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BBBEJIEHUE

[TonxoabT npu 3710KaYECTBEHUTE COMUIHU TyMOpH € KoMmIulekceH. [Ipuara ce Xupypruyso,
JTBYEBO U JIEKAPCTBEHO JieueHue. MHuBuayaiHaTa nocieJ0BaTeIHOCT Ha TE3U MOJIXOAM Ce
onpenens OT KIMHUYHA OHKOJOTMYHA KOMMCHUS, B ChCTaBa Ha KOSTO BIIM3AT JIEKapH C
pasnuyHy crienuanHocTu. CUCTEMHOTO JIEKapCTBEHO JIEYEHHUE € YTBBPJEH MOJIXO0M, Hapes C
JApyruTe ABa OCHOBHM MeTona (Xupyprus, japdenedenue). Okono 60-70% ot OonHute
pa3BUBAT JIOKAJIHU PELUIMBU W/WIM JaJeYHU METacTa3d, HEe3aBUCHUMO OT JIOKAJIHOTO
pasMKaIHO JIEYEHUE HA TbPBUYHMSI TyMOp. KOHKpETHUSAT JIEKapCTBEH PEXUM 3aAbHKUTEITHO
ce 0o0ChXk/la W MpHeMa Ha OHKOJIOTMYHA KOMHUCHS 10 XMMHOTEpAINus U C€ MPOTOKOJIUpA
CIOpEe] HOPMAaTUBUTE HA MEIAUIMHCKUS CTaHJapT Ha CHEUUATHOCTTa ,,MeauIMHCKa
OHKoJIOTUS” M1 HOpMaTuBHUTE AOoKyMeHTH Ha H30K.

PakbT ce mpuema 3a cucTteMHa 0OOJIECT, KOSTO YATHMATHBHO IOCTaBs HEOOXOIUMOCTTA OT
CHUCTEMHO JIEKapCTBEHO JedeHue. Ha chBpeMeHHHUs eTam OT pa3BUTHE Ha KIWHUYHATA
OHKOJIOTHS JIEKAPCTBEHOTO JICUeHHE (MEIUIIMHCKA OHKOJIOTHS) ThPIH Hal-OBbp30 pa3BUTHE.
Bb3MoxkHOCTUTE My HETIPEKBCHATO c€ 000raTsABaT ¢ HOBH (hapMaKOJIOTUYHU U OUOJIOTMYHU
JeKapcTBa, BOJACIIM J0 TNoJAoOpsiBaHE Ha TepamneBTUYHUTEe pesynratu. C ToBa pacrte
OTTOBOPHOCTTA Ha MEIUIIMHCKUTE OHKOJIO3H (XMMHOTEPANEeBTH) 32 U300p Ha JICUEHUE C Hali-
BHUCOKa €(EeKTUBHOCT M C MO-Majka TOKCHUYHOCT. JIekapCcTBEHOTO jeueHue (Mo Tpaguius
Hapu4yaHO XUMHUOTEpANus) ce Ha3HayaBa, IpuHiiara U OpocieAsBa CaMO OT MEIULHUHCKHU
OHKOJIO3W (XMMHOTEpareBTH), paboTemy B CHEMUATU3UPAHU CTPYKTYpH (KIMHUKU WU
OTJICJICHUS 110 METUITMHCKA OHKOJIOTHS) W IMO3HABAlId MHOTO J00pe (GapMakoIOTHIHUTE
XapaKTePUCTHKHU HA MPOTUBOTYMOPHHTE JICKAPCTBA U TEXHUS TOKCUKOJIIOTHYCH MPOQHIL.

JlexapcTBEHOTO JeueHHnEe HaMHUpa MPUIIOKEHHUE B PA3IMYHU CTAINH Ha OosecTTa:
(1) anroBaHTHO — ciie/ paAUKAIHO JOKAJIHO JIECUEHUE Ha IbPBUYEH 3JI0KaYECTBEH TYMOP; BOJU

710 HapacTBaHe Ha OpOs Ha M3JICKyBaHUTE OOJHU U JI0 yIbJDKaBaHE Ha MPEKUBAEMOCTTa 03
nporpecus Ha 0oJsiecTTa;

(2) HEOaIFOBAHTHO — IPE/TH JIOKATHO PaHKAIHO JICUCHUE HA TbPBUYCH 3]I0KAYECTBEH TYMOD;
M03BOJIsIBa U3BBPIIBAHE HA OPTAHOCHXPAHSBAILY ONEPALIUH TIPH KAPLIUHOM Ha I'bpJIa, PEKTyM
U JIAPUHKC; MIPEBPbBIIA JIOKATHO aBAaHCHPAIUTE HEONEPAOMIHU TYMOPH B OTIEPaOUIIHH U J1aBa
BB3MOXKHOCT 3a IMOTCHLMUAJIHO ITBJIHO H3JICKYBAHC (KapI_[I/IHOM Ha I'bpda, MHUKOYCH MCXYD,
npocrara, 051 1po0b u 1ap.);

(3) maymatuBHO — MpU MeTacTazupajia Oo0JIeCT, MPU TYMOPH, BUCOKOUYBCTBHUTEIHU KbM
ATOCTATUYHO JIEYCHUE, BOAM J0 TpailHa peMucus Ha rojsiMa dact oT Oonuute (90% mpu
TpoobiactHa Oonect, 75% mnpu TectukyigapHu Tymopu, Hajy 20% mpu oOBapualieH
KapIIMHOM).

JlexapcTBeHO JeueHHe He ce mpuiara Hpu CWIHO yBpelneHo obuio cwerosHue (ECOG
nbppopmanc ctatyc — PS >3) u HapymieHa (yHKIMS Ha ApEHXUMHU OpraHu (KOCTEH MO3bK,
4yepeH Apod, 0b0pernn). Bp3 ocHOBa Ha cOOCTBEH M KIMHUYEH OMHT, B MHTEPEC HA MAIEeHTA,
MEIULUHCKUTE OHKOJO3M MOTaT Ja MOAMMDUIMPAT OTACTHH CXEMU WU JI030BH PEKUMHU,
MOCTBIIBAWKY WHAMBHIYAJTU3UPAHO W OalaHCUpPaHO B JAAJCHM CHEHU(PUUHH CUTYalUH.
[TpunokeHneTo Ha peauIia NPOTHBOTYMOPHH JIeKapcTBa ce 0Oa3upa Ha KIACHYECKUTE
MO3HAHUS HAa MEIMIMHCKUTE OHKOJIO3HM, BBIPEKHM Y€ KPATKUTE XapaKTEPUCTHKH Ha TIO-
CTapuTe JICKapCTBEHU MPOIYKTH HE BUHATH OTPA3sABaT ITBJIHUS 00€M Ha TepareBTUYHATA UM
akTHBHOCT. [loBe4eTo CHBpPEMEHHM NMPOTHBOTYMOPHM KOMOWHAIMM WJIM MOHOTEpANuy ce



IIpWIaraT Bb3 OCHOBA HA KJIMHUYHU U3MUTBAHUSA, MIOKA3aJIM JOCTOBEPHOCT. M3mon3BaneTo Ha
HACTOSIIIUTE CTAHJIAPTHU 3a CUCTEMHO JIEKapCTBEHO JICUEHUE € HEOOXOMMO, 33 1a CE OCUT'YPH
eeKTHBHA U YHU(UIMPaHA Tepanus Ha BCHYKU pakoBOOOJIHU B bbiarapus, He3aBUCUMO B KO€
JeyeOHO  3aBelleHHe, OCBIIECTBSBAIO JAEWHOCT MO MEJUIMHCKAaTa  CHEeLMaTHOCT
»MeININHCKa OHKOJIOTHA , ce JIeKyBaT. HacTod1uTe MEIUIIMHCKNA CTaHAAPTH ca U3TOTBEHU
ceriacHo Ocma//leBera pemakuus Ha TNM craampamara cucrema. IlpocnensBaneTo Ha
OHKOJIOTUYHO OOJTHH, 3aBBPUIMIN KOMIUIEKCHO JICUYCHHE, C€ M3BBPIIBA OT CICHUAINCTH B
ne4eOHM  3aBEJCHMs, OCBUIECTBSBAIIM JEHHOCT MO MEIMLMHCKATa CHELHMATHOCT
,2MeauiHcka oHKoJIoTHs“, Ha PenmyOnuka bearapus cropen jokamu3anusiTa U CTaauds Ha
OonectTa. B HacTosmMTE CTaHAAPTH NMPOCIEIIBAHETO HA OCHOBHUTE BUJIOBE 3JI0KAUECTBEHU
TyMOpH (OCHOBHA YacT Ha JMCHAHCEPHOTO HAOIIOACHUE) € MPEACTaBEHO B TaOIHWYEH BHJ,
[IOCOYBAIl BHUJ M BpPEME Ha KOHTPOJIHHM WU3CJIECABAHMA. J[OMBIHUTENHO C€ MOCOYBaAT
OOIIONpPUETUTE KPUTEPUHU 32 OLIEHKA Ha JiedueOHHs edekt mpu comuanu Tymopu (Response
evaluation criteria in solid tumors, RECIST). B cranmaptute ce mpeacTSBAT aIroOpuTMH 3a
KOHTpPOJI Ha OHKOJIOTMYHaTa 0ojka. PazenbT BKIIIOUBA OHKOJIOIMYHO OOJHU ChC COJIMIHU
TymMopu. HacTosdmuTe cTaHmapTH BKIJIIOYBAT aJTOPUTMM 3a MOBEJCHHE NpPHU CHENUPUYHA
TOKCUYHOCT U YCJIOKHEHHUSL.

benexxku:

1. JlexkapCTBEHHM HpPOIYKTH CaMOCTOSITEJIHO WJIM B PEXUMH, MOCOYEHHU 3a ONpeJeseHa
WHIUKAIMS W MapKUpaHd CbhC 3HaK [*], ca omoOpenm or EBpomeiickara areHIus Io
nekapcrBata (EMA) u U3nbnaurennara arenmus no nexkapcrsara (MAJI), Ho Bce olie He ca
BkimoueHu B [lo3utuBHus nexapctBed cnuchbk (I1JIC) na HanmonanHus cbBeT MO IIEHH U
penMOypcupane Ha JekapctBeHu npoaykru (HCLIPJIIT);

2. JleyeHueTO ¢ HepaspellleHH 3a ynoTpeda JeKapCTBEHH MPOAYKTH B PemyOmnuka bbirapus
Ce U3BBPIIBA NPHU yCJIOBUITA U 0 peaa onpeneneHu ¢ Hapenba Ne 10 ot 2011 r. 3a ycnoBusra
W peJia 3a JICUeHHe ¢ Hepa3pelleHu 3a ynotpeda B PenyOnnka brirapus rekapcTBEHH POIYKTH,
JICKapCTBCHHM MPOJIyKTH, TIPUJIaraHy U3BbH yCIIOBUATA HAa Pa3peIICHUETO 3a ynoTpeda, KakTo 1
3a YCJIOBHSTA M pela 3a BKJIIOYBAHE, MPOMEHU, M3KJIIOYBAHE M JIOCTABKA HA JIEKAPCTBEHU
MPOJIYKTH OT CIUCHKA O Wi. 266a, ai. 2 oT 3aKoHa 3a JICKapCTBEHUTE MPOIYKTH B XyMaHHATA
MeIUITHA.

3. JleyeHuero Ha MOBEYETO JOKAJIM3AllMU B ChbBpEMEHHATa MEIUIIMHCKA OHKOJIOTHS Ce
0a3upa Ha BH3MPHUETH U OMMCAHU B KPATKUTE UM XapaKTEPUCTUKH PEIUKTUBHU OMOMapKepH,
CBIJIACHO A00paTa MEIULIMHCKA MTPAKTHKA.

4. Jledyenue ¢ (QryoponMpUMHIMHHU Oa3upaHU PEXKUMHU TpsOBa a ce NpeAaxokaaT OT
n3ciensane Ha DPD en3nMHa akTUBHOCT.

5. Tlpu xonTpamnaukanuu 3a Jjedenue c Cisplatin mpu mnpeneHka OT JIKyBaIusa
MEIUIIMHCKH OHKOJIOT MOXKe J1a ce mpoBeae JiedeHune ¢ Carboplatin ¢ u3kiTtoueHne Ha HIKOU
JIOKAJTM3aIiK, KOUTO Ca HETIOAXO/ISINH 3a TO3U ITUIATHHOB JICPUBAT.



1. I'bPBUYHHU MO3BbYHU TYMOPH

3/10Ka4eCTBEHUTE TJIMAHU TyMOpH ca npubmusutenHo 70% OT BCHUKU MBPBUYHU MO3BYHU
TyMOpU Tpu Bb3pacTHU. CBBp3aHU ca C BHUCOKA 3a00NIIEMOCT M BHCOKa CMBPTHOCT, KaTo
cpeaHaTa MPEXHUBSIEMOCT MpPH MAlUMEHTUTE ¢ rimobimactoM e 12-15 mecema, a mpu Te3u ¢
aHAIJIACTUYHU TJIMAIHU TyMOpH - 2-5 ronuuu. [ mnobracromute ca npubnusutento 60-70% ot
BCUYKHU 3JIOKAYECTBEHM TIIMOMHU. AcTpouutomure mnpexacrasisBar 10-15%, anamnactuynute
OJIUTOJICHIPOTIIMOMH M OJIUTOACTPOIUTOMH - 10%, aHAIIACTUYHUTE EMIEHIUMOMH U TaHTJIMOMU
— octananmute. CpenHara BB3pacT HA IOCTaBSHE Ha JWarHo3aTta mpw riauobiactomute € 64
TOJMHM, a MIPU aHAIUIACTUYHUTE MTHOMU — 45 ronuuu. 3a00y1€eMOCTTa PU MBKETE YMEPEHO
MIPEeBUILIABA Ta3! MIPH KEHCKUS MOJ. JIeYeHHEeTo € KOMIIEKCHO, BOJICIIA € POJIATa Ha XUPYPIUsTa,
TbUEJICUCHUETO U ChueTaHaTa IbUeXUMHUOTEPAIIHSL.

XuMHOTEpanus ce mpuiara mpu riauomMu ot crerneH [V (rmuobmacromu) mo CBeTOBHA 3/IpaBHA
opranuzamusi (WHO). Ilpu actporutomu II cremen, xouto ca IDH-HeratwBHUM, numcBar
JI0Ka3aTeJICTBA 3a IM0JI3a OT aJ[foBaHTHA XxuMuoTtepanus. [Ipu HuCkocTeneHHu rimuomu cremneH 11
IDH-mo3uTHBHU acTPOLMTOMH M OJHMTOJCHAPOTIMOMH, KOUTO ca mo aepununus 1p/19q-
H03I/ITI/IBHI/I) HMa JO0Ka3aTCJICTBA 3a I10JI3a OT XUMHUOTCPAIIus.

1.1. CaeponepaTuBHAa XUMHOTepaNMs

Cwuerano xumuosrpdenedcane ¢ Temozolomide — 75 mg/m2 P.O. 6 cenmunu. Cren mounBKa OT
4 cenMHUIM JICYCHUETO TIPO- AbikaBa ¢ Temozolomide — 150 mg/m2 muesno P.O., nam 1- 5, 3a
IIBPBU KYpC, a nmocieaamure ot 2-pu 10 12-u kype — 200 mg/m2 npe3 28 nHU, T.€. TPOBEXK AT
ce o6mio 12 kypca. ToBa e cTaHAapT B JICUCHUETO HA MAMEHTH ¢ TJimoomactoM 10 70 T. BB3pacT,
KakTo U Te3u Hax 70 T., KOUTO HIMAT MPOTUBOIOKA3aHUS.

Temozolomide cien camocrositenHo spuenederne —150-200 mg/m2 mueBno P.O., muu 1-5,
nipe3 28 nuu (6 Kypca).

PCYV (6 kypca cien Jibuejie4eHue PH NPOrpecusi P NPenu3Ho CeJIeKTHPAHU eINHUYHHI
NANECHTH)

Procarbazine — 2 x 100 mg/m2 P.O., nen 2-11
Lomustine — 100 mg/m2 P.O., nen 1 Vincristine — 1.5 mg/m2 .V, nen 1
[ToBTOpenue npe3 42 nHu.

1.2. XummuoTepanus npyu penuius

Temozolomide — 150-200 mg/m2 nueBHo P.O., muu 1-5, no mporpecus. [lpu peumanB Ha
OosecTTa M HEMIPOBEXk1aHa Mpeau ToBa Tepanus ¢ Temozolomide, camo crex peoneparus.

PCV (Bux T. I3).
Lomustine — 100 mg/m2 P.O., aen 1, npe3 42-60 guu.
Carmustine — 80 (200) mg/m2 1.V., nuu 1-3 (men 1), mpe3 42-60 nHu.

[ToBTOopenue npe3 14 qHu.



1.3. Tymopu, acouuupanu c 6osect Ha von Hippel-Lindau (VHL)

Belzutifan* 120 mg P.O. qHeBHO KaTo MOHOTEpanus 3a IIbpBa JHHHUS JICUEHHE HA Bb3PACTHU
naruenTH ¢ 6onect Ha von Hippel-Lindau, kouTo ce Hy»XAaaT OT Tepanus 3a XeMaHTHo0JIacTOMH
B neHTpaiHara HepBHa cuctema (LIHC), nmpu KoWTO JIOKaJHUTE TEpaneBTUYHU MPOLEAYPH ca
HETIOIX O/ISAIIH.

Jleyenuero TpsOBa Aa MPOABIDKM A0 HPOrpecwst Ha 3a00JIIBAaHETO WM 10 HENpHUEMIIMBA
TOKCHYHOCT.



2. METACTATUYHHU MO3bYHHU TYMOPH

[Ipr BB3MOKHOCT C€ MPOBEXKAA ONEPATHBHO WM PAAUOXUPYPIHYHO JIEUEHHE Ha TyMOpa,
IIOCJIEABAHO OT JbUEICYCHUE B HAKOU KIIMHUYHU CUTYaLUU.

[{eToMO3BYHO JThUENICEYCHUE Cc€ OOCHXKAa TPU HEPE3CKTAOWIIHM MHOKECTBEHH METAcTa3h OT
pa3IMYHU 3JI0KAYECTBEHM 3a00JsBaHMS. 3aIBIDKUTEIHO YCIOBHE € J00po OOIIO ChCTOSHUE
(mepdopmanc cratyc, PS).

CucremHa TCpalluda CIopca BUJa HAa IIbPBUYHHUA TYMODP.

JIOTbITHUTETHU ONIIMH (HE € CTaHIapT):

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

Carmustine — 80 (200) mg/m2 1.V., mau 1-3 (men 1), mpe3 42-60 qHu.
Temozolomide — 150-200 mg/m2 nuesHo P.O., nau 1-5



3. KAPIIMHOMMU HA I'/TABA 1 HINA

[TnOCKOKJIETBUHHMAT KapUMHOM Ha IJlaBaTa W IIUSATa € XETePOreHHO 3a0oisBaHe,
XapaKTEepU3HUpalo ce C KOMIUICEKCHH KIMHMYHM W TATOJOTM4YHH mposiBU. lIpencrasisasa
npubnnzutenHo 90% ot BCUUKM BUAOBE paK Ha IJ1aBara M LIMATA.

Mpukete OoneayBaT no-uecto. ChOTHOILIEHHETO MBKe:)KeHHU Bapupa ot 2:1 10 4:1 B paznuyHu
PETHOHU Ha CBETA.

JleueHneTo Ha 3JI0KAYECTBEHUTE TYMOPpH Ha IJjlaBaTa W MHATa € KOMIUICKCHO — OIICPAaTHBHO,
JBYCIICYCHUEC, UTOCTATHUYHA, TAPIr€THA U UMYHHA TCpaIius, KakKTo U KOM6I/IHaHI/II/I MCKOY TAX.

3.1. Ha3odapuHreajHu KapuuHOMU

3.1.1.HeoaaroBauTHAa XUMHOTEDPAINS

B craguii [1I u IVA, B ce npoBex/1a Cb4€TaHO XMMHUOIBYEICUCHHE:

Cisplatin + Fluorouracil:

Cisplatin — 50 mg/m2 1.V., nen 1

Fluorouracil — 500 mg/m2 I.V., nau 1-5 (1-Ba u 4-Ta ceamuLa Ha JIbUETICUCHHE).

Mownotepanus ¢ Cisplatin wiin Fluorouracil
Cisplatin — 40 mg/m2 1.V., nen 1 (Ha Bcska ceaMUIIA OT JIbYEIICUCHHUETO).

Fluorouracil — 500 mg/m2 I.V., nau 1-5 (1-Ba u 4-Ta ceaMuIa HA JIbUETICUYCHHUETO).

CamocTosiTe/THaTa HCOaJI0OBAHTHA (I/IHI[VKIII/IOHHa) XUMHUOTECpaA BKIKOYBA CICIHHUTC
PEXKHUMU:

Cisplatin + Fluorouracil + Docetaxel (mpu mmockokiIeTh4eH KapIuHOM )

Cisplatin — 75-100 mg/m2 I.V., nen 1

Fluorouracil — 500-750 mg/m2 1.V. 2-4yacoBa undy3us, qau 1-5
Docetaxel — 75 mg/m2 1.V., nen 1

[ToBTOpeHue npe3 28 qHU.

Cisplatin + Fluorouracil

Cisplatin — 75-100 mg/m2 I.V., nen 1
Fluorouracil — 500-750 mg/m2 1.V. 2-qacoBa uady3us, 1au 1-5
[ToBTOpEHue npe3 28 qHu

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/nH i.v. 2-4yacoBa un¢y3us 1- 4 nen [loBropenue npe3 3-4 ( 3
npu nHaykiuoHHa X T, 4 mpu Hepe3ekTaOmiHO 3a0ossiBane) ceamunu. [Ipennounra ce npu

HenoHocuMoOcCT KbM Docetaxel 1 jkeltanue 3a BKIIFOYBaHE HA TaKCAHM.

3.1.2.AnroBaHTHA XUMHOTEPAIINS

[Tpunara ce: (1) cneq paguKkaimHO ONepaTUBHO JiedueHue H (i1) ciea MpoBeAeHO A1e(UHUTUBHO

npuenedenue npu 6omHu B ctaamid 111.

Cisplatin + Fluorouracil

Cisplatin — 75-100 mg/m2 I.V., nen 1
Fluorouracil — 500-1000 mg/m2 1.V. npogbmxuTtenHa uady3us, AeH 1-4
[ToBTOpEeHue npe3 28 qHU.

Paclitaxel + Cisplatin

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

Ifosfamide/Mesna + Paclitaxel + Cisplatin

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

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

Cisplatin — 60 mg/m2 L.V., nen 1

(Carboplatin AUC 4-6 1.V. 30-munyTHa HHDY3H)

IToBTOpenue npe3 21-28 nHu.

3.1.3. PermauBupaia uin MeracTaTuyHa 00jecT

XuMHOTEpanus ce MpoBexaa Mnpu O00iHU ¢ 100po obmo cberostuue (PS), kato Bomemu ca

iaTuHa-6a3upanu pexumu. J[pyru akTUBHM JekapcTBa ca: paclitaxel, docetaxel, ifosfamide,

epirubicin, metothrexate, bleomycin, KOUTO ce MpUJIAraT CaMOCTOSATEITHO WJIK B KOMOWHAIIHS.

3.2. ILi10CKOKJIETHYHU KAPUMHOMM HA IJIaBa U IIUS

Jleuenuero ce mpoBexAa OT MyJITHIMCHUIUIMHApeH ekum. [lanueHTHT TpsiOBa na Owbae c

KOpUrupaH HYTPUTHUBCH CTATYC, HOAABPIKaH 1O BpEME Ha LSAJIOTO JICUCHUC. HpeI[I/I JICYCHHUEC CC

M3BBPIIBA JIeHTaHa pexabunurtanus. [Ipu opodapuHreann KapuHOMHU € MPENOPBHUUTEITHO

ncnensane Ha pl6/HPV-cratyc. Ilpm HEoOXOIMMOCT — TracTPOCKOIICKO HajaraHe Ha

racTpocroma.



3.2.1.HeamroBadTHAa XUMHAOTEPAINS

[Tpunara ce mpu JIOKaJIHO aBaHCHpaJl KapLUHOM Ha JIAPUHKC, XUITOPapUHKC U OpOGOPUHKC C
[IeJI OpraHOChXpaHsBaIma onepanus. MeToapT HE € CTaHzapT W TPpsAOBa Ja ce choOpasu ¢
aHaTOMMYHOTO pa3MoJOXKEeHHe Ha TyMmopa, oOmorto cbhecrosHue (PS) Ha mamueHnta u ga ce
MOJX0K]1a MHIUBHY AJTHO.

TPF

Docetaxel — 75 mg/m2 1.V., nen 1

Cisplatin — 75 mg/m2 1.V., nen 1

Fluorouracil — 750 mg/m2 1.V. npoabmxurenna nadysus, 1au 1-5
[ToBTOpEeHue npe3 28 qHU.

Cisplatin + Fluorouracil

Cisplatin — 75-100 mg/m2 L.V., nen 1
Fluorouracil — 500-1000 mg/m2 , mpoIbDKUTEITHA
uHby3us, 1au 1-4; [loBropenue npes 28 nHU.

Paclitaxel + Cisplatin + Fluorouracil

Paclitaxel — 135mg/m2 I.V., nen 1

Cisplatin — 75mg/m2 1L.V., nen 1

Fluorouracil — 500-750 mg/m2 1.V. npogbiokutenHa uady3us, 10U 1-5
IToBTOpenue npe3 21-28 nHu.

3.2.2. AmroBaHTHA XUMHAOTEPAIINS

[Ipunara ce: (1) ciex paauKaaHO ONEPaTHBHO JIEYEHHE M HEBB3MOXHOCT 3a IOCJIEBAIIO
mpuenedeHue u (ii) cien mpoBeaeHO NeUHUTHBHO JIbdeliedeHue npu O0oimHM B crammid 1.
N3nonszsar ce pexxumu ot T. [LA.

3.2.3. CpueTaHO XUMHUOJIBYEICUCHHE

[Tpunara ce karo Ae)UHUTHBHO WU CIICAONEPATHBHO JIEYCHHWE NPU JIOKATHO aBaHCHPAI
kaprmHoM (T3-4 NO-1 wu T Besiko N2-3) u 1o6po o610 cecrostaue (PS).

Cisplatin — pasznu4HM 1030BU PEKUMH U UHTEPBAIH, ChOOPA3eHU C 00IBUBAHUS 00EM,
XHUCTOJIOT'MYHHA BHU]J, Bb3PaCTTa U KOMOPGI/I[[HOCTI‘B.

Cetuximab npu HPV-1no3uTnBHY MIOCKOKIETHYHU OpO(apUHTEATHU TYMOPH.

Cxema Ha IIprIaraHe BeTHBK CEAMHYHO

Cetuximab ce mpunara BegHbk ceqmMuuHo. Hauamnata nosa e 400 mg Cetuximab Ha m2
tenecHa moBbpxHOCT (TIT). Beuuku crneaamm ceaqmuaan A03u ca 250 mg/m2 Besika.

CxeMa Ha mpwIarane BeJIHbK Ha BCEKH JIBE CEIMULIN
Cetuximab ce npuiara BeIHbX Ha BCceKH aBe ceamuii. Beska mo3a € 500 mg Cetuximab Ha




m2 TejiecHa IMOBBPXHOCT.

Cisplatin + Fluorouracil

Cisplatin — 50 mg/m2 .V, nen 1
Fluorouracil — 500 mg/m2 1.V., nau 1-5 (1-Ba u 4-Ta cenMuIia Ha THUEICUCHUETO).

NmyHoTepanus

Pembrolizumab 200 mg I.V. na Bceku 3 ceqmumm ninn 400 mg [.V. Ha Bcekn 6 cenMuIM KaTo
MOHOTEpaInus 3a HE0AIOBAaHTHO JICYSHHE Ha oNlepabuIeH JIOKATHO aBaHCUPAJl CKBAaMO3HOKJIEThUYCH
KaplMHOM Ha IJlaBaTa W IIUATA, NPOABIDKEHO KAaTO AJIOBAaHTHO JIEUYCHHE B KOMOMHaLUs ¢
apyeTepanus, CbC WIM 0e3 ChIBTCTBALIO NPUIOKEHHWE Ha LUCIUIATHH, W CJEJ TOBa KaTo
MOHOTEpaIus Ipu Bb3pacHu, YUUTO Tymopu excrnpecupat PD-L1 ¢ CPS > 1.

[Ipn HeEoanrOBaHTHO W aaIOBAHTHO JieueHWE Ha orepabuieH JokamHo aBaHcupasm HNSCC nHa
MAIUEHTUTE TPsIOBA J1a ce MPWIOKH HEOQIIOBAaHTHO JiedueHHe ¢ Pembrolizumab kato MmoHOTepamnus
or 2 no3u no 200 mg Ha Bceku 3 ceamuuu win 1 poza mo 400 mg, mam Q0 mporpecust Ha
3a00J151BaHETO, KOATO M3KJII0YBA Ie(PUHUTHUBHA OTIEpaIlisl, MU € HAJTUIE HeTTPUEMIITNBA TOKCHYHOCT,
MOCIIEZIBAHO OT aJI0BAaHTHO JieueHue ¢ Pembrolizumab B koMOuHAIMS ¢ TbUETEpAIIns, ChC WIH 0€3
CBHITBTCTBAIIO MPUIIOKEHHUE HA IUCIUIATHH, OT 3 103U 110 200 mg Ha BCEKH 3 CEAMUIM WIH 2 103U
o 400 mg Ha Bceku 6 ceAMHIIM, TTocaeaBaHo oT Pembrolizumab kaTo MmoHoTepamnus ot 12 103u 1o
200 mg Ha Bceku 3 ceamunu unu 6 no3u no 400 mg Ha Bceku 6 ceAMMIIM, WIM O PELUANUB Ha
3a00JIIBaHETO WJIM HETIPUEMIINBA TOKCHMYHOCT. [lanimeHTuTe ¢ mporpecus Ha 3a00JIIBaHETO, KOSITO
M3KJIIOYBA JIe(UHUTHBHA ONeEpanus, WIH € HaIWIE HENPHEeMIIUBA TOKCUYHOCT, CBBpP3aHA C
MoHoTepanus ¢ Pembrolizumab kato Heoai0BaHTHO JieueHHE, HE TPSAOBA Ja MOTy4yaBaT aJI0BAaHTHO
neuenne ¢ Pembrolizumab B koMOuHaNus ¢ TpYeTEpanus, ChC UM 0€3 ChIIBTCTBAILO MPHUIIOKCHHE
Ha IUCIUIATHH.

[Ipenopbuntennara no3a Pembrolizumab mHXKeKIMOHEH pa3TBOp 3a MOAKOXKHA WHXKEKIHS TpPU
BB3PACTHHU €:

i 395 mg Ha BcekH 3 ceMUIM, MPHUII0KEH KaTo MOIKOKHA MHKEKINS B pAMKHUTE HA 1 MUHYTa
i 790 mg Ha BCeKH 6 CeIMUIM TPUIIOKEH KaTO MOIKOKHA WHXKEKIHMSI B PAMKUTE Ha 2 MUHYTH.
[ManenTtu, nomyyasamy Pembrolizumab 3a HHTpaBeHO3HO MPUIIOKEHUE, MOTAT JIa IPEMHUHAT KbM
Pembrolizumab 3a moakoXHO MPUIIOKESHHUE TIPH CIIeABAINATA TUIAHUpaHa f1o03a. [laruenTw,
nory4aBanty Pembrolizumab 3a moikoxHO npUiiokeHue, MOTaT Aa npeMuHat kbM Pembrolizumab
3a MIHTPAaBEHO3HO NPUIIOKEHHUE TIPH CJIE/IBAIIATa IUTaHMUPaHa 103a.

3.2.4.11ppBa NUHUSA XUMUOTEPAIIUS OIPU PELUIUBUDAIA WA METACTATUYHA 00JIECT

Cisplatin + Fluorouracil




Cisplatin — 75-100 mg/m2 1.V., nen 1
Fluorouracil — 500-1000 mg/m2 I.V.,
mau 1-5 (32 mo3a 500 mg/m?2)

nau 1-4 (3a no3a 1000 mg/m2)
[ToBTOpeHue npe3 28 qHU.

Metothrexate — 40 mg/m2 .M., BeAHBX CEIMUYHO A0 TMPOTPECHsI.

Bleomycin — 30 mg o6m1a n1o3a .M., 2 mbTu cemMUyHO 3a 8 TTOCIIEIOBATEITHU CEIMHUIIH.

Epirubicin + Bleomycin + Cyclophosphamide (nmpu numdoenurenrom)

Epirubicin — 50 mg/m2 [.V., nen 1

Bleomycin — 30 mg o6ma go3a L.V., gau 1, 8 u 15
Cyclophosphamide — 600 mg/m2 I.V., nau 1 u 8
IToBTOpenue npe3 21 nHU.

Cetuximab + Cisplatin + Fluorouracil

Cisplatin — 100 mg/m2 .V, nen 1

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

Cetuximab — 400 mg/m2 1.V., nociensana ot 250 mg/m2 [.V. cenmuano
[ToBTOopenue npe3 21 auu.

[Tonnwpokamia Tepanus cien npuioxeHa X T

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

Cisplatin + Docetaxel

Cisplatin — 75 mg/m2 1.V., nen 1
Docetaxel — 75 mg/m2 I.V., nen 1
[ToBTOpenue npe3 21 auu.

Cisplatin + Gemcitabine

Cisplatin — 80 mg/m2 1.V., nen 1
Gemcitabine — 1000 mg/m2 L.V, nau 1 u 8
[ToBTOpenue npe3 21 nuu (4-6 Kypca).

Fluorouracil + Vincristine

Fluorouracil — 500 mg/m2 I.V., nau 1-5
Vincristine — 2mg TOT L.V., nen 1
IToBTOpEeHue npe3 28 AHU.

Docetaxel




Docetaxel 100 mg/m2 i.v. 1 1eH 10 TOKCHYHOCT WJIN TIPOTPECHS
[ToBTOpenue npe3 3-4 ceamuiy.

Cetuximab 400 mg/m?2 i.v. Hacumama ao3a, nocienBana ot 250 mg/m2 i.v. ceIMUYHO,
cpuerano ¢ Carboplatin wm Cisplatin, koraro ce odakBa YyBCTBHUTEIHOCT KbM ILIATHHOBH
npenapary.

Pembrolizumab karo monorepanust — 200 mg I.V. Ha Bceku 3 ceamunm wim 400 mg 1.V. Ha
BCEKHU 6 CeIMUIIM MTPUIIOKEHA KaTO MHTPaBEHO3HA MH(Y3Us B Mpoab/keHre Ha 30 MUHYTH 32
JleYeHHNE Ha METACTaTUYEH WM HeomnepaOWIIeH pelUaAuBHpall CKBAMO3HOKJIETHUEH KapLUHOM
Ha rnaBarta v muata (HNSCC) npu Be3pacTHH, ynuto Tymopu ekcnpecupaTt PD-L1 ¢ CPS > 1
[IpoabikaBa 10 Mporpecus WIM HENpUeMiIMBa TOKCHUYHOCT. [Ipy KIMHUYHO CTaOWIHM
MalMeHTH C IbPBOHAYAIHU JaHHU 3a MpOrpecHst Ha 3a00JIIBaHETO € MPEHOpPbUYUTETHO
IIEYCHUETO Ja IPOIBIIKHU, IOKATO IPOrpecHaTa Ha 3a00JIsIBAHETO HE CE MOTBBP/N.

Pembrolizumab — 200 mg 1.V. na Bceku 3 cegmuuu mwiu 400 mg 1.V. Ha Bceku 6 cenMuIy
MPUIOXKEHAa KaTo MHTpaBeHO3Ha MH(Y3us B mpoibipkeHue Ha 30 MMHYTHM B KOMOMHAIUS ¢
mratuHa W S5- Fluorouracil (5-FU), 3a neyeHne Ha MeTacTaTHYeH WM HeolepaOwiicH
peLMIUBHUpAIll CKBaMO3HOKJIEThYEeH KapiMHOM Ha riasara u musta (HNSCC) npu Bb3pacTHu,
uuuTOo TyMopu ekcripecupat PD-L1 ¢ CPS > 1

[loBTopenue npe3 21 auu 3a 200 mg [.V.unu npes npes 42 nuu 3a 400 mg [.V.

Pembrolizumab — 200 mg 1.V., nen 1 wnu 400 mg [.V., nen 1 Ha Bcekn 6 ceamuiiu

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

5-FU 500-1000 mg/m2/d npoasmxuTenau nHPY3un 3a 4

rociel0BaTeIH! AHU., AeH 1 (MakcumyM 6 nuKbIa ¢

rmnatuHa u 5-FU)

[IpoabkaBa 10 Iporpecus UM HenpueMiInBa TOKCUYHOCT. [Ipy KIMHUYHO CcTaOUITHY NAllueHTH
C I’bPBOHAUYAIHU JIaHHU 3a Mporpecus Ha 3a00JBAHETO € MPENOPHUUTEITHO JICYCHUETO /13
MPOABIIKH, TOKATO MPOrpecHusiTa Ha 3a00JI1BaHETO HE C€ MOTBBPAH.

[Ipenopruntennara no3a Pembrolizumab nHXEKITMOHEH pa3TBOP 3a MOAKOKHA MHXKEKITUS TIPH|
BBH3PACTHH €:

n 395 mg Ha Bceku 3 ceAMUIIN, MPUIIOKEH KaTO MOJK0KHA MHXKEKIUS B paMKUTE Ha | MUHYTA|
i 790 mg Ha Bceku 6 CeIMHIIN TIPUIIOKEH KaTo MOJIKO)KHA HHKEKIHSI B pAMKUTE HA 2 MUHYTH.
[Tanimentn, nmomydaBamu Pembrolizumab 3a mHTpaBEHO3HO MPHUIIOKEHHUE, MOTAT J1a TPEMHHAT
kKbM Pembrolizumab 3a moakoxHO MpuiiokeHre pH cieIBaiaTa miaHupana ao3a. [lamuenTu,
nony4yaBam Pembrolizumab 3a mOAKOXHO TpwWIOXKEHHWE, MOraT Ja TMPEeMHHAT KbM|
Pembrolizumab 3a uHTpaBEeHO3HO MPUIIOKEHUE TP ClIeBaIaTa IJIaHUPaHA /103a.

3.2.5. Bropa J1uHMS CUCTEMHA TEPAITHS

Nivolumab — 240 mg [.V., npe3 14 nuu (3a JiedueHue Ha peKypeHTEH UM MeTacTaTHUeH
CKBAMO3HOKJIEThUEH KaplIMHOM Ha IJlaBaTa U LIMsTA [IPU Bb3PACTHU C IPOrpecusi Mo Bpeme
Ha WJIM CJe]l IIaTUHA-ChIbpoKallla Tepamnus).

Pembrolizumab kato moHoTtepanus — 200 mg 1. V. Ha Bceku 3 ceqmunu wim 400 mg 1. V. Ha BcekH

6 CCAMUIHN TPUIIOKCHA KaTO NHTPAaBCHO3HA I/IH(i)YSI/IH B IIPOABJLKCHUC Ha 30 MHHYTH 3a JICUCHUG




Ha peuuauBUpall I METACTATUYCH CKBAMO3HOKJICTBUCH KapOWMHOM Ha TIJjlaBaTa W HIUATA
(HNSCC) npu Bb3pacTHu, YuuTOo TyMOopHu ekcrnpecupatr PD-L1 ¢ > 50% TPS u nmporpecupai
10 BpeMe Ha WJIU CJIe]l IUIaTHHA-0a3upaHa XUMHUOTEepaITHs

[IpoabikaBa 10 IPOrpecus WU HEMPUEMITUBA TOKCUYHOCT. [Ipy KIIMHUYHO CTaOWITHH HMAIlMeHTH
C IbPBOHAYAIHU JaHHU 3a Mporpecus Ha 3a00JSBAHETO € MPENOPHUUTEITHO JICYCHUETO 3
MPOABIDKH, TOKATO MPOTPECHUsITa Ha 3a00JI1BaHETO HE CE€ MOTBBP/H.

[Mpenopbuntennara no3a Pembrolizumab uHxekimoneH pa3TBOp 3a MOAKOKHA MHXKEKIIHSI MPH|
BBH3PACTHH €:

may 395 mg Ha BCEKH 3 CEIMMITU, IPUIIOKEH KaTO MOJIKOKHA MHKEKIIUS B paMKUTE Ha | MUHYTA
i 790 mg Ha BCeKU 6 CEIMUIU MPUIIOKEH KaTO MOAKOKHA HHXKEKIIUS B PAMKHUTE HA 2 MHHYTH.
[ManuenTtu, noxyvasanm Pembrolizumab 3a MHTpaBeHO3HO MPHIIOKEHHE, MOTAT Ja MPEMHUHAT
kbM Pembrolizumab 3a monko)KHO MPUITOKEHHE NP ClIe/IBaIaTa IlaHUpaHa no3a. [lamuenTy,
nony4yaBami Pembrolizumab 3a moakoXHO mpuioXKeHHe, MoOraT Ja MpPeMHHAaT KbM|
Pembrolizumab 3a nHTpaBeHO3HO NMPUIIOKEHHE TIPU CIIeABAIIATA INIAHUPaHa J03a.




4. KAPIIMHOM HA IIUTOBUAHA KJIE3A

KapunHoMbT Ha MMTOBHAHATA *KJe3a mpeAcTaBisiBa 91% OT BCUUKH €HIOKPUHHUA TyMOPHU U
1% OT BCUYKM OHKOJIOTUYHHU 3200JsIBAaHKUE TIPU Bh3pacTHHU. Cpellia ce Mo-4ecTo Ipu )KEHUTE U
OTHOIIEHUETO XKeHU:MbxkKe € 4:1. Hali-uecTo cpeman e manmiapHust kKapiuuaom (60%-75%). C
MO-MaJIKa 4ecToTa ca (PONMKYJIapHHST, METYJIAPHHUST ¥ aHATUIACTUYCH KapuuHOM. JleueHneTo
€ KOMIUIEKCHO — ONepaTHBHA HHTEPBEHIUS, pPaInOoATepanusi, THPO3UHKUHA3HU HHXHUOUTOPH,
XUMHOTEPAIHs.

[Ipunenno neuenue:

3a pe3UCTEHTHU Ha JICUCHHE C PAAMONO] Ce CUMTAT CIEAHUTE MALUECHTH ¢ TU(epeHIupaH
nanuinapeH, ¢onukynapen win Hurthle-kierbueH kapuuHOM, JOKaqHO aBaHCHpal WU
MeTacTaTHYeH:

e [lanumenTu, 6e3 moBnusBane Ha 1311 BkIIOYBaHE MpU AUATHOCTUYHO CKAHUPAHE WIIH
nporpecupanu 10 14 mecena cien tepanus ¢ paguo-iion (RAI).

e [lanumenTn, nmomyunnu obma go3za npu RAI >600 mCi u u3sSBUIM HOBA JIe3Us CIEN
nociennara go3a 1311 npenu 14 mecen ot npuema i.

e [lanmenTu ¢ moOpo BkIrouBaHe Ha 1311 mpu MMArHOCTUYEH CKEH, KOMTO Ca MOTYYHIN
tepaneBTryuHa 1032 RAI Haxg 100 mCi, HO porpecupar npeau 14-s mecer.

ITpu, pedpakrepeH Ha paguOaKTHBEH HOJ, C€ M3MIOI3BAT CIEAHUTE N300PH:

Lenvatinib kaTo MOHOTepanus € MOKa3aH 3a JICYCHNWE Ha Bb3PACTHU MAllUEHTHU C NIPOrpecHpall,
JIOKAJIHO HampeaHall Wi MeTacTaTuyeH, audepenuupan (nanwiaper/onukymnapen/Hiirthle-
KJIEThUCH) KapIMHOM Ha IINTOBH/IHATA 5KJIe3a, pepakTepeH Ha paanoakTuseH iox (PAN).
[IpenopwrumnTennara nHeBHa n103a Lenvatinib e 24 mg (nBe karncynu ot 10 mg u enHa Kamncyna
oT 4 mg), mprieMaHa BeIHBX THeBHO. JlHEBHATa 703a TpsiOBa 1a ce MoAuduUIIpa Criope
HYKJIHMTE CHIJIACHO TIaHA 33 JICYSHHE PU ChOTBETHOTO CHOTHONICHHE 033/ TOKCHYHOCT.

Sorafenib — 2 x 400 mg P.O. mHeBHO, 10 TpOrpecHs WA HETPHUEMITBA TOKCHYHOCT.

HpI/I H€OH€p36I/IHeH WX JIOKAJIHO aBaHCHpAJI WKW MCTACTATUYCH MCAYJIAapCH KapIHHOM CC
H3I10J13BaT CICAHUTC I/I360pI/II

Vandetanib — 300 mg P.O. aaeBHO, 10 porpecus Uix HEPUEMIIMBA TOKCHYHOCT.

Crnen mperneHka MOXKE Jia Ce HampaBHU OMHUT 3a ITUTOTOKCUYHO JICUCHUE C KOMOWHAIIWH,
ceabpkanty Paclitaxel, Cisplatin, Epirubicin, Doxorubicin

Doxorubicin/Epirubicin moHoTepanus

Doxorubicin 75 mg/m2 i.v. nen lnpe3 3 ceIMuIy, MakCUMyM 3 HUKbJIA WIH
Doxorubicin 15 mg/m?2 cenmuuno /1o 8-16 nuxbia

Doxorubicin / Cisplatin

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

Ha Bceku 3-4 cenmuiy, 10 TOKCUYHOCT UM TIPOTPECUs

Epirubicin 100 mg/m?2 i.v. nen lnpe3 3 ceqMuIiy, MakCUMyM 3 IIUKBJIA WIH




Epirubicin 30 mg/m2 cenmuuno Jlo 8-16 nukbiaa

Epirubicin / Cisplatin

Epirubicin 90 mg/m2 i.v. nen 1 Cisplatin 75 mg/m2 i.v. nen 1
Ha Bceku 3-4 ceqmMuiiy, 10 TOKCHYHOCT WK MPOTPECUs

Paclitaxel MmonoTepanus

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

Ha Bceku 3-4 ceamuIm 10 TOKCUYHOCT MJIU MPOTPECUST HITH
Paclitaxel 225 mg/m2 i.v. B nenl

Ha Bceku 3 ceamuIy 10 TOKCUYHOCT WU MPOTPECHUs




5. KAPIIMHOM HA I'bPJA

CHCTEMHOTO JIEKapCTBEHO JICYCHUE BKITIOYBA XUMHOTEpanusi, OnoJI0OruYHa W/WIIN €HTOKpPUHHA
Tepamusi Tpu OOTHM C XOpMOH-perenTop-mo3utuBHU TymMopu (ER+ w/mumu PgR+).
JlekapcTBEHOTO JIeYEHHE Ce Mpuiiara KaTo aJlOBaHTHO NMPU PAJAUKAIHO ONEPUPaHU OOJHU C
paHeH KapUuHOM. AJIOBAaHTHA Tepalus ce MPOBEXKAA CIOPe]] KpUTEPUHUTE HA MOCIeaHus St.
Gallen xoHceHcyc. HeoaaioBaHTHa XUMUOTEpAIUs Ce Mpujara:

® [Ipe/BapUTENICH CUCTEMEH KOHTPOJ BbpXY OoJecTTa

e [peAMd OMEPAaTUBHO JICUEHHWE HA TYMOPH C IIeJI HaMajsBaHE Ha pa3MEpUTe UM H
Ch37laBaHe Ha yCIIOBUS 32 OPraHOCHXpaHsBallla- ONepalus;

e mpu HeomepaOWIHU JOKanMHO aBaHcupanu Tymopu (cramuu IIIB, C), Bki. mpu
nH(pIaMaTOpPEeH KaplLMHOM, C 1IeJl HaMaJsiBaHE Ha pa3MepuUTe U Ch3JaBaHe Ha YCIOBHS
3a paJiuKaliHa orepalys Wiu A1e(UHUTUBHO TbUelieUeHHUE.

® [IpU TYMOPH ChC CPEJEH U BUCOK PUCK;

e [lpu ,,TpoifHO-HEraTUBEH paK Ha I'bpaa ce mpuiara Pembrolizumab + xumuorepanus.

e [Ipu HER-mo3utuBeH pak Ha rbpiaa ce mpuiara nBoiiHa antu-HER Omokama +
XUMHUOTEPAITHS

[IpenoprunTennara qo3a Pembrolizumab nHxekImoHeH pa3TBOpP 3a MOAKOKHA WHKEKIIHS TTPU
Bb3pacTHU €: WK 395 mg Ha BCEKH 3 CeIMUIH, MPUIIOKEH KAaTO MOJIKOKHA HHXKEKIIMS B PAMKUTE
Ha | muHyTa nim 790 mg Ha Bceku 6 CEAMUIIM MPHUIIOKEH KaTO MOJIKOKHA MHKEKIUS B PAMKHUTE
Ha 2 muHyTU. [lanuenTtu, nony4aBamu Pembrolizumab 3a uHTpaBeHO3HO MpHIIOKEHHE, MOTAT
na mpeMuHat kbM Pembrolizumab 3a mokoHO npuiioxeHne Ipu clieABaliara niaHupaHa 103a.
[ManmenTy, nonyyasamnm Pembrolizumab 3a moakokHO MPUIIOKEHHE, MOTAT Ja IPEMUHAT KbM
Pembrolizumab 3a uHTpaBeHO3HO MPUIIOKEHHUE TP CIICABAIATA TUITAHUPAHA J103a.

5.1. HeoaaroBaHTHa CHCTEMHA Tepanus

3amouBa 3aIbJDKUTENIHO CiIe MOP(OIOrMYHO BepuUIMpaHe HAa TyMopa, H3CJelBaHE Ha
penenitoper cratyc (ER, PgR u HER2), Ki-67 u mbnHO KnuHWYHO cTagupane. M3mon3sart ce
PCKUMU KATO IIPU aAOBAHTHA XUMUOTCPAIIHA.

CEF

Fluorouracil — 500 mg/m2 I.V., nen 1

Epirubicin — 90 mg/m2 1.V., nen 1

Cyclophosphamide — 500 mg/m2 1.V., aen 1

[ToBTOopenwue npe3 21 gam, 06110 4-6 Kypca.

IIpu npoTuBONIOKa3aHUSA WIK PE3UCTEHTHOCT KbM aHTPALUKINHUA — MOHOTEPAIMS C TAKCAHU
(4-6 xypca).

EC-T

Epirubicin — 90 mg/m2 1.V., nen 1

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

[ToBTOpenue mpe3 21 qHu; NpoBexIaT ce 4 Kypca, IOCIeIBaHU OT
Docetaxel — 75 mg/m2 1.V., nen 1, npe3 21 nuu, 4 kypca, uiu
Paclitaxel — 80 mg/m2 1.V., ceamuuno, 12 ceamuiy.




T-EC (na3znauaBa ce pu XopMoH-perentop-no3utiused, HER2-nerarusen kapraom)

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

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

Paclitaxel + Carboplatin (mpu TpoiiHO HeraTUBeH KaPIUHOM)

Paclitaxel — 80 mg/m2 I.V. cenmuuno, 12 cenmunu
Carboplatin AUC 4-6 1.V., nen 1
[ToBTOpenue npe3 21 qHU.

EC (unTen3upuumnpan)

Epirubicin — 90 mg/m2 1.V., nen 1 Ciclophosphamide — 600 mg/m2 1.V, nen 1 [ToBropenue
npe3 14 nuu, 4 Kypca.
[Tpu nHTeH3NpHUIIMPaHE HA PeKUMA Ce TIpriiara Ha JOoHa Ha pacTeKeH (HakTop.

IIpy XOpMOH-peLEenTOp-NO3UTUBHU TYMOPU C TPOTUBOMOKA3aHUS 33 XUMHOTEpANus ce
npoBexa Tepanus ¢ Tamoxifen mim apomaraznu uHXUOUTOPH — 4-6 Mecena.

[Tpu HER2-no3utuBHU TyMOpH:

Trastuzumab (mo0aBeH kbM mpoBexaaHaTa xumuotepanus) — 8 mg/kg 1.V. HaroBapBaia
no3a, mocieasana ot 6 mg/ kg 1.V. npe3 21 gau, wim pukcupana go3a or 600 mg S.C. mpe3
21 nHu; KOMOMHALKATA HE Ce MpUJIara ¢ aHTPALMKINHU, OCBEH B KIMHUYHY U3IUTBAHUS;
Kombunanus:

Pertuzumab + Trastuzumab + Docetaxel

Pertuzumab — 840 mg 1.V., mociiensan ot 420 mg I.V., nex 1

Trastuzumab — 8 mg/kg natoBapBaiia n03a, mocieasana ot 6 mg/kg, nen 1 unu pukcupana
no3a ot 600 mg S.C. npe3 21 nau

Docetaxel — 75 mg/m2 (g0 100 mg/m2) .V., nen 1

[ToBTOpenue npe3 21 qau

dukcupana komOnHanus Ha Pertuzumab+Trastuzumab 3a OIKOKHO TPUITOKEHHUE C
Docetaxel

Pertuzumab 1200 mg/Trastuzumab 600 mg S.C. karo HaToBapBaiia 103a, MOCIEIBaHa
oT nojabprkaia go3a Pertuzumab 600 mg/Trastuzumab 600 mg S.C., mpe3 21 guu.
Docetaxel — 75 mg/m?, kaTo BIOCIEACTBHE ce noBumiasa 10 100 mg/m?>.

AKo ce mpuiara cxema Ha JieueHue Ha ocHoBarta Ha Carboplatin, Docetaxel ce npunara B
no3a

75 mg/m? npe3 nenus nepuos 6e3 yBenmdeHHte.

[Tpu nanmeHTH, MoOJyyaBalld CXeMa Ha JICUYCHHE Ha OCHOBaTa Ha aHTPAIMKIIMHH,
¢dbukcupana

koMmOuHarwms Ha Trastuzumab+Pertuzumab TpsiOBa aa ce mpuiara ciiejl 3aBbpIliBaHe Ha
IsUIaTa CXeMa Ha JICUCHHE C aHTPALUKITIH.




IIpu ,,TpoiiHO-HeraTUBEH* KAPIIUHOM HA I'bpaa

Pembrolizumab 200 mg IV na Bceku 3 ceamunm wim 400 mg IV Ha Bceku 6 ceamwuim, B
KOMOWHAIMS C XMMHOTEpAIs KAaTO HEOAJFOBAHTHO JICUCHHWE M CJIEJ TOBa MPOJBIDKEH Karo
MOHOTEpAINus, KaTo aJI0BAaHTHO JICUCHUE CJIEN Omepalus, 3a JEeUCHUE Ha BB3PACTHH C JIOKATHO

aBaHCUpPAJ WIM paHEH CTaJAui Ha TPOMHOHEraTMBEH KapLIMHOM Ha I'bpJAaTa C BHCOK PHUCK 3a
peLuanB.

[Tpu HeoaIIOBaHTHO U aII0OBAaHTHO JIeUeHHE Ha TPOMHOHEraTUBEH KapiiHoM Ha rbpaata (TNBC)
Ha MareHTUTe TPSOBA J1a Ce MPHIIOKHU HEOaI0BAHTHO JieueHue ¢ Pembrolizumab B komOuHaIus
c xumuotepanusa 3a 8 no3u or 200 mg Ha Bcexku 3 cenmuum uiau 4 no3u ot 400 mg Ha
BCEKHU 6 CEIMUIIM WJIU J0 IPOrpechs Ha 3a00JI1BaHETO, KOSITO N3KIII0YBA 1e(PUHUTHBHA Oepariys]
WIA HeTpHeMJIMBa TOKCHYHOCT, MOCJIEIBaHO OT a/JI0BaHTHO JeyeHue ¢ Pembrolizumab kato
MoHoTepanus 3a 9 no3u ot 200 mg Ha Bceku 3 cenmui wik S5 no3u ot 400 mg Ha BCEKH
6 CeIMUIIM WY JI0 PELMIUB Ha 3a00JI1BaHETO MM HENPUEMIIMBA TOKCUYHOCT. [lanuenture, npu
KOUTO ce HalJro/1aBa mporpecusi Ha 3a00/5IBaHETO, KOATO M3KJIIOYBA Ne(PUHUTHBHA Onepaus
WIA HENpHEeMJIMBa TOKCUYHOCT, CBBP3aHM C HEOAJIOBAHTHO JeyeHHe ¢ Pembrolizumab B
KOMOWHAIMSI ¢ XUMUOTEpanus, He TpsOBa J1a MmoJrydaBaT aJfOBaHTHO JedeHrne ¢ Pembrolizumab
KaTO MOHOTEpATHSL.

[IpenopbunTennara no3a Pembrolizumab nHxekunoHeH pa3TBOpP 3a MOAKONKHA MHKEKIHS TPU
BB3pacTHU €: WK 395 mg Ha BCEKH 3 CeIMUIH, MPUIIOKEH KAaTO MOJIKOKHA HHXKEKIIMS B PAMKUTE
Ha 1 muHyTa mim 790 mg Ha BcekH 6 ceqMUIM IPUIIOKEH KAaTO MOAKOKHA MHIKEKIIHS B PAMKHUTE
Ha 2 muHyTHU. [larmenTty, nomydaBamm Pembrolizumab 3a uHTpaBeHO3HO MPUITIOKEHHUE, MOTAT
na npeMuHaT KbM Pembrolizumab 3a moikosxHO IpUIIOKEHUE TPU CieBallaTa IUIaHupaHa J103a.
[Tanmentn, momy4vasamm Pembrolizumab 3a moakoxHO NMpuIoKEeHNWE, MOTaT J1a TPEMUHAT KbM
Pembrolizumab 3a uHTpaBeHO3HO MPUIIOKEHHE TP CIIeABAIATA TUITAHUPAHA J103a.

XI/IpprI/IHTa CC IocCJICABa OT aAF0OBAHTHA TCpaIinA

TepaneBTHYHHAT OTrOBOp C€ OLEHSBa ciel YeTHpH Kypca. IIpm mporpecus Ha TBPBUYHO
orepabuiieH TyMop (B X0/1a Ha HE0aII0BaHTHA XMMUOTEPAIIH) C€ IPEMUHABA KbM OIIEPATHBHO
JIeYeHUEe; NIPU CTAllMOHUPAHEe Ha ITbPBUYHMS TyMOp C€ MPEMUHABA KbM OIEPATUBHO JICUCHUE
clle/l HeoaJIoBaHTHA XUMHUOTepanus oT 4-6 kypca. [1pu ,,TpoiiHO HeraTuBEH" paHEeH KapLUHOM
Ha I'bpJ1a, HEOATIOBAHTHOTO JICYCHHUE C XUMHOTepanus 1 pembrolizumab e ¢ mpoabIKUTETHOCT
8 Kypca BCekH 3 CeIMUILIH.

[Ipenoppuntennara go3a Pembrolizumab HHXEKIIMOHEH Pa3TBOP 3a MOJKOKHA MHKEKIHS MPU
BB3pacTHU €: Win 395 mg Ha BCeKU 3 ceIMUIIY, TPUIIOKEH KaTO MOJIKOKHA MHKEKIIUS B PAMKHUTE
Ha | MuHyTa niau 790 mg Ha Bceku 6 ceIMULIM PUIIOKEH KATO MOAKOKHA MHXKEKIIMS B pAMKUTE
Ha 2 munyTH. [laruenTu, monyyaBamu Pembrolizumab 3a nHTpaBeHO3HO IPHIIOKEHUE, MOTAT J1a
npeMuHaT KbM Pembrolizumab 3a moakoXHO mpuiIOkKEeHHE NpU CleBallaTa IIaHUpaHa J103a.
[Tanmentn, nmomyyasanu Pembrolizumab 3a moakoXHO MPWIIOKEHUE, MOTAT Ja TPEMUHAT KbM
Pembrolizumab 3a HHTpaBeHO3HO MPUIIOKEHHE TIPU CIlIeABAIATA TUITAHUPAHA J103a.

IIpu crapguii IIIC ce mnpunara omepaTMBHO JIEYEHME cCaMO IpU IIbJIHA pPEMUCHS Ha
CYIIpaKJIaBUKyJapHU JUM(HM BB3IM. B mpoTuBeH ciydail ce mnpoBexia AeGUHUTHBHO
JI'bYEIICUCHHUE.

5.2. AJOBaHTHA CHCTEMHA Tepanus

JleuenueTo ce mpenoppuBa, AKO CE OYAKBA OTHOCHUTEIIHO HAMAJICHUE Ha ONPEICICHUS PUCK OT
pelUauB U CMBPT MPU MPUEMIIMBO HUBO HAa HEXEJIaHW JIEKApCTBEHH peakimu. M300pbT Ha



METO/I 32 CUCTEMHO JIEKapCTBEHO JIeUeHUE (XUMHUOTEpanusi U/Wi eHA0KpUHHA Tepanus, U/ uiu
MPUIIETHO JICYCHHE) CE€ OCHOBAaBa Ha HaJM4YMe Ha peaulla MPOTHOCTUYHM W TMPEAUKTBHU
dakTopu: roieMWHa Ha MBPBHYEH TYyMOp, AHTaXHpaHE Ha aKCUJIApHU JTUMGHU BB3IH,
XUCTOJIOTMYEH BHI, cTeneH Ha audepennumamus (G), craryc Ha ectporenHu (ER),
nporecteponoBd  (PgR) u HER2-penentopu (BKJI. HHCKa/yITpaHHCKAa EKCIPECHSs),
npomudeparuBen Ki-67-unnexc (mox wim Hax 15-20%), BB3pact, obmo cberosaue (PS),
npuapyxasamm Oonectd, epext ot npmioxkeHara HXT (Ta6mn. 1). Tymopu, kouro He
excripecupat ER/PgR, ce mpuemar 3a eHIOKpMHHO HEUYBCTBUTEIHH; MPH TAX CPEICTBO HA
n300p € XuMuoTepanusi U uMyHoTepanus. Karo gombiHeHHEe KbM XMMHO- U €HIOKpHUHHA
Tepanusi Tpu cBpbxekcnpecuss Ha HER2 ce no6aBs agtoBanTHO nedenue ¢ Trastusumab =+
Pertuzumab unu Ado-trastuzumab emtansine.

Crnopen pucka 3a nporpecust Ha 00JIeCTTa MAIlUEHTUTE C ONepaduiieH KaplUHOM C€ pa3esT
Ha Tpu kateropuu (Tabm. 1).

Cropen OHONOTMYHHMTE TIOATHIIOBE Ha KapuuHoMa (lyMHHaleH A, nymuHaieH B,
HEJlyMHHAJICH, 0a3aJlonJieH M Jp.) CHCTEeMHAaTa aJlOBaHTHA Tepamnus ce neduHHpa B HIECT
kareropuu (Tao6m. 2).

Tabmuma 1. OueHka Ha pUCK NP KapLIMHOM Ha T'bpJa.

Hucbk puck HeratuBHu 1MMQHU BB3JIM ¥ BCUUKHU OT CIIEJHUTE MPU3HALIN:
Tymop <2 cm

Gl

Jlunca Ha pasnpocTpaHeHa NEPUTYMOPHA ChI0BA UHBA3UA (TYMOPHU

emMO0071H)

Jlunca na cBpbxekcnpecust Ha HER2
Hannuue na ER n/unu PgR excnpecus
Bb3pact > 35 ronunun

CpeneH puck HeratuBuu mMMQHU BB37IU U IOHE €AMH OT CIETHUTE MPU3HALIH:
Tymop > 2 cm

G2-3

Hanuuue Ha pa3npocTpaHeHa nepuTyMOpHa ChI0Ba MHBA3Usl (TYMOPHHU
eMO0IIH)

Hanuuue Ha cBpbxexcnpecus Ha HER2

Jlunca na ER w/unu PgR excrpecust

Bw3pact < 35 ronunu

Bucox puck 1-3 no3utuBHU TUMQHH BB31H ¢ aurnca Ha ER n/unu PgR excnpecus, nnm
¢ Hanuuue Ha cBpbxekcnpecus Ha HER2

> 4 TO3UTUBHY JTUM(HU BH3ITH

Hanwmuwne na repmunaruBaa BRCA1/2-myTarms

TpoitHO-HETaTHBEH KapIIMHOM Ha I'bpaa

Hanwmunero Ha PIC3CA/AKT1/PTEN-nipoMeHn

Tabmuma 2. buonoruaau nmoaTUNOBE: ACHUHUTINS.

IToaTunose Kiaunnkonarojiornuaa
AeuHUIHSA




Jlymunanen A

ER+ w/mmm  PgR+,
HER2-neratuBen (BKIIL.
HUCKa/yITpaHUCKa

excrpecusi), HUCBHK Ki-
67 (<15-20%)

Jlymunanen B
(HER2-HeratuBeH)

ER+ wmmm  PgR+,
HER2 neratuBeH (BKIL
HUCKa/yJITpaHHUCKa

excripecusi), Bucok Ki-
67

Jlymunanen B
(HER2-no3uTHBeH)

ER+ w/mmm  PgR+,
BcsikakbB Ki-67, HER2-
MMO3UTHBEH

HER2 MO3UTHUBEH
(HeTyMUHAIIEH)

HER2-nio3utHBeH,
nurica Ha ER u PgR

bazanouneH, TpoiiHO
HETaTUBCH
(tyxTaneH)

JIunca na ER u PgR,
HER2-neratusen
(BKJL
HHUCKa/yJITpaHUCKA
EKCIIpecHsl)

Chnenuangu
XHUCTOJOINYHHU

[IOJITUIIOBE
A.

XOpPMOHOYYBCTBUTE-
neH (kpubpudopmen,
TyOynapeH "
MYLIMHO3€EH)

b.
XOpPMOHOHEUYBCTBU-
TeleH  (amoKpHWHEH,
MeyJlapeH,
aJICHOU-KUCTUYEH U
METaIUIaCTUYCH)




Patients with newly diagnosed or recurrent MBC

- N

N
Biopsy of metastatic lesion
to confirm diagnosis

v
& v N
Reassess biomarkers
ER, PgR, HER2" : :
Patients with \ . J Patients with ER+,
TNBC tumours All patients HER2- tumours
v
4 v v N
PD-L1 by IHC, gBRCAm, PIK3CA mutation status,
HER2-low by IHC/ISH gBRCAm, HER2-low by IHC/ASH
(PALB2 assessment optional) (PALB2 assessment optional)
+ v +
o N N N B
Assessments only where corresponding therapies are available: MSI, TMB, NTRK
v v v
( N N N A

Optional assessments with potential to guide treatment: ESR1 (in ER+, HER2— tumours if further
Al-based therapy is considered), somatic BRCA mutations, HER2-low status by IHC/ISH

\ J

v v v

[ N N N A
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)

\ J

*If there are important differences in ER, PgR and HER2 status between the primary tumour and recurrence, patients should be
managed according to receptor status of the recurrent disease biopsy

Al, aromatase inhibitor; CNS, central nervous system; CT, computed tomography; ER, oestrogen receptor; ESR7, oestrogen
receptor 1; gBRCAm, germline BRGAT/2 mutation; HER2, human epidermal growth factor receptor 2; IHC, immunohistochemistry;
ISH, in situ hybridisation; MBC, metastatic breast cancer; MSI, microsatellite instability; NTRK, neurotrophic tyrosine receptor
kinase; PALB2, partner and localiser of BRCAZ. PD-L1, programmed death-ligand 1; PET, positron emission tomography; PgR,
progesterone receptor; PIK3CA, phosphatidylinositol-4,5-bisphosphate 3-kinase catalytic subunit alpha; TMB, tumour mutation
burden; TNBC, triple-negative breast cancer

3rounuk: ESMO Guidelines 2023

5.2.1 EHgoKpUHHA aJI0BAHTHA TEPAIU

5.2.2. [IpemeHomnay3anHy MAUEHTH MOXKE J]a MOTy4yaBaT Tamoxifen caMOCTOSTENHO (JIyMUHAJICH
A, craamii I). B cnydyan Ha BHCOK pHUCK OT pelUMIUB, Ja C€ UMa MPEIBH] CHUYECTAHHE C
noTHckaHe Ha (QYHKIUATAa Ha SHYHUIIUTE C €JHAa OT JBEeTe KOMOWHAIMM OBapualHa
cynpecus (OFS) u Tamoxifen witn OFS u apomarazen uaxuoutop. Tepanus ¢ 6udochonaru

[TanenTH, NeKyBaly ce ¢ apoMaTa3HU MHXMOUTOPH, TpsOBa Ja MOJyyaBaT CYIUIEMEHTALUs C
ButamuH D u xamuumii. [IpenoppuBa ce nscnensane 3a koctHa IbTHOCT — DEXA (dual X-ray
abcopLoMeTpusi) U IIPU OCTEONOPO3a ce NMpenopbyBa CBOEBPEMEHHO JeueHue. bupochonarure
Ipeara3BaT CKejaeTa 0T KOCTHA 3ary0a IpH MalUeHTH C STPOreHHA IPeXkIeBPEMEHHA MEHOIIay3a
U TIPHU MIOCTMEHOTAy3aJIHU MMALMEHTH Ha JICYUEHUE C apOMAaTa3HU HHXUOUTOPH.

5.2.3. buosiornyHa Tepanus IIpy KOCTHA 3aryoa

[TarueHTH ¢ paHeH KaplUHWHOM Ha T'bpJa, MPOBEXKIAIIM aTIOBAHTHA €HAOKPHUHHA Tepamus, ce
CUMTAT 32 MOCTMEHOTMAY3aJIHU U C MOBUIIEH PUCK OT KOCTHU (hpakTypu, 0COOCHO TPETUPAHUTE C
apomaTa3uu uaxuouropu. Ciies CeNneKIus 1 MPEreHKa OT JSKyBaIlUs MEIUIIUHCKHA OHKOJIOT Te31
CIly4ad TOJJIeKAT Ha JIeUeHUe 3a 3aryba Ha KocTHa maca ¢ Denosumab — 60 mg S.C. mpe3 6



Mecela, KakTo JKeHH ¢ IMOCTMEHOIAay3ajHa OCTeonopo3a 0e3 KapiuHOM Ha Ibpaa. OneHka Ha
KocTHaTa bTHOCT ce mpoBexaa ¢ DEXA (dual X-ray aGcoprimomerpusi) mpeau 3aroyBaHe Ha
CHJOKPHHHA TEpamusi W Ce MpocielnsBa B XoJa Ha JiedeHHeTo. [Ipm n300p Ha neueHHe C
Denosumab ce B3eMaT npeBua KakTO KOCTHAaTa MUHEpaJiHa IUITHOCT (cToiHOCTH Ha T-score),
Taka U PUCKOBUTE (aKTOpPH OT CTpaHa Ha maiueHra. llpu ompenensHe Ha WHAUKALUHUTE 3a
OMoJIOTMYHA Tepanusi OT MEAUIMHCKN OHKOJIOT JICYUEHHETO Ha IOJUIEXKallara OCTEeonopo3a ce
MPOBEXk/IA OT €HJIOKPUHOJIOT MM PEBMATOJIOT.

5.2.4. AntoBaHTHA XUMHOTEpaIus

IIpu cpeneH pUCK C HETaTUBEH HOAAJIEH CTATYC!

EC

Epirubicin — 90 mg/m2 1.V., nen 1
Cyclophosphamide — 600 mg/m2 I.V., nen 1
IToBTOpenue npe3 21 auu (6 Kypca).

CEF90

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

Docetaxel + Cyclophosphamide

Docetaxel — 75 mg/m2 1.V, nen 1
Cyclophosphamide — 600 mg/m2 1.V., naen 1
[ToBTopenwue npe3 21 aam (6 Kypca).

CMF

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

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

EC-T

Epirubicin — 90 mg/m2 1.V., nen 1
Cyclophosphamide — 600 mg/m2 1.V., aen 1
[ToBTopenwne npe3 14-21 guu (3-4 Kypca), MOCIECIBaHH OT:

Paclitaxel — 175 mg/m2 1.V. npe3 3 ceqmuru (3 unu 4 xypca) wiu 80mg/m2 ceamuyno (12
MOCJICIOBATEITHU CEAMU- 111 ), WIN
Docetaxel —100 mg/m?2 npe3 21 quu (3 unu 4 xkypca).




[Ipu nanmentu cbe cBpbxekcnpecust Ha HER2 ce mpoBexna neyenue ¢ antu-HER?2 Tepanusi.

He ce mpunara npu tymopu mno-manku oT 0.5 cm M HeraTMBeH HOJAJEH CTaTyC, C BHCOKO
MOJIOKUTETHH XOPMOHAIHU PEIENTOPH (BHCOK OTrOBOP), ¢ (hpakiivs Ha U3TIACKBAHE Ha JIsBa
kamepa (LVEF) mog 50% u cbe 3HauMMa ChpIeYHOCHA0Ba KOMOPOUIHOCT.

Antu HER2- neuenueTo 3amousa 3a€JHO ¢ XUMHUOTEPAIIUS C TAKCAHU:
e Trastuzumab B HaToBapBamia no3a 8 mg/kg, nmocnensana ot 6 mg/kg nnu Trastuzumab —
¢dukcupana no3a or 600 mg S.C., npe3 21 nuu ce npuara 3a 12 Mecela OT Ha4aJIOTO MY;
e Docetaxel + Pertuzumab + Trastuzumab
Pertuzumab — 840 mg 1.V. natoBapBama 103a, nocineasan ot 420 mg 1.V., nen 1 Trastuzumab —
8 mg/kg HaroBapBaiia 103a, nocneasana ot 6 mg/kg, nen 1 wu Trastuzumab — ¢pukcupana mo3a
or 600 mg S.C., npe3 21 nuu; IloBTopenme mpe3 21 nuH, eaHa roavHa Wid (UKcHpaHa
koMOmHammst Ha Pertuzumab-+Trastuzumab 3a mogkoxHO mpuioxeHue - Pertuzumab 1200
mg/Trastuzumab 600 mg S.C. kaTo HaTtoBapBamia j103a, MOCIEABaHA OT TOJIbpIKAIIA /1032
Pertuzumab600 mg/Trastuzumab 600 mg S.C., npe3 21 aHM B mpoabJDKEHHWE HA OOIIO €IHa
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 HaToBapBaia n03a, mocneasana ot 6 mg/kg, nex 1
[ToBTopenue npe3 21 auu, nox nporexuus Ha G-CSF.

[Ipu HER2-mo3uTHMBHM MallMEHTH C OCTaThUHO HMHBA3MBHO 3a00JIiBaHE B T'bpAaTa W/HWIU
TUMQHHATE BB3IH CJell HeOoaJIoBaHTHA Tepanus Ha ocHoBara Ha Takcanu 1 HER2 — taprerna
tepanus: Trastuzumab emtansine (T-DM1) — 3.6 mg/kg npe3 21 auu 3a 0610 14 nukbia

I[MOAABPXKAIIIO AJTOBAHTHO JIEHEHUE

Neratinib* e moka3aH 3a MPOABIDKUTEITHO a/IFOBAHTHO JICYCHNE HAa BH3PACTHH MAIIMEHTH C PAHEH
CTaJUil Ha XOPMOH-PELENTOP-NIO3UTUBEH PaK Ha I'bPAATA ChC CBPBXEKCIPECHUS/aMILTUPUKALIHS
Ha HER2, xouTo ca 3aBbpImiiv aifoBaHTHA Tepanus Ha 6a3aTa Ha TpacTy3yMal Mpeu Mmo-Majako
ot roauHa.llpenoppuntennara go3a neratinib e 240 mg (wect Tabnetku ot 40 mg), npueMaHu
MEPOPATHO BEIHBK JTHEBHO, HETIPEKHCHATO B POABIDKEHHE Ha 1 ronuHa.

HpI/I OonHu 6e3 C(I)GKT OT HCOAAOBAHTHA XUMHUOTCPAIIUS C AHTPAIUKIINHU:

Docetaxel — 100 mg/m?2 npe3 21 nuu (6 kypca).

HpI/I IHannuCHTH C TpOﬁHOHeFaTHBeH (I)CHOTI/IH U IPOBCJICHA HCOAAFOBAHTHA XUMUOUMYHOTCPAIINA
M KOMILICKCHO JICYCHHUE CC MPOBCKIAa AAOBAHTHO JICYCHHUE C UMYHOTCpAIIHs.

A/IIOBAaHTHA Tepanusi Ha Bb3PACTHH NAUMEHTH C MOJOKHTeJeH 3a XOpPMOHAJIeH
peuentop (HR), orpunaresien 3a yoBemku enugepmajen pacrexen ¢akrop 2 (HER2),
PaHeH paKk HA MJeYHATa KJe3a, ¢ AHTaKUpPaHe HA aKCWIAPHU JUMQHHM Bb3JIH, ¢ BUCOK
PHMCK OT peluIuB.

Abemaciclib tabl. 150 mg qBa mbTH THEBHO MEPOPAITHO B KOMOMHAIINS C CHAOKPHUHHA TEPAITHS
70 2 TOAWHU OT HAYaJOTO Ha JICYCHUETO WJIHM JIO MPOTPECHs] WIH HENPHEMIIMBA TOKCUYHOCT.



BucokusT puck oT penuamB ce onpeaens OT KIMHUYHY U MTaTOJIOTUYHU XapaKTePUCTHKH: WITH >
4 TONMOKUTENHU aKCWIapHU JUMQHHU BB3IH (positive axillary lymph nodes, pALN), umu 1-3
PALN u noHe enuH OT CIEJHHUTE KPUTEPHH: pa3Mep Ha TyMOpa > 5 cm HIM XHUCTOJOTHYHA
CTerleH 3.

Olaparib e moka3zaH KaTO MOHOTEpanus WJIM B KOMOMHAIMS C CHIOKPHHHA Tepamus 3a
a/IFOBAaHTHO JICYCHUE Ha BB3PACTHHU ManueHTH ¢ repmMuHatuBHI BRCA1/2 MyTannu, KOUTo nmaT
HER2- orpuiarenes, BUCOKOPHMCKOB paHEH pak Ha TIbpaara, JEKyBaH Ipead ToBa C
HEOaI0BaHTHA WJIU a/[FOBAHTHA XMMHOTEpAIHs.

[Ipu xeHu B mpe- WIK B MEPUMEHONAY3a, CHIOKPUHHATA TEpaIus C apoOMaTa3eH WHXUOUTOP
TpsiOBa 1a ce KOMOMHHMpa C aroHHCT Ha JIyTEHHHU3MPAIIUS XOPMOH-OCBOOOX/IaBaIll XOPMOH
(LHRH - luteinising hormone- releasing hormone).

Ribociclib (400 mg P.O. nueBHo, 21 naM, 7 1HU May3a) B KOMOMHAIMS C apOMaTa3eH HHXHUOUTOP
€ MOKa3aH 3a aJI0BAHTHO JICUEHUE Ha MAIMEHTH C TIOJIOKUTEIIEeH 3a XopMoHaneH perentop (HR),
OTpHUIIATENICH 3a pEelenTop Ha YOBEUIKU enuaepmaieH pactexen ¢akrop 2 (HER2) pak nHa
I'bpAaTa B paHEH CTAJUI ¢ BUCOK PUCK OT PELUIMB.

ITpu npunarane Ha TNM kputepunte, NATALEE BritouBa nalineHTH ¢ KaKBOTO U Jia € 3acsAraHe
Ha JTUMQHHATE BH3NH (C U3KIIOYCHNE HA MUKPOCKOIICKO 3acsiraHe Ha JIMM(QHUTE BBH3JIH), HIIH aKO
HsMa 3acsiraHe Ha TUM(HH BB3IIM, C pa3Mep Ha Tymopa >5 cm, WIH pa3Mep Ha Tymopa 2-5 cm
Che cTeneH 2 (¥ BUCOK reHoMeH puck uiu Ki67 >20%) unu crenen 3.

[Ipu xeHu B mpe- WU IepUMEHOIIay3a WIH MPH MbXe apOMaTa3HUAT HHXHOUTOpP TpsOBa /1a ce
KOMOMHHUpAa C aroHMCT Ha JyTEHHH3Mpall XOPMOH-0cBOOOkIaBail xopmoH (Luteinising
hormone releasing hormone, LHRH).

5.3. CucremMHa Tepanusi NpH pelUIMBHPAJIA HJIH MeTacTaTH4YHa (ojiecT

[Ipu XOpMOH-penenTop NO3UTUBHU TYMOPH, JINTICA HA BUCLIEPAJIHU METACTa3U, HETIOCPEICTBEHO
3acTpallaBally XUBOTa (BUCIEpalHA KpU3a), Ipe- U MOCT-MEHOMNay3aJH! OOJIHM, JICYEHUETO
3all0yBa C €HJOKPUHHA TEpaIlus, CaMOCTOSTEIHA WM KOMOMHUpPAHA C TapreTeH areHT, OCBEH
aKo He ce Halro/1aBa WM MMa CbMHEHHUE WIH JJ0Ka3aHa eHIOKPUHHA PE3UCTEHTHOCT.

[Ipeaqnountanara nepBa nuHus ET 3a mnocTMeHONay3alHM »KEHHM 3aBUCH OT TUHA U
NPOABJDKUTENHOCTTAa Ha ajroBaHTHata ET, a KakTo M OT BpEMETO, M3MHUHAJIO OT Kpas Ha
amroBantHara ET.

[Ipu nunica Ha edeKT OT OHE ABE JUHUU CHIOKPUHHA Teparus WM MPpU OBP30 MPOrpecupaio
3a0oJsIBaHe, JICYCHUETO POIbKaBa C IIUTOCTaTUYHA Tepamnus. M1300pbT ce oCHOBaBa Ha OIICHKA
Ha rpyna ot ¢akropu (Tabm. 3).

Ta6muia 3. dakTopu 3a OIleHKAa Ha METaCTaTUYEH KapIIMHOM Ha I'bp/a.

(I)aKTOPPI, CBBpP3aHHU C OosiecTTa (I)aKTopl/l, CBBP3aHU C MallMEHTA

[Tpexussemoct 6e3 nporpecus (I1BIT) [IpeanounTanus Ha MaEHTa

Hpe,I[I/IIJ_IHO JICYCHHUEC U OTT'OBOPHU OT HET'O buonornuna BB3pPacT




buonornunu dakropu (ER, PgR, HER2) MeHomnay3ajeH cTaTyc
Bpoit u MsicTo Ha MeTacTazu Komop6uanoct u PS
Hyxna oT OBp3 KOHTPOJT ConMaTHOMKOHOMUYECKH U IICUXOJIOTUYHU
Ha 00JIeCTTa/CUMITTOMUTE dbaxTopu
5.3.1. IIspBa TMHNS eHIOKPUHHA TEPAITHI

CDK 4-6 6J10kepH H € HIOKPUHHA Tepanus

CDK 4-6 6;10xepu U apomMaTa3eH HHXHOMTOP

Ribociclib (600 mg P.O. queBHO, 21 aHM, 7 1HYU May3a) + apoMaTa3eH HHXUOUTOP KaTo HavajaHa
XOpMOHaJHO Oa3zupaHa Tepanus. [Ipu jxeHu B npe- Wiu nepuMeHonaysa, a CbUlo U MPU MBKE,
XOpMOHaJHaTa Tepanus TpsoBa na ce komOunupa ¢ LHRH - aronucr.

Palbociclib (125 mg P.O. nueBHo, 21 quu, 7 1Hu may3a) + apoMarta3eH HHXUOUTOP— TMIPH TIpe-
(ma ¢ona Ha LHRH-aronucr) m mocTMEHOMAay3aJlHN MAIMEHTH, a CHIIO0 W MPH MBXKe, 0e3
Ipe/IIecTBalla CHCTEMHA Tepanys 3a aBaHCHpaa 00JIeCT.

Abemaciclib (300 mg P.O. gaeBHO,) + apomara3eH MHXHOUTOp. KaTO HavajJHa XOPMOHAIHO
0asupana tepanus. [Ipu )keHH B Iipe- WK IEPUMEHOIIay3a, a ChII0 U IPU MBXE, XOPMOHAIHATA
Tepanus TpsOBa Aa ce komouaupa ¢ LHRH — aronmcr.

CDK4-6 6s10xkepu n Fulvestrant (nmpenopbsuBa ce mpu paHEH PEUHIUB B X0/a Ha aJIOBAaHTHA
EHJOKPUHHA TepaIusl WK B Iepruoaa 10 12 mMec. ciiesl MPUKII0YBAHETO 1)

Ribociclib (600 mg P.O. ngueBHo, 21 nam, 7 nau nay3a) + Fulvestrant (500 mg [.M. npe3 28 nun)
KaTo HayaJHa XOPMOHAIHO O6a3upana Tepanus. [Ipu jkeHu B mpe- WK NepuMEeHoIay3a, , a ChIIo
Y TIpY MBKE, XOpMOHATHaTa Teparnus TpsoBa na ce komouaupa ¢ LHRH - aronucr.

Palbociclib (125 mg P.O. nueBHo, 21 guu, 7 nau naysa) + Fulvestrant (500 mg .M. npe3 28
nHM) — ipH Tipe- (Ha pona va LHRH-aroHncT) u moctMeHonay3aiHu NaueHTH, a ChIIo U IpU
MBKe, 0e3 mpealecTBalla CHCTEMHa Tepanus 3a aBaHcupaia 0oJecT.

Abemaciclib (300 mg P.O. nueBHo, Ha 28 nan) + Fulvestrant (500 mg .M. nipe3 28 nuu) kato
HavaJ Ha XOPMOHAIHO O0a3upana tepanus. [Ipu skeHu B Ipe- Wi IepruMeHoIay3a, , a ChIo U IPU
MBXE, XOPMOHAJIHATa Tepanus TpsioBa na ce komOunupa ¢ LHRH — aronucr

AKT/PI3KCA/PTEN-unxu6urop u Fulvestrant

Capivasertib* (400 mg P.O., BID 3a 4 nau, nocnensanu ot 3 qHU 0€3 JCUYCHHE, 10 MPOTPECHs
Ha 3a00JIIBaHETO WIIM HempuemiInBa TokcuaHocT) + Fulvestrant — (500 mg i.m. Ha gen 1, 15 u
29, ¥ BeIHBK MECEYHO CIie/] TOBA) CIIe PELUIUB UITH IIPOrpecHs MO BpeMe Ha WK Clie JIeUeHUe

CbC cXeMma, Oa3WpaHa Ha CHIOKPHMHHA Tepamus, NpUd HaTMYUe Ha €IHa WIH [OBeYe
PIK3CA/AKT1/PTEN-nipomeHH.



Apyru onumu:

Tamoxifen — 20 mg P.O. qHeBHO — mpH Npe- U NOCTMEHONAaY3aJIHH KEHH, a ChIIO0 U IPU MBIKE,
HETPOBEXKIANN aJI0BaHTHA XOpMoHOTepanus ¢ Tamoxifen; npu npuemanu Tamoxifen, ako
pPEeLUANBBT € cle] MpeKuBsieMocT 0e3 Oonect Hax 12 mecela, IEYEHUETO MOXKE J]a MIPOIBIIKH C
Tamoxifen.

ApomaTa3eH WHXUOUTOp (HECTCPOMJICH WJIM CTEPOUIICH) — MPHU IOCTMEHOIAy3aJIHu OOJHU C
peluauB Ha OoJiecTTa Clie/ afoBaHTHA CHIOKPUHHA TEpalus WIA NPU NPOTHBONOKA3aHUS 32
Tamoxifen.

Fulvestrant — 500 mg .M. npe3 28 nuu — npu nmocTMeHonay3ajaHu 00iaHM 0e3 Mmpe/iecTBaa
SHJIOKpUHHA TEpamusl WIK C PeUuauB Ha OojecTTa ciel aJioBaHTHA €HJOKPUHHA Tepamus C
AQHTUECTPOTEH (CEJIEKTUBEH €CTPOTeH-PEIENTOPEH MOAYJIATOP MUIIH apoOMaTa3eH HHXUOUTOD).

OBapuanna abnauus (LHRH-aronucr wim xupypruysa) mitoc €eHA0KpUHHA Tepanus KaTto Mpu
MOCTMEHONAY3aJIHH KEHU:

® [IpU NPEeMEHONAy3aTHU OOJTHHU;

® [IpU MPEeMEHOIAy3aIH1, HENOJTyvYaBaliy afaoBanTeH Tamoxifen,

e 1pu npekparsBaHe Ha Tepanus ¢ Tamoxifen 3a moBede ot 12 mecena ce nmpeanovynra
MoHoTepanus ¢ Tamoxifen.

ITpu PIK3CA-myTanus:

Inavolisib* B komOumHammst ¢ palbociclib u fulvestrant e moka3aH 3a jcueHHWe Ha BBH3PACTHU
nanuentn ¢ PIK3CA-mytupan, ER+HER2-, mokanHo aBaHcupan WJIM METACTaTHUYEH pak Ha
MJIEUHaTa >Kje3a ciie]l PelUIuB MpU €HIOKPUHHO JIeYeHHe WM B paMKuTe Ha 12 mecema cien
3aBbpIIBaHE Ha aJI0BAHTHO €HIOKPUHHO JICUCHHUE.

[ManmenTure, nekyBanu npeau toBa ¢ CDK 4/6 unxubutop Ha B paMKuTe Ha (HEO)aIIOBAaHTHA
Tepanus, TpsAOBa Ja ca WMajd WHTEpBaJl OT Hail-Manko 12 mecera Mexay MpekpaTsBaHE Ha
neuennero ¢ CDK 4/6 nHXUOUTOp U YCTAaHOBSIBAHETO HA PELIUIMB.

[IpenopbunTennara g03a Ha komOuHaMATa Ha Inavolisib ¢ palbociclib u fulvestrant e:

- Inavolisib 9 mg P.O. nquesHoO,

- Palbociclib 125 mg P.O. naeBHo, 21 gau, 7 10U may3a u

- Fulvestrant 500 mg .M. na nau 1, 15 u 29, cien ToBa BeJHBX MECEUHO.

[IpenoppruBa ce marueHTUTE @ OBAAT JeKyBaHU ¢ Inavolisib 1o mporpecus Ha 3a00JIBaHETO WIN
710 HEMPUEMITUBA TOKCHYHOCT.

ITpu xeHu B mpe-/mepuMeHonay3a U Ipu MbXKE €HJOKpUHHATA Tepanus TpsOBa Ja ce chueTae ¢
aroHMCT Ha JIyTeMHU3UpAI XOpMOH-0cBoOk 1aBai xopmoH (LHRH).

5.3.2. Bropa 1uHMs eHIOKPUHHA TEpAIIUI

Cnen mepBa nuaus ¢ Tamoxifen ce mpeBkiIroUBa Ha apoMaTaseH nHXuOUTOp wim Fulvestrant.
Cren mppBa JTMHUA C HECTEPOHUIHU apoMaTa3HU HHXUOUTOPH ce MpeBKiIoyBa Ha Exemestane
wiu Tamoxifen.

ITocnenBamnuTe onumy ca B KOMOMHALMSA C €HAOKPHHHA TEpaIus:

Palbociclib (125 mg P.O. nueBHo, 21 nuu, 7 nuu naysa) + Fulvestrant (500 mg .M. npunaran
WHTPaMyCKYJIHO Ha M 1, 15, 29 1 BequBmX MeceuHo ciie; ToBa) — rpu npe- (Ha ¢pona na LHRH-



aroHUCT) M TOCTMEHONAY3aJIHU IMAallMeHTH, KOUTO ca TOJydYaBajdd MPEIXOoJHa CHIOKPHUHHA
tepanwus. Jledernnero ¢ Palbociclib TpsOBa ga mpoabmku noTOraBa, JAOKATO MAIUCHTHT MMa
KJIMHUYHA TI0J13a WIIK JI0 M0siBaTa Ha HempueminBa TokcuaHoCT.Ribociclib (600 mg P.O. gueBHo,
21 nam, 7 gaum naysa) + Fulvestrant (500 mg [.M. npe3 28 nHM) KaTo HayaJHa XOPMOHAITHO
0asupana Tepanwsi. [Ipu sxeHH B TIpe- WK IEPUMEHOIIay3a, XOPMOHAIHATA Tepamnus TpsiOBa Ja ce
koMmOunupa ¢ LHRH - aronmcr.

Abemaciclib (150 mr P.O.nBa et aHEBHO, 28 aHH, 6€3 mpekbeBane) + Fulvestrant (500 mg
[LM. npe3 28 nHM) KaTO HavyajHa XOPMOHAJIHO Oa3upaHa Tepamus WIA IPU KEHH, MoIydaBallu
npeay TOBa CHAOKPHHHA Tepamus. [Ipu >keHW B Ipe- WM MEePUMEHOINay3a, XOPMOHAIHATA
Tepanus TpsoBa Aa ce komouaupa ¢ LHRH - aronucr.

Alpelisib (300 mg P.O. naeBHo, Ha 28 quu) +Fulvestrant — 500 mg .M. npe3 28 nau — ipu 60s1HA
C TpejmiecTBalia eHJOKpUHHA MoHOTepanus /camo npu Haimumuue Ha PIK3CA wmyrtamus B
TYMOPHH HJIU B TJIA3MEHU MTPOOU upe3 BaTUIUPaH TECT/.

[Tpu mocT™MeHOTIAY3aJIHU MAIIUEHTH CIIE/ IbPBa JIMHUS C HECTEPOUIHU apOMATa3HU HHXUOUTOPU
WIH CIIe/l TTbPBa JIMHUS XUMHOTEPIHS C MOCIENBall apoMaTa3eH MHXHOUTOP M MPOTPECHs Ce
npeskiouBa Ha Everolimus (10 mg P.O. qaeBHo) + Exemestane (25 mg P.O. nHeBHO).

Crmen mepBa JHHUS C apoMaTa3HH HMHXHOWTOPHM MOXKE Jia C€ M3MO0N3BaT TIeCTareHU
(Medroxyprogesterone Acetate, Megestrol acetate).

EnHoBpeMEHHO mpwiaraHe Ha XHMMHO- M €HIOKPHMHHA Tepanmus He ce npenopbuBa. llpu
KOIIO3UTHBHU NAILMEHTH (XOpMOH- perientop no3utusHu U1 HER2-cBpbXekcnpecus) Moxe aa ce
nob6asu antu-HER?2 neuenue:

e Trastuzumab (2 mg/kg [.V. ceamuuHo, cien eTHOKpaTHA HaTOoBapBaiia 103a ot 4 mg/kg)
+ Anastrozole (1 mg P.O. nHeBHO) — pH MOCTMEHOTIAY3aJTHH TTAIIUCHTH;

e Lapatinib (1500 mg P.O. nueBHo) + Letrozol (2.5 mg P.O. nHeBHO) — nipu
MOCTMEHONAY3aJIHH MAIlUeHTH.

Sacituzumab govitecan kaTo MOHOTEpANMs MPHU MAMEHTH ¢ HEOMEepaOUICH WM METacTaTUIeH
xopmoH-penentop (HR)-mosutuBen HER2-HeratmBeH pak Ha MiedHaTa jKJie3a, KOMTO ca
MOJTYYHITN €HJJOKPUHHO-0a3upaHa Tepanus ¥ Haii-MaJKo JBE TOMbIHUTEIHU CHCTEMHHU Teparuu
3a aBaHCcHpaso 3abomnsaBane - 10 mg/kg, mpuaranu KaTo MHTpaBeHO3HA HHDY3ust Ha AcH | U 8
OT 21-gHEBHUS TUKDBII.

Capivasertib* (400 mg P.O., BID 3a 4 nau, nocnenanu ot 3 1HU O€3 JI€UCHHE, 0 TPOTPECHUS HA
3a00JIsIBAaHETO WM HempuemiinBa TokcuaHoct) + Fulvestrant — (500 mg i.m. va gen 1, 151 29,
BEJHBXK MECEUHO CJIe]] TOBa) CJell PEeLUIUB UM MPOrPecHs IO BpeMe Ha WIIM CIIE]] JIEYEHUE ChC
cxema, Oa3upaHa Ha CHJIOKpPUHHA Tepamus, @pH HaJIM4yhMe Ha €IHa WIM I[0BedYe
PIK3CA/AKT1/PTEN-nipomeHH.

5.3.3. AHTUTIIO-IEKapCTBEHU KOHIOTaTH

Datopotamab deruxtecan®* kaTo MoOHOTepamusi 3a J€YCHHE Ha BB3PACTHU TAIMEHTH C



HEPE3eKTAaOWICH WJIM METACTaTHYCH MojokuTesieH 3a xopmoHamaus pernentop (HR), HER2-
OTpULATCIICH paK Ha I'bpAaTa, KOUTO Ca MOJYUYWUIIM CHAOKPUHHA TCpalursd WU IMOHC CIHA JIMHUSA
XHUMHUOTEPAIHs TIPU aBaHCHUPAJIO 3200 IsIBAHE.

Sacituzumab govitecan kaTo MOHOTEpamnus MpH MAIlUEHTH C HEONEePaOMICH WM METacTaTUYCH
xopMoH-penientop (HR)-nmozutuBen HER2-HeratuBeH pak Ha MileyHarta >Kjie3a, KOUTO ca
MOJTYYUJIN €HIOKPUHHO-0a3upaHa Tepanus U Hali-Majko J1B€ JOMbIHUTEIHN CUCTEMHU TE€paruu
3a aBaHcupaio 3aboisBane - 10 mg/kg, npunaranu kaTo HHTpaBeHo3Ha UH(Y3us Ha ieH 1 u 8 ot
21-1HEBHUA IIUKDII.

Trastuzumab deruxtecan karo MoOHOTepamusi 3a JIEYEHHWE HA BB3PACTHU MAIMEHTH C
HEPEe3eKTa0MJICH MM METaCTaTHMYeH pak Ha I'bpJaTa, MOJIOKUTENICH 32 XOPMOHAJICH PELenTop
(HR), ¢ nucka excrnpecus Ha HER2 wmm cwe cBpbxHucka excrpecus Ha HER2, xouto ca
MOJIyYMJIM Hali-MaJIKO €/1Ha €HIOKpPUHHA TEPANus NPHU HAIMYUMETO HA METAacTa3u M KOUTO HE ce
CUMTAT MOAXOJINM 332 €HIAOKPHHHA Tepamus KaTo ciejBalla JUHUA Ha jedeHue — 5,4 mg/kg,
npujaral KaTo MHTPaBEHO3Ha MH(Y3HsS BEIHBK Ha BCEKH 3 ceaMmuiu (21-aHEBeH LUKBI) 10
nporpecus Ha 3a00JI1BaHETO WM HENTPUEMIIMBA TOKCUYHOCT.

5.3.4. IlppBa munaus xumuorepanus npu HER2-HeraTuBHM HOAlMEHTH, HEIOJIYYaBAIH

AJAIOBAHTHH aHTPALIMKIMHH

EC

Epirubicin — 90 mg/m2 I.V., nen 1 Cyclophosphamide — 600 mg/m2 1.V., nen 1
IToBTOpenue npe3 21 nHu.

CEF90

Fluorouracil — 500 mg/m2 L.V., nen 1
Epirubicin — 90 mg/m2 I.V., nen 1 Cyclophosphamide — 500 mg/m2 1.V., nen 1
[ToBTOpenue npe3 21 nuu, noxa nporekuus Ha G-CSF.

Liposomal Doxorubicin + Cyclophosphamide

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

Docetaxel + Cyclophosphamide

Docetaxel — 75mg/m2 1.V., nen 1
Cyclophosphamide — 600 mg/m2 I.V., nen 1
IToBTOpenue npe3 21 nuu, nox nporexkuus Ha G-CSF.

NAV + FU + FA

Vinorelbine — 25 mg/m2 I.V., nau 1 u 8
Fluorouracil — 450 mg/m2 I.V., nau 1 u
8 Leucovorin — 50 mg/m2 I.V., nau 1 u
8 IToBTOpenue npe3 21 nHu.




CMF

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

5.3.5. IIppBa IUHUS XUMHUOTEPAIINS IPU DAIIMEHTH, HOJYYaBaJId aJIOBAHTHH aHTPAUKINHU

Vinorelbine + Capecitabine

Vinorelbine — 20 mg/m2 L.V., nau 1 u 8
Capecitabine — 1600 mg/m2 P.O. queBHO, nou 1-14
IToBTOpenue npe3 21 aHu.

Bevacizumab kaTo moHoTepanusi uiu ¢ Capecitabine

Bevacizumab — 10 mg/kg I.V. ipe3 2 cenmuru (15 mg/kg [.V. mpe3 21 qum)
Capecitabine — 1600-2000 mg/m2 P.O. queBHo, qau 1-14
[ToBTOpenue npe3 28 aHMU.

Vinblastin + Mitomycin C

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

Momnotepanus

MOI‘aT Ja ce HpI/IJIaF aT aI[aHTI/IpaHI/I ,Z[O3I/Ip0BKI/I CHp}IMO 06H_IOT0 CBbCTOSHHUEC U ITOHOCUMOCTTA HaA
TakcaHu, BuHKaanmkaimouau, Capecitabine, Eribulin, Ifosphamide mox mnpotekmusta Ha
MCTchy.]I(bOHaT, MHUTO3aHU, aHTpaI_II/IKJII/IHI/I, aHTpaI.[eHeI[I/IOHI/I, IJIATUHOBU KOOpI[I/IHaI_[I/IOHHI/I
KOMILIEKCH, aJIKUIIATOPH.

[Mpu maumentn c¢ repmunatuBHE BRCA1/2 myrtamun, xouro mmar HER2 orpumarenen, HR
NO3UTUBEH JIOKAJIHO aBaHCHpaJl WIM METacTaTHUeH pak Ha I'bpAara, JIEKyBaHW HpPEIu TOBa C
AQHTPALMKIMHYU U TaKCaH, OCBEH aKO HE ca MOAXOASIIHU, KOUTO ca IPOrpeCcUpalIy 1o BpeMe Ha WIn
cJle]] IPeIXOAHa €HIOKPUHHA TepaIus WM HEMOAXOISIIM 32 €HIOKPHUHHA Tepamusl

Olaparib* tabl. - 2 x 300 mg P.O. aueBHO, 10 mporpecus Wix HeNpUeMIINBa TOKCUYHOCT.

[Ipu nauuentn c¢ repmuHatuBHU BRCA1/2- myrtanuu, xouto mmar HR moszutuBen/HER2
HEraTHBEH JIOKAJIHO aBAaHCUpaJ WJIM METAaCTaTHUEH paK Ha I'bpAara, JEKyBaHHW Npeau TOBa C
AHTPALMKIIMH W/WIM TaKCaH B YCIOBUATA Ha (HEO)a/JIOBAHTHO JIEYEHUE HA JIOKAJTHO aBaHCUPAJIO
3a00J1IBaHe MJIM METACTaTUYHO 3a00JIsIBAaHE, OCBEH aKO ca OMJIM HEMOAXOSIIHN 32 T€3U TeparuH.
[TatmenTure TpsOBa mpeau TOBa Jla ca JEKYBaHUW C XOPMOHAJIHA Tepamus WM J1a Ce CUUTAT 3a
HETIOAXOISIIHN 32 XopMoHaiiHa Tepamnusi:Talazoparib 1 x 1 mg P.O. gaeBHO, 10 mporpecus wim
HEeNpUEeMJIUBA TOKCUYHOCT.



5.3.6. XuMHOTEpaIIus IPU PE3UCTEHTHOCT Ha aHTPAUKINHNA U TaKCAaHU

Capecitabine + Bevacizumab

Capecitabine — 1600-2000 mg/m?2 P.O. nueBHo, auu 1-14

+ Bevacizumab — 15 mg/kg I.V., nen 1

IToBTOpenue npe3 21 1HU (cxemaTa He ce Ipuiiara Ipy Beue JIEKyBaHU C aHTPALUKINHU U
TaKcaHU Tpe3 mocieaauTe 12 Mecena).

Eribulin mesylate — 1.23 mg/m2 I.V., nen 1 u 8
[ToBTOpenue npe3 21 quu.

Vinorelbine — 30 mg/m2 I.V., auu 1, 8, 15 (moBTOpenue npe3 4 ceqmuiy) win 1684 1 u 8
(moBTOpeHue npe3 21 1Hu).

Vinblastin + Mitomycin C

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

Nab-paclitaxel

Karo MoHoTepanus e moka3aH 3a JieYeHME Ha METACTaTUYEH KapLMHOM Ha I'bpjaara IpHU
BB3PAaCTHU MAUCHTH, IIPU KOUTO MMa HCYCIICX OT IIbpBa JIMHUA Ha JICHCHUC Ha METACTATUYHO
3a00JIIBaHE U 32 KOMTO HE € IMOKa3aHO CTaHJapTHOTO JIEYEHHE, BKJIIOYBAIO AHTPALUKIINH,
260mg/m2, npunaraHa UHTPABEHO3HO B MPObDKeHHE Ha 30 MUHYTH Ha BCEKH 3 CEIMMIIN 10
MPOrpecus WK HEMPUEMITNBA TOKCHYHOCT.

5.3.7. MeTpoHOMHA XHUMHAOTEPAIIHS

Cyclophosphamide — 50 mg o6mia qo3a P.O. 1HeBHO — caMOCTOSITETHO WK TIPU U30paHu O0IHU
B KOMOMHAIIMS C

Metothrexate — 5 mg P.O., nau 1 u 2 oT Bcsika ceaMuIla, 10 HEMPUEMIIMBA TOKCUYHOCT WU
nporpecusi. Morar na ce M3MOd3BaT BCUYKHU JIPYTH PEXUMH, KOUTO HE ca MpUIaraHd Mpu
CHOTBETEH MAlUEHT.

Cyclophosphamide + Metothrexate

Cyclophosphamide — 50 mg P.O. gaeBHO
Metothrexate — 2.5 mg P.O. queBHo, nuu 1 u 4
[ToBTOpenue npe3 21 aum.

Cyclophosphamide — 2 x 50 mg P.O. naeBHO, muu 1-14, moBTopenue npe3 21 gHu.
Capecitabine — 2 x 650 mg/m2 P.O. nueBHo, aHu 1-14, noBTOpeHue npe3 21 qHH.

5.3.8. Xumuorepanus pu cBpbxekcnpecus Ha HER2

[lpunara ce mnbpBa suHug npu HER2-monoxurennu, Meractazupald WIH JIOKAJIHO



peuMAMBUpaIM TMAlMEHTH, He mnojiydyaBaM mnpeamectBama aHTU-HER2 Ttepanusa 3a
MeTacTasupaiia 0oJecT.

Docetaxel + Trastuzumab + Pertuzumab

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

Trastuzumab — 8 mg/kg, 6 mg/kg I.V., nen 1 (70 nporpecus)

Pertuzumab — 840 mg (HaroBapamia g03a), 420 mg (moaabpskaiia go3a 1o nporpecust) 1.V.,
neH 1

[ToBTOpenue npe3 21 qHu.

17001

¢ukcupana komOuHamus Ha Pertuzumab+Trastuzumab 3a noaxoXHO NpUITOKEHHE —
Pertuzumab 1200 mg/Trastuzumab 600 mg S.C. kato HaTOBapBaia 03a, MocjieBaHa OT
norbpkaiia g03a Pertuzumab 600 mg/Trastuzumab 600 mg S.C., mpe3 21 gau 10 iporpecust

Paclitaxel + Trastuzumab

Paclitaxel — 175 mg/m2 1.V., nen 1
Trastuzumab — 2 mg/kg 1.V. cenmuuHo, ciieq eTHOKpaTHa HaToBapBaia j103a oT 4 mg/kg
[ToBTOpenwue npe3 21 nuu (6-8 Kypca).

Docetaxel + Trastuzumab

Docetaxel — 75 mg/kg I.V., nen 1
Trastuzumab — 2 mg/kg [.V. ceamuuHo, cien eqHOKpaTHa HaToBapBaia n03a ot 4 mg/kg
[ToBTopenwue npe3 21 nuu (6-8 Kypca).

Vinorelbine + Trastuzumab

Vinorelbine — 30 mg/m2 I.V. nau 1, 8 v 15 v qam 1 1 8
Trastuzumab — 2 mg/kg 1.V. ceamudno, cien eTHOKpaTHA HaToBapBaia j103a ot 4 mg/kg
[ToBTOpenue npe3 21-28 qHu.

Capecitabine + Trastuzumab

Capecitabine — 2500 mg/m?2 P.O. queBHo, q10u 1-14
Trastuzumab — 2 mg/kg [.V. ceamuuno, cien efHOKpaTHa HaToBapBaiia 103a ot 4 mg/kg
IToBTOpenue npe3 21 nHU.

Trastuzumab deruxtecan

Trastuzumab deruxtecan kaTo MOHOTEpanys € NOKa3aH 3a JIEYEHUE Ha Bb3PACTHU MALUEHTH C
HepesekTabuieH i MetactatuueH HER2-nonoxxutenen pak Ha rbpaTa, KOUTO ca MOTYYHIN
e/lHa WJIU 1ToBeYe MpeALeCcTBAIIN CXeMU Ha ocHoBaTa Ha aHTU-HER2 tepanus — 5.4 mg/kg
I.V. IloBTopenue npe3 21 guu




[Tpu naumentu ¢ HER2+, HR+ cratyc:

Lapatinib (1500 mg P.O. nueBHO) 1uIFOC apoMaTa3eH HHXUOUTOP, WIN
Trastuzumab 1utroc apoMaTtaseH HHXUOUTOP, WK
Trastuzumab + pertuzumab + apomaTazeH HHXUOUTOD

Bropa nuHMs — mpu nporpecus B X0/1a Ha JISYEHUETO ¢ trastuzumab — ChABPIKaAIIN PEXKUMU:

Trastuzumab emtansine (T-DM1) — 3.6 mg/kg 1.V.,
IToBTOpenue npe3 21 nHu.

Lapatinib + Capecitabine

Lapatinib — 1250 mg P.O. nueBno, nau 1-21 Capecitabine — 2000 mg/m2 P.O. nueBHO, 10U 1-
14
IToBTOpenue npe3 21 nHu.

Lapatinib + Letrozole (npu noctMeHonay3ajaHu NanueHTH)

Lapatinib— 1500 mg P.O. nueBHO
Letrozole — 2.5 mg P.O. nueBHO
[MponbmkaBa 10 IpOrpecHs.

Trastuzumab + Lapatinib (+ apomaTa3en HHXHOMTOP)

Lapatinib — 1000 mg P.O. naHeBHO
Trastuzumab — HaToBapBamia no3a 4 mg/kg 1.V., mociensana ot 2 mg/kg
cenmuuHo. [TpoabikaBa 10 mporpecusi.

Trastuzumab deruxtecan

Trastuzumab deruxtecan — 5.4 mg/kg 1.V., [ToBTopenue npe3 21 aum.

Korato He ce mpunara Trastuzumab, ce U3Mmoa3BaT BCHUKH PEKUMHU 32 METacTaTHIHA OoyiecT Oe3
CMF.

[Tpu meracrarmuna HER2-no3utuBHa Gonect Trastuzumab Moxke ga ce mpwiara U B TPHCEIMUYICH
uukbd. [Ipu nporpecus Ha pona Ha Trastuzumab ce mpomeHs caMo ChIIBTCTBAIATA XUMHUOTEPATIHSL.
[Ipu Bcuuky TepaneBTUYHH PEKUMU, Chabpxaliy Trastuzumab, Toit Moke aa ce npuara kakto [.V.

(nmpe3 21 pguu niM ceaMudHo), Taka U S.C. BbB (pukcupana go3a ot 600 mg npe3 21 quu.

[Ipy BCHYKHM TEpameBTUYHU PEXHUMH, Chabpkamm Pertuzumab+Trastuzumab 3a BeHO3HO
NPUWIOKEHHE MOKE Jla ce mpwiara u kKoMmOuHamms Ha Pertuzumab-+Trastuzumab 3a moakoxHO
npuioxenne ¢ pukcrupana go3a Pertuzumab 1200 mg/Trastuzumab 600 mg S.C. kaTo HaToBapBaIia

71034, TIoCNie[IBaHa OT MoAabpikaiia n1o3a Pertuzumab 600 mg/Trastuzumab 600 mg S.C.“.



[Ipn manuentn ¢ HepesekTtaOuieH wian MmertactatudeH HER2-momoxuTenen pak Ha Tbpjarta,
IIOJIyYMJIM JIBE WM [TOBEYE IIpeUIeCTBAIlM CXEMU Ha ocHOoBaTa Ha aHTU-HER?2 Tepanus:

Trastuzumab deruxtecan 5,4 mg/kg (mpu HER2-no3utusen nnn HER2-low) uatpaBeHo3Ha nndy3us
BEJHBX Ha BCEKU 3 ceaAMuIH (2 1-1HEBEH UKBII), 10 MIPOTPECHst Ha 3200 SIBAHETO WIIM HEMTPUEMITHBA
TOKCUYHOCT.

Tucatinib 2 x 300 mr gHEBHO 0€3 MPEKHCBAaHE B KOMOWHAIMS ¢ trastuzumab B CTaHIAPTHU JA03H MIPe3
21 nautcapecitabine 1000mMr/M2 nBa neTH AHEBHO 1-14 nen, 7 aaum nays3a npu HER2 mo3utuBHM
MAIUEHTH C JIOKAJTHO aBaHCHpal WM MeTacTa3upall KapIMHOM Ha T'bpJAaTa Clie]] MPOBEICHU JIBE
nuann antid HER2Tepanus.

5.4 TpoiiHOHeraTuBeH KApIUHOM
XumuoTrepanus
[Tpu penuauB cien aarOBaHTHA aHTPAIMKINH-0a3upaHa XUMHOTEpANus KaTo CTaHIApPTHO JICYCHHE

ce mpuwiara TakcaH-OasupaHa mbpBa JUHUSA Xumuorepanus. [Ipu mporpecus ciien aHTpPALMKINHU
W/WIIN TaKCaHU Ce MpernopbyBa:

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

Cisplatin + Gemcitabine;

Carboplatin — AUCG6 1.V., nox nporekiust Ha G-CSF;

Carboplatin — AUCS L1.V. + Docetaxel — 100 mg/m2 1.V., npe3 21 nuu, nox nporekuus Ha G-
CSF. bu moro na ga ce 00ChIu MPIJIOKEHNE HA: BUHKA aylakayionau, Irinotecane, Mitomycin
C,

Cnen amioBaHTHa Tepamnus 0e3 aHTPALMKIMHH MOTaT /1a c€ MPHIJIOKAT BCUYKH PEKUMH, BKIL.
IUIaTUHA-0a3upaHy, Thil KaTo JMIICBA CTAHJAPTHH MIPETIOPHKU.

NmyHnotepanus

Pembrolizumab — 200 mg. Ha Bceku 3 ceqmuiu win 400 mg Ha Bceku 6 CeIMUIIA B KOMOUHAITHS
C XUMHUOTEpamnus, 3a JICUCHUE OT IbPBA JIMHUSA Ha JIOKAJIHO PEIMIMBHpPAI HEolepaOuiIeH WU
METAaCTaTUYeH TPOWHOHETATHBEH KapIMHOM HA ThpAara MPU BB3PACTHH, YHHUTO TYMOPH
ekcipecupat PD-L1 ¢ CPS > 10 u kouTo HE ca MOJYYWIM MPEAXOJHA XUMHOTEpamus 3a
METAaCTaTUYHO 3a00/IIBaHE

Pembrolizumab 200 mg i.v. Ha Jlen 1 ot Bcexu TpuceamuueH uukbia win 400 mg i.v. Ha Jlen 1 ot
BCEKH IIECTCEIMHUYEH LIUKbJI B KOMOUHAIMS ¢ XUMHOTEPAIIHSL.

[IpoabmkaBa 10 mporpecus Wi HEPHEMIINBA TOKCUYHOCT. [IpH KIMHUYHO CTAaOMIHH MAI[EHTH
C I'bPBOHAYAJHU JaHHU 3a NPOrpecHs Ha 3a00JSBAaHETO € MPEHOPBUYMTEIHO JIEYEHHETO Ja
HPOJBIDKH, JOKATO MPOrpecHsTa Ha 3a00JsIBAaHETO HE Ce MOTBBP/IH.

[IpenopbunTennata no3a Pembrolizumab MHXEKIIMOHEH pa3TBOP 3a MOAKOXKHA WHKEKIHS MPH
BB3PACTHU €: WK 395 mg Ha BCEKH 3 CEIMMUIIU, MPUIOKEH KATO MOJAK0KHA UHKEKIUS B PAMKHUTE
Ha | muHyTa wim 790 mg Ha Bceku 6 ceqMUIM MPUIIOKEH KAaTO MOJKOKHA UHKEKLUS B PAMKHUTE
Ha 2 munyTH. [lanmenTn, monydaBamu Pembrolizumab 3a nHTpaBeHO3HO MPUIIOKEHUE, MOTAT J1a



npeMuHaT KbM Pembrolizumab 3a monkoxHO mpuioKeHHWE TIpH clie[BaliaTa IUIaHupaHa J103a.
[ManmenTn, moxyyaBamm Pembrolizumab 3a moakokHO TpHUIIOKEHUE, MOTAT Ja MPEMUHAT KbM
Pembrolizumab 3a nHTpaBeHO3HO MPUIIOKEHHE TIPU CIEABAIIATA INIAHUPaHa J03a.

TaprerHa Tepanus

[Ipu maumentu ¢ repmuHatuBHM BRCA1/2 myrtanum, xouro umat HR orpunarenen/HER2
OTpHULATENIEH JOKAJIHO aBaHCHpajl WJIM METAaCTaTHUEH paK Ha I'bpAaTra, JEKyBaHU IpPEIu TOBa C
AHTPALUMKIMHU U TaKCAaH, OCBEH aKO HE Ca MOAXOIALIM 3a TAKUBA JICUCHMUSL.

Mouotepanus ¢ Olaparib tabl. - 2 x 300 mg P.O. nHeBHO, 10 mporpecust UiaM HempUeMIIMBa
TOKCUYHOCT.

[Mpu mamumentn c¢ repmuHatiBHE BRCA1/2- myrtammm, xomto mmar HR wneratmBen/HER2
HEraTHBEH JIOKAJTHO aBaHCUpal WM METAacTaTW4YeH paK Ha I'bpJaTa, JEKyBaHU HpPEIu TOBa C
AQHTPAIMKIIMH W/WIM TaKCaH B yCIIOBUATA HA (HEO)aJFOBAHTHO JICUCHUE HA JIOKAJTHO aBAaHCUPAIIO
3a00Js1BaHe WM METaCTaTUYHO 3a00JIsIBaHE, OCBEH aKO ca OMIJIM HETIOIXOSIIM 3a Te3U Tepanuu:

Talazoparib 1 x 1 mg P.O. nqHeBHO, 10 Iporpecus Win HENPHUEMINBA TOKCUYHOCT.

Sacituzumab govitecan 10mg/kg IV na nen 1, 8 Ha 21 aHHM, KaTO MOHOTEpamnus € MOKa3aH 3a
JICYCHUC Ha BB3PACTHU MALUCHTHU C Heonepa61/meH WM METaCTaTU4YCH TpOI>'IHO HCTraTUBCH paK Ha
MJIeYHAaTa kJe3a (metastatic triple-negative breast cancer, mMTNBC), kouTto ca mosy4uiv 18e Win
MOBCYC MPCAXOAHU CUCTCMHU TCpPAIIUH, BKIIFOUUTCIIHO Hal-MaJIKo CHa OT TAX 3a aBaHCHUPAJIO
3a0oJIsiBaHe.

5.5 Ua¢uiamaTopeH KapUMHOM (KapIHHOMATO3€H MACTHUT)

Jledenuero 3amouyBa ¢ XUMHOTEpanus 1Mo pexumu, BkiIrodeHu B T. III. Ilpu mbiaHa xiamHU4HA
pemMucusi ce MpoBexAa ACPUHUTHBHO JbUEICUCHHE, a TPU OTIEIHU CIydal — OIEPaTUBHO
JICYCHHE C NOCIEeABAILO JbueneueHue. [Ipy XopMOH-penenTop-no3suTHBHA TYMOPH MOXKE J1a C€
Ipuiiara eHJI0KpruHHA Tepanus. 1Ipu npemeHonay3aiHu K€HU ¢ XOPMOH-PELENTOP MO3UTHUBEH
CTaTyc ce Mpujlara opapuajiHa cynpecus (JIeKapcTBeHa WIIM XUPYpPrUUYHa).

5.6. Kapunnom Ha repaa ¢ Hucka ekcnpecust Ha HER2

Hucka excripecus Ha HER2 ce nedpunupa xaro ckop IHC 1+ wmu IHC 2+/ISH-.

Trastuzumab deruxtecan e rmokasaH KaTo MOHOTEpANMs 3a JICUCHUE HA Bb3PACTHHU HMALUCHTH C
HEepe3eKTaOMIeH WM MEeTacTaTMYeH pak Ha I'bpjaaTa ¢ HHcka ekcrnpecus Ha HER2, kouto ca
MOJIyYMJIM TPEIIIeCTBAllla XUMHOTEPANus MPU HAIMYUMETO Ha METacTa3d WM ca Pa3BUIH
penuauB Ha 3a00JIIBaHETO IO BpEME Ha WM B paMKUTe Ha 6 Mecela ciiell 3aBbpILIBaHE Ha
a/JIloBaHTHA XMMHUOTEpAIHs.

5.7 KapuuHoMm Ha rbpJa IPpH MbKe

JledyeHneTo € aHAJIOTUYHO Ha JICUYCHHETO Ha KapOoyHOMA Ha repJaTta Ipu XCHU.

JlexapcTBEHMTE NMPOAYKTH, M3IIOJA3BaHU 32 €HJOKpUHHA Tepamnus Ha KapLUHOM Ha I'bpJaTa pu
KEHU (aHTUECTpPOreHH, apomaTaseH uHxuourop, LHRH-aronuctu w npyru) ce mnpumaratr u
IpY KapIIMHOM Ha I'bpJaTa IPU MBXKETE, CBhIJACHO NPUETUTE CTAaHAAPTH U PBKOBOJCTBA 3a



JeYeHue Ha KapLUMHOMA Ha I'bpJlaTa, HE3aBUCHMMO, Y€ TOBAa HE € OTpa3eHo B KpaTkara
XapaKTepUCTHKA Ha TE3U HPOJYKTH.
[Tpu ennokpuHHA Tepanus ¢ apoMaTtazHu uHxuouropu ce npwiara LHRH-aronucr.  Ceio
Taka BCHUYKU JICKAPCTBEHU NMPOAYKTH 32 IIUTOCTATUYHO M OHOJIOTHYHO JICYEHHE NPHU KEHU Ce
M3I0J13BaT U IIpU Mbke ¢ PMOK.



6. MAJIM'HEH TUMOM U TUMYCEH KAPIIMHOM

TumMoMbT T TUMOKAPIUUHOMBT Ca CIUTCIHU TyMOpH, MNPOU3JIC3JIM OT TYMOPHHU KIICTKH OT
CIIUTCIIHUTC KOMIIOHCHTHU Ha TUMYCA. IlaToreHe3aTa Ha enUTEIHUTE TYMOPpH Ha TUMYyCa OCTaBa
Hen3BecTHa. ChoOIIaBaHM ca CIydad Ha IOsBaTa MM CIIEJ JIbUeIeUeHHe Ha rpbhAHaTa 00jacT,
cliel UMYHOCYTIPECHBHA Teparvs IO IOBOJ OpraHHa TPAHCIUTAHTAIMSA. | €HETUYHH PHCKOBHU
¢daktopu, kato MuoxkectBeHa Ennokpuana Heornazus tun 1 (MENT1), cbilo umMaT OTHOIICHHE
KBbM Pa3BUTHETO HA THAMOM M TUMOKAPIIHHOM.

XuMuoTepanus ce mpuiiara npyu Hepe3eKTaOWiIHa WM MeTacTaTHYHa OOJecT, a MpU TUMYCEH
KapIMHOM — CJIeIoTIepaTuBHO, 001110 4-6 Kypca.

Cyclophosphamide + Epirubicin + Cisplatin

Cyclophosphamide — 500 mg/m2 I.V., nen 1
Epirubicin — 75 mg/m2 1.V., nen 1
Cisplatin — 80 mg/m2 I.V., nen 1
IToBTOpenue npe3 21 nHU.

Etoposide + Ifosfamide + Cisplatin

Etoposide — 75 mg/m2 1.V., nau 1-4
Ifosfamide — 1200 mg/m2 1.V., nau 1-4
Cisplatin — 20 mg/m2 1.V., nau 1-4
IToBTOpenue npe3 21 aHu.

Etoposide + Cisplatin

Etoposide — 120 mg/m2 I.V., nam 1-3
Cisplatin — 60 mg/m2 1.V., nen 1

[ToBTOpenue npe3 21 qHu.

Carboplatin + Paclitaxel

Carboplatin AUC6 1.V., nen 1
Paclitaxel — 225 mg/m2, nen 1, mox nmpotexmust Ha G-CSF
[ToBTOpenue npe3 21 qHU.

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 no3arta Ha Ifosfamide i.v. bolus Ha 0,4,8 yac B nen 1-3
Cisplatin 30 mg/m2/d i.v. B nen 1- 3

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

ITpoBexnar ce npe3 21 auu 10 3 nuKbIA, HOCAEABAHU OT JOKAJIHO JIEYEHUE

PAC




Cisplatin 50 mg/m2 i.v. B ger 1 Doxorubicin 50 mg/m2 i.v. bolus B neH 1

Cyclophosphamide 500mg/m2 i.v. bolus B aen 1
IToBTOpenue npe3 21 nHu, 2-4 MUKBIIA, TOCIEABAHU OT JIbYETEPAIUS WU ONIEPATUBHO

JICUCHUC.




7. KAPHIUHOM HA BAJI APOb

PakbT Ha Genure ApoOOBE € BOJEIIa MPUYMHA 32 CMBPT OT 3JI0KAYECTBEHU 3a00JISIBAHUS B
cBeToBeH Maiad. CBeToBHATA 3jpaBHA OpraHHU3AIUs € U3UMCIIHIIA, Y€ B Ob/JeIIe CMbPTHOCTTA
OT pak Ha 6enuTe IpoOOBE 1€ MPOAbIKaBa J]a ce TIOKAauBa, TTIaBHO B Pe3yJTaT Ha yBeJIMYaBaHe
Ha TIOTIOHOIYIIEHETO. AJICHOKAPUIMHOMBT € Hail-decTusiT xucrosorndeH BapuaHT (38.5%),
clelBaH OT IUIOCKOKJIeThYHHS KapuuHoMm (20.0%) u empokineTpuHus KapruaoM (2.9%).
JleueHneTro € KOMIUIEKCHO — ONEPAaTUBHO, JIbYETEpanus, LMUTOCTaTU4YTa, TapreTHa u
umyHotepanud. [Ipu apeOHOKIEeThUHNS 0€10JpOoOEH KaplLIMHOM BOJEIIA POJIsl UMaT Jib4e- U
xumMHuoTepanusTa. Hamociaenbk MMyHOTEpanusiTa ChUIO HaBiM3a B JICUYEHHWETO HA TO3U
MOpP(GOJIOTHUCH BapuaHT Ha 0eIoapoOCeH KaplUWHOM, HO CaMO B pPaMKHUTE Ha KIWHUYHU
MPOYYBAHMUS.

7.1. HenpeOHOK/IeTbYeH KAPLHUHOM

7.1.1. HeoaaroBaHTHA CHCTEMHA TEpAIUS

O6c¢cpxaa ce ocHOBHO nipu ctaauit [1TA.

Cisplatin + Vinorelbine

Cisplatin — 50 mg/m2 I.V., nau 1 u 8
Vinorelbine — 25 mg/m2 I.V., nuu 1, 8, 15
[ToBTOpEeHnue npe3 28 nHU.

Carboplatin + Paclitaxel

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

O6c¢cwxkaa ce ocHOBHO npu ctaguu ot IB mo IIA.

Nivolumab + Carboplatin + Paclitaxel

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

Nivolumab B xoMOuHanus ¢ atuHa-6azupaHa XMMHOTEpanus € MOKa3aH 3a HEOaI0BaHTHO
JeYeHne Ha pe3eKTaOmieH HeIpeOHOKIEThYEH pak Ha Oenus po0 ¢ BUCOK PUCK OT PEIUIHB
IpY BB3PACTHH MALMEHTH, YUUTO TymMopH ca ¢ PD-L1 ekcripecus > 1%

Nivolumab B komOuHanus ¢ miaTrHa-0a3upaHa XUMHUOTEPANHS 3a HEOQJIOBAHTHO JICUCHUE,
nocneaBaHo oT Nivolumab kaTo MOHOTepanus 3a aJlOBaHTHO JICYCHHE, € MTOKA3aH 3a JICYCHHE
Ha pE3CKTa0MICH HEeAPEeOHOKIEThYCH paK Ha Oenus Apod C BHCOK PHUCK OT PEUUIUB TPU
BB3pPACTHM MALUEHTH, YUUTO TyMopH ca ¢ PD-L1 excnpecus > 1%.

Nmynotepanus:

Pembrolizumab 200 mg I.V. Ha Bcexu 3 ceqmunu mwim 400 mg [.V. Ha Bceku 6 ceqmuny B



KOMOUMHAIMS C TUIaTHHA-0a3upaHa XMMHOTEpAnusl KaTo HEOaIIOBAHTHO JICUEHUE M Clie TOBa
IPOJIBIDKEH KAaTO MOHOTEPAITHS 3a aAIOBAHTHO JICYECHHE, € [TOKA3aH 3a JICYCHHE Ha oTepadiiicH
HeIpeOHOKIIEThUEH KapIIMHOM Ha Oelust Ipod ¢ BUCOK PUCK OT PELUINB IIPH Bb3PACTHHU.

[Tpu HeoanroBanTHO/aa0BaHTHO Jeuenue Ha H/IPB/], Pembrolizumab Tpsi6Ba na ce mpuiiara o
pEeIUINB Ha 3a00JIIBAHETO, HEMTPUEMIINBA TOKCUYHOCT HJIH 32 TICPUOJI JI0 €HA TOINHA.
[Ipenoppuntennara go3a Pembrolizumab nHXEKIIMOHEH pa3TBOP 3a MOJIKOKHA WHXKEKITUS TPH
BB3pacTHHU €: WK 395 mg Ha BCEKU 3 CeIMULM, IPUIIOKEH KaTO MTOIKOYXKHA MHKEKIUS B PAMKUTE
Ha | munyTa wim 790 mg Ha BCEKU 6 CEAMUIIN NMPUIIOKEH KAaTO MOJAKOXKHA UHKEKIUS B PAMKUATE
Ha 2 muHyTH. [lannenTtu, nonyvasamu Pembrolizumab 3a uHTpaBeHO3HO MPHUIIOKEHUE, MOTAT
na mpeMHuHAaT KbM Pembrolizumab 3a mo1k0HO MPUITOKESHHE TIPH CIIeIBaIaTa IUTaHHpaHa J103a.
[TanmenTy, nomyyasamm Pembrolizumab 3a moakoxHO MpHIIOKEHKE, MOTAT J1a MPEMUHAT KbM
Pembrolizumab 3a nHTpaBEeHO3HO NPHUIIOKEHUE TP CJIeBAIIATA TDIAHUPAHA J103a.

Durvalumab B xoMOMHaLusi ¢ XUMHOTEpAIus, ChIbpXKalla IUIATHHA, KAaTO HE0aIIOBAHTHO
JedeHue, nocneasaHo ot durvalumab MoHOTepanus KaTo aAlOBaHTHO JIEUYEHHE, € MTOKa3aH 3a
JieueHHe Ha Bb3PacTHU ¢ onepaluiieH HeipeOHoKIeThueH pak Ha 6enust qpod (HAPB/I) ¢ Bucok
puck ot peruauB 1 6e3 EGFR myTtanuu nnu npenapexxnanus Ha ALK.

HeoamroBantHa (aza: durvalumab 1 500 mg wmm 20 mg/kg (py manueHTs ¢ TeIeCHO Teryo <
30 kg) B KOMOMHAIMS C XMMHOTEPAIHs, ChAbpPXKAIIA TIATHHA, HA BCEKU 3 CEAMUIM 3a 110 4
LMKBJIA NIpeau XUpypruyHa onepauus. [IpoabiDKUTETHOCT Ha Tepanusara - 10 Mporpecus Ha
3a00JIIBAaHETO, KOSATO H3KI0YBA JACHUHUTHBHO XHPYPTrHUHO JICUCHHE WM HEMPUEMIIHBA
TOKCHUYHOCT.

AmroBanTHa ¢aza: durvalumab 1 500 mg wnu 20 mg/kg (npu nanueHTH ¢ TenecHo terno < 30
kg, no moBumasane Ha Teraoro Hag 30 kg) kaTo MOHOTEepanust Ha BCEKH 4 ceAMHUIM 3a 10 12
LUKBJIA ClleJ XUpypruyHa omepaunus. IIpoaAbKUTETHOCT Ha TepanusTra - 0 PELUIUB,
HETPUEMITNBA TOKCUYHOCT WJIM MaKCUMyM 12 UKBJIA ClIeA XUPYPIUIHA OTIePALIHS.

7.1.2. AgroBaHTHA CUCTEMHA TEPANUs

O6¢cwxaa ce ocHOBHO 1ipu ctaauii IB (c tymop >4 cm), [T u 111

Cisplatin + Vinorelbine

Cisplatin — 50 mg/m2 I.V., nau 1 u 8 (wm 75 mg/m2 1.V, nen 1)
Vinorelbine — 25 mg/m2 I.V., nau 1, 8 u 15
[ToBTOpenue npe3 28 nHU.

Carboplatin + Paclitaxel

Carboplatin — AUC 5-6 I.V. gen 1
Paclitaxel — 175 mg/m2 1.V. nen 1
[ToBTOpenue npe3 21 aHu.

Carboplatin + Pemetrexed

Carboplatin — AUC 5-6 I.V. gen 1
Pemetrexed — 500mg/m? nex 1
IToTOpenue npe3 21 nau

Crnen paaukamHa orepanusi MPH BB3PACTHH MAIMEHTH C HEAPEOHOKIEThYCH pakK Ha Oenute
npodose (HAPBJI) cramuii IB-IIIA, uumuro Tymopu wumar npenenud B €K30H 19 wiam
cyoctutyupamy MyTanuu B ek30H 21 (L858R) Ha peuenTopa Ha enmumepMaaHHs PacTeKEH



¢daxrop (EGFR)

Osimertinib 80mg eHOKpaTHO THEBHO. JIeYeHNETO MPOIBIDKABA IO PEIUINB Ha 32a00JIIBAHETO
WM HETMPHEMITHBA TOKCHYHOCT. [IpOIBIDKUTEIHOCT Ha JISYSHUE HaJl 3 TOJIMHHU HE € TIPOyYBaHa.

Pembrolizumab 200 mg 1.V. na Bceku 3 ceamunu unu 400 mg [.V. Ha Bceku 6 ceaMUIU KaTo
MOHOTEpAIHus 3a aJI0BAHTHO JICYCHUE HA Bh3PACTHU C HEIPEOHOKIETHYCH KapIIMHOM Ha Oeust
Ipob, KOUTO ca C BHUCOK PHCK OT PEIUAMB ClIe]] IbJIHA PE3eKlUs W IUIaTHHA-OazupaHa
XUMHOTEPAITHS.

[Tpu amroBanTHO nedenue Ha H/APB/I, Pembrolizumab Tps6Ba na ce nmpunara 10 peruanB Ha
3a00JISIBAHETO, HEMPUEMITUBA TOKCUYHOCT WIIM 3a TIEPHOJ 10 €IHA TO/INHA.

[TpenoprunTennara qo3a Pembrolizumab uHxekimoHneH pa3TBOp 3a MOAKOKHA WHKEKIIHS TPH
BB3pACTHU €: WK 395 mg Ha BCEKU 3 CEIAMMIIM, MPUIIOKEH KATO MOJKOXKHA HMHXKEKIHS B
pamkute Ha 1 MuHyTa Win 790 mg Ha BCeKU 6 CEAMULIM MPUIIOKEH KaTO MOJIKOKHA MHKEKIUS
B pamkure Ha 2 MuHyTH. llanmenTtn, mnomydaBam Pembrolizumab 3a uHTpaBeHO3HO
MPUJIOKEHHWEe, MOoraT Ja NMpeMUHaT KbM Pembrolizumab 3a moakoxHO TpHIIOKEHUE NPHU
cienBamiaTa IUlaHUpaHa jgo3a. [lamueHnTtd, momydaBamu Pembrolizumab 3a moaxoxHO
MPUJIOKEHWEe, MOTraT Jia MpeMUHAT KbM Pembrolizumab 3a WHTpaBeHO3HO TPHIIOKEHUE TPHU
cleqBamniaTa miaHupaHa J103a.

Atezolizumab IV kato MoHOTepamus, cien paauKadHa omepainus W IUIaTHHa-0a3upaHa
XUMHOTEpanusi, mpu Bb3pacTHu nanueHty ¢ HIPB/] ¢ BUCOK puCK OT peuuauB, YUUTO TYMOPHU
nMart PD-L1 excnpecus B Tymopau kinetku > 50% u kouto He ca EGFR win ALK nozutuBHn

[IpenopbunTenHuTe 1034 ca:
Atezolizumab — 840 mg npuinaranu 4pe3 HHTpaBeHO3HA HHDY3US TIpe3 2 CeAMUIH WITH
Atezolizumab — 1200 mg npuiaranu 4pe3 HHTpaBeHO3HA HHGY3HSI Tpe3 3 CeMUIIN UITH

Atezolizumab — 1680 mg npunaranu upe3 HHTpaBeHO3HA H(Y3Us TIpe3 4 CeAMMUIIN.

B mponwmkenune Ha | romMHa OCBEH MPU PEHMIWB Ha 3a00JIIBAHETO WM HEMPHEMIINBA
TOKCHUYHOCT.

Atezolizumab SC

[TanmenTHTE MOTAT /1a MOTyYaT JieueHue ¢ atezolizumab WHXEKIIMOHEH Pa3TBOP 3a MOAKOKHO
npuioxeHue. [TalueHTuTe, KOUTO MOHACTOSIIEM MOTyYaBaT atezolizumab 3a HHTPaBEHO3HO
NPUIIOKEHNE, MOXKE J1a IPEMUHAT KbM JieueHue ¢ atezolizumab MHXEKIIMOHEH pa3TBOP 32
MTOJIKOYKHO TTPHIIOKCHHE.

[IpenoprunTennara fo3a atezolizumab MHXEKIIMOHEH Pa3TBOP 3a MOAKOXHO MPHUIIOKCHHUE €
1875 mg, npunaraHa Ha BCEKU TPU CEAMUIIN.

NmyHoTepanus:

Pembrolizumab 200 mg 1.V. nHa Bcekn 3 ceamunu wim 400 mg 1.V. Ha Bceku 6 cenMunm B
KOMOMHAIMS C TUIaTHMHA-0a3upaHa XWMHUOTEPAIUsl KaTo HEOaIOBAHTHO JICUYCHHUE M CIIC]] TOBA
MPOABIDKEH KaTO MOHOTEpAIHUs 3a aJi0BAaHTHO JICYCHUE, € IMOKAa3aH 3a JICUCHHE Ha OrepaduiicH
HEeIPEOHOKIIEThUEH KapIIMHOM Ha OeIusl IpoO ¢ BUCOK PHUCK OT PELUIMB IPH Bh3PACTHHU.



[Tpu HeoamtoBaHTHO /amroBaHTHO JieueHue Ha HJIPB/I, Pembrolizumab Tps6Ba na ce mpunara mno
penuanB Ha 3a00JISIBAHETO, HETIPUEMITBA TOKCUYHOCT HJTH 32 TEPHOJ JI0 €IHA TOINHA.
[IpenopbunTennara no3a Pembrolizumab mH)XeKIMOHEH Pa3TBOpP 3a MOJKOXKHA MHXKEKIUS TPU
BB3pPAcTHU €: WK 395 mg Ha BCEKH 3 CEMUIM, PUIIOKEH KAaTO MOJK0KHA UHIKEKIHS B PAMKUTE
Ha 1 muHyTa au 790 mg Ha BcekH 6 CeMUIIM MTPUIIOKEH KAaTO MOJIKOKHA HHKEKIUS B pAMKUTE Ha
2 munytu. [lammenTtn, momydyaBamy Pembrolizumab 3a mHTpaBeHO3HO NpPUIIOKEHHE, MOTAT Ja
npeMuHaT KbM Pembrolizumab 3a moakoKHO NPHIIOKEHHWE TPU ClIe[BaIllaTa IUIAHUpaHa J103a.
[Tanmentn, momyuyaBamy Pembrolizumab 3a mogkoXHO MPUITIOKEHHE, MOTAT Aa MPEeMHHAT KbM
Pembrolizumab 3a uHTpaBeHO3HO MPUIIOKEHHUE TIPU ClIeABAIATA IUITAHUPaHa J103a.

Durvalumab B koMOHMHa1IMs ¢ XUMHOTEpaMnusl, ChAbPKalla IaTHHA, KaTO HE0aJI0BAHTHO JIEUEHHE,
nocneaBaHo ot durvalumab MoHOTepamnus KaTo allOBAaHTHO JICYCHUE, € MOKa3aH 3a JICYCHHE Ha
BB3pPACTHH C orepabuiieH HeApeOHOKIeThueH pak Ha Oemus apod (HJPBJl) ¢ Bucok puck ot
peuuaus u 6e3 EGFR myrauuu nnu npenapexaanus Ha ALK.

HeoamroBantHa ¢aza: durvalumab 1 500 mg unu 20 mg/kg (npu manuenTtu ¢ tenecHo terio < 30
kg) B koMOWHAIMS ¢ XUMHOTEpAIUs, ChbprKallla TUIATHHA, HA BCEKU 3 CEIMHUIIU 32 10 4 MHUKbBIa
npeau Xupyprudaa oneparus. [[poabKUTETHOCT Ha TepanusTa - 10 Iporpecus Ha 3a00JsBaHETO,
KOSITO M3KJTFOYBA IS(PUHUTUBHO XUPYPTUIHO JICUCHUE WM HETIPUEMITHBA TOKCUIHOCT.

AmroBanTtHa (paza: durvalumab 1 500 mg wim 20 mg/kg (mpu nmamuenTu ¢ TenecHo terio < 30 kg,
110 TIoBUIIaBaHe Ha TersoTo Haa 30 kg) kaTo MOHOTEparnus Ha BCEKU 4 ceIMUIM 3a 10 12 1uKbiIa
cien XupypruuHa omepanus. IIpoabmKUTETHOCT Ha Tepamusita - 10 PEUUINB, HENpPUEMIIMBA
TOKCUYHOCT WJIM MaKCUMYyM 12 IUKbBJIA clie]] XUPYPrUyHa ONepalus.

Alectinib kaTo MOHOTEpanus € TOKa3aHa 3a aI0OBaHTHO JICYCHUE CJIE]I ITbJTHA PE3EKIUS Ha TyMopa
Ha BB3pacTHU nanueHTn ¢ ALK-mosutuBeH HenpeOHOKIEThUEH pak Ha Oemmst apo6 /HJPB/ ¢
BUCOK PHUCK OT PEIIH/IUB.

[IpenopwunTennara no3a alectinib e 600 mg (yetupu kancynu ot 150 mg), mpueManu 1Ba MbTU
THEBHO ¢ XpaHa (o6ma nueBHa 103a 1200 mg).

Jleuenuero ¢ alectinib TpsOBa ma MpPOABIKU OO MPOTpecus Ha 3a00JIIBAaHETO, HEMPHUEMITUBA
TOKCHUYHOCT HJTU JI0 2 TOJTHH.

Heob6xoaum e Banuaupan tect 3a nmoaoop Ha narueHTy ¢ ALK-nonoxxurenen H/IPB/I.

ALK-nonoxutennust ctatyc Ha HJIPB/I TpsiOBa na ce yctaHOBM Ipenu 3all0UBaHe HA a/IFOBAaHTHA
Tepanus ¢ alectinib.

7.1.3. [IbpBa JIMHKA TapreTHa TEPAUS

[Ipunara ce B craamii I1IB u IV npu BcMYKK MaMEeHTH ¢ JOKYMEHTUPAHU aKTUBUpPAIU MyTalluu,
HenekyBanu npeau ToBa ¢ EGFR- nimn ALK/ROS1/RET-unxubutopu.

Jleuenne ¢ EGFR-Tupo3uHKnHa3HM HHXMOUTOPH; Ha3HAYaBa ce pu TyMopH ¢ aktuBupany EGFR-
MYTallui —MACHTU(HUIIUPAHN OT XUCTOJIOTMYHA U IUTOJIOIMYHA OMOTICUY MJTH OT KPbBHA/ IJIa3MEeHa
npoba (TeyHa Ouoricus, caMo MPH HEBb3MOXKHOCT 32 ThKaHHA).



Osimertinib moroteparmms — 80 mg P.O. nueBHO, 10 nporpecust (HezaBucHMO oT T790M-
MyTalus)
Afatinib — 40 mg P.O. nHeBHO, 10 mporpecus.

Erlotinib — 150 mg P.O. nqueBHO, 10 nporpecus.

Gefitinib — 250 mg P.O. aaeBHO, 10 mporpecws..

Osimertinib e mokazad B komOuHaIus ¢: Pemetrexed u xummuorepanust Ha Oa3ara Ha IJIaTHHA 32
IIbpPBA JIMHUS Ha JICYEHHWE HA BB3pacTHU mnauueHtu ¢ aBaHcupan HJIPBJI[, yuuro Tymopu mumar
aeneruu B ek30H 19 wmm cyOcturywpamu wmyrtammu B ek3oH 21 (L858R) na EGFR.
[Iperoppuntennara moza ¢ 80 mg Osimertinib eIHOKpaTHO JHEBHO, KOTaTO c€ Npwiara ¢

Pemetrexed n xumuoTepanus Ha 6a3aTa Ha TUIaTUHA.

7.1.3.1. IIbpBa 1uHus TapreTHa Tepanus 3a Jedenue ¢c ALK/ROS1/RET unxudurop /caen

BAJINAMPAH TecT/

Crizotinib — 2 x 250 mg P.O. nueBHO, 10 IpOrpecws..

Alectinib - 2 x 600 mg p.o. THEBHO 710 Tporpecus Ha 3a00JIIBAaHETO WU HETIPUEMIIUBA
TOKCUYHOCT He ce u3noii3Ba mpu ROS1 npenapexnane

Brigatinib - 90 mg Tabnetku P.O. Bequbx AHEBHO Mpe3 IbpBUTE 7 THU, ciea ToBa 180 mg BenHBK
nHeBHO. Brigatinib e moka3aH KaTo MOHOTepamnus 3a JieueHHE Ha BB3PACTHH NAlUEHTH C
nonoxkurened 3a ALK, aBancupan HAKPB/I, nenexyBanu npenu ToBa ¢ ALK unxuburop.

Lorlatinib 1 x 100mg P.O. qHeBHO, 10 Mporpecust Wik HEMPUEMIINBA TOKCHYHOCT 32 JICUeHHE Ha
BB3pPACTHU TMALMEHTH C aBaHCHpal HeApPEOHOKIeThUeH KapuuHoM Ha Oemust npod (HIAPBJ),
MOJIOXKUTENICH 32 KMHAa3a Ha aHamactiHueH uMmdoM (ALK), konto mpenu ToBa HE ca JIEKyBaHU C
naxuouTop Ha ALK

Entrectinib - 600 mg p.o. BEAHBK AHEBHO IO NMPOTpecHs Ha 3a00JIIBAHETO WIIM HETPUEMITHBA
TOKCHYHOCT.

Entrectinib xato MoHOTepanus € MoKa3aH 3a JICYCHHE Ha HEJEKyBaHH J0Cera ¢ MHXMOUTOPH Ha
ROS1 Bw3pactuu namuenta ¢ ROS1-nonoxureneH, aBaHcupan HeAPEOHOKIEThUCH paKk Ha Oenmust

apo6 (HIIPBJI)
Pralsetinib - 400 mg P.O. BemHBX THEBHO O MPOTPECUsi HA 3a00JIIBAHETO WM HETpPUEMIIMBA

TOKCHYHOCT.

Pralsetinib xkaTo MoHOTepamus € IMOKa3aH 3a JICUCHHWE HAa BH3PACTHU TAIMEHTH C aBaHCUpPAI
HeapeOHoKIIeThYeH pak Ha Oenmust apo6 (HAPBM), monoxurenen 3a RET ¢dy3us, npeHapexnane
npu Tpancdekuus (rearranged during transfection), kouto mpeau ToBa He ca yjekyBaHu ¢ RET
uaxubutop. IlogbopbT Ha mamumenture 3a jedyeHue Ha RET Qysus-monoxureneH aBaHCHpam
HJIPB/I Tpsi6Ba 1a ce ocHOBaBa Ha BAJIMIUPAH METO]] Ha U3CIICIBAHE.

Repotrectinib* xaTo MoHOTepamusi € Moka3aH 3a JIeYeHHE Ha Bb3pacTHU mauumeHTH ¢ ROSI1-



MIOJIOKUTEJICH aBaHCHpall HeapeOHoKiIeThueH pak Ha Oenus apo6 (HAPB). Ilpenoprunrennara
no3a npu Be3pacTHu ¢ 160 mg Repotrectinib Begabxk aHeBHO 3a 14 mHU,mocnensana ot 160 mg
Repotrectinib qBa mbTH JTHEBHO 10 MPOTpecHs Ha 3a00JIIBAHETO WM HETIPHEMITUBA TOKCHYHOCT.

7.1.3.2. HenpeOHOK/IEThYEH JIOKAJHO ABAHCHPAJ M/WIM METACTA3HpPaJ paKk Ha Oenusi
Apoo

Cemiplimab xaTo MOHOTepanus € MoKa3aH 3a JICYeHUE OT IbPBa JIMHUS HAa Bb3PACTHU MAIIUEHTH C
HeapeOHOKIeThueH pak Ha Oemus npo6 (NSCLC), ekcmpecupamy PD-L1 (mpu > 50%
tymopHH kinetku), 6e3 EGFR, ALK wunu ROS1 alGepauuu, KOUTO HMaT: JOKAJIHO aBaHCUPAI
NSCLC u He ca kaHauaaTH 3a AeUHUTUBHA XUMHUOIBbUeTepanus, uin metactatuaed NSCLC.
Cemiplimab B koMOMHaIMs ¢ TUTATUHA-0a3MpaHa XMMHUOTEpaIs € TOKa3aH 3a JICYeHHUEe OT IIbpBa
nuHUs Ha Bb3pacTHU nanuentu ¢ NSCLC, ekcnipecupaiy PD-L1 (npu > 1% TymopHU Ki1eTkH), 6e3
EGFR, ALK wmu ROS1 abepanuu, kouto umart: nokanHo aBancupan NSCLC u He ca kaHAMIATH
3a neMHUTHBHA XUMUOIbUeTepans, uian meracratuaeH NSCLC.

Tepotinib kato MoOHOTepamus € IMOKa3aH 3a JICYEHHE Ha BB3PACTHHU MALMEHTH C aBaHCUPAT
HenpeOHokieTrueH Oenoapoden kapuuHoMm (NSCLC), chabpxail H3MEHEHHSs, BOICIIH 0
npomnyckane Ha ek30H 14 (METex14) B rena Ha (akropa 3a ME3eHXHUMHO-CITUTEIICH PEXO, TIPH
KOITO € Heo0X0AMMa CUCTEMHA Tepanus ciell IpeB

apUTEIIHO JICYCHUE C UMYHOTEpaIysl /WM XMMUOTEpAIns Ha OCHOBAaTa Ha IJIaTHHA.
[Ipenopbuntennara no3a e 450 mg Tepotinib (2 TabneTku), MprueMaHu BEAHBXK THEBHO. JIedeHreTo
TpsiOBa a2 MPOABIKY, JOKATO ce HaOIro/1aBa KIMHUYHA Noj3a. JlekapcTBeHa (popma U KOJIMUECTBO
B €/1Ha ornakoBKa: 60 ¢uamupanu TabIeTKH.

7.1.4. IlnpBa IMHUSA HWMVHOTEDAIUS

[Tpunara ce ipu craauii IV.

Pembrolizumab xato monoTepanus - 200 mg I.V. Ha Bcexu 3 ceamuuum ninu 400 mg 1.V. Ha Bceku
6 cenMUIIH, TPUIIOKEHA KaTo MHTPaBeHO3HA WH(Y3Hs B MpoabiukeHne Ha 30 MuHyTH, JieH 1 (rbpBa
JIMHUS HAa METacTaTU4YeH HelpeOHOKIeThueH KapuuHoM Ha 6enus qpod (NSCLC) mpu Bb3pacTHH,
yuuTo TyMopu ekcripecupat PD-L1 ¢ > 50% nponoprmonasneH ckop Ha Tymopa (tumour proportion
score, TPS), 6e3 EGFR nnu ALK monoxutenHu TyMOPHHA MyTalliu).

[IpoabmkaBa 10 MporpecHs UK HEMPUEMIIHBA TOKCUYHOCT. [Ipy KIMHUYHO CTAOMIIHU NAIlUEHTH C
I'bPBOHAYANIHU JAHHH 32 MTPOrpecrs Ha 3a00IsIBAHETO € MPENOPBHUUTETHO JICUSHUETO J1a TPOIBIIKH,
JI0KaTO Mporpecusara Ha 3a00JsIBAHETO HE CE€ TOTBBPIH.

[Tpenopruntennara no3a Pembrolizumab MHXEKIMOHEH pa3TBOp 3a MOIKOKHA WHXKCKIHMS TPU
BB3pacTHU €: Win 395 mg Ha BCEKH 3 CEJAMUITH, IPUIIOKEH KATO MOJKOKHA HHKEKIHS B PAMKUATE
Ha | MuHyTa mim 790 mg Ha Bceku 6 CEMUIIM MPHIIOKEH KaTo MOAKOKHA MH)KEKIUS B PAMKHTE Ha
2 munytu. [lammenTtn, momydyaBamy Pembrolizumab 3a mHTpaBeHO3HO MPUIIOKEHHE, MOTAT Ja
npeMuHaT KbM Pembrolizumab 3a moakoXHO NpHIIOKEHHE MPH CleABallaTa IUIAHUpaHa J103a.
[TanmenTH, momyyaBamu Pembrolizumab 3a mMoAKOXHO TPHIIOKEHHE, MOTAT J1a MPEMUHAT KbM
Pembrolizumab 3a nHTpaBeHO3HO NMPUIIOKEHHE NPH cieBallaTa IIaHupaHa J03a.



Atezolizumab xaTo MOHOTepanus € MOKa3aH KaTo I'bpBa JHMHUS HA JIEUYCHHE HAa Bb3PACTHU
MalUeHTH ¢ MeTacTa3upal HeapeOHokIeThYeH pak Ha Oemust apo6 (HJAPB) ¢ tymopna
excrpecus Ha PD-L1 > 50% tymopuu kinetku (TK) wim > 10% tymop-uHbUITpHpayu UMyHHI
kietku (MK), kouto ca 6e3 EGFR myTtupan nnn ALK-no3utusen H/IPB/I.

[IpenoprunTennara no3za Atezolizumab e:

Atezolizumab — 1200 mg npunaraHud 4pe3 WHTpaBEHO3HAa MHQY3US Tpe3 3 CeAMULU WU
Atezolizumab — 840 mg mpwiarand 4Ype3 MHTPaBEHO3Ha WHQY3Ms Tpe3 2 CEeIMHIHU MU
Atezolizumab — 1680 mg npunaranu ype3 HHTPaBEHO3HA HHQPY3HS MTpe3 4 ceMHIIN

Atezolizumab SC

[TanmenTHTE MOTAT N1a TONydYaT JiedeHHe C atezolizumab WHKEKIIMOHEH Pa3TBOP 3a IMOJKOXKHO
npuioxxenue. IlanmeHTuTe, KOUTO TMOHACTOSINEM IOJydaBar atezolizumab 3a WHTpPaBEHO3HO
MPUJIOKEHHWE, MOXKE Ja MPEMHUHAT KbM JiedeHHe ¢ atezolizumab HWHKEKIIMOHEH pa3TBOpP 3a
MOJIKOYKHO MPHIIOKEHHUE.

[TpenoppunTeHaTa no3a atezolizumab MHXEKIIMOHEH pa3TBOP 3a MOJKOKHO MpritokeHue e 1875
mg, MpUiaraHa Ha BCEKU TPH CEIMHMIIH.

[IpenopbuBa ce mamueHTUTe Aa ce JeKyBaT ¢ Atezolizumab no mporpecusi Ha 3a00JSIBaHETO
WA HEKOHTPOJIMpYeMa TOKCHYHOCT.

[Tpu mauuentn Ha 1L HJIPB/] MmoHOTepanus TpsiOBa 1a 6baaT H30KMpaHu 3a IeUeHUE Bb3 OCHOBA HA
TyMopHaTa ekcrpecust Ha PD-L1, notBbpaeHa upe3 BauIupaH TeCT.

Pembrolizaumab + Cisplatin (Carboplatin) + Pemetrexed (MeTacTaTH4eH HECKBAMO3€eH
NSCLC npu Bb3pacTau, yunTo Tymopu HaMatT EGFR niun ALK noJioxkxuTe 1HH MyTanmu.)

Pembrolizumab + Cisplatin (Carboplatin) + Pemetrexed (Metactaruuen HeckBamo3eH NSCLC
npu Bb3pacTHU, ynuTo TyMopH HaMaT EGFR unu ALK nonoxxutennu MyTaium. )

[ToBTOopenue mpe3 21 mum 3a Pembrolizumab 200 mg [V.wm mnpe3 mnpe3 42 mum 3a
Pembrolizumab 400 mg L.V.

Cisplatin — 75 mg/m2 1.V. (Carboplatin AUCS), nen 1, 3a 4 nuxbia

Pemetrexed — 500 mg/m2 1.V., gen 1

Pembrolizumab — 200 mg 1.V., nen 1 wnu 400 mg 1.V, nen 1 Ha Bceku 6 ceaMuIiu

Jleuennero ¢ Pembrolizumab mpoabmkaBa 10 mporpecusi WM HEMpUEMIIMBAa TOKCUYHOCT. [lpu
KJIMHUYHO CTaOWJIHM MalMEHTH C IIbPBOHAYAJIHM JaHHU 3a Hporpecus Ha 3a00JIIBaHETO ¢
MPENOPBHUUTENTHO JICUEHUETO Ja MPOIBIIKH, JOKATO MPOrpecusiTa Ha 3a00IIBaHETO HE Ce MOTBbPAU
[TpemopbunTennara no3a Pembrolizumab wHXeKIIMOHEH pa3TBOp 3a MOAKOXKHA WHXKEKIHS TPH
BBH3pacTHU €: Win 395 mg Ha BCeKH 3 CeIMUIIM, TPUIIOKEH KAaTO MOJKOKHA MHXKEKLIUS B PAMKHUTE
Ha 1 MmuHyTa nau 790 mg Ha Bceku 6 CeAMUIIN PUIIOKEH KaTO MOJK0KHA MHKEKIUS B PAMKUTE HA
2 munyTd. IlanmenTn, nomyuaBamu Pembrolizumab 3a mHTpaBeHO3HO NpUIIOXKEHUE, MOTaT /3
npeMuHaT KbM Pembrolizumab 3a moakoXHO TpUIIOKEHHWE TPU Cie[BallaTa IUIaHUpaHa J103a.
[TanenTtu, momyyaBamu Pembrolizumab 3a MoakoXXHO NMPHIIOKEHHE, MOTaT Jia MPEeMUHAT KbM
Pembrolizumab 3a HHTpaBeHO3HO MPHUIIOKEHHE TP CIICABAIATA TUTAHUPAHA J103a.

Pembrolizumab B komounamnus ¢ Carboplatin u Paclitaxel nan B komOunanus ¢
Carboplatin u nab-Paclitaxel (nanoparticle albumin-bound paclitaxel) npu Bb3pacThu ¢
MeracTaTnueH ckBamo3en NSCLC.




Pembrolizumab 200 mg IV Jlen 1 ot Bceku 21-gaeBeH nukba wim Pembrolizumab 400 mg

IV Jlen 1 ot Bceku 42-1HEBEH LIUKBJI

Carboplatin AUC 6 mg/ml/min gen 1 ot Bceku 21-1HEBeH IUKBI 3a 4 UKBIA U,

Paclitaxel 200 mg/m2 na [len 1 ot Bceku 21-1HEBEH ITUKBI 3a 4 MIUKBIIA,

Wnu Nab- Paclitaxel 100 mg/m2 na Jlen 1, 8 u 15 ot Bceku 21-aHEBeH UKD 32 4 IIUKBIA,
nocneaBanu oT Pembrolizumab 200 mg IV Ha Bcexu 3 ceamunu uiau Pembrolizumab 400 mg

IV Ha Bcexu 6 cemMuUIA

Uleuenuero ¢ Pembrolizumab npoabmxasa 1o nmporpecus Win HeprUeMIIBa TOKCHYHOCT. [Ipu
KIMHUYHO CTaOWJIHM TALMEHTH C IbpPBOHAYAJIHM JAaHHU 3a TNPOrpecus Ha 3a00JSIBAHETO €
MPEMOPBHUNTEITHO JICYSHHETO Ja MTPOABIIKH, TIOKATO MPOTPECcUsITa Ha 3a00IIBaHETO HE ce
MOTBBP/IH.

[TpemopbunTennara no3a Pembrolizumab wHXeKIMOHEH pa3TBOp 3a MOAKOXHA WHXKEKIHS TPH
BB3PACTHH €: WK 395 mg Ha BCEKU 3 CEAMMIIM, MPHIIOKEH KATO MOAKOKHA UHKEKIUS B PAMKHUTE
Ha 1 MmuHyTa uau 790 mg Ha Bceku 6 CeAMUIIN PUIIOKEH KaTO MOJK0KHA MHXKEKIUS B PAMKUTE HA
2 munyTH. [lanmentu, momyuaBamu Pembrolizumab 3a uHTpaBeHO3HO NPUIIOKEHUE, MOTaT 13
npeMuHaT KbM Pembrolizumab 3a moakoXHO HpUIIOKEHHWE TpHU ClefBallaTa IUIaHUpaHa J103a.

[Tanmentn, momyuyaBamy Pembrolizumab 3a MOAKOXXHO NMPHIIOKEHHE, MOTAT Jla MPEMUHAT KbM
Pembrolizumab 3a HHTpaBeHO3HO MPUIIOKEHUE TP CIIeABAIATA TUITAHUPAHA J103a.

Atezolizumab + Bevacizumab + Paclitaxel + Carboplatin

€ MOKa3aH 3a MbpBa JMHUS HA JICYCHUE HAa BH3PACTHH IALMCHTH C METACTa3upaj HECKBaMO3CH
HeApeOHOKIIeThUEH pak Ha Oenust 1pod (HIAPB/I), kouto no cera He ca 0w ieKyBaHu U umat PD-
L1 excpecus mexay 1% u 49%, unu yepHoapoduu Meractasu. [lpu naunentu ¢ EGFR myTupasn
i ALK-nmosutusen HIIPB/], B komOunarus ¢ Bevacizumab, Paclitaxel u carboplatin e moka3as
caMo Clie/l HeyCIieX Ha IMOAXOSIIN TApTeTHH TEParTuu

WuayknuonHa ¢asa (4 Kypca)
Atezolizumab - 840 mg mpe3 2 ceamunm, win 1 200 mg npe3 3 ceamury, wiu 1 680 mg npes 4

cenvuru I.V.
Bevacizumab , Paclitaxel u cien ToBa Carboplatin ce npunarar npes 3 cenmunu

Bevacizumab — 15 mg/kg V.
Paclitaxel — 200 mg/m2 1.V.
Carboplatin AUC6 1.V. IloBropenue
npes 21 quu (4 xKypca)

Atezolizumab SC
[lanmeHnTHTe MOTaT Ja TMOMydYaT JiedeHHe C atezolizumab WHXEKIMOHEH DPa3TBOP 3a ITOJKOXKHO
npuiokeHue. [larMeHTHTe, KOUTO TMOHACTOAIIEM IMofMy4yaBar atezolizumab 3a HHTPAaBEHO3HO
MPUIOKEHHUE, MOYXKE J1a IIPEMUHAT KbM JIeueHHe ¢ atezolizumab MHXEKIIMOHEH pa3TBOP 32 IMOIKOXKHO
MPUIOKEHHE.
[IpenopbunTennara go3a atezolizumab WHXEKIIMOHEH Pa3TBOP 3a MOJKOXKHO MpHiiokeHue € 1875
Mg, IpuJiaraHa Ha BCEKU TPH CeIMHIIH.
[Mommbpkama (a3a - HHAYKIMOHHOTO JICUEHHE C€ IOCIeABa OT MOIIbPIKAaIIO JedeHue O0e3
XUMHUOTEparusi:




Atezolizumab — 840 mg npe3 2 ceqmunu, win 1 200 mg npe3 3 ceamury, uian 1 680 mg
npes 4 cenmunu LV,
Bevacizumab 15 mg/kg [.V npunaraau upe3 nHTpaBeHo3Ha nHY3us mipe3 21 aHu.

[IpenopbuBa ce maneHTuTe Aa ce JekyBar ¢ Atezolizumab 1o nporpecust Ha 3a00JISIBAHETO WY
HEKOHTPOJIMPYEMa TOKCUYHOCT. JleueHue cien nporpecus Ha 3a00JI1BaHETO MOKeE Jja c€ 0OMUCIIN
10 IpEeLeHKa Ha JIeKapsl.

Atezolizumab SC

[lareHTUTe MOTaT Aa TOJydYar JiedeHHe ¢ atezolizumab HMHXEKIIMOHEH Pa3TBOP 3a MOIKOXKHO
npuinokeHue. [larMeHTHTe, KOWTO TMOHACTOAIIEM Moiy4yaBaT atezolizumab 3a HHTPAaBEHO3HO
MPUJIOKEHHUE, MOXKE J1a PEMUHAT KbM JIeueHHe ¢ atezolizumab MHXEKIIMOHEH pa3TBOP 3a MOJKOKHO
MPUIOKEHHE.

[TpenoprunTenHara no3a atezolizumab WH)XEKIIMOHEH Pa3TBOP 3a MOAKOXKHO MpuioxeHue e 1875
mg, IpuJiaraHa Ha BCEKU TPH CEIMHIIH.

Atezolizumab B xomOunanust ¢ nab- Paclitaxel u Carboplatin € moka3an 3a mbpBa JUHUS Ha
JeYeHUE Ha BB3PACTHHU MallMeHTH ¢ Meractasupain HeckBamozeH HJIPB/I, kouto msimar EGFR
myTtupan uin ALK-nonoxxurenen H/IPB/I.
[lo BpeMe Ha mWHAyKIMOHHaTa (pasa mpemopbrumMTenHata no3a Atezolizumab e 840 mg mpe3 2
cenqmun, wim 1200 mg mpe3 3 ceamunu, win 1680 mg mpe3 4 ceaMuiy, MPUITOKEHH UPE3
WHTPaBeHO3Ha HH(Y3Ms, U MocienBaHu oT nab-paclitaxel u carboplatin mpe3 Tpu cenmuiu B
MPOJBIDKEHHE Ha YETHPH WIM MIeCT HUKBiIa. Koraro ce mpwmaratr B €IWH W CHIIN JICH,
Atezolizumab TpsiGBa ma ce mpmiara mbpBU. Nab-paclitaxel ce mpunara B gau 1, 8 u 15, a
Carboplatin — B nen 1.

[Togabpxania (aza - MHIYKIIMOHHOTO JICUCHHUE C€ TTOCIIe/IBA OT MOTbPKAIIO JIeUeHne 0e3
XUMHOTEPAITHS:

Atezolizumab — 840 mg npe3 2 ceaqmuiy, win 1200 mg npe3 3 ceamunu, win 1680 mg npes

4 ceaMULIM, TPUIIOKEHU YpE3 UHTPABEHO3HA UH(DY3HSL.

[IpenopbpuBa ce manMeHTUTe Ja ce JIeKyBaT ¢ Atezolizumab 10 mporpecus Win HEKOHTPOJIHpyeMa
TOKCUYHOCT. JIedeHue cres| mporpecus Ha 3a00JISIBAHETO MOXKeE J1a ce OOMHUCIH 110 TpelieHKa Ha
mexapst

Nivolumab + Ipilimumab u 2 kKypca ruratuHa-0a3upaHa XUMOTEpANus € TOKa3aH 3a MIbpBa JINHHS
Ha JIEYEHHE Ha MeTacTaTHYeH HeIpeOHOKIEThYeH pak Ha Oenust Apo0 HpU BB3PacTHU, YUUTO
Tymopu Hsamat ceHcuOmmmsnpany EGFR myrtamn nimm ALK TpaHciokammm.

HOyKIIMOHHO JIeueHue
Nivolumab 360mg iv 3a 30 muH Ha 3 ceamuimm B komOuHaimg ¢ Ipilimumab 1me/ke Ha Bcexu 6
CEAMUIH U IUIaTHHA-0a3upaHa XUMHOTEpanus 3a 2 Kypca Ipe3 3 CeaAMULA

THoaabpokalio JeueHue
Nivolumab 360mg iv 3a 30 muH Ha 3 ceamuum B kKomOuHaimd ¢ Ipilimumab 1me/kg Ha Bceku 6
CEAMUILHU A0 MPOrpecysi WM 10 2 TOJIUHU OT HAYAJIOTO.

Durvalumab + tremelimumab 1 XumMuoTepanus, CbbpiKallia MIaTHHA, € TIOKa3aH 3a MbpBa JIMHUI
Ha JiedyeHue Ha Bp3pacTHU ¢ MetactatnueH HJIKPB/I 6e3 cencubunuzupanu EGFR myrtanun nnm
ALK Moj0XUTETHN My Taliu.

[Tpu xumuorepanus ¢ maaruHa: durvalumab 1 500 mg B komOuHanus ¢ tremelimumab 75 mg u
XUMHOTEpAnus, ChAbprKalla MiaThuHa, Ha Bceku 3 ceaqmuii (21 auu) 3a 4 nuxbia (12 ceqmuim).

Cnen xumuorepanus ¢ matusa: durvalumab 1 500 mg Ha Bceku 4 ceqMHUIIM KATO MOHOTEPAITUS U
nojrbpokara Tepanus ¢ Pemetrexed, 6a3npana Ha XHCTOJIOTHATA, HA BCEKH 4 CEAMUIIH.



[Teta no3a tremelimumab 75 mg Tps6Ba 1a ce mpuiIoku Ha ceamuua 16 3aeqHo ¢ durvalumab.

[Mommbpxkamo nedenne ¢ durvalumab no mporpecuss Ha 3a00JISIBAHETO WM HETPUEMITHBA
TOKCHYHOCT.

Amivantamab B komOunanus ¢ Carboplatin u Pemetrexed 3a nedyeHue oT nbpBa JUHUS Ha
Bb3pacTHU nauueHTu ¢ aBancupan HJIPB/] ¢ aktuBupaiiy MHCEPLIMOHHUA MyTalluu B €k30H 20 Ha
EGFR.

[Ipenu 3amouBaHe Ha Tepamnusi ¢ Amivantamab TpsiOBa Ja ce yCTAaHOBH MYTAIIMOHHHS CTAaTyC Ha
EGFR B npo6# 0T TyMOpHa ThKaH I TUIa3Ma, KaTo CE M3II0JI3Ba BAIUINPAH METO/I Ha U3CIIC/IBaHE.
AKko He ObJie OTKpHUTa MyTalus B IJIa3MeHa 1mpoda, TpsiOBa J1a ce u3ciieBa TYMOpHa ThKaH, ako €
HaJM4Ha B JOCTaThYHO KOJIMYECTBO M KA4ECTBO, ThH KATO MPHU U3IOI3BAHETO HA IUIa3MEH TECT €
BB3MOXHO Jia c€ Ooy4aT QallIMBO OTPULIATEHU pe3yaTaTy. M3cneaBaHeTo MOXKe /1a ce U3BBPIIU
T10 BCSIKO BpPEME CJIe/l IOCTABsIHE HAa IbPBOHAYANIHATA IMarHO3a Mpe/In 3arouBaHe Ha TepanusTa. He
€ Heo0X0IMMO J1a ce TIOBTaps U3CIEABAHETO CJe]l yCTaHOBsIBaHE HAa MyTaniMoHHUS cTtaTyc Ha EGFR.

IIpenopbuuTesHu 1031 Amivantamab 3a MHTpaBeHO3HO NMPUJIOKEHHE, KOTaTO Ce
u3nos3Ba B komOuHauus ¢ Carboplatin u Pemetrexed Ha Bceku 3 ceamMmunu:

Teaecno Terao | Jo3a Cxema Ha mpHI0KReHHE bpon
Ha H3XO0IHO Rybrevant (paaronn
HHBO"
ITox 80 kg 1400 mg | Bexnwx ceammuno (oomo 4 x03u) ot Ceavumn 1 10 | 4
4
o Cenvuua 1 - uady3na ¢ pasaencHa 103a Ha
Hen 1 1 Ten 2
o Ceamuun 2 10 4 - undysua va Jen |
| 750 mg | Ha Bcexn 3 ceammun, Kato ce 3anoyne B Ceamuua 7 | S
Hax nnm pasro | 1 750 mg | Beansx cexvmyro (oomo 4 ao3u) pr Cexvumm 1 g0 | 5
Ha 80 kg 4
o Ceamuna | — uH)Y3HA ¢ pasaeneHa 103a HA
Hen 1 n len 2
o Cenvumn 2 10 4 — uady3na Ha [en 1
2100mg | HaBcexn 3 cexvmun, kato ce 3anoune B Ceamuma 7 | 6

"He ca HEOOXOTHMH KOPCKIOHH Ha J03aTa 3a IIOCJICABAINH IIPOMCHH Ha TCIICCHOTO TECITIO.

Korato ce m3nomsBa B komOunarus ¢ Carboplatin u Pemetrexed, Amivantamab 3a HHTpaBEeHO3HO
MpUIIOKeHue TpsioBa na ce mpuiiara ciea Carboplatin u Pemetrexed B ciennata mociaeoBaTeIHOCT:
Pemetrexed, Carboplatin u cinen ToBa Amivantamab.

Carboplatin ce mpuiara UHTpaBEHO3HO € IUIOI IOJ| KpHUBaTa KOHIEHTpauus-Bpeme 5 mg/ml B
muHyTa (AUC 5) BenqHBK Ha BCEKH 3 CEIMUIIM, B IPOIBIDKeHUE Ha 10 12 cenmuiu. Pemetrexed ce
npuara MHTpaBeHO3HO B 1o3a 500 mg/m2 BeAHBX Ha BCEKM 3 CEAMHUIM JI0 IpoOrpecus Ha
3a00JIIBAaHETO WIIM HENPUEMIIBA TOKCHYHOCT.



Amivantamab B komOunanusi ¢ Lazertinib* 3a mppBa nuHMs Ha JIeUeHUE HA Bb3PACTHH MAIUEHTH
C aBaHcHpall HeJlpeOHOKJIeThuYeH pak Ha 6enute apodose (HIPB/]) ¢ nenennu B ex3on 19 Ha EGFR
win cyoctutyronnu mytanuu L858R B ex3on 21.

[Ipenu 3amouBane Ha Tepanus ¢ Amivantamab TpsiOBa Ja ce yCTaHOBH MYTAIllMOHHHS CTAaTyC Ha
EGFR B ipo6u oT TyMOpHa ThKaH WM IJIa3Ma, KaTo ¢€ U3I0JI3Ba BATMIMPAH METOT Ha U3CIIEBAHE.
AKo He ObJie OTKpHTa MyTallus B IJIa3MeHa 1mpoba, TpsOBa J1a ce u3cieBa TYMOpHa ThKaH, ako €
HAJMYHA B JOCTaTHYHO KOJIWYECTBO M KaU€CTBO, Thil KaTO MPH M3IIOJI3BAHETO HA IUIA3MEH TECT €
BB3MOXKHO JIa C€ MOJTy4aT (halIrBo OTPULIATETHH pe3ynTaT. M3cienBaneTo Moxe 1a ce U3BbPIIN
IO BCSIKO BPEME CJIe]] TOCTaBsSHE Ha TbpPBOHAYAIIHATA IMATHO3a [TPEI 3ariouBaHe Ha TepanusTa. He
e HeoOXOJMMO Ja ce MOBTaps M3CIEIBAHETO CJe]l YCTAHOBSIBAHE HAa MYTALMOHHMS CTAaTyC Ha
EGFR.\

IIpenopbunTtenHu 1034 Amivantamab 3a HHTPpaBeHO3HO NMPUJI0KEHUE, KOTaTo ce
H3MoJ13Ba B komouHanua ¢ Lazertinib Ha Bcexu 2 ceqMuIn:

Teaecrno Terae | Hosza Cxema Ha OpHI0KeHHE bpon
Ha H3X0IHO Rybrevant (1akoHH
HHEO" 350 mg/7 ml

Rybrevant

IMox 80 kg Bennsx ceqvmugro (00mo 4 nosH) OoT
Cemvunn 1 1o 4

e Cemvuna 1 —maady3HA ¢ pazgeneHa 1033

_ - T ]
1 050 mg Ha llen 1 m Jler 2 3
e Cemvunu 2 1o 4 —uapy3Hz Ha e 1
Ha Beekn 2 ceIMHIH. KaTo CE 3all0YHE B
Cenmvuna 5
Hazx mawm pasHO Benns:x cenmuuHo (00mo 4 1o3H) OT
Ha 80 kg Cemvunn 1 mo 4

e Cemvmua 1 —ma]y3HA ¢ pasaencHa 103a

1 400 me Ha Jer 1 u Jler 2 A

e Cemvunu 2 1o 4 —uady3uz Ha [er 1
Ha scern 2 ceIMHIH. KATO ¢ 3AN0YHE B
Cemvumna 5

*He ca He0OXOIHMH KOpPCEOHH HAa J03ara 3a [IOCIICOBAlld IIPOMCHH Ha TCICCHOTO TCIIIO

IIpenopbunTennn 1031 Amivantamab 3a NMOAKOKHO NPHJIOKEHHE®, KOraro ce M3M0J3Ba B
komMOuHanus ¢ Lazertinib ( npuiarane Ha Bceku 2 ceAMuIn):

Teaecno | Ilpenmopbu Cxema Ha npuJjarase
TErjo Ha HTEJIHA
H3XO0THO ao3a
HHUBO'
Ilox 1 600 | e Bemubx cenmuuno (00110 4 1031) OT
80 kg mg Cenmunu 1 1o 4
e Ha Bceku 2 cemmuIy, KaTto ce
3aroune B Ceaqmuiia 5




Han wun 2 240 | e Bemuwx ceaMuuHo (0010 4 103K) OT
paBHO Ha mg Cenvunu 1 no 4

80 kg e Ha Bceku 2 ceqMuIy, KaTo ce
3anoyne B Ceaqmuua 5

* He ca HeoOxoaumu KOPEKIMH Ha J03aTa 3a nmocjaeaBallu NpoMEeHN Ha TEJIECHOTO
TErJ10.

IIpenopbuntennu a03u Amivantamab 3a NMoAK0KHO NPWJIOKEHHe*, KOraro ce HM3M0J3Ba B
komOnHaumda ¢ Lazertinib ( npuiarane Ha Bcexku 4 cexMuum):

Tenecno IIpenops | Cxema Ha npuiarase
TerJo0 Ha YHTeTHA

HU3XO0/THO 032

HHMBO"

ITon 80 kg 1 600 mg | ¢ Benubk ceamuano (00110 4 103H)
ot Cenmuru 1 mo 4

3520 mg | ¢ Ha Bcexu 4 ceamulu, KaTto ce
3amoyHe B Cenmurna 5

Han ninun 2240 mg | ¢ Bemubx ceaMuuno (0010 4 1031)
paBHO Ha ot Ceamunu 1 o 4
80 kg 4 640 mg | ¢ Ha Bceku 4 ceqMuIy, KaTo ce

sanoyne B Ceamuria 5

* He ca HeoOxoqumu KOpPEKIMHU Ha A03aTa 3a IocjaeABallu INIPOMEHU Ha TEJIECHOTO
TETJI0.

Koraro ce npunara B komOuHanus ¢ lazertinib B e1uH 1 chIM JIeH, MpenopbyBa ce Amivantamab 3a
MOJIKO’KHO MPHUIIOKEHHE™ 11a ce mpuiiara 1o KoeTo  Jia € Bpeme cie lazertinib.

[Ipu manuenTH, mogydaBaiy moHacToseM Amivantamab 3a UHTpaBEHO3HO MPWIOKEHUE, MOXKE 1a
ce um3moisBa Amvantamab 3a TOJKOXHO MPWIOKEHHE KaTO ajTepHATHBA HA WHTPABEHO3HUS
Amivantamab, kaTo ce 3armo4He OT cjeaBaliara IiaHupaHa J03a.

[Tpu nmarmenTy, moJry4aBaIy MoHACTOAIEM Amivantamab 3a MOJIKOKHO MPHIIOKEHHE™® 110 cXema Ha
MpHUJIaraHe Ha BCEKH 2 CEIMUITM, KaTo aJITCPHATHBA MOXKE Jla CE€ M3IOJI3Ba CXeMa Ha MpujiaraHe Ha
BCEKU 4 CEIMUIIM, KaTO Ce 3all0YHE OT Clie/IBalaTa IUIaHupaHa J103a.

Koraro ce npunara B komOunaius ¢ Lazertinib B enuH u cbIum AeH, npenopbyBa ce Amivantamab
Jla ce Tpuiiara o Koero u ja € Bpeme ciep Lazertinib. Lazertinib ce mpuiiara nepopaJjino B 103a
240 mg BeAHBK THEBHO.

Lazertinib B kom0nHanus ¢ Amivantamab® e noka3aH 3a bpBa JIMHUS Ha JICUEHUE HA Bb3PAaCTHU
MAIUEHTH C aBaHCHpall HeapeOHOoKIeThYeH pak Ha Oenust Apod (HAPB/]) ¢ neneuus B ex30H 19 unu
cyocturynust L858R B ex3on 21 na EGFR.

[Ipenu 3amouBane Ha jeueHueTo ¢ Lazertinib TpsioBa na Obae ycranoBeH monoxureneH EGFR
MyTaIMOHEH CTAaTyC B TYMOPHA ThKaH WJIM IJ1a3Ma, KaTo ce U3I0JI3Ba BAIMIUPAH METO. AKO HE ce
OTKpUEe MyTalus B IUIa3MeHa mpoba, TpsaOBa 1a ce u3cielBa TyMOpHa ThKaH MpU HaIW4uue Ha 2
JOCTAaThYHO KOJMYECTBO U KAYECTBO HA THKAHTA MOPATH Bh3MOXHOCT 3a (DAJIIIMBO OTPHUIIATSITHU
pe3yNTaTu Npyu U3CceIBaHe Ha TUIa3Ma.

IIpenopbuntennara no3a Lazertinib e 240 mg BeaHbK [JHEBHO B KOMOMHAmMs ¢
Amivantamab. [IpenopruBa ce Lazertinib na ce mpuiara BuUHaru npeau Amivantamab, korato ce
npuiarat B €uH u cbiiu JeH. 1L Hemoaxoasiuy 3a jevyenue ¢ miaaruaa HAPB/{



Atezolizumab kaTo MOHOTEpamnus € MoKa3aH 3a JICYeHUE OT IbPBA JIMHUS Ha Bb3PACTHU MAI[UCHTH
c aBadcupan H/IPB/I, kouto He OTroBapsT Ha yCIOBHATA 3a JIeYeHHE Ha Oa3aTa Ha IUIaTHUHA.
[IpenoppunTennara go3a Atezolizumab e:

- 840 mg, mpunaraHu Ype3 UHTPABEHO3HA HH(Y3US TIPe3 2 CEAMUIU WIIH

- 1 200 mg, mpwiaranu 4pe3 HHTpaBeHO3HA HHDY3H Tpe3 3 CeAMULIN WU

- 1 680 mg, npunaranu 4pe3 UHTPaBEHO3HA H(DY3US TIpe3 4 CEAMUIIN WIH

- 1875 mg nHXEeKIMOHEH Pa3TBOP 3a MOAKOKHO MPUIIOKEHHE, TIpUlaraHu

npe3 3 CeAMMIIH.

Jleuennero npoabKaBa 10 MPOrpecHs Ha 3a00JIIBAHETO WIIM HEKOHTPOJIMPYEMa TOKCHYHOCT.

He ce usuckBa moabop Ha manueHTUTE 3a jJedeHue ¢ Atezolizumab BB3 OCHOBa Ha HHMBOTO Ha
excrpecus Ha PD-L1.

CrnemHHTE KPUTEPUU 32 TOJ00P ONPESIIAT MAIUCHTHTES, HETIOAXOISIIN 3a 0a3upaHa Ha IUIaTHHA
XUMHOTEPAIHUS, 32 KOUTO C€ OTHACS TEPalleBTUYHOTO MMOKa3aHUE:

[Tanmentn Ha BB3pacT > 80 roagunu unu ¢ pyuaknuonanex cratyc (PS) mo ECOG 3, unu nanuentu
¢ ECOG PS 2 B xoMOuHaIusi cbc CHOTBETHU CHIIBTCTBAIIM 3a00JSBAaHUS WIM TMO-HAIpeaHaIa
BB3pacT (= 70 ToguHN) B KOMOMHALIMS ChC CbOTBETHH CHIIBTCTBAILN 3a00JIIBAHUS.

ChoTBeTHHTE CHIIBTCTBAIIM 3a00JIIBaHUS Ca CBBP3aHU ChC ChPJICYHHU 3a00JI1BaHuUs, HAPYILICHHS Ha
HEpBHATA CHCTEMa, IICUXWUYHU pa3CTPOMCTBA, CBHAOBU HApyIIEHUs, OBOpEUHH HapyIICHUS,
HapylleHusT Ha MeTadoiM3Ma W XpaHEHETO WM OeloJpoOHM HapyLIeHHs, KOUTO ca
IIPOTUBOIOKAa3aHUs 3a Tepamnus Ha 0a3ara Ha MJIaTUHA, CIIOPE]] OLIEHKATa Ha JIEKyBallHs JIeKap.

7.1.5. I[IbpBa nmuang xumuorepanus (4-6 Kkypca)

[Tpunara ce npu craguii [1IB u IV. Ilpunaraneto it npu Heonepabunen craguii IIIA nanara cien
TEpareBTHYEH OTTOBOP ChC CHIKEHUE Ha CTaANs OOCHKIaHE Ha ONIEPATUBHO JICUCHHUE.

Cisplatin (Carboplatin) + Gemcitabine =Bevacizumab

Cisplatin — 75mg/m2 1.V. (Carboplatin AUCS), nen 1 Gemcitabine
—1000-1250 mg/m2 I.V., nau 1 u 8
+ Bevacizumab — 7.5 mg/kg 1.V., nen 1 (106aBs ce mpu HETUIOCKOKJIEThUEH MOATUIT |
MPOIBIKABA KATO MOAIbpPIKAIIA TEPAMHUS IO TPOTPECHs)
[ToBTOpenue npe3 21 quu.

Carboplatin + Paclitaxel + Bevacizumab

Carboplatin AUC6 1.V, nen 1

Paclitaxel — 175 mg/m2 I.V., nen 1

+ Bevacizumab — 15 mg/kg I.V., nen 1

(mob6aBsi ce MpU HETUIOCKOKJIETHYCH IMOJATHUII U MPOABIKABA KaToO MOIbpIKaIla TEparus 10
MPOTPECHs)

[ToBTOpenue npe3 21 nuu, nox nporexuus Ha G-CSF.

Cisplatin + Vinorelbine

Cisplatin — 75 mg/m2 I.V., nen 1
Vinorelbine — 25 mg/m2 I.V., nau 1 u 8
[ToBTOpenue npe3 21 guu.




Cisplatin (Carboplatin) + Pemetrexed (mpu HeII0CKOKJeThbY€H MOATHII)

Cisplatin — 75 mg/m2 I.V. (Carboplatin AUCS), nen 1
Pemetrexed — 500 mg/m2 1.V., nen 1
[ToBTOpenue npe3 21 guu.

Paclitaxel + Gemcitabine

Paclitaxel — 200 mg/m2 I.V., nen 1
Gemcitabine — 1000 mg/m2 I.V., nau 1 u 8
[ToBTOpenue npe3 21 guu.

Paclitaxel + Vinorelbine

Paclitaxel — 80 mg/m2 I.V., nau 1, 8 u 15
Vinorelbine — 25 mg/m2 1I.V., nau 1, 8 u 15 IloBTOpeHue
mpe3 28 nHu.

nab-Paclitaxel + Carboplatin

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

[Tpu BB3pacTHH nanueHTy U npu 6omnnu ¢ PS 2 (mo ECOG) ce mpoBexia MOHOXUMHOTEpanusi.

Vinorelbine — 25-30 mg/m2 L.V, nam 1, 8 u 15
[ToBTOpEeHnue npe3 28 aHu.

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

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

7.1.6. IMommbpxkaliia CUCTEMHA TEPAIUS

EdexTuBHOCTTA HAa MOIBpIKAIIaTa TEpAHS HE € KATETOPUYHO J0Ka3aHa U He € cranaapT. O0chxkaa
ce IpHU OTUYMUTAHE Ha JIMIICA HAa NPOrpecHs ciie] Hail-Manko 4 Kypca OT IbpBa JMHHUS U C€
IIPOABJKABA J10 POTPECHSI.

[TponwmxaBane wim npekiouBane Ha Pemetrexed — 500 mg/m2 1.V, nen 1, npe3 21 quu (npu
HCIIJIOCKOKJIETBYCH HOI[TI/IH).

7.1.7. CpueTaHO XUMHOJBYEIICUCHUE

[Tpunara ce npu craauii IIIA (T1-2 N2 u T3 N2) (npu nunonepadbunnu tymopu), I1IB (T4 NO-1 u
T1-3 N3) u llIC (T3, N3, MO u T4, N3, M0)

EnHOBpEMEHHOTO XUMHOIBYENIEYEHUE CE€ IPENopbYBa 3a MALMEHTUTE B A0OPO OOIIO ChCTOSHUE.
ITocnenoBaTeTHOTO XMMHUOJICUEHUE U JTbUENICUEHUE € aTEPHATUBHA Bb3MOXKHOCT IPH MALUEHTH B



HaHpeZ[Ha.Ha B’b3paCT I/I/I/IJII/I HO-YBpeI[eHO 06]]_[0 CbCTOSSHUE C KIIMHUYHO 3HAYUMH CHIIBTCTBAIIA
3a00J11BaHUA.

Momnotepanus c Cisplatin

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

Paclitaxel + Carboplatin

Paclitaxel — 40 mg/m2 1.V, nen 1 Carboplatin — AUC2 L.V., nen 1
[ToBTOpenwue npe3 7 aau (6 cenMuIn).

Osimertinib kaTo MOHOTEpamnus € MoKa3aH 3a JICUCHHE Ha BH3PACTHHU MAI[UEHTH C JIOKAJTHO
aBaHcupai, HeonepadwieH HIAPB/I, unnto Tymopu uMart fenenuu B ek30H 19 mum cyOcturyupamm
myTanuu B €k30H 21 (L858R) m umero 3abomsiBaHe HE € MPOrPECHpPaIo MO BpeMe Ha WM CJe
XMUMHUOJIbUETepanyst Ha 6a3ara Ha IUIATHHA.

[Ipenopruntennara go3a ¢ 80 mg osimertinib enHokpaTHO AHEBHO. [lalMeHTH C JTOKAIHO
aBaHCHpaJl MJIM MeTacTazupal pak Ha Oenure 1poboBe TpsiOBa 1a MmorydaBart JeueHue ¢ osimertinib
710 TIporpecus Ha 3a00JsIBAHETO WIIHM IO HEMTPUEMJIMBA TOKCUYHOCT.

7.1.8. Konconmuaupaiiia uMyHoTepanus ciej NpoBeAeHa XUMHUOTEPaNusi, OTYETEH OTTOBOP
U TpU MAIMEHTH C JIOKAJTHO aBaHCUPaJl, HeolepaOuieH HelIpeOHOKIEThYCH paKk Ha Oenus

apo6 (H/IPBT) u PDL1 > 1%

[Tpunara ce mpu craguii [11 HeonepabwiiHM MarMEeHTH, YUETO 3a00JIsIBAHE HE € MMPOTPECUPao Cien
JTbUEXMMHOTEpAnus Ha 06a3aTa Ha IUIaTHHA.

Monotepanus ¢ durvalumab

Durvalumab - 10 mg/kg I.V. nen 1 npe3 14 quu wim 1500 mg i.v. Ha 4 ceqmuny (py NAIUEHTH
¢ PD-L1 ekcnpecus B > 1% or TymMopHute kinetku). lIpoabmkaBa no mporpecus win
HENMpHUEeMJIMBA TOKCHYHOCT ¢ MaKCHMaJIHa MPOIBJIKUTENHOCT 10 12 Mecena.

7.1.9. BTopa nuHNS cCUCTEMHA TEpaIIHs CIIOpe] IPEANISCTBANIO JICUCHHE

Pembrolizaumab karo monorepanusa — 200 mg [.V. na Bcexu 3 ceqmuuu unu 400 mg [.V. Ha Bceku
6 cenMuiy, fied | (Ipu MIIOCKOKJIEThYEH U HEIUIOCKOKJIEThUEH MOATUI) IPU BB3PACTHH C JIOKAIHO
aBaHcupain i meracratuueH NSCLC, unnrto Tymopu excipecupat PD-L1 ¢ > 1% TPS, 1 Ha koutg
€ IpUJIOKEHA MOHE €/lHAa IpenxoaHa xuMmuorepaneBTuyHa cxema. Ilanuentu ¢ EGFR nmn ALK
MOJIOKUTEITHA TYMOPHH MYTAIlMH TPSIOBA CHIIO J1a Ca IMOTyYHIIA TApTeTHA TePaIHsL, IIPEIN JICUCHUE
c Pembrolizumab.
[IpoabkaBa 0 Mporpecus WK HETPUEMIIMBA TOKCUYHOCT. [Ipy KIMHUYHO CTAaOUIHM MALMEHTH ¢
['bPBOHAYAIIHY IAHHU 32 [IPOrpechs Ha 3a00JIIBaHETO € IPENOPBUUTETHO JIEUSHUETO /1a TPOABIIKY,
JTOKATO MporpecHsTa Ha 3a00J51BAaHETO HE CE MOTBBP/IU.

[Ipenoppuntennara no3a Pembrolizumab wHXeKIMOHEH pa3TBOp 3a MOJIKOXKHA WHKEKIHS TIPH
BB3pACTHU €: WK 395 mg Ha BCEKU 3 CEAMMIM, IPHIOKEH KAaTO IMOAKOKHA UHKEKLUS B PAMKHUTE
Ha | munyTa Wi 790 mg Ha BCEKU 6 CEIMUIIM MTPUIIOKEH KATO MOJIK0KHA MHKEKIUS B PAMKUTE Ha




2 munytd. IlanmenTn, nmomyuaBamu Pembrolizumab 3a mHTpaBEeHO3HO NPUIIOKEHUE, MOTAT /3
npeMuHaT KbM Pembrolizumab 3a moakoKHO TPWIIOKEHWE MPHU clie[BaliaTa IIaHupaHa 103a.
[MarmenTy, moyvaBam Pembrolizumab 3a moakoHO MpuUIIoKeHHE, MOTaT J1a MPEMHHAT KbM
Pembrolizumab 3a nHTpaBEHO3HO MPHUIIOKEHUE TIPH CIIeABaIaTa TUIAHUPaHa 703a.

Atezolizumab — 840 mg [.V., nen 1, npe3 14 nuu wim 1200 mg I.V., nen 1, npe3 21 nuu win 1680
mg [.V., nen 1, npe3 28 nuu cnexn npeamectama xumuorepanus. [lannentu ¢ EGFR aktuBupaim
MyTanuy win ALK-Mo3uTHBHY TYMOPHH My TaIliH TPSIOBA CHIIO Ja Ca MOTYYUIN TapreTHA Teparus
npenu na noiayyat Atezolizumab. [ToBropenue mpe3 2,3 unu 4 cenMuiiy, A0 3ary0a Ha KITMHUYHA
[0J13a WJIM HEKOHTPOJIUPYEMa TOKCHYHOCT.

[TaruenTHTe MOTAT J1a Moydar JiedeHue ¢ atezolizumab SC MHXEKIIMOHEH Pa3TBOP 3a MOIKOMKHO
npuioxenue. [lalMeHTUTe, KOMTO IOHACTOSIIEM IMojyyaBar atezolizumab 3a WHTPaBEHO3HO
MPWIOKECHNE, MOXE JIa NMPEeMHHAT KbM JIedeHHE ¢ atezolizumab WHKCKIIMOHEH pPa3TBOp 32
MOJIKO’KHO MPHIIOKEHHE.

[MpenoppumnTeHaTa q03a atezolizumab WHXEKIIMOHEH pa3TBOP 3a MOJAKOKHO NpuiioxkeHue ¢ 1875
g, NprjiaraHa Ha BCEKU TPH CEMHMIIH.

Docetaxel + Ramucirumab (npu nJI0CKOK/JIeTh4eH H HEIUIOCKOKJIEThbY€eH MOTHII)

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

Docetaxel — 75 mg/m2 1.V, nen 1
[ToBTOpenue npe3 21 qHu.

Pemetrexed (mpu HerutockokneTpueH moArui) — 500 mg/m2 1.V., nen 1 IloBropenue mpe3 21
TTHU.

Erlotinib — 150 mg P.O. naeBno, no nporpecus (mpu EGFR WT tymopu, HeTpeTupanu ¢
TUPO3UH-KMHA3HU NHXUOUTOPH).

Afatinib — 40 mg P.O. nueBHO, 10 nporpecus (IIpH IIOCKOKJIETbUEH MOATHIL, IPOIPECUPAT CIIEL
MIaTuHA-0a3upaHa XUMHOTEPAIus).

Gefitinib — 250 mg P.O. nueBHo, 1o nporpecus (npu EGFR-myTupanu tymopu, Herpetupanu
C TUPO3UH-KUHA3HU UHXUOUTOPH).

Amivantamab kaTo MoHOTepanusi 3a JiedeHUE HA Bb3pacTHH manueHTH ¢ aBancupan HJIPB/] c
aKTUBHUPAIIN WHCEPIIMOHHU MyTaruu B ek30H 20 Ha EGFR cnien Heycnex Ha Tepanus Ha 6azara Ha
IUIaTHHA.

[penopbunteann A03M Amivantamab 3a HHTPaBeHO3HO TIPWJIOKEHHE KAaTo
MOHOTEPIHUS HA BCEKH 2 CeIMHIIN



Hosa
Rybrevant

TeaecHo Termo
HA H3X0THO
HHEO"

Cxenma HA OpHIcAeHIE

bBpon
baarosn
- -
350 mg/7
Rybrevant

Cennummn 1

Beapwsa ceavmaro (odmo 4 mosH) oT

Cenvuna 1 — madY3HA ¢ pasIcacHa

oo 4

Cenvunn 2 o 4 —uadysHa Ha Her 1

. - = EF o
1 050 me mo3a Ha Jen 1 u Jenw 2 3
e Cenvunm 2 mo 4 —uadysas Ha [er 1
Ha BcekH 21 ceIMHITH. KATO C€ 3alI0UHE B
Cennmuna 5
Hazn mmm pasxO Beanss ceamuuano (0dmo 4 103H) 0T
Ha 80 kg Cenvmnn 1 mo 4
e Ceavmuna 1 — mEQY3HA ¢ pasaeacHa
1 400 me oosa Ha Jen 1 1n Hen 2 4

Cennvmuma 5

?He ca HeoOXoOHMHA KOpPCEIHH Ha J03aTa 3a IMMOoCICOBallH IIPOoMCHH Ha TCICCHOTO TCLIIO

IIpenopbunteqHn 103M Amivantamab 3a NOIK0XKHO TPHJIOKEHHE® KaTo

(mpuyiaraHe Ha BCeKH 2 CeIMHUIIN):

TesiecHO TerJio Ha IIpenopbunTe Cxema Ha nmpuJIaraHe
M3XO0HO HHBO" JIHA /1032
ITox 80 kg 2 600 mg | e Bemubk ceaMuuHo (00110 4 103HU) OT
Cenmunu 1 o 4
e Ha Bcekn 2 cenMuIy, KaTo ce 3aro4yHe B
Cenmuiia 5
Han nnm paBHo Ha 80 kg 3240 mg | e Bemubx ceaMuuHo (00110 4 103HU) OT
Ceamunu 1 oo 4
e Ha Bceku 2 ceamMuIly, KaTto ce 3arovyHe B
Cemmuna 5

*  He ca He06XOUMH KOPEKIIMH Ha 7103aTa 3a MOCIIeIBAIY IPOMEHH Ha TEJIECHOTO TETJIO.

IIpenopbUnTEeTHH 103U Ipenopbunten | Cxema Ha MpUJIaraHe

Amivantamab 3a HAa 1034

MOIKO0KHO MPUJIOKEHHEe™

KaTo MOHOTepMusi

(mpunarane Ha Bceku 4

ceamuiu): TeecHo Tersio

HA W3XO0JHO HUBO

ITox 80 kg 1 600 mg e Bemubx ceamuaHo (0010 4 1031) OT
Cenmunu 1 o 4

3520 mg e Ha Bceku 4 ceaMuIy, KaTo ce 3all0YHE B

Cenmuna 5

Han wiu paBao Ha 80 kg 2240 mg e Beaubx cenMuuHo (001110 4 103U) OT
Cenmunu 1 o 4

ml

MOHOTEPIHUs




4 640 mg e Ha Bceku 4 ceaMUIIH, KaTo ce 3all0YHE B
Cenmuna 5

*  He ca He06XOUMH KOPEKIIMH Ha 7103aTa 3a MOCIIeIBAIlY IPOMEHH Ha TEJIECHOTO TETJIO.

[Ipu manuenTwH, moydaBaiy MmoHacToseM Amivantamab 3a UHTpaBEHO3HO MPUIOKEHUE, MOXKE J1a
ce m3moi3Ba Amvantamab 3a TOIKOXHO MPHIOKEHHWE KaTo anTepHATHBA HA HMHTPABEHO3HUS
Amivantamab, KaTo ce 3armo4yHe oT cjeABaIiaTa riaHupaHa J03a.

[Ipu manmenTH, moJry4aBaniy NoHacTosAmeM Amivantamab 3a MOJKOXHO MPUTTIOKEHHE™ TT0 cXeMa Ha
npujiaraHe Ha BCEKU 2 CEIMHUIIM, KaTO ajTepHATHBA MOXE Jla c€ M3MOJ3Ba CXeMa Ha MpuiaraHe Ha
BCEKH 4 CEIMUITU, KaTO Ce 3all0YHE OT CJIe/BaIlaTa IIaH|upaHa J103a.

[IpenoppuBa ce MalMeHTHTE Jla ce JeKyBaT ¢ Amivantamab 1o mporpecus Ha 3a00JIIBaHETO HIIH
HENPUEMIIMBA TOKCUYHOCT.

Amivantamab B komOunanus ¢ Carboplatin u Pemetrexed 3a ieuenue Ha Bb3pacTHU MAIlUCHTH
¢ aBarcupan HIAPBJI ¢ neneruu B ex30H 19 Ha EGFR wnm cy6crurymmonan mytanuu LS8R B
€k30H 21 ciien Heyclex Ha MpeaxoaHa Tepanus, BKIYBamia Tupo3nHkuHazeH naxuountop (TKI)
Ha EGFR.

IIpenopbunTesHn 103U Amivantamab 3a HHTPaBeHO3HO NPHJIOKEHHE, KOTaTO ce H3M0JI3Ba B
koMOuHanus ¢ Carboplatin u Pemetrexed Ha Bcexn 3 ceamunu:

TeaxecHo Termo | [Jo3za Cxema Ha OpHI0KeHHE Bpomn
Ha H3X0THO Rybrevant Ppaaxorn
HHBO"
TTox 80 kg 1 400 mg Benapx cenymaro (00mo 4 1o3u) ot Cemyvmmm | 4
oo 4

e Cemunna 1 — ua]y3HA ¢ pa3aencHa 103a Ha
Her 1 u Jen 2

o Cenvmun 2 mo 4 —umady3Ha Ha e 1
1 750 mg Ha Bcexn 3 cenMHIE, KATO C€ 3aII0THE B 5
Cemvmuma 7
Han nwm paseoe | 1 750 mg Benab:x ceqvmuaro (00mo 4 no3u) ot Cemvmnm 1 5
Ha 80 kg oo 4

e Cenvnna 1 — uady3INA ¢ pa3gencHa 103a Ha
Her 1 u Jeu 2

o Cemvuun 2 no 4 —uady3HA Ha eH 1
2100 mg Ha Becexn 3 ceIMHEIE, KATO C€ 3AIIOTHE B 6
Cemvumna 7

*He ez

HeODXOIHMH KOPCKITHH Ha JO34aTa 3a MOoCICABAaIlH MPOMEHH Ha TEIICCHOTO TEIII0



Korato ce m3nonsBa B xomOuHanusi ¢ Carboplatin u Pemetrexed, Amivantamab tpsi6Ba na ce
npuiara cien Carboplatin u Pemetrexed B cnegnara nmocienoarensoct: Pemetrexed, Carboplatin
u cneja ToBa Amivantamab.

Carboplatin ce mpuiara MHTPAaBEHO3HO C IUIOINI IOJ] KpHMBaTa KOHIICHTpamus-Bpeme 5 mg/ml B
munyTa (AUC 5) Be1HBK Ha BCEKH 3 CEIMUIIU, B IPOIBIDKeHHE Ha 10 12 cenmunm. Pemetrexed ce
npujiara WHTpaBeHO3HO B jo03a 500 mg/m2 BemHBXK Ha BCEKH 3 CEIMHUIM IO TPOTPecHsl Ha
3a00JIIBaHETO MU HEPUEMITMBA TOKCUYHOCT.

Crizotinib — 2 x 250 mg P.O. nueBHO, o nporpecus (pu Tymopu ¢ ALK/ ROST -
[IpeHapeK1aHe, Iporpecupaiu ciie npeaiecTpalla niaTuHa-0a3upaHa Tepamnusi).

Alectinib — 2 x 600 mg P.O. nHeBHO, KaTO MOHOTEpaNus 3a JICUCHUE Ha Bb3PACTHU MALIMEHTH (
nosoxxkureneH 3a ALK, aBancupan HIAKPB/I, nekyBanu npenu toBa c Crizotinib. JleueHueto ¢
Alectinib TpsOBa ga MPOABIKYU 0 MIPOTPEeCcHs Ha 3a00JITBAHETO WM HEITPUEMIIMBA TOKCUYHOCT.
He ce npunara mpu ROS1 npenapexnane.

Osimertinib — 80 mg P.O. queBHO (ipu TyMopu ¢ BTopuuHa T790M-MyTanuus)no nporpecus.

Brigatinib - ¢ 90 mg BeaHbX THEBHO Ipe3 MbpBUTE 7 AHM, ciie] ToBa 180 mg BeIHBK THEBHO €
IIOKa3aH KaToO MOHOTEpanus 3a JICYCHHWE Ha BB3PACTHU MALMEHTH C MojoxureneH 3a ALK,
aBancupan HJIKPB/I, nexyBanu npeau ToBa ¢ Crizotinib.

Lorlatinib 1 x 100mg P.O. nneBHo, no mporpecusi (mpu tymopu ¢ ALK mnpenapexpanus,
Mporpecupay ciell aTeKTHHUO WIH HEPUTHHUO KaTo MbpBa JIMHUS Ha JiedeHue win Crizotinib u
noxe ome eaud ALK TKI).

Pralsetinib - 400 mg P.O. Begubx MHEBHO 0 MPOTpecHsi Ha 3a00JSBAHETO WM HETNPUEMIIMBA
TOKCHYHOCT.

Pralsetinib xato MoHOTepamnusi € Mmoka3aH 3a JICYEHHWE HAa BB3PACTHU MAIMEHTH C aBaHCHUpAI
HenpeOHoKIIbYeH pak Ha Oemust apod (HJAPB/), monoxurenen 3a RET dy3us, npenapexaane npu
tpanchexmus (rearranged during transfection), xkouto mpeaum ToBa He ca JekyBaHu ¢ RET
uaxubutop. IlogbopbT Ha mamuenture 3a nedenne Ha RET ¢y3us-monoxkuTeneH aBaHcHpal
HJIPB/I Tpsi6Ba a ce 0OCHOBaBa Ha BAIMIMPaH METO]I Ha U3CIIE/IBAHE.

Sotorasib 960mg (8 Ttabmetku ot 120Mr), mpueMaHH BEAHBXK AHEBHO 1O MpOrpecus Ha
3200JIsIBAHETO UM HEMPUEMIIMBA TOKCUYHOCT.

Sotorasib xaro MoHOTepamnusi € IMOKa3aH 3a JICYCHHWE NPH BBH3PACTHU MAIMEHTH C aBaHCHPAI
HenpeOHokieTpueH pak Ha Oemus npod (HAKPB/) ¢ KRAS G12C myramus u ¢ mporpecus Ha
3a00JIsIBAaHETO CJe]l Hali-MaJIKo e/lHa MTPEIX0/AHa JINHU Ha CUCTEMHA Teparusl.

Hammumero Ha KRAS G12C myranus tpsiOBa Aa ObAe MOTBBPICHO C BATHIWPAH TECT IMPEIH
3aroyBaHe Ha Tepanus cbe Sotorasib.



DocN (npu HenJI0CKOKJIeTh4Y€eH MOATHIN)

Docetaxel — 75 mg/m2 I.V. 1 nen

Nintedanib — 2 x 200 mg P.O. quu 2-21 (mpoabiikaBa KaTo HOIAbpIKAILA Tepanus 10
Iporpecust)

[ToBTOpenue npe3 21 gau

Nivolumab — 240 mg [.V., npe3 14 nuu (npu IIOCKOKIETHYEH U HETIOCKOKIETHUEH MOITHIT
cien nmpeaxoaHa xumuoTepanusi). [Ipoabsmkasa 10 mporpecus Wil HEMPUEMIIMBA TOKCUYHOCT.

Repotrectinib* xato MoHOTepamus € MOKa3aH 3a JeYeHHWE Ha BB3pacTHH manueHTH ¢ ROSI-
MOJIOKUTEJICH aBaHCHUpal HeapeOHoKIeThUYeH pak Ha 6enust Apo6 (HAPB/]). [Ipenoprunrtennara
no3a npu Be3pacTHH € 160 mg Repotrectinib Benubxk qHeBHO 3a 14 gHu,mocneasana ot 160 mg
Repotrectinib 1Ba mbTH AHEBHO 10 MPOTpecHs HA 3a00JIIBAHETO UM HEMPUEMJIMBA TOKCHYHOCT.

Adagrasib®* kato MOHOTepamus € MoKa3aH 3a JICUEHUE Ha BB3PACTHU MAIMEHTU C HampeaHal
HenapeOHokeTrueH pak Ha Oemust apod (HAKPB/I) ¢ KRAS G12C myTtanus u ¢ nporpecus Ha
3a00JIIBaHETO Cle]] Hali-MaJIKO €JHa MPEAUIIHA CHCTEMHA TepaIiusl.

Henpeonokiierbuen pak Ha 6enust 1pod ¢ aktusupama HER2 (ERBB2) myranus.
Trastuzumab deruxtecan 5,4 mg/kg, mpuiaran Kato HHTpaBEHO3HA HH(PY3HS BETHBXK HA BCEKU

3 ceamuiu (21-AHEBEH LUKBI) 0 MPOrpecus Ha 3a00ISIBaHETO UM HETIPUEMIIUBA TOKCUYHOCT.

7.1.10. Tpeta AUHUS CUCTEMHA TEPAN CHOPEI IPEANISCTBAIIO JICSUEHHUE

Docetaxel — 75 mg/m2 1.V., nen
1 IloBTOpeHnue npe3 21 aHu.

Erlotinib — 150 mg P.O. gueBHo, 10 iporpecus (cies mpeaiiecTBana XuMUuoTeparus).

Gefitinib — 250 mg P.O. nqueBHO, 10 nporpecus (npu Tymopu ¢ akrusupamy EGFR-
MyTaluH).

Osimertinib - 80 mg P.O. nHeBHO, 10 nporpecus (npu Tymopu ¢ Bropudna T790M myrarus).

Amivantamab kato MOHOTepanus Npy NAUEHTH ¢ AKTUBUPAILY HHCEPLIUOHHU MyTallUU B €K30H
20 Ha perieniTopa 3a enuaepmanHus pactexxeH ¢paktop (EGFR) cien Heycnex Ha Tepanus Ha 6a3arta
Ha MJIaTHHA.

[Ipusiara ce B JO3MpPOBKA CIPSAMO TEJIECHOTO TEIVIO HA MalMeHTa Ha M3XxogHO HUBO:1050mr (3
¢nakona) npu nauueHTH o 80kr u 1400mr (4 grakoHa) Mpu MaMeHTy Hal WK paBHO Ha S0KT),
KaTO HE ca HEOOXOAMMM KOPEKLUHU Ha J103aTa 3a MOCJIEABAIU IIPOMEHH Ha TEJIECHOTO TErJIO.
CxemaTa Ha IPWJIOKEHHE BKIIIOYBA: ceaMuna | 1o 4, BemHBK ceaAMHYHO (00110 4 1031) KaTo OT
ceMuIa 5 HATaThK MPUII0KEHUETO MTPOABIKaBa HAa BCEKU 2 CEAMHULIM, KAaTO C€ 3alI04HE B CEMUIIA
S.

Jleuennero mpoabIKaBa 10 Iporpecus Ha 3a00/IsIBAHETO WIN HENTPUEMIIMBA TOKCUYHOCT.




Pembrolizumab kato monorepanusa — 200 mg [.V. na Bcexu 3 cenmunn nian 400 mg I.V. Ha Bcekn
6 ceqmuuy, eH 1 (Ipyu MIOCKOKJIEThUEH U HEIUIOCKOKJIEThYEH MOATHUII) IPU Bb3PACTHU

c jokanHo aBaHcupan mwin MetactatndeH NSCLC, unnuro tymopu excnpecupar PD-L1 ¢ > 1%
TPS, 1 Ha KOUTO € MpUJIokKEeHa MOHE eHa MPeAX0oIHa XUMHUOTepaneBTHuYHa cxema. [lanuenTu g
EGFR wi ALK nojoXuTenHM TYMOpPHHM MyTaluu TpsiOBa CHILO Ja ca IMOJYYHJIM TapreTHa
Tepamnusi, mpeau jgedenue ¢ Pembrolizumab.

[TpoabinkaBa 10 MPOTPECHs WU HEMPUEMITBA TOKCHYHOCT. [Ipy KITMHUYHO CTaOWITHH ITAIIHCHTH
C IbPBOHAYAIHU JaHHHW 3a Mporpecus Ha 3a0O0JNSBAHETO € MPEMOPHUYUTENTHO JICYCHHETO [
[TPOIBJIKH, TOKATO IIPOTPECHUsiTa Ha 3a00JIIBAHETO HE CE TIOTBBP/IH.

[Ipenopruntennara go3a Pembrolizumab MHXEKITMOHEH pa3TBOP 3a MOAKOKHA WHKEKIHS TPH|
BB3pACTHU €: Ui 395 mg Ha BCEKU 3 CeMUIM, IPHIIOKEH KaTO MOJK0KHA NHKEKIUSA B PAMKHUTE
Ha | MmuayTa i 790 mg Ha Bceku 6 CeAMULIM TPUIIOKEH KaTO MOJAKOXKHA WHKEKIUS B PAMKHUTE
Ha 2 MmuHyTH. [lanuenTu, nonyvasaniu Pembrolizumab 3a HHTpaBeHO3HO MPUIIOKEHHE, MOTaT 1)
npemMuHaT KbM Pembrolizumab 3a moakoXHO NMpUIOKEHHWE TIPH Clie[BallaTa TUIAHKpPaHa 03a.
[MarmenTy, monyyaBamm Pembrolizumab 3a moakoxHO mpuiox)eHHe, MoraT Ja MPEeMUHAT KbM
Pembrolizumab 3a nHTpaBEHO3HO MPUIIOKEHUE TIPH CIIeBaIaTa TUIAHUPaHa 703a.

Atezolizumab — 840 mg 1.V, nen 1, npe3 14 gau nnm 1200 mg 1.V, nen 1, npe3 21 auu, unm
1680 mg 1.V., nen 1, npe3 28 nuu cnen npeamectaiia xumuorepanus. [launentn ¢ EGFR
akTUBUpaIiy MyTaruu uau ALK-o3uTUBHU TYMOPHH MyTalliH TpsOBa CHILO Aa ca MOIYyIUIN
TapreTHa Tepanus npeau fa noiaydatr Atezolizumab. IToropenue npe3 2,3 win 4 ceIMUIM B
3aBHCHMOCT OT M30paHus PEeXUM, J0 3ary0a Ha KIMHUYHA I0JI3a WU HEKOHTPOIUpyeMma
TOKCUYIHOCT.

[laruenTrTe MOTAT Ja ToiydaTr JiedeHwe c atezolizumab SC WHKEKIIMOHEH pa3TBOp 3a
[MOJAKOXXHO TpuiIokeHue. [larmeHTuTe, KOWTO MOHACTOSIIEM TojydaBaT atezolizumab 3a
MHTPABEHO3HO MPHJIOKEHUE, MOXKE Ja PEMUHAT KbM JiedeHHE ¢ atezolizumab MHXEKITMOHEH
Pa3TBOP 3a MOAKOKHO MPUIIOKEHHUE.

[IpenopbunTennara no3a atezolizumab WHXEKIIMOHEH Pa3TBOP 3a MOJAKOXKHO MPUIOKEHHE €
1875 mg, npunaraHa Ha BCEKU TPU CEAMUIIN.

Nivolumab — 240 mg [.V., nen 1, npe3 14 nHu. kaTo MOHOTEpanus 3a JIEYEHUE HAa Bb3PaCTHU
MalUeHTH C JIOKAJIHO aBaHCUPAJl WIM METacTa3upall HeAPEOHOKIETHUCH paK Ha OeauTe Ipo0oBE
(HAPB/I) cien mpeamiecTaiia XuMAOTEPATTHSL.

[Tanmentn ¢ EGFR aktuBupamy myTarnuu wim ALK-o3uTHBHE TYMOPHHU MyTaIlllMK TPSIOBaA CHIIO
a ca MOJIYYIJIM TapreTHa Tepanus npeau na noxydat Nivolumab. [ToBTopenue npes 2 ceaMuIiin,
10 3ary0a Ha KIIMHUYHA 110J13a WK HEKOHTPOJIUPYEeMa TOKCHYHOCT.

IIpun KRAS G12C

Sotorasib 3a monotepanust — 960 mg (8 Tabnetku ot 120mg), npueMaHu BEIHDBK THEBHO, IIPU
BBH3PACTHH MAIMEHTH ¢ aBaHCHpall HeJpeOHOKIeThUeH pak Ha Oenus npod (HAKPB/) ¢ KRAS
GI12C myTamus U ¢ Tporpecusi Ha 3a00JIIBAHETO CJIe/ HAal-MalKo eIHa MPEIXOJHA JIMHUS Ha
CHCTEMHa Tepanusl.

Hamuuuero nHa KRAS G12C myranus TpsOBa na 0ba€ MOTBBPACHO C BAIMIUPAH TECT MPEIu
3aroyBaHe Ha Tepanus cbe Sotorasib

IIpu xumuoTepanus ¢ miaatuna: durvalumab 1 500 mg B B komOuHanus ¢ tremelimumab 75 mg
Y XUMHOTEpanus, ChbabpiKalla riaTuHa, Ha Bceku 3 ceamuiy (21 qum) 3a 4 mukbaa (12 ceqmuiim)
Caen xumuotepanus ¢ miiatuna: durvalumab 1 500 mg Ha Bceku 4 ceAMHIIM KaTO MOHOTEpaIus
U oA bprkaia tepanus ¢ Pemetrexed, 6azupana Ha XMCTOJIOTUATA, HA BCEKU 4 CEIMULIN

Ileta no3a tremelimumab 75 mg Tps0OBa 1a ce mpunoxu Ha cenmuna 16 3aeaHo ¢ durvalumab



Honabp:kamo gedenne ¢ durvalumab o mporpecust Ha 3a00JBaHETO WM HENpPUEMIIKBA
TOKCHYHOCT

Repotrectinib* kato MoHOTepanusi € IMOKa3aH 3a JeYeHHe Ha Bb3pacTHH manueHtu ¢ ROSI-
MIOJIOXKHTEJICH aBaHCUpall HeJpeOHoKIeThueH pak Ha 6enust apod (HAPBM). [IpenopbpunTennara
no3a mpu Be3pacTHU € 160 mg Repotrectinib Beaabx aHeBHO 3a 14 gHuM,mocneasana ot 160 mg
Repotrectinib 18a mbTH THEBHO 10 MPOTpecus Ha 3a00ISIBAHETO WIM HEMPUEMIINBA TOKCUYHOCT.

7.2. JIpeOHOKJIeTbYeH KAPIHHOM

7.2.1. [IspBa aunans xumuorepanus (4 Kypca; IIpu OTTOBOP — JI0 6 Kypca)

7.2.1.1. Orpanunuen craauii (LD)
[IpoBexxna ce XuMHOTEPANUA U paHHO (cien Kype 1-3) TopakallHO JbuelledeHuE.

Cisplatin (Carboplatin) + Etoposide

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

Cisplatin + Etoposide

Cisplatin — 25 mg/m2 1.V., nau 1-3
Etoposide — 100 mg/m2 I.V., nuu 1-3
[ToBTOpenue npe3 21 aHu.

Durvalumab xaTo MOHOTEpanus € MoKa3aH 3a JEUYEHHUE Ha Bb3PACTHU C JPEOHOKIETHhUYEH paK Ha
6emust 1po6 B numutupad ctaauit (JIC-/IPBJI), unero 3abossBaHe HE € MPOrpecHpano cien
XAMHUOJIbUETepansi Ha 6a3ara Ha TUIATHHA.

[Mpenopwsuntenna noza: durvalumab 1 500 mg Ha Bceku 4 cenmuny (MAMEHTH C TEIECHO TETI0 <
30 kg Tps6Ba ma momydaBar durvalumab 10 mg/kg nipe3 2 cenmunm wim 20 mg/kg npe3 4 ceamunu
710 TIoBUINIaBaHe Ha Terioto Haj 30 kg).

[TpoaBIKUTETHOCT Ha TEpATIHSITA - IO POTPECHs Ha 3a00IIBAHETO, HEPHUEMIINBA TOKCHYHOCT WITH
MaKCUMAaJIHO 3a 24 Mmeceria.

7.2.1.2. Pasopoctpanes craauii (ED)

Cisplatin/Carboplatin + Etoposide + Durvalumab:

Durvalumab 1500 mg B xomOuHamus ¢ xumuotepanus npe3 3 ceamunu (21 nuu) 3a 4
UKBIa, nociaensaHo or 1500 mg npe3 4 ceqmuim karo MoHorepanus. lIpoabmkasa 1o
IpOrpecus WIN HENPHEMIIMBA TOKCUYHOCT.

Cisplatin (Carboplatin) + Etoposide

Cisplatin — 75 mg/m2 (Carboplatin AUC6) I.V., nen
1 Etoposide — 100 mg/m2 1.V., nau 1-3
[ToBTOpenue npe3 21 qHu.

IP




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

Irinotecan + Carboplatin

Irinotecan 175 mg/m2i.v. B

neH 1 Carboplatin -~ AUC=4 i.v. B

neH 1 IloBraps ce npe3 3 cenMunu

(4xypca)

CEV

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

Epirubicin — 50 mg/m2 I.V., nen 1

Vincristine — 1.4 mg/m2 (maxkc. obmra g03a 2 mg) I.V., nen 1
IToBTOpenue npe3 21 nHU.

VIP

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

Ifosfamide 1200 mg/m2 i.v. B qau 1-4 ¢ Uromitexan ypompoTeKIus
Cisplatin 20 mg/m2 i.v. B nau 1-4

[ToBTaps ce npe3 3 cenmuiu (4 Kypca)

Carboplatin+ Etoposide+ Atezolizumab:
NunyknmonHa ¢a3za (4 muKbia):
Carboplatin+ Etoposide+Atezolizumab

Carboplatin - AUCS5 I.V., nen 1

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

Atezolizumab - 840 mg 1.V. npe3 2 cenmuuu, unu 1 200 mg npe3 3 cenmunu, win 1 680 mg
npe3 4 cenmuny, AeH 1. Koraro ce mpunarat B eauH U cbiu JieH, Atezolizumab TpsOBa ma ce
npuiara mepBu. [logaepxkama ¢aza: Atezolizumab 6e3 xummotepanus 840 mg L.V. mpe3 2
cenmuiy, 1200 mg mnpe3 3 ceamunu win 1680 mg npes 4 ceamuiiu.

[ManmenTuTe MoraT Aa momyyat jiedeHue ¢ atezolizumab SC MHKEKIIMOHEH pa3TBOP 3a MOJKOKHO
npwioxenue. [lanmeHTuTe, KOWTO TOHACTOAIIEM IOdy4yaBar atezolizumab 3a WHTpPaBEHO3HO
NPWIOKEHNE, MOXKE Ja TNpEeMHUHAT KbM JieueHHe ¢ atezolizumab HHXEKIIMOHEH pa3TBOp 3a
MOJIKOXHO MPHIIOKEHUE.

[IpenopbunTennaTa no3a atezolizumab WHXEKIIMOHEH pa3TBOP 3a MOJAKOXKHO IpuioxeHue e 1875
mg, mpujiaraHa Ha BCEKU TPU CEAMMUIIH.

ToBa Baku KakTo 3a MHAYKIIMOHHATA (pa3a Ha JeueHue, Taka U 3a MojaabpiKamara dasa.
[IpenoppuBa ce manueHTUTE aa ce jJeKyBar ¢ Atezolizumab o mporpecust Ha 3a00JIIBAHETO WU
HEKOHTPOJIMPYeMa TOKCUYHOCT.

7.2.2. Bropa TUHUS XWUMHOTEDAINUA
[Ipu mporpecus 1o 3 Mecena cies Kpasi Ha bpBa JTUHUS




CEV (axko nbpBa Jnnus e EP)

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

Epirubicin — 50 mg/m2 [.V., nen 1

Vincristine — 1.4 mg/m2 (makc. obma no3a 2 mg) I.V., nen 1
[ToBTOpenue npe3 21 nHu.

Ifosfamide/Mesna + Vincristine

Ifosfamide — 3000 mg/m?2 B 24-yacoBa undysus, aeH 1

Mesna — 400 mg/m2 1.V., B uacose 0, 4 u § cnex Havyanoto Ha ifosfamide Vincristine — 1.4
mg/m?2 (makc. obma mo3a 2 mg) L.V., nen 1

[ToBTOpenue npe3 21 nHu.

[Tpu nporpecus ot 3 1o 6 Mecena cie Kpas Ha IMbpBa JIMHUS
Mownoteparnus ¢ Topotecan — 1.5 mg/m2 L.V., naul-5
[ToBTOpenue npe3 21 guu.

Mownoteparnus ¢ Topotecan — 2.3 mg/m2 P.O., qau 1-5
IToBTOpenue npe3 21 nHu.

ITpu nmporpecust ciex noseye ot 6 Mecela OT Kpast Ha TbpBa JIMHUs. [Ipuiara ce pexum oT mbpBa
JIMHUA.



8. MAJIMTHEH IIVIEBPAJIEH ME30OTEJIMOM

MayMrHeHUAT ME30TENHOM € pAako 3abomnsBaHe. Cpemia ce 5 MbTH MO-9€CTO y MBKE, KOETO €
CBBP3aHO C MPHIOKCHHETO Ha a30eCT B CTPOMTEIICTBOTO, BOCHHATA MPOMHIIUICHOCT, Pa3IHYHU
npou3BoJCcTBa. JIedeHHETo € KOMIUIEKCHO. Hamocienbk ChbBPEMEHHU JICUeOHHM TMOJIXO/AU, KaTo
TapreTHa Tepamnus W WMYHOTEpalus, C€ HM3MHUTBAT MPUMAIUTHEH ME30TEJIMOM B PaMKHUTE Ha
KJIMHUYHH TPOYYBAHHUS.

[Ipn Hanmmyme HA CHMNTOMATHUYEH IUICBPAJICH HM3JUB CE€ MPENOPbUBA TAJIK-TUIEBPOAE3a Mpeau
XUMHOTEPAITHSL.

Cisplatin + Pemetrexed

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

Cyclophosphamide + Epirubicin + Cisplatin

Cyclophosphamide — 500 mg/m2 1.V., nen 1 Epirubicin — 50 mg/m2 1.V., nen 1
Cisplatin — 80 mg/m2 1.V, nen 1 IloBropenue npe3 21 auu.

Pemetrexed + Gemcitabine

Pemetrexed 500 mg/m2 i.v. (10 MunyTHa HH(Y3Us) B
nen 8 Gemcitabine 1250 mg/m2 i.v. (30 MmunyTHa UHY3HST)
Baau 1 u 8

Karo monoTepanus morar ga ObAaT NpWiIaraHd IUIATHHOBH aHao3w, Doxorubicin ¥ HIKOM
antuMmerabonutu (Metothrexate, Pemetrexed).

Karo Bropa nmuams Morat na 0baat npuinaranu Vinorelbine mimm 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

HNmyHnoTtepanus

Nivolumab 360 mg, npunaran UHTpaBeHO3HO 3a 30 MUHYTH Ha BCEKH 3 CEAMMIIM B KOMOUHAIUS C
ipilimumab 1 mg/kg, npunaran nHTpaBeHO3HO 32 30 MUHYTH Ha BCEKH 6 CEAMHIM € MOKa3aH 3a
I'bpBa JIMHUS HA JICUEHHUE NPHU Bb3PAaCTHU NAlUEHTH C HEPE3eKTaOMIIEH 3710Ka4eCTBEH ME30TEINOM
Ha IIJIeBpaTa.

Jleuennero mpoabIDKaBa J10 24 Mecela py MaueHTy 6e3 mporpecus Ha 3a00JsIBaHETO.



9. KAPIHMHOM HA XPAHOITPOBO/

PakbT Ha XpaHOTIPOBO/Ia 3a€Ma JIEBETO MACTO I10 YECTOTa CPej] OHKOJIOTUYHUTE 3a00IIBaHUS, KATO
€THOBPEMEHHO C TOBA € [IIECTa Hail-uecTa MpUYrHa 32 CMBPT OT Heoriazus B cBera. CpeHara o01ma
5-roJuIllHa NpeKUBIEMOCT Bapupa Mexay 15-25%, B EBpona noctura enasa 12%. 3a paznuka ot
MHOTO JAPYTH 3JIOKAYECTBCHH 3a00JISIBaHUs, CBETOBHATA YECTOTA IO 3a00JIIEMOCT U CMBPTHOCT OT
Ta3u 00JIECT TIOCTETIEHHO HapacTBa. Hali-4yecTUTe XUCTOJIOTMYHA BapUAHTH Ca TJIOCKOKJIEThUEH U
aJICHOKApIIMHOM, KOUTO 000 cheraBisaBaT 030 90 % OT BCHYKM Cilydad Ha KapIMHOM Ha
e3zocara.

JledeHneTO0 € KOMIUICKCHO — OICPATUBHO, JhbUEICUCHUE, JIbYCXUMHUOTEpaAnus, KOMOWHUpaHA
XUMHOTEpANUs, IPU MOKA3aHKS — TAPreTHA TEPAMUSL.

9.1 HeoaaroBaHTAHO XHMHOIBYEICYECHUE

[Ipunara ce npu cenexkTupanu OOJTHHU C KOHTPOJ HAa XeMoImoe3ara, BKI. U ¢ mojakpemna ot G- CSF.
Heobxomumo ycrmoBue e 106po 06110 cecrostaue (PS).

Cisplatin + Fluorouracil + 1buesieuenue

Cisplatin — 50 mg/m2 I.V., mau 1, 15 u 29
Leucovorin — 500 mg/m2 I.V. B 2-yacoBa undy3us, aau 1, 8, 15, 22, 29 u 36
Fluorouracil — 1000-2000 mg/m2 1.V. B 24-yacoBa undy3us, nau 1, 8, 15, 22, 29 u 36. wm

Cisplatin +5 Fluorouracil +JIb4esieuenue

Cisplatin 75 mr/mM2 u.B. (30 MuH.)1 gen

5 Fluorouracil 1000 mr/m2 u.B.(npoasmkutenta ung.) 1-4 nen [losraps ce Ha 1,5,9, u 13
CeMHuIIa

JIvuerepanus 50,4 Gy B 28 ¢pakuuu

Wi
Cisplatin +5 Fluorouracil + JIbueseuenue

Cisplatin 100 mr/mM2 u.B.(30 MuH.) 1 nen

5 Fluorouracil 1000 mr/m2 u.B.(npoxbiokutensa uud.)1-4 nen
1 u 5 cenmuna (paaroTepanusiTa 3armo4sa Ha 1. 29)
JIvuerepanus 50,4 Gy B 28 ¢pakuuu Hag 5.5 cenmMuiu

Nm

Cisplatin +5 Fluorouracil + JIbueseuenune

Cisplatin 80 mr/mM2 u.B. 1 nen
5 Fluorouracil 1000 mr/m2 u.B.(npoxboxutenna uad.) 1-4 nen [la
ce MOBTapsl BCEKH TPU CEAMUIH (2 IIUKBIIA).

Btopu nukbsi1 e THOBpEMEHHO C:




JIpuerepanus 35 Gy B 15 dpakuuum Hax 3 ceamuIm, 3ariouBamy Ha.
neH 22
3a BTOpHs LMKBI — 4 ceaMuIia, no3ara Ha 5 Fluorouracil ce Hamanssa Ha 800 mr/m2

Nmm

Paclitaxel + Cisplatin +/Ibueieuenune

Paclitaxel 60 mr/mM2 n.B.(34. uad.) 1,8,15,22 nen Cisplatin 75 mr/m2 u.B.(24. und.)1 nen
C noakpena ot GCSF
JIvuerepanus 45 Gy BsB ppaxiuu ot 1,5 Gy 1-5,8-12,15-19 nen aBa mbTH THEBHO

N

Paclitaxel + Carboplatin +1b4eneyenne

Paclitaxel 50 mr/m2 u.B.(14. und.) 1,8,15,22,29 nen Carboplatin AUC=2 u.B.(14. uug.)
1,8,15,22,29 nen

Ennospemenno c:JIpuerepanus 41,4 Gy BsB ppakuuu ot 1,8 Gy

3armoyBa OT 17eH mo 5 Gppakuu CeAMUIHO

9.2 HeoawBanTHa xumMuorepanus (4 kypca)

[Tpunara ce npu craguii cTIN1, cT2N1, cT3NO/N1 unu cT4NO/NI.

Cisplatin + Fluorouracil

Cisplatin — 75-100 mg/m2 1.V, nen 1
Fluorouracil — 1000 mg/m2 1.V. B 24-uacoBa undy3sus, nuu 1-4
[ToBTOpenue npe3 21 qHu.

9.3 AnoBaHTHA XUMHOTepanus

[Tpunara ce mpu XUCTOJNOTHS 32 alcHOKapIHOM U pN+. [IpH III0CKOKIIEThYEH KapIMHOM HIMa
noKa3aH eekT. JleueHnero ce 00CHKAa MPU CEIEKTUPAHU OOTHHU.

Cisplatin + Paclitaxel

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

Carboplatin + Paclitaxel

Carboplatin AUC4, nen 1




Paclitaxel — 175 mg/m2 1.V, nen 1
[ToBTOpenwue mpe3 21 auu (4 Kypca).

Cisplatin + Irinotecan

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

AJfoBaHTHa UIMYyHOTEpanus

[Ipu manMeHTH ¢ KapUWHOM Ha XPaHOIPOBOJA MM ractpoe3odareaiHus Mpexoj, KOUTO UMaT
OCTaThYHO IATOJOTMYHO 3a00JsiBaHE Cllel] MpPEJIIecTBallla HEOaJIOBAaHTHA XMMHUOTEpANus €
MOKa3aHo aI0BaHTHO JIeYeHHe ¢ nivolumab, kaTo MOHOTEpanusi, HHTpaBeHO3Ha UH(Y3usa Ha 240
mg Ha Bceku 2 ceamunu 3a 30 Munytu unu 480 mg Ha Bceku 4 ceaMuiM 3a 30 MHUHYTH Ipe3
nbppBUTE 16 ceaMuIy, MOCIEABAHO OT MHTpaBeHo3Ha HH(py3us Ha 480 mg Ha Bceku 4 ceAMULIM 32
30 MUHYTH.

9.4 Xumuorepanus Npu MeTacTaTH4Ha 0oJiecT

ITpunara npu cenekrupanu nauueHTH ¢ PS 0-1 1 6e3 koMopOUAHOCT.

Cisplatin + Fluorouracil

Cisplatin 75 mg/m2 1.V, nen 1
Fluorouracil — 500-1000 mg/m2 1.V. ¢ uady3nuoneH pexum, qau 1-4
IToBTOpEeHMe npe3 28 nHu.

Cisplatin + Irinotecan

Cisplatin — 75 mg/m2 .V, nen 1 Irinotecan — 180 mg/m2 [.V., nen 1
[ToBTOpenue npe3 28 nHU.

Irinotecan + Fluorouracil

Irinotecan - 180 mg/m2 1.V, nen 1
Leucovorin— 125 mg/m2 1.V., nen 1
Fluorouracil — 400 mg/m2 1.V. 6onyc, nen 1
[ToBTOpenue nipe3 14 guu

Emupy6ununa+ Cisplatin +5 Fluorouracil (ECF)

Enmupyounmn 50 mr/m2 1.V. (6omyc) 1 nen Cisplatin 60mr/m2/1 1.V, (60myc) 1 nen
5- Fluorouracil 200mr/m2/n LV. (mpoabmx. ung.) 1-21 nen [loBTaps ce

Ha 3 ceaMUIH

HmyHoTepanus

Pembrolizumab — 200 mg. Ha Bcexu 3 ceqmunu win 400 mg Ha Bceku 6 ceIMUIIM B KOMOWHAIUS
C mwiatuHa W (IYyOpPONUPUMHINH-0a3MpaHa XUMHUOTEpanus, MPWIOKEH KAaTo HHTPABEHO3HA
nH(py3uss B mpoabbkeHHe Ha 30 MHHYTH 3a JICUCHHE OT I'bpBa JWHUS JIOKATHO aBaHCHpPAI



HeomnepaOuiieH WIM MeTacTaTH4eH KapIMHOM Ha XxpaHompoBoga uinu HER-2 HeratuBen
aJICHOKApPIIMHOM Ha ractpoe3odareanHaTa Bpbh3Ka IMPU Bb3PACTHU, YUUTO TYMOPH €KCIIpecHpar
PD-L1 ¢ CPS>10

Pembrolizumab 200 mg i.v. Ha Jlen 1 ot Bceku TpuceamuueH nukba win 400 mg i.v. Ha Jlen lot
BCEKM IIECTCEIMHYEH LMKBI B KOMOMHAIUs C IUIaTUHA U (IIyOopONMpPUMUAMH-Oa3upaHa
XUMHUOTEPATHs.

[IpoabmxkaBa 10 Mporpecus Wik HEMPUEMINBA TOKCUYHOCT. [Ipu KITMHUYHO CTa0MIIHU MAIIMEHTH C
I'bPBOHAYAIIHU JAHHU 32 POTpecHsi Ha 3a00JIIBAaHETO € MPENOPBHUUTETHO JICYEHUETO Aa IPOABIKH,
JI0KaTo MporpecusiTa Ha 3a00JIIBaHETO HE C€ IOTBBP/IU.

[Ipenopruntennara go3a Pembrolizumab wH)XEKIIMOHEH pa3TBOP 3a MOJKOKHA WHXKEKIUS TPHU
BB3pacTHU €: niK 395 mg Ha BCEKU 3 CEAMMIIN, NIPUIIOKEH KAaTO MOJK0KHA MHXKEKIMS B pAMKUTE
Ha 1 MmunyTa nnm 790 mg Ha BCeKU 6 ceIMUIM MTPUIIOKEH KAaTO MOAKOKHA WHXKEKIIHS B pAMKHUTE Ha
2 munyTu. [lanuentun, nomyvaBamm Pembrolizumab 3a WHTpaBEeHO3HO MpPUIIOKEHHE, MOTaT Ja
npeMuHaT KbM Pembrolizumab 3a moakoxHO mpHIIOKEHWE MpHU Clie[BallaTa TUIAHWpaHa J103a.
[MarmenTn, momyvaBamu Pembrolizumab 3a moIKOXHO MPHUIIOKEHHWE, MOTAT Aa MPEMUHAT KbM
Pembrolizumab 3a nHTpaBEeHO3HO MPHUIIOKEHUE TIPH CIIeABaIaTa TUIAHUPAHa 703a.

[Tpn manueHTH ¢ HeonepaOMIeH aBaHCHpaJl, PEHUANBUPAIL MM METACTATUYEH IUIOCKOKJIEThUCH
ezodareaneH kapuuHoMm ¢ PD-L1 excnpecus Ha TymopHu KieTKu >1% Moxe na ce mposene
clieIHaTa UMyHOTEpanus:

- Nivolumab B koMmOuHanus ¢ xumuorepanus: Nivolumab 240 mg na Bceku 2 cenqmuru nnu 480
mg Ha BCEKH 4 ceaIMUIIM, IpUIaraHl HHTPABEHO3HO B MPOIbJkeHrne Ha 30 MUHYTH B KOMOMHALIMS
¢ (QuyoponupumMuIMH- W IUIaTHHA-O0asupana xuMmuorepamus. JledeHwmero c¢ nivolumab ce
MpenopbrYBa 10 Mporpecusi Ha 3a00JsBaHETO, HEIPUEMIIMBA TOKCHYHOCT WU 710 24 Mecelna npu
ManueHTu 0e3 mporpecus Ha 3a00J15IBaHETO.

- Nivolumab B xomOunarus ¢ Ipilimumab. [Ipenoppuntennara no3a e nivolumab 3 mg/kg Ha
BCEKH 2 ceaMuiu wid nivolumab 360 mg Ha Bceku 3 CeAMMIIM, pHJIaraH MHTPAaBEHO3HO 3a 30
MUHYTH B KoMOuHamus ¢ 1 mg/kg ipilimumab, npunosxxen nHTpaBeHo3HO 32 30 MHUHYTH Ha BCEKH 6
ceamuny. [IpenopbuBa ce nedeHue 10 nporpecust Ha 3a00JIIBaHETO, HEPHEMIIMBA TOKCHYHOCT MITH
70 24 Mecena MpH MaIreHTy 0e3 nmporpecus Ha 3a00JBaHETO.

- Nivolumab B komOuHaims c (IyoponMpUMUAMH M IUIATHHA-0a3upaHa XUMHOTEpanus e
MOKa3aH 3a MMbpBa JMHU Ha JIeueHUe NpH Bb3pacTHU nanuentu ¢ HER2 orpunarenen, HarpenHan
WA METacTaTUYeH aJICHOKapLUHOM Ha CTOMaxa, racTpoe3ogareainus Ipexo Wik XpaHoIpoBo/a,
yunuTo TymMopu uMat PD-L1 ekcripecusi ¢ KOMOMHHPaH MOJIOXKHUTEICH CKOp > 5.
[Ipenopbuntennara no3a € 360 mg Nivolumab, npuiio)keH UHTPABEHO3HO B MpobiKkeHue Ha 30
MUHYTH B KOMOMHAIUS ¢ (DIyOpONMPUMHINH U TUIATHHA-0a3upaHa XUMHUOTEpAIus, IpuiIarana Ha
Bceku 3 cenmunn win 240 mg Nivolumab, mpuiokeH HHTPaBEHO3HO B MPOAbIKeHNE Ha 30 MUHYTH
B KOMOMHanus ¢ (QIyOponupUMHUIMH U IUIaTHHA 0a3upaHa XUMHOTEpAIus, IpHjIaraHa Ha BCEKH 2
ceamuiy. Jleaennero ¢ Nivolumab ce nmpenopbuBa 10 nporpecust Ha 3a00JIBaHETO, HETIPUEMITUBA
TOKCUYHOCT HJIH 70 24 Mecena Mpy MaueHTH 0e3 mporpecus Ha 3a00JIsIBaHeTo.

Bropa nuHMa XuMHuoTEepanus

Docetaxel — 75 mg/m2 1.V. nen 1, noBropenue npe3 21 nuu (mo 6 mmken). [Ipunara ce mpu
XUCTOJIOTHSI 32 aJCHOKAapLMHOM M TPOrpecHs > or 6 Mecena ciel XUMHOTepanus C
IUIaTUHA/PITy OPONMPUMUIMHOBU PEKUMH.



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

Nivolumab xaTo MOHOTepanus € MOKa3aH 3a JICYeHUE Ha Bb3PACTHU MALMEHTH C HEPE3eKTaOMIeH
aBaHCHpaJl, PELUAMBUPAL] WIM MeTacTaTHYeH e30(]areajeH IUIOCKOKIEThYEH KAPILMHOM Cle]
npesmecTnama GryoponupuMHUInH- U TNIaTHHA-0a3upaHa KOMOMHUpaHa XMMUAOTEPATIHSL.
Nivolumab — 240 mg Ha Bceku 2 ceamuii 3a 30 MUHYTH

Jlo nporpecus Ha 3a00JIIBAHETO WIN HEPUEMIIMBA TOKCUYHOCT.



10. KAPIOIMUHOM HA CTOMAX

PakbT Ha cTOMaxa € Ha IECTO MSCTO M0 YecToTa pu MbkeTe (5.5%) 1 Ha 0CMO MSCTO TIPH )KEHHUTE
(4.1%). Toii mpencraBnsBa 4.8 % OT BCUUKU 37I0Ka4eCTBEHH 3a00IsIBAaHMS IPHU ABaTa mosja. 3acsra
MO-Y€CTO MBKE B TO-HANpEeIHANa BB3pacT U ¢ ¢pammiHa oOpemeHeHOoCcT. CpeaHara BB3pacT Ha
JQUarHocTuImpane € 65-69 ronunu. Mbxere 3a00nsgBaT 2 MBTH MO- Y€CTO OT KEHHUTEe. Pazmuumns
CBINECTBYBAT CIIOpE]] pacara W Teorpad)CKOTO pasloiokeHue. Taka HampuMep Hail- BHCOKa €
yectoTtaTta B M3rouna Asus, HOxHa Amepuka u M3rouna EBpona u Haii-aucka B CAI n 3ananHa
EBpoma. JleueHneto € KOMIUIEKCHO —  ONEPATHMBHO, UIUTOCTaTHYHA, TApPreTHO U
MMYHHOOHKOJIOTMYHO B 3aBUCHUMOCT OT XapaKTePUCTUKATa Ha TyMOpa M ChCTOSTHUETO Ha TAI[UEHTA.

10.1. IlepuomepaTHBHA CHCTEMHA TepaNus
[Tpunara ce mpu ¢/pT2 N+ u ¢/pT3-4 N Bcsiko. BrimrouBa HeoaroBaHTaHA XUMUAOTEPATTHS € TUTATHHA

u ¢ayopormpumuaul ( 3-4 Kypca), mocieBaHa OT XHPYPrUYHO JICUCHHE W TUIaTHHA-0a3upaHa
amoBaHTHa xumuoTepanus (3-4 kypca). [lopanu ToBa, ye mpunokeHuero Ha Capecitabine He
M3MCKBA HAJTMYKE Ha LIEHTPAJIeH BEHO3EH KaTeThp U € ChC CHIIOCTaBUMA €PUKACHOCT cpsAMO 5-DOY
3a JIeueHne Ha aBaHcupao 3abomsBane, Capecitabine — chabpIKaIy PEXKUMHE CHIIO MOTAT J1a ObAAT
MIPEJIOKEHH TEPUOTIEPATHBHO

ECF

Epirubicine — 50 mg/m2 I.V., nen 1

Cisplatin — 60 mg/m2 1.V., nen 1

Fluorouracil — 200 mg/m2 1.V. 24-yacoBa undy3us, 10u 1-5
[ToBTopenue npe3 21 nuu (3 xypca).

DCF

Docetaxel — 75 mg/m2 I.V., nen 1

Cisplatin — 75 mg/m2 L.V., nen 1

Fluorouracil — 750 mg/m2 1.V. 24-yacoBa un¢y3us, gau 1-5
[ToBTOpenue npe3 21 nuu (4 xypca).

XelOx

Capecitabine — 2000 mg P.O. gueBno, nuu 1-14
Oxaliplatin — 100-130 mg/m2 L.V. 6onyc, nen 1
[ToBTOpenue npe3 21 auHw.

FLOT

Docetaxel, 50 mg/m2, nen 1

Oxaliplatin, 85 mg/m2, nen 1
Leucovorin, 200 mg/m2, nex 1
Fluorouracil, 2600 mg/m2 24 h infusion,
[ToBTOpenue npe3 14 nxu




KombOunnpano XumuonbueneueHmue

5-FU + folinic acid +irpueneueHue

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

Jla ce mpoBexJa mpeau MUKBJI | U ciael HMKBI 2 KOMOMHUPAHO XUMHOIbueneueHue. Mexmay
IUKIUTE UMa 1 Mecern naysa.

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

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

[IpoBexna ce ceaMuyHO 3a 6 CeAMHUIH, TOCIEABAHO OT 2-cenmuyHa nay3a. [IepBusit kype XT ce
MIPOBEXK/IA MPEU XUMHOIBUEIICUCHUETO, BTOPUAT KypC 3alo4Ba 2 CEIMULIN CIIE IbYESICUCHUETO.

45 Gy dpaku. x 1.8 Gy 5 1au ceaMU9HO X 5

5-FU 225 mg/m2 i.v. (24h inf) ntHeBHO npe3 BCUYKU AHU HA JIbUeJIeueHHe.

Cisplatin + capecitabine + apueneueHue

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

ITocaenBano OT TLUEICUEHHE

45 Gy ¢paxku. x 1.8 Gy/ 5 naHu cemMHUYIHO X 5

Capecitabine 825 mg/m2(b.i.d) p.o JHEBHO IIpe3 BCUUKH JTHU HA TbUYEIICUCHUE

IlocnenBano ot

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

10.2. CucremHa Tepanus NpHU JOKAJTHO aBAHCHPAJIA H/HJIN MeTaCTaTU4HA OoJiecT

[Tpu MeTacTaTudHa 0OJIECT XUMUOTEPAIUs Ce TIpuiiara npu 00HH B 100po 00110 cherosiaue (PS).
[Tpu aneHokaplMHOM Ha cTOMaxa U ractpoe3odaruanHara Bpb3Ka € 3aIbJDKUTEIIHO H3CIIEIBaHe 3a
HER2-ekcnpecus.



ECF

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

Fluorouracil — 500 mg/m2 1.V, nau 1-5
[ToBTOpEHUE npe3 28 qHMU.

ELF

Etoposide — 100 mg/m2 1.V., nam 1-3
Leucovorin — 30 mg/m2 L.V., nau 1-3
Fluorouracil — 500 mg/m2 I.V., gau 1-3
[ToBTOpEeHue npe3 28 qHu.

Etoposide + Epirubicine + Fluorouracil

Etoposide — 100 mg/m2 1.V., nam 1-3
Epirubicin — 50 mg/m2 1.V, nen 1
Fluorouracil — 500 mg/m2 I.V., aau 1-3
[ToBTOpenue npe3 21 guu.

Capecitabine + Cisplatin

Capecitabine — 2000 mg/m2 P.O. nueBHo, n1uu 1-14
Cisplatin — 60 mg/m2 1.V., nen 1
[ToBTOpenue npe3 21 qHu.

benexka: Ako kM pexxuMma ce npudasu Epirubicin, mpenopbuBana 103a Ha Capecitabine e 1250
mg/m2 P.O. nHeBHO.

Oxaliplatin + Epirubicin + Fluorouracil

Oxaliplatin — 85 mg/m2 [.V., nen 1
Epirubicin — 50 mg/m2 1.V., nen 1
Fluorouracil — 300 mg/m2 [.V., nau 1-5
[ToBTOpeHnue npe3 28 aHMU.

EOX

Epirubicin — 50 mg/m2 I.V., nen 1

Oxaliplatin — 85 mg/m2 I.V., nen 1

Capecitabine — 1250 mg/m2 P.O. nueBHo, aau 1-21 (ipu cenektupanu 6oyan qau 1-14)
[ToBTOpenue npe3 21 nHu.

ECX




Epirubicin — 50 mg/m2 .V, nen 1

Cisplatin — 60 mg/m2 I.V., nen 1

Capecitabine — 1250 mg/m2 P.O. nueBHo, nuu 1-21 IToBTOpenue
npe3 21 aHu.

EOF

Epirubicin — 50 mg/m2 I.V., nen 1

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

DCF

Docetaxel — 75 mg/m2 I.V., nen 1

Cisplatin — 75 mg/m2 1.V, nen 1

Fluorouracil — 750 mg/m2 1.V., nuu 1-5 [ToBTOopenue
nipe3 21 nau

FCT (npu cBpbxekcnpecusi Ha HER2)

Fluorouracil — 800 mg/m2 I.V., qau 1-5 nnn

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

Cisplatin — 80 mg/m2 1.V., nen 1

Trastuzumab — 8 mg/kg (mepBU 1MKBI), ciien ToBa — 6 mg/kg 1.V, nen 1
[ToBTOpenue npe3 21 ngHu (10 Iporpecus Wi HENPUEMIINBA TOKCUYHOCT).

FLOT

Docetaxel, 50 mg/m2, nen 1

Oxaliplatin, 85 mg/m2, nen 1
Leucovorin, 200 mg/m2, neH 1
Fluorouracil, 2600 mg/m2 24 h infusion,
[ToBTOpenue npe3 14 guu

Trifluridine/Tipiracil e moka3aH kaTo MOHOTepamus 3a JICYCHHE Ha BB3PACTHU MALUCHTU C
METacTaTHYCH paK Ha CTOMaxa, BKIIOUUTENHO aJCHOKapLMHOM Ha ractpoesodareanHaTa Bpb3Ka,
KOHTO IPEIy TOBA Ca JIEKyBaHHU C Hal-MaJIKO JIBE MPEIXOAHA CHCTEMHH TEPANeBTHYHU CXEMH 32
HanpeaHal cTaauil Ha OojecTTa.

Nivolumab B xomOuHaIms ¢ GIyoponupuMUINH | IJIATHHA-0a3upaHa XUMHOTEpAIus € TIOKa3aH
3a I'bpBa JUHUS HA JeuyeHue mnpu Bb3pacTHU nanueHTu ¢ HER2 oTpunarenen, HanpegHan wid
METAacTaTUUYECH a/IeHOKapIMHOM Ha CTOMaxa, ractpoe3ogareaiHus Npexoj] HIM XPaHOIPOBOJA,
quuTo TyMopu uMmaT PD-L1 ekcnipecusi ¢ KOMOMHHUPAH MOJIOKUTEIEH CKOp > 5.

[Ipenopbuutennara no3a € 360 mg Nivolumab, npuiiokeH UHTPABEHO3HO B MpobbkeHue Ha 30
MUHYTH B KOMOMHaLus ¢ (pIyoponupUMHUINH U TUIaTHHA-0a3upaHa XUMHUOTEpaIus, IpuilaraHa Ha
Bceku 3 cenmuny unu 240 mg Nivolumab, mpunoxkeH HHTPaBEHO3HO B MPOoAbbkeHue Ha 30 MUHYTH
B KOMOMHAaLUs ¢ (GpIyoponuMpUMHINH U TUTaTHHA Oa3upaHa XUMHOTEpAIus, IpuiaraHa Ha BCEKH 2



cenmunu. Jleaenuero ¢ Nivolumab ce nmpenopbuBa 10 mporpecus Ha 3a00IIBaHETO, HEMPUEMITUBA
TOKCUYIHOCT WJIM 10 24 Mecera MpH MalueHTH 0e3 mporpecus Ha 3a00JIIBaHETO.

Pembrolizumab, B komOuHamusi ¢ Tpacty3ymad, ¢IyoponmMpUMUIMH W IuUlaTHHA-0a3upaHa
XUMHOTEpPAIHs, € TIOKa3aH 3a JICYeHHe OT MbPBa JIMHUS Ha JIOKAJTHO aBaHCUPAJ HeonepaOuiieH Uiu
MetactatnueH HER2-nonoxxuresneH ageHokapIimHOM Ha cTOMaxa WK racTpoe3odareaiHara Bpb3ka
MpY Bb3paCTHH, YUUTO TyMopH ekcipecupat PD-L1 ¢ CPS > 1.

Pembrolizumab, B koMOuHamus ¢ (IyoponMpUMUANH U IJIaTHHA-0A3MpaHa XUMHUOTEpAIus, €
MIOKAa3aH 3a JICYEHUE OT MbpBa JHMHMS Ha JIOKAJIHO aBaHCHpasl HeonepaOWuIeH WIM METacTaTH4EH
HER2-HeraTtuBeH ajieHOKapIMHOM Ha CTOMaxa WM racTpoe3odareasHata Bpb3Ka IMPU Bh3PaCTHH,
yuuto Tymopu excrapecupat PD-L1 ¢ CPS > 1

[TpoabmkaBa 10 Mporpecus WK HEMpUEMIINBA TOKCUYHOCT. [Ipy KITMHIUYHO CTaOMIIHU MAIUEHTH

C TbpBOHAYAJIHM JAaHHU 3a MIporpecusi Ha 3a00JSIBAHETO € NPENOPBUYUTENTHO JICUCHHUETO [a
MPOIBIIKH, TOKATO MpOrpecusiTa Ha 3a00JIsIBAHETO HE c€ MOTBbPAU

[Ipenoppruntennara mgo3a Pembrolizumab WH)XEKIIMOHEH pa3TBOP 3a MOJKOXKHA WHXKEKITUS TPH
Bb3pacTHHU €: Wik 395 mg Ha BCEKHU 3 CeAMUIIN, MPHIOKEH KAaTO MOJAKOXKHA MHKEKIUSI B PAMKUTE
Ha | munyTa nim 790 mg Ha Bceku 6 CEIMUIIM MPHIIOKEH KaTO MOJIKOKHA MHKEKIIUS B PAMKUTE Ha
2 munyTtu. [lanmenTn, nmomy4aBamu Pembrolizumab 3a mHTpaBeHO3HO MPUIOXKEHHE, MOraT Jaa
npeMuHaT KbM Pembrolizumab 3a monkoxHO mpuioxeHHe MpU cleaBallaTa IUIaHMpaHa A03a.
[MarmenTn, momyvaBamu Pembrolizumab 3a moakoXHO TPHIOKEHHE, MOTAT Ja MPEMHHAT KbM
Pembrolizumab 3a nHTpaBeHO3HO MPUIIOKEHHUE TP ClIeABAIATA TUITAHUPAHA J103a.

Zolbetuximab, B kKOMOWHAIWsI ¢ XUMHUOTEpAN¥usl, ChAbpXKama (IyOpPONUPUMUINH W IUIATHHA, ©
MOKa3aH 3a JICUEHHWE OT IIbpBa JIMHUS HAa BB3PACTHU MALMEHTH C JOKAJIHO aBaHCHUpal,
HepesekTabmwieH wiu MetactatmueH HER2-orpunartenen aaeHokapiHOM Ha CcTOMaxa WIH
ractpoe3odareannara Bpb3ka (gastro-oesophageal junction GEJ), 4uuTo TyMOpH ca TOJIOKUTEITHA
3a Claudin (CLDN) 18.2

10.3. Bropa u nmocjeaBaly JUHAN XUMHOTepanus (MPU XUCTOJIOTHS 32 A[ICHOKAPIIUHOM)

Ramucirumab + Paclitaxel
Ramucirumab — 8 mg/kg I.V., mau 1, 15
Paclitaxel — 80 mg/m2 I.V., nau 1, 8 u 15
[ToBTOpenue npe3 28 nHU.

Irinotecan + Cisplatin

Irinotecan — 65 mg/m2 I.V., nau 1, 8 u 15
Cisplatin — 30 mg/m2 L.V, nuu 1, 8 u 15
IToBTOpEeHnue npe3 28 nHu.

FOLFIRI




Irinotecan — 180 mg/m2 1.V. 30-munryTHa nHDY3HA, 1eH |
Leucovorin — 400 mg/m2 1.V. 2-uacoBa undy3sus, neH 1
Fluorouracil — 400 mg/m2 1.V. 6onyc, nen 1

Fluorouracil — 2400 mg/m2 1.V. 46-4yacoBa uadyzus

[ToBTOpenue npe3 14 nHu.

Docetaxel — 75 mg/m2 1.V., nen 1
[ToBTOpenue npe3 21 nuu (10 6 Kypca).

[Tpu nporpecus cien 6 U IOoBeue Mmecena cien
IUIATUHA/(QITy OpOTIUPUMUIUTHOBUPEKUMH.

XUMHUOTCPAIIA

Paclitaxel — 80 mg/m2 L.V., gau 1, 8 u 15
[ToBTOpEHUE npe3 28 qHHU.

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

ILF/IF

Irinotecan 80 mg/ m2 1.v.(30-90 mun und. aex 1
Folinic acid 500 mg/m2 i.v. (1-2 9 un) nen 1
5-Fu 2000 mg/m2/d i.v. (22-24 4 und.) nex 1

HuxbaIbT CE TOBTaps HA BCEKU 6 CEMULIU, TTOCIIEIBAH OT 1-2 ceIMUYHA TOYUBKA.

Ramucirumab — 8 mg/kg 1.V., nen 1 IloBropenue npe3 14 nuu, 1o nporpecus.

koMOuHarms ¢ Paclitaxel He e moaxosia.

Cnen mnporpecus Ha muaTuHa + GIyopONMPUMHUINHU U IOpU  TALUEHTH, IPU KOUTO

Paclitaxel + Cisplatin

Paclitaxel — 100 mg/m2 I.V., nau 1 u 8
Cisplatin — 30 mg/m2 I.V., nau 1 u 8
[ToBTOpenue npe3 21 nHU.

Mitomycin C + Fluorouracil

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

BTopa H nmocjeaABamu JIMHUU TEPpAIust

HmyHoTepanus npu HeonepaduaeH WIM MEeTACTATHYEH KAPIMHOM HAa CTOMAX NPH

nporpecus ¢jaea moHe €AHa NMpeaxoaHa JUHUA Tepanus.




Pembrolizumab xato monotepanus - 200 mg [.V. Ha Bceku 3 ceqmuim uinu 400 mg 1.V. Ha Bceku
6 ceAMMLIM IIPU HEoTlepaOMIIeH WIIM MeTacTaTHUEH KapLIMHOM Ha CTOMaxa ¢ BUCOKa MUKpOCATEeJINTHA
HectabmtHocT (MSI-H) nnm nedunur B MexaHu3Ma 3a Bh3CTAHOBSIBAaHE HA HECHOTBETCTBHATA HA
JJHK (dA(MMR), koraro 3abo0isiBaHETO € IPOrpecupano Mo BpemMe WM CIe] MOHE eIHa MPeaIXoIHa
Tepanus.

Jleuennero ¢ Pembrolizumab mpoabmkaBa 10 mMporpecHsi WM HENPHEMIINBA TOKCHYHOCT. [Ipu
KIMHUYHO CTaOMITHU TAIMeHTH C MbPBOHAYAIHHM JaHHU 3a TPOTpecHs Ha 3a00JsBaHETO €
MPEMOPBHUUTEITHO JICYCHUETO J1a TPOABIDKH, JOKATO MPOTPECcHsITa Ha 3a00IsIBAHETO HE CE IOTBBP/IH.
[Ipenopwruntennara mo3a Pembrolizumab MHXEKITMOHEH Pa3TBOP 3a MOAKOKHA WHKEKIUS TPH
BB3pPACTHU €: WK 395 mg Ha BCEKH 3 CEIMUIM, IIPUIIOKEH KATO MOJKOXKHA UHKEKIUS B PAMKUTE
Ha | munyTa wiam 790 mg Ha Bceku 6 CEAMUIIM MPUIIOKEH KaTO MOJKOKHA MHKEKIIUS B PAMKHUTE Ha
2 munytu. [lanmenTtu, momydaBamm Pembrolizumab 3a MHTpaBeHO3HO NPHIIOKEHHE, MOTaT Ja
npemMuHaT KbM Pembrolizumab 3a moako)XHO MpUIIOKEHHWE TIPH CJeABaIlaTa IJIaHUpaHa J03a.
[TaruenTn, momy4vaBamy Pembrolizumab 3a moakokHO TpPUIIOKEHUE, MOTAT Jla MPEMHUHAT KbM
Pembrolizumab 3a nHTpaBEeHO3HO MPUIIOKEHHUE TIPU CIIeABaIaTa MIAaHUPaHa J03a.

Trifluridine/tipiracil — 2 x 35 mg/m2 (une noseue ot 80 mg Ha no3a) P.O. nueBHO, nHM 1-5 1 §8-12
JIeH

/Tlpu manueHTH,KOUTO ca OWJIU Ha MOHE 2 TUHUU XUMHUOTEpAIis 3a HarpeaHano 3a0osiBaHne/
[ToBTOpenue npe3 28 aHwU.

[lpn mnammentn c¢ HanpenHan HER2 monoxwureneH ajaeHOKapIMHOM Ha CTOMaxa MM
racTpoe3odareaqHaTta CBpb3Ka, KOMTO Ca IIOJyYWJIH MpeAllecTBalla CXeMa Ha OCHOBaTa Ha
Tpacty3ymao.

Monortepanus ¢ Trastuzumab-deruxtecan
Trastuzumab deruxtecan karo MoHOTepamus € MOKa3aH 3a JICYEHHE Ha BB3PACTHU MALUECHTH C

HanpenHan HER2-mooxxureneH aieHOKapIIMHOM Ha CTOMaxa WM racTpoe3odareaiHata CBpbh3Ka
(gastroesophageal junction, GEJ), kouto ca moyiydwiu TpeaniecTBamia cxemMa Ha OCHOBaTa Ha
TpacTy3ymao.



11. AAEHOKAPIMHOM HA ITAHKPEAC

11.1. HeoaaroBaHTHA XUMHOTEpaNus

[Ipunara ce npu celeKTUpPaHU MALUEHTH ¢ TPAHUYHO Pe3eKTaOUJIeH CTaAUM C 11eJ1 CHH)KEHUE Ha
CTaaus U Bb3MOXKHOCT 3a RO-pe3ekuus.

Gemcitabine — 1000 mg/m2 I.V., nau 1, 8 u 15
[ToBTopenue npe3 28 nuu (4-6 Kypca).

Gem/Cis

Gemcitabin 1000 mg/m2 i.v.B nen 1 u 15
Cisplatin 25 wimm 50 mg/m2 i.v.B nen 1 u 15
[ToBTOpEHue npe3 28 qHu

FOLFIRINOX

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

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

Calcium folinate 400 mg/m?2 i.v. 2-yacoBa ua¢y3us B ied 1 u 15
5 FU 400 mg/m2 i.v. bolus B nen 1ul5

5 FU 2400 mg/m?2 i.v. 46- yacoBa uady3us B 1eH 1 u 15
[ToBTOpenue mpe3 29 auu A0 6 HUKbIA

ITox 3amurara Ha GCSF.

11.2. AxgroBaHTHAa XMMHOTEpPaNus

[Ipunara ce cnenonepaTuBHO npu nauveHTd B craguil pl m plIA, xkouTo He ca mpoBe)IaIU
HEO0Aa[IOBAaHTHA TEPAIIHU.

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

Oxaliplatin 85 mg/m2 i.v. B n1eH 1

FOLFIRINOX

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

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

5-Fluorouracil — 2400 mg/m2 1.V. 46-yacoBa undy3us 3aabpkurenta nojakpemna ¢ G-CSF
IToBTOpenue npe3 14 nuu .

Moaudunmpan FOLFIRINOX
Oxaliplatin 85 mg/m2 i.v. B nen 1 ul5

Irinotecan 150 mg/m2 i.v. B nen 1 ul5



Calcium folinate 400 mg/m?2 i.v. 2-yacoBa un¢y3us B ied | u 15
5 FU 2400 mg/m?2 i.v. 46- yacoBa uH¢py3us B 1eH 1 u 15
[ToBTOpenue npe3 29 nguu 10 6 HUKbIA

Ilox 3amurara Ha GCSF.

Monotepanus ¢ Gemcitabine ce npenopbyBa Jia ce npujiara caMo Ipu yBpeIeHH MalueHTH.

Gemcitabine — 1000 mg/m2 I.V., nau 1, 8 u 15
[ToBTOpenue npe3 28 nuu (6 Kypca).

11.3. Tepanus npu Hepe3eKTAOMJIHA U MeTACTATHYHA 00J1ecT

11.3.1. Xumuorepanusa opu ctaani 11B u 111

FOLFIRINOX
Oxaliplatin — 85 mg/m2 1.V., nen 1 Irinotecan — 180 mg/m2 I.V., nen 1 Leucovorin — 400
mg/m2 L.V., nen 1
5-Fluorouracil — 400 mg/m2 [.V. 6onyc, nen 1
5-Fluorouracil — 2400 mg/m2 1.V. 46-yacoBa undy3us 3agpnkuTenta noakpena ¢ G-CSF
[ToBTOpenue npe3 14 qHu.

Moaupuunpan FOLFIRINOX

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

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

Calcium folinate 400 mg/m2 i.v. 2-yacoBa uHdy3us B 1eH 1 u 15

5 FU 2400 mg/m2 1.v. 46- yacoBa uHdy3us B ied 1 u 15

[ToBTOpenue npe3 29 nuu 10 6 MUKbBIA

ITox 3amurara Ha GCSF.

Momnotepanus ¢ Gemcitabine ce nmpenopbryBa Ja ce npujiara caMo Mpy yBPEJACHH MMallueHTH.

Gemcitabine — 1000 mg/m2 1.V. cemmuano (7 Kypca), oclieIBaH OT 7-THEBHA MTOYNBKA; CIIS]T
toBa — 1000 mg/m2 1.V., nau 1, 8 u 15 (moBTOpenue npes 28 aum).

Mayo Clinic (6-8 xypca)




Leucovorin — 20 mg/m2 1.V., nau 1-5
Fluorouracil — 425 mg/m2 I.V., nau 1-5
[ToBTOpeHue npe3 28 AHU.

Cpuerano xumuonpueneuenue npu craauii [1B u 111

Gemcitabine — 400 mg/m2 1.V. cenmuuno (7 cenMuin).

Cisplatin + Fluorouracil

Cisplatin — 20 mg/m2 I.V., qau 1-5, 1-Ba u 5-ta cenmuia
Fluorouracil — 300 mg/m2 1.V., nau 1-5, 6 ceamury.

11.3.2. Xumuorepanus npu MeTactaTuaHa oosect (ctaauii [V)

FOLFIRINOX

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

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

5-Fluorouracil — 2400 mg/m2 1.V. 46-qacoBa nndysus 3agbmkurenta nojakpemna ¢ G-CSF
IToBTOpenue npe3 14 nuu .

FOLFIRI

Irinotecan — 180 mg/m2 1.V. 30-munyTtHa undy3us, aeH 1
Leucovorin — 400 mg/m2 1.V. 2-yacoBa undy3us, neH |
Fluorouracil — 400 mg/m2 1.V. 6omyc, nen 1

Fluorouracil — 2400 mg/m2 1.V. 46-qacoBa undy3us
IToBTOpenue npe3 14 nHu.

Mayo Clinic (6-8 xypca)

Nab-Paclitaxel + Gemcitabine

Nab-paclitaxel— 125 mg/m2 I.V., nau 1, 8 ul5
Gemcitabine — 1000 mg/m2 I.V., nau 1, 8 u 15
[ToBTOpEHue npe3 28 qHU.

Gemcitabine + Capecitabine




Gemcitabine — 1000 mg/m2 I.V., nau 1, 8 u 15 Capecitabine — 1500 mg/m2 P.O. nHeBHO, THHA
1-14 TloBTopenue npe3 28 auu (6 Kypca).

[Mognbpkamio neuyeHHe Ha BB3PACTHU NanueHTH ¢ repmuHatuBHM BRCA1/2 myrtammu, c
MeTacTaTHYeH aJeHOKApI[HOM Ha MaHKpeaca, YueTo 3a00isIBaHe He € POrpecupao ciel Haii-
Majko 16 ceMHUIIM JieueHUE ¢ MbpPBa JIMHKUS XUMUOTEpaITis Ha 0a3aTa Ha IJIaTHHA.
Momnoteparust Olaparib 600 mg Tabmerku mHeBHO, P.O 10 mporpecuss Wi HENpUEeMIINBA
TOKCHYHOCT.

11.4. Bropa JuHUS XMMHOTEPANIHA

Fluorouracil + Oxaliplatin

Oxaliplatin — 50 mg/m2 1.V., nen 1

Leucovorin — 400 mg/m2 1.V. 6omnyc, nex 1

Fluorouracil — 500 mg/m2 1.V. eqnovyacoBa undysus, neH 1
[ToBTopenue npe3 7 auu (12 xypca).

Liposomal Irinotecan + Fluorouracil

Liposomal Irinotecan — 70 mg/m2 I.V., nen 1 Leucovorin — 400 mg/m2 1.V. 6onyc, aex 1
Fluorouracil — 2400 mg/m2 1.V. B 46-yacoBa undy3usi, neH 1
[ToBTOpenue npe3 14 auu.

Benukn pexkmMu 3a MeTacTaTH4Ha OOJIECT €€ MPOBEXKAAT 1O Mporpecus Ha Oojectra M JI0
HCMIpUCMJIIMBA TOKCHUYHOCT.

11.5. Tpera 1uHUA XUMHOTePaNKUs

Pegylated liposomal irinotecan e moka3aH 3a JICUEHHE Ha MeETAcTa3Wpaj aJCHOKAPIIMHOM Ha
nankpeaca B komOuHarwms ¢ 5 Fluorouracil (5 FU) u leucovorin (LV) npu Bb3pacTHU MalMEHTH C
Mporpecust cie JeYeHne, OCHOBAHO Ha gemcitabine.



12. XEINNATOULEJYJAPEH KAPIIMHOM

XenaTonenyJapHUsT pak € Hail-4ecTUusT MbPBUUEH TYMOp Ha yepHus aApo0. MimMa Obp3a eBOITIOIHS
u Jioma nporuo3a. Haii-Bucoka e yecrorara my B Adpuka u FOrouszrouna Asus. Yecrorara my
BapHpa B 3aBUCHMOCT OT pa3lpOCTpaHEHUETO Ha XenaTuTHuTe BUpycu B u C. Mpxere GosnenyBar
3-8 mbTH MO-4ECTO.

12.1. HavyajiHa cHCTeMHA Tepanus

[Tpunara ce mpu HeonepabunHa win Mmetactarudna 6osect B craauii C mo BCLC- knacudukanms
nu knac A u B o Child-Pugh. ITpunoxennero Ha KOHBEHIIMOHATHA XUMHOTEPAIHS € OTPAHUYEHO
Mopajay BUCOKA PE3UCTEHTHOCT, HAapyIlIeHa YepHOAPOOHA (YHKIHUS U NPUAPYKABAIIUA XPOHUIHH
4epHOAPOOHU OosecTH (XEeNaTUT U/ WU [IUPO3a).

12.1.1.1TppBa n1UHUA TapreTHa Tepanus

Sorafenib — 800 mg P.O. nHeBHO, 10 porpecHs.

Lenvatinib
[IpenoprunTenHaTa qHeBHA 103a Lenvatinib e:
- 8 mg (aBe Karncyau ot 4 mg), IpueMaHa BEIHBX JHEBHO IIPU NALUEHTH C TEJIECHO TETIIO
<60 kg
u
- 12 mg (Tpu Kamncyau oT 4 mg), npueMaHa BeIHbX JHEBHO MPH MAIEHTH C TEJIECHO
terso >60 kg.

Monotepanus ¢ Ramucirumab™ e nmoka3aHa 3a JieueHre Ha Bb3pACcTHU MAlMEHTH C aBaHCUPAIT WU
HEpE3eKTA0MIICH XemaToleyIapeH KpalliHOM ChC cepyMHHU HHBa Ha anda detonporeus (ADIT) >
400 ng/ml u mpeamecTBao Je4eHue che Sorafenib.

12.1.2. [IppBa MTuHUS UMYHOTEpaNUs

IIpuaara ce npu aBaHCHPAaJI HeonepaduJieH XenaToueayJapeH KapIuHOM
Atezolizumab + Bevacizumab

Atezolizumab — 840 mg .V, nen 1, npe3 14 qau

umu 1200 mg 1.V, nen 1, npe3 21 auu

nnu 1680 mg 1.V., nen 1, pe3 28 auu

Bevacizumab — 15 mg/kg 1.V, nen 1, npe3 21 nau

[MarmeHTHTE MOTAT Ja OMy4aT JedeHue ¢ atezolizumab SC MHKEKIIMOHEH Pa3TBOP 32 MOAKOKHO
npuiokenue. [laruenTuTe, KOUTO MOHACTOSIIEM IOdydaBar atezolizumab 3a WHTpaBEeHO3HO
MPUIOKEHUE, MOXKE Ja NMPEeMUHAT KbM JieueHue ¢ atezolizumab MH)KEKIMOHEH pa3TBOp 34
MOJIKO’KHO TIPHIIOKEHHE.

[IpenopbunTennara 1o3a atezolizumab MHKEKIIMOHEH Pa3TBOP 3a MOAKOXKHO npuioxeHue e 1875
mg, IpujaraHa Ha BCEKU TPU CEAMMIIH.

Korato ce mpumarat B eauH W cblid JeH Atezolizumab TpsOBa na ce mpwiara mpend




Bevacizumab.
JleueHreTo ce mpuiiara o 3aryba Ha KJIMHUYHA 110J13a UM HEKOHTPOJIHPYEeMa TOKCHYHOCT.

Durvalumab* 1500 mg kato MOHOTepanus € TIOKa3aH 3a ITbpBa JIMHKS Ha JICYCHNE Ha BH3PACTHU
aBaHCHpaJl WK HeonepabuiieH xenarouenyiapeH kaprHoM (XLIK). Ipunara ce B go3a 1 500 mg Ha)
BCEKU 4 CeMUIIHA JI0 IPOrpecus Ha 3a00JIBAaHETO WIIM HETIPUEMIIMBA TOKCUYHOCT.

Durvalumab + tremelimumab
Durvalumab 1 500 mg, mpunoxen B komOuHarnws ¢ 300 mg tremelimumab kaTo eqHOKpaTHA 1033|
Ha Lukben 1/[en 1, nocnenBano ot durvalumab karo MoHOTepamnuss Ha BCEKH 4 CEIMUIIH.
JleueHneTo ce mpuiara JOKaro ce HaONoJaBa KIMHHYHA I0J13a WU 10 HENPHUEMIIUBA
TOKCHYHOCT.

Nivolumab e noka3aH 3a MbpBa JIMHUS Ha JICUCHUE HAa Bb3PACTHU MALMEHTH C HEPE3EKTaOUIEH UITH

HarpeIHa XenaTolenyaapeH kapimHoM B fo3a 1 mg/kg B komOuHanus ¢ Ipilimumab B go3a 3

mg/kg, NpuIokeH! MHTPaBEHO3HO 3a 30 MUHYTH Ha BCEKH 3 CEAMUILIM 3a TbPBUTE 4 IIUKbIIA,

rocieaBaHu OT MoHoTepanus ¢ Nivolumab, mpunoskeHa HHTpaBEeHO3HO ¢ 1032 240 mg Ha Bceku 2

cenvuity 3a 30 muny Ty win 480 mg Ha Bceku 4 cenmuity 3a 60 MunyTH. JIeueHneTo TpsioBa 1a

NPOABIDKU JI0 IIporpecusi Ha 3a00J1BaHeTo, HENPHEMITHBA TOKCHYHOCT WM 10 24 Mecela.
Cisplatin + Epirubicin

Cisplatin — 75 mg/m2 .V, nen 1
Epirubicin — 60 mg/m2 .V., nau 1 [ToBTopenue
npes 21 nHu.

Epirubicin — 75 mg/m2 1.V., nen 1
[ToBTOpenue npe3 21 quu.

Cren Heoa/I0OBaHTHA TepaIus, 10BeJa 10 ONepabUIHOCT HA ITbPBUYHUS TyMOD, CIIEONEPaTUBHO
ce mpuJjarar oue 4 Kkypca XuMHUOTEPANHUS 110 ChIIUA peKuM. IHTpaapTepuaiHa XuMUOTEpANKs He
ce MpenopbyBa.

12.2. Tpancaprepuasna xemoemoomu3auus (TACE)

[lpunara ce mnpu HepesekTaOmiaHa (MyiaTUHOAyJapHa) Oonect B cragmii B mo BCLC-
KJ1acupuKarms.

12.3. Bropa JMHHSA CHCTEMHA Tepanus

FOLFOX4

Oxaliplatin — 85 mg/m2 1.V. 2-gacoBa un¢ys3us, nen 1 Leucovorin
—200 mg/m2 I.V. 2-yacoBa undysus, nuu 1 u 2 Fluorouracil — 400
mg/m2 L.V. 6onyc, nau 1 u 2

Fluorouracil — 600 mg/m2 1.V. 22-yacosa un¢y3us, aau 1 u 2
[ToBTOpenue npe3 14 nHu.

Regorafenib — 160 mg P.O. nueBHo, nuu 1-21
IToBTOpEeHME npe3 28 1HMU.




13. BHWJ/IMAPEH KAPIIMHOM

KapuuHoMbT Ha #urp4HMS MeXyp npeacrasisiBa 1 1o 4% ot Bcnuku kapuuHoMmu. KapunHoMbT Ha
KI'BUHUS MeXyp UMa 0co0eHO reorpad)cko paslpocTpaHeHHe - 4ecTo cpelad € B LleHTpanHa u
HOxna Amepuka, Cesepna Uunus, SAnonus, Llenrpanna u M3rouna EBpona. 3a0onsiBaHeTo ce
Cpella I0-4€CTO U B OIpPEACIICHU €THUYECKU IPyIH, KaTO HAIpUMEp HATUBHUTE aMEpPUKAHCKU
WHAWAHIM M JIaTUHOAMepuKaHUuTe. KbM HacTosmMs MOMEHT €IMHCTBEHATa ajlTepHaTHBa 32
paguKaIHO JICYEHHME HA TO3HM PaK € ONepaTUBHO. Jlopu M ciiel paAMKaaIHO ONEPAaTUBHO JICYCHUE
S-roaMiiiHaTa MPEXKUBAEMOCT, He HaaBHUIaBa 20%.

BxittouBa KapIiMHOM Ha eKCTpaxenaTaiH! )KJIbYHH IBTULIA, )KITBUYCH MEXYP M XOJaHTHOKapLIUHOM.
13.1. AnOBaHTHA CHCTEMHA Tepanus

[Ipunara ce xumMuoTepanusi Ipyu WHANBUAYATHO CEJIEKTUPAHU MallEHTH.

13.2. IIbpBa JMHMA CHCTEMHA TepaNus

Gemcitabin — 800-1000 mr/m2 - 30 muH - 1,8,15 gen
IToBTaps ce Ha 4 cenMuIM, MOCIEABaHO OT 15 THEBHA nay3a

5-FU - 500 mr/m2/1 1-5 nen unu 600 mr/m2 - 1,8,15 nen

GEMCIS

Gemcitabine — 1000 mg/m2 I.V., nau 1 u 8
Cisplatin — 25 mg/m2 I.V., nau 1 u 8
IToBTOpenue npe3 21 nHu.

GEMOX

Gemcitabine — 1000 mg/m2 I.V., nau 1 u 8
Oxaliplatine — 100 mg/m2 I.V. nen 2
[ToBTOpenue npe3 21 auwm.

EFC

Epirubicin 50mr/mM2 i.v - 1aen Cisplatin 60 mr/m2 i.v - 11en
5-FU 200 mr/m2 nocrosinaa uHg. 244. [ToBTaps ce Ha 3 ceaqmuIm

PEFG

Cisplatin 40 mr/mM2 i.v 1 gen

Epirubicin 40 mr/m2 i.v 1 nen

5-FU 200mr/mM2/n1 npoabmxutenta uadysus i.v 1-28 nen
Gemcitabine 600 mT/M2 1 yaci.v 1, 8 nen

[ToBTaps ce Ha 4 cenmuiu

Durvalumab — npu HeonepaduJjieH UM METACTATHYEH PAK HA *KJIbYHUTE MbTHILA




Durvalumab 1500 mg B koMOMHAIMS ¢ XMMHOTepanus gemcitabine+ cisplatin' na Bcexu 3
ceaqmuny (21 gam) no 8 uuksia, nocuensanu ot durvalumab 1500 mg Ha Bceku 4 ceAMUITU
KaTo MOHOTepanus. [IpoxbinkaBa 10 IPOTPeCcHs WK HEPUEMITUBA TOKCHYHOCT.

13.3. Bropa JMHHSA CHCTEMHA Tepanus

mFOLFOX6 (npuinara ce nmpu ceneKTUpaHu MaueHT ¢ 1006p PS)

Leucovorin — 400 mg/m2 1.V. 2-qacoBa uady3susi, aeH 1
Oxaliplatin — 85 mg/m2 1.V. 2-yacoBa un¢py3us, e 1
5-Fluorouracil — 400 mg/m2 1.V. 6onyc, 10-15 min., gen 1, 2
5-Fluorouracil — 1200 mg/m2 1.V. 24-4acoBa undysus, aeH 1, 2
IToBTOpenue npe3 21 nHU.

Ivosidenib kaTo MOHOTepanus € MoKa3aH 3a JICYeHUE Ha Bb3PACTHH MAIMEHTH C JIOKAJTHO aBaHCHpal
WM METAacTaTU4YeH XoJIaHTHOKapiuHoM ¢ R312 myrtamus wa IDHI1, kouto mpeau ToBa ca Owim
JIEKYBaHH C [TOHE €JJHA TIPEIX0/IHA JIMHUS CUCTEMHA TEPaTIHsL.

Monoteparus ¢ Pemigatinib ¢ moka3zaHa 3a JeueHHe NPHU BB3PACTHHU C JIOKATHO aBaHCHUPAT WIIH
METacTaTHUEH XOJIAHTHOKAPIIMHOM, ¢ (y3Hsl WU MpeHapeKIaHe Ha perentopa 3a GuopoOIacTHH
pactexxen ¢akrop 2 (FGFR2), koiTto e ¢ mporpecusi ciief] Hall-MaJIKO €IHa TPEIXOHa JMHUS
CHCTEMHA TEpPaTHs.

Pembrolizumab 200 mg I.V. Ha Bceku 3 ceamuim unu 400 mg I.V. Ha Bceku 6 ceamuI, B
komOuHarmst ¢ remiuradbun u Cisplatin, 3a JiedeHne OT MbpBa JHMHUSA HA JIOKAJTHO aBaHCHpall
HeomepaOuIeH HIM METaCTaTHIEH KaplWHOM Ha IThYHUTE ITBTHIIA ITPH B3PACTHHU.

HpOI[T)J'DKaBa A0 IporpeCud Ui HCTIPHUEMIIMBA TOKCUYHOCT. HpI/I KJIMHUYHO CTAaOWIHU IIAaITUCHTH C
IbPBOHAYAITHY JAHHH 32 TIPOTPECHs Ha 3a00JISIBAHETO € MPETOPHUUTEITHO JICYSHUETO Ha MTPOABIIKH,
JIOKaTO MPOTpecusiTa Ha 3a00JIIBAHETO HE C€ MOTBBP/IH.

Pembrolizumab karo monoTepamnus - 200 mg 1.V. Ha Bcekn 3 cenmunm wiu 400 mg [.V. Ha Bcexn
6 ceMUIM ITPU HeoNepaOUJICH WIIM METaCTaTUYEeH KapLIMHOM Ha ¥ITbYHHU ITBTHUILA U XKIIBUEH MEXYP
¢ BHCOKa MUKpocarenuTHa HectabuiaHocT (MSI-H) nnn nedunur B Mexann3Ma 3a Bb3CTaHOBSIBAHE
Ha HecboTBeTcTBUATA HA JIHK (AMMR), koraTo 3a001sIBaHETO € MpOorpecupao mo BpeMe UiH Cle
IIOHE €/1HA MPEIXO0HA TepaIusl.

Jleuennero ¢ Pembrolizumab mpoabmxaBa 10 mporpecus Wik HEMpHeMJIMBa TOKCHYHOCT. [Ipum
KIMHUYHO CTa0WJIHM TAIlMeHTH C [bPBOHAYAIHU JaHHU 3a MpOorpecHs Ha 3a00JSBAaHETO €
MPETNOPHYUTENHO JICUEHUETO 12 MPOABIKU, I0KATO MIPOrpecusiTa Ha 3a00IsIBAHETO HE CE TOTBBP/IH.
[Ipenopruntennara mo3a Pembrolizumab MHXEKIIMOHEH Pa3TBOP 3a MOAKOKHA WHKEKIHS TPH
BB3pPAcTHU €: WK 395 mg Ha BCEKH 3 CEIMUILM, IPUIIOKEH KATO MOJKOXKHA MHKEKIUSI B PAMKUTE
Ha | munyTa niam 790 mg Ha Bceku 6 CEAMUIIM MPHIIOKEH KaTO MOJIKOKHA MHKEKIIUS B PAMKUTE Ha
2 munytu. IlanmenTtu, momydaBamm Pembrolizumab 3a MHTpaBeHO3HO NPHIIOKEHHE, MOTaT Ja
npeMuHaT KbM Pembrolizumab 3a moakoXHO MPUIIOKEHHWE TP CJeABaIlaTa IUIAaHUpPaHA J03a.
[MarmenTn, momyuaBamy Pembrolizumab 3a moakoXHO TPUIOKEHUE, MOTAT Jla MPEMHUHAT KbM
Pembrolizumab 3a nHTpaBEeHO3HO MPHUIIOKEHUE TIPH CIIeABaIaTa TUIAHUPaHa 703a.



14. KAPIIMHOM HA BBBPEK

bropeunoknerbunuar kapuuHoM (BKK) e psako cpeman Tymop, ¢ uyectora mexnay 3-5% ot
3JI0KaYeCTBEHUTE HOBOOOPA3yBaHUs y BB3PAacTHHU, BKJIIOYBAI U yPOTEIHAIHUs KapiuHOM. Toil e
Ha CEMO MSCTO II0 YECTOTa y MBXKETE U Ha JECETO MSCTO IO YECTOTa OT BCHUYKH 3JI0Ka4E€CTBEHU
TYMOpH IIpu keHute. Hali-3acernarara Bb3pact € 55-75 rogunu. Ilpu nocraBsHe Ha auar”Hosara
oko110 20%-30% ot 60omHUTE ca B MeTactazupan craauil. BKK ce cpemta ¢ okono 50% mo-uecto mpu
MBKE, OTKOJKOTO TpH XKEHU. BB3HMKBA OOMKHOBEHO MEXAy 6-TO M 8-MO JeceTuiIeTue, KaTo
cpenHaTta Bb3pacT € 64 r. JluarHoctuuupa ce U B J10CTa MO-MJIaJla Bb3pacT. Bbp3MokHOCTUTE Ha
ChbBpPEMEHHATa TapreTHa Tepanus MPOMEHHMXA ChIIECTBEHO JIEYEOHUTE pe3ysTaTd IpH TOBa

3a0oJIsIBaHe.
14.1. BbOpeyHOK/IeThYEH KAPLIMHOM
14.1.1. AII0BaHTHA Tepanus

Pembrolizumab kaTto monotepamus — 200 mg 1.V. Ha Bcexu 3 cenmuim miu 400 mg 1.V. Ha Bcekn
6 CeMHMIM MTPUIIOKEHA KaTO HHTPAaBEHO3HA MH(Y3HUs B Ipoab/uKeHrne Ha 30 MUHYTH,3a aJfOBAaHTHO
JieueHHEe Ha BB3PACTHH C OBOPEUHOKIIETHUEH KApUMHOM C TIOBHIIEH PHCK OT PEUUAMB CJEI
HE(PPEKTOMHUS, HIIH CJIe HEPPEKTOMHS U PE3CKIMs Ha METaCTaTHYHH JIE3HH.

[Tpu agroBaHTHO JeueHue Ha ObOPEUHOKIETHYECH KapimHoM, Pembrolizumab tpsioBa na ce mpunara
710 peLMIMB Ha 3a00JI5BaHETO, HEMPUEMIIMBA TOKCUYHOCT WM 3a NMEPUOJ 10 €1Ha TOJIMHA.
[TperoppunTennara no3a Pembrolizumab mH)XEKIMOHEH Pa3TBOp 3a MOAKOXHA WHXKEKIHUS TPU
BB3pacCTHU €: WK 395 mg Ha BCekH 3 ceAMMIH, IPUIIOKEH KAaTO MOAKOXKHA MHXKEKIUS B PAMKHTE
Ha 1 muHyTa mim 790 mg Ha BcekH 6 ceAMUIM MPUIIOKEH KATO MOAKOKHA MHXKEKIIMSI B pAMKUTE Ha
2 munytu. ITanmenTtu, nmomydaBamu Pembrolizumab 3a MHTpaBeHO3HO NpHIIOKEHHE, MOraT Jaa
npeMrHaT KbM Pembrolizumab 3a moIkoXHO NMPUIIOKEHWE TPU CIeABaIlaTa IUIAHUpaHa J03a.
[TanmenTty, momyyaBamu Pembrolizumab 3a moako’KHO NpUIOkKEHHE, MOTaT Aa MPEMUHAT KbM
Pembrolizumab 3a nHTpaBeHO3HO MPHUIIOKEHHE TIPHU CIIEABAIATA TUITAHUPAHA J103a.

Haii-yecT XHCTONOTMYEH TOATHUI € CBETJIOKJICTHYHHUAT KapuuHoM. [lpu HepesekTaOuiHa,
MeTacTaTUYHa WM peuyauBHpana OOJeCT ce MNpujarat pa3iiyHU PEeXKUMU Ha JIEKapCTBEHO
JICUYCHUE.

14.1.2. [I'bpBa JIMHUA TAPreTHA Tepanus

e Pazopanib — 800 mg P.O. gHeBHO, M0 mporpecusi (IpU HUCHK W CPEACH PHUCK IIO
MSKCC).

e Sunitinib — 50 mg P.O. nueBHo, 28 nuu 1 14 quu nounBka (wau 14 U Tepanus U 7 THU
MMOYMBKA CIIOPE]T TOHOCUMOCTTA), 710 TIporpecus (Mpu HUCHK U cpeaeH puck mo MSKCC).

e Sorafenib — 800 mg P.O. nHeBHO, 10 nporpecus; n30upa ce npu Bb3pacT Haja 65 roauHy,
KOMOPOUIHOCT (ChpA€YHM OOJECTH M IIMTOBHJHA IMATOJOTHs), MO3BYHM MeETacTasu,
3axapeH auadeT ¥ XMCTOJOTUYEH MOATHUII, Pa3IMYEeH OT CBETJIO- KIEThUEH.

e Temsirolimus — 25 mg [.V. cenmuuno, 10 niporpecus (mpu Bucok pruck mo MSKCC).

e Interferon-alpha — 3 x 3 mUI 1o 3 x 9 mUI S.C. cenmuuHo.

¢ Interferon-alpha + Bevacizumab (npu HECBHK U cpeneH puck mo MSKCC)

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

e Bevacizumab — 10 mg/kg [.V. Ha 14 guu.



NmynoTtepanus

Nivolumab+ipilimumab

Nivolumab B xomOuHamnus ¢ ipilimumab e mokas3aH 3a IbpBa JIMHHS Ha JICYCHHWE HA BB3PACTHHU
NAIMEeHTH ¢ aBaHCHpall ObOPEUHOKIIETHUEH KapIIUHOM ChC CPEICH/BUCOK PHUCK.

®da3a KaTo KOMOMHALIMS, Ha BCEKH 3 CEAMULHM 3a 4 IUKbIA:

Nivolumab - 3 mg/kg 3a 30 MmunyTH

Ipilimumab - 1 mg/kg 3a 30 MmunyTH

®daza KaTo MOHOTEpaIHS:

Nivolumab 240 mg na Bcexu 2 ceamuny 3a 30 MUHYTH WA

480 mg Ha Bceku 4 cenmuy 3a 60 MUHYTH.

Jlo nporpecus Ha 3a00JIIBAaHETO WIN HETIPHUEMIIMBA TOKCHYHOCT

Pembrolizumab B KoMOumHaius c Axitinib 3a yedeHue oT mbpBa JIMHMUS Ha aBaHCUpPAI
OBOPEYHOKIIEThYEH KapIIMHOM TP BH3PaCTHU

Pembrolizumab 200 mg 1.V. na Bceku 3 ceamuuu wiu 400 mg Ha BCeku 6 ceaMHIN

Axitinib 5 mg P.O. nBa mbTH JHEBHO.

[Tpu mammeHTH, KOUTO MOHAcAT AXitinib 5 mg ABa MbTH AHEBHO 3a 2 MOCIEIOBATENHU LUKbBIA
Ha JieucHue (T.e. 6 ceqMuI) 0e3 Hexkenanu chOuTus > CTEneH 2, CBbP3aHHU C JISYCHHETO ¢ AXitinib
u ¢ no0pe KOHTpoIupaHo KpbBHO Hamsirane no< 150/90 mm Hg, e mo3BoyieHO MOBHIIaBaHE HA
J03aTa aKCUTUHUO 10 7 mg ABa mbTu AHEBHO. [loBummaBanero Ha mo3ara Axitinib 7o 10 mg nBa
BT JHCBHO € IO3BOJICHO MPH MPWJIaraHe Ha ChIIUTE KpUTepuu. AXitinib Moxe &1a ce mpekpaTu
WIH J]a c€ HaMalu 70 3 mg ABa MTU JHEBHO U CJeJ TOBa JI0 2 mg JBa MbTH JHEBHO 32 OBIAsIBaHE
HA TOKCUYHOCTTA.

[TpoabinkaBa 10 MPOrpecHs WK HEMPUEMITBA TOKCUIHOCT. [Ipy KIIMHUYIHO CTAOWITHH MAITUCHTH C
IbPBOHAYAIIHY JAHHU 32 TIPOTPECHs Ha 3a00JIIBAHETO € MPETTOPBHUNTEITHO JICYSHUETO J1a TPOIBIDKH,
JI0KaTo IporpecusitTa Ha 3a00JIIBAaHETO HE C€ OTBBP/IH.

[Ipenoppuntennara mo3a Pembrolizumab WHXEKITMOHEH pa3TBOP 3a MOAKOKHA WHXKEKIUS TPHU
BB3pPAcTHU €: WK 395 mg Ha BCEKH 3 CEMUIM, PUIIOKEH KAaTO MOJK0KHA MHKEKIHS B PAMKUTE
Ha 1 munyTa wim 790 mg Ha BCeKU 6 CeAMULIN MPUITOKEH KaTO MOAKOXKHA WHKEKIMS B PAMKUTE HA
2 munytu. IlammenTtn, nomyuyaBamu Pembrolizumab 3a uHTpaBeHO3HO NpPUIIOKEHHE, MOTaT Ja
npeMuHAaT KbM Pembrolizumab 3a moakoXKHO MPHIIOKEHWE MPH ClieBaliara IUIaHUpaHa J103a.
[ManmenTn, nomyvasamu Pembrolizumab 3a moakoxHO MpUIOXKEHHE, MOTaT Ja MPEeMUHAT KbM
Pembrolizumab 3a mHTpaBeHO3HO MPHUIIOKEHHUE TIPHU CIICABAIATA TUTAHUPAHA J103a.

Pembrolizumab* — 200 mg IV nHa Bceku 3 ceagmuuu unu 400 mg [.V. Ha Bcexku 6 ceamuuu B
koMmOuHanmst ¢ Lenvatinib, 3a nedeHne oT mhpBa NHHHS HA aBaHCHPAT OBOPEYHOKICTHYCH
KapIUHOM TIPH Bb3PACTHU

Pembrolizumab — 200 mg IV nHa Bcexku 3 cenmuuu wim 400 mg 1.V. Ha Bceku 6 ceqmunu, e 1
Lenvatinib 20 mg nepopaiHo BeJHBK JHEBHO

[TpoxpmkaBa 0 Iporpecus WM HEMPUEMITNBA TOKCHYHOCT. [Ipy KIIMHUYHO CTAaOWITHY MAIIMEHTH C
'bPBOHAYAITHY JIaHHH 3a IIPOTPEeCHs Ha 3a00IIBAHETO € MPETIOPHUUTEITHO JICYEHHETO J1a IPOIBIIKH,
JI0KaTO Mporpecusara Ha 3a00JsIBAHETO HE CE€ TOTBBP/IH.

[Ipenopruntennara no3a Pembrolizumab WHXEKIMOHEH Pa3TBOp 3a MOIKOYKHA WHXKEKIHMS TPU
BB3pacTHU €: Wwin 395 mg Ha BCEKH 3 CEJAMUITH, PUIIOKEH KAaTO MOJKOKHA HHKEKIHS B PAMKUATE
Ha | MuHyTa mm 790 mg Ha Bceku 6 CEMUIIM TPHIIOKEH KaTo MOAKOKHA MH)KEKIUS B PAMKHTE Ha
2 munytu. [lanmenTtn, momyuyaBamy Pembrolizumab 3a WHTpaBeHO3HO NpPUIIOKEHHE, MOTAT Ja
npeMuHaT KbM Pembrolizumab 3a moakoXHO NpHIIOKEHHE MPH CleABallaTa IUIAHUpaHa J103a.
[TanmenTn, momyyaBamu Pembrolizumab 3a moaKoXHO NPHIIOKEHHE, MOTAT J1a MPEMUHAT KbM
Pembrolizumab 3a nHTpaBeHO3HO NMPUIIOKEHHE NPH cieBallaTa IIaHupaHa J03a.



Avelumab B xomOunamus ¢ Axitinib e mokazan karo mbpBa JUHUS Ha JICYEHHWE HA BH3PACTHHU
MAIUEHTH C aBaHCUpall ObOPEYHO-KIETHUEH KapIIMHOM.

Avelumab 800 mg, mpuokeHa HUHTPABEHO3HO B MPObIDKeHNE Ha 60 MUHYTH, Ha BCEKH 2 CEIMUIIH
n Axitinib 5 mg - mepopanHo 1Ba bTH THEBHO (mpe3 12 daca) cbe wim 0e3 XpaHa, 0 MPOTpecHs
Ha 3a00JI51BaHETO WM HENTPUEMIIMBA TOKCUYHOCT.

Tivozanib* e moka3aH 3a JiedeHME OT IbpBa JMHMS IPU BB3PACTHU IALIUEHTH C aBaHCHpAI
OBOpPEYHOKIIEThYEH KapLIMHOM U IIPU BB3PACTHU MALlUEHTH, KOUTO HE Ca JIEKYBAHU C HHXUOUTOP Ha
VEGFR mTOR wunxubutop cien mporpecusi Ha 3a00JBaHETO, ClIe]] €AHO MPEAXOJHO JEUEHHUE C
mutokuHY 3a aBaHcupan RCC. Ipenopbuntennara n1o3a tuBo3anu6 e 1 340 Mukporpama euH mbT
JTHEBHO B IIPOABJDKEHNE HA 21 1HHU, TOCIIEIBAHO OT 7-IHEBEH NIEPUO/] Ha IOYMBKA, KOETO ChCTaBIsIBA
€/IMH IThJICH TEPANEeBTUUEH LUKBJI OT 4 ceAMHLIM. Ta3u TepaneBTHYHA cXxeMa TPsiOBa /1a ce MPOIBbIIKH
JI0 TIporpecus Ha 3a00JIIBAHETO MITH JI0 TIOSIBA HA HEMTPUEMITMBA TOKCHYHOCT.

Cabozantinib* e moka3aH KaTo MOHOTepamnus 3a aBaHCUpan OBOPEUHOKIETHUYEH KapLUHOM KaTo
I'bpBA JIMHUS HA JICUCHUE HAa BH3PACTHH MAIIMEHTH ChC CPEJICH I BHCOK PHCK.

Cabozantinib* B komOunamus ¢ Nivolumab e moka3aH 3a mbpBa JMHUS Ha JICYEHUE HA BBH3PACTHH
MaIMEHTH ¢ aBaHCHpall ObOPEUHOKIETHUCH KapIIUHOM.

Tymopu, acouuupanu c 6oJ1ect Ha von Hippel-Lindau (VHL)

Belzutifan* 120 mg P.O. nHeBHO kaTto MOHOTepamus 3a MbpBa JIMHHUS JICUEHHWE HA BB3PACTHU
nanpeHTu ¢ Oosect Ha von Hippel-Lindau, kouTo ce HyXmasT OT Tepamus 3a acoIlMUpaH Hu
nokanuszupan ObOpeuHoknerryeH kapuuHoM (RCC), mpu KOWUTO JIOKaTHUTE TepamneBTHUHU
NPOIICTyPH Ca HETIOAXOISTIIH.

Jleuenuero TpssOBa Ja MPOIBIDKH J0 IPOrPECcHs Ha 3a00JIIBAHETO WIIH JI0 HEMPUEMIINBA TOKCHYHOCT.

14.1.3. Bropa u nocJjieasaiia JUHUSA

e Axitinib — 10 mg P.O. nueBHO, 10 mporpecws (ciea MpealiecTBaIlo JIeUYeHHE ¢ TUPO3HH-
KMHA3HU WHXUOWUTOpU WIU 1U- TOKUHU). [Ipu no6pa moHOCMMOCT m03aTa MOXe Ja ce
yBenuuu 110 20 mg P.O. qHeBHoO.

e Sunitinib — 50 mg P.O. nueBHo, 28 nuu u 14 qHU nouuBKa, wiu 14 onu mepanus u 7 OHu
nouusKa cnopeo noHocumMocmma, J0 Tporpecust (cied MpealIecTBallo JeYeHHe C
IIUTOKUHHM).

e Sorafenib — 800 mg P.O. gHeBHO, m0 Tporpecust (ciea MpEeaIIecTBAIO JICYCHUE C
[IUTOKUHY WU THPO3UH-KUHA3HU UH- XHOUTOPH).

e Pazopanib — 800 mg P.O. aueBHO, n0 mporpecus (cien MpEAIIeCTBAIIO JICUECHHE C
IIUTOKUHHM).

e Everolimus — 10 mg P.O. nHeBHO, m0 mporpecus (clieq MPEeAIIeCTBANIO JICYCHHE C
TUPO3UH-KHHA3HU HHXUOUTOPH).

e Nivolumab —240 mg .V, npe3 14 nuu nnm 480 mg 1.V, npe3 28 nHu, 10 nporpecus Uiu
HENPUEMJTUBA TOKCHYHOCT.

[Tpu mporpecust Ha BTOpa JIMHUS Tpu 00JIHH B A00po 00mo cberosHue (PS) morar na ce umar
MIPEJIBU/I JIEKAPCTBATA OT IIbPBA JIMHHUS.



Cabozantinib* e moka3aH KaToO MOHOTEepamus 3a aBaHCUpPaJ OBOPEYHOKIETHYEH KapLUHOM IpH
BB3PACTHU CJIE]] MPEIIECTBAIIA TAPTETHA TEPAITUS CPELLy ChIAOBHS CHIOTEIICH PACTEKEH (HaKTOP.

14.1.4. TpeTra ¥ nmocjgeaBalia JUHUSA

Belzutifan* 120 mg P.O. nHeBHO KaTO MOHOTEpaIusi MpH Bb3pPACTHU MAIMEHTH 3a JICYCHHE Ha
aBaHcHpasl ObOPEYHOKIEThYEH KapLUUHOM OT CBETJIOKJIETHUYEH THUI, KOWTO Mporpecupa cieja IBe
WIK TIOBeue JUHUM Ha Tepanus, BkiaouBamu PD-(L)1 unaxuburop u none ase VEGF rtapretnu
Teparnuu.

14.2. IlpexoaHOoK/IeThb4Y€eH KAPIIUHOM HA 0bLOPEYHOTO JiereHye

Hmynotepanus ¢ Nivolumab 240 mg [.V., npe3 14 nuu unu 480 mg 1.V., npe3 28 muu, no
NPOTPECHst WIIN HEMPUEMITBA TOKCUIHOCT.

[{uTocTaTHYHM PEKUMU Ce MpUIaraT KaTo Mpy KaplMHOM Ha MUKOYEH MEXYP.



15. KAPIIMHOM HA AEBEJIO U ITIPABO YEPBO.

15.1. HeoanroBaHTHO XMMHOJIbYeJeYeHHe NMPH KAPIHUHOM HA NMPaBo YepBoO

ITpunara ce npu okanHO aBaHcupai kapuuHoM (cT3-4 unu cN1-2) u ce cpueraBa C IbUEICUEHHE.

Capecitabine — 1600 mg/m2 P.O. nueBHo, 1uu 1-33 (B IHUTE C JIbUEICUCHHE).
Fluorouracil — 350 mg/m2 I.V., nau 1-2, 29-31.

5-FU + Oxaliplatin +JIT

5-FU 250 mg/m2/d i.v. npoabmxutenna undysus no Bpeme Ha JIT 1-14]1, 22-35 NI Oxaliplatin
50mg/m2 i.v. 2 yacosa uady3us 1,8,22,29]1

JIT 50.4 Gy 1.8 Gy- 5 nuu B cenmunata-28 gppakuuu

Mitomycin C — 8-10 mg/m2 [.V., B nuute Ha JrbueieyeHre (CpeAcTBO Ha M300p MpH aHAJICH
KapIMHOM)

+ Fluorouracil.

15.2. AnoBaHTHA XHMHOTepanus NPH KAPUMHOM Ha Je0esio M nmpaBo yepBo [lpunara ce B
craguii I1I u B Haxou cimydau Ha craamii II: T4, auckoaudepenuupan tymop (G3), HUCKA CTETICH
Ha MuKpocarenutHa HectabuinHoct (MSI-L/pMMR), B R A F M + , uneyc, mnepdopanus,
U3CIIEIBAHM MO-MalKo OT 12 numHU BB3JIH, ChAOBA U MEpUHEBpAIHA UHBA3Us, BUCOKU HHMBA Ha
CEA. Ilpu xapuuHOM Ha npaBo 4epBo ce npuiara B craauii II ulll.

[To mpaBwmiio amroBaHTHA XUMHOTEpanus MpoabpkaBa 6 mecena (mpu pT4 w/unu pN2), HO mpu
Hucbk puck (pT1-3 pN1) moxe na ce cpkpatu 10 3Mecena.

Mayo Clinic (3-6 kypca)

Leucovorin — 20 mg/m2 1.V., nau 1-5
Fluorouracil — 425 mg/m2 [.V. 6onyc, nau 1-5
[ToBTOpEeHnue npe3 28 qHuU.

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

Leucovorin — 200 mg/m2 1.V. 2-yacoBa undy3us, 181 1 u 2
Fluorouracil — 400 mg/m2 1.V. Gonyc, nau 1 u 2

Fluorouracil — 600 mg/m2 1.V. 22-yacoBa uHdy3us, 101 1 u 2
[ToBTOpenue npe3 14 nHu.

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

Oxaliplatin — 85 mg/m2 1.V. 2-yacoBa undyswus, nex 1 Leucovorin — 200 mg/m2 1.V. 2-
yacoBa uH(py3us, 1au 1 u 2 Fluorouracil — 400 mg/m2 1.V. 6onyc, nuu 1 u 2
Fluorouracil — 600 mg/m2 1.V. 22-uacoBa undy3us, nau 1 u 2

[ToBTOpenue npe3 14 nHu.




XELOX

Capecitabine — 2000 mg P.O. naeBHo, qau 1-14
Oxaliplatin — 130 mg/m2 1.V. 6omyc
IToTOpenue npe3 21 aum.

Capecitabine — 2500 mg/m2 P.O. nueBHo, 1au 1-14
[ToBTOopenue npe3 21 nuu (4-8 xkypca).

15.3. IIbpBa auHus XMMHOTepanus (IPU MeTacTATUYHA 00J1€CT)

JleyenneTo n3KMCKBa MpenBapuTeNieH reHeTnyeH ananus 3a onpenensne Ha RAS (KRAS u NRAS)
CTaTyc B ONUTHA JabopaTopus Ype3 BaIMANpaHa METoAuKa 3a oTkpuBaHe Ha KRAS (ex3onu 2, 3
u 4) u NRAS (ex30nu 2, 3 1 4) MyTaIum.

De Gramont
Mayo Clinic
Komo6unanus FOLFOX + Panitumumab (ripu 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 1.V., nen 1

[ToBTOpenue npe3 14 nxu.

[Tpunoxxenue Ha Bevacizumab ce npenopbsyBa u ciea IbpBa MPOrpecusi HA KOMOMHAIUATA MY C
XMUMHOTEPAIEBTUYCH PEXKUM OT IbpBa JIMHHSA, T.C. MIOKa3aH € 3a MPOIbJDKaBaHEe B KOMOMHAIIUS C
XMMHOTEPAIEBTUYCH PEXHM OT BTOpa JIMHHS, IMPErnophuBa ce JeueHnero ¢ Bevacizumab na
MPOJIBIDKH JIO IPOTPECHS.

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

Leucovorin — 200 mg/m2 1.V. 2-uacoBa uadysus, nuu 1 u 2 Fluorouracil — 400 mg/m2 1.V. 6omyc,
mau 1 u 2

Fluorouracil — 600 mg/m2 1.V. 22-yacoBa un¢ysus, gau 1 u 2

[ToBTOpEHue npe3 2 cenMuLn
+ Cetuximab — 400 mg/m2 1.V. nocnensano ot 250 mg/m2 I.V. ceamuuno, uinu 500 mg/m2 1.V. nen 1

[ToBTOpenue npe3 14 nHu.



FOLFOX6

Oxaliplatin — 100 mg/m2 I.V. 2-yacoBa undy3us, ned 1 Leucovorin — 400 mg/m2 IL.V. 2-
yacoBa uH(py3wus, neH 1 Fluorouracil — 400 mg/m2 1.V. 6omnyc, nen 1 Fluorouracil - 2400 mg/m2 I.V.
46-yacoBa nHQY3HI

[TosTopenne npe3 14 nuu. FOLFOX7

Oxaliplatin — 130 mg/m2 1.V. 2-yacoBa undy3us, aeH 1

Leucovorin — 400 mg/m2 1.V. 2-yacoBa undyswus, nex 1 Fluorouracil — 400 mg/m2 1.V. 6omyc,
nenl

Fluorouracil - 2400 mg/m2 1.V. 46-qacoBa uH}Y3UI
[ToBTOpenue npe3 14-21 nuu.

FOLFIRI + Cetuximab (mpu tymopu cRAS-WT; pexxum Ha n300p pu TyMOPH C ITbpBUYHA
nokanu3anus B JiaB KosioH) FOLFIRI

+ Cetuximab — 400 mg/m2 [.V. nocneasano ot 250 mg/m2 1.V. cenmuuno, miu 500 mg/m2 L.V.
neH 1.
[ToBTOpenue npe3 14 qHu.

FOLFIRI + Panitumumab (npu Tymopu ¢ RAS WT)

Irinotecan — 180 mg/m2 1.V. 30-munyTHa nH)Yy3us, aeH 1 Leucovorin — 400 mg/m2 1.V. 2- vacoBa
uH¢y3us, aex 1 Fluorouracil — 400 mg/m2 1.V. 6onyc, nen 1

Fluorouracil — 2400 mg/m?2 1.V. 46-yacoBa undysus

+ Panitumumab — 6 mg/kg [.V., nen 1
IToBTOpenue npe3 14 nuu. 1o nporpecus
FOLFIRI + Bevacizumab

FOLFIRI

+ Bevacizumab — 5 mg/kg 1.V, nen 1
IToBTOpenue npe3 14 nHu.

[Tpunoxenne Ha Bevacizumab ce npenopbuBa u Clie/] IbpBa MPOrPECcUsi HA KOMOMHALIUATA MY C
XHUMHOTEPANEBTUYCH PEXKHUM OT ITbpBA JIMHUSA, T.€. TOKa3aH € 3a MPOJb/DKaBaHE B KOMOHMHAIUS C
XUMHOTEPANEBTUYEH PEXUM OT BTOpa JIMHUS; MpEnopbuBa ce JiedeHHeTo ¢ Bevacizumab na
MPOIBIKH 10 mporpecus. Bevacizumab ce mpunara npu Tpera JHHHUS XUMHUOTEPAIHs, KOSATO € B
komOuHanus ¢ Trifluridine/Tipiracil.

FOLFOXIRI + Bevacizumab
Irinotecan — 165 mg/m2 1.V. nen 1 Oxaliplatin — 85 mg/m2 I.V. nen 1 Leucovorin — 400 mg/m?2 -

V. nen 1
5-Fluorouracil — 1600 mg/m2 24-yacoBa [.V. undy3sus, aen 1, 2



+ Bevacizumab — 5 mg/kg 1. V., npu nportekuus ¢ G-CSF. [ToBropenne npe3 14 quu, 6 Mecena.

IFL + Bevacizumab

Irinotecan — 125 mg/m2 L.V, nuu 1, 8, 15 u22
Leucovorin — 20 mg/m2 1.V., nau 1, 8, 15 u22
Fluorouracil — 500 mg/m2 I.V., gau 1, 8, 15 u 22
Bevacizumab — 5 mg/kg .V, mau 1 u 15
[ToBTOpenue npe3 42 qHu.

[Tpunoxxenue Ha Bevacizumab ce mpemnopbuBa u ciej MbpBa MPOrpecusi Ha KOMOMHAIMATA MY C
XHUMHOTEPAIIEeBTUYCH PEXKUM OT IIbpBa JIUHHS, T.C. MIOKa3aH € 3a MPOIbJDKaBaHEe B KOMOMHAIIUS C
XMMHOTEPANEBTUYCH PEXHUM OT BTOpA JIMHUS; TMPENopbhYBa ce JieueHUeTo ¢ Bevacizumab na

MPOIBIKH IO TIPOTPECHUS.

CapeOX + Bevacizumab

Oxaliplatin — 130 mg/m2 1.V, nen 1

Capecitabine — 2000 mg/m2 P.O. nueBHo, n1au 1-14
+ Bevacizumab — 7.5 mg/kg I.V., nen 1
[ToBTOpenue npe3 21 nHU.

CaplIRI £+ Bevacizumab

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

+ Bevacizumab — 7.5 mg/kg I.V., nen 1

[ToBTOpenue npe3 21 qHu.

Bbenexka: [Ipu modassiHe Ha Bevacizumab kbpM pekuma go3ara Ha Irinotecan e 200 mg/m2, a Ha
Capecitabine — 1600 mg/m2.

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

Cetuximab- u Irinotecan-6a3zupanu pexxumu

Mitomycin C + Fluorouracil

Mitomycin C — 8 mg/m2 1.V., nen 1 (npe3 42 nun)
Fluorouracil — 425 mg/m2 1.V., gau 1-5 (ipe3 3 cenmurn).

II'bpBa IMHMA IMyHOTepanus (IPU MeTaCTATUYHA 00J1eCT)

Pembrolizumab - 200 mg 1.V. Ha Bcexku 3 cenmuru unu 400 mg 1.V. Ha Bceku 6 cenmuiy, aeH 1
P BB3PACTHH 32 JICYCHHE OT IIbpPBa JIMHUS HA METACTATUYCH KOJIOPEKTAICH KapIIMHOM C BHUCOKA
MukpocarenuTHa HectabuiaHocT (MSI-H) wnm nedumur B MexaHw3Ma 3a BB3CTAaHOBSIBAHE Ha
HecborBercTBUATA HA JJHK (AIMMR) npu BB3pacTHH.



[TpoabmkaBa 10 IpOrpecus UK HEMPUEMIIMBA TOKCUYHOCT. [Ipy KITMHIUYHO CTaOMIIHU MAIIUEHTH C
II'bPBOHAYAIIHY JAHHU 32 IIPOrpecus Ha 3a00JIIBaHETO € MPENOPBUNUTEIIHO JICYEHUETO J1a IPOABIIKHY,
JI0KaTO Mporpecusara Ha 3a00JsIBAHETO HE CE€ TOTBBPIH.

[TperoppunTennara no3a Pembrolizumab mH)XeKIMOHEH Pa3TBOP 3a MOAKOKHA WHXKEKIHUS TPU
BB3pacTHU €: WK 395 mg Ha BCekH 3 ceMMIHU, IPUIOKEH KAaTO MOAKOKHA MHXKEKIUS B PaMKHUTE
Ha 1 muHyTa mim 790 mg Ha BCeKH 6 ceAMUIM MPUIIOKEH KAaTO MOAKOKHA MHXKEKIIHS B pAMKUTE Ha
2 munytu. IlanmenTtun, nmomydaBamu Pembrolizumab 3a MHTpaBeHO3HO NpHIIOKEHHE, MOraT Jaa
npeMuHaT KpM Pembrolizumab 3a moJK0XKHO TPHIIOKEHHE TPH ClIeABAIIATa IUIAHWPAaHA 03a.
[TanenTtu, momyuaBamu Pembrolizumab 3a moako’kHO mpuiioXeHHE, MOTaT Aa MPEMUHAT KbM
Pembrolizumab 3a mHTpaBeHO3HO MPHUIIOKEHHUE TP CIICABAIATA TUITAHUPAHA J103a.

Nivolumab B mo3a 240 mg + Ipilimumab B no3a 1 mg/kg npunoxeHrn UHTPABEHO3HO HA BCEKH 3
CeIMUIIM, TTOCNIeIBaHU OT MOHOTepanus ¢ Nivolumab, npusnoxena MHTpaBeHO3HO ¢ 103a 240 mg Ha
BcekH 2 cenmuiy win 480 mg Ha Bceku 4 ceMULM, IPU Bb3PACTHU MALIUEHTH C HEPE3EKTa0MIEH
WJIA METAaCTaTUYEH KOJIOPEKTalIeH KaplIMHOM C JIe(ULUT Ha Bb3CTAaHOBSBAHE HA HECHOTBETCTBHE HA
JIHK nm BHCOKa MUKpOCATETMTHA HECTAOMITHOCT.

15.4. Ilomabp:xkamia Tepanus
Ha3znauaBa ce nmpu MeTacTaTH4eH KOJOPEKTaJIEH KapIIMHOM 0e3 Mporpecus ciel MbpBa JIHHHUS.

Capecitabin +Bevacizumab

Bevacizumab — 7.5 mg/kg I.V. nen 1 Capecitabine — 2000 mg/m2 P.O. nenl- 14 IloBTopenue npe3
21 nHu, 1o mporpecus.

Bevacizumab + SFU/
Bevacizumab — 5 mg/kg 30 -90 muH. i.v. neH 1
Leucovorin 200 mg/m2 i.v., 2 yacoBa undy3us, qau 1 u 2

Fluorouracil 600 mg/m?2 i.v. , 22-yacoBa un¢y3us, naul u 2 [ToBTopenue Ha 2 ceaMuLn

Cetuximab (npu tymopu ¢ RAS WT) — 250 mg/m2 1.V. cenmuuno nim 500 mg/m2 1.V. npe3 14
IHU JI0 TIpOTrpecusl.

Panitumumab (npu Tymopu ¢ RAS WT) — 6 mg/kg 1.V. ipe3 14 nuu 1o nporpecusi.

15.5. Bropa JIMHHMA XUMHOTEpaANHA

Cnen FOLFOX ce npeskitouBa Ha FOLFIRI + Bevacizumab wim CapIRI + Bevacizumab.
Cnen FOLFIRI ce nmpeBkirouBa Ha FOLFOX + Bevacizumab nimu CapeOX + Bevacizumab.

Irinotecan + Cetuximab (nmpu tymopu ¢ RAS WT, nporpecupaJu B xoia Ha Irinotecan-
0a3upaH pexUM WU 10 3 Mecela cje/l Hero)




Irinotecan — 180 mg/m2 1.V., nen 1

Cetuximab — 400 mg/m2 [.V. nocneasano ot 250 mg/m2 1.V. ceqmuuno, nim 500 mg/m2
I.V., nenl

[ToBTOpenue npe3 14 nHu.

FOLFIRI + Panitumumab (npu tymopu ¢ RAS WT) FOLFIRI (Bux 1. I'V.9)

Panitumumab — 6 mg/kg 1.V., nen 1
IToBTOpenue npe3 14 quu,10 nporpecust

FOLFIRI + Aflibercept (caex Oxaliplatin-6asupana nbpBa gunus) FOLFIRI (Buxk T.
Iv.9)

Aflibercept — 4 mg/kg I.V.
IToTOpHUE Npe3 14 gHMU.

FOLFIRI + Ramucirumab (ciex mbpBa Junus ¢ Bevacizumab, Oxaliplatin nin
¢ayoponupumuaun) FOLFIRI

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

Mitomycin C + Fluorouracil

Mitomycin C — 8 mg/m2 V., nen 1 (mipe3 42 nuu)
Fluorouracil — 425 mg/m2 I.V., nau 1-5
[ToBTOpenue npe3 21 guu.

Cetuximab (mpu Tymopu ¢ RAS WT, cnen Oxaliplatin- wiu Irinotecan-6a3zupana mbpBa JIUHUSA)
—250 mg/m2 1.V. cenmuyno wmu 500 mg/m2 1.V, nen 1
[ToBTOpenue npe3 14 quu.

[Ipy CUHXPOHHM M METaXpOHHM YEPHOAPOOHM METacTa3d Cce€ TMPOBEXJa IpeaoNepaTuBHA
XUMHOTEPAIHUS C [1e] KOHBEepPCHs KbM pe3ekTadbunHoct. [Ipeamnounra ce 4-MeceyHo MpUI0KEeHUE Ha
FOLFOX4.

HNmyHoTepanus npu nporpecusi Ha MpeaxoaHa (JIyoponupuMHINH-0a3MpaHa KOMOMHHPaHA
Tepanusi ¢ BUCOKAa MUKpocaTesuTHA HecTaOmwiHocT (MSI-H) nim nepuuur B Mmexanmsma 3a
Bb3CTaHOBsIBaHe HA HecboTBeTcTBUATA HA /IHK (AIMMR) npu Bb3pacTaun

Pembrolizumab kato monotepanus - 200 mg 1.V. Ha Bceku 3 ceamunu uiu 400 mg 1.V. Ha Bceku
6 cenMuIM IpU HeomepaOWIEH WM METACTaTHYEH KOJIOPEKTaJIeH KapLUUHOM CleJ IpeaxoHa
¢dyoponupruMuiMH-06a3upaHa KOMOMHUpaHa Tepanus Ha METaCTaTU4EH KOJIOPEKTAJIeH KapLIUHOM C
BHCOKa MHUKpocarenuTHa HectabmtHocT (MSI-H) i nedunuT B MexaHn3Ma 3a Bb3CTAaHOBSIBAaHE Ha
HecboTBeTcTBUATA Ha [IHK (AMMR) nipu BB3pacTHH.

Jleuennero ¢ Pembrolizumab npoasmkaBa 10 mporpecusi WM HENPHEMIIMBA TOKCHYHOCT. [lpum
KJIMHUYHO CTaOWJIHM NAalMEeHTH C I[bPBOHAYaJIHM JAaHHU 3a Iporpecus Ha 3a00JsBaHETO €
MPENOPBHUUTENTHO JICYEHUETO J1a IPOABIDKH, JOKATO IMPOrpecusiTa Ha 3200 IsIBAHETO HE CE TOTBBP/H.
[Tpenoppuntennara no3a Pembrolizumab mH)XeKUMOHEH Pa3TBOp 3a MOJKOXHA WHXKEKLHUS NpPU
Bb3pacTHU €: Wi 395 mg Ha BCekH 3 CeMUIM, MPUITOKEH KATO MOJKOKHA UHKEKLIHS B PAMKUTE
Ha 1 muHyTa mim 790 mg Ha BcekH 6 ceAMUIM IPUIIOKEH KAaTO MMOAKOKHA MHXKEKIIMSI B PAMKUTE Ha



2 munytu. Ilanmmentn, nomydaBamm Pembrolizumab 3a WHTpaBeHO3HO NPHIIOKEHUE, MOTAT Ja
npeMuHat KbM Pembrolizumab 3a moakokHO NpHIIOKEHHE NPH ClieABaliaTa IUIaHUpaHa J103a.
[Tanmentn, momyuaBamy Pembrolizumab 3a mogkoXHO TpUIIOKEHHE, MOTAT Ja MPEeMUHAT KbM
Pembrolizumab 3a nHTpaBeHO3HO MPUIIOKEHNE TP CIIEABAIIATA TUIAHUpPAHA J103a.

Nivolumab B no3a 3 mg/kg + Ipilimumab B mo3a 1 mg/kg, npunokern UHTPaBEHO3HO Ha BCEKHU 3
CeIMHIIM 3a IIbPBUTE 4 103U, MOCIEBAHN OT MOHOTepanus ¢ nivolumab, npuiio’keHa HHTPABEHO3HO
¢ no3a 240 mg Ha BCEKH 2 CEJMUIIH, ITPU BH3PACTHH MALMEHTH C KOJIOPEKTAIECH KAPIIMHOM C IEPHUIINAT
Ha Bb3CTaHOBsABaHe Ha HechoTBeTcTBUE Ha JIHK mimm Bucoka MukpocaTennTHa HECTaOMIIHOCT Ciiel
NpeANIIHA XUMHOTEpaIus, 6azuparia ce Ha (hIyOopOnHpPHUMUINH.

Hanuvue na BRAF V600 myrauus

Encorafenib+Cetuximab

Encorafenib B xomOuHanusi ¢ cetuximab 3a JieueHHE Ha BB3pPACTHH MAIMEHTH C METACTaTUYEH
konopektanieH kapimHoMm (KPK) ¢ BRAF V600E myrtanus, KoUTO ca JIeKyBaHH TPEIHd TOBAa ChC
cucreMHa tepanus. [Ipemoppuntennara mo3a encorafenib e 300 mg (yetupu Kamcyiau ot 75 mg)
BEIHDLK JHEBHO, KOraToO CE€ U3MOJI3Ba B KOMOMHALMA ¢ cetuximab.

15.6. Tpera JIMHHUSI XMMHOTEpPANH

Trifluridine/tipiracil e moka3an B komOuHaIus ¢ bevacizumab 3a e4eHNe Ha Bb3PACTHH MAIIMEHTH C
MeTtacTaTuueH KosiopekraneH kapuuHoMm (KPK), kouro npenm TOBa ca JeKyBaHM C JBE
MIPOTHBOPAKOBH CXEMH, BKIIOUNUTETHO Oasupanu Ha ¢ayoponmpumuanH, Oxaliplatin u Irinotecan
xuomuotepanuu, antu-VEGF cpeacrsa u antu-EGFR cpexacrsa.

Trifluridine/Tipiracil e moka3aH KaTo MOHOTepamMs 3a JICYEHHE HAa BB3PACTHU MAIMEHTH C
METacCTaTHUCH KOJOPEKTAIICH KapLHOM, KOUTO MPEAN TOBA ca JIEKyBaHH MJIM ca OMIIM CUETCHH 3a
HETOAXOIAIIN 32 JICYEHHUE C IOCTBITHUTE T€PAIuu, BKIIIOYUTETHO 0a3upaHu Ha (IIyOpOITUPUMHU/INH,
Oxaliplatin u Irinotecan xumuotepanuu, antu-VEGF cpencrsa u antu-EGFR cpencrsa.

Hanuuue Ha BRAF V600 myranus
Encorafenib+Cetuximab

Encorafenib B komOunanus ¢ Cetuximab 3a jnedeHHe Ha BB3PACTHH TAIMEHTH C METACTaTHYCH
konopekTtaneH kapuuHoM (KPK) ¢ BRAF V600E myranus, KouTo ca JeKyBaHM IPEIu TOBA ChC
cucteMHa tepanus. [Ipenoppunrtennara go3a encorafenib e 300 mg (yetupu Karcynau ot 75 mg)
BEIHEBK THEBHO, KOraTO CE M3IOJI3Ba B KOMOMHALM ¢ cetuximab.

15.7. TlopeaHu JUHHMYU CHCTEMHA TePaANHA

[Tpunara ce npu monGpanu 607HU B 100po 061110 cheTosinue (PS) ciopen npeaxoaHo euenue (ciex
¢nyopormupumuans, Oxaliplatin- wnmm  Irinotecan-cbabpikamy  pekMMU) U OMOJIOTHYHA
XapaKTepUCTHKa HATyMOpa.

TapreTna Tepamnus 3a MalMEHTUTE, KOUTO Ca MOJYyYUIK Ha mbpBa JuHusg aHTH-EGFR uaXubGuTOopH
(BB3CTaHOBSABA CE YYBCTBUTEIHOCTTA KbM Te3U areHTH) - aHTH-EGFR nuaxuéurop B komOnHanus
¢ Irinotecan B 1031 OT MbpBa WJIK BTOpA JIMHUSL.

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

[Tpu manmentu, kouto He ca momydaBanu aHTH-EGFR wuxubGutop, HO M mpu Te3u, KOUTO ca
noy4yaBainu Cetuximab Ha mepBa JTuHUS - puiara ce Panitumumab



Cetuximab (mpu Tymopu ¢ RAS WT) — 400 mg/m2 V. nen 1, nocneasano ot 250 mg/m2
LLV. cenmuyno unu 500 mg/m2 I.V. nen 1

[ToBTOpenue npe3 1411u.
Regorafenib — 160 mg P.O. mneBno, muu 1-21
[ToBTOpenue npe3 28 1Hu.

Trifluridine/tipiracil — 2 x 35 mg/m2 (ue moBede ot 80 mg Ha no3a) P.O. nueBHo, aaM 1-5 u 8-12
[ToBTOpeHnue npe3 28 aHu.

[TpunaraT ce MOHOTEpaNuM WK pa3inyHu komOuHanuu ¢ Capecitabine, Mitomycin C,
Fluorouracil/Leucovorin, Oxaliplatin, Irinotecan.

Hanuuue na BRAF V600 myTauus

Encorafenib+Cetuximab

Encorafenib B komOunarus ¢ Cetuximab 3a jedeHHe HA BH3PACTHH MAIUCHTH ¢ MeTACTATHYEH
kosopekTajied kapuuHoM (KPK) ¢ BRAF V600E myranms, KoUTO ca JEKyBaHU IIPEIU TOBA ChC
CUCTEMHA Teparnus.

[IpenopwunTennara no3a encorafenib e 300 mg (yeTupu Kancyiau ot 75 mg) BEAHBXK JHEBHO, KOTATO
ce M3I0J3Ba B KOMOMHAMA ¢ cetuximab

5 mg Tegafur/4,35 mg Gimeracil/11,8 mg Oteracil. [Ipu mMeTacTaTuyeH KOJOpEKTaJIeH PaK, KaTo
MoHoOTepanusi win B komOunanwms ¢ Oxaliplatin umu Irinotecan, cbe nnm 6e3 Bevacizumab, 3a neuenue
Ha TMAIMEeHTH C METACTaTUYeH KOJOPEKTaJleH pak, 32 KOUTO € HEBB3MOXKHO NPOJbDKaBaHE Ha
JCYCHUETO C JpYr (IIyOpONMPUMHUAWH, TOPaad CHHIPOM pPBKa-KpaKk WIH ChPACYHO-CHIOBA
TOKCHYHOCT, KOSITO C€ MPOsIBABA B a/IIOBAHTHA MJIM METAaCTaTUYHA Cpe/ia.

* Monorepamus 30 mg/m2 (U3paszeno xato chabpkanue Ha Tegafur) b.i.d. nuu 1 - 14 ¢ maysa ot
enna ceamuia (= Bevacizumab 7,5 mg/kg B nen 1)

» KomOunupana tepanus 25 mg/m2 (U3pazeHo xato cpappxkanue Ha Tegafur ) b.id. quu 1 - 14 ¢
nay3a ot exna ceamuia u Oxaliplatin b,c,d 130 (mg/m2) unwm Irinotecan, d 150-225f (mg/m2).

Fruquintinib kaTo MOHOTepanus € MOKa3aHa 3a JeYeHHe Ha BB3PACTHH MALUCHTH C METaCTaTHYCH
KOJIOpEKTaJIeH KapiuHoM (metastatic colorectal cancer, mCRC), kouto mpeau ToBa ca JEKyBaHH C
HQJIMYHU CTaHJAPTHU TEpanuy, BKIIOUUTEIHO XUMHOTepanus, OasupaHa Ha (HIyoponmupUMUINH,
oxaliplatin u irinotecan, antu-VEGF cpenctBa u antu-EGFR cpenctBa, 1 xouto ca jnexyBaHU 0
mporpecust Ha 3a00JIIBAHETO WM JO0 Pa3BHTHE HAa HEMOHOCHUMOCT KbM JedeHuero ¢ trifluridine/
tipiracil umu regorafenib.

15.8. Xponomoay.mpaHa Tepanusi

CxeMH Ha XPOHOMOAY/JTHPAHA XHMHOTEPANHUS PH KOJTOPEKTAJIEH KAPIUHOM

[Mpunoxenne Ha Capecitabine (Fluorouracil) u Oxaliplatin




JIvuexumuomepanus npu 10KaaHo asarcupai kapuurom (c13-4 unu cNI1-2)
e (Capecitabine — 1600 mg/m2 P.O., Beuep B 21 vaca, gau 1-33 (B AHUTE C THUETICUCHNUE).

Ipu XELOX 6 adweanumen unu memacmamuier niak

e (apecitabine — 2000 mg/m2 P.O., Beuep B 21 yaca, ¢ MUK Ha KOHIIEHTpAIUATa B 4 4aca
CyTpuHTa, 1HU 1-14.

e Oxaliplatin — 130 mg/m2 I.V., mexxny 14 u 18 yaca, ¢ ik Ha KOHIIEHTparusaTa B 16 Jaca,
neH 1.

[ToBTOpenue npe3 21 qHu.

Tpu memacmamuyuen koropexkmanen Kapyunom- xpono-FFLOxaliplatin + Fluorouracil
+Leucovorin

e Fluorouracil — 700 mg/m2, I.V., mexnay 22 u 10 gaca, qau 1- 5.
e Oxaliplatin — 25 mg/m2, [.V., mexny 10 u 22 gaca, nuu 1- 5.
e Leucovorin- 300 mg/m2, I.V., mexnay 22 u 10 gaca, qau 1- 5.

IToBTOpenue Ha 21 qHM.

15.9. YepHoapoOHa MHTpaapTepUAJIHA XMMUOTEPANIUA IPU MeTACTATHYEH
KOJIOPEKTAJIeH KaAPIUHOM C YepPHOAPOOHU MeTaCTa3u

[IpunoxkeHneTo Ha 4YepHOAPOOHA HHTpaapTepuagHa XHUMHUOTEpamusi ce€ TpoBeXJa B
CIHEIHAIM3UPAHU IEHTPOBE, B KOHTEKCTA HA MYJITUIUCIUILTHHAPEH €KHIT, KOWTO BKIIOUBA EKCIIEPTH
B XemaTroOuInapHaTa XUPYprus, MEIUIUHCKATa OHKOJOTHS, WHTEPBEHIIMOHAIHATA PaJAHOIOTHS,
00yuYeHH MEAMLIMHCKUTE CECTPH U HYKIJICAPHU METUIIH.

UHMA B xoMOMHalusi ChC CHCTEMHa Tepamus TpsiOBa na ce oOmuciu npu nanueHtu ¢ KPK ¢
HeornepaduIHU YEPHOAPOOHN METAaCcTa3|, KOUTO ca MPOrpecupaliv IpU CUCTEMHO JIEYEHHE Ha IIbpBa
U BTOpa JIMHUA. B nonmbiaHeHue, yepHoapoOHaTa MHTpaapTepraliHa XUMHUOTEpaIusATa € MpueMiInBa
KaTo JIeYeHHE OT II'bpBa JUHUS MPU MAUEHTH C MbPBUYHO HEONEpaOUIHU YEPHOAPOOHH JIE3UH.
UMA He ce mpemopbuBa NpHU EKCTpaxernarajgHa OOJECT M3BBbH KOHTEKCTAa Ha KIWMHUYHOTO
U3MHUTBaHE. XUMHUOTEpANHiITa C YSPHOAPOOHO WHTpaapTepUaTHO MPHIOKEHNE B KOMOMHAIIHS ChC
CUCTEMHa Tepamnus e onuus 3a u3bpanu nauuentu ¢ KPK ¢ pesernupanu uepHoapoOHH Ne3Uu.

15.10. KomO0uHuUpaHu CcXeMH Ha CHCTEMHAa W YepHOAPOOHA WHTpaapTepHaHA
XMMHOTePANus MPHU KOJOPeKTAJIeH KAPIHUHOM ¢ YePHOAPOOHH MeTacTa3n

[IpunoxeHne Ha HHTpaapTepUaleH MOHO- Guayopypaiui (3-6 Kkypca)
Fluorouracil — 250mg/m2, uatpaaprepuaiex nopt (IA.P.), nau 1-5

[ToBTOpeHue Ha 28 THU.

Hurtpaaprepuanno npmioxkenue Ha Levcovorint Fluorouracil (3-6 kypca)
Leucovorin — 20 mg/m2 , IA. P, nau 1-5
Fluorouracil — 250 mg/m2 , IA.P, nau 1-5

IToBTOpEeHue npe3 28 aHMU.



WuTpaaprepuanto npuiaoxenre Ha De Gramont (3-6 kypca)
Leucovorin — 200 mg/m?2 [A.P. 2-uacoBa undy3sus, 1au 1 u 2
Fluorouracil — 400 mg/m?2 IA.P. 6onyc, nau 1 u 2

Fluorouracil — 600 mg/m2 [A.P. 22-yacoBa undys3us, nuu 1 u 2

[ToBTOopenue npe3 14-21 auu.

WuTpaaprepuanto npunoxkenue FOLFOX4 (3-6 xypca)
Oxaliplatin — 85 mg/m2 IA.P. 2-4acoBa un¢ys3us, neH 1
Leucovorin — 200 mg/m2 IA.P. 2-qacoBa un¢y3us, 1au 1 u 2
Fluorouracil — 400 mg/m?2 IA.P. 6onyc, nau 1 u 2

Fluorouracil — 600 mg/m2 IA.P. 22-yacoBa undy3us, 10u 1 u 2
IToBTOpenue npe3 14-21 quu.

Wntpaaprepuanto npunoxenue Ha FOLFIRI (3-6 kypca)
Irinotecan — 180 mg/m2 IA.P. 30-munyTHa uHby3u, AeH 1
Leucovorin — 400 mg/m2 [A.P. 2-yacoBa undy3us, neH 1
Fluorouracil — 400 mg/m2 IA.P. 6omnyc, aen 1

Fluorouracil — 2400 mg/m2 IA.P. 46-uacoBa undysus

IToBTOpenue npe3 14-21 nHu.

HuTtpaaprepuanao npunoxkenne FOLFOX4 + Panitumumab (mpu Tymopu ¢ RAS WT)
FOLFOX4

Panitumumab — 6 mg/kg IA.P., nen 1

[ToBTOpenue npe3 14- 21 auu.

HuTpaaprepuanso nmpunoxenne FOLFOX4 + Cetuximab (ipu tymopu ¢ RAS WT)
FOLFOX4
Cetuximab — 400 mg/m2 IA.P. nocnenBano ot 250 mg/m2 IA.P. cenmuuano

[ToBTOpenue npe3 14- 21 nHu.

FOLFIRI + Panitumumab (mipu Tymopu ¢ RAS WT)
Irinotecan — 180 mg/m2 IA.P. 30-munyTHa uHbYy3u4, AeH 1
Leucovorin — 400 mg/m2 [A.P. 2-yacoBa undy3wus, neH 1
Fluorouracil — 400 mg/m2 IA.P. 6omnyc, aen 1

Fluorouracil — 2400 mg/m2 [A.P. 46-yacoBa ua}y3us
Panitumumab — 6 mg/kg [A.P., nen 1

[ToBTOpenue npe3 14- 21 quu.

FOLFIRI + Cetuximab (npu Tymopu ¢ RAS WT); FOLFIRI
Cetuximab — 400 mg/m2 IA.P. mocnenBano ot 250 mg/m2 IA.P. cenmmudano
[ToBTopenue npe3 14 -21 nuu.

WnTpaaprepuanto npunoxenue Ha Oxaliplatin u unTpaBeHozen De Gramont (3-6 kypca)
Oxaliplatin — 125 mg/m2 IA.P. , 2 yacoBa undysus, neH 1

Leucovorin — 200 mg/m2 1.V. 2-yacoBa undy3us, 1au 1 u 2

Fluorouracil — 400 mg/m2 1.V. 6onyc, nuu 1 u 2

Fluorouracil — 600 mg/m2 1.V. 22-yacoBa uHdy3us, 101 1 u 2 (BapuanT 1)

Fluorouracil — 2400 mg/m2 1.V. 48-uacoBa un¢y3us, aau 1 u 2 (Bapuant 2- moaudummpanDe




Gramont)
IToBTOpenue npe3 21 nHU.

HuTtpaaprepuando npuiaoxenne Oxaliplatin + uaTpaBeno3uu Leucovorin + Fluorouracil+/-
Cetuximab (ripu Tymopu ¢ RAS WT) (3-6 kypca)

Oxaliplatin — 125 mg/m2 IA.P. 2-gacoBa uHdy3us, aeH 1

Leucovorin — 200 mg/m2 1.V. 2-yacoBa undy3us, nau 1 u 2

Fluorouracil — 400 mg/m2 1.V. 6onyc, nau 1 u 2

Fluorouracil — 600 mg/m2 1.V. 22-gacoBa undy3wus, 1au 1 u 2
Cetuximab — 400 mg/m2 1.V. nocnensano ot 250 mg/m2 [.V. cenmuuno
[ToBTOpenue npe3 21 auu.

WnTpaaprepuanto npunoxkenue Oxaliplatin u unTpaBeno3nu Leucovorin + Fluorouracil +/-
Bevacizumab (npu tymopu ¢ RAS MT)

Oxaliplatin — 125 mg/m2 IA.P. 2-gacoBa uHdy3us, aeH 1

Leucovorin — 200 mg/m2 1.V. 2-yacoBa undy3ust, 1au 1 u 2

Fluorouracil — 400 mg/m2 [.V. 6omxyc, nau 1 u 2

Fluorouracil — 600 mg/m2 1.V. 22-yacoBa un¢ys3us, 1au 1 u 2

Bevacizumab — 5 mg/kgl. V., nen 1

[ToBTOpenue npe3 21 nHu.

WuTpaaprepuanto npunoxenue Ha Oxaliplatin u nuaTpaBeHo3Ho FOLFIRI (3-6 kypca)
Oxaliplatin — 125 mg/m?2 IA.P. 2-uacoBa undy3us, aeH 1

Irinotecan — 180 mg/m2 1.V. 30-munytHa uH}Yy3us, neH 1

Leucovorin — 400 mg/m?2 I.V. 2-yacoBa undy3us, aeH 1

Fluorouracil — 400 mg/m2 1.V. 6omyc, nen 1

Fluorouracil — 2400 mg/m2 1.V. 46-yacoBa un¢y3us

IToBTOpenue npe3 21 aHu.

HHTtpaaprepuanto npuiokenre Ha Oxaliplatin + Irinotecan + Fluoruracil u MHTpaBeHO3HO
Cetuximab (mpu Tymopu ¢ RAS WT) (3-6 kypca)

Oxaliplatin — 85 mg/m2 IA.P. 2-yacoBa undysus, aeH |

Irinotecan — 180 mg/m?2 IA.P., 2-yacoBa undy3us, aex 1

Fluorouracil — 2800 mg/m2 IA.P. 48-qacoBa undy3us, aeH 1

Cetuximab — 400 mg/m2 1.V. nocnensano ot 250 mg/m2 [.V. cenmuuno

[ToBTOpenue npe3 21 aHu.

KAPIHMHOM HA TBHKHUTE YEPBA

XuMuoTepanus ce npuiara camo npu HHONepaOuiIeH Ui MeTacTaTU4eH CTaJuil Ha OojiecTTa U ce
MPOBEXKA CHOPE] MPUHIIUIUTE HA CUCTEMHOTO MPOTHBOTYMOPHO JICYCHHE HA METAacTacTaTHYCH
KapIMHOM Ha 1€0e0TO U MPAaBOTO YEPBO.



16. KAPIIMHOM HA AHYC

16.1. JIbyexmMuosedeHHe NPH JTOKAIN3MPAH KAPUHMHOM

Fluorouracil + Mitomycin C

Fluorouracil — 500-1000 mg/m2 1.V., npoxbmxurenna nadysus, 1au 1-4 u 29-32
Mitomycin C — 10 mg/m2 1.V. Gonyc, nuu 1 u 29.

Mitomycin C + Cisplatin + 5-FU + JIT

Mitomycin C 12 mg/m2 i.v. o6mia no3a 20 mg aex 1

Cisplatin 60 mg/m2 i.v. 1 -29 ]|

5-FU 1000 mg /m2/d i.v. npoabmkutenHa nadysus 1-4 nen Ha 1 ceqmuma u 29-32 nen JIT
50.4 Gy 28 guu

Mitomycin C + Cisplatin + JIT

Cisplatin 25 mg/m2 i.v 1,8,15,22 ]
Mitomycin C 10 mg/m2 i.v. 1]
JIT 36 Gy 20 dppakuum

Crnen 2 cemmuru nociensano ot Cisplatin 25 mg/m?2 i.v. 43,50,57 J1
Mitomycin C 10 mg/m2 i.v. 43 /]
JIT 23.4 Gy 13 ¢pakuun

16.2. HmyHoTepanus Npu MeTACTATHYHA 00JIECT

Retifanlimab* e moka3an 3a mbpBa TUHUS Ha JICUCHHUE HA BH3PACTHH MAIIMECHTH C METACTATHYCH WU
HeornepaduIeH JIOKATHO PeLUANBHpAIL TNIOCKOKIIEThYeH KapiuHoM Ha aHainHus kaHai (SCAC) B no3a
500 mr Ha BCeKU 4 CeMHUIIH, MPUIIOKEHH HHTPABEHO3HO 32 30 MUHYTH B KOMOMHAIUS ¢ KapOOIUIaTHH U
MaKIUTaKCceN 3a 6 MUK, ocaeABaHu OT MoHoTepanus ¢ Retifanlimab B no3a 500 mr Ha Bceku 4
CEIMUIIN , TPUJIOKEHN UHTpaBeHO3HO 3a 30 MunyTH. JleueHneTo TpsaOBa Aa MPOIBIIKHU 10 MPOTpecHs Ha
3a00JIsIBAHETO, HEMPUEMITUBA TOKCUYHOCT MK 10 12 Mecena.

16.3. Xumuorepanusi npu MeTacTaTH4Ha 0oJjiecT

Cisplatin + Fluorouracil

Fluorouracil — 500-1000 mg/m2 I.V., nau 1-5
Cisplatin — 100 mg/m2 1.V., npoabmkutenHa nady3us, JeH 2
[ToBTOpeHue npe3 28 aHu.




17. HEBPOEHJIOKPUHHHU TYMOPHU

IIpencrasisaBar rpyna OT TyMOPH C pa3jIMYHa JIOKAIU3ALUs U KIMHUYHO [IPOTUYAHE.

BxmiouBa  crnegHWTE  BHIOBE: KAapUWHOWIHM, TAHKPEACHH, OT HagOBOpedHa Kie3a,
(beoxpoMonTOM/TIAparalranoM,  HHUCKO  AudepeHnrnpan/qpeOHOKICThYCH,  MYJITHIUICHA
eHJJOKPHHHA HEOIUTa3us TUM | U THUI 2, 1 HEBPOCHIOKPUHEH C HEM3BECTECH IPOU3XOI.

JlekapcTtBeHoTO JsieueHue Ha wmetactazupanute HET ce ompenens OT NpOrHOCTUYHHUTE
XapaKTepUCTHUKU Ha Tymopa. WM300pbT Ha TepamusTa 3aBHUCH OT CTENEHTa Ha TyMOpHa
mudepenunanus (G), nponudeparuBaara aktTuBHOCT (Ki 67%) u cTenenTa Ha pa3npocTpaHeHUe Ha
METacCTaTUYHUS MpoIiec (TYMOPHHS 00eM).

[Tpu pagukanHo omepupaHu TyMopu 0e3 o0pa3Hu W OMOXMMHYHH JaHHU 32 TIEPCUCTEHIHS HE ce
MpoBexIa amtoBaHTHO JieueHue. [Ipu Bucokomudepennmpanute (G1) Tymopu OuoTepanusiTa ChbC
comatoctrotuHoBu aHano3n (CCA) Octreotid LAR, kakto m ¢ Lanreotide, Lanreotide Autogel
(Hepeructpupanu B beirapus) e jeyeHue KaTo MOHOTepanus NMpu OaBHOHApacTBAILM TYMOPH B
MeTtactaTuueH cTaguil. CoMaTOCTaTMHOBUTE aHalo3u ¢ Obp30 JeicTBHE U YABIKEHO
0CBOOOXK/IaBaHE Ca OCHOBHHU IPH JICYCHHETO HA KApPIMHOMIHUS CHHIPOM U B CIy4yauTe Ha
npeonepaTuBHa MoAroToBka Ha ¢ynkiuonupamu HET. B ciyuaute Ha panna mporpecus (<6
MeEC.) XMMHOTEepamusTa € OCHOBEH Meron Ha u30op. KomOumHMpaHata OuoIOTMYHA Tepamnus
(Octreotid LAR) u TapretHa tepamusi ce MpeanodnTa Ipu TYMOPH ¢ TI0-0aBHA IPOTPECHSI.

Xumuotepanusita ce npenopbusa npu mertacrasupain HET G2 u HET G3, He3zaBucumo ot
nokanu3anuara u npu Ki 67% nan 2% .

He ce npenopbuBa npu kinacudeckure kapuuHouu G1 nopaau tepaneBTuyeH oTroBop noj 15%.

TapreTHuTe Tepanuu ChIIO HAMUPAT NPUIOKEHUE B cUCTEMHOTO JieueHue Ha HET. Knunnuna
edexTuBHOCT TyK ca nokazanu mTOR uaxubutopst Everolimus u MynTUKHHA3HUAT UHXUOUTOP
Sunitinib.

17.1. Xumuorepanus Npy HeMeTACTATHYHA 00JIeCT

17.1.1. Kapuugouagu TyMoOpu

XuMuoTepanus ce 00CHK1a Mpu OpOoHXHaTHA U TAMYCHA JIokanu3arus. [Ipumara ce cien pe3eximst
Ha TUMYCHH TYMOPH C JIOKOPETHOHAJHO PA3MpPOCTPaHEHHE W MPH OPOHXHATHH TYMOPH C HUCKA
cteneH Ha audepenimanyst — G2 u G3.

Cisplatin (Carboplatin) + Etoposide

Cisplatin — 60 mg/m2 (Carboplatin AUC4-5) I.V., nen 1
Etoposide — 100 mg/m2 1.V., nuu 1-3
[ToBTOpenue npe3 21 quu.




17.1.2. HeBpoEHIOKPUHHN TYMODPH OT HaAOLOpeUHa Kie3a

XumuoTepanusi ce Ipujara ciejl Onepanys Ha aJpeHalleH KapLUUHOM C HHUCKa CTENeH Ha
mudepenmmanuss — G2 u G3 wim npu HeonepaOWJICH TyMOp, HE3aBHCHMO OT CTENEHTa Ha
TudepeHIanus.

O-P-DDD (Mitotane, lysodren) — 2 g P.O. naeBHO, yBenu4aBane 10 4-6 g P.O. nHeBHO (MUHUMYM
3 mMecena); Mpu XOPMO- HOAKTUBHU TYMOPH C MPOSIBU HA CUMIITOMATHKA.

17.1.3. ®eoxpoMoLUTOM/TIaparaHriInoM

He ce nposexaa xumuoreparnusi.

17.1.4. HuckoaudepeHnpanu TYMOPU WIK IpeOHOKIeThYEeH (He0enoapoOeH) KapliMHOM

Crnen =xupyprus WId TIpH HeomepaOWIeH TyMoOp ce TMpWiara XdUMHOTepamus Karo 3a
NpeOHOKJIETHYCH KapIIMHOM Ha OsuT Apo0, ChueTaHa WK HE C TbUeIcueHue.

Cisplatin + Etoposide

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

17.2. Xumuorepanusi npu MeTacTaTH4YHA GosiecT

17.2.1. Kapuugouagu TyMopu

HaznauaBa ce Octreotide, HE3aBUCHMO OT HaJM4YWE WM OTCHCTBHUE HA KAPIMHOWIEH CHHAPOM
(pu TyMOpHU C IPOU3XOJ OT XPAHOCMUIIATEJIEH TPAKT U Osu1 Ap0o0):

Octreotide LAR — 30 mg .M. (moBTOpeHue npe3 28 aHu).

Mownotepanuss ¢ Everolimus — 10 mg P.O. nHeBHO (IIpH KapUWHOUIHH TYMOPH C
0emo1poOeH POU3X0).

[Ipy Hanuuue Ha BHUCLEPATHU MeTacTa3u (4epeH ApoO, Me3eHTEepHaTHU JIMM(HU BB3IN)
JOIBJIHUTEIHO ce 00CHKIaT 4-6 Kypca XMMUOTEpAIus:

Dacarbazine — 1000 mg/m2 1.V., nen 1 [ToBTOpeHue npe3 3 ceAMHUIIH.

FDE 5-Fu 500 mg/m2 i.v. 1 1o 3 aen

Dacarbazine 200 mg/m2 i.v. 1 1o 3 nen Epirubicin30 mg/m2 i.v.1 g0 3 aen

[Ipe3 3 ceam. makc. 9 kypca



17.2.2. HeBpoeHOOKPHHHN TYMOPH HA XpaHOCMHIJIATEJICH TPAKT

Mownorepanus ¢ Octreotide LAR — 30 mg .M., npe3 28 quu (1pu YpeBHU TyMOPH).

Mownortepanust ¢ Everolimus — 10 mg P.O. nHeBHO (Ipyu HEBPOEHAOKPHUHHU TyMOpPHU C
MaHKPEaCeH UM YPEBEH MPOU3XON).

Octreotide LAR + Everolimus (pu HeBpOE€HIOKPUHHHU MTAHKPEACHU TYMOPH).
Octreotide LAR — 30 mg [.LM.

Everolimus — 10 mg P.O. gaeBHo, nHu 1-28
[ToBTOpeHue npe3 28 qHu.

[Ipu mporpecus Ha Octreotide LAR u Hanmnune Ha BHCIEpaTHH METAcTa3d c€ OOCHKAAT
cnenaute u36opu: Sunitinib — 37.5 mg P.O. nHeBHO, 6€3 TepaneBTUYHU Tay3HU JI0 MPOTPECHSI.

Everolimus — 10 mg P.O. nHeBHO, 10 porpecusl.
Octreotide LAR + Everolimus
Octreotide LAR — 30 mg .M.

Everolimus — 10 mg P.O. aaeBHo, nau 1-28

[ToBTOpenue npe3 28 aHwU.
Everolimus — 10 mg P.O. queBHo.

[lpy wHanuuyue Ha BHCHEpPATHM METacTa3d JONBIHUTENHO ce oOckxkmar 4-6 Kypca
xumuorepanus: Cisplatin + Etoposide

Etoposide — 130 mg/m2 1.V., nuu 1-3

Cisplatin — 45 mg/m2 L.V., gau 2-3

IToBTOpenue npe3 21 qxu.

17.2.3. Bropa 1uHus 0py METACTATUYHU HEBPOECHIOKPUHHN TYMOPH

17.2.4. HeBpOoEHIOKPUHHN TYMOPH OT HaA0OBOpeUHa ie3a

XuMHOTepanus ce mpuiara clie]] pe3eKIus Ha MbPBUUYEH aipeHalIeH KapIlIMHOM U Ha METacTa3u
win 0e3 HaTM4Yue Ha XUpyprusi.

Cisplatin + Etoposide + Epirubicin

Cisplatin — 40 mg/m2 (Carboplatin AUC5-6) .V., tau 2 u 9



Etoposide — 100 mg/m2 1.V., nuu 5-7 Epirubicin — 30 mg/m2 I.V., nuu 1 u 8
[ToBTOpeHue npe3 28 qHu.

O-P-DDD (Mitotane, lysodren) — 2 g P.O. naeBHO, yBenn4daBaHe 10 4-6 g P.O. nHeBHO npu
MOHMUTOPHpAHE Ha MJIa3MEHUTE HUBA (MUHUMYM 3 Mecela).

IToBTOpEeHUE npe3 28 nHU.

17.2.5. ®eoxpoMoLUTOM/IIaparaHriinoM

Oo6cwxaar ce 4-6 Kypca XUMHOTepanusi.

Cyclophosphamide + Vincristine + Dacarbazine

Cyclophosphamide — 750 mg/m2 LV., nen 1 Vincristine — 1.4 mg/m2 L.V, neH 1
Dacarbazine — 600 mg/m2 I.V., nau 1 u 2

IToBTOpenue npe3 21 nHu.

17.3. Tymopu, acounupanu ¢ 6os1ect Ha von Hippel-Lindau (VHL)

Belzutifan* 120 mg P.O. qHeBHO KaTO MOHOTepanus 3a IbpBa JMHUS JICUCHUE Ha Bb3PACTHH MAIIUEHTH C
6onect Ha von Hippel-Lindau, kouTo ce Hy»KaasT OT Tepanwsi 3a HeBpOCHIOKPUHHH TyMOPH Ha MaHKpeaca
(pNET), mpu KOUTO JIOKAJIHUTE TEPAIEBTUYHU ITPOLIEAYPU CA HEMOAXOASALIH.

Jleyenuerto TpsiOBa Jja MPOIBIKU JI0 IPOTPECHsl Ha 3200 SIBAHETO WM 0 HENPUEMITMBA TOKCHYHOCT.



18. KAPIUHOM HA HAWYHUK, ®AJOIUEBA TPbBA WU
IIBPBUYEH IEPUTOHEAJIEH KAPIIMHOM

XuMHOTEpanusi ce MPOBEXAa KaTo: aJIOBaHTHA NPU PAAMKAIHO ONEpUpaHU OONHHU (BKI. ChC
CHCTEMHA Ta30Ba U MapaaopTaiHa TMM(}pageHEeKTOMU ), HE0aJIOBAHTHA — IPH JIOKAJTHO aBaHCUPAIH
MHOTIEpaOITHI OOJTHY U TepPaIeBTUYHA — [TPU METacTaTHYHA 0OJIeCT.

AJI0BaHTHA XUMHOTEpANusi HE ce MpoBexaa B craauii A, B ¢ BUcCOKoaudepeHIupaHu TyMOpH
(G1) u xucronorus, pa3IMyHa OT CBETIOKICThYEH KapIITHOM.

18.1. HeoaawBaHTHA XMMHOTEPANUA

Haznauasa ce npu FIGO craanii [1IC u IV.

Carboplatin + Paclitaxel Carboplatin — AUC4-6 1.V., nen 1 Paclitaxel — 175 mg/m2 1.V., nen 1
IToBTOpeHnue nmpe3 21 qHu.

Paclitaxel + Carboplatin + Bevacizumab Paclitaxel 175 mg/m2 iv. 3u. Un¢ nen 1 Carboplatin AUC
4-6 iv. neH 1

Bevacizumab 15 Mmr/kr i.v. ges 1

Carboplatin + Docetaxel (mpu HemoHocumoct kbM Paclitaxel) Carboplatin — AUC 4-6 1.V, nen 1
Docetaxel — 75 mg/m2 I.V., nen 1

[ToBTOpenue npe3 21 qHU.

18.2. AnroBaHTHa XMMHOTEpaNusi

18.3. Ilpwm craguii IA, B (ymepeno 1o nuckoaudpepenuupanu tymopu — G2-3)
Momnorepanust ¢ Carboplatin AUC6 (Cisplatin — 100 mg/m2) 1.V., nen 1

[ToBTopenwue npe3 21 nuu (4-6 xKypca).

18.4. Ilpwm crammii IC u IIA (6 xypca)
B Ta3um xateropus ce BKIIOYBA M XHCTOJIOTHS HA CBETIIOKJICTHYCH KAPITUHOM.
Momnorepanus ¢ Carboplatin AUC6 1.V. (Cisplatin — 100 mg/m2) I.V.

[ToBTOpeHwue npe3 3 ceaqMuIIy.



Carboplatin (Cisplatin) + Paclitaxel

Carboplatin AUC4-6 1.V. (Cisplatin — 75 mg/m2 .V.), nen 1
Paclitaxel — 175 (135 mg/m2) mg/m2 I.V., nen 1
IToBTOpenue npe3 21 aHu.

Ccp

Cyclophosphamide — 600 mg/m2 I.V., nen 1
Cisplatin — 75 mg/m2 1.V., nen 2
[ToBTOpenue npe3 21 aum.

benexka: [Ipu GomHu ¢ HapymieHa Ob0pedHa pyHKIHUS U ChC ChPIIEYHOCHI0BA OOJIECT
Cisplatin ce 3amens ¢ Carboplatin.

CarboC

Carboplatin AUC 4-6 1.V, nen 1
Cyclophosphamide — 600 mg/m2 1.V., nen 1
[ToBTOpenue npe3 21 aHu.

18.5. IIbpBa MHMSA XUMHOTEpPaNUs

[IpoBexxma ce mnpu  ThpBHYHO aBaHcupana Oomect (cramuii  [IB-IV) w/wmmm  cnen
MaKCHUMaJlHa/ONTUMAaIHa BTOPUYHA [IUTOPEAYKTUBHA XUPYprus (MUHUMYM 6 Kypca).

Carboplatin (Cisplatin) + Paclitaxel

Carboplatin AUC4-6 (Cisplatin — 75 mg/m2) I.V., gen 1
Paclitaxel — 175 mg/m2 3-uacoBa undysus, aex 1 [ToBTopenue npe3 21 nxu.

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 (neuenueto ¢ Bevacizumab npoasmkasa 15 mecena)
[ToBTopenune npe3 21 auu (6 Kypca).

[Tonabprxkaiio nedenue ¢ Bevacizumab e npenopbYuTenHO IPEeIUMHO MNP MALUEHTH 0e3
BRCA1/BRCA?2 repMuHAaTHBHU UM COMAaTUYHU MYTaIUH.

MonoTteparnus pu O0THH ¢ POTUBOIIOKA3aHUS 33 TAKCAHU:

e Cisplatin— 100 mg/m2 I.V. mpe3 21 auu.
e (Carboplatin AUC6 1.V. nipe3 21 ann.
e Cyclophosphamide — 100-150 mg P.O. nueBHO, 1HU 1-25, ipe3 28 nHu.



[Mogabpxamio neuenue npu aBancupai (craguit Il u IV mo FIGO) BucokocTeneHeH enuTeneH pak
Ha SIMYHULIKTE, paK Ha (aJonueBUTEe TPHOU UM IbPBUYEH NEPUTOHEANIEH PaK
e [Ipu marmentu ¢ BRCA1/2 myTanuus (repMUHAaTHBHA W/WIM COMAaTUYHA), KOUTO Ca C ITBJICH
WIM YaCTUYEH OTIOBOp CJIE/ 3aBbPILIBAaHE HA IbpPBA JIMHUS XMMHUOTE pamus Ha 6a3aTa Ha
IUIaTUHA:

Olaparib 600 mg Tabnerku aueBHO, P.O, 10 nporpecus, HempueMIInBa TOKCUYHOCT WU 10
2 ropuau. [Ipu manueHTH ¢ JaHHU 3a 3a00JsBaHe cie 2 roauau jiedeHueto ¢ Olaparib moxe
Jla IPOJbJDKU TI0 IPELICHKa Ha JIEKyBaIlKs JeKap.

e [Ipu manmenTu ¢ neduut Ha xoMoyoxHa pexkomoOuHarus (HRD), kouto ca ¢ mbieH uiamn
YaCTUYCH OTTOBOP CJIeI 3aBbpIIBAHE Ha ITbPBA JIMHHS XMMUOTEpAIvs Ha 0a3ara Ha TUIaTHHA
B KOMOMHanwus ¢ 6eBaru3zymao:

Olaparib 600 mg tabnetku aHeBHO, P.O B koMOuHaius ¢ Bevacizumab 15 mg/kg Benubxk
Ha BCEKU 3 CEIMMIM, [0 MPOrPecHs, HEMPUEMIIUBA TOKCUYHOCT WM 10 2 roguHu. Ilpu
MAIMeHTH ¢ JaHHW 3a 3a0oisBaHeTo cien 2 roauHu jgedeHueto ¢ Olaparib moxe na
NPOJBIDKK TI0 TIpElleHKa Ha JIeKyBamus Jekap. [IpOJBIKUTEIHOCT Ha JICYCHHE C
Bevacizumab - makcumanHo 15 Mecema, BKIIOYBAIIM TNEPHOAUTE B KOMOMHAIMS C
XUMHUOTEPAIHsI M KaTo MO UTHPIKAIIO JICUCHHUE.

Rucaparib e mokazan kaTo MOHOTeparus 3a MOAIBPKAIIO JICYCHHUE MPU BB3PACTHU MAIUEHTH C
aBancupad (crenes Il u IV mo FIGO) BucOKOCTEIIEHEH €MUTENICH OBapHaJIeH KapIHHOM, KapIIUHOM
Ha ¢ayonueBata TpbOa WIKM MbPBUYEH NEPUTOHEATICH KapIIMHOM, P KOMTO UMa OTTOBOP (II'bJIEH
WM YaCTHUEH) clie/] 3aBbpILIBAaHE Ha ITbPBa JIMHUS HA XUMUOTepanus, 0a3upaHa Ha MJIaTHHA.

Niraparib* e mokazaH KaTo MOHOTEpANus 3a MOIIBPKAIIO JCUCHHE Ha BB3PACTHU TMAITUECHTKH C
HanpenHan enuteneH (FIGO Cragum III u IV) BucokocTeneHeH pak Ha sIMYHMKA, pak Ha
danonueBata TppOa WIM NBPBUYEH IEPUTOHEANEH pPAaK, KOWTO ce€ MOBJIMSABA (HAI'BJIHO WU
YaCTUYHO) CJeJl 3aBbPIIBAHETO Ha IUIATHMHA-O0a3upaHa XUMHOTEpamus KaTo IbpBa JUHHUS Ha
JICYEHUE.

Niraparib* e mokazan KaTo MOHOTEpaIus 3a MOABPIKAIIO JICUCHWE Ha BB3PACTHU TAIUEHTKH C
YyBCTBUTEJICH HA IUIATHHA PELUIUBHAPAIl BUCOKOCTEIICHEH CEPO3CH CIUTENICH PaK Ha AMYHUKA, paKk
Ha (¢ajonueBata TpbOa WIM MIBPBUYCH NMEPHUTOHEAICH PaK, KOMTO Ce MOBIMABA (HAIBJIHO WIIN
YaCTUYHO) OT IUIATHHA-0a3upaHa XMMUOTEPAIHs.

18.6. Bropa 1mHMsA XMMHOTEepaNus

18.6.1. IIpu mporpecus Ha GoxecTra HaX 6 Mecena ciel XMMUOTepalus, Chabpkaria paclitaxel.

HpI/mara CC ChbIIUAT PCIKUM.

18.6.2. [Ipu oporpecus Ha 6oxecTra Hajl 6 Mecela ciiel XUMUOTeEpannsl, Hechabpkania Paclitaxel




Cisplatin + Paclitaxel

Carboplatin + Gemcitabine

Carboplatin AUC4 1.V, nen 1
Gemcitabine — 800 mg/m2 L.V., gau 1 u 8

[ToBTOopenue npe3 21 aHMU.

18.6.3. [1pu mporpecus Ha OoJsiecTTa Hag 6 Mecela el JISYeHNE ¢ IUIaTHHA-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 I.V., nen 1
[ToBTOpenue npe3 21 quu (10 mporpecus).

Etoposide + Epirubicin

Etoposide — 100 mg/m2 I.V., nau 1-3
Epirubicin — 60 mg/m2 I.V., gen 1
[ToBTOpenue npe3 21 aHu.

Ifosfamide + Paclitaxel

Ifosfamide — 1500 mg/m2 1.V., aau 1-3

Mesna — 400 mg/m2 1.V., B wacose 0, 4 u 8 cnex Hayanoto Ha ifosfamide
Paclitaxel — 175 mg/m2 1.V., nen 1 IloBropenue mpe3 28 mHU.

Etoposide + Ifosfamide/Mesna

Etoposide — 100 mg/m2 1.V, mau 1-3 Ifosfamide — 1000 mg/m2 I.V., nau 1-3 Mesna
—400 mg/m2 1.V., B yacose 0, 4 u 8 cnen Hauanoto Ha ifosfamide [ToBTopenue npe3
28 nmHu.

[Mogaepxamo neuenne ¢ Olaparib tabl. - 600 mg P.O. aHeBHO, 10 TIporpecus Wik HEPUEMIINBA
TOKCMYHOCT. Ha3zHawaBa ce 1@pu MNbIHA WIM [AapUAATHA PEMHUCUS HA  CIUTENICH
IUIATUHAYYBCTBUTEJIEH OBapHalieH KapLUWHOM, pak Ha (ajonueBUTe TPHOM WM IbPBHYEH
NIEPUTOHEAJIEH PAK.

Rucaparib e moka3aH kaTo MOHOTEpamus 3a MOATBPIKALIO JICUEHUE TPU BB3PACTHU MAIEHTH C
aBa”cupan (cremneH Il u IV no FIGO) BucokocTeneHeH enuTeneH oBapraieH KapLuHOM, KapILIMHOM
Ha ¢ayonreBaTta Tph0a WK MbPBUYCH IIEPUTOHEATICH KApIITHOM, TIPH KOUTO MMa OTTOBOP (IThJICH
WJIN 4aCTUYEH) CJe]] 3aBbpIIBAHE Ha IIbPBa JIMHUSA Ha XUMUOTEpanus, 0a3upaHa Ha IUIaTHHA.



18.6.4. [Ipu 1mmaTtmHa-pe3sncTEeHTHO 3a00isiBaHe (mporpecusi Ha Oosecrra mog 6 Mecela ciejn
wiatuHa-0a3upaHa XUMHUOTEDANMs) CIel IPWIOKEHH OT 1 1o 3 mpeaxoIHW CXEMU Ha
CHCTEMHO JICYECHUE

Mirvetuximab soravtansine - 6 mg/kg xopurupano uaeantno tenecHo teryo (adjusted ideal body
weight, AIBW), npunarana BeiHBX Ha Bceku 3 ceamunu (21-mHeBeH HUKBI) moa Gopmara Ha
WHTpaBEHO3HA MH(Y3HUs, 10 TpOrpecHs Ha 3a00JIIBAHETO HITH HEMTPUEMIIMBA TOKCUYHOCT. [Ipnmara
ce IMpH MalKMeHTH ¢ TOJoXKUTeNeH 3a gonateH penentop anda (FRa), pe3ucTeHTeH Ha JIedeHue ¢
TUTATHHA BUCOKOCTETICHEH CEPO3CH CMHUTENICH KapIIMHOM Ha SHYHHUIIUTE, (aONUEBUTE TPHOU HITH
I'BPBUYCH TIEPUTOHEATICH PaK.

18.6.5. [Ipu nnporpecus Ha Gojiectra noa 6 Mecena caen XuMuoTepanus, Hecbabpkaia Paclitaxel

[Tpunara ce Paclitaxel — 175 mg/m2 1.V. (moBTopenue nipe3 21 aun) unu Paclitaxel — 80
mg/m2 I.V., nau 1, 8, 15 u 22 nipe3 28 nuu
+ Bevacizumab — 10 mg/kg [.V. npe3 14 nau (10 nporpecus).

benexka: [Ipu Gonect, pe3ucTeHTHa Ha MaTuHa-0azupanu pexumu u/unu Paclitaxel, morar na ce
BKJIFOUBAT M JICKAPCTBEHH MPOIYKTH MOA (GopMa Ha MOHOTepamus, 0e3 ChIIECTBEHA pa3inkKa B
e(EeKTHBHOCTTA, HO C Pa3JINKa B TOKCUIHUS TIPOQIII.

18.6.6. [Ipu nnporpecust Ha 6osecTra moa 6 Mecela ciiell XUMHOTEPalns, chabpxkalia Paclitaxel

Topotecan — 1-1.5 mg/m2 L.V., nau 1-5
[ToBTOpenue npe3 21 nHU.

Ifosfamide — 1000 mg/m2 1.V., agau 1-5, m Mesna — 400 mg/m2 1.V., B uacoe 0, 4 u 8
cien Hagainoto Ha [fosfamide
IToBTOpEeHMe npe3 28 nHU.

Etoposide — 100 mg/m2 .V, nau 1-5
[ToBTOpEeHue npe3 28 1HHU.

Cyclophosphamide — 100-150 mg P.O. nueBHo, nuu 1-25
[ToBTOpeHue npe3 28 1HU.

Vinorelbine — 25 mg/m2 I.V., nau 1 u 8

[ToBTOpenue npe3 21 qHu.

Gemcitabine — 800-1250 mg/m2 I.V., nau 1 u 8 (15)
[ToBTOpEeHue npe3 28 qHU.

Topotecan + Bevacizumab

Topotecan — 4 mg/m2 I.V., nau 1, 8 u 15
Bevacizumab — 10 mg/kg I.V., nau 1 u 15
[ToBTOpenue npe3 28 nuu (10 mporpecust).

Carboplatin + Doxorubicin (PLD)*




Carboplatin AUCS 1.V., nen 1 PLD* 30
mg/m2, neH 1
IToBTOpenue npe3 28 nHu (6 HUKbIA).




19. KAPIIMHOM HA EHAOMETPUYM

OcHoBeH j1eue0eH METO/1 € XUPYPTrUUHHUAT — JIAAPOXUCTEPEKTOMHUS C IBYCTPAHHA aIHEKCEKTOMUS.
JIpueneuenneTo nMa BOAEIA PO KaTO aJI0OBAHTEH METO/ B TEPANIEBTUYHOTO MOBEACHUE IIPU paKa
Ha MaTo4HOTO Tsno. Craguar Ha 3a0osisiBaHETO ompezens oOemMa Ha JIbYENICYEHUETO U
U3IM0JI3BaHaTa TEXHUKA.

Jlo6aBsiHeTO Ha aIF0BAaHTHA XUMHUOTEPAIvsa KbM HA3HAUYCHO JIbUENICYeHUE MPYU €HAOMETPOUICH THIT
kapiuuHoMm Il cragmii, momoOpsBa CTAaTUCTUYECKH 3HAYMMO CBOOOJHATAa OT MPOTpecHs
MIPESKMKSIEMOCT U 00II1aTa S-rOIUIIHA TTPESKUBSIEMOCT.

HpI/I Heonepa6HneH JIOKAJIHO aBaHCHUPAJI KApIIUHOM U ITPpHU METACTa3upajIo 3a001BaHe BOZCIIA POJIA
HMa CUCTCMHOTO JICKAPCTBCHO JICHCHUC.

19.1. An0OBaHTHA CHCTEMHA Tepanus

Carboplatin (Cisplatin) + Paclitaxel

Carboplatin AUC4-6 (Cisplatin — 60 mg/m2) I.V., nen 1
Paclitaxel — 175 mg/m2 I.V., nen 1
IToBTOpenue npe3 21 gHu

19.2. CucremHa Tepanusi IpU MeTacTaTH4Ha 0oJiecT

Epirubicin + Cisplatin

Epirubicin — 60 mg/m2 .V, nen 1
Cisplatin — 75 mg/m2 1.V., nen 1
[ToBTOpenue npe3 21 nuu

Carboplatin (Cisplatin) + Paclitaxel

Carboplatin AUC4-6 (Cisplatin — 60 mg/m2) I.V., nen 1
Paclitaxel — 175 mg/m2 1.V, nen 1
[ToBTOpenue npe3 21 qHu

Ifosfamide/Mesna + Cisplatin

Ifostamide — 2000 mg/m2 1.V., nen 1, 12-yacoBa undy3us

Mesna — 800 mg/m2 I.V., B wacoge 0, 4 u 8 cnen Havanoto Ha [fosfamide Cisplatin — 50
mg/m2 1L.V., nen 1

[ToBTopenwne npe3 21 nuu (6 Kypca).

Moske n1a ce MpHUII0KKU MOHOTEpAIus C aHTPALMKINHY WIN TaKCaHU.
Durvalumab B kom6unanus ¢ Carboplatin u Paclitaxel e nmokazan 3a mbpBa JMHUS Ha JIeUeHUE TIPU
BB3PACTHH C MbPBHYCH aBAaHCHPAJ WM PELMANBUPAIL PaK HA EHIOMETPHUYMa, KOUTO ca KaHIUIATH 32

CHUCTCMHA TCpPaAIlvsd, MMOCJIICABAHA OT MOAAbPIKAIIO JICYHCHUC C:

* Durvalumab karo MoHOTepamusi MpU pak Ha EHIOMETpHyMa C JIepHUUUT Ha MEXaHu3Ma Ha



BB3CTaHOBsIBaHE Ha HechoTBeTCTBUATA HA [JHK (AIMMR)

* Durvalumab B xomGunarus ¢ Olaparib npu pak Ha eHgoMeTpuyma 6e3 1epHUIUT Ha MeXaHU3Ma Ha
BB3CTaHOBsIBaHE Ha HechoTBeTCcTBUATA Ha [JHK (pMMR), unero 3abonsiBaHe He € Mporpecupaio nmpu
bpBa JIMHUS Ha siedenue ¢ durvalumab B komOuHamums ¢ carboplatin u paclitaxel.

[TanmeHTrTeE C paKk Ha EHIOMETPUYMa TPsIOBa J1a ce OLeHsBaT 3a Tepanus Ha 6a3ata Ha MMR craryca
Ha TyMOpa, IOTBBbPJCH Ype3 BAINIUPAH TECT.

[Ipenoppuntennara qo3a durvalumab e 1 120 mg B komOuHarus ¢ carboplatin u paclitaxel Ha Bcexu
3 cenmunu (21 qaM) 3a MUHUMYM 4 1 10 6 UKbIa, nocneaBanu oT durvalumab 1 500 mg Ha Bceku 4
cenmui karo moHnotepanusi (IMMR mnarnuenTn) nnu B komOuHarms ¢ Olaparib 300 mg aBa mbTH
nHeBHO (PMMR nanuentn).

Jleuenuero npoawmxaBa a0 ompeneneHa cnopex RECIST vl.1 nporpecus Ha 3a00isiBaHETO WU
HENpHEMIIMBA TOKCUYHOCT.

Pembrolizumab B komOunamus c¢ Lenvatinib, e moka3aH 3a JeueHHE Ha aBaHCHpAN WU
peIUINBHpAI] CHIOMETPHAIICH KApPIMHOM TIPH BB3PACTHU, TPHU KOUTO 3a00JSIBAHETO €
MIPOTPECUPAIIO, WITH CJIS]T TPEIXOIHO JICUCHHUE C TUIATHHA-0a3upaHa Teparnus PpHU BCIKaKBH YCIOBUS,
¥ KOUTO HE ca MOJXOISAIIH 3 paIuKaITHA OTICpaIlis WIH JTbUeTepaItusl.

Pembrolizumab, — 200 mg IV na Bceku 3 ceamunum wim 400 mg 1.V. Ha Bceku 6 ceqmunu, aeH 1
Lenvatinib 20 mg nepopaiHo BeAHBK THEBHO

ITpoawmkaBa 10 Iporpecus WM HENPUEeMIIMBAa TOKCUYHOCT. [Ipy KITMHUYHO CTaOMIIHU MAIUEHTH C
IbPBOHAYAITHY JAHHU 32 TIPOTPECHs Ha 3a00JIIBAHETO € MPETIOPBUNUTEITHO JICYCHUETO J1a TPOIBIDKH,
JI0KaTo Mporpecusara Ha 3a00JsIBAHETO HE CE€ OTBBP/IU.

[Ipenopbuntennara no3a Pembrolizumab mHXeKuMOHEH pa3TBOP 3a MOAKOXKHA WHXKEKLHUS TpU
Bb3pacTHHU €: Wi 395 mg Ha BCekH 3 ceIMUIH, MPUIIOKEH KAaTO MOJKOKHA WHXKEKIIMS B PAMKUTE
Ha 1 muHyTa min 790 mg Ha BCekH 6 ceAMUIM PUIIOKEH KATO MOAKOKHA MHXKEKIIMS B PAMKUTE Ha
2 munytu. [lanmentn, nmomydaBamm Pembrolizumab 3a WHTpaBeHO3HO NPHIIOKEHUE, MOTAT Jaa
npeMuHaT KbM Pembrolizumab 3a moaxo’kHO NpHIIOKEHHE NMPH ClIeABAIaTa IJIAHUPaHa 103a.
[Tanmentn, monyuyaBamuy Pembrolizumab 3a moakoxHO TpHIIOKEHHE, MOTAT Ja MPEeMUHAT KbM
Pembrolizumab 3a nHTpaBeHO3HO MPUIIOKEHHUE TIPU CIlIeABAIATA TUITAHUPAHA J103a.

Pembrolizumab xaTo monotepamnus - 200 mg 1.V. na Bcexku 3 ceamunu uinu 400 mg 1.V. Ha Bceku 6
CeIMHUIM 3a JICUYCHHE Ha aBAHCUpPAJ WM PELMIUBHUPAIL €HIAOMETPHAJICH KAapIHUHOM C BHUCOKA
MUKpocaTtenuTHa HectabuinHocT (MSI-H) mnm nepunur B MexaHum3Ma 3a BB3CTAaHOBSBAaHE Ha
HecwoTBeTcTBUATA Ha JIHK (AMMR) nipu BB3pacTHu, ipu KOUTO 3a00JISIBAHETO € MPOTPECcUpao,
WIN CIIe/] IPEIXOIHO JeUSHHE C IUIaTHHA-0a3upaHa Tepamnus Mpy BCIKAKBH YCIOBHSI, M KOUTO HE ca
MOJIXOASAIIM 32 paJluKaaHa ONepanus WIN JIbueTepanusl.

Jleuennero ¢ Pembrolizumab mpoabmxaBa 10 mporpecus Wik HENpHeMJIMBa TOKCHYHOCT. [Ipum
KIMHUYHO CTa0WJIHM TAIMeHTH C [bPBOHAYAIHU JaHHU 3a MpOrpecHs Ha 3a00JsSBAaHETO €
MPENOPHYUTENHO JICUEHUETO 12 MPOABIKU, I0KATO IPOrpecusiTa Ha 3a00IsIBAHETO HE CE MOTBBP/IH.
[Ipenopbuntennara ao3a Pembrolizumab WHXEKIIMOHEH Pa3TBOP 3a MOAKOXKHA WHXKEKIIHS TpU
BB3PACTHH €: Win 395 mg Ha BCEKH 3 CEIMUITH, IPUIOKEH KAaTO MOJKOXKHA WHKCKIUSI B PAMKHTE
Ha 1 muHyTa iu 790 mg Ha Bcek 6 CeAMUIU MPUIIOKEH KAaTO MOAKOKHA MHXKEKIIHS B PAMKUTE Ha
2 munytu. [lanmenTtyn, momydaBamm Pembrolizumab 3a MHTpaBeHO3HO NPHIIOKEHHE, MOTAT Ja
npeMuHaT KbM Pembrolizumab 3a monkoxHO mpunoxkeHwe mpu cleABallaTa IUTAHHpaHa J03a.
[MarmenTn, momyuaBamu Pembrolizumab 3a moakoXHO TPUTIOKEHUE, MOTAT Jla MPEMHUHAT KbM
Pembrolizumab 3a uHTpaBEeHO3HO MPUIIOKEHUE TIPH CIIeABaIaTa TUIAHUPaHa 703a.



HNmyHoTepanus

Pembrolizumab 200 mg I.V. Ha Bcexu 3 ceamuru wim 400 mg [.V. Ha Bceku 6 ceMUIT B KOMOMHAITHS
¢ Carboplatin u Paclitaxel, kato mbpBa JIMHUS 32 JICUEHUE HA IBPBUYHO aBAHCUPAJI WITH PEITAIUBUPAILL
€HJIOMETPHAJICH KapIIMHOM TP Bb3PaCcTHHU, KOUTO ca KAHIUIATH 32 CUCTEMHA TePaITHs.

[TpoxbmxaBa 10 IpOrpecHs WX HEMPUEMINBA TOKCHYHOCT. [Ipy KJIMHUYHO CTaOMIHM MAlUEHTH C
I'bPBOHAYAJIHY JIAHHHU 3a IIPOTPecHsl Ha 3a00JIIBAHETO € MPENOPBUYUTENIHO JIEUYEHUETO 1a IPOIBIIKH,
JIOKaTO MPOrpecusiTa Ha 3a00IIBAHETO HE C€ MOTBBPIM.

[TperoppunTennara no3a Pembrolizumab mH)XeKIMOHEH pa3TBOP 3a MOAKOXHA WHXKEKIHUS TPU
BB3pacTHU €: WK 395 mg Ha BCekH 3 ceMMIHU, IPUIOKEH KaTO MOAKOKHA MHXKEKIUS B PaMKHUTE
Ha 1 muHyTa mim 790 mg Ha BCekH 6 CEAMULM MPUIIOKEH KATO MOJAKOKHA MHXKEKIIHS B pAMKUTE Ha
2 munytu. IlanmenTtun, nmomydaBamu Pembrolizumab 3a MHTpaBeHO3HO NpHIIOKEHHE, MOraT Jaa
npeMuHaT KpM Pembrolizumab 3a moJK0XKHO NPHIIOKEHHE TPH ClieABAIIATa IJIAHWPAaHA 03a.
[TanenTtu, momyyaBamu Pembrolizumab 3a moako’kHO mpuiioXeHHE, MOTaT Aa MPEMUHAT KbM
Pembrolizumab 3a mHTpaBeHO3HO MPHUIIOKEHHUE TP CIICABAIATA TUTAHUPAHA J103a.

Dostarlimab B komOuHamus ¢ carboplatin u paclitaxel e moka3ax 3a jjeueHre Ha Bb3PACTHH ITAITUCHTKH
C TBPBUYHO aBaHCHUpall WM PElUIMBUpPAI] PaK Ha CHIOMETpUyMa C AeDUIMT B MEXaHHU3Ma 3a
BB3CTaHOBsBaHe Ha HechoTBeTcTBUATA B JIHK (AMMR)/BHCOKAa MUKpOcaTeTUTHA HECTAOMITHOCT
(MSI-H), kouTo ca KaHIUAATKH 32 CHCTEMHO JICYCHHE.

19.3. JlekapcTBeHM KOMOMHAIIMU, NIPUJIATAHU PU KAPHUHOCAPKOMH

Paclitaxel +Carboplatin

Paclitaxel 175 mg/m2 i.v. D1
Carboplatin AUC 6 i.v. D1

Paclitaxel +Ifosfamid

Paclitaxel 135mg/m2 i.v. 3a 3 waca D1

Ifosfamide 1.6g/m2/D i.v. (penyuupana po 1.2g/m2/ ako HAIMEHTHT € MOTYyUMII
npeaBapuTepHO JrbueTepanus) D1-3.

IToBTOpEeHME Ha 3 ceaAMMIIN A0 8 HUKBJIA.

Cisplatin + Ifosfamide

Cisplatin 20mg/m2/D i.v. + Ifosfamide 1.5g/m2/d i.v.3a 1 wac DI1-4 Mesna 120mg/m2 i.v.
bolus 3a 15 munytu (HatoBapBama a03a) D1 Mesna 1.5g/m2/d npoabmkutenna ungysus D

1-4

Cisplatin

Cisplatin 50 mg/m2 i.v. D1
[ToBTOpEHUE HAa BCEKH 3 CEMUIIH.

Carboplatin

Carboplatin 400 mg/m2 i.v./D1
[ToBTOpEHUE HAa BCEKH 3 CEMUIIH.




Paclitaxel

Paclitaxel 110-200mg/m2 i.v. D1
[ToBTOpEHUE HAa BCEKH 3 CEAMUIIN.

Topotecan

Topotecan 1.2—1.5mg/m2/d i.v. D 1-5
[ToBTOpEHME HA BCEKU 3 CEIMULIN.

Docetaxel - IIpunara ce npu nporuBonoxa3anus 3a jedenue ¢ Paclitaxel

Docetaxel 36mg/m?2 3a 1 vac, i.v. D1,8, u 15
[ToBTOpEHME HA BCEKU 4 CEMUIIN.

Ifosfamide

Ifostamide 2g/m2/d 1.v. + Mesna 2g i.v. B HauanoTto 15 MuHyTH nipeau nH}py3usaTa
Ha Ifosfamide - D1 - 3
[ToBTOpEHME Ha 3 ceqMHUIIH.

19.4. XopmoHoTepanusi

AnfoBaHTHA XOPMOHOTEpanusi HE C€ TPOBEKAA. XOPMOHOTEpAIWsi Ce MpHiara mpu OOJTHH C
nudepennupanu Tymopu (G1), ¢ mokopernoHaieH peuuIuB W/Win JajedyHu Meractasu. EQexTsT
Ha JICYCHUETO C€ OMpeAeis OT HAIM4YMe Ha CTEPOMIHU PELENTOPH B TyMOpa, MOpPaJd KOETO ce
NpernopbuBa MMYHOXHUCTOXUMHUYHO U3CIICIBAHE.

Medroxyprogesterone Acetate — 1000 mg P.O. nueBHo (10 qHu Hacumane); cien ToBa — 500 mg
P.O. 3 mbTH ceqmMuyHO — camocToATeTHO WK B KoMOuHanus ¢ Tamoxifen — 40 mg P.O. queBHO.

19.5. CapxoMu Ha MATOYHOTO TSIO

MatoyHuTte capkoMu OOXBam@aT MO-Maako OT 1% OT 3JI0KaYeCTBEHHUTE TMHEKOJOTHYHU
3a0onsBanus 1 0T 2% 10 5% OT BCUUKHU 3JI0KaYECTBEHU 3a00/sIBaHNS HA MaTKaTta. JIeueHneTo mpu
JIOKAJIM3UPaHO 3a00JIsiBaHe € onepaTHBHO. JIbuenedeHneTo He € cTaHaapT — MPOBEKIa Ce CaMo IpH
ompejeneHn Toka3aHus. JlokanHo aBaHcHpanuTe, HeolepaOWIHH, KaKTO W MeTacTa3hpajuTe
TYMOpI/I ImoajexXatr Ha CUCTEMHO .HCKapCTBeHO JICUCHUC — XOpMOHaJIHa Tepamfm HpI/I onpez[eneHI/I
XUCTOJIOTUYHHU THUIIOBE U INUTOCTATHUYHO JICUCHUC. HI/ITOCTaTI/I‘IHOTO JICUCHHUEC HE CC pa3quaBa
CBIIECTBEHO OT TOBA MPU OCTAHAIUTE MEKOTHKaHHU CAPKOMHU.

JleiioMuoOCcapKkoM

o Gemcitabine 900mg/m?2 i.v. 3a 90 munytu D 1 u 8 , cnegsan ot Docetaxel 100mg/m2 i.v.
3a 60 MunyTH - D8, ciieiBaH OT rpaHyJIONUTEH KOJoHHO-cTUuMympai gaktop (G-CSF) 150p/m2 s.c.

D 9-15 unu Pegfilgrastim 6mg s.c. D 9 unu 10. [loBTopenue Ha 3 ceIMUIM A0 MPOTPecust

WJIM NIPOsIBa HA TOKCUYHOCT.
[TanmenTH, mNOMYyYMIM TpPEABAPUTENHO JIbYETEpanmusl 3a Tas3a, I[0JydyaBaT JdO3H



Gemcitabine 675mg/m2 i.v. u Docetaxel 75 mg/m2 i.v.

Doxorubicin 50mg/m2 3a 15 munytu DI, mocnensan ot Ifosfamide 5g/m2 upe3 24
yacoBa uHdy3us i.v. c Mesna 6g/m2 B 36 wuacoBa wuH]y3us i.v. [loBTopeHue Ha 3
CEIIMUIIH.

Doxorubicin 60 mg/m2 i.v. D1

Dacarbazine 750 mg/m2 i.v. upe3 un¢y3us 3a 96 yaca D1 no 4 IloBropenue Ha 3
CEZIMUIIH.

Gemcitabine 10mg/m2/muH i.v. 3a 180 munryTu D 1, mociiensan ot Dacarbazine 500mg/m?2
1.v. 32 20 MuHYTH Bceku 2 cenMuiy A0 obmro 12 nukbna. [loBraps ce Ha Bceku 2 ceqMuIu
o obmio 12 nukbia.

Vinorelbine 25mg/m?2 i.v. 3a 10 munyTu D 1 u 8, mocneasano ot Gemcitabine 800 mg/m2
1.v. 32 90 min. [ToBropenue Ha 3 cenmuiin. MOHOXUMHUOTEpANus

Ifosfamide 2g/m2/d i.v. + Mesna 2g i.v B Hauanoto 15 mMuHyTH npenu uHpy3usTa Ha
Ifosfamide D1-3. [ToBTopenue Ha 3 ceqmuIiy.

Dacarbazine 1200 mg/m2 i.v. 3a 20 munyta - D1 IloBTopenne Ha 3 ceamuiu 10
MaKCHUMYM & LIUKBJIA.

Doxorubicin 75mg/m2 i.v. bolus - D 1 IToBropenue Ha 31 gau.
Epirubicin 75mg/m2 i.v. bolus - D1 [ToBropenue Ha 3 ceaMuIiy.
Gemcitabine 1,000mg/m2 i.v. D 1, 8 u 15 IloBTOpenue Ha 4 ceaqMUIIn.
Ifosfamide 1.5gm/m?2 i.v. exxenneBHo ¢ Mesna D 1 0 5

Vinorelbine 30mg/m2 D 1 u § [ToBTopenune Ha 3 ceqmuny.

Docetaxel 36 mg/m2 i.v.3a 1 wac D 1, 8, u 15 IloBTopenue Ha 4 ceqMUIIU.



20. TPODPOBJACTHA BOJIECT

['ectarmonnara TpogobracTHa 6oect o6equHsIBa IpyTa 3a00IIBaHuUs, CBBP3aHU C TYMOPH, KOUTO
ce pa3BUBaT OT TPOoPOOIACTHU KIIETKH B TUIAIIEHTATa IO BpeMe Ha OpeMeHHocTTa. HezaBucumo ot
HHUCKaTa CH YECTOTA — IMO-MAaJIKO OT 1% OT rTMHEKOJIOrHYHHUTE TyMOPH, TSI ITPEIICTABIISBA 3HAYUTEIICH
MHTEpEC MOpaJal MHOTO TOOPUTE JIeYeOHH pEe3yNTaTd y MJIaIu KeHH B PEIPOAYKTUBHA BB3PACT.
Yerupute BUIa Ha TecTaliioHHa TpodobdIacTHa OOIECT BKITIOYBAT: IThJIHA MOJIAa XUIATUTO3A - TIPH
Hesl He ce HaONoIaBaT TUIOMHU M TUIAIICHTAPHM YacTH, YaCTUYHA MOJia XHUIATHUTO3a, KOUTO
CHOTBETHO CE pa3JIeNIAT Ha HEMHBa3MBHA M HHBa3MBHA MOJIa, U XOpHOKapluHOM. MIlHBa3uBHaTa MOJIa
¢ ITbJIHA MOJIa — UMa IECTPYKTHBEH CTPOCK M WHBA3UPa MYCKYJIHUS CIIOW HA MaTOYHATa CTCHA.

XOpHOKapIUHOMBT € PSIBK arpeCUBEH TYMOp, Mpou3Xoxaaml oT TpododnactHus enuten. Haii-
gecT € 10 35 r. Bp3pact. YecTo mpean HEro € MMallo TPO3IOBHIHA OpPEMEHHOCT, TUIAICHTApHU
TpooOJACTHH TYMOPH M CMHUTEIOMAHH TPOPoOJACTHH TYMOPH, KOWTO Ca MHBA3MBHU M ca
Hapuvanu ['ectarmonHa tpodobaactHa Heorazus (GTN). UecTorara Ha MoJa XUAaTUTO3a € TIO-
Mmaiko oT 10 na 1000 6peMeHHOCTH.

CerinacHo npenopskute Ha FIGO, cinen eBakywpaHe Ha Mona xupatugosa, auarsozara GTN
(rectarmonHa TpodoOIacTHA HEOIa3Us) C€ TIOCTaBs MPU:

3agbpkane croitHoctute Ha 6eta UXI (B-HCG — "yoBemkn XopruoroHaJjoTponiH) Ha €JTHO HIUBO HaJ
3 ceamunu nokauBaHe ¢ Haa 10% Ha cToiiHocTuTe Ha Oeta UXI' B pamkuTe Ha 2 -4 ceAMULIY;
3aabprkane Ha ctoiiHocTH Ha B-HCG Hag HOpMmata 6 Mecelia clie]] eBaKyalus Ha MoJjara;
XUCTOJIOTHYHO JOKA3aH XOPUOKAPIIMHOM, IUIAleHTapeH Tpo¢oOIacTeH TyMOp WU CTMHUTEIOUACH
TpodobIacCTEH TYMOP JAAJIEYHO METacTa3upaHe.

B nombnHeHne KbM aHATOMMYHOTO CTaJUpaHe Ce Ipuiara TOYKOBAa CHCTeMa, BKIrouBama 19
MIPOTHOCTUYHHU (aKTOpa 32 OLICHKA HA PUCKA U TIPOTHO3MPAHE OTIOBOPA KbM XUMHUOTEpAIusl.

[TaneHTKH C MO-Majako OT 7 TOYKM MMAT HUCBK PUCK OT pPa3BUTHE HA PE3UCTEHTHOCT KbM
JICYEHHETO M OOMKHOBEHO C€ IOCTUTa PEMHCHS C MOHOTepamus. BucokopuckoButTe OO0IHU
noJyiexar Ha KomMOuHupaHo sedeHue. Haii-romsima texxect uma HUBOTO Ha B-HCG, TymopHUST
pasmep, OpOsT  JTOKaIH3aKATa HA METaCTa3UTe.

Monudunrpana nporsoctuyHa ToukoBa cucrema Ha C30, anantupana keM FIGO

Puckos ¢akrop | Touku 0 Touxkn 1 Touku 2 Touku 4

Bw3pact <40y >40y — —

[IpenmecTBama | moia AbopTt Term -

OpEeMEHHOCT

Mecenu or | <4 4-6 7-12 >12

HA4aj0To Ha

OpeMeHHOCTTa

[IpenneueOHu <10° 10°-10* 10*-10° >10°

cr-ti Ha hCG*

Haii-romsm <3 cm 3-4 cm >5 cm -

TyMOpPEH p-p

/BKJ1.MaTKaTa/

Meractazu bsin apo6 Crneska, ' tpakr Uepen Zpod
O0BOperu MO3BK




bpoii metactazu | — 1-4 5-8 >8

Heycmex oT | — — MOHOTEpAIHS >2 MUTOCTATHKA
npealecTBaa

XT

*hCG = human chorionic gonadotropin

Pesynrar 0-6 = Huchbk puck Pesynrar >7 = BUCOK pHCK
XuMmHuoTepanusTa € Hail — e(peKTUBHUAT MeTo/ Ha JiedeHue npu 0onHute ¢ GTN. [IpoueHTsT Ha
n3nekyBane poctura 100 % npu Huckopuckosute U 80-90 % mpu BUCOKOPUCKOBUTE MALUEHTKH.
20.1. JleyeHue NpH HUCHK PUCK
Metothrexate — 40 mg/m2 .M. cenmuano, 10 HOpManu3upane Ha hCGT.
Metothrexate + Leucovorin
Metothrexate — 1 mg/kg LM., nau 1,3,5u 7
Leucovorin — 0.1 mg/kg I.V., nau 2, 4, 6, u 8
[ToBTopenue npe3 21 auu (1o HopMmanuzupane Ha hCGT).
20.2. JleyeHHe NPU BUCOK PUCK
EMA-CO
Metothrexate — 100 mg/m2 1[.V. ennouacoBa undysus, aen 1
Metothrexate — 200 mg/m?2 1.V. 24-gacoBa un¢ys3us, neH 2

Leucovorin — 15 mg/m2 1.V. npe3 6 gaca (8 mo3u) ot yac 16 cimen 3amouBaHe Ha 24-dacoBara
uHdy3us ¢ Metothrexate Etoposide — 100 mg/m2 I.V., nau 1 u 2

Dactinomycin — 0.5 mg LV, mam 1 u 2
Cyclophosphamide — 600 mg/m2 1.V., nen 8 Vincristine
-1 mg/m2L.V., nen 8

[ToBTopenue npe3 28 nuu (10 HopManusupane Ha hCGT).

CracuteHa XMMHOTEpAIHs IPY BUCOKOPUCKOBH NAIIMEHTH

EP-EMA
EP

Etoposide 150mg/m2 i.v. 30 mun. un. nen 1 Cisplatin 3x25mg/m?2 i.v. 4 4. un. nes 1

EMA

Etoposide 100mg/m2 i.v. 30 mun. und. nen 1 Methotrexate 300mg/m2 i.v. 12 4. uad nen 1



Dactinomycin 0,5 mg i.v. 6onycnen 1

Ca folinate 15 mg 2X nH p.o/i.m npe3 124 gen 1 u 3 Havanmo - 244. cien HavajaoTO Ha
METOTpeKcaTa.

AJTepHpaIlo nNpuaoKeHue Ha ABeTe KOMOMHALINY MIPe3 CEAMUYHN WHTEPBAJIH.

TP/TE
TP

Paclitaxel 135 mg/m2 i.v. , 3-uacoBa unpy3us nen 1 Cisplatin 60 mg/m2, 3-yacoBa nndy3us aex 1
AnTepHHpaIo NPUI0KEHHUE C:

TE

Etoposide 150 mg/m2 i.v. l-gacoBa wuHby3us neH 15

Paclitaxel 135 mg/m2 i.v. , 3-yacoBa undys3us aeH 15

Jleuenuero ce npeycTaHoBsBa IpH HopManu3upane Ha 6eta UXI 3a 8 ceqmury.



21. KAPIIMHOM HA MATOYHA HINHAKA

21.1. HeoagroBaHTHAa XUMHOTePANHs

HeoantoBaHTHA XMMHUOTepanusi He € CTaHIAPTHO JiedeHue. Moxe Ja ce TMPHIOKH MPH OTICIHH
O6omHn mo mpeneHka. IIpu nokamHO aBaHCHpana OOJECT CIEeJONEPaTUBHOTO JIbUEICUCHHUE Ce
npoBexaa eaHoBpemenHo ¢ Cisplatin xato pannocencubunmuszarop (40 mg/m2 cenmuuno, 4-6
ceaqmunn). [Ipn HeonepaOunHu OOTHM Ce IPOBEXK/IA CHIO CHUCTAHO XUMHOIbUECIICUEHHE.

21.2. CucreMHa Tepanus NpM MeTaCTaTU4YHA OosiecT

ITpu meTacTaTuyHa OOJIECT CE MpUIara CaMOCTOATEIHA XUMHOTEPAITHSL.

Cisplatin (Carboplatin) + Paclitaxel + Bevacizumab

Cisplatin — 50 mg/m2 (Carboplatin AUCS) I.V., nen 1
Paclitaxel — 135-175 mg/m2 I.V., nen 1
Bevacizumab — 15 mg/kg I.V., nen 1

[ToBTOpenue npe3 21 1HU, 1O POTPECHSI.

BOMP

Bleomycin — 15 mg [.V. B 96-yacoBa undy3us
Vincristine — 1 mg/m2 [.V., nen 1

Cisplatin — 60 mg/m2 1.V., nen 2

Mitomycin C — 8 mg/m2 1.V., nen 4 (npe3 42 nuu)
[ToBTOpenue npe3 21 auwm.

Cisplatin + Ifosfamide

Cisplatin — 75 mg/m2 1.V., nen 1
Ifostamide — 2000 mg/m2 1.V., nau 1-3
Mesna — 400 mg/m2 1.V. B wacose 0, 4 u 8 ciiex Hauanoro Ha [fosfamide

[ToBTOpenue npe3 21 nHU.

Cisplatin + Etoposide

Cisplatin — 20 mg/m2 1.V., aen 1-3
Etoposide — 100 mg/m2 1.V., nen 1-3
[ToBTOpenue npe3 21 auu.

Cisplatin + Gemcitabine

Cisplatin — 30 mg/m2 .LV., nea 1 u 8
Gemcitabine — 800 mg/m2 [.V., nen 1 u 8
[ToBTOpeHue npe3 28 1HMU.

Fluorouracil + Mitomycin C




Fluorouracil — 500 mg/m2 I.V., nau 1-3
Mitomycin C — 8 mg/m2 1.V., npe3 42 nuu
IToBTOpenue npe3 21 aHu.

Cisplatin + Topotecan

Cisplatin — 50 mg/m2 1.V., nen 1
Topotecan — 0.75 mg/m2 1.V., nau 1-3
[ToBTOpenue npe3 21 auu.

Topotecan + Paclitaxel + Bevacizumab

Topotecan — 0.75 mg/m2 1.V., nen 1-3
Paclitaxel — 175 mg/m2 I.V., nen 1
Bevacizumab — 15 mg/kg I.V., nen 1
[ToBTOpenue npe3 21 auu, 10 mporpecus

Bleomycin + Ifosfamide + Cisplatin

Bleomycin — 30 mg o6mia no3a .M., nau 1 u 8

Ifosfamide— 1000 mg/m2 I.V., nau 1-3

Mesna — 400 mg/m2 1.V. B yacose 0, 4 u 8 cien Hayanoro Ha Ifosfamide Cisplatin — 25
mg/m2 L.V., nau 1-3

[ToBTOpenue npe3 21 qHU.

Cisplatin

Cisplatin 50 mo 75 mg/m?2 i.v. nenl [loBTOpeHME Npe3 TpU CEIMUITA

Carboplatin

Carboplatin AUC 5-6 3a okono 60 muH. i.v. geHl
[ToBTOpenue npe3 21 wim 28 qHU A0 IPOrpeCUs WK TOKCUYHOCT

Paclitaxel moHnoTepanus

Paclitaxel 250mg/m2 i.v 3a 3 yaca cnej; cragmapTHa noaroroBka ¢ Jlekcameraszon, H1 u
H2 610kep
[ToTOpenue npe3 21 wim 28 AHU A0 NMPOrpecHst UM TOKCUYHOCT

CamocrosTenHa akTUBHOCT IIPU MpeTpeTHpaHu 60IHN MMa 1 MoHoTepanus c: [fosfamide,
Gemcitabine, Vinorelbine, Fluorouracil.

Cemlphmab KaTO MOHOTEpaIiu:a € IIOKa3aH 34 JICUCHUC Ha BB3PACTHU IMMALIUCHTU C pCHHUINBUPAIL]
HJIM METacTasvpall paKk Ha MaTOYHaTa IIHHKA 1 nporpecus Ha 3a00JIIBaHETO I10 BpEMC Ha WK CJICO
HJ'IaTI/IHa—68.31/IpaHa XUMUOTEpaIus.



NmyHoTepanusi B KOMOMHALIUSA ¢ XUMHOTepanus ¢ Wid 0e3 0eBanu3symMad npu ekcrnpecupar
PDL1c¢CPS=>1.

Pembrolizumab 200 mg IV na Bceku 3 cemmuim wnu 400 mg IV Ha Bceku 6 ceammunu, B
KOMOWHAIMS C XHUMHOTEpanus ChC WM 0Oe3 bevacizumab, 3a jedeHue Ha MEPCHCTHPAI,
pELMIUBHUPAIl WIM METACTATHUCH IIEPBUKAICH KApIMHOM IIPH BB3PACTHU, YUHTO TYMOPH
excripecupat PD L1 ¢ CPS > 1.

Jleuenuero ¢ Pembrolizumab npoabmkaBa 10 mporpecus WM HENpUEMIIMBAa TOKCHYHOCT. [Ipu
KJIMHUYHO CTaOWJIHM TalMeHTH C IbpBOHAYAIHU JAaHHH 3a IPOrpecHs Ha 3a00JsIBAaHETO €
IPENOPBUUTENHO JICYEHUETO Ja MPOIBJIAKH, TIOKATO IPOrpecusaTa Ha 3200 sIBAHETO HE CE TIOTBBP.IU.
[Tpenopbuntennara no3a Pembrolizumab mHXeKuMOHEH pa3TBOP 3a MOAKOXKHA MHXKEKLHUS HpU
BB3pAcTHH €: Wi 395 mg Ha BCEKH 3 CeIMUIU, IPUTIOKEH KAaTO MOJIKOXKHA MHKEKIUS B pAMKUTE
Ha 1 MunyTa uin 790 mg Ha Bceku 6 ceIMMIIN MPUIIOKEH KaTo MOJAKOXKHA MHXKEKIUS B PAMKHUTE Ha
2 munytu. [lanmenTtn, momydaBamm Pembrolizumab 3a MHTpaBeHO3HO NPHIIOKEHHE, MOTAT Ja
npeMuHaT KbM Pembrolizumab 3a mojaxo’xHO NpuiIoKeHHE NMpH ClieABallaTa MJIaHUpaHa [03a.
[TanmenTH, momyyaBamu Pembrolizumab 3a MoaKoKHO TPHUIIOKEHHWE, MOTAT Ja MPEMUHAT KbM
Pembrolizumab 3a uHTpaBeHO3HO MPUIIOKEHHUE TIPU ClIABAIATA IUIAHUPaHa J103a.

Nmynorepanus npu FIGO 2014 craguii III-IVA n1okanHo aBaHCHPaJ HePBUKAJIEH KapUHHOM

Pembrolizumab 200 mg [.V. na Bceku 3 ceamuuu mim 400 mg 1.V. Ha Bceku 6 ceamunu B
KOMOMHAIMS € XHUMHOJNBYETepanusi (JbueTepanus C BBHHIIHO O0ONbUBAaHE, MOCIEABaHA OT
Opaxurepanus), 3a yeuenue Ha FIGO 2014 craagmii III-IVA nokaiHO aBaHCHpasl IEPBUKAICH
KapIUHOM TP Bb3PACTHU, KOUTO HE Ca TOTYUYMIIH MPEAX0IHA Ae(PUHUTHBHA TEpaIlusl.

[TpoabmkaBa 10 MPOrpecus WM HEIPHEMIIMBA TOKCUYHOCT. [Ipy KIMHUYHO CTAaOMIIHH MAIIMEHTH C

II'bPBOHAYAIIHY JAHHU 32 IIPOrpecus Ha 3a00JI5IBAaHETO € MPENOPBUNUTENIHO JICYEHUETO J1a POABIIKHY,

JI0KaTO Mporpecusara Ha 3a00JsIBAHETO HE CE€ TOTBBPIH.
[IperoppunTennara no3a Pembrolizumab wHXEKIMOHEH pa3TBOP 3a IMOAKOKHA HHXKEKIUS TPU
BB3pACTHU €: WU 395 mg Ha BCekH 3 ceAMULU, IPUIOKEH KaTO MOAKOXKHA HHKEKLUS B PAMKHUTE Ha
1 munyTa nan 790 mg Ha BcekH 6 ceIMHULIM MPHIIOKEH KaTO MOKOKHA UHKEKLIMS B PaMKHUTE Ha 2
MuHyTH. [lanmentu, momydaBamu Pembrolizumab 3a uMHTpaBeHO3HO NpUIIOKEHUE, MOrar Jaa
npeMuHAaT KbM Pembrolizumab 3a moakoXHO TPUIIOKEHWE MPHU CleABAIlaTa IUIAHUPaHA 103a.
[TanenTtn, nomyvaBamm Pembrolizumab 3a moakoXHO MpuUIOXKEHHE, MOTaT Aa MPEMHHAT KbM
Pembrolizumab 3a nHTpaBeHO3HO MPHUIIOKEHHUE TIPHU CIICABAIATA TUTAHUPAHA J103a.

21.3. CpyeTraHo XuMHOJBYEICYCHHE

Hpnnara CC HCOAQAIOBAHTHA, aJlIOBAHTHA W II'bpBa JIMHUA XUMUOTCpAIIUA (HpI/I METaCcTaTu4Ha
0oecr).

e Cisplatin — 40 mg/m2 1.V, neH 1, Ha Bcsika ceMuIIa OT JIb4eliedeHHeTo (6 Kypca).
e Mitomycin C —4 mg/m2 I.V., gen 1, 20



22. 3JIOKAYECTBEHU TYMOPHU HA BAT'UHA

31m0KaueCTBEHUTE TYMOPH Ha BaruHaTa OMBaT MbPBUYHU U METACTATUYHU OT CHCETHH WU JAJICUHH
opranu. [IbpBUYHHTE TPOM3XOXKIAT E€AMHCTBEHO OT BIArajluIleTo, 0€3 y4acTHETO Ha portio
vaginalis colli uteri mnpokcumanHo wunm BynBata auctanHo. [Ipubmmsurenno 80% ot
3JI0KaYECTBEHUTE BAarMHAIHN HEOIIa3UH Ca METACTATHYHH, MPEJAUMHO OT 3JI0KAYE€CTBEHU TyMOPH
Ha IIWIKaTa HA MaTKara Wi eHaoMeTpuyma. KapunHOMUTE Ha BIAraJMmieTo ca peiaKd TyMOPH,
IPEJCTaBIABAT OKOJIO 1% OT 3710KaueCTBEHUTE TYMOPH Ha >KEHCKUTE TOJIOBU Oprasu. JledeHueTo
€ KOMIUIEKCHO, C IPUOPUTET Ha XUPYPTUYHOTO U JbuesiedeHue. Llurocratnyna tepanus ce nmpuiara
IpU IMCEMHMHALUS Ha 3a00JI1BaHETO B JAJICYHU OpraHu WK (IIO-PsIKO) MPHU JIOKAIHO aBaHCHpall
HeomnepabuieH Tymop. JlekapcTBeHUTEe KOMOMHAIMM C€ MPUIIOKPUBAT C TE3M, NMPHJIAraHu IpH
KapLMHOM Ha MaTOYHATA LIHIKA.

Cisplatin

Cisplatin 50 unu 100mg/m?2 i.v. (1 yacoBa uadysus) 1 nen
[ToBTOpEHNE HA BCEKH 3 CEMUIIN

Cisplatin + Vinorelbine

Cisplatin 80mg/m2 i.v. neH 1
Vinorelbine 25 mg/m2 i.v. nen 1u 8
[ToBTOpEHUE Ha BCEKHU 3 CEAMUIIH

Cisplatin + abyesieueHue

Cisplatin 40mg/m2 (makcumym 70 mg/m2) i.v. CCIMUYHO 3aeIHO C JIbUeTepanus - Gpakmuu
1,8Gy/d B d 1-5 (makcumym 3a 7 ceaqmuun), 1o OO/ 57,6 Gy B 32 ¢pakuuu 3a 06eMHO
3a0oJsiBaHe

Cisplatin + 5-FU

Cisplatin 4 mg/m2/d i.v. - npogbiokuTenHa uady3us D 110 4

5FU 250 mg/m2/d i.v. - npoabmkutenta ungysus D 1 go 4

[ToBTOpenue exxecenmuuHo (x4) Turroc cumyntanHa rpuerepanus 40-50 Gy, 2Gy Ha
bpakuus.




23. 3JIOKAYECTBEHHU TYMOPH HA BYJIBATA

310KaueCTBEHUTE HOBOOOPA3yBaHUs Ha ByJIBaTa ca CPAaBHUTEIHO PSAKO CpeliaHy 3a0omsBanus (3-
5% OT TeHUTANMHUTE KapIIMHOMH), KaTO CpeHaTa Bb3pacT Ha 3adomenute € 65 roaunu u easa 5%
OT MAllMEHTHUTE ca BbB Bb3PACT MpeIn MeHonay3a. ['ojemMure cpaMHM YCTHH ca Hal-4eCTOTO MSACTO
Ha M3siBa Ha BYJIBApHUs KApILMHOM U CbhCTaBisgBaT okosno 50% ot ciydamte. OOXBallaHETO Ha
MAaJIKUTE CPAMHHU YCTHU € 0Koso 15% - 20% ot cimyuyaute. KnutopsT u bapTonnHoBure xies3u ca
no-psiaxko anraxkupanu. Oxoso 90% oT ByJaBapHUTE KApLIUHOMH Ca TUIOCKOKJIETHYHH.

HpeHOp’I)‘-II/ITCJ'IHI/I JICKApPCTBCHU IMPOAYKTU U KOM6I/IHaHI/II/I OT TAX 3a JICUCHUC HAa paK Ha BYyJiBaTa

BrxurouBar ce paznuunu komOuHanmu ot S- Fluorouracil (5-FU), Cisplatin, Mitomycin - C,
wi Bleomycin, ekcTpanonupanu OT peKUMHU, U3IMOJI3BAHM 32 aHAJICH WJIH IJIOCKOKIIETHYCH PaK Ha
MIMiKaTa Ha MaTKara, KakTo u:

Cisplatin

Cisplatin 50 wim 100mg/m2 i.v. (1 vacoBa undy3wus) nex 1
[ToBTOpEHME HAa BCEKU 3 CEIMULIU

Cisplatin + Vinorelbine

Cisplatin 80 mg/m2 i.v. nieH 1,
Vinorelbine 25 mg/m2 i.v.neH 1u 8
[ToBTOpEHNE HA BCEKU 3 CEIMMUITH

Cisplatin + gbyesieueHue

Cisplatin 40mg/m2 (Mmakcumym 70 mg/m2) 1.v. CEIMHYHO 3a€HO C JTbueTepanus - (ppakuuu
1,8Gy/d B d 1-5 (makcumyM 3a 7 cenmutn), 1o OO/ 57,6 Gy B 32 dpakiuu 3a 00eMHO
3aboJsIBaHe.

Cisplatin + 5-FU

Cisplatin 4 mg/m2/d i.v. - npoabmxuTensa nagysus D 110 4

5FU 250 mg/m2/d i.v. - mpogsmkutensa nagysust D 1 no 4

[ToBTOpenue execeqMUUHO (x4) mitoc cumyaTanHa apuetepanus 40-50 Gy, 2Gy Ha
bpakuys.




24. KAPIIMUHOM HA ITUKOYEH MEXYP

ToBa e 3abonsiBaHe MPEAUMHO MPHU BB3PACTHU MBbXke - MeKAy 60 u 80-roauiHa Bb3pacT, CpeiHa
BB3pacT 73 r. Hanure ca ocobeHoctu B reorpa)ckoTo pasnpezesieHne Ha 3a00IBaHeTO — M0- YECTO
ce cpetla B ctpanuTe oT CpeIn3eMHOMOPCKHS pErHoH, KakTo U B Hsikou paiionu Ha CAILLL, kpaeto
[IKCTO30MHUAa3aTa e Mmo-pasnpocrpanena. Cpela ce mo-4ecTo y 0eii HHIUBUIN, OTKOJIKOTO Y YUEPHH
win asuartiuu. B EBpomneiickus cpio3 3abomsemoctra € 19.5/100 000 rogumniHo, cCMBPTHOCTTA —
7.9/100 000 roxumino, Kato 75% ot GonHUTE ca HaJl 65 T. Bb3pacT.

24.1. HewnHBa3duBeH KapuUUHOM

Crniopen pucka oT mporpecust OOJIHUTE ce pa3JessIT Ha cieHuTe rpynu: (1) HUChK pUCK — eAMHUYEH
TYMOp C pa3MepH moja 3 cm B JuaMeTbp u ¢ Bucoka audepeHmmanus (Gl); (2) BUCOK pHUCK —
MYITH()OKATHA WK YECTO PEIUINBUPALIN TYMOPH, HaJ 3 ¢cm B AMaMEThp, HUCKO Au(epeHInpann
(G3), unm kapiHOM in situ; (3) cpeaeH PUCK — BCUYKH OCTAHAJIH.

Crnen tpancyperpanda pesekiusi (TUR) mpu HUCBK, CpeieH MM BHCOK PUCK 3aBIDKUTEITHO CE
MPOBEXK/Ia €THOKpaTHA MHTpaBe3ukaiHa one shot tepanus ¢ Mitomycin C — 40 mg (20 mg npwu
HUCBHK puck) uin ¢ Epirubicin — 50mg.

[Tpu HUCHK puck ciex one shot TepammsTa ce mpwiiara aalOBaHTHA MHTPABE3WKAHA Tepamnus C
Mitomycin C — 20 mg wim ¢ Epirubicin — 50 mg, BkitouBaia 6 exxeceMuaHu, mocieasanu ot 10
(6 3a Epirubicin) exxeMeceYHH arTHKaIIH.

[Ipu cpenen W BUCOK pHCK ciex one shot Tepamusita ce mpuiara aaiOBaHTHA WHTpPaBE3WKaTHA
tepanusa ¢ Mitomycin C — 40 mg wiu ¢ Epirubicin — 50 mg, BkIrouBama 6 execeaMUyHH,
nocnenanu ot 10 (6 3a Epirubicin) exxeMeceuHr arIMKaium.

[Ipu cenextupanu OGosHM ¢ BUCOK puck (in situ high grade) ce mpoBexna WHTpaBe3WKaIHA
umyHoTeprnanusi ¢ BCG — 37.5 mg cenmuuno (6 ceaMmuIm), IMOCIEABAHO OT TOIIBPIKAIIO0
MPUJIOKEHUE HA 3 MHCTWIALIMM Mpe3 ceaMula Ha 3-Tu, 6-tH, 12- tu, 18-tu, 24-t1, 30-TH U 36-TN
Mmecell. [IpoTuBonoka3ana e mpu NO3UTHBEH KOXKEH TyOepKyIHMHOB TecT (= 10 mm).

24.2. XwummuoTepanusi IpU HHBA3MBeH KapUHUHOM
HpHnaFa CC HCOAQAMOBAHTHA, AAIOBAHTHA W HObpBa JIMHUA XUMHOTCpPAIIUA (HpI/I MEeTacTaTudHa
oonecr).

M-VEC

Metothrexate — 30 mg/m2 .M., nau 1, 15 u 22
Vinblastine — 3 mg/m2 L.V., ngau 1, 15 u 22
Epirubicin — 50 mg/m2 1.V., nen 1

Cisplatin — 60 mg/m2 1.V. gen 1

[ToBTOpeHue npe3 28 aHMU.

GEMCIS




Gemcitabine — 1000 mg/m2 I.V., gau 1, 8 u 15
Cisplatin — 75 mg/m2 1.V., nen 1
[ToBTOpEHue npe3 28 qHU.

MVC

Metothrexate — 30 mg/m2 .M., nau 1 u 8
Vinblastine —4 mg/m2 I.V., nau 1 u 8
Cisplatin — 75 mg/m2 1.V., nen 2
[ToBTOpeHue npe3 28 AHU.

Epirubicine + Etoposide

Epirubicine — 50 mg/m2 1.V, nen 1
Etoposide — 100 mg/m2 I.V., nen 1-3
[ToBTOpenue npe3 21 auwm.

Paclitaxel + Cisplatin

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

Gemicitabin + Paclitaxel

Gemicitabin — 1000 mg/m2 .V., nen 1, 8
Paclitaxel — 175 mg I.V., nen 1
IToBTOpenue npe3 21 aHu.

Gemcitabine — 1000 mg/m2 I.V., nau 1, 8 u 15
IToBTOpEeHME npe3 28 1HMU.

Carboplatin AUC6 L.V.
[ToBTOpenue npe3 21 nHU.

ITP

Paclitaxel 200 mg/m2 i.v. B aeH 1

Cisplatin 70 mg/m2 i.v. B e 1

Ifostamide 1500 mg/m2/nueBHo i.v. B 10U 1-3, ¢

Uromitexan yponpoTeKIHs

[ToBTaps ce npe3 3-4 cenmunm (¢ G-CSF noakpemna) (MmakcumaneH 6poii 6 Kypca)

Gemcitabine + Carboplatin + Docetaxel (GCD)

Gemcitabine 1000 mg/m2 i.v. B nau 1 u 8
Carboplatin  AUC =51.v.B geH 1
Docetaxel 70 mg/m2 i.v. B neH 1
[ToBTaps ce pe3 3 cenMuim




24.3. TlepuonmepaTHBHA CHCTEMHA JICKAPCTBEHA TEPAINHs/CaHABHY Tepanus IPH HHBa3HBEH
KapUMHOM

Durvalumab* B xomOuHanus ¢ gemcitabine u cisplatin kaTo He0aJIOBaHTHO JIEYEHUE, TTOCIEABAHO
oT durvalumab MOHOTepanus KaTo aJlOBAaHTHO JICUCHHE CIIe/l paJuKalHa UCTEKTOMMUS, € TIOKa3aH
3a JIeYeHHE Ha BB3PACTHHU C OTepabuiIeH MyCKyJIHO-UHBa3UBEH pak Ha nukouHus mexyp (MUPIIM).

[Ipenopbuntennata mo3za durvalumab B HeoamoBanTHaTa (aza € 1 500 mg B koMOMHamus ¢
XMUMHUOTEpANUs Ha BCEKU 3 CeIMUIM 3a 4 IMKbJIA IPeAd XUPyprudHa omnepanus, nocjieaBaHo ot 1
500 mg Ha Bceku 4 ceAMMIM KAaTO MOHOTEpamus 3a 10 8 IUKBJIA CIEJ XUPYpPrHuHa Oleparus.
[Tpunara ce kato MHTpaBeHO3HA HHQY3H B TpoabbkeHue Ha 1 gac. Koraro durvalumab*ce nmpuara
B KOMOMHAIMS C XUMHOTepanus, B IeHs Ha NpuiaraHe Ha Jo3ara mbpBo ce mpuiara durvalumab,
MOCJIeIBAHO OT XMMUOTEPAIUATA B CHIIUS JICH.

24.4. ApoBaHTHA HMYHOTepanusi IPY HHBa3MBEH KAPUHHOM
NmyHoTepanus

e Nivolumab karo MoHOTepamus 3a aJIOBAHTHO JICYCHHWE HA BBH3PACTHH ITALUEHTH C
MYCKyJIHOMHBa3uBeH ypoteneH kapuuHoMm (MIUC) ¢ PD-L1 ekcnpecus Ha TyMOpHHU
KJIeTKU >1%, KOUTO ca ¢ BUCOK PUCK OT PEIUAMB CIIE] U3BbPLICHA PaJUKaIHA PE3EKIUS
Ha MIUC. Ilpunara ce unTpaBeHo3HO B 1032 240 mg 1.V. Ha Bceku 2 ceagmuuu win 480
mg [.V. Ha Bceku 4 ceamuiy. MakcumanHaTa NPOJBIKUTEIHOCT Ha JIEYEeHUETO € 12
Mecena.

24.5. IIvpBa IMHMSA MMYHOTEpanus
NmyHoTepanus

e Pembrolizumab 200 mg I.V. Ha Bceku 3 ceaqmunu unu 400 mg 1.V. Ha Bceku 6 ceqmuny B
koMOuHamms ¢ enfortumab vedotin kato mbpBa JWHUS JICUEHUE HA HEONEpaOWIIEH WIIH
MeTacTaTHUYEeH yPOTEJIeH KapILMHOM IIPH Bb3PacTHHU.

e [IpoabmxaBa O Hporpecus WINM HENpUEMIIMBA TOKCHMYHOCT. [Ipy KIMHMYHO cTaOWiIHU
MalUEHTH C MbPBOHAYAIHM JIAaHHU 3a IPOrpecusi Ha 3a00NISIBAHETO € MPENOPbUNUTETHO
JIEYECHHUETO J1a MPOJBIDKHU, TIOKATO MPOrpecusiTa Ha 3a00JIIBaHETO HE C€ MOTBBPAH.
[IpenopbunTennara no3a Pembrolizumab nHxeKLMOHEH pa3TBOP 3a MOJKOKHA WHKEKIINS
IIpY BB3pacTHU €: Ui 395 mg Ha BcekH 3 ceMUIIM, IPUIIOKEH KaTO MOAKOKHA MHIKEKIIHS
B paMkuTe Ha | MuHyTa wim 790 mg Ha BcekH 6 ceAMMLM MPUIIOKEH KaTo MOJKOXKHA
WH)KEKIWsS B paMKuTe Ha 2 MuHYTH. [lanmmentn, momydaBamu Pembrolizumab 3a
UHTPABEHO3HO TNPHIIOKEHHE, Morar Ja npeMuHaT kKbM Pembrolizumab 3a moakoxHO
MPUIIOKEHNE TIPU ClIeABAaIaTa IIaHupana ao3a. [larmmentu, momydaBamm Pembrolizumab
3a MOJKOXXHO NPUIOKEHUE, MOorar Jja mpeMuHaT kbM Pembrolizumab 3a uHTpaBeHO3HO
MIPWIOXKEHNE NIPU CJie/iBallaTa IJIaHUpaHa J03a.

e Pembrolizumab — 200 mg IV na Bceku 3 cenmuru unu 400 mg 1.V. Ha Bceku 6 cenmuiy,
neH 1. 3a JledyeHne OT ITbpBa JIMHKS Ha JIOKAJTHO aBaHCUPAJT WIM METACTaTUYCH YPOTeleH
KapIMHOM IIPH BB3pPacTHH, KOUTO HE OTroBapsaT Ha ycnoBusTa 3a Cisplatin -6a3upana
XUMHUOTEpANusi U YMUTO TyMopH ekcripecupat PD-L1 ¢ koMOuHUpaH MOJOKUTENIEH CKOP
(combined positive score, CPS) > 10.

e [IpogbmkaBa 10 mporpecusi Wiu HeNpueMINBa TOKCUYHOCT. Ilpyu KIMHUYHO CTaOWIHU
MAlMEHTH ¢ MbPBOHAYAIHH JaHHU 32 MPOTpPEcUsi Ha 3a00JISIBAHETO € MPENOPHUUTEITHO



JICUCHUCTO Aa MMPOABJIKU, JOKATO IIPOrpeCUATa Ha 3a00/Is1BaHETO HE Ce MOTBBPAHU.

[Ipenopwuntennara go3a Pembrolizumab wHXEKIMOHEH pa3TBOP 3a MOJIKOXKHA WHXKCKITUS
MIPU BB3pACTHU €: Wi 395 mg Ha BCEKH 3 CeAMULIU, TPUIIOKEH KATO MOJIKOKHA UHXKEKIIUS B
pamkute Ha 1 MmuHyTa i 790 mg Ha BCEKH 6 CEIMUITU MPUITOKEH KATO MOJIKOKHA MHKEKIIHS
B pamkure Ha 2 MuHyTH. [laruenrtu, mosmydaBamm Pembrolizumab 3a uHTpaBeHO3HO
MPUJIOKEHHEe, MOTraT Ja MpeMuHaT KbM Pembrolizumab 3a moaKoXHO TPHIOKEHHE TMPHU
clenBamiata IUlaHUpaHa go3a. llamuweHTtd, monmydaBamy Pembrolizumab 3a moakoxHO
MIPUJIOXKEHWE, MOTaT Jia ipeMruHaT KbM Pembrolizumab 3a UHTpaBEeHO3HO MPWIIOKEHUE TIPU
cleqBamniaTa miaHupaHa J103a.

e Atezolizumab — 840 mg unTpaBeHo3Ho npe3 2 ceamuu win 1200 mg MHTPaBEHO3HO Mpe3
3 ceamuny, unu 1680 mg MHTpaBEHO3HO Tpe3 4 ceaMuiu (MpU TAIUEHTH, KOUTO Ce
cuuTat Henoaxoaaum 3a jgeuenue ¢ Cisplatin 1 yunro tymopu umat PD-L1 excnipecust >
5%) no 3ary0a Ha KIIMHUYHA [10J132 WX HEKOHTPOJIUPpYeMa TOKCUYHOCT

¢ [Ipu manmeHTH, KOUTO OTrOBApAT Ha ycioBusTa 3a Cisplatin -0a3upana xumMuoTepanus u
YUUTO TYMOpPH HE ca MpOrpecupany clie] XUMHUOoTepanus Ha Oa3zaTa Ha IUIaTHHA ce
npusara nojabpikaiia repamnus ¢ Avelumab. [Ipenoppuntennara nqo3a xva Avelumab karo
MoHoTepanus € 800 mg, mpuIokKeHa UHTPABEHO3HO B MPOAbJKEHHE HAa 60 MUHYTH, HA
Bcekn 2 cenmunu. [lpwiokenmero Ha Avelumab TpsOBa 1a NPOIBIDKK IO
IpernopbUnTeIHATa CXeMa JI0 Iporpecus Ha 3a00JsIBaHETO WIIM TOsBa HA HEMpPUEMIIUBA
TOKCUYHOCT.

¢ [lpu manueHTH, KOUTO HE OTTOBapsAT Ha ycioBusTa 3a Cisplatin -6a3upana XuMHOTEpais
1 yunTo TyMopu Hamat PD-L1 ekcnipecus unu ca c HeusBecteH PD-L1 craryc ce npunara
XUMHUOTEpanusi Ha OCHOBaTa Ha carboplatin, mociienBana oT MOIIBpIKaIa TEpaIus C
Avelumab npu TymMOpH, KOUTO HE ca MPOTPECUpPATH CJIe] XUMHUOTEpanus Ha Oa3aTa Ha
Carboplatin. [Tpunoxxenuero Ha Avelumab TpsOBa 1a MPOABIKH TTO TPENOPHYUTEITHATA
cXeMa JI0 Mporpecust Ha 3a00JIIBaHETO WU MOSBA HA HEMPUEMIINBA TOKCUYHOCT.

e [lpu Te3um namMeHTH, KOMTO HE oTroBapar Ha ycioBusta 3a Cisplatin -6a3upana
XUMHUOTEpanus U 4uuTo Tymopu ekcrpecupat PD-L1 ce nmpunara Carboplatin -6a3upana
Tepamnus, MocieBana OT MoAxbpKalia Tepanus ¢ Avelumab mpu Tymopu, KOUTO He ca
Mporpecupay ciaea XxuMuoTepanus Ha 6a3ata Ha Carboplatin.

e Jlpyra BB3MOXKHOCT 3a MAaIlMEHTH, KOUTO HE OTroBapsAT Ha ycimoBusara 3a Cisplatin -
0asmpaHa XMMHOTEpanus W YUUTO TyMopu ekcmpecupaT PD-L1 e ma ce mpumoxkat
atezolizumab wu pembrolizumab.

Nivolumab B koMmOuHamms ¢ cisplatin u gemcitabine e mokaszaH 3a mbpBa JUHHUSA Ha
JIeYCHUE TIPH BBH3PACTHU TAIMEHTH C HEPE3CKTAOWICH WM METacTaTU4YeH YpOTEJIeH
KapIMHOM. , MPHWJIAaraH MHTPABEHO3HO B A03a 360mg B mpoabmkeHue Ha 30 MUHYTH B
KoMOMHaIus ¢ cisplatin u gemcitabine, Ha Bceku 3 ceAMHUIIN 32 10 6 IIMKBJIA, TOCIEIBAHO
oT nivolumab MoHOTepanusi, mpuIarad MHTPABEHO3HO B 103a 240 mg Ha BCEKU 2 CEMUIIH
B npoabikeHne Ha 30 munyTH nin 480 mg Ha Bceku 4 ceAMUIM B IpoabkeHne Ha 30
MunyTH. [IpenoppuBa ce neueHue ¢ nivolumab mno mporpecuss Ha 3abonsBaHeToO,
HEMpHUeMIINBa TOKCHYHOCT WM 110 24 Mecella OT bpBaTa J03a, KOETO HACTHIIH MIHPBO.



24.6. Bropa TuHHMA UMYHOTEpPANIUS

Pembrolizumab — 200 mg 1. V. na Bceku 3 ceamunum nin 400 mg 1. V. Ha Bceku 6 ceamunu, aeH 1
3a JICYCHUE Ha JIOKATHO aBAaHCUPAJ WJIM METACTaTWYCH yPOTEJIeH KapIIMHOM TIPHU BH3PACTHU, HA
KOUTO € NMPHUJIOKEHA MPEIXO0/IHA TUIaTHHA-0a3upaHa XUMUOTEPAIIUs

[ToBTOpEeHUE 10 MPOrPecus UIH HEMPUEMIIUBA TOKCUYHOCT. [Ipy KIMHUYHO CTAaOUIHM HallUEHTH
C II'bPBOHAYAIHU JAHHM 32 MPOTPEeCcHs Ha 3a00JIIBAHETO € MPEMOPHUUTEITHO JICYCHHUETO Ma
MPOABIDKH, TOKATO MPOTPECHUsITa Ha 3a00JI1BAaHETO HE CE€ MOTBBP/H.

[MpenoppunTennaTta go3a Pembrolizumab mHXEKIIMOHEH pa3TBOP 3a MOJKOKHA WHIKEKIHS TPH|
BBH3pACTHH €: WK 395 mg Ha BCEKU 3 CEIMHUIIN, TPHIIOKEH KAaTO MOAKOKHA WHIKEKIIUS B PAMKHTE
Ha | MuHyTa WM 790 mg Ha BCEKU 6 CEMUIU MPHUIIOKEH KaTO MOAKOXKHA WHKEKIHS B PAMKHTE
Ha 2 MuHyTH. [larmmenTy, nonyvasamyu Pembrolizumab 3a HHTpaBEeHO3HO NMPHIIOKEHKUE, MOTAT 13
npeMrHaT KbM Pembrolizumab 3a MoAKOKHO MPUIIOKEHHUE TPHU CleIBalaTa TUIAHUPaHa J103a.
[MarenTy, momyyaBamy Pembrolizumab 3a moIKoXKHO MPHIIOKEHHUE, MOTAT Ja MPEMUHAT KbM|
Pembrolizumab 3a HHTpaBeHO3HO MPHUIIOKEHHE TP CIIEABAIATA TUITAHUPAHA J1034.

Atezolizumab — 840 mg uaTpaBeHo3Ho npe3 2 ceamuiy i 1200 mg nHTpaBEHO3HO 1pe3 3
cenmund, win 1680 mg MHTpaBEHO3HO Tpe3 4 ceaMUIM 10 3ary0a Ha KIWHUYHA T0J13a WA
HEKOHTPOJIHUPYEMa TOKCUYHOCT

INivolumab xaTo MOHOTEpamnus € Moka3aH 3a JEYCHHE Ha JIOKAJTHO aBaHCHPaJl, HeoTepaOuiieH Wiy
MeTacTaTMYeH YPOTEJIEH KapLUWHOM Ipu BB3PACTHU CJEJl HEyCNelIHa IIaTHHa-0a3upaHa)
repanusi. [Ipunara ce uHTpaBeHO3HO B 103a 240 mg Ha Bceku 2 ceamuiy 3a 30 MUHYTH J0
Mporpecus Ha 3a00JSBAHETO WM HEMTPUEMIIMBA TOKCUYIHOCT.

24.7. Bropa JIMHUS TapreTHa Tepanus

Erdafitinib* kato MoHOTepamusi € TOKa3aH 3a JICYCHHE Ha BBH3PACTHU TMAIMEHTH C
Hepe3eKTaOuIeH WIM MeTacTaTHueH ypoTenieH kapiuuHoM (YK) ¢ 4yBCTBUTENHM T€HETHYHU
npomenu Ha FGFR3, konTto mpey ToBa ca MmoJTyqriIi IOHE €THA JIMHISI Ha TepaItis, ChIbpKalia
uaxuourop Ha PD-1 wmmm PD-L1, B ycnoBusAta Ha JiedeHHE Ha HEpE3eKTAOWJICH WIH
MeTtactatudeH kapuuHoM. [Ipenu na 3amoune na mpunara Erdafitinib, nexapst TpsOBa ga uma
MOTBBPKJICHUE 33 YyBCTBUTENHA(HH) nmpomsiHa(eHnn) B TeH FGFR3, onienena upe3 MeIUIIMHCKO
uznenue 3a in vitro nuarsoctuka (IVD) ¢ CE mapkupoBka chC ChOTBETHOTO MpeHA3HAUYCHHUE.
Axo IVD ¢ CE mapkupoBKa He € HaJTU4HO, TpsOBa Jja ce M3MO0JI3Ba aITepHATUBEH BaUANPaH
TECT.

[IpenoprunTennara HavanHa fgo3a Erdafitinib e 8 mg nmepopanHno BenHbk nHEBHO. JIeueHneTo
TpsiOBa /Ja MPOABIDKH JI0 MPOTrpecHss Ha 3a00JIIBaHETO WIIM O TOsSBaTa Ha HETPHEMIIMBA
TOKCHYHOCT.

24.8. Bropa u TpeTa JIMHUS CUCTEMHA Tepanus
Enfortumab vedotin karo MoHOTepanus € Mmoka3aH 3a JeYeHHE Ha Bb3PACTHU MAIEHTH C
JIOKAJHO aBaHCHpaJl WM METACTaTHUUYECH yPOTEJIeH KapLUHOM, KOUTO MPEIU TOBA ca MOJIy4yaBaln
XMMHOTEpanus, ChAbprKalla IJIaTHHA, U HHXUOUTOP Ha perienTopa 3a MporpaMupaHa KieTbuHa
cMbpT | (PD-1) nnu nuxuOurtop Ha Jurad] Ha nporpamupana kiaerbuHa cMbpT 1 (PD-L1)



25. KAPIIMUHOM HA ITPOCTATHA KJIE3A

25.1. Jleyenme Ha JOKAJAM3MPAH KapuuHoMm — T1-2

e Meron Ha wu300p € oONEpaTHUBHO JiedeHHE (paJMKallHA IPOCTATEKTOMMS) WU
,Z[G(I)I/IHI/ITI/IBHO JIBYCIICUCHUC.

e OtcpoyeHO JieueHUe (M3YaKBATEIHO HAOJIOJEHUE WM aKTHBHO NPOCIEIsSBaHE) — MpU
OOJIHM C HHUCBK PHCK M NMPOTHBOIIOKA3aHMS 32 PaJUKAIIHO JICYEHUE WM TPH MalUeHTH,
OTKa3BaIllK JICUCHHE.

e JlexapcTBeHa KacTpalus ¢ IOCIEIBAIIO HAOIIOJeHNE, aKO Ca HAIUIE POTHBONOKA3AHHS

3a ONEPATUBHO JIEUCHHE WU 32 1e(PUHUTUBHO JIbUeJIeUeHHUE.
25.2. Jle4yenue Ha JIOKAJTHO aBaHcupas kapuuHoM — T3N1, T4NO

e HeoanmoBantHa xopmoHoTepanus.BxmouBa kactpauuss (¢ LHRH-aronuct wnm
XHpYpruvHa) £ aHTUAHJPOTEH B TeUeHHE Ha 3-5 Mecela npeau 1e(UHUTUBHO JICUCHHUE.

e AmoBaHTHa XxopMoHoTepamnus. IIpoBexna ce ciex OePUHUTHUBHO IbUETICUYCHUE B
npoabJbKeHUe 10 18 Mecera B 3aBUCUMOCT OT PUCKA.

e AZIOBaHTHO JIbYeXOpMOHoJeueHue. [IpoBexkaa ce cies paguKanHa IpoCTaTEKTOMUSI IPU
nanueHT B ctaaui pT3B unu N1.Xopmonorepanusarta (LHRH-aronucr + antnanaporen)
CTapTHpa He3abaBHO ClIe]] XUPYprusaTa U 3 Mecela Npean JIbUeIeUeHUETO; MPOIbIIKABA
1o 18 mecena.

e [lanmenTH, MpoBEXIAIM aHTUAHAPOTCHHA Tepanus, M0 UHIUBUAYyAIN3UpaHa TpeIeHKa
Ha MEAMLIMHCKU OHKOJIOT MOTaT Jja ObJJaT HACOUYEHU KbM €HJJOKPHUHOJIOT WJIK PEBMATOJIOT
3a JleueHue Mpu 3aryoa Ha kocTHa Maca ¢ Denosumab — 60 mg S.C. mpe3 6 mecena (120
mg ronuiHo). OleHKa Ha KOCTHATa TUTBTHOCT (OCTEOJICHCHUTOMETPHS) CE IMPOBEXKIA
Ipeay 3arouBaHe Ha XOPMOHOTEpamnHs M ce NpocieasBa B XojAa Ha JsedeHuerto. llpu
HazHayaBaHe Ha Denosumab ce B3emaT NpeaBU] KaKTO CTOWHOCTUTE 3a KOCTHA
MuHepanHa mrbTHOCT (T-score), Taka 1 pUCKOBUTE (PAKTOPU Ha MAIMEHTA.

25.3. JleuyeHue Ha XOPMOHOYYBCTBUTEC/IHA MECTACTATHIHA oosect

HaznawaBa ce anmporeH-motuckama Tepanusi (ADT), BkimouBama XupyprudyHa WA
¢dapmakosiornuyna kactpanus ¢ LHRH- aronuct +/-aHTHaHgporeHu 3a MakCHMMajlHa aHAPOTCHHA
omokana, T.e. kbM LHRH-aronucra ce mo6aBst anTuanaporeH (HECTEPOHICH WM CTEPOUICH) OT
'bpBa reHepanus 3a 3 10 6 mecena.

MakcumanHa aHIporeHHa OJIoOKaja MOXKe Jla Ce WMa MPEIBUJ TPU BUCICPATHU METACTa3H:
XUpypruyHa Kactpauus + HectepouneH antuannporeH (Bicalutamide wmm Flutamide); LHRH-
aroHucT + HectepoueH antuanaporeH (Bicalutamide unu Flutamide).

CucreMHa Tepanus OT IbPBa JUHUSA

Abiraterone acetate (+ Prednisolone) + ADT. Ha3nauaBa ce mnpu XOpPMOHOYYBCTBHUTEIIHA
MeTacTaTHyHa OO0JIECT ¢ BUCOK PUCK — HaJMYKME Ha MMOHE 2 OT cieqHuTe 3 puckoBH Qakropa: (i)
ouenka mo Gleason > 8, (ii) Hammume Ha > 3 KOCTHM Meractasu, (iii) HaiM4yMe Ha MEPUMHU
BHCLIEpAIHU MeTacTas3u (0e3 TuMQHH Bb3IN).

Abiraterone acetate — 1000 mg P.O. qaeBHO

Prednisolone — 5 mg P.O. aaeBHO
ADT (LHRH-aronuct + anaporeH-perenTopeH aHTaroHUCT).



Apalutamide + ADT. Ha3nauaBa ce 3a ieueHUE HA METACTaTUYEH, YyBCTBUTEJIEH KbM XOpPMOHAITHA
Tepanus KapuuHoM Ha mpoctatata (mHSPC) npu BB3pacTHH MBKE, B KOMOMHAIUS C aHIPOTEH-

nenpuBaironHa tepanus (androgen deprivation therapy, ADT)
Apalutamide - 240 mg. P.O. nueBHo + ADT

Enzalutamide + ADT. HaznauaBa ce 3a ieueHue Ha METaCTaTUYCH, YyBCTBUTENICH KbM XOPMOHAIHA
Tepanus kKapuuHOM Ha npocTtatata (mHSPC) npu BB3pacTHH MBKe, B KOMOMHAIUS C aHIPOTEH-
nenpuBaironHa tepanus (androgen deprivation therapy, ADT)

Enzalutamide — 160 mg. P.O. queBno + ADT

Niraparib/Abiraterone acetate™ ¢ Prednisone mmm Prednisolone e moka3aH B KOMOWHAIMsS C aHIPOTCH-
nenpuBanionHa tepanus (androgen deprivation therapy, ADT) 3a yieueHue Ha BB3pacTHU MAIMEHTH C
MeTacTaTUYeH XOpMOHOUyBCTBHUTENNEH pak Ha mpocratara (mMHSPC) u BRCA 1/2 mytarun (repMuHaTUBHA

W/WIIA COMATUYHH ).

[Tpenn 3anouBane Ha Tepanws MpH Bb3pacTHU nareHTd ¢ MHSPC TpsOBa na ce ycTaHOBU TOJIOKHTEICH

BRCA cratyc ¢ nomolira Ha BaIMIMpad METO/I 3 U3CIICIBAHE.

[IpenoppunTenHara HavanHa 103a Niraparib/Abiraterone acetate € 200 mg/1 000 mg (aBe Tabmerku ot 100 mg
Niraparib/500 mg Abiraterone acetate) kato eqHokparHa nHeBHa n03a. [Ipy mHSPC Niraparib/Abiraterone

acetate ce mpwara ¢ 5 mg Prednisone mm Prednisolone nHeBHO.
Xumuo-xopmonaJiHo Jiedenue ¢ Docetaxel + ADT. HaznauaBa ce nmpu BCOKOOOEMHA IBPBUYHO
MeTacTaTHYHa 00JIeCT — HAIMYKE Ha BUCLEPATHA METACTa3! W/WIIH > 4 KOCTHHA METacTa3u.

Docetaxel — 75 mg/m2 1.V. nen 1 +/- Prednisolone — 2 x 5 mg P.O. nueBHo nen 1-21 [ToBTopenue mpe3

21 nuu (6 xypca).

Craptupa B pamkute Ha 4 Mecenia oT Hauanoto Ha ADT.

Darolutamide e moka3aH 3a JieueHHE Ha METACTaTU4YeH XOPMOHOYYBCTBHUTENICH KapIMHOM Ha
npocrarara (MHSPC) B komOunanmst ¢ Docetaxel u annporen-nenpuBanuonHa tepamus (ADT).
[Tpenoppuntennata go3za e 600 mg Darolutamide (nBe Tabnerku mo 300 mg), mpueMaHu 1Ba IbTH
JTHEBHO, EKBUBAJICHTHO Ha 00111a qHeBHA 1032 1 200 mg.

Darolutamide e moxa3aH 3a Je4yeHME Ha METACTaTHYEH XOPMOHOUYBCTBHUTEJIECH KapIMHOM Ha
npocrtarara (MHSPC) B koMOuHaIus ¢ aHApOTeH-IeTPHUBAIIIOHHA TePaITHsI.

25.4. JleyeHne Ha HeMeTACTATHYeH XOPMOHOYYBCTBUTEICH KAPLHUHOM

Enzalutamide e moka3zan karo MOHOTepamusi WJIM B KOMOHWHAIIMS C aHAPOTEH ACTPHUBAI[MOHHA
Teparus 3a JICYeHNE Ha Bb3PACTHU MBKE C BACOKOPUCKOB OMOXUMUYHO peuuauBupa (biochemical
recurrent, BCR) HemeTacTasupai, XOpMOH-4yBCTBUTENEH pak Ha nmpocTtatata (nmHSPC), kouto He
Ca TOJXOSINHU 33 CIIACUTEITHA JIbYeTeparusl.

25.5. JleueHMe HA KaCTpalUA-PEe3UCTEHTEH KAPIUHOM

Kpurepunure 3a mporpecusi Ha TpocTaTeH KapiuHOM ca ciennure: (1) cien paaukaiHa
npocratekTomusi — PSA > 0.2 ng/mL (na 3- 6-u mecen); (2) cnea n1eUHUTUBHO JTbUeIeueHUe

— mokauBaHe Ha PSA ¢ > 2 ng/mL nax nagupa (Ha 12-18-u mecen); (3) cien xopMoHaHA
Tepanus / KaCTpallMOHHO PEe3UCTEHTHO 3a00Js1BaHe/ :



o KaCTpallMOHHU CEPYMHH HUBA Ha TecTocTepoH (o 1.7 nmol/L);

° TpH [IOCJIEI0BATEIHU [TOKauBaHMs Ha cepyMeH PSA nipe3 eqHa ceaqmuna, moka3paiu
B JIB€ OT U3CJICIBAHUATA YBEJIMUYECHHUE CIIPSAMO Hail-HUCKaTa cTonHOCT ¢ 50% u PSA
Haj 2 ng/mL;
WIN
. peHTreHorpadcka MPOrpecusi: BB3HHKBAHE HA >2 HOBH KOCTHU JIC3UU WIIU

yBEJIMUaBaHE HA MEKOTbKaHHa Jie3us ¢ n3nonssane Ha RECIST;
o CUMIITOMAaTHYHATa MPOrpecus HACOUBa, HO HE MOXE CaMOCTOSATENHO Ja JepUuHupa
KaCTPalMOHHA PE3UCTEHTHO 3a00JIsIBaHE.

JledeHnero Ha KacTpanusa-pedpakTepeH IPOCTaTeH KapIMHOM Cc€ TpoBexJaa Ha (oHAa Ha
HelpecTanHa anaporenHa aenpusanys ¢ LHRH-aronucr.

HeMmeracTaTn4yeH KacT HA-DE3UCTEHTECH K pooM (nmCRP

AKTHBHO H HU

TepaneBTUYHY ONINH

[Tpu nuckopuckosu nanuentu ¢ PSA DT > 10 mecena - Ha ¢poHa Ha XUPYPrUUHA UITH
dapmakonornyna kactparus ¢ LHRH-anano3u Bicalutamide — 50 mg P.O. nueBHo.
Ciproterone — 300 mg [.M. (npe3 10 nuu) unum ot 2-6 x 50 mg P.O. qHeBHoO.

Enzalutamide — 160 mg P.O. nueBHO (210 porpecust)- npu BUcokoprckoBu nauneHTH PSA DT <
10 Mmecera

Apalutamide - 240 mg P.O. aaeBHO (10 porpecusi)- npyu BUCOKOPUCKOBH narueHtu PSA DT <
10 Mmecera

Darolutamide - 1200 mg P.O. nueBHO (10 nporpecust) - 3a JeueHHe Ha Bb3PaCTHU MBXKE C
HEMeTacTa3upall, pe3UCTEHTEH Ha KacTpalus kapiuHoM Ha npoctatata (nmCRPC), kouTo ca ¢

BHUCOK PUCK OT pa3BUTUC HAa MECTACTATUYHO 3a00JIIBaHE.

MertacTaTu4eH kacTtpanus-pesucrenTted kapuuaiom (mCRPC)

Jleuenme npeau Docetaxel

Enzalutamide — 160 mg P.O. nueBHO (70 mporpecust).

Abiraterone acetate + Prednisolone Abiraterone acetate — 1000 mg P.O. nueBHo Prednisolone — 2 x
5 mg P.O. mHeBHO (O mporpecus) - MpU TMAalMEHTH HemoiydaBanu Abiraterone acetate 3a
XOPMOHOYYBCTBUTEIIHO METACTATUYHO 3a00JIsiBaHe

Talazoparib 1 x 0,5 mg P.O. nueBHO B koMOuHanus ¢ Enzalutamide 1 x 160 mg 3a neyenue Ha
BB3PACTHU NALMCHTH C METAaCTaTHYCH PE3MCTCHTEH Ha KacTpalMs KapIWHOM Ha IpocTarara
(metastatic castration-resistant prostate cancer, mCRPC), npu KouTo XUMHOTEpanusra He €



KJIMHUYHO ToKa3aHa. He e HeoOXonumo wM3cienBaHe 3a MyTallMM Ha Tymopa IpH moadopa Ha
nanmeHTd ¢ MCRPC 3a nmeuenue c¢ Talazoparib. [Tanmenture TpsiOBa na ObOaT JIEKyBaHU IO

nmporpecus Ha 3a00JIs1BaHETO WM II0SBa HA HCMIpUCMJIIMBa TOKCHUYHOCT.

JleyeHre Ha BB3PACTHU MAIMEHTH C METACTATHYEH PE3UCTEHTEH HAa KACTPpals paK Ha IIpocTarara
(mCRPC) u BRCA 1/2 myranuu (repMAHATABHY W/ WIA COMAaTUYHHN ), [P KOUTO XUMHUOTEPAITHITA
HE € KJIMHWYHO TOKa3aHa.

Niraparib/Abiraterone acetate ¢ Prednisone nim Prednisolone e mokasan 3a jeueHre Ha Bb3pacTHU
NaIMEeHTH C METaCTaTHYCH PE3UCTEHTEH Ha KacTpaius pak Ha npocratata (MCRPC) u BRCA 1/2
MyTalui (TepMHUHATUBHU W/MJIM COMATUYHM), TNPU KOUTO XUMHOTEpalusITa HE € KIMHUYHO
NOKa3aHa.

[Ipenu 3amouBane Ha Tepanus npu Bb3pacTHU mauumeHTH ¢ MCRPC TpsiGBa na ce ycraHoBU
nonoxwureraeH BRCA cratyc ¢ momorira Ha BalMIupaH METOJI 32 U3CIICABAHE

[IpenoppunTennara HauanHa go03a Niraparib/Abiraterone acetate € 200 mg/1 000 mg (nBe TabIeTKH
ot 100 mg Niraparib/500 mg Abiraterone acetate) karo egHokpaTHa aHeBHA no3a. [Ipy mCRPC
Niraparib/Abiraterone acetate ce nputara ¢ 10 mg Prednisone nim Prednisolone qHeBHO.

[Ipu narnumeHTH, mnonydaBaym Abiraterone acetate 3a  XOpPMOHOYYBCTBHUTEIHO METACTHYHO
3abonsBaHe - xumuoTtepanus ¢ Docetaxel
Olaparib e mokazan B komOunHanus ¢ Abiraterone u Prednisone unu Prednisolone 3a nedenue Ha

Bb3pacTHU narmeHTn ¢ mMCRPC, npu KouTo XMMUOTEpanus He € KIMHUYHO MOKa3aHa

[Tpu mpoTHBOIIOKA3aHUS 32 XUMHUOTEPAITHSI.
Prednisolone — 20 mg P.O. nueBHO
CMsHa Ha aHTUAHAPOTEHA WJIW JICYCHHE C:

Medroxyprogesterone Acetate — 1000 mg P.O nueBHo 30 nuu, ciex toBa — 500 mg P.O. 3
I'BTH CEAMUYHO;

Jleyenue Ha marMEeHTH ¢ METAaCTaTHYCH, PE3UCTEHTEH Ha KacTpalus pak Ha npoctatata ¥ BRCA1/2-
MyTanuu (TepMHUHATUBHU W/WIM COMATUYHHU), MPOTPECHpPANN ClIeJ] TPEIXOAHO JICUCHHE,
BKJIIOUBAIIIO0 HOBO CPECTBO:

Olaparib e mokazan B komOuHanus ¢ Abiraterone u Prednisone unu Prednisolone 3a neuenue Ha
Bb3pacTHu mnanueHtTu ¢ MCRPC (meTacTaTudyeH pEe3UCTEHTEH Ha KacTpalus KaplUHOM Ha
mpocTaTara), Mpyu KOUTO XUMHUOTEpanus He € KIMHUYHO TMoka3aHa. [IpenmopbuBa ce jgedeHneTo aa
MPOIBIDKU JIO0 TPOTPECHs] Ha IMOJISKAMOTO 3a00isiBAaHE WIIM HEMPUEMIIMBA TOKCHUYHOCT. He e
Heo0X0MMO TEeHOMHO M3cliefiBaHe mpenu ynorpedara Ha Olaparib B komOuHanus ¢ Abiraterone u
Prednisone wu Prednisolonesa sieuenne Ha manuentu ¢ mCRPC. [Ipenoppuntennara qo3a Olaparib
e 300 mg (nBe TabneTku ot 150 mg), mpuemaHu Ba MHTH JHEBHO, KBUBAJICHTHA HA 0011 JHEBHA
no3a ot 600 mg B komOuHamms ¢ Abiraterone 1 000 mg nmepopaiiHo BeAHBX JAHEBHO. Abiraterone
TpsiOBa na ce npuiara ¢ Prednisone unu Prednisolone 5 mg nepopanHo ABa MbTH AHEBHO.

IInpBa TUHUS XUMHOTEPAIIHS

Docetaxel + Prednisolone




Docetaxel — 75 mg/m2 1.V., nen 1

Prednisolone — 2 x 5 mg P.O. nueBHo, nuu 1-21

[ToBTopenue npe3 21 nuu (8-10 kypca).

(maTepmuterTeH Docetaxel ¢ 4 kypca u omeHKa mpe3 3 Mecerna € HOHUH()EPUOPUTH CITPSIMO

HenpekbcHaT Docetaxel).

Mitoxantrone + Prednisolone

Mitoxantrone — 12 mg/m2 L.V., nen 1
Prednisolone 2 x 5 mg P.O. nueBHo, qam 1-21
IToBTOpenue npe3 21 aHu.

Vinorelbine + Prednisolone

Vinorelbine — 30 mg/m2 1.V., nen 1
Prednisolone — 2 x 5 mg P.O. nueBHo, nau 1-15
[ToBTOopenue npe3 21 auu.

Cisplatin + Etoposide (npu q1pedHOK/IeThbYHA KOMIIOHEHTA)

Cisplatin — 75 mg/m2 1.V., nen 1
Etoposide — 100 mg/m2 I.V., nam 1-3
IToBTOopenue npe3 21 auu.

[Tpu mocturane Ha Bpeme A0 mporpecus Han 3 mecena cien Docetaxel Moke na ce TpriIoku
otHOBO Docetaxel.

Jleuenue Ha Docetaxel-pe3ucTeHTEH KapIMHOM

[Iporpecusra ce nedunupa cbe cinenaure kpurepuu: (1) napactBane Ha PSA ¢ 50% (none > 4
ng/ml) Hax cepyMHUS Haaup cien HempekbcHaT Docetaxel; (2) pamuonorudna mporpecus,
otueteHa o RECIST; (3) cumnromHa nporpecus.

Cabazitaxel + Prednisolone

Cabazitaxel — 20-25 mg/m2 I.V. nen 1
Prednisolone — 2 x 5 mg auesno P.O. nen 1-21
IToBTOpenue npe3 21 nHU.

EnnoxpunHU TepaneBTHUHU Bh3MOKHOCTH: Enzalutamide — 160 mg

P.O. nueBHoO (0 mporpecusi).

Abiraterone acetate + Prednisolone Abiraterone — 1000 mg P.O. naeBHO

Prednisolone — 2 x 5 mg P.O. qaeBHO (10 porpecus).

KaCTpaHI/IH—pGSI/ICTeHTeH MMPOCTATCH KAPIIUHOM C METACTATUYHA KOCTHA oonect

budochonaru unun Denosumab.



26. KAPIIMUHOM HA TECTHUC

310Ka4ecTBEHUTE TyMOPH Ha TeCTUCUTE ca enBa 1% OT 3710KauecTBEHUTE 3a00JSBAaHUS TPU
MBKETe, HO T€ ca Hai-ueCTOTO HOBOOOpa3yBaHUeE, 3acsraiio Bb3pacToBaTa rpymna Mexay 15 u 35
TOJIMHH U Ca e[Ha OT Hali-pa3npOoCTpaHEHUTE MPUUYUHHU 32 CMBPT OT 3II0KaYECTBEHH 3a00IsIBAaHUS B
Ta3u BB3pacT. XapaKTepu3upar c€ C BHCOKA Jb4e- U XMMHOYYBCTBUTEIHOCT. YCTAaHOBEHHU ca
peaniia TeHeTUYHN aHOMAJIMU, KOUTO ca PUCKOB (haKTOp 3a pa3BUTHE Ha 3a00JSBAHETO.

TyMopbT € repMUHATUBHOKIIEThbUEH. Criope/l XUCTOJOTUYHMS My BUJ c€ JeUHUpPAT J1BE TPYIU —
CEMHHOMHHM M HECEeMHHOMHH TyMopH. [Ipu O0JIHM, KOMTO IIle MPOBEXKIAT XUMHOTEPAIUS WIH
JTbuesieueHue, TpsoBa 1a ce OOMUCIIM KPUOKOHCEpBAIlHs Ha CIiepMa MIpe/iy 3all0uBaHe Ha JICUCHHE.

26.1. CeMHHOMHHU TYMOPH

JleueHue Ha ceMuHOMHUTE TyMOpH Ha Tectucute B crajguii I (IA. IB u Is).

Oxoio 80% OT ceMMHOMHUTE TYMOpH ca B | cT. ¢ mpexxuBseMoct > 99%, He3aBUCUMO OT U30paHarta
cTpaTerus (JiedeHne Wik HaOIroIeHNe). AKTUBHOTO a/IFOBAHTHO JICYCHHE TPIOBa Ja ce n30srea u
Jla ce 3aMEeHs C akTMBHO HaOmoneHue. KbM nerara roauHa cies abianusara Ha TyMopa, pUCKbT OT
permauBu € choTBeTHO 12%, 16% 1 32% npu OoMHU, U KOWTO JIMIICBAT PUCKOBH (AKTOPH,
HaJIUIE € eIUH OT TSIX, WU ca HaJMLe U ABata (TyMop > 4cM. U MHBa3us Ha pete TecTuc). Camo B
CIIyJauTe, KOraTo € HEeBh3MOXKHO e(eKTHBHO HalOmoneHue, ce npmwiara wim Carboplatin 1 xype
(AUC =7) umm amoBanTHa paauorepanus (20Gy). 3a mnpeamouunTaHe € MpOBEXJIaHE Ha
XUMHOTEpAIHs.

JleueHne Ha CEMHHOMHNTE TYMOPHU Ha TecTucure B craauu 1IA, IIB

[To-ronsimara 9acT OT MalEHTHTE ¢ oaradparMaita napaaopTaaHa U/UiK Ta30Ba aleHONaTus
<5 cm ce nekyBat camo ¢ paguorepanus (30-36 Gy). AnrepHaTuBa Ha JIEYCHUETO € CHCTEMHa
xumuorepanus (PEB x 3, cpemy PE x 4) B ciywaurte, Koraro mmMa NpOTHBOIIOKA3aHUS 3a
npoBeXxJaaHe Ha paauorepanus. KoMmOuMHMpaHaTa XUMHOTEpamusi € CBbpP3aHa C IO-BUCOKA
TOKCUYHOCT, HO C IO-MaJI'bK PUCK OT Bb3HUKBaHE Ha BTOPUYHHU TyMOpH.

JleueHne Ha cEeMHHOMHUTE TYMOPH Ha Tectucure B craauu 1IC, 111

B craauii 11 C, perponiepuroneannure TMM(GHU BB3JIU Ca C MAKCUMAJICH TPaH3BeP3aJieH TUaMEThP
Haja 5 cm. B ciydanTe ¢ 1o6pa nporHo3a Ha 3a00JI1BaHEeTO, MALMEHTUTE MPOBEKAAT CTAHJApTHA
xumuotepanus (3 xkypca PEB). Ilpu 6onnu ¢ nmpoTuBomokasanus 3a jgedeHue ¢ Bleomycin - 4
Kypca PE. Ako cien xumuoTepanuara ocTaTbyHaTa TyMOpHa Maca € 3 cm win nno-mainka u CT Ha
KOPEMHH OpraHd € HOpMajHa, MAaIMeHTUTe OCTaBaT Ha AakTUBHO HaOmoaeHue. [lpu
npuOan3uTenHo 25% oT ciayyauTe ocTaTbyHaTa TyMOpHA Maca clieli XUMHOTepanusra € Io-
rojsimMa ot 3 cm. B Te3u ciyuyau ca Bb3MOXKHU CIEAHUTE 3 IOAX0Aa:

OrnepaTUBHO OTCTpaHsIBaHE HA OCTATHYHHUTE MACH.
Pangnorepanus.

HaOmroneune.

[Manmenture B ctaauii 11 - chc ceMUHOM Ha TECTHUC UM CEMUHOM (€KCTPAaroHa/IeH), IPOBEXKAAT
CTaHAAPTHUTE XUMUOTEPANEBTUYHHU PEKUMH, KAKTO MPU MALMEHTUTE C HECCEMUHOMHHU TYMOPH B
puckoB cratyc. 90% OT mauMeHTUTE C aBaHCUPAJIM CEMUHOMHH TyYMOPH C€ JIEKYBAT YCIEIIHO C
KOMOMHHUpaHa XUuMHOTepanus, chabpxaria Cisplatin.



26.1.1. Xumuorepanus Ipu craaui |

[TpoBexa ce aroBaHTHA XUMHUOTEPAITHS, aKO HE € OCHIIECTBCHO JIbuelieucHrue (M300p Ha eiH
OT JIBaTa METOA).

EP (2 xypca)

Etoposide — 100 mg/m2 I.V., nau 1-5
Cisplatin — 20 mg/m2 1.V., nau 1-5
IToBTOpEeHue npe3 28 AHU.

Carboplatin AUC7 1.V. eqHokpaTHO.

CHpHMO IIOKa3aTcJia 06ma NPEKUBACMOCT €AWH LIUKDBJI CC paBHABA HA JIBYCICUCHUC C 30 Gy npu
ManueHTU CbC CPCACH W HUCBK PUCK; CBIICCTBYBA IMOBUIICH PUCK OT BTOpHWYHA HCOILIA3UA,
HHAYLUpAaHa OT JIbYCIICUCHUC.

26.1.2. Xumnorepanus npu ctaauii ITA, B 1 HenpoBeeHO JhUeIeYcHUE

BEP (3 xypca)

Bleomycin — 30 mg TOT .M., nau 2,9 u 16
Etoposide — 100 mg/m2 1.V., nau 1-5

Cisplatin — 20 mg/m2 1.V., nau 1-5

[ToBTopenwne npe3 28 nuu (¢ moakpena ot G-CSF).

benexka: Bleomycin Moxe na He ce mpuiara rnpu O0omHM Haj 40-ToIWIIHA BB3pacT WU C
Hapy1eHa 6enoapooHa GpyHKIUS TOpaan MO-BUCOK PUCK OT THEBMOHUTH. [Ipu Te3u mauueHTH
e ymecteH pexum EP (4 kypca) (Bux 1. LA.).

26.1.3. Xumuorepanus opu ctaanii IIC-IV BEP (4 kypca).

EP (4 xypca).

Etoposide + Cisplatin + Bleomycin

Etoposide — 100 mg/m2 I.V., nam 1-5

Cisplatin — 50 mg/m2 1.V., nuu 1-2

+ Bleomycin — 30 mg TOT .M., aau 1, 8 u 15 (camo 3a cranuii 1IC, III)
[ToBTOpEHue npe3 28 qHU.

TIP

Paclitaxel — 250 mg/m2 1.V. B 24-uacoBa uady3usi, 1eH 1

Ifosfamide — 1500 mg/m2 1.V., nau 2-5

Mesna — 500 mg/m2 1.V, B gacoe 0, 4 u 8 ot Hauyanoto Ha [fosfamide
Cisplatin — 25 mg/m2 1.V., nau 2-5

[ToBTopenue npe3 28 nquu (npu nporekuus ot G-CSF).




26.1.4. IIpu pe3uayajeH TYMOD CJIE JILYEICUEHUE

ITpu pe3uayasnen TyMmop noja 3 cm ce npujiara akTHBHO HaOJIIOICHUE.

[Ipu pesumyanen Tymop Haj 3 cm ce mpujara XUpypruyHo JyedeHnue, nociaeasano or BEP (3
Kypca), aKO XUCTOJOTUYHOTO U3CJIEIBAHE MTOKAa3Ba HATMYME HA 3JI0KAYECTBEH TYMOD.

26.1.5. CnacurenHa XUMHUOTEPAIIH IIPU PESUCTEHTHU TYMODH

PEI

Cisplatin — 20 mg/m2 1.V., nau 1-5

Etoposide — 75 mg/m2 L.V, nuu 1-5

Ifosfamide — 1200 mg/m2 1.V. qau 1-5

Mesna — 400 mg/m2 1.V., B yacose 0, 4 u 8 oT HayanoTo Ha ifosfamide
[ToBTOpEeHue npe3 28 1HHU.

VelP

Vinblastine — 6 mg/m2 L.V., nau 1 u 2

Ifostamide — 1000 mg/m2 1.V., nau 1-5

Mesna — 400 mg/m2 L.V., B yacose 0, 4 u 8 oT HayanoTo Ha [fosfamide
Cisplatin — 20 mg/m2 1.V., nau 1-5

IToBTOpEeHMe npe3 28 1HMU.

TIP

Paclitaxel — 250 mg/m2 1.V. B 24-yacoBa uHdy3us, aeH 1

Ifosfamide — 1500 mg/m2 1.V., nau 2-5

Mesna — 500 mg/m2 1.V., B gacose 0, 4 u § ot HavanoTo Ha ifosfamide
Cisplatin — 25 mg/m2 1.V., nau 2-5

[ToBTopenwue npe3 28 quu (mpu nportekius ot G-CSF).

26.2. HeceMUHOMHM TYMOPH

[IpenopbuBa ce JeueHre OT MEAULUHCKI OHKOJIO3U C OMMT B JICYEHUETO Ha KapIIMHOM Ha TECTHUC.
BonHuTe, mouiexkammy Ha XUMHOTEPaNs, C€ Pa3IeNiaT Ha TOATPYIH CIIOPE PUCKA OT IMPOTPECHS:
(1) no6pa npornoza — AFP nox 1000 ng/ml, hCGT nox 5000 IU/ ml, LDH nox x ropaa HopmasiHa
rpanuna (I'HI'), 6e3 mppBUYEH TYMOp B MEHMACTUHYM, 0€3 IpyTy BUCIEPaTHU (OCBEH 0EII0JpOOHN)
MmeTtacrasy; (2) cpeana nporHoza — AFP mexay 1000 u 10000 ng/ml, hCGT mexay 5000 u 50000
Ul/ml, LDH mexmy 1,5 u 10 mpTr Hag HOpMara, 6e3 bpBUYCH TYMOP B MEIHACTUHYM, O€3 ApyTH
BHcLiepasiHu (ocBeH OenoapooHm) metactasu; (3) noma nporao3a — AFP vag 10000 ng/ml, hCGT nag
50000 Ul/ml, LDH nax 10 meTH Hag HOpMaTa, TbpBHYEH TYMOP B MEIUACTUHYM, HAJIMUUE HA IPYTH
BHCLIEPAJIHU MeTacTa3u (OCBEH 0eI0apoOHH).

26.2.1. Jleyenre Ha HECEMUHOMHHUTE TYMOPH Ha TeCTUCHUTE B cramuii 1 0e3 choBa MHBA3USI U C
HOPMAJIHHU CICOOIICPATHBHU TYMOPHH MAapKEpu

HpOFHO38.T8. Ha Ooxuute B I cT.€ OTJIIM4YHA, HC3aBUCUMO OT I/136paHI/I$I MCTOI- Ha6J'IIO,Z[eHI/Ie nin
AKTUBHO JICYCHUC. I/I360p”bT TpSI6Ba Ja CC€ HalpaBu MHAUBHUAYAJIHO, B 3aBUCUMOCT OT OCTpaTa U



KbCHA TOKCHUYHOCT, IMpEANOYUTaHUsATa Ha OONHHMS M HEOOXOIMMOCTTa OT 3ama3BaHe Ha
¢deprunHoctTa. [IpenopbuBa ce chbXpaHsBaHE Ha cliepMa B ThKaHHA OaHKa Mpeau Ja ce MPEeMHHE
KbM aKTHUBHO JieueHue. Perpomnepuroneannata iumdonomymapHa auceknust (RPLND) B I cr.
(HHCBK M BHCOK PHUCK) C€ MpHJara M3KIIOYUTEIHO PAIKO, CaMO KOTaTo HAOIIOACHUETO WU
a/JIfoBaHTHATa XUMHUOTEPAIUs Ce OTKA3BaT OT MAlMEHTAa M0 JIMYHU MPUYKUHU. TO3U BUJI ONepaTUBHA
WHTEPBEHLU ce MpoBexkaa oT onuteH xupypr. Upes RPLND nHamansBa puCKBT OT peLlUIUBH, HO
OCTaBa PHCK OT MOsiBa Ha 0eT0APOOHHN MeTacTa3u.

[TatmenTn B ctanuii I Ha HECeMHHOMEH TECTHKYJapeH TyMmMop 0e3 TuMQHAa U ChIOBAa MHBA3MA,
HOpMaJIHU cepyMHH MapkepH, HopmanHa CT Ha KOpeMHH OpraHy M I'PbJIEH KOLI, MOTraT Ja OCTaHaT
Ha aKTUBHO HaONIoieHHe. AKO TNPOBEXKJIAHETO HAa AKTUBHO HAOJIOJEHUE € HEBB3MOXKHO, Ce
npunarat 2 kypca PEB. Cnopen ESMO-2016r. onpenensio cTeneHTa Ha pUCK € JuM@HaTa U
ChJ0Ba MHBA3MUA U TIPH | CT —BUCOK PUCK U3XOIBT € €IHAKBB ¢ HaOmoaeHue uiu 2 kypca PEB - 98%
HPEXHUBIEMOCT.

[Tpu manuenty B | KIMHUYEH cTaauii PUCKBT OT TJIACHK B 3a00JSIBAHETO € OKOJIO 25% - B Te3u
ciyuyau 6omHUTE ce ekyBat ¢ 3 kypca PEB nnu 4 kypca PE npu nporrBonoka3anusi 3a npusarase
Ha Bleomycin.

26.2.2. Jleyenne Ha HECEMUHOMHUTE TYMOpH Ha Tectrucute BBB IIA. II B cramnn

Jleuenuero Ha nanuenture BbB [IA craguii ce onpezenst or HUBOTO Ha TyMopHUTE Mapkepu. Koraro
TYMOPHHUTE MapKepH ca NOBULIEHH, NAMEHTUTE MPOBEXKAAT XUMHOTepanus. Korato TymopHUTE
MapKepu ca HETraTUBHH, € BBb3MOKHO mpoBexkaaHne Ha RPLND wunu HabmiojeHue Ha BCEKH 6
cenmuiy. Jledennero Ha nanuentute BbB [IB cTaauii chio ce onpenesnis B 3aBUCUMOCT OT HUBOTO
Ha TyMOpHUTe Mapkepu. [Ipu HeraTMBHM CEpyMHHU MapKepu U TUMGHU METacTa3d Mo XoJa Ha
nuMbHUS apeHax, nmarueHTuTe noaiexkar uid Ha RPLND ¢ amgroBanTHa XumuoTtepanus 2 Kypca
PEB, unu cuctemna xumuotepanus: PE — 4 xypca unu PEB — 3 nukbna, cien koero ce o0chxaa
Heooxoaumoctra o RPLND. Ilpu mMynTturuienn nuM@HH MeETacTa3W ce MPOBEXIa CHUCTEMHA
xumuoTepanus. [Ipy MoBHUIIEHH TYMOpPHM MapKepu ce€ MpOBEXAa XUMHOTEpamnus, KakTo IpH
MalMeHTH ¢ 100pa mporHo3a Ha 3abonsBaneTo — 4 mukbiaa PE nnu 3 mukena PEB ¢ nmocnenpamia
RPLND, axko ce ycranossBar CT nanHu 3a ocTaTbuHa JIUM(DaIeHOMATHS.

26.2.3. Xumuorepanus IIpyu aBaHCUPAIIO 3a00J1sIBaHe

[MTauuenture cbe craguu IIC u III mognexxar Ha cucreMHa xumuotepanus. [lanuenture B
HanpeIHal CTaJUK Ha 3a00JIIBAHETO Ce KaTerOpu3MpaT KaTo MaUeHTH ¢ J00pa, cpeaHo nodpa u
joua mporHosa (mporHoctudHa kiaacudukanus or 1997 r Ha International Germ Cell Cancer
Collaborative Group).

[Tarmenture B craguii IIC morar na O6baar kareropusupaHu c¢ 100pa, cpegHO no0pa U Jjola
IIPOTHO3a B 3aBUCHMOCT OT HHMBOTO Ha TyMOpHHUTe Mapkepu. IIpoBexna ce cranpapTHara
xumuorepanus (3 kypca PEB win 4 kypca PE), ako cien xumuorepanusta uMa ocTaTb4Ha TyMOPHA
Maca, ce npenopbuBa RPLND. Ako TyMOpHHTE MapKepH ciie XUMHUOTEpaNnusITa ce HOpMaau3upar
u npu CT He ce ycTaHOBsABaT OCTaTh4YHM (OpMaIMM, HAIMEHTHTE MoraT Ja OCTaHaT Ha
HaOII0ACHNUE.

[ManuenTu ¢ noopa mporuosa (I11A craauii HECEMUHOMHHU TYMODH)

[MTanenTUTE C TOOpa MPOrHO3a Ha 3a00JISIBAHETO MOJUICKAT HA CTAHAAPTHUTE XUMHOTECPATICBTUYHH
pexumu — 3 nukbia PEB unu 4 nukena PE, ¢ koeto ce moctura 1o0wp neyeden pesynrar B 90% ot
cllydyauTe. AKO MAIlMCHTUTE MMAaT OCTaThbuHU (OpMAIMM CJE] MPOBEJCHATA XMMHUOTEPAIus, C



HOpMaJHU CTOWHOCTH Ha TYMOpPHU MapKepH, MOJJEeKaT Ha ONEpaTUBHO OTCTpaHsIBaHE Ha
TYMOPHHUTE MacH. XUCTOJIOTUYHOTO U3CJIEeIBAaHE Ha OCTaThbUHUTE TYMOPHU MacH MOXKE J1a TIOKaxe
B mpuOu3uTenHo 45% Hekposa u ¢pudposa, B npudbauzutento 45% - 106pokayecTBEH TEPATOM U B
10 - 15% - nepcuctupane Ha kapuuHoMma. B Te3u ciayuau ce mpuiiarat 2 KOHCOIMIMpPAILU Kypca
XuMuoTepanus ¢ komouHarus VIP.

IManuentu cue cpenano noopa (I1IB craauit) u noma (IIIC craauii) mporaosa

[TaruenTHTe CBHC CpeIHO 10Opa MPOrHO3a Ha 3a00JIIBAHETO OTrOBAPSAT Ha CTAHJAPTHUTE CXEMHU Ha
XUMHUoTepanus B npuoau3uTenato 80% ot ciaydauTe, a Te3U ¢ JIOIIa MPOrHo3a — B IPUOIUZUTETHO
60%. ITanmenTHTE B T€3U CTAANK HA 3a00JIIBAaHETO MoyIeXkat Ha 4 Kypca xumuorepanus (PEB) wim
4 xypca PEI=VIP. Cnen nmpoBexJaHETO Ha KypcOBET€ XMMMOTEpanus, ako peHTTeHOrpaCKu ce
JIOKa)XK€ M'bJIHA KIMHUYHA PEMUCHUS C HOPMAaJIHM CTOMHOCTH Ha TYMOPHU MapKepH, MalUueHTHUTE
ocTaBaT Ha JMHAMHUYHO HabmoaeHue. B ciaydyanTte Ha octaThuHa (hopMalyst IpU BB3MOKHOCT Ce
00ChXK/1a ONEepaTUBHOTO M OTcTpaHsBaHe, KaTo ce 3anouyBa ¢ RPLND, cnen koeto ce pesenupar
OCTaThYHHTE JIe3UH B Oenust 1pod. B ciiyuaute Ha moBuUIIaBaHE HA TYMOPHUTE MapKepu clief
JIEYEHWE WU MpH Hporpecus Ha 3aboisiBaHETO, NP MalMEHTUTE ce MpoBexja ‘‘salvage”
xumuotepanus (TIP, CE, TI-CE, VelP, VIP) unu BkIlOYBaHE B KIWHUYHH MPOYYBAHHS.
Panuorepanust mpyu HECEMUHOMHM TYMOPH Ha TECTUCUTE CE IIpUJIara Mpu MoKa3aHus 3a MO3bUHU U
KOCTHHM METacTa3H.

JIEKAPCTBEHHU PEXKUMU
[Tpu craamii [ 63 chIOBa MHBA3WS U C HOPMAJTHU CJIEIONIEPATUBHU TYMOPHHU MapKepH

AJIOBaHTHAa XUMHUOTEpANus HE ce MPOBEXJa U HE ce MpenophbuBa PEeTporepuTOHeanHa TuMdHa
JIUCEKIIHUSL.

e [lpu cranmii I cbe cpaOBa MHBA3USA
o IlpoBexna ce antoBanTHa xuMmHuoTepanus ¢ pexkxum BEP (Buxk 1. .B.) (2 kypca).
o [lpu cranuii [IA, B
o IlpemopwruBa ce perporepuToHEeaTHA JTUM(HA JUCCKIMS, TIOCIEIBaHA OT
ajroBaHTHa xumuotepanus ¢ pexxum BEP (Bux 1. [.B.) (2 kypca).
o [Ipu Heonepabunuu 601HM B craauii I, mpu cranuit 111 u IV
o IlpoBexna ce XuMUOTEpaIusl CIIOpe 1 MPOrHo3ara Ha 00JIecTTa.

IIpu noOpa nporHosa:

BEP (3 kypca)
EP (3 xypca) PVB

e C(Cisplatin —20 mg/m2 L.V., ngau 1-5

e Vinblastine— 6 mg/m2 I.V., nau 1 u 2

e Bleomycin — 30 mg ob6ma go3a .M., nau 2, 9 u 16
e [loBTopenue mpe3 28 auu (3 Kypca).

IIpu cpeaHa MM JIOIIA IIPOrHO3a.:

BEP (4 xypca)

EP (4 xypca)



PVB (4 xypca)

26.2.4. CriacutenHa X¥MMHAOTEPAIIHS IIPU PE3UCTEHTHA TYMOPH

PEI
VelP

TIP

26.2.5. EkcTparosagHy TepaToKapliMHOMU

XUMHOTEpaNeBTUUHUTE PEKUMU Cca KaTO MPHU KApLUHOM Ha TECTHC.



27. KAPIIMUHOM HA ITEHUC

XuMHoTepanus ce npuiiara npy JOKaJIHO aBaHCHUpaJla WM METacTaTUYHa OOJIeCT.

Cisplatin + Paclitaxel + Fluorouracil

Cisplatin — 75 mg/m2 1.V., nen 1

Paclitaxel — 175 mg/m2 (Docetaxel — 75 mg/m2) I.V., nen 1
Fluorouracil — 750 mg/m2 1.V. 96-yacoBa BeHO3HA HHDY3H
IToBTOpenue npe3 21 aHu.

Cyclophosphamide + Bleomycin

Cyclophosphamide — 250 mg/m2 1.V., nau 1-5
Bleomycin - 30 mg o6mura no3a [.M., 2 mbTH ceMHUYHO
[ToBTOpeHue npe3 28 aHMU.

Cisplatin + Metothrexate + Bleomycin

Cisplatin — 75 mg/m2 1.V., nen 1
Metothrexate —25 mg/m2 I.V., nau 1 u 8
Bleomycin — 10 mg/m2 I.V., nau 1 u 8
IToBTOpEeHME npe3 28 1HMU.

Cyclophosphamide + Cisplatin + Vincristine

Cyclophosphamide — 250 mg/m2 1.V., nuu 1-5
Cisplatin — 25 mg/m2 1.V., nau 2-4
Vincristine — 1 mg/m2 L.V, nau 1 u 7
IToBTOpEeHueE npe3 28 AHU.

Cisplatin + Mitomycin C

Cisplatin — 20 mg/m2 1.V., nen 1-3
Mitomycin C —4 mg/m2 .V, nen 1
[ToBTOpeHue npe3 28 THU, TPU CTPOTrO MOHUTOPUPAHE HA XeMoroe3aTa.




28. CAPKOM HA KAPOSI

Jleuenueto ce u3BbpIIBA ¢ TUMo3oManeH Doxorubicin.



29. CAPKOMM HA MEKHU TbKAHHU

CapkomuTe Ha MEKUTE ThKaHHU MPEACTAaBISBAT OKOJO 1 % OT BCUYKU 3JI0KaYECTBEHH TYMOPHU Y
BB3PACTHU U 0KOJIO 15 % oT Te3u y nena. CpenHara S-roAuiiHa mpexxuBsieMocT Bapupa ot 60% 1o
80% mpu BB3pacTHU U 75% mipH Jiena, B 3aBUCUMOCT OT AU(EpeHIIUaIus, XUCTOIOTUYEH BapUaHT,
pasmep, JIOKaJIM3alusi, pa3npocTpaHeHne Ha Tymopa. CapkoMHUTe Ha MEKHWTE ThKaHU MOrar Ja
BBH3HUKHAT BB BCHYKH 00JIACTH Ha TSJIOTO, HO HAM-YECTH ca Te3W B 00JIACTTA HA JTOJHU KpaHHHIIH
(40.5%), rppaen kom (17.5%), ropau kpavinunm (16.5%), peTponepuTOHEATHO MPOCTPAHCTBO
(13.3), Bprpeminu opranu (8.0%), B obmacrra Ha rnaBa u mus (4.0%). CucreMHa Tepamnusi ce
Ipujiara rnpy HeonepaduIHa WM MeTacTaTUYHa O0JIecT.

29.1. MoHoxuMHOTepanus

e Doxorubicin — 75 mg/m2 wum
e Epirubicin — 90 mg/m2 B 72-yacosa [.V. undysus

[ToBropenue npe3 21 auu.

e Epirubicin — 80-120 mg/m2 I.V., nen 1
IToBTOpenue nmpe3 21 qHu.

e Paclitaxel — 135-175 mg/m2 I.V., nen 1

[ToBTOpenue mpe3 21 gHu.

e [fosfamide 3.0 g/m2 i.v. — 4 yacoBa u.B. uH(dy3us nex 1 10 3
e Mesna 400 mr/m2 u.B. Ha 0, 4 u 8mu vac u.B. [ToBTaps ce npe3 21 auu

29.2. KomOMHHpaHa XMMHUOTEPANIUs

29.2.1. [IbpBa aUHUS

Epirubicin + Ifosfamide

Epirubicin — 60 mg/m2 I.V., nau 1 u 2
Ifosfamide — 1800 mg/m2 1.V., nau 1-5
Mesna — 400 mg/m2 1.V., B yacose 0, 4 u 8 cien Hauanoto Ha ifosfamide

IToBTOpEeHME npe3 28 1HMU.

Vincristine + Cisplatin + Ifosfamide

Vincristine — 2 mg o6mia no3a I.V., nen 1

Cisplatin — 20 mg/m2 1.V., nau 1-5

Ifostamide — 1500 mg/m2 I.V., nau 1-5

Mesna — 400 mg/m2 1.V. B uacose 0, 4 u 8 ciex Hauanoro Ha ifosfamide
[ToBTOpEHue npe3 28 qHU.

Gemcitabine + Docetaxel




Gemcitabine — 675 mg/m2 L.V, mau 1 u 8
Docetaxel — 75 mg/m2 1.V., nen 8
[ToBTOpenue npe3 21 aHu.

MAID

Doxorubicin 20 mg/m2 u.B. (5 1o 20 MuHyTHa nHOY3uUs) AeH 1 103
Dacarbazine 300 mg/m?2 u.B. (14acoBa undysus) aex 1 go 3
Ifosfamide 2500 mg/m2 nHeBHO U.B. (39acoBa uHOy3us) neH 1710 3
Mesna 400 mg/m2 u.B. Ha 0, 4 u 8 yac

[ToBTaps ce npe3 3 ceaqmuiu — 6 Kypca

XUMHUOTEpaneBTUUHUTE PEKUMH MOTaT J1a ce MpuiaraT B HE0a{IOBAHTEH aCIeKT IpU
MOTEHIMAITHO pe3eKkTadmTHu TymopH (ctamwmii 11, I11).

29.2.2. Bropa iuHus

Pazopanib — 800 mg P.O. nHeBHO (He ce npuiiara npu JUIMOCAPKOMHU).

Eribulin mesylate — 1.4 mg/m2 I.V., gau 1 u 8 (mpu Iumocapkom ¢ MpOrpecus Cie
AHTPALUKINH-CBHAbPKAIIN PEKUMU)
[ToBTOpenue npe3 21 quu.

Cisplatin + Mitomycin C =+ | Cisplatin —20 mg/m2 L.V, nau 1-3
Cyclophosphamide Mitomycin C — 10 mg TOT L.V., nen 1, npe3 42 nuu
Cyclophosphamide — 500 mg/m2 LV, nen 1 (B
Kypcoete 6e3 Mitomycin C)

[ToBTOpenue npe3 21 nHu.




30. OCTEOCAPKOMUA

[IbpBUYHUTE 3JI0KAYECTBEHM KOCTHM TyMOpH IpeiacraBisBaT okosno 0,3 % OT BcHUKH
37I0KAY€CTBEHH HOBOOOpa3yBaHMs. B 3aBUCMMOCT OT ThKaHHMTE, OT KOUTO MPOM3X0XKAAT, TE Ce
pa3zensaT Ha: OCTEOCAPKOMHU (C MPOU3XOA OT OCTE00JIACTUTE), XOHAPOCAPKOMHU (C MPOU3XOA OT
XpYyUIsUTHA ThKaH) U IPUMUTUBHHA HEBPOEKTOACPMATHHU TYMOPH, HApU4YaHH o1le capkoMu Ha FOuHT
(c Hesicen mpomsxon). Tyk cmamaT W APYTH pPEeIKd TYMOPH Ha KOCTHUTE, KaTO aJaMaHTHHOM,
ManurHeH (uOpoOIacTeH XHMCTHUOIMTOM Ha KOCTTAa UM MAJWTHEH THTaHTOKJIEThYEH TyMOp Ha
KOCTHUTE.

KBM KOCTHUTE TyMOpPH CE€ OTHACAT W MIBPBUYHUTE JOOPOKAYECTBEHU TYMOPH Ha KOCTHTE, KAKTO H
BTOPUYHU (METACTaTUYHM) KOCTHM TYMOPH — MeTacTaTHYyHa KOcTHa Oonect. Haii- yect e
OCTEOCApKOMBT, Cpela ce Hai-yecto y mnoxapactBamu (15-19 ronm.). B Tasu BB3pacT
0CTEOCapKOMHUTE cheTaBisABaT moBede OT 10% oT Bcuuku coiuaHud TyMopu. CHOTHOIIEHUETO
MBxKe:KeHu € 1.4:1.

Te3u TyMOpU BB3HUKBAT B TIEPUO/A HA CH3PSABAaHE HA OpPraHU3Ma, KOTAaTO CE OTYUTAa MaKCUMAJICH
pacTex Ha CKelleTa, pecil. BUCOKa MPOou(epaTHBHA aKTHBHOCT HAa OCTEOOJIACTUTE; BTOPHSIT MUK €
kbM 60-ronumiHa BB3pacT. pyru puckoBu (hakTopu 3a MOsiBAa Ha TEe3M TYMOpPH Ca JIbYEBH
BB3JICUCTBUS, KaKTO U (paMIITHa OOPEMEHEHOCT.

30.1. Xwummuortepanusi npu capkom Ha Ewing

Vincristine + Vincristine - 1.5 mg/m2 (o6ma mo3a 2 mg) [.V. 6omnyc, nen 1
Ifosfamide + [fosfamide - 3000 mg/m2 1.V. 3-yacoBa undysus, nau 1-3
Epirubicin + Mesna — 400 mg/m2 1.V., B wacose 0, 4 u 8 ciie;] HA4aIO0TO Ha
Etoposide ifosfamide

Epirubicin — 30 mg/m2 1.V. 4-gacoBa un¢ys3us, qau 1-3
Etoposide — 150 mg/m2 1.V. 2-yacoBa undy3us, nuu 1-3
IToBTOpenue npe3 21 auu (c nogkpena ot G-CSF).

Ifosfamide + Ifosfamide — 1800 mg/m2 I.V., nau 1-5
Carboplatine + Mesna — 400 mg/m2 1.V., B yacose 0, 4 u § cnex Ha4aIOTO HA
Etoposide ifosfamide

Carboplatin — 400 mg/m2 I.V., nau 1 u 2
Etoposide — 100 mg/m2 1.V., nau 1-5
IToBropenue npe3 21 quu (c noakpena ot G-CSF).

VEC/IE Vincristine — 1.5 mg/m2 (o6ma go3a 2 mg) 1.V. 6omnyc, nen 1
Cyclophosphamide — 600 mg/m2 1.V., nen 1

Epirubicin — 75 mg/m2 1.V., nen 1 antepaupamio c: Etoposide — 100
mg/m2 L.V., nau 1-3

Ifostamide — 1500 mg/m2 1.V., nuu 1-3

Mesna — 400 mg/m2 1.V., B yacose 0, 4 u 8 cnex Ha4aIOTO HA
ifosfamide

IToBTopenue npe3 21 nuu (c noakpena ot G-CSF).




30.2. Xumuorepanus IMpu 0CTEOCAPKOM

MAP

Cisplatin 60 mg/m2/ nu / 4 4 uady3ust/ Ha gex 1 u 2 (O] 120 mg/m 2),
cenmuria 1 u 6

Doxorubicin 37.5 mg/m2 u.B. Ha nen 1 u 2 (OJ] 75 mg/m 2) , cenmumna 1
u 6, ciaenBaHu 3 ceMMLIU CIIe/l TOBA OT:

Methotrexate (MTX) 12,000 mg/m 2 wu.B. 3a 4-6 vaca Ha neH | + /
Leucovorin 15 mg IV, craprupaiiku 24 h cien naganoro Ha MTX u
clieJIeHe Ha MeToTpeKkcaTemMusTa okaro He ctane < 0,1 mM. (ceamuna
4,5,9u10)

[ToBTaps ce 10 4 nukbIa

ICE

Cisplatin 100 mg/m2 u.B. 3a 2 h Ha nen 1

Epirubicin 90 mg/m2 u.B. 3a 15 min Ha neH 1

Ifostamide 2000 mg/m2/ nen IV 3a4 h na nmum 2 no 4, 3aeqHo ¢ Mesna
2000 mg/m2/nen u.B. 3a4 h na nau 2 1o 4 ( Totanna no3a: 6000 mg/m?2)
[ToBTapst ce mpe3 3-4 cenmmunu ( 6 Kypca, 3 Kypca npea U 3 Kypca
CJIEJIOTIEPATUBHO).

Ifosfamid +
Etoposide

Ifosfamid 3000 mr/mM2 u.B. (39acoBa uHdy3us) neH 1 mo 4

Mesna 3600 mg/m 2/ neH u.B. NpoABIDKUTETHA HHY3H Ha 1HH | 10 4
Etoposide 75 mr/m2 u.B. (1uacoBa undysus) nen 1 mo 4

[ToBTaps ce npe3 3-4 cenmunu (2 Kypcea)

Gemcitabine +
Docetaxel

Gemcitabine 675 mr/M2 u.B. (90MuH. uady3us) aeH 1 u §
Docetaxel 75 no 100 mr/m2 u.B. (1gacoBa und.) nex 8
[ToBTaps ce nipe3 3 cenMuIy.

Cyclophosphamide
+ Topotecan

Cyclophosphamide 250 mg/m2 u.B. 3a 30 min /nH Ha auM 1 10 5
Topotecan 0.75 mg/m2 u.B. 3a 30 min /a1 Ha 78U 1 10 5
[ToBTaps ce npe3 3 cenmuuy, 3a 12 — 14 uukbpia




31. TUTAHTOKJIETBYEH TYMOP HA KOCTTA

Denosumab e mokasaH 3a JiedeHre Ha Bb3PACTHU U IOHOIIN ChC 3aBBPIICHO CKEJIETHO Pa3BHUTHE C
TUTaHTOKJIETBYEH TYMOpP Ha KOCTTa, KOWTO € HeomepaOWIIeH WM KOTraTo MMa BEpOSTHOCT
XUpypruvyHarta pe3eKuus aa J0BeAe 0 TeXKa 3a00JeBaeMOCT.

IIpenopbuntennarta noza Denosumab e 120 mg, npuioxeHa KaTo €JHOKpaTHA IOJKO)KHA
WHXXEKIUs B o0jacTra Ha OelpoTo, KopeMa WIM MULIHHUIATa BEIHBX Ha BCEKH 4 CeaMUIM, C
JOMBJIHUTENHU 103U OT 120 mg Ha neH 8-Mu U 15-TM OT JEYEHHETO Mpe3 MbPBUS MECEI] OT
TepanusTa.

[TarueHTHTE C TUTAHTOKJIETHYEH TYMOP Ha KOCTTa TPsiOBa 1a OBAT OICHSIBAHU PEIOBHO, 3a J1a ce
oTpezieNy Aalli MPOABDKABAT Jja UMAaT MOoJ3a OT JICYEHUETO.

[Tpu manmenTn, yneto 3aboiisiBaHe ce KOHTposmpa oT Denosumab, eheKThT OT MpeKbCBaHE WU
CIIUpaHe Ha JICUCHUETO HE € OIICHEH, HO OTPAHWYCHUTE NaHHU MPH TE3W MAIMeHTH HE MOKa3BaT
HaJgu4re Ha pedayHa epeKT cien npekpaTsBaHe Ha JICYSHUETO.

Bcuukn manuentu TpsiOBa na monmydaBar no0aBku ¢ Hail-manko 500 mg kamumii m 400 U
BUTaMUH D THEBHO, OCBEH aKO € HAUIE XUTIePKAIIIMEMHUsI.



32. TACTPOUHTECTHUHAJIHU CTPOMAJIHU TYMOPH

I'actpounrectuHanaute cropmannu Tymopu (I'MCT) ca penku Me3eHXUMHH TYMOPHU C IPOU3XO0J]
ot ractpountectuHamHus TpakT (I'UT) cbe cnenmduyHa XUCTONOTHYHA XapaKTepucTHKa. ToBa ca
Hali-uecTo cpelanuTe Mme3eHXuMHu Tymopu Ha ' UT, Bp3HukBamum ciaen myranus B KIT-tuposun
KHHA3HHSI PEIENTOP W/WIK B PEIenTopa Ha TpoMOOIuTHHS pactexxeH dakrop anda (PDGFR-alfa).
JluarHozara ce mocTaBs HWMYHOXHCTOXMMHUYHO Bb3 OCHOBAa Ha €KCIpecuss Ha cnenudpuyHu
pEelenToOpu U C€ OMPEAeNAT CTENEeHM Ha PUCK (HUCHK, CPEEH W BUCOK). 3acsrar MpeIuMHO
BBH3PACTHHU OKOJIO MeTaTa JAeKaJia, HO MOraT Jia ce HaOJIro1aBaT U BbB BCUUKH Bb3PACTOBH TPYIIH.

I'MCT Mmorar na ce pa3BUAT HaBCSAKBJE B CTOMAITHOYPEBHUS TpakT. Okozo 60-70% ot ciayuyaute ca
noxkanusupanu B cromaxa, 20- 30% - TpHKO 4epBo; mo-manko or 10% - xpaHONpOBOZ, KOJIOH,
PEKTYM.

IIpunara ce TapreTHa Tepanusi.
ANOBaHTHA Tepanus

[Tpunara ce npu onepupanu 6omHu (RO- 1 R1-pe3exmus) cbe cpeieH U ¢ BUCOK PHUCK: TYMOPEH
muameTbp > 10 cm, Opoit Ha Mu- To3u > 10/50 HPF, Tymopen muameTsp > 5 cm mitoc Opoit Ha
muto3u > 5/50 HPF, cnonTanna unu xupyprudna pynrypa. HasHauasa ce u cnen R2-pesexiust 3a
cpok ot 3 roaunu. [IpenopbunteneH € MoJekymsipHo-naroiorudeH ananus 3a c-KIT (exk3oH 9- u
ek30H 11- myTarus).

Imatinib — 400 mg P.O. nueHo (800 mg aueBHO nipu ¢-KIT ex3on 9-myTarus).
[Ipunara ce 3 ronuHH.

IIbpBa IIpenopbunTener € MoneKyasspHonaToiaoruyeH ananus 3a c-KIT (ex30H 9- u
JIMHUSA ek30H 11-myrtamms) u PDGFRA D842V-myrtanus.

Imatinib — 400 mg P.O. nueBHo, 1o nporpecus (800 mg queBHo npu c-KIT
ek30H 9-myTtanusi). [Ipunara ce go mporpecusi.

Avapritinib — 300 mg P.O. nueBno npu PDGFRA D842V-myranus (300 mg P.O.
JTHEBHO IIPH CHITBTCTBAINO NPHIOKeHHE ¢ yMepeH naxuontop Ha CYP3A

Bropa Imatinib — 800 mg P.O. nueBHO (10 iporpecust).
JIUHUS Sunitinib — 50 mg P.O. nueBHO, 28 nuu U 14 nuu nouuska, uiau 37.5 mg P.O.

JTHEBHO, 06€3 MPEeKbCBaHE (710 IPOTPECHs).
Avapritinib — 300 mg P.O. ngaeBno npu PDGFRA D842V-mytarmus (300 mg P.O.
JTHEBHO NPH ChII'BTCTBAILO MPHIIOKEHHE ¢ yMepeH nuxuoutop Ha CYP3A

Tpera Regorafenib — 160 mg P.O. nueBHO (210 mporpecust).
JUHUS Ripretinib e mokasaH 3a JieueHne Ha Bb3PACTHH MAIIMEHTH C HAMPETHAT

ractpouHTecTuHaneH ctpomaneH Tymop (I'MCT), kouTo mpenu ToBa ca JeKyBaHU
C TPH WJIH NTOBEYE KMHA3HU MHXUOUTOPH, BKIIIOYUTETHO Imatinib

Avapritinib — 300 mg P.O. gueBno npu PDGFRA D842V-myramus (300 mg P.O.
JTHEBHO NPH ChI'BTCTBAILO MPHUIIOKEHHE ¢ yMepeH nHxuoutop Ha CYP3A




33. MAJIMI'HEH MEJIAHOM

33.1. AxBaHTHA Tepanusi

Taprerua repanus npu Haanuue Ha BRAF V600 myranus

Dabrafenib — 2 x 150 mg P.O. nueBHO + Trametinib — 2 mg P.O. qHeBHO € mOKa3aH KaTo
aJfoBaHTHa Tepanus npu Bb3pacTHU nanueHTtu ¢ MenaHoM Craamii III ¢ BRAF V600
MyTalysl, €] paJuKaiHa Oleparus.

NmyHoTepanus

Pembrolizumab 200 mg 1.V. na Bceku 3 cenmunu mim 400 mg 1.V. Ha Bceku 6 cenMuIu
dukcHupaHa 103a KaTo MOHOTEpANHs 3a aJIOBAHTHO JICUCHHE HA BH3PACTHH C MEJIAHOM
cranuii [1B, I1C wnu III u mpu kouTo € u3BbpIIeHa paaukaita onepamus. [Ipu anroBaHTHO
JeyeHue Ha MenaHoMm, Pembrolizumab tpsiGBa na ce mpwiara 10 peUMIMB Ha
3a00JIIBaHETO, HETIPUEMIIMBA TOKCUYHOCT WJTU 32 TIEPUOJ JI0 €Ha TOJINHA.
[Ipenopruntennara no3a Pembrolizumab WHXEKIIMOHEH pa3TBOP 3a TIOJKOXKHA
WHXEKIIMS TPU Bb3PACTHU €: WK 395 mg Ha BCEKH 3 CeAMUIIH, TPUIIOKEH KaTO MOJIKOXKHA
WHXXEKIUs B paMKkuTe Ha 1 MuHyTa win 790 mg Ha Bceku 6 cenMUIM MPUIIOKEH KATO
MOJIKOXKHA WHXKEKIHS B paMKUTe Ha 2 MuHyTH. [laruenTn, nomy4asamu Pembrolizumab
3a MHTPABEHO3HO TMPHUJIOKEHUE, MOTaT Jia MpeMuHaT KbM Pembrolizumab 3a moakoxHO
NpUIOKEHUE MPH Clie/IBaliaTa iaHupana 1o3a. [lanuenTn, nomyyasamu Pembrolizumab
3a MOJKOXHO MPHUJIOKEHHUE, MOTaT Jia IpeMuHat kbM Pembrolizumab 3a nHTpaBeHO3HO
MPUIOKEHUE TIPHU ClIe/(BalaTa IIaHupaHa 103a.

Nivolumab karo MoHOTepamusi € TOKa3aH 3a aJIOBAaHTHO JICYCHHE MPH BB3PACTHU
MAIMEHTH C MEJIAHOM, ChC 3acsiraHe Ha TUM(GHU BB3JIH WIM METACTAaTHYHO 3a00JsiBaHe,
IIPH KOUTO € U3BBPIICHA PaIUKAITHA OIICPAIIHSL.

33.2. CucreMHa Tepanus IPH penUIMBUPATIAa H METACTATHYHA 0oJiecT

33.2.1. TaprernHa Tepamnus 1 HMYHOTEDAIINS

[IwpBa unaus tepanus npu BRAF V600-myTupanu tymopu

Vemurafenib — 2 x 960 mg P.O. aueBHO, 10 nporpecus.

Dabrafenib — 2 x 150 mg P.O. nqaeBHO, 10 Tiporpecusl.

Dabrafenib + Trametinib

Dabrafenib — 2 x 150 mg P.O. nHeBHO
Trametinib — 2 mg P.O. qaeBHO
[MpoawmkaBa 10 MPOTPECHsI.

Vemurafenib + Cobimetinib

Vemurafenib — 2 x 960 mg nuesno P.O., nuu 1-28
Cobimetinib — 60 mg nueBno P.O., nau 1-21
[ToBTOpEeHue npe3 28 nHM, 10 NPOTPECHs.

Encorafenib B komOuHanus ¢ binimetinib 3a neyenue Ha Bb3pacTHH MAIIMEHTH C HEONIEpaOHIeH
niu metactatudeH menanoM (MM) ¢ BRAF V600 myTtamus

[Tpenoppuntennara no3a encorafenib e 450 mg (mect kamncynu ot 75 mg) BEAHBX AHEBHO,
KOraTo Cce M3I0J13Ba B KoMOuHaIms ¢ binimetinib.




HNmyHoTepanus
e Nivolumab — 240 mg [.V., npe3 14 gau nnu 480 mg 1.V., pe3 28 nHu, 10 nporpecus.

e Nivolumab+ Ipilimumab — wHAYKIUSA
Nivolumab — 1 mg/kg LV., nen 1
Ipilimumab — 3 mg/kg LV., gen 1
[ToBTropenwue mpe3 21 quu /4 kypca /

[Tonnbpoxkaiia Tepanus
Nivolumab - 240 mg L.V., npe3 14 nam nnm 480 mg 1.V., ipe3 28 aHM - 10 mporpecus Wi
HENPHUEeMITUBA TOKCHYHOCT.

Pembrolizumab — 200 mg IV nHa Bcexu 3 cenmurm miu 400 mg 1. V. Ha Bceku 6 ceaMuIy 3a JieueHue
Ha aBaHCHpall (HEeoNepaOWJIeH WIM METaCTaTUYeH) MEIaHOM IPH BB3PACTHH, 10 MPOTPECHs WU
HEMpUEMIIUBA TOKCUYHOCT. [IpM KIMHMYHO CTaOWJIHM NAlMEHTH C IbPBOHAYAHHU JAHHH 3a
IporpecHst Ha 3a00JIIBaHETO € MPETIOPHUUTETHO JCUCHNETO J1a MPOIBIIKH, IOKATO MPOTPEecHsTa Ha
3a00JIIBaHETO HE C€ TIOTBHP/IU.

[IperoppunTennara no3a Pembrolizumab mH)XeKIMOHEH Pa3TBOP 3a MOAKOKHA WHXKEKIHUS TPU
BB3PACTHU €: WM 395 mg Ha Bceku 3 CeAMUIIM, MPUIIOKEH KaTo IOAKOKHA MHKEKIINS B PAMKUTE
Ha | MuHyTa i 790 mg Ha BCEKH 6 CEMUIIN MPUIIOKEH KAaTo IMOIKOKHA MHXKEKIUS B PAMKHTE HA
2 munytH. I[lanmentn, momyyaBanm Pembrolizumab 3a MHTpaBeHO3HO NpPHIIOKEHWE, MOTaT aa
npeMuHaT KpM Pembrolizumab 3a MOJaKOXKHO TPHIIOKEHHE TPH ClIeABAIIATa IUIAHWPAaHA 03a.
[Manmentun, momyvaBamu Pembrolizumab 3a MoJKOXHO NMPHIOKEHUE, MOTAT J1a MPEMUHAT KbM
Pembrolizumab 3a nHTpaBeHO3HO MPHUIIOKEHHUE TP CIICABAIATA TUTAHUPAHA J103a.

Nivolumab relatlimab - 480 mg nivolumab u 160 mg relatlimab 1.V. pe3 28 nuu 3a nedyeHue ot
IbpPBa JIMHKS HAa aBaHCHpaJT (HEOTIepaOUIICH WITH METaCcTa3upat) MeJIaHOM ITPH Bb3PACTHH U FOHOIIIN
Ha/Han 12 roguam ¢ tymopHa PD-L1 ekcripecus < 1%.

[IppBa JMHUS TEpanMs ¢ UMYHHH YeKnoMHT-uHXxuouTopH npu BRAF WT TtyMopu
Monorepanust
e Pembrolizumab — 200 mg IV na Bceku 3 cenmuru wiu 400 mg [.V. Ha Bceku 6 ceamuiu

3a JICUeHHE Ha aBaHCHUpal (HeomepaOWIeH I METaCTaTUYCH) MEJIAHOM PU BH3PACTHHU,
710 TPOTPECHs WM HENPUEMIINBA TOKCUYHOCT. [Ipy KIMHUYHO CTAOWIHU MAlMEHTH C
I'bPBOHAYAITHU JJAHHU 32 TIPOTPECHs Ha 3a00JISBAHETO € MPETIOPHUUTEITHO JICUCHUETO Ja
MPOIBIIKH, TOKATO MIPOrpecusiTa Ha 3a00JIIBAaHETO HE C€ TOTBBP/IH.
[Ipenopbuntennara no3a Pembrolizumab wuHXEKIMOHEH pa3TBOpP 3a TOIKOXKHA
WHKEKUHS MTPY BB3PACTHU €: Wik 395 mg Ha BCEKH 3 CEAMUILIM, TPUIIOKEH KaTO MOJAKOMXKHA
MHXEKIUS B pamMKuTe Ha 1 MuHyTa Miau 790 mg Ha Bceku 6 ceIMULU NMPUIIOKEH KAaTo
MOAKOYKHA MHKEKIIUS B paMKHUTE Ha 2 MUHYTH. [larmenTu, nomy4daBamu Pembrolizumab
32 UHTPABEHO3HO MPHUJIOKEHHUE, MOTaT Ja mpeMuHar kbM Pembrolizumab 3a moakoxxHO
MIPUJIOKEHHWE TIPH CJIe/IBallaTa IulaHkpana ao3a. [lanmentu, momydaBamu Pembrolizumab
3a TIOJIKO’KHO MPUJIOKEHHE, MOTaT J1a mpeMUHaT KbM Pembrolizumab 3a uHTpaBeHo3HO
MIPUJIOXKEHUE TIPH CJIe/IBaIlaTa TJIaHUpaHa J103a.

e Nivolumab — 240 mg I.V., ipe3 14 quu wnm 480 mg 1.V, ipe3 28 auu, 10 mporpecus.

e Ipilimumab — 3 mg/kg L.V - 4 kypca npe3 21 1nHH; ISUIOTO JIeYeHHE TpsiOBa na ce
npwiIoxku 10 16-Ta ceqmuna cines mbpBata 103a.

e Nivolumab relatlimab - 480 mg nivolumab u 160 mg relatlimab 1.V. npe3 28 auu 3a
JIeYeHUE OT IbPBa JIMHUS HA aBaHCHpaJl (HeonepaObuieH NIl MeTacTa3upai) MeJIaHOM pU



BB3pACTHU U IOHOWIN Ha/Hax 12 roaunu ¢ TymopHa PD-L1 excnpecus < 1%.

Komb6unupana tepanus
e Nivolumab+ Ipilimumab
NunykumonHo nedyenue - 4 kypca
Nivolumab — 1 mg/kg 1.V, nen 1
Ipilimumab — 3 mg/kg I.V., nen 1
[ToBTOpenue npe3 21 gHu._

Tlomaepkariio JeueHue

Nivolumab - 240 mg I.V., ipe3 14 qau  unum 480 mg 1.V., npe3 28 nuu - 10 nporpecus

BTODa JIMHUA TapreTHa Tepalinuid 1 UMYHOTCPAIIns

Cnen nporpecuss Ha BRAF-uaxubutop niu Ha xomoOuaamus or BRAF + MEK-unxuburop ce
npeBkitoyBa KbM PD-1-unxubutop nin CTLA-4 uaxuGutop minu koMOMHAIMS OT ABETE B JI03H,
KaKTO B PEKUMUTE OT II'bPBA JINHUS

Cnen nporpecust Ha CTLA-unxuOuTOp ce npepkiouBa kbM PD-1-uHXHOUTOp 1 00paTHOTO B 103H,
KaKTO B Pe’KMMHUTE OT IbPBA JUHUS

[Tpu akpanuu u Myko3Hu menaHomu cbe c-KIT-myramus ce o6ckxaa Imatinib — 2 x 400 mg P.O.
TTHEBHO.

II'bpBa IMHUSA NPU HeonlepadKu/IeH WM MeTacTaTHYeH yBealeH MeJaHOM

Tebentafusp e nokaszan kaTo MOHOTEpaMus 3a JICUCHHUE HAa Bb3PACTHHU MMALMEHTH C HEPE3eKTaOUIICH
WIA METAaCTaTUYEH yBEaJleH MEJIaHOM, IOJIOKUTENICH 3a YOBEUIKH JieBkouuTeH antureH (HLA)-

A*02:01

33.2.2. XumMuoTepanus

[Ipunara ce xaTo BTOpa JIMHUS WIH KaTo CyOCEKBEHLMAJHA Tepamus, KOraro ca H3uepraHu
Bb3MOkHOCTUTE HA BRAF- 11 HNMyHHUTE YEeKITOMHT-UHXHUOUTOPH.

Carboplatin + Paclitaxel Carboplatin — AUC 4 1.V, nen 1
Paclitaxel - 175 mg/m2 I.V., nen 1
IToBTOpenue npe3 21 nHu.

CVD Dacarbazine — 800 mg/m2 1.V., nen 1
Cisplatin — 25 mg/m2 1.V., nau 2, 3 u 4
Vinblastine — 1 mg/m2 I.V., nau 2,3 u 4
[ToBTOpenue npe3 21 nHu.

Cisplatin + Gemcitabin Cisplatin —40 mg/m2 .V, nau 1 u 8
Gemcitabin — 1000 mg/m2 I.V., nau 1 u 8
IToBTOpenue npe3 21 nHu.




34. KAPIIUHOM HA KOKA

34.1. Taprerna Tepanust

e Vismodegib — 150 mg P.O. pgneBno. Ilpumara ce mnpu JOKagHO aBaHCHpPAI
6a3orenynapeH KOXXeH KapIHOM, HETIOAXOIAII 32 XUPYPTHUs WU JbyelieueHue, Win
MpU METacTaTUYHA 0O0JIECT.

e Cemiplimab - 350mg 1.V. nipe3 21 nuu. [lpumara ce mpu JIOKQJIHO aBaHCHUpal WA
METAaCTaTHUYeH IUIOCKOKIEThUCH KOXKEH KapIMHOM, HETOAXONAI 3a paJrKaiHa
XUPYPrUs WK IbYelIedeHHE.

e Cemiplimab katro MOHOTepamusi € MOKa3aH 3a JICYCHHE Ha BH3PACTHHU IMAIMCHTH C
JIOKAJTHO aBaHCHpall WIM MeTacTaTHyeH OasanHokinerbueH KapuumHoM (1aBCC wnm
mBCC), kouto ca mporpecupaid WM ca C HEMOHOCHMMOCT KbM HHXHOUTOP Ha
curnannus meT Hedgehog (hedgehog pathway inhibitor, HHI).

Mepxkenos tymop (MT)

Tymop or xnetkure Ha Merkel e psaako 3abonsBaHe C IMOBMIIABaIia ce 3a00JIEBAEMOCT.
[TpuunnsBa ce ot nmonuoma Bupyc — Merkel cell polyoma virus (MCPyV). IIpu MT e ot
3HaueHHe JeOennHaTa Ha TyMopa, HaOloaBaT ce MHTPAH3UTHH METAacTas3H, MPEnopbuBa ce
Ouoricyst Ha CTpa)KEeBUS BB3EI U CJIeJoNepaThBHA TbYETEPanHs 32 JIOKO-PETHOHAIICH KOHTPOIL.

HNmyHOTEpanus

Avelumab — 800 mg 1. V., npe3 14 guu. [Ipunara ce npu metactatudaeH Merkel-kineTpueH
KapLUHOM 10 IpOrpecus WA HEIPUEMINBA TOKCUYHOCT.

Retifanlimab* e mokaszan kaTro MOHOTEpanus 3a MbPBa JIMHUS Ha JICYEHHE Ha Bb3PACTHU NAIUEHTH
C MEeTacTaTH4YEeH WJIN PelUIUBHUpAIll JIOKaTHO aBaHcupai Merkel-kineTpueH kapiuHOM, KOMTO HE
MOJJICKU Ha XUPYPIHUYHO JI€YEHUE WM Jibuerepanus B go3a 500 mr Ha Bceku 4 ceaMulH,
MPUIIOKEHU MHTpaBeHO3HO 32 30 muHyTH. JleyeHuneTo TpsiOBa Ja MPOIBIDKH 10 HpOrpecus Ha
3a00J151BaHETO, HEMPUEMJIMBA TOKCUYHOCT WJIH 10 24 Mecera.

34.2. Xumuorepanus

KnacuyeckoTo UTOCTaTHYHO JICYCHHE UMA MHOTO OrpaHHueH e(eKT U ce MpHIara npu CTpUKTEH
no00p M ceeKTUPaHU OOJTHU MPH JIUIICA HA BH3MPUETH IPaBUiia Ha TEPArieBTUUHO MOBEJCHHE.

34.3. IlpeBeHnsi HA HEMEJIAHOMHH KOKHH TYMOPH NPH HMMYHOCYNPECHPAHHU NALHMEHTH

Nicotinamide — 2 x 500 mg P.O. queBHO.




35. KAPIIMHOM C HEM3BECTEH ITPOU3XO0O/

M360pbT Ha IUTOCTATHYCH PEXKHUM CE€ OCHOBABA HA XHUCTOJOTWYHHS BHJ HAa METACTa3UTe.
XumuoTepanus ce npuiara npu 6oiaHM B 100po o6mo ceetosinue (PS). Ilpu HeBpoeHIOKpUHHM
TYMOpPU C HEM3BECTEH IPOM3XOJ €€ Ipuiara JIeYeHUEe KaKTO MpPH racTPOEHTEPO - NMaHKPEacHH
HEBPOEHJOKPUHHHU TyMOpH (B HeBpoeH1O0KpUHHU TyMOpH)

Cisplatin + Etoposide

Cisplatin — 75 mg/m2 I.V., nen 1
Etoposide — 200 mg o6m1a no3a I.V., nuu 1-3
[ToBTOpEeHnue npe3 28 nHU.

Cisplatin + Epirubicin + Fluorouracil

Cisplatin — 75 mg/m2 1.V., nen 1
Epirubicin — 50 mg/m2 1.V, nen 1
Fluorouracil — 500 mg/m2 I.V., nuu 1-3
[ToBTOpenue npe3 21 guu.

Cisplatin + Gemcitabine

Cisplatin — 75 mg/m2 1.V., nen 1
Gemcitabine — 1000 mg/m2 I.V., qau 1 u 8
[ToBTOpenue npe3 21 nuHw.

Paclitaxel + Carboplatin

Paclitaxel — 200 mg/m2 1.V, nen 1
Carboplatin AUC6 1.V, nen 1
[ToBTOpenue npe3 21 nuHw.

Paclitaxel + Fluorouracil + Cisplatin

Paclitaxel — 175 mg/m2 I.V., nen 1
Fluorouracil — 500 mg/m2 1.V. npoabimxurenna
uHpy3us, eH 1

Cisplatin — 100 mg/m2 1.V., nen 2

[ToBTOpenue npe3 21 nHU.

Carboplatin + Docetaxel

Carboplatin AUCS5 1.V, nen 1
Docetaxel — 75 mg/m2 I.V., nen 1
[ToBTOpenue npe3 21 guu.

Irinotecan + Oxaliplatin

Irinotecan — 160 mg/m2 1.V., nex 1
Oxaliplatin — 80 mg/m2 I.V., nen 1
[ToBTOpenue npe3 21 guu.

CAPOX

Capecitabine — 2000 mg/m2 P.O., nuu 1-14
Oxaliplatin — 80 mg/m2 1.V., nen 1
[ToBTOpenue npe3 21 nuw.

Fluorouracil + Mitomycin C

Fluorouracil - 500 mg/m2 LV. bolus, 3
MOCIe0BATEIHH THU

Mitomycin C — 10 mg TOT L.V., nen 1, npe3 42 nuu
[ToTOpenue npe3 21 aum.




36. UHIUKAIINU, BASBUPAHU HA BUOMAPKEPHU, A HE HA
JIOKAJIMBALIMHU CITIPAMO BB3ITPUETUTE CTAHAAPTHU ITPABUJIA

COJIMAHN TYMOPH, EKCITPECUPAIIN ©Y3UA B I'EH
HAmMmHEBPOTPO®UWHPELIEIITOPHU TUPO3VUHKNHA3U (NTRK)

Entrectinib - 600 mg p.o. BeIHBX JHEBHO JI0 POTPECHsl Ha 3a00JIIBAHETO WITH HEITPHEMITHBA
tokcuyHOCT. [Tonoxxurennusat craryc 3a NTRK ¢y3us tpsa6Ba na Ob/1e ycTaHOBEH ITpeIu 3al10YBaHe
Ha Tepanus. [loka3aH e 3a 1eueHne Ha MallMeHTH, KOUTO

* UMaT JIOKAJIHO aBaHCUPAJIO WIM MeTacTa3upaio 3a00Js1BaHe, UM PU KOUTO € Bh3MOXKHO
XUPYPru4HOTO JICUECHUE 1A JOBENIE A0 TeXKa MOPOUTHOCT, U

* He ca nony4aBanu npemectsan] NTRK naxuburop;

* HSAMAT APYTHU 33JJOBOJUTEIHU Bb3MOKHOCTH 3a JICUEHHUE.

HmyHoTepanus

IIpu nporpecusi Ha MbPBA JUHUSA XUMHOTEPANINS U MPU HAJIMYHE HA BUCOKA MUKPOCATEJINTHA
HectaduaHocT (MSI-H) nim ne¢puunrt B Mexann3mMa 3a Bb3CTAHOBSIBAHE HA HECHOTBETCTBUATA
Ha IHK (dMMR)

Pembrolizumab karo monotepanus - 200 mg 1.V. Ha Bceku 3 cenmurm wiu 400 mg I.V. Ha
BCEKU 6 CeIMUIM MPH HeolepaduiieH UM METacTaTH4eH KapLUUHOM Ha THHKHTE YepBa C BUCOKA
MuKpocatenuTHa HectadbunHocT (MSI-H) wnm nedumur B MexaHum3ma 3a BB3CTAaHOBSBAaHE Ha
HecpoTBeTcTBUATA Ha JIHK (AMMR), KOTaTo 3a00JsBaHETO € MPOTPECHPANIO TI0 BPEME WIIH CIIC]T
MIOHE €JTHa MPEAXO0/IHA TepaIlsl.

Jleuennero ¢ Pembrolizumab nmpoabimkaBa g0 mporpecus Wid HempuemiuBa TOKCHYHOCT. Ilpu
KJIMHAYHO CTAOWJIHM TAIMEeHTH C IbPBOHAYAHU JaHHU 3a MporpecHs Ha 3a00JsIBAaHETO €
IPENOPBUUTENTHO JICYEHUETO J1a IPOABIIKH, JOKATO MPOrpecusiTa Ha 3200 IsIBAHETO HE Ce MOTBBP/IU.

[IpenopwrunTennara mo3a Pembrolizumab MHXEKITMOHEH Pa3TBOP 3a MOAKOKHA WHKEKIHS TPH
BB3pPAcTHU €: WK 395 mg Ha BCEKH 3 CEIMUIM, IIPUIIOKEH KATO MOJKOXKHA UHKEKIUS B pAMKUTE
Ha | munyTa wiam 790 mg Ha Bceku 6 CEAMUIIM MPUIIOKEH KaTO MOJKOKHA MHKEKIIUS B PAMKHUTE Ha
2 munytu. IlanmenTtu, momydaBamm Pembrolizumab 3a MHTpaBeHO3HO NPHIIOKEHHE, MOTaT Ja
npemMuHaT KbM Pembrolizumab 3a moako)XHO TpUIIOKEHHWE TIPH CJeABaIlaTa IJIaHUpaHa J03a.
[TaruenTn, monyvaBamu Pembrolizumab 3a moakokHO TpPUIIOKEHUE, MOTAT Jla MPEMHUHAT KbM
Pembrolizumab 3a nHTpaBEeHO3HO MPUIIOKEHHUE TIPU CIIeABaIaTa MUIAaHUPaHa J03a.

Repotrectinib* kaTo MOHOTEpamnus € MoKa3aH 3a JICYeHWEe Ha Bb3PACTHHU M NIEAUATPUIHH MMAlIUCHTH
Ha BB3pacT 12 ¥ moBeye roJMHU C aBaHCHPAIM CONMAHU TyMmopH, exkcrnpecupami NTRK renna
by3us, u:

- KouTo ca noiyyasanu npeamectsan] NTRK naxubutop nim

- He ca nony4aBaiu npenmectsan; NTRK nHXuOUTOp 1 Bb3MOXKHOCTHTE 32 JICUCHHE, KOUTO HE ca
HacoueHu kbM NTRK, npegocraBsar orpaHndeHa KJIMHUYHAIION3A UIIU Ca U3YEPIIaHU.



37. INOBEAEHHUE ITPU METACTATUYHA KOCTHA BOJIECT U
3AT'YBA HA KOCTHA MACA

B ckernera Haii-uecTo MeTacTasupa KaplMHOM Ha I'bp/ia, IPOCTaTHA JKje3a, 051 1pob, ObOpeK u 1p.
Bopemo e nedeHMeTo Ha MBHPBHYHHS TyMOp (XMMHOTEpamuvs, XOpPMOHOTepamus H Ap.). 3a
NPEOTBPATABAaHE HA YCIOXKHEHUS OT KOCTHU MeTacTasu (MaTOJOTUYHU (paKTypH, KOMIIpECHs Ha
rpbOHAYEH MO3BK, XUIIEPKATIMEMHS U JIp.) ce mpuiaraT oudochoHaTH U OMOJIOTHYHHM JICKapCTBa.
[Tpu neyenne ¢ Denozumab u3cieaBane Ha cepyMHO HUBO Ha KpEaTHHUH HE Ce Hajara.

37.1. JleyeHue Ha TYMOP-MHAYIUPAHA XHIIEPKATIHEMUS

Zoledronic acid — 4 mg [.V. 15-MunyTHa undy3us.

37.2. JleyeHue HA KOCTHH METACTa3HU

[Ipenn Bcsika mHpy3us Ha OndochoHATH ce M3CIeBa CEPYMHO HHUBO Ha KWW W KPEATHHHH.
Benosuure nadysun Ha 6udocdonaTu ce npassT npe3 3-4 ceaMUIH.

37.3.KocTHH MeTacTa3u 0T KAPUMHOM HA I'bp/Aa
Denosumab — 120 mg S.C., npe3 28 nHu.
Zoledronic acid — 4 mg 1.V. 15-MunyTHa nHbY3U, TIpe3 28 THH.

37.4.KocTHH MeTacTa3M OT KAPIUHOM Ha NPocTaTa
Denosumab — 120 mg S.C., npe3 28 anu.
Zoledronic acid —4 mg 1.V. 15-munyTHa undy3us, npes 28 aHu.

37.5.KocTHH MeTacTa3M OT APYI'H COJIUIHUA TYMOPH
Denosumab — 120 mg S.C., npe3 28 anu.
Zoledronic acid — 4 mg 1.V. 15-mMunytHa undy3us, npe3 28 qHH.

[Ipy namueHTH, NPOBEXIAIIM E€HIOKPUHHA Tepamus 3a KapUUMHOM Ha T'bpAa WM aHJIPOIEH-
MOTHUCKAIIAa TEpanys 3a KapLIMHOM Ha IpOCTaTa, € HAJIMIE PUCK OT 3ary0a Ha KOCTHA Maca M MOXe
Jla ce MpuiIoXku 6uosnornyHa tepanus ¢ Denosumab — 2 metit mo 60 mg S.C. roaumHo (mpe3 6
Mecera).

37.6. PagnonyxkinaHa Tepanus
Nznonsea ce Camapuii-153*, Crponnuii-90, JIyrenuii-177 PSMA*, Non-131



38. IIPABUJIA 3A IIPHMJIATAHE HA T'PAHYJIOIIUTEH
KOJTOHUCTUMYJIUPALIl ®PAKTOP

38.1. IIpoduiaakTHYHO NMPHIIOKEHHE HA TPaHYJOUUTeH KoJoHucTUMYyJupaum ¢axrop (G-
CSF)

HCJ'ITa My € Jda pceaynupa 4YeCToTaTa Ha (1)e6pl/IJ'IHa HCYTPOIICHUA, HWHAYLHUpPAHA OT
XUMHUOTCPAIInL.

Onenka Ha puck 3a (¢edOpunHa HeyTporeHuss (OH) (w3BBpmIBa ce Tpead BCEKH
XUMHUOTEPANEBTUYEH KYpC):

(a) puckoBH (hakTOpH, CBHP3aHU ¢ XUMHOTepaneBTHYHus pexum (XTP):

e craugaptau XTP: > 20%, 10-20%, < 10%

e J030BOILTBTHHU U JO30BOMHTCH3UBHU X TP
(0) puckoBu ¢akTopy, CBbP3aHU C MAIMEHTA:

® BB3pacT Haj 65 roauHY;

e HampeaHal CTaauil Ha OonecTTa;

e mpeaxoxaamu enuzonu Ha OH;

e HeusnoasBad gocera G-CSF;

e 0e3 aHTUOMOTHYHA PO(PUITAKTHKA;

e Jou mbphOpMaHC/XpaHUTENEH CTaTYC;

e yBpeneHa ObOpedHa, YePHOAPOOHA W ChPICYHOCHI0BA (HYyHKIIHS;
(B) 1es1 Ha TepanusTa:

® IIOTCHIIMAJIHO JieueOHa/aJI0BaHTHA;
® yIbJDKaBalla NPEKUBIECMOCTTA,
e [aJuMaTHBHA.

[Ipenopwku 3a npunoxenune Ha G-CSF: (1) ne ce npunara npu XTP ¢ puck 3a ®H < 10%; (2)
npuiara ce npu X TP ¢ puck 3a ®H > 20%; (3) npunara ce npu XTP ¢ puck 3a ®H 10-20%, korato
BB3pacTTa € Hax 65 roguny; (4) oocwxaa ce nmpu XTP ¢ puck 3a ®H 10-20%, xoraTo ca Hanwie
OCTaHAJIUTE PHCKOBU (PaKTOPH, CBBP3aHU € ManueHTa; (5) oOckkIa ce Npu aIiOBaHTHH WIH
yABIHKABAILY IPEKUBIEMOCTTA JO30BOILTBTHU WM J1030BO-UHTEH3UBHU X TP, Korato pegykuusra
Ha MHTEH3UBHOCTTA € CBbp3aHa C BJIOIIaBaHE Ha IPOrHO3aTa.

38.2. TepanesTnuHo npuioxkenne Ha G-CSF

[enTa My e 1a peaynmpa yectorara Ha HHGEKIIMO3HOCBbp3aHU ycioxkHeHus mpu OH.

[Ipenopwku 3a mpunoxkenne Ha G-CSF: (1) mpoabipkaBa ce MpH TMAIMEHTH ChC 3alOYHATO
npodmrakTidHO npuiokenne Ha Filgrastim minm Lenograstim; (2) mpu manueHTH, MoJydaBain
Pegfilgrastim, ce mpoabmkasa ¢ Filgrastim; (3) npu narnuenTy, He nosyyaBanu npoduiaaktuyHo G-
CSF: (a) oOcwxknane Ha MPUIIOKEHUE TIPH PUCKOBH (HAKTOPH 32 MHPEKINO3HU YCIOKHEHHS MU
JIOII KJIMHWYEH U3XO: CETICHC, Bh3pacT > 65 roauHu, adcomoreH HeyTpoduieH opoii (AHB) < 0.1
G/1, ouakBaHa MPOIBIDKUTEIHOCT HA HEyTporeHus >10 qHH, THEBMOHMS, WHBa3WBHA (pyHTHaIHA
UHQEKIMS, IPYTH KIMHAYHO TOKYMEHTHpaHu MH(EKINH, Hayaio Ha ¢peOpumuter B OoaHMIA; (0)
HE ce TpuJIara rpyu OCTaHAIUTE MAIlUCHTH.



38.3. U360p na G-CSF 3a npodunakruka u jeyenne Ha ®H

Filgrastim: nueBHa no3a — 5 mcg/kg S.C. no noctHanupHo Bh3cTaHoBsiBaHe Ha AHB u 1o HopmanHO
Wik OJIM3KO 0 HOPMAIHOTO HHMBO; Hadano — 24-72 gaca cnen kpas Ha XTP; (2) Pegfilgrastim
(HaMansiBaHE dYeCTOTaTa Ha HEYTPOIEHHUATAa W TPENOTBpaTsABaHe Ha (GeOpHuiaHa HEYTPONCHHS):
eaHokpatHa 103a — 6 mg S.C. 3a equH Kypc Ha JIeUeHUE; HavdaJlo

— 1o 24 4gaca cien kpas Ha XT. (3) Lipegfilgrastim (camo 3a npodunakTuka): eTHOKpaTHa 032

— 6 mg S.C. 3a eMH KypcC Ha JIeUeHue; Havayo — 110 24 yaca cien kpas Ha XT.



39. INOBEJIEHUE INIPU ®EBPUJIHA HEYTPOIIEHUSA

39.1.0cHOBHY NOHATHUSA U AePUHUITHT

®eOpuina HeyTponenus (PH): noBumena akcunapHa temneparypa Haj 38.0° C B npoabinKeHne
> 1 yac, abcomoreH HeyTpopuien Opoir (AHB) < 0.5 G/l wm < 1.0 G/l ¢ TeHneHuus 3a
Hamansasade mox 0.5 G/1 B caensamure 484yaca.

MukpoOuoIorudHO JoKyMeHTHUpaHa nHdpeknus: (1) nadekus B KpbBTa, MPUYNHEHA OT OaKTepUH
(6aktepuemus) win pynru (pyHremus), 6e3 uaeHTuuIIpad HHPEKIH03€eH POKYC;
(2) MEKPOOHMOIOTHYHO TOKA3aHO MSICTO Ha MHEKITUSI.

Kmuanuno pokymeHtupana wuHQeKius: (HeOpHIUTeT ¢  SCHO JIOKAIM3UPAHO  KIMHUYHO
JIOKa3aTeJICTBO 3a HH(EKIHs, 03 HACHTUPUITUPAH TPUIUHUATE].

@ebpwmmreT ¢ HesceH Tnpousxon: (eOpuwuter 0€3 KIMHUYHO WM MHUKPOOHOJIOTHYHO
JTIOKA3aTEeJICTBO Ha MH(EKITHSI.

39.2.HavyajHa KJIHHUYHA OLICHKA

AHamHe3a U 00eKTHBHO u3ciienBane: (1) mecta Ha mepudepeH BEHO3CH IMbT W/WIN LIEHTpaJIeH
BeHo3eH kareTsp (L[BK); (2) xoxa, HOKBTHO J0OXke; (3) Os1 1pob u cuHycH; (4) yCTHa KyXHHA,
(hapuHKC, XpaHOMIPOBOI, YepBa, PEeKTyM; (5) mepuBaruHaIHa/IEpUPEKTaTHa 001acT, aHyC.

Hombnautenna wuHbopmarms: (1) koMmopOwmHM cbCTOSHUA, (2) HMHTEpBAT OT IOCJIEAHA
xuMuoTtepanust; (3) mpeaxokaamia AOKyMEHTUpaHa HHGpekuus; (4) mocieqHa aHTUMHUKPOOHA
tepanus/mpodunaktuka; (5) naexkapctBenu nponaykrtu; (6) HIV-craryc; (7) xoHTakT ¢ OOJHH C
NOJO00HM CHUMITOMH, JOMAIHU XHUBOTHH, OOJHU OT TyOepkyio3a; (8) mbTyBane; (9) mocieana
TpaHcy3ust Ha OUOTIPOTYKTH.

Jlaboparopun/o0pa3au u3ciensanus: (1) kppBHA KapTHHA, TH(EPEHITUATHO OpOCHE, CepyMHA ypesl,
KpPCaTWHUH, EJCKTPOJUTH, aMHHOTpaHCaMWHa3W, OwmmpyOuH, C-peakTuBeH mnpoTeuH; (2)
oOCBHXkIaHe 3a peHTreHorpadus Ha Osim 1apo0, ypWHEH aHaM3 W mylicokcumerpus; (3)
penTreHorpadus Ha Os1 Ipo0 MPH PECIHUPATOPHH CUMITTOMH.

MuxkpoOuomnorus: (1) xemokyntypa (6akrepuanHa u ¢pyHruanaHa) OT MOHE JIBE MecTa: nepudepHa
BeHa + LIBK (ot Bceku mymen), nee nepudepnn Benu, asa LIBK; (2) ypokynrypa (mpu cummnromu,
KaTeThp WM aOHOpPMEH ypuHEH aHanui); (3) u3cieaBaHHs CIOpel MSCTOTO Ha MHpekius: (a)
mapusi — Clostridium difficile; (6) xoxa — actimpaT/Ouoricus ot Je3un; (B) Bb3MAICHUS 110 KOXKa OT
urnu win LIBK — oOcwxnane 3a pyHruaaHin/MUKoOaKTepUU U3CIIEIBAHUS.

Bupyconorus: (1) mpu Be3ukylapHu/ yAIEPO3HH /IUTaBUYHH JIe3uH; (2) TpH peCMpPaTOPHH
CUMIITOMH OTTBPJI0/Ha30(apuHKC.

39.3.Haya/1HO eMIIUPUYHO AHTHOHOTUYHO JieueHune (ABJI)

daxkropu 3a n36op: (1) onenka Ha WHPEKIMO3HUS PUCK; (2) HAH-YECTH MOTEHIMAIHU MAaTOTCHH,
BKJI. aHTUOMOTHK-PE3UCTEHTHH, MPOAYLUPAIIN IIUPOKOCIEKThbpHU Oera-nmakramasu (ESBL),
vancomycin-pe3ucteHTHH eHTepokokH (VRE); (3) xonoHu3amus wiam npenxosxaania HHOEKIUs ¢
methicillin-pesucrenren S. aureus (MRSA); (4) msacro Ha uHbekuus; (5) MecTHa OOJHUYHA



aHTHOMOTHYHA PE3UCTEHTHOCT; (6) OpraHHa TUCYHKIIUS/IeKapCTBEHA allepTHus; (7
NpeaxoKaama aHTHOMOTHYHA Tepanus/ npoduiakTuka; (8) OaKTEpUIIMAHOCT, MIUPOK CIIEKTHD,
aHTUIICEBJOMOHACHO MTOKPUBAHE.

WutpaBeHo3Ha wmoHotepanusi: cefepime, ceftazidime, imipenem/ cilastatin, meropenem,
piperacillin/tazobactam.

NutpaBeHo3Ha koMOMHMpaHa Tepanust: (1) amuHOrIIMKO311 1+ aHTHIICEBIOMOHACEH MICHUIIMIINH +
Oera-IaKTaMa3eH HHXUOHM TOp WIN IMIHUPOKOCTIEKThPEH Hedanocnopul (cefepime, ceftazidime); (2)
ciprofloxacin + aHTUIICEBAOMOHACEH MTEHUIIMIINH.

Opanna koMOuHMpaHa Tepanus npu HUCHK puck: (1) ciprofloxacin + amoxicillin/clavulanate (pu
MeHUIUIIMHOBA aneprusi— ciprofloxacin + clindamycin); (2) He ce mpenopbUBa OpajieH aHTUOMOTHUK
cies npo(UITaKTUKA ¢ XUHOJIOH.

39.4.HayayiHa olleHKA HAa HH(PEKIHO03EeH PUCK

Bucok puck e nanuye npu écexu eoun om cieonume puckosu gpaxmopu:

(A) PuckoBu ¢aktopu: (i) Hauano Ha ¢eOpwimTeT B OOJHUYHU ycioBHs; (i1) cUTHU(UKAHTHA
KOMOPOUJIHOCT WJIM KIMHMYHA HectabumHocT; (ill) OYakBaHa TMPOIBIDKUTEIIHA TEXKKa
neytporneaus: AHB < 0.1 G/l u> 7 nan2; (iv) yepHoapoOHa nucyHKIus (MIETKPATHO 3aBUIIICHU
aMUHOTpaHcaMHuHAa3M); (V) ObOpeuna muchyHkIus (KpeaTHHUHOB KinpbHC < 30 ml/min); (vi)
JUTICA Ha KOHTPOJ/TpOrpecHs Ha OCHOBHATa Ooiiect; (Vil) MHEBMOHHMS WM APYTH CEPHO3HHU
uHpeKmy; (Viil) MyKo3uTH 3-4 cTerneH.

W MASCC Risk Index < 21

(B) Msicro u Bu Ha JieueHHEe: OOJHUIA C MHTPABEHO3HA TePaTIHsL.

Hucvk puck e nanuye npu npu nanudue Ha 6CUYKU PUCKOBU PAKMOPU:

(A) PuckoBu daxtopu: (1) amOynaTopHo Hauano Ha ¢pedpunutert; (i) JIurca Ha KOMOPOUIHOCT,
Hajarama XOCHUTAJIW3allusg WIM AaKTUBHO HaOmiozneHue; (ill) OyakBaHa KpaTKa TexXKa
Heytponenus: AHB < 0.1 G/l 3a < 7 nuu; (iv) 106sp mepdopmanc craryc (ECOG 0- 1); (v)
4epHOApoOHa PYHKIHMS ¢ < TPUKPATHO 3aBUIIEHU aMUHOTpaHchepasy; (vi) HopmaimHa Ob0peuHa
GbyHKIHS.

N MASCC Risk Index > 21
(b) Mscro u Bumg Ha JedeHuwe: (i) OONHHUIIA C WHTPABEHO3HA WM CEKBEHIIMATHA
WHTpaBEeHO3Ha/opanHa Tepanus; (i1) OomHuma ¢ opanHa Tepamwms; (ii1) 0oOCHXKIaHe Ha

aM6y.HaTOpHO-KJII/IHI/I‘-IHa WM JOMalllHa TCpalurd 3a CCJICKTUPAHU MAIUCHTH C HUCBK PUCK, IIPU
aZIcKBaTHA M3BBbHOOIHNYHA HHPpACTPYKTypa (YCIOBHUSA).

39.5. lonbJHUTETHH HAYAJTHH U3CJIeIBAHUSA U Tepanus



Opanna myko3a: (a) Ipu HEKpOTHYHM yiuepauuu: (i) uscieaBanus: nocseka 3a HSV u rvowu,
OuoricHst Ha CyCIeKTHU 3a TuIeceHH Jje3uu; (i1) medeHue: oocwmiknane 3a antu-HSV wnm cucremna
antudyHranna Ttepanusi; (6) mpu coop: fluconazole (mbpBa nuHUsA) wiu voriconazole (mpu
pedpakTepHOCT); (B) mpW Be3WKyJapHU Jie3uu: (i) m3cieaBanus: mocsiska 3a HSV u VZV; (ii)
nedenue: anTu-HSV tepanus.

XpanonpoBoa: (a) mpu peTpocTepHanHa 0onka, nucharus/onunodarus: (1) U3cneABaHMs: MOCIBKA
3a rp0u; (ii) JeueHne (cropen HaJIMYUe Ha cOOp WM mepuopasieH xepnec): fluconazole (mbpBa
JMHUA) U voriconazole (npu pedpakrepHocT) i acyclovir (mpu Bucok puck 3a CMV — ganciclovir
unu foscarnet).

Cunycu: (a) npu 601Ka, IEPUOPOUTAIICH LIETYIIUT, HOCHH YJILEPALUH, €AHOCTPAHHO ChJI30TCUCHE!

(1) W3CIICABAHMS: CT/ opOuTaTHa MR,
OTOPHHOJIAPUHIOJIOTUYECH/O(TAIIMOTIOTHYEH ~ TperyieNl, TMOocsBKa Ha cekper; (i) JiedyeHwHe:
vancomycin (npu mnepuopOuTanieH uemnyaut), amphotericin B (nmpu Bucox puck m CT/MRI-
CYCIIEKIIUS 32 acCTEePruiio3a Ui MyKOPMHKO32).

Kopemna Ooaxa: (i) wuscnenBanus: abmommuHanHa CT wmm  exorpadusi, cepymHa AP,
aMUHOTpaHCaMUHa3H, OuMpyOuH, ammiasa, aunasa; (ii) gedenne: metronidazole (mpu cycnekTeH
C. difficile).

IlepupexTanna Oosaka: (i) TMepuUpeKTaHO wu3cienBane; (i1) JedeHHe: OOCHXKIaHEe Ha
CHTEPOKOKOBA MH(EKIIUS, CESIIN OaHU, MEKU U3NPaKHCHUSI.

Juapmus: (i) uzcnensanus: xonpokynrypa 3a C. difficile; (i1) neuenue: opanen metronidazole
(mo pesynrar 3a cycnekren C. difficile).

Beno3Hu ycTpoiicTBa: (a) nmpu BB3MAJICHUE HA BXOJ/M3XOJ Ha Uria (KaTeThp): (1) U3CICIBAHUS:
HATPUBKA WJIM JPEHAX 3a TOCSABKA, XEMOKYJTypa OT BCEKM W3Xox, (il) JiedeHWe: vancomycin
(Ha4aIHO WJIM TIPH JIMTICA HAa OTrOBOp cien 48 yaca); (0) mpu TyHeaHa HHPEKITHS:

(1) u3cnenBaHMs: XEMOKYATypa OT BCEKH M3XOX; (i1) JIeYeHHEe: MPEeMECTBEHE Ha KaTeThpa,
vancomycin.

Besoapoonn unduiarparu: (i) u3CIeABaHMA: XEMOKYJITypa M MOCABKa HAa Xpayka, Ha3ajHa
nmocsiBka, TecT 3a Legionella, cepyMen raiakTomanaH uin O0eTa-TJIFOKaH TeCT (MMPU BUCOK PHCK 3a
acrieprmiosa), oocexnaHe 3a OponxoanBeoiapeH saBax, CT Ha rppaen xoumr; (ii) JedeHue:
azitromycin WJIH pecuupaTtopeH (QIyopoXuHOJOH (TIPH CYCMEKTHA aTUIWYHA TTHEBMOHU),
vancomycin wiu linezolid (mpu cycnextHa undekmus ¢ MRSA), o6cbxnane 3a G-CSF, nnecen-
aKTUBHU aHTHU(YHTHAHUA areHTH (MPU BUCOK PHUCK 3a acreprmwiosa), TMP-SMX (mpu puck 3a
uH(peknus ¢ Pneumocystis jirovecii).

HeaymauTn: (i) uscnenBanus: oOCHKIAHE 3a TMOCABKA OT acmmpaT wim Owoncus; (ii) jedeHue:
o0cwkIaHe 3a vancomycin.

Panu: (i) uscneaBanus: mocsiBka; (ii) 1edeHne: 00CHKIaHEe 32 vancomycin.

Be3ukyno3uu Je3uu: (i) uscnenBanus: acrupanus win ckpan 3a VZV unu HSV; (i) nedenue:
oOcwxkaaHe 3a acyclovir.

JluceMHHHPaHU NANYJId WJIM APYru Jje3uu: (1) WU3CICIBAHMS: aclupanus Wik Ouorcus 3a
MuUKpobOuonorus (0akrepuu, rbOM, MUKOOAKTepHH) M XUCTosorus; (i) JeyeHue: oOChKAaHe 3a
vancomycin WiIH 3a TUIeCEH-aKTHBHA aHTU(YHTHAITHA Teparus (IPH BUCOK PUCK).



CuMnToMu OT YypHMHapeH TPakT: (1) U3CIEABAHUA: YPUHEH aHAIU3, YPOKYIATypa; (ii) JeueHue:
cieq UAeHTU(UIUPAHE Ha MTaTOTEH.

Cumnromu ot HHC: (i) m3cnenanus: koHcynt ¢ uHpekmuonuct, CT n/mumm MRI, mymbanna
MYHKIUS, KOHCYJIT ¢ HEBPOJIOT; (i1) IeYeHue: Mpy CYCIeKTeH MEHUHTUT — OeTa-naktamu (cefepime,
ceftazidime, meropenem) + vancomycin + ampicillin; npu cycnexren eHnedanur

— acyclovir (10-12 mg/kg 3 meTH OHEBHO), XHIpaTalys, MOHHTOpUpaHe Ha OBOpeyHa
GbyHKIHS.

I'pynata e ¢ noTeHIMaIHa HEPPOTOKCUIHOCT, HAMAJIABAILA YpE3 €AHOKPATHO MPUIIOKEHUE, OCBEH
B CJIy4au C MEHUHTUT WIH €HAO0KaApIUT.

PuckoB QaxTop mpu mHamMeHTH ¢ MHOIO KypCOBE Ha MHEJIOCYNPECHMBHA XHMMOTEpaIus, ¢
MeTacTaTUYHa KOCTHA OOJIECT, IbUesIeYeHNe Ha MAJIbK Ta3, IPbOHAYEH CTHJI0 WIN ABJITH KOCTH.

39.6.0nenka Ha 0TTOBOpPa KbM eMnupu4Ho ABJI
OcnbiiecTBsaBa ce Ha 72-120-u yac.

OtroBopuiu manueHTd: (a) HamamsBaHe Ha ¢eOpunurera; (0) cumnToMu Ha uHDEKIHsS Oe3
MPOMSTHA WJIM HaMaJIsIBaIlIH; (B) CTaOMIHA XeMOMHAMUKA.

HeotroBopunu nanueHTH: (a) nepcucTUpal Wid MHTEpMUTeHTeH (pebdpunureT; (6) CUMIITOMU Ha
nHpexnusa 6e3 mogoopeHne; (B) XeMoJuHAMUYHA HECTAOMITHOCT; (T') IEPCUCTUPAIIH TTOJIOKUTEITHH
XEMOKYJITYPH.

39.7. IloBenenue npu 0TrOBOP KbM eMnupu4HO ABJI
[Inanupa ce va 72-120-u yac.

OcHoBHM mpuHIMOU: (a) mpoxbbkaBa emnupuyHoto ABJI; (6) mpu crapt ¢ ,,moaxomsnr’
vancomycin Je4eHHETO MPOIbIDKaBa; (B) aHTUOMOTUYHHAT PEXUM npoabinkasa 10 AHB > 0.5 G/l
Y TIPOIBIKABAIIO TIOKAYBaHE.

[Mponsmxutennoct Ha ABJI npu noxkymenTupanu nHdeknuu: (a) HadaaHoto ABJI npoabmxasa 10
nocturane Ha AHB > 0.5 G/l u npoapmxkasanio nokausane; (6) ABJI ce mHnuBUaAyanu3upa Ha
0a3aTta Ha: HEyTPO(HIIHO BBH3CTAHOBSIBaHE, Obp3MHA HA HOPMAJIM3MpPAHE HA TEMIeparyparta,
cnenu(UYHO MSACTO Ha HWHQEKIUs, MaToreH, KoMopOumHocT; (B) BpemerpacHe Ha ABJI mpu
JIOKyMeHTHpaHu uHekIuu: (1) Ha Ko)ka/MeKH ThKaHu — 7-14 nHu;

(1) meycnoxxaeHa 6akrepuemusi: ¢ Gram (—) matorenu — 10-14 gam, ¢ Gram (+) maToreHy.

— 7-14 nHu, cbe S. aureus — MOHE 2 CEAMULIU CJIEN TbPBA HETaTUBHA XEMOKYJITYpa U HOpMaHa
TpaHce3odareasHa exoKapAuorpama, ¢ T'bOM — TIOHE 2 CEJIMHUIM CIeJ IbpBa HETraTHBHA
XeMOKYNTypa; (iii) cunyutu — 10-21 gaum; (iv) 6akrepuanna maeBMonus — 10-21 gawm;

(v) pynruannu nngexuun: ¢ Candida — nmoHe 2 ceaAMuIy ciaell MbpBa HEraTUBHA XEMOKYJITYpa, €
iecenu (Aspergillus) — muaumym 12 cenmury; (vi) Bupycau undexmuu (HSV/VZV) — 7-10
THML.



[Tpoabpmxutennoct Ha ABJI npu gpeOpunuteT ¢ HesiceH Mpou3xo: (a) mpu gocturane Ha AHB
> 0.5 G/l ce npexnCBa;

(6) mpu AHb 0.5 G/I: (i) mpoawsmkaBa 1O BB3CTAHOBSBAHE Ha HEyTpomneHusTa Wik (ii)
MIPEBKIIIOYBAHE HA OPAJIHM aHTUOWOTHIM JI0 BH3CTAaHOBsIBaHE Ha HeyTpomneHusita (ciprofloxacin —
500 mg Bceku 8 waca + amoxicillin/clavulanate — 500 mg Bcexu 8 uaca), wnu (iii) 06chXkIaHE 32
MpeKbCBaHe cief 7-14 mHu mpu KIIMHUYHA CTaOUITHOCT.

39.8.IloBegeHne NpH JIMIICA HA OTTOBOP KbM eMIUpH4YHO ABJI

IInanupa ce Ha 72-120-u yac.

@eOpUINTET ¢ HesiCeH MPOU3Xoa: (a) crabwiHu manueHTu: (1) IpoAbKaBa aHTHOAKTEPUATHO
nedyenue; (i) oOckkmaHe 3a aHTHU(YHTHAIHA TEpamus C AKTHBHOCT Cpelly IuleceHH (TpHu
bebpunuter > 4 nuu crnen emmupuaHo ABJD); (0) HecTaOUITHY MAIIMEHTH:

MIMPOKOCTIEKTHPHO TIOKpUBaHe (10 KIMHUYHHU WHAWKALNN) Ha aHaepoOu, pesucteHTHH Gram (—) u
Gram (+) marorenu; (ii) obcwxnane 3a G-CSF; (iil) mokpuBane 3a Candida; (iii) oOchxaaHe 3a
aHTH(yHTHAITHA TEPAIHs C aKTUB HOCT Cpelly TuieceH  (pu (eOpmmTeT > 4 THU el eMITUPUIHO
ABJI).

JlokymenTHpaHa uMHpeKuus: (a) MpeleHKa 3a Hal-MOAXOASAIM aHTuOMoTHUIM (Oa3upaHo Ha
Mukpobuonorus); (6) oocwmxnane 3a G-CSF.

39.9.AMO0yJIaTOPHO JIeYeHHE HA MANMEHTH ¢ HICHK PUCK

[Ipenenka 3a nmpoBexaaHe: (a) 0OEKTHBHO H3cieaABaHe; (0) OICHKA Ha TAOOPaTOPHH M3CIICABAHNS,
(B) olleHKa Ha COIMATHU KPUTEPUU 3a JOMAITHO JICUCHUE: ChITIaCHe HA MAlMeHTa, HATNIHE Ha 24-
YaCOBM JIOMAIITHY TPHIKH, TOMAIICH Tele(OoH, JIECEH OCTBII MPH CIICITHOCT, aJJICKBATHH TOMAITHHA
YCIJIOBUS, TUCTAHITUS OKOJIO | 9ac OT METUITMHCKH IEHTHD WM JICKApCKH KaOWHET; (T) OIleHKa 32
opaHo ABJI: 6e3 moBpbIaHe W TajieHe, TOJEPUPAHE HA OpaHH JICKAPCTBEHU MPOIYKTH, 0e3
npeaxokaana npoduiakTuka ¢ GIryopOXHHOIOHH.

Havanna oueHka (¢ KpaThK IpecToil B 00JIHUIA, JEKapCKU KaOMHET WM BKbIIY 3a 2-12 yaca):
(a) moTBBpKACHNE HA HUCHK pHCK; (0) mpuiarane Ha mbpBa g03a oT AbJI u HabmogaBaHe 3a
peakius; (B) MJIaHUpaHE 3a U3MKMCBAHE U JOMAIIIHO HaboieHne; (T') 00yueHue Ha mainuenTa; (1)
MpelocTaBsiHE Ha Tene(OoHHA JOMAaIIHA Bph3Ka 3a 12-24 yaca.

TepaneBTuyHN U300pH: (2) UHTPABEHO3HU AaHTUOMOTHUILIM B 10oMa; (0) eqHOKpaTeH ABITOeicTBAIl
WHTPABCHO3CH arcHT

+ opasiHa Tepanus: (1) B 1oma, (il) B kabuHeTa; (B) caMo opaiHa Tepamnus (ako He € MPOBEXKTaHa
XMHOJIOHOBA Mpo¢unaktuka): (1) 500 mg ciprofloxacin Ha 8 waca + 500 mg amoxilillin/clavulanate
Ha 8 yaca; (i1) Apyru opayHu pexumu — levofloxacin.

HaGmronenue: (a) exxeJHEBHO MOHUTOPUpPAaHE (OT MEIUIIMHCKO JuIie); (0) exkenHeBeH (pU3HKaICH
nperien (B KIMHUKA WIK JOMAIIHa BU3uTa): (1) mpe3 mbpBUTE 72 Yaca — 3a OIIEHKAa Ha OTrOBOPA,
TOKCHYHOCT ¥ KbMIUIAUBHC; (i1) MpU OTTOBOP

— Ype3 eKESTHEBHO TeNIC(POHHO MPOCIIC/IIBAHE.



[IpuunHu 3a BpbllaHe B OonHUIA: (a) MOJOXKUTWIHH KydaTypw; (0) HOBH cuUMOTOMH; (B)
NEpPCUCTUpaHE WJIM Bb3CTAaHOBsiIBAaHE Ha (¢edpunurer Ha 3-5-u AeH; (I) HEBB3MOXKHOCT 3a
npoabikaBaHe Ha ABJI (opanen uHTONEpaAHC).

39.10. AnTHOakTepuaJHa NPOPUIAKTHKA IPH HEYTPONICHHA

O6cwxkmane 3a pecrimpatopHu xuHONoHU (levofloxacin, ciprofloxacin) mnpu ouakBaHa
npoabKUTenHOCT Ha HeyTponenus (AHB < G/1) noseue ot 7 anu.



40. INOBEJIEHME ITPU KAPIHIMHOM-CBBbP3AHA AHEMUA

AHeMusTa € YecTO CpeulaH CHHIPOM TP TALUEHTH ChC 3J0KAYEeCTBEHH COJHMIHH TYyMOpH.
CwBpemennoto neuenue e ¢ Erythropoietin — Darbepoetin, Erythropoietin-alpha u Erythropoietin-
beta. OcHOBHU LM Ha JEYSHUETO ca: MOA00psIBaHE KA4eCTBOTO Ha JKUBOT M MPEAOTBpATABaHE HA
xeMmoTpaHc]y3uute. HsIKou TOMBIHUTEIHU IPUYUHH 32 aHEMHUSI, KaTO JKeJIe3eH e(UINT, KbpPBEHE,
XpaHHUTENCH MAeQUINT WIM XEeMoiu3a, TpsOBa 1a ObJaT KOPUTHPAHH TIpeId JIEYCHHE C
Erythropoietin. Ilpy namMeHTH CbC CONUAHM 37O0KAYECTBEHH TYMOPH HA XUMHO- W/WIH

npuenedeHue tepanusara ¢ Erythropoietin TpsioBa ga 3amoune npu cToiHOCTH Ha XemoriaoouH (Hb)
90-110 g/1.

[Ipn manuenT ¢ aHeMusi, CBbp3aHa ChC 3TI0KaUYECTBEHH COJMIHU TyMOPH, KOUTO HE Ca Ha XHUMHO-
u/wim TpdenedeHue, tepanusata ¢ Erythropoietin TpsioBa na 3amoune npu HuBa Ha Hb 90-110 g/l u
CHMITTOMH Ha aHEMHS.

[Tpu nmanueHTH ¢ aHeMusl € HeoOX0AUMO MPOBEXKIaHE Ha XeMOTpaHC(y3uu Mpeau 3aroyuBaHe Ha
XUMHOTEpanus 3a JOCTUTaHE Ha KeJlaHuTe cToiHocTH Ha Hb.

HpI/I MauCHTU C HUCKO CCPYMHO KCJIA30 CC MPCIIOPHhUYBA MPUIIOKCHHUEC Ha BCHO3CH KCIIC3CH
npenapar A0 AOCTUI'aHC Ha HOPMAJIHU CTOMHOCTH Ha TOTaJIEH JKCIIA30CBBbP3BaAlll KaIlallUTET
(TKCK).

He ce npenopbuBa npodunaktuano npuioxkenrue Ha Erythropoietin 3a npeBeHIus Ha aHeMHUsI TIPH
MAIUEHTH C TPEACTOANla XUMHO- W/HIW JIbYeNieYeHHe M ¢ HOpMaJHM cToWHocTH Ha Hb mpum
3all0YBaHE Ha JICUCHHE.

JlewenumeTo npoabKaBa 10 JOCTUTAHE M MTOJAbpKaHe Ha cToHOoCcT Ha Hb < 120 g/l u mogoOpenue
Ha CUMITOMHTE Ha aHemus. [Ipu gocturane Ha HopMmaiaHH cToiiHOocTH Ha Hb no3ara ce namainssa
4ype3 TUTPUPAHE.

Erythropoietin ce npunara ennokpatHo cexMuuHO B 1034 30 000 U unu 3 nmetr o 10 000 U. He ce
IpernopbuBa M3MOJI3BaHEe Ha BUCOKM HadanHu no3u. [Ipu m3nomsBane Ha Darbepoetin ce mpuiara
no3a 2.25 meg/kg (150 meg) ceamuuno mim 6.25 meg/kg (300, 500 meg) Ha 3 ceaAMUIINA, CHHXPOHHO
C Kypca XHMHOTEPAIIHs.



41. IMOBEJAEHME ITPU 'ACTPOUHTECTUHAJIHA TOKCUYHOCT

JInraBuyHa TOKCUYHOCT - OpaIeH MYKO3HUT (CTOMaTI/IT)

[Topanu BHcokaTa cu mponudepaTuBHA aKTUBHOCT,MYKO3HHUsS enuTen Ha yurasunata Ha [UT e
0CO0EHO YyBCTBHUTENIEH Ha JICHCTBUETO HA LIMTOCTATUYHUTE areHTH M HAKOM TapreTHH MOJEKYJIH,
karo Cetuximab.Haii-uecTo ce 3acsrar quraBUIUTe Ha YCTHHUTE, Oy3uTe, MEKOTO HeOlle, moja Ha
YCTHATa KyXMHA U BEHTPaJIHATa MOBBPXHOCT Ha e3HKa. [IporpecnBHOTO yBpeKaaHe Ha JIMraBULaTa
Ha yCTHaTa KyXWHAa W HOCOTJIbTKAaTa BOJHM JO €PUTEM, €1eM, aTpous M B TEKKUTE CIIydyau J0
yJILEpaLuu.

HDO(bI/IJ'IaKTI/IKa N JICYCHUC HAa CTOMATUT

CroMatuThT MOXeE J1a ObJe BXO/JHA BpaTa HA MPUYUHUTEN Ha WHOEKINH / TAIUESHTUTE C OpaJieH
MYKO3HT Ca YECTO HEYTPOIICHUYHH U TPOMOOIIMTOTICHUYHA U MHUCHETO Ha 350M MOXE Ja IPHUYUHH
KbPBEHE OT BEHIIUTE, U JIa IOBEJIE 10 MpexoaHa Oakrepuemus/. YecTo ce yCIOXKHIBA OT THOUTHH
UHQEKIUH.

MrueHe Ha 3p0HMTE C MEKa YeTKa CJIe]l BCIKO XpaHeHe U NPE/H JisiraHe Beuep; MpaBeHe Ha raprapa ¢
Ne3uH(EKIMpaly pa3TBOPH, TOIUTH COJIEBU PAa3CTBOPH, HAMp. JIalika, CMpaJjIiKa.

YecToTo IMPOMHBAHC C pa3TBOP HAa HATPHUCB XJIOPpU/ ITOMaAra 3a 3alia3BaHC Ha JIMT'aBUIlaTa BJIa’KHA,
HaMaJisiBa BTBBPAABAHETO HA CEKPCTH, U YCIIOKOsIBAa BB3IIaJICHATA JIMT'aBUIla

HukakbB aaKkoX0JI/HUKOTHH I10 BpPEMC Ha XUMHOTCPAIIUA U JIBYCIICUCHUC.

Xpana, 6e1Ha Ha KMCEJIMHH, MEKa, CMJIsTHA (ITFOPE)

Kpuorepanust ¢ kyOueTa Jies] /manueHTuTe TpsOBa ga cMydJar KyOueTa Jie] B mpoabiikeHne Ha 30
MUHYTH OpeAu W MO0 BpeMe Ha MH(QY3Us Ha XuUMHUOTepanus/ e(peKTUBHO HaMmalsBa IOsiBaTa U
TEKECTTa Ha MYKO3UT NP NAIMEHTH, MMOAJI0KEHN Ha XuMmuotepamnus ¢ 6omyc 5- Fluorouracil u
melphalan.

JlazepHa Tepanus 3a peAOTBpaTSIBaHE U yIPaBICHUE HAa OpajeH MyKO3UT, HO U3II0JI3BAHETO i €
OTPaHUYECHO.

JleyeHne Ha MOJO3MpaHa KaHAMIO03a. aHTUMUKOTHYHO JIeYeHHE C pa3TBOp Ha Amphotericin B
4x5wmi. cycniensus, Fluconazole 1x200mr niep oc

bonka mpu marmueHTH ¢ opayieH MyKo3uT- JokaiaHu /Lidocain spray/, CHCTEMHHM aHaJTETHIIH,
HCIIBC. IIpu MHOTO criiHa 00JIKa ce MpernopbuBaT OMUOUIH.

[TapeHTepanHO XpaHeHE PU U3PAa3eH CTOMATHT WK e30(arut

[MpodunakTrka Ha raICHETO W TIOBPBIIIAHETO MTPH XUMHOTEPAITHS

["aneneTo, MOBPBIAHETO U TUAPHUATA Ca €HU OT HAM-TPEBOKHUTE CUMITOMHM 3a OOJHUA. AKO HE
Ce MOATHUCHAT e(DEeKTHBHO BOJIAT JIO TEXKKH yCIIOKHECHUS- IEXHUIPATALINS, CIIEKTPOIUTEH ArcOananc,
BJIOIIIEHO OOIIO ChCTOSIHKE, OTJaraHe Ha JICYSHUETO, PEIYKIHs Ha JI03U M HHUCKAa e(DEKTUBHOCT HA
JICUCHUETO.

Paznnuasat ce gakonko suma UXTTTI:

e OcTpo — Bb3HHMKBA B IbPBUTE 24 U clie]] XUMUOTEpANusATa
e OTCpoYeHO — NOSIBSIBA CE HA BTOPUS JAECH WIH II0-KbCHO
e PedpakrepHo — NosBsBA cE€ HE3ABUCUMO OT IIPOBEXKJaHATa AHTUEMETUYHA Tepanus



e [IpeaBapuTenHo — MoOsABSIBA C€ MPEIX HAYAJIOTO HA JIEUEHUETO U OOMKHOBEHO € Pe3yJITaT
0T Hee()eKTUBHO TOTUCKAHE HA TE3U CHMIITOMH TP MPE/IIISCTBAIIO JICUCHUE

OcBeH OT NMpOBEKIaHaTa JICKAPCTBCHA Teparwus, Te MOraT Ja ce MPOBOKHUpAT W STPOTEHHO, OT
H’b‘-IeTepaHI/ISI, BCJICACTBUC HA AaHCCTC3UA HpI/I OHepaTI/IBHa I/IHTepBeHHI/IH, Morar aa c€ AbJIKAaT U Ha
caMoTO 3a00JIsIBaHE.

MexaHau3MHuTe Ha raicHCTO U MOBPBHITAHCTO BKIIOYBAT ABA BT — nepmpepeH " OCHTPAJICH.

LleHTpasieH T - BKIIOYBAHE HA 3aIHUS BaryCoB peduieKc upes:

AdepeHTHN CUTHaM OT pa3KIOHEHUITa Ha Ha N.vagus B CTOMAIllHATA W YpEeBHATa JIMTaBHIA B
pe3yaTaT Ha MOCTHIIMIIN IPa3HUTEIHN TaM KbM IIEHTHPa Ha MOoBphInaneTo (nucleus tractus solitarii)
B MO3BYHHS CTBOJL

AKTHBHpaHe Ha XeMopelenTopHara TpurepHa 30Ha (XPT3) B ueTBbpTH MO3bUEH BEHTPUKYJL,KOSATO
€ B PSIK KOHTAKT ¢ nepudepHoTo kpbBooOpbiieHne. HeBpomenuaropute Ha XPT3, kouto urpasr
pOJIS B MIOBPBIIAHETO Ca: alleTHJIXOJIUH, nonaMuH, xuctamud, GABA, ceporonuH, cyOcranius P,
KaKTO U CbOTBETHUTE UM PELENTOPH.

EdepenTHn BarycoBu CUTHaIM KbM XPAaHONPOBOJA, CTOMAaxa, YpeBHATa JIMIaBHUIA, HEBPOHU B
nuadparmaTta, aBTOHOMHH €(DepEeHTHU CUTHAJIM KbM ChPILIETO, TUXATEIHUTE IbTHILA, CIFOHYEHUTE
XKIIE3H, KOXKaTa, KOeTo 00sCHSIBA MOsSBaTa HA MPOJIPOMAIIHU CUMIITOMHU Ha aKTa Ha OBPBIIAHETO.

[TepudepHusAT IBT CE aKTUBHPA, KOTATO OINPEENICH APA3HUTEN, B CIIydyasi IIUTOCTATHK, CTUMYJIUpPA
CHTEPOXpOMa(UHHUTE KICTKHM B TOPHHUS €TaK Ha TaCTPOMHTECTHHAIHHUS TpPAaKT, OTIENs ce
CEpPOTOHMH, KOWTO ce cBbp3Ba ¢ 5-HT3 peuentopure M upe3 BaryCoBH HEPBHM Pa3KJIOHEHHUS
M3Mpalia €eMETUYHM HMITYJICM JUPEKTHO 10 LEHThpa Ha NOBPBIIAHETO WM HHIMPEKTHO 4pe3
XEMOpPELENTOPHATa TPUT'€pHA 30Ha.

prHI/I III/ITOCTaTI/IIII/I/ OMOJIOTMYHH ar¢HTH, B 3aBUCUMOCT OT CMCTOTCHHUS MOTCHIUAI U ITPEBCHUI A
Ha TOPHO-AUCHCUTUYIHNA CUHAPOM

Bucox (>90%) Cpenen (30% -90%) | Hucbk (10%-30%) | Munumasien
(<10%)

SHT -3 SHT -3 SHT -3 anraronucr HE ce Ipujiarar

aHTaroHuctt+aprepitantt | antaronuct+Dexa
methasone

dexamethasone

Carmustine>250 mg/m2 | Altretamine Abraxane Aflibercept

Cisplatin Amifostine  >300 Amifostine <300 | Alectinib
mg/m?2 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 Docetaxel Cabozantinib
<1500 mg/m2
Dactinomycin Cyclophosphamide p.o. | Doxorubicin<20 Ceritinib
mg/m?2
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/m?2
Imatinib Mitomycin Gefitinib
Irinotecan Mitoxantrone <12 | Fludarabine
mg/m?2
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 NnmpaBuJjia 3a aHTUEMETHUIHA TEPaAIInud:

Jlo3upaHe — 3ammo4Ba ce ¢ Hali-MayikaTa e(heKTHBHA 71032 32 ChOTBETHATA TEPAITHS




N360p Ha aHTHEeMeTHK — 0Oa3Wpa ce Ha €METOTEHHHUS PUCK OT MPOBEXKIAaHATA MPU KOHKPETHUS
nanueHT Tepanus. CeriiacHo npenopbkute Ha MASCC u ESMO:

- Ilpu nunca ma NKI1 penentopeH aHTaroHuCT, 3a NPEANOYUTAHE € MPHIOKECHHE Ha
palonosetron

OTxBBpJISHE Ha JApYrd TNPUYUHU 32 TaJ€HE W TOBpPBIIAHE: XHUIEPTOHWYHA KpHU3a, YpEBHA
00CTpyKIIHsI, MO3BYHH METACTa3u, MPoOIEeMU ¢ BeCTUOYIapHUS anapar, eIeKTPOIUTEH AucOananc,
ypemusi, JOpyrd JekapcTBa (OMUOWAM, AaHTHOMOTUIM), TCUXO(PU3HOJIOTUYHU TMPUINHU
(TpEeBOXKHOCT).

[Tpu mpoBexxgaHe Ha ThUETEPANUs CHIIO TPSAOBA Ja ce MPEIECHU PHCKa OT €eMETOreHeH e(peKT Ha
npuiaraHara jJo3a u 00JacTra, Koato ce o0puBa. BbB BCUUKH citydan ce Hanara npoduiakTuka ¢
5-HT3 penientopeH aHTarOHUCT MPEAr Besika pakius, Che win 6e3 nodassHe Ha dexamethasone.

lageHe ¥ moBphIaHe IPU OOJHH ¢ HAMPEIHAIIO 3JT0KAYECTBEHO 3a00IsIBaHE

Haii-uecTto B TO3M CTaI[I/Iﬁ Ha 3a00JIIBaHETO TaJICHCTO U MMOBPBIIAHETO Ca O6YCHOB€HI/I OT MHOTI'O
(baKTDpI/I, KOCTO onpcaciid U NpCAINOYNTaHuATa KbM CIUH UKW APYT aHTUCMCTUK —

- HaApyIIeH MOTWJIMTET Ha CTOMaxa (METOKJIOIPaMHII),
- XemaToMeraus,

- KOHCTHIIALMS,

- IIpUEM Ha OIMMOUH,

- TIOBHUIIICHO BBTPEUYCPEITHO HASTaHE (IEKCaMETa30H),

- ypeBHa OOCTPYKIMS (CKONOJAMUH W OKTPEOTH] MpU OOWIHA YpeBHA CEKpeuus U
HEBB3MOXHOCT 3a OIepaTHBHA UHTEPBEHLIUA).

NK1 PCUCITOPHUTE AHTA'OHUCTU HE CC IIpWJIaraT B TE3U ClIydau Iopaad BUCOKATA UM IICHA.

AnTHEMETHIIN:

CepOTOHMHOBH PELIEITOPHU aHTAaroHUCTU-CEPOTOHUHBT CE CEKPETUPA OT EHTEPOXpOMadUHHUTE
KJeTKky B ropHute otnenu Ha T UT u e oTroBopeH 3a MOBPBIIAHETO,CTUMYIIMPA TEPUCTANTHKATA U
CEKPETOPHUTE PEQIIEKCH.

SHT-3 anTaronucru

OUTOCTAaTHYHA TCPaAIus, MOCTONCPATUBHO U JIBYCBOUMHAYILIUPAHO IraICHC U TIOBPBIIAHC

CenextuBuu 5-HT3 a"nTaroHuctu:

[Tpunarat ce 30 min npenu XUMHOTEpanus, NpoabbkaBa 1o Bpeme Ha XT W HAKOJIKO JHU
cien puximouBaHero Ha HJIP: rmaBoOonme, "flush", mpexoaHo pa3aBuKBaHE Ha CepyMHHTE
TpaHCaMMHa3M, 3alek, yabbkaBaHe Ha QT uHTepBa.

Ondansetron hydrochloride: 2x8 mg per os/ i.v./i.m. Makcumannara no3a 3a 244. e 32mg/nH, 1-
5 nen. EnnokpaTtHa no3a mo- romsimMa ot 16mg B 50-100mn 0,9% NaCl 3a Munumym 15 muH.
Buumonue! /lo303aBrucumo yBennuenue Ha QT uHTepBaia.

Granisetron hydrochloride: i.v. 1-3 mg (10-40 ug / xr) 6aBHa MHTpPaBEHO3Ha WHXXEKLMS WIN
MHTpaBEHO3HA WHQY3HsI pa3pekaa U ce mpujara B IpOJAbIDKEHHE Ha 5 MUHYTH. Pa3TBOpBT TpsiOBa
Jla ce pa3peny 0 5 Mr Ha MIUTMJIMTHP. MakcuMaiaHaTa 703a 3a 244. He TpsOBa Ja HaJaBHUIIaBa 9



mg per os-1 mg 2x nHeBHO wiM 2 mg 1x gHeBHO no | ceaMuua cien abUeTepanus WIH
xumuorepanusd. [IepBaTta no3a Granisetron TpsiOBa Aa ce npuiara B pamkute Ha 1h npenu .Haganoto
Ha JICUYEHHUETO.

Palonosetron hydrochloride /mpenorBpaTsiBaHe Ha TaJeHe W TMOBpPBIIAHE, CBBP3aHO C
xumuoTepanus/: 250 Mmukporpama eqHokpatHo 6omyc 3a 30 cexynau; S00 Mukporpama e JHOKpaTHO
nep oc 1h mpean xummorepanusita

Dolasetron Mesylate — mpenoTBpatsiBa rajieHe W MOBPBUIAHE WHAYLMPAHH OT XUMHUOTEPAIIHs,
MIOCTOTIEPATUBHO TaJieHe U noBpbliane - 1,8 mg/kg enunnyna 1.v.103a

Tropisetron -3a npegoTBpaTsABaHe Ha raJicHEe W MOBPbBIIAHE WHAYIHPAHH OT XMMHUOTEPAINUs; S5
mg/nH. uaTpaBeHo3Ha uHPys3us paszpeaeH B 100 mi. 0,9% NaCl wnu 5% p-p Ha ['mroko3sa.

HecenextuBuu 5-HT3 penenTtopHr aHTaroHUCTH- T€ C€ CBHP3BAT U C APYTU PELENTOPH- AOTIAMUH
2, XOHI/IHepFI/I‘-IHI/I NN XI/ICTaMI/IH 1 pCHCHTOpI/I. TOBa BOJH 0 ITOBHUIIIaBAHEC HA aHTUEMCTHUYHATA UM
edexTuBHOCT. Te umat 1babr oy kuBOT /20-50 yaca/ u ce mpuiaraT €IUH BT JHEBHO.

NK1 penenropen antaronuct: ymepeHo CYP450 3A4 nuHxuOuTOp, M €THOBPEMEHHO TIPHIIOKEHUE
¢ CYP450 3A4 cyGctpatu morar ja MOBUIIAT TOKCHYHOCT. He ce mpemopbuBa 3a ynorpeda c
nukinodochamMua-crappKan cXxeMu Wik cxemu Ha Docetaxel; u nBara ce meTabonusupar OT
CYP450 3A4 , xoero € mpeAnocTaBKa 3a JOMbIHUTEIHA TOKCUIHOCT.

Hen 1 Hen 2 Hen 3
Aprepitant /| 125mr opanno/ 80 mr opanHo / 80 mr opanHo/
Fosaprepitant

150mriv.3a30mun | HE HE
Dexamethasone 12 mr opasiHO HUTO €IUH HUTO €IUH
5-HT 3 antaronuctu | CraHmapTHa 1032 OT | HATO €OUH HUTO €IUH

5-HT 3

aHTarOHHCTH

KopTukocrepouaun /nucleus tractus solitarius, 5-HT3 antaroHuct/. mUTOCTaTHYHA TEpamnus,
NAJIMATHBHUTE TPIDKM  TIOCTONEPATHBHO W JIBYCBOMHIYIMPAHO TaZcHe U  TOBPBIIAHE
Dexamethasone 2x8 mg i.v./i.m.; 20 mg i.v.HemocpeacTBeHo npeau X T

JlonaMMHOBH pelleNTOPHU AHTATOHUCTHU: C (DeKT BbPXY JONAMUHOBUTE 2 U 3 pelenTopu.

Metoclopramide /antaroHuct Ha 1onaMuH-2 peuenropurte, ciabd 5-HT3 penentopen aHTaroHucr,
cenexktuBeH 5-HT4 peuenropen antaronuct/: Jlo3a:10-20mg i.m./i.v. 6aBHO 1/2h npeau XT u npu
HE00X0IMMOCT TIOBTOpEeHHE Ha 6h

HJIP: ExcrpanupamMuHd CHUMOTOMH: OCTpa AUCTOHHUA, JUCKUHE3USA, MAPKUHCOHOB CHHAPOM,
aKaTu3us, CJe]l IpUiaraHe Ha €IHOKPATHH JJO3M METOKJIONPaMUJI, 0COOCHO TIPU MIJIaJId XOpa.

AnTtunot: Akineton Smg i.v. 6aBHO

Chlorpromazine

25 mg/ml amp. — 1 MJ1/49 IpH CTPOT KOHTPOJI HA KPBBHOTO HaJsiraHe!



Haloperidol - nocronepatusHo ragene 1,5-3 mg per os/ s.c. Beuep

Droperidol cbio ce nznosnssa 3a iedeHUE Ha IOCTONIEPATUBHO I'aJIEHE U OBPBIIIAHE.
MycKkaprHOBY XOJUHEPTUYHU U XUCTAMUHOBH PELIENTOPHU aHTarOHUCTH

ITpu HapyieHus: BbB BeCTHOYIapHUS anapar

Dimenhydrinat 50mg tabl.

A}lIOBaHTI/I, npujarai ¢ aHTUCMCTUIINTC!
HpI/I pe(bpaKTepHH Ha JICYCHHUC IaICHC U MMOBPBIIAHC B KOM6I/IH8.I_[I/I}I C aHTUCMCTHUIIN

Gabapentin — aHajor Ha rama-aMHHOOYTHpOBaTa KHCEJIIMHA C peJakcupall, MOTUCKAII
TPEBOXKHOCTTA M aHTUKOHBYJICHBEH edek 300 mg 2-3 mbTH THEBHO - 2 JHU Mpeau 3alovBaHe Ha
XUMHUoOTepanusaTa 1 1 ceaMuua cies Tosa.

Olanzapine - aTUNMYEH aHTUNICUXOTUK, C aHTUXOJUHEPTUYHH €(EKTH U TapreTUpal] MHOKECTBO
peuentopu B [IHC, Bxmtountenno u SHT-3; 10 mg BeAHBX AHEBHO, 3alI0YBAWKK OT ITbPBH JICH Ha
XUMUOTCPANICBTUIHHNA TUKDBJI U HpOI[’bJI)KaBafIKPI [0)11(¥ 3 JHU CJICI Kpasd MY.

benmsoauazennun - Lorazepam U Jp.- IpY TICUXOT€HHA HAcllOMKa M aHTHIMIIATOPHO
MOBPBUIAHE: OT IEHS IPEIU A0 ACHS CIE] XMMUOTEPANEBTUYHUS LIUKBJI.

Juapus

[IpencraBnsBa ycnoxxHeHue oT JyedeHueto npu 50%-80% oOT OHKOJOTHMYHO OOJHUTE, KOUTO
NPOBEXJAT JIbUeTepanus Ha Ta3oBaTa oOO0JacT, XUMHOTEpanus ¢ (QIyOpONUPUMHUINHM, WIH
M0JTy4yaBaT TUPO3UH-KUHA3HU MHXUOUTOpHU. J[MapusTa € 1030JIMMUTHpPAILA TOKCUYHOCT, OCOOEHO
pY KOMOMHUPAHU peXXUMHU. 3a JUapHsl ce TOBOPH, KOTaTo U3X0XKIaHHTa ca IIOBeYe OT 3 JTHEBHO,
HaaxBePIAT 300 cMm3/enmu3on u chabpxkat >70% Boma [11].

CeriacHo cucreMara 3a TpajipaHe Ha HEXEIAHWUT € JIeKapcTBeHW peakiuu Ha National Cancer
Institute, quapusita Oupa:

- creneH 1 (<4 nedekanuu JHEBHO);
- crereH 2 (4-6 nedexanuu THEBHO ChC CIEIIHOCT);

- cremneH 3 (>7 nedexanuy THEBHO, MHKOHTHHEHIIUS, W.B. OBOJHSIBaHE >24 4, M3UCKBa
XOCTIUTATA3AIHS ),
- cTemneH 4 — KMBOTO3acTpaliaBanio ChCTOSTHUE, XEMOJUHAMUYEH KOJIAIIC.

Haii-uecTo nuapust Br3HHKBA 1pH JiedueHue ¢: 5-OVY, Capecitabine, TomonzomMepa3sHu HHXHUOUTOPH,
takcanw, Erlotinib, Gefitinib, Sorafenib, Sunitinib, Imatinib, Everolimus u koMOMHAIINHU OT TSX.

[IpenmosnaraeMu MeXxaHU3MHU Ha Bb3HUKBAaHE HA IUAPHTA, YECTOTA IPU IPOTUBOTYMOPHO JIEYEHHE

JlekapcTBeH MPOAYKT MexaHu3bM YecToTa, Bpeme 3a nosisa

Fluoropyrimidines: [Toruckane B wmuro3a Ha | IIpu okono 50% ot GonHuTe,
5-FU KJIETKUTE HAa CNUTEIHUTE | MOJyYaBally 5-FU -
Capecitabine KPHITH, KOETO BOJH JI0 ceIMMYHM BiuBaHus. llpu

HapymieH OallaHC  MEXAy | IMOJIOBHHATA OT TAX CE Hajara
ceKkpenusaTa u abcopOruaTa B | mapeHTepaHa XuapaTarus
TBHKOTO YEPBO




Tomnouzomepaszuu Octpo Hayajuo — | OcTpo Hayano — npu OKOJIO0
WHXUOHUTOPHU: XOJIMHEPTUYHHU CBOICTBA 80% oT GoHUTE
ce HalmoJaBaT JIEKH IO
Irinotecan OrtcpoueHa MosiBa — | YMEPEHO TEKKHU
JIEKOHIOTUPaHe Ha | cumnToMy; ipu 10% - Texku
metabonura Ha CPT — SN-38
IJIOKYPOHMJ ~ OT  YPEBHHU
OakTepuu,
KOETO MO3BOJIIBA TUPEKTHO Orcpoyena mosiBa — MpH
BB3/ICHCTBHE BBPXY upeBHmst | OKOIO 60% - 87% ot
enUTeN; UHAYLUPaHa OT OosnHuTe
JIEKapCTBEHH MPOYKTH
HPOAYKLUS HA
pouH(IaMaTOpHU
LIUTOKMHU
Taxcauu — [IpenuzBukBa wucxemuss Ha | Okoino 25% or OomHUTE,
Docetaxel 1e0en0To YepBo ci1abo u3paszeHa
ypes:
-TUPEKTeH  e(peKT  BBPXY
enuTena (HeKpo3a)
-aHTUAHTUOTCHEH €(eKT
Erlotinib Hesicen mexanuzsm, Moxke 0u | 40% - 60% ot OomHuUTe,
Gefitinib Urpae poJsia MOTUCKAHETO HA | PSAAKO € TEXKA
EGFR, xoeTo nosinmsiBa
CeKpeluaTa Ha  XJOPUIH
(moBuIIEHaTa CEKpeIus Ha
XJIOPU/IN BOJIU JI0
HOHIKEHA HaTpHUeBa
abcopOrwst)
Sorafenib Hescen 30%-40% ot 6omHHUTE, 5% -
TEXKa CTEIeH
Sunitinib Hescen 40% - 53% ot 6omnauTE, 3%-
5% - TexKa creneH
Imatinib C-Kit WHXUOHMpaHe B | 30% - 50% ot GonHute,
ypeBHUTEe KIeTKH Ha Cajal, | 1%-5% Texka crenen
JMPEKTHO
yBpeXJaHe  Ha
YpeBHATa MyK03a
mTOR uHxuoutop | Hapymena ypeBHa | 30% ot OonHUTE, PAIKO
Everolimus MukpodIopa TEXKa
MamnabcopOrust
Jleuenne

[TpobuoTunuTe nMaT GiaronpusTeH eekT 3a MUHUMH3UpaHe Ha edekrute Ha 5-FU.

Loperamide hydrochloride — nawanna mo3a 4 mg, mocnexBana ot 2 mg Ha Bcekd 4 h. 1o

MMpEyCTaHOBABAHC HA JUApUATA.




AKko auapusita He ce oBnajee npe3 mbpBute 12 — 24h,

Loperamide hydrochloride ce Ha3HauaBa B mo-BHUCOKH 103U — 2 mg Ha Bceku 2h (mo 24 h).
Octreotide e moka3aH 3a BTopa JIMHUS JICYEHUE NIPH pePpaKTEPHU TUAPHH.
[Tpunara ce mo 100 — 150 mkr - 3x gHEBHO s.c, uinu 25-50 mkr/h i.v.

AJexkBaTHaTa XuapaTalys, KOpUrupaHe Ha eIeKTPOIUTHUS TucOaliaHe, AUeTa, ca HeU3MEHHA YacT
OT TEpaneBTUYHUTE MEPKHU MIPH JICUCHUE Ha TUaAPHSL.



42. CBDBP3AHA C XUMHNOTEPAIINA KAPANOTOKCHUYHOCT

Copaeunara 1ucyHKIMS Cllel] IPOBEAEHO JIEYEHNE NTPH NALMEHTH ¢ KapLUHOM € U3BECTHA OIIE OT
1960 ropuHa ciel IMPOKOTO HABIM3aHE HAa AHTPALMKIMHUTE B OHKosoruara. ChbpledHara
HEZO0CTAaThYHOCT, pEAIN3UPaHa CIIel JICYCHHUE C AHTPALIMKIMHH € IIUPOKO U3BECTHA KaTO CTPAHUYEH
edexr. [Ipe3 mocneanute ronuHu Osfxa BBBEACHU PA3IUYHU CTPATETHMM 3a OICHKA HA Kapauo-
TOKCHUYHOCT, HAKOU OT KOUTO 0s51Xa OTXBBPJICHH, HO KATO NMPHJIOKUMH B €XKeJHEBHATA IPAKTHKA CE
HaJIO’KMXa MOHUTOPUPAHE Ha OIIEHKaTa Ha J1eBo- kamepHata (JIK) ¢ppakuns Ha nzrinacksane (P1%)
0T oOpa3HaTa IMarHoCTUKa M eHAOMHOKapaHaTa Ouomncus. Ilopaan MHBa3MBHOTO €CTECTBO Ha
nocnenanara, JIK ®U % ce oka3a oT 0ocoOeHO 3HAYEHUE B KIMHUYHOTO MPOCTEAsSBaHE Ha
nanueHture. Hanpeasanero Ha exokapauorpadusra B 00J1acTTa Ha HOBUTE HEMHBAa3UBHU METOAU
3a onieHka Ha JIK ¢yHKuuMs Hanoxu npepasriaexaane Ha HagexHocTTa Ha JIK D% ot nBypazmepHa
KOHBEHIIMOHAJIHA eX0Kapauorpagus KaTo 00EKTUBEH METOJ 32 OLIEHKA Ha KapAMOTOKCUYHOCT.

Onpe,ueneHI/Ie 34 KapAUOTOKCUYIHOCT, CBbp3aHa C XUMHUOTECpaIus

Cebp3anata ¢ xumuotepanus kapauotokcudanocT (CXKT) ce onpenenst karo HamansBane Ha JIK
®U % c noseue ot 10 % npu croitHocTH < 53 % (HOpMaiHa pedepeHTHA CTOMHOCT 3a IBypa3MepHa
exokapauorpadus) IMOTBBPAECHO OT TIOBTOPHH U3MepBaHUs. [lOBTOpHHTE HW3MEpBaHHSA Ce
OCBIIIECTBABAT OT 2 10 3 ceAMMLM cjel MbpPBOHAYaIHO ycTaHoBeHara noHmwxkeHa JIK ®U%.
Penyuupanara JIK ®U % ce kareropuzupa KaTo CHUMITOMAaTH4HA, ACUMMITOMAaTHYHA WIH
peBep3ubenHa.

CXKT ce knacudunupa xaTo :

Tun I - xapakTepeH 3a rpymnara Ha aHTPAaLMKIMHHUTE, KOSTa € CBbp3aHa C J03aTa, BOAU 1O
KJIEThUYHA aIloNT03a U € HeoOpaTuMa Ha KJIEThYHO HUBO. PAaHHOTO I ycTaHOBSIBaHE U JICUEHHE ca
cBbp3aHU c npeBeHuusta Ha JIK pemonenupane, KakTo M Mporpecusra H 10 CbhpledHa
HEJIOCTaThYHOCT.

Tumn I - xapakTepHa 3a Trastuzumab, He ce BiHse OT MPHUIIOKEHATA J103a U CAMOCTOSTEITHO
NPUIOKEHN He BoIAT A0 kierbyHa amonrto3a. CXKT e uwecto oOpatuma, HO MOpagud 4ecTO
npeaxoxjaiia Teparnua ¢ arCHTu OT Tum I, CC MpcaroJjiara, 4 rnpu T€3nu peKNMMHU Ha JICUCHUC Tum
II arenTuTe 3a7bp1004aBaT KJIEThUHATA AIIONTO3A O B MOMEHTA HA MIPUIOKEHUETO UM.

Exokapnuorpadcka orieHka Ha chpeyHarta GyHKIUS 1 MOP(OIOTHS NP MAIMEHTH C  KapIIMHOM
JIK cucronHa QyHKIMsA

Exoxapamorpadusra e Mmetox Ha n300p 3a OlEHKA HA MAIIMEHTH C KapIMHOM — IIPEJH, 0 BpeMe
U clie/l IPUKITIIOYBAHE Ha TeparusTa.

W3uckBaneto 3a usmepBane Ha JIK ®U% TpsabBa na Obae OChIIECTBEH ¢ Hal-I00pUsS METOZ,
BB3MOXKEH 3a exokapauorpadckarta srabopartopus (Tpuu3MepHaTa exokapauorpadus € 3a
MPEIOYNUTAHE )

[Tpu u3non3BaHe Ha ABypa3MepHaTa exokapauorpadus ce npeamnoyura Merox Ha CHUMIICHH OT
aInMKaJlHa [TO3ULIHS IBYKYXUHEH CPE3.



JIK ®N% Tps6Ba na ce koMOMHMpa ¢ u3uncisgBane Ha wall motion unnexc. ( WMSI)

[Tpu HEBB3MOXKHOCT 3a OIleHKa Ha TiI00aneH JoHrutyauHaineH crpeiia (GLS) ot speckle tracking
exokapauorpadusra, ce mpenopbuBa KOJIMYECTBEHA OllIeHKa Ha riiobanHaTa JIK noHruTy iuHanHa
byHkIusa upe3 M- Moa exokapauorpadusaTa — MpeMecTBaHe Ha MUTpPAJICH KIIAlleH MPBhCTCH —
MAPCE wunu unu nukoBa cuctonHa ckopocT (s’) ot TDI

JIK ®U1 % ouenena oT ABypa3MepHaTa exokapauorpadus 4ecTo € HeJJocTaThbuHa 3a OI[CHKA Ha
MajkuTe npomMeHy B JIK KOHTpaKTUIIHOCT.

Jlnacrosa QyHKIHI

He3zaBucumo, ue napamerpuTte 3a olieHKa Ha AuactoiHata pyHnkuus Ha JIK HIMaT mpornoctuyHa
CTOMHOCT IO OTHOIIEHHE Ha KapJAMOTOKCHYHOCTTA, OIIEHKAaTa Ha JUacToiHATa (PyHKIHS ce
U3IOJI3Ba 3a TpajiupaHe Ha TEKECTTa Ha JUACTOJHATa AUCQYHKIIMS, KAKTO U OMpelessHe Ha
HasiraHeTo Ha biHeHe Ha JIK mpu Te3u marueHTH.

DvyvHKIMS Ha JgCHA KaMepa.

Ananmu3pt Ha JIK nucyHKuMsS Hpu MalMEHTUTE clel XMMUOTEpanus HsMa MPOrHUCTHYEH
XapakTep, HO KOJIMYECTBEHATa OLEHKA Ha JECHUTE KYXMHM U (PyHKIUS ce mpociensBa IMpH
BbBIMYaHe Ha /IK B cucTeMHMs Tpo1iec Ha OHKOJIOTUYHOTO 3a00JIsBaHe.

Kianau 6osnectu

C"bp,ILG‘IHI/ITC KJIaIlk CC€ aHaJIn3upar € 0Cc00€eHO BHUMaHHE IIPpU MAOUCHTUTC HAa XEMOTCpPpAIIu.

[TanmeHTH C yCTAaHOBEHW HACTBITWIIN MMPOMEHH B KJIAITHUS ariapar Mo BpeMe Ha XeMOTeparus ce
peaHanu3upaT Mo BpEeME Ha IeJidsl MEepUoJ Ha JICUCHHE W Clie] MPUKIIOYBAHE HAa Kypca OT
XEMOTeparnus , KaTo ¢e MPOCeAsIBaT pa3Mepu M T'PaJUCHTH Ha CTCHOTUYEH OTBOP, CTCTICH Ha
KJIalHa peryprutanusa. YecTtora Ha peryiasipHUTE MpEryieu Ce OCBHIUIECTBABA B 3aBUCHUMOCT OT
CTEIICHTA Ha 3acsiraHe Ha KJalHus anapat cnopen PpkoBosicTBaTa Ha EBponelickara acoruanus
no oOpas3Ha auarHocTtuka (2014).

Ilepukapaua OoJiect.

Hannaue na IepruKapiHa boect IIpH MAUCHTUTE C KAPUWMHOM CC€ acollurpa C HAJIMYHU CbpACYHU
MCTACTa3u UJIKN B CIICACTBUC HaA IIPOBCACHA XEMOTCpAITUA / paauoTepaliu.

CreneHHa Ha TMEpPHUKApIHUS U3IUB CE OMpeleis KOJIUYECTBEHO M ce KBanuduimpa cropen
MIPOBECHUTE CTAHIAPTH.

Exoxapaunorpadckute u Jlomnep MeToau 3a OIEHKa HAa HaJMYMEe Ha TaMIIOHajga TpsOBa jaa ce
aHAJIM3UPaT BHUMATEIIHO, 0OCOOEHO MPU HAJIMYME HAa MAJIMTHEHA T'eHe3a Ha epUKapIHUs U3JIUB.

SMP ce npunara npu NManMEeHTH 3a OLEHKA HA BEPOSTEH IIbPBUYEH IPOLEC, AHTAKHUPALL]
HepuKapna, KakTo M 3a OTAU(epeHIMpaHe OT KOHCTPUKTUBEH IEPUKApIUT, CJIE] €KCIepTHA
exokapauorpagcka OreHka.

TpunsmepHa exokapauorpadus (3DE )

3DE e nmpenmouynTaH METOA 3a aHanu3 U MoHUTopHpaHe Ha JIK QyHKUuMS Npu HMaluMeHTH ciex
xemotepanus u ipu cbMHEeHHE 32 CXKT. [IpeaumcTBoTO € B 10-100pHst 06pa3 U MOBTOPSIEMOCT
Ha pe3yaTarture npu Monutopupanata ¢ 3DE JIK ®1%.



OcpliecTBsiBa ce OT EKCHepTH W J100pe TpeHUpaHH B TpPUU3MEpHATa exokapauorpadus
CTICIUATICTH —KapAHOJIO3H, JJUMHUTHPAIIO 00CTOATENCTBO € N3NCKBAHETO 33 JOOPO KayeCcTBO Ha
aHWJIM3UpaHUs 00pa3, KoeTo TpsAOBa Ja ce MMa B MPEABHUJ NMPH MAIMEHTUTE C OHKOJOTUYHU
3a00JI1BaHMS.

Kourpacraa exokapanorpadus

[TpunoxeHneTo Ha KOHTPACTHATA eXOKapAHoTrpadusi HaMUpa MOTSHIUAT MPH MPU NAIMEHTHTE
cllefl XeMOTepanust pU HeJA0CTaThbuHO J0Obp 00pa3 Ha aHanu3upaHu cermeHTH Ha JIK.

CowraacHo mocneanute PpkoBoactBa (2013) ce mpemopbuBa M3MON3BaHE HAa KOHTpAcT MHpU
He00po n300pa3sBaHe Ha TIOHE 2 ChCEIHU CETMEHTA OT alTuKaIHA ITO3UIIUS.

KonpactHara exokapauorpadust He ce npenopbusa npu 3DE 3a npociiensBane Ha TAIUCHTHTE
cleql XeMOTeparusl.

Ctpec eXOKaDI[I/IOFDa(bI/IH.

Ctpec exokapauorpadusara ce MpernopbuBa NPU MAIMEHTH C IMOTEHIMATHA WJIM BEpHUSITHA
KOpOHapHa OO0JIECT, KOraro KOHBEUIMOHAJTHATa eXOoKapauorpadusi € HEeIOCTaThbuHO WIIH
HCHUHTCPIPCTCPYCMa IPHU MALUCHTHU, IPOBCKAAIN JICUCHUC C aIrCHTU, KOUTO MOraT aa NpUIHUHAT
kopoHapna ucxemus (Fluorouacil, Bevacizumab, Sorafenib, Sunitinib)

Crpec exokapauorpadusra ce mpernopbuBa ChIIO U 3@ OLIEHKA Ha KOHTPAaKTUJIHUSA pE3epB Ha
JIK mpu nanment cbe CXKT.

Ornenka Ha cyOkananuda JIK npucdyakims .

Penyuupanara JIK ®U % cnen 6a3zoBata exokapauorpadusi WiIM IpU MalMEHTH Clel
MPUITOKCHUC HAa aHTPAKIHUKIIMHA € CBbP3daHa C BUCOK PUCK OT CbpACYHO CbAOBU MHIIUACHTH.

HezaBucumo ycranosenara ot Jlomiep u ThkaneH Jloriep HayanHa AMAacToNIHA TUCHYHKUINS TpU
MAIUEHTUTE HA XEMOTEparivs, TS He BHHATH MOXE Ja 0bJie MPOrHOCTUYHA M0 OTHOILIECHUTE Ha
CXKT.

Muoxkapanata nedopmarus (strain) aHaau3upaHa OT JABypa3MeEpHa exokapaworpadus upes
metoza Ha Speckle tracking e npeamountan MeTo Ha aHaNK3, YTBBP/ACH B KIIMHUYHATA MPAKTHKA,
BKIIOYMTETHO W TPH TpOCIeAsBaHE Ha TMAalUEHTH clea  Xxemorepamus. [ moOamHusT
JIOHTUTYIMHAJIEH CTPEHH € ONTHUMAJTHHAT MapaMeThp 3a aHalIM3 Ha paHHa cyOknuHuuHa JIK

TUCHYHKITHS.

[IpenopbuBa ce u3cienBaHUATAa HA CTpeliHAa MO BpeMe Ha XeMOoTepalus Ja Ce€ CBhIOCTaBsT C
I'bPBOHAYAJIHUA JIOHTUTYIMHAJICH CTPEHH Npeau cTapTUpaHe Ha jedeHuero. [Ipu nmanuentu c
HaJIMYeH MbPBOHAYAJICH TJI00ajeH JOHTUTYAUHANIEH CTPEiH, peJaTUBHATA PEIyKIUs B X0Ja Ha
xemorepamus ¢ < 8% mojJiexaT Ha PEeJOBHO MPOCIEIsIBaHe, KAKTO U CTOMHOCTH Ha TI00aleH
CTpEVH penyuupanu ¢ > 15% oT mppBOHAYaIHATA CE€ CUUTAT 32 NATOJIOTMYHH.

[Tpu mocneasBaHe HA MAIIMEHTUTE ¢ KAPIIMHOM 10 OTHOIIIEHHE HA TIOKA3aTeNIUTe 3a MUOKapIHA
nedopmarus ce IpernopbuBa OCHIIECTBIHETO UM Jia ObJIe HA €JHA U ChIlla exokapauorpadcka
mamuHa win off-line amanu3st na 6pae ¢ equn codryep. B mporokona ce oTGens3Bar THUTE
MIPEJIN U I XeMOTepaIus, MopsIbK Ha Kypca, KOMTO MalMeThT MPEMHUHABA.

[ToBUIIEHUAT TPOMIOHUH MO BpEME HAa KapIMOTOKCUYHA XeMoTepanus € npusHak 3a panHa CXKT.



3a pas3nuka OT TPOIIOHMHA, OLICHKaTa ¥ aHanu3a Ha pro-BNP uma oTHoIIeHHEe TOBEYE KbM OLIEHKA
Ha CTEIICHHA Ha HajaraHeTo Ha neiHeHe Ha JIK, oTkonkoro 3a amanu3 Ha CXKT.

[Ipunoxxenue Ha qpyrure oOpa3Hu JuarHoctuka 3a ananus Ha CXKT.

Onenkara Ha JIK ®1% ¢ MUGA e ¢ BUKOKa penpoAyKTUBHOCT, Ha MOpPagy HAJIMYHUETO Ha
JOMBJIHATEIHA paJualldHHAa HATOBAapEHOCT Ha MAlMEHTUTE € JIMMUTHpPAaHAa B OHKOJIOTHUSATA,
MpeIMMHO 3a OIIeHKa Ha MepukapaHa 0ojecT, BbBIMYAHE Ha KIJANeH amapar U oueHka Ha JIK
byHKIH.

[TpunoxeHneTo Ha raMa-KaMepuTe KaTo HEMHBa3MBEH METOJ 3a oreHka Ha JIK dyHkims e Bce
OIIe B MPOIIEC HAa CTAHIAPTU3UPAHE.

Copneunust SAMP e 3naren crannapt 3a ouenka Ha JIK u JIK o6emu u JIK ®1%. OcHoBHOTO
OrpaHUYEHHUE € JOCTBITHOCTTA JI0 METOJAMKaTa M BCE OLIe HEI0CTaThbYHO O0OydeH MepcoHal,
paboremnr B Ta3u obnact. [IpenoppuBa ce MpH MPEKbCHATO JICYCHUE C areHTH C BHCOK PHCK 32
KapJMOTOKCUYHOCT, KOTaTo pe3yJTaTHTe OT JABypa3MepHaTa exokapauorpadus ca
HezagoBonutesHu 3a JIK OU % .

[IpenoppuBa ce mpu MPOCIEAIBAHETO HA MAMEHTHTE J1a CE M3I0JI3BA €/IHA U ChIIa TEXHUKA IPU
ouenka Ha JIK ¢pynkius ¢ AMP.



43. INOBEJAEHME ITPU EKCTPABA3ALIMSA HA ITPOTUBOTYMOPHH
JIEKAPCTBA

Omnpenenenue. ExcrpaBazanusita Ha MapeHTEPATHU IPOTUBOTYMOPHH Pa3TBOPU ce AepHUHUpA KaTo
MHIUJACHTHO U3THYaHE Ha JIEKAPCTBEHO BEIIECTBO OT TEXHUYECKHU ONPEENICHUSI My y4acThbK (BEHa)
B OKOJIHUTE THKaHM, NMPUUMHABANKU yBpeXJaHUs. B 3aBUCHMOCT OT XUMHUYECKUS ChCTaB Ha
eKCTpaBa3aTa CTETeHTa Ha ThKaHHHM HapYILIEHUS MOXE J1a Bapupa OT JieKa KOXKHA PeaKIHs 10 TeKKa
HEKpOo3a.

TunoBe ekcrpaBazaiuu. Cropea MOTEHIMANAa CH Ja NPUYUHIBAT YBPEXKIAaHE Ha THKAHUTE
MPOTHBOTYMOPHUTE JIEKAPCTBA CE TPYITUPAT B TPU KATETOPHH: HEBE3UKAHTH, UPUTAHTH U BE3UKAHTH.
Hesesukanture (bleomycin, gemcitabine, Metothrexate, pemetrexed, MOHOKJIOHATHH aHTHUTENA) HE
NPUYHHSBAT YIIIEPAIHH, PSAKO BOIAT A0 OCTPa PEaKIHs WK Iporpecupaiia Hekpo3a. UpuraHrure,
oT cBos cTpana (etoposide, cyclophosphamide, 5- fluorouracil, ifosfamide, carmustine, dacarbazine,
mitoxantrone, cisplatin, carboplatin, oxaliplatin), npuyuHsSBaT camo Oojika B MACTOTO Ha
WH)KCKTUPAHE U BeHaTa (ChC WK 0e3 Bh3MAJICHUE), HO B MHOTO TOJIIMO KOJHUYECTBO MOTAT Jia UMaT
U yIIEPOTeHEeH NOTeHIMal. Be3nkanTure (aHTPAIMKINHY, ATKAJIAPAIIN areHTH, BUHKA aTKAJIOWIN
U TaKCaHW) MPUYHHSBAT BE3WKYJIHM, pa3si3BsIBaHUS U YECTO Ce MaHU(ECTHpAT C IO-CEPUO3HU
CTpaHWYHU e(DEeKTH Ha ThKaHHA JACCTPYKIHUS M HEKPO3a.

Knuanano MMpEaACTaBsAHC. Hauvanaure cumMnTomMu Ha CKCTpaBa3alus ce MaHI/I(l)€CTI/IpaT B&AHara CiIcn
HAapyUICHUEC Ha LCJIOCTTAa HAa KPbBOHOCCH CbH. B 3aBucumMocCT OT areHra IMPU3HALUTE Ca I[I/ICKOM(i)OpT
50048 6OJ'IKa, KOATO Bapupa OT JICKa 40 CUJIHA (I/ISFapHIJ_Ia) U MOXKC [1a CC MOCJICABA OT 3a4YCpPBABAHC U
JIOKaJICH OTOK. EBoonusaTa Ha HAaYaTHUTE CHMIITOMH CE pasindaBa 3HAYUTCIIHO IIPpHU UPUTAHTH U
BC3UKAHTHU: TIOCJICAHUTC HMAT MNOTCHLHUA 3a CCPUO3HU TBHKAHHU YBPCKIAAHUA, 3allo4yBalld C
BB3MNAJICHUE U BE3UKYJIN U MpOorpecupamu 10 A3BU U HCKPOTUYHH JIC3UH.

TepaneBTnyno moBeneHue. [lpu perucTpupaHe Ha eKcTpaBazamus He3a0aBHO Ce 3amoyBaT
MEPOTIPHUSITHS [0 aITOPUTHM, BKJIFOUBAII 15 CTHIKH.

Crnpu He3a0aBHO MHDY3HUATA/MHKEKIHUITA; OCTABH BEHO3HUS JTIOCTHI HA MSICTOTO MY. Y BEJIOMH JIUIIE
C OIUT B OOPABEHETO C IIUTOCTATHUIIH.
[TocTaBu cTEpHIIHM PHKABUIIH.

Pazuienn wHQy3MOHHATa CcHCTEMa WM CIPHHIIOBKA OT BEHO3HHS JOCTHII (BEHOKAT, WIJIA).
Mapxkupaii MACTOTO Ha €KCTpaBa3alys ¢ BOAOYCTONYHUB MapKep.

CrpusieHn NeTKyOMKOBa CIPUHIIOBKA KbM BEHO3HUS JOCTHI U acUpHUpaill OT IUTOCTaTHKA, KOJIKOTO
e Bb3MOKHO. He ynpaxHsBail HaTUCK BbpXy 00JacTTa Ha €KCTpaBa3alys, AOKATO MpaBHILI TOBA.
Mwmaii Ha pa3nojioKeHue NOMbJIHUTENHA CIPUHIIOBKA U ChJ 3a MH(EKTUPaHU OTMAIbLU. 3aTBOPU
BEHO3HUS JOCTBII C TAIUYKATA My.

C enHOKyOMKOBa CHpPHMHIIOBKA AacHUpHpail BCUYKH TMOAYTHHHM, OOpasyBaHM B oOJiacTTa Ha
excTpaBazanusaTa. M3mona3Baii HOBa CTepHUIIHA UTTIa 32 BCAKO YOOXKIaHe.

[ToBaurHu 1 UMOOMIM3UPAN 3aCEerHATUS KPAWHUK.

Koncynrupaii ce ¢ tabmmmara 3a cnerubuyunute antuaotd (Tabm. 1). [lpwioxu anTumora mpes
BEHO3HUS JIOCTHII, aKO OIIE € Ha MSCTOTO My. AKO BEHO3HHSIT JOCTBII € CHET, MU aKO € TOKa3aHo
WHpUITpUpaHE HA TTOPA3EHHUS YUaCThK, IPUIIOKHU aHTHI0TA TTOIKOKHO B 3B€37000pa3Ha ¢popma — OT
nepudepusaTa KbM IIEHTHPA Ha 00JIaCTTa Ha EKCTPaBa3alusl.

AKo e Hanuue ciad KOXKEeH epuTeM, IPUIoXKH JBa MbTH JHEBHO Hama3BaHe ¢ Hydrocortisone 1%
KpEM.



[Toxpuii yyacTbka Ha eKCTpaBa3alysi ChC CTEPUIIHA MapIIs U s GUKCHpaii C JIEBKOIUIACT.

C u3KIIIOYEHHE Ha €KCTpaBa3aluy OT BMHKA AJIKAJIOWIU, B NPOIBIDKEHUE HA TPU JHHU IOCTaBSN
BBPXY NMOPAa3€HUs y4acThK MMaKeTue C JieJ — 4 I'bTH JHEBHO 3a 10 15 MuHyTH.

B cnyuait Ha ekcTpaBasanus OT BUHKa-ankanouau u Etoposide moctaBu BbpXy MOpa3eHUs y9aCcThK
[aKeT4e ¢ TOIUIA BOJA

— €IHOKPATHO B NPOABbIKEHNE Ha 60 MUHYTH.
JlokyMeHTupail eKcTpaBa3alusaTa B ICTOpUATa Ha 3a00IIBaHe.

BuumarenHo HabOmromaBail MSCTOTO Ha €KCTpaBasallds M TMPH MOsiBA HAa THhKaHHA HEKPO3a
KOHCYJITUPa C TUIACTUYEH XUPYPT 3a ONEePaTUBHO OTCTPAHSIBAaHE HA HEKPOTUYHUTE ThKAHU.

Ta6nuua 2. CrienupuuHT aHTUIOTH NIPU eKCTpaBa3alys Ha nutoctatuiy (rmo Y. Wengstrom et
al., Extravasation Guidelines 2015).

HurocraTuk AHTHAOT

Cisplatin [Tpunaraii 14 nau xommnpecu ¢ Dimethyl sulphoxide 99% (DMSO) cre
Doxorubicine CTEPHWJICH NTaMyK Ha BCEKH 4 yaca.

Epirubicine [Tpunaraii 3 nau dexrazoxane (Savene) [.V. — 1000 mg/m2 nen 1, 2 u
Ifosfamide 500 mg/m2 nen 3.

Mitomycin-C [Tpunaraii 1oKaTHO OXJIaX/IaHE 32 YCIIOKOCHUE Ha OoJKarTa.
Mitoxantrone [Tpu ynueparus npunoxu granulocyte colony-stimulating factor (G-

CSF) —no 1 dnakon ceamuano S.C. (3 ceqmurm).

Etoposide Wnduntpupaii yuacteka cbe 150 IU Hyaluronidase.

Vinblastine

Vincristine [TocTaBsii makeT4e ¢ Toruia Boja 4 MbTU AHEBHO 3a 110 20 MUHYTH.
Vinorelbine

Carmustine WNuduntpupaii yaactrka cbe 150 IU Hyaluronidase.

Docetaxel

Paclitaxel ITpuaraii JOKaJIHO OXJIAXkK/JAHE 32 yCIOKOCHUE Ha OOJIKATA.
Carboplatin Wudunrpupaii yuacteka ¢ 5 ml Sodium thiosulfate (0.16 M pa3rsop).
Cyclophosphamide

Dacarbazine

Oxaliplatin




44. KOHTPOJI HA OHKOJIOTMYHA BOJIKA ITPH COJINIHHN
TYMOPU U MAJIMT'HEHU XEMOITATHH

44.1. EnugeMuoJorus

Ilo cratucrtuyeckn nanHu Ha CBeroBHaTa 3apaBHa opranusanus (WHO, C30) ot 2008 r. B
CBeTa ca ycTaHOBeHH HOBU 12 667 470 cnydas Ha oHkosioruanu 6onectu. Criopen HanmonamHust
pakoB peructbp mnpe3 2009 r. B bwarapus ca ycraHoBeHu 34 712 HOBU ciydyas, KaTo
koeuueHThT Ha HapacTBaHe € 1.5 B cpaBHeHue ¢ 1993 1. UecToTara Ha OHKOJIOTHYHATA OOJIKA
MIPH Pa3IUYHU JOKAJIU3alUK U CTauu Ha 0O0JIecTTa JOKa3BaT pazlU4Ms, 3aBUCEIIN OT BHUJ Ha
KapIUHOM, IPOBEXIAHO IMPOTUBOTYMOPHO JedeHue u craauid. Axko 59% ot OonHuTE C
MIPOTUBOTYMOPHO JICYCHHE U3MUTBAT OOJIKA, CJIE]] 3aBbPIIBAHETO MY TS € HajuIle camo npu 33%
ot 1sax. C HampenBaHe Ha OoJjiecTTa HapacTBa OposAT Ha OOJIHU, IPH KOUTO OOJIKATa € BOJEIIO
ormakBane — 69% OT TMalMeHTH ¢ MeTacTaThdHa OOJIECT M3MUTBAT OOJIKA U TS € BOJEIIO
orutakBaHe mpu Haa 95% oT OOTHUTE B MOCIEIHUTE CEAMHUIIM W THU Ha )KMBOTA MM. Bhopeku
TOBA MPOYYBAHMSI OT PEHIIA EBPOIIEHCKU CTpaHU JOKa3BaT, 4e OOIKaTa He € JIEKyBaHa aJIeKBaTHO
pu 56-82.3% ot ciy4daure.

OneHkaTta ¥ JeuyeHUueTo Ha OoJIKaTa, U3MUTBAHA OT MALMEHTH C OHKOJOTUYHH OOJIECTH, € OT
I'BPBOCTENICHHO 3HAUYCHUE BbB BCEKH CTaAMii Ha OoectTa. BeIpeku ToBa T mpoabbkaBa 1a Obae
HEeaJIeKBaTHO KOHTPOJIMpPaHa U JIEKyBaHa.

44.2. Knacudukanus Ha OHKOJOTHYHA 00JIKA

OnkonoruyHata OojKa ce pasfens mo cienHure npusHauu: (1) crmopen NMpOTHYaHETO BBHB
BpEMETO, T.€. Kiacuukauus 1no Bpeme; (2) crope] MaTOJOTMYHU IPOMEHH, y4acTBAIU BbHB
(dbopMHpaHETO U BH3MPUEMAHETO, T.€. KJIacu(uKauus Mo NaToPpu3n0IOrHYeH MEXaHU3bM;

(3) cmopen npuuMHU, AOBENM 1O BB3HUKBAHE, T.6. KIacH(UKalMs CIOpE] €THUOJOrMYHa
MpUYKHA.

Pa3nenpr € KOHCEHCYCHO CTaHOBUIIE HAa DbBIrapcko OHKOJOTMYHO HAY4YHO IPYXKECTBO U
Bbrirapcko HaydHO MEAMIIMHCKO APYKECTBO MO KJIMHUYHA U TpaHC(y3MOHHA XeMaTOIOT Ul

44.3.Knacuduxanus no speme

Octpa 6onka. Haii-uecTo ce IbKM HAa OCTPO HACTHIIWIO HApaHABaHE WU OOJECT M UMa SICHO U
no0pe ompezesieHo Havyano. B moBedero ciayyan € orpaHMYeHa BbB BPEMETO U MPOABIKABA 10
U3NIEKyBaHETO. XapaKTepusupa c€ ChC CBPBHXAKTHBHOCT Ha CHUMIIATUKOBUS OTIEN Ha
BEreTaTMBHATA HEpPBHA CHUCTEMa — TaXWUKapausd, TaXWUITHEs, W3MOTABaHE, XUIEPTOHUS,
npeOJeHsIBaHEe HA KOKaTa, paslIUpeHU 3eHUIU U 1p. [Ipy OHKOIOTMYHU MAllMEHTH OCTpaTa
OoJiKa ce BBh3MpUeMa KaTo TIaChK HA OCHOBHATa OOJIECT.

XpouuuHa 6oJka. [Ipu Hes TUIICBa OTKITFOYBAI] MOMEHT U MMPOABJKABA MIOBEYE OT JIBE CEAMMUIIH.
XapakTepuszupa Ce C IOCTCIICHHO Pa3BUTHE, TPYIHO OMPEACIIMMO HAYalo U HEMPEKbCHATO
HapacTBallla MHTEH3WBHOCT. XpOHUYHATA O0JIKa HsAMa 3aIluTHA pojsi. CHMITOMHU Ha CBPBXTOHYC
Ha CHMITATUKOBATa HEPBHA CHCTEMa HE ca TUITMYHH 32 XpOHWYHATa OoJika. Bomemnu ca nenpecws,
OTUY>KJCHHE, IPOMEHU B JIMYHOCTTA, O€3ChHUE, aHOPEKCHsl, amaThs W Jetaprusi. B moBedero
CJIy4ad XpOHUYHATa O0JIKa € M3pa3 Ha mporpecus Ha 0oJiecTTa,



BJIOIIICHA IIPOrHO3a U HAMAJICHATA NPOABIIZKUTCIHOCT HA KUBOT.

NuunaenTHa (mpo6uBHA) 6osika. Ts e mpuCTHI HA €MU30JUYHA, MHITHICHTHA 00JIKa, KOSITO

,,TIpoOuBa” 1006pOTO OCHOBHO 00e300isiBaHe. V3MCKBaHe 3a MHLUACHTHA OOJIKa € HalIu4yhe Ha
OCHOBHAa TaKaBa, KOSITO € KOHTPOJIMpaHa C PEAOBCH INPHEM HA ONHOWIHM aHAJTeTHIH.
HpOGI/IBHaTa 60HKa S3HAYUTCIIHO BJIOIIaBa Ka4YC€CTBOTO Ha KMWBOT WU BOAMU OO HAPACTBAHC Ha
001I10TO CTpagaHue.

44.4. Knacudgukanus no naropu3noaorudeH MexaHn3bM

HouunentuBHa 6osika. [lomydaBa ce nmpy MEXaHWYHO, TEPMHUYHO WJIM XHUMHUYHO JIpa3HEHE Ha
TePMHUHAITHUTE OKOHYAHUS HA CETUBHM HEPBHM M Ha crnenuuuHu perenTopu 3a Ooika
(HOIMIIETITOPH), PA3MOJIOKEHH B THKAHW M OpraHuTe. HepBHHUTE NBTHINA, MPOBEKIAIIN
UMIyJIcUTe 3a OOJIKa, ca MHTAKTHH. B 3aBHCHMOCT OT pa3MoOJIOXKEHHETO HA HOIUIICTITOPHUTE
Oomnkara ce pasznens Ha: (1) comarnyHa (B KOXka, MOAKOXKHE, (aciiuu, MYCKYJIH, CyXOXKWIHS U
nepuocT); (ii) BuciepaaHa (BB BETPEIIHU OPTaHu).

HeBponatuuna 6osaka. /[poKu ce Ha yBpexkIaHe Ha TEepUPEpHH WIH HEHTPAIHH HEPBHH
cTpykTypu. KITMHIHYHO ce TposiBsiBa KaTo apeHe, TPhITHEHE, CTPEIIKaHE (EIEKTPHUUECKU TOK) HIIN
MpaBydkaHe (MpoOOXkJaHe C WIVIM) B 30HM Ha MPOMEHEHAa CETUBHOCT. B 3aBHcHMMOCT OT
aHTOKHUPAHUTE HEPBHU CTPYKTypH OuBa: (i) merrpanHa (ctpykrypute Ha [THC); (ii) mepudepna
(mepudepHH CTPYKTYpH HAa HEPBHU CIJIETEHUS U OTJCIIHU HEPBH).

CumnaTukoBa 0Oogka. Ts e cieacTBUE Ha YBpEXJAaHE HAa THbKaHUM M WHEPBUPALIUTE T'U
CUMITATUKOBM HepBU. bonHuTe ce orutakBar oT mapema Oojika M aloIWHMS, MOAOOHAa Ha
neadepertHaTa OO0JIKa, HO C TPOMEHEHA CHUMIIATUKOBA (YHKIHS B 3aCeTHATHTE 30HU —
Ba30MOTOPHHM IPOMEHHU (3auepBsBaHe, MOOJIEIHsIBaHE, OTOK, pa3jiMKa B TeMIEpaTypa, ChJOBU
MOTOpPHH " TpoUIHU poMeHH). Haii-uecto ce cperna mpu 3710Ka4eCTBEHH TYMOPH B MaTbK Ta3
Y METacTa3| B LIMWHU JUMGPHHU BB3IIH.

44.5.ETnosoru4Ha Kiacupuxanus

OnxonoruyHara 0ojka ce pasziens Ha: (1) mpeau3BHKaHa OT camaTa OosecT (MHUITpALUS OT
TYMOD Ha OKOJIHHM ThKaHU M OPTaHH, IPUTHUCKaHE ¥ IPOPACTBaHEe KbM HEPBHU OKOHYAHHSI, HEPBH
Y HEePBHU CIUICTEHUS, 3aIyIIBaHE M Pa3TsIraHe Ha KyXU OpraHH, JECTPYKIHUS U pa3pyliaBaHe Ha
ThKaHM); (i1) CBbp3aHa ¢ Je4eHHEe Ha OoyecTTa (IUArHOCTUYHU MPOLEIYyPH, ONEPATHBHO H
MPOTUBOTYMOPHO JieueHue); (iii) cluepcTBUe Ha OONECTTa, HO HEMPEAU3BUKAHA OT CaMHUsl TYMOP
(pu 3amex, Mpeau3BUKaH OT OMMOUIN, MHO(ACITHATHN 00JIKH, pedayKc- e30(arut, Ca3Mu Ha
MMUKOYECH MEXYp Clie]] KaTeTepu3allis, IOCTXEPIETUIHA HEBPAITHS U . );

(iv) Hempenu3BHMKaHAa W HECBBP3aHA C TyMOpa M JICUCHHETO MYy (CBIIECTBYBAIlUd apTPUTH U
apTpOIaTHH, HICXEMUYHA OOJIECT Ha CHhPIIETO, IepudepHU CHIOBU OOJIECTH U 1Ip.).

44.6. OueHKA HA MAMECHTH ¢ OHKOJOTHYHA 00JIKA

Ha Ta6n. 1 ca noka3anu npaBuiiaTa 3a TOYHA M ITbJIHA OLIEHKA Ha IMAallMeHT C OHKOJIOrMYHa O0JIKa.
[TepBa M Hail-BakHA CTHIKA KbM €(EKTUBHO M MHIMBHIYAIN3UPAHO JICYCHHE € MpaBWIIHA U
pelloOBHAa CaMOOIIEHKa, W3BBpIIBaHA OT OONHHUS W JOKJIaJBaHa Ha JICKYBAllUsl EKHWII, 3a
MHTEH3UBHOCT U XapaKTep Ha W3MUTBaHa 00JKa M epEeKTUBHOCT OT MPOBEXKIaHO JeueHne. Haii-
YeCTO Ce M3IMOJI3BAT CTaHAapTH3MpaHu ckanu: (1) BepOanna ckana 3a ouenka (Verbal Rating
Scale, VRS), (i1) Lludposa ckana 3a ouenka (Numerical Rating Scale, NRS) wu (iii) Busyanno-
ananorosa ckana (Visual Analog Scale, VAS). [IpenopbuBa ce MHTEH3UBHOCTTA Ha OoJKaTa U
pe3yiTaTUTe OT NMPOBEXKIAHOTO JICUCHHE Ja C€ OIEHABAT PEIOBHO KATO C€ M3IOJI3BA €IHA OT
MIOCOYEHUTE CTaHIApTU3UpaHu cKaid. [IpermopbuBa ce M3CiIEABAHETO Ha BCUYKM KOMITOHEHTH,



HU3rpaxxjamu 1 NOBJIMABAIIN U3INUTBAHOTO OT MMAaOUCHTA CTpAadaHHUEC, HAIIPUMEDP IICUXOCOIUAIICH
AUCTPEC, Ja CC B3CMAT MPEABHUI U Ja 6T)IlaT IMPaBUJIHO OLICHCHHU.

IIpaBuja 3a OolicHKA HA OHKOJIOTHYCH MMAIIMEHT C 0oJIKa.

e OreHKa U MOBTOPHA OLIEHKA Ha OOJKa

e [IpuumHu, Hauano, BUA, MICTO, MPOABIKUTEITHOCT, UHTEH3UBHOCT, OOJIEKYaBaHE U
BPEMEBH XapaKTEPUCTHKH HA M3MHUTBaHA OOJIKa.

e Hamuuue Ha otTwimouBam ¢akTtopu, Oene3u, 3HAM U CHMITOMH, CBBpP3aHU U
MIPOU3TUYAIIN OT OOJIKATA.

e [lpunaranu aHaiareTuiy, TAxHa €(QEKTHBHOCT M CIIOCOOHOCT Ha OONHUS Na Tojepupa
Ha3HAYEHO JICUYCHHE.

e OlleHKAa U MOBTOPHA OLIEHKA HA MAaIlUeHT

e OreHka HAa KJIMHUYEH CTAaTyC 4Ype3 OOMIOMEIWIIMHCKH KIWHUYEH W CHelHaIn3hpaH
HEBPOJIOTUYEH TMperjea W CHeupUYHU TUArHOCTHUYHU (00pa3HH, OMOXUMHYHU U
71a00paTOPHM) U3CIICIBAHMSL.

e Hammume wnm BiausgHWE Ha OoJKaTa BBPXY €XKEIHEBHETO Ha MalMEHTa —
paboTOCTIOCOOHOCT, COLMANEH KUBOT, ChH, MOYMBKA, aleTUT, CEKCyaldHa TOIHOCT U
HACTPOCHHE.

e BrusHue Ha OHKOJOTMYHATa OOJECT W JICUCHHETO U BBPXY (PH3HUUECKOTO,
MICUXOJIOTHYECKOTO U COLIMATHOTO ChCTOSTHUE HA OOTHHUS.

e Hanuuue Ha 6GomHOTNIENAY (JTM1le, HAM-YECTO YICH HAa CEMEHUCTBOTO, AaHTAXKUPAHO C TPIKU
3a OOJHHMS), TICUXOJIOTHYEH CTAaTyC, CTETIEH Ha OCBEIOMEHOCT 3a O0JIeCTTa, HANYHNE HITH
OTCHCTBUE Ha TPEBOKHOCT U JICMIPECHUS; COLIMATHA CPe/la, HATMYUETO Ha CUYIIUTHU MUCIH
Y WJICH, Ka4eCTBO Ha )KUBOT, TyXOBHU HYKIH U TPCBOTH.

e Haimune v MHTEH3UBHOCT Ha Oele3n, GU3NIECKH U EMOIIMOHATHA CUMIITOMH, CBbP3aHH
C OHKOJOrMYHaTa OoJiecT, HAlWYWe WM OTCHhCTBHE HA CHHAPOMH, XapPaKTEPHH 3a
OHKOJIOTUYHA 0OJIKa.

e Orenka Ha 00110 chcTOsIHUE (ITBPHOPMAHC CTATYC).

e (CrenmamHO Ce pa3NHTBA 332 HAIMYUE HAa omuouao(oOms (OIEHsSBa ce CKIOHHOCT Ha
OOJHMSI J1a cria3Ba HA3HAYCHO aHAITETHYHO JICYCHNUE).

o JlexyBammsr nekap TpsOBa Ja OIEHW W NPU HYXKJA [ MPEOICHU BH3MOKHOCTUTE U
CIIOCOOHOCTHTE CH Ja KOMyHUKHpa U HH(GOpMUpA MAllUEHTa U CEMEUCTBOTO MY.

e llzscHsaBaHe HA HYXXIWUTE HA OOJTHUS U CEMEHCTBOTO My.

Me:x1yHapoAHU BaluIMpaHU HHCTPYMEHTH 3a OIIEHKa Ha OoJIKa.

e BusyasHa aHanorosa ckaia
o Hsawma 6onka | | Hemonocuma 6omka 10 cm

®  BepOaTHA CKAMMA ...ccveevieeieiieiieeieeiesieeieete e eeeesaeenseeseeneennis
o Hsawma 6onka 0

CunHa (MHTeH3UBHA) 4
MHoro cuiiHa (HemoHocuma) 5

o Mmuoro meka 1
o Jleka 2

o YwmepeHna 3
O

o)



e [ludpona ckana
o Hama6oaka0123456789 10 Hemonocuma 6oiika

44.7.TIpuHUMIN 32 JIeYeHNe HA OHKOJIOTHYHA 00/1Ka

[IperopbuBa ce 6oHKUTE fAa 0BT HHGOPMHUPAHH 3a B3MOXKHA T0sBa HA 0OJIKA U 32 METOIUTE
Ha HelHoTo JeueHue. Te TpsaOBa 1a ObIAT OKypakaBaHU Ja UIPAsT aKTUBHA POJIS B JICUCHUETO
Ha U3IATBAHATA OT TAX 0OOJIKA.

Covkpawenus: ban NRS — [ugpposa crkana 3a oyenxa; C30 — Csemoena 30pasHa
opeanusayus; HCIIBC — necmepouonu npomueo8v3naiumentu cpeocmaa.

[Ipu neyeHne Ha XpOHUYHA OOJIKA € MPENOPHUUTENTHO AHANTETUIIMTE J1a ce Ha3HayaBaT U
npuemart OT PeJIOBHO ,,[10 YACOBHUK .

He ce npenoppuBa npreMaHeTo Ha aHANTETUYHHTE JIEKapcTBa 1a Obe ,,pH Hykaa” .

[TpuemaHeTO Ha aHANTETHYHH JICKApCTBa MpPE3 ycTaTa ce MPernopbhb4yBa KaTo METOJA Ha MPbHB
n300p.

[TosiBata Ha MpoOMBHA OHKOJIOTWYHA OOJIKAa TPsIOBA Ja ce OYaKBa W MPEIBMKIA. 3a IIENTa ce
MpernopbyBa Ha3HauaBaHE Ha T.HAp. ,,ClIACHUTENHA J103a” 00e300sBall JEKapCTBEH MPOAYKT,
KOSITO JIa CE MpHUJIara mpu He0OXOAMMOCT, H3BbH OOMYaHOTO aHAITCTHYHO JICUCHHUE.

44.8.I[03a, BUA U II'bT HA IPUEMAHE HA AaHAJITCETUYHHU JIEKApPCTBa

BunbT 1 mo3ara Ha JekapcTBara 3aBUCAT OT MHTEH3UBHOCTTA Ha Oonkara (Tabmn. 3) u TpsiOBa na
ObIaT KOPUTHPAHM, 3a Ja CE€ TOJydHM OajaHC MEXAy OOJIeKYaBaHE W TOSiBa Ha HEKEJIaH!
cTpaHH4YHH eeKTH. ,,CracuTeHaTa 103a”, KOsITO c€ Ha3HAvaBa B ClIydail Ha HY’KJa, ce IoJIyJaBa
OT MOAXOJAIIO U3UMCIICHA THEBHA 103a. AJITEpHATHBA HAa OpajiHUs BT 3a Ipujarase TpsoOsa J1a
Ce TBPCHU TOraBa, KOraro OONHUTE HE ca B CHCTOSHHE Ja TNpHUEMaT aHANTeTUId [OpaTu
HEKOHTPOJIUPAHO MOBpbILAHE, JUcdarus, YpeBHa HEMPOXOJUMOCT, KOTHUTUBHH HapyIICHHUS,
CTpaHWYHH €()eKTH U B CITydau, KOraTo € HaJIMIIE JIONI KOHTPOJ Ha 00JIKaTa U ce Hajara yCKOpeHo
TUTPUpAHE HA J]03aTa.

Tabmuma 1. Kateropusupane Ha OHKOJIOTHYHA 00JIKa ¥ U300 HA MPaBUJICH aHAJITETHK.

AHajarerm4Ha crbja0a Ha | UHTeH3UBHOCT Ha 00JIKATa | AHAJTeTHK HA U300p

C30 (ouenka mo NRS)

[IspBO cThmano (neka 6onka) | <3/ 10 Paracetamol i HCIIBC

Btopo crenano (Jieka KbM 3-6/10 Cnab onmonn + paracetamol

YMEpPEHO UHTEH3UBHA 0O0JIKA) n/wn HCTIBC

Tpeto crbmaso (ymepena koM | > 6/ 10 Cunan OIIMOWTHU

CUJIHA U HEMOHOCUMa 00JIKa) aHanTeTHIM =+ paracetamol
u/umn HCIIBC

HpeHOp"I)‘II/ITCJ'IHO € JICKapCTBCHOTO JICYCHUC HAa OHKOJIOTMYHa Ooka Ja 3a1104HE€ C aHAJII'CTUYCH
JICKApCTBCH MPOAYKT, IMOKAa3aH OT AaHAaJIIrCTU4YHATa cTpiI0a Ha C30, KaTo IIoAXOosII 3a



HHTEH3UBHOCTTA I.

3a 7nedyeHWe W KOHTPOJ Ha Jieka OOJka ce TMPenopbhbYBAT HEONMOWTHH AHAITETHIN KaTo
paracetamol (acetaminophen) win HCIIBC. [Ipunarane na HCIIBC 3HauuTenHo npeBb3xoxaa
ranebo Mpu eTHOKPATHO MpuiioxkeHne. Hsma mokasarencTBa, OJKPETSIIA PEBH3X0ICTBO Ha
enuH win apyr npenacrasuten Ha HCIIBC mo oTHomeHue Ha aHanreTudyeH eQexT Win
6e3omacHoctTa. [IpogpmkurenHa yrnorpeda Ha HCIIBC wim Ha IIUKI00KCHUTCHA3a-

2 (COX-2) ceneKTUBHEH MHXMOUTOP Hajlara BHUMATEIHO U MEPUOJMYHO MPOCIIE/sIBaHE IOPaIH
Bb3MOKHOCT OT II0SBA Ha TOKCHMYHOCT KaTO KBbPBEHE OT TacCTPOMHTECTUHAIHUS TpPAaKT,
TpoMOonmTHA MUchHYHKIUSA 1 ObOpeuHa HeJocTaThuHOCT. BhoOte paracetamol w/mmu HCTIBC
ca e()eKTHBHHU IIPH JIEYEHNE Ha 0OJIKa OT BCAKAKBA MHTEH3MBHOCT IOHE 3a KPaTKO BpeMe U IpHu
JMIcaTa Ha IPOTUBOIIOKA3aHUSI.

BosiHu ¢ ymepeHa 0oJika ce JIeKyBaT ¢ KOMOMHUPAHU JIGKAPCTBEHU MPOIYKTH, ChIbPKAIIN Haki-
gecto paracetamol, acetysal wim HCIIBC u ciiab 6bp30 neiicTBail ONMMOUACH aHAITETHK, KAaTO
codeine, dihydrocodeine, tramadol umu propoxyphen (Ta6x. 4, 5). Ilpu ynorpebara Ha
JICKapCTBCHH IMPOJYKTH OT BTOPO CTHIIAJIO Ha aHAIreTHYHata cThI0a Ha C30 mMMa HAKOJIKO
CTIOpHHU acriekTa. Ha mbpBO MSCTO ce KPUTHKYBA JIMIICaTa Ha KaTETOPUYHH JIOKA3aTEIICTBA 3a
e(eKTUBHOCT Ha ciiabu omuouau. J[pyro orpaHuueHWe € T.Hap. TaBaH Ha J03aTa, HaJBHIIA-
BaHETO Ha KOSITO HE BOJY JI0 NOJOOpsBaHE HA aHANTE3UsATAa, HO J0 3HAYMTEIHO HApacTBaHE Ha
HEXXEJaHW CTPaHWYHU ePekTH. MHOro aBTOpH MpeajaraT OTHaJaHeTO Ha BTOPO CTHIANO 3a
CMETKa Ha MMO-paHHO MpHUJIaraHe Ha morphine B MO-MaJKH JT03H.

Tabmuua 2. W36panun HCIIBC, mpunokumu 3a JiedeHHe Ha OHKOJIOTMYHA OO0JIKa — MbPBO
crenaso Ha C30.

BemecrBo IHIupoxo Bpeme no | Ilpeaynpexaenus | MakcumajiHa
pa3npocTpaHeHu- | HAYAJI0 JAHEBHA /1032
¢opmu u rpamax | Ha

AeiicTBHe
(MMHYTH)
Acetaminophen Tab., 15-30 XemnatorokcnyHocT | 4 x 1000 mg
(paracetamol) cynysutopuu 500-
1000 mg

Acetysal Tabn.  500-1000 | 15-30 I'NT TokcuunocT, | 3 x 1000 mg

Mg anep- rus,
WHXUOUTOP Ha
TPOMOOITUTH,

Ibuprofen Tabn.  200-400- | 15-30; I'UT wu penanna | 4 x 600 mg; 3 x

600 mg, 120+ ToxkcnunocT 800 mg
MOTU(DHUITPAHO

800 mg c 0CBOOOX/1aBaHe

MoauduIpaHo

0CBOOOXKIaBaHe,

TOTIMKAJTHU TEJIOBE

Ketoprofen Tabn. 25-75 mg; | 30+ I'NT wu penamna | 4 x 75 mg;
tabn. 100- 150- TOKCUYHOCT
200 mg c 2 x 200 mg
MoauduIpaHo
0CBOOOYX/IaBaHe




Diclofenac Tabn.  25-50-75 | 30-120 I'UT n 660peuna 4 x 50 mg;
mg; TaoJI. TOKCUYHOCT
100 mg c 2 x 100 mg
MoauduIpaHo
IEeNCTBUE
Mefenamic Acid Kamc. 250-500 mg | 30+ I'MT Tokcuunoct | 4 x 500 mg
OBOpeuHa
TokcnyHOCT
Naproxen Tabn.  250-375- | 30+ I'NT u 6u6peuna | 2 x 500 mg
500 mg TOKCUYHOCT
Metamizole* Tabn. 500 mg; | 15-30 T u | 4-6 x 500-1000
con. 500 mg/ ml; HeQpOTOKCHYHOCT, | Mg
amm. 1000 mg/2 JIEBKOTICHUS u
ml arpaHyJolu- To3a,
cunapoM Ha Lyell
* Metamizole He e yacT ot npaBuiata Ha ESMO; I'HT — ractpountectunanes Tpakt; C30 —
CBeToBHa 37jpaBHA OpraHU3aIs

Tabmuua 3. CpaBHeHMe Ha W30paHH OMMOMIHU AHAJITETHIIM OT BTOPO CTHIAJIO Ha
agasreTnyHara creia0a Ha C30.

BemectBo Dopmu u | OrHocuten | [Ipoabiken | Makcuman | CraproBa
rpaMax Ha ue HA epeKT | HA JHEBHa | 1032 oe3
e(peKTHBHO | (4acoBe) a03a npeaBapuTet
CT CIpsIMO Ha
morphine MOAr0TOBKA
Dihydrocodei | Moaudumupa | 0.17 12 240 mg 60-120 mg
ne HO OCBOOOX-
naBaHe TaOIL
60-90-120 mg
Codeine Ta6n. 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
MoauQHITpa
HO
0CBOOOXKIaBa
He 100-150-
200 mg

3a jexa 10 yMepeHa [0 HHTEH3UBHOCT OHKOJIOIMYHa 00JIKa ce MpernopbyuBa MpuUaaraHe Ha ciiabu
ONMMOMJHY aHANTeTHIH B KoMmOumHamms c¢ paracetamol w/mmm HCIIBC. Karto anrepHatiBa Ha
crabuTe ONMMOWAM BIM3AaT B CHOOpaKEHHE NpWIATaHE HAa MaJKH JO3M CHJIHHM OIMOWIHU
anayretrim B komOuHarws ca HCIIBC w/unm paracetamol.

Cunaure onwonanu aHanreTuim (Tabn. 4) ca B ocHOBaTa Ha JICKAPCTBEHOTO JICUYCHUE HA



WHTEH3WBHA OHKOJIOTMYHa Ooika. Hali-uecto m3nonmsanu B EBpoma ca morphine, methadone,
oxycodone, hydromorphone,
oxymorphone. Hsama ybemuTenHu aoka3aTelcTBa 3a MPEBH3XOACTBO HA JAPYTUTE OMUOHIHU
aHAJITETUIIM HaJl morphine 1Mo oTHOIIEHUE Ha €()EKTUBHOCT M IIOHOCUMOCT.

fentanyl,

alfentanil, buprenophine, heroine levorphanol u

Tabnuma 4. CpaBHeHHe Ha HW30paHU ONUOWIHU AHAITSTHIIM, W3MOJ3BAHU 3a JIEYCHHE Ha
MHTEH3MBHA 00JIKa (TPETO CTHIIANO Ha aHANTeTHYHaTa cThiba Ha C30).

BemecTBo T Ha | OTHOCHTETHA MaxkcumanHa CraproBa 103a
npujiaraHe e()eKTUBHOCT JAHEBHA 1032 oe3
CHPSIMO OpaJieH NpeIBapuTeIHA
morphine NMOAr0TOBKA

Morphine Opanen 1 bes ropHa | 20-40 mg
sulfate rpaHuma®
Morphine LV, S.C. 3 be3 ropHa | 5-10 mg

rpanuna®
Oxycodone Opanen 1.5-2 bes ropaa | 20 mg

rpanuna’
Hydromorphone | Opanen 7.5 bes ropHa | 8 mg

rpanuia’
Tpancaepmanen | TAC +4¢ Bes3 ropra | 12 mecg/h
Fentanyl rpaHuna’
Buprenophine Opanen 75 4 mg 0.4 mg
Buprenophine LV 100 3 mg 0.3-0.6 mg
Buprenophine TIC +4¢ 140 mcg/h 17.5-35 meg/h
TpaHcIepMaleH
Methadone Opanen 4-8-12° be3 ropaa | 10 mg

rpanuna®
Nic Morphine Opanen 1 20 mg 5mg
Nic Morphine LV. 3 20 mg 5mg
? oTHOCHTENHATa €PEeKTUBHOCT BapHpa 3HAYUTEIHO B JaHHM, MMOOIUKYBAHU B JUTEpaTypata
MEXKIy OTJCTHHWTE MalMeHTH. ToBa Hajara IMpeMHHABaHE OT €IWH ONMHOWI KbM APYT Ja ce
U3BBPIIBA BHUMATEIHO U PU peAyIpaHe Ha J103aTa HAa HOBOHA3HAYEHUS OMUOU]I.
® MaKCHMaJIHaTa /1032 3aBUCH OT Pa3BUTUETO HA TaXU(PHITAKCHS
¢ kanmkynmpa ce ¢ KouBepcus oT mg/d B meg/h.
4 He e 0OMuUaiiHO a ObJIe U3MION3BaH KATO MbPBU OMHMOM/IEH aHANTeTUK. [IpeioxkeHarTa 103a OT
12 mcg/h otroBaps Ha no3a ot 30 mg opasien morphine sulfate 3a geH.
¢ paxTop 3a mpensuncisaBaHe = 4 3a THEBHA 71032 Ha opasieH morphine mox 90 mg/24h, dakrop
Ha KoBepcuss = 8 mpu JHEBHa jJo3a Ha opajeH morphine 90-300 mg/24h u ¢dakTop Ha
npeusuncisiBade 12 npu gHeBHA 103a Ha opasieH morphine Hax 300 mg/24h.

3a neyeHre HAa MHTEH3UBHA OHKOJIOTWYHA OOJIKa KaTo JIEKapCTBEH MPOYKT HA IIBPBH M300p ce
npernopbuBa opajieH morphine.

[Ipu mamueHTH, IpU KOUTO € HEOOXOIMMO OBp30 TUTPUpPAHE Ha J03aTa, CE€ MPEeaArnovyuTa
napeHTepasieH NbT Ha NpUIOKEeHHe — CcyOKyTaHeH W/WiM BeHo3eH. llpu mapeHTepaiHo
MPWIOKEHNE €KBHAHAJITEeTUYHATa JTHEBHA Jl03a € paBHA Ha €JHA TpeTa OT IpHUeMaHaTa Ipe3
ycrata. Ilpu npemuHaBaHe OT OpaJlHO KbM IapeHTEpaIHO NPHJIOKEHHE JHEBHATa J03a Ha



opajnieH morphine TpsiOBa 1a ce pa3fenu Ha TPH, 3a J1a ce MOJy4Yd JHEBHATA €KBHAHAJITETHYHA
MapeHTepaliHa /1033, HO MOXKE JIa C€ HAJIOXKH JOIMBJIHUTEITHO TUTPUPAHE KAKTO B IMOCOKA KBM
yBeJIM4aBaHe, Taka ¥ 00paTHO.

[Ipn koHBepcusi OT OpajeH KbM MapeHTepalieH morphine ce mpenopbyBa OTHOCHUTETHATA
€KBHAHAJTEeTUIHA MOIII J1a Bapupa Mexay 1:2 u 1:3. CHiTHUTE ONMOUIN MOTAT J1a C€ KOMOMHUPAT
U Ja ce Mpuiarat eJHOBPEMEHHO ¢ HEOMHOUJAHH aHAJITeTUIM (IFPBO CTHIAIO OT CThI0AaTa Ha
C30).

[Tpu Hanmuue Ha yBpeaeHa ObOpevHa PyHKLUS OMHOUJIHUTE aHAJITETUIH CIIe[Ba 1a C€ Ipuaratr
BHHMATEIIHO TIPH peayIupanHa J103a U yAbJDKeH uHTepBai. Hail-O6e3omacen e buprenophine u e
ONMOUJICH aHAITETHUK Ha U300p Npu OOJIHU C XpOHUYHA

O0b0OpeyHa HeJOCTaTHYHOCT OT cTerneH [V (ouakBana rmomepynHa ¢unrparus mog 30 ml/min).

Onuounanata potanus (MpeMUHABAHE OT €AUH OMHOUJ KbM JIPYr OT CBHIIOTO AHAITETHYHO
CTBIIAJIO) € MpHUiioM, Mensan] Ja MmoAoOpH KOHTposia Ha OolKkaTa W/WIM Ja BH3CTaHOBU
MMOHOCHMOCTTa KBbM JICKAPCTBEHUSI MPOAYKT (JEKapCTBEH TojepaHc). HezaBucumo ye mumcar
yOeIUTENHN TaHHU, MOAKPETAIY OMUOUIHATA POTALlUs, MPEMUHABAHETO OT €AMH OMUOUI KbM
JPYT € YTBbpJICHA KIMHUYHA TIPAKTUKA.

44.9. MuTepBajiv Ha NpWJIaraHe U TATPUPAHeE HA 1032

Jlo3uTte Ha ONMMOWJHUTE AHAITETHIM CE TUTPHPAT Taka, 4e Ja Ce MOCTUTHE MaKCHMAalHO OBp3
’KeJaH epekT. TuTpupaHeTo e nmporec, mpu KOWTO j03aTa ce MPOMEHs Obp30 C 1IeJ J1a Ce OTpeIesin
Ta3H, MPH KOSATO Ce IMOCTHIa Hali-00Bp aHAITeTHYCH e()eKT PH MPUEMIIMBH HIUBO Ha HEXKXEIIAHU
crpannyHu epextu (Tabdm. 6).

CricurtenHara J03a 3a KOHTpOJ Ha HpoOuBHa Oonka oOudvaitHo ce paBHsiBa Ha 10-15% ot
o0IiaTa JTHEBHA 71032 Ha ONHMOWJHUS aHAJITETHK. B ciydyaii, ue ca He0OXOAWMH IMOBEYE OT
YeTUPH CIACHUTEIIHU JI03M 3a JCHOHOIIWE, CJelBa Jla Ce PEeBHM3HMpa W ajanThpa 0a30oBOTO
o0e300siBaHe ¢ OaBHO JeiicTBAIM ONMHOUAN. 32 IOCTUTAaHE HA KOHTPOJ HaJl MpoOuBHA OOJIKa
ce TPEANOYUTAT ONHOWJHM AaHAITETHIM C OBp30 HAYagHO JACWCTBHE H KpaTka
IPOABIDKUTENTHOCT Ha edekTa. Clies] 3aBbpIIBaHe HA IEPUO/Ia HA TATPUPAHE CE IPEMUHABA KbM
npusaraie Ha 0aBHO JCWCTBAIIN OTTMOUIH.

[IpenopbuBa ce MHAMBHIYAIIHOTO TUTPUpAHE Ha JHEBHA aHAITETHYHA /1032 Jla CE U3BBPIIBA
ype3 TMpuiarane Ha Obp30 JeicTBaml (KOHBEHIIMOHAJIEH) morphine mnpu crna3BaHe Ha
MHTEPBAJIUTE HA HETOBOTO MpHUEMaHe — Ha BCEKH 4 yaca, a ChIIO U Ja ce MPEABUIN U OCUTYpPHU
T.HAap. CHACHUTEJIHA 1032 aHAJNTETHK (KOSATO Ja ce IMpujara Ha BCEKH dYac) 3a JICYeHHE Ha
npoOuBHa Oomnka. [[o3ata Ha peOBHO MpueMaHHUs O0aBHO jcicTBal] (C KOHTPOJIUPAHO BHB
BPEMETO OCBOOOXK/IaBaHE) OMUOUI TPSOBA J1a C€ OIMpPEeH, KaTo ce B3eMaT IMpeaBU 00I0TO
KOJIMYECTBO OINHOMJICH aHAJIreTUK, MPHJIOKEH KaTo CIAcUTEeNIHW JO3M NpU IosiBaTa Ha
npoOuBHa O0JKa.

44.10. Jleyenne HA CTPAHUYHH e(PEKTH HA ONTHOU/THO JICYeHH e

[Tpu XpOHUYHO ONMMOUHO JIEYEHHUE Ce HaOJII0aBaT pa3lIMYHM CTPAHUYHU €(PEeKTH KaTo 3arek,
rajieHe, OBpbUIaHe, PETEHIUS HAa yPUHATA, IPYPUTYC, TOKCUYHOCT 10 OTHOILIEHUE Ha LIEHTpaJIHa
HEpBHAa CHUCTEMa, H3pa3siBallla Cc€ B CHHIUBOCT, KOTHUTHBHU HapylIeHUs, OOBbpKBaHE,
XaJIIOLIMHALMY, MUOKJIIOHMYHU I'bpYOBE M xunepaire3us. HamansBaHeTo Ha jo3ara MOXke Ja
obynekun pedpakTepHUTE Ha JeyeHHe cTpaHuuHu edektu. Penykmmsara it moxe npa ce



OCBHIICCTBU UJIK YPC3 MPpHUJIAraHC Ha KO-aHAJITCTUIU, UJIW C IIPpUJIAaraHC Ha aJITCPHATUBCH NTOAXO/
Ha JICYCHUE — TPOBEXKJIAHE HAa HEPBEH OJIOK WMJIM JbueliedeHue. [Ipyru crpaterud BKIIOYBAT
IIPOABIDKUTENIHO- TO MpUJIaraHe Ha aHTUEMETULM (IIpU OBPBIIAHE), JAKCATUBHU CpeAcTBa (IIpH
3areK), ToJIEMHU TPaHKBUIU3ATOpH (TIpu OOBpPKBaHE) W IMCUXOCTHUMYJIAHTU (MPU CHHIUBOCT).
naloxone e KpaTKo JIeHCTBaIl BEHO3CH OMHOUICH aHTarOHUCT, KOWTO € B ChCTOSIHHE OBP30 J1a
aHTaroHU3upa ePeKTa U CAMIITOMUTE TPH CBPBXA03UPAHE HA OTIMOM/ICH aHAJITCTHUK.

44.11. JIbueaeuenune

JIpuenedeHneTo UMa crieruduIHa ¥ BayKHA POJIS IPU O0JIeKYaBaHe Ha OOJIKH, IPEAN3BUKAHHU OT
KOCTHH METacTa3H, [P MIpeMaxBaHe Ha TyMOPHA KOMIIPECHUS BbPXY HEPBHU CTPYKTYpHU M IpH
MO3bUHM MeTacTasu. [IpuimaraHeTo Ha pagMoOM30TONM 3a KOHTPOJ HAa OHKOJOIMYHAa OOJIKa €
e(eKTHBHO NMPU KOCTHU METAcTa3! OT pak Ha MJICUHA jkjie3a U 0eI0poOeH pax.

ITpu Bcsika TpyJHA 32 KOHTPOJI C JIeKapcTBa 00JIKa OT KOCTHH METACTa3! ce MPEernopbyBa KOHCYJIT
C JIbUETEpaNeBT 3a NPOBEXKJAHE HA EKCTPAKOPIOPAIHO JIbYENCUYEHUE W NPUIOKEHUE Ha
pazuon30TOIH.

44.12. Ilpunoxxenue Ha OuochoHATH NPH KOCTHA OOIKA

budocdonarure ca yact oT craHgapTHAaTa TEpamus 3a JICUEHHE Ha XUIEpPKAJILEeMus U 3a
NPEJOTBpATsSBaHE Ha CKEJIET- CBBP3aHUTE YCIOKHEHUS NpPU OHKOJOrWM4YHH Oonectu. Mma
JOCTaThYHO JJOKA3aTeJICTBA B MOJKpena Ha 006e300sBal epeKT MpH NalMeHTH ¢ KOCTHA 00JIKa B
CJIEICTBUE HAa METACTa3H B KOCTU. BrIpeku TOoBa Ha3HauaBaHETO MM He TpsiOBa Jla ce mpuemMa
KaTo aJITEpHATHUBHO Ha JIeYeHUE ¢ aHainreTuly. budocdonarure ce npenopryBar KaTo 4acT OT
TEpareBTUYHUS PEXKUM TP MAMEHTH ChC WK O0e3 00JIKa OT METaCTaTUYHA KOCTHA OOJIECT.

44.13. JleueHue HAa HEBPONIATUYHA U Pe3UCTEHTHA 00JIKA

Korato 6onkara He ce KOHTpoJHpa e(heKTUBHO C MOMOIITA HA (PapMaKOJIOTHUHHU CPEACTBA, MOXKE
na ObJe MOBIUSHM OT IPWIAraHe Ha WHBA3WBHU AHECTE3HOJIOTUYHU WJIM HEBPOXUPYPIUUYECKH
Metoau. OrpanuyueH Opoil MoKa3aTeJICTBA MOAKPENST MPUIAraHeTO Ha Cy0 aHECTETUYHHU JI03H
ketamine nmpu HemoHocuma Oosika. HeBpomarnuna 6oika MOXe /1a He ¢c€ KOHTPOJaupa ePeKTUBHO
caMO ¢ T[IOMOIITa Ha ONHOWAHM AaHAITCTHLUM. TPULUKIMYHU AHTUICTIPECAHTH U
NPOTUBOCHIJICITHYHN  JIKApCTBa ChIOIO Morat nga Obmar edextuBHH. Pomsta Ha
aHTUKOHBYJICAHTU TIpU JICYCHHETO Ha HEBpoIlaTHuHa OOJIka BHU3Mpa MACTO Ha gabapentine u
APYTH TPEICTaBUTEIHN OT TasW Ipyna. HeonmmowaHu mim ONMMOWIHM aHAJITETHIM MOTaT Jia ce
KOMOMHUpAT ¢ TPULHUKIWYHM AHTUICTIPECAHTH W/ Wiu ¢ aHTUKoHBYJcaHTu (Tabn. 5). Ipwu
NPUTHCKAaHE HAa HEPBHU CTPYKTYPH I00Bp €(eKT ce MmoixydaBa OT MpUIIaraHe Ha CTEPOMIH.
Lidocaine u HeroBus opajeH aHajor mexiletine ca mo- epeKTUBHU B CpaBHEHHE C IJ1ae0o Mnpu
HaMaJsiBaHE HA MHTCH3WBHOCT HA HEBPOIATHYHAOOIKA.

HpI/I 0OIHH C HEBpOIIaTUYHA OoJKka ce npenopbuBa JICUCHUC UJIU C TPUIHUKIINYCH aHTUACTIPCCAHT
HJIM C aHTUKOHBYJICAHT IIPU MOHUTOPUPAHE 3a Pa3BUTUCTO HA HEKCIIAHU CTPpaHUYIHU e(i)eKTI/I.

Tabmuma 5. 30panu aar0BaHTHU JISKAPCTBEHH MPOIYKTH 3a JICUCHHUE HA HEBPOMAaTHIHA 0OJIKa.

BemecTBo IIupoxo JlekapcTBeHna Cenupamo Bapupane Ha
pa3npocTpaHeHH | rpyma aelicTBHe AHEBHUTE 103U
Gopmu u (mg)
I'pamax

Amitriptyline Tabn. 25-50 mg | Autugenpecanr | +++ 50-200

Clomipramine Tabn. 10- 75 mg | Autupenpecant | (+) 50-200




Nortriptyline Tab6n. 10-25 mg | AHTUAETPECAHT 50-100

Fiuoxetine Tabn. 20 mg AHTHIETIPECAHT 20-80

Duloxetine Tabn. 30-60 mg | AHTUAEnpecaH 60-120

Carbamazepine | Tabm.  200-400 | AHTUKOHBYJICAHT 400-1600
Mg

Gabapentin Tabn.  200-300- | AHTHENTMIENITHK 900-3600
400-800 mg

Pregabalin Tabn. 25-50-75- | AHTHETIMIIETITUK 150-600
100-150-200-300
Mg

Haloperidol Karnku, Tabn., | HeBponentuk 3-20
AMmynu

Chlorpromazine | Kankwu, tabu., | HeBponentux 25-200
amITyJiy,
COITY3UTOPHHU

44.14. PedpakTepHa 60/ika B Kpasi Ha )KHBOTA

Oxomno 53-70% oT manueHTuTe ¢ 60JIKa U3UCKBAT MPOMSHA HA IBTS HA MPUJIaraHe Ha OMHOUIHU
aHAITETUIH B MTOCTICTHUTE MECEIM U YacOBE MPEIN HACTHIIBAHETO HA CMBpPTTA. ToraBa GoskaTta
ce ompenens KaTo pedpakTepHa (TpyIHa 3a JiedeHue). B Tasu cutyanus najauatuBHOTO CEAUPaHe
MOXe J1a Ob/ie eANHCTBEHA BB3MOXKHOCT. UecTo mpritaranu JIEKapCTBEHU POIYKTH Ca OITMOUIHU
aHaNTeTHUIIM, HEBPOJIENTUIM, OeH30AMa3enuHu, 6apoutyparu u propofol. Hanara ce turpupane
Ha J03aTa. 3aJb/DKUTEHA € HEeNPEKbCHATA OLCHKA HA M3MHUTBAHOTO OT OOJHHMS CTpaJaHHE IO

BpPCEMC Ha IIpoIecca Ha CCAUPAHC.




45. OHEHKA HA JIEYEBEH E®EKT IIPU CUCTEMHA
HPOTUBOTYMOPHA TEPAIIUA

OreHkara Ha JieueOHUsI OTTOBOP MPH 3JI0KAYECTBEHH COJIMIHH TYMOPH CE€ OCBIIECTBSBA B UETUPHU
kareropu: (1) meana pemucus (CR), (2) wactuuna pemucus (PR), (3) crabunna 6onect (SD) u
(4) nporpecupaimia 6onect (PD). JlepunupaneTo Ha Te3u KaTeropuu CTaBa Mo CTaHIAPTU3UPaAH
anropuThM, u3padboreH oT EBpormelickata opraHuzaius 3a W3CJEIBaHE W JICUEHUE HA paka
(EORTC), Hanimonanuust pakos uHcTUTYT Ha CAILl (NCI) n1 Hanmonanuust pakoB HHCTUTYT Ha
Kananckara rpyna 3a KIIMHUYHA U3MUTBAHMUSL.

JlokyMeHTbT, HapeueH Kpurepuu 3a onenka Ha otroBopa npu conugau tymopu (RECIST 1.1),
C€ M3M0J3Ba B IIOCIEAHOTO My OCh BpeMeHsiBaHe OT sitHyapu 2009 r.

VYcnoBust 3a oOpa3Ha TMarHOCTHKA TIPH OIIEHKA Ha jieueOeH eeKT

3a oleHKa Ha jeyeOeH e(eKT ce M3MOoNI3BaT HIKOM TEXHUKHU 3a 00pa3Ha JuarHo3a: KOMIIOTbHp-
tomorpadust (KT), sapenomarnutHO-pe3oHaHcHa Tomorpadus (SIMP), mozuTponemMucrmoHHa
ToMmo-rpadust/kommtorTbp-romorpadust (PET/CT) u MHOTO psiZIkO — KOHBEHI[MOHAIHA PEHTI€HOBA
rpadus (mpu pax Ha 051 1po0o).

IIpu xenaronenynapeH pak, KakTo W TeMopoTpomneH paauopapmaneBTHk (Octreoscan) B
YCIIOBHSITA HAa TaMa CIIEKT. U HEBPOCHAOKPHHHHU TYMOPH C€ MperopbuBa oleHka ¢ Tpudasna KT.

OcoOeHo BHUMaHHE ce OOpbIAa Ha CIy4yaW, KOTaTo €lIHa M ChIa TyMOpHA JIe3Us MOXe Ja
M3IIIeKIA C Pa3NUUeH pa3Mep WIM OT pa3nudeH Tun. ToBa OM MOIIIO Aa ce CIIy4H, KOTaTo
M3MEpPBAaHETO Ha TPULIETHH JIE3UH CE€ OCBIIECTBsIBA C OOpa3Ha TEXHHKA, pa3iIuyHa OT
MpeAlIecTBAaIaTa, Uik Ipyu HETPULICTHY JIC3UH.

AKO mpu NBpPBOHAYAIHO BepUHUIMpPaHE Ha JaJeHAa TYMOpHA JOKalM3alMs € JloKa3zaHa
mrarHocTraHa ctoiHOCT Ha KT, ocbmiectBena karo yact ot PET/CT, nmo-HaTaThk 3a H3MepBaHHA
no RECIST moxke ma ce usnonssa camocrositeada KT.

MetoasT Ha SIMP nputexaBa OTIMYEH KOHTPACT, IPOCTPAHCTBEHA U BpEMEBA Pe30IItoLus, o0aue
ChIbP)Ka MHOIO IIOKa3aTeld, KOWTO 3HAYMUTEIHO IIOBJIMABAT BBPXY KadyeCTBOTO Ha
n300pakeHNETO, BUIMMOCTTA Ha Jie3usiTa U u3mepBaneTo . He ce npenoppsusa AIMP nipu Tymopu
Ha TPBJIEH KOIIL

N3x0qH0 n3mMepBaHe HA TYMOpH

[Ipenu 3amouBaHe Ha JeUeHHE TYMOPHHTE JIe3uu TpsiOBa 1a ObIAaT TOUHO U3MEPEHH C TIOHE €MH
pasmep (oTOensizBa ce Hal- IBATUAT JUAMEThP B paBHUHATa Ha M3MEPBaHE) C MHHHMAJIHA
BenuunHa OT: (1) 10 mm Ha KT (He3aBucumo ot Trma Ha ckeHepa) u AMP (He mo-manko ot 1Ba
cpe3a u MEHIMYM OT 10 mm); (i1) 20 mm Ha KOHBEHIIMOHAJIHA PeHTreHOBa rpadus (ako Jie3usiTa
€ SICHO ompeieNieHa U € 3a001KoJIeHa OT aepupaH 0su1 1po6). Hail- neirure nuamerpu ce cymupar
B T.Hap. cOop oT Hail-abaTH nuametpu (SLD).

HeI/ISMepI/IMI/I JIC3UHN
TYMOPHI/ITG JIC3UH CC€ CUUTAT 3a HCU3MCPHUMH, aKO BKIIFOUBAT: (1) JICITOMCHHUHI CaJIHAU 6OJ'ICCTI/I,

aCIINT, TUIEBPAJICH MJTM TIEPUKAp/ICH U3JIHB, BB3MAJIUTEICH PaK Ha I'bP/Ia, TUM(AHTUT Ha KOXKa WK
Os111 Apo6, aboMUHAIIHN MacH (KOpeMHa OpraHOMeTalus, onpezaeneHa GU3UKaIHO, KOSTO



HE MOXE Jla Ce HM3MEpPU C BB3MPOM3BOAMMH OOpa3HU TEXHUKH); (il) OTCTpaHEHH KOCTHH U
KHCTUYHM Jie3un; (ii1) 1o0aBeHa opraHOMeTaIHs.

Onenka Ha TUMGHU BB3ITU

3a orieHka Ha TUMQEH Bb3e ce PopMynHpar CIeTHUTE onpeaesieHus: (1) HopMajieH — Kbca 0C

< 10 mm; (i1) u3mepuM (mpuiieneH) — Kbca oc > 15 mm; (iil) Hem3mepumu — kbea oc 10-15 mm.
[IpunenHusAT Bb3€J ce U3MepBa M0 KbcaTa oC (NEPIEeHIUKYJISIpHA HAa HAW-IBITHS AUAMETHD),
KOSITO € MO-BB3MPOM3BOAMMA M IMpelCcKa3Balla 3a 3j0kadecTBeHa Oozect. Kbcure ocu Ha
NPULICITHUTE TUM(PHU BB3JIM MoraT a 0b1aT 1o0aBeHu KbM SLD.

I/ISMepBaHC Ha KOCTHH JIC3UH

JINTUYHU KOCTHM JIE3UM C pasrpaHninMa MEKOTbKaHHAa CbCTABKa, OUCHCHU C KT nmm HMP, MOXKCEC
Aa CC cUuTaT 3a USMCPHUMHU, aKO MCKOTbKaHHATa KOMIIOHCHTAa OTrOoBapsd Ha I[GCI)I/IHI/IIJ;I/IﬂTa 3a
HU3MEPHUMOCT, OITKMCAaHa Mo-rope. bnactauTe KOCTHU ne3un ca HCU3MCPHUMU.

Kuctnunu nesun

Jleauun, oTroBapsmy Ha PEHTTeHOTrpa)CKU KPUTEPUHU 3a MPOCTH KUCTH, HE TpsiOBa 1a ce
pasmiexkaa Karo 3JI0KaYeCTBEHH (HUTO HW3MEPHUMH, HUTO HeusMepumu). HeorpeneneHoTO
peHTreHorpadcko onrcanue 3a ,,KUCTH  CJIe/[Ba J1a Ce IIpreMa 3a Hem3MepuMu Jiesnn. Haxonkara
3a ,,KUCTHYHA JIe3Hs’, CYMTAaHa 32 KUCTHYHA METAacTa3a, MOXKe Jia Ce OMNPE/ICIIH 32 U3MEPHUMa, aKo
OTI‘OBapH Ha OHpeIIHCHI/IeTO 3a I/ISMepI/IMOCT. B'preKI/I TOBa aKO HpI/I CIUH U CBHII ITAIITUCHT €
HaJUIEe ¥ HEKUCTUYHA JIe3Hs, TTOCJIeIHaTa TpsAOBa Aa Ob/ie mpeamnovyeTeHa 3a 00eKT Ha OlCHKa.

Jle3un, npeaBapUTETHO TPETUPAHHU JIOKATHO

TYMOpHI/I JIC3UH, PA3NOJIOKCHHU B IIPEABAPUTCIIHO 001pYBaHa 00JIaCT WX B O6J'IaCT, IIOMJIOKCHA
Ha pa3JIMYHU JIOKOPCTUOHAIIHU TCpaIlniu, OOMKHOBEHO HE CE CUMTAT 3a HN3MCPUMHU, OCBCH aKO HC
€ J0OKa3aHa IIporpecusd B THAX.

.HCSI/II/I, TBbPAC MAJIKH 3a U3MECPBAHC

Beuukn npurniensy ne3un (HOJAIHU M HEHOJAIHH), OTYETCHU NPEAr HAayaloTO Ha JICYCHHETO,
TpAOBa 1a ObJAT aKTyalTHO W3MEPBAaHM IIPH BCSIKa MOCIJIE/ABAIA OIEHKA, JOPU KOTaTO ca MHOTO
Mmanku (Harmpumep 2 mm). Obaue axo npu KT-u3cnenBane npuienHuTe JIe3Un ca TOJIKOBa Cllabu
M HESICHH, Y€ PEHTICHOJIOTHT HE MOXKE Jla OTPEIEIH TOYEH pa3Mep W T'M ONKCBA KaToO
,,TBBPJIE MaJIKU 32 U3MEpBaHe”, Te MO Mojpa3Oupane TpsOBa ga ObAAT MPUETU ChC CTOMHOCT 5
mm.

@parMeHTHpaHH U KOH(QIyUpALIH JIe3UN

Koraro HeHonanuu ne3uu ca pparMeHTHpaHu, TpsOBa Aa ce€ CyMupar Hail-IbJIrUTe JUaMEeTpU Ha
OTAeNTHHUTE (pparMeHTH, 3a J1a ce U3UUCIN cOOpPBT Ha MpULIeNHaTa J1e3us. [1o chIMsg HaYMH, KOraTo
ne3unte KOH(IyupaT, u3MepBa ce COOpbT OT AUAMETPUTE Ha BCAKA OT/IENHA JIe3Us. AKO JIe3UUTe
ce CIMBaT Taka, 4e ca Hepa3IMYUMH, BEKTOPBT Ha Hal-IIBJITHS AMAMEThp O clieABalio Ja
WIIOCTpUpa MAKCUMAJIHUS UAMETHP Ha ,,ClsITaTa Je3us .



I[OKYMGHTI/IpaHC Ha U3XOOHU IIPUTICITHH JIC3UN

3a mpuIenHy cieaBa 1a ObAaT ONpeeseHn Hali-MHOTO JI0 TeT JIe3uH (MaKCHUMYM II0 JIB€ JIE3UU
3a oprad), KOMTO ce IpueMaT KaTo MPeJCTaBUTEIHU 3a BCUUYKU y4acTBamu opranu. OT Tix ce
n3uucisiBa SLD. B Hskoum ciiydan Hai-rossiMarta Je3usi HE C€ MOJAaBa HAa BB3IPOU3BOAMMO
M3MEpBaHE U ToraBa ce M30upa cielBallaTa Mo rojJeMHHa JIe3Hs, KOSTO MOXKE Jia ce OLCHSBA
BB3IPOU3BOANMO.

JlokyMEeHTUpaHe Ha HENPUILIETTHU JIE3UN

BB3MoxHO € Ja 6’I)I[aT OIMMCAaHU MHOKCCTBO HCIIPULCIIHUA JIC3UU, aHTAXKHUPAIIHU CAVH U ChIII OpTraH
noj popMa Ha €AMHCTBEH 001 00CKT (HarpuMep ,,HSIKOJIKO YTOJIEMEHH Ta30BU JIUM(PHH B3N~
WM ,,MHO’)KECTBEHU YEPHOIPOOHU MeTacTazn’).

HoBu ne3un

OTKpUBaHETO Ha HOBH JIE3UM TpsiOBa Aa ObJie HEABYCMHUCIIEHO, T.€. 1a HE C€ AbJDKAT Ha Pa3JIuKu
B CKaHMpAIIUTE TEXHUKH, HAa CMsIHA B 00pa3HUTE MOAXOAM UM HAa HETYMOpPHU U3MeHeHus. ToBa
€ 0COOCHO Ba)kKHO, KOTAaTO M3XOHUTE MPHULIEITHH JIE3UH ITOKA3BAT YaCTHYHA UJIH IThJIHA PEMUCHSL.
Benukn chMHMTENHH ciydad TpsiOBa aa ObJaT MOBTOPHO OLEHsABaHU. HeaBycMHUCIECHH HOBH
JEe3UM ca Te3M, KOUTO ce HabaroAaBaT B aHATOMHUYHA O0JIaCcT, HE3acerHara B HA4aJoTO Ha
JICYEHHUETO.

AKO TIpU yCTaHOBSIBAHE HA YaCTUYHA PEMUCHS WK cTabuiIHa O0JIeCT AajieHa Jie3usl u3ue3Ba U ce
MOSIBSIBA OTHOBO B TIO-KBCHO BpeMe, TS TPSOBa J1a IPOABIDKH Ja Ob/ie u3MepBaHa. B To3u cirydaii
OTrOBOPBT 1€ 3aBUCH OT CHCTOSIHUETO Ha JIPYTH JIE3UH, a pa3MepbT Ha BhIIPOCHATA Jie3usi TpsiOBa
na 6be BkitoueH B SLD. [Ipu oTunTane Ha TbJIHA peMUCHS TTIOBTOPHATA MOSIBA HA JIE3Us CE CUUTA
3a mporpecus. B elCTBUTENHOCT MOBEYETO Iie3MM HE ,,M34e3BaT’, a He Morar Ja ce
BHU3YaJIU3UparT, 3all0TO ca U3BBH pa3JelIuTEIHATa CIOCOOHOCT Ha N300pa3sBaIiaTa TeXHUKA.

OHpGI[GJICHI/Ie 3a II'bJIHA 1 YaCTUYHA PECMUCUA

IIpu HanuuMe Ha N3XOIHU NPULIETHH Jie3uH TbiaHa pemucus (CR) ce mpuema Torasa, Korato ce
YAOCTOBEPH TAXHOTO IIBJIHO N34Ye3BaHe. Bcuuky nmaToaorunynu TuMGHU Bb3JIM (HE3aBUCUMO JIaTH
ca 00eKT, UK He) TpsOBa Ja MoKa3BaT CHUKEHHE Ha KbcaTa oc 10 < 10 mm (cOopbT HE MOXKe /1a
0bae 0, ako ¥Ma TPUIICITHA BB3JIH).

[Ipu Hanmuume Ha u3xoAHW HempuuenHu je3un CR ce mpueMa ToraBa, KOraTto ce€ yA0CTOBEPH
TAXHOTO I'bJIHO HM3YC3BAHC U HOPMAJIMU3UPAHC HAa CCPYMHOTO HHUBO HAa TYMOPHHUTC MAapKEpH.
Heo6xomumo € Bcuuku JTUMQHU BB3IU Ja ca ¢ HEMaTOJIOTHMYeH pasMep (kbca oc < 10 mm).

Yactuuna pemucust (PR) ce nedpunmnpa kato cumkenne Ha SLD Ha U3XOAHUTE TPUIICTTHH JIC3UH
> 30%.

Koraro nuncea PR u HsimMa mporpecusi, 1e4eOHUST OTTOBOP ce Ompeiesns Kato ctabuiHa Oomect
(SD): mepcuctupane Ha €IHAa WJIM TIOBEYEC NPULEIHU (WM HENPUIEIHHU) JIe3UH W/WIN
NOJIbpyKaHe HAa HUBO HA TYMOPEH MapKep HaJ HOpMaJIHH TPaHUIIH.

Omnpenenenue 3a nporpecupaiia 60ect

[Tpm Hanuume Ha W3XOJHM TPHIEIHHU Jie3uH nporpecupania 6osect (PD) ce mpuema Torasa,
Korato € Hajuie ysenndenne Ha SLD > 20% cnpsimo Hanupa (Hail-HUCKUS cOOp OT AHaMETpPH,



M3MEpPEH OT HayaJloTO Ha JEYEHUETO) U HapacTBaHE MUHUMYM ¢ 5 mm Haj Hero. Korato cOopbT
€ MHOT'O MaJIbK, HApaCTBaHE B paMKHTE Ha JOIYCTHMa Ipellka B U3MEpBaHETO (2-3 mm) Moxke
na nosene 1o ysenuuenue ¢ 20%. 3aToBa ce Hajiara JeuHUpaHe Ha OHATHETO HEeABYCMUCIIEHA
nporpecus. Henpycmucnena nporpecusi Ha ChIIECTBYBAllM HEHPULEIHU JIE3UH C€ OINpenes
TOraBa, KaraTo:

(1) o6mIoTO BNIOIIaBaHE HA OOJIECTTA € TOJIKOBA 3HAYUTEIIHO, Ye NopH Npu Hannuue Ha SD miam PR
B TPULETHUTE JIE3UH, OOLIUAT TYMOpPEH TOBap € yBEJIMYEH JOCTaThUHO, 32 Ja C€ HAJOXKH
npeKpaTsBaHe Ha JedeHneTo; (ii) mpu JHIca Ha U3MepruMa O0JIECT TPOMEHUTE B HEM3MEPUMUTE
JIe3UM Ca CPaBHUMHU C U3MEPHMO HapacTBaHE W M3MCKBAT MIpUEMaHe Ha mporpecus; (iil) mpumep
3a TaKOBa HapaCTBaHE € YBEJIMUYECHHE Ha IJIEBPAJIEH U3JIUB OT

»Clean” A0 ,,rofisiM”, KOETO MpEeJCTaBisBa HAapacTBaHE HAa HAJIMYHHUS JUMQAHTUT OT
JIOKQJIM3HUPAH /10 IHUPOKO Pa3npOCTPAHEH.

Ouenka ¢ PET/CT

ITonsikora € yMeCTHO IIpH OLlEHKa Ha nporpecus aa ce usnonassa FDG-PET, kato nonbiHeHue Ha
KT. HeraruBna nauanna PET ¢ nonoxutenna PET npu npociensiBane € KpuTepuid 3a porpecus,
OCHOBaHa Ha HoBa Jie3us. Jlunca Ha PET-uscnenBane npeau nedenue u nonoxurenda PET npu
IIPOCJIEAABAHE MTOKA3Ba CICAHUTE Bb3MOKHOCTH:

(1) ako monmoxkurenna PET mpu mpocnensBane chOTBETCTBA HA HOBA JIOKAIM3aIMs Ha 00JIeCTTa,
ToBa € mporpecus; (ii) ako momoxwurenHa PET mpu mpocrnensBane He MOTBBp)KIaBa HOBa
JoKanmm3aIys Ha Oojectra, HeoOxomumo e nombaHuTenHo KT- u3cnensane, 3a na ce onpeaenu
JlaJId IMa UCTUHCKA MPOTpecHsi B JajieHa 00JacT (ako € Taka, 1aTa Ha mporpecus me Obae garara
Ha repBaTa abHopmHua PET); (ii1) mporpecus nuncsa, ako nonoxutenna PET npu npocnensisane
OTroBaps Ha MPEABAPUTETHO CHILECTBYBAIIA JIOKAJIN3AIUA Ha O0JIECTTa, KOATO HE MPOrpecupa Ha
AHATOMHUYHO U300paKeHHE.

JIumnca Ha oneHka

Koraro nurmcBa o0pa3Ho u3MepBaHe B OTPEICIICH MOMEHT OT BpeMe, TAI[UCHT BT /W JICUCOHUST
edekT ce kareropuzupar kato HeorieneHu (NE). Ako ca HanpaBeHU U3MEPBaHHS CaMO Ha 4acT OT
JIE3UNTE, CIYYasiT CHIIO CE CYNTA 32 HEOIIEHEH, OCBEH aKO CHIIECTBYBa yOCAUTEICH apTyMEHT, Ye
NPUHOCHT Ha JIUTICBANUTE M3MEPBaHMs HSIMa Ja TIPOMEHHU OIIEHKATa Ha OTrOBOpa 3a JaJCHHS
MOMEHT OT BpeMe.



46. OblIIU TTPEIIOPBKU B JIEYHEHHUETO HA OHKOJIOI'MYHO
BOJIHU

[IpenBua MHOKECTBEHHTE MapeHTEPAIIHM MaHMITYJIAIUH, 3a MOA0OpsSBaHE HAa KaueCTBOTO HA
KMBOT Ha TAllMEHTHTE M 3a YJECHABaHE Ha paboTaTa Ha MEIUIMHCKUSA IEepCOHAI
MPEMOPBHUUTEITHO € TIOCTABSIHE Ha IMTOCTOSTHEH BEHO3EH KaTeThp (IOopTaKar).

HpI/I BCHUYKHN 60.HHI/I, 34 KOUTO CBIICCTBYBA Bb3MOKHOCT, CC MPCTIOPBHYUBA BKIIFOUBAHC B KIIMHUYHU
U3MUTBAHUSA, KOETO € MPHETO B LEeNHsl CBAT KaTO HayMH Ha JiedeOHO moBejaeHue. Bxitouenure
ManuCHTH MoJIydaBaT Haﬁ-HOGPPI TPYXHU U IO OTHOIICHUC HA IPOCIICASABAHEC, U IO OTHOIICHUC HA
nedeHue — Qaktu, Bp3npueTn B EBpomeiicku cbvio3 u CAIll. B To3m cmuchi, ToBa ca Hali-
OOTpMKEHUTE TAIMEHTH B KIMHUYHATA OHKOJIOTHS, ThH KaTO ca OCUTYpPEHH C Hail- 100po
¢buHaHCUpaHe 3a JOMBJIHUTEIHM H3CJIEIBaHUA M C Hal- J00pH CTaHJApTHU PEXUMH 3a
CBbOTBETHATA JIOKaJIN3alns.

[Ipu HAKOM penKH JTOKAIU3alK1, KOUTO HE C€ BU3HPAT B MEAULIMHCKUTE CTAHAPTH, CE U3I0I3BAT
JICKapCTBEHH NMPOIYKTH U PEKUMHU, T0Ka3anu e(heKTUBHOCTTA CH B KJIMHUYHATA IPAKTHKA. 3aTOBA
CHUCTEMHaTa AaHTUTYMOpHAa Tepamus 3aIb/DKUTENHO TpsAOBa Ja ce MpoBexaa caMo B
CTEeUAIN3UPAHA OHKOJIOTHYHH 3B€HA U CaMo OT CIIEIHATUCTU ChC ChOTBETHA KBATH(PUKALUS U
OIIUT.

[Ipn peauna JoKaIM3alMK CHIIECTBYBAT BAIUIUPAHU MPEIUKTUBHU OMOMapKepH, KOUTO
MHAUBUAYAIU3UPAT JedyeHueTo. [IpenopbunTenHo € pyTMHHOTO UM HM3CJe/BaHe, Thil KaTo 0e3
TSAX € HEBb3MOXKHO MpHIIaraHe Ha Hail-e)eKTUBHUTE TePArleBTUUHU aITOPUTMHU.

ITPOBEXJIAHE HA UMU3YEPIIATEJIHO 'EHOMHO ITPOO®UIIMPAHE HA BOJIHM CBHC
3JIOKAYECTBEHU COJIMJIHN TYMOPU

1. M3BbpiIBaHe Ha NpeJaHaIUTHYHA 00paboTKa Ha OMOJIOTMYEH MaTepuai (TyMOpHa ThKaH), ¢
n3zonupane Ha JIHK u npoBexaaHe Ha cieaBallio MoKOJIEHHE TEHOMHO CEKBEHUPaHe ¢ XUOPUIHO
yJaBsiHE, C Bb3MOXHOCT 32 €IHOBPEMEHHO OTKpMBAHE Ha YETHPHUTE THUIA KIMHUYHO 3HAYUMHU
TeHOMHH QJITEpallii, U B JONBJIHEHHE HAa MHKpocarenuTHa HectabmmHocT (MSI) u Tymopen
MyTanuoHeH ToBap (TMB):

1.1. 6azoBu 3amectBanus (myraruu), Hanp. BRAF, BRCA1, BRCA2, KRAS, NRAS, EGFR
T790M, EGFR ex3o0n 21 (L858R) myTaruu;

1.2. BmbKBaHus u nenennu, Hanp. EGFR ex3on 19 nenenun, EGFR ex3on 20 uncepimmy;
1.3. npomenu B O6post Ha konusTa, Hanp. HER2 ammudukanms;

1.4. rennu npenapexaanus, Hanp. ALK, ROS1, NTRK npenapexnanus;

1.5. cratyc Ha MmukpocatenuTHa HectabuinHoct (MSI);

1.6. onierka Ha TyMOpeH MyTaimoHeH ToBap (TMB).

2. V3BbpiIBaHe Ha peJaHAIUTHYHA 00paboTKa Ha OuonorndeH marepuain (nepudepHa KpboB), ¢
M30JIMpaHe Ha nupKyupama rymopaa JJHK, npu nanmenTy ¢ nuncpama/aeqoctaTbyHa TyMOpHa
ThKaH WJIM TPU HEBB3MOXKHOCT 3a TNpoBeXgaHe Ha Owoncus. [IpoBekmaHe Ha creaBamio
MIOKOJICHHE TE€HOMHO CEKBEHHpaHE C XMOPUAHO yJaBsiHE, C BB3MOXKHOCT 3a €IHOBPEMEHHO
OTKpPHMBaHE Ha YETHPHUTE THUNA KIMHUYHO 3HAYMMU T€HOMHHU aJTEpalyH, U B JONBIHEHUE Ha
MUKpocaTenuTHa HectabuiHocT (MSI):



2.1. 6a3oBu 3amectBanusa (mytarnuu), Hanp. BRAF, BRCA1, BRCA2, KRAS, NRAS, EGFR
T790M, EGFR ek3o0n 21 (L858R) myTaruu;

2.2. smbkBanusa u aenenuu, Harp. EGFR ex3on 19 neneunn, EGFR ex3on 20 uncepumu;
2.3. mpomenu B Opos Ha korusTa, Harp. HER2 ammmudukanms;

2.4. rennu npenapexaanus, Hanp. Hanp. ALK, ROS1 npenapexnanus;

2.5. craryc Ha MEKpocaTenuTHa HectabmiHocT (MSI).

3. JIOKyMEHTHpaHe€ U TpEeJOCTaBIHE Ha pe3ylTaTUTE OT IPOBEJCHOTO M3CJIEBaHE Ha
MAUeHTa/MEIUIMHCKNS CHEIUAIMCT B TMOAKpPENa Ha B3E€MaHETO Ha PEIICHUs 3a JICYCHHEe —
MpeIocTaBsiHe Ha WHQOpMAIUs 3a TEHOMHHs NMPO(HI Ha MAIlMeHT, KaKTO W 3a CBBP3aHUTE
TapreTHU Tepanuu U UMyHOTEPaIHH.

HpOBC)K)IaHeTO Ha U34YCPHaTeJIHOTO TCHOMHO HpO(l)I/IJ'II/IpaHC € BaXKHa CTBIIKa HAIIPCH, TBhU KaTO
JaBa JOCTBII 10 I/IH(l)OpMaIII/ISI 3a TCHOMHUA HpO(i)I/IJ'I Ha ManucHTa Ha JOCTAaBUMIMTC HA 3JIpaBHU
I'pyUXXu B €AWH OOKJIAd, ITO3BOJISIBA H30ArBaHETO Ha z[y6n1/1pam1/1 ouorcuu u YJICCHsBA 6’Lp3I/I$I
JOCTBHII 10 HHOBAaTHUBHU MCAUITMHCKN TCXHOJIOT'UH.

HaHI/ICHTI/ITe nmojydar HO-6’bp3 U HaBpPEMCHCH OOCTHII A0 HMHOBATHBHU TCEXHOJIOTMU, KOHUTO
ocurypsBat HO-C(beKTI/IBHa JAUAarHoCTUKa M JICUCHUC Ha JKUBOTO3aCTpallaBaliy 1Ujin H€06paTI/IMO
HWHBaJIUAU3UpaIn 3a6OJ'I$IBaHI/IH, 3a KOUTO HsIMa on06peHo JICYCHUEC, WJIM KOHMTO Ipcjiarat
SHAYUTCIHHU NPCAUMCTBA NPC/] ChIICCTBYBAIIUTC OILOGPGHI/I AJITCPHATHUBH.



47. NMPOCJIEASABAHE HA BOJIHU CHC 3JIOKAYECTBEHHU
COIMIHHU TYMOPH

[IpocnensiBaneTo Ha MAIIEHTH CHC 3JIOKAYECTBCHW COJUJHM TYMOPH BKIIOYBA CIICTHUTE
kareropuu: (1) HOBOIMArHOCTUIIMPAHH OOJIHU B PAHEH CTAJIHiA, IPOBETH XUPYPTUYHO JICUCHUE H
3aBBPIININ aIFOBAHTHA XUMHOTEPAIUs U/WIH JTbueiiedeHue; (2) HOBOAMATHOCTUIIMPAHU OOJTHH B
aBaHCHpaAJI CTaI[I/IfI, IMPOBCJIM JIMHUU HAa CUCTCMHA TCpaIusa I/I/I/IJ'II/I JIBUYCIICUCHHUE C OTUUTAHE Ha
ctabwiHa OojecT win pemucus; (3) HOBOAMATHOCTUIIMPAHU OOJIHM C PaHEH WM aBaHCHUPAI
CTaJuii, IPOBEKIAIIN aMOYJIaTOPHO JiedeHHe (OMONIOTUYHO, €HJI0KPUHHO, IMYHOTEPAIUS U JIp.);
(4) OoyiHM ¢ TEpMHUHAIIHU CTAaIWU Ha OOJECTTa, MOKA3aHW cCaMO 3a Hail- J0O0pH MOIIbpIKaIIN
rpvku (MamuaTUBHA Tepanus npu Heobxomumoct). IlpocnensBaHeTo ce OCBIIECTBSIBA OT
CTICIUAIMCTH, pAOOTEIH B pa3IMYHUTE KATETOPUH OHKOJIOTHYHY JieueOHu 3aBeneHus. ChcTou ce
OT NICPUOANYIHU KOHTPOJIHU IMMPETIICAN (BI/I3I/ITI/I), BKJIFOYBaIln CHCI_II/I(bI/I‘-IHI/I MaKCTU OT KOHTPOJIHU
uscnensanus. V3cienBaHusTa TpH Pa3IMYHATE JIOKATU3AIMM HA COJHIHHU 3JI0KAYeCTBEHH
TYMOPHU ¥ IEPUOJUTE, TIPE3 KOUTO BCSIKO OT TAX C€ peau3upa, ca U3JI0’KEeHH MOo-A0Iy B TaOIuyHa
dopma. [TocoueHute anropuT™Mu Ha MPOCIIEIBaHE HE Ca 3aIbJDKUTEIHU, UMAT MPETIOPHYUTEIICH
XapakTep W BUHATH MOTAT J1a c€ MOAU(UIMPAT criope crenudukaTa Ha MalleHTa U HeroBara
0oJecr.

Jlokanu3aius — u3ciieABaHus ‘ Hepﬂoz[ Ha KOHTPOJIHHU BU3UTHU

Kapuunom Ha riaBa u must

AHaMHe3a n (1)I/I3I/IK3.JIHO HU3CJIICABAHC

2 Mecera

PenTreHorpama Ha CUHYCH/TPBAEH KOII

2 Mecela

CT nHa cuHycH, TpbAEH KO

[Tpu HEoOxoauMoOCT

SPECT/CT(Koctna cuunTurpadvs)

12 Mecena 3a mbpBUTE S TOAMHU

PET /CT

12 mecena 3a mppBUTE 5 TOAUHU

MRT [Tpu HEOOXOAMMOCT
KpbBHa KapTHHa 2 mecena
ASAT, ALAT 2 Mecena
Cep. ypesi, KpeaTHHUH 2 Mmecena
Cep. 001 mpoTenH 6 Meceria
Cep. Tupeotporien xopmoH (TSH) 6 Mecerna

Kapuunom Ha repaa

AHamHe3a 1 QU3UKAIHO U3CIIEBAHE 6 Mecena
PenTreHorpama Ha rpbJeH KOLI 6 mMecena
CoHorpadust Ha KOpEMHH OpraHu 6 Mecena

PET/CT

12 mecenia 3a mppBUTE 5 TOAUHU

CT Ha rppAcH KOII U KOPEMHU OPraHu

12 mecena 3a mbpBUTE 5 TOAUHU

SPECT/CT

12 mecena 3a mppBUTE 5 TOAUHU

MRT [Tpu HeoOxoaMMOCT
Mawmorpadus 1 roguna
Tymopen mapkep CA 15-3 6 mecena
KpbBHa kapTHHA 6 Mecena
ASAT, ALAT 6 Mecera
Cep. ypes, KpeaTHHVH 6 Mecena
Cep. 001 mpotenn 6 Mecena
KoncynT runexosnor 6 Mecena




Kapuunom Ha 05171 1po0

AHnamHe3a 1 PU3UKAIHO U3CIIEIBAHE 2 Mecena
PenTtrenorpama Ha rpbJeH KOIII [Tpu cumnromaruka
Conorpadust Ha KOpEMHH OpraH! 2 mecena

PET/CT

12 mecena 3a mbpBUTE S5 TOAMHU

CT =a rpwpaeH kour u aboMeH

12 mecena 3a mbpBUTE 5 TOAUHU

SPECT/CT

12 mecena 3a mppBUTE 5 TOIUHU

MRT [Tpu HEOOXOAMMOCT
KpbBHa KapTHHa 2 mecena
ASAT, ALAT 2 Mmecerna
Cep. ypes, KpeaTHHUH 2 Mmecena
Cep. 001 mpoTenH 4 mecena

Kapuusaom Ha XxpaHONpoBojg

AHnamHe3a 1 GU3UKAIHO U3CIIEIBAHE

6 Meceria

Penrtrenorpama Ha rpbpIeH KOII

6 Meceria

dubpoonTryHa €30()haroracTpoOCKONHs

[Tpu HEOOXOAMMOCT

CT na rpbaeH ko, abIoMeH

12 mecena 3a mbpBUTE S5 TOAMHU

Koctra cuuaTHTpadns

[Tpu HEoOxoaMMOCT

MRT

[Tpu HeobxoaumocT

KapummM Ha CToOMax

AHamHe3a 1 QU3UKAIHO U3CIIEBAHE 4 mecena
PenTrenorpama Ha rpbJeH KOl 4 mecena
CoHorpadust Ha KOpEMHU OpraHu 4 mecena

PET/CT

12 mecena 3a mppBUTE 5 TOAUHU

CT =Ha rpBacH KoIII, a0IOMCH

12 mecenia 3a mppBUTE 5 TOAUHU

Koctra cuuaTHTpadns

[Tpu HEoOxoaMMOCT

MRT [Tpu HeoOxoaMMOCT
E3odaroractpockonus 1 roguna
KpbBHa kapTHHa 4 mecena
Cep. Butamuu B12 1 ronuHa
ASAT, ALAT 4 mecena
Cep. ypesi, KpeaTUHUH 4 Mecena
Cep. 001 mpoTenH 4 mecena

XenaTo0ujinapeH KApUUHOM

AHaMHe3a 1 QU3HKAIIHO U3CTIe/IBaHe 3 mecena
CoHorpadust Ha KOpEMHHU OpraHu 3 mecena
PenTrenorpama Ha rpbJeH KOl 6 Mecena

CT na rpbaeH ko, abIoMeH

12 mecena 3a mbpBUTE S5 TOAMHU

Koctaa cuunTurpadus

[Tpu HeobxoaumocT

MRT [Tpu HeoOxoaMMOCT
Tymopen mapkep AFP 3 mecena
KpbBHa KapTuHa 3 Mmecena
ASAT, ALAT 3 Mecena
Cep. OnnnpyOuH (00111, TUPEKTEH) 3 Mecera




Cep. ypesi, KpeaTHHUH

3 Meceria

Cep. 0011 ipoTenH

3 Meceria

AI[eHOKapIII/IHOM Ha IMaHKpeac

AnamHe3a 1 pU3MKAITHO U3CIICIBAHE 4 mecena
CoHorpadust Ha KOpEMHH OpPraHu 4 mecena
CT Ha rpbpJeH Ko, abIoMeH 6 Mecena

Koctaa cuunturpadus

[Tpu HEeobxoaumocT

MRT

[Tpu HEoOxoaMMOCT

Tymopen mapkep CA 19-9 6 Mecena
KpbBHa KapTuHa 4 mecena
Cep. I'moxko3za 4 Mmecena
ASAT, ALAT 4 Mecera
Cep. 6mupyOuH (00111, TUPEKTEH) 4 mecena
Cep. ypesi, KpeaTHHUH 4 mecena
Cep. 0011 mpoTenH 4 mecena

Kapuunom Ha 0b0pex

AHamHe3a 1 GU3UKATHO U3CIICBAHE 4 Mecena
Conorpadust Ha KOpEMHHU OpraHu 4 mecena
Pentrenorpama Ha rpbeH KOII 6 Mecera

CT na rpbaeH Ko, abJIOMeH, Ta3

HemnocpeactseHo cienonepatuBHO, MEXTY 2-
6 MeceIl OT onepalus- Ta U CJe/ TOBa Ha
BCEKHU 6 Mecela

SPECT/CT 12 mMecena 3a bpBUTE 5 TOAMHU
MRT [Tpu HEOOXOAMMOCT

Tymopen mapkep LDH 6 Mecena

KpbBHa KapTuHa 4 mecena

ASAT, ALAT 4 Mecera

Cep. ypesi, KpeaTHHUH 4 Mecena

Cep. 0011 mpoTenH 4 mecena

CepymeH kanui 6 Mecena

Kapuunom Ha 1e6esio 1 mpaBo 4epBo

AHaMHe3a 1 QU3HUKAIIHO U3CTIe/IBaHe 4 mecena
PenTrenorpama Ha rpbJieH KOl 12 mecena
Conorpadust Ha KOpEMHHU OpraHu 4 mecena
CT na rpwaeH Ko, abJoMeH, Ta3 6 Mecena

KoctHa criuaTurpadus

[Tpu HEOOXOAMMOCT

MRT [Tpu HeoOxoaMMOCT
Komonockomnus 1 roguHa
Tymopen mapkep CEA unu CA 19-9 4 mecena
KpbBHa KapTHHa 4 Mecena
ASAT, ALAT 4 Mmecena
Cep. ypesi, KpeaTUHUH 4 Mecena
Cep. 0011 mpoTenH 4 mecena

Kapuunom Ha AHYHHUK




AHaMHe3a 1 (U3HKAIIHO U3CTIe/IBaHe

1 ronuHa

Pentrenorpama Ha rpbJIeH KOII 1 ronuHa
Conorpadust Ha KOpEMHHU OpraHu 3 mecena
CT nHa rppaeH Ko, abioMeH, Ta3 6 Mecena

KoctHa cuunTUrpadus

[Tpu HeoOxoauMoCT

MRT

[Tpu HEeobxoaumocT

Tymopen mapkep CA 125 3 Mecena
KpbBHa kapTHHA 3 Mecena
ASAT, ALAT 3 Mmecena
Cep. ypesi, KpeaTUHUH 3 Mmecena
Cep. 0011 mpoTenH 6 Meceria

KapIII/IHOM HAa MAaTOYHA IIHIKa 1 CHIOMETPUYM

AHamHe3a 1 GU3UKATHO U3CIICBAHE 1 ronuHa
Penrtrenorpama Ha rpbpIeH KOII 1 roguna
Conorpadust Ha KOpEMHH OpraHu 3 Mmecena

PET/CT

12 mecena 3a mbpBUTE 5 TOAUHU

CT na rpwaeH Ko, abJoMeH, Ta3

6 Meceria

KoctHa criuaTurpadus

12 mecena 3a mbpBUTE S5 TOAMHU

MRT

[Tpu HEeobxoaumocT

KoncynT runekosior 6 Mecena
Huronamaska (Pap-tecr) 6 Mecena
[{rcToCKOMUSA/TIPOCTOCKOMHS [Tpu HEeobxoaumocT
KpbBHa KapTHHa 6 Mmecena
ASAT, ALAT 6 Mecena
Cep. ypesi, KpeaTHHUH 6 Mecena
Cep. 001 mpoTenH 6 Meceria

KapIII/IHOM Ha IIMKOY€H MEXYP

AHaMHe3a 1 (U3HKAIIHO U3CTIe/IBaHe 3 mecena
Conorpadust Ha KOpEMHH OpraHu 3 Mmecena
Pentrenorpama Ha rpbJeH KOII 6 Mecena
Koncyat yponor 3 Mecena
[ucTockomms 3 Mmecena
MexypHa IUTONOTrUs/OHOTICHS 3 Mecera
YpuHapHa HUTOJIOTUA 6 Mecena

CT na rpwaeH Ko, abJoMeH, Ta3

[Tpu HEeobxoaumocT

Koctha cuunturpadus

[Tpu HEeobxoaumocT

MRT [Tpu HEOOXOAMMOCT
KpbBHa KapTHHa 3 Mmecena
ASAT, ALAT 3 mecena
Cep. ypes, KpeaTHHUH 3 Mmecena
Cep. 0011 mpoTenH 6 Mecena

Kapuunom Ha npocTaTHa Kjie3a H TeCTHC

AHamHe3a 1 GU3UKATHO U3CIICBAHE 3 Mmecena
Conorpadust Ha KOpEMHHU OpraHu 3 Mecena
Penrtrenorpama Ha rpbpIeH KOII 12 mecena
Kouncynr yponor 6 Mecena




CT na rpbaeH ko, aboMeH, Ta3 6 Mecena
SPECT/CT 12 mecena 3a mppBUTE 5 TOAUHU
MRT [Tpu HEOOXOAMMOCT
Tymopen mapkep PSA 3 Mmecena

Tymopen mapkep AFP 3 Mmecena

Tymopen mapkep beta-hCG 3 mecena

Tymopen mapkep LDH 3 Mmecena

KpbBHa KapTuHa 3 Mmecena

ASAT, ALAT 3 mecena

Cep. ypes, KpeaTHHUH 3 Mmecena

Cep. 001 mpoTenH 6 Meceria

Jlerenna: SPECT/CT; PET/CT; CT — komntorbp-Tomorpadusi; MRT — MarHuTHOpe30HaHCHA
tomorpadust; LDH — nakrat-nexuaporenasa; ASAT — acnapraT-amuHoTpancgepasza; ALAT

— ananwH-amuHOTpaHcdepaza; CAE —  kapumHoeMOpuoHaneH  aHtureH; PSA -
npocrarocnenuduues antured; AFP — anda-deronporenn; hCG — wyoBemku XopuoH-
TOHAJOTPOIHH.



