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Abstract

Background: Prostate-specific membrane antigen (PSMA) is a cell surface
glycoprotein with a large extracellular domain with overexpression of the prostatic
tumour cells. Several small molecules of PSMA ligands of inhibitors binding to the
active site of PSMA were developed. [99m Tc]Tc-PSMA-T4 is a new
radiopharmaceutical (Polatom) for imaging loco-regional metastases and/or local
relapse in patients with prostate cancer.



The purpose of this work was to evaluate the clinical application of SPECT-CT
Imaging with [99m
Tc]Tc-PSMA-T4 in patients with recurrent prostate cancer.

Material and methods: Thirty-six patients with prostate cancer, aged 60—80 years
with biochemical relapse of PSA (ranged from 0.1 to 73 ng/mL) were included.
Three patients were studied after tru-cut biopsy, hormonal and cytoreductive
radiotherapy and 33 patients out of 36 — after radical treatment (total
prostatectomy or definitive radiotherapy of the tumour). All of them underwent
whole-body imaging examinations with subsequent target SPECT-CT studies of
the pelvis, abdomen and/or chest, 1-3 hrs post i.v. administration of [ 99m Tc]Tc-
PSMA-T4. The average activity dose was 6.3 MBg/kg in a man of 70 kg. A Dual-
head SPECT-CT gamma camera with a low dose CT scan (Symbia T2, Siemens)
was used. The images were interpreted based on all other clinical and radiological
data. Follow-up could be conducted in 11/36 patients during that period.

Results: Normal biodistribution of the radiopharmaceutical with high activity
background was observed in the liver, spleen, kidneys, lacrimal and salivary
glands, bowels and urinary bladder. Positive imaging for local relapse in the
prostate bad was imaged in 21 patients, lymph node metastases — in 16 cases,
bone lesions — in 10 cases, pulmonary metastases — in 2 cases, hepatic lesions
were visualised in one of them and in another — adrenal suprarenal metastasis
with intensive tracer uptake significant for overexpression of PSMA. There was a
suspicion for local recurrences in 4 patients with negative MRT studies who were
followed up. In 3 cases, previously treated bone metastases were partially negative
without tracer uptake, only some progressive bone lesions were positive. Five
patients were with negative results. Sensitivity was 84.37% (27/32), specificity —
100% (4/4) and accuracy — 86.11% (31/36).

Conclusions: In conclusion SPECT-CT imaging with [99m Tc]Tc-PSMA-T4 could
be applied in patients with prostate cancer for the diagnosis of recurrent disease to
determine personalized treatment for each patient. Specific uptake of this tracer,
depicted by SPECT-CT images has clinical importance of identifying and
assessing PSMA expression before consideration of Radio Ligand Therapy (RLT)
with [177 Lu]Lu-PSMA. SPECT-CT imaging with [99m Tc]PSMA is promising



and reliable nuclear medicine approach to monitoring therapeutic effect after
treatment and for restaging of the disease.
KEY words: recurrent prostate cancer; PSMA; [99m Tc]Tc-PSMA-T4; SPECT-CT

Pe3iome: IlpocratHo-cnenupuunuar wmemOpanen antureH (PSMA) e
[VIMKONPOTENH HA KIEThYHATA MOBBPXHOCT C TOJIAIM H3BBHKJIETBUYEH JOMEUH C
CBPBXEKCIIPECHS] HA TYMOPHUTE KJIETKH Ha mpocrarara. PazpaboTeHu ca HAKOJIKO
Majku MoJieKyau oT PSMA nuranan Ha MHXUOUTOPH, CBBP3BALIU CE C AaKTUBHOTO
Mmsacto Ha PSMA . [99Mm Tc]Tc-PSMA-T4 e voB pagunodapmareBtuk (Polatom) 3a
U300pa3siBaHe Ha JIOKO-PErMOHAIHU METacTa3d W/WIM JIOKAJIEH PEeUUUB MpU
NAIMEHTH C pak Ha mpocraraTa. Llenra Ha HACTOSAIIOTO ITPOYYBAHE € J1a CE OLEHU
kiuHnyHOTO TipriioxkeHue Ha SPECT-CT uzoOpaxkenus ¢ [99m Tc]Tc-PSMA-T4
IIpU NALMEHTH C peLUIUBUpPAI] paK Ha IIpocTaTaTa.

Marepuan u Merogu: TpuieceT M MECT MAMEHTH C paK Ha MpoOcCTaTara, Ha
BB3pacT 60—80 roguuu ¢ 6moxumuyeH peuuaus Ha PSA (B quanazona ot 0,1 1o 73
ng/mL). Tpuma nmaumeHTy ca u3cieABaHU cien tru-cut OMOICHs, XOPMOHAJIHA U
LUATOPEAYKTUBHA JbUeTepanus U 33 oT 36 mauueHTn — CleA PAAUKAIHO JICUCHHE
(TOoTamHa MPOCTATEKTOMHUSA WJIM OKOHYATENHA JbueTepanusi Ha Tymopa). Becuuku
TSAX Ca MPOBEIU OOpa3HU M3CIEABAHMS HA LSUIOTO TSUIO C MOCHEABALIU TAPTETHU
SPECT-CT wm3cnenBanms Ha Ta3a, KOopema W/Wiau TpbaHus Ko, 1-3 gaca cien i.v.
npuioxenue Ha [ 99m Tc]Tc-PSMA-T4. Cpennata no3a aktuBHOCT € 6,3 MBg/kg
npu Mbxk ¢ Terio 70 kg. M3nomsBana e SPECT-CT rama kamepa ¢ IByJ€TEKTOpHA
riaBa ¢ Hucka no3a CT ckanupane (Symbia T2, Siemens). M3o00paxkenusara ca
WHTEPIPETUPAHU Bb3 OCHOBA HAa BCHUYKU JIPYTU KIMHUYHU U PEHTTCHOJOTUYHU
nauuu. [IpocnensiBaneto e nposeaeHo npu 11/36 marueHT npe3 To3u Mepruol.

Pe3yararu: Ha6monasa ce HOPMAaJHO OuopasnpeseneHme Ha
paanodapmaiieBTHKa ¢ (GOH ¢ BHCOKAa aKTMBHOCT B YepHUA Jpo0, Jaiaka,
OBOpelTe, CIB3HUTE M CIIOHUYCHUTE KJIE3M, 4YepBaTa U NHUKOYHHUA MEXYp.
[To3utuBHA OOpa3Ha JUArHOCTHKA 32 JIOKAJIEH PEUUIUB B MpPOCTAaTaTa Ce OTKPUBA
npu 21 manueHTH, MeTactasu B JIUMQPHUTE Bb3JIU - B 16 , kocTHU jne3uun - B 10,
0esoApoOHN MeTacTasu - B 2 , UepHOAPOOHHU JIE3UH ca BU3yaIM3UpaHU NP €IUH
OT TSX, a OpU JIpyr - HaaObBOpeyHa MeTacTa3a ¢ MHTEH3WBHO IMOIIIbIIAHE Ha
Mapkepa u 3HaunMma cBpbxekcnpecus Ha PSMA. CycnekTHH IaHHUM 3a JIOKaJIEH
peuuauB ce HabmogaBa npu 4 mamueHta ¢ oTpunateasHu MRT Haxoaka kouTto
clel ToBa ca mpocielneHd. B 3 OoT ciy4yauTe JIEKyBaHUTE NPEAUd TOBA KOCTHU
MeTacTa3u ca OWJIM YaCTUYHO OTPHIATEIHM O€3 IMOTIIbIaHE Ha MapKepa, camo
HSIKOM TIPOTPECHUPAITUTE KOCTHH JIE3UU ca OWIIH TOJIOKUTENHH. [leTnma manueHTn



ca ¢ ortpumarenHu pesyntata. UYyscrButenmnoctra € 84,37% (27/32),
cneruduaaoct — 100% (4/4) u Tounoct — 86,11% (31/36).

3akimouenue: B 3axmouenune SPECT-CT o6pa3na mmarnoctuka ¢ [99m Tc]Tc-
PSMA-T4 wmoxe pa ce mpwiara Opud TaUEHTH C pak Ha MpocTaTara 3a
JUArHOCTULIMpAaHE Ha peuuauBUpamio 3a0oiigiBaHe, 3a Jla Ce€ OIpeaelu
WHAMBUIYATHOTO JIEYeHHE 3a BCEKH manueHt. M3o0paseHo e crnenu@uiHo
ycBosiBane Ha To3u Mapkep upe3 SPECT-CT wuzoOpakeHusta MMa KIMHUYHO
3Haue€HHE 3a HUJeHTU(UIMpaHE U OlleHKa Ha ekcrnpecusta Ha PSMA mnpeau
pasriexxaane Ha paguo-iauragana tepanus (RLT) ¢ [177 Lu]Lu-PSMA. SPECT-
CT wusoOpaxenusta ¢ [99m Tc]PSMA e o6emaBamr W HaASKACH sIpEeHA
HYKJICAPHO-MEIUITMHCKH METOJ 3a MPOCJeAsiBaHE HAa TEPaNeBTHUYHUS €(DEKT CIea
JIeYEHUE U 3a OTKPUBAHE Ha PEIUANB Ha 3a00JIIBaHETO.

KirouoBu agymm: peruauBupani pak Ha npocrarata; PSMA; [99m Tc]Tc-PSMA-
T4; SPECT-CT

r 72 Do Mistletoe (Viscum album L.) Lectins Influence
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Abstract:Mistletoe (Viscum album L., VA) lectins (MLs) are plant lectins with
potent anticancer activity. Although wide use of VA extracts in curing cancer, the
effects of purified MLs on human vasculature in term of possible side effect of the
lectin has not yet been reported. The present study was aimed to investigate
isometric contractions of isolated human mesenteric arteries during MLs
application. The contractile response of arteries was studied using Mulvany-
Halpern myograph and the isometric contractions under MLs’ treatment were
examined in artery segments with either intact endothelium or after endothelium
removal. Furthermore, the effect of the lectin was assessed in arterial preparations
in basal tension, in arteries precontracted with 42 mM KCI as a depolarizing
stimulus or endothelin-1 (ET-1) as a potent receptor-operated agonist of vascular
smooth muscle contraction. The results showed that MLs (1 to 100 nM) failed to



affect the high K+-induced contractions of both endothelium-intact and
endothelium-denuded arteries.
The contractions of tissue preparations without endothelium in basal tone or after
ET-1 (1 nM) treatment were also not affected by the application of MLs. The
observed mild effect of MLs on the contractility of human vasculature may
potentially be beneficial with MLs-based anticancer therapy without vascular side
effects.

Keywords: Mistletoe lectins, Human mesenteric artery, Contraction,

ex vivo, Cancer treatment

Pe3tome: Jlexktunute ot Oenus umen (Viscum album L., VA) (MLs) ca
PACTUTENHM JIEKTHHHA C MOIIHA MPOTUBOTYMOPHA aKTUBHOCT. BBIPEKH MIMPOKOTO
U3M0JI3BaHe Ha VA eKCTpaKTH 3a JIeYeHHE Ha pak, e(PeKTUTe Ha IpPEYUCTEHUTE
MLs BBpXy YOBEIIKaTa BACKYJATypa MO OTHOUIEHUE HAa BB3MOXHUTE CTPAHUUYHU
e(heKTH Ha JIGKTUHUTE BCE OIIe He ca JoKJIaaBaHu. HacTosmoTo npoyyBane uma 3a
Hea Ja u3ClIeABa W30METPUYHHUTE KOHTPAKIMM HAa HW30JUPAHU YOBEUIKU
ME3EHTEpUAIIHA apTepuu 1o Bpeme Ha npuiaraie Ha ML. Konrtpakrtwinara
peakIys Ha apTepUUTe € U3CcieBaHa ¢ moMolnra Ha Muorpad Ha Mulvany-Halpern
Y U30METPUYHUTE KOHTPAKUMU Mpu jeueHne ¢ MLs ca u3cinenBanu B apTepyuaiHu
CErMEHTH WIM C HENOKBbTHAT E€HAOTEJ, WIM CJIEJl OTCTPaHsBaHE Ha EHJIOTEJA.
OcBeH TOBa, €()eKTHT Ha JIEKTHHA € OLICHEH B apTEpUAJIHU MIpenapaTH Npu 6a3aiHo
HampeXkeHue, B aprepuu, npenaputenHo cutu ¢ 42 mM  KCl xkaro
Aenoysspu3upant crumya win exgotenud-1 (ET-1) karo MoIIeH perentopeH
arOHWCT Ha ChJOBATA IJIAJKO-MYCKYJHA KOHTpakuus. Pesynarature mokaspat, 4e
MLs (1 mo 100 nM) He ycmsiBaT ja TOBIMSSAT Ha BUCOKUTE K+-uHmyrupanu
KOHTPAKLMM KAaKTO Ha EHJIOTEJ-WUHTAKTHUTE, Taka W Ha EHI0TeN-a0JupaHuTe
aprepun. KoHTpakuuuTe Ha ThKaHHU Mpenapatu 0e3 eHJoTeNl 0a3aaHO WU Cliel
tpetupane ¢ ET-1 (1 nM) cbiio He ce moBaMsBaT OT mNpuiaraHero Ha ML.
HaGnmrogaBanuar nexk edekt Ha MLs BbpXy KOHTpakTWIMTETa Ha YOBEIIKATA
KPBBOHOCHA CUCTEMAa MOX€E MOTEHIIMAIHO J1a ObAe moJie3eH npu O6azupana Ha MLs
MPOTUBOTYMOPHA Tepanusi 0€3 ChA0OBH CTPAHUYHU €(EKTH.

KirouoBu nymu: JeKTUHH OT Os MMeEJ, YOBEIIKAa ME3EHTEpHalHA apTepus,
KOHTPAKIIHSL, €X VIVO, IPOTUBOTYMOPHO JICUEHUE

I' 7.3 Sarcopenia and high NLR are associated with the development of
hyperprogressive  disease  after  second-line  pembrolizumab in
patients with non-small-cell lung cancer
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Summary

The aim of this multi-center retrospective study was to evaluate the inci-
dence of hyperprogressive disease (HPD) after second-line treatment with
pembrolizumab in patients (n = 167) with metastatic non-small-cell lung cancer
(NSCLC) whose tumors expressed programmed cell death ligand 1 (PD-L1) in >
1% and to search for hematological and imaging biomarkers associated with its
development. Prior to chemotherapy, neutrophil : lymphocyte ratio (NLR1) and
platelet : lymphocyte ratio (PLR1), and prior to immunotherapy, NLR2 and PLR2
were retrospectively analyzed.
The psoas major muscle area (PMMA) was calculated at the L3 position
on computed tomography before chemotherapy (PMMAL) and before
immunotherapy (PMMA2) (n = 112). Patients with APMMA (1-
PMMA2/PMMAT) x 100 > 10% were considered to have sarcopenia (low muscle
mass). After treatment with pembrolizumab on the first computerized tomography
(CT) scan evaluation, patients were subdivided as follows as hyperprogressors
(HPs), progressors (Ps), non-progressors (NPs) and pseudoprogressors (PPs). HPs
had significantly higher APMMA levels, NLR2 and PLR2 than the other patients.
Moreover, in multinomial logistic regression analysis, higher levels of APMMA
were associated with a decreased likelihood of being a P [odds ratio (OR) = 0-81;
95% confidence interval (CI) = 0-:65-0-99; P = 0-047] or an NP (OR = 0-76;
95%CI=0-62—0-94;P = 0-012) versus an HP. Higher NLRs tended to decrease the
likelihood of being a P versus an HP (OR = 0-66; 95% CI = 0-:42—1-06;P = 0-09)
and significantly decreased the likelihood of being an NP versus an HP(OR = 0-44;
95% CI = 0-28-0-69;P < 0-0001). Our data suggest that a high preimmunotherapy
NLR2 and the presence of sarcopenia are potential risk factors for the development
of HPD.

Keywords: hyperprogressive disease, neutrophil : lymphocyte ratio, sarcopenia



Pe3rome llenra Ha TOBa MHOTOLUEHTPOBO PETPOCIEKTUBHO NPOYYBAHE € J1a Ce
OLICHM BB3HUKHAJIOTO HalIM4yue Ha xuneprporpecuBHo 3abomnsBane (HPD) cnen
JeYeHue OT BTOpa JUHUS C meMmOponum3dymal® mpu manueHtd (n = 167) ¢
MeTracTtaTuyeH HeapeOHokierpueH Os1 apod pak (NSCLC), uyuuro Tymopu
eKcrpecupar nporpamupan jguranja Ha kierbyHa cMbpT 1 (PD-L1) B > 1% u 3a
ThPCEHE HAa XEMaTOJIOTMYeH W o0pa3eH OuoMapkep CBBbpP3aHU C HETrOBOTO
pazButHe. [lpenu 3amoyBaHe Ha XUMHUOTEpAIvs, ChOTHOLIEHUETO HEYTPOPUIH:
aumdorutu (NLR1) u cphoTtHOmeHnueto tpomoOorutu : gumdoruta (PLR1), u
npeayd 3anouyBaHe Ha wumyHoTepamusata, NLR2 um PLR2 ca peTpocnekTHBHO
aHanu3upaHu. MyckyiHa 1oiom Ha mncoacHuss Myckyl (PMMA) ce u3uucisiBa B
nozunus L3 Ha xommioThpHa TOMorpadus npeau xumuorepanus (PMMAIL) u
npeau umyHorepanus (PMMA2) (n = 112). [Ipuema ce,ue nanuentu ¢ APMMA
(1-PMMA2/ PMMAL1) x 100 > 10% wumar capkoreHus (HUCKa MyCKYJIHa Maca).
Cnen neyeHue ¢ nemMOponu3ymad M NPOBEXKAAHE Ha MbpBAaTa KOMITIOTHPT.HA
tomorpadpus (CT), mauueHTuTe ca pa3fesieHH, KaKTo CIeBa: XUIEPIpOrpecopu
(HPs), nporpecopu (Ps), nenporpecopu (NPs) u niceBno 1o nporpecopu (PPs). HPs
“Maxa 3HA4YuTENHO Mo-BUCOKM HMBA Ha APMMA, NLR2 u PLR2 B cpaBHeHuE ¢
npyrute namueHTd. OCBEH TOBa, 0pPU  MYJITHUHOMUHAIHHS ~ JIOTUCTHYEH
PErpECUOHEH aHANIU3 , MO-BUCOKUTE HUBA HA APMMA ca cBbp3aHu ¢ HamMaleHue
BeposATHOCT aa Obaat mporpecopu Ps (OR) = 0,81; 95% , (Cl) = 0,65-0,99; P =
0,047] wmu NP (OR = 0,76; 95% CI = 0,62-0,94; P = 0-012) cnpsmo HP.
[Tanmmenture ¢ mo-Bucoko cwoTHomeHne NLR BepostHoctra nma Obmar P
HamainsgBa cperary HP (OR = 0,66; 95% CI = 0,42-1,06; P = 0,09) . 3nauunTenHo
HamaisiBa U BeposTHocTTa aa O0bae NP copsmo HP (OR = 0,44; 95% CI = 0,28—
0,69; P < 0,0001). Hammre manHu mokas3Bat, 4e a BUCOKOTO choTHomeHue NLR2
Mpe/u 3arouyBaHe Ha UMYHOTEpAIvs U HaJTUYUETO Ha CAPKOICHUS Ca MOTEHIMATHU
puckoBu (akTopu 3a pazsutue Ha HPD.

Kiaw4oBu xymu: XuneprnporpecuBHO 3a00JsiBaHE, ChOTHOIICHUE HEYTPOPUIH :
TuM(dOUUTH, CApKOTIEHUS
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The unfavorable safety of existing anticancer medications and the issue of
multidrug resistance have fuelled the search for novel plant compounds as
potential antineoplastic agents. One of the used approaches for identifying
perspective candidates is based on ethnopharmacology. Curcumin is the yellow
pigment of curry and has being employed in traditional Indian medicine. Within
the EU it has the status of food ingredient (E100) and remains in many food
additives. It is isolated from Curcuma longa L. and has been reported as NF-
kappa B inhibitor and apoptosis inducer with antioxidant, cholesterol lowering,
anti-inflammatory, anti-parasitic, antibacterial and antitumor potential. Curcumin
has been shown to exert a wide spectrum of pleiotropic activities including
antitumor effects and protection of the normal bone marrow. It possesses
antineoplastic activity in various malignant cell lines in vitro, such as cutaneous T
cell lymphoma, acute myeloid leukemia and urinary bladder cancer cells. In
lymphoma and leukemia cell lines curcumin induces apoptosis as evidenced by
caspase activation, PARP cleavage and oligonucleosomal DNA fragmentation.
Expression of the myeloid marker CD13 (aminopeptidase N) is associated with
faster apoptosis induction. In addition, curcumin causes concentration-dependent
glutathione level increase. Application of curcumin in vivo resulted in protection
against cisplatin-induced chromosomal aberrations (anticlastogenic effect). This
finding reveals curcumin as preferable partner for combinations with
antineoplastic agents in order to potentiate their activity and ameliorate the
adverse effects. There is a clear need for new curcumin formulations because of
its low bioavailability after oral intake. Cutaneous and intravesical curcumin
applications remain a possibility for successful clinical use of curcumin.

Keywords:Anticlastogenic effect ,Antineoplastic activity ,CTCL ,Curcumin
, Topical treatment

Pe3IOMe:I/I3pa3eHaTa TOKCHYHOCT Ha CbHICCTBYBAIIUTC TIIPOTUBOTYMOPHU
MCINKAMCHTH H HpO6J’IeM'bT C PC3UCTCHTHOCTTA KbM MHOXCCTBOOT TAX
CTUMYJIMpAT TBPCCHETO HAa HOBHU PACTUTCIHHW CBCAMHCHHA KAaTO IOTCHIHMAJIHH


https://www.researchgate.net/journal/Phytochemistry-Reviews-1572-980X

AHTUHEOTUTACTHYHU areHTU. EANH oT U3moyi3BaHUTe MOAXOH 32 UAeHTU(DUITIpaHe
Ha MEPCIIEKTUBHU KaHIUAAaTH ce OCHOBaBa Ha eTHo(apmakonorusTa. KypkyMuHbT
€ JKBJITUIT NMUTMEHT Ha KBPUTO U C€ HU3MOJI3Ba B TPAAUIMOHHATA WHJIUNCKA
MenunuHa. B pamkure Ha EC uma crtatyr Ha xpanutenHa chctaBka (E100) u
IPUCHCTBA B MHOTO XpaHuTenHu A06aBku. Toi e uzomupan ot Curcuma longa L. u
e gokianBaH kato uHxuOuTop Ha NF-kappa B u unaykrop Ha amomnro3a c
AHTUOKCHUJIAHTEH, MOHI>KABAII XOJIecTepoa, MPOTUBOBB3MAIUTEIICH,
aHTUTIApa3uTEH, aHTUOAKTEPUAJICH U MPOTUBOTYMOPEH NoTeHIMal. Jloka3zaHo e, ue
KYPKYMUHBT  YyNpaxHsBa I[IHUPOK CHEKTbP OT IUICHOTPONHHU  JAEUCTBUS,
BKJIIOUUTEIIHO AHTUTYMOpPEeH  e(eKT U MNpPOTEeKTHpa KOCTHHS MO3bK. Toi
MIPUTEKABA aHTUHEOIUIACTUYHA aKTUBHOCT B PA3JUYHM 3JIOKAYECTBEHU KJIETHUHU
JUHUM 1n Vitro, KaTo KoKeH T-KieThueH TuM(OM, OCTpa MUEIOU]IHA JEBKEMUS U
KapIMHOM Ha MUKo4YHUs Mexyp. [Ipu nuMmpoMHU ¥ JE€BKEMUYHU KIETHYHU JIMHUU
KYPKYMUHBT MHIYLIHpa aronTo3a 4Ype3 akTHBUPAHE Ha Kaclasza, pas3lelBaHE Ha
PARP u @parmenrauus nHa omuronykieosomna JIHK. Ekcnpecusara Ha
muenouguus mapkep CDI13 (amunonentumaza N) € cBbp3aHa C¢ 10-Obp3a
HMHJYKIUS Ha anonTo3a. B pombiiHeHHE, KypKYMUHBT IPUYMHSBA MOBUIIIABAHE HA
HUBOTO Ha TJIyTaTUOH B 3aBUCUMOCT OT KOHUEHTpauusTa. lIpunaraneto Ha
KYpKyMHUH In VIVO BOJM JIO 3alllUTa CPEeIly HWHAYIHPAaHU OT UUCIUIATHH
XpOMO30MHHU abepanuu (aHTUKIacToreHeH edekT). ToBa OTKpuUTHE pa3KpUBa
KYPKYMUHBT KaTO MPEANOYUTAH MAPTHHOP 32 KOMOWHAIIMM C aHTUHEOTUIACTUYHU
CpelncTBa, 3a Ja Ce TOTEHIMpa TsIXHATa AKTHUBHOCT W Jila Cce€ MOoJo0psT
HeOmaronpustaute epextu. Mma u3pazeHa HEOOXOIUMOCT OT HOBU (popmMu Ha
MPUWIOKEHUE HAa KYPKYMHUH TOpPAJd HUCKATa My OMOHAJIMYHOCT Clel NepopajeH
npueM. KoXHOTO W MHTPABE3UKATHOTO NPWIOKEHHE Ha KYpKYMHH OCTaBar
BB3MOKHOCT 32 HEroBaTa yCreliHa KJIMHUYHA ynoTpeoa.

KawuoBu aymm: AHTHKIACTOreHEH €QeKT, AHTHHEOIUIACTUYHA AaKTUBHOCT

,CTCL ,KypkymuH, JIokaHO JieueHne

I' 7.5 Abstract :Neuroendocrine tumors (NETS) of the thorax including bronchial
and thymic tumors belong to foregut NETs. Limited loco-regional thoracic NETs
can be resected with surgery, but in extensive metastatic disease the treatment is
mainly palliative. A high incidence and density of somatostatin receptors (SSTR2,
SSTR3, and SSTR5) are found in thoracic NETs. The purpose of this study was to
evaluate the role of SPECT-CT somatostatin receptor scintigraphy (SRS) with
99mTc-Tektrotyd for imaging, staging and follow up of patients with bronchial
and thymic neuroendocrine tumors. Forty-one patients with thoracic tumors with
neuroendocrine differentiation were studied. Sixty-eight examinations including
SPECT-CT studies of the neck and chest and/or abdomen and pelvis were carried
out 2-4 hrs. post i.v. administration of aver-age 740 MBq activity dose of 99mTc-



EDDA/HYNIC-TOC (Tektrotyd, Polatom). In all 41 investigated patients we
obtained 81.25% (13/16), 88% (22/25) and 85.36% (35/41) of sensitivity,
specificity and accuracy of this diagnostic approach, respectively. Somatostatin-
receptor scintigraphy correctly identified all primary NETs located in the lungs and
thymus. SPECT-CT studies with 99mTc-EDDA/HYNIC-TOC resulted in exact
pre-surgical and pre-treatment N/M staging of bronchial and thymic NETS, except
2 cases with multiple hepatic metastases and 1 with massive suprarenal metastasis.
It can be concluded that SPECT-CT with 99mTc-EDDA/HYNIC-TOC is a
valuable tool for staging and follow-up of patients with thoracic NETSs.

Keywords: 99mTc-EDDA/HYNIC-TOC; SPECT-CT; Thymic neuroendocrine
tumors; bronchial neuroendocrine tumors.

Pe3rome: HeBpoenaokpunuute tymopu (NETSs) Ha rpbaHus KOI, BKIOYUTEIHO
TYMOpPUTE Ha OpOHXUTE U TUMYyca, npuHauiexkar kbM NETS Ha npeaHoTo 4epBo.
Orpannuenute Joko-pervoHanHu TopakanHu NETs morar na Obnar jexkyBaHU
ONEpaTUBHO, HO IMpPH METACTaTUYHO 3a00JsBaHE JIEYCHUETO € MPEIUMHO
nanuatuBHO. Bucoka excrnpecuss Ha comaTtoctaTMHOBU peuentopu (SSTR2,
SSTR3 u SSTRS5) ce otkpusat B Topakanaute NETs. LlenTa Ha ToBa mpoy4BaHe €
na ce ouenu ponsta Ha SPECT-CT comaToctatuH-penenTopHara CHUHTUIpadus
(SRS) ¢ 99mTc-Tektrotyd 3a u3obpaszsBaHe, cTaaupaHe W MPOCIEAsSBaHE Ha
MalMEeHTH C HEBPOCHIOKPUHHU TyYMOpH Ha OpoHxHTe W TUMyca. M3ciensanu ca
YETUPHUJIECET U €UH MALMEHTH C TYMOPH Ha TPbJHMS KOILI C HEBPOECHIOKPHMHHA
mudepenuuanus. lllectnecer m oceM o00pa3sHM H3CHEABaHUS , BKIHOYUTEIHO
SPECT-CT na mmusTa ¥ rbpJuTe W/WIM KOpEeMa W Ta3a ca MpoBeacHH 2-4 daca
cien  1.v. mpujaraHe Ha cpenHa jno3za ot 740 MBq aktuBHOCT OT 99mTec-
EDDA/HYNIC-TOC (Tektrotyd, Polatom). Ilpu Bcuukure 41 wu3ciaeaBaHu
MAIMEHTH ToJTydnxMe choTBeTHO 81,25% (13/16), 88% (22/25) u 85,36% (35/41)
YYBCTBUTEIHOCT, CIIEU(PUYHOCT U TOYHOCT HA TO3U JUArHOCTUYEH MeTod. Upes
COMaTOCTATUH-PEIENTOPHATA CUUHTUTpaQuUsi C€ AMArHOCTUIMpaxa  BCUYKHU
nepBudH  NETSs, pasnonoxkenun B Oemure apoboBe u tumyca. SPECT-CT
npoyuBanust ¢ 99mTc-EDDA/HYNIC-TOC NOCIy’KHUXa 3a TOYHOTO
MpEAXUPYPruaHo U mpeaiedeOno N/M cramgupane Ha OpOHXMATHU W TUMYCHU
NETS, ¢ u3kiroueHue Ha 2 ciayyasi ¢ MHOXKECTBO YEpHOAPOOHU MeTacTazu U 1 ¢
MacHMBHM MeTacTa3u B HaaObOpernuTe. Moxke J1a ce HampaBH 3aKJIIOYEHHE, 4e



SPECT-CT ¢ 99mTc-EDDA/HYNIC-TOC e ueHeHn MeToj 3a CTaaupaHe H
IIpOCHeNsIBaHe HA nalueHTu ¢ Topakaiau NETs.

KawuoBu aymm: 99mTc-EDDA/HYNIC-TOC; SPECT-CT; HeBpoeHnokpruHHU
TYMOpPH Ha TUMYCa; OpOHXHATHU HEBPOCHIOKPUHHHA TyMOPH.

I' 7.6 JlexapcTBeHa Tepanus Ha paka U KapAUOTOKCUIHOCT
J-p boxxun PobGe,im

OOma meaunmaa — ISSN 1311-1817

IIpuera 3a neyar

P C3IOM€ZCT>Bp€M€HHI/IT€ noaxoau B JICHCHUCTO HA pakKa BOAAT [0 3HAYMUTCIHO
HO,Z[O6peHI/Ie B IIPCKUBACMOCTTA U KaYCCTBOTO HA KUBOT HaA oonnure.KaTo BakHa
HCXKCJIaHa JICKApCTBCHA PpCaKIu:A IIpH IMPUIO0KCHUCTO Ha HUTOCTATHYHATA M
TapreTHa TCpaiunsa ¢© IIposaBaTa Ha KapAUOTOKCHUYHOCT IIPHU HAKOH OT IMAIWMCHTUTC
Kopciimpaiiia € IIpujiIaranute CXCMH U HO-IIO6p0TO II03HaBaHC Ha MCXaHH3MHUTC Ha
BB3HHUKBAHCTO U € IIPCAIIOCTABKA 3a YCIICIIHOTO W OBJIAIsIBAHC.

KJ'IIO‘IOBI/I AyMU: KapIII/IOTOKCI/ILIHOCT, XUMHOTCPAIIWA, TAapr¢THA TCPaAIIu:A
CANCER DRUG THERAPY AND CARDIOTOXICITY
Bozhil Robev,MD,PhD

Summary: Modern approaches to cancer treatment lead to significant
improvements in the survival and quality of life of patients. As an important side
effect of cytostatic and targeted therapy is the manifestation of cardiotoxicity in
some patients correlated with the applied schemes and better knowledge of the
mechanisms of occurrence and is a prerequisite for successful and controlled.

Key words: Cardiotoxicity, chemotherapy, targeted therapy

I' 8.1 A lynoB,b.Po6eB,P.Nnuesa



Knonponat-0630p Ha ynotpe6ara My B IpeBeLUsATa HA KOCTHOTO MeTacTa3upaHe U
YCIIOKHEHUATA OT KOCTHU METAacTa3u MPH MALMEHTH C PaK Ha MJIEYHATa KJie3a

Crucanvie Ha BhIrapckoTo OHKOJIOTHYHO Apyx)ecTB0,2005,1,2,26-36
ISSN 2367-797X

Knonponar /Bonefos/ e He cwhappikamr a3or Oudochoyar. KOHTO HHXHOHpA
OCTEOKJIACTHATa aKTUBHOCT U OTTaM KOCTHATa Pe30pOuusi.

Kiogponar mmpoxo u3mons3Bad npu nanueHTu ¢ aBaHcupan PMOK u ce nonacs
nobpe. Ilpu mnammentn ¢ PMX Krnogponatr e eauncrBenust Oudccdonar
MoKa3Balll MOJAOOpEHHE Ha Tpe- JKUBIEMOCTTa W peAylupall 4yecToTara Ha
CKEJIETHO-CBBP- 3aHUTE CBHOUTHS B PaHIOMHU3UPAHU MYITHUEHTPUYHU IPOYyY-
BaHus. [lo-HaraTpmHMTE WM3cneaBaHMs Npu nauueHTH ¢ paHeH PMJK me ca
rapaHiys 3a MNOTBBPKIACHUETO Ha PE3YyJTAaTUTE U ONpPEACNIIHE HAa ONTHUMAIHOTO
OpOABDKEHUE Ha JIEUEHUETO, a Taka cbulo M eduxacHocTTa Ha Kiiogponar B
cpaBHeHue ¢ npyrute oudocdonaru Coiro taka Kiomponart e qoOpe u3BecTeH
oudocdonar. mokazan godpa eheKTUBHOCT BHPXY IPEBEHIMATa HAa KOCTHOTO
METACTa3upa- HE U MPEKUBIEMOCTTA HA MTALIMEHTKH € TbpBrUYeH PMOK

KirouoBu nymu:
KJIOJIPOHAT KOCTHH METACTa3M, CKEJIETHO-CBbP3aHU ChbOUTHUS

(Clodronaie disodium. Donefo(? IS @ non-nitrogen containing bisphosphonate
that inhibits osteoclast activity. and thereby inhibits bone resorption. Clodronale
has been extensively used in patients with advanced breast cancer, and is generally
well tolerated In patients with primary breast cancer Clodronale is currently the
only bisphosphonate shown to improve survival rates ana to reduce the incidence
of bone metastases in randomized controlled trials.Further trials is patients with
early breast cancer are warranted to confirm results to date and to determine the
optimal duration of treatment, as well as the efficacy of the drug compared with
other bisphosphonates. In the meantime, Clodronale is a well established
bisphosphonate which has shown beneficial effects in the prevention of bone
metastases and on survival in patients with primary breast cancer

I'8.2 K.JIlukoBa,b.PoGeB

MenuiuHCKUTEe  CHENUAIUCTH 1O  3JpaBHU TPUXKU B CHUCTEMara Ha
3npaBeona3BaHeTo 3a nepuoaa 2005-2016 r.

Comuanna menunuiaa,2018,2,2-5

ISSN 2603-3739



B wmakpopamkara Ha I[syiata 3JpaBHa CHCTEMAa,qOBEIIKHS MOTCHITMAT 3aeMa
Bojienio MsACTO.ChINECTBYBa OINpECICHA 3aBUCUMOCT MEXIY CTPYKTYPHUTE H
KauyeCTBCHUTA XapaKTCPHCTHKU Ha 3ApaBHHUS IEpCOHAN OT €IHa CTpaHa H
Pa3BUTHETO Ha 3JpaBHATa cucTeMa oT jApyra.Hacrosmoro m3ciensaHe oOXBaiia
BCUYKH OOpPHUYHU 3aBeJIeHUs/OO0JHULIN,IICHTPOBE ChC CTaIlMOHAp/,JIeueOHUTE
3aBCACHUS 33 M3BHHOOJHHWYHA  ITOMOII-MCIUIIMHCKH  IICHTPOBE,ICHTATHU
IIEHTPOBE,METMUKO-/ICHTATHUTE [IEHTPOBE,TMarHOCTUYHO-KOHCYJITATUBHUTE
IIEHTPOBE,CAMOCTOSITETHUTE ~ MEAWKO-IMATHOCTUYHH W MEIUKOTEXHUYECKU
nabopatopuu.JlaHHUTE 3a MEIUIMHCKUTE CHEIUATUCTHUIIO 3APAaBHH TPHXH TIO
BHJIOBE TIOKA3BAaTTCXHUS OpPOWM OTHOCHUTENICH ASUI B OOIIMS OpOM,KBJICTO € Haid-
roJisM JIeIBT Ha MEIUIMHCKUTE CECTPU.IIOKA3aTEIIUTE 3a OCHUTYPEHOCTTa ¢
MEIUIIMHCKA  CECTpM 3a IIO-TOJIAM  TEPHOJINOKa3BaT Jo0pe  Hu3pas3eHa
nuHaMuKa.BakeH mokaszaTena 3a ChCTOSHHUETO W PA3BUTHETO HA MEIUITMHCKUS
MIePCOHAJT ChOTHOIICHUETO Jiekapu/cecTpu.To3u okasaresn € OT 3HaYeHHE,KaKTo 32
oOeMa,Taka M 3a Ka4eCTBOTO Ha M3BBPIIIBaHATA MEIUIIMHCKA JCHHOCT B JICUCOHUTE
3aBeCHU.

In the macro framework of the whole health system, human potential occupies a
leading place. There is a certain relationship between the structural and qualitative
characteristics of health staff on the one hand and the development of the health
system on the other. outpatient facilities - medical centers, dental centers, medical
and dental centers, diagnostic and consulting centers, independent medical
diagnostic and medical laboratories. Data on medical professionals in health care
by type The share of nurses. Indicators of insurance with nurses for a longer period
show well-defined dynamics. An important indicator of the condition and
development of medical staff is the ratio of doctors / nurses. This indicator is
important for both volume and quality of medical activity in medical
establishments.

I'8.3 JI-p boxxun Po6eB MsicToTo u possita Ha GU3HMUHUATE METOJIM B IpoIieca Ha

JMarHOCTUIIMpaHEe paka Ha Oeyus 1poo

PaxbT Ha Oenus npod e Hali-uecTaTta MPUYMHA 32 CMBPT OT BCUYKH OHKOJIOTHUHU
3a00/5IBaHMsS B CBETOBEH Malad,KaTo TEHJCHIMATA € 3a IOBUIICHUE HAa
3a00JIeBaeMOCTTa M TOAMIIAJsABaHe Ha 3a0osBaHeTo.Haii-uecTus ermosiornycH
(akTOp € TIOTIOHOIYIIIEHETO,CICABAHO OT 3aMbPCSIBAHUS Ha Bb3IyXa,XpOHHUHHU
oenoapoOHu HHGEKITUN U .



du3nyHUTEe METOIM Ca HEOTMEHUMA YacT 3a JUArHOCTUIIUPaHe Ha 3a00JsIBaHETO-
OT KOHBEHITMOHAJIHATA pPEHTTeHOTrpadusi Ha TPHIHUS KOII 3a IThPBOHAYATHA
opueHntupoBbuHa auartoza u ObC 3a nonyuyaBaHe Ha MaTepuan 3a OUOTMCHS Tpe3
KT u no3utrpoHHO-eMHCHOHHATa ToMorpadus 3a cTaJupaHe Ha 3a00JIIBaHETO U
npocneasiBaHe Ha edekra oT jedeHuero,no SIMP Ha MO3bUHHMTE CTPYKTYpH 3a
YCTaHOBSIBAHE €KCTEH3UsATA HA 3a00JISIBAHETO B ITHC.

KirouoBu nymm: Pak nHa Genusi npo6,KommiorspHa Tomorpadus,IlozutponHo-
€MUCHOHHA ToMOorpadusi, MarHuTHO-pe30HaHCHA TOMOTpadusl.

Bozhil Robev The place and role of physical methods in the process of diagnosing
lung cancer

Lung cancer is the most common cause of death from all cancers worldwide, with
a tendency to increase morbidity and rejuvenate the disease. The most common
ethiological factor is smoking, followed by air pollution, chronic lung infections,
etc. . Physical methods are an integral part of diagnosing the disease - from
conventional chest radiography for initial guidance diagnosis and FBS for
obtaining biopsy material through CT and positron emission tomography to stage
the disease and monitor the effect of treatment, to MRI. structures to establish the
extension of the disease in the CNS.

Key words: Lung cancer, Computed tomography, Positron emission tomography,
Magnetic resonance imaging.

I'8.4 C.Cepruena, I.MuxaiinoBa, A.®akuposa, b.Po6es

Kmuanano mnpunoxenne wa SPECT-CT npum meamactuHamam W OemoapoOHH
TyMOpH

PE3IOME

[Ipunaranute paguodapMaleBTUIIM B CTaHAAPTHATA HyKJIe€apHAa MEIWIMHA IPH
O0OJTHM C MEAMACTHHAIIHU M OeloApoOHM TymMOpu ca AoOpe MO3HATU OTKPUTHU
M3TOYHUIY Ha HOHM3MPAIM JTbYCHHS, CMHTHPAIlM CHOTBETHO rama-(pOTOHHM
YacTHIM: TyMOPOTPOIIHUTE KAaTHOHHM KoMmmuiekcu °°™Tc-Sestamibi/Tetrofosmin
(MIBI/TF); paamoMapKupaHu cOMaTOCTaTHHOBU aHanmosu 11/%MTc-Tektrotyd;
ocreoTponHn (QocdaTHu KommumkcH P"Tc-MDP wu 1.H. MHTeH3uMBHOCTTA Ha



HATpyIBaHE Ha PA3IUYHUTE PATUOMApKEpU  3aBUCH OT KPBBOOPOCSIBAHETO U
TAXHOTO (U3MOJOTUYHO OuopasmpezaeneHue, npoirdepaTHBHATaA aKTUBHOCT Ha
TYMOPHUTE KJIETKH, KUCIOPOAHATA KOHCYMallusl, pEIeNTOPEH CTaTyC | Jp.

Boeexxnanero Ha chBpemennute xubOpunnu SPECT-CT kamepu B KJIMHUYHATA
npakTuka npe3 nocueanute 10 roquau mogo0pyu B 3HAYUTENIHA CTENEH Ka4eCTBOTO
Ha tutanapuute U SPECT cuunTHrpadcku n1300pakeHusl.

Hyxneapnomenuuuuckata vact ot xuOpunaute  SPECT-CT oOpa3su [naBa
uHpopManus 3a (yHKIMOHATHATA AKTUBHOCT Ha IMbPBUYHMSI HEOIJIa3MEH MPOIIEC
B Oenus Opo0 WM MeAMACTHUHYMa M BTOPUYHUTE METACTaTUYHU JIE3UM, JOKATO
koMmmoTbpTomMorpadckoro (KT) uzobpaxenue € HeoOXOAMMO 3a ONpenesisiHe
aHATOMUYHMS CyOCTpaT Ha CIUHTUTPA(PCKU BU3yaIM3UPAHUTE ,,[OPEIINA’ OTHUIIA.
SPECT-CT wuscneaBaHusiTa HaMHUpaT pPa3IWYHO KIMHUYHO NPUIIOKEHUE TIpU
MEUACTUHAIHUTE U 0€I0IpOOHU TYMOPHU

KarouoBu nymm: Kapruaom Ha Oenmust npo6, meamactuHaimHu tymopu, SPECT-
CT, ®™Tc-Tektrotyd, *°"Tc-MIBI/TF; ®™Tc-MDP

ABSTRACT

Radiopharmaceuticals used in standard nuclear medicine for patients with lung and
mediastinal tumors are well known sources of ionizing radiation, emitating
gamma-photon particles: tumorotroponin cationic complexes suchas *MTc-
Sestamibi/  Tetrofosmin (MIBI/TF) ; radiolabelled somatostatin analogues !In-
Ocrteoscan/*®*™Tc-Tektrotyd; ®™Tc-MDP; and etc. The intensive tracer uptake of
the different radiopharmaceuticals depends on the blood perfusion and their
biodistribution, the proliferative activity of the tumor cells, the oxygen
consumption, receptor status, and other factors of different tumors. The
introduction of the modern SPECT-CT camera to the clinical practice in the past
10 years dramatically improved the quality of the planer and SPECT images.

The nuclear medical part of the hybrid SPECT-CT images gives information for
the functional activity of the primary neoplastic process of the lung and the
secondary metastatic lesions, while the CT image is needed for determining the
anatomical subtract of the visualized fromthe scintigraphy "hot"
lesions. The SPECT-CT exams find a different clinical value in lung and
mediastinal tumors.



Key words: Lung cancer, mediastinal tumors, SPECT-CT, %MTc-
Tektrotyd, ®™Tc-MIBI/TF; ®*"Tc-MDP

I'8.5 boxwun Po6es,Kanun [Tanounen,Const CeprueBa

I{I/IaI‘HOCTI/I‘{HH U TCPAIICBTUYHU HpO6JI€MI/I IIpu CbBPCMCHHATA UMYHOTCPpAIIWA Ha
31I0Ka4ECTBEHUTE 3200 IIBaHUS

Hayka nynmonorus 2021,3,33-37,ISSN 1312-8302

Pe3rome:limynnaure check-point waxubutopu (ICI), BrirouBamuy OJOKepH Ha
IUTOTOKCUYHUS T-numpouuren anturen 4 (CTL A-4), peuentopa Ha
nporpamupanata kietrbuHa cmbpT | (PD-1) m nurann 1 Ha penenropa Ha
nporpamupanata kieTbuHa cMbpT (PD-L1) antuTena, ca Hali-rojieMusi HanpeIbK
B JICUCHUETO HA paka IMpe3 MOCIECTHOTO JECETUIIETHE,KaTO BCE-TI0 MIMPOK CTaBa
CIEKTBHPHT OT MHAMKALMHWTE UM 3a MpUiiokeHue.JleyeHnero ¢ Te3u mpemnapaTtu €
OpUYMHA 33 MOsSBaTa HAa HOBHU IMPEIW3BUKATEICTBA IMPHU IMPOCIEASIBAHETO Ha
edekTa OT JICUEHUETO C ONMMCBaHE Ha ()EHOMEHA ICEBIONPOrpecus M MOosiBaTa Ha
HOB KJIaC OT HEXeJaHH JiekapcTBeHu peakuuu- umynau HJIP (irAE), kouto gecto
C€ pa3nuMyaBaT 3HAYUTEIHO OT KJIaCM4YecKara TOKCUYHOCT, CBBbpP3aHa C
XUMHUOTEpanusTa.

Summary:Immune check-point inhibitors (ICIs) including blockers of cytotoxic
T-lymphocyte antigen 4 (CTL A-4), programmed cell death receptor 1 (PD-1) and
ligand 1 of programmed cell death receptor (PD-L1) antibodies are the greatest
advances in cancer treatment in the last decade, with a wider range of indications
for their use. Treatment with these drugs is the reason for the emergence of new
challenges in monitoring the effect of treatment by describing the phenomenon of
pseudoprogression. and the emergence of a new class of adverse reactions -
immune ADRs (irAE), which often differ significantly from the classic toxicity
associated with chemotherapy.

I'8.6 boxxun Pobes,Kanun [Tanounes,Cons CeprueBa

[lceBmomporpecusi mpu KapuWHOM Ha Oenusi ApoO JIeKyBaH C UMYyHOTepanus -
Knnanyen cnyyai

Hayxka nmynmonorus 2021,4 ISSN 1312-8302

Pesrome:lImynnure check-point-uaxuburopu EICI BKnquBamH OnoKepuTe Ha
IUTOTOKCUYHUS  T-TUMQPOIMTEH aHTUTCH CTL A-4 perenTopa Ha



nporpamupanara kiuerbuHa cMbpT 1 (PD-1) u ymramn 1 Ha penenropa Ha
mporpamupanara kiaetrbuda cMBpPT (PD-L1 )-amturena, ca Hal-TOJeMHST
HaIlpeAbK B JICUCHMETO Ha paka IIpe3 MOCJIECAHOTO JeceTuieTrue, kato Bce mo-
IIUPOK cTaBa CHEKTHPBT OT UHIUKAIMUTE UM 32 MPUIIOKEHHE. XapaKTepeH
(heHOMEH IPH JIEUEHUETO ¢ TAX € nceBmomnporpecusTa, KoaTo ce AeduHupa KaTo
nmbpBoHavaaHO yBenMuYaBaHE Ha pa3sMmepa Ha Tymopa B xoja Ha JICUEHHUETO -
pe3yaTar oT o0OCTpeHa MH(WITpalUs HAa UMyHHHM KIETKH B TymMopHOTO JOXKe,
KakTo ¢ B onucanus KIMHUYCH CIIydai.

KirouoBu JTyMU: check-point-uaxubutopu,0e10apodeH
paK,IceBAONPOrpecus

Summar Immune checkPomt inhibitors (ICIs), including blockers of cytotoxic
T-ly mphofyte antigen 4 (CTL A-4), programmed cell death receptor 1 (PD-1) and
ligand 1 of programmed ceII death receptor (PD- LlP]) -antibodies are the greatest
advances in cancer treatment in the last decade, with ‘a wider range of indications
for their use, A characteristic phenomenon in their treatment is pseudoprogressmn
which is defined as the initial increase in tumor size during treatment - the result of
exacerbated infiltration of immune cells in the tumor bed, as in the described
clinical case. Key words: check-point inhibitors, lung cancer, pseudoprogression

I'8.7 boxun PobeB Hacoku B 1e4eOHOTO XpaHEHE MTPU paKoBa KaXeKCUs

M]I/Menukan paitmxect/ opoit 5 ,2021 r

ISSN 1312-4471
Hacoku B 1€e4e0HOTO XpaHEeHEe P PAKOBA KaXeKCHUs

boxun PoGes

PakoBaTa kaxekcus € MporpecuBHa 3aryba Ha TeJecHaTa Maca Bb3HUKBAIIA B X0/1a
Ha OHKOJIOTUYHUTE 3a00/siBaHMA.TSA € npuurHa 3a cMmbpT npu 20-50% ot
OHKOJIOTMYHO OOJHUTE. XPaHEHETO,CIIEHUaaIHO pa3padOTeHO 3a KOPEKIus Ha
XapaKTepHUTE METAOOJUTHHU MPOMEHHU MPUUYMHEHHU OT HEs € Hail-1o0pus Moaxo/1 3a
IPEOIOJISIBAHETO H.

[IpuembT Ha XpaHU ,00TaTH HA OMera-3 MacTHU KHUCEJIMHU HaMajsiBaT CUHTE3aTa U
CEeKpelMsiTa Ha UUTOKMHM HMalld OCHOBHAa poOJsi 32 BbB3HUKBAHETO U
IPOrPECUPAHETO HA PaKoBaTa KaXxEKCHsl.

KurouoBu nymu: PakoBa kaxekcus, JeueOHO XpaHeHe,0Mera-3 MaCTHU KUCEIUHH.
Guidelines for therapeutic nutrition in cancer cachexia

Bozhil Robev



Cancer cachexia is a progressive loss of body weight that occurs during cancer. It
Is the cause of death in 20-50% of cancer patients. Nutrition specifically designed
to correct the characteristic metabolic changes caused by it is the best approach to
overcome and. Eating foods rich in omega-3 fatty acids reduces the synthesis and
secretion of cytokines that play a key role in the occurrence and progression of
cancer cachexia.

Key words: Cancer cachexia, therapeutic nutrition, omega-3 fatty acids.

I'8.8 boxxun Po6eB PIK3 naxubutropure B XOpMOHAJIHATa Tepamus MpH pak Ha
MJIEYHATa XKJe3a

Hayxka dapmaxonorus 2022,1 ISSN 1314-2672

[Tpubnuzutenno 70% OT MHBA3MBHUTE BUJIOBE PaK Ha r'bpAaTa ca XOPMOHAIHO
MO3WTUBHU. Jlucperynamnusara Ha CUTHAIHHUS BT Ha (HOCHOMHO3UTHA 3-KHMHA3A
(PI3K) e mHKpuMuHHMpaHa B TyMOpOT€HE€3aTa, Iporpecusita Ha 3a00JIIBaHETO U
Pa3BUTHETO HA PE3UCTEHTHOCT KBbM HACTOSAIIWTE XOPMOHAJIHHM TEpanuu IpHU
NalMeHTH C pak Ha Tbpjata. B Tasu cratus ce pasriexiaa (QyHKIusATa Ha
dochounozutug 3-kmHaza (PI3K)/AKT/mTOR  mbT U pa3iuyHUTE KJIACOBE
MHXUOUTOPH, KOUTO ca pa3pabOTEHH 3a MHXUOMPAHETO My TMpU JICYEHUE Ha
XOPMOHAJIHO TO3UTUBEH paKk Ha I'bpJaTa.

KintouoBu nmymu:xopmonono3utuBeH pak Ha repaara, (PI3K)/AKT/mTOR nsbr,
annenu3uo

Approximately 70% of invasive breast cancers are hormonally positive.
Phosphoinositide 3-kinase (PI3K) signaling dysregulation is involved in
tumorigenesis, disease progression, and the development of resistance to current
hormone therapies in breast cancer patients. This article discusses the function of
the phosphoinositide 3-kinase (PI3K) / AKT / mTOR pathway and the different
classes of inhibitors that have been developed to inhibit it in the treatment of
hormone-positive breast cancer.

Key words: hormone-positive breast cancer, (PI3K) / AKT / mTOR pathway,
alpelizib

I' 8.9 boxun Po6es,Const CeprueBa XunepceHCUTUBHU PEAKIIMN B OHKOJIOTHATA



Anepruu,XunepceH3uTUBHOCT,acT™Ma,0p.2,202 1
ISSN 13121804

Pesrome

MenuKaMEeHTO3HOTO  JICUEHHE  Ha  3JI0KAYECTBEHUTE  TYMOPH  BKJIKOYBA
ciegHute 4 BUAA JIEKAPCTBEHM TMpenapartu: [UTOCTaTUIM, XOPMOHH, Tap-
F€THXU  areHTH W UMYHOMOJYJATOpU.  XWUIEPCEH3UTHBHATA  PEAKIUS
(XCP),napuuana ol1ie ajeprudHa peakiys Wik peakiys Ha CBPbXYyBCTBUTEIHOCT,
€ CBPBXAKTUBEH WJIM HENPABUIHO HACOYEH MMYHEH OTrOBOpP, KOWTO BOJAMU O
JIOKAJIHO YBPEXKJAHE Ha THhKAHUTE WM MPOMEHU B TSJIOTO B OTTOBOP HAa UYXKIO
BelIeCTBO. Te3u peakmuu MoraT Ja ObJaT MPUYMHEHH OT MHOTO (HaKToOpH,
BKJIIOUMUTEIIHO OT MEIUKAMEHTUTE, NPWIaraHu B OHKOJOTMYHATA MpakThka. Taka
Hamp. TuiaTMHOBUTE Komiuiekcu /KapOormarun, [ucnmatun/ OOGUMKHOBEHO
npeau3BuksaT il [ IgE-mMenuupann XCP, cBbp3aHN ¢ MHOTOKPaTHO M3JIaraHe Ha
areHTa. XWIEPCEH3UTHUBHUTE pPEAKUIMH KbM TaKCaHU ca ICEBA0ATEPTrUYHU
/anadunaktounu/, He ce wmeauupar ot IgE, BeposTHO moOpamu AUPEKTHO
ocBOOOXK/IaBaHE Ha MEIMATOPHM HAa MACTOIMTH KaTO XWCTaMMH U TpPUITa3a.
Cumnromure Ha XCP cien
nedyeHue ¢ L-acnmaparuHasata mpwinyaT Ha CBPBXUYBCTBUTEIHOCT OT TuIl I, Kato
Haif-uecTu ca ypTukapusi, oOpuB, KOpeMHa OoOJiKa, TpecKa, 3a4epBsiBaHE, PSJKO
MOTaT J1a ce MOSBIT OpOHXOCMa3bM, XUNOTOHMS. MIMyHOTEepanusiTa ce mosiBU KaTo
HOBa ajJTepHATHBa 3a JICUCHHE Ha pak. B mpakTukaTta MMa BHEIPEHU HAKOJIKO
npernapaTa-MOHOKJIOHATHN aHTUTENa YCWIBAIIM UMYHHUS OTTOBOP Ha OpraHU3Ma
KbM TyMOpa 4upe3 MojyJupane Ha T KJIeTbuHHUS UMYHUTET. Te3u JiekapcTBa UMaT
Hucka 4ectora Ha XCP u mnoBedeTo OT TAX Ca JIEKKM [0 YMEpPEHH.
[loBenennero  mpu  MEAMKAMEHTO3HO  WHAYUHMPAHU  XHUIEPCEH3UTHUBHU
peaKkuu B OHKOJIOTHUSITAa N3UCKBA KOMIIJIEKCEH MOJXO0/ Ha MOATrOTOBKA, TEpanus 1
pocieasiBaHe CbOoOpa3HO ChBPEMEHHUTE MPENoOpbku Ha EBporeiickoTo 0011ecTBO
o MEUITMHCKA OHKOJIOTHSI /ESMO/.
KuarwuoBu AyMHU: 3/10Ka4eCTBEHU TyMODH, MPOTUBOTYMOpPHA
Teparnus, XUIEepCeH3UTUBHU PEAKIINH, JICUCHHE

Summary

Medical treatment of malignant tumors includes the following 4 types
of medicaments: cytostatics, hormones, target agents, and immunomodulators.
Hypersensitive reaction (HSP), also called the allergic reaction or hypersensitivity
reaction, is an overactive or improperly directed immune response that leads to
local damage to tissues or changes in the body in response to a foreign substance.
These reactions may be caused by many factors, including the medicaments used



in oncological practice. Platinum complexes /carboplatin, and cisplatin/ usually
cause type | IgE-mediated HSP associated with repeated exposure to the agent.
Hypersensitive reactions to taxanes are pseudo-allergic / anaphylactoid / not
mediated by IgE, probably due to the direct release of mastocyte mediators such as
histamine and tryptase. Symptoms of HSP after treatment with L-asparaginase
resemble a type hypersensitivity, with the most common urticaria, rash,abdominal
pain, fever, redness, rarely bronchospasm, hypotension may occur. Immunotherapy
appeared as a new alternative to treating cancer.
In practice, there are several drug preparations - monoclonal antibodies
enhancing the body’s immune response to the tumor by modulation of T
cell immunity. These medicines have a low frequency of HSP and most of them
are light to moderate.
The management of medical-induced hypersensitive reactions in on-
cology requires a comprehensive approach to preparation, therapy, and
monitoring according to the modern recommendations of the European
medical community / ESMO /.
Keywords:  Malignant  tumors,  antitumor  therapy,  hypersensitivity
reactions, treatment
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Aims: The combined application of baseline whole-body bone scan (WBBS),
followed by more specific techniques such as SPECT-CT fusion is an advanced
approach  for the diagnosis, differential diagnosis and staging of
osseous metastases. The purpose of this work was to assess SPECT-CT images in
diagnosis of  suspected bone metastases in patients  with
oncological diseases.

Methods :This study included 89 patients (54 females, 35 males aged 18-92 yrs)
with different types of tumours. All patients underwent routine WBBS with
99MmTc-MDP as well as target SPECT-CT imaging using a double-headed SPECT-

CT camera coupled with a 2-slice CT scanner.
Results: The skeletal findings with previously uncertain character were classified
as definitely benign, indeterminate or definitely malignant.

These included: 1) 33% benign degenerative lesions, 2) 28% single osseous


https://www.bibliomed.org/?jtt=2221-0288

metastases,3) 10% direct bone infiltration, 4) 15% cold or osteolyticbonelesions5)
12% mixed type lesions and 6) 2% single extraosseous lesions.
Conclusion: The most important clinical application of bone SPECT-CT imaging
is for differential diagnosis between degenerative and metastatic foci with
abnormal tracer uptake and similar scintigraphic appearance on the WBBS.
Key words: SPECT-CT, whole-body bone scan, bone metastases
Hean:KomMOMHNPaHOTO TPHIOKEHUE Ha IIeJIOTEJeCHaTa KOCTHA cuuTurpadus
(WBBS), nocneasano ot no-cnenuduynu texHuku karo SPECT-CT ¢y3us e
YCHBBPIIEHCTBAH MOAXO0/ 33 AUArHOCTUKA, TUudepeHIInaiHa 1MarHo3a u CTaaupane
Ha KOCTHHU Meractasu. llenta Ha ToBa mpoyuBane ¢ na ce omeHu SPECT-CT
M300paKeHHsI MPU IUAarHOCTUIIMPAHE HA MPEANOJIaraéMyu KOCTHU METAacTa3u Mpu
MalMEHTH C OHKOJIOTUYHHU 3a00JI5IBaHHUS.

Metoau: ToBa npoyuBane BkitouBa 89 nanueHTu (54 sxeHu, 35 MbKe Ha Bb3pacT
18-92 roauHM) ¢ pa3nTUYHMA BUIOBE TyMOPH. BCHUkM ManeHTH ca MoAJIOKEeHN Ha
pyruaia WBBS ¢ 99mTc-MDP, kakto u tapretin SPECT-CT wuzoOpaxkeHus c
nomomra Ha nasynerektopHa SPECT-CT kamepa, cpuerana c¢ asycpe3oB CT
CKEHep.

Pesyararu: CkeneTHUTE HAxOJKM C HECUTYpPEH Npelud TOoBa Xxapakrep Osxa
KJIacu(UIMpaHd KaTo OINpPEeNIeHO JTO0OpOKAYeCTBEHU, HEOMPENeCHn WU
ompeneneHo 3liokayecTBeHH. Te BkmouBar: 1) 33%  moOpokauecTBeHU
JiereHepaTuBHU Je3ud, 2) 28% enuHudHu KOcTHU Mmeractasu, 3) 10% nupextHa
kocTHa uHmITpanus, 4) 15% cTyneHu win oCTEOTUTUYHHU KOCTHU Jie3uu 5) 12%
JIE3UU OT CMECEH TUIl U 6) 2% eANHUYHU EKCTPAKOCTHU JIE3HH.

3akiaovyenue: Hail-BaxxHoTo kimHWYHO mpmiokenne Ha koctHata SPECT-CT
oOpa3Ha JuUarHocTuka € 3a AudepeHIiraiHa JuarHo3a MeXay JereHepaTuBHU U
METAaCTaTUYHU OTHMINA C aO0HOPMHO TMOIIBLIAHE Ha Mapkepa W MOoJ00eH
cuuHTUurpadceku Bug Ha WBBS.

KmouoBu paymu: SPECT-CT, uenorenecHa KOCTHa CHUHTUIpadusi, KOCTHU
MeTacTaszu

I'8.11 b. Po6er Cunnpom Ha Schwarz-Bartter u npeOHOKIeThUEH OenoapoOeH
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Pe3rome: Cunapoma Ha IlIBapi-baprep /Schwartz-Bartter syndrome/,cunapom Ha
HeaJleKBaTHaTa  CeKpeluss  Ha  aHTuauypetudeH  xopmoH/SIADH/ e
MapaHeoIUIaCTUYeH CHUHAPOM ,Haii-uecTo HaOMIoAaH NpHU JApeOHOKIECTHYHUS
6enoapoo6en kapruHoMm/SCLC/.B HacTosmusaT 0030p ca MpeICTABEeHH €TUOJIOTUSATA



¥ MATOPHU3UOJIOTUYHUTE MEXAHU3MHU Ha KIMHUYHOTO MY IpPOSIBIEHHE,a CHUIO U
ChbBPEMEHHUTE AITOPUTMH 32 JICYEHUETO MY.

KmarouoBu aymm. Cunapom Ha IlIBapu-baprep, apeOHOKIeThUeH OenoapoOeH
kapuuaoM/SCLC/,mapaneoria3us, XUIIOHATPUEMUS

Summary: Schwartz-Bartter syndrome, SIADH syndrome is a paraneoplastic
syndrome most commonly seen in small cell lung cancer (SCLC). The present
review presents the etiologies and pathologies its clinical manifestation, as well as
modern algorithms for its treatment

Key words: Schwarz-Barter syndrome, small cell lung cancer (SCLC),
paraneoplasia, hyponatremia
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Knuanuno mpunoxenue Ha SPECT-CT ¢ 99mTc-PSMA npu namueHTd ¢
penuauBUpall pak Ha rmpocrarara
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BbBenenue: PaxkbT Ha mpocTaTrata € HAW-YECTO CPELIAHOTO 3JIOKAYECTBEHO
3abomnsiBaHe mpu Mbkere B EBpomna. EquH OT BakHHMTE KIMHUYHH TPOOJIEMU €
PAaHHOTO OTKpHUBaHE W BHU3yaJIM3UpPAaHE Ha PEUUJMBH CJE€J paJuKaIHA
IPOCTATEKTOMHUSI, JbUETEPANUS WIM JIPYro PagUKAIHO JIOKAIHO JIEYEHHUE, MpHU
HarueHTH cbe croitHocTH Ha PSA Hazn 0,2 ng/ml. C BpBex1aHeTO HAa MOJICKYJIAPHH
BHCOKOYYBCTBUTEIHU OOpa3HU METOJW Clell MPWIOKEHUE Ha paguoMapKUpaH
npoctaTHo-cneruduuen MemOpaneH antureH (PSMA), craHa BB3MOXHO
OTKPUBAHETO HAa paHHU (YHKIMOHAIHU MPOMEHH, CBHP3aHU C Pa3BUTHETO HA
MeTacTaTU4YeH MPOIleC MPU TOBa 3a0osiBaHe, Mpu HeratuBeH pesynrar ot KT wm
MRT. 99mTc-PSMA e HOB paanodapMaiieBTHK, MPEACTaBISIBAI] MaTbK JUTaH]I,
CBBP3BAIll ce Cc AKTUBHOTO AAPO Ha PSMA.



Ilen Ha HameTo mMpoy4yBaHe Oelie /1a ce orleHu KauHu4IHaTa poist Ha 99mTc-PSMA
3a u300pa3sBaHe Ha JIOKAJICH PEUUANB W/WIM JIOKO-PETHUOHAIHW M JaJICYHH
METacTa3yu MpHU MAIMEHTH C pEUUIUBUpAl] pak Ha MpocTarara U OMOXMMHUYHA
nporpecus Ha 3a00J15IBAHETO.
Marepuan u Meroau: beimie u3cinenBaHa koxopra oT 36 NMAaNMEHTH C PaK Ha
npocTaraTta ¢ YCTaHOBEHHU JIaDOpATOpPHHU JAaHHU 32 OMOXMMHUYHA MpOrpecHsiTa Ha
3a00JIIBAHETO - MOBUIIIABAaHE HAa CEpyMHATa CTOMHOCT Ha TyMOpHHs Mapkep PSA u
HETOBOTO V/ABOsIBaHE B pamkure Ha 6 wmecema. [lpm 3/36 or manueHTute
MPOCTATHUSA aJCHOKAPIMHOM € OTKPUT MHIIMACHTHO B PE3EKIMOHEH MaTepuall
cien U3BBPILICHA
TpaHCypeTpaJIHa pe3eKuus Ha mpoctatata. [Ipu Te3n malueHTH Karo Teparus
Oemie TPOBEXKIAHO XOPMOHAJTHO U IUTOPEAYKTUBHO JbueneudeHue. llpu
ocraHanure 33/36 MalMEeHTH MPOCTATHUAT KapIUHOM € JAMArHOCTUIIMpaH Clel
m3BbpiIeHa cuctematnyHa win MRI/US fusion npocratHa Ouoncus. [lpu Tiax e
ouIo IPOBEJICHO paguKaIHO JIeYeHUe Ha I'bPBUYHUS pax.
Pesynratu: [Ipu Bcuuku T€3u NauMeHTH Oellle MPOBEAEHO LIEJIOTEIECHO CKaHUPAHE
¢ nocnengamo npunenHo SPECT-CT uscnenane, 1-3 yaca ciel ”HTPaBEHO3HO
npuioxkenne Ha 99mTc-PSMA. UyscrBurennoctra Ha u3ciensaneto SPECT-CT
¢ 99mTc PSMA 3a uzo0pa3siBaHe Ha pEeHUAMBUPAIL paK Ha mpocTaTtaTta mnpu 36
npocneaeHu narueHT e 84,37% (27/32), cneuuduanoct - 100% (4/4) u TouHocT -
86,11% (31 /36).
3akiouenue: 3a kuHUYHOTO NIpuioxeHue Ha 99mTc-PSMA SPECT-CT moxem
na o000ImMM, Y€ TO3M METOJ Hamupa Hal-rosiMO KJIMHUYHO NPWIOKEHUE 32
paHHAa JWMarHOCTMKAa Ha PEUUANBUpAIIO 3a00JisIBAaHE MPU MAUMEHTH C paK Ha
nmpocrarata U OMOXUMHYHA MPOTpecusi, pu HUBa Ha cepymHust PSA>0,50 ng/ml, ¢
OTJIe]] ONpE/ENIsIHE Ha MEPCOHAIM3UPAHO JICYEHUE 3a BCEKU OTHAEJICH MalUMEHT.
KnrouoBn nymu: IIpocraren kapumHoMm, PenuaMBuB Ha IPOCTATEH KapLHUHOM,
SPECT-CT, 99mTc-PSMA
ABSTRACT

Introduction: Prostate cancer is the most common malignancy in men in Europe.
One of the important clinical problems is the early detection and visualization of
recurrence after radical prostatectomy, radiation therapy or other radical topical
treatment, in patients with PSA values above 0.2 ng/ml. With the introduction of
molecular highly sensitive imaging methods after administration of radiolabeled
prostate-specific membrane antigen (PSMA), it became possible to detect early



functional changes associated with the development of a metastatic process in this
disease, with a negative CT or MRI result. 99mTc-PSMA is a new
radiopharmaceutical and is a small ligand that binds to the active
core of PSMA. The aim of our study was to evaluate the clinical role of 99mTc-
PSMA in imaging local recurrence and/or loco-regional and distant metastases in
patients with recurrent prostate cancer and biochemical disease progression.
Material and methods: A cohort of 36 prostate cancer patients was evaluated with
established laboratory data for biochemical progression of the disease - increase in
the serum value of the tumor marker PSA and its doubling time within 6 months.
In 3/36 of the patients, prostate adenocarcinoma was accidentally detected after
transurethral resection of the prostate. Hormonal and cytoreductive radiotherapy
was performed in these patients as a therapy. The remaining 33/36 patients
underwent radical treatment of primary cancer after a systematic or MRI/US fusion
prostate biopsy.
Results: All of these patients underwent a whole body scan followed by a targeted
SPECT-CT study, 1-3 hours after intravenous administration of 99mTc-PSMA.
The sensitivity of the SPECT-CT test with 99mTc-PSMA for the detection of
recurrent prostate cancer in 36 followed patients was 84.37% (27/32), specificity -
100% (4/4) and accuracy - 86.11% 31/36).
Conclusion: For the clinical application of 99mTc-PSMA SPECT-CT we can
summarize that this method finds the greatest clinical application for early
diagnosis of recurrent disease in patients with prostate cancer and biochemical
progression, at serum PSA levels >0.50 ng / ml, in order to determine a
personalized treatment for each individual patient.
Key words: Prostate cancer, recurrent prostate cancer, 99mTc-PSMA, SPECT-CT
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Bupycstr SARS-CoV-2, npuumnuten Ha mnangemusita ot COVID-19.e
peructpupan 3a mepBu BT Ha 08.03.2020 r B bowarapus.Madexktupann kbM
MomeHTa ca 1 111 256 nymm,a cmbpTHUTE ciiydau ca 34 352.Bbnpexku HaydHUTE
TaHHU 3a To-Texkko mportudane Ha COVID-19 mpu OHKOJIOTMYHO OOJIHHUTE,IPH
HamuTe OOJIHU ce HabJto/1aBa Mo-JIeKO MPOTHYAHE Ha 3a00JISIBAHETO.MPEACTaBIME
KJIMHUYEH Cclydyaid Ha TMalMeHTKa ¢ OeloApoOeH KaplIMHOM,MHKPOeMOOIHYHA
¢opma Ha BTE,nepukapaen u mieBpajieH U3IuB,KOSATO BBIIPEKU MPUAPYKABALUTE
dakTopu npekapa cpeaHo Texka popma Ha COVID-19 aconunpana mHEBMOHUS.

KimrouoBu nymu: COVID-19,6enompoben pak, mpoTudaHe

The SARS-CoV-2 virus, the cause of the COVID-19 pandemic, was registered for
the first time on March 8, 2020 in Bulgaria. 1,111,256 people are currently infected
and 34,352 deaths. severe course of COVID-19 in cancer patients, in our patients
there is a milder course of the disease. COVID-19 associated pneumonia.

Key words: COVID-19, lung cancer, course .
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Tepanus ¢ 223Ra dichloride(Xofigo) nHa xocTHM MeTactasu mpu pedpakTepeH
MPOCTATEH KapI[HHOM.

Menuxk mmoc,Mapt-ampuit 2022 ISSN:2603-5545

PaxbT Ha mpocrarara € Hail-4ecTo JMArHOCTUIIMPAHOTO PAKOBO 3a00JIIBaHE Cpell
MBKKaTa MOMyJIalus B TOYTH BCUUKH eBporieiicku ctpanu 1 CeBepHa AMepHKa.
[Tpu moseue oT 90% oT manueHTuTe ¢ pedpakTepeH KapIMHOM Ha MpocTara ce
yCTaHOBSIBA TUCEMUHAIIMS Ha 3a00JIIBAaHETO B CKEJIETa B MpoIleca Ha €CTECTBEHOTO
pa3BuTHE Ha OoJiecTTa ,KOETO € AacoIMUpPaHo ¢ OoJika W TMATOJOTHYHU
dpaxTypu.Iparocpounara mporuo3a 3a NarueHTUTe ¢ pedpakTepeH KapiuHOM Ha
mpocrara € JIONIa,KOeTO 3aBUCH JO ToJsMa CTelNeH OT OCOOCHOCTUTE B
OPOTUYAHETO Ha OOJEecTTa MPH BCEKU OTHENeH MauueHT.Bce ole chliecTByBaT
peAN3BUKATEIICTBA BbB BCUUKH aCTIEKTH aCTIEKTH Ha JICUCHHETO Ha 00JIecTTa.

223 Ra dichloride/Xofigo/ e mbpBus mo poma cu paguodapMareBTHK ,U3IIBYBAL]
anda TbYM 3a JIEUEHHE Ha METacTaTU4YHA KOCTHAa OOJECT Mpu NalUMEHTH C
pedpaxkTepeH KapIMHOM Ha MpocTarara,0€3 U3BECTHU BUCLICPATHU U JTUM(POTCHHU
METaCTa3H.



KnrowoBn mymum: pedpakrepeH KapuuHoM Ha mpocrara, 22 Ra dichloride,kocThu
MeTacTasu

Prostate cancer is the most commonly diagnosed cancer in the male population in
almost all European countries and North America. In more than 90% of patients
with refractory prostate cancer, skeletal disease is disseminated during the natural
development of the disease, which is associated with pain and pathological
fractures. The long-term prognosis for patients with refractory prostate cancer is
poor, which depends largely due to the peculiarities of the course of the disease in
each individual patient.There are still challenges in all aspects aspects of the
treatment of the disease. 223 Ra dichloride (Xofigo) is the first
radiopharmaceutical of its kind to emit alpha rays for the treatment of metastatic
bone disease in patients with refractory carcinoma of the prostate without known
visceral and lymphogenic metastases.

Key words: refractory prostate cancer, 223 Ra dichloride, bone metastases
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[lentun -peuentopHa paguonykiuana tepanus /[IPPT/ npu nokanno aBancupanu
WJIM METACTaTUYHU HEBPOEHAOKPUHHU TYMOPH.

Vue6na kaura Mope 2018, "APT TPEMCTHP" OO/I, Bapna, 2018
ISBN 978-619-7094-38-1

CBpbXxekcIpecusiTa Ha COMaTOCTaTUHOBU PELIETITOPU OT MAJIUTHEHO
TpaHCc(opMUpaHU KIETKH CE€ U3I0JI3Ba KaTO TapreT 3a BU3yaIM3UpaHe Ha
HeBpoeH10 kpuHHUTE TyMopu (HETH) nocpenctBom paznuyHu
HYKJICAPHOMEIUIIMHCKHA METOIN

U NIpUlIeNIHa paAuoHyKiIuaHa Tepanus. [lentua-penentopHara paJuoHyKIUIHA T€
panus (ITPPT) e cucteMHO IMTOTOKCUYHO JIEYEHUE CHC COMATOCTATUHOBU
aHaJI031, MapKUPaHU C TEPANIEBTUUHU PATUOHYKIIUIN, TTPUIOKUMO MPU
HeonepaduIHHU, JIO -

KaJHO aBaHcupaiu win MetactaTuuHMHET -1, excripecupalii CoMaToCTaTUHOBU
peuentopu. PaqroakTUBHUTE aHAI03U HA COMATOCTATUHA MPEICTABISIBAT



MPOTOTHII U HAl-yCTIENIHA MapagurMa Ha ChBPEeMEHHATa KOHIICTIIIHS 32
MIEPCOHAIM3UPAHOTO JICUCHUE TEPAHOCTUKA (IUATHOCTHUKA U TEPAIsl) — peaanu3nupa
ce crienudpuryHa

JTUArHOCTHKA M MPHUIICTHO e(PEKTUBHO JICUCHHE CJIC MPUjIaraHe Ha eHa U ChIla
TapreTHa MOJICKYJIa, CBbP3aHa ¢ Pa3IudyHH PaJUOHYKININ ChOTBETHO 32
JTUArHOCTUYHU WM TEPaneBTUYHU IICJIH P Tporpecupantu aBancupaim HET.

KitouoBu 1ymMu: HEBpOCHIOKPUHHU TYMOPH, COMATOCTaTHOBYU PELIENITOPH, TSI THI-
pelenTopHa paAuoOHYKIIUIHA Teparus

Overexpression of somatostatin receptors by malignant transformed cells is used as
a target for the imaging of neuroendocrine tumors (NETS) by various nuclear
methods and targeted radionuclide therapy. Peptide receptor radionuclide therapy
(PRRT) is a systemic cytotoxic treatment with therapeutic radionuclide-labeled
somatostatin analogues applicable to inoperable, locally advanced or metastatic
NETSs expressing somatostatin receptors. Radioactive analogues of somatostatin
represent a prototype and the most successful paradigm of the modern concept for
personalized treatment theranostics (diagnostics and therapy) - specific diagnostics
and targeted effective treatment are realized after application of the same target
molecule associated with different radionuclides for diagnostic or therapeutic goals
in progressive advanced NETS.

Key words: neuroendocrine tumors, somatostatin receptors, peptide-receptor
radionuclide therapy/PRRT/

['9.2boxun Pobes
["acTpoeHTeponaHKpeaTHuHN HEBPOSHIOKPUHHI TYMOPH
["actpoenteponorus 2020,3ym Jduzaitn, ISBN 978-619-91757-0-5

["acTpoenTeponaHKpeaTHYHUTE HEBPOCHIOKPUHHU TYMOPH TIPOU3XO0XKAAT OT
HEBPOCHIOKPUHHHUTE KJIETKH Ha XpaHOCMUJIATETHATA CHCTEMA U Bb3HUKBAT
CIIOPAIUIHO WJTU Ca KJIMHUYHA MMPOSBa HA MHOYKECTBO HACIIECJCTBEHN TCHETUYHH
cuaapomu katro MEN1 u MEN2, Ty6epo3Ha ckiieposa, HeBpopuOpomarosa.



Knunnuno ce knacu@uimpar Kato KapuMHOUIN,TaCTPUHOMH,
BUIIOMH,COMATOCTaTUHOMH, INIFOKOTAHOMH W MHCYJIMHOMH BCEKH ChC XapaKTEpHa
KJIMHWYHA KapTUHA.

3a MoCTaBsIHETO Ha Auar”"Ho3aTta UM M I1oCjacaBanio JCUYCHUC ,0CBCH KIIMHUYHOTO UM
IMPOABJICHUC Cd BAXKHHU U PE3YIITATUTC OT J'Ia60paTOpHI/ITe HU3CJICABAHUA H
06pa3HaTa JAUarHOoCTHUKaA.

CBBpEMEHHHTE aJITOPUTMH Ha TIOBEICHUE BKIIIOYBAT XHUPYPTUYHO JICUCHHE B
pa3iudeH o0eM TpU o-PaHHHUTE CTAJANH U ITUTOCTATHYHA U TAPTeTHA Teparus MpH
HampeHaIo 3a00JIsBaHe,a B MOCICTHUTE TOJIMHU OCOOCHO aKTyajHa € MenTHI-
perentopHara paguonykinHa tepanus/PRRT/

Karw4oBu nymu: ['acTpoeHTEpONIaHKpEaTUYHN HEBPOECHIOKPUHHU TYMOPH,
JIMAarHOCTUKA,JICYEHUE

Gastroenteropancreatic neuroendocrine tumors originate from neuroendocrine cells
of the digestive system and occur sporadically or are a clinical manifestation of
many inherited genetic syndromes such as MEN1 and MEN2, tuberous sclerosis,
neurofibromatosis. Clinically, they are classified as carcinoids, gastrinomas,
vipomas, somatostatinomas, glucoganomas, and insulinomas, each with a
characteristic clinical symptoms. For the diagnosis and subsequent treatment, in
addition to their clinical manifestation, the results of laboratory tests and imaging
are important. Modern algorithms of behavior include surgical treatment in varying
volumes in the earlier stages and cytostatic and targeted therapy in advanced
disease, and in recent years peptide-receptor radionuclide therapy / PRRT / is
particularly relevant.

Key words: Gastroenteropancreatic neuroendocrine tumors, diagnosis, treatment
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CromaiiHo-4peBHUTE CTPAaHUYHH €(DEKTH ca eJHU OT Hail-uecTo CPEIIaHnuTe
HEXEJaH! JIEKAPCTBEHH PEAKIIMK MPU ITPOBEXK/IaHE HA CUCTEMHATA TEpAIys Ha
COJIMAHUTE TyMOpPHU. Te BKIIOUBAT rajicHe U NOBPBIIAHE, JUAPUS ,B IO-PEIKU
CJlydau 3alleK U yBpeKJaHe Ha EHTepajHaTa HEpBHA CUCTEMA.

Crpannynute eeKTH BbPXY XpaHOCMUJIATETHATA CHCTEMa Bh3HUKBAT 110
PAa3IMYHU [IATOTCHETUYHU MEXaHU3MU B 3aBUCUMOCT OT MEAUKAMEHTUTE KOUTO Ce
IIpUJjIarar ,a OBJIA/ISIBAHETO UM C MEAMKAMEHTO3HU CPEACTBA € CBbP3aHO C TSIXHATa
[IaTOreHe3a.

KiarwuoBu AYMH: CucremHa TCparyAa, raCTpOMHTCCTUHAIIHA TOKCUYIHOCT, JICHCHHC.

Gastrointestinal side effects are one of the most common side effects of systemic
treatment of solid tumors. These include nausea and vomiting, diarrhea, in rare
cases constipation and damage to the enteric nervous system. Side effects on the
digestive system occur by different pathogenetic mechanisms depending on the
drugs used, and their control with drugs is associated with their pathogenesis.
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