic?, Marina Nikitovicl: 2

Lnstitute of oncology and radiology of Serbia; 2 School of Medicine,
University of Belgrade

Ependymomas in children remain a challenge regarding their histological
diagnosis, optimal management, and prognostic factors.

Ependymomas are the third most common pediatric tumor of the central
nervous system (CNS), accounting for 6-12% of brain tumors in children. They
can occur anywhere in the neuraxis. In children over 90% of these malignan-
cies are intracranial. Unlike adults where most ependymomas occur in the
spine, in children they constitute less than 10%. Currently they are classified
into three grades by the World Health Organization (WHO) 2016, Grade | - sub-
ependymomas and myxopapillary ependymomas (MPE), Grade Il - classic ep-
endymomas and Grade Ill - anaplastic type. A multi-modality approach that
encompasses maximal surgical resection is necessary for achieving optimal
disease control. Local disease control is the major prognostic factor of epen-
dymoma. Adjuvant radiation therapy should be administered for the high
grade or residual tumor. There are significant controversies regarding clinical
benefit of chemotherapy. Ependymoma, when treated identically based on
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same histological grading, have shown diverse clinical outcomes. This is sug-
gestive of genetic heterogeneity amongst these malignancies.

Arare and challenging clinical case of an eleven-year-old boy with MPE of spine,
who was treated with surgery on two occasions and then radiotherapy at the
Institute of Oncology and Radiology of Serbia, will be presented in the paper.

In the future clinical, pathologic, and molecular parameters should be com-
bined to refine treatment regimens for children with ependymoma, to reduce
the risk of complications associated with therapy and increase the rate of
disease control.

Key words: ependymoma, children, pediatric, treatment

Tepanuja meTactatckor meaynobnacroma geue

Mapwuja NonoBuh-BykoBuh!, JeneHa bokyH!, iparaHa CtaHuh?,
NBaHa Muwkosuh!, MapuHa Hukutosuh'2

! KNvHMKa 3a paanonoLuKy OHKONornjy n AnjarHocTuky, UHCTUTYT 33
oHkonorunjy n paguonorunjy Cpbuje, beorpag, Cpbuja; 2 MeanunHckn dpakynTer,
YHuBep3uTeT y beorpany, beorpan, Cpbuja

MenynobnacTom je Hajuewwhy ManurHu TYMOpP M0o3ra Kog Aeue 1 YnHm 20% CBux
TYyMOpa LeHTPaNHor HeEpPBHOT CUCTeMa y NeanjaTpujckoj nonynaunjn. Bue og
75% TymMopa HacTaje y uepebenapHom Bepmucy, 40K je KO CTapuje aeue ye-
Whe f0KannW30BaH natepando y npepeny uepebenapHux xemmcdepa.

Knacndovkaumnja CBeTcke 34paBCTBEHe OpraHu3aunje Tymopa LeHTpanHor
HepBHOr cucTeMa 13 2016. roanHe Nopea XMCToNOLWKKUX NnapamMeTapa y 063up
y3uma 1 MoJieKkynapHe napameTpe, Tako Aa AedrHuLe YeTupu MonekynapHe
noarpyne meaynobnactoma koje meRycobHO nokasyjy pasnuymte moleky-
NlapHe 1 AemMorpadicke KapakTepucTuke Kao u Brnonowko noHawaHe n Knm-
HWUYKK ncxop Bonectu.

Crapmpame 6onectn BpLIK Ce HAa OCHOBY nperneana uepebpocnuHanHe Tey-
HOCTW 1 MP npernena KpaHWOCNUHAMNHOr akcuca, Te ce npema Chang-osom CTej-
LWHT cucteMy Bonect knacudoukyje kao HemeTacTaTcka (MO) uny metacTartcka
(M1-M4). Y MOMeHTY NoCTaB/barba AnjarHo3e oko 30% obonene geue uma me-
TacTaTcky bonecr.

Tepanuja je MynNTUMOAANHA W YKIbydyje Xupyprujy, npumeHy xemmoTepa-
nuje 1 KPaHWOCNUHANHe 3payHe Tepanuvje y3 boost Ha 3aamy N06akeCcky jamy
N MecTa MeTacTaTtcke bonecrtu.
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CnposefeH je Benuku 6poj Tpajana Koju aHanuinpajy pasnnynte Tepanmj-
CKe cTpartervje: NnpuMeHy WHTeH3MBHe ,sandwich” xemuoTepanuje, NpPUMeHy
XemuoTepanuje npe nnnm HakoH pagnoTepanuje, xmnepdpakunoHncaHy akue-
fleprcany pagnoTepanujy, BUCOKOLO3HY XeMnoTepanujy ca TPAHCNAaHTaLNjOM
MaTWYHMX hennja HakoH KpaHMOCNWHaNHe 3payHe Tepanuje, ,8y1" n CARBO/ETO
XeMuno 1 paguoTtepanujy.

YnpKoc nHoBaumnjama y Tepanujckum MoAannTeTMa, fievere MeTactaTcke
Bonectn n fasce He oaje 3a40B0OsbaBajyhe pe3ynTate ca NPOCEYHUM MeToro-
OVWHUM NpexuBrbaBatbeM 40-65%. NMobosbliaHe cTone NpexusbaBaksa No-
CTUXY Ce ynoTpeBom MHTeH3NBHMjUX Tepanujckux NpoTokKona.

Y npe3seHTtaumnjvu Brhe nprkasax ciyyaj geteta fneyeHor Ha Hawem UHCTUTYTY.

KrbyuHe peun: megynobnactom, metactatcka 6onect, xemumoTepanwja, pagno-
Tepanuvja

Treatment of children with metastatic medulloblastoma

Marija Popovic Vukovic?, Jelena Bokun!, Dragana Stanic?, lvana
Miskovic!, Marina Nikitovicl?
! Clinic for radiation oncology and diagnostics, Institute for Oncology and

Radiology of Serbia, Belgrade, Serbia; 2 School of medicine, University of
Belgrade, Belgrade, Serbia

Medulloblastoma is the most common malignant brain tumor of childhood,
accounting for approximately 20% of pediatric brain tumor patients. More than
75% of tumors arise from the cerebellar vermis, although in older children there
is a higher incidence of tumors laterally within the cerebellar hemispheres.

The 2016 World Health Organization classification of central nervous sys-
tem tumors uses molecular parameters in addition to histology so it defines
the existence of four main subgroups of medulloblastoma. Molecular subgroups
have distinct molecular and demographic characteristics, as well as biologi-
cal behavior and clinical outcome.

Staging is completed with spine imaging and cerebrospinal fluid examina-
tion, and classified according to the Chang staging system as non-metastat-
ic disease (M0O) or metastasis disease (M1-M4). Approximately 30% of children
have metastatic disease at presentation.

Treatment is multimodal and includes surgery, chemotherapy and cranio-
spinal irradiation followed by a posterior fossa and metastatic site boost.
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Many clinical trials evaluated therapy strategies for treatment of metastatic
medulloblastoma: intensified sandwich-chemotherapy, chemotherapy before
or after radiotherapy, hyperfractionated accelerated radiotherapy, craniospi-
nal radiotherapy followed by high dose chemotherapy, “8in1" and CARBO/ETO
chemotherapy and radiotherapy.

Despite innovations in therapeutic modalities, the results of treatment
metastatic disease are still not satisfactory with five-year survival rate of 40-
65%. Improved survival rates have been achieved with intensified treatment.

The presentation will show the case of a child treated at our Institute.

Key words: medulloblastoma, metastatic disease, chemotherapy, radiotherapy
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UcxpaHa ocoba obonenux op paka

OaHunjena Puctuh Meguh?

! |leHTap n3y3eTHe BPeAHOCTW y 0BNaCTV NCTpaxmBakba CXpaHe u
meTabonuama, UHCTUTYT 3a MEANUMHCKA NCTPAXWBaHa, YHUBEP3NUTET Y
Eeorpaay

NcxpaHa n ncxpareHocT obonennx og ManurHux 6onecTu, 3HavajHe cy 3a TOK
BonecTn, Byoyhn oa mory nonpasuTn ONWTE CTaHe Kao U KBANUTET XWBOTA
BonecHuka. Kof Buwe o4 60% oHKONOWKNX BonecHnKa jaBrbajy ce u pasnuyu-
T NpoBnemun y Be3n NCxpaHe Kao AWPeKTHA nocneanua pacta u nokanu3saun-
je TymMopa anu n kao npatehun edpekTn neversa. NMoHekan HeXesrbeHn eqpekTn
XNPYypLIKe NHTEPBEHLUW]je, paguoTepanuje, UMyHOTEpPaNuje 1 XemuoTepanuje
MOry Npoy3pokoBaTh oa ocoba jene mare 1 rybu Ha TenecHoj macu. Takohe,
HeKn TpeTMaHu Mory y3pokoBaTu 1 nosehane TefecHe mace. OnwTe npeno-
pYKe 3a UCxpaHy nauujeHata Ha OHKOMNOLLKOj Tepanunju Cy oapXasBakse afe-
KBAaTHe TeXWHe, YHOC eCeHuMnjanHuX XpaH/bnuBux Matepuja (NpoTenHa, yrioe-
HVX X1MOpaTta, MacTu 1 BOAeE), KOH3YMUPaHe HYTPUTUBHO rycTe XxpaHe-nonyT
nospha, Boha (0Bunyjy BUTAMUHUMA, MUHEPANUMAE, CDUTOHYTPUjEHTUMA W©
BNAKHUMA) N HEMACHUX NPOTENHA Y3 OU3NYKY akTUBHOCT. L0Bpo n3banaxcu-
paHa, yMepeHa NCcxpaHa, y Kojoj AOMUHMPA, noBphe, BOhe, MHTerpanHe xura-
puue, Kao 1N KOH3yMupare pube 1 XNBUHCKOT Meca y3 yMepeH YHOC MacTu
Mpe CBera XNBOTUHCKOr NMOPeKna, y3 CMareH YHOC YribeHnx xnapara, noceb-
HO npocTux Wehepa je npenopyka. CTpyyHsaun 13 06nacTn NcxpaHe nctuyy
A3 NCXpaHa HamupHuuama boratux BUTaMUHOM L, KapoTeHoM, PONHOM Kuce-
NINHOM ¥ BUSBHUM BnakHUMa nMa BaxKHy ynory y npeseunjy HacTaHka Manur-
HuTeTa. CHUXEHE HMBOA OMera-3 MacHux KMcenuHa y cepymy obonenux og
ManUrHUTeTa yKasyje Ha Heonxo4HOCT OA4pXaBakba ONTUMANHOT YHOCa Ma-
CHUX KNCENNHA TOKOM 1 NOCNe OHKOJOLWWKOT nevera. OHkonowkn 6onecHnum
Cy YrNaBHOM MOLUEr anetnuTa a afiTepHaTUBHU PeXnUMU NCXPaHe KojuMa 4ecTo
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npuberasajy Mory fa [A0BOAE A0 NOTXPaHEHOCTW, HYTPUTUBHOT AeULNTa U1
TeXer NMoAHOLLIEHa OHKONOLIKE Tepanuje. Cama OHKOMOLWKa Tepanuja YecTo
[0BOAM A0 MYYHUHA, paHa y yCTMMa 1 NPOMEHE yKyCa XpaHe Tako Aa je Heon-
X0fiaH CaBeT AUjeTonora TOKOM Nneyersa.

KrbyuyHe peun: ncxpaHa, manurHe 6onectu, HyTPUTUBHY ecpnunTy, aneTuT

Diet for cancer patients

Danijela Ristic Medic!
I Centre of research excellence in nutrition and metabolism, Institute for
Medical Research, University of Belgrade

Nutrition and nutrition status in cancer patients are significant for the course
of the disease, since they can improve the overall condition and quality of life
of patients. In more than 60% of oncological patients, various nutritional
problems arise as a direct consequence of tumor growth and localization, as
well as the adverse effects of treatment. Sometimes, the side effects of sur-
gery, radiation therapy, immunotherapy, and chemotherapy may cause a
person to eat less and lose weight. Also, some treatments may cause
weight gain. General nutrition recommendations for treatment patients was
maintain a healthy weight, get essential nutrients (protein, carbohydrates,
fats, and water), consumption of nutritiously dense foods-vegetables, fruits
proteins (rich in vitamins, minerals, phytonutrients and fibers) and non-fat
proteins with physical activity. It is recommended well-balanced, moderate-
diet, dominated by vegetables, fruit, integral cereals, with consumption of
fish and poultry and moderate intake of fat primarily of animal origin, and
reduced carbohydrate intake, primarly simple sugar. Nutritionists point out
that food rich in vitamin C, carotene, folic acid, and plant fibers has an im-
portant role in the prevention of malignant disease. Reduced serum omega-3
fatty acids in cancer patients indicate the necessity of maintaining opti-
mum intake of fatty acids during and after oncological treatment. Cancer pa-
tients are mostly poor appetites, and alternative diet regimes which often re-
sort can lead to malnutrition, nutritional deficiency and severe filing onco-
logical therapy. Cancer treatment often causes side effects, such as nausea,
mouth sores, and taste changes, so a dietician's advice is necessary during
therapy.

Key words: nutrition, malignant diseases, nutritional deficiency, appetite
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Pu3nyka akTMBHOCT Koa ocoba obonenux oa paka

OparaHa Josuhesuh?, AHa JoBuheBuh?, CBeTnaHa Puctuh!
L MIHCTWUTYT 3@ OHKONOrnjy 1 paguonorujy Cpbuje

®un3nYKa aKTUBHOCT je NojaM KOjuM Ce 03Ha4aBajy CBe akTUBHOCTW KOje 3ax-
TeBajy pag muwnha, n3asmeajy nojavyaH pag KpBOTOKa 1 Ancara n ybp3asa-
jy metabonusam, a Tpajy oyxe o4 15 MUHYTA. PU3NYKA AKTUBHOCT CMakbyje
pu3nK 04 30paBCcTBeHMX Npobnema, kao wTto cy Bonectn cpua n KPBHUX CyLO0-
Ba, MOXAaHor ynapa v gnjaberteca. 06um prsnyke aKTUBHOCTY je UHONBUAY-
anaH, a rnaBHe KOMMOHEHTE CY MHTEH3UTET, TPajarbe 1 y4ecTanocT NpuMeHe.
CBako Bexbarse Tpeba 3anoveTn Bexxbama 3arpeBaksa, y Tpajakby 04 5 Ao 10
MVHYTA, @ 3aBPLUNTL NOCTENEHNM NCTe3amwemMm, Takohe y Tpajary o4 5 4o 10
MUHYTA. DU3NYKa aKTMBHOCT By TpeBano aa Tpaje o4 30 40 40 MUHYTA.

MocToje nokasm oa or3nyka akTUBHOCT MOXE O3 KOPUCTW OHKOMNOLIKUM
NaunjeHTMMa TOKOM WU HAKOH OHKOJIOLLKOT NIeYeHsa.

®U31YKA AKTUBHOCT TOKOM W HAaKOH OHKONOLKOr fleYyersa yonaxasa Hexe-
beHe edpekTe Tepanunje, ojad4aBa muwnhe, 3rno6ose 1 KocTn, NnpeseHnpa 060-
TbeHa CPUA U KPBHUX CYA0BA, CMakbyje aHKCMO3HOCT 1 genpecwjy, nobosbLla-
Ba KBANUTET XMBOTA W OAPXaBa TeNeCcHy TeXUHY.

HakoH onepauwnje paka fojke (HNp. MacTekToMmje), y3 cBakoaHeBHe Bexbe
pyke ca onepucaHe CTpaHe, HEONXOQHO je HACTAaBWTW Ca HOPMANHUM [HeB-
HUM aKTUBHOCTMMA. KpeTarse yBp30 HakoH onepaunje cMarbyje pyu3nk o KoM-
nanKaumja Kao WTo je NojaBa yrpyLiaka KpBM 1 NOMaxe Ko onopaska. Pesyn-
TaTW UCcTpaxmusara HEAL cTyamje nokasyjy Aa XeHama ca pakom Aojke sexba-
He TOKOM XemunoTepanuje nomaxe oa octaHy y 4obpoj popmu 1 aa ce oceha-
jy 6osbe. XeHe ca pakom [0jke Koje Cy rojasHe v ou3nykn HeakTUBHE, UMajy
NoWwnjy NporHo3y 1 nosehaHy CcTony peunansa y OAHOCY Ha (PU3NYKKN aKTUB-
He 1 XEHEe KO0je No yCNnoCTaB/baky ANjarH03e 0APXaBajy TeNecHy TexXuHy.

0cobe koje penoBHO BexBajy umajy 40% 0o 50% Mary pU3NK O HACTaHKA
paka pebenor upesa, y nopehewy Ca 0HUMA KOju He BexBajy pedoBHO. Heku
0,0Ka3u cyrepuLly Aa fbyAaun Koju €y aKTUBHW YNTAB CBOj XUBOT UMAjy HajMaHsU
pu3ukK o paka gebenor upesa.

NcTpaxuBara Cy nokasana ga sexbake TOKOM 3payHe Tepanuje mMoxe
CMarbNTN yMOP, aHeMUjy 1 npobneme ca cnaBakem.

®N31NYKa aKTUBHOCT HAaKOH OHKOMOLLKOT fleverba NoMaxe fa Ce CMakse pu-
31UN 0L KACHUX HexerbeHnx edoekata neyera, Apyrux 34paBCTBEHUX NpPO-
6nema, nojaBe HoBOr manurHor oBosbera, HaCTaHka peunansa.
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BaxHOo je nomohun naumjeHTMMa ga npoHahy HayunHe O3 Yy HUX0B CBAKO-
OHEBHW XUBOT yBPCTE yMepeHo Bexbare, 6e3 063upa Ha cTagunjym wirxose
Bonectn.

KrbyuHe peun: hn3mnyka akTUBHOCT, pak, NaunjeHTu

Physical activity in cancer patients

Dragana Jovicevic?!, Ana Jovicevic?, Svetlana Ristic!
Lnstitute for Oncology and Radiology of Serbia

Physical activity is defined as any movement that uses skeletal muscles, cause
increased blood flow and breathing, accelerate metabolism and last longer
than 15 minutes. Physical activity reduces the risk of health problems, such
as heart and blood vessels disorders, strokes and diabetes. The extent of
physical activity is individual, and the main components are the intensity, du-
ration and frequency of exercise. Each exercise should begin with heating ex-
ercises for 5-10 minutes and end with gradual stretching, also for 5-10 min-
utes. Physical activity should last from 30 to 40 minutes.

There is some evidence that physical activity can be useful for oncological
patients during and after cancer treatment.

Physical activity during and after cancer treatment decrease side effects
of therapy, strengthens muscles, joints and bones, prevents heart and blood
vessels disorders, reduces anxiety and depression, improves the quality of
life and maintains body weight.

After breast cancer surgery (eg mastectomy), with day-to-day exercises it
is necessary to continue with normal daily activities. Moving shortly after
surgery reduces the risk of complications such as the appearance of blood
clots and helps with recovery. The results of HEAL studies show that women
with breast cancer feel better and are in good shape if they exercise during
chemotherapy. Women with breast cancer who are obese and physically in-
active have a worse prognosis and an increased reccurence risks compared
to physically active and women who maintain body weight after cancer has
been diagnosed.

People who exercise regularly have a 40% to 50% lower risk of developing
colon cancer compared to those who do not exercise regularly. Some evi-
dence suggests that people who are active all their lives have the lowest risk
of colon cancer.
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Studies have shown that exercise during radiation therapy can reduce
fatigue, anemia and sleep problems. Physical activity after cancer treatment
helps to reduce the risks of late side effects of therapy, other health problems,
new malignant disease, the risks of cancer coming back. It is important to
help patients find ways to include moderate exercise in their everyday life,
regardless of the stage of their iliness.

Key words: physical activity, cancer, patients

OpBuKaBake oA NyLieHa Koa ocoba obonennx op paka

CeetnaHa Puctuh?, AHa JosuheBuh?, iparaHa Josuhesuh?
L MHCTUTYT 3a oHKoNorujy n paguonorujy Cpbuje

VBopA: [10Ka3aHo je Aa je AyBaH HajoNaCHNjK NOjeAnHAYHN (DAKTOP pU3nKa 3a Ha-
CTaHaK MHOMX XPOHUYHUX 060/beHs3, HACTaHaK paka u NpeBpeMeHe CMPTHOCTU.

Nako je ynoTpeba nekoBa 33 0fBUKABaHLe 0A NyLuera (Tepanuja CyncTuTy-
unje) onobpeHa v 3BaHWYHO NPU3HATA, KA0 U NPOrpaMu 3a 0fBUKABaH:e, CTO-
na nyLlwexa je 1 oasbe jako B1ucoka.

Unsb: Uurb paga je ga ce npukaxe 3Hayaj cCnpoBsofeqsa nporpama o4sukasa-
Ha 04 Nnylera kod ocoba obonenux og paka.

MaTtepujan n meTtoae: AHann3a enuoeMnonolwke cutyaunje manuriux bone-
CTW Ha OCHOBY NOAATAKa 0 MHUMAEHUN 1 CMPTHOCTKW 1 yTULA] NyLleHa.

Pesyntatu: icTpaxnBawa yka3yjy Aa BehnHa OHKONOLWKWX naunjeHata cma-
Tpa fa je nylexe LWTeTHO No 34pas/be 1 Aa NoCTaB/bake AnjarHo3e paka
MOTUBMLLE NaLWjeHTe Oa NPecTaHdy ca nywerem. MpoueHe ykasyjy aa 38% 0o
65% naunjeHaTa ca pakoMm NecTaje ca nywerwem y NpBoj roguHn HakoH nocTa-
B/bakba AnjarHo3e. NMpecTaHak nyleHa TOKOM OHKOMOLWKOr neyera nosesa-
HO je ca: Bo/bM 0ATOBOPOM Ha fleverse, CMarbeHUM PU3KKOM 0f HaCTaHKa
Komnnukauuja, 6o/brMM KBAaNnMTETOM XMNBOTA N CMaHEHEM pU3NKA Of Nporpe-
cunje Bonectun. NpecTaHak NyWweHa Kog OHKOMOLWKUX NaunjeHata ytuuahe n Ha
AYrOpOYHO 30paBIbe CMaeHEM PU3KMKA 04 HAaCTaHka apyrux bonectu.

3aksbyyak: CBv naunjeHty 6e3 063vpa Ha ctagujym Bonectn TOKOM OHKOMO-
LUKOT flevyera MOory MMaTh KOpUCTK 0 NPeCcTaHka nylwera v nmajy npaso Ha
TpeTMaH 0ABMKaBaHa 0A NyLlera. 34paBCTBEHN pagHuumM mory noborswaTu
MOTUBAUWjy 1 YTULATN HA NPECTaHak Npyxakem noMohu 1 AaBaHeM CaBeTa.

KrbyyHe peun: nyllene, OABMKABaHE, OHKOMOLWKW NaUnjeHTn
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Smoking cessation in patients with cancer

Svetlana Ristic!, Ana Jovicevic?!, Dragana Jovicevic?
! nstitute for Oncology and Radiology of Serbia

Introduction: It has been proven that tobacco is the most dangerous single
risk factor for development of many chronic diseases, cancer or early death.

Although quit smoking medications - substitution therapy has been ap-
proved and officially acknowledged as well as programs for stop smoking,
the smoking rate is still very high.

Objective: The aim of this work is to present the importance of carrying out
stop smoking programs for patients dealing with cancer.

Materials and methods: The analysis of epidemiological situation of malig-
nant disease is based on information of incidence and mortality as well as on
smoking impacts.

Results: Researches show that larger part of oncological patients recognizes
smoking as harmless and determination of diagnosis motivates these pa-
tients to stop smoking. Estimations show that 38% to 65% of cancer patients
stop smoking in the first year after confirming diagnosis. Quitting smoking
during oncological treatment is related to: better treatment response, re-
duced risk of complications, better quality of life and reduced risk of disease
progression. Quitting smoking among oncological patients will affect long-
term health as well by reducing risks of development of other disease.
Conclusion: All patients disregarding the stage of disease during oncological
treatment may benefit from smoking cessation and have a right to quitting
smoking treatment. Health care workers may improve motivation and influ-
ence quitting by providing help and giving advice.

Key words: smoking, cessation, cancer patients
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Kpetatbe obonesara op paka aebenor upesay
LeHTpanHoj Cpbunju y nepnoay 1999-2014. roanHe:
joinpoint perpecuoHa aHanu3a

AnekcaHgpa Hukonuh?, Arba NMucnap? Ucupopa Byjumnh?,
BecHa Wymaruh3, CaHapa WuneTtuh Mpyjuumnh?

L MHCTWUTYT 3@ enuageMuonorujy, MeaguumHckn dpakyntert
YHMBep3nTeTa y beorpaay; > MeguunHckn dpakynTteT YHUBep3nuTeTa
y beorpany; > BojHoMeauumnHCcKa akagemunja y beorpany

VYBof: Y CBeTy, pak Konopektyma je Tpehu sogehun y3pok obonesaxa o4 manur-
Hux BonmecTn koA MylKapaua u Apyrn Koa XeHa. Ctaperse nonynauwuje, npu-
XBaTarbe HOBUX CTWUMOBA XMBOTA, NyLleHe, PU3nyka HeakTUBHOCT, Heade-
KBaTHa MCXpaHa AONPUHOCE NOPacTy HoBOOBOMennx oa paka KoopekTyma.

LUusb: Ha ocHOBY aHanu3e kpetana o6oneBara 04 paka KOMOPeKTyma y LeH-
TpanHoj Cpbuju 3a nepuog 1999-2014. roanHe carnefatt TPeHYTHY ennaemu-
0N0LLKY CUTYAUM]y N HEONXOAHOCT yHanpefera NPeBeHTUBHUX Mepa.

MeTopa: Nogaun o 6pojy HoBooBoNenux 3a pak kKONopekTyma, 3a nepuoa 1999-
2014. npey3eTn cy u3 peructpa 3a manurHe 6onectun 3a UeHTpanHy Cpbujy.
JOWHTNOWHT perpecnoHa aHanusa je KopuwheHa 33 NPOUEHY NPOLeHTyanHe
roaniiHee npoMexe (AMLU) nHuMaeHumje 1 33 OeHTUAKNKALN]Y Tavaka y Bpeme-
HY roe cy Ce jaBune 3Ha4vajHe NpOMeHe y TpeHay.

Pesyntatu: Y ueHtpanHoj Cpbuju, kog oba nona, pak kKoNopektTyma je opyru
Bogehu y3pok obonesara Mehy cBUM HOBOOGONENMMA 04 MANUTHUX TYMOPa.
MpoceyHa CTaHAApPAM30BaHA CTOMA MHUMAEHUM|e 33 pak KonopekTyma je 1,7
nyta seha kog mylikapaua (33,1/100.000) Hero kog eHa (19,1/100.000). Kog
MyLLUKapaLa [A01a3un 40 3HaYajHor NopacTa MHUMAeHUMje 33 pak KonopekTyma
3a nepuopa 1999-2008. rogunHe (ANL + 3,5%). MHUMAeHLM]ja 33 pak KonoHa je 1,6
nyTa, 33 pak PeKToCUrmomnaHor npenasa 1,7, a 3a pak pektyma 1,8 nyTa Beha
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Koa MyLUKapaua Hero Kkoa eHa. Tokom nocneatrsyx roanHa benex ce 3HavajaH
nopacT NHUWAEHUMje 3@ pak KonoHa (Mylikapuwu: AL + 2,0%; 2001-2012; xeHe:
ANL + 1,3% 1999-2014). Ko MyLUKapaua ¥ XeHa 3HadyajaH nopacT uHuuaeHumnje
33 pak KonoHa je y y3pacTy 35-74 roauHe (AMNL + 4,3% 1999- 2009 u AN, + 2,0%;
1999-2014.).

3ak/byyak: 50/ba UMMNNEMEHTALW]A OPraHN30BaHOr CKPWHWHIA 3@ pak Kono-
pekTyma Mopa 6UTU NPUoPUTET Y HALLO] 3EMIbM.

K/byyHe peuu: pak KonopekTyma, MHLUMAEHUW|a, jOVHMONHT perpecruoHa aHanmsa

Trends in incidence rates of colorectal cancer in Central
Serbia during the period 1999-2014: a joinpoint regression
analysis

Aleksandra Nikolic?!, Alja Pislar?, Isidora Vujcic!, Vesna Suljagic?,
Sandra Sipetic Grujicic?

! Institute of Epidemiology, Faculty of Medicine, University of Belgrade; > Faculty
of Medicine, University of Belgrade; 3 Military medical academy, Belgrade, Serbia

Background: Colorectal cancer was the third leading cause of cancer in males
and the second in females worldwide. Adopting new life styles, such as smok-
ing, physical inactivity and the Western dietary pattern, contribute to the in-
crease of new cases of colorectal cancer worldwide.

Aim: To look at the current epidemiological situation and the necessity of im-
proving preventive measures based on the analysis of the trend of colorectal
cancer in central Serbia for the period 1999-2014.

Methods: Incidence data for colorectal cancer, for the period 1999-2014, were
taken from The Public Health Institute of Serbia. Jointpoint regression analysis
was used to estimate annual percent changes (APCs) in incidence and to
identify points in time where significant changes in trend occur.

Results: In central Serbia, in both sexes, colorectal cancer is the second lead-
ing cause of cancer. The average standardized incidence rate for colorectal
cancer is 1.7 times higher in males (33.1 / 100.000) than in women (19.1 / 100.000).
There is a significant increase in the incidence of colorectal cancer in men for
the period 1999-2008 (APC + 3.5%). The incidence for colon cancer is 1.6 times,
for recto-sigmoid junction cancer 1.7 times, and for rectal cancer 1.8 times
higher in males than in females. In recent years, there has been a significant
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increase in colon cancer incidence (men: APC + 2.0%; 2001-2012; women: APC +
1.3%, 1999-2014). In men and women, a significant increase in the incidence of
colon cancer was in age group of 35-74 years (men: APC + 4.3%, 1999-2009;
women: APC + 2.0%, 1999-2014).

Conclusion: Better implementation of organized screening for colorectal can-
cer must be a priority in our country.

Key words: colorectal cancer, incidence, jointpoint regression

KoHTpona kBanuTteTa y AUrnTanHoj mamorpadomju -
HeonxoAHW Kopauu 3a 0Ap>XXakwe BUCOKOr KBanuTeTa
AnjarHocTuke

JacMuHa Boban'?, Hatawa Npeynosuh byHoBuA?, buba Aeaunh?,
OaHunjena Epuh?, EneHa KoBayeBuh?, MuneHa LUynuh?

! YHuBep3nTeT y HoBoM Caay, MeanumnHckn dpakyntet, HoBu Caa, Cpbuja;
2 IHCTUTYT 3@ OHKONOTWjy BojBOAMHE, LIeHTap 3@ UMULUHT BXjarHOCTUKY,
Cpemcka KameHuua, Cpbuja

veop: AurntanHa mamorpadouja kao AnjarHoCTUYKM MOAaNnUTeT npeacTaBba
3N3aTHW CTAHOAPA Y CKPUHUHTY KapunHoMa AojKke, WTo ce 6a3umpa Ha moryhHo-
CTW paHe geTekunje KapumHoMa, foK je y in situ ctagujymy. Ocuryparse kBanu-
TeTa Mamorpadckor CHAMKA je HenxoaHo Aa By ce NOCTUMAW TNABHW LULEBN
Mamorpaduje n aa v ce ogpxana B1COKa AWjarHOCTUYKA NOY30aHOCT METOLE.

LUunrb: [la ce NpUKaxe CBpxa U Aa Ce Npe3eHTyjy MOAyCK KBANMTETa KOHTPOIIe
Y AUTNTANHO] MaMorpagujn.

MeTope: CBPxa KOHTPOJIE KBA/IUTETA je MynTUMoaanHda: aa ce obesbean ape-
KBAaTaH 1 CTanaH KBanUTeT MamorpaddCckor CHUMKA, 4a Ce CMarby n3narake
3paverby NaunjaHTa 1 0cobrba 1 Aa Ce Ha BPeMe OeTekTyjy (1 0TKNOHe) NoTeH-
umjanHu npobaemMun Koju MOry HeraTUBHO YTULATW HAa KBAIUTET CHUMKA. Mofae-
JbEHa je y TpW Oena: 4eo KOju KOHTPOoNuLwWwe paanonor, 4eo Koju KoHTponuwe
pagmnonoLLKnN TeEXHAYAP 1 4e0 KOjU KOHTPOAWWe MeguunHCcKn dulnyap, a ns-
BOAW Ce OHEeBHO, HeflesbHO, ABaNyT rognLLHe 1 roguke. MHore 3em/se nma-
jy etabnupaHe Boan4ye 3a KOHTPOMY KBAaNUTETa, KOju ce BehWHOM 3aCHUBAjy
Ha BOOWYMMA AMEPWYKOT YOpYXera pagnonora v EBponcke yHuje.

3aks/byyak: EcoukacHa KOHTpona KeanuTetTa Mmopa aa Byde npakTuyHa u jen-
HOCTaBHA 33 UMMNNIEMEHTaUM}y Y CBAKOAHEBHY KNMHWNYKY NMpakcy, anu mopa aa

54. KAHUEPONOLWKA HEQEMLA 1 77 54t CANCEROLOGY WEEK
4CABPEMEHA OHKONOTMJA" “MODERN ONCOLOGY"



KOHTPONWLE pasnunynTe Kopake y naHuy MMUUKHIa (@KBU3NLNjA, MPOLECUHT 1
npuKka3s). KoHTposa f03e 3payera je BeoMa 3HayajHa, Tako Aa CUCTEM ayTo-
MaTCKe KOHTpOofe ekcno3uunje mopa Bt peaoBHO TecTupaH. KoHavHo, baw
je ayTomaTCckKa KOHTPOJ1a ekcno3nunje 4eo Koju Aaje Hajsule nHopmauuja o
nepdpopmaHcama onpeme.

KrbyuHe peun: mamorpaduja; KOHTpona kBanuTeTa

Quality control in digital mammography - necessary steps
for maintaining high diagnostic accuracy

Jasmina Boban'?, Natasa Prvulovic Bunovic!?, Ljilja Dedic?,
Danijela Eric?, Elena Kovacevic?, Milena Culic?

L university of Novi Sad, Faculty of Medicine, Novi Sad; 2 Oncology Institute of
Vojvodinag, Center for Diagnostic Imaging, Sremska Kamenica

Introduction: Digital mammography is gold standard diagnostic modality in
screening of breast cancer, based on its capability of early detection of breast
cancer in in situ stage. Quality assurance (QA) of mammographic image is
necessary for ensuring that key goals of mammaography are achieved and for
maintaining high reliability of the method.

Aim: To depict purpose and present a checklist for quality control in digital
mammography.

Methods: Purpose of quality control (QC) is multimodal: to ensure adequate and
consistent image quality, to reduce radiation exposure of the patient and
staff and to detect (and correct) potential problems that can impact on image
quality. It is divided in three parts: radiologist's section, radiologic technolo-
gist's section and medical physicist's section, performed daily, weekly, bian-
nualy or annualy. Many countries have established manuals for quality control
assurance, most of which rely on American College of Radiology and Europe-
an Union guidelines.

Conclusion: Effective QC must be practical and simple to be implemented in
daily clinical practice, but must assess various stages of imaging chain (ac-
quisition, processing and display). Control of radiation exposure is very im-
portant issue, so automatic exposure control (AEC) system must be regularly
tested and assessed. Finally, it is AEC that provides most important informa-
tion on equipment performance.

Key words: mammography; quality control
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[feTekunja KapunHoMa y MaMorpagockn AeH3HMM aojkama:
pe3yntatu MynTUMOAANHOr NPUCTYNa

HaTawa Mpeynosuh byHoBuh!2, JacMuHa boban?, bumwa fleguh?,
OaHunjena Epuh?, EneHa KoBauesuh?, MuneHa Uynuh?, Katuua
BepHwuny?

L YHuBep3nTeT y HoBoM Caay, MeauumHckn dpakynTteT; 2 IHCTUTYT 3a
oHKonorujy BojsoanHe, LleHTap 3a UMULIMHT ONjarHOCTUKY

vyBoAa: IMULIMHT PaAn0N0LWKN AEH3HUX A0jKN NpeacTaBba ANjarHoCTUYKN M3a-
30B. [loBehaHa rycTuHa rnaHaynapHor TkMBa 0Texasa BU3yanu3auunjy cycnekT-
HUX CeHKW, N0CeBHO HeKanuM@MKoBaHNX Maca, a NnpeacTas/ba PakTop pusu-
Ka 3a HacCTaHak kapuuHoma. Mamorpaduja kao sodeha metoda gerekuuje
KapumHoMa nokasyje CeH3UTUBHOCT 0f CBera 42-50% y aeTekumjn kapunHoma
Yy OEH3HMUM [0jKkama. YKOMNKO AONYHCKN Ha4ynHumo 3[ mamorpadunjy (tomo-
CUHTe3y), noBehaBaMo CeH3UTUBHOCT 2[1 Mmamorpaduje, nocebHO y CKPUHWHT
CTyAnjama, oK Ce OONyHOM YNTPa3BYyKOM UN MArHETHO-Pe30HaHTHUM (MP)
UMULINHIOM CEH3UTUBHOCT ANjAarHOCTUYKOr nperneaa nosehasa 1 npeko 98%.

Unsb: Komnapauunja Hanasa 2[1 mamorpadouje ca Hanasom 3[ mamorpaduje,
ynTpacoHorpadgujom n MP mMamorpadoujom, Ko4 XUCTONOWKN BepudpukoBa-
HUX KapUMHOMa Y Mamorpaddckm AeH3HUX A0jKu.

MaTepujan n metoge: Ctyauja je obyxsatuna 20+30 mamorpadujy y 59 xu-
CTONOLIKW BepUUKOBAHNX KApLMHOMA, ¥ fleH3HUM fojkama (ACR C v D), Hayu-
HeHY Y UCTOM aKTy CHUMakHea Ha anapaTty Dimensions (Hologic, Benruja). CBuM
NCNNTaHMLAMA je HakoH Mamorpaduje n TOMOCUHTE3e OOMYHCKN HAaYWNHeH
YATPa3BYyYHN Nperneq, a yHyTap ABe Hefdesbe n MP mamorpadouvja. XMCTo0LWwKm
je BepnurkoBaH ManurHuTeT nomohy ynTpassy4Ho BoheHux core Buoncuja.

Pesyntatu: KapunHOM je BepudnkKoBaH y 59 OeH3HUX Aojku, rae je 21 mamo-
rpadpujom CamoCTanHo B13yann3oBaHo 67.8% kapumnHoma (40/59). onyHoM ca
30 mamorpadujom yodeHo je 88.1% kapumHoma (52/59). lonyHCKUM nperne-
LO0M YTPa3BY4YHO U MP-OM HUWje nNponyLwTeHa BU3yanu3aunja HU jegHor xu-
CTONOLUKN BEPUTPUKOBAHOT NHBA3NBHOI KapuMHOMa.

3aksbyyak: Y ANjarHOCTUYKM anropruTam CKPUHWHIA KOA AEH3HUX Aojku Tpeba
yBecTu 3[1 mamorpadoujy, kKao v ynTpassy4yHu u/unn MPM kao o6aBe3aH npe-
rnef y CUMNTOMATCKUX MAUUjEHTKNHA, Kako He Bu nponycTunv fa aeTekTyje-
MO KapLuHOM.

KmbyyHe peyn: TOMOCKHTE3a; Mamorpadvja; KapunHom Aojke
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Detection of cancer in mammographically dense breasts:
results of multimodal approach

Prvulovic Bunovic Natasal?, Boban Jasminal?, Dedic Ljilja? Eric
Danijela?, Kovacevic Elena?, Culic Milena?, Katica Bernsic?

lUniversity of Novi Sad, Faculty of Medicine; 2 Oncology Institute of Vojvodina,
Center for Diagnostic Imaging

Introduction: Imaging of radiologically dense breast represents diagnostic
challenge. Increased density of glandular tissue degrades visualization of
suspicious masses, especially without microcalcifications, while being a
risk factor for cancer development. Mammography, as gold standard diag-
nostic method for breast cancer detection, shows sensitivity of only 42-50%
in dense breast. If 3D mammography (tomosynthesis) is added, sensitivity of
2D mammography increases, especially in screening programs, while ad-
junct ultrasound or magnetic-resonance (MR) imaging increases sensitivity
to over 98%.

Aim: Comparison of findings using 20 mammography with 3D mammogra-
phy, ultrasound and MR mammography, in histologically proven cancers in
dense breasts.

Materials and methods: Study was conducted in Oncology Institute of Vo-
jvodina. We performed 2D+3D mammography on mammography unit
(Dimensions, Hologic) in 59 histologically proven cancers, in dense breasts
(ACR C and D). All participants underwent additional ultrasound examinations
immediately after mammography and MR mammography in following two
weeks. Cancers were histologically verified after ultrasound-guided core bi-
opsies.

Results: We found 59 cancers in 59 dense breasts. 20 mammography per se
visualized cancers in 67.8% (40/59) of cases. With additional 30 mammogra-
phy we detected 88.1% (52/59) cancers. Additional ultrasound and MR mam-
mography were able to detect all cancers cases (100%).

Conclusion: Diagnostic algorithm in dense breasts should involve 3D mam-
mography, as well as ultrasound and/or MR mammography as a part of oblig-
atory procedure in asymptomatic patients in order to increase detection and
sensitivity of the examination.

Key words: tomosynthesis; mammography; breast cancer

54. KAHUEPONOLWKA HEQE/BA 180 54t CANCEROLOGY WEEK
+CABPEMEHA OHKONOMnMJA" “MODERN ONCOLOGY"



LnrbaHa Tepannja MeTacTaTCcKor KapunHoma aojke
y Cpbunju: pocTynHOCT M NPUCTYNAYHOCT NekoBa

Hemaha CtaHuh?!, deha hophesuh?, Hepa Hukonuht, Bnagumnp
Hukonuh!, KpuctuHa Jywknh?, Jenesa Aumutpujesuh?, AHa Xunuh?

1 KnnHuka 3a MegukanHy oHkonorujy, MHCTuTyT 3a OHkonorujy n Pagnonorujy
Cpbuje, beorpag, Cpbuja

vyBop: CaBpemeHa nocTuriyha y pasymesamny Guonornje Tymopa gonpuHena
Cy MHTEH3MBHOM PAa3B0Ojy HOBUX NekoBa 1 MHAnBMAyanusaunjn Tepanuje. Un-
JbaHa Tepanuja uMa 3HayajHy ynory y nedemy, umajyhu y suay 6ossy edumka-
CHOCT 1 Makou BpOoj HeXerbeHyx AejcTaBa y 0QHOCY HA XEMUOTEPaNujy.

Uusb: VICTpaxuBarbe je CNpoBeaeHo Ca UW/bem npukasa nogaTaka 0 AocTyn-
HOCTW 1 MPUCTYNAYHOCTU LUWTbaHe Tepanuje y MeTacTaTckoM KapuuMHoMy Aoj-
ke (MKO) y CpBujn y ogHocy Ha npenopyke EBPONCKOT yAPYXeHa MeankanHux

PerncrtpaunoHe nHaukaumuje WHankaumje Penybnuny-
" Doctyn- . Npucty-
Nek WHaunkauuje ECMO Boaunya HocT AreHuuje 3a nekose u naunocT kor dhoHAa 3a 3apas-
MeauuMHCKa cpeacTsa CTBEHO OCUrypake
XEP-2 NO3MTMBHN METacTaTCKN KAapUMHOM Aojke
Npsa nuxuja
. . HakoH Tepanuje
) MoHoTepanuja HakoH Tepanuje
MK/ paHuje nevyeHn n Heneyvex AHTPALNKNINHAMA, Y
AHTPAUMKNNHUMA W TakCaHUMa )
TpacTy3ymab | Tpactysymabom, y komBuHaunjn fa . fa KoMBuHauwmjn ca Tak-
unu y kombuHaumjn ca
caxT CaHWMa 1 HaKoH Tora
TakcaHuma unun VA N
Kao MoHoTepanuja
MK[ paHuje neveH aHTU-XEP-2
Tepanujom, y kombuHauuju ca XT n fa
TpacTysymatom NpeTxoAHo HeneveH MKM, y
NepTty3ymab MK NpeTxoaHa nedeH y (Heo) KomBuHauujn ca goueTakcenom He
anjyBaHTHOM NPUCTYNy aHTy- i v Tpactysymabom
XEP-2 Tepanujom, komBuHaumja
XT+TpacTy3ymab+neptysymab
Apyra nunuja
HaKoH NDBE NuHMie TeDanuie MoHoTepanuja, HakoH Npee
T-AM1 P ! panvj Oa nuHWje Tepanuje 6asupaHe Ha He
6a3upaHre Ha TpacTy3ymaby
TakcaHuma v TpacTysymaby
Mporpecuja Ha Tepanujy 6asvpany Mporpecuja Ha Tepanujy
Ha TpacTy3ymaby, y komBuHauunjun fa 6a3upaHy Ha TpacTtysymaby, y He
ca Tpactysymabom komBuHaumju ca Tpactysymabom
) ) Nporpecuja Ha Tepa-
Nporpecuja Ha Tepanujy 6asnpaHy Nporpecuja Ha Tepanujy
. nujy 6asupaHy Ha Tpa-
NanatuHné Ha TpacTty3ymaby, y kombuHaumjun Na 6a3vpaHy Ha TpacTysymaby, y fa
. cTy3ymaby, y kombuHa-
ca kaneuntabuHom KomBuHaumjn ca kaneunTabuHom
unm ca KaneunTabrHom
Nporpecuja Ha Tepanujy
fa 6a3vpany Ha TpacTtysymaby, y He
KombuHauujuca NA
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PerucTpaunoHe uHaMKaumje

WHankauuje Penybnny-

KomBuHauwujn ca ET

. TYn- " Npucty-
Nex WHamnkaumnje ECMO Boanya u‘:f)cyT AreHuuje 3a nekose u ngq:oz'r Kor hoHAa 3a 3apas-
MeMUMHCKa CpeacTea CTBEHO OCUTypatbe
EP MO3UTUBHW/XEP-2 HETATUBHW (NYMWUHAN) Y3HANPEAOBANN KAPLIMHOM AN0JKE
NpBa nuHuja
Tepanwuja n3bopa 3a TpeTmaH XP
nosuTusHe 6onecTn ocum y cny-
NAITAM : y cny na XP no3utneHa 6onect nNa XP nosutneHa Bonect
uajy BuUCLepanHe Kpu3e Kao no-
CNefnua eHOoKpyHe pesncteHunje
MoCTMEHONay3He NaunjeHTKNHbE,
NpBa N1HWja eHAOKpPUHE Tepanuje penanc bonectu y Toky unw
p ! P panuj fla HaKOH afjyBaHTHe ET. Mporpecuja He
KOA NOCTMEeHONay3anHux XeHa
Bonectu y Toky ET koA
dynsecTpaHT metacTatcke 6onectn
NpBa nuHKja Tepanuje Koa Hene-
YeHux ET y apjyBaHTHOM npucTyny, y He He
KomBuHaumju ca HectepougHum NA
NpBa nuHnja Tepanuje Koa
Nanboumunnb | NocTMeHonay3HNX XeHa, y He He
KoMBUHaumju ca NA
[pyra nuxuja (v pamba aHTU-XEP-2 Tepanuja)
Mpe/nepu/nocTMeHonay3Hxe naum-
AW/TAM . pe/nepu/nocTmeHonays e‘ 4 fa XP no3uTtneHa 6onect na XP no3utnsHa Bonect
JEeHTKMHbE HaKoH NpBe NuHuje ET
Mporpecuja y Toky npumeHe ET
HakoH npse nuHuje ET koa POTPEcU]a y TOKY MPuME
dynBecTpaHT na Tepanuje y MeTacTaTckoj He
NOCTMEHONay3HNX XeHa
Bonecty, KA NOCTMEHONAY3HUX
MocTMeHonaysHe
MocTMeHonay3He nauujeHTKnHe, ) )
; nauunjeHTKukse, nporpecnja
EBeponuMyc | nporpecuja HakoH HOHCTEPONAHUX fa He
HaKOH HeCTepoanHNX UA, y
WA, y komBuHaumju ca VA/TAM :
komBuHaumju ca ExamectaHom
HakoH npBe nuHuje, koa npe/nepu/
NanBoununnb | nocTMeHoNay3HWUX NaunjeHTKUHA, He He
Y KOMBUHAUW|K Ca PYNBECTPAHTOM
NpemeHonay3He
Cynpecuja/abnauwja jajHnka, Mpemeronay3He
NXPX ynpecw) lalal Y JiE] XP no3utneHa Bonect fa naunjeHTKntbe, y

Tpajatby 0A 36 Meceun

MK/ - MeTacTaTCckin KapumHOM A0jKE; VA - MHXBUTOPY apomaTase; XP - XOpMOH/CTEPONAHN peuenTop; TAM - TaMoKcudheH

OHkonora (ECMQO). AoCTYMHOCT Nek0Ba je NpukasaHa Npeko perncTpaunoHnx
NHAWKALW]ja AreHunje 3a nekose U MmeanumHcka cpeacrTea Cpbuje. Npuctynau-
HOCT NeKoBa je NpuKa3aHa Kpo3 nHankaumje doHaa 3a 30paBCTBEHO OCurypa-
He Penybnuke Cpbuje.

3aksbyyak: Ycknahueare neyera naunjeHTknma ca MK y Cpbujn y ogHocy
Ha eBpOMNCKe CTaHaapae je umnepatus. MokpueeHOCT Beher 6poja nekosa oba-
BE3HWUM 30PaBCTBEHUM OCUTYpaHeM 1 NPOLLIMPUBAHE MHOMKALW]A 33 HUX0BY
npumeHy 6 omoryhuno edpmkacHuje neyeme.

K/byyHe peuu: NekoBu, AOCTYNHOCT, MPUCTYNAYHOCT U KapUMHOM [ojKe
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Targeted therapy of metastatic breast cancer in Serbia:
availability and accessibility of medications

Nemanja Stanic!, Fedja Djordjevic?, Neda Nikolic?, Vladimir Nikolic?,
Kristina Juskic?, Jelena Dimitrijevic?, Ana Zilic!

! Medical Oncology Clinic, Institute of Oncology and Radiology of Serbia,
Belgrade, Serbia

Introduction: Advances in understanding of tumor biology contributed in in-
tensive development of new therapeutic options and individualization of
therapy. Targeted therapy has a significant role in cancer treatment, consid-
ering its better efficacy and less side-effects.

Aim: This investigation was performed to determine and display availability
and accessibility of targeted therapy of metastatic breast cancer (MBC) in

I Availa- Accessi-
Drug ESMO Guidelines V.a.l 2 Registration indications CC.PTSSI Accessibility indication
bility bility
HER-2 POSITIVE MBC
15t line setting
. After anthracyclines,
MBC previously treated or Monotherapy after anthra- Y !
X . in combination with
Trastuzumab | untreated with trastuzumab, Yes cyclines and taxanes or in Yes
o o ; taxanes, and after that
combinations of CT+trastuzumab combination with taxanes or Al
as monotherapy
Previously untreated with anti-
HER-2 therapy, combination of Yes
CT+trastuzumab+pertuzumab only previously untreated MBC
pertuzumab patients in metastatic setting, NO
Previously treated in the (neo) combination of docetaxel+trast
adjuvant setting with anti-HER-2 - uzumab+pertuzumab
therapy, combination of
CT+trastuzumab+pertuzumab
2" line setting (and further anti-HER-2 therapy)
After 1st line trastuzumab-based After 1%t line trastuzumab-
T-DM1 Yes No
therapy based therapy
In case of progression on trastu- In case of progression on tra-
zumab-based therapy, combi- Yes stuzumab-based therapy, com- No
nation trastuzumab+lapatinib bination trastuzumab+lapatinib
In case of progression
In case of progression on tra- In case of progression on tra-
. . on trastuzumab-based
Lapatinib stuzumab-based therapy, combi- Yes stuzumab-based therapy, com- Yes R
X o o X L A therapy, combination
nation lapatinib+capecitabine bination lapatinib+capecitabine ! .
lapatinib+capecitabine
In case of progression on
Yes trastuzumab-based therapy, No
combination with Al
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- Availa- . L Accessi- B
Drug ESMO Guidelines val Registration indications esst Accessibility indication
bility bility
ER POSITIVE/HER-2 NEGATIVE (LUMINAL) MBC
15t line setting

Preferred option for HR+ disease,
Al/TAM unless there is visceral crisis Yes HR+ disease Yes HR+ disease

proof of endocrine resistance

Postmenopausal patients with
It can be 1%t line ET for s relapse of disease after or during No
postmenopausal patients the adjuvant ET, or with PD during
ET in metastatic setting

Fulvestrant

Combination of a nonsteroidal Al and

fulvestrant as 15t line Th, without No No

prior exposure to adjuvant ET

st

palbociclib Combination with Al as 1. line Th No No

for postmenopausal patients

2" line setting (and further anti-HER-2 therapy)

AlTAM Prefperi/postmenopausal patients Yes HR+ disease Yes HR+ disease

after 15t line ET

) st )

Fulvestrant P.ostmenopausa\ patients after 1 Yes Pos.tmenupausal patler.wts W\th PD No

line ET during ET in metastatic setting

For some postmenopausal Postmenopausal patients with
Everolimus patients with d\sgase progression ves disease progression afterg No

after a non-steroidal Al, non-steroidal Al, combination

combination with Al/TAM with Exemestane

Beyond 1%t line therapy, for pre/
Palbociclib peri/postmenopausal patients No No

with Fulvestrant

Pre-menopausal

Ovarian suppression/ablation Breast cancer patients in

LHRH combined with additional ET VS HR+ breast cancer ves duration of 36 months

MBC - metastatic breast cancer; CT - chemotherapy; Al - aromatase inhibitors; HR - hormone/steroid receptor; ET - endocrine
therapy; TAM - tamoxifen; PD - progression of disease

Serbia, regarding to recommendations of the European Society for Medical
Oncology (ESMQ). Availability was shown through registration indications of
Medicines and Medical Devices Agency of Serbia (ALIMS). Accessibility was
shown through indications of National Health Insurance Fund (RFZ0).

Conclusion: Synchronization of metastatic breast cancer treatment in Serbia
to European standard of care is imperative. Accessibility to wider range of
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new medications that are covered with insurance fund and broader indica-
tions for their use would allow better treatment of patients.

Key words: medicaments, availability, accessibility, breast cancer

[lOCTYNHOCT ¥ NPUCTYNAYHOCT AaHTMEMETUKA

npenopy4yeHunx soagnyem MASCC/ESMO vy UcTouHOj EBpONnK
N Ha bankaHy

AHa Xwunuh?, CHexaHa bowmak?, JeneHa Anmutpujesuh?,
®eha hophesuh!
L MHCTUTYT 3a OHKONorujy n paguonorunjy Cpbuje, beorpaa, Cpbuja

vyBoa: KombuHaumja aHTaroHncta HK1 peuentopa (HK1 PA), ceTpoHa v gekca-
METa30Ha je HeOoNXo4Ha 33 ONTUMAIHY NPeBeHunjy MyyHuHe 1 nospaharsa
HaKOH NPUMEHEe BNCOKO eMeToreHe xemmoTepanuje n kapbonnaTtuHa. Nano-
HOCETPOH je ceTpoH n3bopa kapa HK1 PA Huje gocTynaH.

Uunrb: AHanu3a QOCTYNHOCT W NPUCTYNAYHOCTW AHTMEMETMKA NPEenopyYeHunx
aHTUEMeTUYKUM Bogmyem MASCC/ESMO y BonHuuama y NctovHoj EBponu v Ha
Bankany.

FOSAPR DEKS

Huje r AENVMNYHO m Huje perncTposaH - 100% 0 TpOLUKY
|:| 100% P®30 - perncTpoBaH m P®30 3a Ty MHAMKaumjy nauvjexTa
TABESIA 1. MpVKa3 AOCTYNHOCTW U NPUCTYNAYHOCTI aHTUEMETIIKA NPEenopyYeHnX
MASCC/ESMO Boavyem y UcTo4Hoj EBPOnK 1 Ha BankaHy

APR - anpenuTaHT, FOSAPR - cpocanpenuTtaHT, ROL - ponanutaHT; NEPA - HETYNUTAHT-NANOHOCETPOH;
OND - oHAaHceTpOoH; PALO - nanoHoceTpoH; OLANZ - onaH3anuH; DEKS - aekcametasoH
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MeToge: Moaauwn cy NpuKyn/beHyn ToKkoM MPBOF PerMoHanHor cuMno3unjyma
3a WcToyHy EBpony 1 bankaH 0 CynopTuBHOj Tepanuju o6onenux og ma-
nurHnx oborbera. oCTYNHOCT je eBanynpaHa Ha 0CHOBY PErnmcTpoBaHOCTY
W NO3BOME 33 CTaB/bakbe Neka y nNpomMeT. MPUCTynayHoCT je OueHseHa Ha
O0CHOBY NOKPWBEHOCTY TPOLLKOBA LiEeHe neka of cTpaHe Penybnnykor ooH-
Oa 3a 3ApPaBCTBEHO ocurypawe (P$30): y uenuHyW o Tpowky PH30, aenu-
MUYHO 0 TPOLLKY P®30 1N y LEeNWHU 0 TPOLLIKY NauujeHTa (nek Huje npucTy-
navaH).

PesynTtatu: HajuspaxeHujn je HegoctaTtak HK1 PA (tabena 1). Buwe og nona
aHanu3upaHux 3emasra (9/14) uma npobnem ca npuctynayHowhy HK1 PA. Y
7/14 3eMarba HEMA HX NPUCTYNAYHOCT NANOHOCeTPOHY. ONaH3anuH ce npume-
Hyje BaH NHOnKaumnje 3a Kojy je pernctpoBaH.

3aksbyyak: MoCToju HejeQHAKOCT y NPUCTYNAYHOCTN aHTUeMeTuka y ICTO4YHO]
EBponun n Ha bankaHy. KnuHnyky, o4 Hajseher 3Hayaja je 04CyCcTBO NpucTyna
HK1 PA wto y KoMBrHaUNjn ca HegocTynHowhy NanoOHOCETPOHY CTBapa 036usb-
Hy Dapujepy y yCnewHoj NpeBeHunji My4yHuHe 1 nospahara HAakoH BUCOKO
eMeToreHe xemuoTtepanuje n kapbonnatuHa. NpuMeHa 0naH3annHa, Kao no-
TeHunjanHe edokacHe anTepHaTrBe, BaH NHAMKALN]e 33 KOjy je permcTpoBaH
je jow jeqgHa Bapujepa y ycnewHoj NpeBeHUMj 1 KOHTPOMWN MYYHUHE 1 NoBpa-
harba HAaKOH xemMunoTepanuje.

KrbyyHe peuun: 0OCTYNHOCT, aHTUEMETULI, BOANYN

Availability and accessibility of antiemetics recommended
by the MASCC/ESMO guidelines in the Eastern European
and Balkan region

Ana Zilic!, Snezana Bosnjak?, Jelena Dimitrijevic?,
Fedja Djordjevic?
Linstitute for oncology and radiology of Serbia, Belgrade, Serbia

Introduction: The combination of NK1 receptor antagonist (NK1 RA), setron
and dexamethasone is necessary for the optimal prevention of chemothera-
py induced nausea and vomiting (CINV) after highly emetogenic chemothera-
py (HEC: AC and non-AC) and carboplatin. Palonosetron is the preferable se-
tron when NK1 RA is not available.
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FOSAPR DEKS

o) o 9

fully ) 4 partially m
|:| reimbursed - not registred m reimbursed _ off label out of pocket

TABLE 1. Summary of availability and accessibility of antiemetics recommended by the MASCC/ESMO
guidelines in the Eastern European and Balkan region

o

o
. [9)

fa)

APR - aprepitant; FOSAPR - fosaprepitant, ROL - rolapitant; NEPA - netupitant-palonosetron;
OND - ondansetron; PALO - palonosetron; OLANZ - olanzapin; DEKS - deksametazon

Objective: To evaluate availability and accessibility of antiemetics (AE) recom-
mended by the MASCC/ESMO 2016 antiemetic guidelines in hospitals of the
Eastern European and Balkan region.

Methods: Data were collected by countries participating at the First Regional
Education Meeting on Supportive Care for Eastern European and Balkan re-
gion. Availability was evaluated by the formulary availability and marketing
authorization (registered or not). Accessibility was assessed by the coverage
of the National Health Insurance Fund: fully reimbursed, partially reimbursed
and not accessible (out- of- pocket).

Results: Most profound is the lack of NK1 RAs (Table 1). More than a half of the
analyzed countries (9/14) have problem with access to NK1 RAs. In 7/14 there
iS N0 access to palonosetron either. Olanzapine is used in the off-label set-
ting.

Conclusion: There is unequality in the access to AE across Eastern European
and Balkan region. Clinically most important is the lack of access to NK1RAs
which coupled with the lack of access to palonosetron, creates an important
barrier for the prevention of CINV after HEC and carboplatin. Off-label use of
olanzapine, as an effective alternative, is another barrier in successful pre-
vention and control of CINV.

Key words: availability, antiemetics, guidelines
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Oyropenyjyhn xugpomopdooH, edpukacaH n 6esbenaH y
Tepanuju gucnHeje Koa naunjeHata ca KapunHomom nnyha:
WCKYCTBO Ca MHCTUTYTA 3a OHKONOrnjy N paguonornjy
Cpbuje

deha hophesuh?, Hemara CtaHuh?, JeneHa Qumutpujesuh?, JeneHa
Cnacuh?, AHa Xunuh!, CHexxaHa bowkak!, laBopuH Pagocasmesuh?,
CHexaHa Wywrap?

LYHCTUTYT 3a OHKONorunjy u Pagnonorunjy Cpbuje, beorpan, Cpbuja

vyBopa: AincnHeja v B6on cy YecTy CUMNTOMI KOL, NaLMjeHaTa ca kKapunHomom nnyha.
MopdovH je edpukacaH nek y Tepanuju 0ba cumntoma. Ayrogenyjyhun mopduH
Huje gocTtynaHd y Cpbuju. Qyrogenyjyhu nepopanHu xngpoMopgooH Ce KOPUCTHr
YMEeCTO Tora. NpeTxo4Ho je [OKYyMeHTOBaHa edpukacHocT 1 besbenHocT b6p3oae-
nyjyher xuapomopgioHa y Tepanujy gucnHeje kao nocneguue manurde 6onectn.

LUunsb: Lnrbe 0BOT UCTPaxnBama je Brna npoueHa edouKacHOCTW U NOAHOLWILN-
BOCTW gyrogenyjyher xugpomopdooHa y tepanuju 6ona v gucnHeje kog naum-
jeHarta ca kapunHomom nnyha.

MeTopa: Y ucnutmeakse je 6uno ykrbyyeHo 25 naumjeHaTta ca KapuvHOMOM
nnyha Koju cy nmanu Tewky ancnHejy u jak 6on (cumntomn cy NpouernBaHu
Ha Hymepuykoj ckanu of 0 o 10). Aana 1 (O1) naumjeHTn cy npumunn nepo-
panHu 6p3openyjyhn mopdguH 5 Mr Ha 4 h ca uctom go3om 3a npoboj 6ona n
AncnHeje. CBYM NaunjeHTn KoL Kojux je 610 HeonxoQHo Hajmakse 30 Mr nepo-
panHor MopduHa 3a 24 h cy aaHa 2 (02) npesenexn Ha ayrogenyjyhu xuapo-
MOPCOH vy 4031 04 8 Mr ca MmopdnHoM 5 Mr 3a npoboj 6ona u/wnu gucnHeje.
0Aa oaHa 2 oo gada 5 (A2-A5), npaheHa je edomkacHOCT (Ha ckanu og 0 4o 10) m
NOAHOWBLUBOCT ayrogenyjyher xnapoMopgoHa.

Pesyntatu: 11, cpeara BPeoHOCT AUCMHEeje Ha HYMepuykoj ckanwv je buna 7.48
(CO=0.510). 45 cy cBW NALWjeHTn 1 farbe npumManu 8 mMr gyrogenyjyher xmapo-
mopcpoHa, 6e3 noTpebe 3a AogaBarbeM mMopduHa 3a npoboj 6ona w/nnn
aucnHeje. 15 cpeaHba BpeaHOCT AncnHeje je buna 2.48 (CA=0.770), wTo npea-
CTaB/ba 3HAYAjHO MaHe U3PaXeHY ANCAHejy y ogHocy Ha A1 (p<0.001). Y Toky
NCNUTUBaHa Huje B1no HeoYeKNBaAHNX TOKCUYHOCTN XMOAPOMOPdOHa.

3aksbyyak: Ynotpeba gyrogenyjyher xugpoMopdgioHa pes3yntupana je y 3Ha-
YajHOM CMakbeHy AncnHeje ca 4o6poM NogHoWbLUBOLWHY.

K/byyHe peuu: XMapoMopdIoH, ANChHeja U kKaHuepcku 6on
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The efficacy and tolerability of slow-release
hydromorphone in the treatment of cancer dyspnea in
lung cancer patients: experience from the Institute for
oncology and radiology of Serbia

Fedja Djordjevic?, Jelena Dimitrijevict, Nemanja Stanic?, Jelena
Spasic?, Ana Zilic!, Snezana Bosnjak?, Davorin Radosavljevic?,
Snezana Susnjar?

Linstitute for Oncology and Radiology of Serbia, Belgrade, Serbia

Introduction: Cancer related dyspnea and pain are common in patients with
lung cancer. Morphine is an effective medication for both symptoms. Oral slow-
release (SR) morphine is not available in Serbia. Oral SR hydromorphone is used
instead. The efficacy and tolerability of immediate-release (IR) hydromorphone
in the treatment of cancer dyspnea was documented in the literature.

Objectives: To assess the efficacy and tolerability of oral SR hydromorphone
(24 h release) for the treatment of cancer pain and dyspnea in lung cancer
patients.

Methods: Twenty five patients with lung cancer with severe dyspnea and
pain (both assessed on 0-10 numeric rating scale) were included. On day 1
(D1) patients were treated with oral IR morphine 5 mg Q4h with the same
dose for the breakthrough pain and dyspnea. In all patients who required at
least 30 mg of oral IR morphine for 24 hours period, SR hydromorphone 8 mg
were included in the treatment on day 2 (D2) with IR morphine 5 mg forforthe
breakthrough pain and dyspnea. On D2-D5 the efficacy and tolerability of SR
hydromorphone as well as adverse effects were monitored.

Results: On D1, the mean intensity of dyspnea was 7.48 (SD=0.510). On D5 all
patients were still on 8 mg of SR hydromorphone without the need of mor-
phine for the breakthrough pain or dyspnea. On D5 the mean intensity of dys-
pnea was 2.48 (SD=0.770), with significantly less intensity compared to D1
(p<0.001). There were no registered side effects of SR hydromorphone.

Conclusion: Use of convenient SR hydromorphone resulted in sustained relief
of dyspnea as well as pain with acceptable tolerability.

Key words: hydromorphone, dyspnea, cancer pain
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YTuuaj pasnuunutnx pagnoTepanujckux pexxnma Ha
ekcnpecujy BCL-2 npoTenHa y HT29 henujckoj nuHnju

Wrop hau'?, Oywka TewaHosuh'?, Aumutap Jakumos?, BecHa Kojuh?,
Allesio Morganti3, Silvia Cammeli3, lTopaaHa borgpaHoBuh?

L NHCTWTYT 3a oHKoNornjy BojsoaunHe, Cpemcka KameHnua, Cpbuja; 2 MegnumHcku
dhakynTeT, YHuBep3uTeT y Hosom Caay, Cpbuja; 3 Radiaton Oncology Center,
Department of Experimental, Diagnostic and Specialty Medicine, University of
Bologna, Bologna, Italy

vyBopa: [lo3e y pagmoTepanuju Mory Ce MCnopyynTn y HeKoNuKo pexnma 3pa-
yerba: y xunepdpakuMoHNCaHOM pexnmy (Buwe AHeBHUX dpakuuja ca fo-
30M [0 1,5 Gy), XnopakuMoHNCaHOM pexuMy (0o3e nsHag 2,5 Gy) 1 KOHBEH-
LMOHANHOM pexuMy 3padera (1,8-2,2 Gy AHEBHO). Y CTPYYHOj nuTepaTypm no-
CTOjX Masfo nogaTaka 0 NOBe3aHOCTU Pa3NNYUTUX PEXMMA 3padera N YHY-
TpalUHser anonToTCKOr NyTa. JedaH 04 K/byYHUX NPOTEUH OBOM CUFHANHOT My-
Ta je BCL-2.

Lunrb 0BOTr paga je getekuunja ekcnpecuje BCL-2 npoTenHa y hennjama xmaHor
afeKkapuMHOMa KONOHA HAKOH 3padyera PasnynTum pexmMmuma.

MaTtepuan n metofe: Y 0BOM pany cy kopuwheHe hennje xymaHor Konopek-
TanHOr KapunHoma HT29. henuje cy 3padveHe y3 nomoh cneumnjanHo gnu3ajHu-
paHor haHToMa Of nfekcurnaca. 3padere je CNPoBefeHo v ABa pa3nnynTa
pexuma: xuneppakunoHncary U KOHBEHUWOHANHOM dpakunoHucamy. Y
okBMpy 0ba pexuma, NPBOr AaHa 3payvera CNPOBEAEeHO je 3payvere HUCKM
,priming” go3ama opa 0,03, 0,05, 0,07 Gy; HaKOH 4 Yaca y xunepdpakunoHuca-
HOM pexunMy NnpuMerseHa je 4033 o4 1,3 Gy ABa nyTa AHEBHO (Ca pa3Makom of
4 4aca) oK je y KOHBEHUMOHANHOM pexuMy NpuMerseHa jefHa 0o3a of 2 Gy.
YKynaH TpeTMaH je Tpajao 4 gaHa a npenpagnjaunja HUCKMM 4o3ama je cnpo-
BeaeHa camo NpBOr AaHa.

Pe3ynTtatu: [1Ba pexumMa 3payeHa NHOYKOBana cy pasnuynty excnpecnjy BCL-2
npoTenHa. Pa3fnuka je eBuaeHTMpaHa v Kog henunja koje cy npuMuae Hucke
npevpagvjaunoHe fo3e npaheHe Tepanujckum go3ama Kao v 3a camo Tepa-
nujcke go3e y pasnuuntum pexummma 6e3 npevpagunjaunje HUCKUM [03aMa.
Y Xxunep@pakunoHNCaHOM pexnmy je OeTekToBaHa HuXa ekcrnpecuja BCL-2
npoTenHa y nopefemry ca KOHTPOMHUM, Heo3padeHum, hennjama n henvjama
3payeHnM KOHBEHUMOHANHNUM PexXnMoM 3padersa.

3aksbyyak: 106ujeHn pesynTaTn, HUXa excnpecwja BCL-2 NpoTenHa v KoHce-
KYTWBHO CHaXHWja aKTMBaUWja YHyTpalHer anonToTckor NyTa, Cy ykasanu Ha
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NoTeHUMjanHy KOpUCT oA XnnepgpakunoHNCaHOr pexnumMa 3payeHa y 0aHocy
Ha KOHBEHUMNOHAMHY pexumM y HT29 henwnjckoj nuHnjn.

KmbyyHe peun: anonTo3a, BCL-2, xunepdpakuyoHUCaHN pexmnmM 3padeHsa, Hu-
CKe [03e 3payetba

Influence of different radiotherapy regimes on the BCL 2
protein expression in HT29 cell line

Igor Djan'?, Duska Tesanovic!?, Dimitar Jakimov?, Vesna Kojic?,
Allesio Morganti3, Silvia Cammeli3, Gordana Bogdanovic?

1 Oncology Institute of Vojvodina, Sremska Kamenica, Serbia; 2 Faculty of
Medicine, University of Novi Sad, Serbia; 3 Radiaton Oncology Center,
Department of Experimental, Diagnostic and Specialty Medicine, University of
Bologna, Bologna, Italy

Background: Radiotherapy doses can be delivered in hyper-fractionation re-
gime (several daily fractions up to 1.5 Gy), hypo-fractionation regime (doses
above 2.5 Gy) and conventional regime (1.8-2.2 Gy daily). There are insufficient
data about association between different ionizing radiation doses regimes
and inner apoptotic pathway. One of the key proteins in this pathway is BCL2.
The aim of this study was detection of BCL2 expression in human colon
adenocarcinoma cells after different irradiation regimes in vitro.

Material and methods: Colorectal adenocarcinoma cell line HT29 was used in
this study. Cells were irradiated using specially designed phantom. Following
irradiation doses delivery was designed: hyper-fractionation and conven-
tional radiotherapy regimes. Hyper-fractionation included pre-irradiation doses,
"priming dose”, of 0.03 Gy, 0.05 Gy and 0.07 Gy, followed, after 4 hours, by two
daily “challenging doses” of 1.33 Gy (interval between doses was 4 h). Con-
ventional regime included pre-irradiation doses of 0.03 Gy, 0.05 Gy and 0.07 Gy
and after 4 hours irradiation by 2 Gy. In both regimes pre-irradiation was ap-
plied only on the first day, and whole irradiation was applied during 4 days.

Results: The difference in BCL-2 expression was detected between two re-
gimes. Difference was noted for both cells irradiated by pre-irradiation “prim-
ing" doses followed by “challenging doses”, and also for cells irradiated only
by challenging dose. In hyper-fractionation regime lower BCL-2 expression
was detected compared to both control, nonradiated cells, and cells at con-
ventional regime.
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Conclusion: Results showed potential benefit of hyper-fractionation com-
pared to conventional regime in HT29 cell line regarding lower BCL2 expres-
sion and consecutive stronger activation of intrinsic apoptotic pathway.
These results should be confirmed in further study in vivo.

Key words: apoptosis, BCL-2, hyper-fractionation regimen, low dose irradiation

MenaHom y Penybnuum Cprnckoj - envaeMuonoruja
1 npernepg Tepannjckux mMoganurteta

3peHka lojkoBuh?, UBaHka PakuTal, Pagmuna Pawertal, Cawa
JyHruh!, Munka BjewTunual, MapuHa Wrp6au?, JenaHa bepeHpukal,
JenaHa Poxwuh?, Npeapar Qawwuh?, lejaH hokaHoBuh?

L YHBep3uTeTcku KNnuHudky LeHTap Penybnuke Cpncke, KNuHKWKa 3a OHKONOTujy

VBogA: HuMaeHua menaHoma y EBponv Bapupa of 3 Ao 5 Ha 100.000 cTaHoB-
HUKAa Y MeAMTEPaHCKUM 3eM/baMa, a HajBeha je y HOpAWjCKUM 3eMrbama of 12
0,0 25. YNTparbybuyacTo 3payerse je MAeHTUNKOBAHO Kao rMaBHU KapLUWHO-
reH YK/byYeH y HacTaHak MenaHoma.

Uwnrb: Pag nma 3a un/b peTpoCnekTUBHY aHann3y nojeguHnX kapakTepucTunka
MefiaHoMa, Tepanujcke onuunje Te kopenaunjy ca HaBoguma U3 nutepaType.

MeTope: AHannM3npaHun cy CBY MOPGI0IOLWKN BEPUPUKOBAHN MENaHOMM Yuja
je pmjarHo3a nocTaB/beHa Y 34PaBCTBEHUM yCTaHOoBama wupom Penybnuke
Cpncke y jegHorognwmem neprody o4 01.04.2016. no 01.04.2017.rognHe. Mo-
aaum cy npeysetn n3 nctopuja Bonectu (ctapocHa gob, non, BRAF cTatyc, cTa-
onjym Bonectw, Tepanujcku moganuTerT).

Pe3syntatu: AHaNU3NpPaHo je ykynHo 124 naunjeHTa. bpoj HoBoobo/beNKX Na-
unjeHaTa n3Hocw 89. AHanu3a je nokasana aa je sehun 6poj oborwennx myLwkor
nona, cTapuje xXneoTHe 0obw npeko 65 roanHa XnsoTa. Y Bpnjeme noctas/ba-
Ha AujarHo3se 4ak TpehunHa naunjeHaTa umajy y3Hanpenosanu crtagujym 6o-
nectu (llic v IV). 04 HUX 62% je TeCcTpaHa Ha BRAF myTauujy. MaunjeHTn nujeye-
HY BRAF nHxnbutopom, sBemypadpeHnbom, umajy npocjedaH MNadC oko 6 mjeceun.
MaLnjeHTn Koju HUCY NOTOAHW 33 TECTUPaHe NN Cy HeraTueHM Ha BRAF V600
MyTaunjy fnNjeyeHn cy UMTOTOKCUYHMM NMjekoBMMaA Kao WTo je gakapbasuH,
NM3TUHCKW NPenapaTty N TaKCaHn Ca CKOMHWjUM TepanunjckuM YYUHKOM.

3akrbyyak: Y KOHTEKCTY HOBUX OOCTUrHYha U MeANUMHCKOM HanpeTky, NoCcTo-
je HoBe onunje 3a naunjeHTe ca y3HanpeLoBanavM MesiaHOMOM, yKibyuyjyhn
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KoMBUHOBaHY Tepanujy ca aHTu-CTLA4 n aHTU-PDAL aHTUTWMjenuMa, UHTpane-
31OHY Tepanujy 1 Tepanvjy manum monekynuma. 36or Tora 6u naunjeHTe Tpeba-
110 YCMjepuTn y Cneunjani3osBaHe LeHTpe Koju oMmoryhasajy KNnmHuyka nctpa-
XNBaHA.

KrbyyHe pujeun: MenaHoMm, MHUMAEHUA, y3Hanpeaosanu ctagujym, uMyHoTe-
panuja

Melanoma in Republic of Srpska - epidemiology
and review of therapeutical modalities

Zdenka Gojkovic?, lvanka Rakita!, Radmila Raseta?l, Sasa Jungic?,
Milka Vjestica?!, Marina Strbac?, Jelana Berendika?, Jelana Rozic?,
Predrag Dasic?, Dejan Djokanovic?!

! University Clinical Center of Republic of Srpska, Oncology Clinic

Introduction: The incidence of melanoma in Europe varies from 3 to 5 per
100,000 inhabitants in Mediterranean countries, and is the largest in the Nor-
dic countries from 12 to 25. Ultraviolet radiation has been identified as the
major risk factor.

Aim: The paper aims at a retrospective analysis of certain characteristics of
melanoma, therapeutic options and correlation with the citations in the liter-
ature.

Methods: We analyzed all the morphologically verified melanomas which
were diagnosed in health facilities throughout the Republic of Srpska in a
one-year period from 01. 04. 2016. to 01. 04. 2017. The data are taken from the
history of the disease (age, gender, BRAF status, stage of disease, therapeutic
modality).

Results: A total of 124 patients were analyzed. The number of newly diag-
nosed patients is 89. The analysis showed that a greater number of male
males, older than 65 years of age. At the time of diagnosis, a third of patients
have advanced stage of illness (llic and IV). Of these, 62% were tested on the
BRAF mutation. Patients treated with BRAF inhibitors, vemurafenib, have an
average PFS of about 6 months. Patients who are unsuitable for testing or are
negative on the BRAF V 600 mutation have been treated with cytotoxic drugs
such as dacarbazine, platinum agents or taxanes with inferior therapeutic ef-
fect.
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Conclusion: In the context of new advances and medical advancement, there
are new options for patients with advanced melanoma, including combined
anti-CTLA4 and anti-PD1 antibody therapy, intralateral therapy, and small
molecule therapy. Therefore, patients should be directed to specialized cen-
ters that enable clinical research.

Key words: melanoma, incidence, advanced stage, immunotherapy

bp3 Tepanujcku oaroeop BRAF MyTupaHor, BOIYMUHO3HOT,
MeTacTaTCcKor MenaHoMa Koxe nedeHor BemypadpeHnbom
- NPUKa3s cny4aja

Cy3aHa MaTtkoBuh?, Hapa baboBuh?, Kpuctuxa Jywkunh!
L MHCTUTYT 33 oHKOnorunjy n paguonorunjy Cpbuje, beorpaa, Cpbuja

vyBoa: OTkpuhe BRAF V600 myTaunje MAP knHa3a/ERK curHanHor, nHtahenwj-
CKOT MyTa TpaHCcayKumje Koa oko 50% naunjeHTa ca MenaHoMOM KOXe gpama-
TUYHO je U3MEHWNNI0 napaanrmy neyersa. BemypadpeHnb, BUCOKO CENEKTUBHY
BRAF V600 nHX1BUTOp je NpBu U3 0Be rpyne /IeKoBa Koju je y KNNUHUYKAM CTY-
avjama dpase lll Nokasao NPoayXeHse YyKynHor npexmnsrbasama (0C) n Bpeme-
Ha oo nporpecuje 6onectu (NPC) y3 NPUXBAT/BUB NPOCUS TOKCUYHOCTN Y 0[-
HOCY Ha CTaHgapgHe UWMTOTOKCMYHE nekoBe. Tepanujckyu 04roBop ce peru-
CTpyje y Buwwe oa 50% naumjeHata, 4ecTo je Beoma b6p3 (< 1 mecew) 4ak v Kof
BONyMuHO3He BonecTn. MeRyTrM, NPOCEYHO TpajaHe Tepanujckor o4rosopa
je 0Ko 6 meceuwn ycneq pa3soja pe3ncTeHumje Koja Boan nporpecnjun bonectn.

LUunsb: NMprkas cayyaja naunjeHTa ca BONYMUHO3HUM, BRAF-MyTupaHum, guce-
MWHOBaHUM MENAHOMOM KOXe neyeHnmM BemypadpeHnbom y UHCTUTYTY 3a OH-
konorujy n paguonorujy Cpbuje y3 nperneq nutepatypHuUX nogartaka.

MeTope: MpoueHa Tepanujckor OAroBopa KoA naunjeHTa ca BOMYMUHO3HUM,
BRAF MyTMpaHum ANCEMUHOBAHUM MENaHOMOM KOXe TOKOM MpUMeHe Tepa-
nnje Bemypadernbom.

PesynrtaTu: Mederse BRAF MyTUpaHor, MenaHoMa koxe ca per magnum no-
KafHUM peunaneom, Metactasama y nayhuma, cnesnHy, NnapeHxnmy n xmnycy
jeTpe 3anoyeTo je TepanujoM BemypadoeHnb y 0o3n 2x960 Mr per 0S OHEBHO.
[iBe Heaerbe 04 NoYeTka Tepanuje perucTpyje ce perpecunja peunansa 3a 50%,
a NpBa NPOLEHa YKyNHOr TePanunjckor 0AroBopa HakoH ABa Meceua Tepanuje
nokasyje napumnjanHu oaroBop Koju Ce 0OAPXaBao U HAKOH YeTupu mecela Te-
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panuvje. Y nareem ToKy 6onect nporpeanpa n Tepanuja BemypadgeHnbom ce
Npeknaa HakoH LWecT Meceuu.

3aksbyyak: NMpumMeHa nekosa U3 rpyne BRAF nHxnbuTopa je pasymax n3bop cu-
CTEMCKOT Neyerba BOMYMUHO3HOT, BRAF MyTUPaHOT MeTacTaTCKor MenaHoMa Koxe
Kaga ce Xenu NocTuhy NOBOSbaH Tepanujcki OAroBop y3 6p30 CMareHe Ty-
MopCcKor onTepehemsa, Nanujaumnja cMnToMa U Noborblake KBanuTeTa XnsoTa.

KmbyyHe peyn: MeTacTaTcki MenaHom, BeMmypadieHunt, BonymunHo3Ha 6onect

Fast response of BRAF mutated, high volume metastatic
cutaneous melanoma treated with Vemurafenib - a case
report

Suzana Matkovic!, Nada Babovic?, Kristina Juskic?!
Lnstitute for Oncology and Radiology of Serbia, Belgrade, Serbia

Background: Discovery of BRAF V600 mutation MAP kinase/ERK signal trans-
duction pathway in more than 50% patients with cutaneous melanoma has
dramatically changed treatment paradigm. Vemurafenib, highly selective BRAF
V600 inhibitor is the first one in this group of medication, which has, in phase
Il clinical trials shown the prolongation of overall survival (0S) and progres-
sion-free survival (PFS) with acceptable toxicity profile in regard to standard
cytotoxic therapy. Therapy response, which is registered in more than 50 % of
patients, is often very rapid (< 1 month) even in voluminous disease. Howev-
er, average duration of therapy response is around 6 months, due to resis-
tance development, which leads to disease progression.

Aim: A case report of BRAF-mutated, high volume, metastatic cutaneous mel-
anoma and review of the literature.

Methods: Therapy response evaluation at 42 years old male, with BRAF-mu-
tated, disseminated, voluminous skin melanoma, during the use of target
therapy Vemurafenib.

Results: Treatment of BRAF mutated, skin melanoma with per magnum local
relapse, metastases in the lungs, spleen and liver started with Vemurafenib
at a dose of 2x960 mg, orally, per day. Two weeks after the start of the treat-
ment regression of relapse is recorded by 50%, and the first assessment of
the overall therapeutic response after two months of therapy shows a partial
response that was maintained even after four months of therapy. In the fur-
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ther course, the disease progresses and treatment with Vemurafenib is inter-
rupted after six months.

Conclusion: BRAF inhibitors can be reasonable therapeutic approach for
BRAF-mutated, high volume, metastatic cutaneous melanoma with rapid re-
sponse induction, associated with symptom control and quality of life im-
provement.

Key words: metastatic melanoma, vemurafenib, high volume disease
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experience

Ana Koljevic Markovic, Slobodan Tasic, Ljiljana Mijatovic Teodorovic, lvan Markovic,
MarkO BULA . ..o






KapuMHOM XY4He Kece Kao Xupypwkun npobnem - npukas
cnyyaja
CphaH hophes?, Byk MunytuHosuh?

L Cnyx6a OnwTe xvpypruje, OnwTa bonHuua ,Bpwau", Bpwau, Cpbuja; 2 0geremwe
natonoruje, OnwTa bonHuua ,Bpwau”, Bpwady, Cpbwnja

vyBopa: MNpeonepaTMBHa AnjarHo3a paHor KapuumHOMa Xy4yHe Kece ce cmartpa
TeLWKOM N N3y3eTHOM. PaHu CTagmnjymMm KapuMHOMa XY4YHEe Kece je acumntomar-
CKku. Kaga je cumntomaTrcku, abaoMuHanHm 6on je Hajuewhy cumntom npaheH
XYTULOM 1 TyBUTKOM TexunHe, Koju cy 0BnyHo 3Haum HanpegHe Gonectun. Pak
XYUHe Kece je peTka 6onecT, nako je To Hajuewha bonect GunnjapHor TpakTa.
HbeHa nHUMAEHUA ce noBehana y nocnefnkux 20 roauHa, 36or Behe npesa-
JIeHUe NanapoCcKoncke XoneuncTekToMuje u CnyyajHo OTKPUBEHUX KapUUHO-
Ma Xy4He Kece. IHunaeHua 3HaTHo Beha Kkoa XeHa (3:1) n vewhe ce gewasa
K04 naumjeHarta ctapujux oa 40,5. YuecTanocT paka Xy4yHe Kece ce 3aCHuBa Ha
LEeHTpPaNHOM eTMoNOoWKOM hakTopy X0NennuTnjase, ca Bapujaunjama y reo-
rpadpujn n pacw, Koju ogpaxasajy nojaBy Xy4Hor kamera 6onect. Xonenntu-
jasa ce cmaTpa NpMMapHUM eTUoMOWKNUM (DAKTOPMMa KOL paka Xy4yHe Kece,
LITO AOBOAM A0 XPOHWYHE 3anasbersa CNy30K0Xe, ANCnnasnje n KacHujux ma-
NINTHNX TpaHCcdopMauwja.

LUmnms pana 6o je fa ce Ha 0CHOBY NAaTOXUCTOMOLKNX KapakTePUCTUKA KapLum-
HOMa HafeHor y XxoneuncTekTOMNUCAHO] XY4YHO] KeCn XeHe ctape 70 roanHa,
ONpenennumMo 3a farby TOK Neyersa.

MeToponoruja: AHanM3npaHu Cy pesyntatu onepucaHnx naunjeHTa Ha ope-
Ieery xupypruje OnwTe 6onHnue y Bpwuy, y nepuop of 2011 o 2016 roguHe.
3akrpyyak: Kaga ce oTkpuje cnyyajHu KaHuep, TPeTMaH 1 neyerse tpeba op-
peauTn npema wupewy Tymopa n AybuHu, Kao 1 NnaunjeHToBoj CTapocTu, Ao-
0AaTHUM 30paBCcTBeHUMM NpobneMnMa 1 04eKMBAHOM XMBOTHOM BEKY.

KrbyyHe peyn: XyyHa keca, Xosieuncrektommja
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Gallbladder carcinoma as a surgical problem - a case report

Srdjan Djordjev?, Vuk Milutinovic?

! Surgery Department, General Hospital ,Vrsac", Vrsac, Serbia; 2 Pathology
Department, General Hospital ,Vrsac”, Vrsac, Serbia

Introduction: Preoperative diagnosis of early gall bladder cancer is considered
difficult and exceptional. Early stage of gallbladder cancer is asymptomatic.
When symptomatic, abdominal pain is the most common symptom followed
by jaundice and weight loss, which are usually signs of advanced disease.
Gallbladder cancer is a rare disease, although it is the most common disease
of the biliary tract. Its incidence has increased over the past 20 years, due to
a greater prevalence of laparoscopic cholecystectomy and accidentally de-
tected gallbladder carcinoma. The incidence is significantly higher in women
(3: 1) and is more common in patients older than 40.5. The incidence of gall-
bladder cancer is based on the central etiological factor of cholelithiasis, with
variations in geography and race, which reflect the occurrence of gallstones
disease. Holelithiasis is considered to be primary etiological factors in gall-
bladder cancer, leading to chronic mucosal inflammation, and dysplasia and
subsequent malignant transformations.

The aim of this paper was to determine the further course of treatment based
on the pathohistological characteristics of the carcinoma found in the chole-
cystectomized gallbladder, 70 years of age.

Methodology: The results of patients undergoing surgery at the General Hos-
pital in Vrsac in the period from 2011 to 2016 were analyzed.

Conclusion: When random cancer is detected, treatment and treatment
should be determined according to tumor spread and depth, as well as the
patient’s age, additional health problems and life expectancy.

Key words: gallbladder, cholecystectomy

Pa3Boj oHkonoruje y NYNHCKOM OKpYry - cepam roguHa
papna AHesHe 6onHuUe 33 xemnoTepanujy Bpare

Kocta 3gpaBskoBuh?, JeneHa 3apaBkoBuh?

! IHeBHa BonHMUA 33 XeMuUoTepanujy, 3APaBCTBEHN LeHTap Bpare, Cpbuja;
2 Cnyxba 3a nabopaTopujcky AnjarHOCTKKY, 30PaBCTBEHM LieHTap Bparbe, Cpbuja

Epoj BonecHrka ympnux of KaHuepa ce U3 roduHe y roguHy nosehasa, Tako
fia je capa CMPTHOCT 04 KaHUepa Ha ApyromM MecTy, Noc/ie CMPTHOCTY Of Kap-
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anosackynapHux Bonectun. Taj nogaTak 3axTesa CTanHO yHanpeherwe cucrte-
Ma 30paBCTBEHE 33WTUTE Y AOMEHY OHKoNoruje.

Y 30paBCTBEHOM LeHTpY Bpakse OHKOMOWKY Ancnad3ep je popmupad 1970.
rogvHe ca jefHUM fekapoMm v jefHUM MeguuUnHCKUM TexHuyapem. bpoj 6one-
CHWKA Ha OHeBHOM HNBOY je B1o 00 JeceT. XemuoTepanuja Ce H1je annnkoBsa-
na. Beh ocampecetnx rognHa 6poj 6onecHuka Ha oHEBHOM HMBOY Ce noBeha-
Ba Ha 20 1 NOYMHse Ce Ca annukaunjoM xemMmoTepanuje. bonecHMUN cy HakoH
NPUKa3a Ha KOH3WAWjyMy HEKOT pedpepeHTHOr LeHTpa 1 npernena og ctpade
flekapa nM3 OHKONOLWKOr gucnan3epa ynyhusanu y 6onHnuy pagun npumeHe
Tepanuje. 0a 2002. rognHe 36or nosehaHor obuma nocna (ao 40 6onecHuka Ha
OHEBHOM HMBOY) NoBehaBa ce v Kafap AMCNaH3epa, Te o4 Taga pane ABsa ne-
Kapa v 4Ba MeduunHCKa TeXHuyapa.

04 jyna meceua 2007. roanHe NpBy NyT Ca OHKONOWKMM BonecHnumnma pa-
AW cneunjanncTa HTepHe meduunHe. HakoH nucana enabopara o notpebu
33 0CHMBaHEM, Te NO3UTUBHOM MULL/beHA 33B0AA 32 jaBHO 34paBrbe Bparse,
a 3aTMM N MUHNCTapCTBa 3apassba PC, 24.12.2009. ocHmBa ce AHeBHa BonHu-
ua 3a xemnoTepanujy 3L Bparse.

KagpoBckn dhoopMmupaHa ca ABa fiekapa Crneunjanncra NHTepHe megnumnHe,
JIeKapoM Ha cneuunjanusaunjn, 4eTnpmn MennumHcKa TexHnyapa, oBa cnyxba
noctaje ctyb oHKonorunje NMNunHsCckor okpyra. 04 mapTta meceua 2010. rognHe y
CBOM pagy BpLN 1 KOH3UNUjapHe nperfeae, 3ajeqHo ca nekapuma ni KU Huww.
04 jyna meceua 2015. roavHe jenaH of fiekapa 3aspLuasa yxy cneunjannia-
unjy n3 obnactu oHkonoruje.

3a cepam roamHa noctojara cnyxbe o6aBrbeHo je 14435 KOH3WUNWjapHUX,
48564 cneunjannucTuyknx npernefa v aninkosaHo 20574 tepanwja.

KrbyyHe peun: MunHsCckn oKpyr, AHeBHA BonHmuua 3a xemuoTepanujy

Development of oncology in PZinja district - seven years
of Daily hospital for chemotherapy Vranje

Kosta zZdravkovic?, Jelena Zdravkovic?

! Daily hospital for chemotherapy, Health Center Vranje, Serbia
2 Department of Laboratory Medicine, Health Center Vranje, Serbia

Number of patients died from cancer is growing year by year, and nowadays
cancer is the second commonest cause of death after cardiovascular diseas-
es. This fact calls for continuous improvement of healthcare system in the
oncology area.
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In Healthcare center Vranje, oncologic dispensary was created in 1970 having
only one medical doctor and one medical technician. Number of patients was up
to ten daily and chemotherapy was not administered. In the eighties, number
of patients increased to 20 per day and administration of chemotherapy was
implemented. Patients would be first presented to tumor boards in one of
the referral centers and after physical examination performed by medical
doctor in oncology dispensary they would be referred into hospital for ad-
ministration of therapy. In 2002 the workload had increased (mainly due to
fact that number of patients rose to 40 per day), which resulted in employ-
ment of two medical doctors and two medical technicians in the dispensary.

Starting from the July 2007, for the first time patients are being treated by
MD who has specialized in internal medicine. After approval of the Ministry of
Health of the Republic of Serbia, on December 24, 2009, the Daily hospital for
chemotherapy of Healthcare center Vranje was established.

The Daily hospital consisted of two medical doctors who specialized in in-
ternal medicine, one resident physician, four medical technicians becomes a
cornerstone of oncology in Pcinja district of Serbia. Since March 2010, the tu-
mor board consisted of selected physicians from both Healthcare center
Vranje and Clinical center Nis was established locally, and starting from July,
2015, one of the physicians completes subspecialty training in oncology.

In seven years of existence of Daily hospital were performed 14435 tumor
board examinations, 48564 specialist examinations and 20574 therapies were
administered.

Key words: Pcinja district, daily hospital for chemotherapy

NumdpocumnHTUrpadomja: onTMManHa Busyanusaunja
CTpaXxapckor NMMAIHOr Hoayca Ko MenaHoMa -
neToroanllHe UCKyCTBO

AHa Ko/besuh Mapkoeuh?, CnoboaaH Tacuh?, JbumsaHa Mujatosuh
Teopgoposuh'? UBaH Mapkosuh'3, Mapko bytal3

L VMIHCTUTYT 3a OHKONorujy n paguonornjy Cpbuje; 2 MeanumHckn gakyntet
YHuBep3uTeTa y Kparyjesuy; 3 MeanunHckn dpakynTtet YHuBep3uTeTa 'y
beorpaay Cpbuja

vyBoa/uusb: PeTpocnekTnBHa npoueHa 2012.-2017. pe3yntaTta nocTonepaTue-
He nUMAocuUMHTUIrpadonje 1 geTekunje CTpaxapckux numdHux Hogyca (CMH)
KOO MenaHoma.
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NauwnjeHTu/metopa: 04 ykynHo 105 naunjeHaTa ctapocHe gobwu 53 (18-81)r; y
72 (68%) nauwnjeHTa je 6uo 3actynsbeH Breslow I/Il, pebrbuHa nesnje median
1,5 MM, a koA 33 (32%) nauwnjeHaTa Breslow Il/IV - gebbnHa nesnje median 1,9
MM. flokanu3aunja MmenaHoma: Tpyn 81 (77%), pyka/Hora 20 (19%) n rnaBa/spat
4 (4%). Npema EANM npoTokony (2009) 0B6aBrbeHa Cy CUMHTUrpadpcka necnuTu-
Barba Ha Simens e-cam gama KaMmepw ca HaHo4vectuuama IBA CIS (32-178 HMm).
3a nHTpaonepatueHy Buoncujy C/IH kopuwheHa je rama npoba.

Pe3yntaTtu: YKyNHo je Bu3yannu3oBaHo 155 nuMmdHnx Hogyca kog 95 naunjeHara.
Y paHoj aksu3numjn (30 muH) Koa 18 (17%) naumjeHaTa cy ce npukasanv abepaHT-
HU TUMAHW NyTesn 1 Hoaycn. OAN0XeHn cCHUMUKM cy npukasanu CMH kog 77
(73%) naumnjeHaTa. Kog 27 (26%) naumjeHata ca MeNaHoOMOM Tpyna v HOre BU3y-
ann30BaHo je Buwwe numdgoHux B6aceHa. bpoj NUMdHUX HOAYCa BU3YannM30BaHNX
KOf jeqHor naumjeHara je Bapupao of 2-22. Metacrtase C/1H cy XMcTonaTonoLwku
notepheHe kog 10 (9,5%) naumnjeHarta (camo jeaHa MnukpomeTacTasa); Breslow I
(3 mauwmjenTa), Il (5 naumnjeHarta) a IV (2 naumnjeHTa); aHaTOMCKe nokanuiaunje
MenaHoma: Tpyn (6 nauwvjeHaTa), Hora (2 nauujeHTa), pyka (1 nauwnjeHT) n yso (1 na-
umjeHT). CNH cy BM3yann30BaHM y KacHoj drasu - nocne 30 MuH (!). CeH3NTUBHOCT
CLUMHTUrpaddCKor NCNUTUBaH-a je Brna 90% (jefaH NaxHO HeraTuBaH), @ HeraTuBHa
NpeankTMBHA BPeaHOCT: 95%. Npaherse 33 (32%) naunjeHarta ca BUCKUM PU3NKOM
noKasano je noroplame koa 9 (8,6%) naunjeHaTa - Kao 0KaNHN Peunamns, MecTa-
3e vy jeTpu, UHC-y 1 koxwn. CNH cy 6unun no3ntmneHK Kog neT (o4 9 naunjeHaTa).

3aksbyyak: Hawm pesyntaty NOTBPAUNN CY 3HaYaj nuMdocumHTurpadvje y
NHOeHTUgUKaunju BaceHa BUCKOr pU3nKa 1 NPaBor CTPaxapckor Hoayca y
abepaHTHUM IUMPHUM NYTEBMMA HACTANNM NOCe ekcum3unje menaHoma. bu-
oncuja CMH BoReHa rama npobom je Buna edomkacHa Koa naunjeHaTa ca Bu-
CKAM pPU3MNKOM.

KrbyyHe peyn: MenaHoMm, CTPaxXapckn Hoayc, MMMAocUUHTUrpadunja

Lymphoscintigraphy: sentinel node optimal visualization
in melanoma - five years experience

Ana Koljevic Markovic?, Slobodan Tasic?, Ljiljana Mijatovic
Teodorovic'?, Ivan Markovic:3, Marko Buta®:?

! National Cancer Research Center Serbia; 2 Medicine Faculty University of
Kragujevac; * Medicine Faculty University of Belgrade Serbia

Introduction & Aim: Retrospective evaluation 2012-2017 of postoperative
lymphoscintigraphy and sentinel node (SLN) detection in melanoma.
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Patients & Methods: 105 patients (pts) age 53 (18-81) were gathered: Breslow
I'and II: 72 (68%) pts thickness median - 1.5mm,; Breslow Il and IV: 33 (32%) pts,
median thickness - 1.9 mm. Anatomical locations of melanoma were: on
trunk 81 (77%), on arm/leg 20 (19%) and on head/neck 4 (4%). EANM guidelines
(2009) were followed for acquisitions on Siemens ecam gamma camera; with
IBACIS nanoparticles (32-178nm). Supporting intraoperative gama probe en-
abled the biopsy harvest of hottest SLN.

Results: Total off 153 lymph nodes were visualized in 95(30%) pts. In early ac-
quisition (30 min) lymph nodes and aberrant lymph routs were visualized in
18 (17%). In delayed acquisitions SLN were visualized in 77 (73%)pts. In 27 (26%)
pts lymph nodes were detected in more than one basin (truncal and leg mel-
anoma). Nodes amount per pts varied (2-22). Histopathology revealed in 10
(9,5%) pts metastases (only one had micormetastases); Breslow Il (3pts), Il (5
pts) and IV (2pts); anatomical location: on trunk (6 pts), leg (2 pts), arm (1 pts)
and ear (1 pts). SLN in this group were visualized in late scans after 30min ().
The sensitivity of our multiphase scintigraphy was 90% (one false negative),
and negative predictive value was 95%. Follow up in 33 (32%) pts with high risk
showed exacerbation in 9 (8,6%) pts (SLN biopsy was positive in five) as local
recurrence, liver metastases and multiple metastases (lenticular+CNS).

Conclusion: Our results confirm the usefulness of preoperative dual phase
lymphoscintigraphy protocol in identification of basins at high risk and facil-
itated identification of true SLN in aberrant lymph routes after excision of
melanoma. The following SLN biopsy was efficient for high risk melanoma
patients.

Key words: melanoma, sentinel node, lymphoscintigraphy
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MynTuaNCUMNANHAPHU NPUCTYN V NeYery U 34PaBCTBEHO]
He3u obonenux oa KapuuMHoma Aojke

Jappaxka Mapkosuh
VHCTUTYT 33 OHKOMOrmMjy n paguonornjy Cpbunje

KapunHom fojke je Hajyewhn 3nohygHn TYMOP Y XeHa. TyMop ce Hajyewhe OT-
KpuBa kao nannabunad 6onax Yysop nav mamorpaddckn. PETKO Ce jaBrba npe
25 n nocne 80 roonHe XxusoTa. Y BehuHn pa3sujeHux 3eMasba 6poj xeHa obo-
fNlennx o0f paka nojke y CTanHoMm je nopacTy, a UCTW TPeHL je npumehed ny Cp-
Bujn. PakTOPU PU3NKaA CY XEHCKW Non, roAnHe CTapoCcTy, TeHeTCKN pakTopw,
NpeTxoaHn KapunHom aojke n bennrde nponudpepatusHe Bonectn oojke, pe-
NPOAYKTUBHY doakTopw, ynoTpeba XOpMOHCKMX NpenapaTta, rojasHocT, ryctu-
Ha TKMBAa [0jKe Ha MaMOorpadpCKkoM CHUMKY. IHCTUTYT 33 OHKONOrWjy 1 pagno-
nornjy Cpbuje ce BaBy CenekTUBHUM CKPUHWHIOM KOju OMoryhasa gertekuunjy
MUHUMAMNHOT Paka A0jKe 1 NPaBOBPeMEHY ANjarHOCTUYKY 1 Tepanunjcky Xnmpypru-
Jy OKyNTHUX N1e3nja y oojun. 3a getekumnjy KapunHoMa 4ojKe KOpucTu ce mamorpa-
hnja, exoTomorpadivja aojku, MarHeTHa pe3oHaHumnja. CaBpemeHa MegunumnHcka
TeXHOM0rMja n AnjarHocTnuyke metode omoryhasajy paHo OTKpUBaH-e Kapuu-
HOMa [O0jKe, @ CaMmuM TUM 1 NOLWTeOHe XUPYPLLKE NHTEPBEHUM|e. BpcTa n myTu-
JNIAHTHOCT XMPYPLUKOr 3axBaTa 3aBuCY 04 BENVYUHE, NI0KaNn3aumnje n XmcToso-
LUKOr TMNa TYMOPAa, Kao ¥ 04 3axBaheHOCTW PernoHanHnx NMMEHNX 4YBOP0oBa
MeTacTtasama u3 [ojke. Jleyerse KapunHoma AojKe je MyNTUANCUNNNINHAPHO Y
nnaHnpa ce Ha ocHoy THM knacudpmkaunje n ctagnjyma Gonectu. Y neyerby
KapunHoMma OojKe NpUMersyje Ce NoKOPEernoHanHm TpetMaH u CMCTeMcka Tepa-
nuja. Y NoKOpernHanHom TpetTMaHy npuMeryjy ce nowTedHn XupypLukmn 3a-
XBaTn y KOMBMHALWjKN Ca pagnoTepannjoM Ynju je 0CHOBHW LUU/b aninkoBakse
BMCOKe [03e 3payeHa Ha NNaHnpaHn LnibaHy BONYMeH y3 MakcumanHy no-
LWTeay opraHa o puM3vka. Pagvo Tepanwuja cnana y NnokanHu TpetMaH 1 npume-
Hyje ce y neyewy CBUX CTaamjyma bonectn noyes of paHor KAPUMHOMA, HAaKOH
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nowTenHe onepaunje n MacTekTOMUNje, MPEKO NOKaNHo y3Hanpenosanux Ty-
Mopa na Ao metactatcke Bonectu. Y cuctemckoj Tepanujn KOpucTe ce Xxemuo-
Tepanujckn pexvnmun, eHAOKPWHA Tepanuja Ko XOPMOHOCEH3UTUBHUX Kapuu-
HOMa [0jKe, BnosoLwka Tepanuja. 30paBCTBEHA Hera Kao feo CaBpemMeHor neve-
Ha je CTPYYHO NOJbe pada MegnumnHCKX Cectapa v TexH14apa ca jacHo pediu-
HUCAHUM UW/BbEBMMA N 33a0auMMa. YCMEpeHa je Ha NojeguHua, npemMa Hero-
BMM aKTyelH1UM 1 NoTeHunjanHum npobnemMmnma. MeguuUMHCKa CeCTpa-TexHnyap
K30 YNaH MynTUNpPoecnoHanHor TuMa y CBOM pagy, KOHTUHYWPAHO NpaTu CTa-
He BonecHuka, CNpoBOAK CreundunyHe CeCTPUHCKE NHTEPBEHUNje Y NpeBeH-
Lnjn, nevyery, TDETMAHY HEXEe/beHNX eddekata NpruMereHe Tepanuje, Ncruxo-
counjanHoj pexabunutaunjn n egykaumnjn obonennx og KapunHoMma [ojke.

Krby4He peun: KapunHoM A0jKe, NedYere, 30paBCTBEHA Hera

Enngemuonoruja kKapuMHoma aojke

Bepa MaHawuh, CBeTtnaHa Puctuh, AHa Josuhesuh
VHCTUTYT 33 OHKOMOrmnjy n paguonornjy Cpbunje

vyBoa: KapumHom aojke y Cpbuju je Hajuyelwhy ManurHy Tymop Kog XxeHa- 06o-
N CBaka 8 XeHa, rogulliHse ce pernctpyje oko 4000 HosoobBonenux ( 25,8% nH-
umnpgeHua ) n npeko 1600 ympnux ( 18% MopTannuTteTa) XeHa. 3HayajaH je y3pok
NpeBpemMeHe CMpPTK KOA XeHa no 6pojy n3rybreeHnx roguHa xmnseota: sogehu
Y3pOK NpeBpeMeHe CMPTK KOA XeHa 25 - 44 1. a Tpehu y3pok npespemeHe
CMPTK KOO XeHa 45 - 65 r. PegoBHY npernequn cy Haj3HavajHu Bua NpeseHun-
je kapunmHoMa fojke n omoryhasajy oa ce 6onect oTkpuje y NOYETHOj dhasu
Kada je nevyere jegHOCTaBHMje U BeOMa ycnewHo. Y Cpbuju je Toky cnposofe-
He HaunoHanHor nporpaMa CKpPUHWHIA 3a pak Aojke kojum cy obyxsaheHe
XeHe ctapocTtu of 50-69 rognHa.

Lusb papa je oa npukaxe 3Hayaj kKapumnHoMa [0jKe Kao 1 ynory meguumnHcke
cecTpe/TexHnyapa y HeroBoj NPeBeHUnj 1 PaHOM OTKPUBAH.Y.

MaTtepujan u meToge: AHanM3a enuaeMmnosoLLKe cUTyaunje kKapumHoma gojke
Ha OCHOBY NoAaTaka 0 MHUMAEHUWN N CMPTHOCTW Y HALLOj 3EMIbLU.

PesynTtatu: Y NHCTUTYTY 33 OHKONOTWj)y 1 paguonorunjy Cpbuje y 2016. rognHn
perncrtoBaHe cy 1412 HoBooBonene xeHe. Y TPeHyTKY NoCTaB/bakba AnjarHose
KOO 45,2% XeHa, AnjarHoCTKOBaHE CY pernoHanHe metacrase, kog 41,4% pagwno
Ce 0 nokanm3oaHoj 6onectn QoK je Camo Kof 2,2%. Y NUTamy Bro in situ ctagujym
Bonectun. Koo 46,98% xeHa AnjarHOCTMKOBAHA je BENNYMHA TyMopa, 04 11-20 MM,
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04 2012. rogmHe 3anoyeT je HauMOoHaNHM CKPUHWHT Nporpam 3a pak gojke y
KOju je ykrbyyeHo 35 A0MOBa 34paBsrba (8 13 beorpaaa, 27 y YHYTPaLWH0CTH).
[o caga je nporpamom 0ByxBaheHo OAHOCHO MO3KBW Cy NOCNATK 33 128.845
XeHa. Ha nperneq ce oga3sano 49.583 xeHa 0AHOCHO 38.48% N03BaHWX XeHa.
Bpoj XeHa ca No3nTUBHUM MaMorpaddCckm Hana3om je 4225 ( 8,52%), manurHa
Bonect je noTBpheHa je ko4 185 XeHa WTo YnuHu 0,37%.

3aksbyyak: C 0631MpoM Ha BUCOKY YYeCTanocT v BUCOKY CMPTHOCT KapLuuMHoMa
nojke y Cpbunjn kao n HeagekBaTaH OA3MB XEHA Y CKPUHUHT NPorpamy, Heon-
XO[LHO je aKTUBHO YK/byUMBaHe MEAUNLNHCKNX CecTpa/TexHuyapa y egykaumnjy
CTAHOBHMWLITBA W MOTUBMUCAHE XEHA 33 yyewhe y CKPUHWHT Nporpamy Koju
npencTasrbajy npuoputeT y 6opbun NpoTuB KapunHoma Oojke.

KrbyyHe peun: KapLuMHOM [0jKe, NPeBeHLnja, PaHO 0TKPUBaH:E

leHeTUYKO TecTUpame NaHena reHa 3a HacnegHu
KapuuHoM pojke

Munuua Matac, AHa Kpusokyha, MupjaHa bpaHkoBuh-Maruh
WHCTUTYT 3a oHKOMOrKjy 1 paguonorunjy Cpbuje

HacneheHe wTeTHe reHeTUYKe BapuMjaHTe Yy TYMOpP CYNpPecopHWM reHuma
BRCAI n BRCAZ ponpuHoce noBehaHoM py3nky 3a HACNeaHn KapunHom Aojke
1 jajHMKa. lako cy Hajuewhe npomMeHe y Hac/lefHOM KapunHOMY LOjKe ynpaso
MyTaumnje y BRCA1/2 reHnMa, OHe nnak onucyjy mawe o 20% cnydajesa Ha-
cnefHor kapumHoma. Benukn 6poj mopoauua ca M3paxeHoMm NopoguyHoM
NCTOPUNjOM KapuMHOMa [0jKe U jajHuKa HeMa feTekToBaHe BRCA1/2 myTaumje.
3axBasbyjyhn pasBojy HOBWX TEXHOJIOMMja a MPBEHCTBEHO HOBE reHepaunje
cekBeHuupara (HrC), OTKPUBEHW Cy APYIA FEHWN Ynje MyTaumlje 4ONPUHOCE Ha-
CTaHKy Hac/negHe npegucnosunuuje.

Y NabopaTopujn 3a MonekynapHy reHeTuky MHCTUTYTa 33 OHKOMOrnjy 1 pa-
anonornjy Cpbuje TexHonoruja HIC ce ycnewHo cnpoBoan og anpuna 2016. y
UMby oeTekuuje HacnegHe npeaucno3nunje 3a KapunHoMm aojke u/nnu jajHu-
ka. 0Ba TexHoJsiornja omoryhuna je NCTOBPEMEHO CeKBeHuMparse BuLe y30-
paka ofjeiHOM Kao N NCTOBPEMEHO TeCTUPaHse NaHena reHa 3a CBakor oA na-
uMjeHaTa WTo je 3Ha4vajHo ybp3ano npouec TecTrparba U U34aBarba pe3ynTa-
Ta. flo centemBpa 2017. roguHe cMo TecTupanu 69 NCNUTaHKWKa U3 Nopoauua
Ca KapumMHoOMKMa [0jKe N jajHuKa Ha NpUCyCcTBO MyTauuja y naHeny 19 reHa
npenopy4yeHom og cTpaHe NCCN-a (National Comprenhensive Cancer Network).
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YKYMHO CMO AeTkToBanu 11 wreTHux myTaumja y BRCA reHnma (15.9%) o4 Kojux
je 9 (13%) y BRCA1 n 2 (2.9%) y BRCA2 reHy. CBe myTauuje y BRCA reHuma cy no-
TBphHeHe CaHrepoBMM CekBeHumMpameM. NMopen myTaumnja y BRCA reHnma, npo-
HaLLAW CMO W LUTETHE MyTauunje y APYrMM reHnMa acoumpaHuM ca HacnegHnm
KapuMHOMOM [0jKe, a TO Cy: 3 WTeTHe myTauuje y reHy PALBZ (4.3%), 3 wWTeTHe
MyTaumnje y reHy CHEK2 (4.3%), 1 wiTeTHy MyTauunjy y ATM reny (1.4%) n 1 myTtaum-
jy y reHy PMS1 (1.4%). Nopepd WTeTHUX MyTauuja, eTekToBanu CMo U BapujaH-
Te Ynju KNMHUYKKM 3HaYaj Tek Tpeba aa ce ytepau, y reHuma NBN, COH1 v RET.
MmnnemeHTaunja HrC-a omoryhuna je edpukacHujy n noysnaHunjy aeTekum-
jy MyTaumnja n 3HavajHo je y6p3ana npouec TecTupaka y Nabopatopujn 3a
MOMeKynapHy reHeTnky MHCTUTYTa 3a OHKoNorujy n paguonorunjy Cpbuje. Yye-
CTanoCT AeTeKTOBaHUX MyTaumnja yknana ce y nutepatypHe NoaaTke a Ynkse-
HMLA A3 CMO NPOHALWNN LWTeTHe MyTauuje uy Apyrum reHnma ykasyje Ha 3Ha-
4aj aeKBATHOr FreEHeTUYKOr CaBeTOBAHA KA0 WU aHANW3e WUper NaHena reHa y
Cpbujn.
KrbyyHe peumn: KapunHOM A0jKe, FTEHeTUYKO TecTuparse

NHBA3MBHE AMjarHOCTUYKE Npoueaype v
AMjarHOCTUKOBAkY KapuMHOMA aojke

MwuneHa lpunh
WHCTUTYT 3a OHKOMOrujy n paguonornjy Cpbuje

KapuuHoMm fojke je Hajuewhe manurHo obosbemne xeHa y Cpbuju. Mamorpadu-
jan Y3 [ojke Cy OCHOBHE HenHBA3MBHE OWjarHOCTUYKe METOAe KOje npeTxoae
WNHBA3UBHUM ONjarHOCTUYKMM MeTodaMa. Y HCTUTYTY 3a OHKOI0TWjy 1 paauno-
norujy Cpbuje oa 2006. ce pafe MHBA3MBHE ANjAarHOCTUYKE Npouedype Ha CTo-
Jly 33 CTepeoTakcnyHe meTtoge Holodzikov Multicer. SVAB je nHBasuBHa ctpe-
0TaKCMYHa npouenypa. MHOonkaumnje cy cycnekTHe kanuugukauwnje y gojun Bl
RADS 4a. ROLL je cTepeoTtakCnyHa nHBa3nBHa metoaa. Hankaunje 3a 0By me-
Toay je BI RADS 4a6. 0Ba MmeToda NPeTxXoan 0TBOPEHO] XMpPYyLIKoj Bruoncujn Ha
oferbery Xupypruje. Mane npoMeHe y Oojumn Koje ce Y3 OnjarHOCTUKYjy nog
KOHTPONOM Y3 1 anekBaTHOr NMLWTOSbA Ce 0ACTParYjy U3 Aojke. MHankauwvja 3a
meToay je BI RADS 4a. 0Ba MeTO4a Ce paan y OKaNHOj aHecTesnjn. BUCoKo cy-
CNeKTHe Mane NpoMeHe y aojun BuieHe Y3 pagnono3un obenexasajy paguno-
konougom Tc99m nnm mapkupajy Ha koxu. 0Ba npoueaypa npeTxoamn oteope-
HOj XnpypLwkoj Buoncuju. NHonkaumja 3a 0By npouenypy je NpoMeHa Koja ce
knacudgukyje kao BI RADS 4b. MpomeHe y 0ojun Koje ce Y3 Buae a kKBanmuky-
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je kao uncte BuonTupajy ce TAHKOM UIOM 1 TO je aCnupaunoHa NyHKUnja Tey-
HOr cagpxaja.

K/byyHe peyn: KapunHOM 00jKe, MHBA3MBHEe anjarHoctuyke metone, Bl RADS

Xupypruja KapuMHoMa fojke - neyere 1 3PaBCTBEHA
Hera obonenux

Munuua Kpmap
VHCTUTYT 33 OHKOMOrmMjy n paguonorunjy Cpbuje

Xnpyprunja KapunHoma BuLLE He NpeAcTas/ba CaMo 0NepaTuBHO JIeYyeHe Knu-
HUYKN eBnaeHTHe BONecTn Kao HU NanujaTueHO 36puHbaBatbe y3Hanpenosa-
for KapumHoma. CaBpemMeHa TexHOoMoLWwKa 1 HayyHa focturiyha ca kpaja XX u
noyeTkom XXI Beka npubnumxmnna cy KNMHMYKOoj NPakcy 0TKpUBaksa paHe, acumn-
TomMaTcke pase Bonectw, a ca gpyre CTpaHe v pasnora Hactajakba u Hache-
AuBara kapumHoma. OTkpuhem MyTauuja Ha HUBOY reHa y KpBKM YynaHoBsa no-
poaunua Kof HacnegHux ddopmmn paka ynora xuwpypruje pobuna je orpomax
3Hayaj y NpMapHOoj NpeBeHunj KapumnHoMa Aojke. YBohere MaCcoBHOT CKpu-
HVHTa 33 Pak L0jKe, 3Ha4ajHo cy nosehanu npoueHaT 0TKpUBaHa PaHor, acumn-
Tomatckor o6nuka BonecTy, WTO NPeacTaB/ba CekyHOAPHY NpeBeHumnjy. Ynora
XVpyprvije je n Ty Ha NPBOM MECTY, 3 YeCTo 1 jeanHn 1 4OBO/LHN 061Kk neye-
Ha. CaBpeMeHn pagnoanjarHocTuyky anapat n Metoge obefnexaBara He-
nannabunHux neswujay aojum (Makse o4 1 um) omoryhasajy nowTeaHy HeMyTu-
NIAHTHY XMPYprujy paka. Nposepa cTpaxapckux numgHnx Hogyca (CH) y cny-
Yyajy oa OHW HMCY 3axBaheHn meTacTta3ama je 40BOJbLHA Npoueaypa, Yume ce
n3berasajy Hekana 036usbHe KOMNANKaLWje OUCeKUNOHE Xpypruje KapumnHo-
Ma. NowTenHe onepaumnje 360r paka [o0jke, NpuMapHe pekoHcTpykuwuje, CITH
Buoncuje, NnpeacTaBrbajy TepunjapHy npeseHUMjy 0aAHOCHO n3beraBakse KoOM-
nnukauwja 36or onepaunje. BpCcta n MyTUNAHTHOCT XMPYPLLIKOr 3aXBaTa 3aBu-
CW 0f BeNN4YMHe, NoKanun3aunje n XucTonoLwwkor Tmna Tymopa Kao 1 04 3axsa-
NeHoCcTy pernoHanHux NUMMHNX YBOPOBA MeTacTa3ama 13 oojke. CaBpemeHe
OnepaTuBHEe TeXHWKe, TEXHOOLWKa NoMarana, MoaepHy aHecTeTuum, MCKycTso
XVpypLwkor Tuma n becnpekopHa 30paBCTBEHA Hera Cy HeONXOA4HW NPeaycnos
Nleyera M M3neyerwa OHKOMOLWKMX NaumjeHaTa. NMpeonepatusHa npunpema
naunjeHTa 3ano4YmHse Kkaga ce cnposeay CBe AnjarHoCcTu4Ke npoueaype n no-
CTaBW MHOMKALUMja 33 XMPYPLLKO neyerse. MpujeM naunjeHTa ce nnaHmpa Ha
OCHOBY KOH3WNnjapHe O4MyKe v npensuheHe npoueaype. ynora MeguumnHcke
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cecTpe-TexHu4yapa y NpeonepatvuBHOj NPUNPEMK je NPyXare MCuxonoLLKe
NOOPLUKe Kao 1 HenocpenHa npunpema (Punsnyka, nabopatopujcka, Meanka-
MEHTO3Ha 1 npemMegukaunja). AKTUBHOCTU MedUUWNHCKE CecTpe-TexHuyapa y
nocTonepaTvBHOM TOKY (paHa peaHumauwnja, KOHTPONMa 3aBoja, APeHaxHor
cagpxaja v npesujarba, PU3nKanHa n NCMxo-counjanHa pexabunuraumnja kao
1 egykaumja naunjeHTa) cy oa n3y3eTHor 3Ha4vaja 3a 6p3 onopaBak naunjeHTa.
nocneguue onepaTMBHOr 3aXBaTa Ha A0jUM Cy YKOYEHOCT pamMeHOr nojaca, Xu-
NMepToHycC Mywmnha pameHa v BpaTa, 00nHM cnHApoMm 1 gucbanaxc Tena. Pagu
npeseHunje 0BUX KOMNMMKaLUMja HEONXOAHO je 3anoyeTn ca paHom pexabwu-
NINTAaLNjoOM yHYTap 24 yaca o onepauuje. OHa ce ornegda y npumenu sexbu 3a
NoO3NUMOHNPaHe PYKe Yy KPeBeTy, Kao 1 y akTMBHUM Bexbama 3a nosehane
MOKPeT/bUBOCTN BPaTHe KnumMe, nosBeharse NOKPeT/bLUBOCTY 3rnoba pamena,
NCTe3akee MEeKTopanHor Muwmnha, jayarse cHare muwrha pameHor nojaca u
pyke, Te 00yka 3aWTUTHAM MOM0OXajuMa KOL aKTUBHOCTY CBAaKOLHEBHOT XWu-
BOTa. Henpeagsuansw, 6onHW forafaju Kao WTo Cy onepaTuBHW 3axBaT, rybutak
Lena Tena unm Heke TenecHe goyHkuuje, y3poun cy ocehaja rybutka KoHTpone,
rybutka 0o Taga yTBpheHunx coumjanHux ynora u 0gHocCa, n3onaunje n cTur-
MaTu3auuje. 360r TOra je o4 BeNMKe BaXHOCTV BNaroBpeMEHO NpyXarse ncu-
X0-CoumnjaniHe NnogpLuKe, NPOLEeHa 3axTesa HacTanux ycnen HoBMUX OKOJTHOCTK
1 carnenasare 6onecTy Ha Ha4YMH Ha Koju je oBonenu OOXUB/LABAjY 1 BUAe.

K/byyHe peuu: KapuMHOM [10jKe, XMPYPLLUKO NeYeHe, 30paBCTBEHa Hera

MoganuteTn y no3nuMoHnpary n umobunusaunju
naunjeHTKNbe 3a NPUMEHyY HanpeaHux TexHuka PT peruje
aojke

Wnwnja Yypuh
NHCTUTYT 33 OHKOMOrmMjy 1 paguonornjy Cpbunje

VBoa: 3a cnpoBofere HanpegHux pagmoTepanujckux TeXHWKA y TpeTMaHy
ManurHux TyMopa perunje Aojke nopes 3axTeBHOr TEXHONOLIKOr HMBOA onpe-
M/LEHOCTV PAAMOTEPannjckor oferbersa 0f K/bYYHOr 3Hayaja Cy NpasBWsHO
NO3VNLNOHNPaHE 1 Peno3nuunoHNparse NaunjeHTKNbe Y aaeksaTaHa v Kom-
dbopaH NoNoxaj, Kao 1 dpukcaumnja y nonoxajy-nmobunnmisaumnja-nocTaBbarse
Mapkauuja 3a TpeTMaH 1 Bepudrkaunja TpetMmaHa.

LUunsb: MocTasrbamke naunjeHTkuHe n nmobunnlaunjy cnposoge pagnortepa-
NWjCK1 TeXHWYApW NO NPOTOKONY fevyera Oferbera. Mapkauuje ce nocrta-
B/bajy pagu npeunsHor cnposofjera TpeTMaHa.
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MeToponoruja: Y pagnoTepannjckom npucTyny nevera KapumHoma fojke 3a-
CTYN/beHa Cy TPW OCHOBHA NOM0Xaja MNaUNjeHTKNHE: CYyNUHALUNOHN XOPU30H-
TanHW NoNoXaj, CynuHaumnja y MHKANHaunjy 1 nonoxaj y npoHaunjn. OCHOBHM
LUnmb je na ce obesbenn je fa ce oojka MakCUManHo U3QUrHe Ha 3uay rpyaHor
KOLWa 1 Tako omoryhu oa naunjeHtkmuHba byaoe y CMMeTpUYHOM MO0Xajy WTo
npeacTaB/ba NPeaycnos 3a NpaBuHy pacrnofeny Tepanujcke A03e yHyTap
TKWBA 3padveHe aojke/pernje, anu n 06e3benn MakcmanHa nowrena oKoHOr
30paBor TKMBA. NaunjeHTKNHe Ca BONYMWHO3HMM A0jKaMa 1 aanno3He nauu-
JEHTKNHE NO3MUNOHNPAjY Ce UCK/bYYMBO Y WHKNMHAUMjK. Kog naunjeHTKnHba
Ca NeHAyNaunoHNM OojkamMa NpuMeryje ce nofaoxaj y NpoHaunju Ha cneuun-
janHo koHcTpyncaHom umobunnsaumoHom cpeactsy. Aa 6w npasunHo oaa-
BpaHn nonoxaj 4ao pesynTart, Npu 3ano4YnHarby TPeTMaHa y 04HOCY Ha nnaH
[ennHeaunje, CNpoOBOAM Ce MOMEPakse Y 0AHOCY Ha NHMUMjanHe Mmapkauuje ca
UT CumynaTopa, Koje cy TeTOBMPAHe HA KOXW naunjeHTa.llonoxaj n ctanHoct
HOBUX Mapkauuja je 0f W3y3eTHe BaXHOCTW 33 CBAKOAHEBHO Peno3numnoHun-
paHe 1 HEONXOAHO je 0CUrypaTy Ux Ha KOXW naunjeHta. To ce pagn npume-
HOM Boje nnn dpomacteprma. NocToju MoryhHOCT 3aWTUTE Mapkauuja cne-
UMjanHUM NPOBUAHMM BOLOOTNOPHUM dofiactepoM. Y manem Bpojy cnyyaje-
B3 PENO3MUMNOHNPaH:e Ce CNPOBOAM CBAKOAHEBHO NO NNaHy U3 UHULWjANMHNX
Mapkauuja.

Pe3synTat: MPaBUNHO NO3MLNOHNPaHE 1 MMOBUNn3aumnja y3 ocurypaHu noso-
Xaj Mapkauuja pefoBHO Ce NpoBepaBajy NyTem noprtan Bepudnkauuje. Heo-
NXOQHO je jeAHOM HefesbHO paguTy NpoBepy Bepudonkaunjy oa bw ce ocury-
pao KBanuTeT TpeTMaHa.

3akrbyyak: MpaBuIHO CNpoBeaeHe npoleaype oMmoryhasajy MCNPaBHOCT CNpo-
BOheHa TpeTMaHa

KrbyuHe peyun: Mo3nunoHnpakse, umobunuisaunja, Mapkauunje, sepudnkaumja,
PT TpeTmaH

HoBWHe Y neyery KapuMHOMA A0jKe - NPUMEHA
cybkyTaHor XepuenTuHa - CECTPUHCKN acNekTu

JacMuHa Mutposuh, NfopaaHa Papkuh
WHCTUTYT 3a oHKONorujy v paguonorujy Cpbuje

vyBop: Pa3Boj MOAEpHe OHKOMNOruje HenoCpeaHo je NOBe3aH Ca HanpeTkoM y
obnactn monekynapHe Buonoruje, 3axBasbyjyhn KOjoM je OTKPUBEH HWU3 Ty-
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MOPCKUX aHTUreHa Koju Cy cafa ,MeTa" CaBpeMeHe T3B. LU/bHe OHKO-Tepanu-
je. Hanpepak ncrpaxvsara y 06nactn papmakonorvje n oyHOAMEHTANMHUX
Hayka CBaKOAHEBHO yKa3yje Ha HOBe MeTofe neyera. NpumeHa HOBUX Neko-
Ba MOXe [a [0Befe A0 Aarber nobosbllara fleversa v yHanpehena ksanuTte-
Ta XUBOTA neyveHnx 6onecHnua. Npema pesyntaTnma BENKNX KINHUYKNX UC-
TpaXxuBaha, Kafa Ce CTaHAapAHO] XeMnoTepanuj L0432 MOHOKNOHCKO aHTW-
Teno, 40Na3un 40 3HavajHor nosehaksa CTONe NPexuBbaBara bonecHua.

LUnrb: AKTMBHOCTY MEAVLNHCKUX CecTapa TOKOM npumeHe BuonoLwke Tepanu-
je unu Tepanunje MOHOKNOHCKUM aHTUTENNUMA.

1. YNo3HaBaHe Ca HEeHNUM HeXerbeHUM ediekTrma

Hajbosba nHpopmMaumja je oHa Koja je CUrypHa, KOH3UCTEHTHA, UCKPEeHa,
yNBa NOBeperse 1 NOACTMYE NaunjeHTa.

3aks/byyak: KOHTUHYMpaHa egykaumnja cectapa Ha nosby Guonoluke Tepanuje
oMoryhaea yno3HaBate Ca CBOjCTBOM J1eKa, HAYMHOM annukauuje, NpenosHa-
Batbe CTEMNEHA W BPCTE TOKCUYHOCTY Neka, a CBE Y Ln/by CnpedaBarba Hexerbe-
HUX ecpekaTa Tepanuje 1 NocTu3arby Borber kBanuTeTa xuBoTa BonecHuua.

KrbyyHe peuu: KapuuHoMm fojke, BrionoLwwka Tepanunja, KOHTUHYNPaHa eaykaum-
ja cecrtapa.

3Ha4yaj caBeToaaBHe nogapuke 3a obonene og MaNUrHUX
TyMoOpa aojke

Canppa bujenau
WHCTUTYT 3a OHKOMOrujy n paguonorunjy Cpbuje

rcuxmnyke nocneanue AnjarHoCTUKe v neyexwa manurHor obosbersa oBor op-
raHa mory 6utu, a y npakcu Hajuewhe jecy, N3y3eTHO 3HaYajHe 3a kBanuteT
XunsoTa obonene xeHe n kbeHe nopoguue. 06onene ce cyo4aBajy ca 6pojHUMm
nNcMxonowkum npobnemmma Kao WTO Cy eMounoHanHa HectabunHocT, npo-
MeHa nepcnektuee 0 ByayhHoCTn, ocehaHa YyCaMIibeHOCTY, HaMyLWTeHoCTH,
MapruHanuilauunje, CTurMatulaumnje, MHTEP U UHTPA NepcoHanHn npobnemn.
CBW OHW MOTY Ce jaBUTV TOKOM pa3nnyntux dpasa Bonectn n nevera ca pas-
SINYNTUM MNCUXOSIOWKM Moc/iegmuama Koje mMory Bapupatu Ha KOHTUHYYMY
on Bnarux nopemehaja pacnonoxera 1 nopemehaja y counjanHoMm goyHKUK-
OHMCakby, Na CBe A0 030U/bHUX NCUXKjaTpujcknx komopbuTeTa.

Y nuTepaTypwu Ce npoHanase nogauw aa cy Hajyewhn npobnemu ca kojuma
ce obonene cyoyaBajy npe ceera, AenpecusHy nopemehaju, nopemehaju npu-
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narofaBama, aHKCMO3HW nopemehaju, cekcyanHe QuCyHKUMje, pasnnyntiu
KOTHUTWBHM nopemehaju, Kao 1 HU3 apyrux npobnema koju ce ogHOCE Ha cyu-
unpganHe naeje, HeMoryhHOCT OOHOLWeEHa 04NyKa, NPOoLec TyroBamwa, KBanu-
TeT XMBOTA, AYXOBHA 1 PENnrnjcka nuTama.

BpojHa ncTpaxmueara Cy nokasana aa je cTeneH aHkCMo3HocTn kog obone-
NNX Of ManuUrHnx 06orbeqa Behv y 0AHOCY Ha nonynauwnjy 6e3 manurxor o6o-
JbeH3a, @ HEeHO HeMpeno3HaBare 1 He TpeTupame Mory A40oBecTy 40 030uib-
HWX nopemMenaja, Koju YyTUYy Ha CBeYKYMNaH KBaNnTeT XNBOTa.

0 NoBE3aHOCTX Aenpecuje 1 kapunHoma noctoje BpojHu fokasw, ¢ npesa-
NeHLOoM fenpecnje Ko4 conugHux tymopa of 20 o 50%. fenpecuja je namehy
0CTanor, N0Be3aHa Ca /I0WOoM KOMYyHMKaunjom n capaassusowhy obonene
ocobe n MakOM Xe/bOM 3a Tepanujckum npouecuma. Ytuuaj genpecunje Ha
npexunsB/baBae jolWw YBeK HWje A0Ka3aH anu ce aenpecuja nosesyje ca 6p-
X0M nporpecujom Bonectn.

KNnHWYKa npakca v CTpaxneara Nokasany cy Aa ncuxorepanunja Mmoxe
nobosswaTn KBannTeT XMBoTa NaunjeHTa. YTBpheHo je 4a Moxe oa nogurde
KBanuTeT XunsoTa obonene ocobe, NOMOrHe y CMarsery aHKCUO3HOCTY 1 fe-
npecuje Koje ce Hajyewhe jaBrbajy KOA /bYAN KOjU Ce CyodaBajy ca ManurHum
obormersem.

Y Halloj CpeauHn He NoCcToju CTPYKTYPUCAHA U KOHTUHYNPAHA, CaBeTo4aB-
Ha 1 ncuxoTtepannjcka Bpura o xeHama koje cy 3aBpLinne cneundduyHo 0HKO-
NOWKO neyerse. Takofe NoCTojy OTNOP KaKo y WNPOj nonynaunjy, Tako n Kog
jeqHor oena MeguUMHCKUX PagHuKa, NpeMa CaBeTodaBHOM pagy, u3jegHadva-
BaHeM 0BOr 06nunka paga ca MeHTanHUM 060/bernMa, WTo 40AATHO 0TexXa-
Ba NON0Xaj XEeHa KOje nopen CoOMaTCKux Umajy v NcuxonoLwke Tewkohe y no-
YeTHUM dpa3ama OHKOMNOLWKOr fleYersa.

CaBeTogaBHa W ncuxoTepanujcka nomoh (MHAMBUAYANHA w/unn rpynHa)
0LaBHO Cy CTaHOAPLA Y pa3BujeHnM 3eMrbama EBpone 1 CBeTa.

CnpoBofere CTPYKTYPUCaHMUX CAaBETOOABHUX PagnoHMLa €a jacHo gedu-
HUCAHVM UW/beBMMa, CTPYYHO BONEHUM 1y MOYeTHUM dia3ama crneunduyHor
OHKOJIOLLKOT fieyersa, oMoryhunum v naunjeHTknbamMa 0TK1akaHe CMeTHN Y
EeMOUMOHANHOM, COM3aTCKOM ¥ COLMjaNHOM OYHKUMOHNCAHY, CMaHEeHe 1 33-
yCTaB/bake Aasbe NaTHe, a CTPYYHauMmMa esanyaunjy ctBapHux notpeba u
Tewkoha ca kojuma ce cycpehy naunjeHTkuree 6onene o4 ManurHUx Tymopa
L0jKe y HaL0j CpeanHn 1 OePUHNCAHe NporpaMa CKPUHUHIA N LUMbaHKX Te-
panujcknx NHTepPBeHLUMja 3a CreunguyHe NCMXonoLwke Telwkohe ca kojuma ce
obonene cyoyaBajy y 0BOjOj (Pa3mn OHKOOLIKON TPETMAHA.

KrbyyHe peyn: CaBeTOAaBHW pPaf, ManurHm TymMopw aojke
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CECUJA 2:

MHOBATUBHU JIEKOBU Y OHKOJ10I'nJU
CA ACIEKTA MEANUNHCKNX CECTAPA

MHOBaTUBHWN NEKOBM Yy OHKONOrMjy Ca acnekTa MeaMUNHCKUX cectapa

MAPUHKOBUR SOPUILLA . . . ..ottt et ettt e et ettt e et 219
NembBponn3ymab y neyery MeTacTaTckor MenaHoMa - CeCTPUHCKM acnekTu

PUNAAHA PELINN . o 220
Bemypacdpennb y neyerby MeTactaTckor MenaHoma

Mapuja COMIPOHUR ..ottt e et e 221
HoBuHe y neyerby X04knMHOBOr NMMdioma

MaprjaHa MUNMOLLEBUR . . ..ttt ettt 222

Hajuewhn HexerbeHn ecpekTn koa 6onecHuka nevyeHnMm AbrnpatepoHoM, KO

MeTacTaTCKor KapuMHoma npocrarte

ANjaHa METPOHUIEBUR . . ..ottt 223
ComMaTcke MyTaumje Kao NpeankTop 0AroBopa Ha Tepanujy HOBUM NekoBuMa y

CONNAHNM TYMOPUMa

MapwujaHa Tonanosuh, Pagmuna JaHkosuh, AHa Kpusokyha, iBaHa borbesun,
MUMBHA HaBUR .o e 224

Pan Cumno3ujyma nomorna je Komopa MeauLUMHCKNX cectapa
1 30paBCcTBeHMX TexHuyapa Cpbuje - orpaHak beorpan







NHOBATUBHM NEKOBM Y OHKONOIMjK Ca acnekTa
MeAULUHCKUX cecTapa

MapwuHkosuh 3opuua
VHCTUTYT 33 OHKOMOrmMjy n paguonornjy Cpbunje

Hajwwpe rmegaHo, NpYMeHa NHOBATUBHMX NeK0oBa NpeacTas/ba CTPaTeLwkm KoH-
LenT Koju 00yxBaTa CBe OHO LUTO je BE3aHO 3a Tepanujy nekoBmMma.

Taj KOHLEeNT je 3Ha4YajaH 3a Came nekape Koju NpoLemryjy BPeaHOCT HOBUX
JIeKoBa v 04ny4dyjy Kaga aa ux npennwy naunjeHTy, anv n 3a cam 34paBCcTBe-
HWU cucTem Koju Tpeba aa oanyyn A4a nnaTtv NpuMeHy TUX 1eK0Ba.

[eo Tor koHUenTa cy n papmaueyTcke kyhe Koje npon3soge fIeKoBe jep
NPUMeHa T3B. MHOBATUBHWX /1IEKOBA je 04 3Ha4yaja 3a wuxoBy npodutabun-
HOCT 1 KOHKYPEHTHOCT.

Moxe ce pehun Aa cy MHOBATUBHW NEKOBW OHW KOjWU MMajy KOMNapaTuBHY
npegHoCT y OAHOCY Ha NOCTOojehe Tepanujcke cTpaTeruje.

Cama pedy nHoBaumje, NHOBATUBHK 1ekoBKM 0ByxBaTa Tpu KoHUenTa:

1. KOMEPUWJAMHN - ogHocwy ce Ha Bruio Koju HOBW MapKepUHLLIKK NPOAYKT,

HOBW f1eK, HOBY CYMCTaHUY, HOBY NHAMKAUW]Y, HOBM METOA NeYyersa...

2. TEXHONOLWKW - kopuw4yere HoBe HNp BuoTexHonoruje, HOBOr HavnHa

annkoBaHa feka uTa...

3. TEPAMNICKN - jeanHK je NpakTWUYHO 3Ha4ajaH 3a MeanunHCKo ocobree (ne-

Kape, CecTpe..) ¥ 0GHOCK Ce YNHEeHWLE Oa NN HOBW TPETMAaH, HOBY Nex 40-
HOCW KOPWCT NaumnjeHTy y 04HOCY Ha nocTojehe neverse. 00 MHOBATUBHOT Ne-
Ka ce o4ekyje na byne edonkacHnjn, besbegHnjn n NOro4HWjN 33 NPUMEHY.

NMpMMeHa NHOBATVBHNX NEKOBA Y TePANuju OHKONOLWKWX NaunjeHaTa 3Hauu
CaBPEMEHN HAYMH neyera.TakBu NIEKOBN YECTo Mmajy Behy ednkacHOCT ©
omoryhasajy 60/bn nCxod neversa, kpahu Bopasak y BoNHMLM NN NPUMEHY Yy
amBynaHTHUM ycnoBuMma. lako cy CKynfby, MOTy AOBECTU A0 CMareHa NHAn-
PEeKTHMX TPOLLKOBA feYyersa.
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Y HalOoj 3eM/bM BULLE 04 5 roanHa No3nTUBHA ncTa Nnekosa P®30 Huje 0b-
HaB/baHa MHOBATUBHUM JfiekoBMMaA U3 06/1aCTK OHKONOrMje, @ Heke ManurHe
Bonectn Kao HNP. MeTACTaTCKN MENMaHOM je fie4yeH CUCTEMCKOM Tepanujom
K0ja Ce Huje mewana jow of 1975. rognHe. 3a T0 Bpeme ce y CBeTy perncrpy-
je n 0o 30 NHOBATVBHMUX NEeKoBa roanLHse.

CnTyaumja ce mera of novetka 2017.r. kaga Cy Ha NO3UTUBHY NNCTY JIeKO-
Ba Pd30 CTaB/bEHW HOBY, MHOBATUBHU 1eK0BU 3a pasnuuute 6onectu- 23 ne-
Ka, a 3 0bnacTn oHkonoruje :

1. MenaHom - nmyHoTepanuja: Nembponnsymab (Keytruda) kog BRAF Hemy-
TWPaAHOT METACTATCKOr MeNaHoMa 1 Tapret Tepanwuja - BRAF nHxnbutop
BemypadperHnb kog BRAF MyTMpaHOr MeTacTaTckor MefnaHoma

2. KapumHOM npocTaTe - XOpPMOHCKa Tepanuja: AbupaTtepoH (Zytiga) n EH-
3anytamug (Xtandi) n xemunoTtepaneyTuk Kabasutacken (Jevtana) 3a na-
unjeHTe ynja Bonect nporpeanpa HakoH NPeTXoaHe NpUMeHe LMToCTa-
TnkKa JoueTakcena

3. KapunHom jeTpe - Nexavar

4. KapunHom oBapujyma - ABaCTuH

NpuMeHa NHOBATUBHIWX 1EKOBA AOHOCK Ca COBOM 1 HOBW NPOdIW TOKCWY-
HOCTW, eaykaumnja 0 HaYuHy NpuMeHe, npahersa n NeYyera HeXerbeHnx peak-
Lnja, 3HayajHOo Behun araHXxmaH nekapa n MeguunMHCK1X cectapa.

KreyyHe peuun: IHOBATWBHY NeK0oBW, NpUMeHa, MeanLUnHcka cecTpa

Nembponusymab y neyerby MeTacTaTckor menaHoma
- CeCTPMHCKMN acnekTu

dunpaHa Peyunh
WHCTUTYT 3a OHKOMOrnjy n paguonorunjy Cpbuje

[laHac ce MMyHO Tepanuja y flevyery KapumHoOMa nocmaTpa kao nocebaH Te-
panujckn MOAANUTET - UMYHOOHKONOMMja. OHA je NOTAYHO Pa3nunynTa y 0aHO-
CYy Ha apyre Tepanunjcke MogannTeTe jep KOPUCTU NPUPOAHY CNOCOBHOCT NMy-
HOr cuctema fa ce 6opu NPOTWUB KApPLMHOMA Tako Aa Ce YecTo kaxe Aa OHa
npe TpeTupa naumnjeHTa, Hero cam Tymop.

Y nocnefHux WeCT roAnHa Ha4YnHeH je BeNWUKW Hanpeaak y neverwy MeTta-
CTATCKOr MenaHoma. NMpoHaheHn cy ny Tepanujy yBeaeHun HoBK, 3Ha4YajHO edu-
KacHWjvu nekosw. To Cy NekoBW U3 rpyne TapreT Tepanuje (BRAF n MEK nHxnbu-
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TOpW) anu 1 NeKoBn U3 rpyne umyHoTepanuje. 36or cBOr MexaHnW3Ma AejcTea
30BYy ce CHECK POINT nHxnbutopwn v jenaH oa wux je nek Nembponusymab.

NemBponusymab ca 3awTtnheHnm nmeHom Keytruda ogobpeH je o cTpaHe
Amepuyke areHunje 3a xpaHy n nekose 04. 09. 2014, 33 feyere MenaHoma, a
00 CTpaHe EBponcke areHuunje 24. 5. 2015.

Y Cpbujun je nek pernctposaH 27. 6. 2016, a of Aeuembpa 2016. je Ha L nu-
CcTn P$30-a.

BehuHa HexerbeHnx edpekata Nemboponnsymaba cy rpagyca 1 v 2.

HexerbeHun edpekTy Cy UMYHONOLLKN Yy3POKOBaHW 1 Nleye Ce KopTukoTepa-
nnjom.

Hapounty naxmwy Tpeba ycmeputy npema NpunpemMu fieka v HexeroeHnm
ecpekTIMa Kao WTOo CY NHEYMOHUTIUC, KONMUTUC U eHAOKPUHW HEXerbeHn eqoekTu.

HexerbeHun eqoekTu Cy, reHeparnHo, HUXer rpagyca, anu mory 6utn n 036msn.-
HWN KaK0 Yy TPEHYTKY annnkoBaksa fieka Tako U TOKOM npahera nauujeHTa.

MpaBunHa annukaumnja neka of CTpaHe MeguUMHKMX Cectapa n penoBHO
npahere nauujeHTa je 04 HENPOUEHMBOr 3Hayaja Y paHOM Mpeno3HaBaky
HeXerbeHx edpekaTa n kxXoBOM BP30M 1N aAeKBATHOM CaHNpPaHy N Neversy.

KmbyyHe peun: menaHom, Nembponnsymab, HexerbeHn edoekTu

BemypacheHnb y neyerby MeTactaTckor MmenaHomMa

Mapuja CodopoHuh
VHCTUTYT 33 oHKONOrnjy n pagunonorujy Cpbuje

MenaHoMm je Haj3n10hyaHMjN TYMOP KOXe. 3n10hyAHOCT 0BOT TyMOpa NoTuye o4
Herose 0CobuHe 4a BEOMa PaHo, 40K je jol NPUMApHN TYMOP Mannux QUMeH-
31ja, oaje meTacTase.
BemypadeHnb je nek Koju ce KOPUCTX KOA MeflaHoMa y MeTacTaTckoj da-
31 BonecTtun kog Kora je AokasaHa MyTauumja Ha ,BRAF" reHy. BemypadoeHub je
TapreT Tepanwja, Tj. Tepanuja rae ce nek Besyje 3a NpoTenHe HacTane o mMo-
OMINKOBAHOT reHa 1 ycrnopasa Wnmn 33yCcTaBrba Aalbe wupexse Gonectu.
AKTUBHOCTWN MeaunLIWNHCKe CecTpe:
« [punpema gokymeHTauuje koja ce ynyhyje eoHgy P$30-a
= [naHupake Tepanuje
« MpunpemMa naunjeHTa 3a gaBarbe Tepanuje, NMCaHO yNyTCTBO, YN03HABAHE
Ca LEenoKynHoM LWEMOM NeYyeHa
= EQykaumja naumnjeHTa y Be3u HeXesbeHux AejctaBa Tepanuje
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« TpeTuparbe HEXerbeHVx AejcTBa Tepanuje
« MnaHupare KOHTPONHUX Nperneaa

ynora MefielMHcKe cecTpe ce orneay npahewsy v egykaunju 6onecHuka un
NopoaunLE Kao 1 akTMBHOj NoMohun nekapy 1 BonecHUKy TOKOM feyersa

KrbyyHe peun: BemypadpeHnd, menaHom, 30paBCTBeHaA Hera

HoBuHe y neyewy X04KMHOBOr NUMdIomMa

MapujaHa Munowesuh
WHCTUTYT 33 OHKONOrujy v pagnonorujy Cpbuje

X04kKnHOB NuMAIOM (X/1) je ManurHo oborberse NMMAIOLNTHOT TK1BA Koje ce
KapakTepuwe BOyjarbem KapakTepucTnuyHnX henvja nosHatux kao Reed-Stern-
berg-oBe henwje, wTto gosoamn fo 6esbonHor nporpeceHor ysehawa numgiHor
TKMBA (Hajuewhe numdoHMX Xne3paa). Mpema nogaumma rnobanHor permctpa
3a pak, y Cpbujun ce cBake rognHe jaBu oko 200 HoBUX CnyyajeBa XJ1, Hajyewhe
n3mefy 15 n 35 rogmHe XnBoTa Tj. KOA Mnagux ocoba, npu yemy ce Benexwu
TPEeH[ CBe paHujer jaBrbara bonectu. X/ je penatnBHO penak ManurHuTer.

Nopen BpoOjHMX Tepanujcknx NPOTOKOMa 3a nedverse X/, 2014. roguHe je y
HaLLIOj 3eM/bU PErMCTPOBAHO HOBO MOHOKI/IOHCKO aHTWUTENo - bpeHTykcumat
BeHOOTUH OQHOCHO AQUeTpuc.

NMpuUMeHa MOHOKMOHCKMX aHTUTena cnaga y bruonowky Tepanujy u npea-
CTaB/ba PenaTvBHO HOB NPUCTYN Y Neyvery Manurdux 6onectn. buonowka te-
panvja npunana rpynmn CeNekTUBHUX N1eK0BA, Te Ce joL HA3MBa UN/baHa, yCme-
peHa nnu Tapret Tepanuja.

3a pa3nuky o4 XxeMuoTepanuje Koja Hanagaa cee henuje Koje kapakTepuile
Bp3a nponudepaunja, WTo nosehasa MOryhHOCT HACTAaHKA HEXerbeHnx edoe-
kaTa XT, 6nosowka Tepanuja HeMa yTuuaj Ha HopmarsnHe/3gpase henwvje, ynme
Ce OpaCTUYHO CMamyjy HeXerbeHn eqpekTn neyvema.

ALLEeTPUC je MHONKOBAH 3a fleYyeHse:

1. HAKOH TPaHCNAAHTaUKje ayTonorHux maTuyHux henunja (ACUT) nnn

2. HAKOH HajMakse [Ba NPeTxX0ofHa uuknyca nevexsa kaga ACUT nnn kombu-

HOBaHa XxemuoTepanuja Huje Tepanunjcka onuuja.

Jlek ce yBoan y Tepanujy Ha 0CHOBY Mulbera Komucnje PP30, a Ha 0CHO-
BY MULWWIbEHA TPW fekapa cnefehnx 34paBCTBEHUX YCTAaHOBA: VIHCTUTYT 33
OHKONorunjy n paguonorunjy Cpbuje, KnuHrka 3a xematonorunjy KU Cpbuje, KbL
bexannjcka Koca, KnuHuka 3a xemaTtonorujy KU BojsoanHe, MHCTUTYT 38 OHKO-
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norujy BojgoamnHe, KNuHWKa 3a XeMaTo10rujy v KNUHUYKY nMmyHonorujy KLU Huww,
KnnHuka 3a oHkonornjy KU Huw, KU Kparyjesau, BojHoMeanumnHcka akagemuja.

KrbyyHe peuun: Bronowka tepanuja, nuMom, meanumHcka cecTpa

Hajuewhu HexerbeHn edpekTn koa 6onecHUKa nevyeHum
ABupaTepoHOM, KOA METACTATCKOr KAPUMHOMA npocTaTe

OuvjaHa NeTpoHnjesuh
WHCTUTYT 33 OHKONOrunjy v pagnonorujy Cpbuje

XopmOoHCcKa Tepanuja AbupartepoH auertaT (Zytiga) KOA KapunmHoMa npocTaTe
Lenyje Tako WTO CMakyje HUBO TeCTOCTEPOHAa 1 OpYrux aHaporeHa. HOonKo-
BaHa je Ca NPOHW30HOM 3a Tepanujy MeTactaTckor KapumHoma npocTaTe, Ko-
j1 je pe3ncTeHTaH Ha KacTpaunjy Koa oapacnux Mywkapaua ko kojux je 6o-
JIeCT nporpegupana ToKOM UM Nocne XeMuoTepanujckor pexmnma 3acHoBa-
HOr Ha [loueTtakceny. Y3nmMarem NPOHN30HA CMakbyje ce MOryRHOCT Heknx He-
XerbeHnx edoekaTa y Toky Tepanuje.

MeOMUMHCKA CecTpa, Kao 4iaH MyNTUANCUUNAUHAPHOTN TUMA, YWHW BE3y
n3mehy nekapa v naunjeHara. 0bas/ba pa3rosop ca NaunjeHToOM y Be3n ca
HaCTanuM HeXerbeHUm [ejcTB1Ma, nperneaa nabopatopujcke Hanase naum-
jeHaTa n npunpemMa nekapy nopenexe ca NPeTxoaHnM.

Mo 3aBpLUeHOM npernefy Ko4 nekapa, naunjeHTy 4oAaTHO o6jacHUTY Ha-
YuH TpeTnpara noctojeher npobnema. Npunpema nNUCcaHM matepujan o Me-
pama Kojux je noTpebHO Aa ce naunjeHT npuapxasa.

NpaheremM naumnjeHaTa TokoM Tepanuje ABrpatepoHoMm, cycpehemo ce ca
3HAYajHUM YYeCTannuM HexerbeHUM AejCTBUMA: XUNepTeH3njoMm, Xunokanemu-
jOM, MHODEKLNjOM YPUHAPHOr TPAKTa, NepudepHUM efeMmuma (peTeHumnja Tey-
HOCTW), XenaTOTOKCUYHOCT, KAPAMOMOLWKN nopemehajn, CMaHerse ryCTUHe Ko-
CTUjy, NPenomMm KocTurjy, noepemenn npobnemu ca HapbybpexHum xnesnama.

3aTto je o4 Benuke BaxHoCTn, 6e3 063upa Ha CUMNTOMATO/I0MNjY, KOHTPO-
JNINCATN KPBHW NPUTWCAK, CEPYMCKIN Kanunjym 1 peTeHunjy TEeYHOCTH, Kao 1 Bpef-
HOCTW DYHKLMOHMAnHUX TectoBa jeTpe, oa 6w ce ybnaxunn Hy3 edekT u
NpoBepno OAroBOP Ha Tepanujy.

Npahersem 1 egykaunjom naunjeHaTa 0 HaunHy nNpuMmeHe Tepanuje, neye-
He HexXxelbeHux egoekarta, 6pxe 00n13a3mM 00 CaHUPara NCTUX, 8 CAMUM TUM Y
HacTaska Nevera 1 6o/be NOAHOWBUBOCTY TEpanuje.

KmyuyHe peun: AGupaTepoH, KapUMHOM NpPoCTaTe, 3APaBCTBEHA Hera
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ComaTtcke MmyTauuje Kao NnpeaMKTop OAroBopa Ha Tepanujy
HOBWUM fleKoOBMMaA Y CONNAHUM TYMOPUMA

MapujaHa Tonanosuh, Papmuna JaHkosuh, AHa Kpusokyha, NBaHa
bombesunh, Muneda Yasuh
WHCTUTYT 33 OHKONOrujy 1 pagnonorujy Cpbunje

UnrbaHe Tepanuje 3a 0AMaKNM KapunMHoM nnyha, MenaHom, KOMOoPEeKTaNHN KaH-
Lep Cy NpYMepun Kako Cy HayyHa 3Hakea YCNewHo npuMereHa npu onabupy
Hajbosbe Tepanuje 3a NOjeAVHAYHOT NAUNjeHTa.

LUnm: yno3HaBare Ca 3Ha4ajemM uurbaHe Tepanuvje y neyery nauvjeHara ca
conuagHum Tymopuma nnayha, nebenor upesa, MenaHoma.

TecTupane CoMaTtckux MyTaumnja Kog ConnaHnx Tymopa cyo4asa Ce C MHO-
rMM N3a30BMMa Kao WTo cy gobujarse noysgaHor pesynrtaTa reHotunusauuje
N3 orpaHnyeHe konuunHe JHK koje 4ecTo HWje nobpor kBanuTeTa, n3gasame
pe3ynTtaTa y KpaTkoM BPEMEHCKOM pOKy, npaBunaH ogabup metoae koja He
Bun noBena 4o NaxHOo NO3UTUBHUX UMW NAXHO HEraTUBHWUX Pe3ynTaTa.

LleHTpann30BaHM (PapMakoreHOMCKN CEPBUC YCNOCTABSLEH je y NHCTuTyTy
3a oHkonorujy n paaguonorujy Cpbuje (MOPC) 2008. rognHe, C uW/bLEM Oa ce
omMoryhu nepcoHannM3oBaHM NPUCYN nedvery OHKOMOLWKUX nauvjeHata y Cp-
Bujn. NpBa aHanu3a getekunje Mytaumnja cnposefeHa je y KPAC reny kog 6o-
JIeCHMKA Ca MeTacTaTCckuM KaHuepom konopektyma. 04 anpuna 2008. o ge-
uemBpa 2016. rognHe 2346 nauujeHarta Cca AWjarHO30M METacTaTCKor Kono-
pekTanHor KaHuepoMa TecTMpaHo je Ha npucycTeo KRAS MyTauwja, a noyes-
WKy oA jaHyapa 2017, 170 naunjeHaTa je TeCTUPAHO Ha npucycTtBo KRAS/NRAS
mMyTaumja.

AHanunsa EGFR myTaumja ko4 naunjeHata ca HecMTHoOhennjckum KapumnHo-
mMoM nnyha (HCUML) papwn umrbaHe Tepanuje Manum nHXnbutopuma TMpo3nH
KnHa3e (TKW) noctana je neo pyTUHCKe KnuH1yke npakce y Cpbujv oa 2011. ro-
avHe. o maja 2017. TectnpaHo je 3750 bonecHuka Ha NPUCYTHOCT EGFR my-
Taumja. NMo3HaBare CTEYEHUX MexaHM3ama pe3ncTeHumnje Ha Tepanwujy ca
EGFR TKW, Buo je jegaH of nokpertaya pasBoja NepCcoHann30oBaHUX Tepanuja,
y3 yBofere Tpehe reHepaunje EGFR TKW, koju genyjy Kako Ha 0CjeTbuBe, Tako
N Ha pPe3nCTeHTHy MyTauunjy T790M y EGFR reHy. Y neto 2016. y HaLly KANHWY-
Ky Mpakcy ysefeHa je getekunja mytaumnje T790M n3 umpkynuwyhe Tymopcke
[OHK (uTOHK) n30noBaHe 13 y3opaka kpsu BonecHuka ca HCUL koju cy umanu
MyTaumjy y EGFR reHy v umanu nporpecuwjy Ha npey wWnu Opyry reHepauujy
EGFR TKI.
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[Be HelaBHO yBeAeHe aHanu3e cy getekunja BRAF myTauwvja kog 6onecHu-
K3 Ca METactaTCKuM MenaHoMOM Y unrby ofabupa nauvjeHaTa 3a LuibaHo
neyerse, Kao U TeCTUpake coMaTckux BRCAL [ 2 myTauumje y KApUMHOMY jajHu-
Ka kako 6w ce yTBPAUNO 43 N NAUKUjEHT NCMNyHaBa YC/0Be 3a Tepanujy PARP
nHXnbutTopmma.

Oaren Hanpepak OHK TexHonorunje n BuonHdopmatrke omoryhuhe he ay-
B/by MHTErpaunjy TecTupaka COMaTCkuX Mmytauuja y onTumanHo 36prHasa-
He BonecHyka ca KaHuepom.

KrbyyHe peun: unrbaHa Tepanuja, CoMaTcke MyTaumnje ConnaHnx Tymopa
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3Hayaj TUMCKOr paaa vy neanjaTpujckoj paagnoTepanujm

CHexaHa Yypuh
VHCTUTYT 33 oHKONOrnjy n pagunonorujy Cpbuje

ManurHe 6onectn geue ymHe oko 1% ykynHor 6poja obonenux og ManurHu-
TeTa ca yyecTtanowhny of oko 140 Ha MUNNOH deue roanwme. ManurHe 6one-
CTW CY HAaKOH HECPEeTHUX C/yyajesa, Bogehn y3pok CMPTU Yy NegnjaTpujckom
noby.

WHCTUTYT 3a OHKONOrnjy n pagnonorujy Cpbunje y beorpagy je ueHtpan-
Ha yCTaHOBa Yy KOjoj Ce CNpOBOAWN NefujaTpujcka paguoTepannja 3a ueny
3eMIby.

Cnyx6a 3a negunjatpujcky oHkonorujy MOPC-a Beh 35 roanHa npeacras/ba
jeoMHCTBeHyY LenvHy 3a CnpoBoferse MynTUANCLNNANHAPHOT OHKONOLKOr TPeT-
MaHa ConnaHMx TymMopa KoA feue - pagnortepanuja-xemuortepanuja. ¥ oksmpy
CnyxBe ce nnaHMpajy n CNPoOBOAE CBE aKTWBHOCTW Be3aHe 3a 06n1acT negwnja-
TPWMjCke OHKONOrnje 3 anjarHoCTrke, Tepanuje, CynopTUBHOT 1 NANWjaTUBHON
TPeTMaHa Kao 1 KacHUX edpekaTa OHKOMOLWKOr IeYersa.

roouwHse ce paguoTepanmnjom y Haloj yCTaHoBK neyn 60-80 naumjeHaTa
y3pacTta o4 1 0o 18 rogmHa. lako cy OCHOBHM NPUHLUNN paguoTepanuje fe-
e UCTN Kao 1 KOO 04pacnux, OHa nma CBOje CreundunyHoCcTy jep ce npume-
Hyje y OpraHn3My Koju je y pasm pacTa v passoja. Ctora, aeua bu Tpebano
03 Ce fIeYye y OHKOMOWKMM LeHTPUMA Ca 3Ha4ajHUM NCKYCTBOM Yy 0BOj 06na-
CTW paguoTepanuje. MynTUANCUMNANHAPHW NPUCTYN je CacTaBHW 4eo paauno-
Tepanujckor TpeTMaHa geue 1 geo Tor MynTuaANCUNNANHAPHOT TUMMA CY: pa-
AVjauNoHN OHKONOr, negunjatap, negnjatpmjcka Cectpa, BUWKM PagnonoLkm
TexXHu4ap, NCUXonaor u aHectesmonor. CBM YNaHoOBW TUMa Cy BaxHu 360r
CnpoBofera pagnoTepannjckor TpeTMaHa Koju je npunarofeH camom nauu-
JeHTy.

KrbyyHe peun: negnjatpuja, pagmnortepanuja, 30paBCTBEHA Hera
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CneundpunyHOCT aHecTe3unje Y AUjarHOCTUYKUM N
Tepanunjckum MHTEepPBeHunjama y negujatpujn

JoBaH dununosuh, NropaaHa NpsaHosuh, HeHag Mexuh, Cy3aHa Bacuh
WHCTUTYT 33 OHKONOrMjy 1 pagnonorujy Cpbuje

VBof: 3payHa Tepanunja ce CTAHAAPAHO KOPUCTW Kao jefaH 04 HaYMHA Nneyersa
y NeanjaTpmujckoj OHKONOTWjK, CAMOCTaNHO unu y KkomBrHaunjy ca octanum
HaYMHMMa Nneyema.

LUum papga: NprkasaTn cneundunyHOCTN aHeCcTesnje 3a 3pavyHy Tepanvjy geue
ca umobunusaunjom

Npobnem npeacTas/bajy geua manor yspacra koja mopajy 6utn cama vy
ByHKkepy 3a 3payere, Ha CToNy BuCMHe 150 uMm, NOTNYHO MUpHa Aa 6u ce
03paymno XerbeHn feo Tena, a He 0OKONMHA, N0CeBHO Kafa cy y NUTaky BUTaN-
HW OpraHun. 3aTo ce 3a geuy mnafy o4 3 roAVHe, Ko Kojux Huje moryha capag-
Ha, KOPUCTW Cepaunja unu aHectesunja.

[a B ce ycnewHo cnpoBena 3payHa Tepannja notpebHa je capagHa Le-
Nor TUMa. AHeCTe31oora 1 aHecTeTnyapa, cneunjannucTe pagnoTtepanuje, pa-
OVONIOWKAX TexHuyapa, cneunjannucre negujatpuje, MeAUUMHCKUX CecTapa,
MCMUX0nora. 3aTo ce 3payHa Tepanuja Moxe CNPOBeCTU Camo Yy BUCOKOPA3BK-
JEHUM LEeHTpMMa rae NocToju capafHa MHOMMX cneumnjanHoctn obyyeHux 3a
pag ca feuom.

Takohe je jako BUTHa 1 capafHa POANTEsba, TOKOM Lenor npoueca neve-
Ha obonenor geterta. Capafnka n3Meny nekapa n poauTessbe je HapoynTo Ba-
XHa jep pOAMTEsSbN HECBECHO NpeHoce cBoje Bpure n cTpaxose Ha aete. lete
he Takofhe BuTn MMpHUje yKONWKO BUAW LA POAWUTE/bW NPUXBATAjy Nnekape u
MeOUUMHCKE TeXHUYape.

Mpe 3anoynHearba 3payHe Tepanuje, aHeCTe3M0N0T Ce YN0o3Haje ca IMYHOM
aHaMHe30M feTeTa, TPeHYTHUM U3NYKUM 1N NCUXONOLWKAM CTaHeM U TO
npenoYaBa CBOM Hajbnuxem capagHuky-aHecTeTu4apy pagun nnaHmpama no-
CTynaka npu aHecTe3unju geTeta. la nu je AeTe NpPeTxoaHo Buno y aHecTeswnjn,
03 N1 je HeKo y nopoauun umao Bruno KakBMX KOMNIMKaumja ca aHecTesnjom,
noctojake apyrux 6onecrtun, anepruje Ha fekose, Aa N y31UMa Heke fekose.
[eTe ce nabopaTopujckn 0bpaamn v 0baswu ce dousukanHy nperneq. NocebHo
je BaXHO HarnacuTy 0a Aeua He y3umajy YBpCTY XpaHy - HajMake LWecT caTty,
K30 HW TEYHOCT (BOAY UMK Y3j) - HAajMaHe YeTUpKn caTa nNpe yBoaa y aHecTesun-
jy.Pasnor je wWro ce npu ycnas/busaky unu Byfery U3 aHecTesunje mory jaBu-
TW KOMNAMKaumje kao nocneguua nospahamsa.
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[eTe 30 MUHYTa Npe yBOAA Yy aHeCTe3ujy, Ha oaerbery Aobuja npemeagnka-
LKW}y 33 CMUpEeHse Kao npunpemy 3a aHectesnjy.0Ha CMakrbyje NCMXONOLLKY Tpa-
yMy, 0ONYyH3Ba 0ejCTBO 1 CMakrbyje A403e aHecTeTuka. 3a npeMenunkaunjy Ko-
puUCTMO MUAa3onam y Buay cupyna (dnopmugan cupyn), Koju ce opanHmpa
npemMa Kunaxu geteta.

[eTe MOpa nMaTn ycnocTassbeH 1.B. nyT (LUBK, nepudepHa n.B. kaHuna). Ce-
AVPaHO, y NpaTHN poanTessa  MeguUMHCKe CecTpe, TPaHCNOPTHUM KO-
Ma TPaHCNopTyje Ce 00 anapaTta 3a 3payerse.

Npe pnonacka geteTta y ByHkep 3a 3padyerse, aHecTeTMyap npunpemMa ana-
paT 3a aHecTe3ujy, NeKoBe Koju Ce KOPWUCTe U MOHUTOP.

3a yBOA Y aHecTe3njy Hajuyewhe KOPUCTUMO UHXANALNOHY aHecTe3unjy jep
omoryhasa 6p3 yBO4 1 0NOPaBak 04 aHecTe3mnje. Kao MHxanaunoHn aHecTe-
TUK KOpnUcTUMO CeBopaH (cesodpnypan).

KeTanap (ketamuH) je Takohe onuuja 3a U.M. UK W.B. [ABAHE ANU HUje No-
rofaH 3a 3payerse npegena rnase 300r nosehaka UHTPAKPAHWjANHOT U WH-
TPaoKynapHOr NPUTUCKA.

Mo ponacky aeteta y ByHkep 33 3paverse, NOCTAB/bA Ce HA CTO U yBOAW Y
aHecTe3wnjy. Kaga ce gocTurHe 3apososbasajyha oybuHa aHectesnje, netety
Ce NoCTaB/ba Macka 3a 3payerse. 360r NoCcToaka MOryhHOCTW ONCTPyKUMje
OMCAjHOT NyTa, H3 Macuy ce paceye Ae0 Koju Nokpuea ycTa Aa bu mornu aa
nnacupamo opodpapuHreanHn Tybyc nnm y cnyyajy notpebe, eHgotpaxenan-
HU TyBycC.

TokOoM aHecTe3unje NPUCYTAH je MOHUTOPWHT KOjUM NPaTUMO ANCAjHY 1 Cp-
YyaHy doyHKUKWjy (NyncHa okcumeTpuja). A MPeKo Kamepa NnocTaB/beHnx y ByH-
Kepy NpaTvMo 1 [eTe N HeroBe eBeHTYyanHe nokpeTe.

Mo 3aBpLUIETKY 3payeHsad, NCKIbyYyje Ce MHXaNnaunoHN aHeCcTeTk 1 feTe ce
BEHTUNMPA KUCEOHUKOM. JOW yBeK yCnaBaHO [eTe ce NPeHocumo 1 nocra-
B/baMo y BOYHNK, ,KOMa" NON0Xaj. Y NpaTHy aHeCTe3nonora, aHecteTnyapa u
neanjaTpujcke cecTpe gete ce TpaHCNopTyje Ao Ogerbera neanjatpujcke oH-
konoruje. lete je non obcepsaunjom oo Byhera.

3aksbyyak: 3payHa Tepanuja je 6e3bonHa n kpaTkoTPajHa anw 360r manor y3-
pacTa feTeTa, Koje Huje y CTawy Oa capahyje, 3a 3paverne geue mnafhe og 3
rofvHe, a Hekaga v CTapuje, KOPUCTAMO Ccefaunjy NN aHecTesujy.

KmbyyHe peyun: aHecTe3uja, aeua, 3payHa Tepanvja
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OCHOBM No3MUMOHMpakba 1 UMobunusauumje Ko aeue

fasop NpogaHosuh, MupjaHa MunuHuynh
WHCTUTYT 33 OHKONOrujy n pagnonorujy Cpbuje

PaguoTepanuja je MoganuTeT fleversa 3a MHOTY feuy 1 TUHejlepe ca Manur-
HUM oborbersuMa. fleua cy nocebHO oceT/bMBA HA 4036 3payersa Koje cy no-
TpebHe 0a yHULWITE TYMOD, jep HMX0BW OpraHn jow yBek pacTy U passujajy ce.
33 KaCHe HyCnojaBe 3paverba, Kao WTO Cy owTeherwe NHTeNeKTyanHor pas-
BOja, pa3B0oj KaTapakTe, owTehere pacta KOCTnjy, apTepuockiepse, 1 nojase
HOBOT KaHuUepa, mory butn noTpebHe geueHnje oa ce pa3sujy U MOry NOHOBO
Yyrpo3nTn XNBOTE HALWNX NauujeHaTa y paHoM ogpaciiom nooby.

PagnoTepanuja y nevexsy Mane fgeue je npenyHa 1n3a3osa, jep je umnepaTus
0,2 Ce oCurypa anconyTHa HeMOKPeTHOCT AeTeTa y 3a4aToM NonoXajy CBakor Aa-
Ha TOKOM Neproaa neyera. Paznnunta uMobunNmnsaLmoHa onpema Kao Wwro cy
TEPMOMNNACTUYHE MACKe, BaK-10K MMOBUIn3aumnja v 4pyro, Ce KOpucTe 3a NoCTU-
3aHe PenpoaykKTUBHOCTM Y UCTOM MOMO0Xajy CBAaKOAHEBHO, CAMUM TUM je ©
Behu n3a3os aa o6e3beqmmo ga nete octaje UMOBUANCAHO HA anapaTuma 3a
3payere TOKOM Lenor TpeTMaHa nprvMeHe 3payHe Tepanuje CTaHOapaHu v
06nukyjyhn nmobunnsaunonn ypehajn cy npunarofeHdn 3a CBaky Oeo Tena
Kako 6u ce oMoryhnno npeumnsHo nevyere ca MUHUMANHUM 3padyeremM 34pa-
BVX TkMBa.0npema 3a umobunusaunjy naunjeHarta koja nomaxe y o4pxaBamy
Tepanujcke no3nuuje je o4 CYWTWHCKOr 3Ha4Yaja. ALekBaTtaH bpoj pasnuuntmnx
TMNoBa umobunuilaunjcke onpemMe je notpebaH Bu ce CNpPeyYnno KalwHerHe 1
MUHUMANM30Bany Npekuan TOKOM BULLE HeflefbHOr Tpajakea paanoTepanuje.

N xoa Bpno mane geue MOXe A3 Ce U3BPLUN, Kako NpPaBibeHse MAaCcku, Tako
n ynotpeba gopyre nmobnnn3aunoHe onpeMe TOKOM Cumynaunje n TpeTtmaHa
papvnoTtepanuje 6e3 ceqatrsea, ako cy nobpo npunpemrbexn. LWLTo Buwe Bpe-
MEHa poauTersn n MeguuMHCKo ocobrbe NocBeTe Ha NpunpemMe, 6pxa 1 Maksa
CTpecHa npoueaypa he 6utn.

KrbyyHe peuyun: PagmoTepanuja, feua, n3asosu, umobunnsaumnjcku ypehaju

Cnpoeohere 3payHor TpeTMaHa y negunjatTpuju

KatapuHa JomaHoBuh, Hukona raspunosuh
WHCTWUTYT 3a onkonorujy n paguonorvjy Cpbuje

Paf ca AeuoM je 1y X1BOTY Uy MEeANUMHI BENWKN N3a308. Kaa je aete 3apa-
Ba0 MW CTapwju, POANTE b, M NPNjaTerbi, CNyYajH NPONasHULW rnegamo ae-
Ly Ha jeaaH HauvH. Hale emounje cy yBek No3NTUBHE.

31. CUMNO3NIYM MEAUUUHCKNX CECTAPA-TEXHUYAPA 232 315t SYMPOSIUM OF NURSES-MEDICAL TECHNICIANS
OHKONOWKNX UHCTUTYUWIA PENYBNNKE CPBUJE OF SERBIAN ONCOLOGY INSTITUTIONS



Kaga je pey 0 BonecHoM geTeTy, NOroTOBY, OHKONOLIKOM MNAaLWjeHTy HaLw
04HOC je noceBaH. CBW KOju Cy y TUMY flekapw, dn3nyapu, TeXHNU4apwu, CecTpe,
NCUX0n03un, aHeCcTe3nono3un, aHecTeTnyapu, pag ca AeuoMm O0XUBbABAjY
Apyrayvje. Kao ga ce HewTo noceBHO y Hama akTusmpa u npobyamn nocebrHy
eHeprujy.

be3 003mpa Ha aunjarHo3y, Mano aete je yBek Texak naumnjeHt. Ty cy u poau-
Terby KOju Mucnehn A4a Ham NOMaxy 3anpaBo YecTo oTexasajy cnpoBoferse PT.

PaguoTepanuja noapasymesa npunpemy,no3nunoHnpame, nmobnnnisaun-
jy, Bepudorkaunjy 1 Ha Kpajy 03padvynBarse Nno 3a4aToM MaHy.

CBOjUM 3HaHEM 1 CTABOM PT TeXHUYapu MOpPajy 4a yN1Bajy NOBeper-e ge-
TeTy U poauTesbnma, a CBOjomM CaMmoyBepeHoLwhy Aa BoAe Leo npouec n Koop-
AVHULY paj CBUX YNaHoBa TUMaA.

KrbyyHe peuun: paguoTtepanwja, Aeua, PaanonoLwky TexHuyap

30paBCTBEHA HEra AeLe Ha paanoTepannjckom TpeTMaHy

OparaHa Newwh, CHexaHa Yypuh
WHCTUTYT 3a orKonorujy n paguonorujy Cpbuje

vyBoa: Ha Cnyx6u 3a neanjaTpujcky OHKOAOrKjy neye ce aeua y3pacra of 0-18
roguHa obonena og ManurHux 6onecTn NPUMEHOM 3payHe n /Unn xemuore-
panunje. Hek NPOTOKOMAW NOAPA3YMEBAjy KOHKOMUTAHTHY MPUMEHY XEMWO Y
3payHe Tepanuje. Taga cy Mmoryhu n3paxeHujn HexerbeHn eqpekTn OHKO-
NoWwKor nevewa, Te je n notTpeba 3a 34paBCTBEHOM HEroMm 0f WU3y3eTHe
BaXHOCTW.

Unsb: cTahun 3Hayaj TMMCKOr paga y TOKy npunpemMe OeTeTa 3a 3padvHy Tepa-
nnjy Koja NPBEHCTBEHO 3aBUCK 0f y3pacTa geteTa n gujarHose bonectu. Uc-
Tahy 3Hayaj Here KOXe y TOKy paguoTepannje n CaHNpare HexXerbeHnx egie-
Kata paguoTepanuje.

3aksbyyak: 06po efykoBaHW MyNTUANCLUUNANHAPHA TUMOBW CY HEOMNXO4HW
na 6u ce cnpoBoawnna 3payHa Tepanuja koa Aeue. Npunpema geTeTa 3a ca-
paftby TOKOM 3payHe Tepanuje Kao 1 npeno3HaBarbe U CNpeYaBakbe NoTeH-
UMjanHUX KOMNAMKauuja TOKOM npumeHe KOMBUHOBAHOr OHKOMOLWKOr neye-
Hba AOMPUHOCK YCMELWIHOCTN NeYera 1 pexabunutaunje geTeta. borbu KBanu-
TeT xuBoTa obonenor geteta nocTuxe ce AobprmM NNaHoM 3ApPaBCTBEHE Here
1 TAMCKUM PafoMm.

KmyyHe peun: feua, pagnoTepanuja, 34paBCTBEHA Hera
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NcKycTBa Y KNMHMYKO] NPAKCU MeAULMHCKMX
cectapa-TexHu4yapa y OHKoNoruju

OparaH Koyo
VHCTUTYT 33 OHKOMOrmMjy n paguonornjy Cpbunje

34paBcTBeHa Hera obonenux o KapuMHOMa NpeacTaBba BeNWMkW 133308 33
MeAWUMHCKe CeCcTpe TeXHMYape y OHKONoruju. Bpatnelum ce y NpoLLnocT, ca-
3HajeMo aoa nocTojv 6e36poj npumepa 0 Y031 1 4ONPUHOCY 34PABCTBEHE He-
re o6onenux og KapuMHoMma.
36upka 3Hamwa n Gorata KNMHNYKA Npakca je mirpaheHa Ha UCKyCcTBMMa
KOja Cy CTMLAHA KPO3 roAnHe 1 Hay4yHa CNUTKBAHA KOja CYy 0ANNYHA OCHOBA
3a cneumjannsaumnjy n3 06nactn 30paBCTBEHE Here y OHKOIOTnju.
04 npeseHuuje 1 getekumnje 4o pexabunntaumnje n KOHTUHyMpPaHe 340paBs-
CTBEHEe Here, MelLUNHCKe CecTpe TeXHWYAPW Cy CyOYeHu ca CNekTpoM npo-
Bnema 34paBCTBEHE Here Koje Ce 0TkNamajy yBexBaHum nHTepBeHumnjama.
MeOMUMHCKE CecTpe TexHu4apu cy BUTHW YNaHoBU MYyNTUAUCUUNIUHAPHOT
TUMA Ynj MHTEPECK N UCKYCTBA BOAe Ka noBpobutn naunjeHara n HUXoBUX
nopoguua. A TUM YrHe nekap, MeguUNHCKA CeCTpa W naumnjeHT.
3Hayaj MefuUMHCKe CecTpe Texnyapa:
1. Ynora v OAroBOPHOCT Yy 30PaBCTBEHO] HE3N
2. MoryhHoCTM 33 MCT, 33 pa3Boj Ca HANPeTKOM 3Hakba
3. KomnnekcHocT Bonectn Hyam MCT uctoBpemMeHo MOryhHOCT 1 13a30Be
KOju omoryhasajy oa Ce yYnMHW 3HayajHa pa3nuka y XuWBOoTY naunjeHTa un
Herose nopoguue.

4. MCT pajy Hapy obonenum y norneny pobpor ocehawba, KBanuTeTHMjer
XVBOTA U 33 KOHTUHYNPAHUM HAanpeTKoOM Nneyersa.

YcaBpLuaBare MCT y OHKOMOLIKM LEHTPUMA je KOHTUHYNPAHW NPOoLLeC U 0CUM
Ba3unuHe eqykaumje 1 Kypcesa Koju ce CNpoBOae Ha BuLle H1BOA (Ba3nyHn 1 Bu-
LK) MOCTOje U Pa3HW CEMUHAPW, KYPCeBW, KOHTPecH y 3eMsbu Y MIHOCTPAHCTBY.
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MCT cy y HOBMWje BpeMe YKIbYHEHW U Y UCTPaXUBaHa Na cy CaMuMm TUM But-
HV YNAaHOBW HAYYHUX TUMOBA (y4ecTByjy y npouecuma nobujara carnacHocTtu
0f CTpaHe nauunjeHTa, y faBaky UHopmaumnja 3a obonene n NPUKynNbaky
nogartaka v Bofery KNuHNYknx Tpuana).

Enykaumnja naunjeHata je Takofe KOHTUHYMpPaHW Npouec v nogpasymesa
pag v ca naumMjeHTUMa 1 Ca 4NaHOBUMA HUXOBUX Nopopuua. Egykaunja ce
00aB/ba Kako 04 cTpaHe fekapa v MCT Tako 1 04 CTPaHe CTpyYHor Tuma One-
bera 33 06pa3zoBarse U pexabunutaunjy y MHCTUTYTY 33 OHKONOTWjy 1 pagu-
onorunjy Cpbuje.

Y cknony eBponckor kypca ,Y4uTu Kako XnBeTun ca pakom*, aaje ce noap-
LUK NAUnjeHTUMa 1 NOPOANLN.

Nomoh WKpoKe ApYLWTBEHE 3ajegHNLE je BUTHA 1 KOPWCHA 33 NaunjeHTe n
FMX0BE NopoaunLe.

Npahere naunjeHaTa Ha pasnynTUM HUBOMMA 34PABCTBEHE 3aLUTUTE je KOM-
MNeKCHO 0 NPeBeHLMnje NPeKo CKPUHWHIE, CEKYHOAPHE 1 TepumjanHe 3aTuTe.

NMpema ToMe KNMHUYKa npakca NnpeacTasrba npunarofasake 3Hama, NCKy-
CTBA W KPeaTUBHOCTW Y Neyery o cTpaHe MCT.

3axTeBOM [a Ce naunjeHTu KOTUHYWPAHO NpaTe nyTem nucama naTpoHa-
XHuMm cnyxbama ogrosapajyhux [Jomosa 3apassba no oTnycTy n3 6onHuue v
04roBOpUMA OO UCTUX, NOCTUXEMO KOHTWHYWUTET 34paBCTBEHe Here. 3af0-
BO/LCTBO NalnjeHaTa 1n NOPoAKuLe je Behe.

NMofenom naumnjeToBe PafocT, HALe 1 XanocTu y 0KBUPY NpodpecroHan-
HMX rpaHMLA Ca3HajemMo [a je 34PaBCTBEHA Hera U NOAPLUKA 04 3HaYaja v Le-
HeHa.

30paBCTBEHA Hera y OHKONOrMju CBakMM O3aHOM 33y3MMa CBe LeHeHunje
MeCTO Ha ApYLTBeHOj necteuun a MCT cBakuM gaHoM fobujajy enntet Base,
rnaBHe NoApLUKe Y OHKOMOLWKOj 33LWTUTN.

KrbyyHe peun: ckyCcTBO, 0Ar0BOPHOCT, eaykaumja

MeauUMHCKA eTUKA Y CeCTPUHCTBY

Mupa Munuyesuh, fiparaHa Mywnkuh Kpakep
NHCTUTYT 33 OHKOMOrnjy n paguonornjy Cpbunje

vyBoa: ETuka (rpy. ethos) je punao3ocpuja mopana. Y npouecy akTUBHOT OLeHs K-
Bakba Apyrux nnm cebe npema MopanH1UM HOpMama, etuka 0TKpMBa, npeno-
3Haje, cucTemaTunlyje, NPONUCyje 1 KPUTUKYje NOCTyNKe nojeanHauna unm rpy-
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na. OHa nx ogpenyje Kao ncnpaBHe WAK NOrpeLHe, MOPanHo NPUxBaT/buBe
NN HenpuxeaT/bmee. Kogekc eTuke 3a MeQuUMHCKe CecTpe je BOAMY yTeme-
IbEH Ha coumnjanHum BpegHocTuma u notpebama cTpyke.

Uume papa: Nomohy MegnuMHCKe eTUKe y CeCTPUHCTBY YTBPAMTU BPEAHOCHE
KpuTepujyme 0obpor n ncnpasHor noHawarka MeanunHCKUX cectapa y KoMm-
NMeKCHOM npouecy 34paBCcTBeHe Here BonecHuka. Camo MeguurHCKa cectpa
Ca pa3BujeHNM MopanHuM 1 NnpodecnoHanHUM 0cobnuHaMa MoxXe nauunjeHTa
OO0CTOjaHCTBEHO YBaXaBaTW 1 TAaKO OCTBAPUTUN BUCOK HWBO 3a00BOJLCTBA Na-
LMnjeHaTa Kpo3 XyMaHUCTWUYKIW acnekT CBoje npodoecuje.

Ouckycuja: MeguuUMHCKa CecTpa Ynju CBaKOOHEBHY PafHy AaH NCNyHasa pafd C
mwyavma, Tpeba oa nomHo 1 pasbopuTo npumersyje CBOj 0DOPMIbEHW BNACTU-
TW MOpanHW CTaB, 4a ra ce NpUApPXasa y CBOM paay u aa byne mopanHo oaro-
BOPHa 33 CBOje nocTynke. OHa NOTNOMaxe TUMCKN pad v capafky Ca konerama
13 CECTPUHCTBA W APYrX NOAPYYja pada v yBeK MMa BUCOK CTaHAAPA NNYHOT No-
Hallara Koje ce ogpaxasa Ha npodhecujy n obe3benyje noBeperse jaBHOCTN.

3aksbyyak: NMapanenHo C BENUKUM OPYLWTBEHUM NPOMEHAMa, MeHajy Ce 1 Ca-
Me MOpanHe BPeaHOCTY ApYLWTBa. CPX CECTPUHCKE NPOdIecujn jecte XyMaHoCT,
Kao CyWTHA MeAMUMUHCKe eTUKe 1 NoCTaske - Aa camo gobap yosek Moxe bu-
TV 1 nobap 3apaBCcTBEHN pagHuk. OCHOBHM YCNOBK 33 paa Yy 0BOj npodpecujun
jecy 3Harbe, CaBecT v noBeperse.0CUM TOra, CeCTPUHCKA npodpecuja ce of Aas-
HVHA pa3pahyje KOPNycom eTUYKMX CTaBOBA PAa3BUjeHUX NPUMAPHO Y KOPUCT
naunjeHTa.

KrbyyHe peun: MeguUMHCKA eTnka, CeCTPUHCTBO

N3a30BuM y pany MeaAnLNHCKUX cectapa-TexHmyapa
y OHKOnoruju

HeHap bpkuh, JeneHa Bpkuh
KnnHvka 3a xematonorujy KLC

vyBopa: LuTocTaTuum cy Nekosu 3a neyere MmanurHux 6onectu, 3a 6onecHuke
Cy NneK, a 33 MeNLMHCKe CecTpe- TexHuyape, OHM Cy XeMUCKN onacHe maTte-
puvje, Koje npencTaB/bajy pyu3unk No 3apasrbe 0cobrba Koje npunpema n npu-
Meryje uMTocTaTtuke, Te je nocebHa npouenypa y pagy ca wuma. NosehaH
Bpoj 6onecHuka obonenux o manurinx 6onectn n cee Behu pacty yayhHo-
CTV 3aXTeBa WHTEPANCUUNANHAPHN NPUCTYN Y Nedery ManurHnx 6onectu.
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MeanUMHCKA CecTpa TexHuyap je 4eo MynTUANCLUNANHAPHOr TUMA Y neye-
Hy 00onenor og manurHe 6onectn. CBe Behun BPOoj CNOXEHUX OWjArHOCTUYKINX
npouenypa v WUpOoK CnekTap NekoBa Koju Cy y KNUHWYKOj ynoTpebun y oHKo-
Nornju cy BeNunky 13a3os y pagy MeanunHCKMX cectapa-TexHuyapa y caspe-
MEHOM 30PaBCTBEHOM CUCTEMY.

Unmesu:

1. Yka3aTtn Ha 3Ha4yaj MeduUNHCKe CecTpe-TexHuyapa npu pagy ca uuTo-
cTaTuumma.

2. MpunKasaTty 3Hayaj NpaBUNHOr paga y UAbY NPeBeHumnje KoHTamuHauumje
0C00/ba 1 OKOMMHE LMTOUTATULMMA, @ CAMUM TUM U NPEBEHUN]Y HACTaH-
ka oboreemsa.

3. NpyXnTn nHpopMaumje 30paBCTBEHUM PafHULNMAE 0 OU3UYKO- XEMU]-
CK0j 1 MukpoBronowkoj cTabunHOCTN PacTBOPEHUX NEKOBA.

4. Noactuuane aobpe npakce y Besn npeseHuunje n Benexera Hexere-
HUX gorahaja.

5. Mognhun CBeCT MegVLNHCKUX PagHMKa 0 0ONaCcHOCTUMA U PU3nuMMa CBakKo-
[HEBHWX NPOLeaypa, Kpo3 TEOPETCKY Y NPAKTUYHY efykauujy Mnaanx Kao
1 06HOBY 3HaHA U TEXHNKA UCKYCHUjUX MEQULMHCKMX CecTapa v TexHn4apa
Ca HArfackoM Ha Tayke pu3Knka, BPCTe PU3KKA K30 1 HUXOBY NPEBEHLUNJY.

MeTopa papa:
« [leckpunTuBHA MeToda
« AHanu3a megunuUMHCKe AOKYMeHTauuje
3ak/byyak: MegnUMHCKE CeCTPe Y TeXHUYAPW UMajy 3HaYajHO MECTO Y fIeYery
OHKONOLWKMX BonecHuka n y CBOM pagy UMajy OrpoMHe 133a30BE Koje Mopajy
[a casnapajy oa 6onecHuun to Hebw oceTunu.

Y NOTMNYHOCTW CE HE MOXE YKNOHUTW PU3NK NPU NPUNPEMUN U NPUMEHN Ne-
KOBa, a/n NPaBWUAHMM Pagom no npouenypamMa vy KOHTPONMCAHUM YCNOBU-
Ma, Taj PU3KK Ce CBOAW Ha HajMakby Mepy.

NHOBATUBHM NEKOBM Y OHKONOIMjM Ca acnekTa
MeaULUHCKUX cecTapa

Onruua CtaHkosuh, JparaHa PageHkoBuh
KnuHuka 3a onkonorunjy, KnuHunykmn Lentap Huw

VBopa: MNopef NpuMeHe UMTOCTATCKE U paavo-Tepanuje, y nederby OHKOMOLIKMX
nauvjeHaTta cee Behu 3Hauaj v NPUMEHY Hanase v cneunduyHa OHKOMOoLWKaA
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Tepanuja MOHOK/IOHCKUM aHTUTENUMA, KOHYraTuBM Ca aHTUTENUMa, UHTep-
(PEepoH, Kao 1 CynopTMBHA Tepanuja MujenongHuM aktopumMa pacTa, epu-
TPONOEeTUH CTUMYNULWYhK areHcu.

LUnmb papa: NHOBATBHM NEKOBW Y OHKONOMMjN LUW/bAaHO Aenyjy Ha TYMOpPCKe
henwvje, Majy Mare TOKCUYHE edpekTe NPOoayXaBajy NpexuB/baBare OHKO-
NoWKnX naumjeHaTa.

MeTope: MynTUANCUMNANHAPHN NPUCTYN npahera OHKONOWKKUX naunjeHaTa
Ha UMYHO 1 CyNOPTUBHO]j Tepanujn.

Pesyntartu: lIpumeHa NHOBATUBHMWX N1IEKOBA Y fle4ery KapunHoma, 3HaTHO Npo-
AyXyje BpeMe 00 nojase peunamMsa U MeTactasa, MPoAyXyje yKYNnHO npexu-
B/baBakoe NaumnjeHata v 60r/bK KBaNnuTeT X1BOoTaA.

3aksbyyak: CagpemeHa brvonocka v MMyHO Tepanuja y pa3sojy HyaAn Haay 3a
AYXe YKYMNHO NPexunBrbaBaHe OHKONOWKNX naunjeHaTa. Eqykaunja naunjeHa-
Ta 1 epukacHa mehycobHa KOMyHMKaumja 34PaBCTBEHOr TUMA, NPECYAHN Ccy
33 yCrnewHy npumMmeHy MHOBATUBHE Tepanuje.

KmbyyHe peun: Bronowka v MMyHo Tepanuja, OHKoowkn 6onecHuum.

Innovative medicines in oncology from the aspect of
medical nurses

Olgica Stankovic, Dragana Radenkovic
Clinic for Oncology, Clinical Center Nis

Introduction: In addition to the application of cytostatic and radiotherapy, in
the treatment of oncological patients there is a growing importance and ap-
plication of specific oncology therapy with monoclonal antibodies, conju-
gates with antibodies, interferon, as well as supportive therapy with myeloid
growth factors, erythropoietin stimulating agents.

Objective: Innovative drugs in oncology target the tumor cells, have less tox-
ic effects, prolong the survival of oncological patients.

Methods: Multidisciplinary approach to monitoring oncological patients on
immune and suppressive therapy.

Results: The use of innovative drugs in the treatment of cancer, significantly
extends the time until the onset of recurrence and metastases, extends the
overall survival of patients and a better quality of life.
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Conclusion: Modern biological and immuno-therapy in development offers
hope for a longer total survival of oncological patients. Patient education and
effective communication between health teams are crucial for the successful
application of innovative therapy.

Key words: biological and immune therapy, oncological patients.

ynora MeanUNHCKNX cecTapa-TexHuyapa npu
MaHunynaunju PORT-A-CATH cucteMoM - BacKynapHuUM
npUCTYyNHUM ypeRajem

Maja CtaHojeBuh

NHCTUTYT 32 nnyhHe 6onecTu, Cpemcka KameHnua, JeanHnua UHTEH3NBHE
Here n Tepanuje - HuB8o lll

vBoa: LWTa je PORT-A-CATH  uMNAaTMBUNHN CUCTEM BEHCKOT NpucTyna?
Cuctemun ce 30BYy UMNNATUBUNHW CMCTEMI BEHCKOr NPUCTyna unu vyewhe,

NMNNAHTUPAHM NOPT NOLWTO Ce NOCTaB/bajy Y NOTNYHOCTH NCnog Koxe - 06uny-

HO Ha MOro4HOM anu Heynaa/bMBOM MECTY Ha rpyanumMa uiu pyuu.
Cuctemu ce cacToje of Tpu gena:

e [lopTan - Mana KoMopa, 3aTBOPEeHa Ha BPXyY NPerpagomM Hanpas/bLEHOM 04
CaMO03anTUBHOT CUANKOHA

» KaTeTvep - TaHka, pnekcmbunHa ues

* KOHekTOp KaTeTepa - KOMMOHEHTA K0ja NoBe3yje KaTeTep ca NnopTanom.

Uunrb paga: Carnenat CECTPUHCKE MHTEPBEHLUMje MPY MAaHUMYNAUNjn MHANAH-
TBUNHUM CUCTEMOM.

Kako ce cucTeMun nocTaBrbajy y Teno?

mnaHTaumnja PORT-A-CATH® cuctem nompasymesa kpaTtky XWpPypLUKY UH-
TepBeHumnjy. CUCTeM Ce NOCTaB/ba NOTAYHO YHYTAp Tena. JeAaH Kpaj katetepa
Ce yBOAW y BEHY, AOK Ce ApYru Kpaj NoBe3yje Ca NopTanoMm, Koju ce cMewTa y
MOTAYHOCTW NCMOM KOXe. BpX KaTeTepa je NOCTaBIbEH Y BEHW HA Ta4kN TUK 13-
Haf cpua. Kapa ce nopTan v kateTep NOCTAaBE v pe30Bu 3auene, npumeTtuhe-
Te CaMo many u3boyrHy ncnog Koxe.

HakKoH LWTO Ce NOPT MMNAAHTUPA, KOPUCTW Ce 33 NPUMEHY TEYHOCTU 1 ne-
KOBa Kao W 33 y3uMahse y3opaka kpsu. fla 6u ce npuctynuao uMnaaHTupa-
HOM NOPTY, 00y4eHO MeanuUHCKO 0cobrbe he yBauntn noceBHy wrny Tynor
BpXa KPO3 KOXy W nperpagy nopTana. da 6u noctynak ymeTtarea urne 6uo
Be3bonaH, nekap nam MeguumMHCKa CecTpa Mory Aa KOpucTe NoKanHu aHecTe-
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TVK Kako 61 npuBpemeHo oTynenu koxy. 0Baj ocehaj MoXe fa Ce CMakbll Bpe-
MEHOM.

Nex Unu TeYHOCT Teye Kpo3 Ury, y KOMOpY NnopTana v Kpo3 KaTeTep ANpekT-
HO Y KPBOTOK. JIEKOBU 11 TEYHOCTU Ce YHOCe y cucTem ynoTpebom wnpuua, noHe-
Kaa no3HaTor Nof Ha3uBoMm VB LUNPWLL NN Kao KOHTUHYMPaHa MHADy3nja Kpo3
VB ueB nprkayeHy Ha Kecy ca nekom ca unu 6e3 ynoTpebe nHdoy3noHe nymne.

OppxaBake PO RT-A-CATH® cucrema

Toaneta yBogHor mecTa:

Kapa ce nocTasm urna noprana, 3aBoj he nokpuTK MECTo Urie 1 noprtana.
0Bo he nomohun y 06e36ehery urne n ogpxary 061actu ynctom. 3asoj Tpeba
04pXaBaTu YACTUM 1 cyBUM. TpeBa aa nposepasate 06/1acT urne pegosHo.

AKO HemaTe NOCTaB/bEHY UrNy, NauKjeHT ce MoXe KynaTtu Hopmando. Tpe-
6a na npoBepaBaTe MeCTO NOPTana peaoBHO.

AKo penyje oa cy ce nopTan u/uanm urna NOMepunn UaAM NPUMEeTUTT 0TULa-
He, MOAPOCT, LPBEHWUNO UK OCET/BUBOCT, NPUjaBUTE BalLeM fekapy.

Ncnnpawe cuctema: IMnaaHTMpaHu NopT mopa Aa Ce ucnnpa pacTsopom xe-
napuHa pagwn cnpeyasarba CTBaparsa KPBHWX yrpyliaka yHyTap kateTepa.
0OBO CTBapa OHO WTO Ce 06UYHO HA3MBA XeNaPUHCKK NouK. Mpenopyyyje ce aa
Ce UMNNAHTUPAHN NOPT NCNUPA HAKOH UHADY3Mje nnn ybpusrasakea 1 Ha CBa-
Ke YeTnpwn Hefesbe Kafa Ce He KOPUCTH.

3ak/byyak: VHDOPMULLNTE NaUMjeHTa W HeroBy Nopoauly O BacKynapHOM
NpUCTYNHOM ypehajy 1 AajTe UM ONWTe CMEPHULE 33 0ApXaBake UMNNaHTW-
paHor MNopTa.

3anamTuTe:

* He HarnwnTe 1 HEe KNUMAjTe Urny jeAHOM Kaga je yMeTHyTa.

* HeocTtaBrbajTe urny nnn nprkayeHy Les 0TBOPEHOM 3a Ba3ayx A0K je nrna
YHyTap noprana.

« HemojTe CTaB/baTN HUKAKBE TEYHOCTW UM PACTBOPE Yy CUCTEM OCUM aKo Cy
MefMHCKa CeCcTpa unun nekap 3puynTo Npenopyynnmn ga 1o ypaauTe.

= YBeK 3ayCTaBuTe UHY3Wjy 1 N030BUTE Nekapa ako TeYHOCT ybpu3raHa/
NHODY3MPaHa y cucTem He npoTuye cnobopaHo.
vyBek obasectute nekapa ako mmate 6uno kaksa nuTara unu npobneme

NNy NPUMeTUTE NPOMeHe y n3rneny 06nactn oko mecta yopusrasama.

NoTeHumjanHe KOMMAUKaunje

ynotpe6a PORT-A-CATH® cuctema nmnnaTuBunHux nopTosa noapasymMesa pi-
31Ke HopMarnHo nose3aHe ca y6aunearem unu ynotpebom Buno kakeBor M-
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NNaHTUpaHor ypehaja nnv katetepa, yk/by4dyjyhn npekug nnvn pparmeHTaum-
jy KaTeTepa ca moryhoMm emBonusaumnjom katerepa.

ynora MCT y MaHUNynaunju UMAAAHTUBMAHUM CUCTEMOM 33 BEHCKU Npu-
CTyN je OrpoOMH3,04 CaMe UHMMaHTaunje, 04p>XaBaka 40 efykaunje naumjeHa-
Ta 1 Y1AHOBA HMXOBUX NMOPOAMLA paan nobosblwarka KBanuTeTa xusoTa U
cnpeyaBarba Moryhnx KoMankaumja.

KrbyyHe peun: nopT, BaCKynapHu NPUCTYNHW ypenaj, OHKONOLWKN NaUnjeHT.

3ApaBCTBEHA Hera naunjeHata ca MenaHoMOoM

BecHa TatoMmupoBuh
BMA - KnnHuka 3a KoXHe 1 nofiHe 6onectu, beorpag

MenaHoM je TYMOpP MenaHouuTa n HeByCcHuUX henunja.y passnjeHnM 3eMmibama
3anaga, na vy Hawoj 3emMsby, MeNaHoM je ManurHn TyMop ca Hajsehum Bpo-
jem oBonenux, Tako pgoctuxyhu enngemnjcke pasmepe. NocebHo je 3HAYajHO
03 je MeNaHoM TYMOp penaTuBHO Mnaanx ocoba y y3pacty on 30 oo 50 roau-
Ha. C 063npom Ha oBe nogaTke 3adartak MefuuMHCKUX CecTapa, jecte ga no-
MOTHE KOpPUCHUUMMA 30PaBCTBEHE Here [a Ce Ha Bpeme eaykyjy 0 Camo KOH-
TPOMK KOXe ¥ 3aWTnTe 04 HacTaHka HaBedeHe 6onectn gaHawkmuLe.

Lnsb: NpoMoumnjoM 3apaBba U eaykaumnjoM KOPUCHMKA, MOTUBEULLEMO WX Ha pa3-
BOj NO3UTUBHUX HABUKA 1 CTABOBA O CAMOKOHTPOMN KOXE 1 peAoBHUM AepMa-
TONOLIKWM npernefnma. NMpyxumTn afekBaTHO 3Hare KOPUCHULMMAE Ha Koje MNa-
nexe 6u tpebano ga obpaTe naxry ¥ 0 LUTETHOCTU M3Naraky CyHYeBOM 3paye-
tby. KBaNUTETHOM 34paBCTBEHOM HEroM To jeCT 4O0BPOM NPOLEHOM CTaka Na-
unjeHTa, NnobosbWaBamMo 1 CMakbyjemMo HacTane Terobe npu annukaumju nponu-
CaHe Tepanuje a CaMUM TUM NOAMKEMO KBANMTET X1B0oTa 0bonenux. 0BUM pagom
Xenum fa ykaxem Ha npobneme ca kojuma ce cycpehemo y pafy ca KOpucHu-
LUMMa 30paBCcTBeHe Here obonenux o4 MenaHoMa y XoCnuUTalHUM yCNoBr1Ma.

MeTop: Kpo3 npakcy y KnuHuum 33 KoxHe 1 nonHe 6onectn BMA ,00Ka3aHo je
03 334kUWX roANHa MMaMO NOPacT MaNUrHUX menaHoma.TabenapHu cratu-
CTnykK nogaumn o 6pojy o6onenux y Toky 2016. roguHe.

PesynTtatu: 0g ykynHor 6poja KOpuUCHUKA KOju Cy npernegaHn epmaconckuy,
30% cy ManurHn menaHomu, 25% npegnoxeHa XMpypLika nHTepsedunja, 20%
KOHTPONA 3a LWeCT Meceuw, 15% KOHTpona 3a rognHy AaHa. CecTpuHcka npo-
MouMja 34paBr/ba A0Bena je Ao nosehaHor Bpoja KOpUCHMKA Koju Ce Npuap-
XaBajy 4aTux caBeTta 0 3alWTWUTN 04 CyHUa W pefoBHUM CaMOKOHTPOaMa Ka-
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KO CaMor KOpWCHUKA Tako 1 nopoauue. Tpeba HaBecTw Aa Npy anankaumjy npo-
nrcaHe xemnoTepanuje y XoCnMTanHuM ycnosuma npuMeHom (AnTua, 3enbo-
padgpa, UncnnaTtune, KapbonnaTtuHe, NaknuTtakcena, pagnuo Tepanuja), kog 25
naumjeHaTa gowno je oo cnegehnx mMaHuglectaumja: MyyHuHa, nospahame,
CMaHseH aneTuT, Taxnukapanja, XmnepTaH3unja, TPEMOP, MPaBUHEHA Y NPCTU-
Ma, anoneuuje, anepruje Ha ananMkKoBaH ek, ManakcanocrT.

NMpukas cnyyajesa:

1. NaunjenHT IV cTagnjym MM 3axsaheHa peruja - Bpart

2. NaunjeHT IV cTaanjym MM 3axsaheHa perunja - nuue

3. NauwnjeHT IV cTagnjym MM 3axBaheHa peruvja - nefa

Ounckycuja n 3ak/myyak: [epmaTonowka cectpa y3 paa npatv CBe acnekre
pa3Boja y CBOjOj CTPyUW, yBEK je CNpeMHa A3 CBOjUM KOPUCHULMMA 34paBs-
CTBEHEe Here npyxw nomoh 1 CTPyYHW CaBeT. 30PaBCTBEHO BAaCMUTAHE Huje
CaMo Wmnpere nHdpopmMaunja 0 34paBiby Hero yyerse Kpo3 UckycTso.CBako-
OHeBHUM npahexem nauunjeHata obonenux og MenaHoma,HakoH NpUMeHeHe
NPonNMcaHe Tepanunje MOXeMOo 3ak/by4ynTn Aa MegnumnHCcKa cecTpa npoueHoMm
CTakea MauvjeHaTa MoXe OONPUHEeTN Y CMaksery HacTanux teroba HakoH npu-
MeroeHe Tepanuje. KBanuTeTHOM 30paBCTBEHOM Herom, noborbwasamo u
KBanuTeT xnsoTa obonenux.

KreyyHe peyn: menaHoma, 34paBCTBEHA Hera

3apascTBeHa Hera 60n1ecHUKa ca NOHOB/LEHUM pecekuujama
jeTpe 36o0r MeTactasa KONOpPeKTANHOr KAPLUMHOMa

KatapuHa Ctokyha
KnnHWKa 3a gurectTuBHy xnupyprujy, KnuHnyky ueHtap Cpbuje

vyBopa. Peunane MeTacTasa KOMIOPeKTanHor KapumHoma y jetpu ce jaBrba Kof
npeko 70% 6onecHnka HakoH MHULMjanHe KypaTUBHe pecekunje jeTpe. Pecek-
Unja jeTpe je jeQnHN NOTEHUMWjaNHO KypaTUBHY Tepanunjcku MOLanuTeT neye-
Ha 0BUX DONECHUKA. MOHOBILEHA PECeKUNja jeTpe je TeEXHWYKY 3aXTeBHa XW-
pypLika npouenypa. NpeonepatueHa npunpema BoNecHNKa HapoYmnTo je 3Ha-
YyajHa Ca NCUXOJIOLWKOT acnekTa, jep ce BonecHMUM y penaTuBHO KPaTKOM Bpe-
MEHCKOM Nepuogy NoaBprasajy BULLIECTPYKUM XUPYPLUKMM 3axBaTuma. Y no-
CTONepaTMBHOM Nepuoay nopen CTaHAAPAM30BAHUX CECTPUHCKUX aKTUBHO-
CTn kog BonecHmka ca pecekunjom jetpe, nocebHy naxmwy Tpeba nocsetTnth
NpaBOBPEMEHOM y0o4aBarby KOMMAMKaLuja.
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MaTepwujan n metoa. CNpoBedeHa je pPeTPOCNeKkTVBHA aHann3a 6onecHnka xu-
PYPLUKA TPETUPAHUX jeQHOCTPYKOM W MOHOB/BEHUM KYPAaTUBHUM pecekuunja-
Ma jeTpe y neprogy oa 1. janyapa 2001. fo 1. jaHyapa 2014.roguHe. MpumMerse-
Ha je paguopekBeHTHa pecekunja jeTpe. Kog ykynHo 383 GonecHuka je ypa-
heHo 470 pecekuunja jeTpe 360r MeTacTasa KONOPEKTANHOr KapuuHoma. Ykyn-
HO 66 BonecHuka je nMano 87 NOHOB/LEHUX pecekuunja 36or peunpnsa 6one-
cTny jetpu.

Pe3syntaTtn. OcamHaecT BonecHwka (27.2%) je umano Tpehy pecekunjy, Ba YeTBp-
Ty 1 jenad nety. CTona nocTonepaTvBHOr MOPBMANTETA HAKOH NOHOBIbEHUX
pecekumja je Buna CNMYHa OHOj HAKOH NpBe pecekumje (50% HAaKoH nNpBe, 45.5%
HaKoH apyre v 44.4% HakoH Tpehe pecekuuje). MoCcToNepaTUBHY MopTanuTeT
HaKOH NOHaBbaHUX pecekunja je 61o 5.7% a 2.1% HAKOH jeHOCTPYKE pecekum-
je. YkynHa cTona Tporoauwiser, 5-oroguirer 1 10-oroaullHser npexunsrba-
Bakba BonecHuka ca NoOHOBIbLEHUM pecekunjama je 6una 48, 17 n 0%, peTpo-
CNeKTUBHO, a 46, 29 n 20% koa BofecHuka ca je[HOCTPYKOM pecekumjom. Pas-
JINKA HWje CTaTUCTUYKK 3HaYajHa (p=0.28). lyXnHa NOCTONEPaTUBHOr NeYersa
HaKOH NpBe, Apyre n Tpehe pecekunje jeTpe Ce Huje 3Ha4yajHo pa3nukosana.

3aksbyyak. IOHOB/LEHA pecekuuja jeTpe je cUurypHa XMpypLuKa npouegypa pe-
3epBMCaHa Camo 3a Nax/bueo opabpaHe BonecHuke, a MeQUUMHCKA CecTpa
Beoma ButaH ynaH XMb TMMa 3a neverse oBe kaTeropuje 6onecHnka. 3Havaj-
Ha ynora ornega ce He camo y Npe ¥ NoCTonepaTnMsHOM TOKY Beh 1 garbem
npahewy N TPETMaHy NOCTONePaTUBHUX KOMNAKUKaUWja.

K/byyHe peun: MeTacTase KofopeKkTanHor KapunmHoMa, MOHOBIbEHE pecekuuje
jeTpe, 30paBCTBEHA Hera

CecTpMHCKE NHTEPBEHLMjE Y HE3M N Nevekby XPOHUYHUX
TYMOPCKMX paHa

HaTtawa bakuh, CHeXaHa bowHak
NHCTUTYT 33 OHKOMOrnjy n paguonornjy Cpbuje

XpOoHWYHe TYMOpPCKe paHe Cy PenaTMBHO YecTe Kof naunjeHaTta ca y3Hanpe-
L0Banom manurHom 6onewhy. OBakBe paHe Cy Hajuewhe KO4 KapumnHoma [4oj-
Ke, rnaBe v BpaTa U MenaHoMa. NpomMeHe W3rnefa Koje HacTajy ycnen paHa
MOry MMaTK OrpoOMaH yTuuaj Ha nsrnen ocobe 1 Ha HAYMH HA KOjK Opyru pea-
ryjy Ha my.Kao nocneguua xpoHUYHe TYMOPCKe paHe Mory ce jasuTn Bon, npe-
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KOMepHa ekcygauwja, HempujaTaH MUpUCKpBapeke 1 nHgekunja. CBe 0BO
3abpureaBa BonecHuke, CMakbyje HUX0BO CAMONOY34aHe U 0rpaHNyYaBa co-
uMjanHe KoHTakTe Baw y nepuof kada je naumjeHTy notpebHO Aa nposoawn
BULLE BPEMEHA HEro nkaga ca ceojum Bamxrunma.

Uurb papa: NprkasaTt CeCTPUHCKE WHTEPBEHUMje Y He3n 1 Nevyery TyMop-
CKUX paHa.

CeCTpuHCKe MHTepBEeHLUMje YKIbYYYjy: NPOUeHy paHe, Nnokanu3aunjy paHe,
n3rnef paHe, n3rnen okofHe KOXe, MPOUEeHy cuMiToMa u Moryhe Komnnunka-
unje. CeCTpuHcke NHTEPBeHUMje Takohe yk/bydyjy U egykaunjy naumjeHTta u
HeroBe nopoavue o NnpasuiHoM 36prHaBary 0BakBe BPCTe paHa. MpoueHa
paHa y3poKOoBaHMX TYMOPOM (eBanyaumnja) noMaxe HaM Aa HanpaBumo NnaH
fleYyera 1 NpuNaroAnmo TpeTmad. CneunguYHoCTY Kao WTo Ccy nokanunsaum-
ja, BennynHa, oyxuHa, oybrnHa paHe n nojasa ekcyaarta HenpujaTHor Mupuca
yTryy Ha n3bop obnore, npyxajy Ham MHAOpMaLKjy 0 NoropLUary Ui oaro-
BOPY Ha NpenxofHy TpeTMaH paHe. Ha Halem TPXULWTY NoCcToje pasnuuure
BpCTe obnora: anrnHatHe obnore, anrmHaTtHe obnore ca cpebpom, xnapoko-
novgHe ob6nore n obnore y 06nmky NnoNMypeTaHcke neHe

Npunapxasajyhu ce caBpeMeHnx NPenopyka, a y 0KBUpy npodiecnoHanHunx
KomneTeHuuja, CBOjuM akTUBHOCTUMA 1 MHTEPBEHUMjaMa MeAnLMHCKa cecTpa
MOXe, yKONuko je obyyeHa, akTMBHO NAPTULUNNPATI Y HE3WN U NeYery Xpo-
HUYHNX TYMOPCKUX paHa.

K/byyHe peyn: TYMOPCKe paHe, CeCTPUHCKE UHTEPBEHLU]jE, OHKOMNOLLIKN NaLUnjeHT

HexxerbeHa aejcTea ONMOMAHUX aHaNreTnka ca nocebHUM
OCBPTOM Ha oncTunaunjy

MapuHa NMpemosuh, Hatawa bakuh
WHCTWUTYT 3a oHKONorujy v paguonorujy Cpbuje

vBopa. YnoTpeby onuonaa y npakcu Cnpedvasa v BPAO YeCcTo NpUcyTaH CTpax
O HeXerbeHux fejcTaBa. HexerbeHa [ejcTBa Ce MOry Kako CnpeyunTu, Tako 1
KOHTPONMCATW. Ha BERNHY HeXerbeHnx AejcTaBa pa3Buja ce TonepaHumja, Ko-
ja Ce CNOHTAHO NOBMAYM TOKOM BpemeHa. 04 HexerbeHnx aejctasa Hajbosse
Cy UCNOJbEHA OHa AejCTBA Ha KOje Ce He CTBapa ToNepaHumnja, Kao WTo je 1o
CNny4aj ca onctunaymnjom.

HexerbeHa aejcTea oNMOMAHUX aHanNreTuka nopea oncTunaunje cy u: y3He-
MUPEHOCT, KOHdDY3urja, oenupujym, gucgopuja, cegaunja, MydyHuHa 1 nospa-
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hare; genpecunja amcara; NoBULWEHE WHTPAKPAHWjanHor NPUTUCKA; NOCTy-
panHa xunoTeH3unja y3pokoBaHa XMNOBONEMUjOM; peTeHumnja Mokpahe; ypTu-
kapuja. OncTunaumja Kao jegHa o4 Hajyewhnx HexerbeHnx gejcrtasa onuoa-
HUX NeKoBa Ce jaB/ba KOA CKOPO CBUX NauujeHata, npema Tome noTpebHo joj
je npucTynuTy NPogOUNAKTUYKN.

LUnr: CeCTpUHCKe NHTEPBEHLUNMje Y He3W U NTIeYeHy HeXerbeHx Aejctasa onu-

ONOHNX aHanretuka ca nocebHMmM 0CBPTOM Ha ONCTUNAUW]Y KAO0 jednHO TPaj-

HO HeXelbeHO [ejCcTBa 0BUX NeKOoBa.
CecTpuHCKe NHTepBeHumje:

= npahere HexerbeHnx [ejcTaBa Ko nauujeHata Koju Kopucte onuongHe
aHanrertuke

« (BaKOOHEBHA NPOLUEHa TeXWHE HeXerbeHux gejctasa nomohy ecec nucre

= CnpoBofere Tepanuje 3a NPeBeHUNjY HeXerbeHNX 4ejcTaBa

« CnpBofewe NponucaHe Tepannje 3a MeYyere HexerbeHnx gejctasa

= eaykauuja naumnjeHaTta v NOPoAMLE 0 NPaBUIHOM Y3UMakby NekoBa 3a npe-
BEHLWjy oncTunauunje

« efykauuja 0 AMHaMULM NPaXHEeHa, 3rnegy v KOH3UCTeHUNjn ctonuue

« OTKNawake Hegoymuua n 3abnyna Hactanux ycned HeMHOPMUCAHOCTK
naumjeHaTa

3aks/byyak: MegnumnHcka cectpa CBOjUM MHTepBeHumjama 1 0obpo cnposepe-
HOM efyKaunjom naumjeHata Moxe a NOMOrHe y paHOM OTKPUBaAkY, Nevery
N OTKNAHaky CUMMMNTOMA KOjU HACTajy Kao nocneguua kopuwhera onnona-
HUX nekoBa. CaMUM TM OHA MOXEe YTULATU Ha 3HATHO Noborbllare KBanuTe-
Ta XNBOTA 0BUX NauujeHaTa.

KrbyyHe peyn: onMonaHn aHanreTuum, oncTunaumja, CeCTpUHCKe NHTepPBEHLK|e

CneundonyHocT npoueca mobunusaumje maTuyHe
henuje xematonoe3e y ManurHum
numdponponudpepatueHum bonectuma ko 6onecHuka
TAaK03BaHMX ,nownx mobmunusepa”

Jbybuua PapeTtuh

KnuHuka 3a xemaTonorujy, KUC eorpan

vyBoa: Mobunusaunja matuyHmx henvja xemartonoese (MhX) npeacrasiba Npo-
Lec y Kojem ce nomohy ersoreHux areHaca (rpaHynounTHor dpaktopa pacra -
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r-UCod), cTumynuwe Murpaunja NnporeHNToOpPCKUX henmja n3 KowTaHe CpxXxu y
nepudoepHy KpB. MaTuyHe henuje xematonoese ce Npukynrbajy adepesom,
obpanyjy ce, kpnonpesepsupajy (Ha -190°L) 1 Kao TakBe CKNAQULITE 40 TPaH-
cnnaHTaumnje. NNypunoTeHTHe MatnuyHe hennje Ha CBOjOj NMOBPLWNHN cagpxe
aHTUreHn Mapkep LA34. OH je MHOMKATOP KOju Ce Hajuewhe KOPUCTW Y KMNHNY-
KOj mMpakcu 3a yTBphnBare KoHUeHTpaunje MhX y nepuddepHoj KpBU TOKOM
npoueca mobunnsaumje Ha OCHOBY Yera ce oapehyje TpeHyTak agpepese, kao
“ npoueHe oBuma 1 edpUKACHOCTU NPUKYyN/barkba MAX 13 nepudpepHe KpPBu.
YycnewHocT mobunnsaunje npouemyje ce ogpefnBarem KoHUeHTpaunje L34+
henwnja y kpBuy, 1 cMaTpa ce ycnewHoM Kafa je HUxoBa KOHUeHTpaunja seha
o4 20 UA34+ henwuja/un nepudpepHe kpsu. ONTumanHy npuHoc LUA34+ MAX y
aghepesHoM NPoayKTy Ce n3paxasa y KoHUueHTpaunju UA34+ henwja no kuno-
rpamy TenecHe TexuHe 6onecHuka v W3HOCK Hajmarbe 2x10%/kr TT LA34+ he-
nnja. HajaxHnjn pakTopy pnsmnka 3a ,cnaby” mobunmsaunjy cy npeTxonHa
3payHa Tepanwja y npegeny XeMaTonoeTckn akTUBHUX PernoHa U XemuoTe-
panujacka npeTtpetupaHocT koA GonecHuka ca pedpaktapHo/penancupajy-
hum Bugom Bonectu, ctapoct 6onecHuka n3Hag 60 rognHa v MHUATPaunja
KowTaHe cpxu. Kog BonecHuka ca numdponponudepatneHum Bonectuma ca
0,0Ka33aHOo nowum MoBunmnsaunoHuM NoTeHUmjanoM Koju ce aedpuHuLLe Kao
MaKCMManHa NoCTUrHyTa KOHUeHTpaunja L34+ hennja y nepudpepHoj ncnog
20/ TokoM npoueca mobunuilaunje, npenopydyje ce npumeHa MNnepuxadgo-
pa (Mo306una) neTor gaHa npumeHe M-LUCP-a, 12x youn npeasuheHor Tepmu-
Ha adpepese MAX. NMpumeHa Nnepruxadopa Ce 3aCHUBA HA HEroBOM [ejcTBY
packuoara Be3a n3Mehy MUKpPOCPeAUHe KowTaHe cpxu u MAX, 1 Tume noja-
YyaHoM ocnobafhary MAX y nepudiepHy Kps.

bonecHuun n metope: MeToAOM [ORCKPUNTMBHE CTATUCTUKE aHaNU3npaH je
pan MeguunHCKux cectapa y npahewy v 36prrbaBany 6 60NeCHUKA Ca NUM-
dhonponudpepatnsHM Bonectma (XoukMHOB NUMAIOM, He-X0UKMHCKM NMMAO0-
MU 1 MYNTUNAW MUjenom), T38. OKa3aHuUX ownx mobunnsepa”, koju cy ne-
yeHu y KnuHuum 3a Xematonorujy, KUC y neprnogy 2016 1 2017 roa. NauunjeHTu
Cy npaheHn TOKOM Bulle xocnutTanmusaumnja 4o TpeHyTka adgoepese. Kog 0Bux
naunjeHaTa cnpoBofeHa je nHTeH3uBHA Hera b6onecHuka, npahere BUTANHUX
oyHKUMja, BunaHca TeyHocTn, Hera 1 obpaga Koxe 1 CNy30Kkoxa, Hera u 00-
paga UBK n apTepujcke KaHune, y3opkoBake Bronowkor matepujana, npu-
MEHa XemMuno v gpyre nponuncade Tepanuje, kao 1 NnpuMmeHa n npahere ede-
Kata npumMeHe r-LUCP-a, U Npennxadgopa (Mo3o06un).

3aksbyyak: Mpouec mobunnsaunje 3axtesa MyNTUANCUUNINHAPHNA NPUCTYN,
006po opraHM30BaHOr, CUHXPOHW30BAHOT TMa. YNora CecTpe y 0BOM TUMY je
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BEOMA BaXHa 1 BP0 aKTUBHA, Of NOYETKA eYeHa, Kp03 CBE aKTUBHOCTM Koje
ce cnpoBsofae y He3w, npahersy, 36pntbaBatby, 4OKYMEHTOBAMY 1 30paBCTBE-
HO BACMWUTHOM pafy.

KrbyyHe peun: Mobununsaunja, ,nowmn mobnnnsepun”, CeCTPUHCKE MHTEPBEHUN-
je, 30paBCTBeHa Hera

TOMOCUHTe3a - onunja Mamorpagdckor CHUMama

Iburba fleaunh, Katuua bepHwuu, JacMuHa bobax, Hatawa
NpsynoBuh-byHoBUh

WNHCTUTYT 33 OHKoMorwjy BojsoanHe - Cpemcka KameHuua, LeHTap 3a
VMULVHT ANjarHOCTUKY

yBoa: Mamorpadick CKPUHWUHT je ,3NaTHW CTaH4apa" y AeTekunjy KapunHoma
[0jke. TOMOCUHTEe3a je onunja MaMmorpaddCckor CHUMaksa Koja npy>a HoBW gujar-
HOCTWYKWN NPUKa3 O0jKe C/10j No Cnoj.

Unrb: Unib TOMOCKMHTE3E je paHo O0TKPUBaHe KapunHoMa A0jKe WTo aonpu-
HoCu Bp>X0j KOHAYHO] ANjarHo3n.MpeaHoCT 0Be TEXHUKE je WTOo ,eNIMMUHN-
we" HepocTaTke 2[1 Mamorpadinje NPBEHCTBEHO edpekaT cynepno3unumnje TKn-
Ba jep TMMe onaklaBa AeTekunjy NpoMeHe HapoyuTo y AeH3HUM [Lojkama u
CMakbyje 003y 3payersa yoned HenoTpebHuX onyHCKUX MaMorpadpckmx npo-
jekunja.

MeTtope: ToMOCUHTE3a je nocebHa BpPCTa mamorpadpckor nperneda Koja gaje
TPOAVMMEH3NOHANHN NPUKa3 A0jKM NOMohy HEKONMKO CHUMaka 13 pasnunyun-
TUX YrN0Ba.3a BpemMe CHUMama X-3paunma, peHAreHcka Les ce nomepa y ny-
Ky OKO 00jKe 1 NpaBy CHUMKE 33 Nap CekyHAw, koju ce nomohy codpTteepa Ha
eKpaHy Mory nocmartpati y MUInMmeTapckom npeceky. 0BOM BpCTOM CHUMA-
Ha ce oTkpuje 0o 30% BuLWE KAPUMHOMA Yy NOYETHOM CTaAWjymMy Hero CTaH-
LapaHOM 2[1 Mamorpadoujom.

3aks/byyak: TOMOCUHTE3a je HOoBa Onumja MaMorpadpckor CHMMaksa Koja joLu
YBEK TPaxmu CBOje Npeun3Ho MecTo y anroputMy nperfieqa Aojku. AokasaHo je
03 y 3Ha4yajHOM NPOUEHTY peaykyje noTpeby 3a apyrum QONyHCKWM nperne-
OnMa, Tume ckpahyje Bpeme noTpeBHO Aa ce AoRe 40 TayHe anjarHose.

K/byyHe peuu: TOMOCUHTe3a, Mamorpaduja, KapuyuHom Aojke
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Tomosynthesis - an option of mammographic screening

Ljilja Dedic, Katica Bernsic, Jasmina Boban, Natasa Prvulovic-Bunovic
Oncology Institute of Vojvodina, Center for Diagnostic Imaging

Introduction: Mammographic screening is the ,gold standard” in the detec-
tion of breast cancer. Tomosynthesis is an option of mammographic exami-
nation, that provides a new diagnastic imaging of the breast by slices.

Purpose: The purpose of tomosynthesis is the early detection of breast can-
cer, which contributes to a faster final diagnosis. This technique eliminates
the disadvantages of 2D mammography, primarily the effect of superposi-
tion of the tissue, as it facilitates the detection of changes especially in the
glandular breast. Finally, it reduces the radiation dose by avoiding unneces-
sary additional mammographic projections.

Methods: Tomosynthesis is a special type of mammographic examination
that provides a three-dimensional view of the breast using several acquisi-
tions from different angles. During the X-rays screening, the X-ray tube moves
on arc around the breast and takes acquisitions in a few seconds that can be
viewed in a milli-me-ter scale. This type of imaging detects up to 30% more
carcinoma in the initial stage compared to standard 20 mammography.

Conclusion: Tomosynthesis is a new mammographic imaging option that still
searches for its precise place in the breast examination algorithm. It is shown
that, in a significant percentage, it reduces the need for other supplemental
examinations, thus reducing the time needed to reach the correct diagnosis.

Key words: tomosynthesis, mammography, breast cancer

TopakoueHTe3a n manurHa 6onect

Maja Byukosuh?!, Cartba Jenuh?
L KnuHuka 3a rpyany xupyprujy KUC, 2 KnuHuka 3a nynMonorujy

vyBopa: Y TepmMuHanHoj gpasmn 6onectn ousnyka N MeHTanHa natka Cy CKopo
npaBuno. bonecHMUM YecTo cTpaxyjy Aa he M ce naTke Camo NPOaYyXNUTA 1
A3 UX HUKO Hehe yMannTy. HbrxoBo cy36unjarse ocnocobrbasa GonecHuke fa ce
dhokyCcupajy LWTOo BULLIE HA XWBOT 1 3 ce cyode ¢ npobnemuma Bnuckor ymu-
parea. AucnHeja cnaga y cumntome kojux ce 6onecHuun Hajsuwe Goje n Koje
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yMupyhi HajTexe noaHoce. MoHekan Ce y3poK MOXe YKNOHUTY uav yBnaxnTu
UMIbaHOM TepanujoMm, HMp. ynana nnyha aHtubuotuuuma unu nneypanHn ns-
NeB TOPaKoLEeHTe30M.

LUunr papa: TOpakoCeHTE30M 0NaKCaTW ANCaHe BONECHUKY Y OTKIIOHUTK CTax
04 CMpPTW U33a3BaH ANCNHEOM

Tepanujcka nneypanHa nNyHkumja (TopakoueHTe3a) ce nHavkyje aa 6u ce
yMawunna anucnHea n3asgaHa M3nmeoMm. Hajgeha mMaHa WMHTEpPBEeHLUNje je WTo
0Ha He YKNaHha y3poK HaCTaHKka M3nmea Beh camo nocneauuy. MecTo 3a nyHk-
unjy ce ogpefyje Ha 0CHOBY paaunorpadounje, peHareHockonvje, ynTpa3sykom
(3a Mane nnun nHKancynupade Konekunje) nam PusnkanHUm nperneqom (nep-
Kycuja). Hajborse mecto 3a nyHkumjy cy VI unm VIl mefypebapHu npoctop y
3a[4+0] AKCUNAPHO] NUHWjU. BONECHNK Cean Ha cTonuuw, Baro HarHyT Hanpeg
Ca pykama nogurHyTUM Ha HACNOH CTONULE WNW PYKe NPUAPXaBa aCUCTEeHT.
Koxa Ce 04MCTW aHTUCeNTUKOM, a MEeCTO FAe Ce naacmpa nrna 3a nyHkunjy (ko-
Xa, VHTePKOCTaNHW NPOCTOpP, NapujeTanda nneypa) ce aHecTe3npa aHecTeTu-
KOM (NnOoKanH-npokauH). Urna 3a nyHKUuMjy ce nnacupa y nnaeypanHu npo-
CTOp NPeko ropwe neuue petpa. OCHOBHM 00 CeTa 3a NAeypanHy NyHKUnjy
je Tpokpaka cnaBuHa. Ha HeH nNpeary [eo ce NoCTas/ba WNPOKA W Ayrayka
nrna 3a nneypanHy NyHKUKjy, 8 Ha CynpoTaH Kpaj ce nocTtasu wnpuu (20 mn
unu 50 mn). Npeoctanu, Tpehn HacTaBak CNABUHE je Be3aH 33 KONeKTop Y KoMe
Ce CKyn/ba nneypanHa TeYHOCT WK Ce AWPEKTHO Craja ca anapaToMm 3a acnu-
paunjy. NocTojn moryhHocT npocnefneara aobujeHor nyHkTata Ha BakTepu-
0nowko (aepoba unu aHaepoba) 1 3a LMTONOLIKO NCNUTUBAK:E. Npenopyka je
[0a Ce NpUAMKOM nneypanHe NyHKUWje oajedHoM eBakyuwe of 1000 mn oo
1500 mn n3nuea. Tpeba nsberasatn 6p3y n Harny esakyaunjy sehe konnynHe
n3nuea (Moryha nojaea yHunatepanHor egema nnyha). MyHkumja ce npeknga
yKonuko BonecHok ocetn 6on v cTesarse y rpyauma Unn ryliesse Kkag novntse
HEKOHTPONUCAHO Aa Kalwsbe. MneypanHa NyHKUMja ce Koa naunjeHarta Ha aH-
TUKOArynaHTHOj Tepanuju He paan 6e3 pe3ynTtata aHanu3a KpBu dhakTopa
koarynaumje (MHP) n To camo ako Cy BpedHOCTN Yy rpaHnLLaMa Hopmare.

MeTopq papa: AeckpunTUBHU METOA

3aksbyyak: Hera nocne MHTEPBEHUMje ce dookycupa Ha NpyXaky afekBaTHe
okcureHaaumje, npahke kpBapera u cy3bunjaree 6onosa. NaunjeHT moxe bu-
TV OTNYLWTEH HEKOMWKO CaTu HAKOH yYnHeHe TopakoceHTe3e. MeounumHCKa ce-
cTpa Tpeba aatv NHCTPpyKUWje NnaunjeHTy 1 nopoanum o nahewy NnpomeHa y pe-
CNMPaTOPHOM CTaTYyC.

KmbyyHe peun: manurda 6onect, QMCNHeja, NaumnjeHT, TopakoCceHTe3a, CeCTpUH-
CKe NHTepBeHuunje.
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Xepnec cuMmnnekc koMmnaukaunja koa naumjeHta obonenor
oA AMJ - npukas cnyyaja

Tawa Wmneuh bojuh
KnnHuka 3a xematonorujy KLC

vBopa: AKyTHe neykemuje cy manurHe Bonectn XxeMaTonoeTckor CUCTEMA Koje

HacTajy nponudepaunjom matuyHnx henvja xemartonoese. MocToje ABe Benu-

Ke rpyne akyTHUX neykemuja: akyTHe mujenougHe (AM/) n akytHe numdrobnacr-

He (ANN) neykemuje. KNuHWYKa cnmnka kon B0NecHMKa ca akyTHOM NeykKeMujom

je nocnegmua nopeMehaja goyHKUMje KOCTHE CpXK ycned nHdpuntpaunje bna-

CTUMa. MPUCYTHX Cy 3HAUWM ¥ CUMNTOMU aHemuje (Bnegmno Koxe, Manakca-

nocT, ocehaj nynaka cpua). Jasmajy ce 6onosBu y KOCTUMA, Xuneptpoduja

0ecHW, yBeharme NUMMHNX X1e3aun, MHAUATPAaTK No KOXW, 401331 No nojase

Xxemoparujckor cuHapoma. 36or naga UMyHUTETA KOA NaunjeHarta cy YecTe

KoMnnunkaunje. Hajuewhe komnaukauuje cy:

« WK (McemMnMHOBaHO UHTPABACKYNAPHO KPBapeHse)

= MetabBonunyku nopemehaju (nopemehaj enektponuta n ByopexHe nHdek-
unje, nopemehaj paaa jetpe)

«  VHpekumnje (nnyha, KoxHe nHdekuwnje, cenca)

Unb papa je npukas cnyyaja

»  (CNeundunyHOCT CeCTPUHCKNX MHTepBeHUNja oBonennx og AMN

MeToa paaa: leckpuntueHa, NMpukas cnydaja

3akspyyak: flederse 1 Hera GonecHuka koju 6onyjy og AMI1 je koMnekcaH npo-
LLeC KOoju 3axXTesa MynTuancuUnnAnHapHW NpucTyn. Hocnou 30paBCTBeHe Here
je MegnumHCKka cecTpa-TexHuyap koja ynpaso 36or Tora mopa fga byae nobpo
enykoBaHa v ocnocobsbeHa 3a pagy Tumy.

PagujaumoHn oepMaTMTMC Koa naumjeHaTa ca ManurHum
TYMOpUMa rNaBe 1 BpaTta - CECTPUHCKM acnekTu

Jaropa PaposaHoBuh, JacMuHa NayHkosuh
WHCTWUTYT 3a oHKONorujy v paguonorujy Cpbuje

Y Toky pagnoTtepanuje ko 90% nauujeHaTa ca ManurHumM TyMOpuUMa rnase i
BpaTa 40na3un Ao owTehera KoXe y npeaeny 3payHor BonymeHa LWTo ce Ma-
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HMUJecTyje NojaBomM pagnjaunoHor gepmatutuca. CyeBa geckBamauunja ce ja-
B/ba y NPBe TPW Heferbe 04 NoYeTka CNpoBOfera paguoTepanuje, a Ncta Mo-
Xe [a nporpegunpay BnaxHy gecksamaunjy ca pu3nkom ga ce passuje CexkyH-
[0apHa UHdekumnja. U3 Tor pasnora NpMBPEMeHo Ce 0ANaxe CnpoBofere pa-
anoTepanuje 40 CaHMpaka owTehera KoXe WTo NpoayXasa nepuog xocnu-
Tanusauuje.PagnjaunoHn gepMatuTtuc 1 cnposoferse cneunguyHux Mepa y
TPeTMaHy UCTOr KO4 MHOTMX NaunjeHata pemerte 06aB/bakbe XNUBOTHUX OHEB-
HUX aKTUBHOCTWN YUME je HapYLLeH KBannuTeT XnsoTa.

LUunm paga: uctahu BaxkHOCT MeA.CecTpe y CnpoBofery cneunduyHnx mepa y
TPeTMaHy pagnjaunoHor 4epmaTuTmca.

CneundnyHe Mepe Koje ce CNpoBoae y TPeTMaHy paanjaunmoHor gepmatu-
TNCA, a N0 HAMOory paanjaunoHor OHKONOora cy y AOMeHy MeiLMHCKe CecTpe a
0HOCE Ce HAa NPUMEeHy ONWTUX Mepa, 0APXaBare BAAXHOCTU KOXE 3payHe
peruje, cMarere nHdnamaumje, nobosblware KOHQI0Pa, NpeBeHunjy NHADek-
unje, TpetmaH 6ona.

MeTtogonoruja: Y pagy je kopuwheHa CecTMHCKa OOKYMEeHTauwnja: nucra ce-
CTPUHCKE aHaMHe3e 1 NPOTOKO 34PaBCTBEHE Here.

3aksbyyak: Mpedy3eTim CECTPUHCKUM MHTEPBeHUMjamMa y CneundinyHom TperT-
MaHy pagujaunoHor GepmatuTuca, naunjeHtTuMa ca TyMoprma rmase vn BpaTa
noborsLiaH je KBANMTET XNBOTA 1 OMOryheHo je Aa Ce paanoTepanujckn TperT-
MaH CrpoBefe 00 Kpaja.

KrbyyHe peun: pagnjaunoHn oepMaTuTuC, TPETMaH, CECTPUHCKE MHTEPBEHLWje

EnNMnenTuyYHW Hanag Ko nauujeHTa ca TYMoOpoM MOo3ra
- CECTPUHCKM acnekTn

Oanub6opka Murbkosuh, JacmuHa NayHkoBuh
NHCTUTYT 33 OHKOMOrnjy n paguonornjy Cpbunje

vBeopa: Kog TpehuHe naumnjeHaTta ca TyMopruMa Mo3ra enunenTuyHn Hanag ma-
HUdpecTyje ce Kao NPBK CMMNTOM, a koA 50% [0 70% nojasrbyje ce Tokom Bone-
CTU. EnnenTuUHM Hanag noapasymeBa W3HeHaAHW, NaPOKCU3ManHu, KpaTko-
TPajHW 1 ncupnsbyjyhn ckyn cCMMNTOMa KOjUM MO3aK OLHOCHO rpyna HeypoHa
pearyje kaga Cy HagpaseHu unu octeueHn. ONcepeaumnja naumnjeHaTa y Toky
Hanaga nomaxe y AWjarHoCTUKOBaHY KOHBYM3WBHOT Y HEKOHBYN3UBHOT enu-
NIeNTUYHOT Hanaga. EnunenTuyHy Hanagn Mory ce MaHMGecToBaT Kao nap-
LMjaMHW KOjW MOYMHbY NOKANHO W FreHepann3oBaHun Koju cy BunatepanHo cu-
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METPWUYHW. AKO Ce Hanag NOHOBW Tj. NAUWjEHT HE OArOBOPU Ha NPUMEHsEH
VHULMUjANHKW TPETMaH HacTyna nonywTake KOMMNe3aTopHUX MexaHu3ama U
MaHNdecToBaka kKoMnnukauuja. MoHaB/bake Hanada kop nauujeHaTa ca
NpUMapHUM TYMOPUMAa MO3ra yKasyje Ha npucycTeo nporpecuje 6onectu nnu
HOoBe MeTacTase.

Unsb: 1. nctahm BaXHOCT Mef. CecTpe y Npeno3HaBamy paHux cuMnTomMa enu-
NenTUYHOr HaNaaa, 2. NpUKa3aTu CeCTPUHCKE MHTepBeHuuje y 36purbasarey na-
LlVIjEHaTa Y TOKY 1N nocne ennnenTuyHOr Hanapga

OncepBaunjoM NaunjeHTa eBMOEHTUPATU: NPUCYCTBO NPOAPOMA; NONOXA]
naumnjeHTa; nokaumnjy No4eTHOr MaHNMecToBara rpyeBa; MaHNGIECTOBaHE TOHNY-
HO KNIOHWUYHUX UMW FTEHePann30BaHNX FPYeBa; CTakbe CBECTU, KAPaKTepUCUTKe
pecnupaunja, 6oja Koxe, NPUCYCTBO LjaHO3e, NCNo/baBaHe ayTOHOMHUX 3Ha-
KOBa, CTarbe NaunjeHTa nocne Hanaaa (xmnoToHwja MyckynaType, rnasoborsa,
eBUAEHTNPAKE NPUCYTHUX NOBPeaa).

CecTpuHCKe MHTEPBEHLM]e: NpOLEeHa CTaka NALMjeHTa; CNpeyYaBarse noepe-
AnBarLa, NPYMEHa OpANHMPAHE Tepanuje, NoCTaB/barbe NaunjeHTa y aneksa-
TaH nono3aj Ha B6ok: oapxaBarse NPOXOAHOCU ANCAJHUX NYTEBA; KOHTPONa BU-
TaNHWX CDyHKLlVIja N CTakba CBECTW, eBUOEHTNPAHE CMMNTOMAa U nNpeay3eTnx
MHTEepBEeHLM]ja Kp03 NUCTY NpoLeca 34paBCTBEHEe Here.

MeTogonoruja: Y pagy je kopuwheHa CeCTPUHCKA OOKYMeHTauuja: nucTa ce-
CTPUHCKe aHaMHe3e, NPoLec 3Apas. Here, NPOTOLON 34PaBCTBEHE Here.

3aksbyyak: Mpeno3HaBarbeM paHux CUMNTOMA, Npeay3eTuM CeCTPUHCKUM UH-
TepBeHumnjama y 30puHaBarby NaunjeHTa y Toky 1 nocne enunenTuyHor Hana-
L3, NPUMEeHOM MefuKanHor TpetMara, obesbeheHa je cUrypHoOCT naunjeHTa,
npekna mMaHugecToBakba NOHOBHUX ENUAENTUYHUX Hanaga U CMakbeHa je
MOryRHOCT MaHWPeCToBaHa CUCTEMCKUX KOMNAUKALK]a.

KmbyyHe peun: ennnenTtuyHn Hanag, TpeTMaH, CeCTPUHCKe NHTepBeHuuje
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