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BBbBEJIEHUE

[TonxoabT Npy 3710KaYECTBEHUTE COJIUAHU TYMOPH € KoMIuleKkceH. Ilpunara ce xupyprudso,
JBUEBO U JIEKApCTBEHO JieueHue. MIHauBryanHaTa ocaea0BaTEeIHOCT Ha TE3U MOAXOAU Ce
onpenens ot Oukonornyna komucus (Tymopen 60pn), B cbcTaBa Ha KOATO BIIM3AT JIEKAPH C
pasIinyHy crienuanHocTu. CUCTEMHOTO JIEKApCTBEHO JICYEHHUE € YTBBPJICH MOJIXO0M, Hapes C
JIpYruTe JBa OCHOBHU MeToAa (Xxupyprus, ypdenedenue). Oxono 60-70% ot OonnHute
pa3BUBAT JIOKAJIHUW pEHUIUBU W/WINM JAJI€YHM METacTa3H, HE3aBHCHUMO OT JIOKAJIHOTO
paJuKaIHO JICYEHUE Ha TbPBUYHUS TyMOpP. KOHKpETHUAT JIEKapCTBEH PEXXUM 33 bJDKUTEIIHO
ce 0o0ChXk/Ia W MpHeMa Ha OHKOJIOTMYHA KOMHUCHS 10 XMMHUOTEpANus U C€ MPOTOKOJIUpPA
Cropesl HOpPMaTMBUTE HAa MEIMIMHCKUS CTaHJapT Ha CIEUUalIHOCTTa ,,MeaunuHcka
OHKOJIOTHA” ¥ HOpMaTuBHUTE JoKyMeHTH Ha H30K.

PakbT ce mpueMa 3a cucteMHa 0OJIECT, KOSTO YITHMATHBHO MOCTaBs HEOOXOIMMOCTTA OT
CHUCTEMHO JIEKapCTBEHO JjeueHue. Ha cbBpeMeHHHUs eTanm OT pa3BUTHE Ha KJIMHUYHATA
OHKOJIOTHSI JISKAPCTBEHOTO JICUeHHE (MEIUIIMHCKA OHKOJIOTHS) ThPIU HAal-OBP30 pa3BUTHE.
BB3MOKHOCTHTE MY HENIPEKBCHATO C€ 000TaTsABAT C HOBH (DAPMAKOJIOTHYHU U OMOJIOTHYHU
JeKapcTBa, BOJCLIM N0 MOJOOpsiBaHE Ha TepaneBTUYHHUTE pe3yntatu. C ToBa pacte
OTTOBOPHOCTTA Ha MEJIUIIMHCKUTE OHKOJIO3H (XMMHOTEPANEeBTH) 32 U300p Ha JIEYCHHE C Hall-
BHUCOKa €(eKTUBHOCT M C IMO-MaJika TOKCUYHOCT. JIekapCTBEHOTO jieueHue (M0 Tpaaulus
HApUYaHO XMMHOTEpanus) ce Ha3HauaBa, Mpujara U MpOClesBa camMO OT MEIUIIMHCKHU
OHKOJIO3U (XMMHOTEPANEeBTH), PabOTeId B CHEMUATH3UPAHU CTPYKTYPH (KIUHUKH WU
OTJENICHUS TI0 MEAMIIMHCKA OHKOJIOTHS) M TO3HABAIlM MHOTO J100pe (apMaKOoIOTHIYHUTE
XapaKTEPUCTUKU HA MMPOTUBOTYMOPHHTE JIEKAPCTBA U TEXHUS TOKCUKOJIOTHYEH TTPOQUIL.

HeKapCTBeHOTO JICUCHUC HaMHPpa MPUITIOKCHUC B PA3JIMUHU CTAAUN HA bosecTTa:

(1) amroBaHTHO — Cie/l paJIMKAIHO JIOKATHO JICYEHHE HA ITbPBUYCH 3JI0KAYECTBEH TYMOD; BOJIU
710 HapacTBaHe Ha Oposi Ha M3JIEKyBaHUTE OOJHU U JI0 yAbJKaBaHe Ha MPEKUBAEMOCTTa 0e3
nporpecus Ha 0oJiecTTa;

(2) HeoamOBAaHTHO — MPE/IH JIOKATHO PAAMKAIHO JICYEHUE Ha MbPBUYEH 3JI0KAYE€CTBEH TYMOD;
MO3BOJISIBA U3BBPIIIBAHE HA OPTaHOCHXPAHABAILY ONIEPALUU TIPU KapIIMHOM Ha I'bpAa, PEKTYM
Y JIApUHKC; MPEBPBIIA JJOKATHO aBAHCUPATIUTE HEONEPaOMIHA TyMOPH B ONIEPaOMITHH U J]aBa
BB3MOXHOCT 3a MOTEHIMAIHO IIBJIHO H3JEKyBaHe (KapLUUHOM Ha I'bpja, MUKOYEH MEXYp,
npocrara, 051 1pod u ap.);

(3) maymaTtMBHO — MpHM MeTacTa3upaia OOJIeCT; MPH TYMOpPHU, BUCOKOUYBCTBHUTEIHU KbM
LUTOCTATUYHO JIEYEHUE, BOJM /10 TpaifHa peMucus Ha roisma dact ot 6osnnute (90% npu
TpodobnactHa Oonect, 75% mnpu TecTHKydapHU Tymopu, Hax 20% mnpu oBapuajeH
KapIIMHOM).

JlekapCTBEHO JIedeHHE He ce Mpuiara Nnpu CHIHO yBpeaeHo o6mo cberosaue (ECOG
nbphopmanc craryc — PS >3) u HapyiieHa (yHKIMS Ha TAPEHXUMHU OpraHu (KOCTE€H MO3bK,
yepeH apod, 6p0pern). Bb3 ocHOBa Ha COOCTBEH M KJIMHUYEH OIUT, B MHTEPEC Ha MaIeHTa,
MEIUIMHCKUTE OHKOJO3M MOTaT Ja MOAW(MUIMPAT OTACTHH CXEMH WU JI030BH PEKUMH,
MOCTHIBAMKH WHIMBHUIyaIH3UPAaHO W OallaHCHPAHO B JAJCHH CHEIU(PUIHH CUTYaIUH.
[TpunoxxeHneTo Ha peaWIia NMPOTHBOTYMOPHH JIEKapcTBa ce 0Oa3Wpa Ha KIACHYECKUTE
MO3HAHUS HAa MEIHMIIMHCKUTE OHKOJIO3HM, BBIIPEKH Y€ KPATKUTE XapaKTEPHCTUKUA Ha II0-
CTapuTe JICKApCTBEHH MPOIYKTU HE BUHArW OTPa3sBaT I'BJIHUSA 00eM Ha TepareBTUYHATa UM



akTUBHOCT. [loBe4eTo CHBPEMEHHHM MPOTHBOTYMOPHH KOMOWHAIIMK WM MOHOTEpANuU Ce
npujaraT Bb3 OCHOBA Ha KIIMHUYHU U3MUTBAHMUS, IOKA3aIH JOCTOBEPHOCT. M3nmon3BaneTo Ha
HACTOSIIINTE CTAaHIAPTH 32 CHCTEMHO JICKAPCTBEHO JICYCHUE € HEOOXO0IMMO, 32 JIa C€ OCHTYPH
eeKTHBHA M YHU(PHIIMPAHA TepaIvsi Ha BCHYKH pakoBOOOJTHY B bhirapus, He3aBUCHMO B KOE
CTCIUAIM3UPAHO OHKOJIOTUYHO JIYeOHO 3aBE/ICHUE ce JIeKyBaT. HacTtosmmre MeTUIIMHCKA
cTaHmapTu ca u3rorsenu cwriacHo Ocma/JleBera penakmus Ha TNM cragupamara cucrema.
[IpocnensBaHeTo Ha OHKOJIIOTUYHO OOJHH, 3aBBPIIMIN KOMIUIEKCHO JICYCHHE, CE M3BBPIIBA
OT CIEIUAIKNCTA B OHKOJOTWYHHTE JeueOHM 3aBefcHus Ha Pemybnuka beiarapust cnopen
JOKaNmM3alysITa W cTaaus Ha Oonectra. B HacrosmuTe CcTaHAapTH NPOCIEAIBAHETO Ha
OCHOBHHTE BUIOBE 3JI0KAYECTBEHH TYMOPH (OCHOBHA YacCT HA JUCITAHCEPHOTO HAOJIOICHHE)
€ TMPEICTaBeHO B TaOJMUYEH BHJ, MOCOYBAIl BHJ M BpPEMe HAa KOHTPOJIHH HW3CIICIBAHWS.
JIOBITHUTETHO CE MOCOYBAT OOIIONPUETUTE KPUTEPUH 32 OICHKA HA JIedeOHUsT eeKT MmpH
conmuauu Tymopu (Response evaluation criteria in solid tumors, RECIST). B ctannaprure ce
MPENICTSABAT alrOPUTMU 3a KOHTPOJ Ha OHKOJIOTWYHAaTta Oonka. Pasmenbr BKItOuUBa
OHKOJIOTUYHO OOJITHU ChC COHMIHU TYMOpH. HacTosmuTe craHaapTH BKIFOYBAT AJITOPUTMH 32
MOBEJICHUE MPH crien(UIHa TOKCUYIHOCT U YCIIO)KHEeHHSI. CBETOBHUTE CTAHIAPTH 32 JICUCHUE
Ha 3JIOKAYECTBCHH TYMOPH C€ AaKTyalu3upaT MEPHOJUYHO CJEeI MEKIyHApOTHU
paHJIOMU3HpAHN KIWHWUYHUA W3MHTBAHHUS W CICHHATU3UpaHu ¢Gopymu. Paznmkute B
OTICITHUTE CTPaHH Ca B 3aBUCHMOCT OT MKOHOMHYECKOTO MM ChCTOSHHE W OKJKeTa Ha
3JPABHOOCUTYPUTEITHUTE CUCTEMHU.

benexxu:

1. JlexapcTBeHM NPOAYKTH CAMOCTOSITEIHO WJIM B PEKUMH, IOCOYEHHU 3a OIpE]eseHa
UHAMKAaUUs M MapKupaHM cbc 3HaK [*], ca omobpenu ot EBponeiickara areHuus mno
nekapctBata (EMA) u Usneanutennara arennus no jgekapcrsata (MAJI), Ho Bce omie He ca
BKitoueHu B IlozutuBHus nexapcrBed cnuchbk (I1JIC) Ha HaumonanHus cbBeT Mo IeHH U
peumOypcupane Ha jgekapctBenu npoaykru (HCIIPJIID);

2. Jleyenmero c HepaspelieHW 3a ynorpeda JIEKapCTBEHH TNPOIYKTH CE€ W3BBPIIBA NpPHU
ycioBusTa u 1o pef, onpenenenu ¢ Hapenda Ne 10 ot 17 nHoemBpu 2011 r. 3a ycinoBusita u
pena 3a JedeHue ¢ HepaspelleHu 3a ynorpeda B Penyonuka bearapus nexkapcTBeHH NpoayKTH
BKJI. OIIMEBY aHAJITETHUIIM, KAKTO U 32 YCIIOBUSATA U PE/Ia 3a BKIIFOUBAHE, IPOMEHH, U3KJIIOUBAHE
U JIOCTaBKa Ha JIEKAPCTBEHU MPOAYKTH OT CIHChbKa Mo wi. 266a, an. 2 or 3akoHa 3a
JIEKapCTBEHHUTE MPOJYKTH B XyMaHHaTa MeauiinHa (o6H. JIB 6p.95 ot 2.12. 201 1r., gom. JIB
6p.24 ot 12.03. 2013r.) Ha MUHUCTBpa Ha 31paBeona3BaHeTo. [Ipeanoxenus no wi. 266a 3a
JlaJieHa TO/IMHA MOraT Jia ce IMpaBsT caMO OT €KCIEepPTH, padoTely B ChOTBETHUTE JEUEOHU
3aBEJICHUS, a HE OT OOJTHMYHATA aJMUHUCTPALUSI.

3. JleueHWeTO Ha MOBEYETO JIOKAIW3AIWMU B ChBPEMEHHATa MEIMIIMHCKA OHKOJIOTHS Ce
Oa3upa Ha BB3IPHUETH U ONHUCAHU B KPATKUTE UM XapaKTEPUCTUKH MTPEAUKTUBHU OMOMapKepH,
CBIJIACHO J00paTa MEAMIIMHCKA MPAKTHKA.

4. Jleyenne ¢ QuyoponuMpUMUIUHU Oa3upaHU peXHMH TpsOBa Ja ce MPEeaXOoXAaT OT
n3ciaensane Ha DPD eH3uMHa aKTUBHOCT.

5. Tlpm konrpamnmukammu 3a jedenue c Cisplatin npu mnpenenka ot nexyBamms
MEMIIMHCKY OHKOJIOT MOJKe J1a ce mpoBeze jeuenue ¢ Carboplatin ¢ u3ximodyenue Ha HsKon



JIOKaJIM3allr, KOUTO Ca HCIOAXOAAIIH 3a TO3U INIATUHOB ACPUBAT.



1. I'bPBUYHU MO3BbYHU TYMOPHU

3110Ka4eCTBEHUTE TINIMATHU TyMopu ca npubimzutenHo 70% OT BCHUYKH MBbPBUYHH MO3BUHU
TyMOpPH Npu Bb3pacTHU. CBBp3aHU ca C BUCOKAa 3a00JS€MOCT U BHCOKA CMBPTHOCT, KaTo
cpenHaTa MPEeXHUBSEMOCT MMpPH MalMEeHTUTe ¢ rmobimactoM e 12-15 mecema, a mpu Te3u ¢
AHAIUIACTUYHU TJHAIHU TYMOpPH - 2-5 roaunu. [ muobnactomure ca npubauzurento 60-70% ot
BCUYKHU 3JIOKAYECTBEHU INIMOMHU. AcTpouuroMute npenacrtasisBar 10-15%, anammactuynute
OJINTOJICHIPOTIIMOMH U OJIUroacTpouutTomu - 10%, aHamiacCTUYHUTE €MEHIMMOMU U TaHTJIMOMHU
— ocrananute. CpeaHara BB3pacT HA MOCTaBSHE Ha JUarHo3arta mnpu riauobimacromute e 64
TOJIMHY, a TIPH AHAIUIACTUYHUTE MIMOMU — 45 roauuu. 3a00JII€MOCTTa TIPU MBKETE yMEPEHO
MIPEBUILIABA Ta3H MIPH KEHCKUS MOJ. JIeYeHHEeTo € KOMILIEKCHO, BOJIEIIA € POJIsiTa Ha XUPYPIUsTa,
JTbUEICUEHUETO U ChUeTaHaTa JTbUeXUMHOTEPAIIUSL.

XuUMHOTEpanus ce mpuiara npu riamomMu ot creneH IV (rmmobaactomu) mo CBeToBHA 37apaBHA
opranmzans (WHO). Ilpu actpommtomu II cremen, xouto ca IDH-HeraTtuBHuU, nurcBar
JI0OKa3aTeJICTBA 3a 110J13a OT aJf0BaHTHA XMMHOTepanus. [Ipu HuckocTeneHHu rauomu crerneH 1
IDH-103uTHBHM aCTPOLIMTOMH W OJUTOACHAPOTIMOMH, KOUTO ca 1o aehununms 1p/19q-
MMO3UTHBHH ) MMa JIOKA3aTEJICTBA 32 M0JI3a OT XUMHUOTEPAITHS.

1.1. CaeponepaTuBHa XUMHOTePaNMs

Cpuerano xumuopueneuenue ¢ Temozolomide — 75 mg/m2 P.O. 6 cenmuru. Criest mouYnuBKa OT
4 ceMHMIIM JICYCHUETO MPO- abJDKaBa ¢ Temozolomide — 150 mg/m2 mpueBno P.O., nam 1- 5, 3a
IBPBU KYpPC, a mocieaamuTe oT 2-pu 10 12-u xypc — 200 mg/m2 npe3 28 U, T.€. IPOBEKIAT
ce 00mio 12 kypca. ToBa e craHAapT B JICYSHUETO HA MAIMEHTH ¢ rrobaactoM 10 70 . BB3pacT,
KakTo U Te3u HaJ 70 I., KOUTO HAMAT MPOTHUBONOKA3aHMS.

Temozolomide crnen camocrositento spuencueHne —150-200 mg/m2 auesno P.O., aum 1-5,
npe3 28 nuu (6 Kypca).

PCV (6 kypca ciiex JibuesiedeHHe MPU MPOrPecHsi MPH NPENH3HO CeJIEKTHPAHH eIHHUYHU
NAIMEHTH)

Procarbazine — 2 x 100 mg/m2 P.O., men 2-11
Lomustine — 100 mg/m2 P.O., aeu 1 Vincristine — 1.5 mg/m2 L.V, nen 1
[ToBTopenue mpe3 42 aHu.

1.2. XumuoTtepanusi Npu peuuanB

Temozolomide — 150-200 mg/m2 aueBno P.O., nuu 1-5, mo nporpecus. Ilpu pennaue Ha
OoJiecTTa U HEMIPOBEX1aHa Mpeau ToBa Tepanus ¢ Temozolomide, camo ciie peorneparisi.

PCV (Bux T. 13).
Lomustine — 100 mg/m2 P.O., nenu 1, npe3 42-60 ammu.

Carmustine — 80 (200) mg/m2 LV., aau 1-3 (men 1), npe3 42-60 nHu.

[ToBTOpenue npe3 14 nxu.



2. METACTATUYHU MO3BbYHHU TYMOPH

[Ipy BB3MOXKHOCT C€ MPOBEXJA OMEPATHMBHO WM PAaJIUOXHPYPTUYHO JICUEHHE Ha TyMopa,
IIOCJIC/IBAHO OT JIbYEJICYCHUE B HAKOU KIIMHUYHU CUTYaIHH.

LlenoMO3b4HO JTBUENIEUYEHHE Ce O0CHXKIa NPU HEPe3eKTaOMIHM MHOXKECTBEHHM METACTa3H OT
Pa3IMYHKU 3JI0KAYEeCTBEHU 3a00JsABaHUS. 3aIbDKUTEIHO YCIOBHE € JOOpO OOIIO CHCTOSHHE
(mepdopmanc cratyc, PS).

CucremMHa Tepalus coopea BHJAa Ha OBPBUYHHUS TYMOD.

JIObJIHUTETHU ONILIMH (HE € CTaHAapT):

Lomustine — 100 mg/m2 P.O., nen 1, npe3 42-60 aumu.

Carmustine — 80 (200) mg/m2 1.V., nuu 1-3 (nen 1), npe3 42-60 quu.
Temozolomide — 150-200 mg/m2 nuesuo P.O., aau 1-5



3. KAPHUHOMM HA I''TABA U LIUA

I110CKOKIETHUHUSAT KapouHOM Ha TIJlaBaTa W MMUATa € XCTCPOICHHO 33.60J151B3.He,
XapaKTepu3npamo CC¢ C KOMIUICKCHH KIMHUYHHU W IIaTOJIOTHYHU IIPOsIBH. Hpe,[[CTaBJISIBa
HpI/I6J'H/I3I/ITeJ'IHO 90% oT BCHUYKH BHJIOBE paK Ha rjiaBara v musATa.

Mm:xere OosieyBar no-uecto. ChOTHOLIEHUETO MB)KE:KE€HU Bapupa ot 2:1 10 4:1 B paznuunu
PErMOHU Ha CBETA.

JledeHneTo Ha 3JI0KAaYECTBCHUTE TYMOPHU Ha rjlaBaTa M MmMdATa € KOMIUICKCHO — OIICPAaTHBHO,
JBYCICUYCHUE, IUTOCTATHUYHA, TAPIr€THA U UMYHHA TCpaIlus, KaKTO U KOM6I/IHaI_[I/II/I MCXKOY TAX.

3.1. Ha3zodapuHreajqHu KapUUHOMHU

3.1.1.HeoaroBaHTHA XUMHAOTEPALINAS

B craguii [l u IVA, B ce npoBex/1a Cb4€TaHO XUMHUOIBYEICUCHHE:

Cisplatin + Fluorouracil:

Cisplatin — 50 mg/m2 L.V., nen 1

Fluorouracil — 500 mg/m2 L.V., nau 1-5 (1-Ba u 4-ta ceqmuiia Ha TbUYCIICYECHHUE).

Mouotepanus ¢ Cisplatin wiu Fluorouracil
Cisplatin — 40 mg/m2 LV., nen 1 (Ha Bcsika ceIMHUIIA OT JIbYEIICYCHUETO).

Fluorouracil — 500 mg/m2 1.V., nau 1-5 (1-Ba 1 4-Ta ceMuIa Ha JTHYEICUCHUETO).

CamocrosiTeIHaTa HCOaAIOBAHTHA (I/IHI[VKHI/IOHHa) XUMHUOTECpAnd BKIKOYBA CICIHHUTC
PCKUMU

Cisplatin + Fluorouracil + Docetaxel (rmpu mIocKOKIEThYEH KapIHHOM)

Cisplatin — 75-100 mg/m2 1.V., nen 1

Fluorouracil — 500-750 mg/m2 1.V. 2-uacoBa un¢y3us, nau 1-5
Docetaxel — 75 mg/m2 L.V., nen 1

[ToBTOpenue nmpe3 28 mHu.

Cisplatin + Fluorouracil

Cisplatin — 75-100 mg/m2 1.V, nen 1
Fluorouracil — 500-750 mg/m2 1.V. 2-4acoBa undyswus, nau 1-5
[ToBTOpenue mpe3 28 nuu

Paclitaxel + Cisplatin + Fluorouracil




Paclitaxel — 135 -175 mg/m2 i.v. 1 nen
Cisplatin — 75 -100 mg/m2 i.v. 1 nen

Fluorouracil — 1000 mg/m2/na# i.v. 2-yacoBa undys3us 1- 4 aen [lopropenue npe3 3-4 (3
npu uaayknuonna XT, 4 npu Hepe3eKTabuIHo 3a0ossBane) ceamuiy. [Ipeanoynra ce mpu

HEIMOHOCHMOCT KbM Docetaxel u jxenaHue 3a BKIIOUBAHE HA TAKCAHU.

3.1.2. Ar0oBaHTHA XUMHOTEPAIIUS

[Tpunara ce: (i) cnen paguKaiHo ornepaTuBHO jeueHue u (i) cien npoBeAeHO 1eUHUTHBHO

mpuenedenue npu 6omuu B cranuit 11

Cisplatin + Fluorouracil

Cisplatin — 75-100 mg/m2 L.V., neu 1
Fluorouracil — 500-1000 mg/m2 1.V. npoabmkutenna uadysus, aeH 1-4
[ToBTOpeHwue npe3 28 mHu.

Paclitaxel + Cisplatin

Paclitaxel — 175 mg/m2 I.V., nen 1
Cisplatin — 75 mg/m2 LV., nen 1
[ToBTOpenue npe3 21 aHu.

Ifosfamide/Mesna + Paclitaxel + Cisplatin

Ifosfamide 1000 mg/m2/nuesno 1.V., nen 1-3

Mesna — 400 mg/m2 1.V., B yacose 0, 4 u 8 ciieq Hauanoto Ha ifosfamide
Paclitaxel — 175 mg/m2 1.V, nen 1

Cisplatin — 60 mg/m2 L.V., nen 1

(Carboplatin AUC 4-6 1.V. 30-munytHa nH)Y3¥HsT)

[ToBTOpenue npe3 21-28 nuu.

3.1.3. PeumauBupania wiv MeTacTtaTuuHa 00JiecT

XuMuoTepanusi ce mpoBexaa npu 0oyHu ¢ A006po obmo cwcrosuue (PS), kato Bomeuwm ca
IUIaTUHa-0a3upanu pexuMu. [lpyru akTuBHU JekapcTBa ca: paclitaxel, docetaxel, ifosfamide,

epirubicin, metothrexate, bleomycin, KOUTO ce MpuIaraT CaMOCTOSITETHO UJIM B KOMOWHAITHS.

3.2. TLIIOCKOKJIeTHhYHU KAPIMHOMH HA IJIaBa M IIUS

JleueHuero ce IMMpOoBCKAAa OT MYITHAUCHUIUIMHAPCH CKHUII. ITaunueHTHT Tp}I6Ba Ja 6192[6 C

KOpUTrupaH HYTPUTUBCH CTAaTyC, IIOAABPIKAH 10 BPpEMC Ha TAJIOTO JICUCHUC. HpC,Z[I/I JICYCHHUE CC
HU3BbPIIBA JCHTAJIHA peX&GI/IHI/ITaL{I/IH. HpI/I OpO(I)apI/IHFCaJ'IHI/I KapOouHOMHU € NPCHIOPBYNUTCIIHO

nuscnensane Ha pl6/HPV-ctatyc. Ilpum HeoOXOaMMOCT — TacTPOCKOIICKO HajaraHe Ha

racTpocCcTtomMa.



3.2.1.HeamroBauTHa XMMHOTEPAIIHUS

[Tpunara ce mpu JOKaJHO aBaHCUPAJ KapLUHUHOM Ha JIAPUHKC, XUIMO(ApHUHKC U OPO(POPHHKC C
[eJl OpraHoChXpaHsBala onepanus. MeToapT He € CTaHmapT U TpsAOBa Ja ce choOpasu ¢
AHATOMUYHOTO PA3MOJIOXKEHHE Ha Tymopa, oO0moro cberosiHue (PS) Ha manmenTta u ga ce
MOJIXOKa WHIUBUIYAITHO.

TPF

Docetaxel — 75 mg/m2 L.V., nen 1

Cisplatin — 75 mg/m2 LV., nen 1

Fluorouracil — 750 mg/m2 1.V. npoasmkurenna undy3us, nau 1-5
[ToBTOpeHwue npe3 28 mHu.

Cisplatin + Fluorouracil

Cisplatin — 75-100 mg/m2 L.V., nen 1
Fluorouracil — 500-1000 mg/m2 , mpoabKuTeHA
uH¢y3us, nau 1-4; [loBropenue npe3 28 qHU.

Paclitaxel + Cisplatin + Fluorouracil

Paclitaxel — 135mg/m2 L.V., nen 1

Cisplatin — 75mg/m2 L.V., nen 1

Fluorouracil — 500-750 mg/m2 I.V. npoabiokurenta uadysus, aau 1-5
[ToBTOpenue mpe3 21-28 nuu.

3.2.2. AroBaHTHA XUMHOTEDAIIUS

[lpunara ce: (i) cien paauKaJTHO OMEPATUBHO JICUEHHWE U HEBB3MOXKHOCT 3a IOCIEABAIIO
npuenedeHue u (i) cien mpoBeneHO NeUHUTHBHO nbuenedeHue mnpu Oomuu B craamit III
N3non3Bar ce pexxumu ot T. LA.

3.2.3. CpueTaHo XUMHOIBYEIICUEHHUE

[Ipunara ce kaTo Ne()UHUTUBHO WM CJIENONEPATUBHO JIEYCHHE MPU JIOKATHO aBaHCHpal
kapruHoM (T3-4 NO-1 wnmu T Besiko N2-3) u 106po o610 ceerosiaue (PS).

Cisplatin — paszmuunu 1030BU PEKAMH U HHTEPBAIN, ChOOPa3eHH C 00TbUBAHMS 00EM,
XHCTOJIOTUYHHMS BU]I, Bb3PACTTa U KOMOPOHTHOCTTA

Cetuximab — 400 mg/m2 L.V., eqHa ceqmuia npean Ha4aio Ha JIYEICYCHUETO, TTOCIEeIBAHO
ot 250 mg/m2 LV. cenmuuno — npu HPV-mo3utuBHM MIOCKOKIETHYHU OpOdapUHTEaTHH
TYMODH.




Cisplatin + Fluorouracil

Cisplatin — 50 mg/m2 1.V., nen 1
Fluorouracil — 500 mg/m2 I.V., nau 1-5 (1-Ba 1 4-Ta ceMuIIa HA THYCICUCHUETO).

3.2.4.HT>DBa JIMHUA XUMHOTCPpAIIU IIpH peuuanBupaia Wil MEeTtacTaTudHa 0oJieCcT

Cisplatin + Fluorouracil

Cisplatin — 75-100 mg/m2 1.V., nen 1
Fluorouracil —500-1000 mg/m2 1.V.,
mau 1-5 (32 mo3a 500 mg/m2)

nau 1-4 ( 3a mo3a 1000 mg/m2)
[ToBTOpeHue npe3 28 mHu.

Metothrexate — 40 mg/m2 .M., BeqHbK CEAMUYHO 0 IIPOTPECHSL.

Bleomycin — 30 mg o6mia go3a I.M., 2 mbT ceiMUYHO 3a 8 MOCIIEA0BATEIHN CEAMUIIH.

Epirubicin + Bleomycin + Cyclophosphamide (ripu mumdoenurennom)

Epirubicin — 50 mg/m2 1.V., nen 1

Bleomycin — 30 mg o6mia go3a I.V., qau 1, 8 u 15
Cyclophosphamide — 600 mg/m2 L.V., niu 1 u 8
[ToBTOopenue npe3 21 mHu.

Cetuximab + Cisplatin + Fluorouracil

Cisplatin — 100 mg/m2 L.V., nen 1

Fluorouracil — 500 - 1000 mg/m2 I.V., nuu 1-4

Cetuximab — 400 mg/m2 1.V., nocnensana ot 250 mg/m2 1.V. ceqmuuaro
[ToBTOpenue npe3 21 axu.

[Mognbpxama Tepanus cien npuiioxeHa XT

Cetuximab 250 mg/m2 1.V. ceqMu9HO 10 mporpecus

Cisplatin + Docetaxel

Cisplatin — 75 mg/m2 L.V., nen 1
Docetaxel — 75 mg/m2 1.V., nen 1
IToBTOpenue npe3 21 nHu.

Cisplatin + Gemcitabine

Cisplatin — 80 mg/m2 L.V., nen 1
Gemcitabine — 1000 mg/m2 I.V., nuu 1 u 8
[TosTopenue npe3 21 auu (4-6 kypca).




Fluorouracil + Vincristine

Fluorouracil — 500 mg/m2 I.V., aau 1-5
Vincristine — 2mg TOT 1.V., nen 1
[ToBTOpeHue npe3 28 aHM.

Docetaxel

Docetaxel 100 mg/m2 i.v. 1 geH 10 TOKCHYHOCT HMJIM IPOTPECUs
[ToBTOpenue npe3 3-4 ceqmuiy.

Cetuximab 400 mg/m2 i.v. Hacumiama jo03a, nocieasada ot 250 mg/m2 i.v. ceAMHUYHO,
cpuerano ¢ Carboplatin wim Cisplatin, Koraro ce o4akBa 4yBCTBHUTEIIHOCT KbM ILJIATHHOBHU
npenaparu.

Pembrolizumab xato monotepamust — 200 mg 1.V. na Bceku 3 ceamunu wiau 400 mg L.V. Ha
BCEKU O CEJIMHIIM MMPUIIOKECHA KaTO HHTPABEHO3HA HH(DY3Us B IPOAbDKeHHE Ha 30 MUHYTH 32
JIeYeHHEe HAa METACTaTHYEH WM HEeolepaOuiieH peluIMBHpAI] CKBAMO3ZHOKIEThUCH KapIIMHOM
Ha riaBata U musTa (HNSCC) npu Bb3pacTHu, unnuto Tymopu excupecupatr PD-L1 ¢ CPS > 1
[Ipoab/okaBa 0 TPOrPECHs WM HEMPUEMIMBA TOKCHYHOCT.  [IpH KIMHHYHO CTaOWITHH
MAlMEHTH  C [TbPBOHAYAJIHU JAHHH 3a MPOrPEecHsl Ha 3a00JSIBAHETO € MPEHOPBYUTEITHO
JIEYCHUETO J1a MIPOIBIIKH, TOKATO MPOrpecHsTa Ha 3a00JsIBAHETO HE CE TIOTBBP/IH.

Pembrolizumab — 200 mg 1.V. Ha Bceku 3 cenmunu win 400 mg V. Ha Bceku 6 cenMmuIly
NpUJIOKEHa KaTo MHTpaBeHO3Ha MH(DY3us B mpoabnkeHne Ha 30 MUHYTH B KOMOWHAIMS ¢
miatuHa U S-¢ayopoypammn (5-FU), 3a nedeHwe Ha MeTacTaTUYeH WM HeOoNepaOuiieH
el IMBHpaIl CKBAMO3HOKJIEThUEH KapunHoM Ha riaBaTta U mmsita (HNSCC) npu Bb3pacTu,
quuTO TyMopu excipecupaTr PD-L1 ¢ CPS > 1

[ToBTopenue npe3 21 auu 3a 200 mg [.V.unu nipes nipes 42 nuu 3a 400 mg 1LV.

Pembrolizumab — 200 mg 1.V., nen 1 nnu 400 mg 1.V., nen 1 Ha Bceku 6 ceqmuiin

Carboplatin AUC 5Smg/ml/mun (Cisplatin — 75-100 mg/m2) I.V., nen 1

5-FU 500-1000 mg/m2/d npoxbmxurentu nundy3uu 3a 4

MoCJIe0BATEHU JHU., 1eH | (MakcumyMm 6 HKbia C

miatuda u 5-FU)

[TpoabmKkaBa 0 MPOTPECHs UM HEPUEMITUBA TOKCHYHOCT. [Tpy KIMHUYHO CTaOWITHN TallieHTH
C MbpPBOHAYAJIHHU JAaHHU 3a MPOTpecHsl Ha 3a00NIIBaHETO € MPEMOPHbUYUTENIHO JICYCHHUETO [1a
POJBJIKH, TOKATO IPOrpecusiTa Ha 3a00JIIBAHETO HE C€ OTBBP/IH.

3.2.5. Bropa nuHus cucTeMHa Teparus

Nivolumab — 240 mg V., npe3 14 nau (3a neueHre Ha PEKYPEHTEH WIIM METaCTaTHYCH
CKBAMO3HOKJIETHhUEH KaplIMHOM Ha IJIaBaTa U LIUATa IPU Bb3PACTHU C MIPOrpecusi o Bpeme
Ha WIN CJIe]] TUIaTUHA-ChbpiKallla TEpaIus).

Pembrolizumab xato monoTtepanust —200 mg [.V. Ha Bcexu 3 cenmunu win 400 mg 1. V. Ha BcekH
6 ceIMUIM MPHIIOKEHA KaTO MHTPaBeHO3Ha UH(DY3Us B Ipoab/nKeHne Ha 30 MUHYTH 32 JICYeHUE
Ha pEUIMBUPAL] MM METAaCTaTU4YeH CKBAMO3HOKJIETHYEH KapIIMHOM Ha TIJjlaBaTa U IIHATA
(HNSCC) npu Bb3pacTau, yuuto Tymopu excnpecupat PD-L1 ¢ > 50% TPS u nporpecupain




M0 BPpCMC Ha HUJIU CJICH HHaTI/IHa-GHBI/IpaHa XUMHUOTCPAIIHA

[TpoabikaBa 0 MPOTPECHUS WU HEMPUEMINBA TOKCUYHOCT. [Ipy KITMHUYHO CTAOWITHY NAIlMCHTH
C MbPBOHAYAIHU JAaHHU 3a Iporpecus Ha 3a00JSBAaHETO € MPEHOPBUYUTETHO JICYEHUETO [1a
MPOIBIDKH, TOKATO MPOrpecHsTa Ha 3a00JIIBAaHETO HE CE MMOTBBP/IU.




4. KAPIIMHOM HA IIIATOBH/IHA KJIE3A

KapimHoMbT Ha muTOBHAHATA *Jie3a npencranisiBa 91% OT BCUUKH €HIOKPUHHU TYMOPH U
1% oT BCMYKM OHKOJIOTHYHU 3a00JIBaHue TpU Bh3pacTHHU. Cpellia ce mo-4ecTo MpH KEHUTE U
OTHOUICHUETO XKeHH:MBKe ¢ 4:1. Haii-uecto cperan e nanuiaapHusaT kapuuHom (60%-75%). C
M0-MaJIKa 4ecToTa ca (DONMKYIAPHUAT, MENYJIAPHUAT U aHAIJIACTUYEH KapIUHOM. JleueHueTo
€ KOMIUIEKCHO — OTIepaTUBHA HHTEPBEHIIHS, PaAUNOHOATEpAINs, TAPO3UHKIMHA3HA HHXHUOUTOPH,
XHUMUOTEpAIHs.

IIpuuenHo neyenue:

3a pe3UCTEHTHU Ha JICYCHHE C PATUONOJl C€ CUMUTAT CICJHHUTE MALMEHTH C JudepeHIrpan
nanwiape, QomaukynapeHn wian Hurthle-kierbuen kapiuHOM, JIOKagHO aBaHCUpal WIH
METacTaTUYeH:

e [lamuenTu, 6e3 nmoBnusBane Ha 1311 BKItOYBaHE MPU AMATHOCTUYHO CKaAaHUPAHE WIIU
nporpecupainu 10 14 mecemna cien tepanus ¢ paguo-iion (RAI).

e [lanuenTtu, nmomyunnu obma go3za npu RAI >600 mCi u u3sSBUIM HOBA JIE3Us CIEN
nociennara go3a 1311 npeau 14 mecern ot npuema .

e [lanuenTtu ¢ 10o6po BkItouBaHe Ha 1311 mpu AMAarHOCTUYEH CKEH, KOUTO ca MOIYYHIIN
tepaneBrryHa 1032 RAI Hax 100 mCi, HO mporpecupar npeau 14-s1 mecerr.

[Ipu, pedpakrepeH Ha paTInOAKTUBEH HOJI, C€ U3IOJI3BAT CIEIHUTE U300PH:

Lenvatinib karo MoHOTepanus € moKa3aH 3a JICYCHHE Ha Bb3PACTHHU MALMEHTH C IPOTPECUPAIIl,
JIOKAJTHO HarpeIHall WK MeTacTaTu4eH, nudepeniupan (nanunaper/pommkynapen/Hiirthle-
KJIeThueH) KapIMHOM Ha IIUTOBHIHATA XKJIe3a, pepakTepeH Ha paanoakTuseH ion (PAN).
[IpenopprunTennara qHeBHA 103a Lenvatinib e 24 mg (nBe kancynau ot 10 mg u eHa Karncyna
oT 4 mg), npueMaHa BeJHbX JIHEBHO. J[HEeBHaTa 103a TpsOBa Ja ce MoaudUIMpa cropen
HYX/IUTE ChIJIACHO IIJIaHA 32 JICYEHHE IPU ChOTBETHOTO ChOTHOLICHHE 1033/ TOKCUYHOCT.

Sorafenib — 2 x 400 mg P.O. qHeBHO, 10 NpOrpecHsi WK HEMPUEMIIHBA TOKCHYHOCT.

HpI/I H€0H€pa6I/IJ'I€H WM JIOKAJIHO aBaHCHpaJI WJIW MCTACTATHUYCH MCAYJIapCH KapUOHUHOM CC
H3M10J13BaT CIICAHUTC I/I360pl/li

Vandetanib — 300 mg P.O. nHeBHO, 10 IPOrPeCcHst UITH HEPUEMIIHBA TOKCHYHOCT.

CJ'IeJI INpEeUCHKa MOXE Oa CE€ HallpaBU OIMMT 3a HUTOTOKCHUYHO JICHCHUC C KOM6I/IHaIII/II/I,
ceappakantu Paclitaxel, Cisplatin, Epirubicin, Doxorubicin

Doxorubicin/Epirubicin monoTepanus

Doxorubicin 75 mg/m2 i.v. aen lnpe3 3 ceaMuIid, MaKCUMyM 3 IIUKbBJIA WIN
Doxorubicin 15 mg/m2 ceamuuno o 8-16 nuknia

Doxorubicin / Cisplatin

Doxorubicin 60 mg/m2 i.v. nen 1 Cisplatin 75 mg/m2 i.v. nen 1

Ha Bceku 3-4 ceiMuUITH, 10 TOKCUYHOCT WM ITPOTPECHS

Epirubicin 100 mg/m2 i.v. nen lnpe3 3 ceqmuiiy, MaKCUMyM 3 IUKbJIA HITA




Epirubicin 30 mg/m2 ceamuuno J{o 8-16 nukbia

Epirubicin / Cisplatin

Epirubicin 90 mg/m2 i.v. neu 1 Cisplatin 75 mg/m2 i.v. nen 1
Ha Bceku 3-4 cenMuiiy, 10 TOKCHYHOCT WIJTH TPOTPECHS

Paclitaxel monorepanus

Paclitaxel 80 mg/m2 i.v. men: 1, 8,15

Ha Bceku 3-4 cenMHIM 10 TOKCUYHOCT WJTU TIPOTPECHSI HITH
Paclitaxel 225 mg/m2 i.v. B nenl

Ha Bcexu 3 ceqmMuIm 10 TOKCUYHOCT WIIH TIPOTPECHS




5. KAPHUHOM HA I'BPJIA

CHCTEeMHOTO JICKapCTBEHO JICUCHHE BKITFOYBA XUMHUOTEPAITHsl, OMOJIOTUYHA W/WJIH CHIOKPUHHA
Tepanus TIpH OONHM ¢ XOpMOH-penentop-no3utuBHu Tymopu (ER+ w/umm PgR+).
JIekapCTBEHOTO JICYCHUE CE MpHiIara KaTo aJI0OBaHTHO MPU PATUKAIHO ONEPHUpPaHH OOJHH C
paHEH KaplUHOM. AJIFOBAaHTHA TEpalus ce MPOBEXIA CIOPE] KpUTEpUUTE Ha mocieaHus St.
Gallen xoncencyc. HeoaaroBaHTHa XMMHUOTEpAITUs CE IIpUjara:

® IIPCABAPUTCIICH CUCTCMCH KOHTPOJI BBPXY bonecrtra

® mpeau ONEpaTHBHO JICYCHHE HAa TYMOPH C L€ HaMalsBaHE Ha pa3MEpUTe UM H
Ch3/IaBaHE Ha YCIIOBHS 32 OPraHOCHXPaHsBAIla- ONEPaIIHs;

e 1pu HeomepaOWiIHM JIOKAIHO aBaHcupanu Ttymopu (craauu IIIB, C), Bkin. mpu
MH(IAMaTOPEH KapLUHOM, C IIeJ] HaMaJIsiBaHe Ha pa3MEPHUTE U Ch3/1aBaHE Ha YCIIOBHUS
3a paJInKaHa onepanus Wik Ae(UHUTHBHO JIbUeliCuCHHE.

® IIpU TYMOPH ChC CPEJCH U BUCOK PUCK;

e [lpu ,,TpoiiHO-HETaTUBEH" paK Ha I'bpJa ce mpuiara Pembrolizumab + xumuoreparnus.

e [lpu HER-nmo3utuBeH pak Ha repma ce mpwiara aBoiiHa aHTu-HER Onokama +
XUMHOTEPAIus

5.1. HeoaxoBaHTHA cMCTeMHA Tepanus

3amouBa 3aTBIDKUTENHO ciel] MOp(oNOTHYHO BepuUIMpaHe HAa TyMOpa, M3CIeIBAaHE Ha
peuenropen cratyc (ER, PgR u HER2), Ki-67 u nmbiHo kimHHYHO cTagupane. M3nomnsear ce
PEKHMH KaTo TPH aI0BaHTHA XUMHUOTEPAITHSI.

CEF

Fluorouracil — 500 mg/m2 L.V., nexn 1

Epirubicin — 90 mg/m2 L.V., nen 1

Cyclophosphamide — 500 mg/m2 I.V., nen 1

[ToBTOpenwue npe3 21 gam, 06mo 4-6 Kypca.

[Tpu NpOTHBOTIOKA3aHHUS HITH PE3UCTCHTHOCT KbM aHTPAIMKJIMHU — MOHOTEPAITHUS C TAKCAHH
(4-6 kypca).

EC-T

Epirubicin — 90 mg/m2 L.V., men 1

Cyclophosphamide — 600 mg/m2 1.V., nen 1

[MToBTopenue npe3 21 qHuU; MpoBeXIAT ce 4 Kypca, HOCISIBAHU OT
Docetaxel — 75 mg/m2 1.V., nen 1, pe3 21 auu, 4 Kypca, win
Paclitaxel — 80 mg/m2 L.V., ceqmuuno, 12 ceaMuiy.

T—EC (na3znauaBa ce mpu XopMOH-perientop-no3utuseH, HER2-nerarusen xapripHom)

Paclitaxel — 175 mg/m2 I.V., nen 1
[ToBTopenwue npe3 21 nHu, 4 Kypca,




Epirubicin — 90 mg/m2 L.V., nen 1
Ciclophosphamide — 600 mg/m2 I.V., aen 1
IToBTOpenue npe3 21 auu, 4 Kypca.

Paclitaxel + Carboplatin (mpu TpoiiHO HeraTHBEH KAPIHHOM)

Paclitaxel — 80 mg/m2 L.V. ceqmuuno, 12 ceqmuim
Carboplatin AUC 4-6 I.V., nen 1

[ToBTOopenue nmpe3 21 nHu.

EC (uHTeH3nduuupan)

Epirubicin — 90 mg/m2 .V., nen 1 Ciclophosphamide — 600 mg/m2 1.V., nen 1 [ToBTOpeHue
npe3 14 nHu, 4 xkypca.
[Tpu unTEeH3UUITMpaHe HA peXXUMa ce Mpuiiara Ha (oHa Ha pacTexeH (akTop.

[Ipy XOpMOH-PEHENTOP-TIO3UTUBHU TYMOPH C TPOTUBOIMOKA3aHUS 33 XUMHOTEpamus ce
npoBexaa tepanus ¢ Tamoxifen uiu apomarasHu uHXuOUTOPU — 4-6 Mecena.

[Tpun HER2-no3utuBHMU TyMOpH:

Trastuzumab (mo6aBeH kbM MpoBexaaHata xumuorepanus) — 8 mg/kg 1.V. naroBapsaia
no3a, nociueasana ot 6 mg/ kg V. mpe3 21 nuu, wnu ¢ukcupana nosa ot 600 mg S.C. npe3
21 nHM; KOMOWHAIMATA HE Ce Mpuiiara C aHTPAIMKINHA, OCBCH B KIIMHUYHU U3ITUTBAHHUS,
KomOunamnus:

Pertuzumab + Trastuzumab + Docetaxel

Pertuzumab — 840 mg 1.V., nocrneasan ot 420 mg L.V., nen 1

Trastuzumab — 8 mg/kg naroBapBaa f03a, nocieasana ot 6 mg/kg, nen 1 wiu pukcupana
no3a ot 600 mg S.C. mpe3 21 nHn

Docetaxel — 75 mg/m2 (mo 100 mg/m2) 1.V., nen 1

[ToBTOpenwue mpe3 21 nuu

dukcupana komOuHaIMs Ha Pertuzumab+Trastuzumab 3a moxkoxHO TpHITIOKEHUE C
Docetaxel

Pertuzumab 1200 mg/Trastuzumab 600 mg S.C. karo HaroBapBaiia J103a, MOCJEIBaHA
oT nojabpkKaiia no3a Pertuzumab 600 mg/Trastuzumab 600 mg S.C., ipe3 21 guu.
Docetaxel — 75 mg/m?, karo Brocnencteue ce nmopumasa g0 100 mg/m?2.

Axo ce npusiara cxeMma Ha JieueHHe Ha OCHOBaTa Ha kapOorutatuh, Docetaxel ce mpumara B
no3a

75 mg/m? ipe3 nenus nepros 6e3 yBeIUeHHe.

[Tpu mammeHTH, MmojyyaBalld cXeMa Ha JICUeHHE Ha OCHOBAaTa Ha aHTPAIlUKJIMHH,
¢buxcupana

koMmOuHamwms Ha Trastuzumab+Pertuzumab TpsiOBa n1a ce mpuiara ciie 3aBbpIIBaHe HA
IsJ1aTa CXeMa Ha JICUCHHE C aHTPAIUKITUH.

IIpu ,,TpoitHO-HEraTHBEH* KAPLUHOM HA I'bpPAA

Pembrolizumab 200 mg IV nHa Bceku 3 cemmuim win 400 mg IV Ha Bceku 6 ceamuid, B
KOMOWHAIMS C XHMHOTEpamuss Karo HEOAIIOBAHTHO JICYUEHHE W CJIIEJ TOBa MPOIBIDKCH Karo
MOHOTEpaIus, KaTo aJBAaHTHO JICYCHUE CIIC/ OIepaIlus, 3a JICYCHUEe Ha Bb3PACTHU C JIOKATHO



aBaHCHpaJl WM PaHEH CTaJuii Ha TPOWHOHETaTWBEH KAapIMHOM Ha I'bpara ¢ BHCOK PUCK 3a
peLuauB.

[Ipu HEOaIOBAaHTHO U aJIFOBAHTHO JICYCHHE HA TPOMTHOHETaTUBEH KapunHoM Ha repaara (TNBC)
Ha MAIMeHTUTE TPSAOBA J1a ce MPHUIIOKHU HEOaI0BaHTHO JiedeHue ¢ Pembrolizumab B komOunarus
¢ xumuotepanus 3a 8 go3m ot 200 mg Ha Bceku 3 cenmun wid 4 no3um ot 400 mg Ha
BCEKHU 6 CEIMUIIM HITH J0 IPOTrpecus Ha 3a00JIIBaHETO, KOSATO U3KIII0UBA Ie(DUHUTHBHA OTIepaIHs
WIH HETpHEeMJIMBa TOKCHYHOCT, MOCJIEIBAHO OT aJF0OBaHTHO JieueHue ¢ Pembrolizumab kato
MoHotepanusa 3a 9 go3u ot 200 mg Ha Bceku 3 ceamunu win 5 no3u ot 400 mg Ha Bceku
6 ceqMUIM WK 10 PEUIUB Ha 3a00JITBAHETO WM HEMPUEMITUBA TOKCHYHOCT. [larenture, nmpu
KOUTO ce Halro/1aBa Mporpecusi Ha 3a00JIIBAHETO, KOSTO M3KIIIOYBA Je()UHUTHBHA ONEpanus
WIA HENPHEeMJIMBA TOKCHYHOCT, CBBP3aHH C HEOQIIOBAHTHO JiedeHHe ¢ Pembrolizumab B
KOMOMHAIMsI ¢ XUMHUOTEpAIus, He TPsAOBa Jja MojyyaBaT aJl0BaHTHO JieueHue ¢ Pembrolizumab
KaTo MOHOTEpATIHSL.

Xupyprusara ce ocjie/1Ba 0T aJf0BaHTHA TEpaIns

TepaneBTUYHMAT OTTOBOP C€ OLEHsIBa cliel 4eTHpH Kypca. [Ipu mporpecuss Ha IbpPBUYHO
orepaluiieH TyMop (B X0/1a Ha HE0aII0OBAaHTHA XMMUOTEpaIus) ce IpeMrUHaBa KbM OIIEpaTUBHO
JIeYeHUe; MpU CTAlMOHUPAHE HA I'BbPBUYHUS TYMOp CE€ IIPEMHHABA KbM OINEPATUBHO JE€UECHUE
CJle]l HEOaI0BaHTHA XUMuUoTepanus ot 4-6 kypca. [Ipu ,,TpoliHO HeraTUBEH* paHEH KapLIUHOM
Ha I'bp/ia, HEOAIIOBAHTHOTO JICUCHHE C XUMHUOTepanus u pembrolizumab e ¢ mpoabsmkuTenHOCT
8 Kypca BCEKH 3 CEeAMUIIH.

ITpu crapguii IIIC ce mnpunara onepaTMBHO JIEUEHUWE CaMO IIPpU I'bJIHA PEMHUCUS Ha
CyIpakJIaBUKyJapHu JuM(HH BB3MH. B mpoTruBeH ciydaii ce mpoBexaa IeUHUTHBHO
JTBbYCIICYCHHUE.

5.2. AII0BaHTHA CHCTEMHA Tepanus

JleueHneTo ce mpenopbyuBa, aKO C€ 0YaKBa OTHOCUTEITHO HAMAJICHHE Ha OTPENIEICHUs] PUCK OT
pPEIMINB U CMBPT MPH MPUEMIIMBO HHBO Ha HEXEJAHM JIEKAPCTBEHU peaknuu. M300pbT Ha
METO/1 332 CUCTEMHO JIEKapCTBEHO JieUueHHe (XUMHOTEepausl U/WIN €HJOKpUHHA Tepanus, W/uin
IPULIEITHO JIEYEHHE) C€ OCHOBaBa Ha HAJIMYME HA peAMlia MPOrHOCTUYHH (PaKTOPH: FOJIEMHHA
Ha 'bPBUYEH TYMOD, aHTQKUPAaHE HAa aKCUJIApHU JUM(HU BH3JIM, XMCTOJOTHYEH BUJ, CTEIIEH
Ha nudepenimanus (G), craryc Ha ectporenHu (ER), mporecreponosu (PgR) m HER2-
peuenTopH, npoaudeparuser Ki-67-unnexc (moxa umu Hax 15-20%), Bb3pact, 001110 CCTOSHUE
(PS), mpunpyxasamm 6onectu, epekt ot npuiokeHara HXT (Tabxa. 1). Tymopu, kouto He
excripecupaT ER/PgR, ce mpuemar 3a eHIOKpMHHO HEUYBCTBUTENHH; MPU TAX CPEACTBO HA
n300p € XUMHUOTepanusi U uMyHoTepanus. Karto HOmbiIHEHHWE KM XHMHO- W C€HIOKPHHHA
Tepanusi npu cBpbxekcnpecuss Ha HER2 ce no6ass agroBanTHO neyenue ¢ Trastusumab =+
Pertuzumab nnu Ado-trastuzumab emtansine.

Criopen pucka 3a mporpecusi Ha 00JieCTTa MalUeHTUTe ¢ OnepaduiIeH KaplUHOM ce pa3fessT
Ha Tpu kareropuu (Tabm. 1).

Cnopenr  OMOJOTMYHWUTE TMOJATUIIOBE Ha KapuuHoma (IymMuHasleH A, nymuHaieH B,
HeJIyMUHaJIeH, 0a3ajouJieH U Jp.) CUCTEeMHATa aJfoBaHTHA Tepamus ce aeduHupa B IIEeCT
kareropuu (Taoum. 2).



Tabnuma 1. OnieHka Ha PUCK TPU KapIIMHOM Ha I'bpa.

Hucbk puck HeratuBuu nuMQHU BB3IIM U BCHUKHU OT CIICTHUTE MPU3HAIIN:
Tymop <2 cm

Gl

Jlunca Ha pasnpocTpaHeHa NEPUTYMOPHA ChA0BAa UHBA3US (TYMOPHHU

eM00IIN)

JIunca Ha cBpbxekcnpecust Ha HER2
Hanmnune na ER w/unm PgR excripecus
Bwn3pact > 35 rogunu

CpeneH puck HeratuBau 1MMQHU BB3IIM U IIOHE €MH OT CJEIHUTE IPU3HALM:
Tymop > 2 cm

G2-3

Hanuune Ha pa3snpocTpaHeHa NepuTyMOpHa ChJ10Ba HHBA3Hs (TYMOPHHU
eMO0JIH )

Hannune na cBpbxekcrpecust Ha HER?2

Jlunca na ER w/unu PgR excnpecus

Bp3pact < 35 ronunu

Bucok puck 1-3 nmo3utrBHYU JTUMGHU BB37H ¢ aurica Ha ER w/wnmm PgR ekcnipecus, nnun
¢ Hasmuue Ha cBpbxekcrpecust Ha HER2
> 4 no3UTUBHU JUM(HH BB3IIH

Tabnuia 2. buonornyau moaATUIIOBE: Te)UHALINS.

IHoaTunose Kiaunukonarosiornysa
aepuHIIMSA
Jlymunanen A ER+ w/mmm  PgR+,

HER2-neratuseH,
Hucwk Ki-67 (<15-20%)

Jlymunanen B| ER+ wum  PgR+,

(HER2-neraruBeH) HER2 neratuBeH, BUCOK
Ki-67

JIlymunanen B| ER+ wwm  PgR+,

(HER2-no3utuBeH) BesikakbB Ki-67, HER2-
MO3UTUBEH

HER2 nosutuBed | HER2-mo3uTtusen,
(HeTyMHUHAJIEH) munca Ha ER u PgR

bazanounen, tpoitno | Jlumnca Ha ER u PgR,
HEraTUBEH HER2-uerarusen
(TyKTaseH)




Cnenuaigu
XUCTOJIOTUYHU
MOATUIIOBE
A.
XOpMOHOUYYBCTBUTE-
neH (kpubpudopmen,
TyOynapeH u
MYLIMHO3€EH)
b.
XOpPMOHOHEUYBCTBU-
TeleH  (aImoOKpHUHEH,
MenyJIapeH,
AICHOUI-KUCTUYEH U
METaruIaCTUYCH)
Patients with newly diagnosed or recurrent MBC
T
Biopsy of metastatic lesion
to confirm diagnosis
\2
Reassess biomarkers }
ER, PgR, HER2* . .
Patients with . Patients with ER+,
TNBC tumours All patients HERZ- turnours
v
M e
PO-L1 by IHC, gBRCAm, PIK3CA mutation status,
HERZ-low by IHG/ISH 0BRCAm, HER2-low by IHGASH
(PAl B2 assessment optional) (PAl B2 assessment optional)
— N N |
Assessments only where corresponding therapies are available: MSI, TMB, NTRK
¥ ¥ ¥ -
o o T N

Optional assessments with potential to guide treatment: £5R7 (in ER+, HERZ— tumours if further
Al-based therapy is considered), somatic BRCA mutations, HER2-low status by IHGASH

v v v

M S AV N
Staging: History and physical examination, haematology, biochemistry, tumour markers, CT of the chest
and abdomen and bone scintigraphy (or PET-CT), brain imaging (symptomatic patients or according to
subtype if the presence of CNS metastases will alter the choice of therapy)

*If there are important differences in ER, PgR and HER2 status between the primary fumour and recurrence, pafients should be
manzaped according to receptor status of the recurrent disezse biopsy

Al aromatase inhibitor; CNS, cenfral nervous system; CT, computed tomography; ER, cestrogen receptor; E5RT, pestrogen
recepior 1; gBRGAM, germline BRGAT/2 mutation; HER2, human epidermal growth factor recepior 2; IHC, immunchistochemistry;
ISH, in sifu hybridisation; MBC, metastatic breast cancer; M3, microsatellite instability; NTRK, neurotrophic tyrosine receptor
kinase; PALEZ, partner and localiser of BRCGAZ PD-L1, programmed death-ligand 1; PET, positron emission tomography; PgR,
progesterone receptor; PIK3CA, phosphatidylinositol-4.5-bisphosphate 3-kinaze catalytic subunit alpha; TME, tumour mutafien
burden; THEC, triple-negative breast cancer

3tounuk: ESMO Guidelines 2023

5.2.1. EHAOKpHUHHA aJI0BAHTHA TEpALUS

Tymopu ¢ > 1% ekcnpecus Ha ER nnmm PgR u TakuBa ¢ HecurypeH XopMmoHaleH cTaTyc ce
pUeMaT 3a €HJOKPMHHO YYBCTBUTEIIHM U TMOJJEKAT HAa EHAOKPHMHHA Tepamus B obema Ha



KOMIIJICKCHO JICUCHUC.

HpI/I MMPEMCHOIIAY3aJIHN MAUEHTH CTAHAAPTHOTO METIrOAUIIHO JICUCHUE BKIIFOYBA:

Tamoxifen — 20 mg aueBHo P.O. (camocrosrenHo i B komOuHamms ¢ LHRH-aronucr).
[Tpu BUCOK prck 3a peruauB Tamoxifen ce npuiara gecet roxuHu

Exemestane — 25 mg P.O. nueBno, komOuHupad ¢ LHRH-aronuct (mpu Bucok puck 3a
PELUINB).

[Tpu nykranen kapiuaom in situ (DCIS) ce HazHauaBa 3aAbKATEIIHO IETTOAUIIEH
Tamoxifen u ce komOuHupa c rpueneueHue — 42.5-50.4 Gy.

I[Tpu DCIS y noctmeHonay3anuu ce npeamnounta Anastrozole — 1 mg P.O. queBHO.

OBapuannara abnamus ce nmocrura upe3 LHRH-aronucr wmm xupypruuno. LHRH-aronuctst
TpsOBa Aa ce mpuiiara ot 2 10 5 TOAWHU, BBIIPEKU Y€ ONTUMAIHATA MY MPOJBIKUTEIHOCT HE €
KaTeropu4yHo yrouyHeHa. [Ipu mpeMeHomay3anHu MAlMEHTH HE c€ Mpuiara KOMOMHHpaHE Ha
LHRH-aronuct u apomara3eH MHXUOUTOpP, KAKTO M CAMOCTOSITEJIEH apoMaTa3eH HUHXUOUTOp.
Tamoxifen He TpsOBa na ce mpuiara €IHOBPEMEHHO C XUMHOTEpamnus, JOKaTO Haii-1o0poTo
cpueranne Ha LHRH-aronucT (eqHoBpeMEHHO MITH MOCIIEABAII0 XMMUOTEpAIs) € HEYTOUHEHO.

[Tpu mocTMeHONay3a IHH MAIMEHTH 32 ITbPBU M300p Ce MpearoyuTa apoMaTa3eH HHXUOUTOp B
MPOABDKEHHUE HA TET TOIMHH. 3a MAIlMEeHTH, JIeKyBaHu 2-3 roaunu ¢ Tamoxifen 20 Mr/an 1m.0.

ce IMpernopbuBa, NpeBKItouBaHe KbM Exemestane 25 Mr/ mH — 10 5 r. OcoOeHO ¢ MO3UTHUBEH
HozaseH craryc. OnTuManHara npoabKUTENHOCT 10 10 T Ha nedyenuero ¢ Tamoxifen u npu
nocnenoBarenHa Tepanus AW- Tamoxifen nnu Tamoxifen-A1

5.2.2. Tepamus ¢ oudocdonaru

[TanmenTH, JIEKyBalIM C€ ¢ apoMaTa3HH MHXHOUTOPH, TPSAOBa Ja IMOJyyaBaT CYIUIEMEHTAIUS C
ButamMuH D u xammuil. [IpenopbuBa ce nscneasane 3a koctHa mrbTHOCT — DEXA (dual X-ray
abcopoMeTpusi) U IPH OCTEONOPO3a ce MpenopbyBa CBOEBpeMeHHO jeueHue. budocdonarure
IpeArna3BaT CKeleTa OT KOCTHA 3ary0a MpH MallueHTH C ATPOTCHHA MPEeKAEBPEMEHHA MEHOMAY3a
U TP IOCTMEHOTIAay3aJIHU MMallUeHTH Ha JIeYeHHE C apoMaTa3HU UHXUOUTOPH.

5.2.3. BuoJsiornuHa Tepanus npy KOCTHA 3aryoa

[TanieHTH ¢ paHeH KapUWHOM Ha T'bpAa, MPOBESKIANIN aTIOBAaHTHA €HIOKPHHHA TEparus, ce
CUMTAT 3a MOCTMEHOIAY3aJIHHU U C TIOBUIIEH PUCK OT KOCTHH (PpakTypH, 0COOEHO TPETUPAHUTE C
apomara3Hu HHXuOHTOpu. Ciest ceneKkums 1 MpereHKa OT JeKyBallHs METUIIMHCKH OHKOJIOT Te31
cllyyad MOJJIeXKAT Ha JIeueHHe 3a 3aryba Ha KocTHa maca ¢ Denosumab — 60 mg S.C. npe3 6
Mecella, KakTo jKeHU ¢ MOCTMEHOMay3ajHa OCTeonopo3a 0e3 KapiuHOM Ha rppaa. OueHka Ha
KocTHaTa TIbTHOCT ce TpoBexaa ¢ DEXA (dual X-ray aGcopumomerpus) mpean 3aroyBaHe Ha
SHJIOKpUHHA Tepamus W ce MpociesBa B XoAa Ha JiedeHueTo. Ilpm m30op Ha jedeHHne C
Denosumab ce B3eMar mpeaBH/] KaKTO KOCTHATa MHHEPAIHA IUIBTHOCT (cTolHOCTH Ha T-Score),
Taka W PUCKOBUTE (aKTOpPH OT CTpaHa Ha mMarueHTta. llpu ompenensHe Ha WHAWKALUUTE 3a
OMOJIOTMYHA Tepanus OT MEIWIIMHCKHA OHKOJIOT JISYEHUETO Ha IMOJJIeKallaTta OCTeornopo3a ce
MPOBEX/IA OT €HJOKPUHOJIOT WM PEBMATOJIOT.



5.2.4. AntoBaHTHA XUMHOTEPAITUs

IIpu cpeneH puck ¢ HEraTUBEH HOJAJIEH CTATyC:

EC

Epirubicin — 90 mg/m2 L.V., nen 1
Cyclophosphamide — 600 mg/m2 1.V., nen 1
[ToBTopenwue npe3 21 aum (6 Kypca).

CEF90

Fluorouracil — 500 mg/m2 L.V., nen 1
Epirubicin — 90 mg/m2 L.V., nen 1
Cyclophosphamide — 500 mg/m2 1.V., nen 1
[ToBTOpenue npe3 21 auu (6 Kypca).

Docetaxel + Cyclophosphamide

Docetaxel — 75 mg/m2 L.V., nen 1
Cyclophosphamide — 600 mg/m2 1.V., nen 1
[ToBTOpenue npe3 21 auu (6 Kypca).

CMF

Cyclophosphamide — 600 mg/m2 1.V., nen 1

Metothrexate — 40 mg/m2 1.V., nen 1
Fluorouracil — 600 mg/m2 1.V, nen 1
[ToBTOpenwue npe3 21 aam (6 Kypca).

EC-T

Epirubicin — 90 mg/m2 L.V., nen 1
Cyclophosphamide — 600 mg/m2 I.V., nen 1
[ToBTropenue npe3 14-21 nuu (3-4 kypca), MocieaBaHH OT:

Paclitaxel — 175 mg/m2 1.V. npe3 3 cenmunu (3 nnu 4 xypca) win 80mg/m2 ceamuano (12
MOCJIEIOBATETHU CEIMU- 111 ), WIN
Docetaxel —100 mg/m?2 npe3 21 auu (3 uim 4 kypca).

ITpu nauuenTu cbe cBpbxekcnpecus Ha HER2 ce nposexna neuenue ¢ antu-HER2 tepamnus.

He ce mpumara npu tymopu no-manku ot 0.5 ¢cm M HEraTMBeH HOJAJIEH CTaTyC, C BHCOKO
MOJIOKUTETHH XOPMOHAJIHU PEEeNnTopHu (BUCOK OTTOBOp), C (pakius Ha M3TIACKBaHE Ha JsBa
kamepa (LVEF) mox 50% u cbc 3HaUMMa ChpIeTHOCHI0BA KOMOPOUTHOCT.

AnTn HER2- teuenuero 3amouBa 3aeJHO ¢ XUMHOTEPAITHs C TAKCAHU:
e Trastuzumab B HatoBapBama n03a 8§ mg/kg, mocnensana ot 6 mg/kg nnu Trastuzumab —
¢duxcupana no3a ot 600 mg S.C., npe3 21 nHu ce mpwiara 3a 12 Meceria OT HA4ajaI0ToO MY;
e Docetaxel + Pertuzumab + Trastuzumab



Pertuzumab — 840 mg 1.V. maroBapsaria m03a, mocieasad ot 420 mg 1.V., nen 1 Trastuzumab —
8 mg/kg HaroBapBama 103a, mociensana ot 6 mg/kg, nen 1 wim Trastuzumab — puxkcupana mo3a
or 600 mg S.C., npe3 21 guu; IloBropenme mpe3 21 gHuU, eaHa roawHa WM (UKCHpaHa
koMOuHaiuss Ha Pertuzumab+Trastuzumab 3a moakokHO mpuiokenue - Pertuzumab 1200
mg/Trastuzumab 600 mg S.C. kaTo HaToBapBamia 103a, MOCIEABaHA OT MOJIbpXKAlla /1032
Pertuzumab600 mg/Trastuzumab 600 mg S.C., npe3 21 nHEM B NpoABIDKEHHE Ha 00O eaHa
ronuHa (10 18 nukbia).

Carboplatin + Docetaxel + Trastuzumab

Carboplatin AUC 4-6 1.V., nen 1 Docetaxel — 75 mg/m2 1.V, nen 1
Trastuzumab — 8 mg/kg natoBapsaiia 103a, mocieasana ot 6 mg/kg, nen 1
[ToBTopenwue npe3 21 auu, mox nporekmus Ha G-CSF.

[MIpu HER2-mO3MTHBHM NAIMEHTH C OCTAaThYHO WHBA3WBHO 3a00JIsiBAHE B I'bpjara W/WIH
TUMQHHATE BB3IIU CJIell HEOaI0BaHTHA Teparus Ha OCHOBaTta Ha Takcanu U HER2 — taprerHa
tepanus: Trastuzumab emtansine (T-DM1) — 3.6 mg/kg npe3 21 quu 3a 06110 14 1uKkbia

MMOAABPXKAILIO AAFOBAHTHO JIEUEHUE

Neratinib* e mokasaH 3a mpoOIbHKUTEITHO aJFOBAHTHO JICUCHHE HA Bb3PACTHH MAIMEHTH C paHECH
CTaJuil Ha XOPMOH-PELENTOP-TIO3UTUBEH PaK HA I'bPAATa ChC CBPHXEKCIPECHS/aMILTH(UKAIHS
Ha HER2, xouTo ca 3aBbpIiniiy ailfoBaHTHA Tepanus Ha 6a3aTa Ha TpacTy3yMal Mpeu Mo-Majako
ot roauna.llpenoppuutennara go3a neratinib e 240 mg (wect Tabnetku ot 40 mg), mpueManu
MEPOPAITHO BETHBK JIHEBHO, HEMPEKBCHATO B IPOIBIDKEHHE Ha | rouHa.

[Tpu 60HM 63 eeKT OT HeO0aJIOBAaHTHA XMMUOTEPAIINS C aHTPAIIUKITHU:

|Docetaxe| — 100 mg/m2 nipe3 21 guum (6 Kypca).

HpI/I ManuMeHTH C TpOﬁHOHeFaTHBeH (I)GHOTI/IH " MIpOBCACHA HCOAANOBAHTHA XUMHUOHUMYHOTCpPAIIUA U
KOMIUJICKCHO JICUCHUEC CC MMPOBECKAA aAFOBAHTHO JICHCHUC C UMYHOTCpAIIH.

ANIOBaHTHA Tepanusi HA BB3PACTHH NAIMEHTH C TOJOKUTEJEeH 32 XOPMOHAJEH
peuentop (HR), oTpumaresen 3a yoBemku enuaepmalieH pacre:xxen ¢gaxkrop 2 (HER2),
PaHeH paK Ha MJIEYHATA 3KJI€3a, C AaHTaKMPaHe HA AKCHJIAPHU JUM(HU Bb3JIM, C BUCOK
PHCK OT peluauB. BHCOKHIT PUCK OT PELUAWB C€ ONMpPEACssl OT KIMHUYHU M MaTOJIOTHYHH
XapaKTePUCTHKH: WIN> 4 MOJOXHUTENHN akcunapau auMbuu Bu3am (positive axillary lymph
nodes, pALN), unu 1-3 pALN 1 noHe eAuH OT cleIHUTE KpUTEpUH: pa3Mep Ha Tymopa > 5 cm
WIJIM XUCTOJIOTHYHA CTEMEH 3.

Abemaciclib tabl. 150 mg n1Ba mbTH JHEBHO MEpOpaTHO B KOMOMHAIUS ¢ €HJOKPUHHA Teparnus
710 2 TOAWHU OT HAYAJIOTO Ha JICICHUETO WIIW JIO MPOTPECHs MM HEMPUEMIINBA TOKCUIHOCT.

Olaparib e mokasan kaTo MOHOTepamusi WM B KOMOWHAIMS C €HIOKpUHHA Tepamus 3a
a/IF0BAaHTHO JIEYEHHNE Ha Bb3PACTHU ManueHTu ¢ repmuHaTuBHE BRCA1/2 MmyTanuu, kouto umar
HER2- otpunareneH, BHCOKOPHUCKOB paHEH pak Ha TIbpAara, JIGKYBaH NpeIu TOBa C
HEO0aJI0BAHTHA WJIM aI0OBAHTHA XUMHUOTEPAIIUs.

HpI/I JKCHHU B IIPC- WK B IICPUMCHOIIAY3a, CHAOKpPUHHATA TCpaliusad € apoOMaTa3CH I/IHXI/IGI/ITOp
Tpﬂ6Ba Ja c¢€ KOM6I/IHI/Ipa C aroHUCT Ha JIYTCUHU3HUPAIIUI XOpMOH-OCBO60)K,Z[aBa]J_I XOpPMOH
(LHRH - luteinising hormone- releasing hormone).



5.3. CucreMHa Tepanusi NPpH pelAMBUPAJIA MU MeTaCTaTUYHA oJiecT

IIpu xopMOH-penenTop NO3UTUBHU TYMOPH, JINTICA HA BUCLIEPAJIHU METACTa3H, HEIIOCPEICTBEHO
3acTpallaBaliy *KUBOTa (BUCLEpAIHA KPU3a), IIpe- U MOCT-MEHOMNAay3aJHU OOJHH, JIEYEHUETO
3aroyBa C CHJOKPUHHA TEpamusi, CaMOCTOATEIHA WIM KOMOWHUpPAHA C TapreTeH areHT, OCBEH
aKo He ce HaOJro/1aBa WJIM MMa CbMHEHHUE WIH J0Ka3aHa €HJOKPUHHA PE3UCTEHTHOCT.

[Ipennountanara nepBa JuHus ET 3a nocrMeHonay3alHM >KEHUM 3aBHCUM OT THUIA U
NPOABJLKUTEIHOCTTAa Ha ajroBaHTHaTa ET, a KakTo M OT BpeMeTo, U3MHUHAJIO OT Kpas Ha
amroBantHata ET.

[Tpu nmunca Ha eeKT OT MOHE JBE JIUHUK CHIOKPHUHHA TEPAaIlvs WIH MPU ObP30 MPOrPECcCUpaio
3a00JIsIBaHe, JICUSHUETO MPOIbJDKABA C IUTOCTaTHYHA Tepanus. M1300pbT ce OCHOBaBa Ha OLIEHKA
Ha rpyma ot ¢akropu (Tabm. 3).

Ta6mmma 3. dakTopu 3a OlleHKa Ha METacTaTUYEH KaplIMHOM Ha I'bp/a.

dakTopH, CBbP3aHHM ¢ 00s1eCTTA PaxkTopH, CBbP3aHM C MALHEHTA
[IpexuBsemoct 6e3 mporpecust (I1BIT) [IpeanounTanus Ha nanyMeHTa
[IpeaumiHo evyeHue u OTTOBOPH OT HETO buonoruuna Be3pact

buonornunu daxropu (ER, PgR, HER2) MeHnormnaysaneH craryc

Bpoii u MmsacTo Ha MeTacTasu Komopouanoct u PS
Hyxna oT OBp3 KOHTPOJI ConnaJHOMKOHOMUYECKH U IICUXOJIOTHYHU
Ha 00JIeCTTa/CUMIITOMUTE dbaxropu
5.3.1. [IbpBa TMHUS €HIOKPUHHA Tepanus

CDK 4-6 610kepy M eHTOKPUHHA Tepanus

CDK 4-6 6;10xepu 1 apoMaTa3eH HHXHOUTOP

Ribociclib (600 mg P.O. queBHo, 21 quu, 7 10U nay3a) + apoMaTa3eH HHXHOUTOP KaTo HavaIHa
XOpMOHaNHO Oa3zupana Tepanus. [Ipu sxeHu B mpe- WK epuMeHoIIay3a, a ChII0 U IPU MBXE,
XOpMOHaJIHaTa Tepanus Tpsiosa ga ce komOunupa ¢ LHRH - aronucr.

Palbociclib (125 mg P.O. nueBno, 21 auu, 7 aHU nay3a) + apoMarta3eH HHXUOUTOpP— MPH TIpe-
(na ¢ona Ha LHRH-aronucr) u mocTMeHomay3aJH{ TAlMEHTH, a ChIIO U NMPH MbXKe, 03
MPEe/IIIeCTBAIA CHCTEMHA TepaIus 3a aBaHCHpaJia O0JIeCT.

Abemaciclib (300 mg P.O. nnHeBHO,) + apoMaTa3eH MHXHOWUTOpP. KaTo Ha4ajJHa XOPMOHAIHO
0aszupana tepanus. [Ipu )keHH B TIpe- WM IEPUMEHOIIay3a, a ChII0 U IPU MBKE, XOPMOHAIHATA
Tepanus TpsioBa na ce komOuHupa ¢ LHRH — aronucr.

CDKA4-6 6s0xepn u Fulvestrant (mpenopbuBa ce npu paHeH pelHIMB B X0/Ja Ha aJFOBaHTHA



CHIOKPHHHA TEPAIUs WK B Ieproaa 10 12 Mec. cie/l MPUKIFYBaHETO i)

Ribociclib (600 mg P.O. nueBno, 21 aum, 7 quu maysa) + Fulvestrant (500 mg I.M. nipe3 28 1xu)
KaTO HayaJHa XOPMOHAITHO OasupaHa Tepanws. [Ipu sKeHH B TIpe- WK MEPUMEHOIIAY3a, , @ CBII0
U [IPU MBKE, XOPMOHAJIHATA Tepanus TpsAoBa 1a ce komOounupa ¢ LHRH - aronwucr.

Palbociclib (125 mg P.O. nueBno, 21 auu, 7 nuu naysa) + Fulvestrant (500 mg .M. npe3 28
nHM) — pu 1pe- (Ha pona va LHRH-aroHucT) u mocTMeHomnay3aiHu NalleHTH, a ChIIO0 U MpU
MbXkKe, 0e3 IpeJIIecTBalla CHCTEMHA Tepalys 3a aBaHcupasa 00oecT.

Abemaciclib (300 mg P.O. nueBno, Ha 28 aun) + Fulvestrant (500 mg .M. nipe3 28 qHu) Kato
HavaJilHa XOPMOHAITHO O6a3upana Tepanus. [Ipu skeHu B Iipe- WU IEPUMEHOTIay3a, , a CHIIO U PU
MBbX€E, XOPMOHAJIHATa Tepanus TpsoBa aa ce komOunnpa ¢ LHRH — aronuct

AKT/PISKCA/PTEN-uuxu6urop u Fulvestrant

Capivasertib®* (400 mg P.O., BID 3a 4 auu, nocienBanu ot 3 U 0e3 JIe4eHHe, 10 POrpecust
Ha 3a00JIIBAaHETO WJIM HempueMirBa Tokcudnoct) + Fulvestrant — (500 mg i.m. Ha meH 1, 15 u
29, ¥ BeJIHbX MECEYHO CJIe]I TOBA) CJISI PEIMIUB UK IIPOTPECHS IO BPEMeE Ha UJIH CIIC]T JICUCHUE

CbC cxema, Oa3upaHa Ha EHIOKPHMHHA Tepanus, [pU HaJMYuMe Ha €JHa WM IIoBeYe
PIK3CA/AKT1/PTEN-npomeHH.

Apyru onumu:

Tamoxifen — 20 mg P.O. qHEeBHO — MpH Mpe- ¥ MOCTMEHOIAY3aJIHH KEHH, a ChIIO U IPH MBKE,
HETMPOBEXKIATN aJI0BaHTHA XOopMoHOTepanus ¢ Tamoxifen; mpu nmpuemanu Tamoxifen, ako
PEIUIUBET € CIIE]] IPeXUBsieMOCT Oe3 Oosect Hay 12 mMecena, JISYCHHETO MOXKE J1a IPOJIBJIKH C
Tamoxifen.

ApOMaTaSGH I/IHXI/I6I/ITOp (HeCTepOI/II[eH NIJIIn CTepOI/I)IeH) — HpI/I HOCTMeHOHay3aJ'IHI/I 60J'IHI/I C
peI_II/II[I/IB Ha 6OJ'ICCTTa CJIed aArOBaHTHA CHI[OKpI/IHHa Tepanml NIn HpI/I HpOTI/IBOHOKaSaHI/ISI 3a
Tamoxifen.

Fulvestrant — 500 mg [.M. nipe3 28 aHU — npH MOCTMEHOMAY3aHH OOJHU O€3 MpelecTBala
SHJIOKpUHHA TEpanusl WIK C PeUuIuB Ha OOJecTTa Ciiel] aJf0BaHTHA €HIOKPHUHHA TEparus C
AQHTUECTPOTEH (CEIEKTUBEH €CTPOreH-PEIeNTOPEH MOAYIATOP UIM apOMaTa3eH HHXUOUTOD).

OBapuanna abmnauusa (LHRH-aronucr wim xupypruyna) mitoc €eHA0KpUHHA Tepanus KaTto mpu
IIOCTMEHONAYy3aJIHU )KECHHU:

® [pH MPEMEHOTAY3aIHU OOJTHH;

® [pH NPEMEHOIAaYy3alHH, HeToJTy4aBajiy alloBaHTeH Tamoxifen,

® IIpu NpeKpatsBaHe Ha Tepanus ¢ Tamoxifen 3a moseue ot 12 mMecera ce npeanoynra
MoHoTepanus ¢ Tamoxifen.

5.3.2. Bropa auHus eHIOKpUHHA TEpAITH

Cnen mepBa nuHus ¢ Tamoxifen ce mpeBkiItoUBa Ha apoMaTa3eH nHxuoutop miu Fulvestrant.
Cren mbpBa JTMHUS C HECTEPOMIHU apoMaTa3HU MHXUOUTOPH ce MpeBKItouBa Ha Exemestane
wiu Tamoxifen.

[locneapamure onimy ca B KOMOUHALIUS C €HJIO0KPUHHA TEpaTIHs:



Palbociclib (125 mg P.O. nueBHo, 21 nuu, 7 aau maysa) + Fulvestrant (500 mg .M. npuiaran
MHTpaMyCKyJIHO Ha HM 1, 15, 29 1 BenHBX MeceyHo ciesl ToBa) — rpu npe- (Ha ¢pona Ha LHRH-
aroHUCT) M IOCTMEHOMAay3ajJHU MalUeHTH, KOUTO ca MOJy4yaBald NpeaXofHa EHAOKPHUHHA
tepanus. Jleuenuero c¢ Palbociclib TpsiOBa ma mpombsmku moToraBa, AOKATO MAIUEHTHT MMa
KJIMHUYHA 107132 WJIM JI0 MosiBaTa Ha HerpueMinBa TokcnyHocT. Ribociclib (600 mg P.O. nueBHO,
21 naam, 7 naum naysa) + Fulvestrant (500 mg .M. npe3 28 aHHM) KaTo HayajHa XOPMOHAITHO
0azupana Tepanus. [Ipu sxeHu B mpe- WM nepuMeHonay3a, XopMoHaJIHaTa Tepanus TpsOBa Ja ce
komOunupa ¢ LHRH - aronwucr.

Abemaciclib (150 mr P.O.n8a mbtu aueBHO, 28 aHu, 0e3 mpekbeBane) + Fulvestrant (500 mg

[.LM. npe3 28 nHuM) Kato HavyajdHa XOPMOHAJIHO OazupaHa Tepanus WU MpU KeHU, OTy4yaBalu
MpeAau TOBa €HJOKpUHHA Tepanus. [Ipu keHu B mpe- WM TMEepUMEHoNay3a, XOpPMOHAJIHATa
Tepanus TpsoBa ga ce komouaupa ¢ LHRH - aronucr.

Alpelisib (300 mg P.O. nueBHo, Ha 28 nun) +Fulvestrant — 500 mg [.M. nipe3 28 auu — npu 601HA
C MpenllecTBalla €HJOKpUHHAa MoHoTepanus /camo mnpu Hanuune Ha PIK3CA wmyranus B
TYMOPHH HJIU B IUIa3MEHH TPOOU Ype3 BAIUIUPAH TECT/.

[Tpu mocTMeHoNay3anHu MAMEHTH cJe]] IbpBa JIMHUS C HECTEPOUIHU apOMaTa3sHH WHXUOUTOPU
WIN CleJl TTbpBa JMHUS XUMHUOTEPIHS C ITOCIENBaIl apoMaTa3eH MHXHOUTOpP M Mporpecus ce
npeBkitoyBa Ha Everolimus (10 mg P.O. naeBHo) + Exemestane (25 mg P.O. nmHeBHO).

CJ'IG,I[ IIbpBa JIMHUA C apoMaTa3Hu I/IHXI/I61/ITOpI/I MOXE J[da C€ HU3I0JI3BAaT TIeCTarcHu
(Medroxyprogesterone Acetate, Megestrol acetate).

EnnoBpemenHo mnpuiiaraHe Ha XMMHO- U CHJIOKPHMHHA Tepamus He ce mnpenopbuBa. l[lpu
KOIIO3UTHBHU TALMEHTH (XOpMOH- perienTop no3utuBHU 1 HER2-cBpBXEkcnpecus) Moxke 1a ce
nob6asu antu-HER?2 neuenue:

e Trastuzumab (2 mg/kg I.V. ceamuuHo, cien eqHOKpaTHa HaTOBapBaiia jo3a ot 4 mg/kg)
+ Anastrozole (1 mg P.O. qHeBHO) — P OCTMEHOTAY3JIHU AIUCHTH;

e Lapatinib (1500 mg P.O. nueBno) + Letrozol (2.5 mg P.O. nHeBHO) — mipH
MOCTMCHOTIAY3aTHH MAIlHCHTH.

Sacituzumab govitecan* kato MoHOTeparnus MPH MAIMEHTH C HeOTIepaOUIIeH WIIH MEeTacTaTHIeH
xopmoHn-penentop (HR)-mosutuBen HER2-HeratuBen pak Ha MileyHaTa XkJie3a, KOMTO ca
MOJIYYMJIN €HJOKPUHHO-0a3upaHa Tepanusi 1 Hai-Majko JB€ TOMbJIHUTEIHU CUCTEMHU Tepauu
3a aBaHcHpaio 3abomsBane - 10 mg/kg, mpuiaranu Kato WHTpaBeHO3HA HH(DY3Us Ha JeH | u 8
oT 21-THEBHUS LIUKBI.

Capivasertib®* (400 mg P.O., BID 3a 4 nau, nocnenanu ot 3 1Hu 0€3 JIeUeHHE, 10 MMPOTPECcHs Ha
3a0osABaHeTO WK HenpueminBa TokcuyHocT) + Fulvestrant — (500 mg i.m. Ha nen 1, 15u 29, u
BEJIHBK MECEYHO CJIe/l TOBA) CJIe]] PeLUIUB WM MPOTPECHsl IO BpeMe Ha WM CJIe]l JIEYEHUE ChC
cxema, Oa3upaHa Ha C€HJOKpUHHA Tepamus, NpU HAIMYME Ha €JHa WIK I[OoBeue
PIK3CA/AKT1/PTEN-npoMeHH.



5.3.3. IIepBa muHusg xumuorepanus npu HER?Z2-HeratvBHM nmammeHTH, HEIOJYYaBaId

AJAOBAHTHH aHTPALMKINHU

EC

Epirubicin — 90 mg/m2 1.V., nen 1 Cyclophosphamide — 600 mg/m2 I.V., naen 1
[ToBTOpenwue npe3 21 mHu.

CEF90

Fluorouracil — 500 mg/m2 L.V., aeu 1
Epirubicin — 90 mg/m2 L.V., neu 1 Cyclophosphamide — 500 mg/m2 L.V., nen 1
[ToBTopenwue npe3 21 nuu, mox mporekius Ha G-CSF.

Liposomal Doxorubicin + Cyclophosphamide

Liposomal Doxorubicin —60-75 mg/m2 L.V., nen 1
Cyclophosphamide — 600 mg/m2 L.V., aen 1
[ToBTOpenue npe3 21 aHwM.

Docetaxel + Cyclophosphamide

Docetaxel — 75mg/m2 1.V, nen 1
Cyclophosphamide — 600 mg/m2 1.V., nen 1
[ToBTopenue npe3 21 nuu, nox nporekuus Ha G-CSF.

NAV + FU + FA

Vinorelbine — 25 mg/m2 1.V., nau 1 u 8
Fluorouracil — 450 mg/m2 L.V., qau 1 u
8 Leucovorin — 50 mg/m2 L.V., nau 1 u
8 IloBTropenue mpe3 21 aHu.

CMF

Cyclophosphamide — 600 mg/m2 1.V., nen 1 Metothrexate — 40 mg/m2 1.V, nen 1
Fluorouracil — 600 mg/m2 1.V, nen 1
[Toropenwue npe3 21 auu (6 kypca).

5.3.4. H'BDBa JIUMHUA XUMHUOTEpAIIUA IIpU NNAITMCHTH, I10JV4YaBaJIu aIFOBAHTHHU aHTPAIIMKJINHNA

Vinorelbine + Capecitabine

Vinorelbine — 20 mg/m2 LV., nan 1 u 8
Capecitabine — 1600 mg/m2 P.O. nuesHo, qau 1-14
IToBTOpenue npe3 21 nHu.

Bevacizumab karo monorepanus uiau ¢ Capecitabine




Bevacizumab — 10 mg/kg 1.V. nipe3 2 cenmuru (15 mg/kg 1.V. mpe3 21 nun)
Capecitabine — 1600-2000 mg/m2 P.O. aueBHo, nuu 1-14
[ToBTOpeHue npe3 28 aHM.

Vinblastin + Mitomycin C

Vinblastin — 10 mg TOT LV., aeu 1 u 8 Mitomycin C — 8 mg/m2, nen 1
[ToBTOpenue nmpe3 21 nHu.

Monorepanus

Morar ia ce npuiarat aJanTUpaHnd T03UPOBKH CIIPSIMO 0OIIOTO ChCTOSHHUE U TIOHOCUMOCTTA Ha
TakcaHu, BuHKaakamouau, Capecitabine, Eribulin, Ifosphamide mox npotekuusta Ha MeTancyndoHar,
MHTO3aHH, aHTPALUKINHN, aHTPAIICHETUOHH, IUTATHHOBH KOOPIMHAIIMOHHH KOMILICKCH, AJTIKUIIATOPH.

[Tpn manmentn c¢ repmunatuBHE BRCA1/2 myranum, xouto mmar HER2 orpumarenen, HR
MO3UTHUBEH JIOKAJIHO aBAaHCUPAJ WJIM METacTaTU4YeH paKk Ha I'bpAara, JEKYBaHU IPEAU TOBA C
AQHTPALMKJIMHYU U TAKCaH, OCBEH aKO HE Ca MOJXOASIIH, KOUTO ca IPOrpecupaIy o BpeMe Ha Win
clle]l IPeaXoHa €HJOKPUHHA TEPAIns WM HETIOAXOAAIIM 32 €HIOKPUHHA Teparusl

Olaparib tabl. - 2 x 300 mg P.O. nHeBHO, 10 MPOTrpecHsi WA HETPUEMITUBA TOKCUYHOCT.

[Mpu manmentu c¢ repmuHatuBHE BRCA1/2- myrammm, xouto mmar HR mnosutuBen / HER2
HEraTHBEH JIOKAJHO aBaHCHpaJl WM MeTacTaTMYeH pak Ha I'bpJaTa, JEKyBaHU Npeaud TOBa C
AQHTPAIMKJIMH W/WINA TaKCaH B yCJOBUATA HA (HEO)aIIOBAaHTHO JICYEHUE HA JIOKATHO aBaHCUPAIIO
3a00J1sIBaHE WM METACTaTUYHO 3a00JIBaHEe, OCBEH aKo ca OMJIM HEMOAXOIAIIH 33 Te3U TepanuH.
[TarmenTure TpsiOBa mpeau TOBA Ja ca JIEKYBaHU C XOPMOHAJIHA Tepamus WIM Jla ce CUMUTAT 3a
HEMOJXOSIIN 32 XOpMoHanHa Tepanusi: Talazoparib 1 x 1 mg P.O. qHeBHO, 10 nporpecust uiu
HENpUEMIINBA TOKCUYHOCT.

5.3.5. XI/IMI/IOTeDaHI/ISI IIpU PE3UCTCHTHOCT HAa aHTPAITMKINHU U TaAKCAHU

Capecitabine + Bevacizumab

Capecitabine — 1600-2000 mg/m2 P.O. aueBHo, quu 1-14

+ Bevacizumab — 15 mg/kg I.V., nen 1

[ToBTopenue mpe3 21 nHU (cXxeMaTa He ce TMpuiara Ipy Beue JIEKyBaH! C aHTPAIIUKINHU 1
TaKCaHH! NPE3 MOCIICAHUTC 12 MCCCHa).

Eribulin mesylate — 1.23 mg/m2 I.V., neu 1 u 8
[ToBTOopenue nmpe3 21 nHu.

Vinorelbine — 30 mg/m2 1.V, nuu 1, 8, 15 (moBTopenue npe3 4 ceamunn) wiv 10 1 u 8
(moBTOpeHue npe3 21 1Hu).

Vinblastin + Mitomycin C




Vinblastin—10mg TOT L.V., nen 1 u 8
Mitomycin C — 6-8 mg/m2, nen 1
[ToBTOpenue npe3 21 auwm.

Nab-paclitaxel

Kato MoHOTepanusi € moKazaH 3a JieueHHEe Ha METacTaTH4eH KapIMHOM Ha Ibpjaara Ipu
BBH3PACTHHU MAIMEHTH, IIPU KOUTO UMa HEYCIEX OT II'bPBa JIMHHS HA JICYCHHE HA METAaCTaTHYHO
3a00/BaHEe U 32 KOMTO HE € IIOKAa3aHO CTaHJAPTHOTO JICUCHME, BKJIIOYBAIIO AHTPALUKIIUH,
260mg/m2, npuiaraHa HHTPABEHO3HO B MPOABIDKCHUE Ha 30 MUHYTH Ha BCEKH 3 CEIMHIH JI0
IpOrpecHs WIN HENPUEMINBA TOKCHYHOCT.

5.3.6. MeTpoHOMHA XUMHOTEPAIIHUS

Cyclophosphamide — 50 mg o611a 103a P.O. 1HEBHO — CaMOCTOSITEITHO MJIH PH U30paHu 0OTHH
B KOMOMHAIHUS C

Metothrexate — 5 mg P.O., nau 1 u 2 OT BCSKa ceaMuIia, 10 HEMPHEMIMBA TOKCHYHOCT HJIH
nporpecusi. Morar Ja ce W3MOJI3BaT BCUYKHU JIPYTH PEKHMH, KOUTO HE Ca NMPWIATaHW IMPU
CHOTBETEH ITal[MEHT.

Cyclophosphamide + Metothrexate

Cyclophosphamide — 50 mg P.O. naeBHO
Metothrexate — 2.5 mg P.O. nueBno, auu 1 u 4
[ToBTOpenue npe3 21 aHu.

Cyclophosphamide — 2 x 50 mg P.O. nueBHo, nuu 1-14, noBropeHue mnpe3 21 qHw.
Capecitabine — 2 x 650 mg/m2 P.O. aueBHo, quu 1-14, moBropenue mpe3 21 qHw.

5.3.7. Xumuorepanus npu cepbxekcapecus Ha HER2

[Ipunara ce mnbpBa suHug npu HER2-monoxutenHu, weractazupald WIM JIOKaJIHO
peuuAMBHpaIM NAUUEHTH, HE TMonydaBanu mnpenumectsama aHTu-HER2 Ttepanus 3a
MeTacrasupaiia 0oJecT.

Docetaxel + Trastuzumab + Pertuzumab

Docetaxel — 75 mg/m2 1.V., nen 1 (6 xypca)

Trastuzumab — 8 mg/kg, 6 mg/kg 1.V., nen 1 (mo mporpecus)

Pertuzumab — 840 mg (raToBapBara 103a), 420 mg (moaabpxaiia go3a 10 nporpecus) I.V.,
nen 1

[ToBTOopenue npe3 21 mau.

WITH

¢ukcupana komOuHaus Ha Pertuzumab+Trastuzumab 3a noakoxHO NpUITOKEHHE —
Pertuzumab 1200 mg/Trastuzumab 600 mg S.C. kaTo HaTOBapBaIia /103a, IOCJIe/IBaHa OT
noyTbpiKkaiia jgo3a Pertuzumab 600 mg/Trastuzumab 600 mg S.C., npe3 21 auu 10 nmporpecus

Paclitaxel + Trastuzumab




Paclitaxel — 175 mg/m2 I.V., nen 1
Trastuzumab — 2 mg/kg 1.V. ceamuuno, ciien eHOKpaTHA HaToBapBaia j103a oT 4 mg/kg
[ToBropenwue mpe3 21 auu (6-8 kypca).

Docetaxel + Trastuzumab

Docetaxel — 75 mg/kg LV., nen 1
Trastuzumab — 2 mg/kg |.V. ceamuuno, cnen eqHOKpaTHa HaToBapBama j03a ot 4 mg/kg
[ToBTopenue npe3 21 auu (6-8 kypca).

Vinorelbine + Trastuzumab

Vinorelbine — 30 mg/m2 I.V. nuu 1, 8 u 15 v auu 1 u 8
Trastuzumab — 2 mg/kg I|.V. ceamuuno, cnen eqHOKpaTHa HaToBapBama j03a ot 4 mg/kg
IToBTOpenue npe3 21-28 nuu.

Capecitabine + Trastuzumab

Capecitabine — 2500 mg/m2 P.O. nuesno, auu 1-14
Trastuzumab — 2 mg/kg 1.V. ceamuuno, cnen eqHOKpaTHa HaToBapBaiia j03a ot 4 mg/kg
[ToBTOopenue npe3 21 mHu.

Trastuzumab deruxtecan kaTo MOHOTepamnus € OKa3aH 3a JEYCHUE HA Bb3PACTHU IALUCHTH C
HepesekTabuieH i MetactatuueH HER2- nonoxurenex pak Ha repjiaTa, KOMTO ca HOTYYHIIH
€/1Ha WIM MOBeYe MPEAIeCTBAIlN CXeMH Ha ocHoBaTa Ha anTu-HER?2 tepanus.

[Tpu manmentn ¢ HER2+, HR+ craryc:

Lapatinib (1500 mg P.O. qHeBHO) MmIr0C apoMaTa3eH HHXHUOUTOP, WITH
Trastuzumab riroc apomaTaseH HHXUOUTOP, WK
Trastuzumab + pertuzumab + apomara3eH HHXHOHTOD

BTopa JIMHUA — IIPH IPOTpeCUsd B XO0Ja Ha JICUCHUECTO C trastuzumab — CbAbpiKaAIlllN PCIKUMMU:

Trastuzumab emtansine (T-DM1) — 3.6 mg/kg 1.V.,
[ToBTOpenue npe3 21 mHM.

Lapatinib + Capecitabine

Lapatinib — 1250 mg P.O. nueBno, nuu 1-21 Capecitabine — 2000 mg/m2 P.O. aueBHo, nuu 1-
14

[ToBTOopenue nmpe3 21 nHu.

Lapatinib + Letrozole (mpu nocTMeHonay3a,iHi NANHEHTH)

Lapatinib — 1500 mg P.O. nHeBHO
Letrozole — 2.5 mg P.O. nueBHO
[MpoxbmkaBa 10 IPOrpecHs.




Trastuzumab + Lapatinib (+ apomaTa3zen nHXuGUTOP)

Lapatinib — 1000 mg P.O. ngueBHO
Trastuzumab — maroBapsariua go03a 4 mg/kg 1.V., mocinensana ot 2 mg/kg
ceaqmuyHo. IIponsmkasa 10 nporpecusi.

Trastuzumab deruxtecan — 5.4 mg/kg 1.V., IToBropenwue mpe3 21 auu.

Koraro e ce mpuara Trastuzumab, ce u3mon3Bar BCHUKH PEeXUMHU 32 METaCTaTH4YHA Oosect Oe3
CMF.

ITpu meracrarnuna HER2-mo3utrBHa 6ostect Trastuzumab moske 1a ce mpujara u B TPUCEAMUYEH
ukba. [Ipu mporpecust Ha ¢oHa Ha Trastuzumab ce mpoMeHst caMo CHITBTCTBAIIATA XMMHOTEPAITHS.
[Tpu BcuuKuM TepaneBTUYHH PEKUMU, Chabpxkaiiu Trastuzumab, Toit Moxke Aa ce npuara kakto L.V.
(pe3 21 gau umu cenMuvHO), Taka U S.C. BBB (hukcupana 1o3a ot 600 mg npe3 21 gam.

[Ipy BCHYKHM TepameBTHYHU PEXKUMHU, ChAbpKaM Pertuzumab+Trastuzumab 3a BeHO3HO
NpUJIOKEHNE MOXKe J1a ce npuiara U KoMmOuHanus Ha Pertuzumab+Trastuzumab 3a moakoxHO
npuiiokenue ¢ guxcupana gosza Pertuzumab 1200 mg/Trastuzumab 600 mg S.C. kato HaToBapBaia
J103a, MOoCJIeJIBaHa OT MoIbprkamia 1o3a Pertuzumab 600 mg/Trastuzumab 600 mg S.C.“.

[Ipu manueHnTu c HepesekTabuieH unu MetactatndeH HER2-monoxkwurenen pak Ha rbpiara,
MOJIYYIJIM JIBE WJTM TIOBEYE MPEIIECTBAIIN CXeMH Ha ocHOBaTa Ha aHTU-HER2 Tepanus:

Trastuzumab deruxtecan 5,4 mg/kg (npu HER2-no3utusen wiun HER2-low) nntpaBeno3na undy3us
BEJIHBK Ha BceKd 3 ceamuity (2 1-AHEBEH UKD, 10 MPOrPecHs Ha 3a00IIBAHETO UITH HEMPUEMITHBA
TOKCHYHOCT.

Tucatinib 2 x 300 mr 1HEBHO 03 peKbCBaHe B KOMOMHaIus ¢ trastuzumab B cTaHaapTHH 034 TIpe3
21 mau+capecitabine 1000mMr/mM2 nBa mbTi AHEBHO 1-14 nen, 7 nuu maysa npu HER2 mosutuBHu
MAIUEHTH C JIOKAJTHO aBaHCHPAJI WJIM MeTacTa3upai KapIMHOM Ha I'bpJaTa Ciell MPOBEIACHH IBE
auHuu antu HER2Ttepanus.

5.4 TpoiiHoHeraTuBeH KapLUHOM
XuMHOTEpAIus
[Tpu peruauB ciie aAroBaHTHA aHTPALMKINH-0a3upaHa XUMHOTEpanus KaTo CTaHJIapTHO JICYEHHE

ce mpuiara TakcaH-0asupaHa mbpBa JUHUSA XuMuotepanus. [Ipu mporpecus cien aHTpaLUKIWHU
U/WIIM TaKCaHU Ce MpernopbyBa:

Eribulin mesylate — 1.23 mg/m2 1.V., neu 1 u 8, npe3 21 xu;

Cisplatin + Gemcitabine;

Carboplatin — AUCG6 L.V., mox mpotekius Ha G-CSF;




Carboplatin — AUC5 I.V. + Docetaxel — 100 mg/m2 L.V., npe3 21 auu, mox nporekius Ha G-
CSF. bu morio aa na ce o0chau MPUIOKEHUE HA: BUHKA anakainouau, Irinotecane, Mitomycin
C,

Cnen anroBaHTHa Tepanus 0€3 aHTPALMKIMHUA MOTaT Jja € MPUJIOKAT BCUYKU PEXUMH, BKIL
IUIaTUHA-0a3upaHy, Thi KAaTO JIMIICBA CTAHAAPTHU MIPENOPBKHU.

HNmyHnorepanus

Pembrolizumab — 200 mg. na Bceku 3 ceamunu win 400 mg Ha BCeku 6 CeAMUIM B KOMOWHALIUS
C XMMHOTepanus, 3a JEeYeHUE OT II'bpBa JIMHHUS HA JIOKATHO PELHIUBHpAI] HEONEePaOHICH HIIH
METAacTaTUYeH TPOWHOHETaTUBEH KapIMHOM Ha TbpAaTa MPHU BB3PACTHH, YHUTO TYMODPHU
excripecupatr PD-L1 ¢ CPS > 10 n KouTo HE ca MONY4YWJIM IPEIXOoJHAa XMMHOTEpamnus 3a
MeTacTaTHYHO 3a00JsIBaHe

Pembrolizumab 200 mg i.v. na Jlen 1 ot Bceku TpuceamuueH uksa uian 400 mg i.v. Ha [len 1 ot
BCEKH MIECTCEIMUYCH [IUKBJ B KOMOMHAIUS C XUMUOTEPAITHsI.

[TpoabikaBa 10 MPOrpecHs WK HEIPHEMINBA TOKCUYHOCT. [IpH KIMHUYHO CTAOMIHM MAIUCHTH
C I'bPBOHAYAJIHU JAHHW 3a MPOrpecus Ha 3a00JSBAHETO € MPENOPBHUYUTEITHO JICYCHUETO J1a
IPOIBJIKH, TOKATO IIPOrpecHusiTa Ha 3a00JIIBAaHETO HE CE TIOTBBP/IH.

TaprerHa Tepanus

[Tpu mnanumentn ¢ repmuHatuBHd BRCA1/2 mytanuu, kouto mmat HR otpunarenen / HER2
OTPHUIIATEIICH JIOKAJTHO aBaHCHpAI WJIM METAaCTaTHYEeH PaK Ha r'bpjara, JEKYBaHH IPEIHU TOBA C
AHTPAIMKIMHU U TaKCaH, OCBEH aKO HE ca MOJXO/ISIIHN 32 TAKUBA JICUCHHS.

Monotepanus ¢ Olaparib tabl. - 2 x 300 mg P.O. nHeBHO, 10 mporpecusi WU HEPUEMIIUBA
TOKCHYHOCT.

[Tpu nmanmentn c¢ repmuHatuBHu BRCA1/2- myranmum, xouto mmatr HR neratusen / HER2
HEraTUBEH JIOKAJIHO aBaHCUPAJ WM METACTaTUYEH PaK Ha I'bpJAara, JEKYBAHM NPEAU TOBA C
aHTPALMKJINH W/UIM TAaKCaH B YCJIIOBUATA Ha (HEO)aIOBAHTHO JICYEHUE HA JIOKAJIHO aBaHCHPAJIO
3a00Js1BaHe WIM METacCTaTHYHO 3200 IsIBaHE, OCBEH aKO ca OMJIM HEeTIOAXOSIIH 32 T€3H Teparuu:

Talazoparib 1 x 1 mg P.O. qHeBHO, 10 mporpecus Win HENpHUEeMINBa TOKCUYHOCT.

Sacituzumab govitecan 10mg/kg IV na aen 1, 8 Ha 21 aHHM, KaT0o MOHOTEpAIHs € MOKa3aH 3a
JICYCHUC HA BB3PACTHU IMALIUCHTHU C HCOHepa6I/IJ'IeH U1K METAaCTaTHYCH TpOfIHO HCETAaTUBCH paK Ha
MIledHaTa jxiie3a (metastatic triple-negative breast cancer, mMTNBC), kouTo ca moiyuuiiu 18e uin
MmoBeYC MPEAXOAHU CUCTCMHU TEpallur, BKIIIOUUTCIIHO Hai-MaJKo ¢Ha OT TAX 3a aBaHCHUPAJIO
3a0osBaHe.

5.5 UnduaamMaTopeH KapuMHOM (KapIMHOMATO3€H MACTHT)

JleueHnero 3amouBa ¢ XMMHOTEpANUA MO peXUMH, BKIrOUueHU B T. III. Ilpu nbiaHa kamHu4YHA
pemucHs ce TpoBexaa ACPUHUTHBHO JIbYENCUCHHE, a MPU OTACIHU CIy4yal — OIEpPAaTUBHO
JIEYEHUE ¢ MOCJIeABaNIo JbyenedeHue. [Ipu XxopMoH-penenTop-no3uTUBHA TYMOPH MOXE Ja Ce
npujara eHJI0KpuHHaA Tepanus. [Ipu npemeHonay3aaHu KEHU C XOPMOH-PEIENTOP MO3UTUBEH
CTaTyC ce Mpujara oBapuaigHa cyrnpecus (JIeKapcTBEHa WM XUPYPTUIHA).



5.6. KapunHoM Ha rbpaa ¢ Hucka ekcnpecuss Ha HER?2

Hucka excripecus na HER2 ce nedpunupa xaro ckop IHC 1+ unu IHC 2+/ISH-.

Trastuzumab deruxtecan e moka3aH KaTo MOHOTEpAITUs 3a JICYUCHHE Ha Bb3PACTHH MAIIMEHTH C
HEepe3eKTaOMJIeH WJIM METACTaTUYEH PaK Ha I'bpAara ¢ HUcKa ekcnpecuss Ha HER2, kouto ca
HOJYYWJIM TIpEJIIecTBAallla XMMHOTEepanus Mpyd HAIMYMETO HAa METAacTa3d WIN ca pa3BUIU
peuuauB Ha 3a00JIsIBAHETO 110 BPEME Ha WIM B paMKUTE Ha 6 Mecela Cie]] 3aBbplIBaHe Ha
a/IfOBAHTHA XUMHOTEPAIHsL.

5.7 KapuMHOM Ha rbpaa npu Mbke

JIedeHneTo € aHAIOTUYHO Ha JICUYSHHETO Ha KapOouHOMa Ha I'bpJaTa IpH KCHU.

JlekapcTBeHHMTE MPOAYKTH, U3IOI3BAHU 3a CHIOKPUHHA Tepanus Ha KaplUHOM Ha I'bpAaTa mpu
JKEHH (QHTHUECTPOTeHHU, apomaTaseH uHxuourop, LHRH-aronuctn u npyru) ce mpumarat u
NPy KapIUHOM Ha I'bpJaTa IpU MBXKETE, CHIVIACHO IPHETHTE CTAaHIAPTH W PHKOBOJCTBA 3a
JeYeHWEe Ha KapUMHOMA Ha I'bpJlaTa, HE3aBUCHMMO, Y€ TOBa HE € OTpPa3eHO B KpaTkara
XapaKTepPUCTHKA Ha TE3U MPOYKTH.
ITpu enngokpuHHa Tepanus ¢ apomaTazHu uHxuOuropu ce npunara LHRH-aronucr.  Coiro
TaKka BCHUYKU JICKAPCTBEHU NMPOAYKTH 33 MUTOCTATUYHO M OHMOJIOTHYHO JICYCHHE TPU KEHU Ce
M3M0JI3BaT U Mpu Mbxke ¢ PMIK.



6. MAJIMTHEH TUMOM U TUMYCEH KAPIIUHOM

TUMOMBT M THUMOKApPUHUHOMBT Ca EHNUTEIHU TYMOPH, IMPOU3IE3NU OT TYMOPHH KIETKH OT
EMUTETHUTE KOMIIOHEHTH Ha TuMyca. [laTorenezara Ha enuTeNHUTE TYMOPH Ha TUMYyca OCTaBa
Hen3BecTHa. ChoOIIaBaHU ca Cllydau Ha MOsBaTa UM CJeJ JTbYyeliedeHue Ha TpbJIHATa 00JacT,
cjlell MMYHOCYNpPECHBHA Tepamnus MO MOBOJ OpraHHa TpaHCIUIaHTalMs. | €HeTUYHU PUCKOBU
dakropu, kato MHoxectBeHa Ennokpunna Heomnasust tun 1 (MENT1), ¢bIio uMaT OTHOIICHHE
KbM Pa3BUTHETO HA THUMOM M TUMOKAPIITHOM.

XuMHoOTepanusi ce mpuiara mpu Hepe3eKTaOuiiHa WM MeTacTaThyHa 0oJecT, a Mpu TUMYCEH
KapIUHOM — CIIeZI0NIEPaTUBHO, 001110 4-6 Kypca.

Cyclophosphamide + Epirubicin + Cisplatin

Cyclophosphamide — 500 mg/m2 1.V., nen 1
Epirubicin — 75 mg/m2 L.V., nen 1

Cisplatin — 80 mg/m2 L.V., nen 1
[ToBTOpenwue npe3 21 mHu.

Etoposide + Ifosfamide + Cisplatin

Etoposide — 75 mg/m2 1.V., nuu 1-4
Ifosfamide — 1200 mg/m2 1.V., nuu 1-4
Cisplatin — 20 mg/m2 L.V., nau 1-4
[ToBTOpenue npe3 21 aHM.

Etoposide + Cisplatin

Etoposide — 120 mg/m2 1.V., nau 1-3
Cisplatin — 60 mg/m2 L.V., nen 1

[ToBTOpenue npe3 21 mHu.

Carboplatin + Paclitaxel

Carboplatin AUC6 I.V., nen 1
Paclitaxel — 225 mg/m2, nen 1, nox nporekius Ha G-CSF
[ToBTOopenue npe3 21 nHu.

VIP

Etoposide 100 mg/m2/d i.v. B nen 1-3

Ifosfamide 1500 mg/m2/d i.v. B nen 1-3

Uromitexan 60% ot no3ara na Ifosfamide i.v. bolus na 0,4,8 4ac B nen 1-3
Cisplatin 30 mg/m2/d i.v. B nen 1- 3

Methylprednisolon 80 mg/d p.o. B aen 1-3

HpOBC)KIIaT CC IIpEe3 21 OHHU 00 3 OUKBJIA, HOCIICABAHU OT JIOKAJIHO JICYCHUC

PAC




Cisplatin 50 mg/m2 i.v. B gen 1 Doxorubicin 50 mg/m2 i.v. bolus B men 1
Cyclophosphamide 500mg/m2 i.v. bolus B aeH 1

[ToBropenue npe3 21 nuu, 2-4 MUKBIA, IOCIEABAHN OT JTbUETEPANNS WU ONIEPAaTHBHO
JICUCHUC.




7. KAPHUHOM HA BAJI APOb

PakbT Ha 6enuTe qpoboBe € BojelIa IPUUKHA 32 CMBPT OT 37I0KaYECTBEHH 3a00JIIBaHUS B CBETOBEH
Mmamia0. CBeToBHATa 3/ipaBHA OpraHM3allysl € W3YUCIIWia, Y€ B ObJelie CMBPTHOCTTa OT pakK Ha
OenuTe npoOOBe IIe MPOABIKaBa Ja ce IMOKauBa, INIABHO B pe3y/lTaT Ha YBeJIMYaBaHE Ha
TIOTIOHOIYIIEHETO. AJICHOKAPIIMHOMBT € Hal-4ecTUAT XucronorndeH BapuanT (38.5%), cnenBan
OoT TuiockokieTbuHus kapuuHoMm (20.0%) u enpoxierbunus KapuuHoMm (2.9%). Jleuenuero e
KOMIUIEKCHO — OTICPAaTUBHO, JIbYeTepanus, IMMTOCTaTU4YTa, TapreTHa W uMyHorepamnws. [lpu
IpEeOHOKICThYHMSI OeNmoMpo0eH KAapIMHOM BOJEIIa pOJiA HMMAT Jb4e- M XUMHUOTEpAIUsTa.
Hamocneabk MMyHOTEpanusaTa ChIIO HABIIM3a B JICUCHUETO HA TO3W MOPQOJIOTUYCH BapHUaHT Ha
OenonpoOeH KapIHOM, HO CaMO B PAMKHUTE Ha KIIMHUYHU MIPOYYBAHHUS.

7.1. HenpeOHOKJIEThYEH KAPIHMHOM

7.1.1. HeoaaroBaHTHA CUCTEMHA T€PaIIUs

O6¢cpxna ce ocHoBHO npu craauit A,

Cisplatin + Vinorelbine

Cisplatin —50 mg/m2 L.V., nau 1 u 8
Vinorelbine — 25 mg/m2 1.V, nau 1, 8, 15
[ToBTOpeHue npe3 28 nHu.

Carboplatin + Paclitaxel

Carboplatin AUC4-6 1.V., nen 1 Paclitaxel — 200 mg/m2 1.V., nen 1 [ToBTopenue npe3 21
JTHH.

OO6c¢wxaa ce ocHOBHO npu ctaauu ot IB no IITA.

Nivolumab + Carboplatin + Paclitaxel
Nivolumab — 360 mg I.V., nen 1
Carboplatin AUC 4-6 1.V, nen 1
Paclitaxel — 200 mg/m2 1.V, nen 1
[ToBTOpenue 3a 21 nuu npe3 3 nuKbIa

NmynoTtepanus:

Pembrolizumab* 200 mg 1.V. na Bceku 3 ceqmunu ninu 400 mg 1.V, Ha Bceku 6 ceqMuiiy B
KOMOHMHAINS ¢ TUTaTHHA-0a3upaHa XUMHOTEPAIUs KaTO HEOAAIOBAHTHO JICUeHUE U CIIe/ TOBa
MIPOIBIKEH KaTO MOHOTEPAITHS 33 JF0BAaHTHO JICUCHUE, € MTOKAa3aH 3a JICUCHUE Ha OTlepadIeH
HeAPeOHOKIIEThUEH KapIIMHOM Ha Oemus 1po0 ¢ BUCOK PUCK OT PEIUIUB MIPH Bb3PACTHHU.

[Ipu HeoamtoBanTHO /amroBanTHO jedenne Ha HJIPBJI, Pembrolizumab tps6Ba nma ce
npuiiara 1o peluIuB Ha 3a00Js1BaHETO, HETIPUEMIINBA TOKCUYHOCT WJIH 3a TIEPUOJ 10 €HA TO/IUHA.



7.1.2. AQroBaHTHA CUCTEMHA TEPAINS

O0cwxaa ce ocHOBHO mipH craauii IB (¢ tymop > 4 cm), Il u Il

Cisplatin + Vinorelbine

Cisplatin — 50 mg/m2 L.V., nuau 1 u 8 (wnu 75 mg/m2 1.V, nen 1)
Vinorelbine — 25 mg/m2 I.V., nau 1, 8 u 15
[ToBTopenue mpe3 28 auu.

Carboplatin + Paclitaxel

Carboplatin — AUC 5-6 I.V. nen 1
Paclitaxel — 175 mg/m2 L.V. nen 1
IToBTropenue mpes 21anu.
Carboplatin + Pemetrexed
Carboplatin — AUC 5-6 I.V. nen 1
Pemetrexed — 500mg/m? nexn 1
IloBTOpenue npe3 21 quu

Cren panukaiaHa onepanus Ipyu Bb3pacTHU MALMEHTH ¢ HeApeOHOKIIEThYEH pak Ha Oesnte ApoOoBe
(HAPBM) cragmii IB-11TA, uunto TymMOpH UMAT €U B €K30H 19 mim cyOCcTUTYUpamy My Taruu
B ek30H 21 (L858R) Ha peuenropa Ha enuaepmanius pacrexeH gpakrop (EGFR)

Osimertinib 80mg enHOKpaTHO THEBHO. JIeYeHHETO IPOABIKABA 10 PEIUANB Ha 3a00JIIBAHETO WIIH
HETPUEMIINBA TOKCUYHOCT. [IpOIBIKUTEITHOCT Ha JICYEHUE HaJl 3 TOJMHH HE € MIPOyYBaHa.

Pembrolizumab* 200 mg L.V. na Bceku 3 ceamunm wan 400 mg 1.V. Ha Bceku 6 ceIMHIU KAaTO
MOHOTEpaIus 3a aJIIBAaHTHO JICUCHHE HA BB3PACTHHU C HEIPEOHOKIETHYCH KapIMHOM Ha Oenus
Ipo0, KOUTO ca C BHCOK PHCK OT PEHUIUB ClieJ IThJIHA PE3eKIUs W IUIaTHHA-0a3upaHa
XHUMHOTEPAIus.

[Tpu amroBantHO neuenue Ha HJIPBJI, Pembrolizumab Tps6Ba na ce mpuiara 10 peruauB Ha
3a00JI5IBAaHETO, HEMPUEMIINBA TOKCUYHOCT WJIH 3 TIEPHOJI IO €HA TO/IMHA.

Atezolizumab IV xato wMoHOTepanms, ciienl paguKajiHa oOIepanusi W IUIaTHHA-0a3upaHa
XUMHOTEpanus, npu Bb3pacTHu nanueHTu ¢ HAPB/I ¢ BUCOK pUCK OT peluanuB, YUUTO TYMOPH UMAaT
PD-L1 excnpecust B TyMOpHH Ki1eTkH > 50% u kourto He ca EGFR win ALK no3utusau

[IpenoppunTenHuTe 1034 ca:

Atezolizumab — 840 mg npuiaranu upe3 UHTpaBeHO3HA HH(Y3HS TIpe3 2 CEAMUIY WIH
Atezolizumab — 1200 mg npunaranu 4pe3 HHTpaBeHO3HA UHDY3HSI Ipe3 3 CeIMHIIN HITH
Atezolizumab — 1680 mg npunaranu upe3 HHTpaBeHO3HA MHDY3HS Ipe3 4 CeIMHUIIN.

B MMPpOABIIKCHUC HA 1 roavuHa OCBCH IpH pCUUANB Ha 3a00JIIBAaHETO WU HCIpUeMJIMiBa TOKCHUYHOCT.

Atezolizumab SC*

[TanmenTHTE MOTAT J1a TIOJTyYaT JieueHHe ¢ atezolizumab WHKEKIIMOHEH Pa3TBOP 3a MOAKOKHO



npuioxenue. [TarueHTuTe, KOUTO MOHACTOSILEM MosTydaBaT atezolizumab 3a HHTPaBEHO3HO
MPUIIOKEHNE, MOXKE J1a IPEMHUHAT KBbM JieueHue ¢ atezolizumab MH)XEKIIMOHEH pa3TBOp 3a
MOJIKO’KHO MPHIIOKEHHE.

[IpenopprunTennara no3a atezolizumab HHXEKIIMOHEH pa3TBOP 3a IMOJIKOXKHO MpuiioxeHue e 1875
mg, IpujaraHa Ha BCEKU TPU CEJAMMIIU.

NmyHotepanusi:

Pembrolizumab* 200 mg 1.V. na Bceku 3 ceamuru uinu 400 mg I.V. Ha Bceku 6 ceaqmuuu B
KOMOWHAIMS C TUIATHMHA-0a3upaHa XUMHUOTEpANusi KaTO HEOaIOBAHTHO JICUCHUE W CIIeA TOBa
MPOIBIDKEH KaTO MOHOTEpaIus 3a aIIOBAaHTHO JICUCHHE, € IMOKa3aH 3a JICUeHHE Ha orepaduiieH
HeAPEOHOKIIEThYCH KapIIMHOM Ha Oesust Ipo0 ¢ BUCOK PUCK OT PEIMINB ITPH Bb3PACTHHU.

[Ipu HeoamroBanTHO /amoBaHTHO jedueHue Ha HJIPBJI, Pembrolizumab TpsoBa na ce mpuiara mo
PELMINB HA 3a00JIBaHETO, HEIPHEMJINBA TOKCHYHOCT MJIM 3a IIEPHO/I J0 ¢/IHA T'O1HA.

Alectinib* kato MOHOTepanus € MoKa3aHa 3a aJI0BAHTHO JICYCHUE CJIC]] ITbJIHA PE3EKIHs HA TyMOpa
Ha BB3pacTHU nanueHTn ¢ ALK-no3utnBeH HexpeOHOKIeThUeH pak Ha Oemms npod /HIAPBJ/ ¢
BUCOK PHCK OT PELIH/IHB.

[Ipenopbuutennara no3a alectinib e 600 mg (detupu kancynu ot 150 mg), npuemaHu JBa MbTH
JTHEBHO ¢ XpaHa (o6ma aueBHa qo03a 1200 mg).

Jleuennero ¢ alectinib TpsiOBa na MPOABIKM IO TpOrpecus Ha 3a00JIIBaHETO, HENPHUEMJIMBA
TOKCHYHOCT HJIH JI0 2 TOJMHH.

HeoOxonuMm e Banuaupan Tect 3a noadop Ha nanuentu ¢ ALK-nonoxurenen HJIPB/I.

ALK-nonoxutennust craryc Ha HIIPB/] Tpsi0Ba na ce yctaHOBU mpenu 3amo4BaHe Ha aJ{IOBaHTHA
Tepanus ¢ alectinib.

7.1.3. IIspBa IMHUA TapreTHA Teparus

[Ipunara ce B craaumii |11B u IV npu Bcuuku nanueHTH ¢ TOKYMEHTHUPAHU aKTUBHUPAIIU MYyTalllH,
HenekyBaHu npeau ToBa ¢ EGFR- unn ALK/ROS1/RET-unxubutopu.

Jleuenne ¢ EGFR-Tupo3nHKknHa3Hu HHXMOUTOPH; Ha3HavaBa ce pu TymopH ¢ aktuBupani EGFR-
MyTaly —UJCHTU(OUIUPAHN OT XUCTOJIOTMYHA ¥ ITUTOJIOIMYHA OMOIICUY WU OT KpbBHA/ IJIa3MEHa
npoba (TeuHa OMoIICHs, caMO TIPH HEBB3MOXKHOCT 32 ThKaHHA).

Osimertinib — 80 mg P.O. nueBHO, 10 nporpecus (HezaBucumo ot T 790M-myTarrust)

Afatinib — 40 mg P.O. nueBHO, /10 Iporpecusi.

Erlotinib — 150 mg P.O. nueBHoO, 10 mporpecusi.

Gefitinib — 250 mg P.O. nueBHo, 10 nporpecusi.




7.1.3.1. IIbpBa TuHMA TapreTHa Tepanus 3a JedyeHne ¢ ALK/ROS1/RET unxuourop /cien

BAJINANPAH TecT/

Crizotinib — 2 x 250 mg P.O. aHeBHO, 70 pOrpecHsl.

Alectinib - 2 x 600 mg p.0. AHEBHO 10 IPOrpecHs Ha 3a00JSIBAHETO WIIH HEPHEMIIHBA
TOKCUYHOCT He ce n3nossBa npu ROS1 npenapexaane

Brigatinib - 90 mg Tabnerku P.O. BenHbK THEBHO Npe3 MbpBUTE 7 JIHU, ciiel ToBa 180 mg BeaHBXK
nHeBHO. Brigatinib e mokasaH KaTO MOHOTEpamusl 3a JIEYeHHWE Ha BB3PACTHU MAIMEHTH C
nonoxwurenen 3a ALK, aBancupan HIAKPB/I, nenexyBanu npeau ToBa ¢ ALK naxu6urop.

Lorlatinib 1 x 100mg P.O. aueBHO, A0 mMporpecus Wik HEMpUEeMIINBAa TOKCHYHOCT 3a JICUCHHE Ha
BB3PACTHH IMAIIMEHTH C aBaHCUpall HEApeOHOKJIEeThYCH KapuwHoM Ha Oemus npo6 (HIPB/),
MOJIOKUTEJICH 3a KMHAa3a Ha aHaractTiudeH tuMpom (ALK), kouto npeau ToBa He ca JEKyBaHH C
uHxuouTop Ha ALK

Entrectinib - 600 mg p.o. BeAHBX IHEBHO [0 IpOrpecus Ha 3a00JABAHETO HIIM HEMPHEMIIMBA
TOKCHYHOCT.

Entrectinib kato MoHOTepanusi € moka3aH 3a JICYCHHWE HAa HEJIEKYBAaHHU JOCEra ¢ MHXMOUTOPH Ha
ROS1 Bv3pacTau nmauuentu ¢ ROS1-monoxuresneH, aBancupan HeAPeOHOKIEThYEH pak Ha Oemus

npo6 (HAPB/)

Pralsetinib - 400 mg P.O. BegHbxX AHEBHO 10 MPOrpecusi Ha 3a00JIABAaHETO WM HEMPHEMIIMBA
TOKCHUYHOCT.

Pralsetinib kato MoOHOTepamusi € MOKa3aH 3a JICYCHUE Ha BBH3PACTHH MAIUCHTH C aBaHCHPAI
HeApeOHOoKIIeThUeH pak Ha O6enus apo6 (HAPB/), monoxutenen 3a RET dy3us, mpenapexnane
npu TpaHcdekuus (rearranged during transfection), kouto mpenu ToBa He ca yekyBaHu ¢ RET
unxuburop. IlogOopbr Ha manumenture 3a jedeHue Ha RET ¢Qysus-monoxurenen aBaHcupan
HJIPB/I TpsibBa na ce ocHOBaBa Ha BAIMAUPAH METOJ Ha U3CJICIBAHE.

7.1.3.2. HenpeOHOKJIETHYEH JIOKAJIHO ABAHCUPAJT W/ MM MeTACTA3UPAJI paK Ha Oeusi APod

Cemiplimab* karo MoHOTeparus ¢ MOKa3aH 3a JICYeHHe OT IIbPBa JHUHUSA HA Bb3PACTHH IMAIUCHTH C
HeapeOHOKIeThueH pak Ha Oemus 1pobd (NSCLC), excmpecupamr PD-L1 (mpu > 50%
TymopHHU kinetkn), 6e3 EGFR, ALK wmmmu ROS1 abepauuu, KOMTO HMMAaT: JOKaJTHO aBaHCUPAI
NSCLC u He ca kanauaatu 3a [eUHUTHBHA XUMHUOIbUeTepanus, uian meractatuueH NSCLC.
Cemiplimab* B komOuHaIMs ¢ TIATHHA-0a3MpaHa XUMHOTEPAITUs € MOKa3aH 3a JICYeHHE OT IbpBa
nuHus Ha Bb3pacTHH manueHTH ¢ NSCLC, excripecuparm PD-L1 (mpu > 1% TymopHU KIeTkH), 6€3
EGFR, ALK wm ROS1 abepanuu, kouto umar: tokaaHo aBaacupain NSCLC u He ca KaHIuaaTi
3a IeUHUTHBHA XUMHUOIbUeTepanus, i Meractarnued NSCLC.

7.1.4. IlbpBa AMHHUSA WMYHOTEDAIHUS

[Tpunara ce npu craauii IV.
Pembrolizumab karo monorepanus - 200 mg 1. V. Ha Bcekn 3 ceqmuiy mm 400 mg 1.V. Ha Bceku



6 ceaMUIIM, IPUIIO’KEHA KaTO MHTpaBeHo3Ha nH(Y3us B npoabinkenue Ha 30 MunyTy, et | (mbpBa
JIMHUS HA METAacTaTU4YeH HeJPeOHOKIeThYeH KapiuHoM Ha Oenus npod (NSCLC) npu BB3pacTHy,
quuTo TyMopH ekcripecupar PD-L1 ¢ > 50% mponopiirionaieH ckop Ha Tymopa (tumour proportion
score, TPS), 6e3 EGFR miu ALK 1ojoXuTeHi TYMOPHHA MYTalluy).

[TpoawmkaBa 10 mporpecus WK HeNpHUEeMINBa TOKCUYHOCT. [Ipy KITMHUYHO CTaOMIIHYU MALUEHTH C
'bPBOHAYAJIHY JAHHU 32 [IPOrpecHs Ha 3a00JIIBaHETO € IPENOPBUUTENHO JICUEHUETO Aa IPOIBIIKH,
JIOKATO MporpecusTa Ha 3a00J51BaHETO HE CE TOTBBP/IN.

Atezolizumab kaTo MoOHOTepamus ¢ MOKa3aH KaTo IbpBa JIMHHUS Ha JICYCHHE HA BB3PACTHHU
MAalMeHTH ¢ MeTacTazupai HepeOHokIeThueH pak Ha 6enust apod (HIAPB/I) ¢ tymopHa ekcnipecus
Ha PD-L1 > 50% tymopuu xnerku (TK) wmu > 10% tymop-undunrpupamy umynan kinetku (UK),
kouto ca 6e3 EGFR myrtupan nnn ALK-nosutusen HJPB/I.

[Tpenoppuntennara go3a Atezolizumab e:

Atezolizumab — 1200 mg mnpumaranu 4Ype3 HHTpaBCHO3Ha WH(Y3US Mpe3 3 CeAMHUIM HWIH
Atezolizumab — 840 mg mnpuiaraHd dYpe3 WHTPaBEHO3HA HHQY3US Tpe3 2 CEaAMHIU WIH
Atezolizumab — 1680 mg npunaranu upe3 HHTpaBeHO3HA HHDY3HS TIpe3 3 CeaMULIU

Atezolizumab SC*

[TarmenTHTE MOTAT Ja MOJTyYar JedeHne ¢ atezolizumab MHKEKIIMOHEH Pa3TBOP 3a MOJIKOXKHO
npuiokenue. [lannenTuTe, KOUTO MOHACTOAIIEM MOTy4aBat atezolizumab 3a HHTpaBEHO3HO
NPUJIOKEHNE, MOXKE J1a IPEMUHAT KbM JIeueHHue ¢ atezolizumab MH)KEKIIMOHEH pa3TBOp 32
MOJIKOYKHO MPHIIOKEHHUE.

[TpenoppunTennata 1o3a atezolizumab WHXEKITMOHEH pa3TBOP 32 MOIKOKHO TpUiIoxkeHue ¢ 1875
mg, mpujiaraHa Ha BCEKU TPU CEAMHUIIH.

[IpeopbuBa ce mamueHTHTE Ja ce JeKyBaT ¢ Atezolizumab mo mporpecus Ha

3a00JIIBaHETO HIJIM HEKOHTPOIHUPYEMa TOKCHYHOCT.

[Tpu naunentn Ha 1L HJIPB/] MoHOTepanus TpsiOBa 1a ObaaT n30HpaHu 3a JeueHHe Bb3 OCHOBA Ha
TymMoOpHara ekcrnpecust Ha PD-L1, noTBbpieHa upe3 BaIuaupaH TeCT.

Pembrolizumab + Cisplatin (Carboplatin) + Pemetrexed (MeTacraTu4eHn HeCKBaM03eH
NSCLC npu Bb3pacTau, 4unTo TyMopu HAMaT EGFR nin ALK noJioxkuTe 1Hn MyTanum.)

Pembrolizumab + Cisplatin (Carboplatin) + Pemetrexed (metacratnuen nHeckBamo3en NSCLC
[pU BB3paCTHH, YnuTO TyMopH HaMaT EGFR unu ALK nonoxxutennu MyTtaimm. )

[ToBropenue mpe3 21 aum 3a Pembrolizumab 200 mg ILV.unu mnpes npe3 42 auu 3a
Pembrolizumab 400 mg L.V.

Cisplatin — 75 mg/m2 1.V. (Carboplatin AUCb), new 1, 3a 4 iiuxbia

Pemetrexed — 500 mg/m2 I.V., nen 1

Pembrolizumab — 200 mg I.V., nen 1 wau 400 mg 1.V., nen 1 Ha Bcekn 6 cenmunu

Jleuenueto ¢ Pembrolizumab npoabmkaBa 10 mporpecus WiM HEMpHEMIIMBAa TOKCHMYHOCT. [IpH
KIMHUYHO CTAaOWJIHM TMalMeHTH C IbpPBOHAYAJIHM JaHHU 3a Nporpecusi Ha 3a00JIIBaHETO ©
PEMOPBHUNTEITHO JICUEHUETO Ja MPOIBIIKH, TOKATO MPOrpecusnTa Ha 3a00IIBaHETO HE Ce MOTBBPAM,

Pembrolizumab B komounauus ¢ Carboplatin u Paclitaxel niu B koMOuHanms ¢
Carboplatin u nab-Paclitaxel (nanoparticle albumin-bound paclitaxel) npu Bb3pacThm ¢
MetactatudeH ckBamo3deH NSCLC.




[TemOponmu3ymad 200 mg IV Jlen 1 ot Beeku 21-nueBeH uukba nin [lemOpormnsymad 400 mg

IV Jlen 1 ot Bcekn 42-THEBEH IUKBII

Kap6omiatua AUC 6 mg/ml/min nen 1 ot Bceku 2 1-mHEBEH UKBI 32 4 IIUKbBIIA U,

[Maxmurakcen 200 mg/m?2 Ha [len 1 ot Bceku 21-1HEBeH UKD 3a 4 IUKBIIA,

Mnu Nab-maknurakcen 100 mg/m2 na [en 1, 8 u 15 ot Bceku 21-qHeBEeH IUKBII 3a 4 IUKBIIA,
rocienBanu ot neMoponuzymad 200 mg IV Ha Bceku 3 ceamuiu win nemoposmzymad 400 mg

IV Ha Bcexu 6 ceqMuIn

Jleuenueto ¢ Pembrolizumab npogbixkaBa 10 nmporpecust Uiy HEpUEMIINBa TOKCUYHOCT. [Ipu
KIIMHUYHO CTAOWJTHY MaIlMEeHTH C IbPBOHAYAIIHY JaHHU 32 IPOrpecus Ha 3a00JISBAHETO €
[PEMOPBHUYUTEITHO JICYCHUETO J1a TIPOABIKH, JJOKATO MPOTPECHAITA Ha 3a00JIIBAHETO HE Ce
MMOTBBHP/HU.

Atezolizumab + Bevacizumab + Paclitaxel + Carboplatin

€ MOKa3aH 3a MbpBa JIMHUS HA JICYCHHE HA BH3PACTHU IMALMEHTH C MeTacTa3upal HECKBaMO3EH
HepeOHOKIIeThUYEH pak Ha Oenust 1pod (HJIPB/I), kouto mo cera He ca Ouiu iekyBaHu U uMat PD-

L1 excopecust mexay 1% u 49%, unu yepHoapoOHu meracrtasu. [Ipu nauuentu ¢ EGFR mytupan
i ALK-nosutuBen H/IPB/I, B xomOunanusa ¢ 6eBann3ymal, MakiIUTaKceNl M KapOOIIaTHH €
[MOKa3aH caMo CJIe]] HEYCIeX Ha MOAXOISIIN TApreTHH Teparuu

WuaykiuonHa dasa (4 kypea)
Atezolizumab - 840 mg mpe3 2 ceamunu, wiu 1 200 mg npe3 3 ceamuiy, uwian 1 680 mg mpes 4

ceamuru .V,
Bevacizumab , Paclitaxel u ciex Toa Carboplatin ce npunarat npe3 3 ceamuiiu

Bevacizumab — 15 mg/kg I.V.
Paclitaxel — 200 mg/m2 1.V.
Carboplatin AUCG6 1.V. IToBTopenue
npe3 21 auu (4 kypca)

Atezolizumab SC*

[TarueHTHTE MOTAT Ja MOJyYar JeueHue ¢ atezolizumab WHXEKIIMOHEH Pa3TBOP 3a MOJAKOKHO
npunoxenue. [lanmeHTHTe, KOUTO MOHACTOSIIEM MOTy4aBar atezolizumab 3a HHTpaBEeHO3HO
MIPUIIOKEHHE, MOKE J]a TPEMUHAT KbM JiedeHue ¢ atezolizumab WH)XEKIIMOHEH pa3TBOp 3a
IMOAKOXXHO MMPUITIOKCHUC.

[IpenopbunTennara go3a atezolizumab WHKEKIIMOHEH Pa3TBOP 3a MOJIKOXKHO MpHiIokeHue e 1875

mg, IPUJIaraHa Ha BCEKU TPH

CCAMMUIIN.

Ho;[m,pxcama (baza - UHAYKIIUMOHHOTO JICYHCHUC CC MOCICABA OT MOAAbPIKAIIO JICUCHUC 0e3
XUMUOTECPAIIHA:

Atezolizumab — 840 mg npe3 2 ceamuiy, niu 1 200 mg npe3 3 ceamunu, nwin 1 680 mg
npe3 4 ceamuiy L.V,
Bevacizumab 15 mg/kg 1.V npunaranu upe3 uHTpaBeHO3Ha HHPY3Us mipe3 21 qHu.

[IpenopbuBa ce MalMeHTUTe Ja ce jekysar ¢ Atezolizumab o nporpecus Ha 3a00JSIBAHETO MITH
HCKOHTPOJIMpYeMa TOKCHYHOCT. JleyeHue ciien mporpecusi Ha 3a0ONIIBAHETO MOXKE @ Ce
OOMHCITH IO MTPEIIeHKa Ha JIeKapsi.

Atezolizumab SC*




[TarqueHTHTE MOTAT Ja TOJydaT JiedeHHe C atezolizumab HWHXKEKIIMOHEH pasTBOP 3a IMOJKOXKHO
npuwiokeHue. [larMeHTHTE, KOWTO TOHACTOAIIEM IMONy4yaBar atezolizumab 3a HHTPaBEHO3HO
MIPUIIOKEHHE, MOKE J1a PEMHIHAT KbM JICdeHHE ¢ atezolizumab MHXEKITMOHEH Pa3TBOP 32 TIOKOKHO
[IPUIIOKECHHUE.

[IpenoppunTennara g03a atezolizumab WHXEKIIMOHEH Pa3TBOP 3a MOJKOKHO MpUiIokeHue e 1875
mg, npujaraia Ha BCEKU TPU CEIMHUIIU.

Atezolizumab B komOuHaius ¢ Nab-nakauTakcesa u KapOOIUIATHH € MMOKa3aH 3a IbpBa JIMHUS Ha
JIedeHUe Ha BB3PACTHHU MHalueHTu ¢ Meracrasupan HeckBamozeH HJIPB/I, xouto nsimar EGFR
mytupan uian ALK-nonoxurenen HAPB/L.

[lo Bpeme Ha MHAyKIMOHHATa (a3a MpenopbyUTeNHaTa 103a Atezolizumab e 840 mg mpe3 2

cenvuny, i 1200 mg npe3 3 ceamunu, win 1680 mg mnpe3 4 ceaMuUIM, NPUIOKEHU Upe3
WHTpaBeHO3Ha WH(Y3WsA, U mociieaBaHu OT nab-paclitaxel u carboplatin mpe3 Tpu cenmunu B
MPOIBIDKEHUE HAa YETUPU WIM IIecT IuKbiaa. Koraro ce mpuiarar B €AWH W CHIIH JICH,

Atezolizumab tps6bsa ma ce mpuiara mepBu. OcBeH ToBa, nhab-paclitaxel u carboplatin ce
rpwiarat B aau 1, 8 m 15.

[Monnbpxamna (asa - HHIYKIIMOHHOTO JICUCHHE Ce MOCTIe[Ba OT MOAIbPIKAIIO JIedeHHe Oe3
XUMHOTEpaIus:

Atezolizumab — 840 mg mipe3 2 cenmury, uar 1200 mg npes 3 ceamuiy, wim 1680 mg npes

4 cCaAMHUIU, ITPUITOKCHU YPEC3 HHTPABCHO3HA I/IH(I)YSI/IH.

[IpenopbuBa ce MaluUeHTUTE J1a ce JeKyBaT ¢ Atezolizumab 10 mporpecust Ui HEKOHTPOJIUpyeMa
TOKCUYHOCT. JleueHue cies mporpecus Ha 3a00JIsIBAHETO MOXKE J1a c€ OOMHUCIIH 110 MPELEHKa Ha
nmeKaps

Nivolumab + Ipilimumab u 2 kypca miatinHa-0a3upaHa XuMOTEpaIus € MoKa3aH 3a bpPBa JINHKUS Ha
JIeYeHNE Ha METacTaTU4eH HeIpeOHOKIEThYEH pak Ha Oenust 1pol Mpu BB3PAaCTHU, YUUTO TYMOPH
HaMat ceHcuOmnusupan EGFR myranuum wim ALK tpancnokanuu.

NHIVKIIMOHHO JEYEHUE
Nivolumab 360mg iv 3a 30 Mun Ha 3 cenmunu B komouHamg ¢ Ipilimumab 1mg/kg Ha Bceku 6
CEJIMUIIY M IUIATHHA-0a3upaHa XUMHUOTEPAIIH 3a 2 Kypca Ipe3 3 CEAMULIN

IMogabpsKkalio JeueHue
Nivolumab 360mg iv 3a 30 Mun Ha 3 cenmunu B kom6uHarmg ¢ Ipilimumab 1mg/kg Ha Bceku 6
CEJIMULIM J0 IPOTPECcHs WU 10 2 TOJUHU OT HAYAIOTO.

Durvalumab + tremelimumab™® u xumuorepanus, cbIbpsKalia jIaTHHA, € OKa3aH 3a IbpBa JUHUS
Ha jieyeHue Ha Bb3pacTHU ¢ MetactatuueH HJIKPB/l 6e3 cencubunusupanm EGFR myTanuu win
ALK Mo70XKUTETHN MyTaIliH.

[Tpu xumuorepamnus ¢ miaruHa: durvalumab 1 500 mg B komOuHanus ¢ tremelimumab 75 mg u
XUMHUOTEpAI¥s, ChIbpiKalla IiaThuHa, Ha Bceku 3 cenmunu (21 mun) 3a 4 mukbaa (12 cenmuim).

Cnen xumunotepanus ¢ watuaa: durvalumab 1 500 mg Ha Bceku 4 ceIMUIIM KATO MOHOTEpANUs U
HOJIbpIKallla Tepanus ¢ IeMeTpeKces], basupaHa Ha XUCTOJIOTHTA, HA BCEKU 4 CEIMUILIU.

[Tera no3a tremelimumab 75 mg Tps6Ba Aa ce npuiIoku Ha ceamuna 16 3aeqHo ¢ durvalumab.

[Mogmepxamo nedenne ¢ durvalumab mo mporpecuss Ha 3a00JIBaHETO WM HEMPHEMIIMBA
TOKCHUYHOCT.

Amivantamab* B KoMOHMHaIMs C KapOOIIaTUH W MEMETpPEeKCe]l 3a JICYeHUE OT IMbpBa JIMHHUS Ha



BB3pACTHU TAlMEHTH C aBaHCUpal HeIpeOHOKIeThYeH pak Ha Oemute npodose (HJIPB) c
AKTHUBHpPAIIM HHCEPIIMOHHU MyTalllK B ek30H 2() Ha perienTopa 3a emuepMaiHus pacTexeH hakTop
(EGFR).

[Tpenu 3amouBane Ha Tepanus ¢ Amivantamab TpsiOBa Ja ce YCTaHOBH IMOJIOKHTEIICH MYTaIl[HOHEH
cTaTyc oTHOCHO mHcepiuu B ek30H 20 Ha EGFR B mpoOu oT TymMOpHa ThKaH WM TU1a3Ma, KaTo ce
U3I0JI3Ba BAIMIMPAH METO/I Ha U3CJe/IBaHe.

KoraTo ce u3non3Ba B KOMOMHAIMA ¢ KapOOIUIaTUH U TeMeTpekcen, Amivantamab TpsOBa na ce
mpuiara ciieq] KapOoIUIaTMH M TEMEeTpeKcell B CielHaTa IOCJIeOBATeTHOCT: MeMeTpeKces,
KapOOIUTaTHH U cjied ToBa Amivantamab.

Amivantamab ce mpunara uHTpaBeHo3HO B 1032 1400 mg (mpu manuentu ¢ ternio < 80 kg) nmm
1750 mg (mpu naruenTty ¢ teriio > 80 kg) BeHBK CEAMUYHO B MPOIBIIKCHUE HA 4 CEAMMUIIH, CIIC]T
KOEeTO Ha Bceku 3 cenMuin B qo3a 1750 mg (mpu nmamuentu ¢ terno < 80 kg) nnm 2100 mg (pu
narnuenTH ¢ Terso > 80 kg), karo ce 3amoyBa B ceamuua 7, 10 mporpecus Ha 3a00JsBaHETO MIIH
HenpueManBa ToKcHuHOCT. KapOoriatuH ce mpujiara WHTPaBEHO3HO C IUIONI IOJ KpuBaTa
KOHIeHTpanusi-Bpeme 5 mg/ml B Munyta (AUC 5) BeIHBX Ha BCEKU 3 CEMUIIH, B IPOIBIIKCHHE
Ha 70 12 cenmunu. [lemerpekcen ce mpuiara UHTpaBeHO3HO B 103a 500 mg/m2 BeIHBXK Ha BCEKU
3 ceAMHIIM 10 TIpOTpecus Ha 3a00JIBAHETO WM HEMTPHUEMIIMBA TOKCUYHOCT.

7.1.5. IIspBa muHus xumuorepanus (4-6 kypca)

[Ipunara ce npu craauii [1IB u IV. [Ipunaranero i npu Heonepadbunen craauii [IIA nanara cien
TepareBTHYEH OTTOBOP ChC CHIXKEHUE Ha CTaANs OOCHXKAaHEe Ha ONIEPATUBHO JIEYCHHUE.

Cisplatin (Carboplatin) + Gemcitabine +£Bevacizumab

Cisplatin — 75mg/m2 1.V. (Carboplatin AUC5), nen 1 Gemcitabine
—1000-1250 mg/m2 I.V., nau 1 u 8
+ Bevacizumab — 7.5 mg/kg L.V., nen 1 (no6aBs ce mpu HEMJIOCKOKJIEThUEH IMOATHII |
MPOIBJDKABA KaTO MOIbpIKAIA TEPAIUs 10 TPOTrPecus)
[ToBropenue mpe3 21 guu.

Carboplatin + Paclitaxel + Bevacizumab

Carboplatin AUC6 1.V, gen 1

Paclitaxel — 175 mg/m2 L.V, nen 1

+ Bevacizumab — 15 mg/kg I.V., nen 1

(1o0aBsi ce MpH HEIUIOCKOKJIEThYEH MOJTHII U MPOIBJIKABA KaTO MOJIbprKallla Tepanus 10
nporpecus)

[ToBropenue mpe3 21 gau, mox nporekuuns Ha G-CSF.

Cisplatin + Vinorelbine

Cisplatin — 75 mg/m2 I.V., nen 1
Vinorelbine — 25 mg/m2 L.V., nau 1 u 8
IToBTOpenue npe3 21 auu.

Cisplatin (Carboplatin) + Pemetrexed (npu HemJI0CKOK/JIeThY€H MOATHIN)




Cisplatin — 75 mg/m2 1.V. (Carboplatin AUCS5), nen 1
Pemetrexed — 500 mg/m2 L.V., nen 1
IToBTOpenue npe3 21 aHu.

Paclitaxel + Gemcitabine

Paclitaxel — 200 mg/m2 1.V, nen 1
Gemcitabine — 1000 mg/m2 I.V., aau 1 u 8
IToBTOpenue npe3 21 aHu.

Paclitaxel + Vinorelbine

Paclitaxel — 80 mg/m2 L.V., aau 1, 8 u 15
Vinorelbine — 25 mg/m2 1.V., nau 1, 8 u 15 [ToBTOpenue
npe3 28 qHHu.

nab-Paclitaxel + Carboplatin

Nab-Paclitaxel - 100 mg/m2 1.V., nau 1, 8 u 15
Carboplatin - AUC 6 na nen 1
[ToBTOpenue npe3 21 aHu.

[Tpu BB3pacTHH napenty u pu 6ouau ¢ PS 2 (mo ECOG) ce mpoBex1a MOHOXHUMHUOTEPAITHs.

Vinorelbine — 25-30 mg/m2 I.V., qau 1, 8 u 15
IToBTOpeHue npe3 28 nHU.

Gemcitabine — 1250 mg/m2 I.V., aau 1 u 8
[ToBTOpenue npe3 21 auu.

Paclitaxel — 175 mg/m2 L.V, nen 1
IToBTOpenue npe3 21 nHu.

7.1.6. Ilommeprkalia CHCTEMHA TEPAINS

E(l)eKTI/IBHOCTTa Ha ImogabpikaniaTa Teparug HE € KATCTOPUYIHO NOKa3aHa U HE € CTaHAApPT. O6CL)KI[21
CC IIpHU OTYHUTAHC Ha JIUIICA Ha IIpOorpecusa CJlcna Haii-Manko 4 KypCa OT II'bpBa JIMHUA U CC
npoabIIKaBa 10 IMPOrpecusl.

[TponbmxaBaHe uinu npeBkinouBane Ha Pemetrexed — 500 mg/m2 [.V., aen 1, npe3 21 auu (mipu
HEIUIOCKOKJIETHUYEH MOATHII).

7.1.7. CpueTaHo XUMHOIBYEIICYEHHUE

[Mpunara ce npu craguii I[IIA (T1-2 N2 u T3 N2) (npu unonepadunau tymopu), 1B (T4 NO-1 u
T1-3 N3) u IIIC (T3, N3, MO u T4, N3, MO0)

EHOBpEMEHHOTO XMMHUOIbUEIICUCHUE CE MPETIOPHYBA 32 MAIUEHTUTE B T0OPO 00O CHCTOSTHHUE.
[TocnemoBaTeTHOTO XMMHOJICYCHUE | JIbUCIICUCHHE € AITEPHATHBHA BH3MOXHOCT TP TAIIUCHTH
B Halpe/IHaIa Bh3pacT W/HITH MO-YBPEISHO 00II0 ChCTOSHHE ¢ KIIMHUYHO 3HAYMMH CHITHTCTBAIIN
3a00JIBaHMSL.



Monotepanus c Cisplatin

Cisplatin — 50 mg/m2 1.V., nuu 1, 8, 29 u 36

Paclitaxel + Carboplatin

Paclitaxel — 40 mg/m2 L.V., neu 1 Carboplatin — AUC2 L.V., nen 1
IToBropenue npe3 7 muu (6 ceqmuin).

7.1.8. KoHnconmuaupamnia uMyHOTepamus ClieJl TPOBEACHA aIOBAaHTHA XHUMHOTEPAITHs,
OTYeTeH OTroBop u npu namuentu ¢ PDL1 > 1%

[Tpunara ce npu craguii |11 HeonepaOuITHU MAMEHTH, YHETO 3a00JIIBaHE HE € TIPOrPECHPATIO
CJIe]T JIbYEXUMHUOTEpanus Ha 0a3zara Ha IJIaTHHA.

Monorepanus ¢ durvalumab

Durvalumab - 10 mg/kg 1.V. nen 1 npe3 14 auu wan 1500 mg i.v. Ha 4 ceaMuiy (py NarMeHTH
¢ PD-L1 ekcnpecus B > 1% ot TymopHute kietku). [IpoawikaBa no mporpecust Wiu
HETPUEMJIMBAa TOKCHYHOCT ¢ MAaKCUMAaJIHa IIPOIBIDKUTEIIHOCT 10 12 Mecena.

7.1.9. Bropa nuHus cUCTEMHA Tepanus CIIOpEe] NPEAIISCTBAII0 JICUCHHUS

Pembrolizumab kato monotepanus — 200 mg 1.V. Ha Bceku 3 cenmunum win 400 mg 1.V. Ha BcekH
6 cenmuin, eH 1 (MpH TUIOCKOKJIEThYEH U HETUIOCKOKJIEThUYEH TIOITUIT) TIPH BB3PACTHU C JIOKATHQ
aBaHcupain win meractatuaeH NSCLC, ynnrto Tymopu excpecupar PD-L1 ¢> 1% TPS, u Ha koutg
€ MPUWJIOXKEHa TMOHEe eHa MpeaxoaHa xumuoTeparneBTuuna cxema. [lamuentu ¢ EGFR unu ALK
[MOJIOKUTEITHH TYMOPHH MYTaITUH TPSIOBA CHIIO /1A ca TOTYYHIIA TApTeTHA TePaIus, MPEIH JICUSHUE
¢ Pembrolizumab.
[IpoabikaBa 10 TPOrpecus UK HEMTPUEMIIMBA TOKCUYHOCT. [Ipu KIMHUYHO CTAa0MIIHY MAIIUEHTH O
MIbPBOHAYAIIHU JAHHHU 32 ITPOrpecHs Ha 3a00ISIBAHETO € MPENOPBHUUTETHO JICUEHUETO J1a MPOIBIDKHY,
TOKaTO IporpecusiTa Ha 3a00JIIBAaHETO HE C€ TIOTBBPAH.

Atezolizumab — 840 mg L.V., nen 1, npe3 14 auu unm 1200 mg L.V., nen 1, npe3 21 auu win

1680 mg 1.V., nen 1, npe3 28 nuu cnex npemamectamia xumuorepanus. [larmentu ¢ EGFR

akTUBUpAIu MyTanuu uid ALK-mo3uTHBHU TyMOpPHU MyTalliu TpsiOBa CHIIO Ja ca MOTyIUIn
TapreTHa Tepanus npeau na noiydar Atezolizumab. IloBTopenue npes 2,3 wnu 4 ceamuim,
70 3ary0a Ha KIIMHUYHA 1013 WJIM HEKOHTPOIMpyeMa TOKCUYHOCT.

[TaruenTuTe Morat na moiyyaT jedeHue ¢ atezolizumab SC* WHKEKIIMOHEH pa3TBOp 3a
MTOJIKOYKHO

npuioxkenue. [lanmenTruTe, KOUTO MOHACTOSAIIEM TTOJTy4aBaT atezolizumab 3a HHTpaBEeHO3HO
MIPHIIOKEHUE, MOXKE J1a IPEeMHUHAT KbM JICUeHHE ¢ atezolizumab WHXEKITMOHEH pa3TBOp 3a
MTOJIKOYKHO TTPHIIOKCHHE.

[IpenopwunTennara no3a atezolizumab MHXEKITMOHEH Pa3TBOP 3a MOIKOKHO MPHUIOKEHUE €

1875 mg, npuiiarana Ha BCEKU TPU CEMHUIIH.




Docetaxel + Ramucirumab (nIpu MJI0CKOKJIeThYeH U HENMJIOCKOKJIEThY€eH MOITHIN)

Docetaxel — 75 mg/m2 1.V, nen 1
Ramucirumab — 10 mg/kg 1.V, nenl
[ToBTOpenue npe3 21 auwu.

Docetaxel — 75 mg/m2 1.V., neul
[ToBTOpenue npe3 21 uu.

Docetaxel — 75 mg/m2 I.V., nen 1
[ToBTOpenue mpe3 21 nHu.

Pemetrexed (npu HerutockokieTbueH moarun) — 500 mg/m2 1.V., nen
1 [ToBTopenue npe3 21 auu.

Erlotinib — 150 mg P.O. aueBHo, no nporpecus (mpu EGFR WT tymopu, HeTpetupaHu ¢
TUPO3UH-KMHA3HU HHXUOUTOPH ).

Afatinib — 40 mg P.O. gueBHO, 10 nporpecus (IIpH IUIOCKOKIETHYCH [TOITHIIL, IIPOTPECUPAIT CIIENT
IJIaTUHA-0a3upaHa XUMHOTEPaIus).

Gefitinib — 250 mg P.O. aueBHo, 1o nporpecus (npu EGFR-myTupamu TyMopH, HETpETHPAHU
C TUPO3UH-KUHA3HU UHXUOUTOPH).

Amivantamab kato MoHOTepanusi Mpu MAlMEHTH C AKTUBHPALIM HHCEPLHOHHH MYTAl[MH B
ek30H 20 Ha peuenTopa 3a enuaepmannus pacrexet ¢akrop (EGFR) cien Heycnex Ha Tepanus
Ha 0a3aTa Ha IUIaTHUHA.

[Tpunara ce B 103UpOBKa CHPSMO TEJIECHOTO TEIJIO Ha MalueHTa Ha u3xoaHo HuBO:1050mr (3
¢dnaxona) nmpu nanuenTy noa 8Okr u 1400mr (4 hnakoHa) mpu nMauyveHTH HaJ WK paBHO Ha 8OKT,
KaTo He ca HeOOXOJAMMM KOPEKILMHU Ha J03aTa 3a MOCJIeIBalld IPOMEHH Ha TEJIECHOTO TErJO.
Cxemara Ha MpUJIOKEHHE BKIIIOYBA: ceamuIia 1 10 4, BeIHBXK ceAMUIHO (001110 4 1031) KaTo OT
CeIMMIIa 5 HATaThbK MPWJIOKEHUETO MPOABbJDKaBa Ha BCEKM 2 CEIMUIM, KaTO CE 3all04YHE B
ceamuua S.

JleueHneTo NpoaAbIKaBa 10 Iporpecus Ha 3a00JIsIBAHETO WM HEMTPUEMIIMBA TOKCUYHOCT.

Crizotinib — 2 x 250 mg P.O. aueBHo, 10 nporpecus (mpu Tymopu ¢ ALK/ ROS1 -
MpeHapex1aHe, IPOTPECUPAIIH CIIe]] IPEeIIIecTBalla IIaTHHA-0a3upaHa Teparus).

Alectinib — 2 x 600 mg P.O. nHeBHO, KaTO MOHOTEpANHs 32 JCUCHNUE HA BH3PACTHU MAIUEHTH C
nonoxutenex 3a ALK, aBancupan HIAKPB/I, nexyBanu npeau ToBa ¢ Kpu30THHHUO. JleueHnero
¢ Alectinib Tpsi6Ba 1a MPOIBIDKHY 10 MPOTPecHs Ha 3a00JIIBAHETO UITH HETTPUEMITMBA TOKCHYHOCT,
He ce npuiiara npu ROS1 npenapexnane.

Osimertinib — 80 mg P.O. nueBHo (ipu TymMopu ¢ Bropudra T790M-MyTanus)ao mporpecus.

Brigatinib - e 90 mg Bequbx 1HEBHO mpe3 mbpBUTE 7 THU, ciex ToBa 180 My BeIHBK THEBHO €
NOKa3aH KaTo MOHOTepamusi 3a JieYeHHe Ha BB3PACTHH MALMEHTH C mojoxuteneH 3a ALK,
aBancupan HJIKPB/I, nexyBanu npeau ToBa ¢ KpU30THHUO.



Lorlatinib 1 x 100mg P.O. nueBHo, nmo mporpecus (npu tymopu ¢ ALK npenapexnanwus,
pOrpecupaly cjie]] aTeKTUHUO WM LEPUTHHUO KaTO ITbPBa JIMHUS HA JICYCHHE WM KPU3OTUHHO
u nione omre eanH ALK TKI).

Pralsetinib - 400 mg P.O. BeaH®bX AHEBHO 0 MPOrPeCHs Ha 3a00ABAHETO WM HEMPHEMIIMBA
TOKCHYHOCT.

Pralsetinib xaro MoHoTepanus € moka3aH 3a JICYEHHE HA BH3PACTHH MAIMEHTH C aBaHCHUPAT
HeapeOHOoKIIbYeH pak Ha 6enus apoo6 (HJIPB/I), monoxutenen 3a RET dby3us, npenapexaane npu
tpancekus (rearranged during transfection), kouto mpeau ToBa He ca JiekyBaHu ¢ RET
uaxuourop. [lonbopbsT Ha manueHtute 3a jneyeHne Ha RET ¢y3us-mosoxxuTeneH aBaHCHPai
HJIPB/] TpsiOBa 1a ce ocHOBaBa HA BaIUAUPAH METOJ Ha U3CIICBAHE.

Sotorasib 960mg (8 Tabnerku ot 120Mr), mpueMaHM BEOHBXK JHEBHO [0 MPOTrPECHUs
Ha 3a00JIIBAHETO MJIM HEIPUEMITHBA TOKCHYHOCT.

Sotorasib kato MoHOTepanus € MoKa3aH 3a JICYEHHE NPU BB3PACTHH MAIMECHTH C aBaHCHUPAT
HeapeOHokiIeThueH pak Ha Oemust npod (HAKPB) ¢ KRAS G12C myranus u ¢ mporpecust Ha
3a00JIBaHETO clie/l Hall-MaJIKo eHa MPEAXO0/IHA JIMHUS HA CUCTEMHA Tepariusl.

Hammunero na KRAS G12C wmyranus TpsiOBa na Ob1e MOTBBPIACHO C BATUAMPAH TECT MPEIU
3aroyBaHe Ha Tepanus cbe Sotorasib.

DocN (nmpu Hen10CKOK/IeThbY€eH MOATHII)

Docetaxel — 75 mg/m2 1.V. 1 nen

Nintedanib — 2 x 200 mg P.O. nau 2-21 (poabikaBa KaTo MOAIbpIKalla Tepamus 10
nporpecus)

IToBTropenue npe3 21 nuu

Nivolumab — 240 mg I.V., npe3 14 qau (pH IIOCKOKIETHYCH M HETUIOCKOKIICTBYCH HOTHIT
cien npeaxoaHa xumuorepanus). [Ipoasikasa 10 nporpecus Wik HEMPUEMIINBA TOKCUYHOCT.

HenpeOnokiierp4eH pak Ha Oenust Apod ¢ aktusupama HER2 (ERBB2) myranus.
Trastuzumab deruxtecan* 5,4 mg/kg, mpunaran KkaTo HHTpaBeHO3Ha UH(DY3US BEIHBK Ha BCEKU

3 cenqmunu (21-gHEBEH MUKBIT) O IPOTPECHUS HA 3a00JISIBAHETO WIIM HETTPUEMITBA TOKCUYIHOCT.

7.1.10. Tpera IUHUS CUCTEMHA TEPAINS CIIOPEI HPEAIIECTBALIO JCUCHUE

Docetaxel — 75 mg/m2 L.V., nen
1 IToBTopenue npe3 21 nHu.

Erlotinib — 150 mg P.O. aueBHo, 10 iporpecus (Ciex mpeaniecTBaia XMMAOTEPaITHs).




Gefitinib — 250 mg P.O. aueBHO, 10 iporpecus (pu TymMopu ¢ aktuupanm EGFR-
MYTaIliH).

Osimertinib - 80 mg P.O. aueBHo, 10 nporpecus (npu Tymopu ¢ Bropudra T790M myrarms).

Amivantamab kaTo MoHOTepamusi P MAIMEHTH ¢ AKTUBUPAIIX HHCEPIIMOHHU MYyTAIlUU B €K30H
20 Ha perieniTopa 3a enuaepmannus pacrexen pakrop (EGFR) cnen Heycnex Ha Tepanus Ha 6a3aTta
Ha TUIaTHUHA.

[Ipunara ce B J03MPOBKA CHOPSIMO TEJIECHOTO TETJIO Ha MamueHTa Ha u3xoaHo HuBO:1050mr (3
¢makona) npu nanuenTu o 8Okr u 1400mr (4 prnakona) mpu manueHTy HaJl WK paBHO Ha S0KT,
KaTo HE ca HEOOXOJMMM KOpPEKLUMH Ha J103aTa 3a MOCJIEABAIM MMPOMEHH Ha TEJIECHOTO TETJIO.
Cxemarta Ha MPUIOKEHUE BKIIOYBA: ceamuIa 1 10 4, BeAHBK ceqMUYHO (00110 4 1031) KaTo 0T
CeIIMHUILIA 5 HaTaThK NPUIIOKEHUETO ITPObJIKaBa Ha BCEKU 2 CEIMULIU, KaTo Ce 3all0YHE B CEAMULIA
0.
JleuenueTo mpoAbIKaBa 10 Mporpecus Ha 3a00JIIBaHETO U HETIPUEMIIUBA TOKCUYHOCT.

Pembrolizumab karo monoTepanus — 200 mg I.V. Ha Bceku 3 cenmunm mim 400 mg 1.V. Ha Bcekw
6 cenqmuny, neH 1 (pU MIIOCKOKJIEThYEH U HEIUIOCKOKIIETHYEH TMOATHIT) TIPU BB3PACTHH

c jokanHo aBaHcupan uin metacratudyeH NSCLC, yunto tymopu ekcnpecupar PD-L1 ¢ > 1%
TPS, 1 Ha KOUTO € IpUJIOKEHA [TOHE €JHA MPEIXO0/IHAa XUMUOTepaneBTUYHa cxema. [lanuentu c
EGFR wmu ALK mnonoXuTenHu TyMOpHH MyTallMu TpsiOBa ChHIIO Ja ca MOJYYWIIM TapreTHa
Tepamnusi, npenu Jieuenue ¢ Pembrolizumab.

HpOIL’bJDKaBa A0 Iporpecuda 1 HCIpUuEeMiIMBa TOKCUIHOCT. HpI/I KJIMHUYHO CTaOMITHU NalnucCHTH
C II'bPpBOHAYAJIHM AAHHHW 3a IIPOIrpeCHUdA Ha 3a00/19BaHETO € INpCIOpPpBUYUTECIIHO JICUHCHUCTO /14
IMPOABIIKHU, JOKATO IMIPpOTrpecusTa Ha 3a00JIIBaHETO HE CE IMOTBBPAH.

Atezolizumab — 840 mg 1.V, nen 1, npe3 14 quu uau 1200 mg 1.V, nen 1, npe3 21 quu, wiu
1680 mg L.V., nen 1, npe3 28 nuu cnen npeamectrama xumuorepanus. [lammentu ¢ EGFR
akTuBHpaIy Myranuu uil ALK-mo3uTHBHY TyMOPHH MYyTalllH TPsOBa CHIIO J1a ca MOTyUYHIN
TapreTHa Tepanus npeau Aa noiydar Atezolizumab. [ToBropenue mpe3 2,3 wnu 4 ceamMuuu B
3aBUCUMOCT OT M30paHHsl PEeXUM , 10 3ary0a Ha KIMHUYHA T0J3a WIM HEKOHTPOJIMpyema
TOKCUYHOCT.

[laruenTTe Moratr na moiydar jedeHue ¢ atezolizumab SC* HMHXKEKIIMOHEH pazTBOp 3a
MOJTKO’KHO

npuiokeHnue. [larmenTruTe, KOUTO MOHACTOSIIEM TOJIy4aBaT atezolizumab 3a HHTPaBEHO3HO
[PUJIOKEHNE, MOXKE J1a IPEMUHAT KbM JieueHHe ¢ atezolizumab MHKEKIIMOHEH pa3TBOp 3a
[TO/IKOKHO MTPUIJIOKEHHUE.

[IpenopbunTennara no3a atezolizumab MHXEKIIMOHEH Pa3TBOP 3a MOJKOKHO MPUIIOKEHHUE €
1875 mg, npuiiarana Ha BCEKU TPU CEMHUIIH.

Nivolumab — 240 mg L.V., nen 1, npe3 14 nHU. KaTo MOHOTEpanus 3a JEYCHUE HA BBH3PACTHU
MAIMEeHTH C JIOKAJTHO aBaHCHUpaJl UM MeTacTa3zupai HelpeOHOKIIEThUCH pak Ha Oenute ApoOOoBe
(HAPBJ) crien npeximiecTBaiia XuMUOTepanusl.

[Taruentn ¢ EGFR aktuBupamu myranuu win ALK -03UTUBHY TYMOPHHM MyTallMK TPsiOBa ChILO
a ca MOJIYYIJIM TapreTHa Tepanus npenu na noxydat Nivolumab. [loBropenue npes 2 ceaqmuiiu,
10 3ary0a Ha KIIMHUYHA 110132 WJIM HEKOHTPOJIMpyeMa TOKCUYHOCT.

Ipu KRAS G12C
Sotorasib 3a moHoTepanusi — 960 mg (8 Tabnerku ot 120mg), npueMaHu BEIHBK JTHEBHO, IPU



BBH3PACTHU NAIMEHTH C aBaHCUpaJ HelpeOHoKIeThuYeH pak Ha oenus apod (HAKPB/I) ¢ KRAS
G12C myTamus u ¢ mporpecusi Ha 3a00JsBaHETO CJIe]] Hall-MaJIKO €/IHa MPEIXO0/IHa JIMHUS Ha
CUCTEMHA TePaIHs.

Hamnunero Ha KRAS G12C myranus TpsiOBa ga 0bje MOTBBPJCHO C BAIUIUPAH TECT MPEIr
3aroyYBaHe Ha Tepanus cbe Sotorasib

Ipu xumuorepanus ¢ miaaruna: durvalumab 1 500 mg B B kombOuHarwms ¢ tremelimumab 75
Mg 1 XUMHOTEpanus, ChIbpiKallla IJIaTHHA, Ha Bceku 3 ceamuiy (21 mnam) 3a 4 nukbaa (12
CEJIMHITH )

Cnen xumuorepanmusi ¢ miaatuHa: durvalumab 1 500 mg Ha Bcekum 4 CeaIMHUIM Karo
MOHOTEpAIus U MOIbPIKallla Teparus ¢ IeMeTpeKce1, OasupaHa Ha XUCTOJIOTHsTa, Ha BCEKH 4
CeIMHIIN

IMera mo3a tremelimumab 75 mg tpsi6Ba na ce nmpuioxu Ha ceamuia 16 3aexuo ¢ durvalumab
Momabpaxamo Jedenue ¢ durvalumab go mporpecust Ha 3a0O0JSBAHETO WM HEMPUEMIIMBA
TOKCHYHOCT

7.2. JIpeOHOKJIeThYeH KAPIMHOM

7.2.1. IIspBa nuans xuMmuorepanus (4 Kypca: IIpu OTroBOp — 10 6 Kypca)

7.2.1.1. Orpannues cragmii (LD)
[TpoBexa ce xumuoTepamnust U panHo (ciaen kype 1-3) TopakaiHo IbyesiedeHHe.

Cisplatin (Carboplatin) + Etoposide

Cisplatin — 60 mg/m2 (Carboplatin AUC5-6) I.V., nen 1
Etoposide — 120 mg/m2 L.V., auu 1-3
[ToBTOpenue npe3 21 mHu.

Cisplatin + Etoposide

Cisplatin — 25 mg/m2 L.V., nuu 1-3
Etoposide — 100 mg/m2 1.V., nau 1-3
IToBTOpenue npe3 21 nHu.

7.2.1.2. PasnpoctpaneH craauii (ED)

Cisplatin/Carboplatin + Etoposide + Durvalumab:

Durvalumab 1500 mg B koMOuHaIHsI ¢ XUMHOTEparus npe3 3 ceamuiy (21 quu) 3a 4 MUKBIA,
nocsensado ot 1500 mg npe3 4 cenmunm karo MoHoTepanus. IIpoasirkaBa 10 nporpecus Win
HEMPUEMIIMBA TOKCUYHOCT.

Cisplatin (Carboplatin) + Etoposide

Cisplatin — 75 mg/m2 (Carboplatin AUC6) I.V., nen
1 Etoposide — 100 mg/m2 L.V., nau 1-3
[ToBTOopenue nmpe3 21 nHu.

IP




Irinotecan — 65-80 mg/m2 I.V., nin 1 u 8
Cisplatin — 30-40 mg/m2 L.V., nau 1 u 8
[ToBTOpenue npe3 21 nHu.

Irinotecan + Carboplatin

Irinotecan 175 mg/m2i.v. B

nen 1 Carboplatin AUC=4i.v.B

neH 1 TloBraps ce npe3 3 ceqmuiu

(4kypca)

CEV

Cyclophosphamide — 1000 mg/m2 L.V, aen 1

Epirubicin — 50 mg/m2 L.V., nen 1

Vincristine — 1.4 mg/m2 (maxkc. o6ma go3a 2 mg) 1.V., nen 1
[ToBTOpenue mpe3 21 nHu.

VIP

Etoposide 75 mg/m2 i.v. B qaul-4

Ifosfamide 1200 mg/m2 i.v. B quu 1-4 ¢ Uromitexan yporpoTexius
Cisplatin 20 mg/m2 i.v. B quu 1-4

[ToBTaps ce npe3 3 cenmuiiu (4 Kypca)

Carboplatin+ Etoposide+ Atezolizumab:
WunyknuonHa ¢dasza (4 nukbia):
Carboplatin+ Etoposide+Atezolizumab

Carboplatin - AUCS5 1.V, nen 1

Etoposide - 100 mg/m? L.V., nau 1-3

Atezolizumab - 840 mg L.V. npe3 2 ceamunu, win 1 200 mg npe3 3 cenmunu, win 1 680 mg
npe3 4 ceamuiy, aed 1. Koraro ce mpuiarat B eauH U ChIIM JeH, Atezolizumab TpsOBa na ce
npuiara mepBU. logabepxkama ¢aza: Atezolizumab 6e3 xumuorepanus 840 mg L.V. npe3 2
ceamuiy, 1200 mg npe3 3 cenmunu unu 1680 mg npe3 4 ceamuIy.

[TaruenTHTE MOTAT J1a TTOJTYYaT JiedeHue ¢ atezolizumab SC* nHKeKITMOHEH Pa3TBOP 3a MOIKOKHO
npunokeHue. [lanneHTuTe, KOUTO MOHACTOAIIEM MOTyYaBat atezolizumab 3a HHTpaBEHO3HO
NPUJIOKEHNE, MOXKE J1a TIPEMHUHAT KBbM JieueHHe ¢ atezolizumab MHKEKIIMOHEH pa3TBOp 3a
MOJIKO’KHO MPHUIIOKEHHE.

[IpenoprunTennara go3a atezolizumab HHXXEKITMOHEH Pa3TBOP 32 MOJIKOXKHO Npujioxkenue e 1875
mg, mpujiaraHa Ha BCEKU TPU CEAMMUIIH.

ToBa BaXku KakTo 3a MHAYKLIMOHHATa (a3a Ha JIeueHue, Taka U 3a MojArbprKaliara ¢asa.

[penoppuBa ce manreHTHTe 1a ce Jekysar ¢ Atezolizumab o mporpecus Ha 3a00JISIBaHETO WK
HEKOHTPOJIHPYeMa TOKCHYHOCT.

7.2.2. Bropa TuHUS XUMHOTEPAIINS
[Tpu mporpecus 10 3 Mecerna ciefl Kpas Ha TbpBa JIMHUS

CEV (axo nbpBa gqunus e EP)




Cyclophosphamide — 1000 mg/m2 I.V., nen 1

Epirubicin — 50 mg/m2 I.V., nen 1

Vincristine — 1.4 mg/m2 (maxc. obmra no3a 2 mg) 1.V., nen 1
[ToBTOpenue npe3 21 naHu.

Ifosfamide/Mesna + Vincristine

Ifosfamide — 3000 mg/m2 B 24-uacoBa undy3us, aeH 1
Mesna — 400 mg/m2 L.V., B uacose 0, 4 u 8 ciex nayanoro Ha ifosfamide Vincristine — 1.4

mg/m2 (makc. obmma no3a 2 mg) L.V, nen 1
[ToBTOpenue npe3 21 naHu.

ITpu nporpecus ot 3 10 6 Mecena cie Kpasi Ha IbpBa JMHUS

Momnotepanus ¢ Topotecan — 1.5 mg/m2 L.V., naul-5
[ToBTOpenue npe3 21 guu.

Momnorepanus ¢ Topotecan — 2.3 mg/m2 P.O., nuu 1-5
[ToBropenue mpe3 21 guu.

[Tpu nporpecus cien moBede oT 6 Mecela OT Kpasi Ha IbpBa JuHuA. [Ipunara ce pexum ot
'bpBa JTUHUS.



8. MAJIUTHEH IIVIEBPAJIEH ME3OTEJIMOM

ManurHeHusT MEe30TeIHOM € psAaKo 3aboisBane. Cpemia ce 5 MbTH MO-YECTO y MBXKE, KOETO €
CBBP3aHO C IPUWIOKEHHETO Ha a30eCT B CTPOMTEJICTBOTO, BOCHHATa MPOMMIUICHOCT, Pa3IMYHU
npou3BojcTBa. JleueHnero e xomiiekcHo. Hamocienbk CbBpeMEHHHM JIeUeOHM HOJIXOAU, KaTo
TapreTHa Tepanus M HMYHOTEpanus, c€ M3MMTBAT NPUMAIUTHEH ME30TEIMOM B pPaMKUTE Ha
KIMHUYHH TPOYYBAHHMS.

HpI/I HaJIM4YHUEC Ha CHUMIITOMATHYCH ILUICBpAJICH HU3JIMB CC IIPCIOPHhUYBA TaJIK-IUIEBPOAC3a IPEAU
XUMHUOTCPAIIHL.

Cisplatin + Pemetrexed

Pemetrexed — 500 mg/m2 1.V., nen 1 Cisplatin — 80 mg/m2 L.V., nen 1 +

Cyclophosphamide + Epirubicin + Cisplatin

Cyclophosphamide — 500 mg/m2 1.V., nen 1 Epirubicin — 50 mg/m2 L.V, nen 1
Cisplatin — 80 mg/m2 I.V., nen 1 IToBropenwue mpe3 21 mHw.

Pemetrexed + Gemcitabine

Pemetrexed 500 mg/m?2 i.v. (10 munyTHa uH}Y3Us) B
nen 8 Gemcitabine 1250 mg/m2 i.v. (30 munyTHa uH)Y3uUsI)
Baun 1l u 8

Karo moHoTepamusi mMoraT na ObAaT NpWIaraHd IUIATHHOBU aHaio3u, Doxorubicin ¥ HAKOH
antumeradbonutu (Metothrexate, Pemetrexed).

Kato BTOpa nuHusA Morat aa 6baat npuiaaranud Vinorelbine wim Gemcitabine.

Cyclophosphamide + Epirubicin + Cisplatin

Cyclophosphamide 500 mg/m2 i.v. B
neH 1 Epirubicin 75 mg/m2 i.v. B
nen 1 Cisplatin 80 mg/m2 i.v. B neH 1

NmyHoTepanus

Nivolumab 360 mg, npunarad HHTpaBeHO3HO 3a 30 MUHYTH Ha BCEKH 3 CEIMHUIIM B KOMOMHALIUSA C
ipilimumab 1 mg/kg, npunaran uHTpaBeHo3HO 3a 30 MUHYTH Ha BCEKH 6 CEIMMIIM € MOKa3aH 3a
'bpBA JIMHUS Ha JICUeHHE NPH Bb3PACTHU MAIMEHTH C Hepe3eKTaOMIIeH 3710Ka4eCTBEH ME30TEINOM
Ha IJIeBpaTa.

Jledennero npoabJIKaBa 10 24 McEcCCla Ipyu NManueHTH oe3 nporpecus Ha 3a00JI5IBaHETO.



9. KAPIIMHOM HA XPAHOITPOBO/]

PakbT Ha XpaHONPOBOA 3a€Ma AEBETO MSCTO 10 YECTOTA CPE OHKOJIOTMYHHUTE 3a00IBaHUs, KAaTO
€IHOBPEMEHHO C TOBA € IIeCTa Hali-uecTa MPUYMHA 32 CMBPT OT Heoria3us B cBeta. CpeaHara o0ria
S-roJIMIIIHA TPEKUBIEMOCT Bapupa mexay 15-25%, B EBpomna qoctura easa 12%. 3a pasiuka ot
MHOT'O JPYTHY 3JI0KaueCTBEHU 3a00JIsIBaHUS, CBETOBHATA YECTOTA IO 3a00JIIEMOCT U CMBPTHOCT OT
Ta3u 0OJIECT MOCTENEeHHO HapacTBa. Haii-dyecTuTe XMCTOIOTHYHN BapUaHTH Ca TIOCKOKIIEThYEH H
aJICHOKapLMHOM, KOUTO 0010 cberaBisBaT 0mm3o 90 % oT BcHUKM cilyyad Ha KapLMHOM Ha
e3ocara.

JledeHneTOo € KOMIUJICKCHO — OIEpPAaTUBHO, ThUEICUCHUE, JIbYCXUMHUOTEpanus, KOMOWHUpaHa
XMMHOTEPAINHUS, IPU NOKA3aHUS — TAPTreTHA TEPAIIHSL.

9.1 HeoaaroBaHTAHO XMMHOJIbYEICYCHHE

[Ipunara ce mpu cejaekTUpaHu OOJTHHM ¢ KOHTPOJ Ha XeMoIoe3aTa, BKJI. U ¢ nmojkpena ot G- CSF.
Heobxomaumo ycnoBue € 100po 00110 cherosaue (PS).

Cisplatin + Fluorouracil + 1buesieuenne

Cisplatin —50 mg/m2 1.V., qau 1, 15 u 29
Leucovorin — 500 mg/m2 1.V. B 2-4yacoBa undy3us, auu 1, 8, 15, 22, 29 u 36
Fluorouracil — 1000-2000 mg/m2 1.V. B 24-uacoBa undys3us, aau 1, 8, 15, 22, 29 u 36. wm

HucniaTua+S @ayopoypauni +JIbyeneyenue

HMucrmnatun 75 mr/m2 u.B. (30 mun.)1 gex

5 @nyopoypaumn 1000 mr/mM2 u.B.(mpoabixutenta uud.) 1-4 nen [losraps ce va 1,5,9, u 13
ceaMuIa

JIvuerepanus 50,4 Gy B 28 dpakiuu

WIH
Hucnnarna+SPayopoypanui + JIbuenedenue

[Mucrmatun 100 mr/m2 u.B.(30 MuH.) 1 nen

5 ®dnyopoypanun 1000 mr/m2 u.B.(poabmkuTenHa uHd.)1-4 nen
1 u 5 cenmuna (paanorepanusra 3amnoysa Ha 1. 29)

JIvuerepanus 50,4 Gy B 28 dpakuuu Hag 5.5 cenmuim

N

HucnnaTun+S®ayopoypauua + Jibueneuenue

Hucrmatun 80 mr/m2 u.B. 1 nen
5 dnyopoypammn 1000 mr/m2 u.B.(mpoabinkuTenHa nH.) 1-4 nen
[la ce moBTaps BCEKU TPHU CEAMMIIM (2 TUKBIA).

BTOpI/I HUKDBII CTHOBPEMCHHO C:




JIvuerepanus 35 Gy B 15 ¢paxiuu Hax 3 ceaMUIIM, 3aTI0YBAIIH HA.
neH 22
3a BTOpUS UKBI — 4 cenmuiia, no3ara Ha 5 @ayopoyparmn ce Hamanssa Ha 800 mr/m2

Nmn

Haxkimrakcea+Hucnnarunt+/Inueneuenue

[Maxmurakcen 60 mr/m2 u.B.(34. und.) 1,8,15,22 nen lHucrnatun 75 mr/m2 u.B.(24. und.)1
IleH

C nmonkpena or GCSF

JIvuerepanus 45 Gy BsB ppakiuu ot 1,5 Gy 1-5,8-12,15-19 nen aBa mbTH THEBHO

Nm

IMakauTtakcea+KapoonaaTun+iabyeieyeHue

[MTaxmurakcen 50 mr/m2 u.B.(14. und.) 1,8,15,22,29 nen Kapoormarna AUC=2 u.B.(14. uad.)
1,8,15,22,29 nen

Ennospemenno c:JIvuerepanus 41,4 Gy BbB ppakiuu ot 1,8 Gy

3aroyBa oT 1ieH 1o 5 ¢ppakiuuu ceIMUIHO

9.2 HeoxwsanTHa xumHoTepanus (4 Kypca)

ITpunara ce mpu cragmit CTINL, cT2N1, cT3NO/N1 mu cTANO/NL.

Cisplatin + Fluorouracil

Cisplatin — 75-100 mg/m2 1.V., aen 1
Fluorouracil — 1000 mg/m2 1.V. B 24-4yacoBa undy3us, 1au 1-4
[ToBTOopenue npe3 21 nHu.

9.3 AM0BaHTHA XMMHOTepaNus

[Tpunara ce npu xucrosorus 3a ageHokapuuHoM U PN+. Ilpu ninockokaeTp4eH KapuuHOM HsMa
Joka3aH edekT. JleueHnero ce 00ChkK1a IPpU CEIEKTUPAHU OOTHH.

Cisplatin + Paclitaxel

Cisplatin — 75 mg/m2 L.V., nen 1
Paclitaxel — 175 mg/m2 1.V, nen 1
[ToBTopenue npe3 21 muu (3 Kypca).

Carboplatin + Paclitaxel

Carboplatin AUC4, nen 1




Paclitaxel — 175 mg/m2 1.V, nen 1
IToBropenue mpe3 21 auu (4 kypca).

Cisplatin + Irinotecan

Cisplatin—30 mg/m2 I.V., nau 1 u 8
Irinotecan — 85 mg/m2 L.V., nan 1 u 8
[ToBTopenue npe3 21 aam (3 Kypca).

AJI0BaHTHA UMYHOTEpaIus

[Ipy manueHTH ¢ KapUMHOM Ha XPaHOIPOBOJA WM ractpoe3odareaaHusl Mpexoj, KOUTO UMaT
OCTaThYHO MATOJIOTMYHO 3a0oJisiBaHe cjel MpeIlecTBallla HEOaqlOBaHTHA XHWMHUOTEpamus e
MOKa3aHO aJI0BAHTHO JIEYeHUE ¢ nivolumab, KaTo MOHOTEepanusl, MHTpaBeHo3Ha HHPYy3us Ha 240
mg Ha Bceku 2 ceamunu 3a 30 munytu uinu 480 mg Ha Bceku 4 ceamuuu 3a 30 MUHYTH TIpe3
nbpBUTE 16 ceaMuIn, MOCIeIBaHO OT MHTpaBeHO3Ha HHPY3us Ha 480 mg Ha BCEKU 4 CEAMUIM 32
30 MuHyTH.

9.4 XumuoTepanusi NPU MeTACTATUYHA 00JI€CT

[Tpunara npu cenexkrupanu nanueHTH ¢ PS 0-1 u 6e3 xoMmopOuaHOCT.

Cisplatin + Fluorouracil

Cisplatin 75 mg/m2 L.V., aen 1
Fluorouracil — 500-1000 mg/m2 1.V. ¢ undy3uoHeH pexum, auu 1-4
[ToBTOpeHue npes 28 nHU.

Cisplatin + Irinotecan

Cisplatin — 75 mg/m2 1.V, aen 1 Irinotecan — 180 mg/m2 L.V., nen 1
IToBTOpEeHue mpe3 28 nHU.

Irinotecan + Fluorouracil

Irinotecan - 180 mg/m2 1.V., aen 1
Leucovorin— 125 mg/m2 L.V., nen 1
Fluorouracil — 400 mg/m2 1.V. 6onyc, nen 1
[ToBTOpenue npe3 14 quu

Emupyounua+l{ucinarun+5®dnyopoyparmn (ECF)

Emupy6unun 50 mr/m2 1.V, (6onyc) 1 nen Hucrumatun 60mr/m2/1 1.V. (6omyc) 1 nen
5-®nyopoypaunn 200mr/m2/n 1.V, (mpoabmk. uad.) 1-21 nen Ilosraps

ce Ha 3 ceqMUIHU

HNmyHOTEpanus

Pembrolizumab — 200 mg. na Bceku 3 cenmuru min 400 mg Ha Bceku 6 CEMHIIA B KOMOMHAITUS
C IUIaTHHA H (IyOPOITUPUMHINH-0a3upaHa XMMHOTEPAIHs, MPUIOKEH KaTO HHTPABEHO3HA
uH(y3us B IpoibukeHre Ha 30 MHHYTH 3a JIE4€HHE OT IbpBa JIMHHS JIOKAIHO aBaHCHpal



HeomnepaOuieH WIM MeTacTaTHueH KapuuHOM Ha xpaHompoBoxa wuinn HER-2 HeraTuBen
a/ICHOKapIIMHOM Ha ractpoe3odareaiiHaTa Bpb3Ka IpU Bb3PACTHH, YUUTO TYMOPU EKCIIPECUpaT
PD-L1 ¢ CPS > 10

Pembrolizumab 200 mg i.v. na [len 1 ot Bceku Tpuceamuder nukbi wim 400 mg i.v. Ha Jlen loT
BCEKH IIECTCEJMHUYCH LUKBJI B KOMOWHAIMSA C IUIATHHA W (DIyopONMpUMHUANH-Oa3upaHa
XMMHOTEPAITHSL.

Hpom,n}KaBa A0 Mmmporpecus Uik HEMPUEMInBa TOKCUIHOCT. HpI/I KJIMHAYHO CTA0HIHU ITalITMCHTH C
II'bpBOHAYaJIHU JAaHHHU 3a IPOIrpeCHs Ha 3a00/I1BaHETO € MPENOPBHUUTEIIHO JICUCHUETO Ja IIPOABJIKU,
JOKaTo IMporpecusAaTa Ha 3a00JIsIBaHETO HE Cce IMOTBBPAU.

[Tpu mamueHnTyu ¢ HeonepaOUiieH aBaHCHUPAJl, PELUANBUPAL] WM METACTATHUYEH TIOCKOKJIEThYEH
e3odareaneH kapuuHoMm ¢ PD-L1 excnpecuss Ha TymMmoOpHU KiaeTkKu >1% wMoxe na ce
IIPOBEJIE ClIeIHATa UMYHOTEpAIusi:

- Nivolumab B xomOunamst ¢ xumuorepanus: Nivolumab 240 mg Ha Bceku 2 ceamuiiy wim 480
MQ Ha BCeKH 4 ceAMULM, IPUIIATraHu UHTPABEHO3HO B NMPOb/KeHUE Ha 30 MUHYTH B KOMOMHALIUS
¢ (uyoponmpumuIuH- W TUIATHHA-O0a3upaHa xumuorepanus. Jledenmero c¢ nivolumab ce
MpenopbrYBa /10 MPOrpecusi Ha 3a00JIBaHETO, HEMIPUEMIIMBA TOKCUYHOCT UK 110 24 Mecena npu
nanueHTH 0e3 mporpecus Ha 3a00JIsIBaHETO.

- Nivolumab B komOunanus ¢ Ipilimumab. IIpenopsunrennara qo3a e nivolumab 3 mg/kg Ha
BcekH 2 cenmuIi win nivolumab 360 mg Ha Bceku 3 ceaMUIM, NpUJIaraH HHTPaBeHO3HO 32 30
MUHYTH B komOuHaiwms ¢ 1 mg/kg ipilimumab, npunosxen uaTpaBeno3Ho 3a 30 MHHYTH Ha BCekH 6
cenmuly. [IpenopbuBa ce geueHue 10 nporpecus Ha 3a00/IsIBAHETO, HETPUEMIIMBA TOKCUYHOCT HITU
70 24 Mecena py NaleHTy 0e3 nporpecus Ha 3a00JsBaHETO.

- Nivolumab B komOuHanusi ¢ (GayoponMpUMHUIMH M IUIaTHHA-0a3MpaHa XUMHOTEpANHs €
MOKa3aH 3a IIbpBa JIMHUS Ha JIeueHHe NMpH Bb3pacTHU nanuentu ¢ HER2 orpunarenen, HanpenHan
WM METAacTaTUYeH aIeHOKapLMHOM Ha CTOMaxa, racTpoe3odareaHus Mpexo 1 WK XpaHOIpoBOa,
yuuTo TyMopu umat PD-L1 ekcnpecus ¢ KoMOMHUpaH MOJIOXKHUTENEH CKOp > 5.
[Ipenopbuntennara no3a € 360 mg HuBoyMal, MPUIIOKEH MHTPABEHO3HO B NMpobkeHue Ha 30
MUHYTH B KOMOHMHAIUS ¢ (DIyOpONMPUMHINH U TUIATHHA-0a3upaHa XUMUOTEPaITusl, IpujlaraHa Ha
BcekH 3 cenmuiy win 240 mg HuBosymMa0, IPUII0KEH HHTPABEHO3HO B MpOoAbIKeHHe Ha 30 MUHYTH
B KOMOUWHaIuUs ¢ (PIyoponupuMHUANH U TUIAaTHHA Oa3upaHa XUMUOTEPAIHs, IpUIaraHa Ha BCEKU 2
cenmuly. JleueHUEeTo ¢ HUBOJIyMal ce MpernopbyBa 10 Iporpecus Ha 3a00IsIBaHETO, HEMPUEMIIBA
TOKCHYHOCT HJIU J10 24 Mecela MpH MalueHTH 6e3 Mporpecust Ha 3a00IBaHETO.

BTODa JIMHUA XUMHUOTCPAIIus

Docetaxel — 75 mg/m2 I.V. nen 1, noropenue npe3 21 auu (10 6 nukwi). [Ipwiara ce npu
XUCTOJIOTHSL 3a aJCHOKAapLIMHOM M IIpOrpecus > or 6 Mecema ciea XUMHOTepanus ¢
IaTUHA/PIyOPONTUPUMHUIUHOBU PEKUMHU.

Paclitaxel — 80 mg/m2 I.V. nuu 1, 8 u 15, noBTopenue npe3 28 nuu (10 6 Kypca).

Nivolumab kaTo MmoHOTepanus e mokasaH 3a JeYeHUE Ha B3PACTHH MAIMEHTH C HEpe3eKTaOuIIeH
aBaHCHUpAJ, PELMIUBHpAI] MM MeTacTaTH4YeH e3o(areaseH IIOCKOKIEThYECH KaplUHOM CJe[
npeniecTamnia GIyopornupUMHUIMH- U TUIATHHA-0a3upaHa KOMOWHHPaHa XUMHUOTEPAITHUSI.
Nivolumab — 240 mg na Bceku 2 cenmunu 3a 30 MUHYTH

Jlo porpecusi Ha 3a00JISIBAHETO WM HEMPHEMIIMBA TOKCUYHOCT.



10. KAPIOMUHOM HA CTOMAX

PakbT Ha cTOMaxa € Ha [IecTo MSICTO 10 YecToTa Mpu MbkeTe (5.5%) 1 Ha 0OCMO MSCTO IIPU KEHHUTE
(4.1%). Toit mpencrasisiBa 4.8 % OT BCUUKH 37I0Ka4e€CTBEHU 3a00JIsIBaHUSA [IPH JIBaTa MoJja. 3acsra
M0-4€CTO MBXKE B IMO-HANpeIHajda Bb3pacT U ¢ ¢pamuiaHa oOpeMmeHeHOCT. CpenHaTta BB3pacT Ha
quarHocTunupane € 65-69 romuau. Mpxete 3a001s1BaT 2 IHTH MMO- Y€CTO OT JKCHUTE. Paznmmuus
CBIIECTBYBAT CIIOpE] pacaTa M TeorpadckoTo pasmoiiokeHue. Taka HampuMmep Haii- BUCOKa €
yecroTara B M3rouna Asus, HOxna Amepuka u M3touna EBpona u Haii-nucka B CAIL u 3ananHa
EBpona. JleueHmeto € KOMIUIGKCHO —  OINEpPaTHMBHO, LMUTOCTaTU4YHA, TapreTHO W
MMYHHOOHKOJIOTUYHO B 3aBUCUMOCT OT XapaKTepUCTUKATa Ha TYMOpa U ChbCTOSIHUETO Ha MaIMeHTa.

10.1. TIlepuomepaTHBHA CHCTEMHA Tepanus
[Tpunara ce npu c/pT2 N+ u ¢/pT3-4 NBcsko. BkirouBa HeoalfoBaHTaHa XMMHOTEPAITUs C TUIATHHA

u payoponupumuant ( 3-4 xypca), mociaeaBaHa oT Xxupypruyno Jyiedenue u Cisplatin- 6a3upana
ajroBaHTHA xumuotepanus (3-4 kypca). [lopagu ToBa, e mpuioxenuero Ha KamenutaOuH He
W3MCKBA HAJIMYWE HA IIEHTPAIICH BEHO3EH KaTeThP H € ChC CHIIOCTABUMA €(hUKACHOCT CIIpsIMO 5-DY
3a JICYCHHE Ha aBaHcHpalio 3aboisiBane, KamenuTaOuH — ChIBpIKAlIM PEXUMH CHIIO MOTaT Ja
OBbJIaT MPEUIOKCHH TTEPHONIEPATHBHO

ECF

Epirubicine — 50 mg/m2 L.V., nen 1

Cisplatin — 60 mg/m2 L.V., nen 1

Fluorouracil — 200 mg/m2 1.V. 24-4acoBa undy3us, auu 1-5
[ToBropenue npe3 21 auu (3 Kypca).

DCF

Docetaxel — 75 mg/m2 1.V., nen 1

Cisplatin — 75 mg/m2 L.V., nen 1

Fluorouracil — 750 mg/m2 1.V. 24-4yacoBa undy3us, nau 1-5
IToBropenue npe3 21 auu (4 xKypca).

XelOx

Capecitabine — 2000 mg P.O. aueBno, auu 1-14
Oxaliplatin — 100-130 mg/m2 1.V. 6omayc, aen 1
[ToBTOpenue npe3 21 guu.

FLOT

Docetaxel, 50 mg/m2, nen 1
Oxaliplatin, 85 mg/m2, nen 1
Leucovorin, 200 mg/m2, nen 1
Fluorouracil, 2600 mg/m2 24 h infusion,
IToBropenue npe3 14 nuu

KomOunupano XumuonbueneueHue

5-FU + folinic acid +npuencucaue




5-FU 425mg/m2/d i.v. nen 1-5
Folinic acid 20 mg/m2 i.v.nen 1-5

Jla ce mpoBex1a mpeau MUKbI 1 U clieq MUKbI 2 KOMOUMHUPAHO XUMHOIbUeIeYeHHEe. Mexmy

IUKIATE UMa 1 Mecern nmaysa.

5-FU 400 mg/ m2/d i.v. aen 1-4, 33-35
Folinic acid 20 mg/m2 i.v. nen 1-4, 33-35
Radiation 180 cGy/d 5 d / 3a cenmuiia x 5 toranHo 4500cGy

5-FU + folinic acid + cisplatin + npueneuenn
5-FU 2000 mg/ m2 i.v. (24 h inf) gen 1 Folinic acid 500 mg/m2 i.v. (2 h inf) nen 1 Cisplatin
50 mg/m2 i.v. gen 1, 15,29

[IpoBexaa ce ceaMuuHO 3a 6 CeMHUIIU, TTOCTEABAHO OT 2-ceqmuyHa naysa. [IspBust kype XT ce
MPOBEXK/IA MPEAN XUMHOTBUEICYCHUETO, BTOPHUSAT KYpC 3aM04Ba 2 CEAMUIIU CIe/ IHUYCIICYCHUETO.

45 Gy ¢paxu. x 1.8 Gy 5 nau ceqmuvHO X 5

5-FU 225 mg/m2 i.v. (24h inf) mHeBHO mpe3 BCHYKHU THH Ha JTbYCIICUCHHE.

Cisplatin + capecitabine + nrbueneueHue

Cisplatin 60 mg/m2 i.v. mgen 1
Capecitabine 1000 mg/m2 (b.i.d) p.o. gen 1-14
[ToBTaps ce Ha Bceku 3 ceamuiiu (2 Kypca).

TlocnenBaHo OT IbUEIEUEHHE

45 Gy dpaxi. x 1.8 Gy/ 5 qau ceamuyHo X 5

Capecitabine 825 mg/m2(b.i.d) p.0 aHEBHO Mpe3 BCUYKHU JHU HA JIbYCIICUCHUE

IlocnenBano oT

Cisplatin 60 mg/ m2 i.v. nen 1
Capecitabine 1000 mg/m2 (b.i.d) p.o. nen 1-14
[ToBTapst ce Ha Bceku 3 ceamuiu (2 Kypca).

10.2. CucremMHa Tepanus NpH JOKAJHO ABAHCHPAJIA U/WJIH MeTacTaTH4YHA oJiecT

ITpu mMeTactaTruHa O0JIECT XUMHOTEpaNHs ce mpuiara npu 601HU B 100po 06110 cherostaue (PS).

[Tpn ameHOKapIIMHOM Ha CTOMaxa M racTpoe3odarnaiHaTa Bpb3Ka € 3abJDKUTEIHO U3CIIE/IBAHE 32

HER2-excmipecus.
ECF

Epirubicin —50 mg/m2 L.V., nen 1
Cisplatin— 60 mg/m2 L.V., nen 1




Fluorouracil — 500 mg/m2 L.V., nau 1-5
[ToBTOopenue npe3 28 auu.

ELF

Etoposide — 100 mg/m2 1.V., aau 1-3
Leucovorin — 30 mg/m2 L.V., nuu 1-3
Fluorouracil — 500 mg/m2 I.V., aau 1-3
[ToBTOpEeHue npe3 28 aHuU.

Etoposide + Epirubicine + Fluorouracil

Etoposide — 100 mg/m2 1.V., nuu 1-3
Epirubicin — 50 mg/m2 L.V., nen 1
Fluorouracil — 500 mg/m2 1.V., nau 1-3
[ToBTOopenue npe3 21 gHu.

Capecitabine + Cisplatin

Capecitabine — 2000 mg/m2 P.O. nuesHo, qau 1-14
Cisplatin — 60 mg/m2 L.V., nen 1
[ToBropenue mpe3 21 guu.

benexka: Ako kbM pexkuma ce npudasu Epirubicin, npenopsuBana no3a na Capecitabine e 1250
mg/m2 P.O. aueBHo.

Oxaliplatin + Epirubicin + Fluorouracil

Oxaliplatin — 85 mg/m2 1.V, nen 1
Epirubicin — 50 mg/m2 L.V., nen 1
Fluorouracil — 300 mg/m2 1.V., nau 1-5
IToBTOpEeHue npe3 28 aHu.

EOX

Epirubicin — 50 mg/m2 I.V., nen 1

Oxaliplatin —85 mg/m2 1.V, nen 1

Capecitabine — 1250 mg/m2 P.O. aueBHo, quu 1-21 (ipu cenextupanu 6oaHu aHU 1-14)
[ToBropenue mpe3 21 guu.

ECX

Epirubicin — 50 mg/m2 L.V., nen 1

Cisplatin — 60 mg/m2 I.V., nen 1

Capecitabine — 1250 mg/m2 P.O. nueBHo, auu 1-21 [ToBTopenue
npe3 21 nHu.

EOF

Epirubicin — 50 mg/m2 .V., nen 1




Oxaliplatin — 130 mg/m2 L.V., nen 1
Fluorouracil — 500 mg/m2 1.V., nuu 1-5
[ToBTOpenue npe3 21 auu.

DCF

Docetaxel — 75 mg/m2 L.V., nen 1

Cisplatin — 75 mg/m2 I.V., nen 1

Fluorouracil — 750 mg/m2 1.V., nuu 1-5 [ToBTOpenue
npe3 21 quu

FCT (upu cBpbxekcnpecust Ha HER2)

Fluorouracil — 800 mg/m2 1.V., nuu 1-5 win

Capecitabine — 2000 mg/m2 P.O. nueBHo, qau 1-14

Cisplatin — 80 mg/m2 L.V., nen 1

Trastuzumab — 8 mg/kg (mbpBHU 1HKBI), cieq ToBa — 6 mg/kg L.V., nen 1
[MToBTopenue npe3 21 aHu (10 POrpecHst Wik HEMPHEMIIUBA TOKCHYIHOCT).

FLOT

Docetaxel, 50 mg/m2, nen 1
Oxaliplatin, 85 mg/m2, neu 1
Leucovorin, 200 mg/m2, meu 1
Fluorouracil, 2600 mg/m2 24 h infusion,
[ToBTOopenue npe3 14 nau

Trifluridine/Tipiracil e moka3aH KaTo MOHOTepanus 3a JIEYEHHWE Ha BB3PACTHU MAIMEHTU C
METacTaTUYeH paK Ha CTOMaxa, BKIIOUUTENHO aJIeHOKapLUHOM Ha ractpoe3odareaiHara Bpb3Ka,
KOHTO TPEIy TOBA Ca JIEKYBaHHU C HAH-MaJKO J[BE MPEIXOIHH CHCTEMHH TEPAaNeBTHYHU CXEMH 32

HalnpeaHal cTaauil Ha 6osecTTa.

Nivolumab B xomOuHams ¢ GpayoponupuMHINH U TUIATHHA-0a3upaHa XUMHUOTEPAIHs € MOKa3aH
3a II'bpBa JMHMUS HA JiedyeHue Npu Bb3pacTHU nauveHtn ¢ HER2 orpunarenen, HanpenHan niau
METAaCTaTHYECH aJeHOKapIUHOM Ha CTOMaxa, racTpoe3odareaaHus Ipexoj] WM XPaHOIpPOBOJA,
yuuTo TyMopu uMat PD-L1 excnipecust ¢ KoOMOMHMpAH MOJIOKUTENIEH CKOp > 5.

[IpenopbunTennara go3a € 360 mg HUBOIYMaO, MPUIIOKEH MHTPABEHO3HO B MpoabkeHue Ha 30
MUHYTH B KOMOMHaIUs ¢ (IyopONMPUMUINH U IIATHHA-0a3upaHa XUMUOTEpaIus, IpujiaraHa Ha
Bceku 3 cenmuiiy uiu 240 mg HUBOJIyMa0, MPUIIOKEH HHTPABEHO3HO B MPOABIKEHHE Ha 30 MUHYTH
B KOMOUHaUs ¢ GIyopONUPUMHUINH U MJaTUHA 0a3upaHa XMMHOTEpanusl, MpuiaraHa Ha BCEKH 2
cenqmuly. JleueHHeTo ¢ HUBOIYMaO ce MpenopbyBa 10 MPorpecus Ha 3a00JIsIBaHETO, HEMPUEMIINBA

TOKCUYHOCT UJIK OO 24 MEcCClia IpHU MaluCHTH 0e3 Imporpecus Ha 3a00JIIBaHETO.



Pembrolizumab, B komOuHatus ¢ TpacTy3ymad, GpyoporMpuMHIVH U IIaTHHA-0a3upaHa
XMMHUOTEpanus, € TOKa3aH 3a JICYCHHE OT ITbPBa JIMHKS Ha JIOKATHO aBaHCUPAJI HEOTIEPAOHIICH WU
meracrarnueH HER2-nosoxxuTteneH aieHoKapIIHOM Ha CTOMaxa Wi ractpoe3odareaiHaTa Bpb3ka

MpU Bb3PACTHH, YUUTO TyMOpH ekcrpecupat PD-L1 ¢ CPS > 1.

Pembrolizumab*, B komOuHaimst ¢ (GayoponupruMHINH M IIaTHHA-0a3upaHa XHMHOTEpAIus, €
MOKa3aH 3a JIYeHHE OT IbpBa JMHMS Ha JIOKAJHO aBaHCHUpaJ HEONEpaOWJIeH WM MeTacTaThudeH
HER?2-neratuBeH ajieHOKapIIMHOM Ha CTOMaxa WM racrpoeszodareainaTa Bpb3Ka Mpu Bb3pacTHH,

yuuTo TyMopu excrpecupart PD-L1 ¢ CPS > 1
IIpoawmkaBa 10 MporpecHs Wik HENPUEMIIMBA TOKCUYHOCT. [Ipy KIMHUYHO CTaOMIHU NAllMEHTH
C ’bPBOHAYAJIHU JaHHU 3a [IPOrpecHst Ha 3a00JIIBAHETO € MPENOPBYUTEIHO JICUSHUETO J1a

MIpOABIIKH, JOKATO IMIPOrpeCusiaTa Ha 3a00JIs1BaHETO HE CE IIOTBBPAH

10.3. Bropa u nocJjieaBamy JUHUN XUMHOTEPaNusa (MPH XUCTOJIOTHSI 32 aIeHOKAPIHMHOM)

Ramucirumab + Paclitaxel

Ramucirumab — 8 mg/kg I.V., nuu 1, 15
Paclitaxel —80 mg/m2 L.V., nau 1, 8 u 15
[ToBTopenue mpe3 28 aHu.

Irinotecan + Cisplatin

Irinotecan — 65 mg/m2 L.V., nau 1, 8 u 15
Cisplatin —30 mg/m2 L.V., nau 1, 8 u 15
IToBTOopenue mpe3 28 aHu.

FOLFIRI

Irinotecan — 180 mg/m2 1.V. 30-munyTHa uHby3us, neH 1
Leucovorin — 400 mg/m2 I.V. 2-dacoBa undy3usi, aeH 1
Fluorouracil — 400 mg/m2 1.V. 6onyc, aen 1

Fluorouracil — 2400 mg/m2 1.V. 46-yacoBa un(y3us
[ToBTropenue npe3 14 guu.

Docetaxel — 75 mg/m2 L.V., nen 1
[ToBTOpenwue npe3 21 guum (10 6 Kypca).

[Tpu IIPOrpecHst cren 6 U IOBeue Mmecena cren XUMUOTEpAIHs C
IUIATUHA/ITyOpOITUPUMHUITHOBUPEKUMH.



Paclitaxel =80 mg/m2 L.V., nau 1, 8 u 15
[ToBTOopenue npe3 28 auu.

Irinotecan — 150 mg/m2 L.V., aau 1 u 15
[ToBTOpenue npe3 28 nHu.

ILF/ IF

Irinotecan 80 mg/ m2 i.v.(30-90 mus und. xen 1

Folinic acid 500 mg/m2 i.v. (1-2 4 und) men 1

5-Fu 2000 mg/m2/d i.v. (22-24 4 uud.) nen 1

HI/IKLJ’ILT CC IIOBTAapsg Ha BCCKU 6 cCIMUIH, ITOCICABAH OT 1-2 CCAMHUYHaA ITIOYHBKA.

Ramucirumab — 8 mg/kg 1.V., neu 1 IToBropenue npe3 14 qHM, 10 IPOrpecusi.

Cnen mporpecus Ha muaTuHa + GIyOpONTUPUMUINHU U Opyd  TMAIUEHTH, IPU KOUTO
xkomOuHanus ¢ Paclitaxel He ermogxoasmia.

Paclitaxel + Cisplatin

Paclitaxel — 100 mg/m2 I.V., nau 1 u 8
Cisplatin —30 mg/m2 L.V., nau 1 u 8
IToBTropenue mpe3 21 guu.

Mitomycin C + Fluorouracil

Mitomycin C —8-10 mg/m2 I.V., nen 1, npe3 kypc
Fluorouracil — 800 mg/m2 L.V., nau 1-3
[ToBTOpenue npe3 21 guu.

BTopa H nmocjeaBany JUHUH TEPpANus

I/IMyHOTepaHHﬂ IpH Heonepaﬁn.ﬂeﬂ HJIA METACTATUHICH KAPIIUHOM HaA CTOMaXx Ipu
nporpecus ¢Jjea1 nmoHe €AHa nNpeaxoaHa JUHUA Tepanus.

Pembrolizumab* xaro monorepanus - 200 mg 1. V. na Bcexu 3 ceqmuiu wim 400 mg 1.V. Ha Bcekn
6 ceIMULIM ITPU HEoTlepaOHIIeH MIIM METaCTaTUYeH KapIIUHOM Ha CTOMaxa ¢ BUCOKa MUKpPOCATETUTHA
HecrabmiHocT (MSI-H) mim nedunmt B MexaHu3ma 3a Bb3CTAaHOBSIBAHE Ha HECHOTBETCTBHATA Ha
JHK (dMMR), xoraTo 3a0015BaHETO € MPOrpecHpao Mo BpeMe WM Clie OHE eHa MpeaxoHa
Tepanus.

Jleuenuero ¢ Pembrolizumab npoabsmkaBa 10 mporpecusi WM HempueminBa ToKcuuHoOcT. [Ipu
KJIMHUYHO CTaOWJIHM NalMeHTH C I[bPBOHAYAJIHM JAaHHU 3a Hporpecus Ha 3a00NsIBaHETO €
IPENOPBUYNTEITHO JEUSHNUETO A MPOABIDKH, TOKATO MIPOrpecusiTa Ha 3a00JsIBAHETO HE CE TOTBBP/IH.



Trifluridine/tipiracil — 2 x 35 mg/m2 (ue nmoseue ot 80 mg Ha no3a) P.O. nueBHo, nuu 1-5 u 8-12
JICH

/TIlpu ManueHTH,KOUTO ca OUJTK Ha MOHE 2 TUHUY XUMHOTEpaIvs 3a HalmpeHano 3adosiBaHe/
[ToBTOpEeHue npe3 28 aHuU.

[Ipu mnamwentn ¢ ©Hanpegnan HER2 mnonoxkureneH ajJeHOKapIMHOM Ha CTOMaxa WIA
ractpoe3odareasiHata CBpPB3Ka, KOWTO ca TOJYYWIH MpeAlIecTBalla CXeMa Ha OCHOBaTa Ha
TpacTy3ymao.

MomnoTtepanus ¢ Trastuzumab-deruxtecan
Trastuzumab deruxtecan karo MoHOTepanus € IMOKa3aH 3a JICYCHHE HAa BB3PACTHH NALUCHTH C

Hanpennan HER2-nmonoxureneH afeHOKapIIMHOM Ha CTOMaxa WM racTpoezodareaiHaTa CBpb3Ka
(gastroesophageal junction, GEJ), kouto ca moay4uid HpeiIecTBalia cxeMa Ha OCHOBara Ha
Tpacty3ymao.



11. AJEHOKAPIHMWHOM HA TAHKPEAC

11.1. HeoaaroBaHTHA XMMHMOTEpPANusi

[Tpunara ce npu celIeKTUPAaHU MAMEHTH C TPAHUYHO PE3EKTaOWIIeH CTa M C LIeJ CHIDKEHHE Ha
CTa/us U Bb3MOXKHOCT 3a RO-pe3ekuust.

Gemcitabine — 1000 mg/m2 L.V., nau 1, 8 u 15
[ToBropenwue mpe3 28 auu (4-6 kypca).

Gem/Cis

Gemcitabin 1000 mg/m2i.v. B ner 1 u 15
Cisplatin 25 wau 50 mg/m2 i.v. B gen 1 u 15
[ToBTOpEHHME npe3 28 nHu

FOLFIRINOX

Oxaliplatina 85 mg/m2 i.v. B nen 1 ul5

Irinotecan 180 mg/m2 i.v. B nen 1 ul5

Calcium folinate 400 mg/m2 i.v. 2-uacoBa urdys3wus B ned 1 u 15
5 FU 400 mg/m2 i.v. bolus B nen 1ul5

5 FU 2400 mg/m2 i.v. 46- yacoBa uHdy3us B aex 1 u 15
[ToBTopenue npe3 29 quu 10 6 HUKbIA

ITox 3amurara Ha GCSF.

11.2. AnioBaHTHA XUMHOTePANUs

[Ipunara ce ciegonepatuBHO npu nanueHTH B ctaauid pl u pllIA, xouto He ca mpoBexaaIu
HEO0Aa(IOBaHTHA TEPAIIHS.

GEMOX
Gemcitabin 1000 mg/m2 i.v. B nen 1 u 15

Oxaliplatina 85 mg/m2i.v. B nen 1

FOLFIRINOX

Oxaliplatin — 85 mg/m2 1.V., nen 1 Irinotecan — 180 mg/m2 1.V., nen 1 Leucovorin — 400
mg/m2 L.V., nen 1

5-Fluorouracil — 400 mg/m2 1.V. 6onyc, nen 1

5-Fluorouracil — 2400 mg/m2 1.V. 46-4acoBa un¢y3us 3agbmkurenna nojakpena ¢ G-CSF
[ToBTOpenue npe3 14 nuu .

Momudunupan FOLFIRINOX
Oxaliplatina 85 mg/m2i.v. B nen 1 ul5

Irinotecan 150 mg/m2 i.v. B aen 1 uls



Calcium folinate 400 mg/m2 i.v. 2-uacoBa undy3us B e 1 u 15
5 FU 2400 mg/m2 i.v. 46- yacoBa undy3us B aeH 1 u 15
[ToBTOpenwue npe3 29 auu 10 6 MUKbIA

ITox 3ammrara Ha GCSF.

Momnotepanus ¢ Gemcitabine ce nmpenopsuBa a ce mpuiara caMmo MpH yBpEeICHU MaI[HEeHTH.

Gemcitabine — 1000 mg/m2 L.V., nau 1, 8 u 15
[Toropenue mpe3 28 auu (6 Kypca).

11.3. Tepanusi npu Hepe3eKTA0OWIHA M MeTACTATUYHA 00JIeCT

11.3.1. Xumuorepanus rupu craauii 1IB u 11

FOLFIRINOX
Oxaliplatin — 85 mg/m2 1.V., neu 1 Irinotecan — 180 mg/m2 L.V., nen 1 Leucovorin — 400
mg/m2 L.V., nen 1
5-Fluorouracil — 400 mg/m2 1.V. 6omayc, nen 1
5-Fluorouracil — 2400 mg/m2 1.V. 46-4acoBa undysus 3aabpkurenana moakpena ¢ G-CSF
[ToBTOpenwue npe3 14 nuu .

Moandpununpan FOLFIRINOX

Oxaliplatina 85 mg/m2 i.v. B nen 1 ul5

Irinotecan 150 mg/m2 i.v. B nen 1 uls

Calcium folinate 400 mg/m2 i.v. 2-yacoBa un(y3us B nen 1 u 15

5 FU 2400 mg/m2 i.v. 46- yacoBa undy3us B e 1 u 15

[ToBTOpenue npe3 29 nuu 10 6 MUKbBIIA

ITox 3ammrara va GCSF.

Momnorepanus ¢ Gemcitabine ce nmpenopbyBa Ja ce mpuiiara caMo Ipyu yBpeIeHH MallUCHTH.

Gemcitabine — 1000 mg/m2 1.V. ceamuuno (7 Kypca), mociieiBaH OT 7-JIHEBHA MOYNUBKa; CIIe]
toBa — 1000 mg/m2 L.V., nau 1, 8 u 15 (moBTOpenwue npe3 28 auu).

Mayo Clinic (6-8 kypca)




Leucovorin — 20 mg/m2 L.V., aau 1-5
Fluorouracil — 425 mg/m2 I.V., aau 1-5
[ToBTOpeHue npe3 28 aHU.

Cpuerano xumuorbuesaeuenue npu ctaauii [1B u 11

Gemcitabine — 400 mg/m2 1.V. ceqmuuno (7 ceaMuim).

Cisplatin + Fluorouracil

Cisplatin — 20 mg/m2 1.V., nuu 1-5, 1-Ba u 5-Ta cenmuiia
Fluorouracil — 300 mg/m2 I.V., nau 1-5, 6 cenmurim.

11.3.2. XumuoTepanus npu MmetactaTuaHa 6osect (craauii 1V)

FOLFIRINOX

Oxaliplatin — 85 mg/m2 1.V., nen 1 Irinotecan — 180 mg/m2 1.V., nen 1 Leucovorin — 400
mg/m2 L.V, nen 1

5-Fluorouracil — 400 mg/m2 1.V. 6onyc, nen 1

5-Fluorouracil — 2400 mg/m2 1.V. 46-uacoBa undy3us 3aapokuTtenta noakpena ¢ G-CSF
[ToBTOpenue npe3 14 nuu .

FOLFIRI

Irinotecan — 180 mg/m2 1.V. 30-munytHa nHOY3uUsL, 1eH 1
Leucovorin — 400 mg/m2 1.V. 2-yacoBa undy3us, neH 1
Fluorouracil — 400 mg/m2 L.V. 6onyc, aeH 1

Fluorouracil — 2400 mg/m2 1.V. 46-yacoBa nHpy3ust
IToBTOpenue npe3 14 nHu.

Mayo Clinic (6-8 kypca)

Nab-Paclitaxel + Gemcitabine

Nab-paclitaxel- 125 mg/m2 L.V., nau 1, 8 ul5
Gemcitabine — 1000 mg/m2 L.V., nau 1, 8 u 15
[ToBTOpenue npe3 28 nHM.

Gemcitabine + Capecitabine




Gemcitabine — 1000 mg/m2 L.V., nuu 1, 8 u 15 Capecitabine — 1500 mg/m2 P.O. nueBHo, aHK
1-14 TToTopenwue npe3 28 nuu (6 Kypca).

[Tognbpkamio Jje4eHHWe Ha BB3pacCTHU manueHTH ¢ repmuHatuBHM BRCA1/2 myramum, c
METaCTaTUYECH aJICHOKAPIIMHOM Ha IMaHKpeaca, YMeTO 3a00JIIBaHe HE € MPOrpPecUpaso ciie]l Haii-
Majko 16 ceqmMuIy JedeHne ¢ MbpBa JIMHUSA XUMHOTEpanus Ha 0a3ara Ha IlaTHHA.
Mounotepamus Olaparib 600 mg Ttabnerku aHeBHo, P.O 10 mporpecus Wi HENpUEMIIUBA
TOKCHUYHOCT.

11.4. Bropa JMHHMSA XUMHOTEpPANIHSA

Fluorouracil + Oxaliplatin

Oxaliplatin — 50 mg/m2 1.V, nen 1

Leucovorin — 400 mg/m2 1.V. 6onyc, nen 1

Fluorouracil — 500 mg/m2 1.V. enqnodacoBa undy3us, nex 1
[TosTopenue mpe3 7 auu (12 kypca).

Liposomal Irinotecan + Fluorouracil

Liposomal Irinotecan — 70 mg/m2 1.V., nen 1 Leucovorin — 400 mg/m2 1.V. 6omyc, nen 1
Fluorouracil — 2400 mg/m2 1.V. B 46-4acoBa undys3usi, aeH 1
[ToBTOpenue npe3 14 nuu.

Bcuuku PEKUMHU 3a MCTACTATHUYHA bonect ce IMPOBCXKAAT OO0 IIPOrpeCusa Ha oonectra U a0
HCIIpUEMJIMBa TOKCHUYHOCT.

11.5. Tpera TuHMA XUMHOTepaNus

Pegylated liposomal irinotecan e moka3as 3a JieueHHe Ha MeTacTa3upal aJICHOKAPIIMHOM Ha IMaHKpeaca B
koMOuHarwms ¢ 5 guyopoypauui (5 FU) u neskoBopun (LV) npu Bb3pacTHH MAIUEHTH C MIPOTPECHUs CIIE
JIeyeHue, OCHOBAHO Ha FeMIIMTaOuH.



12. XEHNATOUIEJYJIAPEH KAPIIMUHOM

XenaronenyJapHUST pak € Hail-4ecTUsT MbPBUYEH TYMOpP Ha YyepHUs apo0. MimMa Obp3a eBoIronus
U Jomra nporHo3a. Haii-Bucoka e yectorara my B Adpuka u FOrousrouna Aszusa. Uectorara my
BapHpa B 3aBUCHMOCT OT pa3lpoCTpaHEHUETO Ha XenaTutHuTe Bupycu B u C. Mbxere GonenyBar

3-8 bTH MO-YECTO.

12.1. HavajHa cMCTeMHA Tepanus

[Tpunara ce npu HeonepabuaHa uiu MeractaruyHa oosect B craguii C mo BCLC- kiacudukamnms
i kinac A u B o Child-Pugh. ITpuioxennero Ha KOHBEHIIMOHATHA XUMHOTEPAIHs € OTPaHUYEHO
Mopajy BUCOKA PE3UCTEHTHOCT, HApYIIeHa YepPHOAPOOHA (PYHKUIMS M MPUIpPYKaBaIld XPOHUUYHU
YEpHOAPOOHHU 00JIeCTH (XETATHT W/WIIM TUPO3a).

12.1.1.1TppBa 1MHUS TapreTHa Tepanus

Sorafenib — 800 mg P.O. ngueBHO, 10 POrpecus..

Lenvatinib
[penoppunTenHara aHeBHa 1o3a Lenvatinib e:
- 8 mg (uBe karncynu ot 4 MQ), mpueMaHa BEJAHBK JHEBHO MPH MALUCHTH C TEJIECHO TErJI0
<60 kg
n
- 12 mg (tpu karcynu ot 4 mg), NpUeMaHa BEHBK JHEBHO MPH MAIIUEHTH C TEIECHO

terio >60 kg.

Momorepanus ¢ Ramucirumab* e moka3aHa 3a JieueHHe Ha Bb3PACTHH MAIMEHTH C aBAHCUPAIT WA
Hepe3eKTaOKIeH XenaTolenyiapeH KpalliHOM ChC CEpyMHH HUBa Ha aida ¢peronporent (ADIT) >
400 ng/ml u npeamecTBalo Je4eHue cbe copadeHuo.

12.1.2. [IspBa MuHUS UMyHOTEpaNus
IIpuiiara ce npu aBaHCHPAJI HeonepadUJIeH XenaToueryjJapeH KapuuHoM
Atezolizumab + Bevacizumab
Atezolizumab — 840 mg I.V., nen 1, npe3 14 axu
w 1200 mg 1.V., nen 1, npe3 21 gau
w1680 mg 1.V., neH 1, npe3 28 qau
Bevacizumab — 15 mg/kg 1.V, nen 1, npe3 21 nau

[TarueHTHTE MOTAT /1a TIONTy4aT JiedeHue ¢ atezolizumab SC* WHXKEKITMOHEH pa3TBOP 32
[TOKOYKHO

IMIPUIIOKCHUC. HaI_II/IeHTI/ITC, KOHUTO IMOHACTOALICM IOJTydaBaT atezolizumab 3a HUHTPAaBCHO3HO
[MPUITOKCHUC, MOXKE J1da IPCMUHAT KbM JICUCHUC C atezolizumab HWHKCKIIUOHCH Ppa3TBOP 34
MMOAKOKHO ITPHUIIOKCHUC.

[IpenoprunTennara 103a atezolizumab MHXEKITMOHEH Pa3TBOP 3a MOJKOKHO MPUIIOKEHUE €
1875 mg, npusiaraHa Ha BCEKW TPU CEAMUIIH.




Koraro ce mpwraratr B eamH W cwhiuu JeH Atezolizumab tpsosa na ce mpuiara npenu

Bevacizumab.
HC‘IGHI/IGTO (6]§] an/mara pa(e} 3ary6a Ha KIIMHHUYHA I10J13a NJIN HeKOHTpoanyeMa TOKCHUYHOCT.

Durvalumab* 1500 mg karo MOHOTEparnus € oKa3aH 3a ITbPBa JIMHUS Ha JICYEHUE Ha BE3PACTHH C
aBaHCHUpaJl WJIK HeollepaduiieH xenatornenyaaper kapiuaoM (XIIK). [Ipumara ce B mo3a 1 500 mg
Ha BCeKH 4 ceMHUIIIA 10 TIporpecus Ha 3a00JIsIBAHETO MIIM HEMPUEMIIMBA TOKCUYHOCT.

Durvalumab + tremelimumab*
Durvalumab 1 500 mg, npunoxen B komOunarus ¢ 300 mg tremelimumab kaTo eaHokpaTHa 1034
na Iluxbea 1//len 1, mocaensano ot durvalumab kato mMoHoTepamus Ha BCEKH 4 CEAMHMIIM.
JleyeHHETO Ce IpuWilara JOKarto ce HaOoroJaBa KIMHMYHA I10J3a WM [0 HENPUEMIIMBA
TOKCHYHOCT.

Cisplatin + Epirubicin

Cisplatin — 75 mg/m2 1.V., nen 1
Epirubicin — 60 mg/m2 1.V., nuau 1 [MoBTopeHue
npe3 21 gHu.

Epirubicin — 75 mg/m2 1.V., nen 1
[ToBropenue mpe3 21 guu.

Cnen Heoa/t0OBaHTHA Teparus, 10Besa 10 OnepaOuiIHOCT Ha ITbPBUYHUS TYMOD, ClIE0IEPATUBHO
ce mpuiarar oiie 4 Kypca XMMHOTEpaIus 1o Chlus pexxuM. MIHTpaapTepuaina XxuMuorepanus He
ce MpenopbyBa.

12.2. Tpauncaprepuaiana xemoemooau3amus (TACE)

[lpunara ce mpu HepesekTabwiHa (MyIaTHHOAyJapHa) Oosect B cramguii B mo BCLC-
KIacupuKaIus.

12.3. Bropa JuHUS CHCTeMHA Tepanus

FOLFOX4

Oxaliplatin — 85 mg/m2 1.V. 2-yacosa undysus, nen 1 Leucovorin
—200 mg/m2 1.V. 2-gacoBa undysus, aau 1 u 2 Fluorouracil — 400
mg/m2 L.V. 6onyc, nau 1 u 2

Fluorouracil — 600 mg/m2 1.V. 22-4acoBa uadys3wusi, auu 1 u 2
[ToBTopenue npe3 14 nxu.

Regorafenib — 160 mg P.O. guesno, qau 1-21
[ToBTOpeHME mpe3 28 aHu.




13. BUJIMAPEH KAPLIMHOM

KapunHoMbT Ha IIbp4HMS Mexyp npeacTanisaBa 1 10 4% oT Bcnuku kapuuHoMu. KapuimHOMBT Ha
AITBYHUS MeXyp UMa ocoOeHo reorpadcko pa3npocTpaHeHue - 4ecto cpeuiad € B LlenTpanna u
IOxxna Amepuka, Cesepna Uunus, Snonus, [{entpasna u M3touna EBpomna. 3abonsBaHeTo ce
cpelia Mmo-4ecTo W B OINpE/eJeHH €THUYECKU TPYyNU, KaTo HApuMep HATUBHUTE aMEPUKAHCKU
WHJIMAHLIM M JaTHHOaMepukaHiuTe. KbM HacTOsSIIMS MOMEHT €IMHCTBEHATa aJITepHATHUBA 3a
paguKalHO JICYEHHE Ha TO3M paK € ornepaTuBHO. Jlopu U ciiel pauKaiIHO ONEpPATUBHO JICUCHUE
S-ro/IMIIIHATA MPEXKUBAEMOCT, He HaaBHUIIaBa 20%.

BxirouBa KapIimHOM Ha eKCTpaxernaTaiHy dIIbYHH IbTHUINA, )KIbUCH MEXYP M XOJaHTHOKAPIIHHOM.
13.1. AnoBaHTHA CHCTeMHA Tepanusi

Hpnnara CC XUMHOTEpAIIUA TP MHAUBUAYATIHO CCIICKTHUPAaHU IIallUCHTH.

13.2. IIbpBa JUHHS CHCTEMHA Tepanusi

Gemcitabin — 800-1000 mr/m2 - 30 muH - 1,8,15 nen
[ToBraps ce Ha 4 ceaMuIM, mocieaBaHo ot 15 qHeBHa may3a

5-®V - 500 mr/m2/n 1-5 nen wim 600 mr/m2 - 1,8,15 nen

GEMCIS

Gemcitabine — 1000 mg/m2 L.V., niu 1 u 8
Cisplatin — 25 mg/m2 I.V., nau 1 u 8
[ToBTOpenue npe3 21 nHu.

GEMOX

Gemcitabine — 1000 mg/m2 L.V., nau 1 u 8
Oxaliplatine — 100 mg/m2 1.V. nen 2
IToBTOpenue npe3 21 nHu.

EFC

Epirubicin 50mr/m2 i.v - 1xen Cisplatin 60 mr/m2 i.v - 11en
5-FU 200 mr/m2 nocrosinHa un¢. 244. I[Toraps ce Ha 3 ceqMuuu

PEFG

Cisplatin 40 mr/m2 i.v 1 nen

Epirubicin 40 mr/m2 i.v 1 nen

5-FU 200mr/m2/nH npoabmkuTenHa uapy3us 1.V 1-28 nen
Gemcitabine 600 mt/M2 1 gac i.v 1, 8 nen

[ToBTaps ce Ha 4 cenMuIn

Durvalumab - IpH Heor[epaﬁn.ﬂen HJIA METACTATUYCH PAK HA KIIBYHUTE MbTUILA




Durvalumab 1500 mg B koMOuHaIMs ¢ XuMHOTepanus gemcitabine+ cisplatin® ua Bcexu 3
cenmuity (21 num) no 8 mukbia, mociaeasanu ot durvalumab 1500 mg Ha Bceku 4 ceMuIu
KaTo MOoHOTepanus. [IpoxbinKaBa 10 IPOrPECHs WK HEMPHEMIHNBA TOKCHYHOCT.

13.3. Bropa JMHUS cCHCTEMHA Tepanus

MFOLFOX6 (mpuiara ce mpu ceJleKTHpaHH HalueHTH ¢ 1005p PS)

Leucovorin — 400 mg/m2 1.V. 2-gqacoBa undys3wus, aex 1
Oxaliplatin — 85 mg/m2 1.V. 2-yacoBa undys3us, aex 1
5-Fluorouracil — 400 mg/m2 1.V. 6onyc, 10-15 min., aeu 1, 2
5-Fluorouracil — 1200 mg/m2 1.V. 24-gacoBa undy3us, ae 1, 2
[ToBTOopenue mpe3 21 nHu.

Ivosidenib* karo MoHOTeparus € oKa3aH 3a JIeYCHUE Ha Bb3PACTHH MAUECHTH C JIOKATHO aBaHCUPAIT
WIM MeTacTaTH4yeH XosaHrnokapuuHoM ¢ R312 myramus va IDH1, xouto mpenu ToBa ca Owmm
JIEKYBaHU C [TIOHE €/1Ha MPEAXO0/IHA JIMHUSI CUCTEMHA Teparusl.

Monotepamus ¢ Pemigatinib ¢ moka3aHa 3a JieueHHE TPU BH3PACTHH C JIOKATHO aBAaHCHPAI WU
METaCTaTHUEH XOJIAHTMOKAPIUHOM, ¢ (Dy3Hs WK MpEeHapeXIaHe Ha perentopa 3a GuopodIacTHHS
pacrexen ¢aktop 2 (FGFR2), koiiTo € ¢ mporpecus cliea Hail-MaJKO €IHa MPEIXOJHA JIMHHS
CHCTEMHA TepPaIHs.

Pembrolizumab* 200 mg 1.V. na Bceku 3 ceamuin wiau 400 mg V. Ha Bceku 6 ceamuim, B
KOMOMHAIMSI C TEMIIUTA0WH W IUCIUIATHH, 32 JICYCHUE OT MbPBA JIMHUS Ha JIOKATHO aBaHCHUPAI
HeornepaOHIeH WK METaCTaTHUEH KapIIMHOM Ha YIIbYHUTE ITHTHIIA ITPH Bb3PACTHH.

HpOI[’bJ'DKaBa A0 Iporpecusd Uik HCIpUuEMIIMBa TOKCUYIHOCT. HpI/I KJIIMHUYHO CTAaOWIHHU MIAIIUCHTHU C
I'bPBOHAYAITHYU JJAHHU 32 TIPOTPECHs Ha 3a00JIIBAHETO € MPETTOPBHUNTEIIHO JICUCHUETO Ha MPOIBIIKH,
JIOKATO MPOTrpecusiTa Ha 3a00JISIBAHETO HE CE MOTBBP/IH.

Pembrolizumab* kato monotepamnus - 200 mg V. Ha Bceku 3 ceamunu win 400 mg 1.V. Ha Bcexkn
6 ceaAMHUIIM MTPU HEeOoTepaOKIIeH WIIM METAaCTaTUYeH KaplIMHOM Ha KII'FYHU MBTUIA U HKITBYSH MEXYP
C BUCOKa MHKpocaTennTHa HectabuiaHocT (MSI-H) win nepunut B Mexann3ma 3a Bb3CTaHOBSIBAHE
Ha HechoTBeTcTBHATAa HA [JHK (AMMR), KoraTo 3a060sBaHETO € MPOTrpeCcCUpalio 1Mo BpeMe UK Clie]
IIOHE €/1HA MPEIX0/IHA TEPAIHSI.

Jleuenueto ¢ Pembrolizumab nponwimkaBa 10 mporpecus WM HempuemianBa TOKcHMYHOCT. [Ipu
KJIMHUYHO CTAOMJIHM NAalMEeHTH C IbpBOHAYAIHU JaHHU 3a Iporpecus Ha 3a00NIIBaHETO €
HPENOPBUYNTENTHO JEUYCHNETO Aa MPOABIDKH, TOKATO IIPOrpecusaTa Ha 3a00JIIBaHETO HE CE MOTBBPIH.



14. KAPIHMHOM HA BBBPEK

bropeunoxnerbunusaT kapuuHoM (BKK) e psako cpeman Tymop, ¢ yectora mexay 3-5% or
3JI0KQ4eCTBEHUTE HOBOOOPa3yBaHMs Y Bb3PAaCTHU, BKIIOUBAI M YpOTelUaIHUs KapuuHoM. Toii e
Ha CEZIMO MSICTO [0 YECTOTa y MBKETE U Ha JAECETO MSCTO IO YECTOTa OT BCHUYKH 3JI0KAUECTBEHU
TyMopH Tipu xkeHurte. Hali-3acernarara Bb3pact € 55-75 roaunu. [lpu nocraBsiHe Ha AuarfHos3ara
oko110 20%-30% ot GonHuTe ca B MeTactasupai ctaauii. BKK ce cpema ¢ okosno 50% no-uecto npu
MBKE, OTKOJIKOTO MPH KCHH. BB3HWKBA OOMKHOBEHO MEXIY 6-TO M 8-MO JECETUJIeTHE, KaTo
cpenHaTa Bb3pacT € 64 r. JluarHoctuuupa ce U B J10CTa MO-MJIaJia Bb3pacT. Bp3MokHOCTHTE Ha
ChBPEMEHHATA TapreTHa Tepamnus MPOMEHHXA ChHINECTBEHO JIEYCOHUTE pe3yaTaTH MpPH TOBa

3a00JIs1BaHe.
14.1. bbopeyHOK/IeThYEH KAPIIMHOM
14.1.1. AIIOBAHTHA Tepanusi

Pembrolizumab karto monoTepanus — 200 mg 1.V. na Bceku 3 cenmuim wim 400 mg 1.V. Ha Bceku
6 CeIMHIIU ITPUIIOKEHA KATO HHTPABEHO3HA HH(Y3UsI B IPOAb/uKeHne Ha 30 MUHYTH,3a a/IF0BAHTHO
JICYCHUE Ha BB3PACTHU C OBOPEUHOKICTHYCH KAPIIMHOM C IOBHIICH PUCK OT PELHIUB CJE]
He()PEKTOMHUS, WK ciie HePEKTOMHUS ¥ PE3EKIHsl Ha METACTATHYHHU JIC3HU.

[Ipu agroBaHTHO JieueHHEe HAa OBOPEUHOKIETHYCH KapirHOoM, Pembrolizumab Tps6Ba i1a ce mpuitara
710 peuuIuB Ha 3a00JI1BaHETO, HEMPUEMIIMBA TOKCUYHOCT WJIM 33 TIEPUO/I IO €HAa TOJUHA.

Haji-uect xwmcTojorudeH NOATHUII € CBCTIOKIICTBYHHUAT KapIUHOM. HpI/I HGPGSGKT8.6I/IHH3,
MCTaCTaTU4Ha WM peUHUAMBHpAlIa oosecT ce npujarat pas3judyHu pCeKHUMH Ha JICKAPCTBCHO
JICYCHUC.

14.1.2. IIbpBa IMHUSA TapreTHA Tepanus

e Pazopanib — 800 mg P.O. aneBHO, mo mporpecus (MPH HUCHK M CPEIAEH PHUCK IO
MSKCC).

e Sunitinib — 50 mg P.O. nueBno, 28 nuu 1 14 nuu nounBka (viau 14 nuHu Tepanus U 7 THU
MOYMBKA CIIOPE] MOHOCHMOCTTA), 10 porpecusi (Mpu HUCHK U cpeseH puck mo MSKCC).

e Sorafenib — 800 mg P.O. nueBHO, 10 mporpecusi; n30upa ce npu Bb3pacT Hax 65 roauHy,
KOMOPOUIHOCT (ChbpAE€YHM OOJECTH M LIMTOBHJHA IATOJOTHs), MO3BYHHM METACTa3H,
3axapeH uadeT ¥ XMCTOJOTHYEH MOATHUI, Pa3IMYeH OT CBETIIO- KIEThUEH.

e Temsirolimus — 25 mg I.V. cenmmudno, 10 porpecust (npu Bucok puck no MSKCC).

e Interferon-alpha—3 x 3 mUI o 3 x 9 mUI S.C. cenmuyHo.

e Interferon-alpha + Bevacizumab (ripu Hucsk u cpenen puck mo MSKCC)

e Interferon-alpha —3 x 3 mUI o 3 x 9 mUI S.C. cenmudHo.

e Bevacizumab — 10 mg/kg I.V. Ha 14 nuu.



NmyHoTepanus

Nivolumab+ipilimumab

Nivolumab B komOunamus c ipilimumab e moka3an 3a mepBa JIMHUS Ha JieYeHHE Ha BH3PACTHU
MAIMEeHTH ¢ aBaHCHPall ObOPEUYHOKIETHUEH KAPIITHOM ChC CPEJICH/BUCOK PHCK.

®daza kaTo KOMOMHALIMS, HAa BCEKU 3 CEAMULIHM 3a 4 IIUKbIA:

Nivolumab - 3 mg/kg 3a 30 munyTn

Ipilimumab - 1 mg/kg 3a 30 munyTH

®da3a KaTo MOHOTEpaIus:

Nivolumab 240 mg na Bceku 2 ceqmunu 3a 30 MUHYTH HITH

480 mg Ha Bceku 4 cenmuiy 3a 60 MUHYTH.

Mo nporpecus Ha 3a00J15IBAHETO WIIM HEIPUEMIIMBA TOKCUYHOCT

Pembrolizumab* B komOunanms c¢ AXitinib 3a jedeHue oT mbpBa JIMHHUS HA aBaHCHpAI
OBOPEYHOKIICTHYCH KApIIMHOM IIPH Bb3PACTHU

Pembrolizumab 200 mg L.V. na Bceku 3 ceamuiy wian 400 mg Ha Bceku 6 ceamuiiu

Axitinib 5 mg P.O. 1Ba nbTu AHEBHO.

[Ipu manmeHTH, KOUTO MoHacAT Axitinib 5 My aBa MbTH JHEBHO 3a 2 MOCIEAOBATCIIHA ITUKbBIIA
Ha JieueHue (T.e. 6 ceqMuIm) 0e3 Hewkemanu chOuTHs > CTEIeH 2, CBbP3aHHU C JICUEHUETO ¢ AXitinib
U C J100pe KOHTPOJIMPAHO KpbBHO Haysrane no< 150/90 mm Hg, e mo3BoieHO MoBUIlIaBaHE HA
no3aTa akCUTHUHHUO 10 7 mg nBa mbTU qHEBHO. [loBuiaBaHeTo Ha no3ata Axitinib 1o 10 mg nBa
I'BTH JHCBHO € IMO3BOJICHO MPH MPWJIATaHe Ha CBHIIUTE KpUTepUHU. AXitinib MoXke ga ce mpekparu
WJIY JIa CE HaMaJIi JI0 3 mg JIBa ITbTH THEBHO M CJIEJ] TOBA JI0 2 Mg JIBa ITbTH THEBHO 32 OBJIAJSIBAHE
Ha TOKCHYHOCTTA.

[TpoabmxkaBa 10 IPOrpecys WA HEMPUEMITHBA TOKCUIHOCT. [Ipy KIIMHUYHO CTAOWITHH MAITUEHTH C
I'BbPBOHAYAITHYU JJAHHU 32 TIPOTPECHS Ha 3a00JIIBAHETO € MPENOPBUYUTETHO JICYCHUETO Ja IPOIBIIKH,
JIOKATO IIPOrpecusiTa Ha 3a00JIIBAHETO HE CE TIOTBBP/IH.

Pembrolizumab* — 200 mg IV Ha Bceku 3 cenmuim wim 400 mg 1.V. Ha Bceku 6 ceMUIM B
koMOuHanus ¢ JleHBaTHHUO, 3a JieyeHHE OT I'bpBA JIMHUSA HAa aBaHCUpall OBOPEYHOKIIETHYEH
KapLUHOM IIPU Bb3pacTHH

Pembrolizumab — 200 mg IV na Bceku 3 cenmurm wiamn 400 mg L.V, Ha Bceku 6 ceamuiy, neH 1
JlenBatnHUO 20 mg nepopayHO BEAHBK THEBHO

Hpozn)mKaBa A0 Mmporpecus Ui HEMPUEMJInBa TOKCUIHOCT. HpI/I KJIUHUYHO CTA0MIHH HaluEeHTN C
IIbpBOHAYAJIHU JAHHU 3a IPOTPECHA Ha 3a00JISBAHETO € MNPpENOPBHUUTEIHO JICUCHUCTO Aa IPOABIIKH,
AOKAaToO IporpecusTa Ha 3a00JIIBaHETO HE Ce IMOTBBPAHU.

Avelumab B xomOunamust ¢ Axitinib e mokasan karo mbpBa JUHHS Ha JICYCHHE HA BBH3PACTHH
MalMEeHTH ¢ aBaHcHpall ObOpEUHO-KIEThYeH KapIIMHOM.

Avelumab 800 mg, npuoxeHa HHTPABEHO3HO B MPOABIDKeHUE Ha 60 MUHYTH, Ha BCEKH 2 CEAMUIIH
u Axitinib 5 mg - nmepopanHo aBa mbTH AHEBHO (mpe3 12 vaca) cbhe WM O€3 XpaHa, 10 MPOrpecHs
Ha 3a00JI1BaHETO WU HEMTPUEMIIMBA TOKCUYHOCT.

Tivozanib* e moka3an 3a jeueHHe OT IbpBa JIMHUSA TMPH BB3PACTHHU MAIMCHTH C aBaHCHpaI
ObOpEeUHOKIETHhYEH KapLIIMHOM U IIPU Bb3PAaCTHU MAallMeHTH, KOUTO HE ca JIEKYBaHU C HHXUOUTOp Ha
VEGFR mTOR unxubutop ciex nporpecusi Ha 3a00JsIBAHETO, CIIE] €IHO MPEIXOAHO JIEUCHUE C
utokuHY 3a aBancupan RCC. Ilpenopbuntennara qo3a tuBo3anud e 1 340 Mukporpama einH mbT
JHEBHO B MPOABDKEHNE HA 21 THU, TOCIIEABAHO OT 7-IHEBEH IIEPUO]] Ha IOUMBKA, KOETO ChCTaBIIsIBA



€/IMH ITHJICH TePANeBTHUYCH ITUKBI OT 4 ceAMUITU. Ta3u TepareBTHYHA CXeMa TPSOBa 1a ce MPOABIIKU
JI0 TIpOTrpecus Ha 3a00JIIBAaHETO WIIH JI0 TIOSIBA HA HEMPUEMIIMBA TOKCUYHOCT.

14.1.3. Bropa u nocJieaBaia JUHUA

e Axitinib — 10 mg P.O. nueBHo, 10 mporpecus (ciie MpeAlecTBAIIO JICYSHUE ¢ THPO3UH-
KMHA3HU WHXUOUTOPU WJIM IU- TOKWHH). [Ipu 100pa MOHOCHMOCT j03aTa MOXeE Ja Ce
yBesnmuu 10 20 mg P.O. nHeBHO.

e Sunitinib — 50 mg P.O. nxeBHo, 28 nuu u 14 aHU no4yuBKa, wiu 14 Onu mepanusi u 7 OHu
nouugka cnoped nomocumocmma, 10 Tporpecust (Ciel MPEIIIeCTBAIIO JICUCHHE C
IIUTOKUHH).

e Sorafenib — 800 mg P.O. nmHeBHO, 10 mporpecus (Ciied MPEIIIeCTBAIIO JICYCHUE C
UTOKWHU WM TUPO3WH-KUHA3HH UH- XHOUTOPH).

e Pazopanib — 800 mg P.O. agueBHO, 10 mporpecus (ClieA NPEIIIESCTBANIO JICYEHHE C
IIUTOKWHHU ).

e Everolimus — 10 mg P.O. ngueBHO, 10 mporpecus (Ciiea MPEANISCTBANIO JICYCHHE C
TUPO3UH-KMHA3HU HHXUOUTOPH ).

e Nivolumab —240 mg .V., ipe3 14 nuu nim 480 mg 1.V, mpe3 28 nHu, 10 Mporpecust win
HETNPUEMIINBA TOKCUYHOCT..

[Ipu mporpecust Ha BTOpa JIMHUA TpU O0JIHU B 100po o0mio cherosiHue (PS) morat na ce mmar
MIPEBUJI JICKApCTBaTa OT IIbPBA JINHHUSL.

14.2. TIpexoAHOKJIeThYeH KAPIUHOM Ha 0bOPEYHOTO Jlerenye

Hmynorepanus ¢ Nivolumab 240 mg I.V., npe3 14 aum wiu 480 mg V., npe3 28 muu, 10
[IPOTPECHst WIIK HEMPUEMIHBA TOKCHYHOCT.

]_II/ITOCTaTI/I‘-IHI/I PEXKUMU CC MIpuIarat KaTo nNpyu KapuyuHOM Ha IMMKOYCH MEXYP.



15. KAPIIMHOM HA JIEBEJIO ! ITIPABO YEPBO.

15.1. HeoagioBaHTHO XHMHOJIbYeIeYeHHE Ipu KapuuHOM Ha IMpaBoO Y€pBO

[Tpunara ce npu nokanHo aBancupai kapuuHoM (CT3-4 umm CN1-2) u ce chueTaBa ¢ JrbueiicUeHHE.

Capecitabine — 1600 mg/m2 P.O. gueBHO, 1uu 1-33 (B IHUTE C IbUEICUCHHE).
Fluorouracil — 350 mg/m2 L.V., aau 1-2, 29-31.
5-FU + Oxaliplatin +JIT

5-FU 250 mg/m2/d i.v. npoxbikutenna undysus no Bpeme Ha JIT 1-14]1 ,22-35 ]I Oxaliplatin
50mg/m2 i.v. 2 gacoBa undysus 1,8,22,29]]

JIT 50.4 Gy 1.8 Gy- 5 nuu B ceamunata-28 dhpakiuu

Mitomycin C — 8-10 mg/m2 L.V., B nuuTe Ha JIbyencueHre (CpeACTBO Ha M300p MpHU aHaleH
KapIIUHOM)

+ Fluorouracil.

15.2. ApnioBaHTHA XHMHUOTepanus NPU KAPpUUHOM Ha /edesio U npaBo 4yepBo [lpuiara ce B
craauii Il u B Haxou cioydan Ha craguii 1I: T4, Huckonudepenmuupan tymop (G3), HUCKa cTeneH
Ha MukpocarenutHa HectabunHoct (MSI-L/pMMR), BR AF M +, wuneyc, nepdoparus,
U3CIIEIBaHM MO-Malko oT 12 numdHU BB3IH, ChAOBA U NEpUHEBpaAIHA UHBA3Us, BUCOKM HHUBA Ha
CEA. Ilpu kapurHOM Ha mpaBo uepBo ce npuiiara B ctaguil 11 ulll.

ITo mpaBwiio agroBaHTHAa XUMHUOTepanus npoiabipkaBa 6 Mecena (npu pT4 w/umm pN2), HO npu
HuchK puck (pT1-3 pN1) moxe na ce cbkpartu 10 3Mmecena.

Mayo Clinic (3-6 kypca)

Leucovorin — 20 mg/m2 L.V., aau 1-5
Fluorouracil — 425 mg/m2 1.V. 6onyc, nau 1-5
[ToBTOpeHnue npe3 28 aHMU.

De Gramont (6-12 BiauBanmus, 3-6 kypca)

Leucovorin — 200 mg/m2 1.V. 2-yacoBa undysus, 1au 1 u 2
Fluorouracil — 400 mg/m2 1.V. 6onyc, nau 1 u 2

Fluorouracil — 600 mg/m2 1.V. 22-4acosa undy3us, 1au 1 u 2
IToBTropenue npe3 14 guu.

FOLFOX4 (6-12 BauBanus, 3-6 Kypca)

Oxaliplatin — 85 mg/m2 1.V. 2-yacosa undy3us, aeu 1 Leucovorin — 200 mg/m2 1.V. 2-
yacoBa uH¢y3us, 1uu 1 u 2 Fluorouracil — 400 mg/m2 [.V. 6onyc, aau 1 u 2
Fluorouracil — 600 mg/m2 1.V. 22-yacoBa undy3zus, qau 1 u 2

[ToBTOopenwue npe3 14 nuu.




XELOX

Capecitabine — 2000 mg P.O. nueBno, auu 1-14
Oxaliplatin — 130 mg/m2 1.V. 6omyc
[ToBTOpenue npe3 21 guu.

Capecitabine — 2500 mg/m2 P.O. nueBHo, auu 1-14
[ToBTopenue mpe3 21 nuu (4-8 kypca).

15.3. IIbpBa auHMA XMMHOTepanus (MpH MeTacTaTH4YHA 00J1ecT)

JleyenuneTo M3MCKBa MpeIBapUTEICH reHeTHUYeH ananu3 3a onpezensHe Ha RAS (KRAS u NRAS)
CTaTyC B ONKTHA JabopaTopus upe3 BaauaupaHa MeToanka 3a oTkpuBane Ha KRAS (ex3onm 2, 3
u 4) u NRAS (ex30nu 2, 3 1 4) MyTanum.

De Gramont
Mayo Clinic
Kom6unaruss FOLFOX + Panitumumab (pu tymopu ¢ RAS WT)

FOLFOX4, 6
Panitumumab — 6 mg/kg I.V., nen 1
[ToBTOpenue npe3 14 nHu, 10 nporpecus.

FOLFOX4 + Bevacizumab

FOLFOX4
+ Bevacizumab — 5 mg/kg I.V., men 1

[ToBTOpenue npe3 14 nuu.

[Tpunoxenue Ha Bevacizumab ce npenopbuBa U ciesl IbpBa Mporpecus Ha KOMOUHAUATA MYy C
XUMHOTEPANEeBTHUEH PEXUM OT IIbpBA JIMHUSA, T.€. TIOKa3aH € 3a MpOoabJDKaBaHE B KOMOMHAIHUS C
XMMHOTEpANeBTUYEH PEXHUM OT BTOpa JIMHMS;, IpernopbuBa ce JedyeHuero ¢ Bevacizumab na
IIPOIBIIKH 10 IPOTPECHS.

FOLFOX4 + Cetuximab (mpu tymopu ¢ RAS WT) Oxaliplatin — 85 mg/m2 1.V. 2-gyacosa
uHOy3us, aeH 1

Leucovorin — 200 mg/m2 1.V. 2-4acoBa undys3wust, aau 1 u 2 Fluorouracil — 400 mg/m2 1.V. 6onyc,
mau 1 u 2

Fluorouracil — 600 mg/m2 1.V. 22-yacoBa undy3us, qau 1 u 2

[ToBTOpEHME TTpe3 2 CeIMUITI
+ Cetuximab — 400 mg/m2 1.V. nocneasano ot 250 mg/m2 1.V. cenmuuno, niu 500 mg/m2 1.V. nen 1

[ToBTOpenue mpe3 14 muu.



FOLFOX6

Oxaliplatin — 100 mg/m2 1.V. 2-yacoBa uHdy3us, aen 1 Leucovorin — 400 mg/m2 1.V. 2- yacoBa
uHdy3us, nen 1 Fluorouracil —400 mg/m2 1.V. 6onyc, nen 1 Fluorouracil - 2400 mg/m2 1.V. 46-4acoBa
uHOY3HS

[ToBTOpenue npe3 14 nHu.
FOLFOX7

Oxaliplatin — 130 mg/m2 1.V. 2-uacoBa undys3us, aex 1

Leucovorin — 400 mg/m2 1.V. 2-gacoBa undysus, aex 1 Fluorouracil — 400 mg/m2 1.V. Gonayc,
nenl

Fluorouracil - 2400 mg/m2 1.V. 46-4yacoBa unby3us
[ToBTOpenue npe3 14-21 guu.

FOLFIRI + Cetuximab (mpu tymopu cRAS-WT; pexum Ha u300p mpu TyMOPH C IIbPBUYHA
nokanu3anus B JisB KosioH) FOLFIRI

+ Cetuximab — 400 mg/m2 1.V. nocineasano ot 250 mg/m2 1.V. cexmuuno, umu 500 mg/m2 I.V. nen 1.
[ToBTOpenue npe3 14 nuu.

FOLFIRI + Panitumumab (nipu tymopu ¢ RAS WT)

Irinotecan — 180 mg/m2 1.V. 30-munytHa undy3us, aed 1 Leucovorin — 400 mg/m2 1.V. 2- qacosa
undyswus, aen 1 Fluorouracil — 400 mg/m2 1.V. 6onyc, nex 1

Fluorouracil — 2400 mg/m2 1.V. 46-yacoBa uHdy3us

+ Panitumumab — 6 mg/kg L.V., nen 1
[ToBTOpenwue npe3 14 guu. A0 mporpecust
FOLFIRI + Bevacizumab

FOLFIRI

+ Bevacizumab — 5 mg/kg I.V., nen 1
[ToBTOopenue npe3 14 nHu.

[Mpunoxenue Ha Bevacizumab ce npenopbuBa U Clie/l IbpBa MPOrpecksi Ha KOMOMHAIUATA MY C
XUMHOTEpAIeBTUYECH PEXHUM OT IIbpPBa JHHHUS, T.€. TOKa3aH € 3a MPOb/KaBaHE B KOMOWHAIIHS C
XUMHOTEPAIeBTUYCH PEXHM OT BTOpa JIMHHS, MPENopbuBa ce JieueHHeTo ¢ Bevacizumab na
IPOABIDKU 110 Tiporpecus. Bevacizumab ce mpunara npu Tpera JIMHUS XUMHOTEpAIus, KOSTO € B
xomOunarnums ¢ Trifluridine/Tipiracil*.

FOLFOXIRI + Bevacizumab
Irinotecan — 165 mg/m2 1.V. nen 1 Oxaliplatin — 85 mg/m2 1.V. aen 1 Leucovorin — 400 mg/m2 -
ILV.neu 1



5-Fluorouracil — 1600 mg/m2 24-yacoa |.V. undysus, aen 1, 2

+ Bevacizumab — 5 mg/kg 1.V., npu nporeknus ¢ G-CSF. [ToBropenue npe3 14 nuu, 6 mecena.

IFL + Bevacizumab

Irinotecan — 125 mg/m2 L.V., auu 1, 8, 15 u22
Leucovorin — 20 mg/m2 LV., auu 1, 8, 15 n22
Fluorouracil — 500 mg/m2 L.V., aau 1, 8, 15 u 22
Bevacizumab — 5 mg/kg I.V., mau 1 u 15
[ToBTOpenwue npe3 42 nHu.

[Tpunoxxenue Ha Bevacizumab ce mpenopbyBa U Clie]] MbpBa Mporpecus Ha KOMOWHAIUATA MY C
XUMHOTEPAIEBTUYCH PEXHUM OT ITbpBa JIMHHUSA, T.€. IOKa3aH € 3a MPOJIbJDKaBaHEe B KOMOMHAIUS C
XMMHOTEPAIIEBTUUCH PEXHUM OT BTOpa JIMHUS, TpernopbuBa ce JjedeHuero ¢ Bevacizumab na

MPOABJIKH J10 TIPOrPECHS.

CapeOX + Bevacizumab

Oxaliplatin — 130 mg/m2 I.V., nen 1

Capecitabine — 2000 mg/m2 P.O. nueBHo, auu 1-14
+ Bevacizumab — 7.5 mg/kg 1.V, nen 1
[ToBTOpenue npe3 21 naHu.

CaplIRI + Bevacizumab

Irinotecan — 200-250 mg/m2 1.V., nen 1 (80 mg/m2 1.V., mau 1 u 8)
Capecitabine — 1500-2000 mg/m2 P.O. axeBHo, auu 1-14

+ Bevacizumab — 7.5 mg/kg I.V., nen 1

IToBTropenue mpe3 21 auu.

Benexxka: Ilpu no6assHe Ha Bevacizumab kM pesxuma nosara Ha Irinotecan e 200 mg/m2, a Ha
Capecitabine — 1600 mg/m?2.

Capecitabine — 2500 mg/m2 P.O. nueBHo, auu 1-14
IToBTropenue npe3 21 nuu

Cetuximab- u Irinotecan-6asupanu pexxumu

Mitomycin C + Fluorouracil

Mitomycin C — 8 mg/m2 1.V., nen 1 (npe3 42 nuu)
Fluorouracil — 425 mg/m2 1.V., nau 1-5 (npe3 3 cenqmurin).

II'bpBa IMHMA UMYHOTEpanusA (MPH MeTACTATHYHA 00J1ecT)

Pembrolizumab - 200 mg 1.V. na Bceku 3 cemmuru wim 400 mg 1.V. Ha Bceku 6 cenmuiiy, aeH 1
IIPU BB3PACTHHU 32 JICUYCHHE OT II'bPBA JIMHHUS Ha METACTaTUYEH KOJOPEKTalleH KapIIMHOM C BHCOKa
MuKpocarenuTHa HectabmnHocT (MSI-H) win nedpuuut B MexaHM3Ma 3a BH3CTaHOBSIBaHE Ha



HecwoTBeTcTBUsATA HA JJTHK (AIMMR) npu BB3pacTHu.
[TpoxbmkaBa 10 IPOrpecHs UM HEMPUEMIIMBA TOKCUYHOCT. [Ipy KITMHUYHO CTaOWMITHU MAIMEHTH C

II'bPBOHAYAIIHU JAHHU 32 IPOTpeCcHsl Ha 3a00JIIBAHETO € IPENOPBUUTEIHO JIEYEHUETO Ja IPOABIIKH,
JI0KaTo MporpecusTa Ha 3a00JsIBAaHETO HE CEe OTBBP/IU.

15.4. Tloaabp:kamia Tepanus
HasnauaBa ce mpy MeTacTaTHUEH KOJIOPEKTAJICH KapIIMHOM 03 TIPOrpecus clie/ MbpBa JTUHUSL.

Capecitabin +Bevacizumab

Bevacizumab — 7.5 mg/kg 1.V. nen 1 Capecitabine — 2000 mg/m2 P.O. neul- 14 IToBropenue mpe3
21 nHU, 10 IpOTpeCHsl.

Bevacizumab + 5FU/

Bevacizumab — 5 mg/kg 30 -90 mum. i.v. gen 1

Leucovorin 200 mg/m2 i.v., 2 yacoBa un¢y3us, 1uu 1 u 2

Fluorouracil 600 mg/m2 i.v. , 22-yacosa undysusi, aaul u 2 [ToBTopeHne Ha 2 CEIMHUITHA

Cetuximab (npu tymopu ¢ RAS WT) — 250 mg/m2 1.V. ceamuuno wim 500 mg/m2 1.V. npe3s 14
JIHU JI0 TIPOTPECHSL.

Panitumumab (mpu Tymopu ¢ RAS WT) — 6 mg/kg 1.V. npe3 14 nuu 10 nporpecusi.

15.5. Bropa iuHMS XUMHOTepaNus

Cnen FOLFOX ce mpeekmouBa Ha FOLFIRI + Bevacizumab unmu CaplRI £ Bevacizumab.
Cnen FOLFIRI ce mpeBkirousa Ha FOLFOX + Bevacizumab wiu CapeOX + Bevacizumab.

Irinotecan + Cetuximab (mpu Trymopu ¢ RAS WT, nporpecupaiu B xoaa Ha Irinotecan-
0azupaH pe:KUM HJIH 10 3 Mecella cJie]] Hero)

Irinotecan — 180 mg/m2 1.V., nen 1

Cetuximab — 400 mg/m2 1.V. nocneasano ot 250 mg/m2 1.V. cenmuuno, uir 500 mg/m?2
1.V., nenl

[ToBTropenue npe3 14 guu.

FOLFIRI + Panitumumab (mpu tymopu ¢ RAS WT) FOLFIRI (Bu:x 1. 1V.9)

Panitumumab — 6 mg/kg I.V., nen 1
[ToBTOpenue npe3 14 nuu,n0 nporpecust

FOLFIRI + Aflibercept (caex Oxaliplatin-6asupana mbpBa Junusi) FOLFIRI (Buk T.
1V.9)

Aflibercept — 4 mg/kg 1.V.
[ToBTOpHUE npe3 14 nHu.




FOLFIRI + Ramucirumab (cmex mbppBa aunms ¢ Bevacizumab, Oxaliplatin uwam
¢ayoponupumuaun) FOLFIRI

Ramucirumab — 8 mg/kg I.V. nen 1
[ToBTOpenwue npe3 14 nHu.

Mitomycin C + Fluorouracil

Mitomycin C —8 mg/m2 L.V., neu 1 (pe3 42 nun)
Fluorouracil — 425 mg/m2 1.V, nau 1-5
[ToBTOpenue npe3 21 guu.

Cetuximab (npu tymopu ¢ RAS WT, ciien Oxaliplatin- uiu Irinotecan-6a3zupana nmbpBa JIMHMSI)
— 250 mg/m2 L.V. cenmuuno wiau 500 mg/m2 L.V, nen 1
IToBTOpenue npe3 14 nuu.

[Ipy CHHXPOHHM U METaxXpOHHM UEPHOAPOOHM MeTacTa3u ce MpOoBeXaa IperolepaTuBHa
XUMHOTEpanusl ¢ 11eJ KOHBEPCHs KbM pe3ekTaduiHocT. [IpeanounTa ce 4-meceuHo NpuiiokeHne Ha
FOLFOXA4.

HNmyHoTepanus npu nporpecusi Ha nNpeaxoaHa ¢GpuyoponupuMHINH-0a3MpPaHa KOMOMHUPAaHA
Tepanus ¢ BUCOKa MuUKpocaTteuTHA Hectaduianoct (MSI-H) nwim nepuuur B MexaHusMma 3a
Bb3CTaHOBsIBaHe HA HechoTBeTcTBUATA HA JIHK (AMMR) npu Bb3pacTtau

Pembrolizumab* karo monotepamnus - 200 mg V. Ha Bceku 3 ceamurm wiu 400 mg 1. V. Ha Bceku
6 ceAMUIM TPU HEONEePaOMJICH MM METAaCTaTHYCH KOJOPEKTAJICH KapLUUHOM CIIeN MPeaxoaHa
(ryoponupuMuInH-6a3upana KOMOMHHUPaHa TepaIus Ha METACTATUYCH KOJIOPEKTAICH KapIIUHOM C
BHCOKa MUKpocaTenuTHa HectabmiHocT (MSI-H) i gedunmt B Mexann3ma 3a Bb3CTaHOBSIBaHE Ha
HecboTBeTcTBUATA Ha JIHK (AMMR) nipu BB3pactHu.

Jleuenuero ¢ Pembrolizumab npoabmkaBa 10 mporpecust WiM HempueMinBa TOKcHYHOCT. [lpu
KJIMHAYHO CTaOWJIHM TAalHMeHTH C IThPBOHAYAIHW JAaHHU 3a Tporpecuss Ha 3a00NsIBaHETO €
HPENOPBHUUTENTHO JICYEHUETO J]a MPOABIIKH, JOKATO MPOrpecusiTa Ha 3a00IsIBAHETO HE Ce IOTBBP/IU.

15.6. Tpera JIMHUSA XUMHOTEPAIIH

Trifluridine/tipiracil* e mokasan B komOuHarus ¢ bevacizumab 3a neueHne Ha Bb3pacTHH MAlMEHTH
¢ MeracratuueH KosiopektaneH kapuuHoMm (KPK), xouto mpenu TOBa ca JeKkyBaHU C JBE
NPOTHBOPAKOBU CXEMH, BKJIIOUUTEIHO Oa3upaHu Ha (DIyopONHUPUMHINH, OKCATUIUIATHH U
UpHHOTEKaH xuomuorepanuu, anThu-VEGF cpencrsa u antu-EGFR cpencraa.

Trifluridine/Tipiracil e moka3aH kaTo MOHOTepamus 3a JieYeHHE HAa BB3PACTHH MAIMEHTH C
METacTaTUYeH KOJIOPEKTaJIeH KapIIMHOM, KOUTO MPEAM TOBA ca JIEKYBaHU WM ca OWJIM CUETEHHU 3a
HENOJIXO/ISIIN 32 JISYEHHUE C JOCTHITHUTE TepaIluy, BKIIOUUTEIHO 0a3upaHu Ha (GIyoporupuMHINH,
OKCAQJIMIIJIATHH U UPUHOTEKaH XxuMuotepanuu, antu-VEGF cpeacrsa u antu-EGFR cpexncrsa.

15.7. TlopeaHu JIMHMHU CHCTEMHA Tepanus

[Ipunara ce mpu moxOpanu 607HU B 100po 001110 cheTosinue (PS) cnopen mpeaxoaHo neuenue (cien
¢nyoponmupumuaus, Oxaliplatin- wnam  Irinotecan-cbabpxam pexXuMu) H  OMOJIOTHYHA



XapaKTepUCTHKA HATYyMOpa.

TaprerHa Tepamnus 3a MaMEHTUTE, KOUTO ca TOJYyYnIU Ha mbpBa JIuHUA aHTH-EGFR uaxubutropu
(Bb3CTaHOBSBA CE YYBCTBUTEIHOCTTA KbM Te3U areHTH) - aHTH-EGFR unxuéurop B komOnnanms
¢ Irinotecan B /1031 OT mbpBa WM BTOPA JIMHUA.

Momnotepanus Panitumumab (ripu tymopu ¢ RAS WT) — 6 mg/kg 1.V, npe3 14 nuu, 10 nporpecus.

[Ipu manmenTn, Kouto He ca moiydaBaid aHTU-EGFR wHXuOuTOp, HO M MpH TE3U, KOUTO ca
nony4aBanu Cetuximab Ha mbpBa JMHUSA - Ipuiara ce Panitumumab

Cetuximab (pu Tymopu ¢ RAS WT) — 400 mg/m2 L.V. nen 1, nociensano ot 250 mg/m2
I.V. cenmuuno mmm 500 mg/m2 LV. gen 1

[ToBTOpenue npe3 1411u.
Regorafenib — 160 mg P.O. aueBno, aum 1-21
[ToBTOpenue npe3 28 1HU.

Trifluridine/tipiracil — 2 x 35 mg/m2 (ue noseye ot 80 Mg Ha mo3a) P.O. aueBHo, quu 1-5 u 8-12
[ToBTOpeHue npe3 28 aHu.

[TpusaraT ce MOHOTEpAIMK WK pa3nnyau kombuHanuu ¢ Capecitabine, Mitomycin C,
Fluorouracil/Leucovorin, Oxaliplatin, Irinotecan.

Hamane na BRAF V600 myramus

Encorafenib+Cetuximab

Encorafenib B komOuHanus ¢ nerykcumab 3a JieueHHe Ha BB3PACTHU MAIMEHTH ¢ MEeTACTATHYEH
Kkojopekrajied kapunHoMm (KPK) ¢ BRAF V600E myraums, KouTo ca JleKyBaHU IIPEeIn TOBA ChC
CHCTEMHA Teparusi.

[Ipenopwruntennara go3a encorafenib e 300 mg (ueTupu Karcynu ot 75 mg) BEAHBK JHEBHO, KOTaTO
ce u3Mmoi3Ba B KomMOuHaius ¢ cetuximab 5 mg Tegafur/4,35 mg Gimeracil/11,8 mg Oteracil. [Tpu
METacTaTU4YeH KOJIOPEKTAJIeH pakK, KaTo MOHOoTepamnus WM B KomOuHanmsa c Oxaliplatin umu
Irinotecan, cbc nnm 6e3 Bevacizumab, 3a 1eyeHue Ha MAIMEHTH ¢ METACTaTUYEH KOJIOPEKTAIEeH pakK,
32 KOMTO € HEBb3MOXKHO MTPOBIDKaBaHE Ha JICYUEHUETO C APYT (pIyoponupuUMHINH, TOPaIUd CUHAPOM
pbKa-Kpak WIN ChPJEYHO-ChI0OBA TOKCUUHOCT, KOSITO CE NMPOSABSIBA B aJI0OBAHTHA MJIM METaCTaTUYHA
cpena.

* Monotepanust 30 mg/m2 (MU3pa3eno xato ceabpxanue Ha Tegafur) b.i.d. nuu 1 - 14 ¢ may3a ot
enHa ceqmuna (£ Bevacizumab 7,5 mg/kg B nen 1)

* KomOunupana tepanus 25 mg/m2 (U3pazeno kato chabpkanue Ha Tegafur ) b.i.d. nau 1 - 14 ¢
nay3a oT eaHa ceamuiia u Oxaliplatin b,c,d 130 (mg/m2) wnu Irinotecan, d 150-225f (mg/m2)".

15.8. XpoHomoayMpaHa Tepanus

CxeMHu Ha XpOHOMOJY/JIHPAHA XMMHOTEPANUs PH KOJIOPEKTAaleH KAPLHUHOM

ITpunoxenne Ha Capecitabine (Fluorouracil) u Oxaliplatin




JIvuexumuomepanus npu 1okaino asarcupai kapyunom (cT3-4 unu cN1-2)
e Capecitabine — 1600 mg/m2 P.O., Beuep B 21 yaca, auu 1-33 (B IHUTE C JIbUCIICUCHHE).

Ipu XELOX 6 aowsanmen uiy memacmamuier nid

e Capecitabine — 2000 mg/m2 P.O., Beuep B 21 4aca, ¢ MK Ha KOHIEHTpalysTa B 4 yaca
CyTpuHTa, 1HU 1-14.

e Oxaliplatin — 130 mg/m2 L.V., mexny 14 u 18 gaca, ¢ nuk Ha KOHIEHTpausTa B 16 yaca,
ned 1.

[ToBropenue mpe3 21 auu.

Ipu memacmamuuen xoaropexmanen kapuurnom- xpono-FFLOxaliplatin + Fluorouracil +Leucovorin

e Fluorouracil — 700 mg/m2, I.V., mexmxy 22 u 10 gaca, qau 1- 5.
e Oxaliplatin — 25 mg/m2, L.V., mexny 10 u 22 yaca, qau 1- 5.
e Leucovorin- 300 mg/m2, I.V., mexny 22 u 10 gaca, guu 1- 5.

[ToBTrOopenwue Ha 21 nHu.

15.9. YepHoapoOHa HHTPaapTepHaIHA XMMUOTEPANUS PU MeTACTATHYEH
KOJIOPeKTAJIeH KAPIUHOM € YepHOAPOOHU MeTacCTa3H

[Ipunoxxenuero Ha uepHOApOoOHA HMHTpaapTEepUaIHA XUMHUOTEpaIlus Ce€ MPOBEXKIa B
CIECLIMAITM3UPAHU LIEHTPOBE, B KOHTEKCTA HA MYJITUIMCIUIIJIMHAPEH €KHII, KOWTO BKIIFOYBA EKCIIEPTH
B XermaToOuJuapHaTa XUPYpPrus, MEIUIIMHCKATa OHKOJIOTHS, UHTEPBEHIIMOHATHATA PaJUOJIOTH,
00y4YeHU MEAUITMHCKUTE CECTPU U HYKJICAPHU MEIUIIN.

UMA B xoMOuWHaIusi ChC CHUCTEMHa Tepamus TpsOBa ga ce oOmuciu mpu mamuentu ¢ KPK ¢
HeonepadbuIIHU YepHOAPOOHU METacTa3!, KOUTO Ca MPOrpeCcCUpaliv MPU CUCTEMHO JICYeHHE Ha IbpBa
Y BTOpa JIMHUA. B nmombiaHeHue, yepHoApoOHATa HHTpaapTepHaliHa XUMUOTEpanusiTa € mIpueMiInBa
KaTo JIeYeHHE OT I'bpPBA JUHUS MPU MAIUEHTH C MIbPBUYHO HEOMEPaOWIHU YEpPHOAPOOHU JIe3UH.
UMA wne ce mpemopbuBa MpU EKCTpaxernarajgHa OOJECT H3BbH KOHTEKCTAa HAa KIMHUYHOTO
M3NUTBaHe. XUMHOTEpANUsATa ¢ YePHOAPOOHO MHTpaAPTEPUATHO MPHIIOKEHUE B KOMOUHAIIMS ChC
cUCTeMHa Tepanus € omnius 3a n3dpanu nanuentu ¢ KPK ¢ pesenupanu yepHoapoOHH Jie3un.

15.10. KoMOuHHpaHM CcXeMH Ha CHCTEeMHAa M 4YepPHOAPOOHA HHTpPaapTepHaIHA
XHMHUOTEPANHSA NPH KOJOPEKTAJeH KAPUMHOM C YePHOAPOOHHM MeTacTa3u

[IpunoxkeHre Ha HHTpaapTepuanteH MoHo- (ayopyparui (3-6 Kkypca)
Fluorouracil — 250mg/m2, uarpaaprepuanen nopt (IA.P.), nau 1-5
IloBTOpEeHME Ha 28 AHMU.

HuTtpaaprepranHo npuiaoxenue Ha Levcovorint Fluorouracil (3-6 xypca)
Leucovorin — 20 mg/m2 , IA. P, auu 1-5

Fluorouracil — 250 mg/m2 , 1A.P, muu 1-5

IToBTOpeHnue npe3 28 aHMU.

HWaTtpaaprepuanuo npuinoxenne Ha De Gramont (3-6 xypca)




Leucovorin — 200 mg/m2 IA.P. 2-4acoBa undy3us, 1au 1 u 2
Fluorouracil — 400 mg/m2 IA.P. 6onyc, aau 1 u 2

Fluorouracil — 600 mg/m2 1A.P. 22-4yacoBa un¢y3us, nau 1 u 2
[ToBropenue mpe3 14-21 nuu.

WnTpaaprepuanto npusoxkenne FOLFOX4 (3-6 xypca)
Oxaliplatin — 85 mg/m2 IA.P. 2-yacoBa undys3us, neH 1
Leucovorin — 200 mg/m2 1A.P. 2-uacoBa undy3us, 1au 1 u 2
Fluorouracil — 400 mg/m2 IA.P. 6onyc, nau 1 u 2

Fluorouracil — 600 mg/m2 1A.P. 22-4acoBa undy3us, aau 1 u 2
[ToBTOopenue npe3 14-21 nuu.

Untpaaprepuanno npunoxenue Ha FOLFIRI (3-6 kypca)
Irinotecan — 180 mg/m2 IA.P. 30-MunyTtHa undy3us, acH 1
Leucovorin — 400 mg/m2 IA.P. 2-yacoBa undy3us, neH 1
Fluorouracil — 400 mg/m2 IA.P. 6omnyc, aen 1

Fluorouracil — 2400 mg/m2 IA.P. 46-4acoBa undy3us
[ToBTOpenue npe3 14-21 guu.

Hutpaaprepuanno npunoxenne FOLFOX4 + Panitumumab (mpu Tymopu ¢ RAS WT)
FOLFOX4

Panitumumab — 6 mg/kg IA.P., nen 1

[ToBropenue mpe3 14- 21 nuu.

Hurpaaprepuanno npunoxenne FOLFOX4 + Cetuximab (mpu tymopu ¢ RAS WT)
FOLFOX4

Cetuximab — 400 mg/m2 IA.P. nmocnenBano ot 250 mg/m2 IA.P. cenmuuno
[ToBTOpenue npe3 14- 21 nuu.

FOLFIRI + Panitumumab (mipu Tymopu ¢ RAS WT)
Irinotecan — 180 mg/m2 1A.P. 30-MunytHa undy3us, aex 1
Leucovorin — 400 mg/m2 IA.P. 2-yacoBa undy3us, neH 1
Fluorouracil — 400 mg/m2 IA.P. 6onyc, aeH 1

Fluorouracil — 2400 mg/m2 IA.P. 46-4acoBa undy3us
Panitumumab — 6 mg/kg IA.P., nen 1

[ToBTopenue npe3 14- 21 nam.

FOLFIRI + Cetuximab (mmpu tymopu ¢ RAS WT): FOLFIRI
Cetuximab — 400 mg/m2 IA.P. mocnenBano ot 250 mg/m2 IA.P. cenmuuno
IToBTOpenue npe3 14 -21 nHu.

WnTpaaprepuanto npuioxenue Ha Oxaliplatin u untpaBenosen De Gramont (3-6 xypca)
Oxaliplatin — 125 mg/m?2 IA.P. , 2 yacoBa un¢ysus, nex 1

Leucovorin — 200 mg/m2 1.V. 2-4acoBa undy3us, qau 1 u 2

Fluorouracil — 400 mg/m2 1.V. 6oxyc, nau 1 u 2

Fluorouracil — 600 mg/m2 1.V. 22-4yacoBa undy3us, nau 1 u 2 (Bapuast 1)

Fluorouracil — 2400 mg/m2 1.V. 48-yacoBa undysus, nau 1 u 2 (Bapuant 2- moaudunupanDe
Gramont)




[ToBTOpenwue npe3 21 muu.

HuTtpaaprepuanao npuioxenne Oxaliplatin + maTpaBeHo3nu Leucovorin + Fluorouracil+/-
Cetuximab (rpu Tymopu ¢ RAS WT) (3-6 xypca)

Oxaliplatin — 125 mg/m2 1A.P. 2-yacoBa undy3us1, aeH 1

Leucovorin — 200 mg/m2 1.V. 2-qacoBa undy3sus, 1au 1 u 2

Fluorouracil — 400 mg/m2 1.V. 6onyc, nau 1 u 2

Fluorouracil — 600 mg/m2 1.V. 22-yacoBa undy3zus, nau 1 u 2
Cetuximab — 400 mg/m2 1.V. mocaeasano ot 250 mg/m2 1.V. ceamuuno
[ToBTOpenue npe3 21 guu.

WnTpaaprepuanno npunoxkenue Oxaliplatin u uaTpaBeHo3nu Leucovorin + Fluorouracil +/-
Bevacizumab (upu tymopu ¢ RAS MT)

Oxaliplatin — 125 mg/m2 1A.P. 2-4acoBa un¢y3us, aeH 1

Leucovorin — 200 mg/m2 1.V. 2-4acoBa undy3us, 1au 1 u 2

Fluorouracil — 400 mg/m2 L.V. 6onyc, nuu 1 u 2

Fluorouracil — 600 mg/m2 1.V. 22-4acosa undy3us, qau 1 u 2

Bevacizumab — 5 mg/kgl. V., nen 1

[ToBTropenue mpe3 21 guu.

Uurpaaprepuanto npunoxenue Ha Oxaliplatin u untpasenosno FOLFIRI (3-6 xypca)
Oxaliplatin — 125 mg/m2 1A.P. 2-uacoBa undy3us, aex |

Irinotecan — 180 mg/m2 1.V. 30-munytHa uadysus, aeH 1

Leucovorin — 400 mg/m2 1.V. 2-yacoBa undy3us, aeH 1

Fluorouracil — 400 mg/m2 1.V. 6omyc, aen 1

Fluorouracil — 2400 mg/m2 1.V. 46-4acoBa undy3us

IToBTOpenue npe3 21 nHu.

Hntpaaprepuanno npusioskenne Ha Oxaliplatin + Irinotecan + Fluoruracil u UHTpaBeHO3HO
Cetuximab (npu Tymopu ¢ RAS WT) (3-6 kypca)

Oxaliplatin — 85 mg/m2 1A.P. 2-uacoBa undy3us, neH 1

Irinotecan — 180 mg/m2 IA.P., 2-yacoBa undy3us, aeH 1

Fluorouracil — 2800 mg/m2 IA.P. 48-uacoBa undys3us, aex 1

Cetuximab — 400 mg/m2 1.V. nocnensano ot 250 mg/m2 1.V. cenmuHO

IToBTOpenue npe3 21 nHu.




KAPIIMHOM HA TBHKUTE YEPBA

XUMHUOTEpamnus ce mpujiara camo Mpu HHONepaOUIIeH WM METacTaTHUYCH CTaAuK Ha OoJjecTTa u ce
IIPOBEXJa CIOPE] NPUHIUIINTE HA CUCTEMHOTO NMPOTUBOTYMOPHO JIEYEHHUE HAa METacTacTaTH4eH
KapIIMHOM Ha /1e0eJI0TO U PaBOTO YEPBO.



16. KAPHMHOM HA AHYC

16.1. JIbuyexuMuoJieyeHHE MPHU JOKAIHU3MPAH KAPLUHHOM

Fluorouracil + Mitomycin C

Fluorouracil — 500-1000 mg/m2 1.V., npoxbiokurtenta uadysust, 101 1-4 u 29-32
Mitomycin C — 10 mg/m2 1.V. 6onyc, aau 1 u 29.

Mitomycin C + Cisplatin + 5-FU + JIT

Mitomycin C 12 mg/m2 i.v. obuia no3a 20 mg nen 1

Cisplatin 60 mg/m2i.v. 1-29 [T

5-FU 1000 mg /m2/d i.v. npoabiokurensa nadysus 1-4 nen na 1 ceqmuna u 29-32 nen JIT
50.4 Gy 28 nau

Mitomycin C + Cisplatin + JIT

Cisplatin 25 mg/m2i.v 1,8,15,22 ]I
Mitomycin C 10 mg/m2 i.v. 1]
JIT 36 Gy 20 dpakuun

Cren 2 ceqmurm mociaensano ot Cisplatin 25 mg/m2 i.v. 43,50,57 J]
Mitomycin C 10 mg/m2 i.v. 43]]
JIT 23.4 Gy 13 ppakuuu

16.2. XumuoTepanusi Npu MeTacTaTU4HA 0OJIeCT

Cisplatin + Fluorouracil

Fluorouracil — 500-1000 mg/m2 1.V., nau 1-5
Cisplatin — 100 mg/m2 1.V., npoxbiokutenta uadysus, n1eH 2
[ToBTopenue mpe3 28 aHu.




17. HEBPOEHAOKPUHHHU TYMOPU

[IpencrasnsaBar rpyna OT TyMOPH C pa3JIMYHA JOKAIU3ALUs U KIMHUYHO POTHYAHE.

BxitouBa  criegHMTE  BHJIOBE:  KAapUMHOMIHH, IIAaHKpEacHH, OT HaaObOpeuyHa kiesa,
deoxpoMonUTOM/IIaparalranoM,  HUCKO  AudepeHuupan/IpeOHOKICThYEH,  MYJITHIUICHA
€HJIOKPUHHA HEOI1a3usl TUIl | ¥ TUI 2, ¥ HEBPOCHIOKPUHEH C HEM3BECTEH MPOU3XO/I.

JlekapcTBeHoTO JeueHne Ha Meracrasupaaure HET ce ompenmenss oT mpOrHOCTHYHUTE
XapaKTEepPUCTHKH Ha Tymopa. M300pbhT Ha TepamusiTa 3aBUCH OT CTEIEHTAa Ha TYMOpHa
mudepenunanus (G), nponudeparuBuara aktTuBHOCT (Ki 67%) u cTenenTta Ha pa3npocTpaHeHue Ha
METaCcTaTUYHUS MpoIieC (TYMOPHUS 00eM).

[Tpu pagukanHo onepupaHu TyMopu 0e3 oOpa3HM U OMOXMMHMYHH JAHHU 32 MEPCUCTEHIUS HE ce
pOBEXAa amoBaHTHO JiedeHue. [Ipu Bucokogudepennupannte (G1) Tymopu OGuorepanusiTa che
comarocroruroBu aHano3u (CCA) Okrpeorun - Octreotid LAR, kakTo u ¢ Lanreotide, Lanreotide
Autogel (uepeructpupanu B Bbirapus) e jedeHHe KaTO MOHOTEpAmusi Mpu OaBHOHAPACTBAIIN
TYMOPH B MeTacTaTHueH craanii. COMaTOCTaTHHOBHUTE aHAJO3U C OBP30 JEWCTBHE U YIBIDKEHO
0CBOOOX/1aBaHE Ca OCHOBHHU IIPU JICYEHHETO HA KapUUHOWIHUS CHHAPOM M B CIy4aWTe Ha
npezonepaTiBHa noArotoBka Ha ¢ynkuuonupamu HET. B cmyuyante Ha panHa mporpecus (<6
MecC.) XUMHOTEepanusITa € OCHOBEeH MeToJ Ha u30op. KomOmHmMpanata OuoJOTHYHA Tepamus
(Octreotid LAR) u TapreTHa Tepamnusi ce MpernovnTa Ipyu TYMOPH € T0-0aBHA MPOrpecHsl.

Xumnorepanuara ce npenopbuBa npu meracrazupain HET G2 u HET G3, He3aBucumo ot
nokanuzanusTa u npu Ki 67% nam 2% .

He ce nmpenoppuBa npu kiacuueckute kapruHonau G1 mopaau teparneBTudeH oTroBop moa 15%.

TapreTHuTe Tepanuu ChIIO HAMUPAT NPWIOKEHUE B cucTeMHOTO JiedeHne Ha HET. Knuauuna
epexTUBHOCT Tyk ca nokazand mTOR uaxuOutopsT Everolimus 1 MynTUKUHA3HUAT UHXUOUTOP
Sunitinib.

17.1. XumuoTepanusi Npu HeMeTacTaTH4Ha 0oJiecT

17.1.1. KapumMHOWIHA TYMODH

XumuoTtepanus ce o0Chxk/1a pu OpoHXHallHA U TUMYCHA JIokanu3anus. [Ipuara ce cnen pesexuus
Ha TUMYCHHM TYMODPH C JIOKOPETMOHAIHO PA3MpPOCTPaHEHHE W NMPU OPOHXHATHH TYMOPH C HHUCKA
crerneH Ha Audepenunanyst — G2 u G3.

Cisplatin (Carboplatin) + Etoposide

Cisplatin — 60 mg/m2 (Carboplatin AUC4-5) 1.V., nen 1
Etoposide — 100 mg/m2 I.V., qau 1-3
[ToBTOpenwue npe3 21 mHM.




17.1.2. HeBpoeHOIOKPUHHEN TYMODH OT HaIO0BO0peyHa Kiie3a

XumuoTepanus ce Ipuiara ciej onepanus Ha aJpeHalleH KapLUHOM C HHUCKa CTENeH Ha
mudepenmmanuss — G2 u G3 wim npu HeomepaOWIIEH TyMOp, HE3aBHCHMO OT CTENEHTa Ha
nudepeHIHAIIHS.

O-P-DDD (Mitotane, lysodren) — 2 g P.O. aueBHo, yBenu4aBane 10 4-6 g P.O. qHeBHO (MHHUMYM
3 Mecera); Mpu XOpMO- HOAKTHBHH TYMOPH C ITPOSBH HA CHMIITOMATHKa.

17.1.3. PeoxpomMoMTOM/IIAPArAHTIINOM

He ce IIpOBEKIa XUMUOTCpaIIs.

17.1.4. HuckonudepeHumpany TYMOpU Wiy npedHoKIeThYeH (HebenoapobeH) KapiMHoM

Cnen xupyprus wWid Ipud HeomnepaOWwiIeH TyMoOp ce I[pujara XUMHOTEpamus Karo 3a
IpeOHOKJIEThYEH KapLIMHOM Ha Osu1 Apo0, chueTaHa UK He C JTbyelleueHue.

Cisplatin + Etoposide

Cisplatin — 60 mg/m2 (Carboplatin AUC5-6) I.V., nen 1
Etoposide — 120 mg/m2 L.V., aau 1-3
[ToBTOopenue npe3 21 mHu.

17.2. XumuoTtepanusi npu MeTacTaTH4YHa 0oJiecT

17.2.1. KapumHOWIHA TYMODH

HasnauaBa ce Octreotide, He3aBUCHMMO OT HAJIMYME WM OTChCTBHUE HA KAPIIMHOWJCH CHHAPOM
(ipu TYMOpHU C IPOU3XO0J OT XpAaHOCMUIIATENIEH TPAKT U Osu1 Ap0o0):

Octreotide LAR — 30 mg I.M. (moBropenue npe3 28 quu).

Mouotepanust ¢ Everolimus* — 10 mg P.O. ngHeBHO (IpH KapUUHOWIHU TYMOPH C
0enoapoOeH MPOU3XO0.).

[Ipy Hanuuue Ha BUCLEpATTHU MeTacTa3u (4YepeH ApoO, Me3eHTEepHalHU JHUM(HU BbH3IIN)
JOI'BJIHUTEITHO ce 00CHKAaT 4-6 Kypca XUMUOTEpaIIus:

Dacarbazine — 1000 mg/m2 1.V., nen 1 [ToBropenue npe3 3 ceaAMHUIIH.

FDE 5-Fu 500 mg/m2 i.v. 1 go 3 nen

Dacarbazine 200 mg/m2 i.v. 1 o 3 aen Epirubicin30 mg/m2 i.v.1 no 3 nen

ITpe3 3 cenm. makc. 9 kypca



17.2.2. HeBpoeHOIOKPUHHEN TYMODH Ha XPAaHOCMIJIATEIEH TPAKT

Momnorepanus ¢ Octreotide LAR — 30 mg .M., npe3 28 quu (1ipu 4peBHUA TYMOPH).

Momnotepanus ¢ Everolimus — 10 mg P.O. aueBHO (IIpr HEBPOEHIOKPUHHH TYMOpH C
MAHKPEACeH WJIM YPEBEH MPOU3XON).

Octreotide LAR + Everolimus (1ipu HEBpOESHIOKPHHHH ITAHKPEACHU TYMOPH).
Octreotide LAR — 30 mg .M.

Everolimus — 10 mg P.O. nueBno, nuu 1-28
[ToBTOpenwue npe3 28 nHu.

ITpu mporpecust Ha Octreotide LAR u Hamuuude Ha BHUCIEpATHH METAacTasd ce OOCHKIAT
cieqHuTe U360opu: Sunitinib — 37.5 mg P.O. aueBHO, 6€3 TepaneBTUYHU MAY3H JI0 POTPECHUS.

Everolimus — 10 mg P.O. aueBHO, 10 IpOrpecwus.
Octreotide LAR + Everolimus

Octreotide LAR — 30 mg .M.

Everolimus — 10 mg P.O. aaeBHo, nuu 1-28
[ToBTOpeHue npe3 28 aHHU.

Everolimus — 10 mg P.O. nueBHo.

[lpy HamMuwie HA BHCHEPATHH METACcTa3u JIOMBIHHATEIIHO ce oO0ckxkmar 4-6 kypca
xumuotepanus: Cisplatin + Etoposide

Etoposide — 130 mg/m2 I.V., aau 1-3

Cisplatin — 45 mg/m2 L.V., nuu 2-3

[ToBTopenue npe3 21 nuu.

17.2.3. BTODa JIMHHUSA IIPU METACTaTUYHN HEBPOCHAOKPUHHN TYMOPH

17.2.4. HeBpoeHOOKPUHHY TYMODHU OT HAI0OBOpEeyHa xKiiesa

XuMHOTepanus ce mpuiara cliefl pe3eKIus Ha MbPBUUEH aipeHalleH KapIIMHOM U Ha METacTa3u
uu 6e3 HaTM4nue Ha XUPYPTHUs.

Cisplatin + Etoposide + Epirubicin

Cisplatin — 40 mg/m2 (Carboplatin AUC5-6) L.V., tiu 2 u 9



Etoposide — 100 mg/m2 L.V., aau 5-7 Epirubicin —30 mg/m2 L.V., nau 1 u 8

[ToBTopenue npe3 28 auu.

O-P-DDD (Mitotane, lysodren) — 2 g P.O. nueBHo, yBenuuaBane 10 4-6 g P.O. nHeBHO nipu

MOHUTOPHpAHE Ha MJJa3MEHUTE HUBA (MUHUMYM 3 MeceLa).

[ToBTOpenwue npe3 28 nHu.

17.2.5. ®eoxpomMoMTOM/IIAPArAHTIIUOM

Oo6cwxaar ce 4-6 Kypca XUMHOTEpanusl.
Cyclophosphamide + Vincristine + Dacarbazine

Cyclophosphamide — 750 mg/m2 1.V., nen 1 Vincristine — 1.4
Dacarbazine — 600 mg/m2 L.V., nau 1 u 2

[ToBropenue mpe3 21 guu.

mg/m2 1.V., neu 1



18. KAPIIMHOM HA SWYHWK, ®AJOIIUEBA TPbBA U
ITbPBUYEH IEPUTOHEAJIEH KAPIIMUHOM

XuMHOTEpanusl ce MPOBEXKJIa KaTo: aJlOBaHTHA MPU PaAJUKAIHO ONEpUpaHU OOMHH (BKJI. ChC
CHCTEMHA Ta30Ba U NapaaopTaiHa TMM(paAeHEKTOMHUS ), HEOaJIOBAaHTHA — IIPH JIOKAJIIHO aBaHCHPAIIH
UHOIIEepaOMIIHU OOJTHY U TepareBTUYHA — IIPH MeTacTaTHYHa 0OJIecT.

AnfoBaHTHa XMMHOTEpanus He ce mpoBexaa B cramuii [A, B ¢ BucokogudepeHmpanu TyMopu
(G1) u xucrosorusi, pa3IudHa OT CBETIOKICThYCH KAPIUHOM.

18.1. HeoagwBaHTHA XUMHOTEpANMs

Haznauara ce mpu FIGO craamii [1IC u V.

Carboplatin + Paclitaxel Carboplatin — AUC4-6 1.V., neu 1 Paclitaxel — 175 mg/m2 L.V., nen 1
[ToBTOpenue npe3 21 qHu.

Paclitaxel + Carboplatin + Bevacizumab Paclitaxel 175 mg/m2 iv. 3u. Uu¢ nen 1 Carboplatin AUC
4-6 iv. neH 1

Bevacizumab 15 mr/kr i.v. nen 1

Carboplatin + Docetaxel (mpu nemonocumoct kM Paclitaxel) Carboplatin — AUC 4-6 1.V, nen 1
Docetaxel — 75 mg/m2 I.V., nen 1

[ToBTopenue mpe3 21 guu.

18.2. AnmioBaHTHA XUMHOTepPANUs

18.3. Ilpwu cranmii IA, B (ymepeHo 1o nuckoaudepenuupanu rymopu — G2-3)
Mownotepanust ¢ Carboplatin AUC6 (Cisplatin — 100 mg/m2) 1.V., nen 1

[TosTopenue mpe3 21 nuu (4-6 xKypca).

18.4. TIpwu craauii IC u IIA (6 kypca)
B Ta3u kareropus ce BKJIHOYBA U XUCTOJIOTHS HA CBETJIOKIETHYCH KapPIIMHOM.
Mownotepanus ¢ Carboplatin AUC6 L.V. (Cisplatin — 100 mg/m2) I.V.

[ToBTOpenue npe3 3 ceaMuULHA.



Carboplatin (Cisplatin) + Paclitaxel

Carboplatin AUC4-6 I.V. (Cisplatin — 75 mg/m2 1.V.), nen 1
Paclitaxel — 175 (135 mg/m2) mg/m2 L.V., nen 1
[ToBTOpenue npe3 21 auwm.

Cp

Cyclophosphamide — 600 mg/m2 1.V., nen 1
Cisplatin — 75 mg/m2 1L.V., nen 2
[ToBTOpenue npe3 21 guwm.

benexxka: [Ipu 6omHu ¢ HapyiieHa 6b0pedna pyHKIUSA U CbC ChPACYHOCHI0BA OOJIECT
Cisplatin ce 3amens ¢ Carboplatin.

CarboC

Carboplatin AUC 4-6 I.V., nen 1
Cyclophosphamide — 600 mg/m2 1.V., nen 1
[ToBTOpenue npe3 21 axu.

18.5. II'bpBa JuMHHS XUMHOTEPANHUSI

IIpoBexkma ce 1mpu  OBPBHYHO aBaHcupana Oomect (cramwmii  1IB-1V) wwumm  cruen
MaKCHMaJHa/ONTHMaTHa BTOPUYHA [IUTOPEIYKTUBHA XUPYprus (MUHUMYM 6 Kypca).

Carboplatin (Cisplatin) + Paclitaxel

Carboplatin AUC4-6 (Cisplatin — 75 mg/m2) 1.V., nen 1
Paclitaxel — 175 mg/m2 3-uacoBa un¢y3usi, aeH 1 IloBropenue npes 21 nHu.

Carboplatin + Paclitaxel + Bevacizumab

Carboplatin — AUC6 1.V., nen 1

Paclitaxel — 175 mg/m2 I.V., nen 1

Bevacizumab — 15 mg/kg 1.V., nen 1 (neuenuero ¢ Bevacizumab npoxbikasa 15 mecera)
[ToBTopenwne npe3 21 gam (6 Kypca).

[Mopnwpikaiio eyenne ¢ Bevacizumab e nmpenopbUuTeIHO MPEAUMMHO TIPU MAIUSHTH 0e3
BRCA1/BRCA2 repMHHATHBHU WA COMATHYHH MYTAIHH.

MOHOTCpaHI/IH npu 0OJIHHM C MPOTUBOIIOKA3aHUS 3a TAKCAHU:

e Cisplatin — 100 mg/m2 L.V. nipe3 21 nuu.
e Carboplatin AUCG6 I.V. npe3 21 auu.
e Cyclophosphamide — 100-150 mg P.O. nueBHo, auu 1-25, npe3 28 nuu.



[Mogabpxamio neuenne npu aBancupai (craguit Il u IV no FIGO) BucokocTeneHeH enuTeiaeH pak
Ha SUYHULIUTE, paK Ha (aroNueBUTe TPHOU UM MbPBUYEH MEPUTOHEANIEH PaK

[Tpu narentu ¢ BRCA1/2 myranust (repMUHATUBHA W/HIIM COMaTUYHA), KOUTO Ca C MI'bJICH
WIA YaCTHYEH OTIOBOpP CJIE/ 3aBbPIIBAHE HA IbpBA JIMHUS XHUMHOTE panus Ha 0a3zaTa Ha
IUIaTUHA:

Olaparib 600 mg tabnetku aaeBHO, P.O, 10 mporpecus, HeMpUEeMIIMBa TOKCUYHOCT HIIH JI0
2 ronunu. [Ipn naumenTH ¢ JanHU 3a 3abo0isBane ciex 2 roauau Jedenuero ¢ Olaparib moxe
J1a IPOIBJIKU 110 MPEIeHKa Ha JICKyBaIlus JeKap.

[Tpu nanuenTu ¢ aepuuuT Ha XoMonoxHa pekomOunamus (HRD), kouto ca ¢ mbjieH Hiu
YacTUYEH OTIOBOP cje]l 3aBbpIIBAHE HA ITbPBA JMHUS XUMHUOTEpanus Ha 6a3ara Ha IIaTUHA
B KOMOMHanus ¢ OeBaru3ymao:

Olaparib 600 mg tabnetku aueBHo, P.O B komOunamus ¢ Bevacizumab 15 mg/kg Beaabx
Ha BCCKH 3 CEIAMHIIM, 10 MPOrpecHsi, HEMPHEMIIMBA TOKCHYHOCT WK 10 2 rofauHu. [Ipu
NAIUeHTH ¢ JaHHW 3a 3a0oisiBaHeTo cien 2 romuHu JjedeHueto ¢ Olaparib moxe na
HIPOABIDKM MO TPELCHKAa Ha JIeKyBamus Jiekap. I[IpOIb/DKUTENHOCT Ha JIeYCHHE C
Bevacizumab - wmakcumanHo 15 Mecena, BKJIIOYBAIM MEPUOJMTE B KOMOMHALUS C
XMMHOTEpAIHS U KaToO HOAIbPIKALIO JICUCHHE.

18.6. Bropa JuHuS XUMHOTepanus

18.6.1. ITpu mporpecus Ha OoJsiecTTa HaA 6 Mecela ciuel XuMuoTepanus, chabpaxkama paclitaxel.

[Ipunara ce CbIIUAT PEKUM.

18.6.2. IIpu oporpecus Ha Gonectra HaI 6 Mecela ciel XUMUOoTepanus, Hechabpxkaiia Paclitaxel

Cisplatin + Paclitaxel

Carboplatin + Gemcitabine

Carboplatin AUC4 L.V., ren 1
Gemcitabine — 800 mg/m2 I.V., quu 1 u 8

IToBTropenue npe3 21 guu.

18.6.3. [Ipu nporpecus Ha OosiecTra Hax 6 Mecela cliell JISYeHHE ¢ IUIaTUHA-0a3upad peXuM

Carboplatin + Gemcitabine + Bevacizumab

Carboplatin AUC4 1.V, nen 1
Gemcitabine - 1000 mg/m2 1.V., nau 1 u 8 Bevacizumab - 15 mg/kg 1.V., nen 1
[ToBTOopenue mpe3 21 auu (10 mporpecust).

Etoposide + Epirubicin




Etoposide — 100 mg/m2 L.V., nuu 1-3
Epirubicin — 60 mg/m2 L.V., nen 1
[ToBTOpenue npe3 21 auwm.

Ifosfamide + Paclitaxel

Ifosfamide — 1500 mg/m2 I.V., qau 1-3

Mesna — 400 mg/m2 I.V., B yacose 0, 4 u 8 cien Hayanoro Ha ifosfamide
Paclitaxel — 175 mg/m2 1.V., nen 1 IToBropenue npe3 28 mHM.

Etoposide + Ifosfamide/Mesna

Etoposide — 100 mg/m2 1.V., aau 1-3 Ifosfamide — 1000 mg/m2 I.V., aau 1-3 Mesna
—400 mg/m2 1.V, B uacose 0, 4 u 8 cien Hayanoro Ha ifosfamide [ToBropenue npe3
28 mHU.

[Mommwpxkamio siedenue ¢ Olaparib tabl. - 600 mg P.O. mHeBHO, 10 poOrpecus WM HEIPUEMIIUBA
TOKCHYHOCT. HasHauaBa ce 1mpd [ObJIHA WIM OaplMalHa pPEMHCHS Ha  CIUTEIeH
IUIATHHAYYBCTBUTEJICH OBapHaleH KapIHHOM, pak Ha (ajJonveBuTe TPHOW WM MIbPBUYEH
MIEPUTOHEAJICH PaK.

18.6.4. IIpu nporpecust Ha GoJiecTTa 1Mo 6 Mecela ciieq XMMHOTepaIus, Hecbabpxkaina Paclitaxel

[Mpunara ce Paclitaxel — 175 mg/m2 1.V. (moBropenue npe3 21 quu) wiu Paclitaxel — 80
mg/m2 L.V., nuu 1, 8, 15 u 22 npe3 28 quu
+ Bevacizumab — 10 mg/kg 1.V. nipe3 14 quu (10 mporpecus).

benexka: [1pu 6orect, pe3ucTeHTHA Ha MIaTUHA-0a3upanu pexxumu u/unm Paclitaxel, morar na ce
BKJIIOYBAT W JIEKAPCTBEHH IMPOAYKTH 1Mo (opMa Ha MOHOTEparus, 0e3 ChIIECTBEHA Pa3linKa B
e(EeKTUBHOCTTA, HO C pa3jInKa B TOKCUYHUS IPOQUIL.

18.6.5. ITpu mporpecus Ha OoJiecTTa IO 6 Mecera cliel XuMruoTepanusd, chabpxara Paclitaxel

Topotecan — 1-1.5 mg/m2 L.V., nuu 1-5
[ToBTOpenue nmpe3 21 nHu.

Ifosfamide — 1000 mg/m2 I.V., nuu 1-5, u Mesna — 400 mg/m2 1.V., B vacose 0, 4 u 8
cien Havanoro Ha lfosfamide
[ToBTOpeHME TIpe3 28 mHM.

Etoposide — 100 mg/m2 1.V., nau 1-5
[ToBTOpenue npe3 28 nHM.

Cyclophosphamide — 100-150 mg P.O. nueBHo, nuu 1-25
[ToBTOpenue npe3 28 mHu.

Vinorelbine —25mg/m2 I.V., tau 1 u 8

[ToBTopenwue npe3 21 mHM.




Gemcitabine — 800-1250 mg/m2 L.V., nau 1 u 8 (15)
[ToBTOpenue nmpe3 28 nHu.

Topotecan + Bevacizumab

Topotecan —4 mg/m2 LV., quu 1, 8 u 15
Bevacizumab — 10 mg/kg L.V., aau 1 u 15
IToBTOpenwue npe3 28 muu (10 mporpecusi).

Carboplatin + Doxorubicin (PLD)*

Carboplatin AUC5 I.V., nen 1 PLD* 30
mg/m2, aeH 1
[ToBTopenue mpe3 28 nuu (6 MUKbIA).




19. KAPOHMHOM HA EHIOMETPUYM

OcHOBeH JieueOeH MCTO € XUPYPIUIHUSAT — JIAMIAPOXUCTCPCKTOMUA C ABYCTPAHHA A THCKCCKTOMMUS.
JIpueneuenneTo nma BOJAfCIIA POJIA KaTO aAOBAHTCH METO/ B TEPAIICBTUYHOTO ITIOBECACHUC IIPU paKa
Ha MATO4YHOTO TAJIO. CTa,Z[I/IHT Ha 3a00JIIBaHETO OIpeaciisa obeMa Ha JIBbYEICUYECHHETO U
H3I10J13BaHaTa TCXHHUKA.

JloGaBsiHETO Ha a/IfOBaHTHA XMMUOTEpAINus KbM Ha3HAYCHO JIbUEJICYEHUE [TPU €HIOMETPOUICH THII
kapuuaoMm III cragmif, mogoOpsiBa CTaTUCTHYECKH 3HAYUMO CBOOOJHATa OT MPOTpecust
HPEXIKAEMOCT U 0011aTa 5-TOANIIHA IPEXKUBIEMOCT.

HpI/I HGOHepa6I/IHeH JIOKAJIHO aBaHCHUPAJI KapIIWUHOM U ITPpH METACTA3UPAJIO 3a001BaHe BoAcIIa pOJIst
HMa CUCTCEMHOTO JICKAPCTBECHO JICYCHUC.

19.1. AmoBaHTHA CHCTeMHA Tepanusi

Carboplatin (Cisplatin) + Paclitaxel

Carboplatin AUCA4-6 (Cisplatin —60 mg/m2) 1.V., nen 1
Paclitaxel — 175 mg/m2 1.V, nen 1
[ToBTOpenue mpe3 21 guu

19.2. CucremHa Tepanus Npu MeTaCTaTUYHA 00JIeCT

Epirubicin + Cisplatin

Epirubicin —60 mg/m2 1.V., nen 1
Cisplatin — 75 mg/m2 LV., nen 1
[ToBTOpenue npe3 21 auu

Carboplatin (Cisplatin) + Paclitaxel

Carboplatin AUC4-6 (Cisplatin — 60 mg/m2) I.V., nen 1
Paclitaxel — 175 mg/m2 1.V, nen 1
[ToBTopenue mpe3 21 nuu

Ifosfamide/Mesna + Cisplatin

Ifosfamide — 2000 mg/m2 I.V., nen 1, 12-yacoBa undy3us

Mesna — 800 mg/m2 1.V., B yacose 0, 4 u 8 ciex nauanoro na Ifosfamide Cisplatin — 50
mg/m2 I.V., nen 1

[Toropenwue mpe3 21 auu (6 Kypca).

Moxe na ce MMPUIIOKU MOHOTCPAIIUA C aHTPALUKIIMHU UJIN TaKCAHU.

Pembrolizumab B komOuHaims ¢ neHBATMHHO, € MOKa3aH 3a JIEYCHHE Ha aBaHCUpPAT WIH
pEeIMIMBHUpAI] CHIOMETPHAIICH KApIMHOM TIIPH BB3PACTHH, NPH KOUTO 3a00JSIBAHETO €
MIpOrpecupato, Wiy cie/l MPeAX0IHO JICUSHHE C TNIaTHHA-0a3upaHa Teparus Mpu BCIKaKBU YCIOBUS,
Y KOUTO HE Ca MOJIXOJIAIIH 32 paKaTHa OTIepaIlis WIH JTbUeTepartusl.

Pembrolizumab, — 200 mg IV na Bceku 3 ceamuru wau 400 mg 1.V. Ha Bceku 6 ceamunm, aeH 1



JlenBatuuuO 20 MY nepopaiHo BEAHBXK JHEBHO

Hpom:mKaBa A0 IIporpecus i HCIpueMjinBa TOKCUIHOCT. HpI/I KIIMHUYHO CTaOMIIHU HalmucHT C
II'bpBOHAYaIHU JAHHH 3a IIPOIrpeCus Ha 3a00JIsIBaHETO € MMPENOPBHUUTEIIHO JICUCHUECTO Aa IIPOABIIKH,

AOKAaTOo IIporpecuAaTa Ha 3a00JIIBaHETO HE Ce MOTBBPAU.

Pembrolizumab* xaro monorepanus - 200 mg 1. V. na Bcexku 3 ceamunm miu 400 mg 1.V. Ha Bceku
6 ceaMMIM 3a JICYEHHE Ha aBaHCUPAI WIM PEUUAMBHPAIl €HIOMETPHAJICH KapIMHOM C BHCOKa
MHKpocaTenuTHa HecTabmiaHocT (MSI-H) mnm nedunmt B MexaHu3Ma 3a BB3CTAHOBSBAaHE Ha
necpoTBeTcTBUATA Ha JJHK (AMMR) nipu BB3pacTHH, Mpu KOUTO 3a00JIIBAHETO € MPOTPECHPAIO,
WK cJIe]] TPEXO0/THO JICUCHHE ¢ TIaTHHA-0a3upana Tepanus Ipu BCIKAKBU YCIIOBHUS, U KOUTO HE ca

MOAXOJAIIN 3a paJuKaJIHAa OIICpaluvs WK JIBYCTCpaIusl.

Jleuennero ¢ Pembrolizumab npoabmkaBa 10 mporpecust MM HEMPUEMIMBA TOKCHYHOCT. [Ipu
KJIMHUYHO CTAaOWJIHM MAlMEHTH C IbPBOHAYAIHHM J@HHH 3a IMPOrpecus Ha 3a00JsIBAHETO €
NPENOPBYUTEITHO JICYCHUETO Aa MPOABIDKH, TIOKATO MPOrpecusiTa Ha 3a00IsIBaHETO HE CE TOTBBP/IH.

19.3. JlexkapcTBeHM KOMOMHAIMHU, IPUJIATAHU MPH KAPIHUHOCAPKOMH

Paclitaxel +Carboplatin

Paclitaxel 175 mg/m2i.v. D1
Carboplatin AUC 6 i.v. D1

Paclitaxel +I1fosfamid

Paclitaxel 135mg/m2 i.v. 3a 3 yaca D1

Ifosfamide 1.69/m2/D i.v. (pemyuupana mo 1.29/m2/ ako mamueHTHT € TOJTYYHIT
npeaBapuTepHoO Tpderepanus) D1-3.

[ToBTOpeHue Ha 3 ceaMHUIIN 10 8 IUKBIIA.

Cisplatin + Ifosfamide

Cisplatin 20mg/m2/D i.v. + Ifosfamide 1.5g/m2/d i.v.3a 1 wac D1-4 Mesna 120mg/m2 i.v.
bolus 3a 15 munytu (HaToBapBama m03a) D1 Mesna 1.59/m2/d npoasxurensa nadysus D
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Cisplatin

Cisplatin 50 mg/m2 i.v. D1
HOBTOpeHI/Ie Ha BCeKH 3 CCAMMIIN.

Carboplatin

Carboplatin 400 mg/m2 i.v./D1
HOBTOpeHI/Ie Ha BCeKH 3 CCAMMIIN.

Paclitaxel

Paclitaxel 110-200mg/m2 i.v. D1
HOBTOpeHI/Ie Ha BCeKH 3 CCAMMIIN.




Topotecan

Topotecan 1.2-1.5mg/m2/d i.v. D 1-5
[ToBTOpEeHME HA BCEKU 3 CEIMHUIIM.

Docetaxel - IIpuara ce npu npoTuBonoka3anus 3a jJedenue ¢ Paclitaxel

Docetaxel 36mg/m2 3a 1 yac, i.v. D1,8, u 15
[ToBTOpEHME Ha BCEKU 4 cEIMULIM.

Ifosfamide

Ifosfamide 2g/m2/d i.v. + Mesna 2g i.v. B Hauasioro 15 MunyTH nipean uHpy3usiTa
Ha [fosfamide - D1 - 3
[ToBTOpEeHME HA 3 CEAMMIIH .

19.4. XopmoHoTepanusi

AJIOBaHTHa XOPMOHOTEpanus HE C€ MPOBEXKAA. XOPMOHOTEpAIusi Ce MpHiIara mpu OOJHH C
mudepennupann TymopH (G1), ¢ TOKOpETHOHANICH PEUUANB W/WIN NaneyHu Metactaszu. EQexTsT
Ha JICYUCHUETO CE ONpeAeNis OT HAIWYME Ha CTEPOMIHM PELENTOpH B TyMOpPA, HOPAIH KOETO Ce
Npenopb4YBa IMyHOXUCTOXUMUYHO HU3CIIEABAHE.

Medroxyprogesterone Acetate — 1000 mg P.O. auesno (10 nuu nacumane); ciaen tosa — 500 mg
P.O. 3 mbTH CEIMUYIHO — CaMOCTOSTEIIHO Wiu B kKomOuHanus ¢ Tamoxifen — 40 mg P.O. nHesHo.

19.5. Capkomu Ha MATOYHOTO TSJIO0

MaroyHnute capkoMd OOXBamaT TMO-Majdko OT 1% OT 3JI0OKAYeCTBEHHTE THHEKOJIOTUYHU
3a0omsBanus U OT 2% 10 5% OT BCUUKHU 3JI0KAaYECTBEHHU 3a00IsIBAaHUS HA MaTKaTa. JleueHneTo mpu
JIOKAJIM3UPAHO 3a00JIsIBaHE € ONepaTHBHO. JIbueaeueHneTo He € CTaHAapT — MPOBEXKIA CE CaMO TIPH
ompezeneHu TmokazaHus. JlokalHo aBaHcupanuTe, HEONMEpaOWIHM, KaKTO M MeTacTa3upaluTe
TYMOPH TOJJIeKAT Ha CUCTEMHO JICKQPCTBEHO JIEYCHHE — XOPMOHAIHA Tepanus MpHU OIpeIeeHH
XUCTOJIOTUYHU THUIIOBE W LUTOCTATUYHO JieueHue. [{UTOCTaTHYHOTO JeueHUe He ce pa3inuaBa
CBHILIECTBEHO OT TOBA IIPU OCTAHATIUTE MEKOThKaHHU CApPKOMHU.

JleioMuOCapKOM

o Gemcitabine 900mg/m2 i.v. 3a 90 munytu D 1 u 8 , cnexsan ot Docetaxel 100mg/m2 i.v.
3a 60 munytu - D8, cienBan ot rpanynouuTeH KojloHuo-ctumyimpar gaxrop (G-CSF) 150w/m2 s.c.
D 9-15 nmm Pegfilgrastim 6mg s.c. D 9 nim 10. [ToBTOperne Ha 3 ceAMHUIIN IO TPOTPECHS
WJIM TIPOSIBA HA TOKCUYHOCT.
[larmenTH, mMONYYMIM TpEABApPUTENIHO JIbYETEepamus 3a Tas3a, [oJlydaBaT JO3H
Gemcitabine 675mg/m?2 i.v. u Docetaxel 75 mg/m?2 i.v.

o Doxorubicin 50mg/m2 3a 15 munyru D1, nocnensan ot Ifosfamide 5g/m2 upes 24
yacoBa HHQY3uA 1.v. ¢ Mesna 6g/m2 B 36 uacoBa wuH}py3us i.V. [loBTOpeHuEe HA 3 CEAMMITH.

o Doxorubicin 60 mg/m2 i.v. D1



Dacarbazine 750 mg/m2 i.v. upe3 undysus 3a 96 gaca D1 no 4 IToBropenue Ha 3
CcEaAMUIIN.

Gemcitabine 10mg/m2/mum i.v. 3a 180 munytu D 1, mocieasan or Dacarbazine 500mg/m2

i.v. 3a 20 MuUHYTH BcekH 2 cenMuln A0 oomo 12 nukbia. [loBraps ce Ha Bcekn 2 ceIMUIM A0 OO0
12 nuksbiIa.

Vinorelbine 25mg/m2 i.v. 3a 10 munytu D 1 u 8, nocneasano or Gemcitabine 800 mg/m2
i.v. 3a 90 min. IToBropenue Ha 3 ceamuny. MOHOXUMHOTEPAIIHS

Ifosfamide 2g/m2/d i.v. + Mesna 2g i.v B HadanoTo 15 munyTH IIpeau HHQY3UATa HA
Ifosfamide D1-3. [loBropeHue Ha 3 CEAMUIIH .

Dacarbazine 1200 mg/m2 i.v. 3a 20 munytu - D1 [ToBTopeHue Ha 3 ceAMHUIIU 0O
MaKkCUMyM 8 IIUKbJIA.

Doxorubicin 75mg/m2 i.v. bolus - D 1 IToBropenue Ha 31 qHH.
Epirubicin 75mg/m2 i.v. bolus - D1 IToBTopenue Ha 3 ceAMUIIH.
Gemcitabine 1,000mg/m2 i.v. D 1, 8 u 15 IToBTopenue Ha 4 ceIMUIIH.
Ifosfamide 1.5gm/m2 i.v. exxeanesHo ¢ Mesna D 1 10 5

Vinorelbine 30mg/m2 D 1 u 8 IToBTopenue Ha 3 CEIMUIIN.

Docetaxel 36 mg/m2 i.v.3a 1 gac D 1, 8, u 15 [ToBTOpenue Ha 4 CeqMHUIIH.



20. TPOD®OBJIACTHA BOJIECT

['ecranmmonnara TpodobiaacTHa 6osect oO6enuHsIBa rpyria 3a00IsIBaHUsl, CBbP3aHH C TYMOPH, KOUTO
ce pa3BuBat oT TpohoOIACTHH KIETKU B IJIalleHTaTa o BpeMe Ha OpemeHHOCTTa. HezaBucumo ot
HHCKAaTa CH 4€CTOoTa — I10-MaJIKO OT 1% OT THHCKOJIOTHYHUTC TYMOPH, T IIPCACTABJISABA 3HAUYUTCIICH
WHTEpPEC MOpaay MHOTO JOOpHUTE JIeUeOHU PEe3yATaTH Y MIIAIU KCHH B PEMPOIyKTHBHA BH3PACT.
UYerupure BuAa Ha rectaliioHHa TpodobiacTHa 60IECT BKIIOYBAT: ITBJIHA MOJIA XUAATUTO3A - TIPH
Hesl He ce HaONoJaBaT IUIOJHM M TUIAIICHTAPHW YacTH, YacTHYHA MOJa XHUJAATUTO3a, KOUTO
CBHOTBETHO CE pa3/Ie/IAT Ha HEMHBa3MBHA ¥ HHBAa3MBHA MOJIa, U XOpHOKapiuuHoM. VIHBa3uBHATA MOJIa
€ ITbJIHA MOJIa — UM JISCTPYKTHBEH CTPOCK M WHBA3UPa MYCKYJIHUS CIIOW HA MaTOYHATa CTCHA.

XOpHOKAPIIMHOMBT € PSIIBK arpeCUBEH TyMOp, POU3XO0XKIaIl oT TpodobiacTHus emuren. Haii-
gecT € 10 35 r. Bp3pact. UecTo mpean HEro € MMajio Tpo3J0BHAHA OPEMEHHOCT, IUIAICHTAPHU
TpodoOIACTHH TYMOPH U EMUTEIOMIHH TPO(POOIACTHH TYMOPH, KOUTO Ca HHBA3UBHH U ca
Hapuuanu ['ecrannonna tpodobnactaa Heomnasus (GTN). Yectorara Ha Moja XUAATUTO3a € TO-
Maiko ot 10 ma 1000 6peMeHHOCTH.

CerinacHo npenopbkute Ha FIGO, cnen eBakyupane Ha Moisia xujpatuaosa, auarsosata GTN
(recranimonHa TpodoOIacTHA HEOIIA3Hs ) C€ MTOCTaBs IPH:

3agppkane croitHocTute Ha 6eta UXI (B-HCG — yoBemku XOprHoroHaoTpONMH) Ha €THO HUBO HaJ
3 ceamunm nmokaysane ¢ Haja 10% Ha cToliHocTHTe Ha Oeta UXI' B pamkuTe Ha 2 -4 CeMMUIIN;
3aabprkane Ha ctoiiHocTH Ha B-HCG Hag HopMmara 6 Mecelia clie]] eBaKyalysi Ha MoJiarTa;
XUCTOJIOTUYHO JOKa3aH XOPHOKAPIIMHOM, TUIAIEHTapeH TpoQoOIacTeH TyMOp HIIU CHUTEIOUICH
Tpo(obiIacTeH TyMOp JaJIeYHO METacTa3upaHe.

B nmombnHeHne KbM aHATOMHYHOTO CTaIUpaHEe Ce Ipujara TOYKOBAa CHCTeMa, BKiIrouBamia 19
MIPOrHOCTUYHHU (paKTOpa 3a OLIEHKA Ha PUCKA U POTHO3MpPAHE OTIOBOPA KbM XMMHOTEpAIus.

[TaneHTKH C MO-MajKko OT 7 TOYKM MMAT HUCBK PHCK OT pa3BUTHE HAa PE3UCTEHTHOCT KbM
JICYEHNETO M OOMKHOBEHO €€ IOCTUTa PEMHCHS C MOHOTepamus. BucokopuckoBuTe OO0JIHU
noJyiexar Ha KomMOuHUpaHo sedeHue. Haii-romsima texxect nma HuBOTO Ha B-HCG, TymopHUST
pasMep, OposT U JIOKanu3alusaTa Ha METacTa3uTe.

Monudunupana nporaoctuyHa ToukoBa cucreMa Ha C30, anantupana keM FIGO

PuckoB ¢pakrop | Touxn O Touku 1 Touku 2 Touku 4

Bw3pacr < 40y >40y — —

[TpeqmecTBama | Mosa Abopt Term —

OpeMEeHHOCT

Mecerm or | <4 4-6 7-12 >12

SEEEN (L) Ha

OpeMEeHHOCTTa

[TpemieueOHU <10° 10%-10* 10*-10° >10°

ct-tu Ha hCG*

Haii-ronsmm <3cm 3-4 cm >5cm —

TYMOpPEH pp

/BKJL.MaTKara/

Meracrazu bsn 1po6 Creska, ' tpakt UYepen npob
OBOperun MO3BK




Bpoii meracrazu | — 1-4 5-8 >8

Heycnex oT | — - MOHOTEPAIHS >2 UTOCTaTHKA
Ipe/IecTBalla

XT

*hCG = human chorionic gonadotropin

Pesynrar 0-6 = HUCHK puck Pe3ynaraT >7 = BUCOK pUCK
XuMHoTepanusaTa € Hail — epeKTUBHUAT MeTo/ Ha siedeHue npu 6omuute ¢ GTN. IIpoueHTsT HA
nsnekyBane noctura 100 % npu Huckopuckoute u 80-90 % mpu BUCOKOPUCKOBUTE MALIUEHTKH.
20.1. JleyeHue MpPH HUCHK PUCK
Metothrexate — 40 mg/m2 .M. ceqmuuno, 10 Hopmanusupane va hCGT.
Metothrexate + Leucovorin
Metothrexate — 1 mg/kg I.M., nau 1, 3, 5u 7
Leucovorin— 0.1 mg/kg I.V., nau 2, 4, 6, u 8
[ToBropenue npe3 21 nuu (10 HopManusupane Ha hCGT).
20.2. JleyeHue MPH BUCOK PHCK
EMA-CO
Metothrexate — 100 mg/m2 I.V. exnouacoBa uHdpy3us, aeH 1
Metothrexate — 200 mg/m2 1.V. 24-yacoBa undy3us, neH 2

Leucovorin — 15 mg/m2 1.V. npe3 6 vaca (8 mo3u) ot wac 16 cien 3amouBaHe Ha 24-yacoBara
uHdy3us ¢ Metothrexate Etoposide — 100 mg/m2 I.V., qau 1 u 2

Dactinomycin—0.5mg L.V., nau 1 u 2
Cyclophosphamide — 600 mg/m2 1.V., neu 8
Vincristine — 1 mg/m2 1.V., nen 8

[ToBTopenue npe3 28 auu (10 HopMmanu3upane Ha hCGT).

ChoacureniHa XUMHOTEpaAII IIPpU BUCOKOPHUCKOBH ITAITMCHTH

EP-EMA
EP

Etoposide 150mg/m2 i.v. 30 mun. uad. nen 1 Cisplatin 3x25mg/m2 i.v. 4 4. und. nen 1

EMA

Etoposide 100mg/m2 i.v. 30 mun. uad. xen 1 Methotrexate 300mg/m2 i.v. 12 4. unad aen 1
Dactinomycin 0,5 mg i.v. 6omycnen 1



Ca folinate 15 mg 2X nu p.o/i.m mpe3 124 aen 1 u 3 Hayaso - 244. cjieJ HAYaI0TO Ha
METOTpEKCaTa.

AnTEpHpAaIo NPUIIOKEHNUE HA ABETE KOMOMHAIIMYU IIPE3 CEIMHUYHU UHTEPBAJIH.

TP/TE
TP
Paclitaxel 135 mg/m2 i.v., 3-yacoBa un¢y3us aeH 1

Cisplatin 60 mg/m2, 3-yacoBa undysus aeH 1
AnTepHUpALLO PUIIOKEHHUE C:
TE

Etoposide 150 mg/m2 i.v. 1-4acoBa undy3us nex 15
Paclitaxel 135 mg/m2 i.v. , 3-4acoBa un¢y3us aeH 15

JleduenueTo ce nmpeycraHoBsiBa Ipu HopMau3upane Ha 6era UXI 3a 8 ceamurin.



21. KAPIIMHOM HA MATOYHA IIIUMKA

21.1. HeoagwBaHTHA XUMHOTEpPANUSA

HeOElI[IOBaHTHa XUMHOTCpAIlluAd HC € CTaHAApTHO JICUHCHUC. Moxe JAa CC MNPUIOKHU NIPHU OTACIHU
OonHu 1o mpeueHka. [Ipu JokanHO aBaHcHpana OOJECT CIEAONEPAaTHBHOTO JIBUCIICUYCHUE CE
npoBexxaa exanoBpeMeHHo ¢ Cisplatin karo pagmoceHcuOmmmsarop (40 mg/m2 ceamuuHo, 4-6
ceamuin). [Ipu HeonepaOMITHU OOJTHU CE TIPOBEXK/IA CHILO CHYCTAHO XUMHOJIbUCIICUCHHE.

21.2. CucremMHa Tepanusi NPy MeTacTATHYHA 0oJiecT

IIpu MeracTaTuHa OOJIECT CE MpUIara CaMOCTOATEIHA XUMUOTEPAIIHSL.

Cisplatin (Carboplatin) + Paclitaxel + Bevacizumab

Cisplatin — 50 mg/m2 (Carboplatin AUC5) I.V., nen 1
Paclitaxel — 135-175 mg/m2 L.V., nen 1

Bevacizumab — 15 mg/kg 1.V., nen 1

[ToBTOpenwue npe3 21 quu, 10 Iporpecus.

BOMP

Bleomycin — 15 mg I.V. B 96-uacoBa unby3us
Vincristine—1 mg/m2 1.V, nen 1

Cisplatin — 60 mg/m2 L.V., nen 2

Mitomycin C —8 mg/m2 1.V., nen 4 (ipe3 42 nun)
IToBTOpenue npe3 21 nHu.

Cisplatin + Ifosfamide

Cisplatin — 75 mg/m2 LV., nen 1
Ifosfamide — 2000 mg/m2 1.V, num 1-3
Mesna — 400 mg/m2 1.V. B yacose 0, 4 u 8 ciex Hayanoto Ha Ifosfamide

[ToBTOpenue npe3 21 nHu.

Cisplatin + Etoposide

Cisplatin — 20 mg/m2 L.V., nen 1-3
Etoposide — 100 mg/m2 1.V., nen 1-3
IToBTOpenue npe3 21 nHw.

Cisplatin + Gemcitabine

Cisplatin—30 mg/m2 I.V., neu 1 u 8
Gemcitabine — 800 mg/m2 I.V., nen 1 u 8
[ToBTOpenue npe3 28 mHu.

Fluorouracil + Mitomycin C




Fluorouracil — 500 mg/m2 1.V., nuu 1-3
Mitomycin C —8 mg/m2 L.V., npe3 42 nuu
IToBTOpenue npe3 21 aHu.

Cisplatin + Topotecan

Cisplatin — 50 mg/m2 L.V., nen 1
Topotecan — 0.75 mg/m2 L.V., qau 1-3
IToBTOpenue npe3 21 aHu.

Topotecan + Paclitaxel + Bevacizumab

Topotecan — 0.75 mg/m2 L.V, nen 1-3
Paclitaxel — 175 mg/m2 1.V, nen 1
Bevacizumab — 15 mg/kg I.V., nen 1
[ToBTOopenue npe3 21 quu, 10 Iporpecus

Bleomycin + Ifosfamide + Cisplatin

Bleomycin — 30 mg o6ma go3a |.M., qamn 1 u 8

Ifosfamide— 1000 mg/m2 L.V., nau 1-3

Mesna — 400 mg/m2 L.V. B wacose 0, 4 u 8 cinexn Hauanoro ua Ifosfamide Cisplatin — 25
mg/m2 L.V., nau 1-3

[ToBTOpenwue npe3 21 mHu.

Cisplatin

Cisplatin 50 1o 75 mg/m2 i.v. neul IToBTOpeHUE MPE3 TPU CEAMHIIA

Carboplatin

Carboplatin AUC 5-6 3a okoimo 60 muH. i.V. genl
[ToBTopenue npe3 21 wim 28 mHU 10 TPOTPECHs MITH TOKCHYHOCT

Paclitaxel monoTeparms

Paclitaxel 250mg/m2 i.v 3a 3 yaca cien cTaHgapTHa moarotoBka ¢ Jlexcamerason, H1 u
H2 6mokep
[ToTopenue npe3 21 wim 28 qHU 10 TpOrpecus UM TOKCHYHOCT

CamocTosiTenHa akTUBHOCT TIPU IPETPETHPaHU OOIHU nMa 1 MoHoTepanus c: Ifosfamide,
Gemcitabine, Vinorelbine, Fluorouracil.

Cemiplimab* KaTO MOHOTCpaAIuAd € IoKa3aH 3a JICHCHHUC Ha Bb3PACTHU MALIUCHTH C PCHUAUBUPAILL] WA
MeTacTasvpall paKk Ha MaTO4YHaTa IIHHKA 1 Imporpecusa Ha 3a00JIIBaHETO I10 BpPEMC HA UK CJIC] IJIaTUHA-
6a3HpaHa XUMHOTCpAIIUA.



HNmyHoTepanus B KOMOMHAIMS ¢ XMMHOTepanusi ¢ MK 0e3 OeBann3ymad npu ekcrnpecupar
PDL1c¢CPS>1.

Pembrolizumab 200 mg I'V na Bcexu 3 cenmunu v 400 mg IV Ha Bceku 6 ceIMHITH, B KOMOMHAITIS
¢ XuMHoOTepamnusi c¢be Wi 0e3 bevacizumab, 3a jeuenune Ha mepcucTHpall, PEHMIUBUPALL UK
METAacCTaTUYEH LEPBUKAJICH KapIMHOM IIPU Bb3pacTHU, YUUTO TymMopu ekcrpecupar PD L1 ¢ CPS >
1.

Jleuennero ¢ Pembrolizumab npoabmkaBa 10 mporpecust WM HEMPUEMIMBA TOKCHYHOCT. [Ipu
KJIMHUYHO CTaOWJIHM TAllMEHTH C IbPBOHAYAJIHU JaHHH 3a Oporpecus Ha 3a00JsBaHETO ¢
HPENOPBYUTEITHO JICYCHUETO J1a IPOIBIDKH, JOKATO MPOTrPECHsTa Ha 3a00JIIBAHETO HE CE MOTBBP/IH.

21.3. CpyeraHo XUMHOJbYEICUYCHUE

HpI/IHaFa CC HCOAAIOBAHTHA, aAIOBAHTHA W IIbpBa JIMHUA XUMHOTCpAINA (HpI/I MeETacTaThu4Ha
Oortecr).

e Cisplatin —40 mg/m2 L.V., nen 1, Ha Bcsika cenMuiia ot JpueiieuerneTo (6 kypca).
e Mitomycin C—4 mg/m2 L.V, nen 1, 20



22. 3JIOKAYECTBEHU TYMOPHU HA BAT'NHA

310KaueCTBEHUTE TYMOPH Ha BarMHaTa OMBAT ITbPBUYHU U METACTATUYHHU OT CHCEIHH WU TAIICYHU
opranu. [IbpBUYHHTE TPOM3XOXKIAT EAUHCTBEHO OT BJIATAIMINETO, 0€3 Y4acTHETO Ha portio
vaginalis colli uteri mnpokcumamHo wunm BynBara guctanHo. [Ipubmusutenno 80% ot
3JI0KaYECTBCHUTE BarHAIHH HEOIJIa3WU Ca METACTATUYHU, MMPEAUMHO OT 3JI0KQ4eCTBEHU TYMOPHU
Ha IMUKKaTa HAa MaTKaTa WM eHaoMeTpuyma. KapinHOMHUTE Ha BIArajauileTo ca PeIKd TYMOPH,
MpeICTaBIsIBAT OKOJIO 1% OT 3JI0KaYeCTBEHUTE TYMOPH Ha KEHCKUTE MOJIOBU OpraHu. JleueHneTo
€ KOMILUIEKCHO, C IPHOPHUTET HA XUPYPTUYHOTO U JIbuesieueHue. [lurocratnyna tepamnus ce nmpuiara
NpU TMCEMHUHAIUS Ha 3a00JI1BaHETO B JAJICYHU OPraHH WK (TIO-PSAAKO) MPH JOKATHO aBaHCUPAI
HeornepabmieH Tymop. JIekapcTBEeHUTE KOMOWHAIIMHM CE TPUIOKPUBAT C TE3H, NMPUIATAHH TIPU
KapIIMHOM Ha MaTOYHATa MINHKA.

Cisplatin

Cisplatin 50 wim 100mg/m2 i.v. (1 vacoBa undy3us) 1 nex
[ToBTOpEHHE HA BCEKU 3 CEAMUIIH

Cisplatin + Vinorelbine

Cisplatin 80mg/m?2 i.v. neH 1
Vinorelbine 25 mg/m2 i.v. nen 1u 8
[ToBTOpECHME HAa BCEKH 3 CEIMUIU

Cisplatin + abuyeneuenue

Cisplatin 40mg/m2 (makcumym 70 mg/m?2) i.v. CEIMUYHO 3aeHO C JThUETEpaIs - PPaKIuH
1,8Gy/d B d 1-5 (makcumym 3a 7 ceamuim), 1o OO/ 57,6 Gy B 32 dpakiuu 3a 06eMHO
3a00JsBaHe

Cisplatin + 5-FU

Cisplatin 4 mg/m2/d i.v. - nponbmxutenta uadysus D 110 4
5FU 250 mg/m2/d i.v. - mponbimkurenta uadysus D 1 mo 4
[ToBTOpeHmEe execenMUIHO (x4) Tutroc cumyntanHa apuerepanus 40-50 Gy, 2Gy Ha

bpakiys.




23. 3JIOKAYECTBEHU TYMOPHU HA BYJIBATA

3710Ka4eCTBEHUTe HOBOOOPa3yBaHMs Ha BYJBaTa ca CPABHUTEIHO PSIKO Cpelanu 3a0osBanus (3-
5% OT TeHUTAIMHUTE KapIIMHOMH ), KaTO cpeaHaTa Bb3pacT Ha 3abonenure € 65 roauHu u ensa 5%
OT MalMEeHTHUTE ca BbB Bb3pAcT Mpe/id MeHomay3a. ['oieMuTe cpaMH YCTHH ca Hali-4eCTOTO MSICTO
Ha M35Ba Ha BYJIBapHUS KapUUHOM U CbCTaBisiBaT okojio 50% ot cmyuyaure. OOXBaIlaHETO Ha
MAaJKUTE CPAMHH YCTHH € 0KoJI0 15% - 20% ot ciywyaute. Kiuropst u bapronuHoBute xme3u ca
no-pssko anraxupanu. Oxosio 90% oT ByJlBapHUTE KaPIIMTHOMHU Ca IJIOCKOKIJIECTHYHH.

HpeHOp’L‘II/ITeHHH JICKApCTBCHU IMPOAYKTHU U KOM6I/IHaHI/II/I OT TAX 3a JICUCHHC Ha paK Ha BYyJIBATa

BkirouBat ce paznuuHu komMOuHammu ot S-uryopoyparmi (5-FU), nucmiatun, muromunms- C,
WM OJICOMHIINH, €KCTPANOINPAHU OT PEKUMH, U3IOI3BAHH 33 aHAJICH MJIH INIOCKOKJICTHYEH PaK Ha
MIMHKaTa Ha MaTKara, KakTo H:

Cisplatin

Cisplatin 50 uim 100mg/m2 i.v. (1 yacoBa undy3us) aex 1
[ToBTOpEHHE HA BCCKH 3 CEAMMUITH

Cisplatin + Vinorelbine

Cisplatin 80 mg/m2 i.v. men 1,
Vinorelbine 25 mg/m2 i.v.nen 1u 8
[ToBTOpEHME HA BCEKU 3 CEAMHMIIH

Cisplatin + abueseuenune

Cisplatin 40mg/m2 (makcumym 70 mg/m2) i.V. ceIMHYHO 3a€HO ¢ IbUeTepanus - hpaKiun
1,8Gy/d B d 1-5 (makcumym 3a 7 ceamunn), 10 OO/] 57,6 Gy B 32 dpakiuu 3a 06eMHO
3a00msBaHe.

Cisplatin + 5-FU

Cisplatin 4 mg/m2/d i.v. - npoasmxkutenta uadysus D 110 4

5FU 250 mg/m2/d i.v. - npoxbmxutensa uadysus D 1 o 4

[ToBTOpeHue execenMuyHo (x4) rroc cumyntanHa apuerepanus 40-50 Gy, 2Gy Ha
bpakuys.




24. KAPIIMHOM HA IMKOYEH MEXYP

Toa e 3abonsBaHe IPEAUMHO TIPH BB3PACTHH MBbXke - Mexay 60 u 80-roaumiHa Bb3pacT, CpeaHa
BB3pacT 73 r. Hanuue ca ocodbeHoctu B reorpadckoTo pasnpe/esieHre Ha 3a00IsIBAaHEeTO — [0~ YeCTO
ce cpenia B ctpaHutTe oT Cpein3eMHOMOPCKHUS PETMOH, KakTo U B HAKoM paiionn Ha CAILLl, kpaero
HIKCTO30MHUAa3aTa € ro-pasnpocrpanena. Cpela ce mo-4ecto y 6eu HHIUBUAN, OTKOJIKOTO Y YEpHU
win azuaruu. B EBponeiickus cbio3 3abonsemoctra € 19.5/100 000 romumHo, CMBbPTHOCTTA —
7.9/100 000 romumino, kato 75% ot GonHuTe ca Haj 65 T. BB3pacT.

24.1. HewHBa3uBeH KapIUUHOM

Criopen pucka oT nporpecus O0JHHUTE c€ pa3IeisaT Ha ciaeaHuTe rpynu: (1) HUChK PUCK — €TUHUYCH
TYMOp C pa3MepH moJ 3 cm B AuaMeTbp U ¢ Bucoka audepenumanus (Gl); (2) BUCOK pUCK —
MYATH()OKATHU WK YECTO PEIUIUBUPALIA TYMOPH, HAJ 3 M B IMAMETHP, HUCKO AudepeHInpann
(G3), mm xapumHOM in situ; (3) cpeaeH pUCK — BCHYKH OCTaHAJIH.

Cnen tpancypetpanna pesekuus (TUR) npu HHCBK, cpelieH WM BUCOK PHUCK 3aIBJKUTEIHO Ce
MPOBEXJa €THOKpAaTHAa WHTpaBe3ukanHa one shot tepanus ¢ Mitomycin C — 40 mg (20 mg npu
HUCBHK pucK) uiu ¢ Epirubicin — 50mg.

ITpu HUCBK PHCK ciel one shot TepamusTa ce mpuiara aaOBaHTHA WHTPABE3UKAIHA TEpaIus C
Mitomycin C — 20 mg mu ¢ Epirubicin — 50 mg, BkiItouBaiia 6 execeMU4HH, mociaeasanu ot 10
(6 3a Epirubicin) exxemMeceyHH aruiMKaIyy.

[Ipu cpenen m BUCOK pHcK cien one shot Tepamusita ce mpuiara aafoBaHTHA WHTpPaBE3UKATHA
tepamusi ¢ Mitomycin C — 40 mg unm ¢ Epirubicin — 50 mg, BkimouBama 6 eXeCeIMUIHH,
nocneaBanu oT 10 (6 3a Epirubicin) exxemeceyHH ariuKaluu.

[Tpu cenextupanu 60nHUM ¢ BUCOK pHck (in situ high grade) ce mpoBexia MHTpaBe3UMKalHa
umyHoteprnanius ¢ BCG — 37.5 mg cenMuuno (6 ceaMHIIM), TOCJIEIBAHO OT MOIbPXKAIIO
MPUIOXKEHUE Ha 3 MHCTUJIALMU Mpe3 ceaMuua Ha 3-T, 6-tu, 12- tu, 18-tH, 24-t1, 30-T11 U 36-TH
mecell. [IpoTuBonoka3ana e npu NO3UTHBEH KOXKEH TYOepKyIHHOB TecT (> 10 mm).

24.2. XumuoTepanusi NPy HHBA3MBEH KaAPUHUHOM
[Tpunara ce HeoaalOBaHTHA, aJIOBAaHTHA WU I'bpBa JHMHUA XUMHOTepanus (IpU MeTacTaTU4HA
Oornecr).

M-VEC

Metothrexate — 30 mg/m2 I.M., nuu 1, 15 u 22
Vinblastine —3 mg/m2 L.V., agau 1, 15 u 22
Epirubicin — 50 mg/m2 I.V., nen 1

Cisplatin — 60 mg/m2 V. nen 1

[ToBTOpeHue npe3 28 nHM.

GEMCIS




Gemcitabine — 1000 mg/m2 I.V., aau 1, 8 u 15
Cisplatin — 75 mg/m2 L.V., nen 1
[ToBTOpeHue npe3 28 mHu.

MVC

Metothrexate — 30 mg/m2 .M., qau 1 u 8
Vinblastine —4 mg/m2 I.V., natu 1 u 8
Cisplatin — 75 mg/m2 1L.V., nen 2
[ToBTOpeHue npe3 28 aHU.

Epirubicine + Etoposide

Epirubicine — 50 mg/m2 I.V., nen 1
Etoposide — 100 mg/m2 1.V., nen 1-3
[ToBTOpenue npe3 21 aHwm.

Paclitaxel + Cisplatin

Paclitaxel — 175 mg L.V., nen 1
Cisplatin—75mg/ m2 L.V., nen 1
[ToBTOpenue npe3 21 aHu.

Gemicitabin + Paclitaxel

Gemicitabin — 1000 mg/m2 1.V., neu 1, 8
Paclitaxel — 175 mg L.V, newn 1
[ToBTOpenue npe3 21 axu.

Gemcitabine — 1000 mg/m2 1.V., nau 1, 8 u 15
[ToBTOpenue nmpe3 28 mHu.

Carboplatin AUC6 1.V.
[ToBTOpenue npe3 21 mHmu.

ITP

Paclitaxel 200 mg/m2i.v. B nen 1

Cisplatin 70 mg/m2 i.v. B geH 1

Ifosfamide 1500 mg/m2/nueBHo i.V. B aam 1-3, ¢

Uromitexan yponpoTekuus

[TorTaps ce npe3 3-4 cenmuru (¢ G-CSF monkpena) (MakcuMaieH Opoii 6 kypca)

Gemcitabine + Carboplatin + Docetaxel (GCD)

Gemcitabine 1000 mg/m2 i.v. B quu 1 u 8
Carboplatin  AUC =5 1i.v. B neH |
Docetaxel 70 mg/m2 i.v. B geHn 1
[ToBTaps ce npe3 3 ceaMuIn




24.3. IIbpBa TUHUSA UMYHOTEpaNus
NmyHoTepanus

e Pembrolizumab — 200 mg IV na Bceku 3 ceamunm niu 400 mg 1.V. Ha Bceku 6 ceaMuIy,
neH 1. 3a jiedyeHure OT MbpBa JIMHUS HA JIOKAHO aBaHCUPAJ WIIM METACTAaTHYCH ypOTEIeH
KapIIMHOM TIPY BB3PACcTHHU, KOUTO HE OTTOBAPAT HA YCIOBUATA 32 LUCIUIATHH-OA3upaHa
XHUMHUOTEpAnus U YUUTO TyMopu ekcrpecupaT PD-L1 ¢ koMOMHMpaH MOJI0KHUTEIEH CKOP
(combined positive score, CPS) > 10.

e [IpogpmkaBa A0 MpOrpecus WIM HENpPHEeMJIHMBA TOKCHYHOCT. [IpH KIMHUYHO cTaOWIHU
NAIeHTH C IIbPBOHAYAIHU JAaHHU 3a MPOTPecHsl Ha 3a00JIIBAHETO € MPETNOPBHUYUTEIHO
JICUEHHETO J1a MPOJBIDKHU, I0KATO MPOrpecusTa Ha 3a00JIIBaHETO HE Ce MOTBBPAH.

e Atezolizumab — 840 mg unTpaBeHo3Ho npe3 2 cenmuny win 1200 mg HHTPaBEHO3HO ITpe3
3 cenmuuu, unn 1680 mg mHTpaBeHO3HO Tpe3 4 cenMulr (MIPH MAIMEHTH, KOUTO Ce
CUMTAT HEMOAXOASAIIM 3a JICUEHHUE C LIUCIUIATUH U yunuTo Tymopu umat PD-L1 excnipecus
> 5%) o 3ary0a Ha KJIMHMYHA 0132 WIH HEKOHTPOJIUPYyEeMa TOKCUYHOCT

e [lpu manueHTH, KOUTO OTTOBAPAT HA YCIOBUSATA 3a IIUCIUIATHH-0a3upaHa XUMHUOTEpaIus
¥ YUHUTO TyMOPH HE ca MPOTPECUpaH Cle]] XMMUOTepanus Ha 0a3ara Ha IUIaTHHA Ce
npuiara nogabpikama repanus ¢ Avelumab. [lpenopbuntennara qo3a Ha Avelumab karo
MoHoTtepanus ¢ 800 mg, npuiioKeHa UHTPABEHO3HO B MpoAbKeHUEe Ha 60 MUHYTH, Ha
Bcekn 2 cenmunu. [lpwiokennero Ha Avelumab T1psOBa 1a TPOIBIDKU 110
IpernopbYUTeNHATa CXeMa JI0 MPorpecus Ha 3a00JsIBAHETO WM MOsSBa HA HEPUEMIIMBA
TOKCUYHOCT.

e [lpm mamueHTH, KOWTO HE OTrOBapsAT Ha YCIOBHATA 3a LUCIUIATHH-Oa3upaHa
XUMHOTEpanuss U 4YuuTo TymopH Hamat PD-L1 ekcnpecus umu ca ¢ HemsBecteH PD-L1
cTaTyc ce Mpuwiara XUMHOTepamnus Ha OcCHoBaTta Ha carboplatin, mocnenBaHa oT
nojabpxaiia tepanus ¢ Avelumab mpu TymMOpH, KOUTO HE ca TPOTPECHpAU CIe
XUMHOTepanus Ha 6a3ara Ha kapOorutatuHa. [Ipuiokennero Ha Avelumab TpsiOBa na
MPOABIDKH 110 MPETOPBHUNTENIHATA CXeMa JI0 TIPOTpecust Ha 3a00IIIBaHETO WIIU IMOsiBa Ha
HEeNpUeMIINBa TOKCUYHOCT.

e [Ilpu Te3um manmeHTH, KOUTO HE OTroBapsAT Ha YCJIOBUATA 3a LUCIUIATHH-OaznmpaHa
XUMHOTEpanuss U 4YUUTO TyMopu ekcnpecupar PD-L1 ce mnpunara kapOormiaTuHa-
0a3upaHa Tepamus, mocjieaBaHa OT HoJAbpkaiia Tepanus ¢ Avelumab npu Tymopu,
KOMTO HE ca IPOrpecupallu clie] XMMUOTepanus Ha 6a3aTa Ha KapOOIUIaTUHA.

e Jlpyra Bb3MOXKHOCT 3a TMAaI[MCHTH, KOUTO HE OTrOBapsAT HA YCIOBHATA 3a IMCIIATHH-
0a3upaHa XUMHOTepanus W YUUTO Tymopu ekcrnpecupaT PD-L1 e nma ce mpuioxat
Atezolizumab unu pembrolizumab.

e Nivolumab* karo MoOHOTepamusi € IOKa3aH 3a JICUCHHE Ha JIOKAJTHO aBaHCUPAJ,
HeomnepaObuieH WM METacTaTHYeH YPOTENHANIeH KapIMHOM TIPH BB3PACTHH CIIE]
HEYCIICIITHA IJIaTHHA-0a3upaHa Teparusl.

Nivolumab — 240 mg na Bceku 2 ceqmunu 3a 30 MUHYTH
Jlo mporpecust Ha 3a00JISIBAHETO WM HETPUEMITMBA TOKCHYHOCT



24.4. Bropa JUHUSA UMYHOTepanus

Pembrolizumab — 200 mg 1.V. na Bceku 3 cenmuiu wan 400 mg 1.V, Ha Bceku 6 cenmuiiy, aeH 1
3a JICUCHHE Ha JIOKAJTHO aBaHCUPAJ MM METAaCTaTHYECH YPOTEJICH KapIMHOM IPH Bb3PACTHH, HA
KOMTO € IPHJIOKEHA ITPEAXO0JHA IIaTHHA-0a3upaHa XUMHOTEPAITUs

[ToBTOpEHME 10 MPOTPECUS WM HETIPUEMIIMBA TOKCUYHOCT. [Ipy KIIMHUYHO CTaOUITHU
MAIMEeHTH C TbPBOHAYAIHU JIaHHH 32 TIPOTPECcHs Ha 3a00JIIBAHETO € MPEOPBHUNUTEITHO
JICUCHUETO J1a MPOIBIDKH, IOKATO MPOrpecusiTa Ha 3a00JIIBaHETO HE CE MOTBBP/IH.
Atezolizumab — 840 mg untpasero3no npe3 2 ceamunu win 1200 mg uHTpaBeHO3HO mpe3 3
cenmunn, Wi 1680 Mg uHTpaBeHO3HO Mpe3 4 ceMUIIU 0 3aryda Ha KIMHWYHA 10132 WIN
HEKOHTPOJIMPYEMa TOKCHYHOCT

24.5. Bropa u TpeTa JIMHHUA CHCTEMHA Tepanusi
Enfortumab vedotin kaTo MoHOTEpamus € mokas3aH 3a JeYeHHE Ha BH3PACTHHU MAIMEHTH C
JIOKAJTHO aBaHCHPAJl WM METACTATHYCH YPOTEJICH KapIIMHOM, KOUTO MPEIU TOBA Ca MOJIy4yaBaJIn
XUMHOTEpaIus, ChAbpiKallla IJIaTHHA, U MHXUOUTOP Ha pelienTopa 3a nmporpaMupaHa KieThYHa
cMbpT 1 (PD-1) wan nHXHMOUTOP Ha JIMraH Ha IporpaMupana kierbuna cMbpt 1 (PD-L1)

Nivolumab* - 240 mg 1. V. na Bceku 2 cenqmunu win 480 mg 1.V. Ha Bceku 4 CeIMHIIN KaTo
MOHOTEpaIUs 3a aJIF0BAHTHO JICUEHHUE HAa Bb3PACTHU MAI[UEHTH C MYCKYJHOMHBA3UBEH YPOTEIEH
kapiuHoMm (MIUC) ¢ PD-L1 ekcnpecust Ha TyMOpHU KIETKU >1%, KOUTO ca ¢ BUCOK PUCK OT
peuuauB ciie] U3BbpIleHa pagukaina pedekuns Ha MIUC. MakcumanHata npoIbIKUTETHOCT Ha
nedenueto e 12 mecena. (Cnen peumOypcanus — e ce U3M0I3Ba 3a aAI0BAHTHO MPHIIOKEHNUE).



25. KAPIIMUHOM HA ITPOCTATHA KJIE3A

25.1. JleyeHue Ha JoKaIu3upPaH kapuunom — T1-2

e Meron Ha wu300p € ONEPATUBHO JICYeHHE (paJAMKAIIHA TPOCTATEKTOMHS) WIH
Ne(UHUTUBHO JTbUEIICUCHUE.

e OTcpoyeHO JieueHUE (M3YaKBATEIHO HAOJIOJIEHUE WM aKTUBHO IPOCIENSBAHE) — IIPU
OOJIHM ¢ HUCHK PHCK U NMPOTHBOIOKA3aHHS 32 PaJMKAIHO JICYEHUE WM TPH MalUeHTH,
OTKa3BalllU JICUCHHE.

e JlexapcTBeHa KacTpalys C IOCJIEABAIO HAOII0ICHHE, aKO Ca HAJIHIE MPOTUBONIOKA3AHUS
3a ONEepaTUBHO JICYEHHNE WIH 32 Ae(UHUTHUBHO JIbUelIcUCHHE.

25.2. JleyeHue Ha JOKaJHO aBaHcupaa kapuuaom — T3N1, T4NO

e HeoantoBantHa xopmoHoTepanus.BxmouBa kactpauus (¢ LHRH-aronuct win
XUpPYpPru4Ha) + aHTHAHJPOreH B TeYeHUe Ha 3-5 Mecela npeau J1e(pUHUTUBHO JEUCHHE.

e AmoBaHTHa XopMoHoTepanus. IlpoBexxna ce ciex JEPUHUTUBHO JbYENICUEHUE B
npoabKeHue 10 18 Mecera B 3aBUCUMOCT OT pUCKaA.

e AJIOBaHTHO JbuexopMoHosieueHue. [IpoBexa ce cien pagukaiHa IpoCTaTEKTOMUS TPy
nanpeHt B craami  pT3B mimm N1 . Xopmonorepanusara (LHRH-aronucr =+
aHTHAHJIPOTeH) CTapTHpa He3a0aBHO ClIe] XUPYprusTa U 3 Mecela [pein JIbUeIeueHUeTo;
npoabKaBa 10 18 Mecernia.

e [lanueHTun, mpoBeXaaly aHTUAHAPOTEHHA TEPAIHUs, 10 UHAUBUIyAIU3UPAHA MPELEHKA
Ha MEJUIIMHCKU OHKOJIOT MOTaT J1a ObAaT HAaCOYEHH KbM €HIOKPUHOJIOT U PEBMATOJIOT
3a JIedeHue mpu 3aryba Ha koctHa Maca ¢ Denosumab — 60 mg S.C. pe3 6 mecena (120
mg roauiHo). OleHKa HAa KOCTHATa IUIBTHOCT (OCTEOJCHCUTOMETPHS) C€ MPOBEXKIA
Ipely 3all0ouYBaHEe HAa XOPMOHOTEpanusi U ce MpocieiasBa B XojAa Ha JedeHuero. llpu
Ha3HayaBaHe Ha Denosumab ce B3emaT mpeABHA KAaKTO CTOMHOCTHTE 3a KOCTHA
MuHepanHa mIbTHOCT (T-score), Taka U pUCKOBUTE (PAKTOPH Ha MALMEHTA.

25.3. JleyeHHe HA XOPMOHOYYBCTBUTEIHA METACTATHYHA 00JIeCT

Ha3snauaBa ce anzgporeH-moruckama tepanus (ADT), BxirouBamia XupypruyHa WM
(apmakonoruuna kacrpanus ¢ LHRH- aronuct +/-aHTHaHAPOTeHH 3a MakCHMalHa aHAPOreHHA
6iokana, T.e. kbM LHRH-aronucra ce no6aBsi aHTHAaHAPOTEH (HECTEPOUJIEH WM CTEPOMJIEH) OT
'bpBa reHepanus 3a 3 1o 6 Mmecena.

MakcumanHa aHaporeHHa OJjiokaja MoOKe Jia ce MMa NpeABMJ IMPH BHUCLEPATHH METacTas3u:
XUpYpru4Ha Kactpauusi + HecrepoujeH aHntuanjapored (Bicalutamide wnm Flutamide); LHRH-
aroHucT + HectepouaeH antuanaporex (Bicalutamide wiu Flutamide).

CucremHa Tepanus oT mbpBa JuHus Abiraterone acetate (+ Prednisolone) + ADT. Haznauaga ce
IIPH XOPMOHOYYBCTBUTEITHA METACTATUYHA O0JIECT C BUCOK PUCK — HAJTMYHE Ha TIOHE 2 OT CJICTHUTE
3 puckoBu ¢akropa: (i) ouenka mo Gleason > 8, (ii) HanmuuMe Ha > 3 KOCTHH MeTacTasH, (iii)
HaJU4HMe Ha MEPUMH BHUCIIEPATHA MeTacTa3u (0e3 TuMQpHU BB3IN).

Abiraterone acetate — 1000 mg P.O. aHeBHO

Prednisolone — 5 mg P.O. aueBHO
ADT (LHRH-aroHucT £ aHaporeH-pernenTopeH aHTarOHUCT).

Apalutamide + ADT. Ha3nauaBa ce 3a neueHrne Ha METacTaTUYEH, YyBCTBUTENIEH KbM XOpPMOHAIIHA



Tepanus KapuuHoM Ha mpoctatata (mMHSPC) npu BB3pacTHH MBKe, B KOMOWHAIUS C aHIPOTECH-
nenpuBaionHa tepanus (androgen deprivation therapy, ADT)
Apalutamide - 240 mg. P.O. nueBno + ADT

Enzalutamide + ADT. Ha3nauaga ce 3a JiedeHHUE Ha METACTAaTHUYCH, YyBCTBUTEIICH KbM XOPMOHATHA
Tepanusi kKapuuHoM Ha mpocrarata (mHSPC) npu Bb3pacTHH MBke, B KOMOMHAIIUS C aHIPOTEH-
nenpuBaroHHa tepanus (androgen deprivation therapy, ADT)

Enzalutamide — 160 mg. P.O. nuesno + ADT

Xumuo-xopmonaHo jJeuyenue ¢ Docetaxel + ADT. Ha3nauaBa ce mpu BHCOKOOOEMHA ITBPBUYHO
MeTacTaTudHa 0OJIECT — HATMYME Ha BUCIIEPATHA METACTa3H H/WIK > 4 KOCTHH METacTa3u.

Docetaxel — 75 mg/m2 L.V. nen 1 +/- Prednisolone — 2 x 5 mg P.O. nueBHo nen 1-21 [ToTopenue npe3

21 nuu (6 xypca).

Craprupa B pamkute Ha 4 Mecenia ot Hauanoto Ha ADT.

Darolutamide e moka3zan 3a Jie4yeHHEe HA METACTATUYCH XOPMOHOUYBCTBUTEJICH KAPLIUHOM Ha
npocratata (MHSPC) B komOuHa1LMA ¢ OLETaKCeN U aHAPOTreH-1EePUBALIMOHHA TEPAIIU.
[Ipenopwuurennara no3a e 600 mg gaponyramua (a8e Tadsnerku no 300 mg), npruemMaHu ABa IbTH

JTHEBHO, EKBHBAJIEHTHO Ha 00111a qHeBHA 103a 1 200 mg.

25.4. JleyeHue HA KacTpaUMsi-Pe3UCTEHTEH KaAPIMHOM

Kpurepuure 3a mporpecdss Ha MNpocTaTeH KapiuHoM ca cieanute: (1) crmex paaukaiHa
nmpocraTekTomusi — PSA > 0.2 ng/mL (#a 3- 6-u mecen); (2) crnen 1eUHATUBHO JTIbUEICUCHUE

— mnokauBaHe Ha PSA ¢ > 2 ng/mL nan nagupa (ua 12-18-u mecen); (3) cnen xopMoHaiHa
Tepamnus / KacTpalliOHHO PE3UCTEHTHO 3a00MsBaHe/ :

o KacTpal[iOHHU CEPYMHHU HUBA Ha TectocTepoH (moa 1.7 nmol/L);
o TPU MOCJIEAOBATEIHY IOKAYBaHMs Ha cepyMeH PSA npe3 eaHa ceqmuIia, oKa3Baly
B JIBE OT U3CJI€JIBAaHMSTA YBEIMUEHHE CIIPSIMO Hal-HHUCKaTa cToiHocT ¢ 50% u PSA
Haja 2 ng/mL;
W
J peHTreHorpadcka Mporpecwsi: Bb3HWKBAaHE Ha >2 HOBH KOCTHH JIE3UHM WJIH

yBeJIMYaBaHE HA MEKOThKaHHa Jie3us ¢ u3non3pane Ha RECIST;

. CHUMIITOMaTHYHATa TIPOTPECHsI HACOYBA, HO HE MOYE CaMOCTOSTENHO Jia JieHHUpa
KacTpalllOHHA PE3UCTEHTHO 3a00JIsiBaHE.

JleuenueTo Ha KacTpauus-pepakTepeH MpocTaTeH KaplMHOM ce IPOoBeXk/1a Ha poHa Ha
HenpecTaHHa aHporenHa genpuanusa ¢ LHRH-aronwucr.

HemeTracTaTnuen KacTpanus-pe3ucrenTed kapuuiom (NnMCRPC)

AKTHBHO HA0JI0JIEHNE



TepaneBTUYHY ONIINHU

[Tpu Huckopuckou manueHtd ¢ PSA DT > 10 mecena - Ha GoHa HA XUPYpTrUYHA WIH
dhapmakonornyna kactpanus ¢ LHRH-ananosu Bicalutamide — 50 mg P.O. nueBHoO.
Ciproterone — 300 mg I.M. (ipe3 10 guu) unu ot 2-6 x 50 mg P.O. nHeBHO.

Enzalutamide — 160 mg P.O. nueBHO (10 mporpecusi)- npu BUCOKOpUCKoBH narueHT PSA DT <
10 mecena

Apalutamide - 240 mg P.O. guHeBHO (10 porpecusi)- Ipu BucokopuckoBu mamueHtH PSA DT <
10 mecena

Darolutamide - 1200 mg P.O. gueBHO (10 mporpecusi) - 3a JIcUCHUE Ha Bb3PACTHH MBIKE C
HeMeTacTa3upall, pe3MCTeHTEH Ha KacTpalus KapiuHoM Ha npocrarata (nMCRPC), kouTo ca ¢

BHCOK PUCK OT pa3BUTHC Ha MCTACTATUYIHO 3a00J1s1BaHE.

MeracraTHyeH KacTpamnus-pesucrenTen kapuuaom (MCRPC)

Jleuyenne npean Docetaxel

Enzalutamide — 160 mg P.O. aaeBHO (10 mporpecws).

Abiraterone acetate + Prednisolone Abiraterone acetate — 1000 mg P.O. nueBno Prednisolone — 2 x
5 mg P.O. mHeBHO (0 mporpecusi) - NpW NAalMEHTH HemosydaBanu Abiraterone acetate sa
XOPMOHOYYBCTBUTEIHO METACTaTUYHO 3a00JIIBaHE

Talazoparib* 1 x 0,5 mg P.O. nueBHo B komOuHanus ¢ Enzalutamide 1 x 160 mg 3a neuenue Ha
BB3PACTHU MAIMEHTH C METACTaTUYCH PE3UCTEHTEH Ha KacTpalus KaplnHOM Ha IpocTaraTa
(metastatic castration-resistant prostate cancer, mCRPC), npu KouTO XUMHOTEpanusATa HE €
KIIMHAYHO TI0Ka3aHa. He e HeoOX0iMo u3ciieiBaHe 3a MyTalluy Ha TyMOpa pu nmoadopa Ha
nauentd ¢ mCRPC 3a neuenue ¢ Talazoparib. [Tanuentute Tps6Ba 1a 6bAAT JIEKYBaHH 110

Imporpecus Ha 3a00/IIBAaHETO WM ITOSIBA Ha HCIIPUECMJIIMBA TOKCUYHOCT.

JleueHre Ha BB3PACTHU MAIMEHTH C METACTATHUYEH PE3NCTEHTEH HA KacTpalys paK Ha [Ipocrarara
(mCRPC) u BRCA 1/2 myranuu (repMHHATHBHU W/WIA COMAaTUYHH ), [P KOUTO XMMHUOTEPAITHITA
HE € KJIMHNYHO IOKa3aHa.

Niraparib/ Abiraterone acetate™ 200 mg/1 000 mg (;Be Tabnerku ot 100 mg Niraparib /500 mg
Abiraterone acetate) kaTo eZHOKpaTHa IHEBHa no3a, P.O. no mporpecus Wi HeNmpueMIInBa
TOCKHNYHOCT.

Niraparib/ Abiraterone acetate™ ce mpumara ¢ 10 MY NPeIHH30H WIM NPETHH3ONOH JHEBHO.
MenukamMeHTO3HaTa KacTpalsl C aHAJOT Ha TOHAJAOTPONMHH-OcBOOOkmaBam xopmoH (GnRH)
TpsOBa J1a TIPOIBIKA IO BpEME Ha JICUSHUETO Ha TAlMeHTH, KOUTO HE ca MPEThPIIeITH XUPYPruIHa
KacTparms.



[Tpu manmenTH, moryyaBanu Abiraterone acetate 3a XopMOHOYYBCTBUTEIHO METACTHYHO
3abonsBaHe - xumuotepanus ¢ Docetaxel
Olaparib e moka3an B KOMOWHAIUSI C a0UPATEPOH W MPETHU3OH WU TPETHU3OJIOH 3a

JICYCHUE Ha BB3paCTHU IMALUMCHTHU C mCRPC, IIpHU KOUTO XUMUOTEpaAInsa HEC € KIMHUYIHO

II0Ka3aHa

ITpu IpOTHBOMOKA3aHHUS 38 XMMHOTEPAITHS.
Prednisolone — 20 mg P.O. nueBHO

CMmsHa Ha AHTHAHAPOrcHa UJjn JCYCHUC C.

Medroxyprogesterone Acetate — 1000 mg P.O nueBno 30 auu, ciex toBa — 500 mg P.O. 3
IObTH CCAMHNYHO,

JleyeHne Ha MAIMEHTH C METACTaTHYEH, PE3UCTEHTEH Ha KacTparus pak Ha mpocratata ¥ BRCA1/2-
MyTaluu (FepMMHAaTUBHM W/WIM COMATUYHHU), MpOrpecupaiu clieA IpeIxOoAHO JIeUeHHe,
BKJIIOYBAIL[O HOBO CPEACTBO:

Olaparib e nmokazan B KOMOUHAIMsI ¢ aOUpaTEPOH U MPEJIHU30H WM MPEJIHU3O0IIOH 32 JIeUeHHe Ha
Bb3pacTHU nanueHTH ¢ MCRPC (MeracratnyeH pe3UCTEHTEH Ha KacTpalus KapLUMHOM Ha
IpocraTara), Ipu KOUTO XMMHOTEpAIKs He € KIMHUYHO Mokas3aHa. [IpernoppruBa ce neueHuero aa
IPOABIKU J0 HPOrpecus Ha IOJUIeKALIoTO 3a00JisiBaHE WM HENpUeMuBa TOKCHYHOCT. He e
HEo0XOIMMO FeHOMHO M3Clie/iBaHe Tpeau yrnorpedara Ha Olaparib B komOuHaims ¢ abupatepoH u
IPEJHU30H WM NPeJHU30J0H 3a yedeHne Ha nanueHtn ¢ mCRPC. Ilpenoppuntennata posa
Olaparib e 300 mg (aBe TabneTku o1 150 mg), mpreMaH# iBa IbTH JHEBHO, CKBHBAJICHTHA Ha 0011
nHeBHa no3a oT 600 mg B komOuHanus ¢ abuparepor 1 000 mg nepopanHO BEIHBK IHEBHO.
AbuparepoH TpsiOBa /a ce mpuijara ¢ NpeAHU30H WM MPEIHU30JIOH 5 mg MepopaaHo JBa IbTH

JTHEBHO.

IIspBa TUHUSA XUMHOTEPANNS

Docetaxel + Prednisolone

Docetaxel — 75 mg/m2 L.V., nen 1

Prednisolone — 2 x 5 mg P.O. nueBHo, quu 1-21

[Toropenwue mpe3 21 auu (8-10 kypca).

(uatepmutenten Docetaxel ¢ 4 kypca u orenka mpe3 3 Mecera € HOHUH()EPHOPHUTH CITPSIMO

HenpekbcHat Docetaxel).

Mitoxantrone + Prednisolone




Mitoxantrone — 12 mg/m2 1.V, nen 1
Prednisolone 2 x 5 mg P.O. gueBHo, qau 1-21
[ToBTOpenue npe3 21 aHu.

Vinorelbine + Prednisolone

Vinorelbine — 30 mg/m2 L.V., nen 1
Prednisolone — 2 x 5 mg P.O. aueBno, nuu 1-15
[ToBTOpenue npe3 21 auwm.

Cisplatin + Etoposide (mpu apedHOKI€ThYHA KOMIIOHEHTA)

Cisplatin — 75 mg/m2 LV., nen 1
Etoposide — 100 mg/m2 1.V., nau 1-3
[ToBTOpenue npe3 21 aHwu.

[Ipu mocturane Ha Bpeme 110 mporpecust Hag 3 Mecena cien Docetaxel moxke na ce mpuitoxu
otHOBO Docetaxel.

Jleuenue Ha Docetaxel-pe3ucTeHTeH KapiuHOM

[Iporpecusita ce nedunupa cbe ciequute kputepuu: (1) HapactBane Ha PSA ¢ 50% (nione > 4
ng/ml) Ham cepymHusi Hamup cien HemnpekbcHaT Docetaxel; (2) pagmonormyHa mporpecus,
otruetena 1o RECIST; (3) cumnromHa nporpecus.

Cabazitaxel + Prednisolone

Cabazitaxel — 20-25 mg/m2 I.V. aen 1
Prednisolone — 2 x 5 mg nueBno P.O. nen 1-21
[ToBTOpenwue npe3 21 mHu.

EHnoKkprHHY TepaneBTHYHH Bb3MokHOCTH: Enzalutamide — 160 mg

P.O. nueBHO (10 TIporpecusi).

Abiraterone acetate + Prednisolone Abiraterone — 1000 mg P.O. naeBHO

Prednisolone — 2 x 5 mg P.O. aHeBHO (710 Tiporpecus).

KaCTpaHI/IH'pC3I/ICTeHTCH MMPOCTATCH KAPIUHOM C METACTATUYIHA KOCTHA Ooiect

budocponaru nnm Denosumab.



26. KAPIIMHOM HA TECTHUC

3110KaYeCTBEHUTE TyMOPH Ha TECTUCUTE ca eaBa 1% oT 3JI0KadecTBEHHWTE 3a00JISIBAaHUS TPH
MBXKETE, HO T€ Ca Hal-ueCTOTO HOBOOOpa3yBaHUeE, 3acArallo Bb3pacToBaTa rpymna Mexay 15 u 35
TOJIMHU U Ca €[lHA OT Hai-pa3npoCTpaHEeHUTE MPUUMHU 32 CMBPT OT 37I0KAUECTBEHH 3a00IsIBAaHUS B
Ta3u BB3pacCT. XapaKTepu3upaTr c€ C BHUCOKA JIbUe- U XMMHUOYYBCTBUTEIHOCT. YCTAaHOBEHU Ca
penuiia TeHeTUYHU aHOMAJIUU, KOUTO ca pUCKOB (haKTOp 3a pa3BUTHE Ha 3a00JISIBAHETO.

TyMopbT € repMUHATUBHOKIIEThUEH. CrIOpe]l XUCTOJIOTHYHUS MY BHUJI ce€ Ae(QUHHUPAT JBE TPy —
CEMMHOMHU M HECEMHHOMHH TyMmopu. [Ipu OGoJHH, KOMTO IIe MPOBEXKIAT XMUMHOTEpaIus WU
JTpyenieueHue, TpsaoBa 1a ce 0OMUCIIN KPUOKOHCEPBALlMS Ha CIiepMa MPeIn 3all0YBaHe Ha JICUCHHeE.

26.1. CeMHMHOMHM TYMOPH

JleueHue Ha cCeMUHOMHHUTE TyMOpu Ha Tectucute B ctaauii [ (IA. 1B u Is).

Oxkomo 80% oT ceMuHOMHHTE TYMOpPH ca B | cT. ¢ mpexuBseMmoct > 99%, He3aBUCUMO OT u30paHaTa
cTpaTerus (JiedeHue Wi HaOIoIeHHe). AKTUBHOTO a[FOBAaHTHO JieUueHHe TPpsOBa ja ce n30area u
J1a ce 3aMeHs ¢ akTUBHO Habmrogenue. KbM merata roauna cien abnanuara Ha TyMOpPa, PUCKBT OT
peuuauBu € cboTBEeTHO 12%, 16% u 32% mnpu OonHM, IpU KOUTO JIMIICBAT PUCKOBHU (PakTopH,
HAJMIIE € €UH OT TAX, UM Ca HaJIMIIE U J1BaTa (TymMop > 4cM. U MHBa3us Ha pete Tectuc). Camo B
CIIydauTe, KOraTo € HeBb3MOXKHO e(DeKTHBHO HAONIOICHHE, Ce TIpuIIara uin kapooruiatuHa 1 Kypc
(AUC =7) umu amoBanTHa paauoTepanus (20Gy). 3a mnpeAmoyuTaHe € MPOBEXKAaHE Ha
XUMHOTEpAIHUSL.

JleueHne Ha CEMHMHOMHHTE TYMOPH Ha Tectucure B craauu 1A, IIB

[To-ronssMaTa 9acT OT MaMEHTUTE ¢ nogauadparMaiHa napaaopTaiHa u/WIM Ta30Ba afCeHONATHs
<5 cm ce nekyBaT camo ¢ panuotepanus (30-36 Gy). AntepHaTrBa Ha JICYCHHETO € CUCTEMHA
xumuorepanust (PEB x 3, cpemy PE x 4) B ciywaure, xoraro mmMa NpOTHBOIIOKa3aHUS 3a
NpoBeXJaHe Ha panuorepanus. KoMmOMHMpaHaTta XUMHOTEpamusi € CBbp3aHa C I0-BHCOKa
TOKCUYHOCT, HO C ITO-MaJIbK PUCK OT Bb3HUKBAHE Ha BTOPUYHHU TYMOPH.

JleueHye Ha CEMUHOMHMTE TYMOPU Ha Tectucure B ctaauu 1IC, 111

B cranuii II C, perponepuroHeanHuTe TMM(QHU Bb3JIM ca C MAKCUMAJIeH TPaH3BeP3aJieH TUaMeThp
Haja 5 cm. B ciydaute ¢ 106pa nporuosa Ha 3a00J1BaHETO, MAIUEHTUTE MPOBEXKIAT CTaHAapTHA
xumuotepanus (3 kypca PEB). Ilpu Gonnu ¢ npoTtuBonokaszaHus 3a jedeHue ¢ Bleomycin - 4
kypca PE. Ako cinen xumuoTepanusara octaTbuHaTa TyMOpHa Maca € 3 cm uiu no-manka u CT Ha
KOPEMHH OpraHd € HOpMallHa, NAaIlMeHTUTEe OcCTaBaT Ha aKTUBHO HaOmwozaeHue. Ilpu
npubim3uTenHo 25% OT ciiydauTe ocTaThbuyHaTa TyMOpHAa Maca Clie[l XHMHOTEparusira € Io-
rojisiMa ot 3 cm. B Te3u ciaydan ca Bb3MOXKHU CIIEAHUTE 3 MOIX0Aa:

OrnepaTUBHO OTCTpaHSABAaHE HA OCTAThYHUTE MACH.
Paguorepanus.

HaoOmroneunue.

[Tanmenture B ctaauii II1 - chc ceMUHOM Ha TECTHUC WM CEMHHOM (€KCTParoHaICH), MPOBEXIAT
CTaHJAPTHUTE XUMUOTEPANIEBTUUHU PEXKUMHU, KAKTO MIPU MAIMEHTUTE C HECCEMUHOMHHU TYMODPHU B
puckoB cratyc. 90% OT manMeHTHTe ¢ aBaHCUPAJIH CEMUHOMHHU TYMOPH C€ JIEKYBAT YCIICITHO C
KOMOMHUpaHa XuMHOTepanus, cbbpxaria Cisplatin.



26.1.1. Xumuorepanusg opy craamii |

[TpoBexa ce ajifoBaHTHA XUMHUOTEPAITHUS, aKO HE € OCHIIECTBEHO JIbuenedeHne (M300p Ha eTUH
OT JIBaTa METO/A).

EP (2 kypca)

Etoposide — 100 mg/m2 1.V., nau 1-5
Cisplatin — 20 mg/m2 L.V., nuu 1-5
IToBTOpeHue npe3 28 aHU.
Carboplatin AUC7 L.V. exHokpaTHO.
CrpsiMo noka3zaTesst 0011a MpeXUBsIEMOCT €AMH IUKBJI ce paBHsIBa Ha rpuenedeHue ¢ 30 Gy npu
NAlMEHTH ChC CPEICH M HHUCHK PHUCK; CHIIECTBYBAa MOBHUIIECH PUCK OT BTOPHYHA HEOIUIA3MS,
UHTyIIIpaHa OT JIbuesieueHHE.

26.1.2. Xumuorepanus mupu craauii [1A. B 1 HerrpoBeneHo JIpuecuyeHrue

BEP (3 kypca)

Bleomycin —30 mg TOT I.M., nuau 2,9 u 16
Etoposide — 100 mg/m2 L.V., nau 1-5

Cisplatin — 20 mg/m2 LV., nuu 1-5

[ToBropenwue mpe3 28 auu (¢ moakpena ot G-CSF).

benexka: Bleomycin moxe ma He ce mpuiara npu 6osHE Hax 40-TonWIIHA BB3PACT WU C
HapyueHa 6enoapoOHa GyHKIMS Hopaau M0-BUCOK PUCK OT MTHEBMOHUTHU. [Ipu Te3u nauueHTH
e ymecteH pexum EP (4 kypca) (Bux T. LA.).

26.1.3. Xumuorepanus rupu craauii [IC—1V BEP (4 xypca).

EP (4 xypca).

Etoposide + Cisplatin = Bleomycin

Etoposide — 100 mg/m2 1.V., nau 1-5

Cisplatin — 50 mg/m2 L.V., nuu 1-2

+ Bleomycin — 30 mg TOT .M., nuu 1, 8 u 15 (camo 3a craauii 11C, 111)
[ToBTOpenue npe3 28 nHMU.

TIP

Paclitaxel — 250 mg/m2 1.V. B 24-yacoBa undyswusi, aeH 1

Ifosfamide — 1500 mg/m2 1.V., nau 2-5

Mesna — 500 mg/m2 L.V., B vacose 0, 4 u 8 ot Hauanoto Ha Ifosfamide
Cisplatin — 25 mg/m2 L.V., nau 2-5

[ToBTopenue npe3 28 auu (npu npoteknus ot G-CSF).




26.1.4. Tlpu pe3unyaicH TYMOD Clell JIbYEIICUECHUE

[Ipu pe3uayanen Tymop noj 3 CM ce npusiara akTUBHO HaOIIOICHHE.

[Tpu pesuayanen Tymop Hajg 3 CM ce Ipuiiara XUpypruvo JieueHue, nociensado ot BEP (3
Kypca), ako XMUCTOJIOTMYHOTO HU3CJe/IBaHE [T0Ka3Ba HAJMYUE Ha 3JI0KAYECTBEH TyMOP.

26.1.5. Cnacurenna XMMHOTEPAIIHS IIPU PESUCTEHTHU TYMOPH

PEI

Cisplatin — 20 mg/m2 L V., nau 1-5

Etoposide — 75 mg/m2 1.V., nuu 1-5

Ifosfamide — 1200 mg/m2 1.V. qau 1-5

Mesna — 400 mg/m2 1.V., B wacose 0, 4 u 8 ot HauanoTo Ha ifosfamide
[ToBTOpenue nmpe3 28 nHu.

VelP

Vinblastine — 6 mg/m2 L.V., nau 1 u 2

Ifosfamide — 1000 mg/m2 1.V., qau 1-5

Mesna — 400 mg/m2 1.V., B yacose 0, 4 u 8 ot Hauanoto Ha Ifosfamide
Cisplatin — 20 mg/m2 LV., nuu 1-5

[ToBTOpenue mpe3 28 mHu.

TIP

Paclitaxel — 250 mg/m2 1.V. B 24-yacoBa undyswusi, aeH 1

Ifosfamide — 1500 mg/m2 1.V., nuau 2-5

Mesna — 500 mg/m2 L.V., B uacose 0, 4 u 8 ot Hauanoro Ha ifosfamide
Cisplatin — 25 mg/m2 L V., nau 2-5

[TosTopenue npe3 28 auu (pu npoteknus ot G-CSF).

26.2. HeceMHHOMHM TYMOPH

[IpenopbuBa ce jgeueHre OT MEAULMHCKI OHKOJIO3U C OMMT B JICYEHUETO Ha KapIIMHOM Ha TECTHUC.
BonHuTe, mouexany Ha XUMHOTEPAIHs, C€ Pa3IeNAT Ha TOATPYITH CIIOPE PUCKA OT IMPOTPECHSI:
(1) no6pa npornoza — AFP nox 1000 ng/ml, hCGT nox 5000 IU/ ml, LDH nox x ropaa HopMaiiHa
rpanuna (I'HI'), 6e3 mppBUYEH TyMOp B MEIMAaCTUHYM, O€3 ApYyru BUcLepaHu (0CBEH 0eno1po0HN)
MmeTtacrasy; (2) cpeana nporHoza — AFP mexay 1000 u 10000 ng/ml, hCGT mexay 5000 u 50000
Ul/ml, LDH mexny 1,5 u 10 mbTu Hag HOpMara, 6€3 MbpBUYEH TYMOP B MEIUACTHHYM, 0€3 Ipyru
BHUCIepaIHU (0CBeH OenoipooHn) metactasy; (3) soma nmporuo3a — AFP wan 10000 ng/ml, hCGT nHan
50000 Ul/ml, LDH nan 10 mbTu Hax HopMaTa, MbPBUYEH TYMOP B MEAMACTUHYM, HAIMUUE HA JPYTH
BHCLIEPATHU MeTacTa3u (OCBEH 0en0apoOHH).

26.2.1. Jleyenre HA HECEMHUHOMHHUTE TYMODHU Ha TecTUcCUTE B craauii | 6e3 ¢cha0Ba MHBA3UA U C
HOPMAJIHU CIENOIEPATHBHU TYMOPHU MapKepu

HporHo3aTa Ha Oomuute B I cT.e OTJIMYHA, HE3aBUCHUMO OT I/I36paHI/IH METOO- HaGHIOI[CHI/IC NN
AKTHUBHO JICUCHUC. I/I360p'I)T Tpr6Ba JAa CC HallpaBU MHAWBUAYAJIIHO, B 3aBUCUMOCT OT OCTpaTra U



KbCHA TOKCHMYHOCT, MpPEANOYUTAHUATA Ha OONHMS M HEOOXOJMMOCTTa OT 3ama3BaHe Ha
¢deprunHoctTa. [IpenoppuBa ce chbxpaHsBaHEe Ha cliepMa B ThKaHHA OaHKa MpPEIH Jia ce MpeMUHe
KbM aKTHUBHO JjieueHue. Perponepuroneannara numdonoaynapra aucekius (RPLND) B I cr.
(HUCBPK M BHMCOK PHUCK) CE€ Mpujara M3KIIOUHUTEIHO PSIKO, CaMO KOraTo HaOJIOJEHHUETO WIIU
aJI0OBaHTHATa XMMHUOTEPAIHS C€ OTKA3BaT OT MAllMEHTA I10 JIMYHU NPUYUHU. TO3u BUJ onepaTuBHA
MHTEPBEHLU ce MpoBexkaa oT onuteH xupypr. Upes RPLND namansBa pucKbpT OT peuuauBy, HO
OCTaBa PHUCK OT MosiBa Ha 6es1oApoOHN MeTacTasu.

[Tatmentn B cranuii I Ha HECeMUHOMEH TECTHKYJIapeH Tymop 0e3 JuMQHa U ChJAOBAa MHBA3HA,
HOPMAJIHU C€pyMHU Mapkepu, HopMmanHa CT Ha KOpeMHHU OpraHy U IPbJIEH KOII, MOraT Jja OCTaHaT
Ha aKTHUBHO HaOIIOZeHHEe. AKO TMPOBEXKAAHETO HAa AKTUBHO HAOINIIOJCHHE € HEBB3MOXKHO, C€
npunarat 2 kypca PEB. Cnopen ESMO-2016r. onpeaensiio CTeneHTa Ha PUCK € JuM@HaTa H
CHJIOBa MHBA3MsI ¥ IIPU | CT —BUCOK PUCK M3XOIBT € €IHAKBB ¢ HaOmoaeane uin 2 kypca PEB - 98%
IIPEKUBAEMOCT.

[Tpu manuenty B | KIMHUYEH CTaauii PUCKBT OT TJIACHK B 3a00JSIBAaHETO € OKOJIO 25% - B TE3H
cirydan OomHHTE ce nekyBaT ¢ 3 kypca PEB unm 4 xypca PE npu npoTtnBonokasanus 3a npuiiaraHe
Ha Bleomycin.

26.2.2. JleueHre Ha HECEMMHOMHUTE TyMOpH Ha TectrcuTe BbB 1IA. II B cramuu

Jleuenuero Ha nauuentute BB lIA cTanuii ce onpenenst oT HUBOTO Ha TyMOpHHUTE Mapkepu. KoraTto
TYMOPHHUTE MapKepH ca IMOBHILIEHH, MALIUEHTUTE MPOBEXKAAT XUMHoTepanusa. Koraro TymopHuTte
MapKepH ca HETraTHBHH, € BB3MOXXHO mpoBexkaane Ha RPLND wunm nabmioneHue Ha Bceku 6
cenmuu. Jleuennero Ha nanuenTute BbB 1IB cTannii chio ce onpenens B 3aBUCUMOCT OT HUBOTO
Ha TyMOpHHTE Mapkepu. [Ipm HeraTuBHM cepyMHH MapKepH M JMUM(HU METacTa3d Mo XojAa Ha
muMQHUSA ApeHaX, ManueHTuTe nomiexkar wim Ha RPLND ¢ agroBanTHa XuMuoTepamnus 2 Kypca
PEB, unu cucremna xumuotepanus: PE — 4 xypca unu PEB — 3 nuxbina, cien koeto ce od6chxaa
HeoOxoaumoctta or RPLND. Ilpu mynTuruieHn auMQpHM MeTacTa3d ce MpOBEXJa CHUCTEMHa
xumuorepanus. IIpy NoBUIIEHM TyMOpPHH MapKepu ce IpOBEXKAA XUMHOTEpamnus, KakTo IIpU
nanueHTy ¢ Jo0pa mporHosa Ha 3abonsBaHetro — 4 nukbiaa PE wiu 3 nukena PEB ¢ nocneasaiia
RPLND, axko ce ycranoBaBatr CT naHHu 3a ocTarbuHa TuMpaaeHONaTusI.

26.2.3. XuMmuoTrepanus Ipyu aBaHcupajio 3a00JisiBaHe

[Manmenture cve craguu IIC u Il mojpnexxar Ha cucremMHa xumuoTepanwus. [lamueHTuTe B
HarpeaHal CTaauil Ha 3a00JISIBAHETO C€ KaTeropyu3upar Karo MaIueHTH ¢ 100pa, CpeaHo a0opa u
Jiomia mporHo3a (mporuoctuyHa kinacudukamus ot 1997 r Ha International Germ Cell Cancer
Collaborative Group).

[Taumenture B cragmii IIC morar na OpAar kareropusupaHu ¢ 1o0pa, cpeaHo Aodpa U Jolma
IIPOTHO3a B 3aBHCHMOCT OT HHMBOTO Ha TyMOpHUTe Mapkepu. [IpoBexkna ce cranmaprHara
xumuotepanus (3 kypca PEB win 4 kypca PE), ako cien xumMnorepanusra uma ocTaTb4Ha TYMOPHA
Mmaca, ce nmpernopbuBa RPLND. Ako TyMopHHTE MapKepu ciiell XUMHOTEPANUATa c€ HOpMaJIU3UpaT
u npu CT He ce ycTaHOBSBaT OCTaThb4yHU (OpMallMW, MALMEHTUTE MOrarT Ja OcCTaHaT Ha
HaOJIFOJEHHE.

IManmenTu ¢ noopa nporuosa (IITA cragmii HECEMUHOMHHU TYMODH )

[TaruenTTe ¢ MOOpa MPOrHO3a Ha 3a00JIIBAHETO MOJIEKAT Ha CTAHIAPTHUTE XUMHUOTEPATICBTUYHU
pexumu — 3 nukwiaa PEB unu 4 mukena PE, ¢ koeto ce moctura 1o0wp jaeueden pesyarar B 90% ot
ciiydauTe. AKO MAIMEHTUTE WMAT OCTAaThYHHM (OpMAaIMU CJe/ MPOBEACHATa XUMHUOTEparus, ¢



HOpPMaJHM CTOMHOCTHM Ha TYMOPHU MapKepH, MOJJIeKaT Ha OINEpaTUBHO OTCTpaHsIBaHE Ha
TYMOPHHTE MacU. XUCTOJOTUYHOTO M3CJICIBAHE HA OCTATHYHUTE TYMOPHH MAacH MOXE J1a MOKaXKe
B mpuOan3uTenHo 45% Hekposa u ¢pubdposa, B npudauzutento 45% - 106pokayecTBeH TEPATOM U B
10 - 15% - mepcuctupane Ha KapuuHOMa. B Te3u ciydam ce mpuiarar 2 KOHCOJUAMPAIIN Kypca
XuMuoTepanus ¢ komouHamnus VIP.

IManumenTu cue cpeano noopa (1B craawmit) u nowa (IIIC cramuii) mporuosa

[TatmenTuTe CHC CpetHO 1OOPa MPOTrHO3a HA 3a00JIIBAHETO OTrOBAPAT HA CTAHAAPTHUTE CXEMU HA
xumuorepanus B npubiansutenno 80% oT ciydaute, a TE3U ¢ Jola IPOrHo3a — B MPUOIU3UTEIIHO
60%. [lanmenTTe B T€3U cTaquu Ha 3a00JIIBaHETO MO IIeKaT Ha 4 kypca xumuotepanus (PEB) nimn
4 xypca PEI=VIP. Cnen npoBexaaHeTo Ha KypCOBETe XMMHOTEpAIUs, ako peHTreHorpadcKu ce
JIOKaX€ I'bJIHA KIMHUYHA PEMUCHSI ¢ HOPMAJIHU CTOMHOCTH Ha TYMOPHM MapKepH, MallMeHTUTE
OCTaBaT Ha JAWHAMUYHO HabmoneHue. B cmyyanute Ha ocrarbuHa (hopManus MpU Bb3MOXKHOCT Ce
00CBK/1a ONEpaTUBHOTO M OTCTpaHsBaHe, kaTo ce 3arnouBa ¢ RPLND, cnen koeto ce pesenupar
OCTaThbYHUTE JIe3UH B Oenus aApo0. B ciydyante Ha moBHIlIaBaHE HA TYMOPHUTE MapKepu Clie[
JeYCHHE WM TpU Tporpecuss Ha 3a00NsSBAaHETO, NMPH TNANMEHTHTE ce NpoBexnga ‘“‘salvage”
xumuorepanust (TIP, CE, TI-CE, VelP, VIP) unu BkIOYBaHE B KIMHWYHHU MPOYYBAHHUS.
Paguorepanus npu HECEMUHOMHM TYMOPH Ha TECTUCUTE CE IIPUJIara Ipu MoKa3aHus 32 MO3bYHU U
KOCTHU METacTa3H.

JIEKAPCTBEHMU PEXKXUMHU
[Tpu craawmii | 6e3 chbaOBa MHBA3US U C HOPMAITHU CIEAONEPATUBHA TYMOPHH MapKepu

AJfoBaHTHa XMMHOTEpANMsl HE Ce MPOBEXAa U HE Ce MPErnopbyuBa peTpornepuToHeaTHa JuMdHa
IUCEKIIHS.

e [lpu cramuii | cbe chbaoBa MHBA3USA
o IIpoBexna ce agroBanTHA XMMHOTepamnus ¢ pexxum BEP (Buxk 1. 1.B.) (2 xypca).
e [lpu cranmii ITIA, B
o IlpenopbpuBa ce perpornepuTOoHeaNHa JUM(HA AUCEKIMA, IMOCIEABaHA OT
aaroBaHTHa xumuotepanus ¢ pexxuM BEP (Bux 1. [.B.) (2 kypca).
e [Ipu Heonepabunnu 6omHM B craauii I, mpu craauii I u IV
o IlpoBexna ce xuMuoTepanus crope Nporuo3ara Ha 60yecTTa.

IIpu noOpa nporyosa:

BEP (3 xypca)
EP (3 xypca) PVB

e Cisplatin — 20 mg/m2 L.V., nau 1-5

e Vinblastine—6 mg/m2 L.V, nau 1 u 2

e Bleomycin — 30 mg o6ma go3a I.M., nau 2, 9 u 16
e [loBropenwue mpe3 28 auu (3 Kypca).

IIpu cpegHa MK JIOIIA MPOrHO3a.

BEP (4 xypca)

EP (4 xypca)



PVB (4 kypca)

26.2.4. Crnacurenna XMUMHOTEDPAINS IIPU PESUCTEHTHU TYMOPH

PEI
VelP

TIP

26.2.5. EkcTparoHajHu TepaTOKapLUHOMHUA

XI/IMI/IOTepaHeBTI/I‘IHI/ITe PEXUMU Ca KaTO IIpHU KapUXHOM Ha TECTHUC.



27. KAPIIMHOM HA INEHUC

XUMHUOTEpanus ce Mpuiiara npu JIOKAJIHO aBaHCHpasia UM MeTacTaTH4Ha 0O0JIeCT.

Cisplatin + Paclitaxel + Fluorouracil

Cisplatin — 75 mg/m2 1.V., nen 1

Paclitaxel — 175 mg/m2 (Docetaxel — 75 mg/m2) 1.V., nen 1
Fluorouracil — 750 mg/m2 1.V. 96-uacoBa BeHO3HA HH}Y3Hs
IToBTOpenue npe3 21 axu.

Cyclophosphamide + Bleomycin

Cyclophosphamide — 250 mg/m2 L.V., aau 1-5
Bleomycin - 30 mg o61ma go3a .M., 2 mbT ceIMUYHO
[ToBTOpeHue npe3 28 aHM.

Cisplatin + Metothrexate + Bleomycin

Cisplatin — 75 mg/m2 L.V., nen 1
Metothrexate — 25 mg/m2 L.V., nau 1 u 8
Bleomycin — 10 mg/m2 I.V., nau 1 u 8
[ToBTOpeHwme npe3 28 mHu.

Cyclophosphamide + Cisplatin + Vincristine

Cyclophosphamide — 250 mg/m2 1.V., nau 1-5
Cisplatin — 25 mg/m2 L.V., nau 2-4
Vincristine — 1 mg/m2 LV., nau 1 u 7
[ToBTOpenue npe3 28 aHMU.

Cisplatin + Mitomycin C

Cisplatin — 20 mg/m2 L.V., nen 1-3
Mitomycin C —4 mg/m2 L.V, nen 1
HOBTOpeHI/Ie npes3 28 AHU, IIpU CTPOT'O MOHUTOPUPAHE HA XEMOIIOC3aTa.




28. CAPKOM HA KAPOSI

Jleuenuero ce HU3BbpIIBA C JIMITIO30MAJICH ,Z[OKCOPY6I/IHI/IH.



29. CAPKOMMU HA MEKU TbKAHH

CapkomMuTe Ha MEKUTE ThKaHU MpEJCTaBIsIBaT Okojo 1 % OT BCHUYKM 3J0KAUYECTBEHU TYMODPH Y
BB3PACTHU U 0K0JIO 15 % oT Te3u y aena. CpenHara S-roAuiiHa NpexxuBsieMoct Bapupa ot 60% 1o
80% nipu BB3pacTHU U 75% 1pu Jiena, B 3aBUCUMOCT OT AudepeHIralys, XuCTOJIOTHYEH BapUaHT,
pa3Mep, JoKaJlIu3alus, pas3lpocTpaHeHue Ha TyMmopa. CapkoMHUTe Ha MEKHUTE ThKaHUM MoraT Ja
BB3HUKHAT BbB BCUUKH 00JIACTH HA TAJIOTO, HO HAali-UeCTH ca Te3U B 00JIaCTTa HA JOJTHU KpalHULIN
(40.5%), rpbaen komr (17.5%), ropuu kpaiinuiu (16.5%), peTponepuTOHEaTHO MPOCTPAHCTBO
(13.3), Bprpemnu opranu (8.0%), B obnactra Ha riaBa u mus (4.0%). CucremHa Tepamnusi ce
npusara npu HeornepaOuIIHA HIIM METaCTaTUYHA OOJIECT.

29.1. MoHoxuMuoTepanus

e Doxorubicin — 75 mg/m2 v
e Epirubicin — 90 mg/m2 B 72-yacoBa |.V. undysus

[ToBTOopenue npe3 21 gHu.
e Epirubicin —80-120 mg/m2 1.V, nen 1

[ToBTopenue mpe3 21 nHu.

e Paclitaxel — 135-175 mg/m2 L.V., nen 1

[ToBTopenue mpe3 21 nHu.

e [fosfamide 3.0 g/m2 i.v. — 4 yacoBa u.B. uH}y3us aex 1 10 3
e Mesna 400 mr/m2 u.B. Ha 0, 4 u 8mu vac u.B. [ToBTaps ce npe3 21 qaK

29.2. KoMOuHMpaHa XUMHOTepanus

29.2.1. [IspBa nuHUS

Epirubicin + Ifosfamide

Epirubicin — 60 mg/m2 L.V, nau 1 u 2
Ifosfamide — 1800 mg/m2 1.V., quu 1-5
Mesna — 400 mg/m2 1.V., B vacose 0, 4 u 8 cnen Hauanoro Ha ifosfamide

[ToBTOpenue mpe3 28 mHu.

Vincristine + Cisplatin + Ifosfamide

Vincristine — 2 mg o6mia mo3a L.V., gen 1

Cisplatin — 20 mg/m2 L V., nuu 1-5

Ifosfamide — 1500 mg/m2 L.V., nau 1-5

Mesna — 400 mg/m2 L.V. B gacose 0, 4 u 8 ciex Hauanoro Ha ifosfamide
[ToBTOpenue npe3 28 nHM.

Gemcitabine + Docetaxel




[ToBTOpenue npe3 21 aHu.

Gemcitabine — 675 mg/m2 I.V., nau 1 u 8
Docetaxel — 75 mg/m2 1.V., neu 8

MAID

Doxorubicin 20 mg/m2 u.s. (5 no 20 munytHa uHdy3us) aed 1 10 3
Dacarbazine 300 mg/m2 u.B. (1uacoBa undysus) nex 1 mo 3
Ifosfamide 2500 mg/m2 nueBHO u.B. (39acoBa uHby3us) neH 110 3
Mesna 400 mg/m2 u.B. Ha 0, 4 u 8 yac

[ToBTaps ce mpe3 3 ceqmuiy — 6 Kypca

XI/IMI/IOTepaHeBTI/I‘IHHTC PEKHUMHU MOraT Jia €€ IpujiaraT B HCOaIllOBAHTCH aCIICKT IIPH

MOTEHLIMAIHO pe3eKkTaduiHu Tymopu (cramuii 11, I1I).

29.2.2. Bropa nuHus

Pazopanib — 800 mg P.O. nueBHoO (He ce mpuiiara mpu JIMIIOCAPKOMH ).

[ToBTOopenue npe3 21 mHu.

Eribulin mesylate — 1.4 mg/m2 1.V., nuu 1 u 8 (ipu 1unocapkom ¢ Iporpecus Ciie
AHTPALUKIINH-ChIBPIKAIIN PEKUMH)

Cisplatin  + Mitomycin
Cyclophosphamide

C +

Cisplatin — 20 mg/m2 1.V., nau 1-3

Mitomycin C —10 mg TOT L.V., nen 1, npe3 42 nuu
Cyclophosphamide — 500 mg/m2 LV, nmen 1 (B
Kypcosere 6e3 Mitomycin C)

[ToBTrOopenue npe3 21 nHu.




30. OCTEOCAPKOMM

[IbpBUUHUTE 3JI0KAYECTBEHW KOCTHM TyMopu mpezacrasisBar okoigo 0,3 % or BcUYKH
37I0KQ4eCTBEHW HOBOOOpa3yBaHHs. B 3aBUCMMOCT OT ThKaHMTE, OT KOUTO IPOU3XOXKIAT, TE CE
pas3ersaT Ha: OCTEOCAPKOMHU (C MPOM3XOJA OT OCTEOOJACTUTE), XOHAPOCAPKOMH (C MPOU3XOA OT
XPYIISUTHA ThKAaH) U IPUMUTHUBHU HEBPOECKTOEPMAIHU TYMOPH, HapHUyaHU olle capkoMu Ha FOuHT
(c Hedcen mpousxon). Tyk cmamaT M Apyru peIKkd TyYMOPH Ha KOCTHTE, Karo aJaMaHTUHOM,
ManurHeH (uopobIacTeH XHMCTUOIMTOM Ha KOCTTAa M MAaJMTHEH THTaHTOKJIEThYEH TyMOp Ha
KOCTHUTE.

KBbM KOCTHUTE TYyMOpPHU C€ OTHACAT U IbPBHUYHUTE JTOOPOKAYECTBECHH TYMOPH Ha KOCTUTE, KAKTO U
BTOPUYHU (METACTaTUYHHM) KOCTHM TYMOPHM — MeTacTaTMYyHa KocTHa Oosect. Haii- yect e
OCTEOCapKOMBT, Ccpelia ce Hai-yecto y mnoxapactBamu (15-19 rox.). B Tasu Bb3pact
0CTEOCapKOMHUTE ChCTaBisBaT mnoBeye or 10% or Bcuuku conmuaHu TyMopu. CbOTHOLIEHHETO
MBbxe:KeHH € 1.4:1.

Te3u Tymopu BB3HUKBAT B MEpUO/Ia Ha Ch3PSBAHE HA OPraHM3Ma, KOraro ce OTYUTa MaKCHUMaJeH
pacTex Ha CKelleTa, pecIl. BUCOKa Nposin(pepaTUBHA aKTHBHOCT HAa OCTEOOJIACTUTE; BTOPHST IHK €
kbM O0-romumiHa Bb3pacT. [pyru puckoBu ¢akTopu 3a IMOSiBA Ha TE3H TYMOPU ca JIbYEBU
BB3JICHCTBUS, KAKTO U (paMUIIHA OOPEMEHEHOCT.

30.1. Xwumuorepamusi mpu capkom Ha Ewing

Vincristine + Vincristine - 1.5 mg/m2 (o61a go3a 2 mg) 1.V. 6onyc, aen 1
Ifosfamide + Ifosfamide - 3000 mg/m2 1.V. 3-uacoBa undys3us, aau 1-3
Epirubicin + Mesna — 400 mg/m2 1.V, B gacose 0, 4 u 8 ciieq1 HA4aIOTO HA
Etoposide ifosfamide

Epirubicin — 30 mg/m2 1.V. 4-yacoBa undys3wusi, gau 1-3
Etoposide — 150 mg/m2 1.V. 2-uacoBa undysus, qau 1-3
[ToBTopenue npe3 21 auu (¢ moakpena ot G-CSF).

Ifosfamide + Ifosfamide — 1800 mg/m2 1.V., mau 1-5
Carboplatine + Mesna — 400 mg/m2 1.V., B wacoge 0, 4 u 8 ciieq HayamoTO Ha
Etoposide ifosfamide

Carboplatin — 400 mg/m2 L.V., nau 1 u 2
Etoposide — 100 mg/m2 1.V., nuu 1-5
[MToBTopenue npe3 21 auu (¢ moakpena ot G-CSF).

VEC/IE Vincristine — 1.5 mg/m2 (o6m1a g03a 2 mg) 1.V. 6onyc, nen 1
Cyclophosphamide — 600 mg/m2 1L.V., nen 1

Epirubicin — 75 mg/m2 1.V, neu 1 antepuupario c: Etoposide — 100
mg/m2 L.V., nan 1-3

Ifosfamide — 1500 mg/m2 I.V., nuu 1-3

Mesna — 400 mg/m2 1.V., B wacose 0, 4 u 8 ciieq HayaaoTO Ha
ifosfamide

[ToBTopenue npe3 21 auu (¢ moakpemna ot G-CSF).




30.2. XummuoTepanusi NpH 0CTEOCAPKOM

MAP

Cisplatin 60 mg/m2/ nu / 4 4 undysus/ va nex 1 u 2 (OJ] 120 mg/m 2),
cenvuna 1 u 6

Doxorubicin 37.5 mg/m2 u.B. Ha aeu 1 u 2 (OJ] 75 mg/m 2) , ceamuma 1
U 6, ciieaBaHy 3 CEIMUILM CJIES TOBA OT:

Methotrexate (MTX) 12,000 mg/m 2 wu.B. 3a 4-6 yaca Ha gaen 1 + /
Leucovorin 15 mg IV, craptupaiiku 24 h cnen nagaioro Ha MTX nu
clieJiIcHEe Ha MeToTpeKkcaremusTa 1okaro e ctane < 0,1 mM. (cegmwuima
4,5,9u10)

[ToBTaps ce 1o 4 nuxbIa

ICE

Cisplatin 100 mg/m2 u.B. 3a 2 h Ha gen 1

Epirubicin 90 mg/m2 u.8. 3a 15 min Ha aen 1

Ifosfamide 2000 mg/m2/ nen IV 3a4 h wa nuu 2 no 4, 3aenno ¢ Mesna
2000 mg/m2/nen u.B. 3a4 hua qau 2 10 4 ( rotanHa g03a: 6000 mg/m2)
[ToBtapst ce mpe3 3-4 cenmuuu ( 6 xKypca, 3 Kypca mpea U 3 Kypca
CIIEJIOTIEPATHBHO).

Ifosfamid +
Etoposide

Ifosfamid 3000 mr/m2 u.B. (3uacoBa undysus) aeu 1 10 4

Mesna 3600 mg/m 2/ neH u.B. Ipoab/oKUTEIHA HHGY3Us Ha 1HU 1 10 4
Etoposide 75 mr/m2 u.B. (14acoBa undy3us) nex 1 no 4

IMToBtaps ce npe3 3-4 cenmurim (2 Kypca)

Gemcitabine +
Docetaxel

Gemcitabine 675 mr/mM2 u.B. (90muH. uaby3us) neH 1 u 8
Docetaxel 75 no 100 mr/m2 u.B. (14acoBa uHd.) 1eH 8
[ToBTaps ce npe3 3 cenMHULIH.

Cyclophosphamide
+ Topotecan

Cyclophosphamide 250 mg/m2 u.s. 3a 30 min /au Ha auu 1 10 5
Topotecan 0.75 mg/m2 u.B. 3a 30 min /o Ha qam 1 10 5
IToBTtaps ce npe3 3 ceamuiy, 3a 12 — 14 nukbia




31. TUTAHTOKJIETBYEH TYMOP HA KOCTTA

Denosumab e noka3aH 3a jieueHue Ha Bb3PACTHU U IOHOIIU ChC 3aBBPIICHO CKEIIETHO PA3BUTHE C
TUTAaHTOKJIEThYEH TYMOp Ha KOCTTa, KOWTO € HEONepaOWIeH WIM KOraTo MMa BEpOSTHOCT
XUPYpPrudHaTa pe3eKius Ja I0Be/e 10 TeXKa 3a00J1eBaeMOCT.

[Ipenopwruntennara no3a Denosumab e 120 mg, mpuioxkeHa Kato €IHOKpaTHA ITOJAKOKHA
WHXKEKIUs B o0jacTra Ha OeIpoTo, KOpeMa WM MUIIHWIIATA BEIHBK Ha BCEKH 4 CEIMHIIU, C
JON'BJIHUTENHA 03U OT 120 mg Ha AeH 8-Mu U 15-TU OT JICUEHUETO Mpe3 MbPBUS MECEI OT
Tepanusra.

[TarueHTHTE C TUTAHTOKJIETHYCH TYMOP Ha KOCTTa TPsiOBa /1a Oh/IaT OICHIBAHU PEIOBHO, 3a J1a ce
OTIpEeIeTN JaJId MPOIbDKABAT J1a UMAT I10J13a OT JICYCHUETO.

[Ipu manueHnTH, yueTo 3a0oJsIBaHe ce KOHTpoJupa oT Denosumab, epekThT OT IpeKbCBaHE WU
CIIMpaHe Ha JICYCHHETO HE € OLIEHEH, HO OIPAaHUYEHUTE JAHHU MPU TE3W MALUEHTU HE MOKa3BaT
HaJM4Ke Ha pedayH1 e(heKT cliel IpeKpaTsIBaHe Ha JICYCHHUETO.

Beuuku manueHTtu TpsOBa Aa monydaBar n00aBku ¢ Hail-manko 500 mg kamuumii u 400 U
BUTaMuH D THEBHO, OCBEH aKO € HAIUIE XUTICPKATIIHEMHUSI.



32. TACTPOMHTECTUHAJIHU CTPOMAJIHU TYMOPHU

I'acrpounTectunanaute cropmanau Tymopu (I'MCT) ca peakn Me3eHXMMHU TYMOPH C TTPOHM3XO]T
ot racrpounTectuHanuus TpakT (I'UT) cbe cnenmmduyuna XucToIornyHa XapakTepucTuka. Tosa ca
Haii-uecTo cpemanute MmezeHxuMuu Tymopu Ha ['UT, Bp3nukBamu cieg myrauus B KIT-tuposun
KWHA3HUS PELETITOP W/WIIK B peLieNTopa Ha TPOMOOIIMTHHS pacTexeH paktop anda (PDGFR-alfa).
Jmarnozata ce MOCTaBsS HMMYHOXHCTOXMMHYHO BB3 OCHOBAa Ha EKCIpecuss Ha creuu(puuHu
pelenToOpu U C€ OMPENeNsAT CTENEeHU Ha PUCK (HUCHK, CPEACH M BHUCOK). 3acaraT MpeIuMHO
BB3PACTHH OKOJIO TeTaTa JeKajaa, HO MOTar Ja ce HabJto/1aBaT U BbB BCUUKH Bb3PACTOBU TPYIIU.

I'MCT morar aa ce pa3BUsT HaBCSIKb/IE B CTOMAITHOUYpeBHUS TpakT. Okoio 60-70% ot cinyyaute ca
Jokanu3upanu B cromaxa, 20- 30% - ThHKO 4epBo; mo-manko ot 10% - XxpaHOIpPOBOA, KOJIOH,

PEKTYM.

IIpunara ce TapreTHa Tepamnusi.
AJI0BAHTHA Tepanus

[Tpunara ce npu onepupanu 6oxaHu (RO- u R1-pesekius) cbe cpeleH U ¢ BUCOK PUCK: TYMOPEH
muametsp > 10 cm, Opoii Ha mu- To3u > 10/50 HPF, Tymopen auamersp > 5 cm mmmroc Opoii Ha
muto3u > 5/50 HPF, cionTanna unm xupyprudna pynrypa. Haznauasa ce u cien R2-peseknust 3a
cpok ot 3 roaunu. [IpenoprunTeneH € MoneKysipHoO-marosoruded ananus 3a c-KIT (ex3oH 9- u
ek30H 11- myrammus).

Imatinib — 400 mg P.O. auesno (800 mg auesHo npu C-KIT ex3on 9-myTarrs).
[Mpunara ce 3 roauHM.

ITbpBa [IpemopbunTeneH e MonekynspHonaToiaorndeH aHanus 3a C-KIT (ex3oH 9- n
JUHUA ex30H 11-myranust) 1 PDGFRA D842V -myranus.

Imatinib — 400 mg P.O. nueBno, 10 nporpecus (800 mg auesHo npu C-KIT
ek30H 9-mytanus). [lpunara ce 1o mporpecus.

Avapritinib* — 300 mg P.O. nueBro npu PDGFRA D842V-myranus (300 mg
P.O. 1HeBHO npH ChI'BTCTBAILO MPHIIOKEHHE ¢ yMepeH nHxuoutop Ha CYP3A

Bropa Imatinib — 800 mg P.O. nueBHoO (J10 iporpecwusi).
JIMHUSI Sunitinib — 50 mg P.O. nueBHo, 28 nuu u 14 nuu nounska, wim 37.5 mg P.O.

JTHEBHO, 0€3 MpeKbCBaHE (J10 MPOTPECHS).
Avapritinib* — 300 mg P.O. nueBHo npu PDGFRA D842V-myranus (300 mg
P.O. nHeBHO Npu CHIPTCTBAIIO NpUJIOKEHUE ¢ yMepeH naxuoutop Ha CYP3A

Tpera Regorafenib — 160 mg P.O. aueBHo (10 mporpecus).
JINHUS Ripretinib* e mokasan 3a jieueHre HA Bb3PACTHH MAIIMEHTH C HAIPETHA

ractpouHTecTuHaneH ctpomaieH Tymop (I'MCT), kouTo nmpenu ToBa ca JIeKyBaHU
C TP WJIY NOBeU€ KMHA3HU HHXUOUTOPH, BKIIOUUTETHO UMAaTHHUO

Avapritinib* — 300 mg P.O. maeBno nmpu PDGFRA D842V-myTanus (300 mg
P.O. n1HeBHO Npu CHIIPTCTBAIIO NpUJIOKeHUE ¢ ymMepeH uaxuoburtop Ha CYP3A




33. MAJIMTTHEH MEJIAHOM

33.1. AnoBaHTHA Tepanusi

Taprerna repanus npu Haanuue Ha BRAF V600 myranus

+ Dabrafenib — 2 x 150 mg P.O. nueBno + Trametinib — 2 mg P.O. nHeBHO € moka3aH KaTo
aJIOBaHTHA Tepamnus Ipu Bb3pacTHH nauueHtu ¢ menanoM Cranuii III ¢ BRAF V600
MyTalus, CJIe] paJuKaaHa Oneparus.

HNmyHoTEpanus

* Pembrolizumab 200 mg 1.V. na Bcexu 3 cenmunu uinu 400 mg 1.V. Ha Bceku 6 cenMuiu
¢uKkcupaHa 103a KaTo MOHOTEpANuUs 3a aIOBAHTHO JICYEHHE HA BB3PACTHH C MEJIAHOM
craauii [IB, IIC unu 111 1 npu kouTo € u3BbpIIeHa pagukanHa onepanus. [Ipu agroBaHTHO
JeyeHue Ha MenaHoMm, Pembrolizumab tps6Ba na ce mpwiara 10 peuMauB Ha
3a00J151BAaHETO, HEMPUEMIIBA TOKCUYHOCT WIIM 32 IIEPUO/] 10 €HA T'OAMHA.

¢ Nivolumab karo MoHOTepamusi € IMOKa3aH 3a aJIOBAaHTHO JIEYEHHE IPH BB3PACTHU
MAIMEHTH C MEJIAaHOM, ChC 3acsiraHe Ha JUM(HU BB3JIM UIM METACTaTUYHO 3a0o0JisiBaHe,
IIPU KOMTO € U3BBPIICHA PaJUKaIHA ONepaLusl.

33.2. CucremHa Tepanus NpH pelHAUBHPAIA U MeTACTATHYHA 00JIeCT

33.2.1. Taprersa Tepanus 1 UMYHOTEPAIINS

[TepBa muaMs Tepamust mpu BRAF V600-myTupanu Tymopu

Vemurafenib — 2 x 960 mg P.O. aueBHO, 10 mporpecusi.

Dabrafenib — 2 x 150 mg P.O. aueBHO, 710 TIporpecHsl.

Dabrafenib + Trametinib Dabrafenib — 2 x 150 mg P.O. nueBHO
Trametinib — 2 mg P.O. nHeBHO
[IpoabikaBa 10 mporpecus.

Vemurafenib + Cobimetinib Vemurafenib — 2 x 960 mg nuesno P.O., nau 1-28
Cobimetinib — 60 mg nuesno P.O., nuu 1-21
IToBTOpEenue npe3 28 aHU, 1O MPOrpecusl.

Encorafenib B komOunamus ¢ binimetinib 3a jiedeHne Ha Bb3pacTHH MAIIMEHTH C HEOTIepabuieH
i metactatuueH menanoM (MM) ¢ BRAF V600 myranus

[Mpenoppuntennara mo3a encorafenib e 450 mg (mect kamcynu ot 75 MQ) BeAHBXK IHEBHO,
KOraTo ce M3MOoJ3Ba B KOMOMHAIHMS ¢ binimetinib.

HmyHoTrepanus
o Nivolumab —240 mg I.V., npe3 14 auu wim 480 mg 1.V, npe3 28 auu, 10 nporpecus.
e Nivolumab+ Ipilimumab — uaaykuus

Nivolumab — 1 mg/kg I.V., nen 1
Ipilimumab — 3 mg/kg I.V., nen 1



[ToBropenwue mpe3 21 auu /4 kypca/

ITopnbpaxaiua Tepanus
Nivolumab - 240 mg I.V., npe3 14 auu wiu 480 mg 1.V, npe3 28 auu - 10 NpOrpecust Win
HETPUEMJIMBA TOKCHYHOCT.

Pembrolizumab — 200 mg IV Ha Bceku 3 ceamunu wian 400 mg 1.V, Ha Bceku 6 CEIMUIIN 3a JICUCHHE
Ha aBaHcHpal (HeornepaOW/IeH WIIM METacTaTH4eH) MEJTaHOM IpPU BB3PACTHHU, JO MPOTPECHs WK
HENPUEMIINBA TOKCHYHOCT. IIpH KIMHMYHO CTAOWJIHU IAlMEHTH C IIbPBOHAYAIHU JaHHH 32
IporpecHst Ha 3a00JISIBAHETO € MPETOPHUUTETHO JIEYEHHUETO Ja IPOIBIIKH, JOKATO IPOrPeCcHsTa Ha
3a00JIIBaHETO HE CE MOTBBHP/IM.

Nivolumab relatlimab* - 480 mg nivolumab u 160 mg relatlimab 1.V. npe3 28 nuu 3a acueHue oT
IIbpBa JINHKS Ha aBaHCHpas (HeomepaOuIeH I METAaCTa3upPat) MEJIAHOM IIPU Bb3PACTHH M FOHOIIIH
Ha/Haz 12 ronunu ¢ tymopHa PD-L1 excnpecus < 1%.

IIspBa auHMA Tepanng ¢ UMYHHH YeknouHT-uaxuouropu npu BRAF WT tymopu
Momnorepanus
e Pembrolizumab — 200 mg IV na Bceku 3 cenmurm mim 400 mg 1.V. Ha Bceku 6 ceMHUIu
3a JICYCHHE Ha aBaHCHpaj (HeonepaOuiIeH I METaCTaTHYCH) MEJIAHOM IIPH Bb3PaCTHH,
JI0 TIPOTPECHS WM HENPUEMIIMBA TOKCUYHOCT. [IpW KIMHUYHO CTAOWIIHU MAIUEHTH C
II'bPBOHAYAIIHU JIAHHU 3a IIPOrPecHs Ha 3a00JISIBAHETO € MPEMOPHUYUTEIIHO JICUCHUETO J1a
MIPOJIBJIKH, IOKATO MIPOTPECHUsITa Ha 3a00JIIBAHETO HE CE TIOTBBP/IH.

e Nivolumab — 240 mg I.V., npe3 14 nuu wiu 480 mg 1.V, npe3 28 auwu, 10 mporpecusi.
e Ipilimumab — 3 mg/kg 1.V - 4 kypca npe3 21 nuu; IsUI0TO JicueHHUE TPsAOBA 1a ce
IPUIIOKH 10 16-Ta ceMuIla Clie/l IbpBara 103a.

KomOunupana tepanus
e Nivolumab+ Ipilimumab
WNuaykunoHHo nedenue - 4 kypca
Nivolumab — 1 mg/kg I.V., nen 1
Ipilimumab — 3 mg/kg 1.V., nen 1
[ToBTOpenue npe3 21 auu._

Ilogabprkalio IeYeHUE

Nivolumab - 240 mg I.V., npe3 14 nau  wm 480 mg 1.V., npe3 28 auu - 10 nporpecwust

BTODa JIMHHUS TapIre€THaA Tepallnuigd U KUMYHOTCPAIIUsA

Cnen nporpecust Ha BRAF-unxuburop mian na xkomObunamus or BRAF + MEK-unxuburop ce
npeBkitoyBa KbM PD-1-unxubutop nian CTLA-4 uaxuOutop mim KoMOMHaIMs OT ABETE B JI03H,
KaKTO B PEKUMUTE OT IIbpPBa JINHUSA

Cnen nporpecust Ha CTLA-uaxubuTop ce npeBkitousa kbM PD-1-uHXubutop 1 00paTHOTO B /103,
KaKTO B pe’KUMHUTE OT IbPBA JUHUS

[Tpu akpanau n Myko3Hu MenaHoMu cbe C-KIT-myranus ce o6cwxaa Imatinib — 2 x 400 mg P.O.
JTHEBHO.



II'bpBa JIMHUS NPH HeonepaOuJIeH MM MEeTACTATHYEH YBealeH MeJIaHOM
Tebentafusp e moka3an kaTo MOHOTEpaIHsI 3a JICYCHNE HA BH3PACTHH MAIIMEHTH C HEPE3eKTaOMIeH
WM METacTaTUYeH yBeaJieH MEJaHOM, IMOJIOKHUTENEH 3a 4OBelKHU JieBkouuTeH aHturen (HLA)-

A*02:01

33.2.2. XumMuorepanus

IIpunara ce xaTo BTOpa JIMHUS WINM KaTo CyOCEKBEHIMalHa Tepanus, KOraro ca H34YeplaHH
Bb3MOXxHOcTUTE HA BRAF- 1 NMyHHUTE YEKITOMHT-UHXUOUTOPHU.

Carboplatin + Paclitaxel Carboplatin — AUC 4 1.V, nen 1
Paclitaxel - 175 mg/m2 L.V., nen 1
[ToBTropenue npe3 21 nHu.

CvD Dacarbazine — 800 mg/m2 L.V, nen 1
Cisplatin—25mg/m2 L.V., ntu 2,3 u 4
Vinblastine—1 mg/m2 I.V., nau 2,3 u 4
[ToBTOpenwue npe3 21 mHu.

Cisplatin + Gemcitabin Cisplatin —40 mg/m2 L.V., nau 1 u 8
Gemcitabin — 1000 mg/m2 L.V., qun 1 u 8
[ToBTOpenwue npe3 21 mHu.




34. KAPIIMHOM HA KOXA

34.1. TaprerHa Tepanusi

e Vismodegib — 150 mg P.O. nueHo. Ilpwimara ce npu JIOKQJIHO aBaHCHpa
0azorenynapeH KOXeH KapIHOM, HETIOAXOSII 32 XHPYPTHUs HITH JThYelicueHUE, T
IpU MeTacTaTHyHa 0OJIecT.

e Cemiplimab - 350mg L.V. npe3 21 guu. [Ipunara ce npu JIOKaJHO aBaHCHPAT WA
METaCTaTHUCH IJIOCKOKICThYCH KOXXEH KaplIWHOM, HEMOJXOJIl 32 paJuKaiHa
XUPYPTHUs WU JIbYEIICUCHHE.

e Cemiplimab* kaTo MOHOTeparnus € MOKa3aH 3a JICYCHHE Ha BH3PACTHU MAIUEHTH C
JIOKAJIHO aBaHCHpaJ WIM MeTacTatuueH OasanHokieTpueH kapiuHoM (laBCC wnm
mBCC), KouTO ca Mporpecwpalii WId ca C HEMOHOCHMOCT KbM HHXHOUTOp Ha
curnainaus T Hedgehog (hedgehog pathway inhibitor, HHI).

Mepkenos Tymop (MT)

Tymop ot xierkute Ha Merkel e psako 3a0onsiBaHe ¢ TOBHIIaBamia ce 3a00JIEBaeMOCT.
[IpuuunsBa ce ot nmonuoma Bupyc — Merkel cell polyoma virus (MCPyV). Ilpu MT e ot
3Ha4YeHue AeOenMHaTa Ha TyMopa, HaOJIlojaBaT ce WHTPAH3UTHU METacTas3|, MMPernopbhyBa ce
OMOTICHS HAa CTPAXKEBHSI Bb3€Il M CIICJIONIEPATUBHA JTbUETEPAITHS 33 JIOKO-PETUOHAJICH KOHTPOJI.

HmyHOTEpanusa

Avelumab — 800 mg I.V., ipe3 14 nuu. [Ipunara ce npu meracratuuen Merkel-kinerbuen
KapIuHOM JI0 TIPOTPECHs HITH HEPHEMIIHBA TOKCHYHOCT.

34.2. Xumuortepanus

KnacnueckoTo HUTOCTaTUYHO JICUEHNE UMa MHOT'O OTpaHUYeH e(eKT U ce Mpuiara Npu CTpUKTEH
no00p U CeIeKTHUpaHU OOJIHM IPH JIMIICA HA BH3MPUETH MTPABUJIA HA TEPAIEBTUYHO ITOBE/ICHUE.

34.3. [IpeBeHIUs] HA HEMEJAHOMHHM KOKHM TYMOPH NMPH HMYHOCYNPEeCHPAHH MAMEHTH

Nicotinamide — 2 x 500 mg P.O. nueBHo.




35. KAPIIMHOM C HEM3BECTEH ITPOU3XO/]

M300pbT HAa LUTOCTATUYCH PEXKUM CE€ OCHOBaBa HA XHCTOJOTMYHHUS BHJ HA METACTa3HTE.
XumuoTepanus ce npuiara npu 60aHu B 100po 06mo cwcrosiHue (PS). [Ipyu HeBpoeHOKpUHHI
TYMOPH C HEHM3BECTEH MPOM3XOJ[ CE MpUjara Je4eHHEe KAaKTO MPH TacCTPOSHTEPO - MaHKPEACHH
HEBPOCHIOKPUHHH TyMOpH (BHK HeBpOCHIOKPUHHH TYMOPH )

Cisplatin + Etoposide

Cisplatin — 75 mg/m2 1.V., nen 1
Etoposide — 200 mg o6a no3a I.V., nau 1-3
[ToBTopenwue npe3 28 auu.

Cisplatin + Epirubicin + Fluorouracil

Cisplatin — 75 mg/m2 LV., nen 1
Epirubicin — 50 mg/m2 L.V., nen 1
Fluorouracil — 500 mg/m2 I.V., aau 1-3
[ToBTOpenue npe3 21 guu.

Cisplatin + Gemcitabine

Cisplatin — 75 mg/m2 LV., nen 1
Gemcitabine — 1000 mg/m2 .V., nau 1 u 8
[ToBTOpenue npe3 21 guu.

Paclitaxel + Carboplatin

Paclitaxel — 200 mg/m2 1.V, nen 1
Carboplatin AUC6 1.V, nen 1
[ToBTOopenue npe3 21 guu.

Paclitaxel + Fluorouracil + Cisplatin

Paclitaxel — 175 mg/m2 1.V, nen 1
Fluorouracil — 500 mg/m2 1.V. npoasmkutenHa
uHOy3us, aeH 1

Cisplatin — 100 mg/m2 1.V., nen 2

[ToBTopenue mpe3 21 guu.

Carboplatin + Docetaxel

Carboplatin AUCS 1.V, gen 1
Docetaxel — 75 mg/m2 .V., nen 1
[ToBTOpenue npe3 21 guu.

Irinotecan + Oxaliplatin

Irinotecan — 160 mg/m2 I.V., nen 1
Oxaliplatin — 80 mg/m2 I.V., nen 1
[ToBTOpenue npe3 21 guu.

CAPOX

Capecitabine — 2000 mg/m2 P.O., auu 1-14
Oxaliplatin — 80 mg/m2 1.V, nen 1
IToBTOpenue npe3 21 guu.

Fluorouracil + Mitomycin C

Fluorouracil - 500 mg/m2 LV. bolus, 3
MIOCJIE0BATEIHH JTHU

Mitomycin C — 10 mg TOT L.V., nen 1, npe3 42 quu
[ToBTOpenue npe3 21 guu.




36. UTHAUKALUU, BASUPAHU HA BUOMAPKEPU, A HE HA
JJOKAJIMBAIUU CITPAMO BB3ITPUETUTE CTAHIAPTHMU ITPABHJIA

COJIMAHU TYMOPH, EKCITPECUPAIIN ©Y3UA B I'EH HA
HEBPOTPO®UHPELEIITOPHU TUPO3UHKNHA3U (NTRK)

Entrectinib - 600 mg p.o. BenHbK THEBHO JI0 POrpecus Ha 3a00JITBAaHETO MU
HenpueMiInBa TOKCHYHOCT. [Tonoxkutenausrt crtatyc 3a NTRK ¢y3us TpsOBa 1a 0bjie ycTaHOBEH
npe/u 3arnouBane Ha Tepanus. [TokasaH e 3a JieueHHe Ha MAUECHTH, KOUTO

* UMaT JIOKAJIHO aBaHCHPAJIO HJIM METACTa3upajio 3a00JIsIBaHe, WIIA ITPH KOUTO € Bh3MOXKHO
XUPYPTUYHOTO JICUCHHUE J1a JIOBEJIC 0 TeKKAa MOPOUIHOCT, U

* He ca nonydaBanu npemnmectsan] NTRK naxudurop;

* HAMAT JPYTH 3aJ0BOJUTEIHH Bb3MOKHOCTH 3a JICUCHHE.

HNmyHorepanus

IIpu nporpecusi Ha MbPBa JIMHUSA XUMHUOTEPATNIUS U IPU HAJTUYHME HA BUCOKA MUKPOCATEJIMTHA
HecTadbmwiaHocT (MSI-H) niu nedpuuur B MexaHu3Ma 3a Bb3CTAaHOBSIBaHE HA HECHOTBETCTBHUSTA
Ha JJHK (dAMMR)

Pembrolizumab* kato monotepanus - 200 mg 1.V. Ha Bceku 3 cenmuim wian 400 mg L.V. Ha
BCEKH 6 CeIMUIM MpU HeorepaOuIeH WM METacTaTUYeH KaplUHOM Ha THHKHUTE YepBa C BUCOKA
MukpocarenuTHa HectabminHoct (MSI-H) unu gedunur B mMexaHm3Ma 3a BB3CTaHOBABAHE Ha
HecwboTBeTcTBUATA Ha JIHK (AIMMR), Korato 3a00ssBaHETO € MPOrpecupaio 1mo BpeMe WIH Cle[
[IOHE €/IHA NPEIXO0/IHA TEePAIHs.

Jleuennero ¢ Pembrolizumab npoasimkaBa 10 mporpecust MWJIM HENpHEeMIIMBa TOKCHYHOCT. [lpu
KJIMHUYHO CTa0WJIHM TAalMeHTH C I'bPBOHAYAJIHU JAaHHU 3a Iporpecus Ha 3a0o0isIBaHETO €
HPENOPBUUTENTHO JICYEHUETO J]a IPOIABIKH, JOKATO MIPOrpecusTa Ha 3a00JIsIBAHETO HE CE€ IOTBBP/IU.



37. NOBEJAEHMUE ITPU METACTATUYHA KOCTHA BOJIECT U
3AI'YBA HA KOCTHA MACA

B ckenera Hail-uecto MeTacTazupa KapLMHOM Ha I'bpJia, IPOCTAaTHA KJ1e3a, 0511 qpo0, 0bOpek u 1p.
Bogemo e sieyeHMETO Ha OBPBUYHUS TYMOpP (XMMHOTEpaNus, XOPMOHOTEpamus U [1p.). 3a
IPEJOTBPATABAHE HAa YCIOXKHEHUS OT KOCTHU MeTacTa3u (IaTOJIOTHYHU (PpakTypH, KOMIIpECUs Ha
rpbOHAYEH MO3bBK, XUIIEPKAIIMEMHUs U JIp.) ce mpuiarat oudochoHatu U OUOIOTUYHHU JEKapCTBA.
[Tpu neyenne ¢ Denozumab u3cienBane Ha cepyMHO HUBO Ha KpEaTHMHUH HE CE Hajara.

37.1. JleueHne Ha TYMOP-UHAYIHMPAHA XUTIEPKAIIHEMUS

Zoledronic acid — 4 mg I.V. 15-MunytHa uHQY3HS.

37.2. JleyeHne Ha KOCTHH MeTACTa3H

[Ipenn Bcsika nHpY3Us Ha OndochoHATH ce M3CIeaBa CEPYyMHO HHUBO HA KAIIWN W KpEaTHHUH.
Benoznure undy3un Ha 6udoconartu ce npassr npe3 3-4 cCeAMHUIIH.

37.3.KocTHHM MeTacTa3m OT KAPIMHOM Ha Ibp/a
Denosumab — 120 mg S.C., mpe3 28 auu.
Zoledronic acid — 4 mg 1.V. 15-munytHa un¢y3us, npe3 28 aHu.

37.4. KocTHHM MeTacTa3| OT KAPIMUHOM Ha NMpocTaTa
Denosumab — 120 mg S.C., npe3 28 auu.
Zoledronic acid —4 mg 1.V. 15-munytHa nH}y3us, npe3 28 aHu.

37.5.KocTHH MeTACTA3M OT APYTH COJTUIHH TYMOPH
Denosumab — 120 mg S.C., npe3 28 nuu.
Zoledronic acid — 4 mg 1.V. 15-munytHa undysus, npe3 28 aHu.

[Tpy mamueHTH, NMPOBEXKIAIIM EHAOKPUHHA Tepamus 3a KapIMHOM Ha I'bpJa WM aHAPOIeH-
MOTHCKAIIIA Tepanus 3a KapIWHOM Ha MPOCTaTa, € HAIMIE PUCK OT 3aryda Ha KOCTHA Maca U MOKe
Jla ce MpuJIoXku OuonornyHa tepanusa ¢ Denosumab — 2 metit mo 60 mg S.C. rogumHo (mpe3 6
Mecera).

37.6.PaagnonykiniHa Tepanus
Nznonszea ce Camapuii-153*, Ctponuit-90, Jlyrenuii-177 PSMA*, Moa-131



38. TIPABUJIA 3A IIPUJIATAHE HA T'PAHYJIOUUTEH
KOJIOHUCTUMYJIUPAILL PAKTOP

38.1. IlpoduiakTHYHO NPUJIOKEHHEe HA TPAHYJOLHUTeH KoJoHHcTUMYJupaw pakrop (G-
CSF)

Ilenta My e ga peayuupa uectorara Ha (QeOpuiHAa HEYTPONEHUS, WHAYUUpaHa OT
XUMHUOTEparnusi.

Onenka Ha puck 3a (¢edOpunHa ©HeyrporeHuss (OH) (u3BbpmBa ce mnpeau BCEKH
XUMHOTEPANEBTUYEH KYPC):

(@) puckoBu (akTOpH, CBHP3aHH C XUMUOTEpaneBTUUHUS pexkum (XTP):

e cranmaptHu XTP: > 20%, 10-20%, < 10%

®  JT030BOILTHTHU U JO30BOMHTEH3UBHU X [P
(6) puckoBU (aKTOpH, CBBP3aHU C TAIUCHTA:

e BB3pacT Haj 65 roauHu;

® HampeIHaJ CTaJHMi Ha OOJIECTTa;

e mpeaxoxaamuy enuzoau Ha OH;

e yeusnoissad nocera G-CSF;

e (e3 aHTUOMOTHYHA TPOPUITAKTHKA,;

e Jomul Ibp(OpPMaHC/XPAHUTENIEH CTATYC;

e yBpeneHa ObOpevHa, YepHOAPOOHA UITH CHPICIYHOCHI0BA (YHKITHS;
(B) Len Ha TepanuAra:

e [IOTEHIMAJIHO JIeueOHa/aaI0BaHTHA;
® yabIDKaBallla MPEKUBIEMOCTTA;

® J[IaJlIMaTHUBHA.

[Tpenopbku 3a mpunoxkenue Ha G-CSF: (1) ve ce npunara npu XTP ¢ puck 3a ®H < 10%; (2)
npunara ce npu X TP ¢ puck 3a ®H > 20%; (3) npuitara ce npu XTP ¢ puck 3a ®H 10-20%, xorato
Bb3pacTTa € Haja 65 roguny; (4) oocexnaa ce npu XTP ¢ puck 3a ®H 10-20%, xoraTto ca Hanuie
OCTaHAJIUTE PUCKOBH (PAKTOPH, CBBpP3aHH C ManueHTa; (5) oOchkaa ce MpU aAIOBAHTHH WIIU
YIBIKaBAIY IPEKUBIEMOCTTA JO30BOILTHTHU MM 1030BO-UHTEH3UBHU X TP, Korato peaykuusra
Ha MHTEH3MBHOCTTA € CBbp3aHa C BJIOIIABaHE HA IPOrHO3aTa.

38.2. TepaneBTH4HO npuJioxkenne Ha G-CSF

IlenTa My e 1a pexynupa yectoTaTa Ha HH(PEKINO3HOCBBP3aHH ycaoxHeHus mpu OH.

[Tpenopbku 3a npunoxenue Ha G-CSF: (1) mponbikaBa ce mpu MAlMEHTH ChC 3alOYHATO
npodmiaktuyHo npuioxkenue Ha Filgrastim umm Lenograstim; (2) mpu manueHTH, mojydaBaiu
Pegfilgrastim, ce npoabimkasa c Filgrastim; (3) npu nanuenTy, He nonydaBanu npoduiaaktuano G-
CSF: (a) oOchxaaHe Ha MPUIIOKEHUE MTPU PUCKOBH (PAaKTOPH 32 MH(PEKIIMO3HU YCIOKHEHUS WU
JIOUI KJIIMHUYEH U3XO/JI: CEeTICUC, Bb3pacT > 65 roaunu, abcontoreH Heyrpopuien 6poii (AHB) < 0.1
G/1, oyakBaHa MPOIBIDKUTETHOCT Ha HeyTporieHus >10 nHWM, THEBMOHUS, WHBa3WBHA (pyHTHaTHA
uH(pEKUUs, IPYyrd KINHUYHO JOKYMEHTHpaHU UH(EKIUH, Hadyaiao Ha (peOpunuTteT B 601HMLA; (0)
HE ce Ipujiara Npy OCTaHAJINTE TAUEeHTH.



38.3. U360p na G-CSF 3a npodunakruka u jeyenue Ha ®H

Filgrastim: nuesna mo3a — 5 meg/kg S.C. 10 moctHaaupHO Bb3cTaHoBssBaHe Ha AHB u 10 HopmaiHO
Wi OJIM3KO A0 HOPMAJIHOTO HUBO; Hauyayno — 24-72 wvaca cien kpas Ha XTP; (2) Pegfilgrastim
(HamansBaHE dYecTOTaTa Ha HEYTPOIICHUATA M TMpeAoTBpaTsBaHe Ha (eOpriiHa HEyTpOIeHUs):
eaHokpatHa 1032 — 6 mg S.C. 3a equH Kypc Ha JIeYeHUE; HAYallo

— 10 24 gaca cinen kpas Ha XT. (3) Lipegfilgrastim (camo 3a npodunaktika): eIHOKpaTHA 1032

— 6 mg S.C. 3a equH Kypc Ha JedeHue; Havyano — 110 24 gaca cien kpas Ha XT.



39. IMOBEJIEHME ITPU ®EBPUJIHA HEYTPOIIEHU A

39.1.0cHOBHU NOHATHS U Ae(PUHULTHI

®eOpuiiHa HeyTponenust (PH): noBumena akcunapHa temneparypa Hax 38.0° C B IpoabJKEHHE
> 1 yac, abcomoren Heyrpodmien opoit (AHB) < 0.5 G/l wnmu < 1.0 G/l ¢ TennmeHims 3a
namansBade ox 0.5 G/1 B cnexpamure 484aca.

MukpoOHOoJIOTHYHO JOKyMeHTHpaHa nHdpekuus: (1) nHpeKIus B KpbBTa, MPUINHEHA OT OaKTepUH
(Gakrepuemus) win ¢pynru (pyHremus), 6e3 uaeHTUUIIPaH HHPEKITNO3EH POKYC;
(2) MEKPOOHOIOTHYHO TOKA3aHO MSICTO HA HH(EKIIHSL.

Kiuanuno jokymeHTMpaHa wHMeKius: (eOpHauTeT ¢ SCHO JIOKAJIM3UPAHO  KIMHUYHO
JIOKA3aTeJICTBO 3a MHPEKIUs, 63 HACHTUDUITUPAH TPUINHUTEIL.

@ebpmTeT C HESICEH Mpou3Xoa: ¢edOpwimmrter 0€3 KIMHAYHO WIM MHKPOOHMOJIOTUYHO
JIOKA3aTeJICTBO Ha MH(EKITHS.

39.2.Haya/iHa KJIMHUYHA OLICHKA

Anamue3a u oOexTuBHO m3cieaBane: (1) mecra Ha mepudepeH BEHO3EH BT W/HIU LEHTpPaJeH
BeHoseH kareTbp (LIBK); (2) koxxa, HOkbTHO J0%ke; (3) Ost1 1pob u cuHycwH; (4) ycTHa KyxXHWHAa,
(bapHHKC, XpaHOIIPOBOI, YepBa, pekTyM; (5) mepuBarnHaIHa/IepHUpPEKTAIHA 00IACT, aHYC.

Jombnaurenna wuHpopmanus: (1) xomopOWmHM ChCTOSHUS; (2) HHTEpBa] OT TIOCICIHA
xumuorepanus; (3) mpeaxoxkaamia JOKyMeHTupaHa uHbekuus; (4) mocnenHa aHTUMUKpPOOHa
Tepanus/npodunaktuka; (5) mekapcrBenn npoaykt; (6) HIV-craryc; (7) xoHTakT ¢ OOmHH C
MoJ00HM CUMITOMH, JOMAIIHU >KMBOTHHU, OOJIHU OT TyOepkyno3a; (8) mbpTyBane; (9) mocienHa
TpaHcy3ust Ha OUOMIPOTYKTH.

JlaGoparopuu/o0pa3zuu uscneasanus: (1) kppBHA KapTUHA, TU(epeHIInaIHO OpOeHE, CepyMHa ypes,
KpEaTWHUH, €JEeKTPOJIUTH, aMHHOTpaHCaMuHa3u, OwinpyouH, C-peakTuBeH mpoTeuH; (2)
oOchkJIaHe 3a peHTreHorpagus Ha Oan 1poO, ypUHEH aHaiu3 U myicokcumerpus; (3)
peHTreHorpadus Ha 651 1pod Mpu pecupaToOpHU CUMIITOMH.

Muxpobuosnorus: (1) xemokynrypa (6akreprainHa U (pyHruaiHa) oT MOHE JBe MecTa: nepudepHa
BeHa + [IBK (ot Bceku nymen), nse nepudepnu Benu, asa LIBK; (2) ypokynrtypa (nmpu cumnromu,
KaTeThbp WM aOHOPMEH ypHMHEH aHaiu3); (3) u3cieBaHMs cCHopel MICTOTO Ha MHpekuus: (a)
nmuapus — Clostridium difficile; (0) koxa — aciupat/6uoncus ot Jie3un; (B) Bb3NaJIEHUs 0 K0Xa OT
urimn nuin LIBK — o6cpxane 3a GyHrnamHn/MUKOOaKTEpUN U3CIIEABAHUS.

Bupyconorusi: (1) npu Be3ukynapHH/ YJIIEpO3HU /JUTaBUYHU JIe3UH; (2) MpU pecnupaTOpHU
CUMITOMHU OTT'BPII0/Ha30(apuHKC.

39.3.HauaaHo eMIUMPUYIHO AaHTHOHOTHYHO JedeHue (ABJI)

®axtopu 3a uzbop: (1) omenka Ha MH(PEKIMO3HUS PUCK; (2) HAN-UEeCTH MOTEHUUAIHU MAaTOTEHH,
BKJI. aHTUOMOTHK-PE3UCTEHTHHU, MPOIYLHpAIld IIUPOKOCHEKThbpHU Oeta-nakramasu (ESBL),
vancomycin-pesucrenTau eHTepokoku (VRE); (3) kosoHM3amus win npeaxoxaania nHPEKIus ¢
methicillin-pesucrenten S. aureus (MRSA); (4) msacro Ha unbekius; (5) MectHa OoMHHYHA



AHTUOMOTHYHA PE3UCTEHTHOCT; (6) opranHa AUChYHKIHS/IeKapCTBEHA ajyieprus; (7
npeaxokaama aHTuOnoTHyHa tepanus/ npodunakruka; (8) 0aKTEpUIIUAHOCT, HIMPOK CIIEKTH,
AHTHUIICEBJIOMOHACHO ITOKPUBAHE.

WutpaBeHosna wmonotepanus: cefepime, ceftazidime, imipenem/ cilastatin, meropenem,
piperacillin/tazobactam.

WuTpaBeHo3na komOuHupana Tepanust: (1) aMuHOTIIMKO3UA 1+ aHTHIICEBIOMOHACEH MIEHUIIWINH +
Oera-aKTaMa3eH HHXUOM TOp WM HIMPOKOCHIeKThpeH nedanocnopun (cefepime, ceftazidime); (2)
ciprofloxacin + aHTuIICEBIOMOHACEH TICHHUIIAIHH.

Opanna komOuHKpaHa Tepanus npu HUCHK puck: (1) ciprofloxacin + amoxicillin/clavulanate (mpu
NeHUIMIMHOBA aneprusi— ciprofloxacin + clindamycin); (2) He ce mpenopbuBa OpajieH aHTHOMOTHUK
cies; po(UITaKTUKA C XUHOJIOH.

39.4.HauyaJjiHa o1leHKA HA HH(EKIN03eH PUCK

Bucoxk puck e nanuye npu 6cexu eoun om cieOnume pucko8u Gaxmopu:

(A) PuckoBu daxropu: (i) Hayano Ha (eOpunuteT B OONHUYHU ycnoBus; (i1) CUTHHU(HUKAHTHA
KOMOPOMIHOCT WM KIMHWYHA HecTta0miHocT; (ill)) oOYakBaHa MPOIBIDKUTEIHA TEKKa
neyrponenus: AHb <0.1 G/l u > 7 quu2; (iv) yepHoapoOHa nucyHKIus (IETKPATHO 3aBUIICHU
aMHHOTpaHcaMuHa3M); (v) 0pOpeuna auchynknus (kpeaTHHUHOB KiIHpBHC < 30 ml/min); (vi)
JUIICa Ha KOHTPOJI/TIPOrpecusi Ha OCHOBHATa Oosect; (Vil) MHEBMOHUS WM JAPYTH CEPUO3HU
uHOeKkmy; (viil) Myko3uTH 3-4 cTerneH.

N MASCC Risk Index < 21

(B) MsicTo U BUJ HA JICUCHUE: 60J'IHI/II_[a C UHTPABCHO3HA TCpaIlusi.

Hucvk puck e nanuye npu npu nanuuue Ha 6CUYKU PUCKOBU PaKmopu:

(A) PuckoBu daxtopu: (1) amOynaTopHo Hayano Ha ¢edpunurer; (i) JIUrca Ha KOMOPOUTHOCT,
Hajarama XOCHUTAJIW3allMs WIM AaKTUBHO HaOmoneHue; (ill) oOyakBaHa KpaTKa TexXKa
Heytporenus: AHB < 0.1 G/l 3a < 7 maum; (iv) n100sp meppopmanc cratyc (ECOG 0- 1); (V)
yepHOApoOHa GYHKIMSA ¢ < TPUKPATHO 3aBUIIIEHH aMuHOTpaHchepasu; (Vi) HopMmaiHa ObOpeuHa

GbyHKIH.

W MASCC Risk Index > 21

(b) Mscro u Bung Ha Jedenuwe: (i) OOJHHMIIA C MHTpPaBEHO3HA WM CEKBEHIIMAJIHA
MHTpaBeHO3Ha/opanHa Tepanus; (ii) OonmHMmIA c opangHa Tepanus; (iii) oOCkXKIaHE Ha

aMOyJIaTOpHO-KIMHUYHA UM IOMAIllHA Teparnusl 3a CeJIEKTUPaHU MAllUEHTH ¢ HUCHK PUCK, NPU
aJleKkBaTHA U3BBHOOIHIYHA HH(PPACTPYKTypa (YCIOBHUSA).

39.5. 10nbJIHUTETHE HAYATHH U3CJIeIBAHUSA U Tepanus



Opanna myko3a: (a) npu HEKpOTUYHHU ynrepauud: (1) uzcnensanus: mocsiska 3a HSV u rvom,
OWoIICHs Ha CYCIIEKTHU 3a IUIECeHH Je3uu; (ii) nedenue: oockxkaane 3a antu-HSV wim cucremua
antudynranna tepanus; (0) mpu coop: fluconazole (mbpBa nuHUA) Wi voriconazole (mpu
pedpakTepHOCT); (B) mpu Be3uKymnapHU Jiesun: (i) m3cnensanus: nocsiBka 3a HSV u VZV; (ii)
neyenue: antu-HSV Tepanus.

XpanonpoBon: (a) mpu peTpocTepHanHa 6oika, gucdarus/oguHodarus: (1) U3ciaeaABaHus: TOCSIBKA
3a rp0Ou; (i) JeueHue (Cropen HaJMuue Ha coop WiM mepuopaneH xepmec): fluconazole (mbpBa
JWHHUA) U voriconazole (mpu pedpaxTepHocT) Mtn acyclovir (mpu Bucok prck 3a CMV — ganciclovir
uiu foscarnet).

Cunycu: (a) mpu 00JKa, IEpUOPOUTAIICH HETYIUT, HOCHH YIIIEPaIiH, ¢THOCTPAHHO ChI30TCUCHE:

0] U3CIICBAHUS: CT/ opOuTanHa MRI,
OTOPUHOJIAPUHTOJIOTHYCH/O(TaIMOJIOTHYEH  Tperiieq, mocsBka Ha cekper; (i) sedeHue:
vancomycin (mpu nepuopbutanen uenynurt), amphotericin B (mpu Bucox puck u CT/MRI-
CYCIEKIIUs 3a aClepruiio3a Wil MyKOPMUKO3a).

Kopemna o0Ooaka: (i) wuscneaBanus: abmomunanHa CT wnm  exorpadus, cepymHa AP,
aMHHOTpaHCAMUHAa3u, OMIMpPYyONH, aMuIIasa, aumnasa; (i) Jsedenue: metronidazole (mpu cycrnekreHn

C. difficile).

Ilepupexranna OGoaka: (i) nepupekramHo wuscnensane; (i) JedeHue: OOCHKIaHE Ha
CHTEPOKOKOBA MHPEKIIHsI, CeSIIINA OaHU, MEKH U3MPaKHEHHS.

Huapusi: (i) uscnenBanus: konpokynrypa 3a C. difficile; (ii) neuenue: opanen metronidazole
(mo pesynrar 3a cycriekren C. difficile).

Beno3nu ycrpoiicTBa: (2) npHu Bb3MaJCHUE HA BXOJ/M3X0/A Ha Wriia (KareTbp): (1) M3CIeaBaHuUs:
HaTpUBKAa WMJIM JPEHAX 3a MOCSBKA, XEMOKYATypa OT BCEKM HM3Xox; (il) JeueHuwe: vancomycin
(Ha4aIHO WJIM TIPH JIMTICA HAa OTroBOp cien 48 yaca); (0) mpu TyHeaHa HHOEKITUS:

() m3cnenBaHus: XEMOKYITYpa OT Bcekd u3xon; (i) JneyeHue: mpeMecTBeHE Ha KaTeThpa,
vancomycin.

Benogpooun umuduarparu: (i) u3cienBaHusd: XEMOKYJATypa M IOCSABKa Ha Xpayka, HaszalHa
nocsiBka, Tect 3a Legionella, cepymen ramakromMaHnaH win OeTa-riitokaH TecT (IIPU BHCOK PUCK 3a
acmepruiiosa), oOchkIaHe 3a OponxoanBeonapeH JyaBax, CT Ha rppaeH ko, (i) JieYeHUE:
azitromycin WM pPECHUpPATOpPeH (UIYOPOXMHOJIOH (IIPU CYCNEKTHAa aTUIMYHA ITHEBMOHMUS),
vancomycin wiu linezolid (npu cycnektHa ungpekius ¢ MRSA), oocwxaane 3a G-CSF, miecen-
aKTUBHHM aHTH(YHTHAIHU areHTH (IIpH BUCOK PUCK 3a acreprmio3a), TMP-SMX (nmpu puck 3a
uHpexusa ¢ Pneumocystis jirovecii).

HeayauTu: (1) u3cnenBanus: 00CHKIaHE 3a MOCABKA OT acriupaT win Ouoncus; (i1) JedeHue:
oOcBKIaHe 3a vancomycin.

Panu: (i) uzciaensanus: mocsiBka; (ii) seueHue: o0OCHKIaHe 3a vancomycin.

Be3uxyJ103Hu Jie3un: (1) U3cieaBaHus: acnupanus win ckpan 3a VZV unn HSV; (i1) neuenue:
oOchbxkaane 3a acyclovir.

JluceMUHMpPaHHU NANMyJad WM JAPYrd Je3uu: (1) U3CleBaHUS: aclupauusi Wik Ouorcus 3a
MuKpoOuonorus (6aktepuu, rbOM, MUKOOAKTEpUH) U XUCToJOTHs; (11) JiedeHHue: 00ChkKAaHe 3a
vancomycin Uiy 3a IUIeCeH-aKTUBHA aHTHU(YHTHAalIHA Tepanus (Ipyu BUCOK PUCK).



CuMnTOMH OT YpUHapeH TpakT: (i) U3CleBaHUA: YPUHCH aHAIHN3, YpoKyaTypa; (ii) aeucHue:
CJIea I/IILCHTI/Iq)I/IHI/IpaHC Ha IIaTOI'CH.

Cumnromu ot IIHC: (i) u3cnenBanus: koHcynTt ¢ uHpeknuonuct, CT w/umum MRI, mymbanna
IYHKIIHSI, KOHCYJIT C HEBpoJior; (i1) IeueHHe: MpH CyCIIeKTeH MEHUHTUT — OeTa-naktamu (cefepime,
ceftazidime, meropenem) + vancomycin + ampicillin; npu cycrnekren exuedaiur

— acyclovir (10-12 mg/kg 3 nbTH [OHEBHO), XWJApaTalus, MOHUTOpPHpPaHE Ha OBOpeuHa
GbyHKIIHSA.

prnaTa € C IIOTCHIMAaJIHa He(l)pOTOKCI/ILIHOCT, HaMaJIsaBaIa 4pe€3 €AHOKPATHO IMPUITIOKEHUEC, OCBCH
B ClIydan ¢ MCHUHI'UT UJIM CHOAOKapAUT.

PuckoB QakTop mpu HalMEHTH C MHOTO KypCOBE HAa MHEJIOCYIpEeCHBHA XHUMHUOTepamnus, ¢
MeTacTaTUyHa KOCTHa 0O0JIecT, IbYeliedeHHe Ha MATbK Ta3, IPbOHAUEH CTHJIO WU IBJITH KOCTH.

39.6.0uenka Ha 0TroBOpa KbM eMnupu4yHo ABJI
OcpniiecTBsiBa ce Ha 72-120-u yac.

OtroBopunu manueHTH: (a) HamansBane Ha (eOpwimreTa; (0) cumnToMu Ha HH(peKnus Oe3
IIpOMsIHA WM HaMaJsBally; (B) CTaOMIIHA XEMOJMHAMUKA.

HeotroBopwim nanuenTn: (a) NepCUCTUPAI HIIM HHTEPMHUTCHTEH GeOpunuteT; (0) CHMIITOMH Ha
nHpeknus 6e3 nogoopeHne; (B) XeMoJMHAMUYHA HECTAOMITHOCT; (T') MEPCUCTUPAIITH TTOJTOKUTETHI
XEMOKYIITYPH.

39.7. IloBeneHune npy 0TroBop kKbM eMnupuaHo ABJI
ITnanupa ce Ha 72-120-u yac.

OcHoBHM mnpuHLUNU: (a) mpoxbikaBa emnupuyHoto ABJI; (6) mpu crapt ¢ ,,moaxondnr’
vancomycin JICYCHUETO NMPOAbIDKaBa; (B) aHTHOMOTHYHUAT pexuM poabivkasa 1o AHB > 0.5 G/l
U IPOABIKABAIIO [TOKauBaHe.

[Tpoabmxurennoct Ha ABJI npu noxkymentupanu uadexnuu: (a) HauaaHoto ABJI npoabikasa 10
nocturane Ha AHB > 0.5 G/l u npoabixaBamo nokausane; (0) ABJI ce unnuBuayanusupa Ha
6a3ara Ha: HEYTPOQWIHO BB3CTAHOBSBAaHE, Obp3MHA Ha HOpMalM3UpaHE Ha TeMIleparypaTta,
cnenupuYHO MsACTO Ha WH(EKUMs, MaToreH, KoMopOouaHocT; (B) BpemerpaeHe Ha ABJI mpu
JOKYMEHTHUpaH! UH(eKuHu: (1) Ha Koxka/MEeKH ThbKaHu — 7-14 nHu;

(i) meycnoxxuena 6axtepuemus: ¢ Gram (—) maroreru — 10-14 qau, ¢ Gram (+) maToreHmu.

— 7-14 guu, cve S. aureus — MOHE 2 CEAMUIIM CJIe/ IbpBa HEraTHBHA XEMOKYJITYpa U HOpMaJlHA
TpaHce3o(dareaHa exokapJauorpaMa, ¢ I'bOM — TOHE 2 CEJAMHIM CIel MbpBa HEraTHBHA
xeMokynrypa; (iii) cuaynta — 10-21 gawm; (iv) 6akTepuanHa maeBMoHus — 10-21 naw;

(v) ¢pynarunanam nngpexuun: ¢ Candida — nmoHe 2 ceAMUIM ciael MbpBa HETaTUBHA XEMOKYJITYpa, ¢
wieceHn (Aspergillus) — muanmym 12 cenmury; (vi) Bupycau undekmmu (HSV/VZV) — 7-10
TTHU.



[Tpoxpmxutennoct Ha ABJI npu pebpunuteT ¢ Hesicen nmpousxoa: (a) npu qocturane Ha AHB
> (0.5 G/l ce npeknCBa;

(6) mpu AHB 0.5 G/I: (i) mpombmkaBa 10 BB3CTAHOBSIBAHE HA HEyTporeHusTa win (ii)
MPEBKJIIOYBAHE HA OpPAJIHA aHTHOWOTHIIM J0 Bh3CTAaHOBSIBAaHE Ha HeyTporeHusra (ciprofloxacin —
500 mg Bceku 8 waca + amoxicillin/clavulanate — 500 mg Bcexu 8 uaca), wiu (iii) 0OCHX)IaHE 32
MpeKbCBaHe cief 7-14 qHu pu KJIMHUYHA CTa0OWUITHOCT.

39.8.11oBeieHMe MPH JIMIICA HA OTTOBOP KbM eMIMpu4dHO ABJI

[Tnanupa ce Ha 72-120-u yac.

@eOpuanTeT ¢ HesiceH Mpou3xoa: (a) cTabwiaHM MmanueHTH: (1) MpoabHKaBa aHTHOAKTEPHATHO
neuenue; (il) oOcwkmaHe 3a aHTH(QYHTHAIHA Tepamusi C aKTUBHOCT Cpelly IUIeCeHU (Ipu
dbebpmurer > 4 qau cien emnupuano ABJI); (6) HecTaOMIHM MAITUEHTH:

HIMPOKOCHEKTHPHO MOKpPHBaHE (110 KIMHAYHU MHAWKAILMK) Ha aHaepoOu, pe3ucteHTHH Gram (—) u
Gram (+) matorenw; (ii) oocwmiaane 3a G-CSF; (iii) mokpusane 3a Candida; (iii) o6ckxmane 3a
aHTH(yHTHAIHA TepaTHsI C aKTUB- HOCT Cpelly IuieceH  (pH peOpriauTeT > 4 THU Clie]] eMITUPHIHO
ABJI).

JlokymMenTHpaHa uHpexuusi: (a) MpeueHka 3a HAN-MoAXOIAIM aHTHUOMOTHIHM (Oa3upaHo Ha
Mukpobuonorus); (6) oocwxnane 3a G-CSF.

39.9.AMOy.1aTOPHO JieYeHNe HA MALHEHTH ¢ HUCHK PUCK

[Ipenenka 3a mpoBexaane: (a) 00EKTUBHO M3cleaABaHe; (0) olleHKa Ha TabOPaTOPHU U3CIICIBAHUS;
(B) OIIEHKA Ha COITMAITHU KPUTEPUH 32 JIOMAIITHO JICUSHHE: ChIlacue Ha IMalueHTa, HaTn4re Ha 24-
YacOBU JIOMAIIIHU TPUKH, JOMAIIEH TenedoH, Je- CeH JOCTHII MPH CIEUTHOCT, aJIeKBaTHU JIOMAIIIHU
YCIIOBHSI, TUCTAHIIMS OKOJIO | 9ac OT MEAMIIMHCKU LIEHTHP WM JIEKapCKH KaOWHET; (T) OIeHKa 32
opanHo ABJI: 6e3 moBpblIaHe U rajeHe, TOJEpUpaHE Ha OPAJTHH JIEKApCTBEHH MPOIYKTH, 0e3
npenxoxaaia npouiIakTuKa ¢ GIyopOXHUHOIOHH.

Hauanna onieHka (¢ KpaThK IpecToil B OOTHMIIA, TIeKApCKHA KaOMHET MM BKBITH 3a 2-12 vaca):

(a) mMOTBBpKIEHNE HAa HUCHK pHUCK; (0) mpuiiarane Ha nmbpBa qo3a oT ABJI u HaGmonaBaHe 3a
peakius; (B) MIaHUpaHe 3a U3MHUCBAHE U JOMAIIHO HaOtoAeHue; (T) 00yueHre Ha marueHTa; (1)
npefocTaBsiHe Ha Tele(oHHa JoMalllHa Bpb3ka 3a 12-24 yaca.

TepaneBTryau u300pu: (a) UHTPABEHO3HU aHTUOMOTHUIIM B 10Ma; (0) €HOKpATEH AbIro1eHCTBAl]
WHTPABEHO3CH areHT

+ opanna Tepanus: (i) B JoMa, (ii) B kaOuHeTa; (B) caMo opajiHa Tepamus (ako He € MPOBeXIaHa
XMHOJIOHOBA npodunakTuka): (i) 500 mg ciprofloxacin Ha 8 waca + 500 mg amoxilillin/clavulanate
Ha 8 yaca; (ii) apyru opanHu pexumu — levofloxacin.

HabGmonenue: (a) exxeqHEBHO MOHUTOpHpaHe (0T MEAUIMHCKO yuiie); (0) exxeqHeBeH pusukaieH
nperiel (B KIMHUKA WK JIOMAalllHa BU3UTa): (1) Mpe3 mbpBUTE 72 Yaca — 3a OIIEHKa Ha OTroBOpa,
TOKCHYHOCT ¥ KbMILUTAWBHC; (i1) IPU OTTOBOP

— ype3 eKEeTHEBHO TeNIe()OHHO MPOCe/sBaHe.



[IpyyrHM 3a BpblmaHe B OonHHUIA: () TOJOKUTHIHH KyaTypu; (0) HOBHM cHUMOTOMH; (B)
NEpCUCTUPAHEe WM BB3CTaHOBsABaHe Ha (eOpwimrter Ha 3-5-m neH; (T) HEBB3MOXKHOCT 3a
npoabkaBane Ha ABJI (opanen uHTONIEpAHC).

39.10. AHTHOaKTepHaJIHA NPOPUIAKTUKA IPH HEYTPOIIEHUA

O6cwxmane 3a pecnuparopan  xuHOJIOHU (levofloxacin, ciprofloxacin) mnpu ouakBaHa
poIbIDKUTENHOCT Ha HeyTponenus (AHbB < G/1) moBeue ot 7 aHM.



40. TIOBEAEHMUE ITPU KAPIIUHOM-CBBbP3AHA AHEMUSA

AHemusTa € YeCTO CpellaH CHHAPOM IPH MAIUCHTH ChC 3JI0KAYECTBCHH COJMIHH TYMOPH.
CwBpeMeHHOTO JieueHue ¢ ¢ epurpornoerun — Darbepoetin, Erythropoietin-alpha u Erythropoietin-
beta. OcHoBHH 11e/TM HA JICYUCHUETO ca: MOJ00PSIBaHE KAYEeCTBOTO Ha )KUBOT U MPEIOTBPATSBAHE HA
xeMoTpaHchysuute. Hakou TOMbIHUTEIHU IPUYMHE 32 aHEMHUSI, KaTo XkKeJie3eH 1eUIUT, KbpPBEHE,
XpaHUTENICH JACQUIMT WM XEMOJiu3a, TpsOBa 1a ObJIAT KOPUTHPAHH TMPEAH JICYCHHE C
Erythropoietin. Ilpy nanMeHTH CbC CONMUIHMA 3JIOKAYSCTBEHH TYMOPH Ha XHUMHO- W/HIIH
apYesedeHue repanusta ¢ Erythropoietin Tpsosa na 3anoune npu croiiHocTr Ha Xemoryioous (Hb)
90-110 g/I.

[Tpu marieHTy ¢ aHeMusi, CBbp3aHa ChC 3JI0KaYeCTBEHU COJIMIHU TYMOPH, KOUTO HE ca HAa XUMHO-
u/wim rpdeneuenue, tepanusata ¢ Erythropoietin TpsioBa na 3anoune npu Husa Ha Hb 90-110 g/l u
CHMIITOMH Ha aHEMHS.

[Tpy manueHTH ¢ aHeMHs € HeOOXOIMMO MPOBEXJaHe HAa XeMOTpaHC(y3Uuu Npeau 3arouyBaHe Ha
XUMHOTEpanus 3a TOCTUraHe Ha XkeJlaHuTe cToiiHocTy Ha Hb.

HpI/I MaluCeHTU € HUCKO CCPYMHO XKCJIA30 CC€ NPCIopbiBa IHNPUIIOKCHHUEC Ha BCHO3CH KCIC3CH
mnperapar a0 AJOCTUIaHC Ha HOPMAJIHH CTOMHOCTH Ha TOTaJeH KCIIAB0CBBP3BAlll KallalUTCT
(TKCK).

He ce npenopruBa npodunakTiaao npriiokenre Ha Erythropoietin 3a mpeBeHIMS HAa aHEMHUS TIPU
NAIMEeHTH C TMPEICTOAIa XUMHUO- /WM JTbYeliCUeHHEe M C HOPMalHU croiHocTH Ha Hb mpum
3aroyYBaHe Ha JICYCHHUE.

JledeHnueTo mpobiKaBa 10 JOCTUTAHE U TOIbpkaHe Ha croitHocT Ha Hb < 120 g/l u mogoOpenue
Ha cuMrntomute Ha aHemus. [Ipu nocturane Ha HopmanHu croitHocTH Ha Hb no3ara ce namansaBa
ype3 TUTPUPAHE.

Erythropoietin ce npuiiara ennokparHo cexMuuHo B 1031 30 000 U uiu 3 metr o 10 000 U. He ce
IIPENnopbyUBa M3MOI3BAaHE HA BUCOKM HadaiaHu ao3u. [Ipu m3nomnssane Ha Darbepoetin ce npuiara
no3a 2.25 meg/kg (150 meg) cenmuuno minu 6.25 meg/kg (300, 500 meg) Ha 3 ceqMULIN, CHHXPOHHO
C Kypca XHMHAOTEPAIHs.



41. HNOBEJAEHME IIPU TACTPOUHTECTHUHHAJIHA TOKCUYHOCT

JIMraBH4Ha TOKCHYHOCT - OpaJICH MYKO3HUT (CTOMaTI/IT)

[Topann BHcokara cu mponuQepaTiBHA aKTUBHOCT,MyKO3HHS enuTen Ha nurasumara Ha [UT e
0COOEHO YYBCTBHUTEJICH Ha JIEHCTBUETO HA IIUTOCTATUYHUTE ar€HTH U HAKOU TapreTHU MOJIEKYJIH,
karo Cetuximab.Haii-uecTo ce 3acsraT TUraBWIMTE Ha YCTHHUTE,0y3WTE ,MEKOTO HEOIle,1o/1a Ha
yCTHaTa KyXMHa U BEHTpaJHaTa NOBBPXHOCT Ha e€3uKa.[IporpecuBHOTO yBpeKJaHe Ha JTUraBuLaTa
Ha YCTHAaTa KyXWHA W HOCOTJIbTKATa BOJIU JIO €PUTEM,CIEeM,aTpOdusi U B TEKKUTE CIy4ad JIO
yJILEepalu.

HDO(bI/IJ'IaKTI/IKa H JICYCHUEC HAa CTOMATHUT

CromMaTuThT MOXeE J1a ObJie BXOJAHA BpaTa Ha MPUYUHUTEN Ha WH(EKINH / TAIUSHTHTE C OpaJieH
MYKO3HUT Ca YeCTO HEYTPOICHUYHH U TPOMOOIIMTOIIEHUYHH ¥ MHCHETO Ha 3b0M MOXKE JIa TPHUUHU
KbPBEHE OT BEHIUTE, U J]a JOBEJE 10 pexoaHa OakTepuemusi/. UeCcTo ce yCIoXKHSBA OT IbOMYHH
UHOEKITIH.

Muene Ha 3p01TE C MEKa YeTKa Clle]l BCAKO XpaHEHE U MPE/H JiAraHe Beuep; IPaBeHe Ha raprapa c
ne3uH(eKIpaniy pa3TBOpHU, TOILIIM COJIEBH Pa3CTBOPHU, HAIP. Jiaiika, CMpaauKa.

YecrtoTo IIPOMHBAHEC C pa3TBOP HAa HATPUCB XJIOPU ITOMAra 3a 3alla3BaHC Ha JIMI'aBUIlaTa BJId’KHA,
HaMaJIsiBa BTBbPASABAHECTO HA CCKPCTU, U YCIIOKOABA Bb3MMAJICHATA JIMT'aBUIId

HukakbB aIKoX0JI/HUKOTHH MO BpEMC Ha XUMHOTCpAIIUA U JIBUYCIICUCHUC.

XpaHa, 6e/1Ha Ha KMCEIIMHH, MEKa, CMJISTHA (ITFOPE)

Kpuorepanus ¢ kyouera jieq /maneHTUTe TpsOBa 1a cMydaT KyOdera Jieq B npoabnkenne Ha 30
MHHYTH TIpeId U 1O BpeMe Ha WHQY3Us Ha XUMHoTepanust/ e(eKTHBHO HaMallsiBa MOsBaTa U
TEXECTTa Ha MYKO3HT IPH MAIUEHTH, TIOJIOKEHH Ha XUMHOTEpanus ¢ 0oiyc S- gpmyopoypauni u
MmendanaH.

JlazepHa Tepanus 3a penOTBpaTIBaHE U yIIPaBICHUE HAa OPAJIEH MyKO3UT, HO U3I0JI3BAHETO i €
OTpaHUYEHO.

JleueHre Ha MOJO3MpaHa KaHIUI03a. aHTUMHUKOTHYHO JICYCHHE C pa3TBOp Ha amdorepuiuH B
4x5wmi. cycniensust , Fluconazole 1x200mr mep oc

bosika mpu manueHTH ¢ OpajieH MyKO3uT- jokaiaHu/ Lidocain spray/, cHCTeMHU aHAJITeTHIIN,
HCIIBC. IIpu MHOrO cuiiHa 0oJKa ce MpernopbuBaT OMUOUTH.

[TapenTepaiHo XpaHEeHE MPU U3PA3EH CTOMATUT WM €30(aruT

[IpodunakTrka Ha raIcHETO U OBPBIIAHETO MIPU XUMHOTEPATIHS

["aneHeTo, MOBPBIIAHETO U JUAPUATA Ca €IHU OT HAalU-TPEBOKHUTE CUMITOMH 3a OOJIHUS. AKO He
ce MOATHCHAT €(EKTUBHO BOAT /10 TEKKH YCIOKHEHUS- IeXUIpaTalys, eeKTPOIIUTEH AucOanaHc,
BJIOIIEHO OOIIO ChCTOSIHUE, OTJIaraHe Ha JICYEHUETO, PEAYKLHUs Ha JO3U U HUCKA €(DEeKTUBHOCT Ha
JICYECHUETO.

Pasznnuasart ce Hakonko suga UXTITI:

L4 OCTpO — Bb3HUKBA B IIPBUTC 24 4 CJICA XUMUOTCpaIursATa
L4 OTCpO‘-ICHO — IosBsABA C€ HA BTOPUA ACH WJIN ITO-KBCHO
L4 PC(I)paKTCpHO — IMOsBABA C€ HE3aBUCUMO OT IIPOBCIKIaHATaA aHTUCMCTUYHA TCPpaAIInAa



e [IpenBapuTenHo — NOSABSBA C€ MPEIN HAYAIOTO HA JICYEHUETO M OOMKHOBEHO € pe3yiTar
OT Hee(PEeKTUBHO MMOTHCKAaHE HA TE3U CUMIITOMHU IIPH MPEIIECTBAILO JICUECHUE

OcBeH OT MpOBEKIaHATA JICKAPCTBEHA TEpaIus, TE€ MOTraT Jia Ce MPOBOKUPAT U STPOTCHHO, OT
JBbUETEPAITns, BCJCACTBUE HAa aHECTE3Ms MIPH OllepaTHBHA HMHTEPBEHIIUS, MOTaT Jia ce AbJKAT U Ha
caMoOTO 3a00/1IBaHeE.

MexaHU3MHUTE HA TaJICHETO U MOBPBIIAHETO BKIFOYBAT JIBA ITBTS — MEPUQEPEH U IICHTPAJICH.

LlenTpasneH mbT - BKIKOYBAHE HA 3a/IHUS BaryCOB pedieKc upes:

AdepeHTHH CHTHAIXM OT Pa3KJIIOHCHMSTA Ha Ha N.vagus B CTOMAIHATa M YPEBHATA JIMTABHIIA B
pe3y/ITaTr Ha MOCTHITIIN APA3HUTEIIH TaM KbM IICHThpa Ha moBpbIianeto ( nucleus tractus solitarii)
B MO3BYHUS CTBOJL.

AKTHBHpaHe Ha XxeMopelenropHara TpurepHa 3oHa (XPT3) B 4eTBbpTH MO3b4EH BEHTPUKYI,KOSITO
€ B MPSK KOHTAKT C epudepHOTO KpbBooOpbIeHHe. HeBpomenuaropute Ha XPT3, kouto urpasr
pOJIs B MOBPBIIAHETO Ca: AllETHIIXOJIUH, JonaMuH, xucraMud, GABA, ceporonun, cyocranmus P,
KAaKTO M ChbOTBETHUTE UM PEICIITOPH.

E(i)epeHTHI/I BaryCoBnu CHUIHajilu KbM XpPaHOIIPOBOJA, CTOMAaxa, YpCBHATA JIMIaBUIld, HCBPOHU B
nna@parMaTa, ABTOHOMHMH ecbepeHTHI/I CHUIrHaJId KbM CHPUCTO, JUXATCIHUTC IbTHUIA, CJIFOHUCHUTC
JKIIE3H, KOXXaTa, KOCTO 00s1CHsIBA MOsABATa Ha MpoApOMaIHUu CUMIITOMHU Ha dKTa HAa IMOBPBINAHETO.

[TepudepHusaT IbT ce aKTUBUPA, KOTATO OMpEeNieH APa3HUTEN, B CIIy4as [IUTOCTATUK, CTUMYJIHPA
EHTEepOXpOMAa(pUHHUTE KJIETKM B TOPHUSA €TaX Ha TaCTPOMHTECTUHAIHUS TPAKT, OTIEIS Ce
CEpOTOHHH, KOWTO ce cBbp3Ba ¢ 5-HT3 penentopute M upe3 BarycoBM HEPBHH DPA3KIOHEHUS
U3Mpalla eMETHYHH UMITYJICH JUPEKTHO 10 HEHThpa Ha MOBPBUIAHETO WJIM HWHIUPEKTHO Ype3
XEMOpEeIeNnTOpHaTa TPUTrepHa 30Ha.

prrlI/I LII/ITOCTaTI/IIII/I/6I/IOJIOFI/I‘-IHI/I ar¢HTu, B 3aBUCUMOCT OT CMCTOI'CHHHA IMOTCHIHUA U ITPCBCHLUSA
Ha FOpHO-AUCIICIITUYIHHA CUHIAPOM

Bucoxk (>90%) Cpenen (30% - 90%) | Hucbk (10%-30%) | MunumaJjieH
(<10%)

SHT -3 SHT -3 SHT -3 anTaronucr HE ce Ipujiarat

aHTaroHucT+aprepitant+ | anraronuct+Dexa
methasone

dexamethasone

Carmustine>250 mg/m2 | Altretamine Abraxane Aflibercept

Cisplatin Amifostine  >300 Amifostine <300 | Alectinib
mg/m2 mg/m2

Cyclophosphamide > 1500 mg/m2 | Cabazitaxel Asparaginase

Azacytidine

Cyclophosphamide/Dox | Bortezomib Capecitabine Bevacizumab

orubicin

Cyclophosphamide/Epir | Carboplatin Cetuximab Bleomycin

ubicin

Cytarabine >/=2 g/m2 Carmustine <250 | Cytarabine 100-200 | Busulfan
mg/m2 mg/m2




Dacarbazine

Cyclophosphamide
<1500 mg/m2

Docetaxel

Cabozantinib

Dactinomycin Cyclophosphamide p.o. | Doxorubicin<20 Ceritinib
mg/m2
Lomustine Cytarabine Liposomal Chlorambucil
Doxorubicin
Mechlorethamine Daunorubicine Eribulin mesylate Cladribine
Procarbazine Dextrazoxane Etoposide i.v. Cobimetinib
Streptozocin Doxorubicin  >20 Fludarabine Crizotinib
mg/m2
Epirubicin Fluorouracil Dabrafenib
Etoposide p.o. Gemcitabine Dasatinib
Idarubicin Lapatinib Erlotinib
Ifosfamide Methotrexate <250 | Everolimus
mg/m2
Imatinib Mitomycin Gefitinib
Irinotecan Mitoxantrone <12 | Fludarabine
mg/m2
Melphalan Paclitaxel Hydroxyurea
Methotrexate >250 | Panitumumab Interferon
mg/m2
Mitoxantrone >12 | Rituximab Ipilimumab
mg/m2
Oxaliplatin Temsirolimus Melphalan
Pemetrexed Teniposide Mercaptopurine
Temozolomide Thiotepa Mesna
Topotecan Methotrexate
<50 mg/m2
Trifluridine/tipiracil Nivolumab
Vinorelbine Olaparib
Vorinostat Osimertinib
Palbociclib
Pazopanib
Pembrolizumab
Pertuzumab
Regorafenib
Sorafenib
Sunitinib
Thalidomid
Thioguanine
Trametinib
Trastuzumab
Vandetanib
Vemurafenib
Vinblastine
Vincristine

OcHoBHU MpaBuJIa 3a aHTUEMETUYHA TEPaIus:

Jlo3upaHe — 3armoyBa ce ¢ Hail-mMajikaTa epeKTHBHA /1032 32 ChOTBETHATA TEPAIUs




N360p Ha aHTHEeMETHK — 0Oa3uWpa ce Ha €METOIeHHHUS PUCK OT MPOBEXKJIaHATAa MPH KOHKPETHUS
nanueHT Tepanus. CerinacHo npenopbkute Ha MASCC u ESMO:

- Ilpu nunca ma NK1 perientopeH aHTaroHUCT, 32 IPEANOYUTAHE € MPUJIOKEHUE Ha
[Tanonocerpon

OTxBBpJSSHE HA JPYrHW NPUYMHU 3a TaJICHE W MOBpPBIIAHE: XUIEPTOHWYHA KpH3a, YpeBHA
OOCTpYKIIHsI, MO3BYHH METAcTa3u, MPoOIeMHU C BECTUOYIIapHHS anapaT, eJIeKTPOJIUTEH AucOaliane,
ypeMus, Jpyrd JeKapcTBa (OMHOWUIM, AHTUOMOTHUIM), TCUXO(DHU3UOIOTUYHH MPUYUHU
(TPEBOXKHOCT).

[Tpu mpoBexaaHe Ha JTbuUeTEpaIvs ChIO TPSAOBA Ja ce MPELEHU PUCKA OT €eMETOreHeH e(eKT Ha
MpuUjiaraHara j03a u 00JacTTa, KosTo ce 001buBa. BEB BCHUKH cliyyau ce Hajlara npoQuiakTuka ¢
5-HT3 peuentopeH aHTaroHUCT Mpeau Beska Pppakius, ChC uiu 0e3 100aBsHe Ha IeKCaMETa30H.

I'ajicHe ¥ OBPBIAHE IPHU 0oJIHU ¢ HanpCaHaao 3JI0Ka4CCTBCHO 3a00151BaHe

Haii-uecto B TO31 CTa,Z[I/II‘/‘I Ha 3a00JIIBaHETO TraICHCTO U ITIOBPBIIAHCTO Ca 06YCJ'IOB€HI/I OT MHOTI'O
(baKTOpI/I, KOCTO onpcacis U NpeAInoIYnTaHruATa KbM CIUH UKW APYT' aAHTUCMETHUK —

- HapyIleH MOTHUJIMTET Ha cToMaxa (METOKJIONPaMHUI),
- XemaToMeraws,

- KOHCTHIAIUS,

- IMpUEM Ha OIMMOH U,

- TIOBUIICHO BTPEUYEPEITHO HAJSITaHe (JIEKCaMeTa30H),

- 4YpeBHa OOCTPYKIMS (CKOMOJAMHH M OKTPEOTHH TpPU OOWMIIHA YPEBHA CEKpEeIHs M
HEBB3MOXKHOCT 3a OIlepaTUBHA UHTEPBEHLINA).

NK1 peuCiITOPHUTE AHTA'OHUCTU HE CC IpUJiaraTr B TE3M Cliydan Iopaad BUCOKATa UM ILICHA.

AHTHEMETHIN:

CepOoTOHMHOBH peLENTOPHU aHTaroHUCTU-CEPOTOHMHBT CE CEKpEeTHpa OT EHTEPOXpOMAPUHHUTE
KJIeTKN B ropHuTE oTneny Ha YT u e oTroBopeH 3a NOBPBIIAHETO,CTUMYJINPA IEPUCTANTHKATA U
CEKPETOPHUTE PEQIIEKCH.

SHT-3 anTarouucru

OUTOCTAaTUYHA TCpaIus, MOCTONICPATHUBHO U IBbYCBONMHAYIHUPAHO IraICHC U TOBPBIIAHE

CenextuBau 5-HT3 a"dtaronucTu:

[Tpunarar ce 30 min npeayu XUMUOTepanus, NpoabkaBa Mo BpeMe Ha XT M HIKOIKO JHU
cien puximouyBaHero Ha HJIP: rmaBoGonume, "flush", mpexomHo pas3aBmkBaHe Ha CEpPyMHHUTE
TpaHCaMUHAa3H|, 3aIeK, yabibkaBane Ha QT uHTepBai.

Ondansetron hydrochloride: 2x8 mg per os/ i.v./i.m. MakcumanHara 103a 3a 244. e 32mg/nH, 1-
5 nen. EmnokpartHa mo3a mo- romsMa ot 16mg B 50-100mm 0,9% NaCl 3a Muaumym 15 MuH.
Buumonue! Jlo3o3aBucumo ysennuenue Ha QT uHTepBana.

Granisetron hydrochloride: i.v. 1-3 mg (10-40 ug / xr) 0aBHa MHTPAaBEHO3HA WHXKCKIIUS WU
UHTpaBEHO3HA HH(Y3HS pa3pexk/ia U ce Mpuiara B MpoIb/KEHNE Ha 5 MUHYTH. Pa3TBOpBT TpsiOBa
Jla ce pas3peau 10 5 M Ha MIJIHIUTHP. MakcumaiHara 1o3a 3a 244. He TpsOBa Ja HajaBuIiaBa 9



mg per 0s-1 mg 2x nHeBHO Wwid 2 mg 11X gHeBHO 0 1 cenMuma ciiell JibYeTepanus WIH
xumuotepanus. [IppBata no3a Kytril TpsioBa na ce npunara B pamkure Ha 1h mpean .HaganoTo Ha
JICYCHUETO.

Palonosetron hydrochloride /mpenorBparsiBaHe Ha rajeHe M TOBPBIIAHE, CBBP3aHO C
xumuoTepanus/: 250 Mukporpama egHokpaTHo 6oiyc 3a 30 cekyHnnu; SO0 MUKporpama e JTHOKPaTHO
nep oc 1h npean xummorepanusra

Dolasetron Mesylate — npenoTBparsBa rajeHe W NOBPBIIAHE WHAYLUPAHH OT XMMHOTEparusi,
IIOCTOIEPATUBHO rajieHe U nospbiiane - 1,8 mg/kg equnnyna 1.v.n03a

Tropisetron -3a npenoTBpaTsBaHe Ha rajJicHe W MOBPBILAHE WHIYIHPAHU OT XHUMHOTEpamus; 5
mg/aH. uHTpaBeHo3Ha uHpy3us paszpene B 100 mi. 0,9% NaCl unu 5% p-p va ['moko3sa.

Hecenextusuu 5-HT3 penenTopHu aHTaroHUCTU- T€ €€ CBBP3BAT U C APYTU pELENTOPH- T0IaMHUH
2, XOoJIMHepruuHu win Xucramud 1 penentopu. ToBa BOau 10 MOBUILIABAHE HA aHTUEMETUYHATA UM
epexruBHOCT. Te uMaT IBIBT MOy kuBOT /20-50 yaca/ u ce mpuiaraT €IuH BT JTHEBHO.

NKI1 peuentopen antaronuct: ymepeHo CYP450 3A4 unxuOurtop, U €THOBPEMEHHO TPHUIIOKEHUE
¢ CYP450 3A4 cyOctpatu Morar jaa moBHINAT TOKcHyHOCT. He ce mpemopnuBa 3a ymorpeba c
ukIopochaMu-ChIbpKAIIA CXEMH WM CXEMH Ha JIOIETAKCEIl; W JIBaTa c€ METa0OIU3UpaT OT
CYP450 3A4 , koeTo € npearnocTaBka 3a JOMbJIHUTEIHA TOKCUYHOCT.

Hen 1 HeH 2 Hen 3
Aprepitant /| 125mr opanno/ 80 mr opaHo / 80 Mr opayiHO/
Fosaprepitant

150mr i.v. 3a 30mun | HE HE
Dexamethasone 12 mr opanHO HHUTO €IUH HUTO €IUH
5-HT 3 anraronuctn | CtaHmapTHa 1032 OT | HUTO eIUH HUTO €TUH

5-HT 3

AHTArOHUCTH

Koprukocrepouau / nucleus tractus solitarius, 5-HT3 aHTaroHuct/. 1MrocTaTHYHa Teparus,
NAJMATUBHUTE TPUKMA TIOCTONEPATHBHO W JIBUCBOMHAYLIUPAHO TaJeHE U  TOBpPbBINAHE
Dexamethasone 2x8 mg i.v./i.m.; 20 mg i.v.HenocpeacTseHo npeau XT

JlonaMMHOBM peleNTOPHN AHTATOHUCTH: C €(DeKT BbPXY JONAMUHOBUTE 2 U 3 peLENTOPH.

Metoclopramide /anTaronuct Ha qonamuH-2 perentopute, cnad 5-HT3 penentopeH aHTaroHucT,
cenektuBeH 5-HT4 penentopen anraronuct/: Jloza:10-20mg i.m./i.v. 6asao 1/2h npeau XT u npu
HEOOXO0IMMOCT MOBTOpEHHE Ha 6h

HIJIP: EKCTpaHI/IpaMI/II[HI/I CUMIITOMH: OCTpa HHUCTOHHA, AUCKUHC3USA, IMAPKUHCOHOB CHHIAPOM,
aKaTu3us, CJICA MpujlaraHe Ha €IHOKPATHU 103U MCTOKJIOIIpaMU I, 0co0eHO IIpu Mi1agu xopa.

Antugor: Akineton 5mg i.v. 6aBHO

Chlorpromazine

25 mg/ml amp. — 1 mu1/9 ipu CTPOT KOHTPOJI HA KPHBHOTO HaJIsIraHe!



Haloperidol - mocroneparusho ragexne 1,5-3 mg per 0s/ s.c. Beuep

Droperidol ChII0 CE M3II0J3Ba 3a JICYHCHUC Ha IIOCTOIICPAaTUBHO I'a/ICHC U ITIOBPHIIAHE.
MyCKapI/IHOBI/I XOJIMHCPIUIHU U XUCTAMUHOBU pCUCHTOPHU aHTAarOHUCTH

[Tpu HapyiieHus: BbB BeCTHOYIapHUS amapar

Dimenhydrinat 50mg tab.

AJTIOBaHTH, IPUJIATaHU C AHTUEMETUIIUTE:
[Ipu pedpaxTepHu Ha JIeUeHUE Ta/IeHE U TOBPbIIaHE B KOMOMHAIUS C aHTHEMETHIIH

Gabapentin — ananor Ha rama-aMHHOOYTHpOBaTa KHCEIMHA C pelaKCUpAall, HOTHCKAI]
TPEBOXKHOCTTA U aHTUKOHBYJIcHBEH edek 300 mg 2-3 mbTH THEBHO - 2 JHU MpEau 3arovYBaHe Ha
XUMHOTepanuara 1 1 ceamMuLa cies Topa.

Olanzapine - aTUIMYEeH aHTHUIICUXOTHUK, C aHTUXOJMHEPTUYHH e(PEKTH U TapreTUpal] MHOXKECTBO
peuentopu B LIHC, Britountenno u SHT-3; 10 mg BenHbk AHEBHO, 3alI0YBallKi OT II'bPBHU JIEH Ha
XMMUOTEPANEeBTUYHUS LIUKbBJ U IPOABIKABANKY o11e 3 JHU Clel] Kpas My.

benzoauazenunu - Lorazepam U Jp.- IPpM IICUXOI'€HHAa HAclOMKa M aHTHLIMIIATOPHO
MOBPBILAHE: OT ACHA IIPEIU 10 AEHS ClIe] XUMUOTEPalleBTUYHUSA LIUKBIL.

JAuapus

[TpencraBnsiBa ycioxkaenne ot JiedeHuero npu 50%-80% oT OHKOJOTUYHO OOJHUTE, KOUTO
NPOBEXIAT JIbUETEpaNusi Ha Ta30BaTa OO0JIACT, XUMHOTEpanus ¢ (IyOPONTUPUMHUAMHU, WA
MOJTy4aBaT TUPO3UH-KMHA3HH MHXUOUTOpHU. J[MapusaTa € 1030JMMUTHpAIAa TOKCHYHOCT, 0COOCHO
pu KOMOMHUPAHU PEXKUMU. 3a TUAPHsI CE TOBOPH, KOTATO U3XOXKIAHUSATA Ca TTOBeUe OT 3 JHEBHO,
HaaxBBPIAT 300 cm3/enu3on u ceaspxkar >70% Boga [11].

CepIulacHO cucTeMara 3a IpaJlpaHe Ha HEXeJlaHUT € JiekapcTBeHM peakuuu Ha National Cancer
Institute, quapusita 6uBa:

- creneH 1 (<4 nedekaruu THEBHO);
- creneH 2 (4-6 nedexaru JHEBHO ChC CIEIIHOCT);

- crenen 3 (>7 medekanuu THEBHO, MHKOHTHHEHIIMS, U.B. OBOIHSBaHE >24 4, U3HUCKBa
XOCHUTATIU3ALNSA);
- cremneH 4 — KUBOTO3aCTPAIIaBaIlO0 ChCTOSHUE, XEMOJUHAMHUYCH KOJIATIC.

Haii-uecto nuapust Bb3HUKBa TIpH JeueHue ¢: 5-OY, kanenurabuH, TOMOU30MEpPa3HU WHXUOUTOPH,
TaKCaHH, €pIIOTUHUO, reUTHHNO, copadeHnO, CyHUTHHIO, UMAaTUHUO, €BEPOIMMYC U KOMOUHAIH
OT THIX.

HpeanonaraeMH MCXAaHU3MU HAa Bb3HUKBAHC HA JUAPHUATA, YECTOTA IIPU IPOTUBOTYMOPHO JICUHCHUC

JlekapcTBeH NPOAYKT Mexanu3bm YecrToTa, Bpeme 3a nosisa

Fluoropyrimidines: IMotuckane B wMuto3a Ha | [Ipu okomno 50% ot OomHwmTeE,
5-FU KJIETKUTe Ha EMUTEIHUTE | MOJydaBally 5-FU —
Capecitabine KPUIITH, KOETO BOAU 10 cenMU4HU BinuBaHus. [lpu

HapymieH OajlaHC  MEXJ1y | IOJIOBHHATa OT TAX Ce Hajara
ceKpenusTa u abcopOuusaTa B | MapeHTepaiHa XuapaTauus
THHKOTO Y€pPBO




TonouzomepasHu Octpo Hayajo — | OcTpo Hayano — Npu OKOJIO
UHXUOUTOPU: XOJIMHEPTUYHH CBOMCTBA 80% ot GonHUTE
ce HalmoJgaBaT JIEKH  JIO
Irinotecan OTtcpouena nosiBa — | yMepeHO TeKKH
JIEKOHIOTHPaHE Ha | cumnTomu; ripu 10% - Texxku
metabonuta Ha CPT — SN-38
TIIIOKYPOHHIT  OT  YPEBHHU
OakTepum,
KOETO TI03BOJISIBA JTUPEKTHO Otcpoyena mosiBa — IpH
BB3/ICHCTBHE BBPXY upeBHHst | OKOIO 60% - 87% ot
enuTeN; MHAYIIMpaHa OT bonHuTe
J€KapCTBEHU MIPOAYKTH
MPOAYKIUS HA
nporH(IaAMaTOPHU
IUTOKUHU
Takcanu — [Ipenu3BukBa wucxemuss Ha | Okono 25% ot OomHUTE,
Docetaxel 1e0es1oTo 4epBo ci1abo n3pazeHa
9pes:
-TUPEKTeH  eEeKT  BBPXY
enuTena (HeKpo3a)
-QaHTUAHTMOT€HEH e(eKT
Erlotinib Hesicen mexaunsem, Moxe 0u | 40% - 60% or Oomuure,
Gefitinib Urpae poJjia MOTUCKAaHETO Ha | PSJIKO € TEKKa
EGFR, koeTo moBnusBa
CeKpenusiTa Ha  XJOPUIH
(moBuIIEHaTa CeKpeuuss Ha
XJIOPUIU BOJU 10
TTOHIKCHA HaTpUEeBa
abcopOuus)
Sorafenib Hesicen 30%-40% ot 6onuwute, 5% -
TEXKa CTETICH
Sunitinib Hesicen 40% - 53% ot 6onuure, 3%-
5% - TexKa cTerneH
Imatinib C-Kit HHXUOMpaHe B | 30% - 50% ot GosHuUTE,
ypeBHuTe KiIeTku Ha Cajal, | 1%-5% Texka crenen
JTUPEKTHO
YBpeXIaHe  Ha
YpeBHATa MYK03a
mTOR uaxubutop | Hapymiena ypeBHa | 30% or OomHMTE, PSIKO
Everolimus MHUKpodIopa TEKKa
ManabcopOrust
Jleuenne

[Ipo6GuotunnTe umar GaronpusiteH eexT 3a MUHUMU3HpaHe Ha edekTute Ha 5-DVY.

Loperamide hydrochloride — nagamna mo3a 4 mg, mocneaBana or 2 MY Ha Bceku 4 h. mo

MpCYyCTAaHOBABAHC Ha JUapusTa.




AKo quapusiTa He ce oBjajee npe3 mepsute 12 — 24h,

Loperamide hydrochloride ce HazHauaBa B Mo-BUCOKH 1031 — 2 mg Ha Bceku 2h (110 24 h).
Octreotide e moka3aH 3a BTOpa JIMHU JICUEHUE TP pepakTepHu TUAPUH.
[Mpunara ce mo 100 — 150 mkr - 3x gHeBHO S.C, wiu 25-50 mxr/h i.v.

AnexBaTHaTa Xyuaparagus, KOpUrupaHe Ha CIACKTPOJIUTHHA zmc6aﬂch, JU€Ta, Ca HCM3MCHHA 4acCT
OT TCPAIIEBTUYHUTE MCPKHU IIPU JICUCHUEC HA JUapus.



42. CBBP3AHA C XUMHUOTEPAIIUA
KAPAUOTOKCUYHOCT

Copaeunata JUCHYHKIMS ciell IPOBEACHO JIEYeHHE TPU MAI[eHTH C KapLIMHOM € U3BECTHA OIIIE OT
1960 romamunHa cien IIMPOKOTO HABIM3aHE HA AHTPALMKIMHUTE B OHKoJjorusara. CbpjedHara
HEJOCTaThYHOCT, pealli3upaHa ciie]l JICUeHUE C aHTPALIMKIMHY € IIMPOKO U3BECTHA KATO CTPaHUYEH
edexrt. IIpe3 mocnenuure roAMHU Osxa BBBEICHM PA3JIMYHM CTPATETHMH 32 OLIEHKA HAa Kapauo-
TOKCUYHOCT, HSIKOU OT KOUTO Os1Xa OTXBBPJICHU, HO KaTO IPUIIOKUMH B €KETHEBHATA MPAKTHKA Ce
HAJIOXXMXa MOHUTOPUPAHE Ha OIleHKaTa Ha JeBo- kamepHara (JIK) ¢ppakius na uztinackBane (PN%)
oT oOpa3HaTa JAMarHOCTUKAa M eHJAOMHUOKapjaHaTa Ouoncus. [lopagu MHBAa3MBHOTO €CTECTBO Ha
nocienHara, JIK @MU % ce oka3a or oco0eHO 3HAU€HHWE B KIMHUYHOTO TPOCTENsSBAaHE Ha
nanueHTure. HampenBanero Ha exokapauorpadusara B 001acTTa Ha HOBUTE HEMHBA3UBHU METOIU
3a omenka Ha JIK ¢yHKIusS Hamoxku mpepasriexiaHe Ha HaaexkHoc- Tra Ha JIK ®U% ot
JIBypa3MepHa KOHBEHIIMOHATHA eXxokapauorpadus karo OOEKTHBEH METOJ 3a OIlIeHKa Ha
KapJIMOTOKCHUYHOCT.

OnpeneneHHe 34 KapAUOTOKCUYHOCT, CBbp3aHa C XUMUOTCpaIInd

Cebp3anara ¢ xumuotepanus kapauotokcudocT ( CXKT) ce onpenens karo HamassiBane Ha JIK
DU % c moseue ot 10 % npu croitHOCcTH < 53 % ( HOpMaTHA pedepeHTHA CTOMHOCT 32 IBypa3MepHa
exokapauorpadusi ) MOTBBPACHO OT IOBTOPHH HW3MepBaHUs. [IOBTOpHUTE W3MEpBaHHS Ce
OCBILIECTBSIBAT OT 2 10 3 CEAMHIM Clie] MbPBOHAYAIHO ycTaHoBeHaTa moHmwkeHa JIK ®U%.
Penynupanara JIK ®U % ce kareropusupa KaTo CHUMITOMATHYHA , aCUMIITOMATHYHA WU
peBep3ubernHa.

CXKT ce xnacuduimpa Karo :

Tun I - xapakTepeH 3a rpymnara Ha aHTPaUUKIMHHTE, KOSTa € CBbpP3aHa C J03aTa, BOAM 10
KJIEThYHA aIlolTO3a U € HeoOpaTuMa Ha KJIEThbYHO HUBO. PAaHHOTO il ycTaHOBSIBaHE U JIEYEHUE ca
CcBbp3aHM C npeBeHuuAra Ha JIK pemonmenupaHe, KakTo M Iporpecusita M 10 CbpledyHa
HEZOCTAaThYHOCT.

Tun II - xapakrepna 3a Trastuzumab, He ce BIusie OT HMpUJIOKEHATa 1032 U CaMOCTOSITEIIHO
MPUJIOKEHN HE BOAAT 10 kieTbuHa amonrtoza. CXKT e uwecto obparmma, HO mopagul 4ecTo
MpenxosKala Tepanus ¢ areHTd oT Tumn I, ce mpeanonara, uye npu Te3u peKUMHU Ha jiedeHue Tun
II areuture 3a)I”I)J'I6OLIaBaT KJICThbYHATa aronTo3a O1e B MOMCHTA Ha MMPHUIIOKCHUCTO UM.

Exokapanorpadcka onieHka Ha chpeyHaTa QyHKIUs 1 MOP(OIOTHsl IPU MallUEHTH ¢ KapLUHOM
JIK cuctonHa QyHKIUSA

EXOKapI[I/IOFpaq)I/IHTa € MCTOA Ha I/I360p 34 OCHKA Ha MalfUCHTHU C KapIUHOM — IIPEaU , 10 BPEMEC
" CJICA IPUKIIIOYBAHC Ha TCparurAaTa.

W3ucksaneto 3a m3mepBane Ha JIK ®U% TpsOBa na ObJe OCHIIECTBEH C HAM-TOOpHS METO,
BB3MOXKEH 3a exokapauorpadckarta saboparopusi (TpUHU3MEpHATa exokapauorpadgus e 3a
MPEANOYUTAHE )

[Tpu m3non3BaHe Ha JABypa3MepHaTa exokapauorpadus ce npeamnounta Meto] Ha CUMICHH OT
anuKaaHa MO3ULUs JBYKYXUHEH Cpe3.



JIK ®1% tpsidBa na ce komOuHMpa ¢ m3umnciasiBane Ha wall motion unaexc. ( WMSI)

[Tpu HEBB3MOXKHOCT 32 OIICHKA Ha ritodaeH JoHrutyauHaieH crpeitd (GLS) ot speckle tracking
exokapauorpadusara, ce MpenopbuBa KOJINYECTBEHA OlleHKa Ha riobanHara JIK nonrurynunanna
¢bynkuus upe3 M- Moxa exokapauorpadusTa — npeMecTBaHe Ha MHUTPAJICH KJareH MPbCTEH —
MAPCE wnnu wim nukoBa cuctosHa ckopoct (s”) ot TDI

JIK ®U % oueHeHa oT ABypa3MepHaTa exokapauorpadusi 4ecTo € HeJoCTaThyHa 3a OLICHKa Ha
MajkuTe npomenu B JIK KOHTpaKTUIIHOCT.

JmacronHa (bVHKHI/IH

He3zaBucumo, ye napameTpuTe 3a OlleHKa Ha quactoinHara ¢pyHkuus Ha JIK HImMar nporaoctTuyHa
CTOMHOCT 10 OTHOIIEHHE Ha KapAMOTOKCHYHOCTTA, OLIEHKATa Ha JAMAcTOJHAaTa (DyHKIUS ce
U3M0JI3Ba 3a IPaJUpaHe Ha TEKECTTa Ha JAMACTOJIHATA JUCQYHKIMSA, KAKTO U ONpENeIsHE Ha
HaJIAraHeTo Ha meiHeHe Ha JIK npu Te3n nauueHTy.

DyHKIMS HA JICHA KaMmepa.

Anamm3pt Ha JIK mucyHKIUS TmpU ManueHTUTe Ciie] XUMHOTEpanmus HAMa MPOTHUCTUYCH
XapakTep, HO KOJIMYECTBEHATa OIICHKA Ha JIECHUTE KyXWHU U (YHKIMS CE€ MIpOCIeNsiBa INpU
BbBIMYaHe Ha [IK B cucTeMHMs IpoLiec Ha OHKOJIOTHYHOTO 3a00JIBaHE.

Knamnau 6051ecTH .

C’bp,I[CLIHI/ITC KJIAIIh C€ aHaJIu3upar € 0c00EHO BHUMAaHHUE IIpH NAUCHTHUTC HAa XEMOTCPAIInA.

[TarnrieHTH ¢ ycTaHOBEHW HACTBIIMIIM IPOMEHHU B KJIAITHUS arapar 1o BpeMe Ha XeMOTeparus ce
peaHanM3upaT MO BpeMe Ha ILEJHs TEepHOJ Ha JICYeHHE W CIlIe]] NPUKIIOYBAHE HAa Kypca OT
XeMOTepamnus , KaTo ce IMpocieasiBaT pa3Mepu U TPAJAMEHTH Ha CTEHOTHYEH OTBOD, CTEMEH Ha
KJIanHa perypruraiusa. Yectora Ha peryJspHUTE MPErJeau C€ OCBIIECTBIBA B 3aBUCUMOCT OT
CTETeHTa Ha 3acaraHe Ha KJIamHus armapaT cnopea PrkoBoacTBaTa Ha EBpomneiickaTa aconnanus
1o oOpa3Ha nquarHoctuka (2014) .

Ilepukapaaa OoJiecr.

Hanmune na NnepuKapaHa oonect IIpHU NaOUCHTUTE C KAPIUUHOM C€ aConrpa ¢ HAJIMYHU ChbpACYHU
METAaCTa3u UJIH B CICACTBUC HA IIPOBCACHA XEMOTCPpAIIHA / paguoTeparus.

CreneHHa Ha MEpUKapIHUS U3JIUB CE€ ONpeness KOJWYECTBEHO M ce KBaluduuupa cropen
IIPOBEJICHUTE CTaHJApPTH.

Exokapauorpadckute u Jlomiep METOIM 3a OLCHKA Ha HAJIM4YME HAa TaMIIOHaJa TpsOBa aa ce
aHaJIM3UPAT BHUMATEIIHO, 0COOEHO MPU HAJIM4ME Ha MAIIMTHEHA IeHe3a Ha IepUKapIHUs U3ITUB.

SIMP ce npuara npu MaMeHTH 3a OIIEHKAa Ha BEPOSATEH IbPBUYECH MTPOIIEC, AaHTAKUPALLl IEPUKAP/IA,
KaKTO ¥ 32 OTAU(EPEeHIIMPaHe OT KOHCTPUKTUBEH MEPUKAPINT, CIIE/ eKCIIEPTHA eX0oKapauorpadcka
OLICHKA.

TpumsmepHa exokapauorpabus (3DE )

3DE e npenmnounTtan MeTO[ 3a aHainu3 U MoHuTopupane Ha JIK (yHKIuMS npu manueHTu cien
xemorepanus u npu cbMHeHue 3a CXKT. IlpenumcTBoTo € B mo-1006pust 06pa3 v MOBTOPSEMOCT
Ha pe3yarature npu Monutopupanata ¢ 3DE JIK ©%.



OcspliecTBsiBa ce OT EKCHepTH U Jo0pe TpeHUpaHH B TPUU3MEpHATa exokapauorpadus
CTICIIUATICTH —KapIHOJIO3H, JUMUTHPAIIO 00CTOATENICTBO € M3UCKBAHETO 33 JOOPO Ka4eCTBO Ha
aHWJTU3UpPaHUs 00pa3, KOeTo TpsOBa Ja ce MMa B MPEABHJ MPH MAIHUEHTUTE C OHKOJIOTUYHU
3a00JIBaHMS.

KOHTDaCTHa exomp,uuorpadmsl

[TpunoxeHnero Ha KOHTpACTHATA exoKapArorpadus HaMUpa MOTEHIMAT MIPH MPU HAIMEHTHUTE
cllel XeMoTepanusl IIpU Hel0CTaThbuHO J00Bp 00pa3 Ha aHaIM3KUpaHu cermeHTu Ha JIK.

CernacHo mocneanute PwkoBoactBa (2013) ce mpemopbuBa M3MOJA3BaHE HAa KOHTPACT IPHU
Heno0po n300pa3sBaHe HA TIOHE 2 ChCEIHU CETMEHTA OT allMKaHa IMO3UIIUS.

Konpacrhara exokapauorpadus He ce npernopbuBa npu 3DE 3a npocnensiBane Ha MaliMEHTUTE
ClIe]l XeMOTeparus.

Ctpec CXOKaD,I[I/IOFDad)I/IH.

Crpec exokapauorpaduara ce MpernopbyBa NPU NALMEHTH C MOTEHIWATHA WM BEpHUATHA
KOpOHapHa O0O0JIeCT, KOraTo KOHBELMOHAJIHATa exokapauorpadus € HeZoCTaThbuHO WM
HEHWHTEpIpeTepyeMa Py MalMeHTH, IPOBEXK/IAJIN JICUCHUE C areHTH, KOUTO MOTaT Jia MPUYUHSAT
koponapHa ucxemus ( fluorouacil, Bevacizumab, Sorafenib, Sunitinib)

Crpec exokapauorpadusta ce mpernopb4Ba CHIIO0 U 33 OICHKA Ha KOHTPAKTHIIHHS PE3epB Ha
JIK npu narmentu cbe CXKT.

Ornenka Ha cyOkauanyHa JIK gucdyHkImg .

Penynupanara JIK ®U % cnen Oa3oBara exokapauorpadusi WIA TPH IAIUCHTH CIIET
MPUJIOKEHNE HA aHTPAKIMKIMHU € CBbpP3aHa C BUCOK PUCK OT ChPJICYHO ChJIOBU MHIIUJICHTH.

HezaBucumo ycranoBenara ot Jlomiep u ThkaHeH Jlomiep HayaiHa AMacToHa TUCHYHKIUS IPU
NAIMEeHTUTE Ha XEeMOTEepanus, T He BUHAru Moxe Ja 0bJie MPOrHOCTHYHA 110 OTHOIIEHUTE Ha
CXKT.

MuoxkapnHata nedopmanus (strain) aHaiuM3MpaHa OT JBypa3MepHa exokapauorpadus dpes
metona Ha Speckle tracking e mpeanodnTaH METO/1 Ha aHAJIU3, YTBBPJICH B KIIMHUYHATA IPAKTHKa,
BKJIIOUUTCIIHO W IIpU HOPOCIICAABAHC Ha MNAOUCHTH CJICA XCMOTEpalus. I'moGanausT
JIOHTUTYIUHANIEH CTPEeWH € ONTHUMAJIHMIT HapaMeThp 3a aHajiu3 Ha paHHa cyOkimHuuHa JIK

JUCQHYHKITHS .

[TpenopbuBa ce M3ciaelBaHUATA HA CTPEHA IO BpeME Ha XEMOTEepamus J1a Ce CBIIOCTABAT C
II'bPBOHAYAIIHUSA JIOHTUTYJUHAIEH CTPEHH INpeau CTapTUpaHe Ha jedeHueto. [Ipu nmanuenTtu c
HAJIMYCH IMbPBOHAYAJICH rio0aneH JIOHTUTYAWHAJICH CTpeﬁH , p€iIaTuBHATA PCAYKIUA B XO4a Ha
xemoTepanus ¢ < 8% MoAnexaT Ha PeOBHO MpOCIeAsBaHe, KAKTO U CTOWHOCTU Ha Iiio0ajeH
CTpelH penyuupanu ¢ > 15% oT mbpBOHaYaIHaTa C€ CUMUTAT 3a MaTOJIOTHYHU.

[Ipu nocneasiBaHe Ha MAIMEHTUTE C KAPLUKUHOM MO OTHOIIEHUE Ha MOKAa3aTelnuTe 3a MUOKapAHA
nedopMalus ce MpenopbuBa OCHIIECTBIHETO UM Ja ObJIe Ha €/IHA U ChIa exokapauorpadcka
MamuHa uinu off-line ananu3sT Aa 6b1e ¢ enuH codryep. B mporokona ce orbens3BaT THUTE
MpEeAN U CIe]] XeMOoTepanusi, HopsAIbK Ha Kypca, KOMTO MalueThT IPEMUHABA.

IloBuiieHusT TPOIIOHHWH IO BPCME HAa KapIMOTOKCUYIHA XEMOTCpPAIIUA € IPU3HAK 3a pAHHA CXKT.



3a pas3ynKa OT TPOIIOHMHA, OLIEHKaTa ¥ aHanu3a Ha pro-BNP 1ma oTHoIIeHNE TOBEeYe KbM OLIEHKA
Ha CTEeIICHHA Ha HajsgraHeTo Ha neiHeHe Ha JIK, orkonkoro 3a ananu3 Ha CXKT.

[Tpunoxxenue Ha qpyrure oOpa3Hu AuarHoctuka 3a anainus Ha CXKT.

Ouenkara Ha JIK ®1U% ¢ MUGA e ¢ BUKOKa penpoAyKTHUBHOCT, Ha MOPaAX HAIMYMETO Ha
JOMBJIHUTENHA paJUallMHHA HATOBAPEHOCT HA NAIMEHTUTE € JUMUTUpaHa B OHKOJIOTHUSATA,
MpeIMMHO 3a OIIeHKa Ha IepukapjHa 0osecT, BbBIMYAaHE Ha KJaneH amapar u oreHka Ha JIK

byHKIH.

[TpunoxeHneTo Ha raMa-KaMepuTe KaTo HeMHBa3MBEH MeTo[ 3a oneHka Ha JIK ¢yHkuus e Bce
OlIe B MPOLIEC HA CTaHJapTH3UPAHE.

Copaeunust SIMP e 3naren cranmapt 3a onenka Ha JIK u JIK o6emu u JIK ®N%. OcHOBHOTO
OTpaHMYEHHUE € JOCTBIIHOCTTA J0 METOJMKAaTa M BCE OIIe HEJOCTaThbuyHO OOYy4YeH IepCoHall,
paborem B Tazu obxnact. IIpenopbyBa ce mpu MPEeKbCHATO JICYEHUE C areHTU C BHCOK PHUCK 3a
KapJHOTOKCHYHOCT, ~KOTaTO pEe3yJATaTUTe OT JIBypasMepHaTa exokapauorpadus ca
HesanoBoautennu 3a JIK ®U % .

[IpenopbuBa ce npu NpociaeaIBaHETO HA MAIMEHTUTE J1a CE U3MO0JI3BA €IHA U ChIlla TEXHUKA IIPU
onenka Ha JIK ¢pynkius ¢ IMP.



43. TIOBEJIEHME I1PH EKCTPABA3AIIUA HA
ITPOTUBOTYMOPHMU JIEKAPCTBA

Omnpenenenue. ExcrpaBazanusra Ha MapeHTEPATHU TPOTUBOTYMOPHH Pa3TBOPH ce AepHuHUpa KaTo
MHIUJIEHTHO U3THYaHE Ha JIEKaPCTBEHO BELIECTBO OT TEXHUYECKH OIPEIENICHUsI My y4acThK (BEeHa)
B OKOJIHUTE THKaHM, NMPUUMHABANKK YBpeXIaHUSA. B 3aBHCHMOCT OT XMMHUYECKHS CBhCTaB Ha
eKCTpaBa3aTa CTEIICHTa Ha ThKaHHU HAPYIIEHUS MOXeE Jla Bapupa OT JeKa KOXKHa peaKIys 10 TeXKa
HEKpO3a.

TumoBe excrpaBazanuu. Cropen TNOTEHIMAda CU Ja NPUYMHABAT YBPEKJaHE HA THKAHUTE
IPOTUBOTYMOPHHUTE JIEKapCTBa C€ TPYNHpPAT B TPU KATETOPUH: HEBE3UKAHTH, UPUTAHTH U BE3UKAHTH.
Hesesukanture (bleomycin, gemcitabine, Metothrexatee, pemetrexed, MOHOKJIOHATHU aHTUTEIA) HE
NPUYMHSBAT YIILEPAIHH, PSIIKO BOJAT A0 OCTPa peakiys WK Iporpecupania Hekposa. Mpuranrure,
ot cBos cTpaHa (etoposide, cyclophosphamide, 5- fluorouracil, ifosfamide, carmustine, dacarbazine,
mitoxantrone, cisplatin, carboplatin, oxaliplatin), npuuuHsBar camo 0oiKa B MSICTOTO Ha
WH)KEKTUpaHEe U BeHarta (ChC Win 0e3 Bh3MaJIeHUe), HO B MHOTO T'OJISIMO KOJIMYECTBO MOTAT Jla MMatT
U yJLEPOTreHeH MoTeHIHaN. Be3nkanTuTe (aHTpalMKIMHY, aTKWIMPAIIN areHTH, BUHKA aJTKaJIOHIH
U TAKCaHW) NMPUYMHABAT BE3WKYIH, PA3sA3BSIBAHUS M YECTO C€ MaHU(ECTHpAT C IO-CEPHO3HU
CTpaHMYHU €(PeKTH Ha ThKaHHA ACCTPYKIHSI U HEKPO3a.

Kinnanano IMpCaACTaBAHC. Havannute cumnToMu Ha CKCTpaBasalus CC MaHI/I(1)CCTI/IpaT B&aHara Cjicna
HapyHICHHEC Ha [CJI0OCTTAa HA KPBbBOHOCCH CBhA. B 3aBucuMocT oT areHra MNpU3HAOUTC Ca I[I/ICKOM(l)OpT
nimn 6OJ'IK8., KOATO Bapupa OT JICKa 10 CHUJIHA (Hsrapﬂma) 1 MOXXC Ja CC IIOCJICABA OT 3aUCPBABAHC U
JIOKaJicH OTOK. EBomronusaTa Ha HaYaJIHUTE CUMIITOMH CE pasiindyaBa 3HAYUTCIIHO IIPU UPUTAHTU U
BC3UKAHTU: TOCICAHUTEC HMAT MNOTCHHUAI 3a CCPHUO3HU TbKAHHU YBPCKIAAHUS, 3allovuBamiv C
BB3MNAJICHHUC U BE3UKYJIN U IpOorpecrupamn 10 A3BU U HCKPOTUYHHU JIC3UU.

TepaneBrnuno moBenenue. IIpum perucTpupaHe Ha eKCTpaBaszalusi He3a0aBHO Ce€ 3aroyBar
MEPOIPUATHS 110 AITOPUTHM, BKIItOUBall 15 CTHIKU.

Crnpu He3a0aBHO HH(Y3UATA/UHKEKIIMATA; OCTABU BEHO3HUS JIOCTHIT HA MACTOTO MY. Y BEJOMH JIHIIE
C onmuT B OOPaBEHETO C IIUTOCTATHUIIH.
[TocTtaBu cTEpUITHU PHKABUIIH.

Pa3unenn wuH(dy3noHHaTa cHCTEeMa WIM CHPHUHIIOBKA OT BEHO3HHSA JOCTHI (BEHOKAaT, WIJIA).
Mapxkupaii MACTOTO Ha €KCTpaBa3alys C BOJOYCTONYUB MapKep.

CpuiieHn NeTKyOMKOBa CIPUHIIOBKA KbM BEHO3HUS JOCTBI U acCUpUpail OT LIUTOCTATHKA, KOJKOTO
€ Bb3MOKHO. He ympaxHsBali HaTUCK BbpXY 00JIaCTTa Ha eKcTpaBa3allMs, JI0OKaTo MPaBHII TOBA.
Nwmaii Ha pa3mnosiokeHre TOMbIHUTENHA CHPUHIIOBKA M ChJl 34 MHPEKTUPAHU OTHAAbLU. 3aTBOPU
BEHO3HUSA JOCTBII C TAIIUYKATa MY.

C enHOKyOMKOBa CHPUHIIOBKA AacHUpHpaidl BCUYKM TOAYTHHHU, oOpa3yBaHM B oOjacTra Ha
excTpaBa3zamusiTa. M3mon3Baii HOBa CTepHUIIHA UTJIA 32 BCAKO YOOXKIaHe.

[ToBaurHM 1 UMOOMIIM3UPAI 3aCETHATUS KPAaHHUK.

Koncynrtupaii ce ¢ tabnuuara 3a cnenubuuyaure antuaotu (Tabm. 1,). [punoxu antunora mpes
BEHO3HUS JIOCTHII, aKO OLIE € Ha MACTOTO My. AKO BEHO3HMST JAOCTBII € CHET, UM aKO € IIOKa3aHo
UHQUATpUpPaHE HA TOPA3EHUS YUaCThK, MPUIIOKHU aHTU0TA MIOJKOKHO B 3B€3/1000pa3Ha hopMa — OT
nepugepuara KbM HEHThpa Ha 00J1acTTa Ha eKCTpaBa3alusl.

Axo e Hanmie c1abd KOXKeH epuTeM, IPUIIOKH J[Ba ITTH JHEBHO Hama3BaHe ¢ Hydrocortisone 1%
KpEM.



[Toxpuii ydacTbka Ha eKCTpaBa3allysi ChC CTEPUIIHA MapJis U s pUKCHpaii ¢ IeBKOIUIACT.

C m3KiroueHue Ha eKcTpaBa3aluy OT BUHKA AJIKAJIOMIH, B NPOJBIDKEHUE HA TPHU JHHU IOCTABSM
BBPXY IIOPA3€HUs YUacThK MaKeTue C Jea — 4 I'bTH JHEBHO 3a 10 15 MuHyTH.

B ciydaii Ha excTpaBasanus oT BUHKa-aiukanonau u Etoposide mocTaBu BbpxXy NOpa3eHUs y4acThK
[IaKeTye C TOIIA BOJA

— €IHOKpPATHO B NPOJbJDKEHUE Ha 60 MUHYTH.
JIOKyMEHTHUpail eKCTpaBa3aluaTa B UCTOpUATA Ha 3a00JIsIBaHE.

Buumarenno naOnrofaBail MACTOTO Ha €KCTpaBa3alusi M IpH MOsiIBA HAa ThKaHHA HEKPO3a
KOHCYJITUpAi € INIACTUYEH XUPYPT 3a ONEPATUBHO OTCTPAHSABAHE HA HEKPOTUYHUTE ThKAHMU.

Ta6muma 2. CrnenuduuHy aHTUIOTH NTPU eKCcTpaBasarus Ha nuroctatun (o Y. Wengstrom et
al., Extravasation Guidelines 2015).

HurocraTuk AHTHAOT

Cisplatin Ipunaraii 14 g xommpecu ¢ Dimethyl sulphoxide 99% (DMSO) cse
Doxorubicine CTEepUJICH MMaMyK Ha BCEKH 4 yaca.

Epirubicine [Mpunaraii 3 nau dexrazoxane (Savene) 1.V. — 1000 mg/m2 nen 1, 2 u
Ifosfamide 500 mg/m2 new 3.

Mitomycin-C [Tpunaraii 1oKaTHO OXJIaXKIaHE 3a YCIIOKOCHUE Ha OOJKaTa.
Mitoxantrone [Mpu ynuepanus npunoxu granulocyte colony-stimulating factor (G-

CSF) — o 1 dnakon cenmuuno S.C. (3 ceqmuiin).

Etoposide Wudunrpupait yuacrska cbe 150 IU Hyaluronidase.

Vinblastine

Vincristine [TocraBsit maketye ¢ Tomiaa Boja 4 mbTH JHEBHO 3a 1Mo 20 MUHYTH.
Vinorelbine

Carmustine Wudunrpupaii yaactbka cse 150 U Hyaluronidase.

Docetaxel

Paclitaxel IMTpunaraii 1okagHO OXJIaXIaHE 3a YCIIOKOCHHE Ha OoJKara.
Carboplatin Wudunrpupaii yaacrbka ¢ 5 ml Sodium thiosulfate (0.16 M pastsop).

Cyclophosphamide
Dacarbazine
Oxaliplatin




44. KOHTPOJI HA OHKOJIOI'MYHA BOJIKA ITPU COJINIHHA
TYMOPHU U MAJIMTTHEHU XEMOITATUUA

44.1. EnnnemMuoj0rus

ITo cratuctuueckn naHHuM Ha CBeroBHara 3apaBHa opranuzaius (WHO, C30) ot 2008 . B
CBeTa ca ycTaHOBeHM HOBHU 12 667 470 cinydas Ha oHkosiorudHu 6onectu. Criopen HanmonamHust
pakoB peructsp npe3 2009 r. B bwarapus ca ycraHoBenu 34 712 HOBHM ciyyasi, Karo
koeuIMeHTHT Ha HapacTBaHe € 1.5 B cpaBHeHue ¢ 1993 r. YUecTtoTaTa Ha OHKOJIOTMYHATA 0OJIKA
IPH Pa3IMYHU JOKATU3AlMK U CTaIuu Ha OOJIECTTa JTOKa3BaT pa3iMyus, 3aBHCEIIN OT BHUJ Ha
KapIMHOM, MPOBEXKIAHO HPOTHBOTYMOPHO JieueHHe U cTaguil. Ako 59% ot OomHute C
IPOTUBOTYMOPHO JIeUeHHE U3MUTBAT 00JIKa, ClIe]] 3aBbPIIBAHETO MY T € Hanuie camo rnpu  33%
ot Tsax. C HanpezaBaHe Ha OoyiecTTa HapacTBa OpOSAT Ha OOJHM, IPU KOUTO OOJIKaTa € BOZECIIO
omnakBane — 69% or mamueHTH ¢ MeTacTaThuyHa Oo0JIeCT M3MUTBAT OOJNKa M TS € BOJAEIIO
oryiaKkBaHe MmpH Haja 95% ot OosHUTE B MOCIEIHUTE CEAMUIM U JTHU HA KUBOTA M. Bbripeku
TOBA MIPOYUBAHHUSA OT pEAHIla EBPOINEHCKU CTpaHH JI0Ka3BaT, ue OoyKkaTa He € JeKyBaHa aJIeKBaTHO
npu 56-82.3% ot ciydaute.

OueHkaTta ¥ J€YCHUETO HA OOJKaTa, M3MUTBAHA OT MAlMEHTU C OHKOJIOTMYHHU 0O0JIeCTH, € OT
I'BPBOCTETIICHHO 3HAUYCHUE BBB BCEKH CTA TN Ha OoJiecTTa. BhIpeku ToBa TS MpoIbbKaBa 1a 0bae
HEa/IeKBATHO KOHTPOJIMpaHa U JICKyBaHa.

44.2. Knacudukanus Ha OHKOJOTHYIHA 00JIKA

Omnkonornunata 6ojika ce paszzueis Mo cleaHuTe npusHauu: (1) crmopen MpOTUYAHETO BBHB
BpEMETO, T.€. KiacupuKaus 1mo Bpeme; (2) cropea MaToJIOTMYHH MPOMEHH, y4acTBAIld BbB
(dbopMHUpaHETO U Bb3NPHUEMAHETO, T.€. KiIacuPUKaLU M0 MaTOPU3NOIOTUYEH MEeXa- HU3bM;

(3) cnopen mpUYWHM, JOBENHM JO BB3HHKBAHE, T.C. KIacH(PHUKAIUS CHOpE] CSTHOJOTHYHA
MpUYUHA.

PaznenbT € KOHCEHCYCHO CTaHOBHUINE Ha bBBArapcko OHKOJIOIMYHO HAy4HO [JPYKECTBO U
Bbparapcko HayyHO MEAUIIMHCKO APY>KECTBO MO KIMHUYHA U TpaHC(y3MOHHA XEMaTOJIOTUsl.

44 .3 Knacudukauus no Bpeme

Octpa 6omnka. Hali-uecTo ce IbKM Ha OCTPO HACTHIUIIO HApaHSIBaHE WK OOJECT U UMa SACHO U
no0pe ormpezeneHo Havyalo. B moBedeTo ciydaw € orpaHWyYeHa BBB BPEMETO U MPOJIBIDKABA JI0
M3NIEKYBaHETO. XapaKTepusupa c€ ChC CBPBHXAKTUBHOCT HA CHMIIATUKOBUSA OTIEN Ha
BE€reraTuBHATA HepBHa cucremMa  — TaXI/IKap}II/ISI, TaXUITHEs, H3IO0TsIBAHE, XI/IHCpTOHI/Iﬂ,
npeOJeIHIBaHEe HA KOXKaTa, Pa3slIMpEeHU 3eHUIU u Ap. [Ipy OHKOIOTWYHM MalMEeHTH OCTpara
0oJKa ce Bb3IpHeMa KaTo TJIaChK Ha OCHOBHATa 0OJIECT.

Xpouunyna 6oJika. [Ipu Hes TUICBa OTKIIFOYBAI] MOMEHT U MPOIBIKaBa MOBEYE OT IBE CEAMMUIIH.
Xapaktepu3upa ce C IMOCTENEHHO pPa3BHTHE, TPYAHO OMPEACTMMO HA4Yall0 W HENPEeKbCHATO
HapacTBalla UHTeH3UBHOCT. XpOHUYHATa O0JKa HsMa 3aiuuTHa posist. CUMITOMU Ha CBPBXTOHYC
Ha CHMITaTUKOBaTa HEPBHA CHCTEMa HE ca TUITMIHH 32 XpOHHYHATa Oojka. Bomemw ca nenpecus,
OTUYXKJeHHE, IPOMEHU B JIMYHOCTTA, OE3ChHUE, aHOPEKCHs, anaThs U JeTaprus. B moBedero
ciIy4yau XpoHWYHaTa 00JIKa € u3pa3 Ha Mporpecus Ha OOJIeCTTa,



BJIOIIICHA IMPOrHO3a U HaMaJIeHaTa IPOABbPKUTCIHOCT Ha )KHUBOT.

NunuaentHa (mpoduBHA) 60ska. Ts e mpuCThI HA €MU30/IMYHA, HHITMJICHTHA 00JIKa, KOSTO

,,[IpoOKBa” 1O0OPOTO OCHOBHO 0Oe300sBaHe. M3uckBaHe 3a MHIMJECHTHA 0OJIKa € HaJu4ue Ha
OCHOBHA TaKaBa, KOSATO € KOHTPOJIMpaHa C PEIOBEH NpHEeM Ha ONMHOUIHU aHAJITCTHUIIH.
[IpoOuBHaTa 0OJIKa 3HAYMTEIHO BJIOIIABA KAYECTBOTO HAa KMBOT M BOJM JIO HapacTBaHE Ha
00II0TO CTpaaHue.

44 4 Knacudukauus mo naTopu3nojorudieH MexaHu3bm

HounuenTuBHa 6ojika. [lonyuaBa ce nmpu MEXaHWYHO, TEPMUYHO HJIM XUMHYHO Jpa3HEHE Ha
TEPMUHAIIHUTE OKOHYAaHWs HAa CETUBHU HEPBH W Ha CHCHU(PHUYHU pPElenTopu 3a OoJika
(HOIMLIETITOPH), PA3MOJIOKEHH B THKAHM M OpraHuTe. HepBHHUTE MbTHINA, MPOBEXKIAIIN
UMIYJICUTE 3a 0OJIKa, Ca MHTAaKTHH. B 3aBUCHMOCT OT pPa3MOJIOKEHUETO Ha HOIUIICTITOPUTE
Oonkara ce paznmens Ha: (1) comarnyHa (B KOXa, MOAKOXHE, (HACIHH, MYCKYIIH, CyXOXKIIUSI U
niepuoct); (ii) BUcHepaaHa (BbB BbTPEIIHH OPTaHH).

HeBponatuuna 6osaka. /[poKku ce Ha yBpekaaHe Ha nepu(epHH WIM IEHTPATHH HEPBHU
CTpyKTypu. KIIMHUYHO ce mposiBsiBa KaTo MapeHe, TphIIHEHE, CTpeIKaHe (€IeKTPUUECKU TOK) KT
MpaByukaHe (MpoOoKJaHE C WIJIM) B 30HM Ha IPOMEHEHa CETUBHOCT. B 3aBucumoct oT
aHTa)XUPAaHUTE HEPBHU CTPYKTYpH OuBa: (1) uenrpanna (crpykrypute Ha [IHC); (i1) nepudepna
(mepudepHH CTPYKTYpH Ha HEPBHU CIUICTEHUS U OTICITHU HEPBH).

CumnaTukoBa 0OoJska. Ts e cienctBue Ha yBpeXJaHEe Ha TbKaHUM U HHEPBUPALIUTE TI'U
CUMIIATUKOBY HepBU. bonHuTe ce omiakBaT oT mapemia Oosika M aJOAMHUS, MOAOOHAa Ha
neadepentHaTa Ooiika, HO C TPOMEHEHA CHMIIATUKOBA (YHKIHMS B 3acCeTHAaTHTE 30HU —
BAa30MOTOPHM IPOMEHHU (3auepBsiBaHE, NOOJIEHSBAHE, OTOK, pa3jiMKa B TEMIEpaTypa, ChAOBU
MOTOpHH H TpoduuHU poMenn). Haii-uecto ce cperia mpu 3710Kaue€CTBEHN TYMOPH B MaJTbK Ta3
Y METacTa3! B IIMHHU TUMQPHH BB3IIH.

44.5.ETHOJIOTHYHA KJIacu(PUKALUS

OmnkonornyHaTta Oojika ce pazziens Ha: (1) mpeAM3BUKaHa OT caMaTa OojecT (MHPUITpALUsS OT
TYMOp Ha OKOJIHH ThKaHU U OpPTaHH, IPUTHCKAHE U TPOPACTBAaHE KbM HEPBHUA OKOHYAHUS, HEPBU
U HEPBHU CIUIETEHHMS, 3aIlyllIBaHE M pa3TAraHe Ha KyXd OpraHH, AECTPYKLUS U pa3pyllaBaHe Ha
ThKaHM); (1) CBbpP3aHa C JICUCHHE Ha OoJyiecTTa (AMArHOCTUYHHU MPOIEIYpPH, OMEPATUBHO U
MPOTUBOTYMOpPHO JieueHue); (iil) ciaencTBrue Ha O0necTTa, HO HEMIPeAU3BUKaHA OT CaMUsl TYMOpP
(pm 3amex, npenn3BUKaH OT OMUOUIU, MUOaciuanHu 00JKH, pedaykc- e30(paruT, cna3Mu Ha
MUKOUYEH MEXYp CJIe]] KaTeTepu3alus, MOCTXepHeTuYHa HeBPAITUs U JIp.);

(1v) HempeIu3BHKaHAa W HECBBbP3aHa C TyMOpa M JIEUEHHUETO MY (CHIIECTBYBALIM apTPUTH U
apTponaTuu, UICXeMHUYHa O0JIECT Ha ChPIIETO, epU(EpPHU CHJIOBH OOJECTH U JP.).

44.6. Ounenka HAa HalHEHTH ¢ OHKOJOTHYHA 00/1KA

Ha Ta6n. 1 ca noka3aHu npaBuiaTa 3a TOYHA U ITbJIHA OLIEHKA HA MALMEHT C OHKOJIOTHMYHA 0OJIKa.
[IbpBa U Hali-BakHa CTHIKA KbM €(PEKTHBHO W MHIUBUAYAJIU3UPAHO JEYCHHE € MpaBUIIHA U
pelloOBHAa CaMOOIIEHKa, W3BBpIIBaHA OT OONHUS W JOKJIagBaHAa Ha JICKYBAlIUs €KHWII, 3a
MHTEH3UBHOCT M XapaKTep Ha U3MHUTBaHa Oosika U €(pEeKTUBHOCT OT MPOBEXKAAHO JieueHue. Haii-
4ecTO ce W3IMON3BaT cTaHaapTuiupanu ckanu: (i) Bepbamna ckama 3a onenka (Verbal Rating
Scale, VRS), (ii) [ludposa ckana 3a omenka (Numerical Rating Scale, NRS) wu (iii) Busyanuo-
ananorosa ckaia (Visual Analog Scale, VAS). [IpenopbuBa ce HHTEH3UBHOCTTA Ha OoJKaTa U
pe3yaTaTuTe OT MPOBEXKIAHOTO JICUCHHE J]a CE OIEHSIBAT PEIOBHO KAaTO CE M3IOJI3BA €HA OT
MIOCOUEHHUTE CTaHIAPTU3UpaHu cKaiu. [IpernopbuBa ce M3CieABaHETO HA BCUYKM KOMIIOHEHTH,



HU3rpaXxjamy 1 MOBJIMABAIIN U3IIMTBAHOTO OT IMAIMCHTA CTPAJaHUC, HAIIPUMEP IICUXOCONUATICH
AUCTPEC, Ja CC B3CMAT MMPECABU U A 6’bIIaT IMPpaBUJIHO OLICHCHU.

IIpaBuja 3a OlICHKA HA OHKOJIOTMYSH HAIlMEHT C 00JIKa.

e OueHKa U MOBTOPHA OLIEHKA Ha 00JKa

e [IpuunHu, Hayano, BUJA, MICTO, MPOABIDKUTEIHOCT, UHTEH3UBHOCT, O0JIeKYaBaHEe U
BpPEMEBH XapaKTEPUCTUKH HA U3MHUTBaHA OOJIKa.

e Hannuue Ha orTkimouBam QakTtopu, Oene3u, 3HAM U CHMITOMH, CBBpP3aHU U
MPOU3THYAIIN OT OOJIKATA.

e [lpunaranu aHanreTuly, TIXHA €PEKTUBHOCT U CIIOCOOHOCT Ha OOJHHUS Ja TOJIepHpa
HA3HAYCHO JICUCHUE.

e OlleHKa ¥ TOBTOPHA OIIEHKA Ha MallUeHT

e OrmeHKa Ha KIWHUYCH CTAaTyC 4Ype3 OOMOMEIUIIMHCKH KIMHWYEH W CIEIUATH3UpPaH
HEBPOJIOTUYEH TIperjel W CHeuu(pUUHd AUArHOCTUYHH (00pa3Hu, OWOXUMUYHH H
1a00paTOPHU ) U3CIICIBAHMUSL.

e Hamuume wimm BiausHHE Ha OoJikaTa BBPXY ©KCIHEBUETO HA IAMCHTA —
paboTOCOCOOHOCT, COLMAajeH >KUBOT, ChH, MOYMBKA, ANETHT, CEKCyalHa TOAHOCT U
HACTPOCHHUE.

e BimsHHe Ha OHKOJIOTHYHATa OOJECT W JICYCHHETO U BBPXY (U3HUECKOTO,
MICUXOJIOTHYECKOTO U COLIUATHOTO ChCTOSIHUE Ha OOITHHUSL.

e Hanuuue Ha GonmHornenay (Jimile, Half-4YECTO YJICH HAa CEMENWCTBOTO, AaHTAXKUPAHO C TPIKU
3a OOJIHHS ), TICUXOJIOTHYEH CTaTyC, CTETICH Ha OCBEJJOMEHOCT 3a 0OJIECTTa, HAIMYIHNE WIIN
OTCBHCTBHUE Ha TPEBOKHOCT U JICMIPECHUS; COLIMATHA CPea, HATMYMETO Ha CUYLIMIHU MUCITH
Y WJIeH, Ka9eCTBO Ha JKUBOT, TYXOBHU HYXIH U TPECBOTH.

e Hanuune u MHTEH3UBHOCT Ha Oele3n, PU3UIEeCKH  eMOIMOHAIHU CUMIITOMH, CBBP3aHU
C OHKOJIOTMYHAaTa OoJecT, Halu4he WM OTCHhCTBHE Ha CHUHAPOMH, XapaKTepHH 3a
OHKOJIOTHYHA OO0JIKa.

e Ormenka Ha 001110 cheTOsTHUE (TBp(OPMAHC CTATYC).

e (CrenuagHO C€ pa3NHTBa 3a HaIM4Me Ha omuou10poOus (OIEHsBa C€ CKIOHHOCT Ha
OOJHMS J1a cria3Ba HA3HAYEHO aHAITETHYHO JICYCHHUE).

e JlexyBamusr Jiekap TpsOBa Ja OICHHW W TPU HYXJA Ja MPEOIECHU BBH3MOXKHOCTHTE U
CIIOCOOHOCTHTE CH J]a KOMYHHKHPA U HHPOPMHUPA MMAlUEHTa H CEMEHCTBOTO MY.

e U3scHsABaHE HA HY)KIUTE HA OOJHUS U CEMEICTBOTO MYy.

Me:x1yHapoIHU BaIUIMpPaHU HHCTPYMEHTH 3a OIIEHKa Ha OoJIKa.

e BusyanHa aHanorona ckajia
o Hswma 6onka | | Henonocuma 6oska 10 cm

e  BepOamHa CKAIA ...oovevirreeiieeieses e
o Hsawma 6onka 0

Cunna (uHTeH3UBHA) 4
MHoro cwiHa (HemoHocuMa) 5

o Mmnoromeka 1
o Jleka 2

o VYmepeHa 3
o

o



e [ludpona ckana
o Hama6omxka0123456789 10 Hemorocuma Gonka

44,7 IIpuHUMIIHN 32 JleYeHNe HA OHKOJIOTUYHA 00J1Ka

[IpenopbuBa ce 6oHUTE A2 ObAAT HHGOPMHUPAHH 3a BH3MOXKHA TI0sIBa HA 0OJIKA U 32 METOIUTE
Ha HeiHoTO neuenue. Te TpsOBa ga ObAAT OKypaXkaBaHU Ja UTPasT aKTHBHA POJIS B JICYEHUETO
Ha U3IIATBAHATA OT TAX OO0JIKA.

Covkpawenus: ban NRS — Hugpposa crxanra 3a oyenxka; C30 — Ceemosna 30pasHa
opeanusayus; HCIIBC — necmepoudnu npomuso8v3naiumentu cpeocmada.

IIpu neyeHne Ha XpoHUYHA OOJIKA € MPENOPBUUTETHO aHAJITETHLMTE J1a ce Ha3HayaBaT U
IpyeMar oT peloBHO ,,I10 YaCOBHUK .

He ce npenoppruBa npueMaHeTo Ha aHAITeTUYHUTE JIEKApCTBa J1a Obe ,,[IpH HyKaa .

[TpuemaHeTo Ha aHAITSTHYHM JICKApCTBAa MpPE3 ycTaTa ce MPErnopbhb4yBa KaTO METOJ Ha MPbHB
u300p.

[TosiBaTa Ha MpoOWMBHA OHKOJOTMYHA OoOJiIKa TpsiOBa Ja ce OYaKBa W MPEABHKIA. 3a IeNTa ce
npernopbuBa Ha3HAYaBaHE Ha T.HAp. ,,CMACUTENHA J103a” 00e300JIsIBall JICKApCTBEH MPOIYKT,
KOATO Ja CC Ipujiara rnpu HCO6XOIII/IMOCT, HU3BBH 06H‘~I&I>iHOTO AHAJITCTUYHO JICUCHUC.

44.8.]103a, BUJ U TbT HA IPHEMaHe HA AHAJTeTHYHH JIeKapCcTBa

Bunbt u no03ara Ha JiekapcTBaTa 3aBUCST OT MHHTEH3UBHOCTTA Ha Oonkara (Tabu. 3) u TpsaoBa na
ObJaT KOpUTHpAHM, 32 Jia CE MOJy4Yd OallaHC MEXay OOJIeKYaBaHE M IOSBA Ha HEKEJIAHU
cTpaHn4HH eeKTH. ,,CriacuTenHara 103a”, KOATO Ce Ha3HauaBa B CITyJail Ha HYXX/1a, Ce IMOJTy4aBa
OT MOJIXO/SIIO U3YUCIICHA THEBHA [103a. AJITEPHATHBA HA OPAJHHS ITBT 3a MPUJIAraHe TpsOBa J1a
Ce ThPCH TOraBa, KOTaro OOJHUTE HE ca B CHCTOSHHE Ja TpPHEMaT aHAJITCTUIM TOpaau
HEKOHTPOJIMPAHO TOBpbBINaHe, Aucdarus, YpeBHa HEMPOXOJUMOCT, KOTHUTHBHH HapyIICHUS,
CTpaHW4YHH €(eKTH U B CITyYau, KOraTo € HaJIMIIE JIONI KOHTPOJ Ha 00JIKaTa U ce Hajara yCKOpeHo
TUTPHUpAHE HA J03aTa.

Tabnuua 1. Kareropusupane Ha OHKOJIOrHYHA 00JIKa M N300p Ha MPABUJIEH aHAIT€THUK.

AHajqreTH4Ha CcThJ0a Ha | UHTEeH3MBHOCT HA 0o/IKaTa | AHAJIeTHK HA U300p

C30 (ouenka no NRS)

[TepBo cThmano (yeka 6onka) | <3/ 10 Paracetamol wiu HCITBC

Bropo crhmiano (j1eka KkbM 3-6/10 Cnab onmon + paracetamol

yMepeHO MHTEH3UBHA 00JIKa) n/umm HCTIBC

Tpero crbmaso (ymepena koM | > 6/ 10 Cunun ONUOUIHU

CHJIHA U HEMOHOCHMa 00JIKa) aHaireTMIM *+ paracetamol
n/umn HCTIBC

HpenothmTenHo € JICKapCTBCHOTO JICUCHUC HAa OHKOJIOTHUYHA Oonka Ja 3all0YHE C aHAJII'CTHYCH
JICKApCTBCH MPOAYKT, IIOKazaH OT aHaJII'CTUYHAaTa cThI0a Ha CSO, KaTo IIoAXOJsIl 3a



HHTEH3UBHOCTTA M.

3a jeyeHHe W KOHTPOJ Ha JieKa OOJKa Ce MPEernopbyBaT HEONHUOHWIHH AHAITETHIN KaTo
paracetamol (acetaminophen) wiu HCIIBC. Ilpunarane sa HCIIBC 3HaunTenHo MpeBb3X0xkaa
1anedo npu eIHOKpaTHO IpuiiokeHne. Hama okaszarencTBa, HOJKPENAIIN NPEBb3X0ICTBO Ha
equH unu gapyr npeactaButena Ha HCIIBC mo oTHomieHne Ha aHaiareTuueH eQeKT WIH
oe3omacHocTTa. [Ipoapmxutenna ynorpeda Ha HCIIBC mian Ha HUKIIOOKCUTEHA3a-

2 (COX-2) ceneKTUBHEH MHXMOUTOP Hajlara BHUMATEIHO U NIEPUOJUYHO IPOCIEIsBaHE TOPaIu
BB3MOXKHOCT OT TMOfIBA HAa TOKCUYHOCT Karo KbpPBEHE OT TacCTPOMHTECTUHAIHHS TPaKT,
TpoMOonuTHA TUchYHKIMS U OBOpedHa HepocTaTbuHOCT. Brobie paracetamol w/umn HCIIBC
ca e(heKTUBHH IpHU JIeYeHHE Ha OOJIKa OT BCAKAKBA MHTEH3UBHOCT MOHE 32 KPAaTKO BpeMe U MpHU
JMIIcaTa Ha MPOTHUBOIIOKA3aHUSI.

Bosau ¢ ymepeHa OoJika ce JeKyBaT ¢ KOMOMHHPAHH JIEKAPCTBEHH MPOIYKTH, ChIAbPIKAIIN Hali-
gyecto paracetamol, acetysal wiu HCIIBC u cnab 0bp30 jaelicTBail OMUOUJICH aHANTETHUK, KaTo
codeine, dihydrocodeine, tramadol wumm propoxyphen (Ta6mn. 4, 5). Ilpu ymorpebGata Ha
JIEKapCTBEHU IMPOJYKTH OT BTOPO CTHIIAJIO Ha aHaIreTuyHara crbida Ha C30 MMa HAKOJIKO
CHIOpHH acriekTa. Ha mbpBO MACTO ce KPUTHKYBA JIMIICATa HAa KaTETOPUYHM JIOKA3aTENICTBA 3a
e(eKTUBHOCT Ha Ciabu omuouad. J[pyro orpaHuueHHe € T.Hap. TaBaH Ha J03aTa, HaJBUIIA-
BAaHETO Ha KOSITO HE BOJM JI0 TMOJ00psSBaHE HA aHAITE3UsATa, HO JIO 3HAYMTEIIHO HapacTBaHE HA
HEXKEJIaHW CTpaHWYHU edektn. MHOro aBTOpM Mpeiarar OTIAAaHeTO Ha BTOPO CTHIAIO 3a
CMETKa Ha I0-paHHO MpWJIaraHe Ha morphine B Mo-MajKu JI03U.

Tabmuna 2. M36panu HCIIBC, mpuioxumu 3a jJedyeHUEe Ha OHKOJIOTMYHA OOJKa — MBPBO
crbnano Ha C30.

BemectBo Iupoxo Bpeme no | IIpeaynpexnenuss | Makcumasna
pa3npocTpaHeHu- | HAYAJI0 JAHEBHA 1032
¢opMu u rpamazk | Ha

AeiicTBHe
(MUHYTH)
Acetaminophen Taou., 15-30 Xenarorokcuynoct | 4 x 1000 mg
(paracetamol) cymysuropuun 500-
1000 mg

Acetysal Ta6n.  500-1000 | 15-30 I'UT TokcmuHOCT, | 3 x 1000 mg

Mg anep- THs,
MHXUOUTOP HA
TPOMOOIINTH,

Ibuprofen Tabn.  200-400- | 15-30; I'NT wu penanna | 4 x 600 mg; 3 x

600 mg, 120+ TokcruHOCT 800 mg
Mo IU(pUITMPAHO

800 mg c 0CBOOOXK1aBaHEe

MOJUPUIIPAHO

0CBOOOXKIaBaHe,

TOTMHMKATHH TeJI0BE

Ketoprofen Tabn. 25-75 mg; | 30+ I'NT wu penanna | 4 x 75 mg;
tabn. 100- 150- TOKCUYHOCT
200 mg c 2 x 200 mg
MOJUPUIIPAHO
0CBOOOYX/1aBaHe




Diclofenac Tabn.  25-50-75 | 30-120 I'IT u 660peuna 4 x 50 mg;
mg; Tao. TOKCHYHOCT
100 mg ¢ 2 x 100 mg
MOTUPUITIPAHO
IEUCTBUE
Mefenamic Acid Karc. 250-500 mg | 30+ I'UT Tokcuunoct | 4 x 500 mg
OBOpeuHa
TokcnyHOCT
Naproxen Ta6bn.  250-375- | 30+ I'NTu 606peuna | 2 x 500 mg
500 mg TOKCUYHOCT
Metamizole* Taon. 500 mg; | 15-30 I'mT u | 4-6 x 500-1000
coi. 500 mg/ ml, HedpoTokcuunoct, | Mg
amrm. 1000 mg/2 JIEBKOTICHUS u
ml arpaHyJoIH- TO3a,
curapom Ha Lyell
* Metamizole ue e gact ot npasuiara Ha ESMO; T'UT — racrpountectunanes tpakt; C30 —
CBeTOBHa 3/JpaBHA OpPraHU3aIus

Tabmuma 3. CpaBHeHHe Ha M30paHK OMTMOWIHH AHAITETUITU OT BTOPO CTHITAIO Ha
aHanretnyHata cthi0a Ha C30.

BemectBo ®opmu U | OtHocuren | Hpoabiaxen | Makcumaa | CraproBa
rpamMax HA e Ha e(eKT | HA JIHEBHA | /1032 0e3
epexkTuBHO | (4acoBe) 71032 npeABaApUTe
CT CHpPSIMO HA
morphine MOJAr0TOBKA
Dihydrocodei | Moaudwummpa | 0.17 12 240 mg 60-120 mg
ne HO OCBOOOX-
naBaHe TaOIlL.
60-90-120 mg
Codeine Tabn. 15-30- | 0.1-0.2 4-6 360 mg 15-60 mg
60 mg
Tramadol Kanku 100 | 0.1-0.2 2-4 400 mg 50-100 mg
mg/ml; Tabm.
50 mg; 12
MoauduIupa
HO
0CcBOOOXKTaBa
He 100-150-
200 mg

3a neka 10 ymMepeHa Mo MHTEH3UBHOCT OHKOJIOTHYHA OOJIKa ce MpenophyuBa MpuiaraHe Ha ciadu
OTIMOWIHA aHANTEeTUIM B KoMmOuHamwms c paracetamol w/unmu HCIIBC. Karo antepnatuBa Ha
CabuTe OMUOWAM BIIM3AaT B ChOOpaKEHHE TMpWIaraHe Ha MalKU JI03W CHJIHM OMUOUIHU
ananretuny B komOuHarus ca HCTIBC u/unm paracetamol.

Cwnnute onuongHu aHanretuiy (Tabn. 4) ca B ocHOBara Ha JICKAPCTBEHOTO JICYCHHE Ha



WHTEH3WMBHA OHKOJIOrH4YHa Ooika. Haii-uec- To m3non3Banu B EBpoma ca morphine, methadone,

oxycodone,

hydromorphone, fentanyl, alfentanil, buprenophine, heroine levorphanol wu

oxymorphone. Hsma yOeaurenHu mokaszaTescTBa 3a MPEBB3XOJCTBO Ha JPYTUTE OIMHOUIHU
aHAJITeTUIM HaJ morphine 1o OTHOUIEHHE Ha epEeKTUBHOCT U IOHOCUMOCT.

Tabnmuma 4. CpaBHeHHMe Ha W30paHU OINMOWIHW AHAITCTHIIM, W3IMOJI3BAaHM 3a JICYCHHUE HAa
WHTEH3UBHA 00JIKa (TPETO CTHIIAJIO0 HA aHaJITeTHYHaTa cThiba Ha C30).

BemecTBo T Ha | OTHOCHTEIHA MaxkcumaJjana CraproBa 103a
npujaraHe e()eKTUBHOCT JTHEBHA 1032 0e3
CIpsSIMO OpaJjieH NpeIBapuTeTHA
morphine MOJAr0TOBKA

Morphine Opasien 1 be3 ropHa | 20-40 mg
sulfate rpanuia®
Morphine V., S.C. 3 be3 ropua | 5-10 mg

rpanuna®
Oxycodone Opanen 1.5-2 be3 ropua | 20 mg

rpanuna’
Hydromorphone | Opanen 75 be3 ropHa | 8 mg

rpanuna’
Tpaucaepmanen | TJC +4° be3 ropua | 12 mcg/hd
Fentanyl rpasuia’
Buprenophine Opaien 75 4 mg 0.4 mg
Buprenophine AV 100 3mg 0.3-0.6 mg
Buprenophine TIC +4° 140 mcg/h 17.5-35 mcg/h
TpaHCIepMalleH
Methadone Opasien 4-8-12¢ be3 ropHa | 10 mg

rpanuna®
Nic Morphine Opaien 1 20 mg 5mg
Nic Morphine LV. 3 20 mg 5mg
? oTHOCHTENHATA €(PEKTUBHOCT BapHpa 3HAYUTEIHO B JJAHHU, TOOJIMKYBAaHU B JIUTEpaTypaTa u
MEXy OTJEeTHUTE NaleHTH. ToBa Hajlara npeMUHaBaHe OT €/IMH OMUOU KbM JPYT Jia ce
M3BBHPIIBA BHUMATEIHO U TIPU peAyIIHpPaHEe Ha J103aTa HA HOBOHA3HAYEHUS OMTHOWUI.
® MakcHMaliHaTa 1032 3aBUCHU OT Pa3BUTHETO HA TaXU(DUITAKCHS
¢ kaJIKyJmpa ce ¢ KouBepceus ot mg/d B meg/h.
9 He e 0OMuUaiTHO 1a 6'b/Ie M3MOT3BAH KATO ITEPBU OIHOUJIEH aHAITeTHK. IIpeToxKenaTa 103a
oT 12 mcg/h otroBaps Ha no3a ot 30 mg opasien morphine sulfate 3a neH.
¢ ¢akTop 3a mpensuucisBaHe = 4 3a JHEBHA J103a Ha opajieH morphine mox 90 mg/24h, dakrop
Ha KoBepcus = 8 MIpM JHEBHa jJ03a Ha opaieH morphine 90-300 mg/24h u ¢dakrop Ha
npeusuncisBane 12 npu gHEBHA 703a Ha opajeH morphine Hag 300 mg/24h.

3a JleueHre Ha MHTEH3WBHA OHKOJIOTMYHA 0O0JIKAa KaTO JICKApCTBEH MPOAYKT Ha IIBPBH H300p ce
IpernopbyBa opayeH morphine.

[Ipu marueHTH, MpU KOUTO € HEOOXOAMMO OBpP30 TUTPUPAHE HA J03aTa, CE MPEANOYUTa
napeHTepalieH MbhT Ha MNPWIOKEHHWEe — CYOKyTaHeH W/win BeHOo3eH. [lpu mapeHTepanHo
MPUIOKEHNE eKBHAHAJITeTUYHATa THEBHA /032 € paBHA Ha €IHa TpeTa OT IMpHeMaHaTa Mpe3
ycrtata. [Ipu mpemuHaBaHe OT OpajdHO KbM MAapEHTEPANIHO MPWJIOKEHUE AHEBHATa J03a Ha



opaisieH morphine TpsiOBa 1a ce pa3jenu Ha TPH, 3a J1a Ce MOJTY4YH JHEBHATA €KBHAHAJITCTHYHA
napeHTepaiHa 103a, HO MOXKE JIa C€ HAJIOKU JIOMBIHUTEIIHO TUTPUPAHE KAKTO B MOCOKAa KBM
yBeJIM4aBaHe, Taka ¥ 00paTHO.

[Ipu koHBepcusi OT oOpajieH KbM NapeHTepajieH morphine ce mnpenopbuBa OTHOCUTEJIHATA
eKBHAHANTEeTUYHA MOIII 13 Bapupa Mexay 1:2 u 1:3. CuitHuTe OMUOU M MOTaT Aa C€ KOMOMHUPAT
U Jla ce mpuijiarat €JHOBPEMEHHO C HEONMHUOWJHU aHAITeTHIM (IIHPBO CTHIANO OT CThIOAaTa Ha
C30).

[Ipu Hanmuuue Ha yBpeaeHa ObOpevHa (PYHKIUSA ONMOUJIHUTE aHAJITETULM CIIE/BA J]a Ce IIpuUjiaraT
BHUMATEJHO MU peAylirpaHa 7103a U yAbKeH uHTepBai. Haili-O6e3onacen e buprenophine u e
ONMOUJICH aHAITETUK Ha U300p Mpu OOIHU ¢ XPOHUYHA

O0BOpeuHa HeJOCTAaTHYHOCT OT cTerneH IV (ouakBaHa riaomepynHa uarparus moa 30 ml/min).

Onuounanarta potanus (IpeMUHABAHE OT €AMH OMUOWJ KbM JPYr OT CBHIIOTO AHAITETUYHO
CTBHIIAJNIO) € MpUKUOM, IENAIl Ja TMOoJ00pHM KOHTpoJia Ha OoJKara W/WiIu Ja BbB3CTAaHOBHU
MMOHOCHUMOCTTA KbM JICKApPCTBEHUSI MPOAYKT (JieKapcTBeH Tosepanc). HezaBucumo de numcsat
yOeqUTeNHN TaHHU, MOAKPEIAIY OMUOUIHATA POTAIUs, IPEMUHABAHETO OT €IUH OIMUOU] KbM
JPYT € YTBbpACHA KJIMHUYHA TIPAKTUKA.

44.9. MluTepBaJIi HA PUJIAraHe U TUTPUPAaHe HA /1032

Jlo3uTe Ha ONMOWAHUTE aHAITETHIIM C€ THTPHpAT Taka, Y€ Ja Ce MOCTUTHE MAaKCUMAalHO OBp3
xemaH epexT. TuTpupaneTo e mporec, mpu KOMTo 1o3arta ce poMeHs Obp30 C 1e J1a Ce OTpeIesin
Ta3M, IpHU KOSATO CE IIOCTHUTa Hal-100bp aHanreTn4eH e()eKT MpH NPUEMIIMBYA HIBO HA HEXKEJIaHU
crpannunu edexru (Tabdm. 6).

CrcurenHara 103a 3a KOHTpPOJ Ha mpoOuBHa Oonka oOudvaitHo ce paBHsBa Ha 10-15% or
oOmiaTa JHEBHA /1032 Ha ONMMOMJHUS aHAIreTHK. B cimyuali, ye ca HEOOXOAMMHU IOBEYE OT
YETHpU CHACUTEIHH 03U 3a JICHOHOUIWE, CJeJBa Ja C€ peBHU3HMpa M aJanThupa 0a30BOTO
o0e30ousBaHe ¢ 6aBHO JeiicTBAIIM OMUOUIU. 33 TIOCTUTaHE Ha KOHTPOJ HaJ MpoOuBHa OosKa
c€ TMPEeANoYUTaT ONMHOUJHU AaHAITeTUIH C OBP30 HAYaIHO JCHCTBME H  KparTka
MPOIBIKUTENHOCT Ha edexTa. Cren 3aBbpIliBaHe Ha ITepHo/ia Ha TUTPpUPaAHE ce MPEeMHUHABa KbM
npujiaraie Ha 0aBHO JIEMCTBAIM OMTUOUIH.

[IpenopbuBa ce MHAMBHUAYATHOTO TUTPUPAHE HA JHEBHA aHAJITETHUYHA J03a J1a CE€ M3BbPIIBA
ype3 mnpuiaraHe Ha Obp30 jelcTBal] (KOHBEHLMOHAJEH) morphine npu crna3BaHe Ha
MHTEPBAJINTE Ha HETOBOTO MPHEMaHe — Ha BCEKH 4 Yaca, a ChIIO U Jia c€ NPEABUIN U OCUTYpU
T.HAap. CMACHUTEIHA JI03a aHAJITeTHK (KOSITO Ja ce Ipuiara Ha BCEKH 4ac) 3a JICYCHHE Ha
npoOuBHa Gonka. JlozaTta Ha pPeJOBHO NMpUEMaHusi 0aBHO JeicTBal] (C KOHTPOJIMPAHO BbB
BpEMETO OCBOOOKaBaHE) OMMOU TPsIOBA Ja ce OINpeAein, KaTo ce B3eMaT MpeABU] 00IIOTO
KOJINYECTBO OMHUOWICH AHAITETUK, MPUJIOKEH KaTo CIACHUTEIHH 03U INpH IosBaTa Ha
npoOuBHa OoJKa.

44.10. JleyeHHe HA CTPAHUYHH e(PEKTH HA OTMIMOUTHO JIeHeHH e

[Ipu XpOHUYHO OMMOUJHO JIEUEHHE Ce HAOII0AaBaT Pa3IMYHU CTPAHUYHU €(PEeKTH KaTo 3arlek,
rajieHe, oBpblIaHe, peTeHIUS Ha ypUHATA, IPYPUTYC, TOKCUYHOCT 10 OTHOIIIEHHE HA [IEHTpaIHa
HEpBHAa CHCTEMa, H3pa3siBallla Cc€ B CHHIUBOCT, KOTHUTHBHM HapyllIeHUs, OOBbpPKBaHE,
XaJIIOIIMHALMK, MHUOKJIIOHMYHU I'bpYOBE W Xurepanrezus. HamansBaneto Ha jgo3ata MOxe Ja
o0yiekuu pedpakTepHUTE Ha JIeYeHHe CTpaHWMuHU edektu. Penyknusra it Moxe ga ce



OCBIIECTBY WJIM Ype3 MpUiIaraHe Ha KO-aHAITeTHUIH, WM C IPUIaraHe Ha aITePHATHBEH MOIXO0/
Ha JICYEHUE — TPOBEXKJIaHE HA HEPBEH OJIOK WM JbueliedueHue. [Ipyru crparerny BKIIOYBAT
MPOIBIDKUTEITHO- TO MPUJIATaHe HAa AHTUEMETHUIH (TIpU OBPBIIIAHE), TJAKCATUBHU cpecTBa (Tpu
3areK), ToJeMHd TPaHKBUIM3aTOpH (TIpu OOBPKBAaHE) M INCUXOCTHUMYJIAHTU (IIPH CBHHIIUBOCT).
naloxone e KpaTko JeicTBall BEHO3CH OMHOUICH aHTarOHUCT, KOWTO € B ChCTOSTHUE OBP30 Ja
aQHTaroHU3upa eeKTa U CAMIITOMHUTE TIPU CBPBXJI03UPAHE HA ONTMOUJICH aHAJITETHUK.

44.11. JIbuesaeyenune

JIpyenedyeHUETO UMa CrieluprIHa ¥ BayKHA POJIS IPHU O0JIeKYaBaHe Ha OOJIKH, IPEIU3BUKAHH OT
KOCTHHM METacTa3H, NPH NpeMaxBaHe Ha TYMOPHA KOMIPECHS BbPXY HEPBHHU CTPYKTYpPH U TPH
MO3BYHHU MeTacTasu. [IpunaraHeTo Ha pajMOM30TONHU 3a KOHTPOJ HAa OHKOJIOTMYHA OOJKa €
e(eKTHBHO NPU KOCTHU METACTa3M OT PaKk Ha MIIEYHA jKiIe3a u OeJI0ApoOeH pak.

[Tpu Besika Tpy/HA 32 KOHTPOJI € JISKapCTBa 00JIKA OT KOCTHU METACTa3H Ce MPEIopbhuBa KOHCYIT
C JpYETEpareBT 3a MPOBEXKAAaHE Ha EKCTPAKOPIOPAIHO JIbYEICYCHHE W TPHIOKEHHE Ha
Paaron30TOIH.

44.12. Iipnao:xenue Ha 6udochoHATH NPH KOCTHA G0JIKA

budocdonarure ca yact oT craHAapTHaTa Tepanus 3a JEUEHHEe Ha XUIEepKalILeMus U 3a
MIPEIOTBPATABAHE HA CKEJIET- CBBP3aHUTE YCIOXKHEHUS IpPU OHKOJIOrMyHu Oonectu. Mma
JOCTaThYHO JJOKA3aTeJICTBA B MOIKpena Ha 00e300sBalll epeKT IPpU NallMeHTH ¢ KOCTHa 00JIKa B
CJIEJICTBHE Ha METACTa3u B KOCTU. BbIpeku ToBa Ha3HayaBaHETO UM HE TpsAOBa Aa ce mpuema
KaTo aJTePHAaTUBHO HA JIEYEHUE ¢ aHaNreTHuu. bugochonarure ce nmpenopbuBaT Karo yacT OT
TEpareBTUYHUS PEXKUM IPU MAMEHTH ChC WK 0e3 00JIKa OT METaCTaTUYHA KOCTHA OOJIECT.

44.13. JleyeHHe HA HEBPONATHYHA U Pe3MCTEHTHA 00JIKA

Korato 6osikata He ce KOHTpoIMpa e(eKTUBHO C OMOIITa Ha (PapMaKOIOrMYHH CPECTBA, MOXKE
na Obje MOBIUSHU OT MpUJIaraHe Ha MHBAa3MBHU AHECTE3MOJIOTUYHU WM HEBPOXUPYPTrUUECKU
metoau. OrpaHudeH Opol MOKa3aTeJCTBa MOAKPENST MPUIAraHeTO Ha ¢y0 aHEeCTeTHYHH 03U
ketamine npu HenoHocuMa 6osika. HeBponaruuna 0ojika Moe J1a He ce KOHTPOJIupa e(peKTUBHO
caMO ¢ TIOMOUITa Ha ONWOWIHHW AaHANTCTHUIH. TPHUIMKINYHU aHTHICHPECAHTH W
NPOTUBOCNMWJIENTUYHM JIeKapcTBa ChUIO MoraT Jjga Obnar edexktuBHU. Ponsta Ha
AQHTUKOHBYJICAHTH TIPW JICYEHHETO Ha HEBpomaThyHa OoJIka BHM3Mpa MsACTO Ha gabapentine u
JPYTU MPeJCTaBUTENN OT Ta3u rpyna. HeonmuouaHu MM ONMMOMIHM aHAJITETHIM Morar ja ce
KOMOMHMpAT C TPULMKINYHU aHTUAENpecaHTH W/ wiu ¢ aHTukoHByincaHtu (Tabm. 5). Ilpm
NPUTUCKAaHE HAa HEPBHH CTPYKTYpH NOOBp e(peKT ce mojydaBa OT IMpHJaraHe Ha CTEPOUJIH.
Lidocaine u HeroBus opajeH aHanor mexiletine ca no- eeKTUBHU B CpaBHEHHE C IUTaLed0 Mpu
HaMaJsiBaHe HA MHTEH3WBHOCT Ha HEBPONATHUYHAOOIIKA.

HpI/I OOJIHH C HEBPOIIATHUYHA Oolka ce npenopbyBa JICHCHUC WM C TPUIUKIIMYCH aHTUACIIPECAHT
HJIM C aHTUKOHBYJICAHT IIPpX MOHUTOPUPAHE 34 Pa3BUTUCTO HAa HEXKECIAHU CTPaHNYIHU e(l)eKTI/I.

Tabnua 5. 30panu aqroBaHTHY JIEKAPCTBEHH NMPOIYKTH 3a JIeUeHHE Ha HEBpOMaTuyHa 0oJIKa.

BemecrBo ITupoxo JlekapcTBeHa Cenupaio Bapupane Ha
pPasnpoCcTPpaHeHH | rpyna aercTBHE AHEBHUTE 103U
Gopmu u (mg)
I'pamax

Amitriptyline Tabn. 25-50 mg | Artugenpecant | +++ 50-200

Clomipramine Tabn. 10- 75 mg | Autugenpecant | (+) 50-200




Nortriptyline Ta6mn. 10-25 mg | AHTHAenpecant 50-100

Fiuoxetine Tabn. 20 mg AHTHIETIPECAHT 20-80

Duloxetine Ta6n. 30-60 mg | AxTUzaenpecan 60-120

Carbamazepine | Ta6n.  200-400 | AHTHKOHBYJICAHT 400-1600
Mg

Gabapentin Ta6n.  200-300- | AHTHETHICTITHK 900-3600
400-800 mg

Pregabalin Tabn. 25-50-75- | AHTHENWIENTHK 150-600
100-150-200-300
Mg

Haloperidol Kankwu, tab., | HeBponentuk 3-20
Amiynu

Chlorpromazine | Kanku, Tabn., | HeBposenTuk 25-200
aMITyJIH,
COIY3UTOPHHU

44.14. PedpakrepHa 60JiKa B Kpasi HA JKUBOTA

Oxomo 53-70% ot marueHTHTe C 00JIKA M3UCKBAT MPOMSHA Ha ITBTS HA PUIaraHe Ha OMUOUIHU
aHAJTeTUIM B IMOCJICAHUTE MECELM U YacOBe IPe/ld HACThIIBAHETO Ha cMbpTTa. Torasa 6onkara
ce orpezels Kato pegpakrepHa (TpyaHa 3a jieueHue). B Ta3u cuTyanus naimaTuBHOTO CeIUpaHe
MoKe Ja Ob/ie eJMHCTBEHA Bb3MOXKHOCT. YecTo npuiiaranu JeKapCcTBEHU POJYKTH €a ONMOUTHU
aHaNTeTHUIIN, HEBPOJIETITUIN, OCH301Ma3ennHu, 6apoutyparu u propofol. Hanmara ce tutpupane
Ha J103aTa. 3aIbJDKUTEIHA € HEelPeKbCHATa OLCHKAa Ha M3IMUTBAHOTO OT OOJHMA CTpajaHue IO

BpEMC Ha Iponecca Ha CEAUpaHe.




45. OHEHKA HA JIEYEBEH E®EKT IIPU CHUCTEMHA
ITPOTUBOTYMOPHA TEPAIINA

Onenkara Ha Jie4eOHUSI OTTOBOP MPHU 3TTOKAYECTBEHU COJIMTHU TYMOPH CE€ OCBHIIECTBSIBA B YCTUPH
kareropuu: (1) meana pemucus (CR), (2) yactuuna pemucus (PR), (3) crabunna 6oaect (SD) u
(4) mporpecupama 6onect (PD). JlepurupaneTo Ha Te3u KaTeropuu CTaBa IO CTaHIAPTU3UPAH
anropuThM, u3padboreH ot EBpormelickara opranuzanus 3a H3CiellBaHE U JIEUCHHE Ha paka
(EORTC), Hartmonanuus paxoB uuctutyt Ha CAI] (NCI) u HaumonanHust pakoB MHCTUTYT Ha
Kananckara rpymna 3a KIMHUYHYA U3MUTBAHMUSL.

JlokyMeHTbT, HapeueH Kpurepuu 3a orieHka Ha otroBopa mpu coiuanu tymopu (RECIST 1.1),
Ce M3I0JI3Ba B MOCJIETHOTO MY OCh BpeMeHsiBaHe oT sHyapu 2009 .

YcnoBus 3a 00pa3Ha JMAarHOCTUKA ITPU OLICHKA Ha JieueOeH eeKT

3a oneHka Ha jedeOeH eeKT ce M3MOI3BAT HAKOM TEXHHMKH 3a 00pa3Ha JuarHo3a: KOMIIOThp-
tomorpadus (KT), sapeHomaraHutHo-pe3oHaHcHa Tomorpadust (SIMP), mozurpoHemucuoHHa
tomo-rpadus/kommorsp-roMorpadus (PET/CT) u MHOTO psaKo — KOHBEHIIMOHATIHA PEHTTCHOBA
rpadwus (mpu pax Ha Os1 1po0O).

[Ipun xemarouenynapeH pak, KakTo U TemoporporieH paauodapmaneBtuk (Octreoscan) B
YCIIOBHSITA HAa TaMa CIIEKT. U HEBPOSHAOKPHHHU TYMOPH Ce IpenopbuBa orenka ¢ tpudaszna KT.

OcoOeHno BHUMaHHE ce OOpbIlAa Ha ClIy4yaW, KOTaTO €lIHa U Chlla TyMOpPHA Jie3Usl MOXeE Ja
M3MIIeKA C pa3iMyueH pa3Mep WM OT pa3indeH Tun. ToBa OuM MOIJIO Ja ce CIlydd, KOraTo
M3MEpBaHETO Ha TMPULETHHU JIE3UM C€ OChIIECTBABA C OOpa3Ha TEXHHMKA, pa3MyHa OT
MpeAlIecTBallarTa, Wik Npyu HETPUIICTHH JIC3UU.

AKO TIpy MBHPBOHAYANHO BepudHIMpaHe Ha [aJeHa TyMOpPHa JOKaIM3aIMs € JI0Ka3aHa
nuarHoctuuHa ctoHocT Ha KT, ocbmectBena karo wact or PET/CT, mo-HaTaThK 32 M3MEpBaHUS
o RECIST mosxe na ce uznon3sa camoctogrenta KT.

MetoasT Ha SIMP nputexaBa OTIMYEH KOHTPACT, TPOCTPAHCTBEHA U BpEMEBA pe30JIoLus, o0aue
ChAbpKa MHOIO TIIOKa3aTeld, KOWTO 3HAYUTEIHO TOBJIMABAT BBPXY KaueCcTBOTO Ha
n300pa’keHNEeTo, BUIMMOCTTA Ha Jie3usiTa 1 u3mepBaneto i. He ce npenopsusa AMP npu Tymopu
Ha IPbJIEH KOIIL

N3xoaHO n3MepBaHe HA TYMOPH

[Ipean 3amouBaHe HA JIEUEHUE TYMOPHUTE JIE3UU TPAOBA J1a ObJAT TOYHO U3MEPEHHU C TIOHE €/IMH
pasMep (orOens3Ba ce Hail- ABATUAT AMAMETHP B paBHHMHATA Ha M3MEPBAHE) C MUHUMAaTHA
BennurHa oT: (1) 10 mm na KT (He3aBucumo ot Tumna Ha ckeHepa) u SIMP (He mo-manko ot 1Ba
cpe3a u MEHUMYM OT 10 mm); (i) 20 mm Ha KOHBEHIIMOHATHA PEHTTeHOBA rpadus (ako Je3usTa
€ SICHO OTIpeIeJICHa U € 3a00MKOoJIeHa OT aepupad 051 1po0). Haii- mearute quameTpu ce cymupar
B T.Hap. cO6op oT Hail-abaru auametpu (SLD).

HCI/I3MCpI/IMI/I JIC3NH
TYMOpHI/ITC JIC3UH CC CUUTAT 3a HCU3MCPHUMH, aKO BKIJIFOYBAT: (1) JICIITOMCHUHI'CAJTHHU 60J'ICCTI/I,

ACHMT, INICBPAJICH WUJIKU IICPUKAPACH U3JIUB, BB3MAJIMUTCIICH paK Ha I'bp/Ja, J'II/IM(l)aHl"I/IT Ha KO’Xa UJIN
0511 ,Z[p06, a6IlOMI/IHaJ'IHI/I Macu (KOpeMHa OpraHOMCTaJIvsd, ONPEACIICHA (I)I/I3I/IK3.J'IHO, KOATO



HE MOXE Jla C€ M3MEPH C BB3MPOU3BOIUMHU OOpa3HM TEXHUKH); (ii) OTCTpaHEHM KOCTHHU W
KUCTUYHM Jie3un; (ii1) 1o6aBeHa opraHoMeraus.

Ornenka Ha TUM(HHA BB3ITH

3a oreHka Ha TUMQEH Bb3el ce GopMyTHpaT ciaeaHuTe onpeaeicHus: (1) HopMaieH — Kbca oc

< 10 mm; (i1) m3mepum (TipuIeneH) — kbca oc > 15 mm; (iil) Hem3mepumu — Kbca oc 10-15 mm.
[TpunienHUAT BB3€N ce U3MepBa M0 KbcaTa OoC (HEpIEHAUKYJsApHA HA Hal-IbITHS JUAMETHP),
KOSITO € IMO-BB3IPOM3BOJMMA W TpEJCKa3Balia 3a 3j0KadecTBeHa Oosect. Kbcure ocu Ha
npuLenHuTe TUM(HN BB3IK Morat Aa 0b1aT qodasenu kbM SLD.

I/I3MepBaHe Ha KOCTHH JIC3UHU

JIMTUYHM KOCTHHM JIE3UH C pa3rpaHUYMMa MEKOThbKaHHa ChCTaBka, orieHeHu ¢ KT uinu AMP, moxe
Jla ce CYMTAT 32 M3MEPUMH, aKO MEKOThKAaHHAaTa KOMIIOHEHTa OTroBapsi Ha JeuHHIIUATA 32
M3MEPHUMOCT, OTTMCaHa Mo-rope. biiacTHUTE KOCTHHU JIE3UH ca HEU3MEPHUMH.

Kuctnunum nesun

Jleauu, oTroBapsIid Ha PEHTTEHOTpaCKU KPUTEPUH 3a MPOCTH KUCTH, HE TpsiOBa 1a ce
pasriexaa Karo 3JI0KayeCTBEHM (HUTO HU3MEpUMH, HUTO HeusMepumu). Heompenenenoro
peHTreHorpad)cko onrcaHue 3a ,,KUCTH CJIeJ[Ba Jla ce MprueMa 3a Heu3Mepumu ne3uu. Haxonkara
3a ,,KUCTHYHA JIe3Usl”, CYMTaHa 32 KUCTUYHA METacTa3a, MOXKe J1a Ce OINpe/eu 3a U3MEpUMa, aKo
OTroBaps Ha ONPEJICHHETO 32 M3MEPUMOCT. BbIpeku ToBa ako MPH €IUH U ChII MALUEHT €
HAJIMIE U HEKUCTUYHA JIE3HsI, IOCIeHaTa TpsIOBa Ja Ob/ie MpeArnoYeTeHa 3a OOSKT Ha OIICHKA.

Jle3uu, npeiBapUTEIHO TPETUPAHHU JIOKATTHO

TYMOpHI/I JIC3UH, PA3IOJIOKCHHU B IIPEABAPUTCIIHO o0JrbuBaHa 00JIaCT WU B 06J'IaCT, MMOJJIOKEHA
Ha pa3JIn4YHU JIOKOPCTUOHAIIHU TCpaIlniu, OOMKHOBEHO HE C€ CUUTAT 3a HU3MEPHUMHU, OCBCH aKO HC
€ J0OKa3aHa IIporpecusd B THAX.

HGSI/II/I, TBBPAC MAJIKH 3a U3BMCPBAHC

Benuky npuniensu ne3uu (HOJAIHU U HEHOJANHH), OTYETEHU NpEeAd HavyajloTO Ha JIEYEHMETO,
TpsiOBa J1a ObJAT aKTyaaHO M3MEPBaHM IPU BCAKA IOCIEBAIlA OLIEHKA, 1OpU KOraTro ca MHOTO
Maiku (Harpumep 2 mm). Obaue axo npu KT-u3cnensane npuienHuTe J€3U1 ca TOIKOBA CIIa0H
U HESCHHU, Y€ PEHTTEHOJIOT'BT HE MOXKE J1a OIpe/eay TOYEH pa3Mep U I'M ONHCBa Karo
,,TBBP/Ie MAJIKU 32 U3MEpBaHe”, Te M0 nojpa3Oupane TpsOBa na ObAAT MPUETU ChC CTOMHOCT 5
mm.

@parMeHTHpaHH U KOHQITyHpAIIX JIe3UU

KoraTo HeHofaHu ne3uu ca pparMeHTHpaHu, TpIOBa a ce CyMupaT Hal-TbJATUTE TUaMeTpu Ha
OTJIeTHUTE (PparMeHTH, 3a J1a C€ U3UUCITN COOPHT Ha MpHIlenHaTa ge3us. [1o chius HauuH, KOraTo
ne3unTe KOH(IIyupar, u3mMepna ce COOpBT OT AUAMETPUTE Ha BCSAKA OTACITHA JIe3Usi. AKO JIE3UNUTE
Ce CIMBAT Taka, 4ye ca HEpa3IMYUMH, BEKTOPHT HA HAW-IBITHUA AMAMETBhp OW CieaBaio Ja
WITIOCTpUpPA MAaKCUMAJIHUS THAMETHP Ha ,,CIATaTa JIE3US .



JlokyMeHTupaHe Ha U3XOAHU MPULIETHH JIE3UN

3a mpuIenHy cieqBa J1a ObAaT ONpeaeIeHH Hali-MHOTO JI0 NeT JIe3UH (MaKCUMYM II0 JIBE JIE3UU
3a OpraH), KOMTO c€ IpUeMaT KaTo NPEeACTaBUTENIHU 3a BCUUKHM ydacTBallu opranu. OT TsX ce
m3uucisiBa SLD. B Hskou ciyyaum Haii-rosisiMara Ji€3usi HE CE€ IOJylaBa Ha BB3IPOU3BOAMMO
U3MEpBaHE U TOraBa ce M30upa ciejBalaTa 10 roJeMuHa Jie3us, KOSITO MOXeE Jla Ce OLeHsBa
BB3IIPOU3BOAUMO.

JlokyMeHTHUpaHe Ha HENPULETTHU JIE3UU

BB3MoXkHO € 1a ObJaT OMMCAaHU MHOXKECTBO HETIPUIISITHH JIC3HH, AHTKHUPAIIH SIUH U ChIIl OPTraH
oz ¢hopMa Ha €UHCTBEH 001 00EKT (Hampumep ,,HSIKOJIKO YTroJIEMEHH Ta30BU JTUMMHH B3N
WJIU ,,MHO>KECTBEHHU YEPHOAPOOHU MeTacTasu’).

Hosu 1e3un

OTKpHBaHETO Ha HOBH Jie3uH TPsOBa Ja Ob/ie HEIBYCMUCIICHO, T.€. /]a HE Ce IBbJIKAT Ha Pa3jIMKU
B CKaHMpAIUTE TEXHUKH, Ha CMsIHA B 00pa3HUTE MOJAXOAU WM HAa HETYMOpPHU u3MeHeHus. Tosa
€ 0cO0EHO Ba)KHO, KOI'aTO M3XOJHUTE MIPULICIIHY JIE3UU TIOKA3BaT YaCTUYHA WM I'bJIHA PEMUCHS.
Bceuuku chbmHUTENHU ciiydau TpsOBa Aa ObAaT MOBTOPHO OleHsBaHW. HeaBycMucieHU HOBU
Je3UM ca Te3W, KOMUTO ce HallrojaBaT B aHAaTOMHYHA 00JacT, He3acerHara B HAyaJloTO Ha
JICYEHHUETO.

AKO IIpH YCTaHOBSIBAHE HA YaCTUYHA PEMUCHS WK cTabuiHa O0JecT JajieHa Jie3usl u34e3Ba u ce
MOSIBSIBA OTHOBO B IO-KBCHO BpEMe, Ts TpsiOBa J1a MPpOIBJDKU Aa ObAe u3mepBana. B To3u cinyuait
OTTOBOPBT 1€ 3aBUCU OT ChCTOSIHUETO Ha APYTH JIE3UH, a pa3MepbT Ha BBIIPOCHATA Jie3Us TpsAOBa
na 0b11e BurroueH B SLD. [Ipu oTunTaHe Ha IThJIHA pEMUCHS TOBTOPHATA MTOSIBA HA JIC3US CE CUUTA
3a mporpecusi. B elCTBUTENHOCT MOBEYETO Jie3MM HE ,,M34e3BaT’, a He Morar Ja ce
BU3YaJIM3UPAT, 3al10TO ca U3BbH pa3eluTesIHaTa ClIOCOOHOCT Ha N300pa3sBaliaTa TEXHUKA.

OHpGI[CJ'ICHI/IC 3a IIbJIHA U HaCTUYHA PEMHUCHA

[pu HanM4Ke Ha W3XOAHU MpUIeHu jte3uu mbiHa pemucus (CR) ce mpuema Torasa, Korato ce
YAOCTOBCPHU TAXHOTO ITBJIHO U3YE3BAHEC. Bcnukn natonornydu J'II/IM(l)HI/I BBH3JIU (HC33BI/ICI/IMO aainun
ca 00eKT, Ui He) TpsiOBa Ja MoKa3BaT CHIKEHHE Ha KbcaTa oc 10 < 10 mm (cOopbT HE MOXKe /1a
0bae 0, aKo ¥Ma TPUIICITHUA BB3JIH).

[Tpu Haymume Ha w3xoaHu Hempuienau Jiesun CR ce mpuema ToraBa, KOrato ce yJI0CTOBEpH
TAXHOTO MBJIHO W34Y€3BaHE M HOpPMAIM3MpaHE HAa CEPYMHOTO HHBO HA TYMOPHHUTE MapKepH.
Heo6xomumo € Bcuuku uMGHU BB3JIM Ja ca € HEMaToJorudeH pasmep (kbca oc < 10 mm).

Yactuuna pemucus (PR) ce nedunupa xato cHmxenue Ha SLD Ha U3X0HUTE MPHUIICITHY JIC3HH
> 30%.

Koraro nuncsa PR u HsimMa nporpecust, 1e4eOHUAT OTTOBOP ce ONpeiens KaTo cTaduiHa 6oiect
(SD): mepcuctupane Ha eqHa WJIM IOBeYE MPULETHU (WM HENPULENIHU) JIe3UH W/UIN
MOIBbPKAHE HA HUBO Ha TYMOPEH MapKep HaJl HOpMaJIHU I'PaHULN.

OHpe,Z[CJ'ICHI/IC 3a porpecupaiia oomect

[Ipu HanmuuuMe Ha W3XOJHM NPULEIHU Jie3uu nporpecupama 6osect (PD) ce mpuema Torasa,
Koraro e Hanuie yBenndenne Ha SLD > 20% crpsimo Hagupa (Haii-HUCKHST cOOp OT JTHAMETPH,



M3MEPEH OT HAYaJIOTO Ha JICYCHUETO) U HapaCTBaHE MUHMUMYM ¢ 5 MM Hax Hero. KoraTo cOopbT
€ MHOI'0 MaJIbK, HApacTBaHE B pPaMKMTE Ha JIOIyCTHMa I'PELIKa B U3MEpBaHETO (2-3 mm) Moxe
na nosene 1o yBenuuenue ¢ 20%. 3aToBa ce Hanara jeuHUpaHe Ha IIOHATHETO HEJBYCMUCIEHA
nporpecusi. HeaBycMuciena nporpecusi Ha ChLIECTBYBAIM HENPUIIETHU JIE3UM CE OIpPEAEs
TOraBa, Kararo:

(1) oOmroTo BiOMIaBaHe Ha 00JIECTTA € TOIKOBA 3HAYUTEIIHO, Y€ AOpH IpH Hanmmuue Ha SD umu PR
B TPUICITHUTE JIE3UH, OOLIMAT TYMOPEH TOBAap € YBEJIHMYEH OCTAaThYHO, 32 Ja C€ HAIOXKHU
npeKpaTsBaHe Ha JeueHHueTo; (ii) mpu JHIca Ha u3MepruMa O0JIeCT IPOMEHUTE B HEM3MEPUMHUTE
JIE3UH ca CPAaBHUMH C U3MEPHMMO HAapacTBAaHE M M3MCKBAT MpHUEMaHe Ha mporpecust; (iil) mpumep
3a TaKOBA HApaCTBAaHE € YBEIMYCHHE Ha IJICBPAJICH U3JIUB OT

»Cllen” 10 ,TOJIIM”, KOETO MpPEJCTABIsiBA HAapacTBaHE HAa HAIMYHHS JUMQAHTUT OT
JIOKAJIM3UPaH JI0 IIMPOKO Pa3NpPOCTPaHEH.

Ouenka ¢ PET/CT

[Tonsikora e ymMecTHO IIpH OlleHKa Ha nporpecust Aa ce usnoizsa FDG-PET, kato nonbiiHeHue Ha
KT. Herarusna nayanna PET ¢ nmonoxutenna PET npu npocnensiBane € KpuTepuid 3a mporpecusi,
OCHOBaHa Ha HoBa Jie3us. Jlunca Ha PET-uscnensane npeau nedenue u nonoxurenda PET npu
MPOCIIEABAHE NTOKA3BA CJIECAHUTE Bb3MOKHOCTH:

(1) axo nmonoxkurenna PET npu npocneasBane chOTBETCTBAa HA HOBA JIOKAaTU3allus Ha OOJECTTa,
ToBa ¢ mporpecus; (ii) ako moyo-ku- tenHa PET mpu mpocnensBaHe HE MOTBBPXKAaBa HOBA
nokanuzanus Ha Oonecrra, HeoOxonumo e nonbaHuTenHo KT- u3cneaBane, 3a 1a ce onpenenu
Jla7ii IMa UCTHUHCKA IpoTpecus B JaieHa o0acT (ako e Taka, 1aTa Ha mporpecusi e Obje aarata
Ha repBaTta abnopmHua PET); (iii) mporpecus nuncsa, ako nonoxutenna PET npu npociensiBane
OTroBaps Ha MPEABAPUTETHO CHIIECTBYBAIIIA JIOKAIN3AIUs Ha O0JIECTTa, KOSATO HE IPOrpecupa Ha
aHATOMUYHO U300paKeHHE.

JIurica Ha onieHKa

Korato nunca 06pa3Ho n3MepBaHe B ONpeiesIeH MOMEHT OT BpeMe, MallueHTHT U/WUITH JIeUeOHUST
edekT ce kareropusupar karo Heorenenu (NE). Ako ca HanpaBeHH U3MEpBaHKs CaMO Ha 4acT OT
JIE3UNTE, CIYYasT ChILO CE CUUTA 3a HEOLIEHEH, OCBEH aKO ChLIECTBYBA yOEAUTENEH apryMEHT, ue
MIPUHOCHT Ha JIMIICBALIUTE M3MEPBAHUS HIMa Ja MPOMEHM OLIEHKaTa Ha OTroBOpa 3a JaJeHUs
MOMEHT OT BpEME.



46. ObII1 IMTPENNIOPBKHU B JIEYEHUETO HA OHKOJIOI'MYHO
BOJIHA

[IpenBum MHOXECTBEHUTE IMAPCHTEPAIHM MAHWITYJIAIMU, 32 TOJ00psBaHE Ha KayecTBOTO Ha
KUBOT Ha TAallMeHTUTEe U 3a YyJecHsABaHE Ha paboTaTa Ha MEAUIMHCKUS IEepCOHA
IIPENOPHUUTEIHO € ITOCTABSIHE HAa TIOCTOSTHEH BEHO3€H KAaTEThp (IIOpTaKar), 3a KOETO € YMECTHO
na ce ocurypu puHancupane ot Harmonannara 3apaBHoocuryputenaa kaca (H30K).

[Ipu Bcuuku 00JIHU, 32 KOUTO CHIIECTBYBA Bb3MOKHOCT, C€ MPETOPbYBa BKIIOYBAHE B KIIMHUYHU
W3MHUTBAHUS, KOCTO € MPHETO B IENHs CBAT KAaTO HAYMH HA JIe4eOHO MoBeAcHHE. BKiroueHuTe
MAMEHTH MOJIy4yaBatT Hail-100pu IPIKU U 110 OTHOLICHHE Ha MPOCIeAsiBaHe, U 110 OTHOILIEHUE Ha
nedyeHue — Qaxtu, Bp3npuetd B EBpomeiicku cpio3 u CAILl. B To3m cMuchi, ToBa ca Haid-
OOTrpHIKEHUTE MAlMEHTH B KIMHUYHATA OHKOJOTHS, ThH KaTO ca OCUTYpEeHU C Haii- J00po
(¢buHaHCUpaHe 3a JONMBJIHUTEIHH W3CJICIBAHHUS W C Hal- JOOpPH CTaHIAPTHH PEXKUMH 32
ChOTBETHATA JIOKAIHU3AIIHSL.

IIpu HAKOM peaKH JIOKAIU3ALUHU, KOUTO HE CE BU3UPAT B MEAULIMHCKUATE CTAHAAPTH, CE U3II0I3BAT
JIEKapCTBEHH MPOTYKTH U PEKUMHU, T0Ka3an e(heKTUBHOCTTA CH B KIIMHWYHATA IPAKTHUKA. 3aTOBA
CHUCTEMHaTa AaHTUTYMOpHAa Tepamus 3aIb/DKUTENHO TpsAOBa Ja ce IMpoBeXJIa caMo B
CHelMaTIM3UpaHu OHKOJIOTUYHU 3BE€HA U CaMO OT CIELUAIUCTU ChC ChOTBETHA KBATU(PUKALUSI U
OIIUT.

[Ipun penmia nOKamU3allMK CHIIECTBYBAT BATUAMPAHU TPEAVUKTUBHU OHOMapKepH, KOHTO
WHIMBUYaJIM3UpaT JeueHreTo. [IpernopbunuTesIHO € PyTHHHOTO UM H3CIIe/IBaHe, Thil KaTo 0e3
TAX € HEBB3MOXKHO NpHUJaraHe Ha Hal-e()eKTHBHHWTE TepareBTUYHU anroputmu. C orien
ONTUMU3UPAHE M KOHTPOJ BBPXY TOBA CKBIIO CTPYBAIIO JICYCHUE € YMECTHO U3CJICJIBAHETO Ha
MPEIMKTUBHA OMOMAapKepH Jia ce M3BBPIIBA B ONpeAeiicHH pedepeHTHH TabopaTopuu U J1a ce
dbunancupa ot 6ro0mxera Ha H3OK.

I[MPOBEXXJIAHE HA M3YEPIIATEJIHO TEHOMHO ITPOO®UIIMPAHE HA BOJIHU CBHC
3JIOKAYECTBEHU COJIMJIHU TYMOPU

1. U3BbpiiBaHe Ha MpefaHaAIMTHYHA 00paboTKa Ha OMOJOrHMYeH MaTepuall (TyMOpHa ThKaH), C
n3zonupane Ha JIHK u npoBexnane Ha cienBaiiio nokoJeHne reHOMHO CEKBEHUPaHe ¢ XUOPUHO
yJaBsiHE, C Bb3MOXHOCT 32 €IHOBPEMEHHO OTKPHBaHE HAa YETHPUTE THUIA KIMHHUYHO 3HAYUMH
F€HOMHHU aJTepalyy, U B JONBJIHEHUE Ha MUKpocaTeauTHa HectadbunmHocT (MSI) u Tymopen
myTanoHeH ToBap (TMB):

1.1. 6a3oBu 3amectBanus (myrtauuu), Harp. BRAF, BRCA1, BRCA2, KRAS, NRAS, EGFR
T790M, EGFR ex3on 21 (L858R) myranuu;

1.2. BMbKkBanus u genenuu, Harp. EGFR ex3on 19 nenenuun, EGFR ex3on 20 uncepuuy;
1.3. npomenu B 6post Ha KonusTa, Hanp. HER2 amnmuduxanus;

1.4. rennu npenapexnaanus, Hanp. ALK, ROS1, NTRK npenapexnanus;

1.5. craryc Ha mukpocarenutHa HectabuiHocT (MSI);

1.6. orienka Ha TymMopeH myTanuoneH Toap (TMB).

2. U3BbpiBaHe Ha MpegaHaTuTH4YHA 00paboTKa Ha OMOJIOTHYeH MaTepual (nepudepHa KpbB), C
n30JupaHe Ha IupKyaupaiia tymopra JIHK, nmpu nanuenTu ¢ numncaiia/HeocTaTbuHa TyMOpHa
ThKaH WIM TP HEBB3MOXKHOCT 3a TpoBexaaHe Ha Ouomcus. [IpoBexgaHe Ha cienBaiio
MIOKOJICHHE TEHOMHO CEKBEHUpPaHE C XHOPHUIHO YJaBsiHE, C BB3MOXKHOCT 3a €JIHOBPEMEHHO
OTKPHMBAHE HA YETHUPUTE THMA KIMHUYHO 3HAYMMH T€HOMHHU alTepalud, U B JOMBIHEHHE Ha
MUKpocaTeauTHa HecTabmiHocT (MSI):



2.1. 6a3oBu 3amectBanus (myranum), Hamp. BRAF, BRCA1, BRCA2, KRAS, NRAS, EGFR
T790M, EGFR ex3on 21 (L858R) myrauuu;

2.2. BMbKkBanus u faenenuu, Hanp. EGFR ex3on 19 nenennu, EGFR ex3on 20 uncepiny;
2.3. npomenu B Opost Ha konuATa, Hanp. HER2 ammumukanms;

2.4. rennn npenapexaanus, Harp. Hanp. ALK, ROS1 npenapexnanus;

2.5. craryc Ha MukpocareauTHa HectadbuarocT (MSI).

3. JlokyMeHTHpaHe U TpEeNOCTaBsIHE Ha pE3YJNTaTHTEe OT IPOBEACHOTO H3CIEABAaHE Ha
NanueHTa/MeIMIIMHCKYS CIEeHAUCT B MOJKpera Ha B3eMAaHETO Ha pELICHUS 3a JICUeHUE —
npenocTaBsiHe Ha WHGOpMAIUs 3a TeHOMHHS MPO(UI HA MAalMEHT, KaKTO M 3a CBBP3aHUTE
TapreTHU Tepanuu U UMyHOTEPAIHH.

HpOBe}KI[aHeTO Ha U34YCpraTCJIHOTO 'CHOMHO HpO(i)I/IJ'II/IpaHe € BaXXHa CTBIIKA HAIIPECH, TBH KaTo
JdaBa JOCTBII J0 I/IH(l)OpMaI_II/ISI 3a TCHOMHUA HpO(I)I/IJI Ha ManucHTa Ha JOCTABUMIUTC HA 3APpaBHU
I'PUXXHU B €IHMH JOKJIal, IIO3BOJIsIBA M30ArBaHETO Ha I[y6nnpau11/1 OHOIICUH U YJICCHABA 6’bp31/lﬂ
JOCTBII JO MHOBAaTHBHU MCAUIIMHCKHN TCXHOJIOTHH.

HaIII/IeHTI/ITe rnojrydyar HO-6"I)p3 U HaBpCMCHCH OOCTBHII N0 HWHOBATHBHHU TCXHOJIOTHH, KOUTO
ocurypsBar HO-e(beKTI/IBHa JAUAardHoCTUKa M JICUCHUC Ha )XMBOTO3acTpallaBaliy 1Ujinu HCO6paTI/IMO
HHBAJIWU3UpPAIIA 3360J'I$IB8.HI/I$I, 3a KOUTO HiIMa oz[06peHo JICUCHHUC, WJIM KOUTO IIpeiiaraTt
SHAYUTCIIHHU NPCAUMCTBA NP CbIICCTBYBAIUTEC 0Il06p€HI/I AJITCPHATHUBU.



47. MMPOCJIEAABAHE HA BOJIHU CBHC 3JIOKAYECTBEHHA
COJIMIHHU TYMOPH

[IpocnensBaHeTO Ha MAIMEHTH CbC 3JOKAYECTBEHU COJHMIHU TYMOPH BKJIIOYBA CIIECTHHUTE
kateropuu: (1) HOBoIMarHoCTULMPAaHU OOJIHU B PaHEH CTAJM, IPOBEIN XUPYPTrUYHO JIEUCHUE U
3aBBPIIWIN aJI0BaHTHA XUMHUOTEPANUS /WK JIbuesiedeHue; (2) HOBOJUArHOCTUIIMPAHH OOJIHU B
aBaHCHpaJl CTaJHii, IPOBEJIN JIMHUU HAa CUCTEMHA Tepalus W/WIN JIbYelIeUeHHe ¢ OTYUTaHE Ha
crabmiHa Oonect win pemucusi; (3) HOBOAMArHOCTULMPAHU OOJHU C PaHEH WIM aBaHCHpall
CTaJuil, IpOBEXJall aMOYIaTOPHO JiedeHHe (OMO0I0rMYHO, €HJOKPUHHO, UMYHOTEPAIUs U Ap.);
(4) OomHM ¢ TepMUHAIHH CTAaAMM Ha OOJIECTTA, MOKAa3aHW caMo 3a Hal- JOOpU MOJAbpIKAIIN
rpuku (maJmaTHBHA Tepanus npu Heobxoxumoct). IlpocnensBanero ce ochliecTBsiBa OT
CHELHATHNCTH, PA0OTEIH B pa3IMYHUTE KATETOPUH OHKOJIOTHYHY JeueOHu 3aBeqienns. CbCTou ce
OT NEPUOANYHH KOHTPOJIHHU Nperjieau (BU3UTH), BKIIOYBAIIY CLIEU(DUIHY TAKETU OT KOHTPOJIHU
u3cnenBanus. V3cienBaHusTa TpU Pa3IMYHUATE JIOKATU3AIMM HA COJMIHHM 3JI0KAYeCTBEHU
TYMOPH U IEPUOJUTE, IIPE3 KOUTO BCSKO OT TAX CE€ peaIn3upa, ca U3JI0KEHH MO-A0Iy B TaOIuyHa
¢dopma. [locoueHnTe aropuT™Mu Ha MPOCIE/IBAHE HE Ca 3abJDKUTEIIHN, UMAT MPETIOPHYUTEIICH
XapakTep ¥ BUHArM Morar Jia ce Moauduuupar crnopes crneurdukara Ha MalueHTa 1 Heropara
Oonecr.

Jlokanusanus — n3CiIeABaHUS | Tlepros1 HA KOHTPOJIHU BH3UTH

Kapuunom Ha riiaBa u mmust

AHaMHe3a n (1)I/ISI/IKaJ'IHO HU3CJIICABAHC

2 Mecena

PeHTreHorpaMa Ha CI/IHyCI/I/rp’bI[eH KOII

2 Mecena

CT nHa cunycH, TpBAEH KOIII

ITpu HEOOXOAMMOCT

SPECT/CT(KoctHa cimaTHTpadst)

12 mecena 3a mepBUTE 5 TOAMHN

PET /CT

12 mecena 3a mepBUTE 5 TOAUHU

MRT [Tpu HeoOxoaMMOCT
KpbBHa KapTHHA 2 Mecena
ASAT, ALAT 2 Mecera
Cep. ypesi, KpeaTHHUH 2 Meceria
Cep. o011 mpoTenH 6 Mecera
Cep. tupeorpornen xopmo (TSH) 6 mecena

Kapuunom Ha repaa

AHaMHe3a U (U3HUKAIHO U3CIIe/IBaHe 6 mecena
Pentrenorpama Ha rpb/eH Kol 6 mecena
Conorpadusi Ha KOpEMHU OpTraHu 6 mecena

PET/CT

12 mecerna 3a mbpBUTE S TOAUHU

CT Ha rpbJeH KOII ¥ KOPEMHHU OpTraHd

12 mecerna 3a mbpBUTE 5 TOAMHU

SPECT/CT

12 mecena 3a mppBUTE 5 TOAMHN

MRT [Tpu HEOOXOAMMOCT
Mamorpadus 1 ronuna
Tymopen mapkep CA 15-3 6 mecena
KpbBHa KapTHHA 6 mecena
ASAT, ALAT 6 mecena
Cep. ypest, KpeaTHHUH 6 mecena
Cep. 00111 IpoTenH 6 mecena
Koncynt runekosor 6 mecena




Kapuunom Ha 0511 1po0

AHnamHe3a U GU3UKAITHO U3CIIEIBAHE 2 mecena
PenTtrenorpama Ha rpbeH KOIII [Tpu cumnTomaruka
Conorpadus Ha KOpEMHU OpraHu 2 Mecelia

PET/CT

12 mecena 3a mppBUTE S5 TOJIMHU

CT nHa rpbaeH Koin 1 abIOMEH

12 mecerna 3a mbpBUTE S TOAMHU

SPECT/CT

12 mecena 3a mppBUTE 5 TOAMHU

MRT [Tpu HEOOXOAMMOCT
KpbBHa KapTHHA 2 mecena
ASAT, ALAT 2 Mecena
Cep. ypes, KpeaTHHUH 2 Meceria
Cep. o011 IpoTeHH 4 mecena

Kapuunom Ha XpaHONIPOBOJ

AHaMHe3a U (U3HUKAJIHO U3CIIe/IBaHe

6 Mecera

PGHTFCHOI‘paMa Ha I'pbACH KOII

6 Mecera

®ubpoonTuiHa €30(aroracTpoCKONus

ITpu HEOOXOAMMOCT

CT na rpbaeH koii, abIoMeH

12 mecena 3a mbpBUTE S5 TOJIMHU

Koctna cuiunturpadus

ITpu HEOOXOAMMOCT

MRT

ITpu HeoOxoaUMOCT

Kapuunom Ha cTomax

AHaMHe3a U (GU3HUKAIHO U3CIIe/IBaHe 4 mecena
PenTrenorpama Ha rpbJieH KOII 4 mecena
CoHorpadus Ha KOpEMHU OpraHu 4 mecena

PET/CT

12 mecena 3a mbpBUTE 5 TOAMHN

CT na rppaeH ko, abIoMeH

12 mecerna 3a mbpBUTE S TOAMHU

KoctHa cuunTUrpadus

ITpu HEoOxoaUMOCT

MRT [Tpu HEoOXOAMMOCT
E3odaroracrpockomnus 1 roguna
KpbBHa KapTHHA 4 mecerna
Cep. Butamuu B12 1 roguna
ASAT, ALAT 4 mecena
Cep. ypes, KpeaTHHUH 4 mecerna
Cep. 0611 mpoTenH 4 mecerna

XenaTo0uJimapeH KapuuHOM

AHnamHe3a 1 GU3UKAITHO U3CIIeBaHe 3 mecena
CoHorpadus Ha KOpEMHU OpraHu 3 mecena
Pentrenorpama Ha rpbJieH KOII 6 mecena

CT na rpwaeH ko, abIoMeH

12 mecerna 3a mbpBUTE S TOAUHU

KocTha cuunTurpadus

[Tpu HEOOXOAMMOCT

MRT [Tpu HEOOXOAMMOCT
Tymopen mapkep AFP 3 mecena
KpbBHa kapTHHA 3 mecena
ASAT, ALAT 3 Mecena
Cep. 6mnpyOuH (00111, TUPEKTEH) 3 Mecera




Cep. ypesi, KpeaTUHUH

3 Mecera

Cep. 0011 npoTenH

3 Mecera

AJICHOKapUMHOM Ha NMaHKpeac

AHnamHe3a U GU3UKATHO U3CIIEIBAHE 4 mecena
Conorpadusi Ha KOpEMHH OpTaHH 4 mecena
CT na rpwaeH ko, ab1oMeH 6 Mecena

Koctha cuunTurpadus

[Tpu HEoOXOAUMOCT

MRT

[Tpu HEOOXOAMMOCT

Tymopen mapkep CA 19-9 6 mecena
KpbBHa kapTHHa 4 mecena
Cep. I'mtokoza 4 mecena
ASAT, ALAT 4 mecena
Cep. OmmupyOuH (0011, TUPEKTEH) 4 mecena
Cep. ypes, KpeaTHHUH 4 mecerna
Cep. o011 mpoTenH 4 mecena

Kapuunom na 060pek

AHamHe3a 1 GU3UKAIHO U3CIIEBaHe 4 mecena
CoHorpadus Ha KOpEMHU OpraHu 4 mecena
Pentrenorpama Ha rpbJeH KoIl 6 mecena

CT na rpbaeH ko, abJI0OMEH, Ta3

HemnocpeacTBeHo ciieonepaTuBHO, MEKIY 2-
6 Mecelr OT oIepalusi- Ta | Cje]] TOBa Ha
BcekH 6 mecera

SPECT/CT 12 meceria 3a mbpBUTE 5 TOMUHA
MRT [Tpu HeoOxoaMMOCT

Tymopen mapkep LDH 6 mecena

KpbBHa kapTHHa 4 mecena

ASAT, ALAT 4 Mmecena

Cep. ypest, KpeaTHHUH 4 mecena

Cep. o011 mpoTenH 4 mecena

CepyMeH Kanuui 6 mecena

Kapuunom Ha 1e6es10 1 IpaBo 4epBo

AHamHe3a U GU3UKAIHO U3CIIeBaHe 4 mecena
PenTreHorpama Ha rpbJeH KOII 12 mecena
CoHorpadus Ha KOpEMHU OpraHu 4 mecena
CT nHa rpwaeH koI, abJoMeH, Ta3 6 mecera

KoctHa cuuHTUrpadus

[Tpu HEoOxoaUMOCT

MRT [Tpu HEOOXOAMMOCT
Komonockomnms 1 roguna
Tymopen mapkep CEA unu CA 19-9 4 mecena
KpbBHa kapTHHA 4 mecena
ASAT, ALAT 4 mecera
Cep. ypest, KpeaTHHUH 4 mecena
Cep. o011 mpoTenH 4 mecena

Kapuunom Ha sii4HUK




AnamHe3a 1 (U3UKAITHO U3CIICIBAHE 1 roguna
PentrenorpamMa Ha rpbJeH KOII 1 roguna
Conorpadus Ha KOPEMHH OpTaHU 3 Mmecena
CT na rpbaeH koii, abJI0OMEH, Ta3 6 Mecena

Koctha cuunTUrpadus

[Tpu HEoOXOAUMOCT

MRT [Tpu HEoOXOAMMOCT
Tymopen mapkep CA 125 3 Mecena
KpbBHa KapTHHA 3 mecena
ASAT, ALAT 3 Mecena
Cep. ypesi, KpeaTHHHH 3 mecena
Cep. o011 mpoTenH 6 Mecena

Kapunnom Ha MaTOYHA IINIKA ¥ €eHIOMETPUYM

AHaMHe3a 1 GU3HUKAIIHO U3CTIe/IBaHe 1 roguna
Pentrenorpama Ha rpbIeH KOIII 1 roguna
Conorpadus Ha KOpEeMHU OpraHu 3 Mecenia

PET/CT

12 mecena 3a mbpBUTE 5 TOAMHU

CT na rpbaeH ko, abJoMeH, Ta3

6 Mecera

Koctha cuiunturpadus

12 mecena 3a mbpBUTE S5 TOJIMHU

MRT

ITpu HeoOxoaUMOCT

Koncynr runekonor 6 mecena
[uronamaska (Pap-tecr) 6 mecena
L{rrcToCKOMUs/IPOCTOCKOTIHS ITpu HeoOxoaUMOCT
KpbBHa kapTHHA 6 mecena
ASAT, ALAT 6 Mecena
Cep. ypest, KpeaTHHUH 6 mecena
Cep. 0611 mpoTenH 6 mecena

Kapuunom Ha nnKo4YeH Mexyp

AHaMHe3a 1 (pU3HKAIHO U3CIIC/IBAHE 3 mecera
CoHnorpa¢usi Ha KOpEeMHH OpPTraHu 3 mecena
Pentrenorpama Ha rpbJIeH KOII 6 mecera
Koncynr yposnor 3 mecena
[lucTockonus 3 mecena
MexypHa OUTOIOTHS/OUOTICHS 3 mecena
YpuHapHa UTOIOTHS 6 mecena

CT nHa rpwaeH ko, abJoMeH, Ta3

ITpu HeoOxoaMMOCT

KocTHa cuunTurpadus

ITpu HeoOxoaUMOCT

MRT [Tpu HeoOXoaMMOCT
KpbBHa KapTHHA 3 Mecenia
ASAT, ALAT 3 Mecena
Cep. ypes, KpeaTHHUH 3 mecera
Cep. 0611 mpoTenH 6 Mecena

Kaplll/lHOM Ha IpocTaTHa Kjie3a H TECTUC

AHnamHe3a 1 GU3UKAIHO U3CIIeBaHe 3 mecena
Conorpadusi Ha KOpEMHH OpTaHH 3 mecena
Pentrenorpama Ha rpbpAeH KOII 12 mecena
KoncynT yposor 6 mecena




CT na rpbpaeH ko, abgoMeH, Ta3 6 Mecena
SPECT/CT 12 mecena 3a mbpBUTE S5 TOIMHU
MRT [Tpu HEOOXOAMMOCT
Tymopen mapkep PSA 3 mecena

Tymopen mapkep AFP 3 mecena

Tymopen mapkep beta-hCG 3 mecerna

Tymopen mapkep LDH 3 Mmecerna

KpbBHa KapTHHA 3 mecena

ASAT, ALAT 3 Mecela

Cep. ypesi, KpeaTHHHH 3 mecena

Cep. o011 IpoTeHH 6 mecerna

Jlerenma: SPECT/CT; PET/CT; CT — kommtorsp-toMorpadusi; MRT — marHuTHOpE30HaHCHA
tomorpadus; LDH — nakrar-gexunporenasza; ASAT — acnaprar-amunorpancdepasa; ALAT

— amaHuH-amuHOTpaHcdepasa; CAE —  kaprnuHoeMOpuoHasieH — aHTureH; PSA  —
npocrarocrenuduueH anturen; AFP — anda-dperonporenn; hCG — dYoBelmIKH XOpHOH-
TOHA/I0TPOTIHH.



