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1. PAK HA BEJIMA APOb - UHAUBU/IYAJIM3UPAHE HA JIEKAPCTBEHOTO
JIEYEHUE

[Tpodecnonanno Hanpasienue: 7.1 Menununa,
Hayuna cniennanunoct: Meauiuacka OHKOIOTUS

KapunnoMsT Ha OesiuTe Apo0OBe € BOAeNIaTa MPUYMHA 32 CMBPT Cpel MbiKeTe, KaTo
yBeJIMYEeHHE B CMBPTHOCTTA ce HA0/I101aBa U cpel KeHHUTe. TeHIeHuMATa KbM NMPOrpPecuBHO
HapacTBaHe Ha 3a00/151eMOCTTAa Mpe3 MOCJAeJHUTEe TOAMHH CHBNAJHA € ONUTHTE 32
ONTMMHM3HMPAHEe HA TepaneBTHYHeTe CTAHJAPTH U HABJIM3AaHETO HA HOBM MOAXOAM (TapreTHH
Tepanuu) B HeroBoTo JedeHne. Hamero npocnekTHBHOTO nMpoy4uBaHe BbpXy 187 maumeHTH
XMCTOJIOTMYHO /I0KA3aH KAPUMHOM Ha Oeausi Apod B pa3jM4YHM CTAAMM H C PA3JINYHHU
XUCTOJIOTUYHU moaTunose 3a mepuona 11.2012-01.2014 B yeTHpPH OHKOJIOTMYHHU LEHTHPa B
Bboarapusi: CBAJIO EAJl Cogus, KOI{ Crapa 3aropa, MBAJI Cepauka, KOILl XackoBo
NnoKa3a mpeBajupaHe Ha 4ecrtorara (79.68%) npu mbxere cnpsimo 20.32% npu KeHHTe,
KOETO M B IBJIHO CHOTBETCTBHE ChC CBETOBHUTE TEHAEHIIMH 32 YeCTOTATA U pa3npesie JJeHUeTo

Ha paka na 0esus Apod 1o moJ.

3a bbarapusi cbIIacHO NOCJEAHUTE CTATHCTHYECKH JaHHU oT Hanumonannus pakos
peructsp 3a 2012 TengeHuMUTEe B 3200/11€MOCTTA H CMBPTHOCTTA OT PaKk Ha Oesaute ApoldoBe
NMOKa3BaT yBeJHWYeHHe M NpH aBara moJja. CraHaapTH3MpaHHTe IOKa3aTeJld Ha
3a00J11€MOCTTA NIPU MBbKeTe HapacTBar ¢ 1.2% cpeaHoronnmHo, a Ha cMbpTHOCTTA ¢ 0.2%.
IIpy ’xeHUTe CPEHOTOAMIIHUTE TEMIIOBE HA HAPACTBAHE HA CTAHIAPTH3UPAHUTE MOKA3ATeIH
€a CPABHUTEJIHO MO-YCKOPEeHH KAKTO NMPH 3200J11€MOCTTA, TAKA U NIPU cMbPTHOCTTA — ¢ 2.3%

u ¢ 0.5%, cboTBETHO.

Cpeanara Bb3pacT NpPH NMOCTABAHETO HA JUATHO3aTa W 32 JABaTa MOJa NPH HANIATA
u3BajJKa e 61.6 ronMHM, KOETO € B ChOTBETCTBHE CHC CBETOBHHUTE JIaHHM, Ye PbKbT HA OejiuTe
JApo0oBe OCHOBHO ce Ha0/IKAaBa NpH Bb3pacTHHU Xopa. Cniopex aMepMKAHCKOTO OHKOJIOTHYHO
JAPYKeCTBO IBaMa OT TPHMMA, IMATHOCTHLMPAHHU ¢ PaK Ha OejquTe ApodoBe ca HA 65 wiau mo-
Bb3PaCTHH, I0KATO MO-MAJKO OT 2% OT BCHYKH CJIy4YaW ce Cpeliar NpH HanueHTH mox 45
TOIMHU, ONIpee/sIiiKi CPeHATAa B3PACT MPH IMATHO3a HA 0K0J10 70, KOeTO aKIeHTHPA Ha MO-
paHHAaTa BB3pPACT NPH AHATHOCTHIHMPAaHe, HA0/JIaBaHA B Hamara u3Bajaka. Bce mak mo
CBETOBHM JaHHM ce MpUeMa, 4Ye Bb3PaACTOBO-crienupuIHaTa 3200J19€MOCT OT pPaK HA Oejust
Apod ce yBeJiM4aBa CTPBLMHO C HANpPeaBaHe Ha Bb3pacTTa cjied S0 roquHu, 10CTUra CBOsSl MUK
0K0J10 60 ronMiIHA BB3pAacT, cJie[] KOeTO 0THOBO CTPbLMHO HaMaJIsAABa.



Ha ¢ona na yBeanuaBamara ce 3a00/151€MOCT U CMBPTHOCT OT paK Ha Oesute apodoBe,
ONTMMM3HMPAHETO HA TepaleBTHUYHUTE IMOAXOAM M ThPCEHETO HAa HOBH TAaKHBa [0Bele /10
BbBEK/IAHETO HA TaprerHara Tepamnus B JICYCHHETO, a HMMEHHO THPO3MHKHMHA3ZHUTE
uaxuoutopu (TKI). B camoro nHauano TKI ca 3amuciaeHn karo aJTepHaTUBa Ha
CTAHJAPTHATA XMMHUOTEPANMs NMPH MANMEHTH B TEXKKO 0010 chcTosiHue. C HaOMpaHeTO HAa
ONUT B PpeIMUAa KJINHUYHM NPOYyYBAaHMs ce O0bpHA BHHUMaHHE Ha MNpPeIMKTHBHATA U
nporuocTuyHa poJs Ha myranusaTra B EGFR rena, Hacouun ce Bammanuto kbM TKI karto
TepaneBTHYHA AJITEPHATHBA HA CTAHAAPTHATA XMMHOTEPANHs C MO-MAJIKa 0011Aa TOKCMYHOCT
U cTpaHuMH4YM edexkTH U pa3dupa ce ce yrBbpau Bogemara pojsa Ha EGFR-tupo3un
kuHasHuTe nHXuOUTOpH (EGFR TKIS) cnpsiMo xuMuoTepanust Npu NaleHTH ¢ AKTHBHPAaIa
mytanusi B EGFR-rena. KiirouoBara poJssi B pa3zoupaHeTo MexaHM3Ma Ha JeidCTBHETO U B
YTBBP:KIaBaHETO 3a cTaHAApT HA u3noa3sanero Ha TKI ce maga Ha m3cienoBare/iCKu rpynu,
KOMTO HEe3aBMCHMO eAHM OT aApyru mpe3 2004 roguHa OTKPMBAT HAJUYHMETO U OOSICHABAT
cbmHocTTa HA EGFR MyTranmure. Aktusupamure oonyaiinm myrauun Ha EGFR ca riiasno
B ek30HU 19 u 21 (ToukoBa myTanus B ek30H 21 L858R u neseunuss B ex30on 19) u nanueHru,
HOCHTEJH Ha Te3u MYTalMH ca H3KI4YuTeaHo vyBcTBUTeIHH KbM EGFR TKIs.
IIpoBeaenuTe mpoyuBaHusi MOKAa3axa, 4e Te3M MYTALMM €A HA-4eCTO CPEelIaHu B a3HATCKATAa
paca (mpuOimsuresHo 30%), Haii-Beye NPH NANMEHTH OT KEHCKHM I0J, HeENMyladyu ¢
HOBOIAMATHOCTHIUPAH OeoapodeH kapuuHoM. ToBa € M OCHOBHATA Ipyna NANUMEHTH HAa
0azara Ha KouTO ce yrBbpaM u3noassanero Ha TKI muxuOutopu 3a mbpBa JUHHUS Tepanus
npu 0e10ApOOHUST KAPIUHOM.

Crnopen ceeroBuuTe 1anHM 4Yecroratra Ha EGFR myranmsara Bapupa mexay 4-6% 3a
KAaBKAa3KaTa /eBpPONEH/IHA paca, KOeTO He ce Ha0JII01aBa B HALIATA U3BaJKa NauveHTH. B Hes
ot 187 manuenTn npu 1 (0.5%) e orkpura akruBupama myranuss B EGFR rena, 140 nan
74.9% ca ¢ HeraTMBeH MYTALMOHEH cTaryc, a npu 42 (22.5%) TakoBa u3cjieABaHe He e
NPOBEKIAHO. YMECTHO € 1A ce 0T0eJIe:KH, Ye MO-roJsiMara 4acT OT NAlHeHTHTEe ¢ HeM3BeCTeH
MYTALNMOHEH CTATYC €A C XUCTOJIOIHUs 32 IPeOHOKIeThbYeH KAPIIMHOM Ha OesiMTe ApodoBe MM
HEBPOCHIOKPHHEH TaKbB, NPH KOWUTO MYTAlUsi CTAHAAPTHO He Ce TbPCH M M3CJIeABa.
Bbnpekn TOBa €TOM BBIPOCHT 32 HEOOXOAMMOCTTa OT ONTHMH3HPaHEe A0CThIA /10 TOBA
H3cjIeBaHe HA BCUYKHU NMANMEHTH C HOBOANATHOCTHIMPAH HeAPeOHOK/JIeThYeH KapIUHOM Ha
OesiuTe ApoOoBe U Hail-Beue 32 Te3u B craauu IIIB u IV, kbaero JiekapcTBEeHOTO JeueHHe e
BO/Iel]a TePANMBTHYHA ONIMSA, 3aI10TO MAKaAp U B ¢IMHUYHH CIy4Yad B HalIeTO NMpPOy4YBaHe
BCE Olll¢ MMA NMAIMEHTH, KOMTO 3al04BaT /2 ce JIEKyBaT ¢ XMMHOTEpPanus 3a pak Ha Oeus
Apod, 0e3 ga e M3BeCTeH TeXHMAT MYTALMOHEH CTaTyc. Pesyararure npeamosaarar
YeAHAKBSIBAaHEe HA CTAaHJAAPTUTE B CTPAHATAa M NOAOOpPSIBAHE HA MEXAaHM3Ma HA HM3CJeBaHe.
YecTa npuyYMHA 32 JIMIICATA HA WU3CJeIBAaH MYTAllHOHEH CTaTyC e U JHIcaTa Ha MopdoJorus,
Thil KaTO NPH He MAJIKA 4YacT NAIMEHTHUTE JICYEHHETO BCe Olle ce MpoBexaa Ha 0a3zara Ha
HHUTOJOTMYHA JAWATHO3a, KOETO NMPaBM HEBb3MOKEH aJeKBATHHMS AHAJIN3 HA MYTAlMH, NPH
KOWTO € He00X0AuMa XMCTOJI0T Usl.

He3aBucumo oT npueTnTe MEIMUMHCKH CTAHAAPTH 32 MbPBA JIMHHUSA CXeMAa HA JieYeHHe
B CBeTOBEeH Mamad HALIETO NPOy4YBaHe YCTAHOBH pa3HOOOpa3ue MO OTHOUIEHHE Ha
NMPUJIATAHETO UM IPH JIEYEHHETO HA HeAPeOHOKJIETbYHHMS KAPUMHOM Ha Oegusi apod B
pasin4yHuTe HeHTpoBe. Haii- yecTo npuiiaranusaT pe;kum Ha jJedenue e Gemcitabine/Cisplatin
(29.4%), MIC (13.3%), Navelbine/Cisplatin (9.1%), Pemetrexede/Cisplatin (7.5%),
Gemcitabine/Carboplatin (4.3%), Gemcitabine monotepanus (2.1%), Paclitaxel/Carboplatin,
Navelbine moHoTepanusi, KOeTO MOXKe /1a ce 00SICHM KAKTO ¢ 00II0TO ChCTOSIHME HA MANMEHT

2



NPH 3aM04YBaHE HA JICYCHHETO TaKa M ¢ onuTa Ha JekyBamusa exun. Etoposide/Cisplatin n
Etoposide/Carboplatin ocTraBar cTraHgapT nNpu Jie4yeHHMETO 3a NbpPBa JHUHUA Ha
JApeOHOK/JIeTHhYHUS KAPUMHOM Ha Oejus Jpo0d, KaTO MO OTHOLIEHHE HA TepanmusATa Ha
Ape0HOK/JIeTHLYHUSI KAPUMHOM He ce Ha0/I101aBaT ChIleCTBEHH Pa3Iu4ms.

PasnpenesienneTo mo CcTaaMu 3ana3Ba TEeHJAEHIUSTA MOBEYETO MAIMEHTH Ja ce
AMATHOCTHLHHMPAT B HampeIHaJ CcTaAMii, KOraro ca ce NPOSIBUJIM CHMITOMHTE HAa
3a0onsiBaHeTo. 77.57% ca IMarHOCTULUPAHU B 4eTBbPTH cTaauii, 17.76% B Tpetn, 3.74 %
BbB BTOpPU cTaauii u camo 0.93% B nbBu craguii HA 3a00JIABaHETO, B CbOTBETCTBHE C
npouenta 3a boarapus okono 70% 0T manMeHTHTE Ja Ce JAUATHOCTUIUPAT B HANpeIHAJ
(TpeTH U 4eTBBLPTH) cTaAuil Ha 3a0oasaBaHeTo. [Ipu 4.67% TO € B IbPBU U BTOPH CTAAMii, IPH
OCTAHAJINTE CTAAUAT € HEYTOYHEH, KOeTO MOAYepPTaBa MPeBAJTMPAHETO HA HANpPeIHATHUA
CTAANii MPHU INArH03a B HALIATA U3BA/IKA.

IIpn Bcuuku 187 maunmeHTH OT HAMIATA M3BaJKa MMa MOP(OJOrMYHA JMArHO3a 3a
OHKOJIOTMYHOTO 3a0oasiBaHe. Kato 3a bbarapus mopdosornyno nokazanm ca 72% or
cJydyanTe, KOeTO MOCTABA BbIIPOCA 32 aIeKBATHOCTTA HA JieyeHHe HA MallMeHTUTe Ha 0a3ara
caM0 Ha HuToJiormyeH pesyiarar. Hail-mmpoko 3acTbleHHM NpW HamAara u3Bajaka ca 4
XHCTOJIOTHYHH THNA Ha paka Ha Oegusi Apod, CbOTBETHO HA-MHOI0 NALMEHTH Ca
AMATHOCTULMPAHM € IUIOCKOKJIeThb4eH KapuuHoM (36.4%), ciaeABaHH OT JAPeOHOKPEeTHYHMS
KapuuHoM Ha Oeaus apod (20.3), axenoxapuunoma (11.2%) u XKJ1€3UCTO-IJIOCKOKJIETHYHMS
kapuuHOM (9.1%). 3a Bbarapusi cbOTBeTHO pasnpeaeeHHeTo o0 MOP(OJIOrHYHU NMOABUI0BE
MOKAa3Ba, Ye HAW-4eCTO AUATHOCTHIHPAH € IJIOCKOKJIEThbYHMSAT KAPUMHOM Ha Oeusi Apod —
51.0% ot Bcuukum MOpP(OJOrHYHO a0Ka3z3aHu caydau. CleaBamy mo 4Yecrora e
ageHOKapuuMHOMBT — 21.2% o1 MOpP(OI0rHYHO J0KA3AHUTE U APEOHOKJIETHYHUAT KaPUHHOM
— 16.8% oT MOp(OJOrHYHO JOKA3aAHUTE, KOETO MOAYEePTABA CHOTBETCTBHETO C JAHHUTE 3a
ObJarapckara mnomyJianMs Ha HaIIUTe Pe3yJTaTH, HO U Pa3iuKaTa B CPaBHEHHE CbC
cBetoBHuTe NaHHU (Centers for Disease Control and Prevention. National Center for Health
Statistics. CDC WONDER On-line Database, Compressed Mortality File 1999-2012 Series 20 No.
2R, 2014.), xbeTo Hal-4eCTO JUATHOCTUIIUPAHUS XHUCTOJOTHYEH MOATUII HA paKa Ha OesuTe
Apo0oBe e aIeCHOKAPUMHOMBT.

IIpuema ce, 4e NpH MHOI'O OT OHKOJIOTUYHHUTE 3200/151BAHMSA, B TOBA YMCJI0 U NPHU paKa
Ha Oesms Apo0, ce HaOa0naBa paMuIHA 00PEMEHEHOCT, €eTHOJOTHATA HA KOAATO He € HANbJIHO
U3sICHEHA, HO MO)Ke [1a ce NMpHeMe 3a HaCJeACTBEHO 3a00/isiBaHe NMPH HAJTUYNETO HA APYrH
POIHMHM OT IbPBa JHMHHUA ¢ TakoBa. Bb3 0CHOBa Ha pe3yJTaTuTe 3a HACJEACTBEHOCT OT
HallleTO MPOYYBaHe MOXKeM [1a TBbPAHUM, Ye MO-TOJIIMATA YacT OT KOHKPEeTHHTe MALMEeHTH
(82.4%) orpuuar pamMuiIiHa 00pPEeMEHEHOCT M PaKbT Ha OesquTe JPOOOBE NMPH TIAX HE MOKe /A
O0bae Ae(pMHUPAH KaTO HAcJIeCTBEHO 3a00JisiBaHe.

Ilo oTHOomeHHe Ha pUCKOBHTE (paKTOpM 3a pak Ha Oejus APod MpeBajHpa yecToTaTa HAa
TIOTIOHONYLLIEHETO, KOETO MOA4YepPTaBa PoOJISTA HA IUTApUTEe KaTo /JI0Ka3aH KAHIEPOreH M
BPb3KaTa UM C Bb3HMKBaHeTO Ha paka Ha Oeausi Apo0. TTHOHONyIIeHeTO BUHATH €
H3BEKIAHO KATO HEOCIOPUMA NMPUYHHA 32 KAPIHUHOM Ha Oejiusl Apo0 M MMA OTHOUIEHHE KbM
Haa 90 mpoueHTa OT HOBO AMATHOCTHLMPAHHUTE CJOy4YaW. 3a HAIIATA W3BAJKa TO3H MPOLEHT
HA HACTOSAIIM M OMBIIM NMYLIAYH KbM MOMEHTA Ha auarnosa e 43.9%. JIpyr puckoB ¢axktop —
ynorpedara Ha aJKOXO0J € Hail- 4eCTO B ChbYeTaHUe ¢ TIOTIOHONMYIIEHETO, HAOJI0IaBaHA MPH
25.1% ot BKJIOYeHHTe NMauueHTH. Bpb3kara My ¢ Bb3HHKBaHe Ha paka Oejiusi 1pod He e

3


http://wonder.cdc.gov/cmf-icd10.html

€[IHO3HAYHA, HO MOKe /Ia ce MpeAno/jara u Ha 0a3ara Ha peIMUa KJIMHHUYHU NPOYYBAHHUS B
Ta3M 00J1ACT.

PoasiTa Ha chbIBTCTBALUTE 3200/IIBAHUS OT CBOSI CTPAHA Ye€CTO UMA OTHOIIIEHHE KbM
KA4eCTBOTO HA KUBOTAa U OKAa3Ba BJIHSAHHME BbPXY TOJEPAHTHOCTTA W MOHOCMMOCTTA KbM
npujaranara xumuorepanus. Thil KaTo Bce ollle MOBeYETO OHKOJOTHYHU 3200/sIBAaHUSI Ce
AMATHOCTHMLMPAT B HANPEIHAJIA Bb3PACT HATMYHETO HA eIHO WJIH MoBeYe APyru 3a00/1siBaHNS
0Ka3Ba BJIMSIHME BBPXY OOIIOTO ChLCTOSIHHE HA NALMEHTHTE, OKa3Ba BJIMSIHHE BBPXY
TepaneBTUYHUSA MOAXOA M JONbJIHUTEIHO MOBJINIABA KA4eCTBOTO UM Ha KMBOT. TakuBa Haii-
YecTo €ca ChbPAEYHO-CHAOBHUTE 3a00siBaAHHS, NMYJMOHAJHHU, €HAOKPHUHHHU H
racTPOEHTEPOJIOTHYHUTE, B MO0-MAJIKA cTeneH Hedposoruyuurte u ncuxuarpuaaure. [pu nai
roJisiM MPOLEHT OT HamuTe nanueHT 41.9% Moske 1a ObJe ONMCAHO MOHE €IHO ChITLTCTBAIILO0
3a00/iiBaHe, Hali-Beye OT CTPaHa Ha CbPAEYHOCHIOBATA CHCTeMAa, 32 IOHEe [Be TAKHBA
cpo0maBar 17.2%, a 3a Tpu u mnoBeue 3.8%, KoeTo € B ChOTBETCTBHE C Bb3PacToBaTa
XapaKTEePUCTHKA HA HAIATA U3BA/IKA.

ConbTeTBamuTe 3a001IBaHHSA 4Y€CTO INPOMEHAT TepameBTHYHHSA IOAXO0A IpPH
JeYeHHeTO Ha KaplIHHOMA Ha Oejusi Apo0 M He PSAAKO JONPHHACAT 32 BJIOLIABAHETO Ha
Ka4yeCcTBOTO HA ’KUBOT, KOETO MOBJHABA B HA-I0JIsIMa CTelleH HAIIaCHTe HA NMaleHTa B Xo/a
Ha JedeHne. IMeHHO 32 TOBa BbB BpeMeTO HA HOBU ABAHIapIHM TepPalMy OTHOLIEHHETO Ha
NalMeHTa KbM TepanuATa W JeKyBalllusl ro eKMI NPuI00MBAT Bce MO-ToJIsIMO 3HAYeHHe B
JeyeOHMA IJIAH. AKIIEHTHPAHETO BbPXY 00JIHHUS, KaTO Onpeae/silia CTPaHa B TepaneBTUYHUSA
npouec, Ae(puHNPaHEeTO HA HYXKAWTE W OTHOLICHHETO MY KbM JIeKApCTBeHaTa Tepanus Ha
paka Ha OeqauTe Apo0oBe, MPUIAOOMBAT BCe MO-TOJISIMO 3HAYCHHE B JIeueOHHMS AJTOPUTHM, 2
TAXHATA JHHAMMKA B X0/1a HA JleYeHHEeTO onpelessi XapaKTePUCTHKHTE HA CAMHUsl NALIHEHT U
AONPHHACH 32 MHAMBHAYAJIM3HPAHE HA IOAX0/a He camMo0 Ha 0a3ara Ha HOBH NPHIETHH
Tepanum.

3a n1a omnpeaeauM PpoJasTa W 3HAYEHHETO HA OTHOLIEHHETO HA MNANHEHTAa KbM
TepanuATa, pa3padoTuxMe U BaJWJAUpPaxMe MbPBHUA B CTPAHATA BBIPOCHUK 32 M3MepPBaHe M
OlleHKA HA OTHOLIEHMETO HA MAlMeHTa KbM TepanusaTa. bsxa Brkiaodyenu 187 mammentu c
XHCTOJIOTUYHO BepudUUMPaH KAPUMHOM Ha OejJuTe JApPo0OBEe OT YEeTHPH OHKOJOTHYHU
LHeHTbpPa B CTPaHATa, KOMTO NMONbJIHMXAa BBLIPOCHHKA [Ba NbTH — MpeAu 3amoyBaHe Ha
TepanusaTa U B HeilHUA XO[, cje]l MPOBEeKIAHETO HA Ha-MaJIKo 2 10 4 Kypca XUMHUOTepanus
ChIVIACHO CTAHJAAPTUTE 3a JieYeHHe HAa OHKOJIOrM4YHM 3a0oasiBaHusi B bbarapus. Caen
NMPOBE/IeH 32 MbPBU BT B CTPaHaTa (pakTOpeH aHa U3 0sixa oraudepeHuupanu Gpaxkropure,
KOUTO XapaKTepU3HpPaT OTHOLIEHHETO Ha MANMEHTA KbM TepanusATa KaTo Npeau HEWHOTO
3amo4yBaHe ce oraudepeHnupar 2 ¢paxkrTopa ,,cTpemMe:k KbM 3apaBe” H ,H30ArBaHe Ha
cTpagaHnero ot Oosnecrra”. OtaudepeHnupaHero Ha TperH (QakTop — ,,H30ArBaHe Ha
CTPAHUYHUTE e(PeKTH OT TepanusaTa” J0Ka3Ba MPOMAHA B OTHOLIEHHETO HA MAIMEHTAa B X0Aa
Ha TepanusiTa Ha 0a3a Ha NpeKMBeHHU CTPAHUYHU edeKTH M cBoeoOpa3eH onuT. MHOro sicHO
ce HA0JII01aBa U B3aMMOBPB3KATa MKy Ka4eCTBOTO HA JKMBOT ¥ OTHOLLIEHHETO HA MALMEeHTAa
KbM TepanusTa, KOeTo € ¢ NPOrHOCTHYHO 3HavyeHHe. OTHOIIGHMETO Ha MNAaLHMEHTa ce
NMOBJIMSABA OT KAYECTBOTO HA KMBOT, KOETO € MPSIKO CBLP3aHO C MPOSBATA HA CTPAHWUYHHU

epexTH OT mnpuiaaraHara Ttepanusa. Cnopex HammuTe pe3yiaTaTH MNpead 3ano4yBaHe Ha
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TepanusiTa MHOTO MAIIMEHTH OUXa NMPHUEJIN TeKKATA TOKCHYHOCT B 3aMsIHA HA yIbJKaBaHe Ha
JKHBOTA, HO CJIe]l KaTO0 WM3MUTAT 4YacT OT CTPaHWYHHTe edeKTH HAa JieYeHHeTo, TSAXHATa
y0eneHOCT Jajied He € TOIKOBa rojisima. KEto 3amo Ha 6a3ara Ha ¢opMHpaHeTO HA TPeTH
(¢akTOp NMpM MOBTOPHOTO MONMBJIBAHE HA BHIPOCHHUKA MO’Ke [1a ce TBbPAM, Ye Harjiacara Ha
NalyeHTa € MPOMEHJHBA BeJIHYMHA W € TPSIKO TMOBJIMAHA OT HeKeJaHUTe peakuud OT

MPOBECKIaAHATA TEPaAIInsl.

Penuna aBropu mnpu3HABAT, Ye OCBEH JHMYHOTO OTHOIIEHHETO HAa MANMEHTAa KBbM
TepanusaTa W JeKyBallisl T0 eKHUNl ChIIECTBYBAT M APYIru (pAKTOPH - KATO OTHOUIIEHHATA B
ceMeiicTBOTO, KOMTO KOPeJHPAT ¢ HAIIAcATa HA MAIMEHTa, MOTaT /Ia MOBJHUAAT pPeaKiuuTe
My M OTroBOpa My KBM TepanusaTa. 3aToBa CeMelHOTO IOJ0KeHHE € JOMHUHAHTA MPH
(¢opmupane Ha npeacTaBuTe Ha camus nanueHT. Ha 6a3a Ha cemeiiHOTO cu moso:keHue 147 ot
oosHHuTE /79%/ ca ceMeliHH (’KeHeHH, OMbKeHH), 5 ca HeceMmeiinu (2.7%), 19 nan 10.2% ca
pasBenenu, 15 (8%) — BroBen/BroBuna, koero popmupa Bb3rJIeANTe H pa30HMPaHEeTO UM KbM
NPUWJIATAHOTO JieYeHHe U MOBJIMSABA TeXHUs U300p.

HN3xonnuTe (PU3MKAJIHM H TYMOPHH XApPaKTEPHMCTHKHM Ha IMANMEHTUTE, KAKTO H
KJIMHMYHATA KAPTHHA 0N TPAOBAJIO 12 NOBJIHABAT KAKTO OTHOIICHHETO KbM TEPANUATA, TAKa
U npexusBsieMocTra. Te3wm ¢ Haii-jIolIa NMPOrHO3a € MHOIO IO-BEPOSTHO A Ipeanoderar
VABJKABAHE HA KMBOTA HA BCAKA LeHAa. B moakpena Ha Tasu Te3a e MPOCHEKTHUBHO, CJIy4Yaii-
KOHTPOJI NpOy4YBaHEe HA OTHOUICHHETO HA MNANMEHTAa KbM XHMHUOTEPANHUATA, KbAETO
NMAalUEeHTHTE ¢ HOBOAMATHOCTULHUPAHHU COJIMAHHM TYMOPH NPHEMAT B MHOIO IO-I0JIAIMa CTeleH
BHCOKATA TOKCHYHOCT ¥ 32 HA-MAJbK IIAHC 32 M0J3a (YIbJKABaHe HA )KUBOTA, H3JIEKYBaHe
WIH noao0psiBaHe Ha CHMITOMATHKA) OTKOJKOTO Te3H, KOHTO HSAMAT OHKOJOTHYHO
3a0onsBaHe. He oTkpuXMe CTATHCTHYECKH 3HAYMMA B3aMMOBPbB3Ka MKy OTHOLIEHHETO HA
NMalMeHTa M INPEeKUBAEMOCTTA, KOETO € B CbOTBETCTBHE C pe3yJTaTHTe Ha Jpyro
MHOTOLEHTPOBO mNpoy4yBaHe B Ta3um obGgact — PLUS, Ho nanmeHTHTEe € Hali-rojsma
NMPEKUBAEMOCT €A Te3H, KOUTO AbPKAT HA MAKCHMAJIHO YIb/KaBaHe HA *KUBOTA, CAMO KOraTro
TO € CBbP3aHO U C HOPMAJIHO KA4eCTBO HA KMBOTA. 3aT0Ba pa30MpPaHeTO HA OTHOLICHHETO Ha
NANMeHTa KbM TepanusTa 0¥ MOIJIO 1a MOANOMOIHe JICKAPH M MAIMeHTH B H300pa M 1eJITa Ha
HaW-100pHus TepaNUBTHYEH U HHAMBUAYAJIU3UPAH TTOAXO/.

B mnocienHuTe roAMHM OCHOBHA HACOKAa B TepanmusTa KaKTO Ha paka Ha Oeiurte
ApPo0OBe TAKA M HA BCHYKH OHKOJIOTHYHH 3200/11BAHUS € HHAMBHAYAJTU3HPAHETO HA MOAXO0AA
KbM camus mnanueHT. OIEHKaTa Ha HeroBoTo OTHOLIEGHHE IpeAroJara I03HABaHe Ha
NCUXMYECKATA KOMIIOHEHTA, I0KATO CAMOTO OHKOJIOTHYHA 3a00/1si1BaHe UMa CBOSI €THOJIOTHUs,
Ha 0a3ara Ha CJOKHH MOJIEKYJSIPHM NbTHINA, CTAHAJAH O0EKT HAa Hay4YeH HMHTepec C
Pa3KoAMpPaHeTO HA YOBeWIKUs reHoM. EpaTra Ha TapreTHara Tepanusi B JIeYeHHETO HA PaKa HA
OesqnmTe apo0oBe 3amo4yBa ¢ OTKpUBaHeTo Ha akTuBupamure myrauuu B EGFR rena n
BbBekKIaHeTO Ha oOparummute (gefitinib, erlotinib) m HeoOpaTumm (afatinib) TKI B
e)xelHeBHATa npakTuka, ALK npenapexxkaanero 3a tepanusi ¢ ALK-unxudéuropu, ¢ Kouro ce
NOCTABH HAYAJI0 HA HOB IOAXO0/] B TepanuATa HA TOBa 3aloJsiBaHe. BbBe:xkIaHeTO HA MHOIO
HOBH TAPIreTHH MOJIEKY/IH U3Be/e Ha MpedeH IUIaH MOJIEKYJISIPHOTO NPo(HIMpaHe HA TYMOpa
32 ONITHMH3HUPAHE HA TepaneBTHYHHS MOAX0/ HA JICYEHHETO HA paKa Ha 0eJus Apo0.

IToBedeTo OT chBpeMEeHHUTE ABTOPH 3aHMMABAINIA Ce ¢ TeHeTHYHO NpoduinpaHe npu
pak Ha Oesusi Apod ca poxycupaHu BbPXY NPOrHO3MPAaHe HA PeNMIMBHU NP PaHEeH CTAANH Ha
0oJiecTTa, HO NOJAOOHM AHAJIM3H Ca € NPOrHOCTHYHA CTOMHOCT B IO-KbCHHUTE €TalM OT
HEroBoTo pa3BuTHe. MOJIEKYJSIPHUAT aHAJIN3 HA MPOOH OT OHONCHA MOKe Ja ce M3IO0JI3Ba ¢
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NPOrHOCTHYHA IeJI, T.e. B CJy4Yail Ha BHCOKO-PHCKOBH NPO(uamM - mpeamosaraimy MHOI0
NATOJIOTHYHM U (PAPMAKOT€HETHYHHM MYTALMM, BOJACIUU A0 PE3UCTEHTHOCT KbM Tepaluu,
MOKe 1a ce 04aKBa IO0-J101Ia 0011a NMPeKUBAEMOCT MM HANW-MAJIKOTO roJisiMaTa BEPOSITHOCT
3a paHeH peuMIMB CJieJ onepauusi MJIM B X0[ Ha JiedeHHeTo. ToBa ot cBosi cTpaHa 0u najio
Bb3MOKHOCT Ha JIEKAPHUTeE 14 B3eMaT No-HH()OPMHUPAHHU pellleHUs] 3a TepaneBTHYHHUS MOAX0] U
NMPOrHO3aTa Ha MalHeHTa, ¢ KOeTO PpOoJsiTAa HA IeHeTHMKara W (apMaKOreHOMHKATa B
OHKOJIOTHAITA CTABA BCE MO-TOJISIMA M HABJIM3a TPAIiHO B €XKeIHEBHATA KIMHUYHA MPAKTUKA.

Heocnopumo noka3aresicTBo 3a Te3u paxktu gaBar Kratz u cbTp. B ¢CB0€TO Npoy4uBaHe,
AO0Ka3BaiiKH, 4Ye C€a HAJIMLe CBhIIECTBEHHM PA3JIMKH B IPEKMBAEMOCTTA HA NMALMEHTHTE HA
0azara Ha reHeTuuyHusi npopua Ha Tymopute UM. OT 266 nNanmUMeHTH BKJIKYEHU B
npoyusanetro 73% ca ¢ BUCOKO PUCKOBH TyMOpH, 17% cbc cpenno puckosu u 10% ¢ HuCKO
puckoBu Tymopu. L{sjiocTHHTE pe3yJITaTH 10 OTHOLIEHHE HA S5-TOAMIIHATA NMPEKUBAEMOCT Ce
pa3jM4aBaT 3HAYMTEJTHO MeXAYy Te3W rpynu — camo 25 % npu BHCOKO-PHCKOBaTa rpymna
J0KATO NPH cpeaHaTa U1 HHUCKO-puckoBara e 50 % (p = 0.0044). [Ipyra rpyna asropu (Shen n
cbTpynHunu) [205] cpmio mogdyepraBaT PoJATA HA MOJIEKYJISPHOTO NpoduIMpaHe KaTo
usciaensat MukpoPHK ot npenaparure Ha nauueHTu B [IB 1 IITA (EGFR-mutant NSCLC) u
OTKPHMBAT, 4Ye onpeaejieHd HUBAa Ha exkcnpecuss Ha mMPHK rosopsT 3a moBHMumIeH pHucK OT
peuuauBu Ha 00jieCTTa, HAMAJIEHA TPEKUBIAEMOCT U Junca Ha orroop cnpsmo TKH, B
ciay4dasi repuTuHNoO.

3a na momxyepraeM 3HAYEHMETO OCBEH HA OTHOLICHHETO HA MALMEHTA KbM TepanusTa
KaTO0 HOB NOAXOA B JICYEHHETO, HO M HAa HMHIAMBHAYAJHHS NPOTrHOCTHYEH WU NPeIUKTHBEH
MoAXo] Ha 0a3ara Ha reHeTHYEH AHAJM3, NPOBEAOXME I'¢HOMHO CEKBEHHUPaHe, M3MO0JI3BAHKH
TruSight Cancer Panel Ha ArymMuHa 32 KoAupaIM nocjae10BaTeJJHOCTH B 94 rena u 284 SNPs,
npu 20 mauuMeHTH, NONbJHH/INA BBIPOCHUIM B X014 HA HALIETO NMPOyYBaHE. YCTAHOBHXMeE
roJisiMo0 pasHooOpa3ue OT IeHeTHYHH HAPYLIEHHMs, OTTOBOPHH 32 TYMOPHOTO Bb3HMKBaHE U
nporpecusi — 00mo 243 myrauuu. Bb3 ocHOBa Ha cBeTOBHATA 0a3a JaHHMW Te3W MYTAallUW HAM-
00110 MOKeM 1a KaTeropusupamMe B Tpu rpynu — 1. Myranum ¢Bbp3aHu ¢ Bb3HHKBaHETO Ha
paka Ha Oesus Apod (driver mutations) 2. IloTeHUMAaJHU MyTaUMH¥ OTTOBOPHM 32 pacTexa U
Pa3sBUTHETO HA paka Ha OeJuAT APo0 (BeposiTHO MaTrolorMyHu myrauuu) u 3. Myranuu c
HEM3BECTHO KJIMHHMYHO 3HadeHue. IIpu 3a1bj1004YeH aHAJM3 Ha pe3yJTATHUTE YCTAHOBHXMeE
U3KJIIOYUTETHO T0JIIMA XeTePOreHHOCT HA MyTalMUTe NPH U3CJeBaHUTe nanueHTu. Peaano
BCEKH €IMH NMAUMEHT MMA YHMKAJHA KOMOMHALUS OT FeHeTHYHH HAPYLUICHUSI M B TpHTe
NOATPYNHM MYTAUMH W MMEHHO TOBAa HAJIOKH NOAPOOHOTO NMpeacTaBsiHe HA pe3yJTaTuTe Ha
BCEKHU €IMH MAlHeHT OTAE/JIHO U He3aBMCUMO OT ocTaHajuTe. [lanmenTuTe 0s1xa pasjesieHu Ha
0a3a XHCTOJIOTHYEH NOATHI M pe3yiaTaTuTe 32 NATOJOTHMYHHMTE MYTAlMM €A HM3BEJACHU U
cnpsAMoO xucroorusata. Ilpm BcekM NanMeHT OTKpPHMXMe IIOHE €AHA SICHA NAaTOJOIMYHAa
MyTauus, Bojema A0 3ary0a Ha (yHKIHsI HA XalUIOMHCY(UIMEeHTeH reH. 3acerHaTuTe reHu
NpH NANUEHTUTE C aJeHOCKBaMo3eH KapuumHom ca APC (p.Ser2497Ter; p.Gly857Ter; c.
730-1G>T), TP53 (p.Argl96Ter; p.Vall97Met), BRCA2 (c.9089_9090insA), ATM
(p.Tyr313Ter), NFI1 (p.Arg304Ter), CDKNIC (p.Alal66Arg), PTEN (c.80-1G>T) u EZH2
(p-Arg288Ter); 3a manuMeHTHTE ¢ IUIOCKOKJIeTb4YeH Kapuunom: 7TP53 (p.Glu204Ter,
p-Arg306Ter, p.Glu298Ter), XPC (p.GIn320Ter), WT1 (p.Gly91Leu), NF1 (¢.730+1G>A), KIT
(c.1347-1G>T), TSCI (c.663+1G>T), MSH2 (p.Tyr522Ter) m GPC3 (p.Glul96Ter); 3a
enpoxkjerbyeH kapuuHom: TP53 (p.GIn167Ter), BRCA2 (Thr3033Asn), MET (p.Glu355Ter);
3a aIcHOKAPLMHOM, KOUTO B CBeTOBEH Mamald e U Hal-u3CJeABAHUS XMCTOJOTMYEH IOATHIL:
TP53 (p.Arg213Ter), FH (p.Arg343Ter). IlpaBu BneuyarjieHue 3acsiranero Ha 7P53 rena npu
BCUYKH XHCTOJOTMYHU noaTunose. TymMopHusi cynpecopeH ren 7P53 e eqMH OoT Haii-uecTo
MYTHpPaJuTe Npu KapuuHomute. [Ipu kapuuHoMa Ha Gesus Apod MyTauuMsi B Hero ce cpeiia
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npu 46 % ot ageHokapuuHomute u npu 90 % ot ageHockBamo3HuAT kapunHoMm. HesaBucumo
OT 4eCTOTATA HA HErOBUTE MYTAIIMHU /10 Cera Toil He e OMJI 00eKT Ha nmpueaHa Tepanus. Eqno
0T 00sICHEHMETO HA TO3M (PaKT e M3K/IIYHMTEJHOTO Pa3HooOpa3We HA MYTAIMMTE HA TeHa.
TP53 mMyTtupa B HsJjlaTa KOJAUPAINA IOCJEI0BATEJTHOCT HA TeHAa, KOETO HMAa Pa3JIuYHU
NOCJIC/ICTBUSI — OT HOH-CEHC 10 MUC-CEHC MyTalluM. Bceky manueHT ChbIo € HOCHTEJ Ha Apyru
COMATMYHM M TePMUHATHBHHM TNOTEHUMAJIHO NATOJOTMYHM MYTAlUM KATO XeTePO3UIOTHH
HOHCEHC, KAKTO W MHOI0 [PYIM MHCCEHC MYTAllUM B JAPYrd TIeHHU, OMpeesieHH KaTo
naroreHeTH4Hd mno aaropurbma Ha RadialSVM. TI'enernunoro pa3sHooOpasue omnpenesi
XeTEPOreHHOCTTA HA TYMOPHTEe HA paka Ha OejuTe APoOOBe, KATO MOIAYEPTaBa POJATA HA
reHeTHYHHUS AHAJIU3 32 ajJleKBaTeH IMOAX0] B JUATHOCTHKATA M TePaNUsTA HA 3a00/IIBaHETO.
lTonsimara XeTepoOreHHOCT, HAOJIOIABAHA NPH MNANHUEHTHUTE, MOAYEPTABA BAXKHOCTTA OT
3aabJ004eH aHaau3 Ha reHoma npu NSCLC 3a uaeHTHPUIMPAHETO HA MeXaHM3MHTE H
CUTHAJIHA NbTHIIA ¢ KJIMHUYHO 3HAY€HHE M CHOTBETHO mNepcoHaau3upanH mnoaxoa. Cien
KJIMHUYHA BAJMIAANMSA, MOJEKYJISIPHOTO npoduaupare ype3 NGS moxke 1a ce MHTEerpupa B
NMPAKTHKATA C eJI 1a ce OPraHu3upa rojsaMa 0a3a JaHHM 32 NOTEHUMAJIHN MYTALMH, KOUTO B
Obaemie 0MXa MOIUIM /1A CJIYKAT KATO OCHOBA 32 M3CJIe/IBAHUS U OTKPUBaHe HA HOBM TapreTH 1
Tepanuu.

PesyaraTuTe 10Ka3BaT M Ye NMPUYMHATA 32 HUCKATA yCIeBAeMOCT NPH JeYeHHETO HA
paka Ha Oesusi Apo0 € UMEHHO JMIICATA HA MHAUBUAYAJHA TepaneBTHYHA CXeMa MPH BCEKH
eqMH nanueHT. Tasu HeoOXOAUMOCT ce NMOTBBP:KIaBa OT peAulla CbBPeMeHHH AaBTOPH.
EnuHCcTBEeHO NMepCcoHAIN3NMPAHATA MEIUIIUHA 1e a/ie Bb3MOXKHOCT 32 TBJIHOTO NPeKbCBaHe B
MeXaHM3Ma HA pacTe:k HA PAKOBUTE CTBOJIOBH KJeTkH. Te chcTaBiasiBaT MaJIbK NMPOLEHT OT
BCMYKH TYMOPHH KJIETKM M Ca YHHMKAJHH C TOBa, 4Ye MPHUTEKABAT KayecTBaTa Ha
caMOOOHOBSIBaHEe W IJIYPUIOTEHTHOCT (CIMOCOOHOCT 3a HeOrpaHM4YeH MNpoJudepaTuBeH
KANAUNTET), KAKTO U CIIOCOOHOCTTA /1a He ce MOBJMSABAT OT XMMHO M JbYeTepanus. UMeHHO
Te ca NIPUYMHATA 32 pellIMBUPAHe HA 3200/15IBAHETO cJle]l PAIMKAJIHA OllepAaTHBHA Tepanus ¢
nocJieABaJa XMMHUO U/ MJIM JTbYeTepanusi.

Jpyra npuuymMHa 3a JIOII Pe3yJTAT OT NPOBEIEHOTO JiedeHHe, HENOBJHMABAHE HJIHU
PEe3UCTEHTHOCT, ca (apMaKOreHeTMYHHTEe OCOOEHOCTHM HA BCEKH OT/AeseH MNalueHT. 3a
u3ciaensanuTe 19 nmanuenTn Oemle npoBeleH W (PpapMaKOreHeTMYEH AHAJIN3 C HHTEPEeCHU
pesyaratu. Otaudepenuupanu ca 15 myranmu ¢ ¢apMakoreHeTMYHO 3HAYeHHE, KOUTO
crope cBeTOBHATa 0a3a JaHHU MMAT OTHOLIEHHEe KbM OTroBOpa M edekra ot tepanus (7P53
(xpomozoma 17) SNP: rs 1042522; ERCC2 (xpomo3oma 19) SNP: rs 1799793; ARID5B
(xpomozoma 10) SNP: rs 10821936; XPC (xpomoszoma 3); EGFR (xpomo3zoma 7); ERCC2
(xpomo3zoma 19) SNP: rs 13181), noBeueTro OT KOMTO A0 Cera ca M3BEKAAHU W NPHU APYrU
OHKOJIOTMYHM 3200/IABaHUSl U MMAT SICHO M3pa3eH e(eKT NMPH ONpelejeHH HUTOCTATHLIM U

TApreTHu Tepamnunu.

KbM apyru jexapcrBa, M310JI3BaHNU B exkeAHeBHATa npakTuka (CDK4 (xpomo3oma 12);
HNFI1A (xpomo3oma 12); MCIR (xpomo3oma 16); KIF6 (xpomo3oma 6); SLCO3A1 (xpomo3zoma
15); CHRNA3 (xpomo3oma 15); HRH1 (xpomo3oma 3)).

3a apyru Bce olle HSMAa JaHHHM, HO BKJIKYBAHETO MM KaTO Bede PerucTpUpaHu B
JAa/IeHO NMPOyYBaHe KbM CBeTOBHATa 0a3a JaHHM JaBa Bb3MOKHOCT 32 MO-0bP30 U3SICHABaHE
Ha TAXHOTO 3Havenue (FGFR2 (xpomo3oma 10); AGPHDI (xpomo3zoma 15); ADHIB
(xpomo3oma 4)) KaAKTO M NMOAYEPTABA BPH3KATA MM CbC CTPAHMYHH e(eKTH cJiel APYru
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NMpPpOBEACHU TeEpamnuu. Ha 0a3a Ha MOJYYCHUTE Ppe3yjJTatu MOKe Jda C€¢ TBbPAUA, YUY€

(papMakoreHOMHKATa e KpaiibI'bJeH KAMbK B TePANUsTA HA OHKOJOTHYHHUTE 3200/ 19BAHUA, B

YACTHOCT Ha KapUMHOMA Ha OesiuTe JpPo0oBe, 00J1aCT, KOSITO BCe Ollle He € JI0CTATbYHO J100pe

pa3padoTeHa, HO MPOYYBAHUATA B Ta3U MOCOKA OMXa ONTUMU3HPAIH U MHAUBUIYAJIUIUPAIN

moaxoaa B JICYCHHUETO HA MAIIMCHTHTE.

U3BOIH

OuennxMe NPOMAHATA B OTHOLIEHUETO HA MAIMEHTA KbM TepanusaTa npeiu
3amo4BaHe HA JeYeHHUe U cJle]l MPOBEKIaHe HA HAKOJIKO Kypca (4-6) xumuorepanusi.
OTHOLIEHNETO HA NMALMEHTa KbM XMMHOTEPanusATa ce MPOMEHs B 3aBHCHUMOCT OT
CTENEeHTA HA U3SBAa HA CTPAaHUYHHUTE eeKTH.

B1b3 ocHOBa Ha aHaJIM3a N0 CTAAUI HA 3200/151BAHETO, Bb3PACT NPH JUATHO32, 10J U
XHCTOJIOTHS, MOJTyYeHUTE JaHHU HA 0a3a perucTpanusaTa Ha paka 3a bbarapus, B
HALLIETO NPOy4YBaHe U3Be0XMe MJIOCKOK/IeThbYHNSA KAPIUHOM Ha Oesusi Apod KaTo
HAH-4€CTO INATHOCTUIIUPAH, 00PATHO HA CBETOBHUTE JAHHU, KbJETO MbPBa MO3UIU
ce 3aeMa OT a/IeHOKAPLHOMA.

C aHa/M3a HA NPWJIATAHATA MbPBA JMHUA XUMHUOTEPANUs B HAIATA U3BaJKA
JA0Ka3axMe BUIAMMHM Pa3Iu4us MeK1y OHKOJOTMYHU LIEHTPOBe, HO ce 3ala3Ba
TeHACHIUATA 32 NPUAbPKAHE KbM 00I0YyTBbPAEHUTE CTAHJAAPTH 32 JiedYeHHe HA
3J10KaYecTBeHHU 3a00/1IBaHUS B CTPAHATA, IPH 3HAYMMO pa3HooOpa3ue Ha
NPWIAraHuTe CXeMHu.

YceranoBuxMe, ye NPOMSIHATA B HATVIACUTE HA MAMEHTAa KbM TePaNusTa He 0Ka3Ba
BJIMsSIHME BBPXY 0011ATA NMPEKUBIAEMOCT.

Ha 6a3ara na NGS cexkBeHupaHe, onpeaejnxme MOJIEKYJISIPHHA NMOATHIIOBE HA PaKa Ha
Oestust ApooO.

JokazaxmMe M3KJIIOUHUTETHA XeTEPOreHHOCT NPU PA3JINYHUTE XUCTOJOTUYHHU MOATUIIOBE
na HIKBK.

YcranoBruxMe reHeTHYHH NOJMMOPGU3MHU ¢ papMaKoreHeTUYHO 3HAYEeHH e, KOUTO
KOpeJIUPAT NPSKO ¢ 0TTOBOPAa KbM TepanusTa.

Onpenenuxme KJIOYOBH NATOJTOTHYHN MYTALIIMHU € U3SIBEHA POJisi B TYMOPHATa reHe3a
nporpecus.



L1aBy oT KHHUI'U, !‘lCGHI/I!!I/I U CTVIMN:

2. Ywnaunrupona H., ['epacumos A, Cranesa K, Kypresa I, [1aBa 5: ekcrpaBazaru, Hexxenanu
JIEKapCTBEHU PEAKIINH - OHKOJIOTUYHO PHKOBOJICTBO 32 METUITMHCKH CECTPH U
cnenuanu3anTyu; noa penakuusra Ha M. Tpudonosa u I. Kypresa, 2017 r., ctp.110-148

O0o01IEHHE:

JleyeHHne Ha eKCTPaBa3aTH B ChOTBETCTBHE ¢ HA-HOBUTE HAYYHHU CXBALLIAHUS U
MEIUIMHCKH KOHCEHCYC JaBa BB3MOKHOCT Ja ce NMpUJara ONTHMAJIHO JiedeHHe B
pasauynn pernonu. CiieqBaiiku nmpuMepa, moco4eH B TO3M MOAYJI, KOWTO BKJIYBA
Hali-HoBaTa MHGoOpMalus 32 eKCTpaBa3anueTa U MOAOPAHM AKTYAJHU MPOTOKOJIH OT
HU3BECTHHM LEHTPOBE, MEAUIIUHCKUTE CECTPH U APYT¥ MEAUIUHCKH CHEHUATNCTH MOKe
Ja JompuHecAaT 3a NHBelIaBaHe HAa CTaHAapTa 3a JiedeHHWe HAa OHKOJOTHYHUTE
3200/ 11BaHHS.

MeaMUMHCKUTE CECTPH M3MBJIHABAT OCHOBHA POJISi NPH NPAKTHYECKOTO
npuioxkenne. Kakro e mocoueHo B TO3W MOIYJ Te HMAT YHHKAJIHO B3auMoOJelcTBHE €
nalMeHTa M HIrPasiT rojsfiMa PpoJis NPH TNPHJI0KEHHETO HAa HHTPABEHO3HU
NPOTHBOPAKOBH JiekapcTBa. Upe3 o0yuyeHHe KaK JIeCHO [a ce pa3mo3HaBa
eKCTpaBa3aTa M 4pe3 3aMo03HaBaHe ¢ BCHYKH MECTHHM NMPOTOKOJIM 3a CIpaBsiHe C Hesl,
BKJIIOYHMTE/JHO W H3MO0J3BaHEe HAa AHTHIOTH, MEIWIMHCKHTE CECTPH MOrar jaa
NMOJANOMOTHAT /1a Ce TOHWKH 4YeCTOTATa Ha TOBA YCJIOKHEHHE TPH JiedeHHWe Ha
OHKOJIOTHYHHTE 3200J15IBAHUS.

MeauumHcKkuTEe CeCTPM ChIIO MMAT Bb3MOKHOCTTA A W3NBJHABAT BojAelIA
poJisi MpH Pa3sMIMPSAABAHETO HA M3MOJ3BAHETO HA HAH-T100pUTEe NMPAKTHUKM B Ta3Hu
obusact. Te marar 1a moMorHar ja ce pa3padoTAT MeCTHH MPOTOKOJIM TaM, KbAEeTO
HSIMA TAKMBa, 0J1aroflapeHue HAa KJIIOY0BATA UM POJis B NPHUJI0KEHHETO HA JIeKAPCTBA
U MO3HAHUSTA UM 32 NAlMeHTa.

HansiBame ce, 4e ThH Karo momara jJa ce pa3smuMpud pa3oupaHero 3a
eKCTPaBa3alUATa M HEHHOTO JeYyeHHe cpel MeIUIMHCKHUTE CeCTPM M Jpyrure
CIeNMaTUCTH B 3paBeoNna3BaHeTo, TO3M oOpa3aBaTejieH MOAYJ IIe NMOCTUIHE CBOATA
1eJ 3a noao0psiBaHe HAa NMPEBEHIUATA M USJOCTHOTO JieYeHHe HA eKCTPAaBa3aTH NpPH
NAUMEHTH € OHKOJOTMYHA 3a0o/isiBaHe 4pe3 H3MOJI3BAHE HA HA-HOBHUTE HAJIMYHH
JaHHU.

3.  Ywmaumnruposa H., Kypresa I, Cumeonosa JI, ['maBa 6: Opanen Myko3ut, Hexxenanu
JIEKapCTBEHU PEAKIIUH - OHKOJIOTUYHO PHKOBOJICTBO 32 MEIUIIMHCKU CECTPU U
cnenuam3anTy, nox pexpaknusata va U. Tpudonosa u I. Kypresa, 2017 1., ctp. 149-163;



Pe3lome:

Opananusar myko3ut (OM) moxke 1a ObJe 3HAYUTEEH MP00JieM 32 NAlUEHTUTe ¢
OHKOJIOTMYHO 3a00JIIBaHe, Thil KaTO ce pa3BHBAa KATO YeCTO CpellaHa HeKeJaHa
peakuusi HAa XMMHO- M JbUeTepanmuATa. 3acerHaT ca MOYTH BCHYKHM NALMEHTH,
NMOJIy4aBAllM BHMCOKOI030BAa XMMHMOTEpPanusl ¢ TPAHCILUIAHTAIMSI HA XeMOINOETHYHH
CcTB0JIOBH KJeTkn. OM mnpuumHsiBa 00JIKAa W JAPYrH CHMITOMH, KOMTO 3acsirat
Ka4yecTBOTO Ha :kUBOT. OcBeH ToBa OM Moke 1a npeacrasisiBa 0apuepa 3a yCnemHoTo
NpWiaraHe Ha XUuMUoOTepanusi U/ uiu Jpverepanus. [n1aBa 6 BpBe:xkaa temara 3a OM u
pa3riexIa HACOKHTEe 32 KJIMHUYHATA NMPAKTHKA [0 OTHOLIEHHE HA NMpeBeHUHUATAa M
JeyeHuero Ha OM, mpene3BUKaH OT TepanmuATa HA OHKOJOTHYHOTO 3a00JIiBaHe,
paspaGorednn ot MekayHapoaHaTa acolMaunus 3a NaJIMATUBHU TPHUXKU MPH
OHKOJIOTUYHO 3a00siiBaHe W MexKIyHAPOAHOTO JAPY:KECTBO IO OPAJHA OHKOJIOTHA
(MASCC/ISOO). Te3u Hacoum aaBaT nNpenopbkKU 3a e(PeKTUBHHM CTPATerud 3a
npeBeHnuss M JeyeHue Ha OM B KOHTeKCTa Ha JibYeTepanus, XUMHOTEpANus W
KOMOMHMPaHA XHMHOIbYeTepanus, KaTo chbll0 TOBA 00PBHIIAT BHUMAHHE HA MOAXOAM,
KOHUTO /12 He ce MPWIAratr B KIMHUYHATA NMPAKTUKA.

Kypresa I, Tpudonosa U, Mapunosa B, Apabamxues XK, Unnunruposa H, I'epacumos A,
Kapanukonosa T, Conakosa I, Ctoesa [I; [loBenenue npu peakyu HEEMUTETHN OBapUAIHUA
TyMopH, YueOHa kHura, KTMHUYHO TIOBEIeHUE NP OBapuaseH KapuuHom, 2014, ctp
235-244

Pe3ome:

Heenurennnre oBapuaanu tymopu (OT) BriarouBar 3/i0kadecTBeHH 00J1eCTH €
NMPOM3X0/ OT 3aPOJAMIIHU KJIETKH, OT M0JI0BA BPHB-CTPOMAJHHU KJIETKH, METACTA3ZUPAJI
oapuajieH kapuuHoMm (OK), kakTo U pazHooOpa3ue 0T U3KJIHYMTETHO PEAKH BHIOBE
OT karo capkoMH M JIUINOWJIHHU KJIE€THYHH TYMOpPH. Bbnpeku ye mMa MHOT0 NpHUJIMKH,
B MATHO3aTa M JiIeYeHHeTO HA Te3H MANMEeHTH MMa MHOI0 Pa3jinyus, KOUTO H3HMCKBAT
crnenuasieH noaxoda. ToBa e oco0eHO BaKHO 3a HeeNMTEJHUTE TYMOPH € IPOM3XOX OT
3apOAUIIHH KJIETKHU, KOUTO O0MKHOBEHO ce CpPelaT B M0-MJ1aJa Bb3PacT.

Kypresa I, Tpudonosa 1, Mapunosa B, Apadamxues K, Unimnruposa H, I'epacumos A,
Kapanuxonosa T, Conaxosa I, Croesa JI; I3KycTBO B IMTOTOKCHYHOTO JICUCHHUE HA
OBapHUaJeH KapIUHOM- HACTOSIIIIE U MIEPCIEKTUBY - Y4yeOHa kuura, KiimHu4HO noBeieHue
pu oBapuajeH kapuuHom, 2014, ctp. 209-221

Pe3lome:

EnurtennusaT opapuajieH kapuuHoMm (OK) e Ha 4eTBBPTO MSACTO KATO NPUYH- HA
3a cMbpPT NpH keHu. Ha To3m eran 3a “3;1aTHO” NMpaBMJIO ce MpHeMa XHPYPru4- HOTO
JedyeHUe (LMTOPeIYKTUBHA XHMPYprusi), HocJeIBaHA OT LHUTOCTATHYEH PeKUM
carboplatin/paclitaxel. Benpexkn nbpBoHaYagHHTEe I00pPH pe3yaTaTH Ha CHCTEMHA
XMMHOTepanus cJjel HUTOPeAYKTHBHA XUPYPrus, MOKa3zaTeJuTe 3a JajieYHa NpPexKu-

10



BAEMOCT M PHCK OT peuuauBH ca Jjomu. OT apyra cTrpaHa, JileKapcTBeHaTa Tepanus
npu OK cuiiHO BiomaBa KauyecTBOTO HA JKMBOT 3apajJM He)KeJIaHHW JIEKAPCTBEHHU pe-
aKIHUM, KaTO aJIoNeNnusi, HeBPOTOKCHYHOCT, oTniagHaaocT u aAp. C oriex noxnodpsiBa- He
Ha e(eKTHMBHOCTTAa OT CHCTEMHAa Tepanusi M pelylHPaHe HA TOKCHYHOCTTA Ipe3
NOCJIeIHUTE /ieceT IOAMHU B PAHAOMU3HPAHM NPOyYBaHHUs ca BKJIwo4deHu Hax 10 000
JKEHHU U €a U3CJEJABAHM PA3JMYHU TEPaneBTHYHHM AJNTEPHATHBU, KATO MHTPANEPUTO-
HeaJlHA XMMMOTepanus, ABOHM M TPOWHU LMTOCTATHYHHU PEKHMMH, 32 A ce NOCTH-
raHe ONTHMAJIHA e()eKTUBHOCT HA MbPBA JIMHUS.

6. Tpudonona U. , Ynaunruposa H, I'epacumon A, Jlumoa U, Conakosa I, Cumeonosa A,
Kypresa I, CbBpemMeHHa UMyHOTEpanus Ipy TYMOPH Ha I71aBa U 1K — HACTOSIA PEATHOCT
1 ObJIeNIN peIu3BUKaTEICTBA — Y UyeOHa KHUTa, [[oBeIeHne pu MaJTMTHEHH TYMOPHY Ha
aBa 1 mus, ctp. 191-196, 2016 .

Pe3lome:

IIpe3 2015 r. ca nmarHoctunupanu 59 340 HOBM ciiydyad ¢ TYMOPH Ha IVIaBa H
musg B CALl m 12 290 cmbprHEM ciayyau. IIpu JiokopermoHajHM pennauBH ce
NPOBeKIa Hai-uecTO JbYeXHMHOJIeHeHHe; NPH MeTacTaTMYHAa Ooject oOaue
XHMHOTEpanusl ce MPOBeXKIAa ¢ MajJu- aTHUBHA ned. KIMHWYHM npoyyBaHus npH
COJIMAHM TYMOPH M XeMaTOJOTHYHU 00jecTH NPH- Jarart ¢ KJAMHUYEeH edekT
HMYHOTepanusi (Bb3MOKHOCT HAa HMYHHATa CHCTeMa /1a ce O0opu ¢ 00JiecTTa), KOATO Ce
A00aBsl KaTO 4YeTBbPTAa TepaneBTHYHA Bb3MOKHOCT 3a JiedeHHMe Ha Tymopu. To3m
KOMEHTapeH aHa/Ju3 MpaBH MperjeJ] HAa CbCTOSIHHETO HA HMYHOTepamusita M
KJIMHUYHHUTE NPOYyYBAHNS NPH JiedeHHe HA TYMOPH HA IVIaBa M IIUs.

Hy0auKanuy B Yy K1y HAYYHU CIMCAHUSA:

CBbp3aHu ¢ AUCEePTANHUATA:

7. Chilingirova N., Hammoudeh Z., Balabanski L., Ivanov S., Vazharova R., Nikolova D.,
Kurteva G., Toncheva D., Chilingirov P. TruSight Cancer Sequencing Panel reveals
pharmacogenetic variants associated with sensitivity to chemotherapy in lung cancer; memo
- Magazine of European Medical Oncology - An International Journal for Oncology and

Haematology Professionals, memo
DOI 10.1007/s12254-015-0244-2, Volume 8, Issue 3 2015

Abstract Lung cancer is the most common cause of cancer death worldwide, and its
prognosis and treat- ment response rate as well as the survival rate remain poor. In

our study, we performed next generation sequencing (NGS) with cancer panel
(Illumina) for 19 Bulgarian patients with both non-small cell lung can- cer(NSCLC; 18
patients) and neuroendocrine tumor (1 patient) and focused on common
polymorphisms which define proven or reported sensitivity to platinum- based therapy.
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We report reference SNP (rs)1042522 (TP53),rs2228001 (XPC),rs2227983 (EGFR),
rs1799793, and rs13181 (ERCC2) single nucleotide polymorphism variants  which
have been detected in our patients in homozygous and/or heterozygous state.
Therefore, we give important information to confirm the role of those polymorphisms
in tumor resistance and recurrence after chemotherapy treatment. The results reveal
that TruSight Cancer Panel could be a useful clinical tool for determin- ing
pharmacogenetic variants associated with the effect of chemotherapy.

Keywords Lung cancer - Next generation sequencing (NGS) - Pharmacogenetic
variants - Chemotherapy resistance and sensitivity

HecBbp3aHu ¢ Auceprauusara:

8. Kurteva G, Chilingirova N, de Mello R, Kurtev P, Chronomodulated Capecitabine for First

Line Treatment for Metastatic Colorectal Cancer in Elderly Patients: a pilot study, Revista
da Associacao Médica Brasileira  (in press)

Abstract

Several clinical trials states that chronomodulated chemotherapy is feasible to increase
the dose but not the toxicity in colorectal cancer patients. This is rationale to use the
chronomodulated therapy in elderly patients with the only purpose — lower toxicity.
Capecitabine is an oral fluoropyrimidine that mimics the pharmacokinetics of
continuous 5-FU infusion and is preferentially converted to the active 5-FU metabolite
within tumor cells by exploiting the higher activity of the enzyme thymidine
phosphorylase in tumor tissue compared with normal tissue.

Objectives: The aim of the study was to define the feasibility, tolerability and tumor
response of capecitabine administered through a new and original schedule in elderly
patients with advanced colorectal cancer (CRC).

Methods: 16 untreated metastatic CRC elderly patients were included in the study.

Treatment: Chronomodulated capecitabine 2,000 mg/m?/day per orally on days 1-10,
every 20 days.

Results: Most frequent related G1-2 adverse reactions were diarrhea (18.75%), nausea/
vomiting (25%), mucositis (12.5%), asthenia(12.5%) and hand-foot syndrome (25%).
G3—4 anaemia, leucopenia and liver toxicities were not observed. The overall response
rate was 25% (4/16 patients). Stable disease was observed in 7 patients (44%) and
progression in 5 patients (31%).
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Conclusions: The high overall tumor growth control, and the good safety profille are of
particular interest for elderly patients” treatment.

Keywords: Chronotherapy; Circadian rhythm; Metastatic colorectal cancer; Liver
metastases; Cancer; Clock genes, Capecitabine

Iyoaukanuu B ObJrapCcKy NePUOAUYHN CIMCAHUSA:

CBbp3aHu ¢ AUcepTalUATA:

9.  UYwmmmuruposa H, [lamsnos /I, Kypresa I, OTHOLIEHHE HA TAIlMEHTa KbM T€pANUsTA,
criucanne Onkonorus, 2014, 6poii 1, ctp. 17

Abstract: Lung cancer is the leading cause of cancer-related mortality in both men and
women throughout the world. The overall S5-year survival rate for small cell lung
cancer (limited and extensive) is only about 6% and that for non-small cell lung cancer
(all stages combined) is round 15%. When studying the factors influencing lung cancer
survival, attention is commonly being focused on the patient's clinical characteristics.
The aim of our study is to pay attention to the prognostic significance of a less
traditional factor such as patient’s attitude toward treatment, which correlates with
quality of life (QoL), role of adverse events and their influence on response to
treatment and time to progression, which generally correlate with improvement in
survival for lung cancer. We analyze the literature on the role of the patient’s attitude
toward treatment options.

Key words: lung cancer, attitude toward treatment, quality of life, adverse events

Pe3rome: PakbT Ha Oestusi Apo0 e Bojelia NPUYMHA 32 CMBPTHOCT B CBeTa OT
OHKOJIOTHYHO 3200/I1BaHe KAKTO CpPeJ MbiKeTe, TaKka U cpejl :keHure. Oomara 5
TOAMIIHA MPEKNUBAEMOCT NPH APeOHOKJIeTHYHHSA paK Ha Oesns Apod e camo 0kos10 6%,
a Ta3W NpU HeAPeOHOKJIETbYHUN, HMANKH B NPeABUI BCUYKH CTAAUM, € 0K0JI0 15%.
IIpu u3cnenBane Ha (paKTOPUTE, KOUTO OKA3BAT BJIUsIHUE BbPXY NPEKUBIAEMOCTTA,
BHUMAHHETO 00MYAITHO € HACOYEHO KbM KJIMHMYHHUTE XapaKTePUCTHUKH HA MAlHEeHTA.
IlenTa Ha TO3M 0030p € 1a 00bPHEe BHUMAHNE HA NIPOTHOCTUYHATA 3HAYMMOCT HA IO-
MAJIKO TPaJAMIHOHEeH (aKTOpP KATO OTHOLIEHMTO HA MAIMEHTAa KbM INpPHJIAaraHara My
Tepanus, K0eTo 00M4YaiiHO KOpeJHpa ¢ Ka4eCTBOTO HA KMBOT, POJISITA HA CTPAHMYHHTE
edekTH U BIUSIHUETO UM BbPXY OTTOBOPA HA JIeYeHHETO U BpeMeTo /10 porpecus,
KOHUTO ITbK €A CBbP3aHM ¢ M0A00psiBaHe HA NMPEKMBAEMOCTTA NPH paka Ha Oesust APoO.
C 1031 0030p aHAJIM3HPAMe HAJIUYHATA JJUTEPATYPA M0 Ta3H TemMa.

KuouoBu aymm: pak Ha Gesiusi Apo0, OTHOLIEHHE KbM TePanusiTa, Ka4eCTBO Ha KUBOT,
HeKeJIAHU CTPAHUYHH PeaKIuu
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10.

11.

Yuaunruposa H. Pons nHa tymopauTe mapkepu. Crnimcanue Pesmaronorust 2013, 6poii 1,
ctp. 30-34

Pesome: KitacuuecKusIT TyMOpeH Mapkep MNpPeICTAB/AsIBA NMPOTEHH, KOUTO MOKe /2
0ble OTKPUT B KPbBTAa B IO0-BHCOKM OT HOPMAJIHUTE KOHIUEHTPALUMHU, KOIraTo
NaUeHTbT € 00JIeH OT ompeaejeH THN pak. J[pyru ce OTKpMBAT B YpMHATA WU
TeJleCHH TE€YHOCTH, a TPeTH B TYMOPHAaTa ThKaH. buBar mpoanyuupaHu or cammure
PAKOBU KJIETKH WJM OT OPraHM3Ma HA MAIMEHTAa, B OTTOBOP HA OHKOJOIMYHO MU
HEOHKOJIOTUYHO ChCTOsSIHUE ChCTOsAHUSA. [loBeueTo TYMOpHM MapKepu ca MPOTeHHH, HO
HAAKOM OT TSX €a TreHu WaM JApyru cyocranuuu. Hsikom TymMOpHH Mapkepu ca
cnenu@uyHU 3a onpeaeseH TUIl PaK, J0KATO APYTH MOrar aa 0bAaT OTKPUTH B MHOI'O
OHKOJIOTUYHH 3a0ousBaHusA. UpeanHusit Mmapkep 0m OmMJ TO3HM, KOWTO MOXke Ja ce
NPUJIOKH MPHU USJIATA MOMYJIALMA, HO MO3UTHBHUAT Pe3yJITarT 1ie ce Had/IAaBa caMmo
MPHU NALHEHTH C HEOILIa3Usl, TAKbB, KOMTO 0N KOpeJaIupaj ¢bC CTaAusA U OTTOBOPA KbM
Tepanusi 1 KOMTO MOXKe 1a ce U3MepH JeCHO u curypHo. Hukoii Tymopen Mmapkep 10
MOMEHTA He NMOKPUBA BCUYKM Te3u Kputepuum! TymopHuTEe Mapkepu Morar aa ce
M3M0JI3BAT 32 eIHA OT cjeaHuTe mHeau: (1) CKpUlHHMHI Ha 3IpaBaTa MJIM BHCOKO
PHMCKOBA MOMYJIALMA 32 HAJTMYHETO HA OHKOJIOTHYHO 3a00J1iBaHe; (2) 32 MOCTaBsIHE HA
amarnosa; (3) 3a omnpeaesisiHe NMPOrHo3ara Ha mnamueHTa; (4) MOHUTOPpMpPaHe Ha
JIeYEeHHETO U NMPOCieIsiBaHe HA MALMEHT B PEMHUCHS.

Ynaunruposa H, Kypresa I, Tonuesa /I, Pak Ha 6enust 1po0 u reHeTHka, Ciucanue
Omnxkounorus, 2015, 6poii 4, ctp 40-45

Pe3rome:

B nociiennuTe rofMHM paKbT ce YTBBPAU M KaTO reHeTHYHA 3a0oiasBaHe. Poasita Ha
reHeTHKATA 32 PaKka Ha OeJius Apo0d KATO BoAeINA NPUYMHA 32 CMBPTHOCT CpeJ
OHKOJIOTMYHHTE 3200/151BaHUS, B IIOCJIeJHUTE T'OAUHYU NIPU100MBa BCe MO-ToJisiMa
BAKHOCT. Peua reHeTHYHH AaHAJIN3H U3SICHUXA KPUTHYHATA POJIsi, KOSITO HMAT
onpeeJeHd MyTallii B NPOrpecusTa Ha TOBa 3a0oJsiBaHe. 3a1bJI00YEHUSAT AHAJIU3 B
MaTo0MoJIOTUATA HA HelpeOHOKJIeThYHNS pak Ha Oesus Apod (HIAPB) nosexe 10
BbBEK/AAHETO B KIIMHUYHATA NPAKTHKA HA PeIula MAJIKH MOJIEKY/IH, KOUTO
TAPreTupar cneuu(puYHU reHeTHYHU MYTANMH U KOUTO MPOMEHUXA 3HAYUTEHO
TeH/IeHUMHUTe B JieueHNneTo Ha OestoapadHus kapuuHoM. Ta3u cratus e 0030p Ha
HAJIMYHATA 10 MOMEeHTa nHGOpMalus 32 TeHeTHYHUTE aCIEeKTH IIPH PaKa Ha Oejus
Apo6. T npeacTaBsi TApreTHATE MOJIEKYJIH € IOJISIMAa KJIMHUYHA CTOIHOCT, KOUTO
PYTHMHHO Ce NPWJIAraT B NPAKTHKATA, TAKMBA KATO THPO3UH-KMHA3ZHUTE MHXUOUTOPH
(TKH), AJIK (ananiactuyHa JuM$poM KHHA32)-MHXUONUTOPH, KAKTO U peauua ApPyru
MOJIEKYJIM BCe Olle B KIMHUYHH npoyyBanus. C BbBe/KIaHETO HA METOAMKATA HA next-
generation sequencing (NGS) B 0HK0JIOTHYHATA IPAKTHKA, Ce BHeCE MO-TroJIsaMa
SICHOTA 32 TeHeTHYHHMTe (PAKTOPU NpH 0eJIOAPOOHUS KaPUHMHOM M Ce NOCTABHUXa HOBH
NpeAu3BUKATEJICTBA NPe] MeAUINHCKUTE OHKOJIO3H.

KurouoBu gymu: pak Ha Oesinst Apo0d, MyTalMU, TAPTeTHU TePaAllul
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Abstract:

Cancer is now known as a disease of genomic alterations. The role of genetic for lung
cancer as the leading cause of cancer death worldwide is becoming more important in
the last couple of years. Mutational analysis and genomics profiling have advanced the
field of lung cancer pointing the critical role of some mutations in the progression of
the disease. Deeper understanding of the pathobiology of non-small cell lung cancer
(NSCLC) has led to the development of small molecules that target genetic mutations
and that has changed the treatment paradigm of lung cancer significantly. This article
is a review of the available data as well as the molecular details behind lung cancer. It
also highlights the importance of different targeted agents that are currently in the
clinical practice, such as tyrosine kinase inhibitors (TKI) and ALK inhibitors, as well
as some others still under clinical development. With the introduction of next-
generation sequencing (NGS) in the oncology practice, the genetic landscape of lung
cancer became much more clear and introduced new challenges for the medical
oncologist for the upcoming years.

Key words: lung cancer, genomic alternations, mutations, target therapies

12.  H. Ynuamnruposa, I. Kypresa, /I. Tonuesa, Ponst comarnyHuTe MyTanuu 3a KJIMHUYHATA
MpakTHUKa B OHKOJIOTHATA, criucanne Oukonorus, 2015, 6poit 4, ctp.18-24

Pe3tome: HoBuTe 10CcTHKEHUSI B MOJIEKYJISIPHUTE AHAJIU3H TIpe3 NocJaeJHUTe FTOANHI
J0Ka3axXa, 4e PaKbT € TeHETUYHO 3200/1IBaHe — KJIOHAJIHA Npoudepanus HA KIETKH,
KOSITO Bb3HHKBA B CJIeJICTBHE HA MYTallUM B cy0ceT OT reHH, KOMTO J1aBaT PACTEeKHO
npeauMcTBO. Bece moBeue CBbpP3aHU ¢ paka reHHM aKyMYJIHPAT COMATUYHHM MYTaIUM.
CamuTe COMATHYHHM MYTAIUM CA HEHACJEACTBEHH, MOIaT 1a Bb3HUKHAT CIIOHTAHHO B
COMATHYHM KJIETKHU B cjeacTBue Ha rpemiku B IHK periukanusita wim npu
eKCIO3MIHSl HA MyTareHu, B pe3yJiTaT HA KOeTO Bb3HMKBA KJIeTh4HA TPaHchopMauus
U HEKOHTPOJMPaH pactex. B To31 0030p 00pbliaMe BHUMAaHKME HA I0OKA3aHU C
reHOMHO CeKBeHHPaHe Ba’KHU MATOJOTMYHU MYTAllUH, KOUTO ONpeae T reHeTHYHATA
KAPTa HA Pa3/IMYHU THUIIOBE PAK M KOUTO ONPedeJ AT Pa3IudHu OMOMapKepH ¢
NPeIUKTHBHA U MPOTHOCTUYHA CTOWHOCT 32 KJIMHUYHATA NMPAKTUKA U NPOYYBAHUATA
B 00/12CTTa HA OHKOJIOTUSITA.

KurouoBu gymu: pak Hs Oesimsi Apo0, COMATUYHHM MYTalliM, TEHOMHO CeKBEHHMpPaHe,
Onomapkepu

Abstract: New achievements in the molecular profiling in the last years proved that
cancer is a genetic disease - a clonal proliferation that arises following mutations in a
subset of genes that give growth advantage. More and more cancer related genes are
identified and characterized to have accumulated somatic mutations. Somatic
mutations are non-heritable mutations that can arise spontaneously in somatic cells
due to mistakes in DNA replication, or from exposure to mutagens, resulting in
uncontrolled cell growth and cellular transformation. This is a review of some
important driver mutations that have assembled emerging views of the genetic
landscape of various cancer types through next generation sequencing (NGS) analyses
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that can help to identify biomarkers that are prognostic or predictive, relevant in
clinical trials and practice.
Key words: lung cancer, somatic mutations, next generation sequencing, biomarkers

HecBbp3anu ¢ quceprauusra:

13. Ynaunruposa H, Kypresa I, Pons na EGFR-Tupo3un kuHa3HUTE HHXUOUTOPH B

14.

JICYCHHUETO Ha paka Ha Oemus Apoo6, Medicard Oukomnorus, roau 2016, cTp. 18-22

Pesiome: B nocsieqHuTe roiTHA OHKOJIOTHYHUTE 3200/IIBaHNUsl ce YTBbPAMXA H KATO
reHeTUYHM 3a00/15IBaHUS, 4 POJISITA HA TeHETHKATA 32 paKa Ha OeJius Apod KaTo
BO/Iell]a MPUYMHA 32 CMbPTHOCT Cpell OHKOJIOTHYHHMTEe 3a00/151Ba- HUSI IPUA0OOUBA Bce
NMO-roJisiMa BasKHOCT. PeMua reHeTHYHU aHAJIM3HM M3SICHUXA KPUTHYHATA POJisl, KOSTO
HMAaT oIpeJe/ieHd MyTAalluM B NPOrpecusATa HAa ToBa 3a0ousiBaHe. C BbBeKIaHETO HA
MeToauKaTa Ha next-generation sequencing (NGS) B OHKOJIOTHYHATA NMPAKTHKA Ce
BHece I10-T0JIsIMa SICHOTA 32 reHeTHYHUTe (aKTOpU NpHU 0es10- APOOHHUA KAPLUHOM H ce
NMOCTABHXA HOBH NPeIN3BHKATEJICTBA NMpel MeIUIIUHCKUTE OHKOJI03U. 3a1bJ100YeHUsIT
aHAJIM3 B NATOOMOJIOTUSITA HA HeIPeOHOKJIeThbYHUSA pak Ha Oesaus apod (HAPB/)
J0Bejie 10 BbBE:KIaHETO B KIMHUYHATA MPAKTUKA HA PeNLa MAJKH MOJIEKYJIH —
HHXMOMTOPHTE HA pelenTopa 3a enu- AepMajHus pacre:xked ¢pakrop (EGFR), konrto
TapreTupar cnen(PuYHN reHeTHYHN MYTALMHU U KOUTO MPOMEHU- Xa 3HAYUTETHO
TeH/ICHIMHUTE B JieYeHHeTo Ha Oestoapaduus kapuuHoM. [lanueHTH ¢ akTHBUpALIH
myTtanuu Ha EGFR resa noka3Bar 4yBCTBUTEJIHOCT KbM, 2 M1 KJIMHUYHA 110J132 OT
Jedyenne ¢ EGFR tupo3un kunasuu nuxudu- ropu (EGFR-TKIs).

Ta3u cTaTus aKUEeHTHPA HA TAPreTHUTE MOJIEKYJIHU € IoJIsiMa KJIMHUYHA CTOHHOCT,
KOUTO PYTHHHO Ce MPWIAraT B IPAKTHUKATA, TAKUBA KATO THPO3UH KHHA3ZHUTE
unxuouTopu (EGFR-TKIS), konTo 10Kka3axa cBosiTa e()eKTUBHOCT B JICYEHHETO HA
HeipeOHOKIeThbYHNSA paK Ha Oesust Apod (NSCLC).

KuarwuoBu nymu: pax na oeausn opoo, mymawuu, mapzemnu mepanuu, TKH

Unnaunruposa H, HenpeOHokIeThUHHAT OeTOIPOOCH KapIlIMHOM B epara Ha
npenusnpanara meauiuHa, cnucanue MHCITUPO, bpoii 40 / armpun 2017, ctp.13-16

Pesrome: OnHkosorusita € ecrecTBeH H300p 3a ocHOBeH (OKyc Ha npenu3MpaHa
MeaumuHa. C 14.1 mMuinoHa HOBM cjydyasi TOAMIIHO M 8.2 NMOYHMHAJIM TOJUIIHO,
OHKOJIOTMYHHMTE 00J1eCTH 3aeMAaT BO/AEeII0 MSICTO Cpell COUAJIHO 3HAYMMHTe 001eCTH HA
HaueTo cbBpemue. KapuuHoMsT e 3a00/15iBaHe HA TeHOMA M KOJIKOTO NOBeYe 3HAHMA

16



ce HATPYNBAT 32 3JI0KAYeCTBEHUTE TYMOPH, TOJKOBA MO-ICHO CTaBa, Y€ BCEKU TYMOP
HMa CBOSI COOCTBEeH HA0OP OT reHeTHYHU NMpoMeHu. PazOupaHeTo 3a KAPIMHOMHHMTE
TeHeTHYHH H3MEHEHHUsi BOIAM /0 MHOI0 mnoe(eKTHBHHM TepaneBTHYHHM TMOIXOAU HA
0a3aTa Ha reHeTHYHHUS NPOoGUI HA BCEeKH OTHAe/IeH nmauueHT. Karo usiiio renerukara B
OHKOJIOTHAATA 1eJHM /2 TMOANOMOTrHe HanpeAbKa HA NEPCOHAJM3MPAHATA MeEAUIIUHA
ype3 JIHK-cexkBeHUpaHe M AaHAJIU3H HA TYMOPH HA MAIIMEHTHUTE, 32 /1a C€ OTKPUSAT HOBH
TeHeTHYHH W3MEHEeHMsl, CBbP3aHM ChC cnenuuYHUTE BUAOBE TyMopu. /[aBaHeTo Ha
TakaBa cneuu@uyHa uH@opmanus 3a KJIHOYOBH FeHOMHH NPOMEHHU 1€ MOANOMOTHe
pa3padoTBaHeT0 HAa MNMO-¢eKTHBHM TePaNeBTUYHU, THATHOCTUYHH M TNPEBAHTUBHU
MeTOIMKH. B OHKOJIOTHYHATA MPAKTHKA NpeUM3MPaHATa MeJUIIMHA Beye OTIABHA e
HABJIfI3JIA, MHOI0 TAPreTHU TepanuM ca Bedye PYTMHHO U3MOJ3BAHM B NPAKTHKATA,
APYru ca 00eKT Ha peAuua KJIMHUYHU NPOYYBAHMs, a oOllle MOBeYe ce 04YaKBaT Ja
CTAaHAT Bb3MOXHHM B 0003pumo Obaeme. B CAlll, HaunoHaJHUAT paKkoB HHCTHTYT
(National Cancer Institute (NCI) ¢oxkycupa MHUIHATHBUTE CH 10 NMporpaMara 3a
Nnpeun3npaHa MeIMIMHA BbPXY YeTUPH OCHOBHH TOYKMU:

(1) ysenuuasane ponsma na npeyusupanama MeOUUUHA 6 KAUHUYHUNME NPOYY6AHUS — B
TSAX NMANHEHTHUTE Ie MOJy4yaBaT Tepanusi Ha 0a3aTa Ha reHeTHYHHTE MYTAIlMU HA
TeXHUsI BU KAPIUHOM; B K0JIa0opanus ¢ MyOJUYHUSI U YACTHHUS 3IPaBeH CEKTOP Tpe3
MOCJIeTHUTE JIB€ TOAMHH Beye ¢a 3aM0YHATU PeHIa TAKHBA 3NN TBAHUS;

(2) npeooonasane na nekapcmeenama pe3ucmeHmHOCH — N3NO0J3BAHE HA TeHEeTHYHUSA
npogua Ha TymMOpa 3a pPa3sKoAMpPaHe HA MEXaHU3MHTE 32 MOABA HA PE3HCTEHTHOCT U
pa3padoTBaHe HA JJA0OPATOPHU MO/IEJIU 32 TOBA;

(3) pazpabomeane na nosu nadopamopru Modeau 3a u3Cji1e0eanus — ypeJuniapane 0pos
Ha JIMHUM YOBEIIKH PAKOBM KJETKH M KceHOorpagCcku MoJe/in; BKJIOYBA H
pa3pa0oTrBaHe Ha Ja0opaTOpPHH MoOJeJH 32 HMYHOOa3MpaHU Tepanuum H
HIeHTU(PUIUPaHe HA HOBY Bb3MOKHOCTH 32 MO-IIMPOKOTO UM NMPUJIOKEHHE;

(4) pazsueane na Hayuonanna paxoea UHPOpMAUUOHHA cucmema — Cb3JaBaHe HA
HALMOHAJIHA §a3a JaHHM 32 ChbXPaHeHHe M MHTerpPHpaHe HA reHOMHAa WHoOpMALUA OT
Pa3IM4YHM TYMOPH ¢ JaHHH 32 KJIMHUYHHUS OTrOBOP (Hamp. HamMaJisiBaHe B pa3Mepa Ha
TYMOpa) M M3X0/1a OT TepanmuATa (MPOABJIKUTEJTHOCT HA OTTOBOP, NMPEKUBAEMOCT Oe3
nporpecuss U o0ma INPeKUBAEMOCT), CHOTBETHO KaTO pecypc 3a Y4YeHH, JeKapu M
nauueHTH.

B3eTu 3ae1H0, BCHYKH rOpenocoYeHy MHUIUATHBH LEJIST A2 00eIMHIT OTKPUTUATA B
o0s1acTTa HA OHKOJIOTHATA U 12 JONPHHECAT 32 ollle MOJI3H 32 0TAeTHHUA nanueHT. ToBa
HMa OTHOLIEHHe KbM OrPOMHHTE KOJIMYecTBa HH(OpPMALMs, KOUTO HAYKATa BbB
BCHYKHUTE M aCNeKTH FeHePUPa eKeJHEBHO M HAJIara Hy:;KJ1aTa OT MHTepHeT-0a3upaHa
odmonocrenHa miaargopma (Big Data) 3a o0OmMsiHa, aHaJM3HMpaHe M NPOBEPKA Ha
JaHHU.
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Yuauuruposa H, Bakcunu u uMyHoTepanus npu HeaApeOHOKISThYHUS KapLIMHOM Ha Oenust
npo0, cniucanue MHCITUPO, 6poit 42 / centemBpu 2017, ctp.55-57

Pe3iome: B mocieannTe roiMHl MMYHOTEPANMSATA ce Pa3BUBa KaTo odemaBaia 001act

HA HAYYHHU H3CJIeABAHMS 32 JIEKAPCTBA, KOUTO MOBJIUSIBAT HA UMYHHATa CHCTeMa Ja
HHAYUMPA AHTUTYMOpPeH e(eKT, KaTo ce H30SrBarT CBbP3aHMTE C TOBA HEKeJAHH
JIleKapcTBeHH peakuuu. UmMa pa3iuyHM HAYMHM A ce AKTUBMPA UMYHHATA CHCTeMAa U
Te ce KJIacupuUUpar B CJeJHUTE KaTreropuu: MOAU(PUKATOPU HA OUOJIOTMYHMS
OTroBOp (Hamp. UMTOKHHH, KOJOHUM CTUMYJUpamu ¢(akTopu), MOHOKJIOHAJIHHU
AHTHUTEJIA, BAKCMHM M KJIeThb4HAa uMyHorepanusi (newaputhu kjaerku (DC), NK-
KJIeTKU, T-kiaerkn). HaMa KOHCeHCYC MO OTHOUIIEHHME HA ONTHMAJIHHMSA MOAXOX NPH
KapuMHOMAa Ha Oesius 1pod, MOpaau KOeTOo ce 1eJu HHAUBUIYAJIU3NpaHe HA JieYeHHeTo
Ha 0a3a cneuuduuHun mapkepu. B To3M 0030p mie ce crnpemM caMoO Ha JABe OT Te3H
HanpasJieHusi — BakcuHu U checkpoint uaxuoéuropm.

YUnnunruposa H, Jleuenue na npedHoknerprunust kapuuHoM, cnucanue MHCIIPO, 6poii
44 / nexkemBpu 2017 online

Bobnpeku otyeTeHusi HANpeAbK B CBOOOAHATA OT Mporpecusi Npe:KMBAEMOCT MNpPH
NAlMEeHTH ¢ HeAPeOHOK/JeThbYeH KAPUMHOM M AKTHBHPAIIH MYTAIUHM, JEKYBaHU C
TapreTHu Tepanuu, nporHasara npu SCLC He ce e momxo0pu/ia 3HAYUTETHO INpe3
NMOCJIeIHUTE TOAMHUU 0CTABA TePANeBTUYHO NMPEIN3BUKATEICTBO. 3apaau OMOJIOTHATA
Ha TyMOpa W B OIpeJlejeHH CJYy4ad HEroBara pPe3UCTEHTHOCT HA CHCTEMHA
XHMHUOTEpPaNnusi ce MoJarart Bce MoBeYe YCHJIUS 32 MHTErpHUPaHETO HA TapreTHHUTE
Tepanuu 4 B TO3U acnekT. U3BbH KIMHUYHHUTE NPOYYBAHUS, JeUeHHETO ce Ha3upa Ha
YTBbpP/A€HH CTAHJAAPTH, KOUTO BKJIKOYBAT MYJTHMOAAJHUA noaxoa npu craguu I-I11,
BriIwunTeHo PCIL. B craamii 1V ce npenopbuBa cMCTeMHO Tepanusi Ha 0a3ara Ha
HHAUBHUIYAJHATA MPOTrHO3a HA NMAIMEHTAa, KATO NMPUJIAKEHHEeTO HA BTOpPa JIMHHSA Ce
0azupa Ha cBOOOJAHHSI OT NpoOrpecusi WHTepBaJa cJed NbpBa JuHus. JleyeHuero e
JKeJIATe/JIHO /1A ce OChIIEeCTBSABA B FOJIMMH OHKOJIOTHYHH LEHTPOBE, KbAeTO MOXKe /1a ce
NMPeJI0KH eKUIleH NMOAX0 KbM BCEKHU eIMH CJIy4aii.

Unnunruposa H, ['eneTnunu myTtanuu u pak, cnucanue 3apaseH Hasurarop, Opoii 1 / ronu
2017, ctp. 47-49

OHKOJIOTMYHUTE 3200JIIBAHUSI Ca OTTOBOPHH 32 1 oT Bceku 8 cMBPT- HM CJay4yau B
cBetal64]. Karo 3a00- JBaHe, paKkbT BK/JIKWYBA noseye oT 100 pa3jauyHuM moaTHNA C
Pa3Iu4YHM PHUCKOBH (PAKTOPH M €NHIEMHOJIO- THS, NMPOU3X0KIAIIM OT MOBEYETO
KJIeThbYHH JIMHUM H OPraHd B 4YOBeHI- KOTO THAJO, XaPaKTePU3HPAIIH Ce€ CbC
CPABHUTEJHO HEKOHTPOJMpPaHa Npo- Jjaudepanus Ha KIETKH, KOUTO MOrar jaa
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MeTACTa3upaT B pa3jnyHu opra- Hu. [Ipuema ce, ye BCMUKHU THIIOBE PaK UMAT 0011
naroresesa. Bceku BHI pak nmpoM3JiM3a OT HACJEJICHH W/MJIM COMATHYHHU INMPOMEHH,
HacTb- mwian B JIHK mocienoBaresHOCTH B reHomMa Ha pakoBara KJierka. Ilpes
nocjeanute 30 rogMHH ce HATPYNa- Xa MHOIO JAHHHU 32 Te3W MYTalluM B I€HH OT
yoBellkusl reHom. Cera Ha- BJM3aMe B epa, B KOSAATO Ce NMPOY4YBa IbJHUAT PAKOB
TeHOM.

Ynauuruposa H, Pak Ha Genust a1po6 - o6 pernien, cnucanue 3npaBeH Hasurarop, 6poit
3 / moemBpu 2017, ctp. 2-4

PakbT Ha Oesiusi APOO € HA MBPBO MSCTO IO 3200/1eBaeMOCT M BoJe- 1A MPUYMHA 32
CMBPT NPH MbKe- Te, KATO ChIIECTBYBA TEH/JIEHIIUs 32 HENMPEKbCHATO HAPACTBaHEe HA
4yecToTa U NpH keuurte. B Hauamo- To Ha 20-TH Bek pakbT HA OeiuTe APoOOBe € DU
CPABHHUTEJIHO PAIKO THATHOCTHIHPAHO 3a00JisiBaHe, 10- KATO B Kpasi HA BeKa Toi ce
NpeBph- 1A B €IHO OT HAH-TeXKKHTe M 4YeCTH OHKOJOru4YHH 3abojsiBaHus. Karto
COIMAJIHO 3HAYUMO 3a00JIsiBaHe, MOPAIH IHUPOKOTO Pa3NpocTpaHe- HUE, BOAEHIO 10
HKOHOMHMYECKH, COMAJTHN U JeMOorpa)cku 1eTH Npu paka Ha Oeus apod OposAT Ha
3200J1eJINTE Ce H3PABHABA C TO3H HA MOYHHAJINTE.

Yuauaruposa H, Yunuarupos H, @apmakoreHoMHUKa U JI€KaApCTBEHA PE3UCTEHTHOCT B
onkonorusta (Pharmacogenetics and drug resistance in oncology), cniucanue PeBmarosnorus,
opoii 4, nekemBpu 2017 first online

AO0cTpakT: JledeHMEeTO HAa OHKOJOTMYHHUTe 3a0oasiBaHus ce Oa3upa Ha
MYJTUAMCHUIUVIMHAPHUS TOAX0, BKJIIOYBAIl XUPYpPrusi, Jb4e-, , TapreTHa- H
xopMoHoTepanusi. [Ipequ3BUKaTeJICTBO MpeJl JIEKAPCTBEHOTO JieYeHNe € Pa3BUTHETO HA
PE3UCTEHTHOCT KbM NMPHUJIATAHOTO JiedeHHe. Pa3iuyHM HMTOTOKCHYHM MeIUKAMEHTH
CeJIeKTUBHO €€ HACOYBAT KbM AKTHBHO JeJSIIIUTE ce KJIEeTKH, KaTo pa3jiM4YHUTe UM
rpyly BKJIOYBAT MeIMKAMEHTH € pa3jindyeH MeXaHU3bM Ha jeiicTBHe. J/lekapcTBeHaTa
Pe3UCTEHTHOCT ce JedUHUpPA KATO HeJACTATbYeH OTrOBOP B HHXMOMpPAHETO Ha
TyMOpHHS pacTex. Moxke 1a 0bJe yHacJieeH B cyOnony/aanusi OT XeTePOreHHH PaKOBH
KJIETKHM WM [1a 0TPa3siBa KJeThb4eH OTrOBOP B CJIeCTBHE U3JIaraHe Ha JIEKapCcTBOTO,
T.e. Pe3HCTEHTHOCTTA Bapupa. Jl[pyro npeim3sBUKATeJCTBO B Tepanusira ca
(papMakoreHeTHYHHMTE pa3jiuyus NPH BCEKH OTAeJeH mnauueHT. Ta3um crarus
pasriexaa JieKapcTBeHAaTa Pe3HCTEHTHOCT W pojsATa Ha (apMakoreHoMHMKara B
OHKOJIOTMYHATA NPAKTHKA W KaTo ce (oKycMpa BbPXy IeHeTHYHHTe il acHeKTH.
Ki1104oBHM 1yMu: OHKOJIOTHS, JIEKAPCTBEHA PE3UCTEHTHOCT, (PapMaKOTeHOMHKA

Abstract: Treatment in oncology is based on a multidisciplinary approach, including
surgery, radio- therapy, targeted and chemotherapy and hormone therapy. A huge
challenge in the treat- ment area is the the development of drug resistance in the course
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of therapy. Various cyto- toxic drugs with a different mechanism of action are
selectively targeting the actively divid- ing cells. Drug resistance could be defined as an
insufficient response in inhibiting tumor growth. It may be inherited in a
subpopulation of heterogeneous cancer cells or it could reflect the cellular response as a
result of exposure to the drug. Cancers have the ability to develop resistance to
traditional therapies, and the increasing prevalence of these drug resistant cancers
necessitates further research and treatment development. Another chal- lenge in
therapy are pharmacogenetic differences in the individual patient. This paper ex-
amines drug resistance and the role of pharmacogenomics in oncology and focuses on
its genetic aspects. Key words: oncology, drug resistance, pharmacogenomics

Yuaunruposa H, Yunuarupos H, Ctpannyau e(hekTH OT JeKapCTBEHOTO JICUSHHE MPU PaK
Ha O0enus mpo0 (Therapy related side effects), cucanue PeBmatomnorus, 6poit 4, nekeMBpu
2017 first online

Pesome: Hexkemanure JgekapcrBeHu peaxkuuu (HJIP) npeacraBasBar
NPeIN3BUKATEJICTBO B Tepanus HA OHKOJOTMYHHTE 3a00/IABAHMA M B YACTHOCTH B
Te3W HA paka Ha Oejins P00, B HAKOM CJY4Yau U JUMUTHPAIL (GAKTOp 32 MOCTUTAHE HA
MakcuMaJsieHTepaneBTH4eH egekt. To3m 0030p pasriekaa OCHOBHUTE CTPAHHUYHHU
peakuuM, KOUTO ce MPOSIBABAT NPH CHCTEMHOTO XHMHMOTEPANeBTUYHO UM TAPreTHO
JiedeHHe HA paka Ha OeJjmsi Apo0.

KirouoBun aymm: pak Ha Oenusi Apo0, CHCTEMHO Jie4eHHe, HeKeJAHM JIeKAPCTBEHH
peakuumn

Abstract: Chemotherapy side effects remain a huge challenge in the treatment of
oncology diseases, in particular in the treatment of lung cancer - in some cases even
limiting the achievement of maximal therapeutic effect. This article is a review of the
main chemotherapy and targeted therapy related adverse events in lung cancer
treatment.

Key words: lung cancer, systemic treatment, treatment side effects

Dimitrov D, Ivanov T, Deliyski T, Iliev S, Filipov E, Karamanliev M, Betova T, Popovska S,
Chilingirova N, Georgieva I, Tomov S, Gortchev G. Macroscopic assessment of total
mesorectal excision quality after robotic assisted rectal resection due to rectal cancer in
Bulgaria - a prospective trial. JBCR (2017)-in press

Abstract

Total mesorectal excision (TME) is a standard surgical procedure for rectal cancer.
Robotic surgery has the potential to minimize the disadvantages of laparoscopic rectal

20



22.

resection. Circumferential margin and macroscopic quality assessment of the resected
specimen are the major prognostic factors for local recurrence of the disease. The aim
of this study was to research the macroscopic assessment of the quality of TME after
robotic-assisted rectal resections for rectal cancer performed in a single center.

Data was prospectively collected about macroscopic assessment of the quality of TME
in thirteen patients after robotic-assisted rectal resections for rectal cancer between
09.04.2014 and 31.12.2016. After all robotic TMEs, a pathologist made macroscopic
assessment of the completeness of the mesorectal excision.

The quality of TME was complete in 12 cases and nearly complete in one case. The
circumferential and distal resection margins were negative in all cases. The mean
number of harvested lymph nodes was nine.

This study indicated that using robotic surgery for rectal cancer does not lead to
worsening the quality of TME. Further studies in this field are necessary.

Key words: rectal cancer, TME, quality of the specimen, robotic surgery

Pesrome:

Torannara me3opekranna exkcuususi (TME) e cranpapTHa Xupypru4iHa npoueaypa 3a
peKTajieH KapuuHoM. Po0oTu3npanara Xupyprusi MMa NoTeHUHAJIa 1a cBeie 10
MHHHMYM HEA0CTATbUHMTE HA JIANAPOCKONCKATA PEKTAJHA Pe3eKUus.
HupkymdepeHTHATA pe3eKIMOHHA IPAHULIA 1 MAKPOCKOIICKATA OLIEHKA HA
KA4eCTBOTO HA pe3ellMOHHNS NMPenapar ¢ca OCHOBHUTE NMPOrHOCTUYHU (akTopH 3a
JIOKaJIeH peluaIuB Ha 3a00/s1BaHeTo. LlesqiTa Ha TOBa mpoyuBaHe e 1a ce u3cienBa
MAaKPOCKOICKaTa oueHka Ha kayecTBOTO HAa TME ciieq po60oTH3NpaHn peKTAJIHH
Pe3eKIHUN 32 PEKTAJIeH KAPUUHOM, U3BbPIICHH! B €IMH HEHTHP.

IIpocnekTHBHO ce chOMpaxa JaHHHU 32 MAKPOCKOICKA OlleHKa HAa KayecTBOTO HAa TME
NpU TPUHAZECET NMALMEHTH cJel PoO0OT-AaCHCTHPAHHM PEKTAJHHM pPe3eKUUH 10 IOBOJ
pexTanen kapuuHom mexay 09.04.2014 u 31.12.2016. Ciaen BCcMUKH POOOTH3MPAHU
TME narojior HanpaByM MaKpPOCKONHUYHA OLEHKA HA NMbJHOTATA HA Me30peKTajiHATa
eKCIU3HUs.

KauecTtBoTo Ha TME e onpenesieH0 KaTo: MbJHO B 12 cjiy4yasi ¥ MOYTH IIBJIHO B €IHH
ciayuaid. [lupkym¢pepenTHaTa u JUCTAJIHATA Pe3eKIIMOHHU IPAHUIM €A HETATUBHU BbB
BCHYKH ciaydyan. CpeqHusT Opoii Ha cbOpaHuTe JUMQHU Bb3JIH € [IeBeT.

ToBa npoy4yBaHe moka3Ba, 4e U3MOJA3BAHETO HA POOOTH3MPAHA XHPYPIrUs 3a PeKTaJIeH
KAPUMHOM He BOIH 10 BJjomaBaHe Ha kadecTBOTO HAa TME. HeoOxoqumu ca
AOI'bJIHUTEHHU MPOYYBAHUS B Ta3u 00J1ACT.

KuarwuoBu gymu: pexkrasnen kapuunom, TME, kadyecTBo Ha pe3ekrara, po0oTH3HpPaHA
XUpyprus

Mapunosa B, Kypresa I'., Tpudonora 1, Apadamxues XK, Comakosa I, Unsamurupona H,
Croesa /], CumeonoBa A; CbBpEMEHHO JIEUEHUE HA PEKTATHUSA KapIMHOM.ONUT Ha
knuHukara mo Xumuotepanust CBAJIO EA/L.; Crimcanue Onkonorus 43, 6poii 2, 2015t
ctp.17-25
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CratusTta 000011aBa ONMTa HA KIIMHUKATA 110 METUIIMHCKA OHKOJIOTUSI KbM
Crnenmanu3upanara O0HHIIA 3a aKTUBHO JeueHue 1o onkonorusi B Codus (CBAJIO) EAJL B
KOMIIJICKCHOTO JICUCHUC Ha PCKTAJIHUSA KapIUHOM U IIpaBU NPCIIICA Ha CbBPECMCHHUTC
TIOIXO/IM 32 JICYEHUE HA PEKTAICH KapIHHOM.

Pe3rome: MyJaTHAMCUMINIMHAPHUAT MOAXO0A NPHU TAa3H JIOKAJIU3ALHUA € OCHOBHA
cbBpeMeHHa cTparerus. Bonpexu 4e ce npuiarar xupypruuaure meroau TME u
CRM, KaKTO ¥ npeaonepaTUBHATA XUMHUO-TbYeTepanusi, HAJIUYUETO HA JaJIeYHH
MeTacTa3| ce YCTAHOBSIBA NPHU NoBe4eTo OT 6oiHuTe. ToBa M3MCKBa HHTeH3UUKALUS
HAa JICKapPCBEHOTO JieueHue. Perucrprupanm ca HoBa reHepanus HUTOCTATHLHA
(psryoponMpuMHIMHNI) 32 KOMOMHUPAHA XUMHO-JIbYeTePanusi, HOBH Pe:KUMH U
NPHULETHN ATEHTH 32 M0-arPeCHBHO MOBEJAeHHE NIPH PeKTaJIeH KapuuHoM. /[o0aBsiHeTO
HA OKCAJMILIATHH KbM (JI1yoponMpuMHJIUHU B ChbUeTaHHe C MpeaonepaTuBHA
JbUeTepanus He OKa3Ba 3HAYMM PaHEH XHCTOJOIMYEH OTrOBOP B KJIMHUYHUTE
npoyuBanus pa3a 3, oceed B German CAO/ARO/AIO-04. ATpakTUBHATa TapreTHa
Tepanus B HEOAAIBAHTEH acneKkT B cbueTanue ¢ JIT nemoHcTprpa He3a10BoJINTEICH
narosiorudeH orropop npu anTu-EGFR unxun6nrtop (nerykcumad), ane4eHHeTo ¢ AaHTH-
VEGFR nnxuourop (0eBauuzymad) e J0BeJI0 10 YBeJIUYaBaHEe HA CEPUO3HUTE
NMOCTONEPATHUBHH YCJI0KHEeHUs1. JIOKAJTHO aBAHCHPAJMSAT PeKTaJIeH
KAPUUHOMIIPEACTAB/ISIBA XeTEPOreHHA IPyNa ¢ pa3IuYHA NPOrHOCTUYHU PHUCKOBH
(¢akTopy U UM3HMCKBAa MHAMBHIYAJIEeH MOAX0] Ha JedyeHue. [loBeaqeHneTo NMpU penuInB
WK JAJ1eYHO MeTacTa3upaHe He ce Pa3/iMuyaBa OT TOBA NPU KAPIUHOM Ha /1e0eJI0TO
yepso. I[Ipe3 nepuoga 2008-2012 B kaunukara no xumuorepanust (bbAJI no
OHKOJIOTHS) €A MPOBEJIU JieYeHHe 32 KapuuHoM Ha pektyma 171 nauuenTu. Haii-uecto
auarto3ara e nocrassina B IV craamii (27,5%). Ilo rossima yact ot 0ostHHTE ca
nposeJsu npenoneparusia J'T, ciien koeTo e u3BbpiIeHa onepaTiBHA MHTEPBEHIMS.
IHocTonepaTuBHA XMMHOTEPaNuUs ca MOJY4YHJIH 62% ot manuenTure. Peunaus uian
MeTacTasupaHe Ha 3200/151BaHEeTO ca perucrtpupanu npu 46% or nmpociaeneHure 00JIHU.
IIpu yacT oT TAX e NpoOBe/ieHA NAJMATHBHA JIbYeTepPanus UK Pe3eKUus HA TaJleHHUTe
MeracTasu. JIekapcTBeHOTO JieyeHHe NP JMCEeMUHALMA HA 3200/151BAHETO € IIPOBEICHO
CIope] CTaHIAPTUTE HA cTPaHaTa. ['eHeTHYHO U3c/ielBaHe € U3BbPLIEHO IPH MAJIKa
yact ot 0osinuTe. Taprernara repanus e onpeneisina B 3apucuMoct ot K-RAS
craryca. [Ipoc/ieneHa e TOKCMYHOCTTA HA KOMOMHMPAHUTE XUMHOTEPANIeBTUYHH
PEKMMHU, KAKTO M HA NIPULIEJTHUTE MOJIeKY/1U. B cpaBHeHHe ¢ He:KeJIaHUTE CTPAHUYHHI
peaK UM NpH JieYeHHe Ha KAPUMHOMA HA KOJIOHA ce HA0II01aBAT U3BECTHH Pa3JInvusl,
HO Te ca HecbhblecTBeHH. [Ipu HaO/M0OneHUe HA HamUTe 00JIHU 10 Mecell IoHM 2013 e
YCTaHOBEHA S-roAnIHa o01a npe:xxuBsemMoct - 44,2% u BpeMme 10 nporpecus - 77,04
Mecena, KOUTo ca craructudecku 3Ha4umMu (p<0.0001) u mo-BMCOKHM OT MOKA3aTEIUTE
3a cTpaHara.

KiarouoBu AYMU: KaPUUHOM HA PEKTYM, XUMHO-TIbYETEPaAIIisd, TAprerHa Tepamnus,
TOKCHUYIHOCT.
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I'epacumoB A, Tpudonosa U, Apabamxues XK, Conakopa I, Mapunosa B, Unaunruposa
H, CroeBa /I, CumeonoBa A, Kypresa ['; Kaba3zuTakcen B onTUMaIHOTO JICUCHUE HA
MeTacTa3upall pe3UCTEeHTEH Ha KacTpallis pak Ha MpocTarara, Iporpecupai cies
nedenneTo c ponerakcerr; Crnucanue Onkonorus 43, 6poit 2, 2015, ctp.11-16

PaxbT Ha mpocTrarara oTHeMa :kuBoTa Ha HaJ 70000 mbaxe B EBponeiickusi ¢b103
BCSIKa roAuHa. B Obarapusi pakbT Ha IPOCTATATa € HA BTOPO MSICTO 10 Y€CTOTA NMPH
MbiKeTe U npeacrapiasaBa 17% or BCHUKH 3/710Ka4eCTBEHH 3200/1sIBAHUS NPU TAX 32
2012. 3aboasieMocTTa M CMBPTHOCTTA OT PAK HA MpocTaTara ce ypeanyasar ¢ 3,7% u
1,3% CcBHOTBETHO, KATO Ce 3aTBbPK/AaBa U PE3KUAT CKOK Ha 3a0osasiemoctTaor 2011,
BEPOSITHO MOPAIM HAPACTHAJIATA IMATHOCTHYHA AKTUBHOCT. BbhIipeku 4e pakbT Ha
npocrarara o0n4aiiHo ce pa3BuBa 0aBHO, TO HEMHHYMO Ce IOCTHUIa /10 MEeTACTATHYEH
CTa/Juii, IPU KOWTO XOPMOHAJIHATA Tepanus € MbPBUAT U300P U NMO3BOJIABA KOHTPOJI
HaJ 3200/151BAHETO 32 MEePHOI, KOWTO 3aBHCH OT XapPaKTEePUCTHUKUTE HA TYMOPA U
HeroBara arpecuBHocT. CiienBamara (¢asa Ha nporpecusi Ha 3a00J19IBaHETO €
PA3BUTHETO HA KACTPALMOHHA PE3UCTEHTHOCT, KOAATO Ce ONpeaessi KaTo MOKAYBaHe Ha
cepyMHus cnenuguyeH 3a npocrarara antured (PSA) He3aBucHMO OT OAABPKAHETO
HAa TeCTOCTEPOHA B KPbBTAa HA KacTpauuoHHu HuBa <50ng/dl. Pe3ucreHTHUAT HA
kactpanus pak (KPIIK) e Hesileunmo cbeTOsIHUE.

JouerakceJ € yCTAHOBEH KaTO CTAHAAPT 32 JieYeHHe HA MPOrpecupalliy NANEHTH C
METacTa3upaj KacTPallMOHHO pe3ecTeHTeH pak Ha npocrarara (MKPIIK), kouro umar
NOHOCHUMOCT KbM TOBA CPEACTBO, KAaTO Npe3 MOCJeJHOTO AeceTHIeTHe ce pa3padoruxa
U HOBH JIEKAPCTBA, KOMTO MPEICTOM MU Beye ce U3M0JI3BAT B KIMHUYHATA NPAKTUHKA.
YcranoBu ce, ye aHAPOreHHUAT peuentop (AP) moxke 1a 0bae MAHUITYJIMPAH OT HOBA
XOpPMOHAJIHA Tepanus (T.e. a0MPATEPOHOB ALETAT M €H3AJYTAMHU/), KAKTO H Ye
HMYHHATA CHCTEMA HA MALMEHTa MOXKe 1a Ob/le CTUMYJIMPaHA 1a ce O00pH C paka
(cunyJeycen-T), pa3padoTu ce M HOB TAKCAH, AKTHBEH Cpelly Pe3MCTEeHTHU Ha
JAoLeTaKces KJIeTkH (Kada3uTakcena) H ce yCTAHOBH, Ye MUKPOCPeIaTa HA KOCTUTE
MoOke 1a Obje 10 eeKTUBHO JIEKyBaHa, 32 /1a ce 3a0aBAT CKeJeTHUTE YCJI0KHeHud (T.e.
AeHO03ymMa0) WM Jaxe Aa ce yBeanuu oomara npexussemoct (223RaCl2 -paamii 223
auxjgopua Ra223). Ha ¢ona Ha Te3u HOBH TepaneBTUYHU Bb3MOKHOCTH € He00X01uMO
J1a ce OlleHH MSICTOTO HA TAKCAHOBATA XUMMOTEPAINMS U 10J13aTA HA NALMEHTA B B
KOHTHHYYMa HAa HEroBOTO JIeYeHue.

KarouoBn AYMHU: METACTATHYCH KaCTPAIUOHHO PE3UCTCHTCH NMPOCTATCH KapUWHOM,
XOpMOHaJIHA TEpanus, XUMHOTEPAIIUA, TAKCAHU

Pe3roMeTo € HaTudHO 1 Ha aHIJIMICKH €3HK.

Tpudonosa U, Apabdamxues XK, I'epacumor A, Unaunruposa H, Conakosa I, MapunoBa
B, Kyptesa I'; Tapretupane Ha cbaoBoeHgoTennus pactexxeH ¢akrop- VEGF- B neuennero
Ha pak Ha siyHUImUTE, c1. OHKonorus, Op. 3/2014, ctp. 22-27
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25.

CratusTa pasmiex/ia Noaxoa B IEYEHUETO HA MAJIMTHEHU TYMOPH Upe3 TapreTHpaHe Ha
chaoBoeHnoTeHMs pactexeH dakrop VEGF, kato mocTaBs akIieHT BbpXyY TepanusTa Ha
paka Ha siiyHULIUTE. PE3I0METO € HAJIMYHO U HAa aHINIUKCKU €3HUK.

Pe3ome: AHTrHOreHe3ara e KpUTHYEH KOMIIOHEHT B Pa3BUTHETO M NpoudepanusTa Ha
TYMOPa, a2 YCWJIEHATA AaHTHMOT'eHe3a ce ACOLUMPA C MO-JIOII KJIMHUYEH Pe3yJITaT npu
pearua COJMIHN TYMOPH, B TOBA YUCJIO U NIPpH oBapuaanus tymop. Ilopaau ToBa
NPULETHUTE aTeHTH, HACOYEHH KbM MPOoLeca HA AHTMOTeHe3a, €A 0T 3HAYMM MHTepec
NPH JIeYeHHEeTO HA OBAPHAJHNSA KapUHHOM. /loK/JIaBaHM ca NPOyYBaHMs 32 OLICHKA Ha
e(pUKACHOCTTA HA AHTUAHTHMOTCeHHM areHTH. Pa3riiexxaaHuTe areHTH BKJIKYBAT
HHXMOMTOPH HA BacKyJapeH eHaoresneH pacrexeH paxrop (VEGF), Bkirounresnno
MOHOKJIOHAJIHM AHTHUTEeJa, TAPO3UHKUHA3HU nHxuouropu (TKHW) u pazrBopumu
pelenTOPHY AHTATOHMCTH KAKTO H MHXHONTOPH Ha APYTM AHTHOTeHHU GAKTOPH H
areHTH, Hapymaspamu Backyjaapuzanusara. Unxuouropst Ha VEGF, 6eBaniuszymao, e
nakasaj e(pukacHOCT BbB (pa3a 2KJIMHUYHU U3NUTBAHMUSA IIPU OBAPHAJIEH KAPIUHOM,
KAKTO U MPeIMMCTBO B CBOOOIHATA OT MPOrpecus MpeKkuBsieMocT B eqHo ¢a3za 3
m3nurBaHe. TKHU onoxkupar VEGF penenTopurte n BTOpHYHMTE IbTHIA HA
AHTHOIeHe3aTa U €A NMO0KA3aJIM AKTHUBHOCT BbB (pa3a 1 1 2 KIMHUYHU U3NIUTBAHUA.
JApyrun nunxuéuropn Ha anrnoresesara ca EphA2 unxuburopure U ceJleKTUBHUTE
aHruonoueTuH 1/2HeyTpaju3upaiuy nenTureaa. AJTepHATUBHA CTpPaTerus e
pa3pylIaBaHeTO Ha ChIIECTBYBAIATA TYMOPHA BACKYJIApPU3alUsl, KATO B Ta3M MOCOKA
B NPEIKJIMHUYHU MoAe I M (pa3a 1 ca u3cieBaHU MHOKECTBO AT€HTH, HApyLIaBaLIu
BACKYJIapU3alUsTa. AHTHAHTHOTeHEe3HUTE areHTH UMaT cnienuduyeH npogu Ha
CTPAHMYHH JICKAPCTBEHHU e()eKTH, BEPOSITHO MOPaAH MHXHOMIMATA HA HOPMAJIHATA
(pusnosiornyna anrnorenesa.

®a3a 2 u panHu ¢a3a 3 Npoy4YBaHUA Ca JeMOHCTPHUPAJIN, Ye AHTHAHTHOTEHHATA
Tepanus KMa 3HAYUMA POJIs B JIeYeHHETO HA OBApHAJIHUS KapuuHoM. PesyaraTure ot
(¢aza 3 B npeaHa JIMHUSA U MOCJIEABAIIH JUHUM 1€ ONPeeJAT CTENEHTA HA KIMHUYHA
10J132 0T AHTHAHTHOTEHHATA TepanusiB KOMOMHAIUS ¢ XUMHOTEPaNusl.
AHTHAHTMOTE€HHUTE areHTH UMAaT cnenuduyeH poguia HA CTPAHUYHH JIEKAPCTBEHU
edpexTu. HeoOxoqumm ca 10NMbJIHUTETHN U3NMUTBAHUSA /12 CE OLlEHU KaK JIa ce HAMAaJIU
4ecTOoTATa HA Bb3HUKBAHETO HA Te3W HeOJIATONPUATHU CbOUTHSI, KAKTO M J1a ce
HIEHTH(PUIUPAT NAIUEHTUTE, KOUTO 1€ MMAT HA-MHOI0 10J13a OT
AHTHAHTMOTE€HHATA Tepanus.

KiarouoBu AYMHU: PACTECKCH (l)ﬂKTOp, TapreTHa rTepainmus, oBapuaJi€cH KapuuHoOM.

Kypresa, I'., Kypres I1, I'pynesa XX, Unaunaruposa H, Mapunosa B, Tpudonosa U,
AranacoBa M, Kapanukonosa T. IIperen Ha TepaneBTUYHUTE Bb3MOKHOCTH IIPU
O0p0peuHOKIIeThYeH KapuuHoM. Dokyc BepXy pazopanib, cri. Oukonorwust , 2012, 40, 2, ctp.
28-38.

OpurvHaiHa cTatus 3a TepareBTUYHUTE Bb3MOXKHOCTH IIPU JICUEHUETO HA
OBOPEYHOKIICTHUHUS KapiHOM. J[eHHUTUBHUAT METOJ 3a JICYSHHUE OCTaBa
HE(PEKTOMUSATA, HO B METACTATUYHUSAT CTAUI MOAXO/A HA U300p € JIEKaPCTBEHOTO JICUCHHE
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26.

C IICJI OBJIAAsIBAHC HA MPOTrpeCUATa U YAbJPKaABAHC HA IMPCKUBIACMOCTTA HA IMMALITUCHTUTC.
dokycupa ce BbpXy pazopanib KaTo MEIUKaMEHT Ha TbPBU U300P B JICKAPCTBEHOTO
JIeYeHUE Ha MeTacTazupai ObOPEYHOKIEThUCH KapiHOM. Pe31oMeTo € HAIMYHO U Ha
AHIJIMICKH €3UK.

Pe3iome: bropeuno kierbuHusaT kKapuuHoMm (BKK) cberaBiisiBa mo-rosissMara 4acrt ot
BCHYKHU 0bOPEeYHN TYMOPH, NpeAcTaBAABAIIM 3-3% 0T BCHYKHM MAJIMTHEHH
3a0oasiBanus npu Yoeka. Meracrarmunusat BKK ot cBosi cTpaHna ce xapakrepusupa ¢
MHOI0 HUCKA YYBCTBUTEJIHOCT KbM KOHBEHIIMOHAJHATA XUMHOTEPAINus, MOPaI1 KOETO
npoous B jieueHueTo Ha MBKK e nuToknn-6asupanara repanus, a ¢ BbBe:KIaHETO HA
TApPreTHaTa Tepanus ce U3MeCTBA MOYTH HANNBJIHO HMYHOTEPANMSATA MPHU Te3H
nauueHTH. LlesaTa Ha HacTOsIIATA CTATHA € 1a HATIPABHU NperJie] HA MOJIEKY/ISIDHUTE
MeXaHHM3MHU U 000CHOBKATA 32 e CTBMETO HA TUPO3MH KUHAZHUTE HHXUOMTOPH NPH
BKK, B 4aCTHOCT Ha eIHO OT THAX - pazopanib, kKaTo NoaAPoOHO ce pa3riiexaan
KJIMHUYHHUTE JaHHU 32 PUIOKEHUETO MY.

ITo npaBuio BKK e xunepsackyjapusupaH TymMop, pe3yJITaToT IPpOMsAHATA B
CJIO’KHOTO B3aMMOJECTBHE MEK/IY BHOKECTBO CHTHAJIHM IbTHINA B KJIETKATA,
LEHTPaJIHA PoJis 0T KOMTO MMa BbTPEKJIeTbYHaTa curnaausanus no ocra VHL-HIF-
VEGTF. 3aroBa TapreTHoT0 HHXHOMpPAaHe HA KNHA3MTE Ype3 HUCKO MoJiekyanu TKHU
MoO2Ke 1a 0J10KHpa cThIajla OT Ta3u Kackaaa. Pazopanib e mynrrukunasen TKH,
koiiTo muuxudoupa VEGF penenropure (VEGFR)-1,-2 u -3, PDGF peuentropure
(PDGFR)-alfa beta u ¢-KIT ¢ochopuimnpanero Ha VEGFR-2 B kierpunara Junus.
Ha 6a3ara na ¢a3a 1 u 2 KJIMHUYHH NPOYYBAHUSA €A TOKA3AHN CTAOMIHUAT KJIUMHUYEH
OTrOBOP M 100paTa MOHOCMMOCT HA MEAUKAMEHTA ¢ HAl-4eCTH HeKeJIaH!
JIEKAPCTBEHH PEaKUMHU OT cTeneH 1 uiau 2 - quapusi, AenNUrMeHTalus Ha Kocara u
rajeHe, a Haifi-4ecTara cTeneH 3 peakuusi - XMIIEPTOHMSA, Ce XapaKTepu3npa Karo
KJIacOB e(eKT.

PanomMusupanu ABOMHO cienu, mjianedo KOBHTpoaupanu ¢asa 3 npoyuBaHus
JA0KA3BAT KIMHUYHO 3HaYuMa noJi3a npu nanueHtu ¢ BKK karo jieuenuero ¢
pazopanib e 0110 ¢ 100pa MOHOCUMOCT, a TEKKH CTeneH 3 U 4 HeKeJIaHU PeaKIMu ce
HaOmwonasat npu nog 5% ot nauuenture. [lpu cpaBHUTeIeH aHAIU3 HA KJIACOBUTE
edexTH NpH Pa3JIMYHUTE MYJTHUKHUHA3HU HHXUOUTOPH, pazopanib e ¢ Hall-HUCKa
YeCcTOTa HA MPOSIBA HA BCEKH €/IMH OT TAX, 4 KA4eCTBOTO HA *KUBOT HA MALMEHTHUTE €
3ama3eHo, ¢ KOeTo ce 0Toeisi3Ba HANPeAbKBbT B JieueHueTo Ha BKK u ce m3Bexaar
pazopanib u sunitinib karo cpeacrso Ha nbpBu n300p npu MBKK.

KirouoBu nymn: BKK, THpo3nH KMHAa3HU HHXMOMTOPH, pszopanib, moHocuMoCT,
Ka4eCTBO Ha 'KHBOT.

['epacumos A., Tpudonosa U, Mapunosa B, Apabamxues K, Unnunruposa H, CoxiakoBa
I, Croesa /1, CumeonoBa A, Kypresa I, Knunnuno npunoxenue Ha abuparepoH mpu
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METacTaTU4YeH, PE3UCTEHTEH Ha KacTpalysl pak Ha mpocTarara - aHanu3. OHkonorus , 43,
2015, 4, 2-10.

CratusiTa e nperiie]] Ha MOKa3aHUsATa 3a KIMHUYHO NMPUIOKEHHE Ha abuparepoH B
TepanusiTa Ha METaCTaTUYHUS PE3UCTEHTEH Ha KacTpallusl MPOCTATEH KapIMHOM U OTpa3siBa
ONMTA B KJIIMHUKATA 110 MEIULIMHCKA OHKOJIOTHA. Pe31oMeTo € HaJM4HO U Ha aHIJIUHCKH
€3HK.

Pesiome: PakbT Ha mpocTarara e Hali-4ecTo cpelanus pak cpea mbxere B CALLL kato
npe3 2014 uma 233000 guarHocTUMPAHU HOBU ciiydyau u 29480 nounnauau. Yecrorara
HA paKa Ha MPoCTATaTa cnajga npudJan3nTeaHo ¢ 2,4% Ha roqMHa BCSIKA FOAMHAOT
2002 xo 2011. 3a cpaBHeHuUe OPOAT HA CMBPTHHUTE CJIY4aH € crajgHaJ cpeaHo ¢ 3,3%
BCSIKA rOAMHA 32 nocjeAHuTe 10 ronMHu M MMa yIb/KaBaHe HA S-ToAUIIHATA
NpexuBAEMOCT 0T 66% 10 99,6% o1 1970 1o cera. [IpuunHara 3a TO3M cax HA
NOYHUHAJINTE OT PAK € MHOro)aKTOpPHA U ce IbJI’KH Ha NOBUILICHUSI CKPUHHMHI, PAHHOTO
OTKPHBAaHe, JIeYEHNETO HA 00JTHU B PAHEH CTaAUi U U3I0JI3BAHETO HA HOBH
AHTHHEOIJIACTUYHH NPOAYKTH.

PakbT Ha nmpocTaTraTa 3aBUCU OT XOPMOHAJIHOTO CTUMYJ/IMPaHe HA KJIeThYyHaTa
nposndepanus. B HaYa/0TO HMAa HEI0JOBHM XO/I, HO HE3aBHCHMMO OT TOBa MOJKe /1a
MeTAacTa3upa B JUM(HUTE BH3JIH, YePHUS P00 M KOCTHTE, AKO He ce MpoBe/e
XOPMOHAJIHO JiedeHHe - Ype3 MeIMKAMEHTO3HA UJIH XUPYPrudeckKa KacTpaiusi, KaTo ce
e/ HaMaJisiBaHe HUBAaTa Ha TecTtocTepoHa noa SOng/dL. HezaBucumo ot
NMPOBEIEHOTO JieYeHHue cJiel 2 10 3 roITMHUPaKbT MOsKe /1a pa3BHe aHIPOTreHoBa
PE€3UCTEHTHOCT, H3BECTHA Ollle KATO Pe3MCTEHTEH HA KACTPAallMs PaK Ha Mpocrarara
(CRPCO).

AOHUpaTepoH aneTar e nepopajiHo NPUJIATaH, CeJIeKTUBEeH HHXUOUTOp Ha 17anda-
xuapokcuiaaza u C17,20-1ua3Hara eH3UMHA aKTUBHOCT Ha uutoxpom P450 (CYP17).
Pa3peinen e 3a ynorpe6a B KOMOMHAIUS € PEIHU30H 32 Je4eHHe HA MbiKe C
Metactatudedn CRPC. CYP17 (17anda-xuapoxcuiaaza u C17,20-1ua3a) e KJI040B
€H3UM, OTrOBapsil 32 OMOCHMHTE3aTa HA AaH/IPOTeHH W OIPAHMYABAIIl CKOPOCTTA H
npoaykuusta Ha TecroctepoH. [Ipu meracraruuen CRPC ce ekcnipecupa 16,9 nbTu
noBeye 0TKOJIKOTO NPU MbPBUYHHU TYMOPH Ha npoctarara. OcBeH 4e KaTajiu3upa
anaporennara 6mocunre3a CYP17 e BajkeH M 32 NPOAYKIMATA HA IIIOKOKOPTHKOUIH.
HapyuieHoTo paBHoBecHe B HUBAaTAa HA IVIIOKOKOPTUKOMIUTE U
MHHEpPAJKOPTHKOUAUTE HAJIara NPUJIaraHeTo HA aTOHUCTUTE UM, Hali-4ecTo
NMPeIHN30H U NpeaHu30/10H. KakTo abuparepor, Taka n abeparepoH auerar ca
ceJieKTUBHU HeoOpaTumu nHxudutopu Ha CYP17. AOuparepon anerar TpsadBa 1a ce
npueMa ¢ MpeJIHU30H, 32 /1a ce n30erHe chb31aBaHeTO HA HAPYIIIEHO PAaBHOBecHE B
MHMHEPAJKOPTHKOUIHATA AKTUBHOCT.

AOupaTepoH e Npoy4eH U ¢ pa3pelieHne 32 yoTpeda Npu JiedueHHe HA MeTacTaTH4YeH
CRPC B rpynara npeau JieueHue ¢ J0LETAKCeI, KATO JIe4eHNeTOo ¢ A0MpaTepoH IJII0C
NMPeIHU30H BOAU 10 57% HaMajleHHe HA PUCKA OT PeHTreHorpagcko nporpecupaHe

WK cMbpT. KIIMHUYHOTO MpoyYBaHe NOTBbPIK/AaBa YNOTPedaTa KATO Bb3MOMKHOCT 32
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JiedeHHe OT MbPBA JIUHUSA NPH ACUMITOMATHYHU UM MUHHUMAJIHO CHMITOMATHYHHU
nanuenTu. HeoOxonumu ca o6aye 10NbJIHUTEHHE NPOYYBAHMS, 32 1A Ce MPOY4YH
euKacHOCTTA HA a0UPaTEePOH NPHU MANUEHTH ¢ BUCIEPAJHO 3a00/11BaHe.

N B 1BeTE paHIOMM3MPAHH NPOYYBAHMS JeUEHUETO ¢ A0MPATEePOH ce MoHAacs 100pe U
He caMo MoJ00psiBa MPEKUBIEMOCTTA, HO MOJ00PSIBA M KAYeCTBOTO HA KMBOT HA
NAaNUEeHTA KATO MOBJIUSIBA KOHTPOJIA HA 00JIKaTa U 320aBsl KOCTHO CBbpP3aHHUTe
chouTHS.

Hauvaauute HaOI00eHUs B KJIMHUKATA M0 MeauIIMHCKa oHkoJorust Ha CBAJIO
MOKA3aXa HA/Ie’KIHU KIMHUYHH Pe3yJITATH U J00pa MOHOCUMOCT KaTo ce Ha0J1101aBa
H3BECTHA MbCTPOTA HA NMPUJIOKEHUTE JUHUM JedeHue. Odopmsi ce cTaHOBHIIE, Ye TPH
TEeKKO NpeTpeTupaHu 00JTHH, JeUEHNETO € Hee(DeKTUBHO, KAKTO U NPU OPraHHAa
JMCEeMHUHAIUS U ocTpa nporpecusi. C HATPyNBaHe HA J0CTATHYHO ONMUT KAKTO OT
KJIMHUYHM NPOYyYBAHHSA, TATKA U OT COOCTBEH TAKbB, MOXKe OM MOC/IeJ0BATEJTHOCTTA
HA Pa3JIHYHHUTE TePANeBTUYHH PEKUMH 1€ € ONpeaesisiiia 3a pe3yJaTaTuTe OT JieueHue.

Ki1rouoBu 1ymMu: npocTareH KAPUMHOM, Pe3UCTEHTHOCT, kacTpauus, CYP17,
MHUHEPAJTKOPTUKOMIM, NPEIHU30H.

27. Comnaxoga, [, Tpudonosa U, Croea /I, Mapunosa B, Apabamxkues XK, 'epacumos A,
YUnnunruposa H, CumeonoBa A, Kypresa I. Kapuunom Ha MaTounara muiika - mpodiemMu
u nepcuektuBu. Oukonorus, 2015, 43, 3, 2-11.

Pe3roMeTo € HaTudHO 1 Ha aHIJIMICKH €3HK.

Pe3iome: KapumHoMBbT HA MAaTOYHATA IIUITKA € 3JpaBeH NMP00JieM B CBeTOBEH Malao.
Bbnpexku HAJIUYHETO HA JIECHO JOCTHIIHUA IPEBAHTUBHA MEPKHU M e()eKTUBHU METOIM
3a paHHA IMAarHOCTHKA, 3200/15IBAHETO NMPOABLJIKABA /1A € e[IHA OT BojJAeluTe NPUYHHHU
3a CMBbPT OT OHKOJIOTHYHHU 3200/1IBHUS NIPH keHUuTe. B bbjarapus cratTucTukara e oule
MO-YepHa KaTo ce OTYUTAT 3200/151eMOCT U CMBPTHOCT /IBa IbTH HAXBBPJIALLE
cpeaHara 3a EBpona cToMHOCT HA CbOTBETHUTE MOKAa3aTe M. 3a00/15IBAHETO JOCTUTA
CBOf1 MUK BbB Bb3pacToBus quana3oH ot 30 10 40 ronuuu, npeacrasiasaBaiiku 21,1% ot
BCHYKHU OHKOJIOTMYHU 3a00/IABAHUA B Ta3M Bb3PacTOBa rpyna. /[MarHoCTHIIUPAH B
paHeH cTaauii, TO3M KapuuHoM e jJedum. [leTronuiHaTra npe;kMBseMOCT NPH CTAAUI
TA ¢ 93%, 1B e 80% u IVB e 15%. Xupypru4Horo JieueHue 00M4aifHO ce NpuJiara npu
PaHeH cTaauil Ha 3200JI1BaHETO U MO-MAJIKH Je3uu Kato [A, IB1 u otaennu ciayyou B
craguii ITA. KOHKypeHTHOTO XMMHO-ThYe/IeYeHHe e MeTO HA IbPBU U300p NpHu
craauute B auana3zona ot IB2 1o IVA. B craauii IVB ocHoBHOTO JieueHuHe €
HUCIVIATHHA 0a3UPaHa Tepanusi, KaTo JIe4eHUEeTOo € NMPeIuMHO MAJMATHBHO C 3eJ1
noxo0psiBaHe Ka4eCTBOTO HA KUBOTA 0e3 /1a ce HA0/101aBa 3HAYUMO YIbJKaBaHe Ha
npe;xxkuBsieMocTTa. OT 80 ronIMHU HUCIVIATUHATA € Hali-e(PMKACHUAT
XHMHUOTEPaneBTUYEH areHT BbIIPeKH MHOTOOPOiiHMTE ONNTH 32 OTKPUBAaHE HA TAKBB €
no-100pu pesyiararu. HeoafloBaHTHATa XUMHOTEPANUA He € YTBbPAEHA KaTO CTAHAapT
HA JieYeHHe MOPAIN He3a0BOJIUTETHUTE Pe3yJITATH, HO U3CJIeIBAHUATA B Ta3M 00J1aCT
npoabxaBar. Ciex 10ka3BaHe Ha eTHONATOreHeTHYHaTa poJisa Ha HPV-supycnara
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28.

HH(pEeKIHA U MO-CNIeHATHO CTUMYJIHNPAHETO HA HEOBACKYJIAPU3ALUAITABHUMAHUETO U
YCHJIUSAITA C€ HACOYMXA KbM KOMOMHHMPAHETO HA IUTOCTATHYHOTO JICYCHHE €
AHTHAHTHMOTeHHH areHTH. Pesynrarure ot npoyusanero GOG 240 nosenoxa 10
100aBsiHETO HA OeBaUM3yMad KbM CTAHJAAPTHHUTE CXeMHU HA JieYeHHue Ha
MeTacTa3upaJio, peHIMBHPAJI0 UK NepcucTupamno 3adoasisane. U3ciaensanusara Ha
MOJIEKYJIH, KOMTO MOATHCKAT MPOLeca HA HEOBACKYJIapU3anus, IPOAbJIKABAT.
OuyakBaHuTe pe3yJTaTH UMAaT 3a LeJl OTKPUBAHETO HA HOBH TAPTeTHH MOJIEKYJIH,
KOHUTO 100aBeHH KbM HHMTOCTATHYHATA Tepanus, 12 YIbJIKAT NPE:KUBAEMOCTTA HA
nanpueHTKuTe. [lo3uTuBHNTE pe3yaTaTn 0e3CIOPHO 1Ie 00HAZEKAAT KAKTO
NAUEHTKUTE, TAKA U KIMHUIMCTUTE B HEPABHOCTOMHATAa OMTKA ¢ TOBA 3200/151BaHe.
KiirouoBu aymu: nepsukajieH kapuunom, HPV-pupyc, anruorenesa,
HEOBACKYJapH3anHs, KOHKYPEHTHO XHMHO-/IbYe/IeYeHHe, HE0AAI0BAHTHA
XMMHOTepanus, aAI0BAHTHA XUMHOTEPAIHs.

Tpudonosa, 1., Yununruposa H, I'epacumos A, lumosa U, Conakosa I, Cumeonosa JI,
Xapamamnuea T, Kypresa [. CbBpeMeHHa UMyHOTEpanus Mpyu TYMOPH Ha IJlaBaTa U IusTa
- HaCTOAIIA PEeaTHOCT U OBJeIy npeau3BukarencTsa. Crnrcanue Ha ObJITapCKOTO
OHKOJIOTUYHO JIpykecTBo, 2016, 4, ctp.17-20

Aoctpakrt: IIpe3 2015 ronmna ca quarHoctunupanu 59 340 HoBH ciiyyau ¢ TYMOPH Ha
rasa 1 mus B CAIIl u 12 290 cmbpTHHU caydan. Ilpu JokopernoHa/JlHuTe peUIUBH
ce MPOBEKIa HAW-4eCTO XMMHUO- JIb4YejiedeHne; P MeTacTATUYHO 3a00/1siBaHe o0auye
XHMHOTe- panusi ce MNPOBexAa ¢ NAJMATHBHA HeJ. KIMHUYHM NpoyuyBaHHMs NPH
COJIMIHU TYMOPH M XeMATOJOTHMYHH 3a00/siBaHHE NPHJIAraT ¢ KJAHUHUYeH edeKT
HMYHOTepanusi (Bb3MOKHOCTTa MMYHHATa CHCTeMa Ha OpPraHu3Ma Jaa ce 0OpH CbC
3a200/11BaHETO) KOATO ce J00aBsl KaTO YeTBbPTA TepPaneBTHYHA BBb3MOKHOCT 3a Je-
yeHue Ha Tymopute. To3m KoOMeHTapeH aHAJIM3 NMPAaBU NperJe] Ha CbCTOSSHHETO HA
HMYHOTEPANUATAa U KJIMHUYHHUTE MPOYy4YBa- HUS NPH JieYeHHe HA TYMOPHU Ha IJIaBara
HIUSATA.

Abstract: 59,340 new cases of head and neck cancer would be diagnosed in the US
alone in 2015 and 12,290 deaths would be attributed to the disease. Local and regional
recurrences may be treated with chemotherapy and radiation; however, metastatic
head and neck cancer is fatal and is treated with chemotherapy for palliation. Recent
successful treatment of a variety of solid and hematological malignancies by
immunotherapeutic approaches (i.e. harnessing the body’s own immune system to
combat disease) has added a fourth therapeutic option for the treatment of cancer. This
commentary will review the status of immunotherapies in clinical development for the
specific treatment of head and neck cancer.
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Iyoankannu (MbJHOTEKCTOBH) B cOOpHMIIM OT Hay4YHH ¢opymu B Buiarapus u
Yy:KOMHA:

HeCB'bp3aHl/I ¢ qucepranusaTa:

29. Chilingirova N, Miteva L, Stanilova S; IL12 -12_Pro Polymorphism by Two Ethnic Groups
in Bulgaria; Trakia Journal of Sciences, Vol.5, Suppl.1, pp 7-8, p. 60; 2007

Summary: Single institution experience and project on testing for IL12 Peo polymorphism
by two bulgarian ethnic groups.

Pe3omera B MEKAYHAPOAHU CIIMCAHUSA:

1.  Chilingirova N, Balabanski L, Toncheva D, Kurteva G, Damyanov D, Chilingirov P
Identifying the genetic landscape of squamous cell carcinoma (SCC) and adenosquamous
carcinoma (ASC) of the lung using next- generation sequencing (NGS), Ann Oncol (2015)
26 (suppl 1): 15. doi: 10.1093/annonc/ mdv043.16

Aim: Genetic tests have become an important part of oncology, as the number of
molecular markers and viable targets for the treatment of patients with non-small cell
lung cancer (NSCLC) continues to expand. Squamous cell carcinoma (SCC) of the lung
is the main histotype where molecular testing is not routinely performed, since driver
mutations are uncommon in this subset. The aim of this study is to identify the
mutation profile of SCC and adenosquamous carcinoma (ASC) and to provide more
information in order to fulfill the needs of personalized medicine.

Methods: In this prospective study we included 15 patients (13 male, 2 female) stage
IIIB- IV with histology for NSCLC: 9 SCCs, 6 ASCs. DNA was extracted from
paraffin-embedded (FFPE) tumor tissue. Sequencing was performed on an Illumina
MiSeq platform using a TruSight Cancer Panel targeting the coding sequence of 94
genes and 284 SNPs. BaseSpace was used for alignment and variant calling, and
VariantStudio — for further analysis. The effect of rare (<3% global frequency)
missense variants was predicted using RadialSVM and LR scores. Variants were
classified into 3 groups — pathogenic mutations associated with cancer development
(driver mutations), presumed pathogenic variants that might contribute to its growth,
and variants with unknown clinical significance.

Results: In total, 243 variants were identified - median 13 (4-26) variants per sample
for SCC and 22 (4-57) for ASC. Loss-of-function variants including nonsense,
frameshift and splicesite mutations were detected in all patients. In 14/15 those
mutations were in haploinsufficient genes. The genes affected were ATM, NF1, APC,
TP53, BRCA2,APC, CDKNI1C, EZH2, PTEN in ASC, and NF1, TP53, KIT, XPC,
WT1,TSC1, MSH2, GPC3 in SCC revealing the role of NF1 and TP53 in both
histotypes.

29



Conclusions: This study successfully provided insights into the complex genetic
landscape of SCC and ASC tumor cells. After clinical validation, molecular profiling by
NGS could be integrated into practice for patients with SCC in order to build a large
database of potential driver mutations that could in turn be utilized for future research
and discovery of new targets and treatments for SCC.

Chilingirova N, Balabanski L, Kurteva G, Toncheva D, Damyanov D, Chilingirov P,
Detection of driver mutation heterogeneity in patients with non- small cell lung cancer
(NSCLC) using next generation sequencing (NGS), European Journal of Cancer, Sept. 2015,
Volume 51, Supplement 3, Pages S612-S613

DOI: http://dx.doi.org/10.1016/S0959-8049(16)31692-6

Background: Lung cancer is a leading cause of cancer-related mortality worldwide. Its
heterogeneous nature has become more apparent over the last years, but genetic
mechanisms underlying the onset and progression of this cancer type are still not that
clear. The aim of this study is to gain some insights into the mutational profile of
Bulgarian patients with NSCLC. Material and methods: We report a sequencing-
based study of tumor specimens from 19 patients (16 male, 3 female — age 38-72 yo,
median age by diagnosis 60 years, stage IIIB-IV) with histologicaly confirmed adeno
(1), adenosquamous (6), squamouscell (9) and large cell carcinoma (3) using NGS.
Sixteen (16) of the patients were active or formal smokers (quit smoking by diagnosis)
and three (3) - non-smoker. All patients were treated with platinum based
chemotherapy according to local protocols. DNA was extracted from formalin-fixed
paraffin embedded (FFPE) tumor tissue. Sequencing was performed on an Illumina
MiSeq platform using a TruSight Cancer Panel targeting the coding sequence of 94
genes and 284 SNPs. BaseSpace was used for alignment and variant calling, and
Variant Studio — for further analysis. The effect of rare (<3% global frequency)
missense variants was predicted using RadialSVM and LR scores. Variants were
classified into 3 groups — pathogenic mutations associated with cancer development
(driver mutations), presumed pathogenic variants that might contribute to its growth,
and variants with unknown clinical significance. Results In each of the patients we
identified at least one clear-cut driver mutation leading to a loss of function of a
haploinsufficient gene. The genes affected for adenosquamous carcinoma were APC
(p.Ser2497Ter; p.Gly857Ter; ¢.730-1G>T), TP53 (p.Argl96Ter; p.Vall197Met), BRCA2
(c.9089 9090insA), ATM (p.Tyr313Ter), NF1 (p.Arg304Ter), CDKNI1C (p.Alal66Arg),
PTEN (c.80-1G>T) and EZH2 (p.Arg288Ter); for squamous cell: TP53 (p.Glu204Ter,
p.-Arg306Ter, p.Glu298Ter), XPC (p.GIn320Ter), WT1 (p.Gly91Leu), NF1 (c.
730+1G>A), KIT (c.1347-1G>T), TSC1 (¢.663+1G>T), MSH2 (p.Tyr522Ter) and GPC3
(p.Glu196Ter); for large cell carcinoma: TP53 (p.GIn167Ter), BRCA2 (Thr3033Asn),
MET (p.Glu355Ter); for adenocarcinoma: TP53 (p.Arg213Ter) and FH (p.Arg343Ter).
Each patient also carried other somatic and germline potential driver mutations such
as heterozygous nonsense mutations, as well as many novel missense mutations in other
genes predicted as pathogenic by the RadialSVM algorithm. Conclusions: The great
heterogeneity in all patients in our findings highlight the importance of comprehensive
analysis of the lung cancer genome for identifying novel pathways with clinical
significance and personalized approach. After clinical validation, molecular profiling
by NGS could be integrated into practice for patients with SCC in order to build a
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large database of potential driver mutations that could in turn be utilized for future
research and discovery of new targets and treatments.

Chilingirova N, Balabanski L, Ivanov S, Vazharova R, Toncheva D, Kurteva G, Detection
of extensive driver mutation heterogeneity in 5 Bulgarian patients with adenosquamous
carcinoma of the lung, European Journal of Human Genetics, Vol.23, Suppl. 1, June 2015,
Nature Publishing Group

Background: Lung cancer remains amongst the leading causes of death worldwide.
Adenosquamous carcinoma of the lung is a relatively rare subtype of non-small cell lung
cancer accounting for approximately 1-4% of all cases. The genetic mechanisms underlying
the onset and progression of this type of cancer are still not clear. The aim of this study was
to gain an insight into the mutational profile of tumour tissue from 5 Bulgarian patients with
adenosquamous carcinoma of the lung.

Materials and Methods: DNA was extracted from formalin-fixed, paraffin-embedded tumour
tissue. Libraries were prepared for sequencing using a TruSight Cancer Panel and included
the exons of 94 cancer genes and 284 SNPs associated with cancer. Sequencing was
performed on an Illumina MiSeq platform. The BWA pipeline was used for alignment and
variant calling.

Results: In each of the patients we identified at least one clear-cut driver mutation leading to
a loss of function of a haploinsufficient gene. The genes affected were APC (p.Ser2497Ter;
p.Gly857Ter; ¢.730-1G>T), TP53 (p.Argl196Ter; p.Val197Met), BRCA2 (c.9089_9090insA),
ATM (p.Tyr313Ter) and NFI (p.Arg304Ter). Each patient also carried other somatic and
potential driver mutations such as heterozygous nonsense mutations in the haplosufficient
FANC family genes (FANCA, FANCC, FANCG, FANCI, FANCM), as well as many novel
missense mutations in other genes predicted as pathogenic by the RadialSVM algorithm.
Conclusion: We observed great heterogeneity in all patients, which highlights the need for a
personalised approach in designing a therapeutic strategy for lung cancer patients in order to

maximise their chances for successful treatment.

Chilingirova N, Hammoudeh Z, Balabanski L, Ivanov S, Vazharova R, Nesheva D, Rukova
B, Karachanak-Yankova S, Antonova O, Staneva R, Hadjidekova S, Dimova I, Damyanova
V, Kurteva G, Toncheva D, Pharmacogenomic study of non-small cell lung cancer,
European Journal of Human Genetics, Vol.23, Suppl. 1, June 2015, Nature Publishing Group

Background: Lung cancer is a leading cause of death. Non-small cell lung cancer (NSCLC)
accounts for approximately 85% of all cases. Platinum based therapy is used as standard
treatment for patients with NSCLC. The epidermal growth factor receptor (EGFR) has been
shown to play an important role in the growth and survivor of many solid tumors, including
NSCLC. Ge[[unable to display character: &#64257;]]tinib and erlotinib are EGFR tyrosine
kinase inhibitors (EGFR-TKI) that blocks the signal transduction pathways implicated in the
proliferation and survival of cancer cells. Little is known about other pharmacogenetic
variants in NSCLC.
Methods: We performed DNA analysis on 19 patients with NSCLC. Tumor sample DNA

31



was extracted from formalin-fixed paraffin-embedded samples. The samples were NGS
sequenced using [llumina cancer panel (96 genes and 256 variants) by MiSeq instrument.
The pharmacogenetic significance of our variants was evaluated using the information from
PharmGKB database.

Results: Pharmacogenetic variants were found in different genes: ERCC2 (63% of the
samples), TP53 (74%), XPC (68%). These variants define NSCLC as sensitive to treatment
with the platinum based therapy. Another variant in EGFR gene (EGFR R497K) sensitive to
EGFR-TKI was found in 47% of the samples by NGS sequencing. These variants can’t be
detected by the current IVD labelled real time PCR assays for NSCLC target therapy.
Conclusion: Our data shows that next generation sequencing tests reveals a new useful
information for the personalized therapy of NSCLC.

Popovska S, Chilingirova N, Dineva T, Kamburova Z’ Prevalence of epidermal growth
factor receptor (EGFR) gene mutations in non small cell lung cancer (NSCLC) in Bulgarian
population, Journal of Thoracic Oncology Volume 11, Issue 4, Supplement, April 2016: S57-
S166. S1556-0864(16)X0004-4

Background: In the last couple of years genetic tests have become a significant part of
the diagnosis of NSCLC. Mutational analysis and genomics profiling have advanced
the field of lung cancer pointing out the critical role of some mutations in the treatment
of the disease. The aim of this study is to determine and evaluate the EGFR mutation
in Bulgarian patients with NSCLC.

Methods: In this prospective study we included 440 patients (320 male, 120 female, age 45
to 70 years) stage I1IB (10.8%)— IV (81.1%) with histology for NSCLC. Tumor samples
amole were collected between July 2013 and November 2015. DNA was extracted from

formalin-fixed paraffin-embedded (FFPE) tumor tissue, using the Cobas® DNA Sample
Preparation Kit. For the mutational screening we used the Cobas® EGFR Mutation Test v2.

performed on the Cobas® 4800 System. All mutations were detected at 5% sensitivity with
the exception of the 2240_2257del18 exon 19 deletion mutation, detected at a sensitivity of
>10%. Presence of more than 50% adequate tumor tissue was confirmed by a

pathologist.

Results: Histological evaluation found 380 (86.4%) cases with adenocarcinoma, 40 (10%)
with squamous-cell carcinoma and 20 (4.6%) with NSCLC- NST. From all 440 tested
samples in 58 13.2%) we found mutation in the EGFR gene. By 37 (63.8%) of them (15
male, 22 female) it was an activating mutation in EGFR gene and by 21 (36.2%) mutations
were linked to insensitivity to TKIs. The prevalent type of activating EGFR mutation was
deletion in exon 19 (in 24 cases — 64.9%), in 11 (29.7%) cases — L858 in exon 21, in 1
(2.7%) case — S768I in exon 20 and by one patient we found double heterozygosity — S7681
in exon 20 and G719X in exon 18. Half of the patients were non-smokers. 97.3% of the
tumor samples with  activating mutations were adenocarcinomas, the rest with histology
for squamous-cell carcinoma. 81.1% of the samples were from the primary tumor and the
rest from the secondary metastasis. All patients with activating mutations were treated with
first line TKIs according to guidelines.
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Conclusions: This study successfully provided insights into the prevalence and type of the
EGFR gene mutation, which was detected in 13.2% of the studied Bulgarian population and
corresponds to the publicly available data.

Chilingirova N, Damyanov D, Kurteva G, Tonev S, Dimitrova N. Small cell | ung cancer —
therapeutic challenge. A long time single institution experience. Journal of Thoracic
Oncology: April 2014, 9, 4 - abstract S29

Aim: Despite reported decrease in small cell lung cancer (SCLC) incidence, it still
remains a considerable source of mortality. The aim of our study is to present a single
institution experience on standard treatment of SCLC during the last 40 years,
compare different treatment regiments and evaluate treat- ment efficiency and survival
rates.

Methods: A retrospective study of the medical records of patients with his- tologically
proven SCLC was performed for an interval of 40 years (1970- 2010) in the National
Oncology Center, Sofia.

Results: To verify the reliability of therapeutic regiments and median survival rates we
have studied retrospectively a group of 144 patients (23 women, 121 men), median age
by diagnosis — 57 years and median follow up time of 320 months, divided by age into 3
groups — to 55, between 55-65, and over 65 yo with median survival of 9,3 months and
no statistically significant differ- ence in survival by age, but statistically significant
difference in the median overall survival (OS) by gender 8,9 months for males, and
12,6 for females. 69 of the patients were with LD and 75 with ED SCLC, median
survival rates of 10,6 and 9,3 months respectively. Patients were divided in groups
based on the induction chemotherapy they had received: Group 1 - Vincristine,
Cyclophosphamide, Methotrexate(VCM) followed by radiotherapy(RT), Group 2 —
Cyclophosphamide (C) followed by RT, Group 3 — VCM, Group 4 — C only, Group 5 —
without treatment, Group 6 — Etoposide, Cisplatinum (EP) followed by RT, Group 7 —
EP. Groups 14 include therapeutic regiments used before introducing EP as standard
treatment for SCLC. According to the subgroup analysis no statistically significant
difference in OS rates was observed between groups 2-1, 2-4, 2—-6, 2-7, 34, 4-1, 4-7,
6-1, 7-1 and 6-7, which gives no superiority of EP/RT and EP over VCM/RT and C/RT.
Old therapeutic regiments showed no statistically significant difference between VCM/
RT - C/RT and VCM - C, but pointed the role of RT for some improve- ment in
survival rates. Generall comparison between old and new regiments gives superiority
to EP+/-RT. Conclusions: Although there were some advances after introduction of
new therapeutic regiments, changes in OS rates remain relative small, there is no
dramatic change in outcomes and treatment of SCLC still remains a challenge, which
makes it important to look for new therapeutic options.

Chilingirova N, Marinova V, Kurteva G, Svinarov D, Personalized Dose Management for
S5-fluoruracil Based Chemotherapy Regimens to Lower Severe Toxicity by Cancer Patients.
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European Journal of cancer, Abstract book, Vol. 47, Supplement 1 September 2011, ISSN
0959-8049

Background: Doses of chemotherapy drugs are administered based on body surface
area (BSA), determined by height and weight of the patient. This standard does not
reflect the difference in absorption and metabolism by each patient, which causes big
blood drug level variations. We investigated the blood level of 5-fluoruracil (5-FU) in 3
chemotherapy regiments for treatment of colorectal cancer to determine the individual
dose management with less side effects for each patient compared to standard dose
treatment. Material and methods: A group of 56 patient with colorectal cancer were
first divided into two subgroups according to the stage of the disease: 21 patients
receiving adjuvant chemotherapy and 35 treated for metastatic disease. Three
chemotherapy regiment were chosen: 5-FU (dayl and day5) + leucovorin (every 21
days), FOLFOX every 21 days and FOLFIRI every 21 days. 5-FU individual plasma
concentrations were determined in four different ways - once on day 1 at the end of 2
hours infusion, twice at the 20" and 46 hour of pump infusion, measuring the
concentration on the first, second and third day of the infusion and on the first, second,
third and fourth day of the 5-FU infusion with a chromatography method. Another
group of 50 patients receiving the same standard dose chemotherapy based only on
BSA (without any dose adjustment) was used as a control group to follow up toxicity,
intensity of treatment and period to progression. Results: The area under the time/
concentration curve (AUC) of 5-FU (according to Gamelin FU dose adjustment table)
for patients treated in adjuvant aspect: AUC 15 — 20 mgh/l resulted in recommendation
for a 15% higher dose for 2 patients; AUC 20-24 mgh/l — 1 patient with no dose
correction; AUC 30-35mgh/l — 1 patient with a lower dose recommendation. Results for
patients with metastatic disease: by AUC under 10 mgh/l — 13 patients recommended
for a high dose, AUC 10-15 mgh/l - 4 patients for 15% higher dose and AUC 20-24
mgh/l — 5 patients with no dose changes. From the results without any recommendation
of dose adjustment: by 7 patients plasma concentrations of 5-FU could not be
measured, the other 30 results are either with too high or too low AUC values. The
concentration by follow up of patients on first, second and third day was different.
Conclusions: Personalized dose management based on testing of blood drug levels has
the potential to lessen severe side effects of chemotherapy drugs and to deliver the
more accurate treatment to patients and a better quality of life

Bichev S, Chilingirova N, Savov A, EGFR mutation frequency in squamous cell carcinoma
of the lung (SCC) in the Bulgarian population, Making it Personal. Cancer Precision
Medicine March 2017 Amsterdam, Netherlands.Abstract book, march 2017, p.25, abstract
nr.6

Background: Molecular testing has become an important part of clinical practice since
targeted therapies are routinely used in onclogy, in particular in the treatment of non-
small cell lung cancer (NSCLC). By squamous cell carcinoma (SCC) of the lung
molecular testing is not routinely performed, since driver mutations are uncommon in
this subset, but is still the main histotype in Bulgaria. The aim of this analysis is to
identify the EGFR mutation frequency in SCC in order to highlight the need of
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mutational testing in this NSCLC subtype.Methods: For the time period 2010-2015 our
prospective study analysed 2357 samples from patients with NSCLC, stage IIIB-1V,
926 of them with histology for SCC. DNA was extracted from paraffin-embedded
(FFPE) tumor tissue using QIAamp DNA FFPE Tissue Kit® (Qiagen). The quantity
and quality of extracted DNA was assessed by NanoDrop 1000 spectrophotometer
(Thermo Scientific). Real-time PCR amplification by the Scorpions Amplification
Refractory Mutation System (SARMS) method was used to detect mutations in the
EGFR gene exons 18-21.Results: In total, by 51 of all 926 patients (74% former or
current smokers, 2/3 male, 1/3 female with median age by diagnosis 64 yo, 59% stage
IV) with SCC (5,5%) mutation in EGFR was detected. Exon 21 L858R was found by
25 pts of them (49%), del19 by 17 (33,3%), T790M by 3 of them (5,9%), S768I ex21 by
3 pts (5,9%), G719X, L861Q and ins ex20 by 1 pts each (2%). All patients with
activating mutations were treated according to the guidelines with first line TKI with a
good therapeutic response. Conclusion: We detected activating mutations in 38 pts
with SCC, which according to protocols should not be routinely tested and proved
efficacy of first line TKI treatment. Our results demonstrated the need of molecular
testing in certain cases with SCC NSCLC.
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