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BbBE/IEHUE

[TonxoabT Npy 3710KaYECTBEHUTE COJIUAHU TYMOPH € KoMIulekceH. [Ipunara ce Xxupypru4so,
JBUEBO U JIEKApCTBEHO JieueHue. MIHauBryanHaTa ocaea0BaTEeIHOCT Ha TE3U MOAXOAU Ce
onpenens or Oukonornyna komucus (Tymopen 60pn), B cbCTaBa Ha KOSITO BIU3AT JIEKApH C
pa3ianuHu crenuaaHocTd. CUCTEMHOTO JIEKapCTBEHO JICUEHUE € YTBBPJEH MOAX0/, Hapes ¢
JIpYruTe JBa OCHOBHU MeToAa (Xxupyprus, ypdenedenue). Oxono 60-70% ot OonnHute
pa3BUBAT JIOKAJTHU PEIHUIWBU W/WIA JaJ€YHU METacTa3h, HE3aBUCUMO OT JIOKAJIHOTO
pasvKallHO JIeYeHHEe Ha MbPBUYHUS TyMOpP. KOHKPETHUAT JIEKapCTBEH PEXKUM 33 IBJIKUTEITHO
ce 0o0ChXk/Ia W MpHeMa Ha OHKOJIOTMYHA KOMHUCHS 10 XMMHUOTEpANus U C€ MPOTOKOJIUpPA
Cropesl HOpPMaTMBUTE HAa MEIMIMHCKUS CTaHJapT Ha CIEUUalIHOCTTa ,,MeaunuHcka
OHKOJIOTHA” ¥ HOpMaTuBHUTE JoKyMeHTH Ha H30K.

PakbT ce mpueMa 3a cucteMHa OOJECT, KOSTO YITHMATUBHO MOCTaBs HEOOXOAMMOCTTA OT
CHUCTEMHO JIEKapCTBEHO JjeueHue. Ha cbBpeMeHHHUs eTanm OT pa3BUTHE Ha KJIMHUYHATA
OHKOJIOTHSI JICKAPCTBEHOTO JICUeHHE (MEIUIIMHCKA OHKOJIOTHS) ThPIU HAaW-OBP30 pa3BUTHE.
BB3MOKHOCTHTE MY HENIPEKBCHATO C€ 000TaTsABAT C HOBH (DAPMAKOJIOTHYHU U OMOJIOTHYHU
JeKapcTBa, BOJCLIM N0 MOAOOpsiBaHE Ha TepaneBTUYHHUTE pe3yntatd. C ToBa pacte
OTTOBOPHOCTTA Ha MEJIUIIMHCKUTE OHKOJIO3H (XMMHOTEPANEeBTH) 32 U300p Ha JIEYCHHE C Hall-
BHUCOKa €(EeKTUBHOCT M C IMO-MaJIka TOKCUYHOCT. JIeKkapCTBEHOTO jieueHue (M0 Tpaaulus
HApUYaHO XMMHOTEpanus) C€ Ha3HauaBa, Npujara M MNpocieqsBa camMO OT MEIUIIMHCKU
OHKOJIO3U (XMMHOTEPANEeBTH), PabOTeId B CHEMUATH3UPAHU CTPYKTYPH (KIUHUKH WU
OTJICJICHHUSI TI0 MEIUITMHCKA OHKOJIOTHS) M IO3HABalld MHOTO J00pe (hapMakoIOTHIHUTE
XapaKTePUCTUKHU HA MPOTUBOTYMOPHHTE JICKAPCTBA U TEXHUS TOKCHKOJIOTUICH MPOQILIL.

JlekapCTBEHOTO JIeueHUEe HaMUpa MPUIIOKEHUE B Pa3JIMUHU CTAAUU Ha OosecTTa:
(1) agroBaHTHO — CIe]T paAMKATHO JIOKATHO JICYSHNE Ha ITbPBUYCH 3JI0KAYECTBEH TyMOD; BOJIH

710 HapacTBaHe Ha Oposi Ha M3JIeKyBaHUTE OOJIHM M JI0 YABDKaBaHEe HA MpekXHUBsieMOcTTa 63
nporpecus Ha 0oJiecTTa;

(2) HeoaIOBAHTHO — MTPE/IH JIOKATHO PATUKAIHO JICYCHHE HA IbPBUYCH 3JI0KAYECTBEH TYMOP;
MO3BOJISIBA U3BBPIIIBAHE HA OPTaHOCHXPAHSABAIIY ONEPALIUU TPU KAPIIMHOM Ha T'bP/a, PEKTYM
Y JIApUHKC; MPEBPBIIA JIOKATHO aBAHCUPATUTE HEONEPAOMIHU TYMOPH B OTIepaObUITHU U J1aBa
BB3MOXHOCT 32 MOTEHIMATHO MBIHO U3JIeKyBaHe (KapIMHOM Ha I'bpJa, MUKOYEH MEXYp,
npocrara, 051 1pod u ap.);

(3) maymatuBHO — MpHM MeTacTa3upaia OOJIECT; MPH TYMOpPHU, BUCOKOYYBCTBUTEIHU KbM
LUTOCTaTUYHO JIEUEHHUE, BOJIM 10 TpailHa peMucusi Ha rojsiMa yact ot 6oxnure (90% npu
TpodobnactHa Oosect, 75% mpu TecTukyidapHu TymopH, Han 20% mnpu oBapuaneH
KapIIMHOM).

JlekapCTBeHO JIeYeHHE He ce TMpuiara Nnpu CHIHO yBpeaeHo obmo cberosnue (ECOG
nbpphopmanc craryc — PS >3) u HapyiieHa (yHKIMS Ha TApEHXUMHHU OpraHu (KOCTEeH MO3bK,
yepeH apod, 6p0pern). Bb3 ocHOBa Ha COOCTBEH M KJIMHUYEH ONMT, B MHTEPEC Ha MaIeHTa,
MEIULUHCKUTE OHKOJO3M MOrar Jja MOAW(UIMPAT OTAETHU CXEMHU HIIU JI030BH PEKUMH,
MOCTHITBAMKH WHIWBHUIyaIH3UPaHO W OallaHCHPAHO B JAJCHH CHEIU(PUIHH CUTYaIUH.
[TpunoxeHneTo Ha peaWIia NMPOTHBOTYMOPHH JIEKapcTBa ce 0a3upa Ha KIACHYECKUTE
MO3HAHWS HAa MEIHMIIMHCKUTE OHKOJIO3H, BBIIPEKH Y€ KPATKUTE XapaKTEPHCTUKHA Ha II0-
CTapuTe JICKApCTBEHH MPOIYKTH HE BUHATH OTPa3sBaT IIBIHMS 00eM Ha TepaneBTHYHATA UM
akTUBHOCT. [loBeueTo ChbBpeMEHHHM NMPOTUBOTYMOPHM KOMOMHAIIMM MM MOHOTEPAIUU Ce



MpUJIarat Bb3 OCHOBA Ha KJIMHUYHU U3MUTBAHUS, IOKA3aJId JOCTOBEPHOCT. M3mon3BaHeTo Ha
HACTOSIIIUTE CTAHIAPTHU 32 CUCTEMHO JIEKAPCTBEHO JICUCHHUE € HE0OXO0IMMO, 32 Ja C& OCUTYPH
edheKTUBHA M YHH(PUITMPaHA Tepanus Ha BCHYKHA PaKOBOOOJHU B bbarapusi, HE3aBUCUMO B KOE
CHEeIMaIu3UPaHO OHKOJIOTHMYHO JIeueOHO 3aBElICHHE ce JieKyBaT. HacTosmmTe MeauImHCKA
CTaHJApTH ca U3ToTBeHH chrytacHo OcMma//leBera penakuus Ha TNM craaupaiiaTta cucrema.
[IpocnensiBaneTo Ha OHKOJIOTUYHO OOJIHHU, 3aBBPIIMIIM KOMIUIEKCHO JIEYEHUE, CE U3BBPIIBA
OT CIEIUAIKNCTA B OHKOJOTWYHHTE JeueOHM 3aBefcHus Ha Pemybnuka beiarapust cnopen
JOKaIM3aIusITa W CTaaus Ha Oosiectta. B Hacrosmmure CTaHAApTH MPOCICASBAHETO HA
OCHOBHUTE BUJIOBE 3JI0OKAYECTBCHH TYMOPHU (OCHOBHA YacT HA IMCIAHCEPHOTO HAOJIIOICHUE)
€ TPEJICTaBeHO B TaOJMYECH BHJ, IOCOYBAI BHJ W BpEeME Ha KOHTPOJHHU H3CJIC/IBAHHMS.
JIOTBJIHUTETHO CE MOCOYBAT OOIIONMPUETUTE KPUTEPUHU 32 OLICHKA Ha JieueOHUs eexT mpu
conmunuu Tymopu (Response evaluation criteria in solid tumors, RECIST). B crangapture ce
MPEACTIBAT AJNTOPUTMU 32 KOHTPOJ Ha OHKOJIOTMYHAaTa Oonka. Pa3mensT BKIFOYBa
OHKOJIOTUYHO OOJIHU ChC CONHMIHU TYMOpH. HacTosimuTe craHaapTH BKIFOYBAT AJITOPUTMHU 32
MOBEJICHUE MPH crien(UIHA TOKCUYIHOCT U YCIIO)KHEeHHS. CBETOBHUTE CTAHIAPTH 32 JICUCHUE
Ha 3JI0KAYECTBEHW TYMOPH C€ aKTyaJu3upaT MEPUOJUYHO CJeI MEXKIYHAPOIHH
paHJIOMU3HpAHN KIMHWUYHUA W3MHTBAHUS W CICHHATU3UpaHu ¢Gopymu. Paznmkute B
OTJICTTHUTE CTPaHU Cca B 3aBUCUMOCT OT MKOHOMHUYECKOTO UM CBHCTOSIHUE U OIOJKeTa Ha
3JIpaBHOOCUTYPUTEITHUTE CUCTEMH.

benexxu:

1. JlekapcTBeHH NPOAYKTH CAMOCTOSITEIHO WM B PEKHMMH, MOCOYEHHU 3a ONpeJesieHa
WHAWKAIMS W MapKupaHu cbC 3HaK [*], ca omoOpenu ot EBpomeiickaTa areHIus Mo
nexapcrBata (EMA) u U3nbeaauTtennara arennus no jekapcrsata (MAJI), Ho Bce omie He ca
BKiitoueHu B IlozutuBHus nexapcrsed cnuchbk (I1JIC) Ha HaumonanHus cbBeT Mo LeHU U
peumOypcupane Ha jgekapctsenu npoaykru (HCIIPJIID);

2. Jleyenmero c HepaspemieHW 3a ynorpeba JIEKapCTBEHH IMPOIYKTH CE€ W3BBPIIBA TPU
ycioBusTa 1 1o pef, onpenenenu ¢ Hapenda Ne 10 ot 17 noemBpu 2011 r. 3a ycrnoBusita u
pena 3a JedeHue ¢ HepaspelleHu 3a ynorpeda B Penyonuka bearapus nexkapcTBeHH NpoayKTH
BKJI. OITMEBU aHAJITETUIIM, KAKTO U 32 YCJIIOBUSATA U PEJ/Ia 3a BKIIIOUBAaHE, IPOMEHH, U3KIIFOUBaHE
U JIOCTaBKa Ha JIEKAPCTBEHU MPOAYKTH OT CNHChbKa Mo wi. 266a, an. 2 or 3akoHa 3a
JIEKapCTBEHHUTE MPOJYKTH B XyMaHHaTa MeauiinHa (o6H. JIB 6p.95 ot 2.12. 201 1r., gom. JIB
6p.24 ot 12.03. 2013r.) Ha MUHUCTBpa Ha 31paBeona3BaHeTo. [Ipeanoxenus no wi. 266a 3a
JlaJileHa TO/IMHA MOraT Jia ce IpaBsT caMoO OT eKCIepTH, padoTely B ChOTBETHUTE JeUeOHH
3aBEJICHUs, a HE OT OOJTHMYHATA aJMUHUCTPALUSI.

3. JleueHWeTOo Ha MOBEYETO JIOKAIW3AIMU B ChBPEMEHHATa MEIHMIIMHCKA OHKOJIOTHS Ce
Oa3upa Ha BB3IPHUETH U ONUCAHU B KPATKUTE UM XapaKTEPUCTUKH MTPEIUKTUBHU OMOMapKepH,
ChIJIACHO A00paTa MeIUIIMHCKA MTPaKTUKA.

4. Jleyenne ¢ QuyoponupUMUIUHU OazupaHU peKUMH TpsOBa Ja ce MPEeaxoXAarT OT
n3ciaensane Ha DPD eH3uMHa aKTUBHOCT.

5. Tlpu koHTpamumukammu 3a Jjedenue c¢ Cisplatin npu mnpeneHka oT JieKyBamus
MEIUIIMHCKY OHKOJIOT MOJKe J1a ce mpoBeze jeuenue ¢ Carboplatin ¢ m3ximodyenue Ha HsKon
JOKAJIM3aIK, KOUTO ca HEMOIXO/ISIIH 32 TO3U TIATHHOB JIePUBaT.



1. I'bPBUYHU MO3BbYHU TYMOPHU

3110Ka4eCTBEHUTE MNIHATHU TyMopu ca mpubnuzutrenHo 70% OT BCHUUKM IbPBUYHU MO3BUHU
TyMOpPH Npu Bb3pacTHU. CBBp3aHU ca C BUCOKAa 3a00JS€MOCT U BHCOKA CMBPTHOCT, KaTo
cpenHaTa MPEeXHUBSEMOCT IMpPH MalMEHTUTe ¢ rmobimactoM e 12-15 mecema, a mpu Te3u ¢
AHAIUIACTUYHU TJIHAIHU TYMOpPH - 2-5 roaunu. [ nmnobnactomure ca npubnuszurento 60-70% ot
BCUYKHU 3JIOKAYECTBEHU INIMOMHU. AcTpouuroMute npenacrtasisBar 10-15%, anammactuynute
OJINTOJICHIPOTIIMOMH U OJIUTroacTpouuTomu - 10%, aHamIacCTUYHUTE €MEHIMMOMU U TaHTJIMOMHU
— ocrananute. CpeaHara BB3pacT HAa MOCTaBSHE Ha AWAarHo3aTta MpH riuobimactomute e 64
TOJIMHY, a TIPH AHAIUIACTUYHUTE MIMOMU — 45 roauHu. 3a00JII€MOCTTa TIPU MBKETE yMEPEHO
MIPEBUILIABA Ta3H MIPH KEHCKUS MOJ. JIeYeHHEeTo € KOMILIEKCHO, BOJIEIIA € POJIsiTa Ha XUPYPIUsTa,
JTbUEICUEHUETO U ChUeTaHaTa JTbUeXUMHOTEPAIIUSL.

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

1.1. CaeponepaTuBHa XUMHOTePaNMs

Cpuerano xumuoipueneuenue ¢ Temozolomide — 75 mg/m2 P.O. 6 cenmuru. Criest mouynuBKa OT
4 ceMHMIM JICYCHUETO TIPO- abJpkaBa ¢ Temozolomide — 150 mg/m2 mnueBno P.O., qam 1- 5, 3a
IBPBU KYpPC, a mocieaamuTe ot 2-pu 10 12-u xypc — 200 mg/m2 npe3 28 aHHU, T.€. IPOBEKIAT
ce 00mio 12 kypca. ToBa e craHAapT B JICYSHUETO HA MAIMEHTH ¢ rrobaactoM 10 70 . BB3pacT,
KakTo U Te3u Haj 70 I., KOUTO HAMAT MPOTHUBONOKA3aHMS.

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

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

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

1.2. XumuoTtepanusi Npu peuuanB

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

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

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

[ToBTOpenue npe3 14 nxu.



1.3. Tymopu, acouunpanu ¢ 6oJect Ha von Hippel-Lindau (VHL)

Belzutifan* 120 mg P.O. nHeBHO KaT0 MOHOTEpAIHMs 3a IIbPBa JUHKS JCUCHIE Ha Bb3PACTHHU MAlUCHTH
¢ 6osect Ha von Hippel-Lindau, kouto ce Hy)aasT OT Tepamnus 3a XeMaHTHO0JIACTOMH B IIEHTpaIHATA
HepBHa cucreMa (LTHC), npu KouTO JIOKamTHUTE TEPANEBTUYHH MTPOLIEYPU Ca HEMOAXOSIIIH.
JleyenneTo TpsOBa J1a MPOIBIKH IO IPOTPecHs Ha 3200 SIBAHETO UIIH JJO HETIPUEMITUBA TOKCHYHOCT.



2. METACTATUYHU MO3BbYHHU TYMOPH

[Ipy BB3MOXKHOCT C€ MPOBEXJA OMEPATHMBHO WM PAJUOXHPYPTUYHO JICUEHHE Ha TyMopa,
MIOCJICIBAHO OT JIbYEIICUCHUE B HIKOW KIIMHHYHH CUTYaIlUH.

[{eTOMO3BYHO JTBYENICYCHUE Ce OOCHXKJa MPH HEPE3CKTAOWIHM MHOXKECTBEHH METacTa3d OT
pa3MYHU 37I0KA4YeCTBEHU 3a00JsBaHUsA. 3aIBJDKUTEIHO YCIOBHE € J0OpO OOIIO ChCTOSHUE
(repdopmanc cratyc, PS).

CucremMHa Tepalus cOoopeJa BHJAa Ha OBPBUYHHUS TYMOD.

JIObJIHUTETHYU ONLIMK (HE € CTaHAapT):

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

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



3. KAPHUHOMM HA I''TABA U LIUA

I110CKOKIETHUHUSAT KapouHOM Ha TIJlaBaTa W MMUATa € XCTCPOICHHO 33.60J151B3.He,
XapaKTepu3npamo CC¢ C KOMIUICKCHH KIMHUYHHU W IIaTOJIOTHYHU IIPOsIBH. Hpe,[[CTaBJISIBa
HpI/I6J'H/ISI/ITCJ'IHO 90% oT BCHUYKH BHAIOBC PAK Ha IjilaBaTa U IIUsTA.

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

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

3.1. Ha3zodapuHreajqHu KapUUHOMHU

3.1.1.HeoaroBaHTHA XUMHAOTEPALINAS

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

Cisplatin + Fluorouracil:

Cisplatin — 50 mg/m2 L.V., nen 1

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

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

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

CamocrosiTeIHaTa HCOaArOBAHTHA (I/IHI[VKHI/IOHHa) XUMHUOTECpAInd BKIKOYBA CICIHHUTC
PCKUMU

Cisplatin + Fluorouracil + Docetaxel (rmpu mIocKoKIeThUEH KapIHHOM)

Cisplatin — 75-100 mg/m2 1.V., nen 1

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

[ToBTOpenue nmpe3 28 mHu.

Cisplatin + Fluorouracil

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

Paclitaxel + Cisplatin + Fluorouracil




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

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

HEIMOHOCHMOCT KbM Docetaxel u jxenaHue 3a BKIIOUBAHE HA TAKCAHU.

3.1.2. Ar0oBaHTHA XUMHOTEPAIIUS

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

mpuenedenue npu 6omuu B cranuit 11

Cisplatin + Fluorouracil

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

Paclitaxel + Cisplatin

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

Ifosfamide/Mesna + Paclitaxel + Cisplatin

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

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

Cisplatin — 60 mg/m2 L.V., nen 1

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

[ToBTOpenue npe3 21-28 nuu.

3.1.3. PeumauBupania wiv MeTacTtaTuuHa 00JiecT

XuMuoTepanusi ce mpoBexaa npu 0osHU ¢ J00po obmo ceerostHue (PS), karo Bojemu ca
IUIaTUHa-0a3upanu pexuMu. [lpyru akTuBHU JekapcTBa ca: paclitaxel, docetaxel, ifosfamide,

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

3.2. TLIIOCKOKJIeTHhYHU KAPIMHOMH HA IJIaBa M IIUS

JledenueTo ce MpoBeXkAa OT MYITHUANCIHUIUIMHAPEH ekull. llanmueHTsT TpsOBa ma Oble C
KOPHUTHUPaH HyTPUTHBEH CTaTyC, MOJIbPKaH MO BpeMe Ha IsU10To JieueHue. [Ipenu neyenne ce
U3BBPINBA JIeHTaHA pexabunutanus. [Ipu opodapuHreasHu KapluUHOMH € IPENOPHUYUTEITHO
uscnensane Ha pl6/HPV-craryc. Tlpm HEOOXOIMMOCT — TracTPOCKOIICKO HajaraHe Ha

racTpocCcTtomMa.



3.2.1.HeamroBauTHa XMMHOTEPAIINS

[Tpunara ce mpu JOKaJHO aBaHCUPAJ KapLUHUHOM Ha JIAPUHKC, XUIMO(APHUHKC U OPO(POPHUHKC ¢
[eJl OpraHochXpaHsBama onepanus. MeToabT He € CTaHgapT U TpsAOBa Ja ce choOpasu ¢
AHATOMUYHOTO PA3MOJIOXKEHHE Ha Tymopa, oO0moro cberosiHue (PS) Ha manmenTta u ga ce
MOIXOKa WHIUBUIYAITHO.

TPF

Docetaxel — 75 mg/m2 L.V., nen 1

Cisplatin — 75 mg/m2 LV., nen 1

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

Cisplatin + Fluorouracil

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

Paclitaxel + Cisplatin + Fluorouracil

Paclitaxel — 135mg/m2 L.V., nen 1

Cisplatin — 75mg/m2 L.V., nen 1

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

3.2.2. AroBaHTHA XUMHOTEDAIIUS

[lpunara ce: (i) cien paauKaJTHO OMEPATUBHO JICUEHHWE U HEBB3MOXKHOCT 3a IOCIEABAIIO
npuenedeHue u (i) cien mpoBeneHO NeUHUTHUBHO TbhuenedeHue mnpu Oonmuu B craamid 111
N3non3Bar ce pexxumu ot T. LA.

3.2.3. CpueTaHo XUMHOIBYEIICUEHHUE

[Ipunara ce kaTo Ne)UHUTUBHO HIIM CJIEIONEPATUBHO JIEYCHHE TMPU JIOKATHO aBaHCHpa
kapiHOM (T3-4 NO-1 wnu T Besiko N2-3) u 1o6po o610 cberostaue (PS).

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

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




Cisplatin + Fluorouracil

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

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

Cisplatin + Fluorouracil

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

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

Metothrexate — 40 mg/m2 .M., BequbK CEAMUYHO 10 IPOTPECHSL.

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

Epirubicin + Bleomycin + Cyclophosphamide (ripu mumdoenurennom)

Epirubicin — 50 mg/m2 1.V., nen 1

Bleomycin — 30 mg o6mia no3a I.V., qau 1, 8 u 15
Cyclophosphamide — 600 mg/m2 L.V., niu 1 u 8
[ToBTOopenue npe3 21 mHu.

Cetuximab + Cisplatin + Fluorouracil

Cisplatin — 100 mg/m2 L.V., nen 1

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

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

[Mognbpxama Tepanus cien npuiioxeHa XT

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

Cisplatin + Docetaxel

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

Cisplatin + Gemcitabine

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




Fluorouracil + Vincristine

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

Docetaxel

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

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

Pembrolizumab xato monotepamust — 200 mg 1.V. na Bceku 3 ceamunu wiau 400 mg L.V. Ha
BCEKU 6 CEJIMHIIM MPUIIOKCHA KaTO HHTPABEHO3HA HH(DY3Us B IPOAbDKeHHE Ha 30 MUHYTH 32
JIeYeHHEe HAa METACTaTHYEH WM HEeolepaOuiieH peluIMBHpAI] CKBAMO3ZHOKIEThUCH KapIIMHOM
Ha riaBata U musTa (HNSCC) npu Bb3pacTHu, unuto Tymopu excupecupatr PD-L1 ¢ CPS > 1
[IpoabiokaBa 0 TPOTPECHs WM HEMPUEMIMBA TOKCHYHOCT.  [IpH KIMHHYHO CTaOWITHH
MAlMEHTH  C [TbPBOHAYAJIHU JAHHH 3a MPOrPEecHsl Ha 3a00JSIBAHETO € MPEHOPBYUTEITHO
JIEYCHUETO J1a MIPOIBIIKH, TOKATO MPOrpecHsTa Ha 3a00JsIBAHETO HE CE TIOTBBP/IH.

Pembrolizumab — 200 mg 1.V. Ha Bceku 3 cenmunu wim 400 mg 1V, Ha Bceku 6 ceaMUII
MPUIOKEHA KAaTO MHTPABEHO3HA WH(Y3HsS B MPOABIDKeHHE Ha 30 MUHYTH B KOMOHMHAIMS (
miatuaa u 5- Fluorouracil (5-FU), 3a seyenne Ha MeTacTaTHUeH WJIM HeorepaOuieH
peLuAMBHUpal] CKBaMO3HOKJIEThYEH KapiuuHoM Ha riaBata v musta (HNSCC) npu Bb3pacTHu,
quuTO TyMopu excipecupaTr PD-L1 ¢ CPS > 1

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

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

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

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

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

miatuda u 5-FU)

[TpoasKaBa 10 MPOTPECHs WITH HETTPUEMITHBA TOKCHYHOCT. [IpH KIIMHUYHO CTAOMIHU MAIlUCHTH
C IbPBOHAYAIHH JaHHU 3a MPOTpecHs Ha 3a00JIIBAHETO € MPEHOPBHUMTENHO JCYCHHETO 4
[POJIBIDKH, TOKATO MTPOTPECUsITa Ha 3a00JISIBAHETO HE CE MMOTBBP/IN.

3.2.5. Bropa nuHus cucTeMHa Teparus

Nivolumab — 240 mg V., npe3 14 nuu (3a neueHne Ha peKypeHTEH WIIM METacTaTU4eH
CKBAMO3HOKJIETHhUEH KapIIMHOM Ha IJIaBaTa U LIUATa PU Bb3PACTHU C IPOrpecusi o Bpeme
Ha WIN CJIe]] TUIaTUHA-ChbpiKallla TEpaIus).

Pembrolizumab xato monoTtepanust —200 mg [.V. Ha Bcexu 3 cenmunu win 400 mg 1. V. Ha BcekH
6 ceMUIM MPHIIOKEHA KaTO MHTPaBeHO3Ha HH(Y3Hs B POabbkeHUe Ha 30 MUHYTH 3a JIeUueHHe
Ha pEUIMBUPAL] MM METAaCTaTU4YeH CKBAMO3HOKJIETHYEH KapIIMHOM Ha TIJjlaBaTa U IIHATA
(HNSCC) npu Bb3pacTau, yuuto TyMmopu excnpecupat PD-L1 ¢ > 50% TPS u nporpecupain




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

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




4. KAPIIMHOM HA IIIATOBH/IHA KJIE3A

KapimHoMbT Ha muTOBHAHATA *Jie3a npencranisiBa 91% OT BCUUKH €HIOKPUHHU TYMOPH U
1% oT BCMYKM OHKOJIOTHYHU 3a00JIIBaHuE TpU BBh3pacTHHU. Cpellia ce mo-4ecTo MpH KEHUTE U
OTHOUICHUETO XeHH:MBKe ¢ 4:1. Haili-uecto cpemian e nanuiaapHusaT kapuuHom (60%-75%). C
M0-MaJIKa YecToTa ca (HONMKYIApHUAT, MENYJIAPHUAT U aHAIIACTUYEH KapIUHOM. JleueHueTo
€ KOMIUIEKCHO — OTIepaTUBHA HHTEPBEHIIHS, PaAUNOHOATEpAINs, TAPO3UHKIMHA3HA HHXHUOUTOPH,
XHUMUOTEpAIHs.

IIpuuenHo neyenue:

3a pe3UCTEHTHU Ha JICYCHHE C PAJUONOJI C€ CUMTAT CICAHHUTE MALMEHTU C AudepeHIrpaH
nanwiaped, Qoaukynapen wuian Hurthle-kierbueH kapuuHOM, JOKalHO aBaHCHUpall WIH
METacTaTUYeH:

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

e [lanuenTtu, nmomyunnu obma go3za npu RAI >600 mCi u u3gBUIM HOBa Jie3Us CJe
nociennara go3a 1311 npeau 14 mecern ot npuema .

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

[Ipu, pedpakrepeH Ha paInOaKTUBEH HOJI, C€ U3IOI3BAT CIeIHUTE U300PH:

Lenvatinib karo MoHOTepanus € moka3aH 3a JICUCHHE Ha Bb3PACTHHU MALUEHTH C TPOTPECUPAII]
JIOKAJTHO HarpeIHall WK MeTacTaTu4eH, nudepeniupan (nanunapen/pommkynapen/Hiirthle-
KJIeThueH) KapIMHOM Ha IIUTOBHIHATA *kJIe3a, pepakTepeH Ha paanoakTuseH ion (PAN).
[IpenopprunTennara qHeBHA 103a Lenvatinib e 24 mg (nBe kancynau ot 10 mg u eHa Karncyna
oT 4 mg), mpueMaHa BeJJHbXK JIHEeBHO. J[HeBHaTa j103a TpsOBa a ce MoAU(HIKpa CIOpe
HYX/IUTE ChIJIACHO IIJIaHA 33 JICYEHHUE IPU ChOTBETHOTO ChOTHOILIEHHUE J1033/TOKCUYHOCT.

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

HpI/I H€0H€pa6I/IJ'ICH WM JIOKAJIHO aBaHCHpaJI WJIW MCTACTATHUYCH MCAYJIapCH KapUOHUHOM CC
H3M10J13BaT CJIICAHUTC I/IS60pI/IZ

Vandetanib — 300 mg P.O. nHeBHO, 10 IPOrPeCHst UITH HEIPUEMIIHBA TOKCHYHOCT.

CJ'IeJI INpEeUCHKa MOXE Oa CE€ HallpaBU OIIMT 3a HUTOTOKCHUYHO JICUCHUC C KOM6I/IHaIII/II/I,
ceabpaxantu Paclitaxel, Cisplatin, Epirubicin, Doxorubicin

Doxorubicin/Epirubicin monoTepanus

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

Doxorubicin / Cisplatin

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

Ha Bceku 3-4 ceiMHUITH, 10 TOKCUYHOCT WM TIPOTPECHS

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




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

Epirubicin / Cisplatin

Epirubicin 90 mg/m2 i.v. neu 1 Cisplatin 75 mg/m2 i.v. nen 1
Ha Bceku 3-4 cenMuIiy, 10 TOKCUYHOCT WJIM TIPOTPECHS

Paclitaxel monorepanus

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

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

Ha Bcexu 3 ceqmMuIm 10 TOKCUYHOCT WIIH TIPOTPECHS




5. KAPHUHOM HA I'BPJIA

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

® IIPCABAPUTCIICH CUCTCMCH KOHTPOJI BBPXY bonecrtra

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

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

® TIpU TYMOPH ChC CPEJCH U BUCOK PUCK;

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

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

5.1. HeoaxoBaHTHA cMCTeMHA Tepanus

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

CEF

Fluorouracil — 500 mg/m2 L.V., nexn 1

Epirubicin — 90 mg/m2 L.V., nen 1

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

[ToBTopenue npe3 21 auu, 06110 4-6 Kypca.

[Tpu NpOTHBOTIOKA3aHMUS HITH PE3UCTCHTHOCT KbM aHTPAIIMKJIMHU — MOHOTEPAITHUS C TAKCAHH
(4-6 kypca).

EC-T

Epirubicin — 90 mg/m2 L.V., men 1

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

[MToBTopenue npe3 21 qHuM; MpoBeXAT ce 4 Kypca, HOCISIBAHU OT
Docetaxel — 75 mg/m2 1.V, nen 1, ipe3 21 auu, 4 Kypca, win
Paclitaxel — 80 mg/m2 L.V., ceqmuuno, 12 ceaMui.

T—EC (na3znauaBa ce mpu XopMOH-perientop-no3utuBeH, HER2-nerarusen xapripaom)

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




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

Paclitaxel + Carboplatin (mpu TpoiiHO HeraTHBEH KAPIHHOM)

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

[ToBTOopenue nmpe3 21 nHu.

EC (uHTeH3nduuupan)

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

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

[Tpun HER2-no3utuBHMU TyMOpH:

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

Pertuzumab + Trastuzumab + Docetaxel

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

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

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

[ToBTOpenwue mpe3 21 nuu

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

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

Axo ce mpuiara cxema Ha JiedeHue Ha ocHoBara Ha Carboplatin, Docetaxel ce npuara B
no3a

75 mg/m? npe3 nenust mepuo 6e3 yBeIHUeHHE.

[Mpy marnueHTH, MOTydYaBalld CXeMa Ha JIeYeHHe Ha OCHOBAaTa Ha aHTPAIIUKIIMHH,
¢buxcupana

koMmOuHamwms Ha Trastuzumab+Pertuzumab TpsiOBa n1a ce mpuiara ciie 3aBbpIIBaHe HA
IsU1aTa CXEeMa Ha JICYEHHE C aHTPAIMKIIHH.

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

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



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

[Ipu HEOaIOBAaHTHO U aJIFOBAHTHO JICYCHHE HA TPOMTHOHETaTUBEH KapunHoM Ha repaara (TNBC)
Ha MAIMeHTUTE TPSAOBA J1a ce MPHUIIOKHU HEOaI0BaHTHO JiedeHue ¢ Pembrolizumab B komOunarus
¢ xumuotepanus 3a 8 go3m ot 200 mg Ha Bceku 3 cenmui wid 4 no3um ot 400 mg Ha
BCEKHU 6 CEIMUIIM HITH J0 IPOTrpecus Ha 3a00JIIBaHETO, KOSATO U3KIII0UBA Ie(DUHUTHBHA OTIepaIHs
WIH HETpHEeMJIMBa TOKCHYHOCT, MOCJIEIBAHO OT aJF0OBaHTHO JieueHue ¢ Pembrolizumab kato
MoHotepanusg 3a 9 no3u ot 200 mg Ha Bceku 3 ceamuum uiam S o3u ot 400 mg Ha BcekH
6 ceqMUIM WK 10 PEUIUB Ha 3a00JITBAHETO WM HEMPUEMITUBA TOKCHYHOCT. [larenture, nmpu
KOUTO ce Halro/1aBa Mporpecusi Ha 3a00JIIBAHETO, KOSTO M3KIIIOYBA Je()UHUTHBHA ONEpanus
WIA HENPHEeMJIMBA TOKCHYHOCT, CBBP3aHH C HEOQIIOBAHTHO JiedeHHe ¢ Pembrolizumab B
KOMOMHAIMsI ¢ XUMHUOTEpAIus, He TPsAOBa Jja MojyyaBaT aJl0BaHTHO JieueHue ¢ Pembrolizumab
KaTo MOHOTEpATIHSL.

Xupyprusara ce ocjie/1Ba 0T aJf0BaHTHA TEpaIns

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

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

5.2. AII0BaHTHA CHCTEMHA Tepanus

JleueHneTo ce mpenopbyuBa, aKO C€ 0YaKBa OTHOCUTEITHO HAMAJICHHE Ha OTPENIEICHUs] PUCK OT
pPEIMINB U CMBPT MPH MPUEMIIMBO HHBO Ha HEXEJAHM JIEKAPCTBEHU peaknuu. M300pbT Ha
METO/1 332 CUCTEMHO JIEKapCTBEHO JieUueHHe (XUMHOTEepausl U/WIN €HJOKpUHHA Tepanus, W/uin
NPULIEIHO JICYEHHE) CE OCHOBAaBAa HAa HAJM4YMEe Ha pelula NMPOTHOCTUYHU U NPEAUKTBHU
dakTopHu: TrojleMHHAa Ha IbPBUYEH TYMOpP, AHTAKUpPaHE Ha aKCUJIApHU JUMGHH BbH3IH,
XUCTOJIOTUYEH BuUA, creneH Ha audepenumanus (G), cratyc Ha ectporeHHu (ER),
nporectepoHoBu  (PgR) u HER2-penentopu (BKJI. HHCKa/yITpaHHUCKA EKCIpPECHs),
npomdpeparuBen Ki-67-unnexc (mox wimm Hax 15-20%), BB3pact, obmo cecrosinue (PS),
npuapyxasamn Oosiectu, edekr ot mpuwioxkeHata HXT (Tabn. 1). Tymopu, kouto He
excripecupaT ER/PgR, ce mpuemar 3a eHIIOKpUHHO HEUYBCTBHUTENHU; MPHU TAX CPEACTBO HA
n300p € XUMHUOTepanusi U uMyHoTepanus. Karto nombiHEHHWE KbM XHMHO- W C€HIOKPHHHA
Tepanus npu cBpbxekcnpecus Ha HER2 ce no6aBs agioBanTHO seyenue ¢ Trastusumab +
Pertuzumab nim Ado-trastuzumab emtansine.

Criopen pucka 3a mporpecusi Ha 00JieCTTa MalMeHTUTe ¢ OnepaduiIeH KaplUHOM ce pa3fessaT
Ha Tpu Kareropuu (Tabm. 1).

Cropenr OMOJOTMYHHTE TIOJTHUIIOBE HA KapuWHOMa (JyMHHaJIeH A, IyMHHaIeH B,
HEeIlyMHUHAJICH, 0a3aJlonJIeH W JIp.) CUCTEMHaTa aJIlOBaHTHA Tepamus ce AeQHHHpa B IIECT
kareropuw (Taoum. 2).



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

Hucbk puck

HeraruBau nuMQHU BB3IIM M BCUYKHU OT CICAHUTE MPU3HALIN:
Tymop <2 cm

Gl

Jlunica Ha paznpocTpaHeHa NepuTyMOpHa Ch/I0BA UHBa3Us (TYMOPHU

eM00IIN)

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

CpeneH puck

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

G2-3

Hanuune Ha pa3snpocTpaHeHa NepuTyMOpHa ChJ10Ba HHBA3Hs (TYMOPHHU
eMO0JIH )

Hannune na cBpbxekcrpecust Ha HER?2

Jlunca na ER w/unu PgR excnpecus

Bp3pact < 35 ronunu

Bucok puck

1-3 nmo3utrBHYU JIUMGHU BB37H ¢ aurica Ha ER w/wnmm PgR ekcnipecus, ninu
¢ Haymuue Ha cBpbxekcrpecust Ha HER2

> 4 no3UTUBHU JUM(HH BB3IIH

Hanuuue na repmunarisaa BRCAL/2-myranust

TpoitHO-HeraTuBeH KapIuHOM Ha I'bpaa

Hamnuuero Ha PIC3CA/AKT1/PTEN-npomenu

Tabnuia 2. buonornyau moaATUIIOBE: Te)UHALINS.

IMToaTunose

Kiannukonarosaornaga
aeuHUIMS

Jlymunanen A

ER+ w/mmu  PgR+,
HER2-neratuBen (BKJI.
HUCKa/ylITpaHHUCKa

excrpecust), HUChK Ki-

67 (<15-20%)

Jlymunanen

(HER2-neraruBeH) HER2 HeratuBeH (BKI.

B | ER+ w/umu  PgR+,

HUCKa/yJITpaHUCKa
ekcripecusi), BUcok Ki-
67

Jlymunanen

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

B| ER+ wum  PgR+,

IIO3UTHBCH

HER2 nosutuBed | HER2-mo3uTtusen,

(HeTyMHUHAJIEH)

munca Ha ER u PgR




bazanounen, tpoitno | Jlumca nHa ER u PgR,
HETaTUBCH HER2-nerarusen
(TyxTaneH) (BKJI.
HUCKA/yITpaHHUCKa
EKCIPEeCcHs)
Crnenuanau
XUCTOJIOTUYHU
IIOJTHUIIOBE
A.
XOpPMOHOYYBCTBUTE-
neH (kpubpudopmen,
TyOynapeH "
MYIIMHO3€EH)
b.
XOpPMOHOHEUYBCTBHU-
TelneH (amoKpUHEH,
MenyJIapeH,
ANCHOUI-KUCTUYEH H
METaTUIaCTUYCH )
v
Biopsy of metastatic lesion
to confirm diagnosis
2
Reassess biumarl&ers
Patients with oR, PO, AER2 Patients with ER+,
TNEC tumours Al patients HERZ— tumours
P gt
PO-L1 by IHC, gBRCAm, PIK3CA mutation status,
HER2-low by IHC/SH gBRCAm, HERZ-low by IHCASH
(PALB2 assessment optional) (PALB2 assessment optional)
JE— N ¥
Assessments only where corresponding therapies are available: MSI, TMB, NTRK
\ \7 \

Optional assessments with potential to quide treatment: ESR7 (in ER+, HERZ— tumours if further
Al-based therapy is considerad), somatic BRCA mutations, HERZ-low status by IHG/ISH

v v v

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

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

Al, aromatase inhibitor; CNS, ceniral nervous system; CT, compuied tomography; ER, cestropen receptor; ESRT, oestrogen
recepior 1; gBRGAM, permling BRGAT/Z mutation; HER2, human epidermal growth facior receptor 2; IHC, immunohistochemisfry;
ISH, in aifu hybridisation; MBC, metastatic breast cancer; MSI, microsatellite instability; NTRK, neuratrophic tyrosine receptor
kinaze; PALBZ partner and localiser of BRGAZ PD-L1, programmed death-ligand 1; PET, positren emission tomography; PgR,
progesterone receptor; PIR3GA, phosphatidylinositol-4.5-bisphosphate 3-kinase catalytic subunit alpha; TME, tumour mutation
burden; TNEC, triple-negative breast cancer

N3tounuk: ESMO Guidelines 2023



5.2.1. EHIOKpHMHHA aII0BAaHTHA TEPAINS

5.2.2. [IpemeHonay3alH1 NAllUEHTH MOJKE /1a IIoTy4aBat Tamoxifen caMocTOsATENHO (JlyMUHalleH A,
cranuii [). B cimydan Ha BUCOK pHUCK OT peLUINB, J1a CE NMa IIPEIBU]] ChbUETaHHE C IOTUCKAaHE Ha
(GyHKLIMATA HAa SHYHULUTE C €Ha OT JBeTe KoMOnHanuu oBapuaisa cynpecus (OFS) u
Tamoxifen wm OFS u apomarazen naxuburtop. Tepanus ¢ Gudocdonaru

[TaumenTH, JeKyBaly ce ¢ apoMaTa3HU MHXMOUTOPH, TpAOBa Aa IoJydyaBaT CYIUIEMEHTALUs C
ButamuH D u xamuuii. [IpenopruBa ce uscnensane 3a koctHa mabTHOCT — DEXA (dual X-ray
abcopLuoMeTpusl) U NIPH OCTEONOPO3a ce MpernopbyBa CBOEBPEMEHHO jeueHue. budoconarure
Ipe/na3Bar cKejaeTa 0T KOCTHA 3ary0a IpH MalUeHTHU C ITPOTCHHA IIPEXkKAEBPEMEHHA MEHOIAYy3a
U NIpY IOCTMEHOTIAay3aJIHU MTAalUeHTH Ha JeYSeHHE C apoMaTa3HU UHXUOUTOPH.

5.2.3. buosiornuna Tepanus opyu KOCTHA 3aryda

[TanieHTH ¢ paHeH KaplUWHOM Ha I'bpJa, MPOBESKIANIM aTIOBAHTHA CHIOKPUHHA TEparwus, Ce
CUMTAT 32 MMOCTMEHONIAY3aJIH! U C TIOBHIIIEH PUCK OT KOCTHH (PPaKTypH, 0COOCHO TPETUPAHUTE C
apomata3Hu nuHxuouTopu. CIie]] CeNEeKIUs 1 MPEIeHKa OT JICKYBAIUs METUIIMHCKHA OHKOJIOT TE3U
CJIydad TOJJIeKAT Ha JieueHUe 3a 3aryda Ha KocTHa maca ¢ Denosumab — 60 mg S.C. mpe3 6
Mecena, KakTo KeHH ¢ MOCTMEHOMay3ajHa OCTeonopo3a 0e3 kapiuuHoMm Ha repaa. OueHka Ha
KocTHaTa TIbTHOCT ce mpoBexaa ¢ DEXA (dual X-ray aGcoprimomerpusi) mpeay 3anoyBaHe Ha
CHJIOKpUHHA Tepamus W Ce MpociesBa B XojAa Ha JiedeHueTo. Ilpu u300p Ha JedeHue c
Denosumab ce B3eMar mpeaABH/] KaKTO KOCTHATa MHHEPATIHA IUIBTHOCT (cToliHOCTH Ha T-SCOre),
Taka U PUCKOBUTE (aKTOPH OT CTpaHa HA ManueHra. [Ipu ompenensHe HA WHAWKALUMUTE 3a
OMOJIOTMYHA Tepanus OT MEAMIIMHCKU OHKOJIOT JICUSHHETO Ha IMOoJyIekKallaTa OCTEeornopo3a ce
MPOBEX/IA OT €HJOKPUHOJIOT WIH PEBMATOJIOT.

5.2.4. AnroBaHTHAa XUMHUOTEPATTHS

IIpu cpeneH puck ¢ HEraTUBEH HOJAJIEH CTAaTyC:

EC

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

CEF90

Fluorouracil — 500 mg/m2 I.V., nen 1
Epirubicin — 90 mg/m2 I.V., nen 1
Cyclophosphamide — 500 mg/m2 1.V., nen 1
[ToBTopenwne npe3 21 gam (6 Kypca).

Docetaxel + Cyclophosphamide




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

CMF

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

Metothrexate — 40 mg/m2 L.V., men 1
Fluorouracil — 600 mg/m2 1.V, nen 1
[ToBropenue mpe3 21 auu (6 Kypca).

EC-T

Epirubicin — 90 mg/m2 L.V., nen 1
Cyclophosphamide — 600 mg/m2 1.V., nen 1
[TosTopenue npe3 14-21 nuu (3-4 Kypca), MOCIeABaHH OT:

Paclitaxel — 175 mg/m2 1.V. npe3 3 cenmunu (3 nnu 4 xypca) win 80mg/m2 ceamuano (12
MOCJIEIOBATEIHU CEAMU- 111 ), WIN
Docetaxel —100 mg/m2 npe3 21 quu (3 wiu 4 kypca).

[Tpu maruenTu cbe cBpbxekcnpecus Ha HER2 ce npoBexna euenue ¢ antu-HER?2 tepanus.

He ce mpumara mpu tymopu mo-mManku oT (.5 ¢cm W HEraTMBeH HOJAJIEH CTaTyC, C BHUCOKO
MOJIOKUTEITHA XOPMOHAIHU PEIenTOpH (BUCOK OTTOBOp), C (paKIUs HA WU3TIACKBAaHE Ha JIsBA
kamepa (LVEF) mox 50% u cbe 3HaUMMa ChpITHOCHI0BA KOMOPOHMTHOCT.

AnTt HER2- nedenuero 3ano4sa 3aeJHO ¢ XUMHOTEpAInus ¢ TaKCaHU:
e Trastuzumab B HaToBapBamia no3a 8 mg/kg, nocnensana ot 6 mg/kg mnu Trastuzumab —
¢duxcupana no3a ot 600 mg S.C., npe3 21 nHu ce mpuiara 3a 12 Mecelia OT HA4aIO0TO MY;
o Docetaxel + Pertuzumab + Trastuzumab
Pertuzumab — 840 mg I.V. maroBapsaria q03a, mocieasad ot 420 mg 1.V., nen 1 Trastuzumab —
8 mg/kg HaTtoBapBaia 103a, nocneasana ot 6 mg/kg, aen 1 wnum Trastuzumab — pukcupana no3a
or 600 mg S.C., npe3 21 nuu; IloBTOpeHue mpe3 21 aHM, enHa roauHa WiIM (UKCHpaHa
koMOuHanusi Ha Pertuzumab-+Trastuzumab 3a moakoxHO mpuioxkenue - Pertuzumab 1200
mg/Trastuzumab 600 mg S.C. xaTo HaroBapBalla J103a, MOCJIEBaHa OT MOAXbpXKalla 1032
Pertuzumab600 mg/Trastuzumab 600 mg S.C., npe3 21 nHM B NMpoABIHKEHUE Ha OOIIO eaHa
ronuHa (10 18 nuKbiIa).

Carboplatin + Docetaxel + Trastuzumab

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

[Ipu HER2-mo3uTHMBHHM MalMEHTH C OCTAaThYHO HWHBA3WBHO 3a00JiiBaHE B ThbpAaTa W/WIU
TuM(HUTE BB3JIU CIIEeJ] HEOa[IOBAaHTHA Tepalivs Ha ocHoBara Ha Takcanu U HER2 — taprerHa
tepanus: Trastuzumab emtansine (T-DM1) — 3.6 mg/kg npe3 21 nuu 3a 06110 14 1ukbiaa



MNOAABPXKXAIIO AJFOBAHTHO JIEYEHUE

Neratinib* e noka3an 3a NpOBIDKUTEITHO a/IF0BAHTHO JICYCHHE Ha Bh3PACTHU MALUCHTH C PAaHEH
CTaAuii Ha XOPMOH-PELENTOP-TIO3UTUBEH PaK Ha I'bp/iaTa ChC CBPBXEKCIPECHS/aMIUTNPUKAIIHS
Ha HER2, kouTo ca 3aBbpiivim aifoBaHTHA Tepanus Ha 0a3aTa Ha TpacTy3ymal Mpeau mo-Majako
ot roguna. IlpenoppunTennara no3a neratinib e 240 mg (mect Tadnerku ot 40 mg), npueMaHu
NEepOPaTHO BEJHBX JHEBHO, HEIPEKBHCHATO B IPOIBbIDKEHHUE Ha | roanHa.

[Tpu 60mHYM O3 eeKT OT HeO0aIOBAaHTHA XMMUOTEPAIINs C AaHTPAIUKITMHU:

|Docetaxe| — 100 mg/m2 mipe3 21 auum (6 Kypca).

[Ipu mammenTn ¢ TpoifHOHETaTWBEH (PEHOTHI W IPOBEJEHA HEOaqIOBAaHTHA XMMHUOUMYHOTEpANHs U
KOMIUIEKCHO JISYCHHE Ce MMPOBEX A aAIOBAHTHO JICYCHHNE C HIMYyHOTEPAITHsI.

ANTIOBaHTHA Tepanusi HA BB3PACTHH NAIMEHTH C TOJOKUTEJEeH 32 XOPMOHAJEH
peuentop (HR), oTpumaresnen 3a yoBemku enuaepmalieH pacrexxen ¢gakrop 2 (HER2),
PaHeH pak Ha MJeYHATa :Kjie3a, C AHTA’KHPaHe HA AaKCWJIAPHH JUMQHH Bb3JIH, C BUCOK
PHCK OT peunujamB.

Abemaciclib tabl. 150 mg nBa mbTH AHEBHO MEPOPATHO B KOMOWHAIUS C €HAOKPUHHA Tepanus 10 2
TOJIMHHU OT HAYaJIOTO Ha JICYUCHUETO WJIU JIO IPOTPECHs WIIH HEIPUEMJIMBA TOKCHYHOCT. BHCOKHAT prck
OT PCIMAMUB C€ ONpeieis OT KIMHWYHU M MATOJOTMYHH XapaKTEPUCTHKH: WM > 4 IMOJOXHUTEIHU
akcuiapHu uMQpHH Bb3U (positive axillary lymph nodes, pALN), unu 1-3 pALN u moHe eauH oT
CIICJIHUTE KPUTEPUU: pa3Mep Ha TyMOpa > 5 ¢M WJIM XHCTOJOTHYHA CTEIICH 3.

Olaparib* e nokazan katro MOHOTeparusi Wik B KOMOMHAIUS C SHIOKPHHHA TEPaIusl 3a aJI0BaHTHO
JeYeHne Ha Bb3pacTHU mnauueHtu ¢ repmuHatuBHM BRCA1/2 myranuum, kouto mmar HER2-
OTpHUIaTeNIeH, BUCOKOPUCKOB PaHEH paK Ha I'bpjaTra, JIEKyBaH IIpelyd TOBa C HEOAJIOBAaHTHA WU
a/IlOBaHTHA XUMHOTEPATHsL.

HpI/I JKCHHU B IIPC- WM B NICPUMCHOIIAY3ad, CHAOKpPHUHHATA TEpalnuAa ¢ apoOMaTa3CH I/IHXI/I6I/ITOp
Tp5I6Ba Ja C€ KOM6I/IHI/Ipa C aroHUCT Ha JYTCUHU3HUPAIIUA XOpMOH-OCBO60)K,[[aBaH_I XOPMOH
(LHRH - luteinising hormone- releasing hormone).

Ribociclib* (400 mg P.O. mHeBHo, 21 nuu, 7 aHM mMay3a) B KOMOWHAIKSA C apoMaraseH
MHXUOMTOp € MOKa3aH 3a a/I0BAHTHO JICYEHUE Ha MALUEHTH C IMOJIOKUTENEH 32 XOPMOHAJICH
peuentop (HR), orpunatenen 3a perentop Ha YOBEUIKH €NMUIEPMAJIEH pacTekeH ¢akTop 2
(HER2) pak Ha rppaara B paHeH CTaJAMi ¢ BUCOK PUCK OT PELUIHB.

[Ipu npunarane na TNM kpurepunte, NATALEE BkiIt0uBa ManyeHTH ¢ KAKBOTO U 1A € 3aCSTaHe
Ha JIUM(HUTE BB3JH (C U3KIIIOUEHUE Ha MUKPOCKOIICKO 3acsiraHe Ha TUM(GHUTE Bb3JIN), UIIU aKO
HsIMa 3acsiraHe Ha JUMQHU BB3IH, C pa3Mep Ha TymMopa >5 cm, WK pa3Mep Ha Tymopa 2-5 Cm
ChC CcTereH 2 (1 BUCOK reHoMeH puck uim Ki67 >20%) wiu cremneH 3.

[Ipu xeHu B mpe- UM IepUMEHOIay3a WIK MIPH MbXKe apoMaTa3HUAT UHXUOUTOp TpsOBa 1a ce
KOMOMHHMpa C aroHUCT Ha JIyTEMHU3Hpall XOpMOH-ocBoOOXaaBam xopMoH (Luteinising
hormone releasing hormone, LHRH).

5.3. CucremMHa Tepanusi NPy pelUAMBUPAIa HIH MeTACTATHYHA 0oJiecT

[Ipu xopMOH-penenTop NO3UTUBHU TYMOPH, JIUTICA HA BUCLIEPAJIHU METACTa3H, HETIOCPEICTBEHO



3acTpalaBaly KMBOTa (BHCIEpaliHAa KpH3a), TIpe- W MOCT-MEHOIay3adHu OOJIHU, JICUCHUETO
3armoyYBa ¢ CHIOKPUHHA TEparusi, CAMOCTOSATEIHA UM KOMOMHHUpaHa C TapreTeH areHT, OCBEH
aKo He ce HalJr/1aBa WM MMa CbMHEHHE WM JJ0Ka3aHa CHIOKPUHHA PE3UCTEHTHOCT.

[Ipeanountanara mepBa auHUsA ET 3a mocTMeHomay3aaHU JKEHHM 3aBUCH OT THIA |
MPOABDKUTEIIHOCTTAa Ha aaroBaHTHaTa ET, a KakTo W OT BpEMETO, M3MHHAJIO OT Kpas Ha
amroBantHata ET.

[Tpu nurca Ha ePeKT OT MOHE BE TUHUK €HIOKPUHHA TEPaIus WU MPH ObP30 MPOrPECHPAIIIO
3a00JIsIBaHe, JIEYEHUETO MPOIBDKABA C IIMTOCTATHYHA Teparnus. M360pbT ce OCHOBaBa Ha OLIEHKA
Ha rpymna ot ¢akropu (Tabm. 3).

Tabnuna 3. @akTopu 3a OIICHKA HA METACTATHUYEH KapIIMHOM Ha I'bpa.

DakTopH, CBbP3aHHu ¢ 00JIeCTTa DaKkTOpH, CBHP3aHU € MANNEHTA
[IpexuBsemoct 6e3 mporpecust (ITBIT) [IpeanounTanus Ha manyeHTa
[IpeaumiHo nevyeHne u OTTOBOPH OT HETO buonoruuna Be3pact

buonornuynu pakropu (ER, PgR, HER2) MeHnomnay3aieH craryc

Bpoii u MmsacTo Ha MeTacTasu Komopouanoct u PS
Hyxna oT OBp3 KOHTPOJI ConnaJHOMKOHOMUYECKH U IICUXOJIOTHYHU
Ha 00JIECTTa/CUMITTOMHTE (bakropu
5.3.1. [IbpBa IMHWS €HAOKPUHHA Tepanus

CDK 4-6 G10kepy M eHJOKPUHHA Tepanus

CDK 4-6 6;10xepu 1 apoMaTa3eH HHXHOUTOP

Ribociclib (600 mg P.O. gueBHo, 21 quu, 7 1Hu may3a) + apoMaTa3eH HHXHOUTOP KaTo HavaIHa
XOpMOHAaJIHO Oa3upaHa Tepanus. [Ipy jxeHH B Ipe- WM MEePUMEHONay3a, a ChII0 U IPH MBXKE,
XOpMOHaJIHaTa Tepanus TpsioBa a ce komOuHupa ¢ LHRH - aronucr.

Palbociclib (125 mg P.O. aueBHo, 21 auu, 7 qHu may3a) + apoMaTa3eH HHXHOUTOP— MPH Tpe-
(Ha ¢pona Ha LHRH-aroHucT) ¥ mOCTMEHOIAY3aJIHU TAIMEHTH, a ChIIO M NMpU MbXe, 0e3
IpejIIecTBala CHCTEMHA TepaIus 3a aBaHCHUpaa 00JeCT.

Abemaciclib (300 mg P.O. nuHeBHO,) + apoMaTa3eH MHXHOWUTOpP. KaTo Ha4aJHa XOPMOHAIHO
0aszupana tepanus. [Ipu )keHH B TIpe- WM EPUMEHOIIay3a, a ChII0 U IPU MBKE, XOPMOHAIHATA
Tepanus TpsioBa na ce komOuHupa ¢ LHRH — aronucr.

CDK4-6 6si0xepu u Fulvestrant (npemoppuBa ce mpu paHeH pelUIMB B X0/Ja Ha aIf0BaHTHA
SHJIOKPUHHA TEPAIUs WU B eproa 10 12 Mec. cie/ MPUKIFYBAHETO )

Ribociclib (600 mg P.O. nueBno, 21 auu, 7 quu maysa) + Fulvestrant (500 mg [.LM. tipe3 28 muu)



KaTo HayaJHa XOPMOHAJIHO O6a3upana Tepanus. [Ipu sxeHu B mpe- WK IepuMeHomay3a, , a ChIIo
Y TIpU MBKE, XOpMOHaTHaTa Teparnus TpsoBa na ce komouaupa ¢ LHRH - aronwucr.

Palbociclib (125 mg P.O. nueBno, 21 auu, 7 nuu naysa) + Fulvestrant (500 mg .M. npe3 28
nHM) — pu npe- (Ha pona va LHRH-aroHncT) u mocTMeHonay3alHu NalMeHTH, a ChIIO0 U pU
MBbKe, 0e3 ImpealecTBalla CUCTEMHa Tepalus 3a aBaHcupasa 0oJecT.

Abemaciclib (300 mg P.O. nuesno, na 28 aum) + Fulvestrant (500 mg I.M. npe3 28 auu) Kato
HavallHa XOpMOHAIHO O6a3upana Tepanus. [Ipu sxeHu B npe- UM nepuMeHonaysa, , a CbIlo 1 npu
MBX€E, XOPMOHAJIHATa Tepanus TpsoBa aa ce komOunnpa ¢ LHRH — aronuct

AKT/PI3BKCA/PTEN-unxu6urop u Fulvestrant

Capivasertib®* (400 mg P.O., BID 3a 4 nuu, nocineasanu ot 3 aHH O€3 JIeUeHHUE, 10 MIPOTPECHs
Ha 3a00JIIBaHETO WIJIM HerpueMiInBa TokcuaHocT) + Fulvestrant — (500 mg i.m. Ha nen 1, 15 u
29, 1 BeJJHbX MECEYHO CJIe]I TOBA) CJISI PEIMINB MK IPOTPECHUS IT0 BPEME Ha UJTH CJIC] JICUCHHE

ChC cxeMa, Oa3upaHa Ha CEHJIOKPUHHA Tepamus, IPU HAIWYME HA €IHAa WM IOBeYe
PIK3CA/AKT1/PTEN-nipomenu.

JApyru onumu:

Tamoxifen — 20 mg P.O. qHeBHO — MpH Mpe- ¥ MOCTMEHOIAY3aJIHH KEHH, a ChIIO U IPH MBKE,
HETMPOBESXKIATN aJI0BaHTHA XopMoHOTepanust ¢ Tamoxifen; npu mpuemanmu Tamoxifen, ako
PEIUIUBET € CJIe]] IPeXUBsieMocT Oe3 Oosect Haj 12 Mecena, JISYCHHETO MOXKE J1a IPOIBJIKH C
Tamoxifen.

ApomarazeH MHXHOUTOp (HECTEPOUIECH WM CTEPOUIEH) — MPU MOCTMEHOINAy3alHU OOJIHU C
peuuauB Ha OojecTTa ciell aJl0BaHTHA €HJOKPUHHA Tepanus WIM IPU NPOTHBONOKA3aHUA 32
Tamoxifen.

Fulvestrant — 500 mg .M. mipe3 28 aHM — Ipu MOCTMEHOMAay3aJlHu 0OJHU 0e3 MpeiiecTBala
SH/IOKpUHHA Tepanusi WIK ¢ peluauB Ha OoyiecTTa cjelx aJfoBaHTHA SHIAOKPWHHA Teparus ¢
AQHTUECTPOTeH (CENIEKTUBEH €CTPOreH-PEIeNTOPEH MOAYIATOP UJIH apoOMaTa3eH HHXUOUTOD).

OBapuanna abnauusa (LHRH-aronucr win xupypruyna) mitoc €eHA0KpUHHA Tepanus KaTto mpu
IIOCTMEHONIAy3aJIHU )KECHHU:

® [pH MPEMEHOTAY3aIHU OOJTHH;

® [IpH NPEMEHOIAY3aIHH, HeTOJTy4aBajy alloBaHTeH Tamoxifen,

e [Ipu IpeKpaTsBaHe Ha Tepanus ¢ Tamoxifen 3a moBeue ot 12 Mecena ce mpeAnovnTa
MoHoTepanus ¢ Tamoxifen.

5.3.2. Bropa auHus eHIOKpUHHA TEpAITH

Cnen mppBa nuHus ¢ Tamoxifen ce npeBkiIrouBa Ha apoMaTaseH nHxuOuTop win Fulvestrant.
Cren mbpBa JTUHUS C HECTEPOMIHU apoMaTa3HU MHXUOUTOPH ce MpeBkiItoyBa Ha Exemestane
wiu Tamoxifen.

[locneapamure oniuu ca B KOMOMHALIUS C €HJIOKPUHHA TEpaTys:

Palbociclib (125 mg P.O. aueBHo, 21 nuu, 7 nuu naysa) + Fulvestrant (500 mg .M. npunaran
MHTPaMYCKYJIHO Ha 1HU 1, 15, 29 u BenHbkK MeceyHo ciie]] ToBa) — npu npe- (Ha pona Ha LHRH-



aroHUCT) M TOCTMEHOMAay3ajJHU MalUeHTH, KOUTO ca MOJy4yaBald MNpPeaxofHa €HAOKpHUHHA
tepanus. Jleuenuero c¢ Palbociclib Tps6Ba ma mpoabipku noToraBa, TOKaTo MAlMEHTHT MMa
KJIMHAYHA T10J13a WJI JI0 MosiBaTa Ha HenpuemiinBa TokcuaHocT.Ribociclib (600 mg P.O. nueBHoO,
21 nuum, 7 nam naysa) + Fulvestrant (500 mg .M. npe3 28 nHM) KaTo Ha4aaHA XOPMOHAIHO
0asupana Tepanus. [Ipu sxeHu B Mpe- Wil MepUMeHOIIay3a, XOPMOHATHATA Tepanus TpsiOBa aa ce
komOunupa ¢ LHRH - aronwucr.

Abemaciclib (150 mr P.O.n8a metu aueBHo, 28 nHu, 0e3 mpekbeBane) + Fulvestrant (500 mg
.M. mpe3 28 nHM) KaTO HayaJHa XOPMOHAIHO OazuMpaHa Tepamnus WIK IpU JKEHH, MMOJTydaBallid
Ipeard TOoBa EHJIOKpUHHA Tepanus. [Ipw jkeHM B mpe- WIM NEPUMEHOIay3a, XOpPMOHaJIHATa
Tepanus TpsioBa ga ce komOunupa ¢ LHRH - aronucr.

Alpelisib (300 mg P.O. nueBHo, Ha 28 nuu) +Fulvestrant — 500 mg .M. npe3 28 quu — rpu 60THH
C MpejiiecTBalia €HAOKpUHHA MoHOTepanus /camo npu Hanumuue Ha PIK3CA wmytamus B
TYMOPHH WJIU B TUIa3MEHU MTPOOH Upe3 BaIHUIUPaH TECT/.

[Tpu mocTMeHONIAY3aTHY MTAIIMEHTH CJIS/T IIbPBA JIMHUS C HECTEPOUIHH apoOMaTa3Hu HHXUOUTOPH
WIH CIIe/l ITbPBa JIMHUS XUMHOTEPIHs C MOCJEIBaIl apoOMaTa3eH MHXHUOUTOP M MPOTPECUs ce
npeBkiodBa Ha Everolimus (10 mg P.O. qaeBHo) + Exemestane (25 mg P.O. nHeBHO).

CJ'IG,I[ IIbpBa JIMHUA C apoMaTa3Hu I/IHXI/I6I/ITOpI/I MOXE J[da C€ HU3I0JI3BAaT TIeCTarcHu
(Medroxyprogesterone Acetate, Megestrol acetate).

EnnoBpeMeHHO mpuilaraHe Ha XHMMHO- W CHJOKPDMHHA Tepanus He ce mnpenopbuBa. [lpu
KOIIO3UTHBHU TALMEHTH (XOpMOH- perentop no3utuBHU 1 HER2-cBpbXekcnpecus) Moxke 1a ce
no6asu antu-HER?2 neuenue:

e Trastuzumab (2 mg/kg I.V. ceamuuHo, cien eqHOKpaTHa HaTOBapBaiia jgo3a ot 4 mg/kg)
+ Anastrozole (1 mg P.O. qHeBHO) — P OCTMEHOTAY3IHU AIUCHTH;

e Lapatinib (1500 mg P.O. nueBno) + Letrozol (2.5 mg P.O. nHeBHO) — mipH
MOCTMCHOTIAY3ATHH MAIlHCHTH.

Sacituzumab govitecan kato MOHOTEpAIHUs TPH MAIUCHTH C HEOTIEPAOWIICH WM METacTaTH4YeH
xopmon-perientop (HR)-mozutuBen HER2-HeratuBen pak Ha MileyHaTa kJjie3a, KOUTO ca
MOJIYYHJIN €HJOKPUHHO-0a31paHa Tepanusi 1 Hai-Majko JB€ TOMbJIHUTEIHN CUCTEMHU Tepauu
3a aBaHcupaio 3abomnsBane - 10 mg/kg, npunaranu Kkato UHTpaBeHO3HA UH(DY3us Ha 1eH 1 u §
oT 21-THEeBHUS ITUKBJI.

Capivasertib* (400 mg P.O., BID 3a 4 nuu, nocnensanu ot 3 M 6€3 JieueHue, 10 MPorpecHs Ha
3a0osABaHeTO WK HenpueminBa TokcuyHocT) + Fulvestrant — (500 mg i.m. Ha nen 1, 15129, u
BEJHBXK MECEUHO CIIe/l TOBa) CJe]l PELUANB WM MPOTPECcHs IO BpeMe Ha WIIM CJIe]] JISYEHUE ChC
cxema, Oa3upaHa Ha CHJIOKpWHHA Tepamus, NpH HAIMYAEe Ha €JHa WIA I[OBedYe
PIK3CA/AKT1/PTEN-npoMeHH.

5.3.3. AHTUTLIO-JIEKAPCTBEHU KOHIOTATH




Sacituzumab govitecan kaTo MOHOTEpaNXs IPU MAUEHTU ¢ HEoNepaOMJIEH UM METACTATUYEH
xopmoH-penentop (HR)-mosutuBen HER2-HeratuBeH pak Ha MeYHATa JKI€3a, KOUTO ca MOJYUMIN
E€HJOKPHUHHO-0a31paHa Tepalns U Hali-MaJIKO JIB€ JONBAHUTEIHN CUCTEMHHU TEPAINH 38 aBAHCHPAJIO
3aboisiBane - 10 mg/kg, npuitaranu kato MHTpaBeHo3Ha HHGY3ud Ha JieH 1 1 8 or 21 -1HEBHUSA UK.

5.3.4. IIvpBa muHusg xumuorepanus npu HER?Z?-geratuBHM nmammeHTH, HEIOJYYaBAIH

AJAOBAHTHHU aHTPALUMKINHU

EC

Epirubicin — 90 mg/m2 L.V., neu 1 Cyclophosphamide — 600 mg/m2 L.V., neu 1
[ToBTOpenwue npe3 21 muu.

CEF90

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

Liposomal Doxorubicin + Cyclophosphamide

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

Docetaxel + Cyclophosphamide

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

NAV + FU + FA

Vinorelbine — 25 mg/m2 L.V., niu 1 u 8
Fluorouracil — 450 mg/m2 I.V., nau 1 n
8 Leucovorin —50 mg/m2 L.V., nau 1 u
8 IloBTopenwue mpe3 21 aHw.

CMF

Cyclophosphamide — 600 mg/m2 1.V., nen 1 Metothrexate — 40 mg/m2 1.V, nen 1
Fluorouracil — 600 mg/m2 L.V., nen 1
[Toropenwue mpe3 21 auu (6 kypca).

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

Vinorelbine + Capecitabine




Vinorelbine — 20 mg/m2 LV., qan 1 u 8
Capecitabine — 1600 mg/m2 P.O. guesno, aau 1-14
[ToBTOpenue npe3 21 aum.

Bevacizumab kaTo monoTepanust uiau ¢ Capecitabine

Bevacizumab — 10 mg/kg 1.V. npe3 2 ceqmunu (15 mg/kg 1.V. npe3 21 qun)
Capecitabine — 1600-2000 mg/m2 P.O. aueBHo, auu 1-14
[ToBTOpeHue npe3 28 aHU.

Vinblastin + Mitomycin C

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

Momnorepanus

Morar ja ce npuiarat aJanTHPaHu JO3UPOBKHU CIIPSIMO OOIIIOTO ChCTOSIHUE U IIOHOCMMOCTTA Ha
TakcaHu, BuHKaankamouau, Capecitabine, Eribulin, Ifosphamide mox npotekuusta na

MeTaHCY I(pOHAT, MUTO3aHU, aHTPAIMKIMHH, aHTPAIICHEIMOHH, TUIATHHOBH KOOPANHAIIHOHHU
KOMIUICKCH, aTKAIATOPH.

[Tpu namumentu c repmuHatuBHd BRCA1/2 myranun, kouto umar HER2 ortpunarenen, HR
MO3UTHUBEH JIOKAJIHO aBaHCHUpaAl WJIM METACTaTHUUEH paKk Ha I'bpjara, JEKyBaHU IMPEIud TOBa C
AQHTPAIMKIMHU U TaKCaH, OCBEH aKO HE ca MOAXO/ISAIIH, KOUTO ca MPOTPECHPaIH 110 BpeMe Ha WITH
ciel MpeaxoHa eHAOKPUHHA Teparus WM HEMOAXOIAIIN 3a CHAOKPUHHA Teparus

Olaparib* tabl. - 2 x 300 mg P.O. naeBHO, 10 MPOrpecusi WK HEMPHUEMITHBA TOKCUYHOCT.

[Tpu nanuentu ¢ repmuHatuBHu BRCA1/2- myranuu, kouto mmat HR nosutuBen / HER2
HETaTUBEH JIOKAJIHO aBaHCHpaJ WIM METacTaTHM4YeH PaK Ha I'bplaTa, JIEKYBaHU IIPEIU TOBa C
aHTPALMKJINH W/WINA TaKCaH B yCJIOBUATA HAa (HEO)aIIOBAHTHO JICYEHUE HA JOKAJIHO aBaHCUPAIIO
3a00J1s1BaHe MM METACTaTUYHO 3a00JIsIBaHE, OCBEH aKO ca OWJIM HEMOAXOAIIN 33 T€3U TepanuH.
[TaruenTure TpsiOBa mpeau TOBa Ja ca JIEKYBaHU C XOPMOHAJIHA Tepamus WK Jja Ce CUUTaT 3a
HEMOJXOSIIN 32 XOpMoHanHa Tepanusi: Talazoparib 1 x 1 mg P.O. qHeBHO, 10 nporpecust uiu
HENpUEMIINBA TOKCUYHOCT.

5.3.6. XI/IMI/IOTeDaHI/ISI IIpHU PE3UCTCHTHOCT HAa aHTPAITUKINHU YU TaAKCAHU

Capecitabine + Bevacizumab

Capecitabine — 1600-2000 mg/m2 P.O. nueBHo, nuu 1-14

+ Bevacizumab — 15 mg/kg I.V., nen 1

HOBTOpeHI/Ie npes3 21 JHAU (CXCMaTa HC CC IpuJiara npu BCUC JICKYBAHU C AHTPALIUKIIMHU U
TaKCcaHW Tpe3 mocieauuTe 12 Mecena).

Eribulin mesylate — 1.23 mg/m2 I.V., nern 1 u 8
[ToBTopenwue mpe3 21 mHM.




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

Vinblastin + Mitomycin C

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

Nab-paclitaxel

Karo MoHOTepanus € mokasaH 3a J€YeHHE Ha METacTaTMYeH KapLUUMHOM Ha TI'bpjara IpH
BB3PACTHU NAILMEHTH, IPU KOUTO MMa HEYCHEX OT IbpBa JUHUS HA JICYEHUE HA METACTaTUYHO
3a00J15BaHEe U 3a KOUTO HE € IO0Ka3aHO CTAaHAAPTHOTO JICYCHHE, BKJIKOYBALIO aHTPALMKIIMH,
260mg/m?2, npuiaraHa UHTPAaBEHO3HO B MPOABbIDKeHHE Ha 30 MUHYTH Ha BCEKU 3 CEIMHIIU JI0
porpecus Wi HepHUeMINBa TOKCUYHOCT.

5.3.7. MerpoHOMHA XUMHUOTEPAITUI

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

Metothrexate — 5 mg P.O., nau 1 u 2 OT BCsika CeIMUIIA, 10 HEMIPUEMIIUBA TOKCHYHOCT HJIH
nporpecusi. Morar Jga ce M3MOJI3BaT BCUYKHU JIPYTH PEKHMH, KOUTO HE Ca MPWIAraHW IPU
CHOTBETEH ITaI[MEHT.

Cyclophosphamide + Metothrexate

Cyclophosphamide — 50 mg P.O. naeBHO
Metothrexate — 2.5 mg P.O. nuesno, nuu 1 u 4
[ToBTOpenue npe3 21 axu.

Cyclophosphamide — 2 x 50 mg P.O. nueBHo, nau 1-14, noBropeHue npe3 21 qHw.
Capecitabine — 2 x 650 mg/m2 P.O. aueBHo, quu 1-14, moBropenue mpe3 21 qHw.

5.3.8. Xumuorepamnus opu cepbexekcupecus: Ha HER2

[lpunara ce mnbpBa suHug npu HER2-monoxutennu, weractazupaid WIM JIOKAaJIHO
peluuaAMBUpaIM NAUUEHTH, HE MNody4yaBaiu npemecrtsama aHTu-HER2 rtepanus 3a
MeTacTasupaia 0oJecT.



Docetaxel + Trastuzumab + Pertuzumab

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

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

Pertuzumab — 840 mg (raToBapBaia g03a), 420 mg (moaabpxaiia go3a a0 nporpecus) I.V.,
nen 1

[ToBTOopenue mpe3 21 quu.

WIn

¢dukcupana komOuHaIus Ha Pertuzumab+Trastuzumab 3a moaK0XHO MPUITOKEHUE —
Pertuzumab 1200 mg/Trastuzumab 600 mg S.C. kaTo HaTOBapBaIia g03a, MOCJIeIBaHa OT

o yrbpikaiia go3a Pertuzumab 600 mg/Trastuzumab 600 mg S.C., npe3 21 auu 10 nporpecus

Paclitaxel + Trastuzumab

Paclitaxel — 175 mg/m2 I.V., nen 1
Trastuzumab — 2 mg/kg 1.V. ceamu4no, cnen eqHOKpaTHa HaToBapBaia j03a ot 4 mg/kg
[Toropenwue mpe3 21 auu (6-8 kypca).

Docetaxel + Trastuzumab

Docetaxel — 75 mg/kg L.V., nen 1
Trastuzumab — 2 mg/kg |.V. ceamuuno, ciien eHOKpaTHA HaTOBapBaiia g03a oT 4 mg/kg
[TosTopenue mpe3 21 auu (6-8 kypca).

Vinorelbine + Trastuzumab

Vinorelbine — 30 mg/m2 I.V. nqau 1, 8 1 15 vwm nou 1 u 8
Trastuzumab — 2 mg/kg |.V. ceamuuno, ciien eHOKpaTHA HaTOBapBaina g03a oT 4 mg/kg
[ToBTOpenue mpe3 21-28 nuu.

Capecitabine + Trastuzumab

Capecitabine — 2500 mg/m2 P.O. aueBHo, quu 1-14
Trastuzumab — 2 mg/kg 1.V. ceamuuno, cien eqHOKpaTHA HaTOBapBaiia 103a ot 4 mg/kg
[ToBTOopenue npe3 21 nHu.

Trastuzumab deruxtecan

Trastuzumab deruxtecan kato MOHOTeparHs € MOKa3aH 3a JICUCHUE Ha Bb3PACTHH MAIIUEHTH C
HepesekTabuieH uian MetactatnueH HER2-nonoxxutenen pak Ha rbpjaTa, KOUTO ca MOTYIHITH
e/lHa WM TIOBEYe MPE/IIIeCTBAIIN CXeMU Ha ocHoBaTta Ha aHTH-HER2 tepanus — 5.4 mg/kg
I.V. IloBTropenue npe3 21 nuu

[Tpu manmentn ¢ HER2+, HR+ craryc:

Lapatinib (1500 mg P.O. nHeBHO) MIIFOC apoMaTa3eH HUHXUOUTOP, WIH
Trastuzumab miroc apomataseH HHXUOUTOP, WK
Trastuzumab + pertuzumab + apomaTa3eH HHXHOUTOD




Bropa nuHust — npu nporpecusi B Xo/1a Ha JiedeHHeTo ¢ trastuzumab — chabpiKalin peKiuMu:

Trastuzumab emtansine (T-DM1) — 3.6 mg/kg L.V.,
[ToBTOopenue mpe3 21 nHu.

Lapatinib + Capecitabine

Lapatinib — 1250 mg P.O. nuesno, auu 1-21 Capecitabine — 2000 mg/m2 P.O. gueBHo, nuu 1-
14
[ToBTOpenwue npe3 21 mHu.

Lapatinib + Letrozole (mpu mocrMeHonay3ajaHu MAHMEHTH)

Lapatinib— 1500 mg P.O. naeBHO
Letrozole — 2.5 mg P.O. nHeBHO
IIpoabikasa 10 mporpecus.

Trastuzumab + Lapatinib (+ apomaTa3zen HHXHGUTOP)

Lapatinib — 1000 mg P.O. nxeBHO
Trastuzumab — nHaToBapBaia no3a 4 mg/kg 1.V., nocinensana ot 2 mg/kg
ceamuyno. [IpoabmkaBa 10 Iporpecus.

Trastuzumab deruxtecan

Trastuzumab deruxtecan — 5.4 mg/kg 1.V, [ToBropenue npe3 21 aHu.

Koraro He ce mpuiara Trastuzumab, ce M3Moy3BaT BCHUKK PEKUMH 32 MeTacTaTHuHa OoJiect Oe3
CMF.

[Tpu metacrarnuyna HER2-no3utuBHA Gosect Trastuzumab Moke Ja ce mpuijiara ¥ B TPUCEIMUYCH
ukba. [Ipu nporpecust Ha ¢poHa Ha Trastuzumab ce mpoMeHst caMO ChITBTCTBAIATA XMMHOTEPAIIHS.
[Tpu Bcuuky TepaneBTUYHH PEKUMU, Chbpxkaliy Trastuzumab, Toit Moxke aa ce npuara kakto [.V.
(mpe3 21 guu unu cenmMuvHo), Taka u S.C. BBB ¢ukcupana no3a ot 600 mg mpe3 21 aHu.

[Ipy BCHYKM TepameBTHYHU PEXKUMH, ChAbpKaM Pertuzumab+Trastuzumab 3a BeHO3HO
NpUJIOKEHNE MOXKE Ja ce mpujara U komOuHanusg Ha Pertuzumab+Trastuzumab 3a moakoHO
npuiiokeHue ¢ pukcupana gosza Pertuzumab 1200 mg/Trastuzumab 600 mg S.C. kato HaToBapBaila
103a, MOoCJIe/IBaHa OT Mojabpikaiia no3a Pertuzumab 600 mg/Trastuzumab 600 mg S.C.*.

[Ipu manueHnTu c HepezekTaOuieH winm MertacratnyeH HER2-monoxkwurenen pak Ha rbppara,
MOJIyYMJIM JIBE€ WIM MTOBEYE IIPEIIIECTBALLM CXEMHU Ha ocHoBaTa Ha aHTU-HER?2 Tepanus:

Trastuzumab deruxtecan 5,4 mg/kg (mpu HER2-no3utuBen wiu HER2-low) uatpaBeHo3Ha uH}py3us
BE/IHBK Ha BCEKH 3 ceMuUItH (2 1-1HEBEH IUKBIT), 10 TPOrpecHs Ha 3a00/SIBAHETO HITH HEMIPUEMITHBA
TOKCHYHOCT.



Tucatinib 2 x 300 Mr 1HEBHO O€3 peKkbCBaHe B KOMOMHanus ¢ trastuzumab B cTaHaapTHH 1034 TIpe3
21 nuu+capecitabine 1000mr/mM2 nBa nbTi qHeBHO 1-14 neH, 7 nuu nay3a npu HER2 mosutuBHM
MAIMCHTH C JIOKAJTHO aBaHCHpAJ WIM MeTacTa3upajl KaplMHOM Ha IbpjaTa Cjell MPOBEIACHH IBE
muann antu HER2Ttepanms.

5.4 TpoiiHOHeraTMBeH KAPLNHOM
XUMHOTEpAIUs
[Ipu peunauB cnej aifoBaHTHA aHTPALMKIMH-0a3upaHa XUMUOTEpaIds KaTo CTaHJApTHO JICUCHUE

ce mpuiiara TakcaH-0aszupaHa IbpBa JIMHHS XuMuoTepanus. [Ipu mporpecust ciell aHTpalUuKIHHA
W/WJIH TaKCaHU Ce TPErophyBa:

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

Cisplatin + Gemcitabine;

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

Carboplatin — AUCS5 I.V. + Docetaxel — 100 mg/m2 1L.V., npe3 21 auu, mox nporekius Ha G-
CSF. bu moruio aa na ce o0chau MPUIOKEHUE HA: BUHKA ajakaiouau, Irinotecane, Mitomycin
C,

CJ'IG,I[ aJ[FOBaHTHa TCpalnAa 0e3 AHTPAOUKIMHN MOraT Ja CC IPHUJIOXKAT BCHYKHU PCIKHUMH, BKIIL.
HJ'IaTI/IHa-6aSI/IpaHI/I, THhHU KaTO JIMTICBA CTaHAAPTHU IIPCIIOPBKH.

HNmyHoTepanus

Pembrolizumab — 200 mg. na Bceku 3 ceamunu win 400 mg Ha BCeKH 6 CEMUIM B KOMOWHALIUS
C XUMHOTEpanus, 3a JCYCHHe OT ITbPBA JIMHUS HA JIOKATHO PEIMINBUPAI HEOTIEPAOUIICH WK
METacTaTHYeH TPOWHOHEraTHMBEH KAapIWHOM Ha Tbplara MpH Bb3PACTHH, YHUHTO TYMOPH
excripecupaT PD-L1 ¢ CPS > 10 u KouTo He ca MOJyYMIIM NPEIXOJHA XHUMHUOTEpamus 3a
METacTaTUYHO 3a00JIsIBaHe

Pembrolizumab 200 mg i.v. Ha [leH 1 oT Bceku TpuceamudeH mukba wim 400 mg i.v. Ha [len 1 ot
BCEKH IIECTCEAMHUYEH LIUKBJI B KOMOUHAIMS C XUMUOTEPAITHS.

[TpoxwmkaBa 10 IpoTpecus WM HEMTPUEMITMBA TOKCUYHOCT. [IpH KITMHMYHO CTaOMITHU MAI[IEeHTH
C I'bPBOHAYAJIHM JIaHHM 3a NpOrpecuss Ha 3a00JSIBAHETO € MPEeNOPhUYUTENHO JIEYEHUETO Ja
IPOIBIDKH, TOKATO IPOTpecHsATa Ha 3a00IIBAHETO HE CE TIOTBBP.IH.

TaprerHa Tepanus

[Tpu mnanumenTtu ¢ repmuHatuBHU BRCA1/2 myranum, kouto umat HR orpunarenen / HER2
OTPULIATEJICH JIOKAJIHO aBAaHCHUpPaAJl WIM METAaCTaTUYEH PAK Ha I'bpJAATa, JIEKYBAHU IIPEIH TOBA C
AQHTPALMKIIMHU U TaKCaH, OCBEH aKO HE Ca MOJIXOIAIIHN 3a TAKUBA JICUCHMUS.

Monotepamnus ¢ Olaparib tabl. - 2 x 300 mg P.O. nHeBHO, 10 mporpecusi UM HENPUEMIIUBA
TOKCUYHOCT.

[Tpu nauuentn ¢ repmuHatuBHM BRCA1/2- myramum, xouro ummat HR neratusen / HER2
HEraTHBEH JIOKAJTHO aBaHCUpaJl WM METacTaTW4YeH paK Ha I'bpjara, JEKYyBaHU MpEeau TOBa C



AHTPAIMKIIMH W/WIIM TaKCaH B YCJIOBUATA HA (HEO)aFOBAaHTHO JICYCHHE HA JIOKATHO aBaHCHPAJIO
3200JIIBaHE UM METACTATUYHO 3a00JIsIBaHE, OCBEH aKO ca OWIIM HEMOIXOSINHN 33 TE3U TepaIuu:

Talazoparib 1 x 1 mg P.O. qaeBHO, 10 Iporpecus Win HeNpHUEeMINBa TOKCHYHOCT.

Sacituzumab govitecan 10mg/kg IV na aen 1, 8 Ha 21 aHHM, KaT0o MOHOTEpAIHs € MMOKa3aH 3a
JIeYeHHE Ha BB3PACTHU MAIMEHTH C HEOMepaOuIeH WIIM METACTaTHUYCH TPOMHO HEraTHBEH PaK Ha
MmIteyHara jkjie3a (metastatic triple-negative breast cancer, mMTNBC), kouTo ca moay4uiia 1Be Win
1oBeYe MPEAXOJHH CUCTEMHH TEPAIlUH, BKIIOYHTEIHO Hai-MalKO €IHa OT TAX 3a aBaHCHPAJIO
3a0o0JIsBaHe.

5.5 UH(uiamaTopeH KapuMHOM (KapIIUHOMATO3€H MACTHUT)

Jledenunero 3amoyBa ¢ XUMHUOTEpANMs 10 pexumu, BkItodeHH B T. III. Ilpu nbnna kimHH4YHA
peMucusi ce MpoBekaa AeHUHUTHUBHO JIbUEICUCHHE, a TPU OTIEIHU CIy4au — OIEPAaTUBHO
JIEYEHHUE C TOCIENBAILO JIbuesiedeHue. [Ipu XopMoH-penenTop-no3suTUBHU TYMOPH MOJXKE J1a Ce
npujara eHJI0KpuHHA Tepanus. IIpu npemeHonay3anHu KEHH C XOPMOH-PELENTOP IO3UTUBEH
CTaTyc ce Mpuijiara opapuaiHa cynpecus (JIeKapcTBeHa WM XUPYPrUUHa).

5.6. KapuumHoM Ha rppaa ¢ Hucka ekcnpecuss Ha HER?2

Hucka excripecust na HER2 ce nedunupa xato ckop IHC 1+ unu [HC 2+/ISH-.

Trastuzumab deruxtecan e moka3aH KaTo MOHOTEPAITUS 3a JICYUCHHE HA Bb3PACTHH MAI[MEHTH C
Hepe3eKTaOuIIeH WM METacTaTUYeH pak Ha rbpjara ¢ Hucka ekcrnpecus Ha HER2, kouto ca
MOJIYYMJIM TIpeLIecTBalla XUMUOTEpanusl MpH HAIMYUETO Ha METacTa3d WM ca Pa3BUIU
peruauB Ha 3a00JIsIBaHETO 10 BpeMe Ha WM B paMKHUTE Ha 6 Mecela ciell 3aBbpIIBaHE Ha
aJFOBaHTHA XUMHOTEpAITHsI.

5.7 KapuuHoM Ha rbpJia pM MbiKe

JledyeHneTo € aHAIOTUYHO Ha JICYCHHETO Ha KapOuHOMa Ha I'bpJaTa IIPpH KCHU.

JlekapcTBEHHTE TPOIYKTH, M3MOJI3BAHU 32 €HIOKPHUHHA Teparus Ha KapIMHOM Ha I'bpjaTa Mpu
KEHHU (AHTUECTPOreHH, apomaTaseH uHxuourop, LHRH-aronuctu u npyru) ce mpumarar u
NpY KapIIMHOM Ha T'bpJaTa IpU MBXKETE, CHIVIACHO TPHETHTE CTaHIAPTH W PHKOBOJCTBA 3a
JedYeHNe Ha KapIMHOMA Ha I'bpJaTa, HE3aBHCHMO, Y€ TOBa HE € OTPa3eHO B KpaTKara
XapaKTepUCTHKa Ha TE3U MPOJIYKTH.
[Tpu enpokpuHHA Tepanus ¢ apoMaTazHu uHxuouropu ce npuiara LHRH-aronucr.  Ceiio
Taka BCHUYKU JIEKAPCTBEHU NMPOAYKTH 32 LIUTOCTATUYHO M OMOJIOTMYHO JICUEHHE NPH KEHU Ce
M3II0JI3BAT U IIpU Mbke ¢ PMIK.



6. MAJIMTHEH TUMOM U TUMYCEH KAPIIUHOM

TUMOMBT M THUMOKAPLUMHOMBT Ca CHUTEIHU TYMOPH, MPOMU3IE3NU OT TYMOPHH KJIETKU OT
SMUTETHUTE KOMIIOHEHTH Ha TuMyca. [laTorenesara Ha emUTENIHUTE TYMOPH Ha TUMYyCa OCTaBa
Hen3BecTHa. ChoOIIaBaHU ca Cllydau Ha MOsBaTa UM CJeJ JTbYyeliedeHue Ha TpbJIHATa 00JacT,
cilel MMYHOCYNpPECHBHA TEpamusi MO MOBOJI OpraHHa TpaHCIUIAHTAlMs. |'@HeTUYHH PUCKOBHU
dakropu, kato MHoxectBeHa Ennokpunna Heorutasust tun 1 (MENT1), ¢bilio mMar oTHOIICHHE
KbM Pa3BUTHETO HA THUMOM M TUMOKAPIITHOM.

XuMuoOTepanusi ce mpuiara mpu Hepe3eKkTaOuiiHa WM MeTacTaThyHa OoJecT, a Mpu TUMYCEH
KapIUHOM — CIIeZI0NIEPaTUBHO, 001110 4-6 Kypca.

Cyclophosphamide + Epirubicin + Cisplatin

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

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

Etoposide + Ifosfamide + Cisplatin

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

Etoposide + Cisplatin

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

[ToBTOpenue npe3 21 mHu.

Carboplatin + Paclitaxel

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

VIP

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

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

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

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

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

PAC




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

[ToBropenue npe3 21 nuu, 2-4 MUKBIA, IOCIEABAHN OT JIbUETEPANNS WM ONIEPAaTHBHO
JICUCHUC.




7. KAPHUHOM HA BAJI APOb

PaxbpT Ha Oenmute ApoOOBe € BOJEIIA NMPUYUHA 32 CMBPT OT 3JI0KAYECTBEHU 3a00JISIBaHUS B
cBeToBeH Maniab. CBETOBHATA 3[[paBHA OPTraHU3AIMs € H3YHUCIINIIA, Y€ B ObICIIe CMBPTHOCTTA
OT pak Ha OenuTe IpoOOBe I MPOIBIDKABa JIa Ce MOKaYBa, TJIaBHO B PE3YJITAT HA YBEINYaBAHE
Ha TIOTIOHOMYIICHETO. AJICHOKAPIIMHOMBT € Hai-4eCTHAT XUCTojormdeH Bapuant (38.5%),
cienBaH OT IUIOCKOKIeThuHUs KapuuHoM (20.0%) u eapokierbuHusi kKapuuHoM (2.9%).
JledeHneTo € KOMIUIEKCHO — OIEPAaTUBHO, JIbYETEpanus, IMTOCTaTH4YTa, TAapreTHa |
umyHoTepanus. [Ipu apeOHOKIeThUHUS 0eNoApOoOeH KapIMHOM BOJIEIIA POJI UMAT JThuUe- U
xumMuoTepanusaTa. Hamocnenbk WMMyHOTEpamusTa ChIIO HaBiIW3a B JICUCHUETO HA TO3U
MOpQOJIOTHYEH BapHaHT Ha OeloapoOeH KapIMHOM, HO CaMO B paMKUTEe Ha KIMHUYHU
IPOYYBAHHS.

7.1. HeapeOHOKJIeThYeH KAPIIHHOM

7.1.1. HeoagroBaHTHA CUCTEMHA TePaIIUs

OO6¢cwxaa ce ocHoBHO nipu ctaauit HHA.

Cisplatin + Vinorelbine

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

Carboplatin + Paclitaxel

Carboplatin AUC4-6 1.V., nen 1 Paclitaxel — 200 mg/m2 1.V., nen 1 ITosTopenue mpe3 21
JTHH.

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

Nivolumab + Carboplatin + Paclitaxel

Nivolumab — 360 mg I.V., nen 1
Carboplatin AUC 4-6 I.V., men 1
Paclitaxel — 200 mg/m2 L.V, nen 1
[ToBTopenue 3a 21 gau npe3 3 nUKbIA

Nivolumab B komOuHaIus ¢ IIaTuHa-0a3upaHa XUMUOTEPATIHS € MTOKa3aH 32 HeO0aFOBAHTHO
JieueHue Ha pe3eKTa0uiIeH HeJpeOHOKIEThUEH paK Ha Oesus 1po0 ¢ BUCOK PUCK OT PELMIUB
IpY BB3PACTHH MAIMEHTH, YUUTO TymMopu ca ¢ PD-L1 ekcripecus > 1%

NmynoTtepanus:

Pembrolizumab 200 mg I.V. na Bceku 3 cenmuru uinu 400 mg 1.V. Ha Bceku 6 ceMUIH B

KOM6I/IHaI_[I/I$I C nnaTI/IHa-6asnpaHa XUMHOTCPAIIUA KaTO HCOAAOBAHTHO JICHCHUC U CJICA TOBA
MMPOABJIKECH KaTO MOHOTEPpAIINA 3a aJIOBAHTHO JICUCHUEC, € ITOKAa3aH 3a JICUCHUC Ha onepa61/meH
HCIlpe6HOKJ'ICT’b‘-ICH KapOouHOM Ha ocnus ,I[p06 C BUCOK PHUCK OT pCIMAUB IIPpU BB3PACTHH.

[Ipu HeoamroBanTHO /amroBanTHO JieueHne Ha H/IPBJI, Pembrolizumab Tps6Ba ga ce



npuiara 10 peuuauB Ha 3a00JISIBAHETO, HETPUEMIIMBA TOKCUYHOCT WJIM 3a MEPUOA 10 €IHA
TroJMHA.

7.1.2. AroBaHTHA CUCTEMHA TEPAITUS

O0cwxaa ce ocHOBHO nipH craauii IB (¢ tymop > 4 c¢cm), 1l u Il

Cisplatin + Vinorelbine

Cisplatin — 50 mg/m2 L.V., nau 1 u 8 (unmm 75 mg/m2 1.V., nen 1)
Vinorelbine —25 mg/m2 L.V, nau 1, 8 u 15
[ToBTOpenwue npe3 28 nHu.

Carboplatin + Paclitaxel

Carboplatin — AUC 5-6 I.V. en 1
Paclitaxel — 175 mg/m2 L.V. nen 1
[ToBropenue mpe3 21aHMu.

Carboplatin + Pemetrexed

Carboplatin — AUC 5-6 I.V. men 1
Pemetrexed — 500mg/m? nex 1
IToBTOpenue npe3 21 quu

Crnen paaukanHa omnepanusi MPH BB3PACTHU MAIMEHTH C HEAPEOHOKJIEThUEH paK Ha OenuTe
npobose (HIAPBJl) cramuit IB-IIIA, uyuuto TymMOpu uMar aeienuud B €k30H 19 wim
cyOctutyupan Mytauuu B ek30oH 21 (L858R) Ha penenrtopa Ha enuaepManHUs PacTeKCH
¢daxrop (EGFR)

Osimertinib 80mg eaHokpaTHO AHEBHO. JIeueHNeTo NpoabIKaBa A0 PELUIUB Ha 3a00IsIBAHETO
WA HETTPUEMIIMBA TOKCUYHOCT. [IpoABIKUTENIHOCT Ha JIeueHHe HaJl 3 TOAMHU He € IPOyYBaHa.

Pembrolizumab 200 mg I.V. na Bceku 3 cenmuiu win 400 mg 1.V, Ha Bcexu 6 ceaMuiin KaTo
MOHOTEpAIUs 3a aF0BAaHTHO JICYCHUE Ha Bb3PACTHH C HEAPEOHOKIETHYCH KapIIMHOM Ha Oenus
JIpo0, KOUTO ca C BHUCOK PUCK OT DPEUHAMUB CJEI MbJIHA PE3eKUUs M ITUlaTHHa-O0a3zupaHa
XUMHUOTEPAITHSL.

[Tpu amroBanTHO neyenue Ha HIAPB/I, Pembrolizumab TpsiOBa na ce mpuiara 1o peuuus Ha
3a00J151BaHETO, HEMPUEMJIMBA TOKCUYHOCT WJIH 32 TIEPHOT JI0 €/IHA TOIMHA.

Atezolizumab IV karo MoHOTepamus, Cliel paJWKaiHa oOlepamnus H IUIaTHHa-Oa3upaHa
XUMHOTEpanus, Ipu Bb3pacTHU nanueHty ¢ H/IPB/I ¢ BUCOK puCK OT peuuInB, YUUTO TYMOPH
umat PD-L1 excnpecusi B TymopHHu kiietku > 50% u xouto He ca EGFR nnu ALK no3utuBHu

[IpenoppunTenHUTE 1034 Cca:

Atezolizumab — 840 mg npunaranu upe3 UHTpaBEHO3HA UHQY3HUS TPe3 2 CeAMUIH WIN
Atezolizumab — 1200 mg npunaranu 4pe3 HHTpaBeHO3HA HHDY3HS TIpe3 3 CEAMUIU UK
Atezolizumab — 1680 mg npunaranu upe3 HHTpaBeHO3HA HH(DY3HS TIpe3 4 CEIMUIIH.

B MNpOABIKCHUC Ha 1 ronHa OCBCH IIpU pCUHHUIHNB Ha 3a00JIIBaHETO HIIH HCIIpUCMIIMBa



TOKCHUYHOCT.

Atezolizumab SC

HaLII/IeHTI/ITe Morar aa moJjydat JE€4CHHE C atezolizumab HHXXCKIIMOHCH pa3TBOP 3a IIOJKOXKHO
IIPUITOXKCHUC. HaHI/IeHTI/ITe, KOHWTO IMOHACTOAIIEM IIOJTydYaBaT atezolizumab 3d HHTPABCHO3HO
IMPUTOKEHUEC, MOXKE J1a IPEMUHAT KbM JICHECHUEC C atezolizumab HMHXXCKIIUOHCH pa3TBOp 3a
IMOAKOKHO IIPHUIIOKCHUC.

[TpenopbunTennata go3a atezolizumab WHXEKIIMOHEH Pa3TBOP 3a MOAKOKHO MPUTIOKEHUE €
1875

MQ, npujlaraHa Ha BCEKU TPU CEAMULIN.
NmyHnotepanus:

Pembrolizumab 200 mg I.V. na Bceku 3 cenmumm wiu 400 mg 1.V. Ha Bceku 6 ceamuuu B
KOMOMHALMS C IUIATHHA-0a3upaHa XMMHUOTEPAITUsl KaTo HEOaJIOBAHTHO JICYCHHUE U CJIE] TOBA
IPOIBIDKEH KaTO MOHOTEPAITH 32 /II0BAHTHO JIEYEHNE, € II0Ka3aH 3a JICUCHNe Ha OrepaduiIeH
HEJPEOHOKIICTHYCH KapIIMHOM Ha Oemust P00 ¢ BUCOK PUCK OT PELMIUB IIPU Bb3PACTHHU.

[Tpu HeoamoBaHTHO /aaroBanTHO Jiedenne Ha HIIPBJI, Pembrolizumab tpsioBa na ce mpuiiara
JI0 peLMIUB Ha 3a00JISIBAHETO, HEMPHUEMIIMBA TOKCHYHOCT WITH 32 MEPUO/I IO €IHA TO/INHA.

Alectinib kaTo MOHOTepanus € MoKa3aHa 3a a/JIOBAHTHO JICYCHHE CIIeN ITbJIHA PE3eKIHs Ha
TyMOpa Ha BB3pacTHH manueHTH ¢ ALK-mo3uTnBeH HeqpeOHOKIEThYEeH pak Ha Oenus 1pod
/HAPBJI/ ¢ BUCOK pUCK OT pelUIuB.

[Tpenoppuntennara no3a alectinib e 600 mg (uetupu karncynu ot 150 mg), npuemaHu 1Ba MbTU
JTHEBHO ¢ XpaHa (o0ma gaeBHa go03a 1200 mg).

Jleuenuero c alectinib TpsiOBa a mMpOABIIKHU A0 MpOrpecus Ha 3a00JsIBAHETO, HENPHEMIINBA
TOKCHUYHOCT HJIN 10 2 TroOauHU.

Heob6xoauMm e Bamuaupan tect 3a noaoop Ha narueHTu ¢ ALK-nonoxxurenen HAPB/I.

ALK-nonoxurennusar craryc Ha HJIPBJl TpsiGBa ma ce ycraHoBHM Tpeau 3aloyBaHe Ha
ajifoBaHTHA Teparus ¢ alectinib.

7.1.3. IIepBa NUHUSA TApreTHA TEPAINS

ITpunara ce B craauii 111B u IV npu Bcuuky nanueHTy ¢ J0KyMEHTHPAaHU aKTUBHPAILU MYTaIUH,
HenekyBanu npeau ToBa ¢ EGFR- unn ALK/ROS1/RET-unxuburopmu.

Jleuenue ¢ EGFR-Tupo3MHKMHA3HU WHXUOUTOPH; Ha3HAYaBa CE€ MPU TYMOPH C aKTUBUPAIIU
EGFR-myTtanmuu —uaeHTHGHUIMPAHT OT XUCTOJOTHYHA W IIMTOJIOTMYHA OWOIICHH WJIH OT
KpBbBHA/ TUIa3MeHa Mpo0da (TeyHa OMoIICHs, caMo MTPH HEBb3MOXKHOCT 33 ThKaHHA).



Osimertinib monorepanus — 80 mg P.O. nHeBHo, 10 nporpecust (HezaBucumo oT T 790M-
MyTalusl)

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

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

Gefitinib — 250 mg P.O. nHeBHO, 10 porpecws.

Osimertinib* e mokazan B komOuHanus ¢: Pemetrexed u xuMuorepanus Ha 6a3aTa Ha IUTaTHHA
3a ITbpBa JIMHUS Ha JICUCHHUE Ha Bb3pacTHU nanuenTu ¢ apancupain HJPB/I, unuto Tymopu numar
nenenuud B €k30H 19 wimm cyOcturympamu wmytanuu B exk3oH 21 (L858R) ma EGFR.
[Ipenopbuntennara no3a € 80 mg Osimertinib eTHOKpaTHO JAHEBHO, KOraTo C€ IMpHJara ¢

Pemetrexed u xumuoTepanus Ha 0a3ara Ha IUIaTHHA.

7.1.3.1. Il'bpBa JinHus TapreTHa Tepanus 3a Jedenue ¢ ALK/ROS1/RET unxudurop /cien

BaJIUAMPAaH TecT/

Crizotinib — 2 x 250 mg P.O. aHeBHO, 0 IPOrpecHsl.

Alectinib - 2 x 600 mg p.0. gHEBHO 10 IPOrpecHs Ha 3a00JISIBAHETO WM HEPHEMIIHNBA
TOKCUYHOCT He ce u3noiBa npu ROS1 npenapexaane

Brigatinib - 90 mg tabnetku P.O. BenHBX AHEBHO mMpe3 mbpBUTE 7 IHH, cieq ToBa 180 mg
BEJHBXK JHEBHO. Brigatinib e moka3aH KaTo MOHOTepamusi 3a JIeYeHHWE Ha BB3PACTHH
nanueHTd ¢ nonoxureneH 3a ALK, aBancupan HJKPB/I, nenexyBanu npenu toBa ¢ ALK
UHXUOUTOP.

Lorlatinib 1 x 100mg P.O. nHeBHO, 10 mporpecust Ui HENpUEMIIMBA TOKCUYHOCT 3a JICUEHHE
Ha BB3PACTHU MAIIMEHTH C aBaHCHPaJI HeIPEOHOKJIEThUEH KapuuHoM Ha Oemust 1po6 (HIAPB/),
MOJIOKUTENICH 3a KMHAa3a Ha aHargactudeH Jumpom (ALK), kouTo npeau ToBa He ca JIEKyBaHH
¢ uaxuobuTop Ha ALK

Entrectinib - 600 mg p.o. BeiHbk AHEBHO 10 POrpecus Ha 3a00JIIBAHETO MM HEMPHEMITHBA
TOKCUYHOCT.

Entrectinib xaTo MoHOTepamus € mokaszaH 3a JCYCHUE HA HEJIEKYBaHHU JIOCEra ¢ MHXUOUTOPH
Ha ROSI1 Bw3pactHu nanuentu ¢ ROS1-nonoxurenen, aBaHcupain HeIpeOHOKIEThUEH PaK Ha
oenus apo6 (HIAPB/I)

Pralsetinib - 400 mg P.O. BexHBbX AHEBHO A0 MPOrpecus Ha 3a00JISIBAHETO MIIM HENPUEMIIHBA
TOKCHUYHOCT.

Pralsetinib kaTo MOHOTepanus € MOKa3aH 3a JieYeHHUe Ha BB3PACTHU MAIMEHTH C aBaHCHUpPal
HeApeOHOKIeThUeH pak Ha Oemust npo6 (H/PBJ), monoxwurenen 3a RET ¢y3us,
npeHapexaane npu tpanchekuus (rearranged during transfection), KOuTo mpeau ToBa HeE ca
nekyBanu ¢ RET wunxuburop. IlogbopbT Ha mamuenture 3a jeueHue Ha RET Qyzwms-
nosoxuteneH aBancupan HJIPB/I TpsioBa na ce ocHOBaBa Ha BaTMAMPaH METO]T HA U3CIICIBAHE.



Repotrectinib* xaTo MOHOTepanus € Mmoka3aH 3a JIeYeHHEe Ha Bb3pacTHU nanueHtH ¢ ROS1-
MOJIOKHUTEJICH ~ aBaHCHpal  HeApeOHOKJIeThueH pak Ha Oemus apo6  (HAPB).
[IpenoppunTennara go3a npu Be3pacTHH ¢ 160 mg Repotrectinib Bemubxk aHeBHO 3a 14
nHU,ocnenBana ot 160 mg Repotrectinib nBa mbTu JHEBHO A0 MpOrpecust Ha 3a00JISIBaHETO
W HENPUEMJIMBA TOKCUYHOCT.

7.1.3.2. HenpeOHOKJIEeThbYEH JIOKAJHO ABAHCHPAJ M/WJIM MeTacTa3upaj pak Ha Oeyusi
apood

Cemiplimab* karo MoHOTepamusi ¢ MOKa3aH 3a JICYCHHWE OT IbpPBA JIMHUS HA BB3PACTHU
NalMeHTH ¢ HeapeOHoKieThYeH pak Ha Oenust npod (NSCLC), exkcripecupany PD-L1 (npu >
50% tymopuu kietkn), 6e3 EGFR, ALK wmmm ROS1 abepaiuu, KOUTO HMAT: JIOKAITHO
aBancupan NSCLC wum He ca kaHaugaTH 3a JeDUHUTHBHA XUMHUOJIBUYETEPANHS, WIH
mertacratuueH NSCLC.

Cemiplimab* B komOuHaIHst ¢ MIaTHHA-0a3upaHa XUMHOTEPAITUS € TMOKa3aH 3a JICYCHHe OT
nbpBa JuHUS Ha Bh3pacTHU nanueHtu ¢ NSCLC, excnpecupant PD-L1 (npu > 1% TtymopHu
kietkn), 6e3 EGFR, ALK nimu ROS1 abepanun, konto nMart: nokaHo aBancupain NSCLC u
HE ca KaHAWJaTu 3a JeUHUTHBHA XUMHUOTBbUeTepanus, mim meractatnaeH NSCLC.

Tepotinib* xato MoHOTEepanus € MmokasaH 3a JICYCHHE HAa BB3PACTHU MAIMEHTH C aBaHCHUPAJ
HenpeOHokieTrueH OenoapodeH kapiumHoM (NSCLC), chabpikaii M3MEHEHHUs, BOACIIH 0
nponyckaHe Ha ek30H 14 (METex14) B rena Ha (akTopa 3a ME3CHXHUMHO-CITUTENICH TPEXOI,
IpU KOKTO € HeoOX0IMMa CHCTEMHA Teparivsi CJie]] IPEABAPUTEITHO JICUCHUE C UMYHOTEPAIIHsI
W/WJIM XUMUOTEpaIys Ha OCHOBATa Ha IJIaTHHA.

7.1.4. IlspBa IUHUS MMYHOTEPAIHUS

[Tpunara ce npu craauii IV.

Pembrolizumab kato monotepanus - 200 mg 1.V. Ha Bceku 3 cenmunu wim 400 mg 1.V, Ha
BCEKM O CEMMWIIN, TPHIIO’KEHA KaTo WHTpaBeHO3HA HH(Dy3us B mpoabmkeHne Ha 30 MUHYTH,
neH 1 (mbpBa IMHUS HA METACTaTUYEH HeIPEOHOKIeThuUeH KapimHoM Ha oenust 1pod (NSCLC)
IIPY BB3pacTHU, YuuTO TyMOpH ekcripecupat PD-L1 ¢ > 50% npomnopiinonaneH ckop Ha Tymopa
(tumour proportion score, TPS), 6e3 EGFR wii ALK MoI0KUTETHA TYMOPHH MYTAIlHH ).
[lpoabmkaBa O MPOTrpecHsl WM HENPUEMIIMBA TOKCHYHOCT. [IpM KIMHUYHO CTaOMITHH
NAalMeHTH C IbPBOHAYAIHU JAHHU 3a NPOTPecHs Ha 3a00JBaHETO € IMPETIOPBHUYUTETHO
JICYCHUETO J]a IPOIBIDKH, JOKATO MPOTPECHsTa Ha 3a00JISIBAHETO HE CE TIOTBBP/IH.

Atezolizumab kato MoHOTepamus € MoKa3aH KaTro ITbpBa JIMHUS Ha JICYCHHE HA BB3PAcTHH
MalMeHTH ¢ MeTacTa3upai HeApeOHOKIeThYeH pak Ha Oemust apo6 (HJPBJM) ¢ Ttymopha
excripecust Ha PD-L1 > 50% tymopnu knetku (TK) niau > 10% Tymop-uHbuiATpUpaiy UMyHHH
knetku (MK), kouto ca 6e3 EGFR mytupan i ALK-nosutusen HJIPB/I.

[Tpenopbuntennara no3a Atezolizumab e:
Atezolizumab — 1200 mg npuiaranu upe3 WHTpaBEHO3HAa WHQY3US Tpe3 3 CeAMUIM HIIH



Atezolizumab — 840 mg npunaranu 4Ype3 UHTpaBeHO3HA HMHQY3Ws Tpe3 2 CEIMHIN HIIH
Atezolizumab — 1680 mg npunaranu upe3 nHTpaBeHO3HA HH(Y3Hs TIpe3 4 ceaMHULIU
Atezolizumab SC

[TarueHTHTE MOTAT /1A TIOJTydaT JICYeHHE ¢ atezolizumab WHXKEKIIMOHEH Pa3TBOP 3a MOJIKOKHO
npuinokenne. [lanuenTrre, KOUTO OHACTOAIIEM IOJTy4yaBat atezolizumab 3a HHTPaBEeHO3HO
NPUIIOKEHUE, MOKE J1a IPEMHUHAT KbM JieueHHe ¢ atezolizumab MHKEKIIMOHEH pa3TBOp 3a
HOJKOXHO MPUII0KEHHE.

[TpenopbunTennarta a03a atezolizumab WHXEKIIMOHEH Pa3TBOP 3a MOJKOXHO MPUIOKCHHE €
1875

mg, MpujiaraHa Ha BCEKH TPH CEAMULIH.

[IpenoppuBa ce mammeHTHUTE aa ce JekyBar ¢ Atezolizumab no mporpecust Ha
3a00JI5IBAaHETO MM HEKOHTPOJIUPYEMa TOKCUYHOCT.

[Tpu narmentu Ha 1L HAPB/] moHOTepanus TpsiOBa 1a Ob1aT U30MpaHHU 3a JIeYeHUE Bh3 OCHOBA
Ha TyMopHaTa ekcripecus Ha PD-L1, noTBbpeHa upe3 BaauaupaH TecT.

Pembrolizumab + Cisplatin (Carboplatin) + Pemetrexed (MeTacraTu4eHn HeCKBaM03eH
NSCLC npu Bb3pacTau, 4unTo TyMopu HAMAT EGFR niiun ALK noJioxkuTe 1Hu MyTanum.)

Pembrolizumab + Cisplatin (Carboplatin) + Pemetrexed (meracrarnuen nHeckBamo3en NSCLC
[pH Bb3pacTHH, YuuTO TymMopu HamaT EGFR unu ALK nonoxxurenHu myranuu.)

[ToBropenue npe3 21 aum 3a Pembrolizumab 200 mg LV.unu npes npe3 42 auu 3a
Pembrolizumab 400 mg 1.V.

Cisplatin — 75 mg/m2 1.V. (Carboplatin AUCS5), nen 1, 3a 4 uukbia

Pemetrexed — 500 mg/m2 L.V., nen 1

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

Jleuenueto ¢ Pembrolizumab npoabmkaBa 10 mporpecus WM HEMpUEMIIMBAa TOKCHMYHOCT. [IpH
KIMHUYHO CTAaOWJIHM TMalMeHTH C IbPBOHAYAJIHM JaHHU 3a Nporpecusi Ha 3a00JIIBaHETO ©
[IPENOPBUYNUTEITHO JIEIEHUETO J1a IPOIBIDKH, JOKATO IPOrpecHsTa Ha 3a00IsIBAHETO HE CE MOTBBP/IN |

Pembrolizumab B komounamnus ¢ Carboplatin u Paclitaxel niau B komOuHauus c
Carboplatin u nab-Paclitaxel (nanoparticle albumin-bound paclitaxel) npu Bb3pacThu ¢
MeTactaTudeHn ckBamo3zeH NSCLC.

[TemOponu3ymad 200 mg IV [len 1 ot Bceku 21-aHeBeH nuukba uiu Pembrolizumab 400 mg
IV Jlen 1 ot Bcexu 42-1HEBEH HIUKBJI

Carboplatin AUC 6 mg/ml/min gen 1 oT Bceku 21-1HeBeH UKD 3a 4 IUKBIA U,

Paclitaxel 200 mg/m2 na Jlen 1 ot Bceku 21-1HeBeH UKD 3a 4 MIUKBIIA,

M Nab- Paclitaxel 100 mg/m2 ua Jlen 1, 8 u 15 oT Bcekn 21-1HEBEH UKD 3a 4 IUKBIIA,
nociensanu ot Pembrolizumab 200 mg IV Ha Bceku 3 cenqmunm wu Pembrolizumab 400 mg
IV Ha Bcexu 6 ceqMHUIIU

Jleuennero ¢ Pembrolizumab npoabiikaBa 10 Mporpecus WK HEIPUEeMIIMBa TOKCHUHOCT. [1pu
KIIMHUYHO CTAOWIJIHU MAIUCHTH C TbPBOHAYAIHY JIaHHH 32 MPOrpecHs Ha 3a00JIIBaHETO €

MPENOPHUYUTETHO JICUCHUETO Ja MPOIBIDKHU, JOKATO MPOTPECUsATa Ha 3a00JSIBAHETO HE CE
MMOTBBP/IU.




Atezolizumab + Bevacizumab + Paclitaxel + Carboplatin

€ TI0Ka3aH 3a IIbpBA JIMHUS Ha JICYCHHE HA BH3PACTHU MAIMEHTH C METacTa3upal HECKBAMO3EH
HepeOHOKIIeThYCH pak Ha Oenus 1pod (HIAPB/I), kouTo 1o cera He ca Owim ieKyBaHH U uMat PD-
L1 excrpecust mexay 1% u 49%, nnn yepHoapoonu meracrasu. [Ipu nanmentu ¢ EGFR mytupan
i ALK-nosutueen HJIPB/I, B komOuHanus ¢ Bevacizumab, Paclitaxel u carboplatin e mokasan
caMo cJie/l HeYCIeX Ha MOIXOISIIU TAPTeTHH TePATHH

Wuaykiuonna dasa (4 kypea)
Atezolizumab - 840 mg npe3 2 ceamunu, wim 1 200 mg npe3 3 cenmury, uwiau 1 680 mg npes 4

ceamuiy L.V.
Bevacizumab , Paclitaxel u cnen ToBa Carboplatin ce mpuiarar npe3 3 cenmunu

Bevacizumab — 15 mg/kg 1. V.
Paclitaxel — 200 mg/m2 1.V.
Carboplatin AUCG6 L.V. [1oBTopenue
npes 21 nuu (4 kypca)

Atezolizumab SC

[MarmeHTrTe MOTaT Ja MOJTyYaT JedeHue ¢ atezolizumab HHKEKIIHOHEH Pa3TBOP 32 MOKOXKHO
npuioxenne. [lanmeHTuTe, KOUTO IOHACTOSIIIEM TOTyJaBar atezolizumab 3a HHTPaBEHO3HO
MIPUIOKEHHE, MOKE JIa TPEMHUHAT KbM JieueHHe C atezolizumab MHXEKIIMOHEH pa3TBop 3a
MOKO)KHO TPHIIOKEHHUE.
[NpenopbunTenHaTa g03a atezolizumab HHXEKIIMOHEH Pa3TBOP 3a MOAKOKHO MpHiIoKeHue ¢ 1875

mg, IIpujiaraia Ha BCCKU TPU

CEIMULIN.

Hoz[m)pmama (1)333 - UHAYKIOUOHHOTO JICYHCHHUE CC IIOCIACABA OT MOAAbpPiKaAII0 JICUCHUC 0e3
XUMUOTCPAIIH:

Atezolizumab — 840 mg npe3 2 ceamuru, uin 1 200 mg npe3 3 ceamunu, win 1 680 mg
mpe3 4 ceamuiy L.V,
Bevacizumab 15 mg/kg 1.V npunaranu upe3 uHTpaBeHO3Ha HHPY3Us mipe3 21 qHu.

[IpenopbuBa ce manueHTuTe aa ce nekysar ¢ Atezolizumab mo nporpecus Ha 3a00JIIBaHETO WITH
HEKOHTpOJIMpyeMa TOKCHYHOCT. JledeHue cien mporpecus Ha 3a00JIIBaHETO MOXE Ja ce
O0OMUCITH T10 MpeLieHKa Ha JeKaps.

Atezolizumab SC

[TaruenTUTe MOTaT Ja TOJydyaT JiedeHHe C atezolizumab HMHXKEKIIMOHEH pa3TBOP 3a MOJKOXKHO
npwiokeHne. llarueHTrTe, KOMTO TOHACTOSIIEM IMOMy4aBaT atezolizumab 3a HWHTPaBEHO3HO
MIPUIIOKEHHE, MOKE J1a IPEMHUHAT KbM JIedeHHe ¢ atezolizumab MHKEKITMOHEH Pa3TBOP 32 TIOKOKHO
MIPUIIOKECHHE.

[IpenoppunTennara g03a atezolizumab WHXEKITMOHEH Pa3TBOP 3a MOJIKOXKHO MpHIokeHue e 1875
mg, MprJiaraHa Ha BCEKU TP CEIAMHIIH.

Atezolizumab B komOunarust ¢ nab- Paclitaxel u Carboplatin e nmokazan 3a mppBa ITUHUS HA
Je4YeHEe Ha BB3PACTHHM MalueHTu ¢ Meracrasupan HeckBamozeH HJIPB/I, kouto msimar EGFR
mytupan i ALK-nonoxurenen HAPB/L.




[lo Bpeme Ha MHAyKIMOHHATa (a3a mpenopbyUTeNnHaTa j1o3a Atezolizumab e 840 mg mpe3 2
ceamuiy, win 1200 mg npe3 3 ceamuiu, win 1680 mg npe3 4 ceaMuIy, MPUIOKEHU 4YpeE3
WHTpaBeHO3Ha WH(]Y3Ws, U TmocienBaHu OT nab-paclitaxel m carboplatin mpe3 Tpu cenmunu B
[POIBJDKEHIE Ha YETUPU WM IIecT IuKbiaa. Koraro ce mpuiarar B €AUH U ChIIU JIEH,

Atezolizumab Ttpss6bBa ma ce mpuiara mepBu. OcBeH ToBa, nhab-paclitaxel u carboplatin ce
npwiarat B aau 1, 8 u 15.

[Monnbpxamia (asa - HHIYKIIMOHHOTO JICUSHHE Ce MOCTIe[Ba OT MOAIbPIKAILO JIeUeHHE Oe3
XUMHOTEpaIus:

Atezolizumab — 840 mg mipe3 2 cenmury, wian 1200 mg npes 3 cenmuiy, win 1680 mg npe3

4 cenMUIH, IPUIOKEHU Ype3 HHTPABEHO3HA HHDY3HAL.

[IpenopbuBa ce MalUeHTUTE J1a ce JieKyBaT ¢ Atezolizumab 10 mporpecust UM HEKOHTPOJIUpyeMa
TOKCHUYHOCT. JIeueHue cies mporpecus Ha 3a00JIIBaHETO MOXKe Ja c€ OOMHUCIIH MO MPeLeHKa Ha
nmeKaps

Nivolumab + Ipilimumab u 2 kypca miarnHa-0a3upaHa XMMOTEpAIUs € MOKa3aH 3a MbpBa
JMHUA Ha JIeYeHHE Ha MEeTacTaTW4eH HeJIpeOHOKIEThYEeH pak Ha Oenus Jpod Ipu Bb3pacTHHU,
yuUTO TyMopu HAMAT ceHcubmnusupan EGFR myranun ninn ALK tpancnokanuu.

NHIVKIIMOHHO JEYEHUE
Nivolumab 360mg iv 3a 30 mun Ha 3 cenmunm B komouHamg ¢ Ipilimumab 1mg/kg Ha Bcexku
6 ceaMUIM U IIaTuHA-0a3upaHa XUMUOTEPANUs 3a 2 Kypca IIpe3 3 CeaAMUIIU

Iogabpkalno JeueHue
Nivolumab 360mg iv 3a 30 mun Ha 3 cenmunm B komouHamg ¢ Ipilimumab 1mg/kg Ha Bcekn
6 ceIMHIU 0 IIPOTrPeCHs WIM A0 2 TOIWUHU OT HAYAIOTO.

Durvalumab + tremelimumab™ u xumuoTepamnus, cbIbprKalia MjaaTHHA, € OKa3aH 3a I'bpBa
JTUHUA Ha JiedeHUue Ha Bb3pacTHu ¢ metactatnueH HJIIKPB]] 6e3 cencubunusupanu EGFR
myTaruu win ALK nonoxxutennu Mmytamu.

[Tpu xumuotepanus c rwiaruHa: durvalumab 1 500 mg B komOuHanus ¢ tremelimumab 75 mg
U XUMHOTEpanusi, ChIbpXKalla IUlaTHHa, Ha BCeku 3 cenmuim (21 mum) 3a 4 muksia (12
CEZIMUIIN).

Cnen xumuotepanus ¢ miaatuHa: durvalumab 1 500 mg Ha Bceku 4 ceIMUIIU KaTO MOHOTEPATIHS
U MojTbpKaiia Tepanus ¢ Pemetrexed, 6asupana Ha XHCTOJIOTHSTA, HA BCEKU 4 CEIMUITH.

[Tera go3a tremelimumab 75 mg TpsiOBa na ce nmpuinoxu Ha ceamuia 16 3aenno ¢ durvalumab.

[Mogmepxamo sneuenune ¢ durvalumab go mporpecusi Ha 3a00JsBaHETO WJIM HENPUEMIIHNBA
TOKCHUYHOCT.

Amivantamab B komounanus ¢ carboplatin m Pemetrexed * 3a neuenue ot mbpBa JIMHUS
Ha Bb3pacTHU NauueHTH ¢ aBancupai H/IPB/l ¢ akTuBupaIiy HHCEPIMOHHU MYTaIlMH B €K30H
20 ma EGFR.

[Ipenu 3amouBane Ha Tepanusi ¢ Amivantamab TpsiOBa a ce yCTAaHOBU MYTallMOHHUS CTAaTyC
Ha EGFR B npo6u oT TymMOpHa ThKaH WJIH IJ1a3Ma, KaTo Ce U3I0JI3Ba BAIUIUPAH METO]T Ha
u3ciieBane. AKo He Ob/Ie OTKpUTa MyTaIlus B IJIa3MeHa 1mpoba, TpsioBa aa ce u3cienBa
TyMOpHa ThKaH, aKO € HaJIMYHa B JOCTaTh4YHO KOJMYECTBO U KAYECTBO, Thil KaTO MPH
U3II0JI3BaHETO Ha IJIa3MEH TECT € Bb3MOXKHO J1a ce MoJyyar (allIiBO OTPUIIATEIHN



pesyaraTtu. M3cneasanero Moxe Jja ce U3BBPILIM 110 BCIKO BPEME CJIE] IIOCTaBsSHE Ha
I'bpBOHAUAJIHATA JUarHo3a Ipeay 3arnouBaHe Ha TepanusTta. He e HeoOxoauMo fa ce nmosraps
U3CIIEIBAHETO CJIE]] YCTaHOBsIBAaHE Ha MyTallMoHHUS cratyc Ha EGFR.

IIpenopbunTesHu 1031 Amivantamab, korato ce u3noJi3Ba B KOMOMHAIMS €
carboplatin u Pemetrexed:

Teaecno Terao | Jo3a Cxema Ha mpaJIo/KeHHE bpoit
HA H3X00HO Rybrevant paaxonn
HHBO"
ITox 80 kg 1 400 mg | Beanw:x ceammuso (oomo 4 1o31) oT Ceamuu 1 10 | 4
4

o Cenmuna 1 —urdysua ¢ pazzeneHa 103a Ha

Hen 1 u Ten 2

o Cenmumn 2 10 4 — uady3ua Ha Ten 1

1 750 mg | Ha Bcern 3 cexmmunun, kato ce samoune B Ceamuma 7 | 5

a1 HIH pe 750 mg K cem (obmo 4 zo31) pt Cem |

Han nmu passo | 1 750 mg | Beansx ceqvmuso (00mo 4 103u) pt Cenvumn 1 10 | 5
Ha 80 kg 4

o Cenmuna 1 —urdysua ¢ pazzeneHa 103a Ha

Hen 1 u Ten 2

o Cenmumn 2 10 4 — uady3ua Ha Ten 1

2100 mg | HaBcern 3 cexmmuu, KaTo ce 3amoune B Ceavmuma 7 | 6

*He ca nHeoOxomnmu KOpPCROHH Ha J034aT1a 33 IOCICIBAllH IIPpOMCHH Ha TCICCHOTO TELIO.

Koraro ce u3non3sa B komouHanus ¢ carboplatin u Pemetrexed, Amivantamab TpsioBa n1a ce
npuara cien carboplatin u Pemetrexed B cnemnara mocnemoBatenHoct: Pemetrexed,
carboplatin u ciex ToBa Amivantamab.

carboplatin ce mpunara HHTPaBEHO3HO C ILIOL] MO/ KPUBAaTa KOHIIEHTpaIHs-BpeMe 5 mg/ml B
muHyTa (AUC 5) BegHbK Ha BCEKU 3 C€AMMIIM, B IPOIBIDKEHHE Ha 10 12 cenMuuu.
Pemetrexed ce mpuiara HHTpaBeHO3HO B 1032 500 mg/m?2 BeAHBK HA BCEKH 3 CEIMUIIH JI0
nporpecusi Ha 3a00JIsIBAHETO WJIM HENPUEMIIUBA TOKCUYHOCT.

Amivantamab B xomouHamms ¢ Lazertinib* 3a mepBa nuHHS Ha JieueHHe HA BB3pPACTHH
MAIMEHTH C aBaHCHpal HeApeOHOKIeThUeH pak Ha Oemute apodose (HIPBJ) ¢ nenennu B
ex30H 19 na EGFR nnu cyoctutynnonnu myranuu L858R B ex3on 21.

[Ipenu 3amouBane Ha Tepanus ¢ Amivantamab TpsiOBa a ce YCTaHOBU MYTAllMOHHUS CTaTyC
Ha EGFR B po6u oT TyMOpHa ThKaH WJIH IJ1a3Ma, KaTo ce U3IO0JI3Ba BAIMIMPaH METO/T Ha
u3cieaBaHe. AKo He Objie OTKpUTa MyTalys B IJIa3MeHa poda, TpsiOBa aa ce u3ciena
TYMOpHA ThKAaH, aKO € HaJJM4Ha B JJOCTaThYHO KOJMYECTBO U Ka4ECTBO, ThI KATO IIPU
U3II0JI3BaHETO Ha IJIa3MEH TECT € Bb3MOXKHO JIa c€ MOIy4aT (alllliMBO OTPULIATETHU
pe3yaTaTtu. M3cneaBaneTo Moxke Ja ce M3BBPIIM M0 BCSIKO BPEME CIIE]] IOCTaBsHE HA
I’bpBOHAYANIHATA AMArHO3a Mpean 3arouBaHe Ha Tepanuara. He e HeoOXoauMo J1a ce moBTaps
U3CIIeIBAHETO CJIel yCTaHOBsBaHEe Ha MyTaloHHus ctatyc Ha EGFR.\



IIpenopbunTtesnnu 1o3u Amivantamab B komOunnanus ¢ Lazertinib:

Teaecao Termo | Josza Cxema Ha DpHIOKEeHHE bpoi
HAa H3X0IHO Rybrevant (paaxoHn
HHBO" 350 mg/7 ml

Rybrevant

ITox 80 kg Benns® cenvuaaroe (00mo 4 1o3H) OoT
Cexvunn 1 mo 4

e Cemvmua 1 — uH(Y3HA ¢ pa3aencHa 1034
Ha HeH 1 1 Jem 2

1 050 mg 3
o Cemvunu 2 mo 4 —uHpy3HA Ha [er 1
Ha Beern 2 ceIMHITH. KATO CS 3AI00YHE B
Cemmvmmna 5
Han wion pasHO Bensasx ceqvuuno (00mo 4 1o3H) OoT
ma 80 kg Cemvurn 1 go 4

¢ Cenvmua 1 — mHQY3HA ¢ pa3geacHa D032

1 400 me Ha len 1 u Jen 2 A

e CemvunH 2 1o 4 —uHpy3HI HA er 1
Ha Beexn 2 ceIMHEIH. KaTo < 3alI0YHE B
Cemvmuma 5

"He ca HeoOXOIHMH KOPEKITHH HAa JO3aTa 33 NOCICOBAINH IMPOMEHH Ha TCICCHOTO TEIIO

Koraro ce npuara B komOuHaiwst ¢ Lazertinib B enH u chIu JeH, MPEnopbyBa ce
Amivantamab ga ce mpuiara mo koeto u fa e Bpeme cies Lazertinib. Lazertinib ce npunara
NMepopaHo B 1032 240 mg BeAHDbK THEBHO.

Lazertinib B koMOuHanus ¢ Amivantamab® e noka3aH 3a mbpBa JUHUS Ha JICUEHUE HA
BB3PACTHHU MAIMEHTH C aBaHCUPaJl HeApeOHOKIEeThYeH pak Ha Oenust apod (HAPB) ¢
nenenyst B ek30H 19 nim cyoctutynus LS8R B exzon 21 Ha EGFR.

[Ipenu 3amouBane Ha yieuenuero ¢ Lazertinib TpsiOBa 1a 6b/1€ yCTaHOBEH MOJIOKHUTEIICH
EGFR MyTtanmoHneH cratyc B TYMOpHa ThKaH WIIH IJIa3Ma, KaTo ce U3MO0JI3Ba BaIHINPaH
MeToJI. AKO HE c€ OTKpue MyTalus B IuIa3MeHa rpoda, TpsioBa J1a ce U3cie1Ba TYMOpHa ThKaH
IIpY HaJM4Ke Ha 2 JOCTaThYHO KOJMYECTBO U KAUeCTBO HA ThKAHTA MOPAIX B3MOKHOCT 32
(banmmBo OTPULIATETHHU PE3YJITATH MPU U3CIIEIBaHE HA TUIa3Ma.

IIpenopbunTtennara no3a Lazertinib e 240 mg BeqHbK THEBHO B KOMOMHALIMA C
Amivantamab. [TpenopruBa ce Lazertinib na ce npunara BuHaru npeau Amivantamab,
KOTaTO Ce MPHJIaraT B €MH U CHIIH JICH.

1L nenoaxoasii 3a jieyenue ¢ miaruna HAPB/]
Atezolizumab* kato MOHOTepamus € TMOKa3aH 3a JieUeHHWEe OT MbpBa JUHHUS HA BBH3PACTHH
narueHTH ¢ aBancupan H/IPB/I, kouto He oTroBapsT Ha yCJIOBHUsATA 3a JieueHUE Ha 0a3zara Ha



TIaTHHA.
[Tpenoppuntennara go3a Atezolizumab e:

- 840 mg, mpuiaraHu ype3 UHTPABEHO3HA MH(PY3HS Mpe3 2 CEIMUIU W

- 1 200 mg, mpuiaranu 4pe3 HHTpaBeHO3Ha UH(Y3US 1pe3 3 CeIMUIM WIH

- 1 680 mg, npuiaranu 4pe3 HHTpaBeHO3HA HHY3US TTpe3 4 CEAMUIU WK

- 1875 mg MHKXEKUMOHEH pa3TBOP 3a MOJAKONKHO MPHIOKEHHUE, TPUIIAraHu

npe3 3 ceIMHUIM.

JledenueTo mpoabJKaBa 10 Iporpecus Ha 3a00JISIBAHETO HIIM HEKOHTPOJIMPYeMa TOKCUYHOCT.
He ce u3uckBa nmoa0op Ha manueHTUTe 3a JieueHue ¢ Atezolizumab Bb3 OCHOBa Ha HUBOTO Ha
ekcnpecus Ha PD-L1.

Crennure KpUTepUHd 3a MOJOOp OMPEAENAT MAllUEHTUTE, HEMOAXOASAIM 3a Oa3upaHa Ha
MJIaTUHA XUMHOTEpAIus, 32 KOUTO C€ OTHACS TEPaleBTUYHOTO MOKa3aHUE:

[TaruenTn Ha BB3pacT > 80 roamau wim ¢ pyakuuonaneH craryc (PS) mo ECOG 3, wim
nanuedty ¢ ECOG PS 2 B koMOuHaUus ¢bC CHbOTBETHU CHITBTCTBAIM 3a00JISIBAHUS WIM [O-
HanpeaHana Bb3pact (> 70 roguHN) B KOMOUHAIIMS ChC CHOTBETHU CHIIBTCTBAILM 3a00IsIBAHHSL.
CbhOTBETHHTE CBHIIBTCTBAIIM 3a00JsIBaHUSA Ca CBBP3aHU CBhC CHPICYHH 3a00JISIBAHUA,
HapyIICHUsS Ha HEpPBHATA CUCTEMa, MICUXUYHU Pa3CTPOICTBa, ChAOBU HapyIIeHHs, ObOpeUHU
HapYIICHUS, HAPYIICHUS Ha MeTa0O0JIM3Ma U XPAHEHETO WM OEJI0IPOOHU HAPYIICHHSI, KOUTO
ca MPOTUBOIOKA3aHMs 3a Tepamnus Ha 0a3zara Ha IJIaTHHA, CIIOPE] OICHKaTa Ha JEKyBallus
JeKap.

7.1.5. IIspBa muHus xumuorepanus (4-6 kypca)

[Tpunara ce mpu craguii 11IB u IV. [Ipunaranero it npu Heonepabunen craguii IIIA nanara
clie]] TepaneBTUYEH OTTOBOP ChC CHIDKEHHUE Ha CTaaAus 00CHkK/IaHe Ha ONIEPATUBHO JICUCHHUE.

Cisplatin (Carboplatin) + Gemcitabine +Bevacizumab

Cisplatin — 75mg/m2 1.V. (Carboplatin AUC5), nen 1 Gemcitabine
—1000-1250 mg/m2 I.V., nau 1 u 8
+ Bevacizumab — 7.5 mg/kg L.V., nen 1 (no6aBs ce pu HEMJIOCKOKJIEThUEH IMOATHII |
MPOIBJDKABA KaTO MOIbpIKAIA TEPAIUs 0 TPOTPecHs)
[ToBropenue mpe3 21 guu.

Carboplatin + Paclitaxel = Bevacizumab

Carboplatin AUC6 1.V, nen 1

Paclitaxel — 175 mg/m2 L.V., nen 1

+ Bevacizumab — 15 mg/kg I.V., nen 1

(mobaBsi ce MpHU HEIUIOCKOKIJIETHUYSH MOJTHII M MPOIBIIKAaBa KAaTO MOIbPIKaIla TEPAITUs 10
nporpecus)

IToBropenue npe3 21 nuu, nox nporekuus Ha G-CSF.

Cisplatin + Vinorelbine

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




Cisplatin (Carboplatin) + Pemetrexed (mpu HenmJI0CKOKJIeTHY€H MOTHII)

Cisplatin — 75 mg/m2 1.V. (Carboplatin AUC5), nen 1
Pemetrexed — 500 mg/m2 1.V, nen 1
[ToBTOpenue npe3 21 auwm.

Paclitaxel + Gemcitabine

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

Paclitaxel + Vinorelbine

Paclitaxel — 80 mg/m2 L.V., aau 1, 8 u 15
Vinorelbine — 25 mg/m2 .V., nuu 1, 8 u 15 IToBTOpeHue
npe3 28 1Hu.

nab-Paclitaxel + Carboplatin

Nab-Paclitaxel - 100 mg/m2 LV., qau 1, 8 u 15
Carboplatin - AUC 6 na men 1
[ToBTOpenue npe3 21 aHwM.

ITpu BB3pacTHH nanpentd u npu 6oiuu ¢ PS 2 (mo ECOG) ce mpoBexk1a MOHOXHMMHOTEPAIIHS.

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

Gemcitabine — 1250 mg/m2 1.V., nau 1 u 8
IToBTOpenue npe3 21 nHu.

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

7.1.6. Iomrbprkalna cucTeMHa Teparus

EdexTtuBHOCTTa Ha MmojaxbprKallaTa Tepamnus He € KaTeropuyHO JoKa3aHa U HE € CTaHAapT.
OO0chxkaa ce mpu OTUMTAHE HA JIUIICA HA MPOrpecus ciesl Hal-Manko 4 Kypca OT 'bpBa JIMHUS
U Cce MPOJIbJKaBa 0 IPOrpecus.

[IponwsmxaBane win npeBkitouBane Ha Pemetrexed — 500 mg/m2 1.V, nen 1, npe3 21 qau
(pu  HEMJIOCKOKJIETHYEH MOJITUII).

7.1.7. CprueTaHo XUMHOIBYEIICYUEHHUE

[Mpunara ce npu cramuii [IIA (T1-2 N2 u T3 N2) (npu unonepadbusau Tymopu), 1B (T4 NO-
1 u T1-3 N3) u IIIC (T3, N3, MO u T4, N3, MO0)

ENHOBpPEMEHHOTO XMMHOJI'BUEICUEHHE C€ MPENopbuBa 3a MALMEHTUTE B J00OpO 0010
cberosiHue. [locnenoBareTHOTO XMMHUOJIEUEHUE U JIbYEIICUEHNE € AITEPHATUBHA Bb3MOKHOCT



IpU TAIMEeHTH B HaNpeAHala Bb3pacT W/WIN MO-YBPEIeHO OOIIO0 ChCTOSHUE C KIMHUYHO
3HAYMMU CHITBTCTBAIIM 3200 ISIBAaHHUS.

Momnotepanus ¢ Cisplatin

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

Paclitaxel + Carboplatin

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

7.1.8. KoHnconmuaupamia uMyHOTepamus CJlea TpOBEIeHA XHUMHOTEparus, OTYETCH
OTTOBOP Y TIPH TALIMEHTH C JIOKAJTHO aBaHCHpaJI, HEONepaOHIICH HeJPEOHOKICThYCH PaK
Ha 6emus 1po6 (HJAPB/) u PDL1 > 1%

[Tpunara ce npu cranuii |11 HeonepaObuiTHN MaeHTH, YUETO 3a00JsIBaHE HE € TIPOTPECUPATIO
cJle/l TbYeXUMHUOTEpanus Ha 6a3ara Ha IUIaTHHA.

Monotepanus ¢ durvalumab

Durvalumab - 10 mg/kg 1.V. nen 1 npe3 14 auu wan 1500 mg i.v. Ha 4 ceaMuiy (py NarMeHTH
¢ PD-L1 ekcnpecus B > 1% ot tymopHute kierku). [IpoxbmkaBa a0 mporpecust Wid
HETPUEMJIMBAa TOKCUYHOCT ¢ MaKCUMAaJIHa IIPOIBIDKUTEIIHOCT 10 12 Mecena.

7.1.9. Bropa nuHMs cuCTEMHA Tepanus CHOPE/ MPEAIIECTBAIIO JCUCHUE

Pembrolizumab karo monotepanus — 200 mg 1.V. Ha Bceku 3 cenmunu miu 400 mg 1.V. Ha Bceky|
6 cenMuIy, e 1 (Ipu IIOCKOKIIEThYEH U HEIUIOCKOKJIEThUYEH MOITUIT) IPU BB3PACTHH C JIOKAIHQ
aBaHcupain i meractatuaeH NSCLC, uynnro Tymopu exkcpecupar PD-L1 ¢ > 1% TPS, n Ha koutg
€ MPUWJIOXKEHa MOHEe eHa MpeaxoaHa xumuoTepaneBTuuna cxema. [lammentu ¢ EGFR unu ALK
[10JIOXKUTETTHU TYMOPHU MYyTalluu TPsiOBa CHIIO J1a ca MOJYyYMIIM TapreTHa Tepanus, peau JeUeHUe
¢ Pembrolizumab.
[IpoabiikaBa 10 IpoOrpecus UM HENTPUEMIINBA TOKCUYHOCT. [Ipy KIIMHUYHO CTaOMIIHY MAllUEHTH O
I'bPBOHAYAIIHYU JAHHU 3 IPOTrpects Ha 3a00JIBaHETO € IPENOPBHUUTETHO JEUSHUETO /1a TPOABIDKY,
TTOKaTo MporpecusTa Ha 3a00JsIBAHETO HE CE€ MOTBBP/IH.

Atezolizumab — 840 mg I.V., nen 1, npe3 14 auu nnm 1200 mg LV., nen 1, npe3 21 auu wiun
1680 mg I.V., nen 1, npe3 28 auu cnen npenmecrsama xumuorepanus. [lanuentn ¢ EGFR
aKTUBHpaIy MyTanuu Wil ALK-mo3uTuBHE TyMOpHH MyTalluu TpsiOBa CHILO Ja ca MOTYIHIN
TapreTHa Tepanus npeau na noiaydar Atezolizumab. TloBropenue npes 2,3 wim 4 ceamuimy,
70 3ary0a Ha KIIMHUYHA 110J13a WA HEKOHTPOJIMPYeMa TOKCHYHOCT.

[TaruenTuTe Morar na moiydar jedeHue ¢ atezolizumab SC MHKEKIIMOHEH pa3TBOp 3a
MOJIKOKHO
npuiokenue. [lanrenTruTe, KOUTO MOHACTOAIIEM TMOTy4yaBaT atezolizumab 3a HHTPaBEHO3HO

MPUIIOKCHUC, MOIKE 1a IIPEMUHAT KbM JICHCHUC C atezolizumab HWHKCKIUOHCH pa3TBOp 34




IIOJIKOKHO MPUJIOKEHHUE.
[IpenopbunTennara g03a atezolizumab MHXEKIIMOHEH pa3TBOP 3a MOJKOKHO MPHIOKEHHE €
1875 mg, mpuiiarana Ha BCEKU TPU CEIMHUIIH.

Docetaxel + Ramucirumab (nIpu mI0cKOK/JIeThbYeH H HENMJIOCKOKJIETHY€EH MOITHII)

Docetaxel — 75 mg/m2 L.V., nen 1
Ramucirumab — 10 mg/kg I.V., nenl
IToBTOpenue npe3 21auu.

Docetaxel — 75 mg/m2 L.V., neul
IToBTOpenue npe3 21auu.

Docetaxel — 75 mg/m2 I.V., nen 1
[ToBTOpenwue npe3 21 mHu.

Pemetrexed (mpu HerutockokieTbueH moarum) — 500 mg/m2 1.V, nen
1 IloBTopenwue npe3 21 mHw.

Erlotinib — 150 mg P.O. aueBHo, 1o nporpecus (mpu EGFR WT tymopu, HeTpetupaHu ¢
TUPO3UH-KMHA3HU HHXUOUTOPH ).

Afatinib — 40 mg P.O. nueBHO, 10 iporpecusi (IpH IIOCKOKJIETHYCH MOATHIL, IIPOTPECUPAT CIIC]
IUIaTHHA-0a3upaHa XUMUOTEPAIIHS).

Gefitinib — 250 mg P.O. nueBHo, 1o nporpecus (npu EGFR-myTupanu Tymopu, HeTpeTHpaHu
C TUPO3UH-KWHA3HU UHXUOUTOPH).

Amivantamab kaTo MoHOTepamusi 3a JieYeHHUE Ha BBH3PACTHU MAIMEHTH C aBaHCHUpAI
HJPB/] ¢ aktuBupamu mHcepunoHHH Mytauuu B ek30H 20 Ha EGFR cnen neycnex Ha
Tepanus Ha 6a3ara Ha IJIaTHHA.

IpenopbunTennn 1034 Amivantamab kato MmoHOTepnust



TeaecHO Termo
HAa H3X0THO
HHBO"

Ho3za
Rybrevant

CxeMa Ha opHIoKReHHE

bpoi
paarosn

= -
350 mg/7 ml
Rybrevant

ITox 80 k

g

Benasax ceammuuHO (00mo 4 mosH) oT
Cennvmumm 1 g0 4

+ Cenvmuna 1 —umady3HA ¢ pasgeacHa
mozaHa Jer 1 u Ier 2

* Cemvunn 2 o 4 —wadysHA Ha Hen 1

Ha BcekH 2 ceqMHNH., KATO Ce 3all09HE B
Ceammuma 5

1 050 mg 3
e Cemvumn 2 no 4 —uadysHA Ha en 1
Ha Bcern 2 ceqMHIIHE., KATO ¢ 3allOYHE B
Cenmmna 5
Haxn mam paBHO Benss:x cequuuHo (0dmo 4 103m1) oT
ma 80 kg Cennvunn 1 o 4
* Cenvmuna | —madY3HA ¢ pasIcacHa
1 400 me mo3a Ha en 1 u Hen 2 4

*He ca HeoOXOoaHMH KOPCKITHH Ha JO3ATa 3a MOCICIBAINHA [IPOMCHH Ha TCICCHOTO TCITIO

HpenoquBa CC IMMAIIUCHTUTC [1a CC JICKYBAT C Amivantamab A0 IIporpecus Ha 3a00/I1BaHETO
HJIN HCIIPHUEMJIIMBA TOKCUYHOCT.

Amivantamab B komounanus ¢ Carboplatin u Pemetrexed* 3a neuenue Ha Bb3pacTHH
narrentd ¢ aBancupan HJIPB/] ¢ nemenmu B ex3on 19 ma EGFR wmnu cyGcTuTynnoHHHA

mytauun L858R B ex3oH 21 cnen Heycnex Ha NpeaxojHa Tepamus, BKIIIOYBalla
tupo3uHkuHazeH naxuourop (TKN) na EGFR.

IIpenoppunTeqnu 103m Amivantamab, koraro ce H3N0J3Ba B KOMOMHAIMA C
Carboplatin u Pemetrexed:




Teaxecrno Termo | Joza CxeMma Ha OpHICKEHHE Bpomn

Ha H3X0THO Rybrevant Ppaaxorn
HHBO"
TTox 80 kg 1 400 mg Benus:x ceavmaro (00mo 4 1o3u) o Cemvmnm 1 4

oo 4

e Cemvuna 1 — uH(Y3HA ¢ pa3aelcHa 103a Ha
Hera 1 1 Hen 2

s Cemvmmu 2 mo 4 —umrdysHa Ha e 1
1 750 mg Ha Bcexn 3 ceanMHmE, KAaTO C€ 3aII0THE B 5
Cemvmna 7
Han nmm paseo | 1 750 mg Benwsx cenvmaro (00mo 4 no3u) ot Cemvmunn 1 5
Ha 80 kg 1o 4

e Cemvnmna 1 — uH(QYINA ¢ pa3gencHa 1034 Ha
Her 1 1 Jeu 2

o Cemvunn 2 no 4 —urdy3HEA Ha [eH 1
~» faTa - _ . > P P - e - - -
2100 mg Ha Bcexn 3 ceanMHumH, KaTO ce 3aII0THE B 3]
Cemmvmuma 7

a He ca HeoOxomumMH KOPCKIHH Ha JO34aTa 3a IOCICABAINH IPOMSHH Ha TEISCHOTO TEIIO
Koraro ce u3nonssa B kombunarus ¢ Carboplatin u Pemetrexed, Amivantamab TpsiOBa na
ce mpunara cien Carboplatin u Pemetrexed B crennara mocienoBarenHoct: Pemetrexed,
Carboplatin u cien roBa Amivantamab.

Carboplatin ce mpuiara HHTpaBeHO3HO C IUIOLI IO KPHBATa KOHIIEHTpals-BpemMe 5 mg/ml
B MuHyTa (AUC 5) BeiHBX Ha BCEKH 3 CEIMHIIM, B MPOIBIKEHUE Ha 10 12 ceaMuIu.
Pemetrexed ce mpuiiara MHTpaBeHO3HO B 1032 500 mg/m2 BeAHBK HA BCEKU 3 CEAMHUIIN JI0
nporpecusi Ha 3a00JIsIBaHETO WM HEMPUEMIIMBA TOKCUYHOCT.

Crizotinib — 2 x 250 mg P.O. nueBHo, 10 nporpecus (pu Tymopu ¢ ALK/ ROS1 -
NpeHapeKaaHe, IPOrpecupaity cies MpeAliecTBalla IaTHHa-0a3upana Teparnusi).

Alectinib — 2 x 600 mg P.O. nHeBHO, KaTO MOHOTEpAITHUs 3a JICYeHHE Ha Bb3PACTHH MAIlHEHTH C
nonoxuteneH 3a ALK, aBancupan H/IKPB/I, nekyBanu npenu toBa ¢ Crizotinib. JleuenneTto o
Alectinib Tpsi6Ba 1a MPOABIKU 10 MPOTPECcHs Ha 3a00ISIBAHETO WIIM HEIPUEMITBA TOKCHYHOCT.
He ce nmpwiara npu ROS1 npenapexane.

Osimertinib — 80 mg P.O. nueBHo (nipu TymMopu ¢ BropudHa T790M-MyTaiius)no mporpecus.

Brigatinib - e 90 mg Beaubx AHEBHO Npe3 MbpBUTE 7 JIHH, ciaex ToBa 180 mQ BeHBX JTHEBHO
€ TIOKa3aH KaTo MOHOTEpAIIUs 3a JICUCHHE Ha Bb3PACTHHU MAI[MEHTH C TMOJIokuTeneH 3a ALK,



aBancupan HJIKPB/I, nexyBanu npeau Tosa ¢ Crizotinib.

Lorlatinib 1 x 100mg P.O. nueBHo, no nporpecust (npu Tymopu ¢ ALK npenapexnanus,
IPOTPECHpaT CJIe/ aIeKTHHUO WM IIEPUTUHHUO KaTo ITbpBa JIMHUS Ha jieueHue wiu Crizotinib
u nionHe ome eauH ALK TKI).

Pralsetinib - 400 mg P.O. BemiHBK [AHEBHO 1O Mporpecuss Ha 3a0O0JISIBAaHETO WU
HEMPHEMJIMBA TOKCUYHOCT.

Pralsetinib xaro MoHOTepamnus e oka3aH 3a JieYeHHE Ha Bb3PACTHU IALUCHTH C aBaHCHPAI
HeApeOHOKIIbYCH pak Ha 6emust 1po6 (HAPB/I), momoxurenen 3a RET ¢y3us, npenapexnane
npu TpaHcdekmus (rearranged during transfection), kouto npeau ToBa He ca JekyBanu ¢ RET
uaxubutop. [lonOopbT Ha manuenTute 3a jJeuenue Ha RET ¢y3us-nonoxurencH aBaHcupat
HJIPB/] TpsiOBa 1a ce ocHOBaBa HA BaTUJAUPAH METOJ Ha U3CIICBAHE.

Sotorasib 960mg (8 Ttabnmerku ot 120Mr), mpueMaHW BEOHBXK IHEBHO JO MPOTPECHsI
Ha 3a00JIIBAHETO MJIM HEMIPUEMITHBA TOKCHYHOCT.

Sotorasib karo MoHOTepamnus € MoKa3aH 3a JCUCHHE MPU Bh3PACTHH IMAUEHTH C aBaHCUPAJ
HeapeObHokIeThueH pak Ha 6enust 1pob (HAKPB/I) c KRAS G12C myranus u ¢ nporpecus Ha
3a00JIIBAaHETO CIIe/] Hali-MaJIKO €Ha MPEIXO0/IHA JIMHUS Ha CHCTEMHA TepaIlusl.

Hanmnuuero na KRAS G12C myTtauus Tpss6Ba aa ObAe MOTBBPACHO C BaTUAUPAH TECT MPEAU
3ar0YBaHe Ha Tepamnus cbe Sotorasib.

DocN (nmpu Hen10CKOK/IeThbY€eH MOATHII)

Docetaxel — 75 mg/m2 1.V. 1 nen

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

IToBTropenue npe3 21 nuu

Nivolumab — 240 mg I.V., npe3 14 quu (p¥ MIOCKOKIETHYCH M HETUIOCKOKIICTHUYCH TTOITHIT
cien npeaxoaHa xumuorepanus). [Ipoasikasa 10 nporpecus WM HEMPUEMIINBA TOKCUYHOCT.

Repotrectinib* karo MoHOTepanus € MOKa3aH 3a JIeYeHHEe Ha BB3pacTHU manueHTH ¢ ROSI-
MOJIOKUTEJIEH aBaHCcHpal HeapeOHokIeTbueH pak Ha Oenust apo6 (HAPB/). Ilpenopprunrennara
no3a npu Bb3pactHu ¢ 160 mg Repotrectinib Benubx qHeBHO 3a 14 nHu,mocieaBana ot 160 mg
Repotrectinib 1Ba mbTy AHEBHO 0 MPOTpecHs Ha 3a00IIBAaHETO UM HEMPUEMITHBA TOKCHIHOCT.

Adagrasib* karo MoOHOTepamusi € IMOKa3aH 3a JICUEHHWE Ha BB3PACTHHU MAlMEHTH C HampeIHal
HeapeOHokieTrueH pak Ha Oenmus apod6 (HAKPB/]) ¢ KRAS G12C myranus u ¢ mporpecust Ha
3a00JIIBAaHETO CIIe]] Hali-MaJIKO €JHa MPEANIIIHA CHCTEeMHA Tepariusl.

HenpeOHokyeTbuen pak Ha Oesqus apod ¢ akruBupama HER2 (ERBB2) myranus.
Trastuzumab deruxtecan 5,4 mg/kg, npunaran kaTo HHTpaBeHO3HA UH(Y3HsI BEIHBK HA BCEKH

3 cCaAMUII (21-IlHeBeH I_[I/IK’BJ'I) A0 Iporpecus Ha 3a00JIIBaHETO WU HETIpUCMJIIMBa TOKCUYHOCT.



7.1.10. Tpera IMHUS CUCTEMHA TEPAIUS CIIOPEI OPEAINECTBALIO JCUCHUE

Docetaxel — 75 mg/m2 L.V., nen
1 IToBTOpenwue npe3 21 mHu.

Erlotinib — 150 mg P.O. aueBHo, 10 iporpecus (cien mpeAmecTBaia XMMAOTEPaIIns).

Gefitinib — 250 mg P.O. aueBHO, 10 niporpecus (rpu Tymopu ¢ aktuupanm EGFR-
MYTaIliH).

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

Amivantamab karo MOHOTeparnus PpU NALUSHTH C AKTUBUPAIIN HHCEPLUOHHU MYTALMH B €K30H
20 Ha perienitopa 3a enuaepmannus pacrexeH paxrop (EGFR) cinen Heycnex Ha repanus Ha 6a3arta
Ha [JIaTHHA.

[Ipunara ce B 103UpOBKA CHPSIMO TEJIIECHOTO TEIVIO Ha MalMeHTa Ha u3XoaHo HUBO:1050mr (3
¢makona) npu nanueHTH o 80kr u 1400mr (4 ¢graxona) mpu marueHTy Hal WiK paBHO Ha S0KT,
KAaTo HE ca HEOOXOAMMM KOPEKIUH Ha J03aTa 3a IOCJEABallld IPOMEHH Ha TEJIIECHOTO TETJIO.
Cxemarta Ha NpWIOXKEHUE BKJIOYBA: ceAMHIA 1 10 4, BeAHBXK ceqMUYHO (00110 4 1031) KaTo o7
CeIMHUIIAa 5 HaTaThK MPUIIOKEHUETO MIPOIbJIKaBa Ha BCEKH 2 CEIMULIU, KaTo Ce 3all0YHE B CEAMULIA
o.

JleyeHneTo MpoIbJkaBa J10 Iporpecus Ha 3a00JIIBaHeTO WM HEPUEMIIMBA TOKCHYHOCT.

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

c nokanHo aBaHcupan win metacratudeH NSCLC, yunto tymopu ekcnpecupar PD-L1 ¢ > 1%
TPS, u Ha KOUTO € MpuUJIOKEHA MTOHE €Ha MPeIX0/IHAa XUMUOTepaneBTU4YHa cxeMa. [lannenTtu c
EGFR nin ALK MooXuTenTHU TYMOpPHHM MyTallMM TpsiOBa ChHILIO Jla ca MOJYYWIIM TapreTHa
Tepanusl, npeau jgeuenue ¢ Pembrolizumab.

HpOI[’I)J'DKaBa A0 Iporpecud 1 HCIpUEMIMBa TOKCUIHOCT. HpI/I KJIMHUYHO CTAOMIIHU IanMuCHTH
C IIbpBOHAYaJIHU IOaHHU 3a IIPOrpecusa Ha 3a00JIIBaHETO € NpEenoOpbUYUTCIHO JICUCHUCTO M4
MMPOABIIKH, JOKATO MPOTrpecusTa Ha 3a00JIIBaHETO HE CE IMOTBBPAH.

Atezolizumab — 840 mg I.V., nen 1, npe3 14 auu wm 1200 mg LV., nen 1, npe3 21 auu, wim
1680 mg L.V., nen 1, npe3 28 nuu cnen npeamectrama xumuorepanus. [lammentu ¢ EGFR
akTuBHpaIy Myranud win ALK-To3UTHBHY TYMOPHH MyTaIllH TPSOBA CHINO JIa Ca TOTyIHIH
TapreTHa Tepamnus npeau aa nomydatr Atezolizumab. [ToBropenue npes 2,3 wnu 4 ceqmuiu B
3aBHCHUMOCT OT M30paHus PEeXUM, J0 3aryda Ha KIMHUYHA T0JI3a WM HEKOHTPOJIHpyeMa
TOKCUYHOCT.

[laruenTTe MOTraT Jaa moiydyaT JiedeHue c atezolizumab SC WHKEKIIMOHEH pa3TBOp 3a
TOJTIKOYKHO

npuiokenue. [larmenTrTe, KOUTO MOHACTOSAIIEM TIOJTydaBaT atezolizumab 3a HHTPaBEHO3HO
MPIIOKCHNE, MOXE J1a IPEMHUHAT KbM JICUeHHE ¢ atezolizumab WHXEKITMOHEH pa3TBOp 3a
[TOJIKOYKHO TTPHIIOKCHHE.

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

Nivolumab — 240 mg L.V., nen 1, npe3 14 nHU. KaTO MOHOTEpaNHs 3a JEYCHUE HA BH3PACTHU
MAIMEHTH C JIOKATHO aBaHCHPAT WM MeTacTa3upan HeApeOHOKIEThUEH pak Ha Oenute ApoOoBe




(HAPB/) crnen npeniecTpaiia XMuMUOTEpAIIHs.

[Tarmentu ¢ EGFR aktuBupamm myranuu uinn ALK-03uTHBHE TyMOpPHH MyTalluu TpsiOBa ChII0
1a ca MOYYHJIM TapreTHa Tepans npeau aa noxydat Nivolumab. [ToBropenue mnpe3 2 cenqmuiy,
110 3ary0a Ha KJIIMHUYHA 110J13a WM HEKOHTPOJIMpYeMa TOKCHYHOCT.

IIpu KRAS G12C

Sotorasib 3a MmonoTrepanus — 960 mg (8 Tabnerku ot 120mg), npueMaHu BEIHBK JTHEBHO,
IIpU BB3PACTHH NAIIMEHTH C aBaHCUpal HelpeOHOKIIeThuYeH pak Ha Oenust npod (HAKPB/) ¢
KRAS G12C myrtanus u ¢ mporpecusi Ha 3a00JIIBaHETO CJIe/ Hali-MaJIKO €Ha MPEeIX0IHa
JIMHUA HAa CUCTEMHA Tepanusi.

Hamnumnero na KRAS G12C myTarus TpsiOBa 1a 6b/1¢ TOTBBPICHO C BATUAUPAH TECT MPEIU
3aroyBaHe Ha Tepanus cbe Sotorasib

Ipu xumuorepanus ¢ maaruua: durvalumab 1 500 mg B B komOunarus ¢ tremelimumab
75 Mg 1 XuMHOTEpanusl, ChbpiKallla IJIaTUHA, Ha BcekH 3 ceaqmuiu (21 auu) 3a 4 uukbia
(12 cenmuin)

Cunen xummuorepanusi ¢ miaaruna: durvalumab 1 500 mg Ha Bceku 4 ceAMUIM Karo
MOHOTEpaIus 1 MO Ibprkaiia Tepamnus ¢ Pemetrexed, 6a3upana Ha XHCTOIOTHATA, HA BCEKU
4 ceqmuiu

ITera po3a tremelimumab 75 mg tps6Ba na ce mpuioku Ha ceaMuia 16 3aeaHo C
durvalumab

Momabpaxanno Jedenue ¢ durvalumab mo nporpecus Ha 3a00JIIBaHETO MM HEIPHEMIIUBA
TOKCUYHOCT

TaprerHa Tepanus o BpeMe Ha MJIU cJjle/l IPOBe/ieHA aJlI0BAHTHA XUMHOTepanus, nNpu
napueHTn ¢ Heonepaduiaen HIAPB/Il, ynuro Tymopu mmar genenuu B eKk30H 19 miam
cyocTutynpamu myranum B ek3oH 21(L8S8R).

[Tpunara ce npu craauii I1l HeonepaOuiHM NaMeHTH, YUETO 3a00JsIBaHE HE € TPOrpecupallo
cleq JIbYeXUMUoTepanus Ha 0a3zara Ha IJIaTHHA.

Osimertinib* kato moHoTepanus B 103a 80 mg eAHOKPATHO THEBHO, € MOKA3aH 32 JICUCHUE
Ha Bb3PACTHH NMAIMEHTH C JIOKAITHO aBaHcupa, Heornepadbwmien HJIPB/I, unuto Tymopu umat
Jienely B ek30H 19 win cyOctutynpaiy Mmytanuu B ek30H 21 (L858R) u unero 3abonsBane
HE € MpOorpecupasio Mo BpeME Ha WIM cie]l XMMHUOIbUYeTepanusi Ha Oazara Ha IJIaTHHA.
[TaneHTH ¢ JMOKaJHO aBaHCUpAJ WM MeTacTa3upaj pak Ha Oenute ApoOoBe TpsbOBa na
nosy4aBat jedenne ¢ Osimertinib 10 mporpecus Ha 3a00JSBAaHETO WK O HEMPUEMIIMBA
TOKCHUYHOCT.

Repotrectinib* kaTo MoOHOTepamnus € Moka3aH 3a JiedueHue Ha Bb3pacTHH nanueHTu ¢ ROS1-
MOJIOXKHUTEJIEH aBaHCUpal HenpeOHOKIeTbueH pak Ha Oemus 1pod6 (HAPB).
[penoppunTenHara jo3a npu Bb3pacTHU ¢ 160 mg Repotrectinib Benusx nueBHo 3a 14
nHu,ocnenBana ot 160 mg Repotrectinib na meTi qHEBHO 10 porpecHs Ha 3a00IBaHETO
WM HeTIPHEMJTBA TOKCHYHOCT.

7.2. JlpeOHOKJeThbYeH KAPIUHOM

7.2.1. IIspBa auaus xumuorepanus (4 Kkypca: IIpu 0TroBop — 10 6 Kkypca)

7.2.1.1. OrpannueH craauti (LD)
[TpoBexaa ce XUMUOTEpanus U paHHo (ciex Kype 1-3) TopakaaHo IbuelicueHHe.




Cisplatin (Carboplatin) + Etoposide

Cisplatin — 60 mg/m2 (Carboplatin AUC5-6) V., nen 1
Etoposide — 120 mg/m2 L.V, qau 1-3
[ToBTOopenue nmpe3 21 nHu.

Cisplatin + Etoposide

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

7.2.1.2. PasupocrtpaseH craauii (ED)

Cisplatin/Carboplatin + Etoposide + Durvalumab:

Durvalumab 1500 mg B xomOuHaims ¢ xumuorepanus npe3 3 ceamui (21 muu) 3a 4
uKbiIa, nociaensado ot 1500 mg npe3 4 ceqmuim karo MoHorepanus. lIpoabmkasa 10
NPOTPECUs WIN HETIPHUEMIIMBA TOKCHYHOCT.

Cisplatin (Carboplatin) + Etoposide

Cisplatin — 75 mg/m2 (Carboplatin AUC6) L.V., neu
1 Etoposide — 100 mg/m2 L.V., nau 1-3
[ToBTOpenwue npe3 21 mHu.

IP

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

Irinotecan + Carboplatin

Irinotecan 175 mg/m2i.v. B
nen 1 Carboplatin - AUC=4i.v.B
neH 1 IloBTaps ce npe3 3 cenMuiu

(4xypca)

CEV

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

Epirubicin — 50 mg/m2 L.V., men 1

Vincristine — 1.4 mg/m?2 (makc. o6mma 1o3a 2 mg) 1.V., nen 1
[ToBTOopenue npe3 21 nHu.

VIP

Etoposide 75 mg/m2i.v. B naul-4

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

[ToBTaps ce mpe3 3 cenmuin (4 Kypca)




Carboplatin+ Etoposide+ Atezolizumab:
WunaykironHa $asa (4 nuksia):
Carboplatin+ Etoposide+Atezolizumab

Carboplatin - AUC5 1.V, nen 1

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

Atezolizumab - 840 mg 1.V. npe3 2 cenmurm, i 1 200 mg npe3 3 ceamunm, wim 1 680 mg
npe3 4 cenmuny, nen 1. Koraro ce npunarar B euH U cblm AeH, Atezolizumab TpsiOBa aa ce
npunara mepBH. [logabpxkamia daza: Atezolizumab 6e3 xumuorepanus 840 mg 1.V, npe3 2
ceamuny, 1200 mg npe3 3 cenmunu unu 1680 mg npe3 4 ceqmunu.

[TanimenTuTe Moratr na moJsydar JjiedeHue c atezolizumab SC MH)XEKIMOHEH pPa3TBOpP 3a
MIOJIKOXHO

npusioxenue. [lalueHTuTe, KOUTO MOHACTOSIIEM MOTydaBaT atezolizumab 3a HHTPaBEHO3HO
NPUIIOKEHNE, MOXKE J1a IPEMHUHAT KbM JieueHHe ¢ atezolizumab MHKEKIIMOHEH pa3TBOp 3a
MIOJTKO’KHO MPHIIOKEHHE.

[TpenopbunTennara no3a atezolizumab MHXEKIIMOHEH PAa3TBOP 3a MOIKOKHO MPHIOKEHHE €
1875

Mg, mpuIaraHa Ha BCEKH TPH CSIMUIIH.

ToBa Baku KakTo 3a MHAYKIIMOHHATA (ha3a Ha JIeueHHe, Taka U 3a oJIbprKamara (hasa.
[TpenopbuBa ce manueHTHTE aa ce jekyBaT ¢ Atezolizumab 1o mporpecus Ha 3a00J5BaHETO
WA HEKOHTPOJIMPYeMa TOKCHYHOCT.

7.2.2. Bropa IMHUA XWUMHOTEPAINS
[Tpu nporpecus 10 3 Mecena ciie/] Kpas Ha IbpBa JIMHUS

CEV (ako nbpBa junus e EP)

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

Epirubicin — 50 mg/m2 L.V., nen 1

Vincristine — 1.4 mg/m2 (makc. obma no3a 2 mg) 1.V., nen 1
IToBTropenue mpe3 21 auu.

Ifosfamide/Mesna + Vincristine

Ifosfamide — 3000 mg/m2 B 24-uacoBa undy3us, aeH 1

Mesna — 400 mg/m2 L.V., B uacose 0, 4 u 8 ciex nayanoro Ha ifosfamide Vincristine — 1.4
mg/m2 (makc. obmia no3a 2 mg) 1.V, nen 1

IToBTropenue npe3 21 auu.

ITpu nporpecus ot 3 10 6 Mecela cieJ Kpas Ha IbpBa JIMHUS
Momnotepanus ¢ Topotecan — 1.5 mg/m2 L.V., naul-5
IToBTOpenue npe3 21 auu.

Mownotepanus ¢ Topotecan — 2.3 mg/m2 P.O., nuu 1-5

[ToBTopenue mpe3 21 gau.
[Tpu mporpecus cien moBeue oT 6 Mecena oT Kpast Ha bpBa nTuHUS. [Ipunara ce pexxum
OT IIbPBA JTUHUSL.




8. MAJIUTHEH IIVIEBPAJIEH ME3OTEJIMOM

ManurHeHusT MEe30TeIHOM € psAaKo 3aboisBane. Cpemia ce 5 MbTH MO-YECTO y MBXKE, KOETO €
CBBP3aHO C MPUJIOKEHHUETO Ha a30eCT B CTPOUTEIICTBOTO, BOGHHATA MPOMMIIUICHOCT, Pa3IHYHU
npou3BojcTBa. JleueHnero e komiiekcHo. Hamocienbk ChbBpeMEHHHM JICU€OHM IOJXOMAU, KaTo
TapreTHa Tepanus M HMYHOTEpanus, c€ M3MMTBAT NPUMAIUTHEH ME30TEIMOM B pPaMKUTE Ha
KIMHUYHH TPOYYBAHHMS.

HpI/I HaJIM4YHUEC Ha CHUMIITOMATHYCH IUICBpAJICH HU3JIMB CC IIPCIOpBHYBA TAIK-IUIEBPOAC3a IPEAU
XUMHUOTCPAIIHL.

Cisplatin + Pemetrexed

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

Cyclophosphamide + Epirubicin + Cisplatin

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

Pemetrexed + Gemcitabine

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

Karo MOHOTCpAIIA Morar nua 6’bIlaT Inpujaraiu IIJIaTUHOBU aHAJIO3H, Doxorubicin 1 Hsxou
antuMeTabomuTu (Metothrexate, Pemetrexed).

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

Cyclophosphamide + Epirubicin + Cisplatin

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

NmyHoTepanus

Nivolumab 360 mg, npunarad HHTpaBeHO3HO 3a 30 MUHYTH Ha BCEKH 3 CEIMHUIIM B KOMOMHALIUSA C
ipilimumab 1 mg/kg, npunaran uHTpaBeHo3HO 3a 30 MUHYTH Ha BCEKH 6 CEIMMIIM € MOKa3aH 3a
I'bpBA JIMHUS HA JICUEHHE MPH Bb3PACTHU MAIIMEHTH C HEPE3EKTaOMIIEH 37I0Ka4eCTBEH ME30TEIHOM
Ha IJIeBpaTa.

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



9. KAPIIMHOM HA XPAHOITPOBO/]

PakbT Ha XpaHONPOBOAA 3a€Ma AEBETO MSCTO 110 YECTOTA CPE/l OHKOJIOTMYHHTE 3a00JIBaHus, KAaTO
€IHOBPEMEHHO C TOBA € IIeCTa Hali-uecTa MPUYMHA 32 CMBPT OT Heoria3us B cBeta. CpeaHara o0ria
S-roJIMIlIHA TPEXKUBAEMOCT Bapupa mMexay 15-25%, B EBpomna goctura easa 12%. 3a pasnuka ot
MHOT'O JJPYTY 3JI0KaU€CTBEHHU 3a00JIsIBaHMsI, CBETOBHATA YECTOTA MO 3a00JI1€MOCT U CMBPTHOCT OT
Ta3u 0OJIECT MOCTENEeHHO HapacTBa. Haii-dyecTuTe XMCTOIOTHYHN BapUaHTH Ca TIOCKOKIIEThYEH H
aJICHOKapLMHOM, KOUTO 0010 cberaBisBaT 0mm3o 90 % oT BcHUKM cilyyad Ha KapLMHOM Ha
e3ocara.

JleyeHneTo € KOMIUICKCHO — OINEpPaTHBHO, JThUEICUEHHUE, IhbUCXUMHUOTEpanus, KOMOWHUpaHA
XMMHOTEPAINHUS, IPU NOKA3aHUS — TAPTreTHA TEPAIIHSL.

9.1 HeoaaroBaHTAHO XMMHOJIbYEICYCHHE

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

Cisplatin + Fluorouracil + 1buesieuenne

Cisplatin —50 mg/m2 1.V., qau 1, 15 u 29
Leucovorin — 500 mg/m2 1.V. B 2-4yacoBa undy3us, auu 1, 8, 15, 22, 29 u 36
Fluorouracil — 1000-2000 mg/m2 1.V. B 24-uacoBa undys3wus, aau 1, 8, 15, 22, 29 u 36. wm

Cisplatin +5 Fluorouracil +JIbuesieuenue

Cisplatin 75 mr/m2 u.B. (30 mun.)1 nen

5 Fluorouracil 1000 mr/m2 u.B.(mpoabmkutenta uad.) 1-4 nen ITosraps ce na 1,5,9, u 13
ceMuIIa

JIvuerepanus 50,4 Gy B 28 dpakiuu

nJIn
Cisplatin +5 Fluorouracil + JIbuesieuenne

Cisplatin 100 mr/m2 u.8.(30 Mun.) 1 nex

5 Fluorouracil 1000 mr/m2 u.B.(mipoaskutenta uud.)1-4 nexn
1 u 5 cenmunia (paanorepanusra 3amnoysa Ha 1. 29)
JIvuerepanus 50,4 Gy B 28 dpakuuu Hag 5.5 cenmuim

N

Cisplatin +5 Fluorouracil + JInuesieuenue

Cisplatin 80 mr/m2 u.B. 1 nen
5 Fluorouracil 1000 mr/m2 u.B.(nmpoasmxutenta uud.) 1-4 nen a
Cce MOBTaps BCEKU TPU CEAMMIM (2 LIUKBIIA).

BTOpI/I HUKDBII CTHOBPEMCHHO C:




JIvuerepanus 35 Gy B 15 ¢paxiuu Hax 3 ceaMUIIM, 3aTI0YBAIIH HA.
neH 22
3a Bropust LuKbI — 4 cenmMuiia, no3ara va 5 Fluorouracil ce namansiea na 800 mr/m2

Nmn

Paclitaxel + Cisplatin +JIbuesieuenue

Paclitaxel 60 mr/m2 u.B.(34. uad.) 1,8,15,22 nen Cisplatin 75 mr/m2 u.B.(24. uud.)1 nen
C nogxpena or GCSF
JIpuerepanus 45 Gy BB pakiuu ot 1,5 Gy 1-5,8-12,15-19 nen nBa mbTH JHEBHO

Nm

Paclitaxel + Carboplatin +irpuesieuenue

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

EnnoBpemenno c:JIvuerepanus 41,4 Gy BeB (hpakuuu ot 1,8 Gy

3aroyBa OT 1/1eH 1o 5 gpakuuu ceAMUIHO

9.2 HeoxwsanTHa xumHoTepanus (4 Kypca)

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

Cisplatin + Fluorouracil

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

9.3 AM0BaHTHA XMMHOTepaNus

[Tpunara ce npu xucrosorus 3a ageHokapuuHoM U PN+. Ilpu niockokaeTp4eH KapuuHOM HsMa
Joka3aH edekT. JleueHnero ce 00ChkK1a IPpU CEIEKTUPAHU OOTHH.

Cisplatin + Paclitaxel

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

Carboplatin + Paclitaxel

Carboplatin AUC4, nen 1




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

Cisplatin + Irinotecan

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

AJI0BaHTHA UMYHOTEpaIus

[Ipy manueHTH ¢ KapUMHOM Ha XPaHOIPOBOJA WM ractpoe3odareaaHusl Mpexoj, KOUTO UMaT
OCTaTh4YHO MATOJIOTMYHO 3a0o0JiiBaHE Cjel MpeIIecTBallla HEOaAIOBaHTHA XUMHUOTEpanus €
MOKa3aHO aIOBAHTHO JIEYeHHE ¢ nivolumab, KaTo MOHOTEepanus, HHTpaBeHo3Ha HHPY3us Ha 240
mg Ha Bceku 2 ceamunu 3a 30 munytu uinu 480 mg Ha Bceku 4 ceamuuu 3a 30 MUHYTH TIpe3
nbpBUTE 16 ceaMuIIn, MOCIEeIBaHO OT MHTpaBeHO3HA HHPY3us Ha 480 mg Ha BCEKU 4 CEAMUIM 3a
30 MuHYyTH.

9.4 XumuoTepanusi NPU MeTACTATUYHA 00JI€CT

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

Cisplatin + Fluorouracil

Cisplatin 75 mg/m2 L.V., aen 1
Fluorouracil — 500-1000 mg/m2 1.V. ¢ undy3uoHeH pexum, auu 1-4
[ToBTOpEeHue npe3 28 AHU.

Cisplatin + Irinotecan

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

Irinotecan + Fluorouracil

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

Enmupyourtua+ Cisplatin +5 Fluorouracil (ECF)

Emupyounun 50 mr/m2 L.V, (6onyc) 1 nen Cisplatin 60mr/m2/1 1.V. (6onyc) 1 nen
5- Fluorouracil 200mr/m2/n 1.V. (mpoabmxk. uad.) 1-21 nen [ToTaps ce

Ha 3 ceqMuUIH

HNmyHOTEpanus

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



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

Pembrolizumab 200 mg i.v. na [len 1 ot Bceku Tpuceamuder nukbi wim 400 mg i.v. Ha Jlen loT
BCEKH IIECTCEJMHYCH IMKBJI B KOMOWHAIMS C IUIaTHHA W (DIyoponupuMHANH-Oa3upaHa
XMMHOTEPAITHSL.

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

[Ipu manueHTy ¢ HeomepaOuICH aBaHCUPAJ, PEUUANBUPAIL WIM METACTaTHYCH IUIOCKOKJICThUCH
e3odareaneH kapuuHoMm ¢ PD-L1 excnpecust Ha TymMmOpHU KiaeTku >1% Moxe na ce
MPOBE/IC CIICHATa UMYHOTEPAIIUs:

- Nivolumab B xomGunarmst ¢ xumuorepanus: Nivolumab 240 mg Ha Bceku 2 ceamuiy wim 480
Mg Ha Bceku 4 CeIMHIIM, TPUIaraHd HHTPABEHO3HO B MPOIb/DKeHHE Ha 30 MHHYTH B KOMOMHAIIHS
¢ (uyoponmpumuIuMH- W TUIATHHA-O0a3upaHa xumuorepanus. Jledenmero c¢ nivolumab ce
Ipernopby4Ba A0 Mporpecus Ha 3a00JSIBAHETO, HEPUEMIIMBA TOKCUYHOCT WU JI0 24 Mecena npu
nanueHTy 0e3 mporpecus Ha 3a00JIIBaHETO.

- Nivolumab B xom6unanus ¢ Ipilimumab. IIpenoppsunrennara go3a e nivolumab 3 mg/kg Ha
BcekH 2 cenmuIi win nivolumab 360 mg Ha Bceku 3 ceaMUIM, IpujiaraH WHTPaBeHO3HO 3a 30
MUHYTH B komOuHaiwms ¢ 1 mg/kg ipilimumab, npunosxen uaTpaBeno3Ho 3a 30 MUHYTH Ha BCekH 6
ceaqmuny. [IpenopbuBa ce nedenue 10 nporpecus Ha 3a00JsIBaHETO, HEMPHUEMIIMBA TOKCUYHOCT TN
10 24 Mecela npy MaeHTH 0e3 Mporpecus Ha 3a00JIIBaHETO.

- Nivolumab B komOuHanusi ¢ (GayoponMpUMHIMH M IUIaTHHA-0a3MpaHa XUMHOTEpalus ¢
MIOKAa3aH 3a ITbpBa JIMHUS Ha JIeYeHUe NpH Bh3pacTHU nauueHtd ¢ HER2 orpunareneH, HanpeaHan
WIIM METacTaTW4eH aJICHOKapIIMHOM Ha CTOMaxa, racTpoe3oareaHus Mpexo 1 WK XpaHOIPOBO/a,
yuuTo TyMopu umat PD-L1 excnpecus ¢ KoMOMHUpaH MOJIOXKHUTENEH CKOp > 5.
[Mpenopwsuntennara qo3a ¢ 360 mg Nivolumab, npusoxkeHn HHTpaBEeHO3HO B MPobbKeHHE Ha 30
MHUHYTH B KOMOMHAIUs ¢ (IyOpONMPUMUINH U TUIATHHA-0a3upaHa XUMHOTEPAIKsl, IpUjarana Ha
Beeku 3 cenmutim win 240 mg Nivolumab, npuiioskeH HHTpaBEeHO3HO B MPOABIKEHUE Ha 30 MUHYTH
B KOMOUWHaIuUs ¢ (PIyoponupuMHUANH U TUIAaTHHA Oa3upaHa XUMUOTEPAIHs, IpUIaraHa Ha BCEKU 2
cenmurn. Jleuernrero ¢ Nivolumab ce mpemopbuBa 10 porpecus Ha 3a00JISIBAHETO, HEMPUEMITHBA
TOKCHYHOCT HJIH JI0 24 Mecella py MalueHTH 0e3 mporpecus Ha 3a00JIsIBaHEeTo.

BTODa JIMHUA XUMHUOTCPAIIus

Docetaxel — 75 mg/m2 I.V. nen 1, noropenue npe3 21 auu (10 6 nukwi). [Ipuiara ce mnpu
XUCTOJOTHSL 3a aJCHOKAapLUMHOM M IIPOrpecus > or 6 Mecema ciea XUMHOTepamnus ¢
IaTUHA/PIyOPONTUPUMHUIUHOBU PEKUMHU.

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

Nivolumab kaTo MoHOTepanus e rmokasaH 3a Je4eHUe Ha Bb3PACTHU MAIMEHTH C HEPE3eKTaOMIICH
aBaHCHUpAJ, PELMIUBHpAI] MM MeTacTaTH4YeH e3o(areaseH IIOCKOKIEThYECH KaplUHOM CJe[
npeniecTramnia GIyopornupUMHUIMH- U TUIATHHA-0a3upaHa KOMOWHIpaHa XUMHUOTEPAITHSL.
Nivolumab — 240 mg na Bceku 2 cenmunu 3a 30 MUHYTH

Jlo porpecusi Ha 3a00JISIBAHETO WM HEMPHEMIIMBA TOKCUYHOCT.



10. KAPIOMUHOM HA CTOMAX

PakbT Ha cTOMaxa € Ha [IecTo MSICTO 10 YecToTa Mpu MbkeTe (5.5%) 1 Ha 0CMO MSCTO IIPU KEHUTE
(4.1%). Toit mpencrasisiBa 4.8 % OT BCUYKH 37I0Ka4€CTBEHU 3a00JIIBaHUS [IPH JIBaTa MoJia. 3acsara
M0-4eCTO MbXK€ B MO-HAIpeqHana Bb3pacT U ¢ (gamuiiHa oOpemeHeHocT. CpeaHara Bb3pacT Ha
quarHocTumnmpane € 65-69 romuau. MpxeTe 3a001s1BaT 2 IHTH MO- Y€CTO OT JKCHUTE. Pazmmuus
CBIIECTBYBAT CIIOpE] pacaTa M TeorpadckoTo pasmojiokeHue. Taka HampuMmep Haii- BUCOKA €
yecroTara B M3rouna Asus, HOxna Amepuka u M3touna EBpona u Haii-nucka B CAI u 3ananHa
EBpona. JleueHmeto € KOMIUIEKCHO —  OINEpaTMBHO, LMUTOCTAaTUYHA, TapreTHO W
MMYHHOOHKOJIOTUYHO B 3aBUCUMOCT OT XapaKTEpUCTUKATa HA TYMOpa U CbCTOSIHUETO Ha MallMeHTa.

10.1. TIlepuomepaTHBHA CMCTEMHA Tepanmus
[Tpunara ce npu ¢/pT2 N+ u ¢/pT3-4 N Bcsxo. BkirrouBa HeoaroBaHTaHa XMMUOTEPAIUs C TIATHHA

u ¢ayoponupumuaul ( 3-4 kypca), nmocinensaHa ot xupyprudso jeuenue u Cisplatin- 6a3upana
amoBaHTHa xumuotepanus (3-4 kypca). Ilopaau ToBa, ue mpuiiokeHueTo Ha Capecitabine we
W3MCKBA HAJIMYWE HA IIEHTPAJIICH BEHO3EH KaTeThP H € ChC ChIIOCTABUMA €(hUKACHOCT CIIpsIMO 5-DY
3a JIeYCHHE Ha aBaHCHpaIto 3abosBane, Capecitabine — chabpiKaIiy peKUMH CBIIIO MOTaT Ja ObaaT
NPE/IOKEHH TTEPHONICPATHBHO

ECF

Epirubicine — 50 mg/m2 L.V., nen 1

Cisplatin — 60 mg/m2 L.V., nen 1

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

DCF

Docetaxel — 75 mg/m2 .V., nen 1

Cisplatin — 75 mg/m2 L.V., nen 1

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

XelOx

Capecitabine — 2000 mg P.O. nueBno, muu 1-14
Oxaliplatin — 100-130 mg/m2 1.V. 6onayc, aen 1
IToBTOpenue npe3 21 auu.

FLOT

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




KomOunupano XumuonbueneueHue

5-FU + folinic acid +m1pueneuenue

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

Jla ce mpoBexkaa mpenu MUKbI 1 U ciesn UKBI 2 KOMOMHUPAHO XUMHUOIbYeneueHne. Mexmy

uuKiIMTe uma 1 mecery 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 cemmuiia x 5 troranxo 4500cGy

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

[TpoBexaa ce cemMUyHO 3a 6 CeIMUIIN, TTOCIIEABAHO OT 2-ceqmuyHa nay3a. [IspBust kype XT ce
MPOBEXK/IA MPEAN XUMHOIBUEICUYEHUETO, BTOPUAT KypC 3a1104Ba 2 CEAMULH CIEJl TbUEICUYEHUETO.

45 Gy ¢paku. x 1.8 Gy 5 nHu cemMuyHO X 5

5-FU 225 mg/m2 i.v. (24h inf) qaHeBHO Mpe3 BCHUYKHU JHU HA TbYEICYECHHE.

Cisplatin + capecitabine + mpueneuenwe

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

IlocnenBaHo OT IbUEICUCHHUE

45 Gy ¢paxi. x 1.8 Gy/ 5 auu ceqmuyno X 5

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

ITocienBano ot

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

10.2. CucremMHa Tepanus Npy JOKAJHO aBAHCHPAJIA U/UJIH MeTacTATH4YHA oJiecT

[Ipu MeTacTtaTnyHa OOJIECT XUMUOTEPAIHsI CE TIpHIIara mpu OOJHU B 100po 00110 cheTosame (PS).
[Tpu aneHoKapMHOM Ha cTOMaxa U ractpoe3odaruanHara Bpb3Ka € 3aIbJDKUTEIIHO U3CIIe[BaHe 32
HER2-excmipecus.



ECF

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

Fluorouracil — 500 mg/m2 I.V., nuu 1-5
[ToBTOpenwue npe3 28 nHu.

ELF

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

Etoposide + Epirubicine + Fluorouracil

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

Capecitabine + Cisplatin

Capecitabine — 2000 mg/m2 P.O. nuesHo, qau 1-14
Cisplatin — 60 mg/m2 L.V., nen 1
[ToBTOpenue npe3 21 nHu.

Benexka: Ako kbM pexuma ce npubasu Epirubicin, npenoppusana no3a va Capecitabine e 1250
mg/m2 P.O. aHeBHo.

Oxaliplatin + Epirubicin + Fluorouracil

Oxaliplatin — 85 mg/m2 1.V, nen 1
Epirubicin — 50 mg/m2 L.V., nen 1
Fluorouracil — 300 mg/m2 I.V., aau 1-5
[ToBTOpeHue npe3 28 aHHU.

EOX

Epirubicin — 50 mg/m2 L.V., nen 1

Oxaliplatin —85 mg/m2 1.V, nen 1

Capecitabine — 1250 mg/m2 P.O. aueBHo, nau 1-21 (ipu cenextupanu 0osHu aHU 1-14)
IToBTropenue npe3 21 guu.

ECX




Epirubicin — 50 mg/m2 L.V., nen 1

Cisplatin — 60 mg/m2 1.V., nen 1

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

EOF

Epirubicin — 50 mg/m2 L.V., nen 1

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

DCF

Docetaxel — 75 mg/m2 1.V., nen 1

Cisplatin — 75 mg/m2 1.V., nen 1

Fluorouracil — 750 mg/m2 1.V., gau 1-5 IToBTopenue
npe3 21 nHu

FCT (npu cBpbxekcnpecusi Ha HER?2)

Fluorouracil — 800 mg/m2 L.V., nau 1-5 unu

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

Cisplatin — 80 mg/m2 L.V., nen 1

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

FLOT

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

Trifluridine/Tipiracil e moka3zaH KaTo MOHOTepamMsl 3a JIEYeHHE Ha BB3PACTHHM MALMEHTH C
METACTaTHYEeH paK Ha CTOMaxa, BKIIOUUTENIHO aJeHOKapLUHOM Ha ractpoe3odareanHara Bpb3Ka,
KOUTO IpPEeIu TOBA ca JIEKYBaHU C HAal-MaJIKO JBE MPEAXOAHU CUCTEMHH TEPANeBTUYHU CXEMU 3a

HalrpeaHal cTaguil Ha Oolecrra.

Nivolumab B xomOuHaIms ¢ GIIyOpONUPUMHUINH U TUIATHHA-0a3UpaHa XUMHUOTEpAIUs € MoKa3aH
3a IbpBa JIMHUS Ha JiedeHue npu Bb3pacTHU nanveHTH ¢ HER2 orpunarenen, HanpenHan wiamn
METAacTaTHYEeH a/IeHOKapIMHOM Ha CTOMaxa, racTpoe3odareaaHus Ipexoj] WM XpaHOIPOBOJA,
yuuTo TyMopu uMmat PD-L1 ekcripecusi c KOMOMHUPAH MOJOXKHUTEIEH CKOp > 5.

[Mpenopwruntennara no3za e 360 mg Nivolumab, npunoxxeH nHTpaBeHO3HO B MpoabbKeHHe Ha 30



MHUHYTH B KOMOMHANus ¢ (IyOpoOnUPUMUAMH U TUIATHHA-0a3upaHa XUMHOTEpasi, Mpujarana Ha
Bceku 3 cenmutin win 240 mg Nivolumab, npuiioxkeH HHTpaBEeHO3HO B POABIDKeHUE Ha 30 MUHYTH
B KOMOHMHANUs ¢ (GIyOpONMPUMHIIMH U IUIATHHA 0a3upaHa XMMHOTEpaIus, Ipuiiarana Ha BCEKH 2
ceamun. Jleuenuero ¢ Nivolumab ce npenopbuBa 0 nmporpecust Ha 3a00JsIBAHETO, HEIPUEMIINBA

TOKCHYHOCT MJIH 710 24 Mecela MpH MalieHTy 0e3 mporpecus Ha 3a00JsBaHETO.

Pembrolizumab, B komOuHaIus ¢ TpacTy3yma0, GpayoponupuMHINH U IUTaTHHA-0a3upaHa
XHMHOTEPAIINS, € MOKa3aH 3a JICYUCHUE OT IThbPBa JIMHKS Ha JIOKAIHO aBaHCHPAJl HEOIIEpaOUIICH WITH
mertacrarnueH HER2-mostoskuTeeH ageHoKapIMHOM Ha CTOMaxa WK ractpoe3odareaiHara Bpb3Ka

IIpU BB3pACTHU, YMUTO TymopH ekcnpecupaTt PD-L1 ¢ CPS > 1.

Pembrolizumab, B xomOuHaiust ¢ GIyoponHpUMHINH M IUIaTHHA-0a3MpaHa XUMHOTEpAIus, €
IIO0Ka3aH 3a JIEYeHHE OT ITbPBA JIMHMS HA JIOKAJHO aBaHCHpaJl HeolepaOWiIeH WM MeTacTaTH4eH
HER?2-nHeratuBeH ajieHOKapIIMHOM Ha CTOMaxa WM ractpoesodareaiHaTa Bpb3Ka Mpu Bb3pacTHH,

yuuTo TyMopu excrpecupat PD-L1 ¢ CPS > 1

HpOI[’bJ'DKaBa A0 IIporpecus i HCIIpUuEMiIMBa TOKCUYHOCT. HpI/I KIMHUYHO CTAOMIIHU NanuCHTHU
C II'bPBOHAYAJIHW JAHHHU 34 ITPOTpECUs Ha 3a00/I5IBAHETO € MNPCIOPBUYUTCIIHO JICHCHUCTO Oa

IpOABIIKHU, JOKATO MMPOTpeCUsATa Ha 3a00JIIBaHETO HE Ce NNOTBbPAU

Zolbetuximab*, B koMOMHaLUs ¢ XUMHOTEPAIUs, ChAbpPXKaIIAa QIYOPONUPUMHUINH U TUIATHHA, ©
MoKa3aH 3a JIeYeHHE OT IIbpBa JIMHHUS Ha BB3PACTHH NAIMEHTH C JIOKATHO aBaHCHpaI,
Hepe3ekTabmieH wiu MeractatnueH HER2-oTpumarenen aneHokapiMHOM Ha cToMaxa WU
ractpoe3odareanHara Bpb3ka (gastro-oesophageal junction GEJ), unuto TymMopHu ca NOJI0KHUTETHU

3a Claudin (CLDN) 18.2

10.3. Bropa u noc/ieiBaly JUHUUA XUMHOTepanus (MPH XUCTOJIOTHsA 32 IeHOKAPIIHHOM)

Ramucirumab + Paclitaxel
Ramucirumab — 8 mg/kg 1.V., nuu 1, 15
Paclitaxel —80 mg/m2 L.V, nau 1, 8 u 15
[ToBTOpeHwue npe3 28 mHu.

Irinotecan + Cisplatin




Irinotecan — 65 mg/m2 L.V., nau 1, 8 u 15
Cisplatin — 30 mg/m2 L.V., nau 1, 8 u 15
[ToBTopenue npe3 28 auu.

FOLFIRI

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

Fluorouracil — 2400 mg/m2 1.V. 46-yacoBa undy3us

IToBTOpenue npe3 14 nuu.

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

IIpu rporpecus cien 6 u [I0BEYE Mecena cren
TUIATHHA/(ITyOpOITH PUMHUTTHOBUPEKUMH.

XUMHUOTCpaIIA

Paclitaxel —80 mg/m2 L.V., nau 1, 8 u 15
[ToBTOpeHue npe3 28 nHu.

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

ILF/ IF

Irinotecan 80 mg/ m2 i.v.(30-90 mus und. xen 1
Folinic acid 500 mg/m2 i.v. (1-2 u uu) xew 1
5-Fu 2000 mg/m2/d i.v. (22-24 4 uud.) nen 1

]_II/IK’bJ'I’bT CC IIOBTApA Ha BCCKU 6 cCAMUIU, MMOCJICABAH OT 1-2 CCAMHUYHA ITIOYHMBKA.

Ramucirumab — 8 mg/kg 1.V., nen 1 [ToBropenue npe3 14 aHM, 10 MPOrPECHs.

xkomOuHanus ¢ Paclitaxel He e moaxonsmia.

Crnen mporpecus Ha miaTUHa + GIyoponUpUMHUINHU U IIPU  TAUEHTH, IIPU KOUTO

Paclitaxel + Cisplatin

Paclitaxel — 100 mg/m2 I.V., mau 1 u 8
Cisplatin —30 mg/m2 L.V., nau 1 u 8
[ToBTopenue mpe3 21 gau.

Mitomycin C + Fluorouracil




Mitomycin C — 8-10 mg/m2 1.V., nen 1, npe3 kypc
Fluorouracil — 800 mg/m2 1.V, qau 1-3
[ToBTOpenue npe3 21 auu.

BTopa U nmocjeaABanmu JIMHUU TEPANns

HmyHoTepanusi npu Heonmepadu/IeH WM METACTATHYEH KAPLUMHOM HA CTOMAX NPH
nporpecus cJieJ MOHe eIHA NMPeIX0HA JUHUS Tepanus.

Pembrolizumab xato monotepanus - 200 mg 1.V. Ha Bceku 3 cenmurm wim 400 mg 1.V. Ha Bcexkn
6 CeIMHUIIM ITPU HeoTlepaOHIICH UITH METACTaTHYEH KapIIMHOM Ha CTOMaxa ¢ BUCOKa MUKPOCATEINTHA
HectabmwinocT (MSI-H) win neduiur B MeXxaHW3Ma 3a Bb3CTAHOBSBAHE HAa HECHOTBETCTBUATA Ha
JIHK (dA(MMR), koraro 3a00yiIBAHETO € MPOTPECUPATIO TI0 BPEME HIIM CIIeH MTOHE eAHa TPEeIX0IHa
Teparusl.

Jleuenuero ¢ Pembrolizumab mpoawsmkaBa 10 mporpecust Wid HempueminBa TOKcuuHOCT. [lpu
KIIMHUYHO CTAaOMJIHM TAIMCHTH C IThbPBOHAYAIHU JAaHHU 3a Mporpecus Ha 3a00JsIBAHETO €
MPETNOPHYUTENHO JCUCHUETO J1a MPOABIIKU, IOKATO MPOTrpecHsiTa Ha 3a00ISIBAHETO HE CEe TOTBBP/IH.

Trifluridine/tipiracil — 2 x 35 mg/m2 (ue noseue ot 80 mg Ha no3a) P.O. nueBHo, auu 1-5 n 8-12
JIeH

/Tlpu manMeHTH,KOMTO ca OWIIM Ha MOHE 2 IMHUU XUMUOTEpanus 3a HalpeaHasno 3a0osBaHe/
[ToBTOpenue npe3 28 gHU.

[lpn naumentn ¢ Hampenuan HER2 monoxuTeneH aJeHOKApUMHOM Ha CTOMaxa WU
racrpoe3odareanrHara CBpb3Ka, KOMTO ca MONYYMIM IIpPEIIIecTBalla CXeMa Ha OCHOBaTa Ha
TpacTy3ymao.

Monotepanus ¢ Trastuzumab-deruxtecan
Trastuzumab deruxtecan karo MoHOTepamnus € MOKa3aH 3a JICYeHHE Ha BH3PACTHH TMAIUCHTH C

HanpeaHan HER2-nonoxuTenen ageHoKapIimHOM Ha CTOMaxa WJIM ractpoe3odareaiHara CBpb3ka
(gastroesophageal junction, GEJ), kouto ca moay4uid Mpe/iIecTBamia cxeMa Ha OCHOBara Ha
TpacTy3ymao.



11. AJEHOKAPIHMWHOM HA TAHKPEAC

11.1. HeoaaroBaHTHA XMMHMOTEpPANusi

[Tpunara ce npu celeKTUPaHU NAMEHTH C TPAHUYHO PE3EKTAOUIICH CTaHi C 11eJ1 CHIDKEHUE Ha
CTa/us U Bb3MOXKHOCT 3a RO-pe3ekuust.

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

Gem/Cis

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

FOLFIRINOX

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

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

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

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

ITox 3amurara Ha GCSF.

11.2. AnioBaHTHA XUMHOTePANUs

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

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

Oxaliplatina 85 mg/m2i.v. B nen 1

FOLFIRINOX

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

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

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

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

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



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

ITox 3ammrara Ha GCSF.

Momnotepanus ¢ Gemcitabine ce nmpenopsuBa ja ce nmpuiiara caMmo MpH yBPEeICHHU MaIl[EeHTH.

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

11.3. Tepanusi npu Hepe3eKTA0OWIHA M MeTACTATUYHA 00JIeCT

11.3.1. Xumuorepanus rupu craauii 1IB u 11

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

Moandpununpan FOLFIRINOX

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

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

Calcium folinate 400 mg/m2 i.v. 2-4yacoBa un(y3us B nen 1 u 15

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

[ToBTOpenue npe3 29 nuu 10 6 MUKbBIIA

ITox 3ammrara va GCSF.

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

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

Mayo Clinic (6-8 kypca)




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

Cpuerano xumuorbuesaeuenue npu ctaauii [1B u 111

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

Cisplatin + Fluorouracil

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

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

FOLFIRINOX

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

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

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

FOLFIRI

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

Fluorouracil — 2400 mg/m2 1.V. 46-yacoBa uHpy3ust
IToBTOpenue npe3 14 nHu.

Mayo Clinic (6-8 kypca)

Nab-Paclitaxel + Gemcitabine

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

Gemcitabine + Capecitabine




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

[Tognbpxkamio JjedeHHWe Ha BB3pacTHU manueHTH ¢ repmuHatuBHU BRCA1/2 myrammm, c
METacTaTUYEH a/ICHOKapIIMHOM Ha IaHKpeaca, YHUEeTo 3a00JIIBaHE HE € IPOrPecupaso cies Hail-
Manko 16 ceaMuIIM JIeUeHHE C TbpPBa JIMHUA XUMHOTEparivs Ha 06a3ara Ha IUIaTHHA.
Mounotepamus Olaparib 600 mg Ttabnerku aHeBHo, P.O 10 mporpecus Wi HENpUEMIIUBA
TOKCHYHOCT.

11.4. Bropa JMHHMSA XUMHOTEpPANIHSA

Fluorouracil + Oxaliplatin

Oxaliplatin — 50 mg/m2 1.V, nen 1

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

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

Liposomal Irinotecan + Fluorouracil

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

Bcuuku PECKUMHU 3a MCTAaCTaTHU4YHA bonect ce IMPOBCXKAAT OO0 IIPOrpeCusa Ha bonectra u a0
HCIIpUEMJIMBa TOKCHUYHOCT.

11.5. Tpera TuHMA XUMHOTepaNus

Pegylated liposomal irinotecan e moka3aH 3a JeucHHEe Ha MeTacTa3Hpal aJCHOKAPIIMHOM Ha
naHkpeaca B komOuHaiwst ¢ 5 Fluorouracil (5 FU) u neskoBopuH (LV) npu Bb3pacTHH MAUEHTH C
Mporpecus Ciel IeueHNe, OCHOBAaHO Ha TeMIIUTa0WH.



12. XEHNATOUIEJYJIAPEH KAPIIMUHOM

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

3-8 bTH MO-YECTO.

12.1. HavajHa cMCTeMHA Tepanus

[Tpunara ce npu HeonepabuaHa uiu MeractraruuHa oosect B craguii C mo BCLC- kiacudukamnms
i kinac A u B o Child-Pugh. ITpuioxennero Ha KOHBEHIIMOHATHA XUMHOTEPAIHs € OTPaHUYEHO
1opajii BUCOKA PE3UCTEHTHOCT, HAapYIIeHA YepHOAPOOHA (YHKIHUS W NPUAPYKABAIIA XPOHUIHH
YEpHOAPOOHHU 00JIeCTH (XETATHT W/WIIM TUPO3a).

12.1.1.1TppBa 1MHUS TapreTHa Tepanus

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

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

terio >60 kg.

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

12.1.2. [IspBa MuHUS UMyHOTEpaNus
IIpuaara ce npu aBaHcHpPaJI Heonepadu/IeH XenaToueayJapeH KapuuHOM
Atezolizumab + Bevacizumab
Atezolizumab — 840 mg I.V., nen 1, npe3 14 axu
wm 1200 mg 1.V, nen 1, npe3 21 nan
w1680 mg 1.V., neH 1, npe3 28 qau
Bevacizumab — 15 mg/kg 1.V, nen 1, npe3 21 quu

[TarueHTHTE MOTAT /1a MOJTydar JiedeHue ¢ atezolizumab SC MHXEKIIMOHEH pa3TBOp 3a
[IOJKOXXHO

IMIPUIIOKCHUC. HaI_II/IeHTI/ITC, KOHUTO IMOHACTOALICM IOJTydaBaT atezolizumab 3a HHTPABCHO3HO
[MPUITOKCHUC, MOXKE J1da IPCMUHAT KbM JICUCHUC C atezolizumab HWHKCKIIUOHCH Ppa3TBOP 34
MMOAKOKHO ITPHUIIOKCHUC.

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




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

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

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

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

Cisplatin + Epirubicin

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

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

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

12.2. Tpauncaprepuaiana xemoemooau3amus (TACE)

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

12.3. Bropa JMHUS CHCTeMHA Tepanus

FOLFOX4

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

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

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




13. BUJIMAPEH KAPLIMHOM

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

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

Hpnnara CC XUMHOTEpAIIUA TP MHAUBUAYATIHO CCICKTHUPaHU ITallUCHTH.

13.2. IIbpBa JUHHS CHCTEMHA Tepanusi

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

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

GEMCIS

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

GEMOX

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

EFC

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

PEFG

Cisplatin 40 mr/m2 i.v 1 nen

Epirubicin 40 mr/m2 i.v 1 nen

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

[ToBTaps ce Ha 4 cenMuIn

Durvalumab - IpH Heonepaﬁn.ﬂen HJIN METACTATUYCH PAK HA KIBYHUTE IbTUILA




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

13.3. Bropa JiMHUS cCHCTEMHA Tepanusi

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

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

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

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

Pembrolizumab 200 mg I.V. na Bceku 3 cenmuin wiu 400 mg V. Ha Bceku 6 ceamuid, B
koMmOuHaiust ¢ remiurabun u Cisplatin, 3a jgedeHune OT mMbpBa JIMHUS Ha JIOKAIHO aBaHCHPAT
HeornepaOHIeH WK METaCTaTHUEH KapIIMHOM Ha YIIbYHUTE ITHTHIIA ITPH Bb3PACTHH.

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

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

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



14. KAPIHMHOM HA BBBPEK

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

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

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

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

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

14.1.2. IIbpBa IMHUSA TapreTHA Tepanus

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

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

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

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

e Interferon-alpha—3 x 3 mUI 1o 3 x 9 mUI S.C. cenmuyHo.

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

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

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



NmyHoTepanus

Nivolumab+ipilimumab

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

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

Nivolumab - 3 mg/kg 3a 30 munyTH

Ipilimumab - 1 mg/kg 3a 30 munyTH

®da3a KaTo MOHOTEpaIus:

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

480 mg Ha Bceku 4 cenmuiy 3a 60 MUHYTH.

Mo nporpecus Ha 3a00J15IBAHETO WIIM HEIPUEMIIMBA TOKCUYHOCT

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

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

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

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

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

Pembrolizumab* — 200 mg IV Ha Bceku 3 cenmuim wim 400 mg 1.V. Ha Bceku 6 ceMUIM B
komOuHarmst ¢ Lenvatinib, 3a medyenune oT mbpBa JWHHUS Ha aBaHCHpal OBOPEUYHOKIECTHUCH
KapLUHOM IIPU Bb3pacTHH

Pembrolizumab — 200 mg IV na Bceku 3 cenmurm wiamn 400 mg L.V, Ha Bceku 6 ceamuiy, neH 1
Lenvatinib 20 mg nmepopaiiHO BeAHBK THEBHO

Hpozn)mKaBa A0 1nporpecus Ui HEMPUEMJInBa TOKCUIHOCT. HpI/I KJIMHUYHO CTAOUJIHHI HaluEeHTN C
IIbpBOHAYAJIHU JAHHU 3a IPOTPECHA Ha 3a00JISBAHETO € MNPpENOPBHUUTEIHO JICUCHUCTO Aa IPOABIIKH,
AOKAaToO IporpecusTa Ha 3a00JIIBaHETO HE Ce IMOTBBPAHU.

Avelumab B xomOunamust ¢ Axitinib e mokasan karo mbpBa JUHHS Ha JICYCHHE HA BH3PACTHH
MalMEeHTH ¢ aBaHcHpall ObOpEUHO-KIEThYeH KapIIMHOM.

Avelumab 800 mg, npuoxeHa HHTPABEHO3HO B MPOABIDKeHUE Ha 60 MUHYTH, Ha BCEKH 2 CEAMUIIH
u Axitinib 5 mg - nmepopanHo aBa mbTH AHEBHO (mpe3 12 vaca) cbhe WM 0€3 XpaHa, 10 MPOrpecHs
Ha 3a00JI1BaHETO MM HEMTPUEMIIMBA TOKCUYHOCT.

Tivozanib* e moka3an 3a jeueHHe OT IbpBa JIMHUSA TMPH BB3PACTHHU MAIMCHTH C aBaHCHpaI
ObOpEeUHOKIETHhYEH KapLIIMHOM U IIPU Bb3PAaCTHU MAallMeHTH, KOUTO HE ca JIEKYBaHU C HHXUOUTOp Ha
VEGFR mTOR unxubutop ciex nporpecusi Ha 3a00JIsIBAHETO, CJIE] €IHO MPEIXOAHO JIEUCHUE C
utokuHY 3a aBancupan RCC. Ilpenopbuntennara qo3a tuBo3anud e 1 340 Mukporpama einH mbT
JHEBHO B MPOABDKEHNE HA 21 THU, TOCIIEABAHO OT 7-IHEBEH IIEPUO]] Ha IOUMBKA, KOETO ChCTaBIIsIBA



€/IMH ITHJICH TePANeBTHUYCH ITUKBI OT 4 ceAMUITU. Ta3u TepaneBTHYHA CXeMa TPSOBa 1a ce MPOABIIKU

A0 Iporpecus Ha 3a00/I1BaHETO HIIU A0 ITosIBa Ha HENIPUEMIIMBA TOKCUYHOCT.

Cabozantinib* e noka3zan karo MOHOTepamus 3a aBaHCHUpPal OBOPEHYHOKIETHYCH KApPIMHOM KaTo

II'bpBa JIMHUA HA JICHCHHUC HA Bb3PACTHU MMALIUCHTU CbC CPCACH UJIU BUCOK PUCK.

Cabozantinib* B xomOunarms ¢ Nivolumab e noka3aH 3a mbpBa JIMHUS Ha JICYCHUE HA BB3PACTHH
NAlMEHTH C aBaHCUpaJl ObOPEYHOKIETHYCH KAPIITHOM.

Tymopu, acounupanu ¢ 6oJect Ha von Hippel-Lindau (VHL)

Belzutifan* 120 mg P.O. aHeBHO Karo MOHOTepamus 3a ITbpPBa JIMHUSA JICYEHHE HA BB3PACTHHU

narueHTn ¢ Oonect Ha von Hippel-Lindau, xouTo ce HyXImasT OT Tepamus 3a acoluHpaH M
nokanmsupan ObOpeuHokieThrYeH KapumHoM (RCC), mpu KOWTO JIOKaTHUTE TEpareBTHYHU
IPOLEAYPH Ca HEMOIXOISIIN.

JleyeHnueto TpsOBa 1a NPOABILKU 0 NPOTPECHsl Ha 3a00JISIBAHETO WIIU J10 HEITPUEMIIMBA TOKCUYHOCT.

14.1.3. Bropa u nocJieaBaia JUHUsA

Axitinib — 10 mg P.O. nueBHO, 10 porpecus (cien MPeaecTBallo JIeYeHHE ¢ TUPO3UH-
KWHAa3HU MHXUOWTOPH WM M- TokuHH). [Ipn nobpa moHOCHMMOCT 103ata MOXe Ja ce
yBenuun 10 20 mg P.O. nueBHo.

Sunitinib — 50 mg P.O. nueBHo, 28 nuu u 14 1HU nouuBKa, uiu 14 Onu mepanus u 7 OHu
noyusKa cnopeo NOHOCUMOCMMA, IO Tporpecust (cien IMpeIIecTBAIO JIEYEHUE C
IIUTOKUHH).

Sorafenib — 800 mg P.O. nHeBHO, 10 Tporpecust (cieq MPEAIICCTBAIIO JICUCHUE C
LIUTOKWHHU UM TUPO3UH-KUHA3HU UH- XUOUTOPH).

Pazopanib — 800 mg P.O. mHeBHO, 10 Tporpecus (Ciea MPEAIIeCTBAIIO JCUCHUE C
IIUTOKWHHN).

Everolimus — 10 mg P.O. gHeBHO, 10 mporpecus (cieq MPEANIeCTBAIIO JICUCHUE C
TUPO3UH-KMHA3HU UHXUOUTOPH).

Nivolumab — 240 mg 1.V., npe3 14 auu wiu 480 mg 1. V., ipe3 28 auwu, 10 mporpecus win
HETNPUEMITUBA TOKCUYHOCT..

ITpu nporpecust Ha BTOpa JUHUS Npu 00JIHMU B 100po obuio ceetosiHue (PS) morar ga ce umar

npeaABU A JICKApCTBAaTa OT II'bpBa JIMHUS.

Cabozantinib* e moka3an karo MOHOTepanusi 3a aBaHCHpal OBOPEYHOKIETHUYCH KAPIIMHOM IIPH

BB3paCTHHU CJIICT NpCAIICCTBalla TApreTHA TEpANHA CPpCly CbAO0OBUA CHAOTEIICH PACTEKCH q)aKTOp.

14.1.4. Tpera u mocJjeaBalia JUHUS

Belzutifan* 120 mg P.O. nHeBHO KaTo MOHOTeparusi MpU BH3PACTHH TALMCHTH 3a JICUYCHUE Ha

aBaHCHUpaJl 6’56pe‘{HOKHeT’L‘{eH KapOUHOM OT CBCTJIOKJICTBUCH THII, KOHTO mporpecupa CJca ABC

WIN TIOBeYe JMHUU Ha Tepanus, BKiarouBaum PD-(L)1 uaxuburop u none nse VEGF Ttapretnu

TCpaIinu.



14.2. TlpexoaHoKJeThYeH KAPUMHOM Ha ObOPEYHOTO JiereHye

Umynorepanus ¢ Nivolumab 240 mg I.V., npe3 14 auu wiu 480 mg L.V., npe3 28 nuu, a0
[IPOrPECHs WK HEMPHUEMINBA TOKCHYHOCT.

LII/ITOCTaTI/ILIHI/I PEXUMU CE MpuIarat KaTo IIpyu KapuoyuHOM Ha ITMKOYCH MEXYP.



15. KAPIIMHOM HA JIEBEJIO U IIPABO YEPBO.

15.1. HeoagioBaHTHO XHMHOJIbYeIeYeHHE Ipu KapuuHOM Ha MpaBoO Y€pBO

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

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

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

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

Mitomycin C — 8-10 mg/m2 L.V., B nuuTe Ha JIbyenacueHne (CpeACTBO Ha HM300p MpHU aHaleH
KapIIUHOM)

+ Fluorouracil.

15.2. ApnioBaHTHA XHMHUOTepanus NPU KAPpUUHOM Ha /edesio U npaBo 4yepBo [lpuiara ce B
craauii 11l u B Hiaxou ciaydau Ha cramuii II: T4, auckonudepenmuupan tymop (G3), HUCKa cTeneH
Ha MuKpocaTenuTtHa HectabuiHoct (MSI-L/pMMR), B R A F M + , uneyc, nepdoparus,
U3CIIEIBaHM MO-Malko oT 12 numdHu BB3IH, ChAOBA U NEpUHEBpaAIHA UHBA3Us, BUCOKU HHUBA Ha
CEA. Ilpu kapunHOM Ha mpaBo uepBo ce npuiara B ctaauit 11 ulll.

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

Mayo Clinic (3-6 kypca)

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

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

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

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

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

Oxaliplatin — 85 mg/m2 1.V. 2-yacosa un¢y3us, aeu 1 Leucovorin — 200 mg/m2 L.V. 2-
yacoBa uH¢y3us, 1uu 1 u 2 Fluorouracil — 400 mg/m2 [.V. 6onyc, aau 1 u 2
Fluorouracil — 600 mg/m2 1.V. 22-yacoBa nundy3zus, qau 1 u 2

[ToBTOopenwue npe3 14 nxu.




XELOX

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

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

15.3. IIbpBa auHMA XUMHOTepanus (MpH MeTacTaTH4YHA 00J1ecT)

JleyenuneTo U3MCKBa NpeBapuTEIeH reHeTHYeH ananus 3a onpezaensHe Ha RAS (KRAS u NRAS)
CTaTyC B ONKTHA JabopaTopus upe3 BaauaupaHa MeToanka 3a oTkpuBane Ha KRAS (ex3onm 2, 3
u 4) u NRAS (ex30nu 2, 3 1 4) MyTanum.

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

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

FOLFOX4 + Bevacizumab

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

[ToBTOpenue npe3 14 nuu.

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

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

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

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

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

[ToBTOpenue npe3 14 nuu.



FOLFOX6

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

[ToBTOpenue npe3 14 nHu.
FOLFOX7

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

Leucovorin — 400 mg/m2 1.V. 2-gacoBa undysus, aex 1 Fluorouracil — 400 mg/m2 1.V. 6omayc,
nenl

Fluorouracil - 2400 mg/m2 1.V. 46-4yacoBa un¢y3us
[ToBTOpenue npe3 14-21 guu.

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

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

FOLFIRI + Panitumumab (nipu tymopu ¢ RAS WT)

Irinotecan — 180 mg/m2 1.V. 30-munytHa undy3us, aed 1 Leucovorin — 400 mg/m2 1.V. 2- qacosa
uH@y3us, aex 1 Fluorouracil — 400 mg/m2 1.V. 6omyc, aen 1

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

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

FOLFIRI

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

[Mpunoxenue Ha Bevacizumab ce npenopbuBa U Clie/l IbpBa MPOrpecHsi Ha KOMOMHAIUATA MY C
XUMHOTEPAIeBTUYECH PEXHUM OT IIbpBa JHHHMS, T.€. IOKA3aH € 3a MPOIb/KaBaHEe B KOMOMHAIUS C
XUMHOTEPAIeBTUYCH PEXHM OT BTOpa JIMHHS, MPENopbuBa ce JieueHHeTo ¢ Bevacizumab na
IPOABIDKU 110 Tiporpecus. Bevacizumab ce mpunara npu Tpera JIMHUS XUMHOTEpAIus, KOSTO € B
xomOuHanus ¢ Trifluridine/Tipiracil.

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



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

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

IFL + Bevacizumab

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

[Tpunoxxenue Ha Bevacizumab ce mpenopbyBa U Clie]] MbpBa Mporpecus Ha KOMOWHAIUATA MY C

XUMHOTEPAIEBTUYCH PEXXHUM OT ITbpBa JIMHHUSA, T.€. TTOKa3aH € 3a MPOAb/DKaBaHe B KOMOWHAIHS C
XMMHOTEPAIIEeBTUUCH PEXHUM OT BTOpa JIMHUS, TpernopbuBa ce JjedeHuero ¢ Bevacizumab na

MPOABJIKH J10 TIPOrPECHS.

CapeOX + Bevacizumab

Oxaliplatin — 130 mg/m2 I.V., nen 1

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

CaplIRI + Bevacizumab

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

+ Bevacizumab — 7.5 mg/kg 1.V, nen 1

IToBTropenue npe3 21 auu.

Benexxka: Ilpu no6assHe Ha Bevacizumab kM pesxuma nosara Ha Irinotecan e 200 mg/m2, a Ha

Capecitabine — 1600 mg/m?2.

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

Cetuximab- u Irinotecan-6asupanu pexxumu

Mitomycin C + Fluorouracil

Mitomycin C — 8 mg/m2 1.V., nen 1 (npe3 42 nuu)

Fluorouracil — 425 mg/m2 1.V., nau 1-5 (npe3 3 ceaqmurin).

I[I'bpBa IMHUSA UMYHOTEepanus (MPH MeTACTATUYHA 00JiecT)

Pembrolizumab - 200 mg 1.V. na Bceku 3 ceamunm i 400 mg 1.V. Ha Bceku 6 ceamunm, neH 1
IPU BB3PACTHHU 3a JICUCHHE OT ITbPBA JIMHUSA HA METACTATHUYCH KOJOPEKTAJICH KapIMHOM C BHCOKA



mukpocarenutHa Hectabminoct (MSI-H) mnm medurnur B MexaHW3Ma 3a Bb3CTAHOBSBAaHE Ha
HecboTBercTBUATa HA JJHK (AIMMR) npu BB3pacTHH.

[IpoabikaBa 10 MPOrpecHs WK HEMPUEMINBA TOKCUIHOCT. [Ipy KIIMHUYHO CTaOWITHY MAIUEHTH C
II'bPBOHAYAIIHYU JAHHU 32 MPOTpecHs Ha 3a00JISIBAHETO € MPENOPBUUTETHO JICYEHUETO J1a MTPOIBIIKHY,
JI0KaTO MpOrpecusTa Ha 3a00JsIBAHETO HE CE OTBBP/IH.

Nivolumab* B no3a 240 mg + Ipilimumab B no3a 1 mg/kg npunoxenn HHTPABEHO3HO Ha BCEKH 3
CeJIMUIIM, TOCJIeIBaHU OT MOHOTepanus ¢ Nivolumab, npunoxeHa MHTpaBeHO3HO ¢ 103a 240 mg Ha
Bcekn 2 cenqmuiy win 480 mg Ha Bceku 4 CeIMUIM, IPU BB3PACTHU MAIUCHTH C HEpe3eKTabuiieH
WA METACTaTUYEH KOJOPEKTAJICH KapLIMHOM C Ae(PULUT Ha Bb3CTAaHOBABAHE HA HECHOTBETCTBUE HA
JIHK mnu BUCOKa MUKpOCaTENUTHA HECTAOUITHOCT.

15.4. IMoaabprkama repanus
Ha3nauaBa ce npu MeTacTaTH4eH KOJOPEKTaJIeH KapIlMHOM 0€3 Mporpecus ciell bpBa JIHUHHUS.

Capecitabin +Bevacizumab

Bevacizumab — 7.5 mg/kg 1.V. nen 1 Capecitabine — 2000 mg/m2 P.O. neul- 14 IToBTopenue npe3
21 gHuA, 10 IPOTpeCHs.

Bevacizumab + 5FU/

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

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

Fluorouracil 600 mg/m2 i.v. , 22-yacoBa undys3us, aaul u 2 [loBTOpeHUe Ha 2 CEAMUITH

Cetuximab (mpu tymopu ¢ RAS WT) — 250 mg/m2 1.V. ceamuuno wiu 500 mg/m2 1.V. mpes 14
JIHU JIO TIPOTPECHSL.

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

15.5. Bropa JuHUSI XUMHOTEPANIHNA

Cnen FOLFOX ce mpeskimouBa va FOLFIRI + Bevacizumab nimm CaplRI + Bevacizumab.
Cnen FOLFIRI ce mpeBkiouBa Ha FOLFOX + Bevacizumab wiu CapeOX + Bevacizumab.

Irinotecan + Cetuximab (nmpu Tymopu ¢ RAS WT, nporpecupaJin B xoaa Ha lrinotecan-
0azupaH pexXuM WU 10 3 Mecela cJie] Hero)

Irinotecan — 180 mg/m2 L.V., nen 1

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

[ToBTOopenwue npe3 14 nxu.

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




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

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

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

FOLFIRI + Ramucirumab (cimex mppBa jgunms ¢ Bevacizumab, Oxaliplatin uwum
¢ayoponupumuaun) FOLFIRI

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

Mitomycin C + Fluorouracil

Mitomycin C —8 mg/m2 L.V., neu 1 (pe3 42 nuu)
Fluorouracil — 425 mg/m2 1.V, qau 1-5
[ToBTOopenue npe3 21 gHu.

Cetuximab (pu tymopu ¢ RAS WT, ciien Oxaliplatin- wu Irinotecan-6asupana mbpBa JIMHS)
—250 mg/m2 1.V. cenmuuno uinu 500 mg/m2 1.V, nen 1
[ToBTOpenue npe3 14 nHu.

HpI/I CUHXPOHHU MW MCTAXPOHHHU IlepHO,[[pO6HI/I MCTAaCTasu C€ IIPOBCKAA IPCAOIICpaTUBHA

XMMUOTEpAIUs C 11eJ1 KOHBEpCHUs KbM pe3eKTaduiHocT. [IpeanodnTa ce 4-MeceuHo NpuaokKeHne Ha
FOLFOXA4.

HNmyHoTrepanus npu nporpecusi Ha npeaxoaHa ¢GayoponupuMuANH-0a3MpaHa KOMOHHUPAaHA
Tepanus ¢ BUCOKa MuKpocateuTHa Hectaduanoct (MSI-H) nwim nepunur B Mexanusma 3a
Bb3CTaHOBsiBaHe Ha HecboTBeTcTBUATA HA JIHK (AMMR) npn Bb3pacTHu

Pembrolizumab kato monotepanus - 200 mg 1.V. Ha Bceku 3 ceamunm win 400 mg 1.V. Ha Bcekn
6 ceAMHUIM TPU HEONEepaOMJICH WIM METACTaTHUCH KOJOPEKTAJeH KapLUHOM CIIe/ TpeaxojaHa
GayoponupuMuanH-06a3upaHa KOMOMHMpaHa Tepanus Ha METaCTaTU4YEH KOJOPEKTAJIEH KapLIMHOM C
BHCOKa MUKpocarenuTHa HecTaOuinHocT (MSI-H) unu nedpunut B Mexann3ma 3a Bb3CTAHOBSBAHE HA
HecboTBeTcTBUATA HA JJHK (AIMMR) npu BB3pacTHu.

Jleuennero ¢ Pembrolizumab npoabmkaBa 10 mporpecust MM HENpPHEMIMBA TOKCHMYHOCT. [Ipu
KJIMHUYHO CTaOWJIHM TAaleHTH C MbPBOHAYAIHU JAHHU 3a Mporpecus Ha 3a00isiBaHETO €
IPENOPBHUUTENTHO JICYEHUETO J]a MPOIBIDKH, JOKATO MPOrpecusTa Ha 3a00IIBAHETO HE Ce IOTBBP/IU.

Nivolumab* B no3a 3 mg/kg + Ipilimumab B no3a 1 mg/kg, , npunokeHu UHTPABEHO3HO HA BCEKH 3
CeIMHIIM 32 ITbPBUTE 4 J103H, IOCJIEABAHU OT MOHOTEparus ¢ nivolumab, npuoxeHa HHTPABEHO3HO
¢ 103a 240 mg Ha BCeKu 2 ceIMULIM, IPU Bb3PACTHU MALMEHTH C KOJIOPEKTAIEH KapIIUHOM C 1e(pUIIUT
Ha Bb3CTAaHOBsBaHe Ha HechoTBeTcTBHE HAa JIHK mimm Bucoka MukpocarelnTHa HECTAOMITHOCT Clie
NpeuiliHa XUMHOTepanusi, 6a3upaiiia ce Ha (GpayoponupuMHUINH.

Hannuue Ha BRAF V600 myranus
Encorafenib+Cetuximab
Encorafenib B KOM6I/IHaI_II/IH C cetuximab 3a JICHCHHC Ha B’b3paCTHI/I IMaguCHTHN C MECTAaCTaTUYCH




konopektasieH kapimHoMm (KPK) ¢ BRAF V600OE myrarusi, Kouto ca JeKyBaHU TPEIH TOBa ChC
cucreMHa tepanus. [IpenoppuntenHara no3a encorafenib e 300 mg (detupu xamcynu ot 75 mg)
BE/IHBK THEBHO, KOTATO C€ M3I0JI3Ba B KOMOMHAIMs ¢ cetuximab.

15.6. Tpera JuHUS XUMHOTEpPANH

Trifluridine/tipiracil e mokaszan B komOuHarus ¢ bevacizumab 3a nedenue Ha Bb3pacTHH MALUEHTH C
MeTtactatuyeH kosopekraneH kapuuHoM (KPK), kouto mnpenm ToBa ca JeKyBaHM C JBE
IPOTHBOPAKOBU CXEMH, BKIIFOUUTEIHO Oasupanu Ha (ayopornupumuaun, Oxaliplatin u Irinotecan
xuomuorepanuu, antu-VEGF cpencrsa n antu-EGFR cpenctsa.

Trifluridine/Tipiracil e moka3an kaTo MOHOTepamusi 3a JiIeYCHHE Ha BB3PACTHH MAIMCHTU C
METaCTaTHUYCH KOJOPEKTAJICH KapIHHOM, KOMTO TPEIX TOBA ca JEKYBaHHU MJIHM ca OWIIM CUCTCHH 3a
HETIOIXOISIIHN 32 JICYUCHUE C JOCTHITHUTE TEPAITUH, BKIFOUHTEIHO Oa3upaHu Ha (IyOpOITHPUMHE/IHH,
Oxaliplatin u Irinotecan xumuorepanuu, ant-VEGF cpenctsa u antu-EGFR cpencraa.

Haanuyue na BRAF V600 myranus
Encorafenib+Cetuximab

Encorafenib B komOunarus ¢ Cetuximab 3a nedenne Ha BB3pacTHH IMALMEHTH C METACTATHYCH
konopektasien kapuuHoMm (KPK) ¢ BRAF V600E myranus, Kouto ca JIeKyBaHU MPEIU TOBA ChC
cuctemHa tepanus. [Ipenoprunrennara no3a encorafenib e 300 mg (4etupu Karncynu ot 75 mg)
BEJIHBK JTHEBHO, KOraTo CE U3M0JI3Ba B KOMOMHAIMSA ¢ cetuximab.

15.7. IlopeaHu JUHHUM CHCTEMHA Tepamus

[Tpunara ce npu noadpanu 60HU B 100po 001110 cheTosHue (PS) ciopen mpeaxogHo neyenue (cien
dbayopormmpumuaun, Oxaliplatin- wim  Irinotecan-chappikany  peXUMU) W OMOJOTHYHA
XapaKTepUCTHKA HATYyMOpa.

TapreTHa Tepanus 3a MalyMeHTUTE, KOUTO ca MOJYYHIN Ha bpBa JuHus anTu-EGFR unxuburopu
(Bb3CTaHOBSIBA C€ YYBCTBUTEIHOCTTA KbM Te3U areHTH) - aHTH-EGFR unxuéurop B komOnnanus
¢ Irinotecan B 1031 OT MbpBa WK BTOpA JIMHUA.

Momnorepanus Panitumumab (ipu Tymopu ¢ RAS WT) — 6 mg/kg I.V., npe3 14 quu, 1o nporpecus.

[Tpu mamnuentu, kouto He ca momydaBainu aHTH-EGFR wunxuburtop, HO u mpH Te3u, KOUTO ca
nonydyaBainu Cetuximab Ha mbpBa JIMHHS - pusara ce Panitumumab

Cetuximab (pu Tymopu ¢ RAS WT) — 400 mg/m2 L.V. aen 1, nociensano ot 250 mg/m2
I.V. cenmuuno mmm 500 mg/m2 LV. gen 1

[ToBTOpenue npe3 141Hu.
Regorafenib — 160 mg P.O. nueBno, aum 1-21
IToBTOpEHME Mpe3 28 1Hu.

Trifluridine/tipiracil — 2 x 35 mg/m2 (ue moseue ot 80 mg Ha no3a) P.O. auesHo, auu 1-5 u 8-12
[ToBTopenue mpe3 28 aau.

[Mpunarat ce MOHOTEpaNUK WK pa3nnyHu komOuHanuu ¢ Capecitabine, Mitomycin C,



Fluorouracil/Leucovorin, Oxaliplatin, Irinotecan.

Hamane na BRAF V600 myranus

Encorafenib+Cetuximab

Encorafenib B xomOunanus ¢ Cetuximab 3a jedeHue Ha BB3pAaCTHU NALMEHTH ¢ MeTACTATHYeH
kosopexrtajied kapunHoM (KPK) ¢ BRAF V600E myranms, KouTo ca JIeKyBaHU IIPEIU TOBA ChC
CHCTEMHa Teparusl.

[TpenoppunTennara no3a encorafenib e 300 mg (ueTupu Karcyau oT 75 mg) BeIHBK THEBHO, KOTAaTO
Cce M3IOoJI3Ba B KOMOMHAIMS ¢ cetuximab

5 mg Tegafur/4,35 mg Gimeracil/11,8 mg Oteracil. [Ipu MeracTraTHYeH KOJOpPEKTAJICH pak, KaTo
MoHOTepanus uin B komOuHanus ¢ Oxaliplatin nim Irinotecan, cbe unu 6e3 Bevacizumab, 3a neuenue
Ha TAlMEHTH C METACTaTHYCH KOJIOPEKTAJICH pak, 32 KOUTO € HEBB3MOXHO MPOABIDKABAHE Ha
JICYCHUETO C JApYr (QIyopONMPUMHANH, TMOPaJAM CHHIPOM pPbKa-KpaK WM ChpPICYHO-ChIOBA
TOKCHYHOCT, KOSITO CE MPOSIBSIBA B a/IFOBAHTHA HJIU METAaCTaTUYHA CPE/Ia.

* Monotepanust 30 mg/m2 (M3pazeno xato cpappxkanue Ha Tegafur) b.i.d. qau 1 - 14 ¢ may3a ot
enna ceamuna (£ Bevacizumab 7,5 mg/kg B nen 1)

* KomOunupana tepamnus 25 mg/m2 (U3pazeno kato chabpkanue Ha Tegafur ) b.i.d. nuu 1 - 14 ¢
naysa oT eaHa ceamuiia u Oxaliplatin b,c,d 130 (mg/m2) wnu Irinotecan, d 150-225f (mg/m2)".

15.8. XpoHomoayimpaHa Tepanus

CxemHu Ha XpoHoMoayJUpaHa XUMHOTEPallvs IIPH KOJOPEKTAJICH KaPpIUHOM

IMpunoxenne Ha Capecitabine (Fluorouracil) m Oxaliplatin

JIvuexumuomepanus npu 10KaaHo asarcupai kapyurom (cT3-4 unu ¢cN1-2)
e Capecitabine — 1600 mg/m2 P.O., Beuep B 21 yaca, auu 1-33 (B IHUTE C JIbUCIICUCHHE).

[Ipu XELOX 6 adwsanmen uiu memacmamuyer niau

e Capecitabine — 2000 mg/m2 P.O., Beuep B 21 yaca, ¢ MUK Ha KOHIICHTpaIKsTa B 4 yaca
CyTpUHTa, THH 1-14.

e Oxaliplatin — 130 mg/m2 L.V., mexxny 14 u 18 yaca, ¢ nuk Ha KOHIeHTpanusTa B 16 Jaca,
neH 1.

IToBTropenue mpe3 21 auu.

Ipu memacmamuuen xoaopexmanen kapuurom- xpono-FFLOxaliplatin + Fluorouracil +Leucovorin

e Fluorouracil — 700 mg/m2, I.V., mexmay 22 u 10 gaca, qau 1- 5.
e Oxaliplatin — 25 mg/m2, I.V., mexny 10 u 22 gaca, guu 1- 5.

e Leucovorin- 300 mg/m2, I.V., mexny 22 u 10 yaca, nuu 1- 5.

[ToBTopenue Ha 21 naHu.



15.9. YepHoapoOHa HHTPaapTepHAJHA XUMHOTEPanus NPpU MeTacTaTH4YeH
KOJIOPEKTAJIeH KAPIUHOM C YepPHOAPOOHH MeTACTa3H

[TpunoxkeHneTo Ha YEpHOAPOOHA WHTpaapTepualHa XUMHUOTEpanus Cce€ MpOBEXKIa B
CIICLUATM3UPAHU LICHTPOBE, B KOHTEKCTA HA MYJITUIUCIUIIIMHAPEH €KUIT, KOUTO BKIIIOUBA €KCIIEPTH
B XeMaroOuIMapHaTa XUPYpPrusi, MEIUIIMHCKATa OHKOJIOTHUSI, MHTEPBCHIIMOHAIHATA PaHOJIOTHS,
00y4YeHU MEAUITMHCKHUTE CECTPU U HYKJICAPHHU MEIUIIH.

UMA B xoMOMHamus ChC CHCTEMHa Tepamusi TpsOBa jga ce oomuciaum npu manueHTH ¢ KPK ¢
HeonepaOuITHA YepHOAPOOHN METaCcTa3 , KOUTO ca MPOTPEeCHPaIH ITPH CUCTEMHO JICYCHUE Ha IIbPBa
Y BTOpa JIMHKA. B fombiaHeHne, yepHoApoOHaTa HHTpaapTepHAIHA XUMHUOTEpANHUATa € IPUEMIINBA
KaTo JICYCHUE OT ITbpPBA JIMHUA MPHU MAIHUEHTH C ITBPBUYHO HEONEPaOWIHN YEPHOAPOOHHU JIC3HUHU.
UMA He ce mpenopbuBa MpH EKCTpaxemaraiHa OOJECT M3BBH KOHTEKCTa HAa KIMHHYHOTO
M3NUTBaHe. XUMHOTEpANUsATa C YePHOAPOOHO MHTpAAPTEPUATHO MPHIIOKEHUE B KOMOUHAIIMS ChC
CUCTEMHA Teparus € ormus 3a n3dpanu manueHtu ¢ KPK ¢ pesenmpanu depHOpoOHH JIe3UH.

15.10. KoMOMHMpaHM cXeMH Ha CHCTeMHAa M YEePHOAPOOHA MHTPAapTepHAIHA XHUMHOTEPANus
MPH KOJOPEKTaJIeH KapUMHOM € YePHOAPOOHU MeTacTa3H

[IpunokeHne Ha HHTpaapTEPUaIeH MOHO- ayopyparui (3-6 xypca)
Fluorouracil — 250mg/m2, unrpaaprepuanen nopt (IA.P.), nau 1-5
[ToBTOpeHue Ha 28 THU.

HuTpaaprepranno npuioxkenue Ha Levcovorint Fluorouracil (3-6 xypca)
Leucovorin — 20 mg/m2 , IA. P, qau 1-5

Fluorouracil — 250 mg/m2 , 1A.P, muu 1-5

IToBTOpeHue npe3 28 aHu.

WnTpaaprepuanto npusoxkenue Ha De Gramont (3-6 kypca)
Leucovorin — 200 mg/m2 IA.P. 2-yacoBa undys3ust, aau 1 u 2
Fluorouracil — 400 mg/m2 IA.P. 6onyc, nau 1 u 2

Fluorouracil — 600 mg/m2 1A.P. 22-yacoBa undy3us, qau 1 u 2
IToBropenue npe3 14-21 nuu.

WnTpaaprepuanto npusoxkenne FOLFOX4 (3-6 xypca)
Oxaliplatin — 85 mg/m2 1A.P. 2-4acoBa undysus, nex 1
Leucovorin — 200 mg/m2 IA.P. 2-4acoBa undys3us, 1au 1 u 2
Fluorouracil — 400 mg/m2 IA.P. 6onyc, nau 1 u 2

Fluorouracil — 600 mg/m2 1A.P. 22-4acoBa un¢ys3us, nau 1 u 2
[ToBropenue mpe3 14-21 nuu.

HuTpaaprepuanno npuioxenne Ha FOLFIRI (3-6 xypca)
Irinotecan — 180 mg/m2 IA.P. 30-MunyTHa undy3us, neH 1
Leucovorin — 400 mg/m2 IA.P. 2-4acoBa un¢y3us, neH 1
Fluorouracil — 400 mg/m2 IA.P. 6onyc, nen 1

Fluorouracil — 2400 mg/m2 IA.P. 46-4acoBa undy3us
[ToBTropenue mpe3 14-21 nuu.




Hurpaaprepuanto npunoxenne FOLFOX4 + Panitumumab (mpu tymopu ¢ RAS WT)
FOLFOX4

Panitumumab — 6 mg/kg IA.P., nen 1

[ToBTopenue npe3 14- 21 nuw.

Hurtpaaprepuanto npuioxenne FOLFOX4 + Cetuximab (npu tymopu ¢ RAS WT)
FOLFOX4

Cetuximab — 400 mg/m2 IA.P. nocieaBano ot 250 mg/m2 IA.P. cenmuyHo
[ToBTOpenue npe3 14- 21 nHu.

FOLFIRI + Panitumumab (mipu Tymopu ¢ RAS WT)
Irinotecan — 180 mg/m2 IA.P. 30-MunytHa undy3us, aex 1
Leucovorin — 400 mg/m2 IA.P. 2-yacoBa undys3us, acH 1
Fluorouracil — 400 mg/m2 IA.P. 6onyc, aen 1

Fluorouracil — 2400 mg/m2 IA.P. 46-yacoBa undy3us
Panitumumab — 6 mg/kg IA.P., nen 1

[ToBTOopenue npe3 14- 21 nuu.

FOLFIRI + Cetuximab (npu Tymopu ¢ RAS WT); FOLFIRI
Cetuximab — 400 mg/m2 IA.P. nocienBano ot 250 mg/m2 IA.P. cenmuuHO
[ToBTopenue npe3 14 -21 nuw.

WnTpaaprepuanno npuinoxenne Ha Oxaliplatin u uaTpaBenozen De Gramont (3-6 xypca)
Oxaliplatin — 125 mg/m2 IA.P. , 2 yacoBa un¢ys3us, nex 1

Leucovorin — 200 mg/m2 1.V. 2-4acoBa undy3us, qau 1 u 2

Fluorouracil — 400 mg/m2 1.V. 6oxyc, aau 1 u 2

Fluorouracil — 600 mg/m2 1.V. 22-yacoBa undy3usi, aau 1 u 2 (BapuanT 1)

Fluorouracil — 2400 mg/m2 1.V. 48-yacoBa undy3us, nau 1 u 2 (Bapuant 2- moaudunmpanDe
Gramont)

[ToBTOopenue npe3 21 mHu.

HnTpaaprepuanno nprioxenne Oxaliplatin + naTpaBeHo3Hu Leucovorin + Fluorouracil+/-
Cetuximab (ripu Tymopu ¢ RAS WT) (3-6 xypca)

Oxaliplatin — 125 mg/m2 1A.P. 2-4acoBa undysus, nex 1

Leucovorin — 200 mg/m2 1.V. 2-yacoBa undysust, nau 1 u 2

Fluorouracil — 400 mg/m2 1.V. 6onyc, nau 1 u 2

Fluorouracil — 600 mg/m2 1.V. 22-yacoBa undy3us, qau 1 u 2
Cetuximab — 400 mg/m2 1.V. mocaensano ot 250 mg/m2 1.V. ceamudno
[ToBTropenue npes 21 guu.

WnTpaaprepuanto npusokenue Oxaliplatin u untpaBeHo3nu Leucovorin + Fluorouracil +/-
Bevacizumab (npu Tymopu ¢ RAS MT)

Oxaliplatin — 125 mg/m2 |A.P. 2-dqacoBa un¢y3us, 1eH 1

Leucovorin — 200 mg/m2 1.V. 2-gacoBa undysus, nau 1 u 2

Fluorouracil — 400 mg/m2 L1.V. 6onyc, nau 1 u 2

Fluorouracil — 600 mg/m2 1.V. 22-4acoBa undy3us, nau 1 u 2

Bevacizumab — 5 mg/kgl. V., nen 1

[ToBTopenue mpe3 21 gHu.




Wutpaaprepuanno npuinoxenue Ha Oxaliplatin u untpaBeno3no FOLFIRI (3-6 kypca)
Oxaliplatin — 125 mg/m2 1A.P. 2-uacoBa undy3us, neH 1

Irinotecan — 180 mg/m2 1.V. 30-munytHa undysus, aeH 1

Leucovorin — 400 mg/m2 1.V. 2-yacoBa undy3us, aeH 1

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

Fluorouracil — 2400 mg/m2 1.V. 46-4acoBa uHdy3us

[ToBTOpenue npe3 21 auwm.

HHuTtpaaprepuanto npuiokenre Ha Oxaliplatin + Irinotecan + Fluoruracil u MHTpaBEeHO3HO
Cetuximab (mpu Tymopu ¢ RAS WT) (3-6 kypca)

Oxaliplatin — 85 mg/m2 IA.P. 2-yacoBa undys3us, neH 1

Irinotecan — 180 mg/m2 IA.P., 2-yacoBa undy3us, aeH 1

Fluorouracil — 2800 mg/m2 IA.P. 48-4acoBa undysus, aex 1

Cetuximab — 400 mg/m2 1.V. mocaensano ot 250 mg/m2 1.V. cenMmu4HO

[ToBTOpenue npe3 21 aHwM.

KAPIUMUHOM HA TBHKUTE YEPBA

XuMuoTepanus ce rnpujiara camo pu MHONEpaOuIIeH WM METacTaTUYEH CTaJAui Ha OoJecTTa u ce
IPOBEXJa CIOPE] NPUHIUIINTE HA CUCTEMHOTO NMPOTUBOTYMOPHO JIEYEHHUE HAa MeTacTacTaTH4eH
KapLMHOM Ha 1€0€eJI0TO U IPABOTO YEPBO.



16. KAPHMHOM HA AHYC

16.1. JIbuyexuMuoJieyeHHE MPHU JOKAIHU3MPAH KAPLUHHOM

Fluorouracil + Mitomycin C

Fluorouracil — 500-1000 mg/m2 1.V., npoxbiokurtenta uadysust, 101 1-4 u 29-32
Mitomycin C — 10 mg/m2 1.V. 6onyc, aau 1 u 29.

Mitomycin C + Cisplatin + 5-FU + JIT

Mitomycin C 12 mg/m2 i.v. obuia no3a 20 mg nen 1

Cisplatin 60 mg/m2i.v. 1-29 [T

5-FU 1000 mg /m2/d i.v. npoabiokurensa uadysus 1-4 nen na 1 ceqmuna u 29-32 nen JIT
50.4 Gy 28 nau

Mitomycin C + Cisplatin + JIT

Cisplatin 25 mg/m2i.v 1,8,15,22 ]I
Mitomycin C 10 mg/m2 i.v. 1]
JIT 36 Gy 20 dpakuun

Cnen 2 ceqmurm mociaensano ot Cisplatin 25 mg/m2 i.v. 43,50,57 J]
Mitomycin C 10 mg/m2 i.v. 43]]
JIT 23.4 Gy 13 ppakuuu

16.2. XumuoTepanusi Npu MeTacTaTU4HA 0OJIeCT

Cisplatin + Fluorouracil

Fluorouracil — 500-1000 mg/m2 L.V., nau 1-5
Cisplatin — 100 mg/m2 1.V., npoxbiokutenta uady3us, 1eH 2
[ToBTOopenue mpe3 28 aHu.




17. HEBPOEHAOKPUHHHU TYMOPU

[IpencrasnsaBar rpyna OT TyMOPH C pa3JIMYHA JOKAIU3ALU U KIMHUYHO POTHYAHE.

BxirouBa  ciaemHuTe  BUAOBE:  KapIUMHOWIHHM, MAHKpPEacHW, OT HaAOBOpedyHa Kiesa,
deoxpoMonUTOM/IIaparalranoM,  HUCKO  AudepeHuupan/IpeOHOKICThYEH,  MYJITHIUICHA
CHJIOKPUHHA HEOIUTa3usl TUM | ¥ THIT 2, 1 HEBPOCHIOKPUHEH C HEM3BECTCH IPOU3XOI.

JlekapcTBeHOTO JeueHne Ha wmeractasupaiure HET ce ompenmens OT NpPOrHOCTHYHHTE
XapaKTEepPUCTHKH Ha Tymopa. M300pbT Ha TepamusATa 3aBHCH OT CTENEHTA Ha TYMOpPHA
mudepenunanus (G), nponudeparuBuara aktTuBHOCT (Ki 67%) u cTenenTta Ha pa3npocTpaHeHue Ha
METaCcTaTUYHUS MpoIieC (TYMOPHUS 00eM).

[Tpu pagukanHo ornepupaHu TyMOpH 0e3 o0pa3HM M OMOXMMHUYHH JaHHU 32 MEPCUCTCHIUS HE ce
pOBEXAa amoBaHTHO JiedeHue. [Ipu Bucokogudepennupannte (G1) Tymopu OGuorepanusiTa che
comarocroruHoBu anano3u (CCA) Octreotid LAR, kakto u ¢ Lanreotide, Lanreotide Autogel
(Hepeructpupanu B bbirapus) e jeyeHue KaTo MOHOTepanus Ipu OaBHOHApacTBAIM TYMOPH B
MmeractaTuyeH craguil. CoMaTOCTaTMHOBUTE aHalNo3d ¢ OBbp30 JelcTBUE U YABIDKEHO
0CBOOOXK/IaBaHE Ca OCHOBHU IIPH JICYEHUETO HA KApPIMHOMIHUS CUHJIPOM U B clydyauTe Ha
npezonepaTuBHa noarotoBka Ha ¢ynkuuonupamu HET. B cnyuyante Ha panHa mporpecus (<6
MeC.) XMMHOTEpanusTa € OCHOBEH MeToa Ha u3bop. KomOumHupanara OMONOrMYHa Tepamnus
(Octreotid LAR) u TapreTHa Tepamusi ce MpernovnTa Ipyu TyMOPH € 0-0aBHA MPOrpecusi.

Xumnorepanusara ce npenopbuBa npu Meractazupaiu HET G2 m HET G3, ne3zaBucumo ot
nokanuzanusTa u npu Ki 67% nam 2% .

He ce nmpenoppuBa npu kiacuueckute kapruHonau G1 mopaau teparneBTudeH oTroBop moa 15%.

TapreTHuTe Tepanuu ChIIO HAMUPAT NPWIOKEHUE B cucTeMHOTO JiedeHne Ha HET. Knuauuna
epexTUBHOCT Tyk ca nokazand mTOR uaxuOutopsT Everolimus 1 MynTUKUHA3HUAT UHXUOUTOP
Sunitinib.

17.1. XumuoTepanusi Npu HeMeTacTaTH4Ha 0oJiecT

17.1.1. KapunMHOWIHA TYMODH

XumuoTtepanus ce o0Chk/a pu OpoHXHaHA U TUMYCHA Jlokanu3anus. [Ipunara ce cinen pesexuus
Ha TUMYCHHM TYMODPH C JIOKOPETMOHAIHO PA3MPOCTPaHEHHE W NMPU OPOHXHATIHH TYMOPHU C HHUCKA
crerneH Ha gudepenumanyst — G2 u G3.

Cisplatin (Carboplatin) + Etoposide

Cisplatin — 60 mg/m2 (Carboplatin AUC4-5) 1.V., nen 1
Etoposide — 100 mg/m2 I.V., qau 1-3
[ToBTOpenwue npe3 21 mHM.




17.1.2. HeBpoeHOIOKPUHHEN TYMODH OT HaIO0BO0peyHa Kiie3a

XumuoTepanus ce Ipuiara ciej onepanus Ha aJpeHalleH KapLUHOM C HHUCKa CTENeH Ha
mudepenmmanuss — G2 u G3 wim npu HeomepaOWIIEH TyMOp, HE3aBHCHMO OT CTENEHTa Ha
nudepeHIHAIIHS.

O-P-DDD (Mitotane, lysodren) — 2 g P.O. aueBHo, yBenu4aBane 10 4-6 g P.O. qHeBHO (MHHUMYM
3 Mecera); Mpu XOpMO- HOAKTHBHH TYMOPH C IPOSIBH HA CHMIITOMATHKa.

17.1.3. PeoxpomMoMTOM/IIAPArAHTIINOM

He ce IIpOBEKIa XUMUOTCpaIIs.

17.1.4. HuckonudepeHumpany TYMOpU Wiy npedHoKIeThYeH (HebenoapobeH) KapiMHoM

Cnen xupyprus wWid Ipd HeomnepaOWwiIeH TyMoOp ce I[pujara XuUMHOTEpanmus Karo 3a
IpeOHOKJIEThYEH KapLIMHOM Ha Osu1 Apo0, chueTaHa UK He C JTbyelleueHue.

Cisplatin + Etoposide

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

17.2. XumuoTtepanusi npu MeTacTaTH4YHa 0oJiecT

17.2.1. KapumHOWIHA TYMODH

HasnauaBa ce Octreotide, He3aBUCHMMO OT HAJIMYME WM OTCHCTBUE HA KAPIIMHOWJCH CHHAPOM
(TIpu TYMOpHU C IPOU3XO0J OT XpAaHOCMMIIATENEH TPAKT U Osu1 Ap0o0):

Octreotide LAR — 30 mg I.M. (moBropenue npe3 28 quu).

Monotepanust ¢ Everolimus — 10 mg P.O. nHeBHO (IpW KaplMHOWAHH TYMOPH C
0enoapoOeH MPOU3XO0.).

[Ipy Hanmuuue Ha BUCLEpATHU MeTacTa3u (4YepeH ApoO, Me3eHTepHalHU JUM(HU BbH3IN)
JOI'BJIHUTEITHO ce 00CHKAaT 4-6 Kypca XUMUOTEpaIIus:

Dacarbazine — 1000 mg/m2 1.V., nen 1 [ToBropenue npe3 3 ceaAMHUIIH.

FDE 5-Fu 500 mg/m2 i.v. 1 go 3 nen

Dacarbazine 200 mg/m2 i.v. 1 1o 3 aen Epirubicin30 mg/m2 i.v.1 1o 3 nen

ITpe3 3 cenm. makc. 9 kypca



17.2.2. HeBpoeHOIOKPUHHEN TYMODH Ha XPAaHOCMIJIATEIEH TPAKT

Momnortepanus ¢ Octreotide LAR — 30 mg .M., npe3 28 quu (ipu 4peBHEA TYMOPH).

Momnotepanus ¢ Everolimus — 10 mg P.O. aueBHO (IIpr HEBPOEHIOKPUHHH TYMOpH C
MAHKPEACeH WJIM YPEBEH MPOU3XON).

Octreotide LAR + Everolimus (1ipu HEBpOESHIOKPHHHH ITAHKPEACHU TYMOPH).
Octreotide LAR — 30 mg .M.

Everolimus — 10 mg P.O. nueBno, nuu 1-28
[ToBTOpenwue npe3 28 nHu.

ITpu mporpecust Ha Octreotide LAR u Hamuuude Ha BHUCIEpAlHH METAacTasd ce OOCHKIAT
cieqHuTe U360opu: Sunitinib — 37.5 mg P.O. aueBHO, 6€3 TepaneBTUYHU MAY3H JI0 POTPECHUS.

Everolimus — 10 mg P.O. aueBHO, 10 IpOrpecwus.
Octreotide LAR + Everolimus

Octreotide LAR — 30 mg .M.

Everolimus — 10 mg P.O. aaeBHo, nuu 1-28
[ToBTOpeHue npe3 28 aHHU.

Everolimus — 10 mg P.O. nueBHo.

[lpy Hamuuwie HA BHCHEPATHH METAcTa3d JONBIHHATEIIHO ce oO0ckxmar 4-6 kypca
xumuotepanus: Cisplatin + Etoposide

Etoposide — 130 mg/m2 I.V., aau 1-3

Cisplatin — 45 mg/m2 L.V., nuu 2-3

[ToBTopenue npe3 21 nuu.

17.2.3. BTODa JIMHHUSA IIPU METACTaTUYHN HEBPOCHAOKPUHHN TYMOPH

17.2.4. HeBpoeHOOKPUHHY TYMODHU OT HAI0OBOpEeyHa xKiiesa

XuMHOTepanus ce mpuiara cliefl pe3eKIus Ha MbPBUUEH aipeHalleH KapIIMHOM U Ha METacTa3u
uu 6e3 HaTM4nue Ha XUPYPTHUs.

Cisplatin + Etoposide + Epirubicin

Cisplatin — 40 mg/m2 (Carboplatin AUC5-6) L.V., tiu 2 u 9



Etoposide — 100 mg/m2 L.V., aau 5-7 Epirubicin —30 mg/m2 L.V., nau 1 u 8
[ToBTopenue npe3 28 auu.

O-P-DDD (Mitotane, lysodren) — 2 g P.O. nueBHo, yBenuuaBane 10 4-6 g P.O. nueBHO npu
MOHUTOPHpAHE Ha MJJa3MEHUTE HUBA (MUHUMYM 3 MeceLa).

[ToBTOpenwue npe3 28 nHu.

17.2.5. ®eoxpomMoMTOM/IIAPArAHTIIUOM

Oo6cwxaar ce 4-6 Kypca XUMHOTEpanusl.
Cyclophosphamide + Vincristine + Dacarbazine

Cyclophosphamide — 750 mg/m2 1.V., nen 1 Vincristine — 1.4 mg/m2 1.V., neu 1
Dacarbazine — 600 mg/m2 L.V., nau 1 u 2

[ToBropenue mpe3 21 guu.

17.3. Tymopu, acouuupanu ¢ 6oect Ha von Hippel-Lindau (VHL)

Belzutifan* 120 mg P.O. qHeBHO KaTo MOHOTEpanus 3a IbPBa JIMHUS JIeUCHHE Ha Bh3PACTHU MAlUEHTH C
6onect Ha von Hippel-Lindau, kouto ce Hyx1asT OT Teparus 3a HEBpOCHIOKPUHHH TYMOPH Ha TaHKpeaca
(PNET), npu KOMTO JIOKATHUTE TEPAIICBTHYHHU POLEYPH Ca HEITOIXOISIIIH.

Jledenuero Tp}I6Ba Ja MpOoABbJIZKU OO0 IIPOrpecus Ha 3a00JI5IBAaHETO WJIU A0 HCIIPpUEMIIMBA TOKCUYIHOCT.



18. KAPIIMHOM HA SWYHWK, ®AJOIIUEBA TPbBA U
ITbPBUYEH IEPUTOHEAJIEH KAPIIMUHOM

XuMHOTEpanusi ce MPOBEXJa KaTo: aJlOBaHTHA NPU PAJAMKAIHO ONEpUpaHu OOMHHU (BKI. ChC
CHCTEMHA Ta30Ba U NapaaopTaiHa TMM(paAeHEKTOMHUS ), HEOaJIOBAaHTHA — IIPH JIOKAJIIHO aBaHCUPAIIH
UHOIIEepaOMIIHU OOJTHY U TepareBTUYHA — IIPH MeTacTaTHYHa 0OJIecT.

AJfoBaHTHa XMMHOTEpanus He ce mpoBexaa B cramuii [A, B ¢ BucokogudepeHmpanu TyMopu
(G1) u xucrosorusi, pa3IudHa OT CBETIOKICThYCH KAPIIUHOM.

18.1. HeoagwBaHTHA XUMHOTEpANMs

Haznauara ce mpu FIGO craamii [1IC u V.

Carboplatin + Paclitaxel Carboplatin — AUC4-6 1.V., neu 1 Paclitaxel — 175 mg/m2 L.V., nen 1
[ToBTOpenue npe3 21 qHu.

Paclitaxel + Carboplatin + Bevacizumab Paclitaxel 175 mg/m2 iv. 34. Uu¢ nen 1 Carboplatin AUC
4-6 iv. neH 1

Bevacizumab 15 mr/kr i.v. nen 1

Carboplatin + Docetaxel (nmpu nemonocumoct kM Paclitaxel) Carboplatin — AUC 4-6 1.V, nen 1
Docetaxel — 75 mg/m2 I.V., nen 1

[ToBTopenue mpe3 21 guu.

18.2. AnmioBaHTHA XUMHOTepPANUs

18.3. Ilpwu cranmii IA, B (ymepeHo 1o nuckoaudepenuupanu rymopu — G2-3)
Mownotepanust ¢ Carboplatin AUC6 (Cisplatin — 100 mg/m2) 1.V., nen 1

[TosTopenue mpe3 21 nuu (4-6 xKypca).

18.4. Tpwu craauii IC u IIA (6 kypca)
B Ta3u kareropus ce BKJIHOYBA U XUCTOJIOTHS HA CBETJIOKIETHYCH KapPIIMHOM.
Mownotepanus ¢ Carboplatin AUC6 L.V. (Cisplatin — 100 mg/m2) I.V.

[ToBTOpenue npe3 3 ceaMuULHA.



Carboplatin (Cisplatin) + Paclitaxel

Carboplatin AUC4-6 I.V. (Cisplatin — 75 mg/m2 1.V.), nen 1
Paclitaxel — 175 (135 mg/m2) mg/m2 L.V., nen 1
[ToBTOpenue npe3 21 auwm.

Cp

Cyclophosphamide — 600 mg/m2 1.V., nen 1
Cisplatin — 75 mg/m2 1L.V., nen 2
[ToBTOpenue npe3 21 auwm.

benexka: [Ipu GomHu ¢ HapyiieHa 6b0pedna pyHKIUS U CbC ChPACYHOCHI0BA OOJIECT
Cisplatin ce 3amens ¢ Carboplatin.

CarboC

Carboplatin AUC 4-6 I.V., nen 1
Cyclophosphamide — 600 mg/m2 1.V., nen 1
[ToBTOpenue npe3 21 axu.

18.5. IIbpBa JIUHHUS XMMHOTEPANHA

IIpoBexkma ce 1mpu  OBPBHYHO aBaHcupana Oomect (cramwmii  1IB-1V) wwumm  crien
MaKCHMaJHa/ONTHMaIHa BTOPUYHA ITUTOPEIYKTUBHA XUPYPTrUus (MUHUMYM 6 Kypca).

Carboplatin (Cisplatin) + Paclitaxel

Carboplatin AUC4-6 (Cisplatin — 75 mg/m2) 1.V., nen 1
Paclitaxel — 175 mg/m2 3-uacoBa un¢ysus, aeH 1 IToBropenue npe3 21 qHu.

Carboplatin + Paclitaxel + Bevacizumab

Carboplatin — AUC6 1.V., nen 1

Paclitaxel — 175 mg/m2 I.V., nen 1

Bevacizumab — 15 mg/kg 1.V., nen 1 (neuenuero ¢ Bevacizumab npoxbikasa 15 mecera)
[ToBTopenwne npe3 21 gam (6 Kypca).

[Mopnwpikaiio eyenne ¢ Bevacizumab e nmpenopbUuTeIHO MPEAUMMHO TIPU MAIUSHTH 0e3
BRCA1/BRCA2 repMHHATHBHU WA COMATHYHH MYTAIHH.

MOHOTCpaHI/IH npu 0OJIHHM C MPOTUBOIIOKA3aHUS 3a TAKCAHU:

e Cisplatin — 100 mg/m2 L.V. nipe3 21 nuu.
e Carboplatin AUCG6 I.V. npe3 21 auu.
e Cyclophosphamide — 100-150 mg P.O. nueBHo, auu 1-25, npe3 28 nuu.



[Mogabpxamio neuenne npu aBancupai (craguit Il u IV no FIGO) BucokocTeneHeH enuTeiaeH pak
Ha SUYHULIUTE, paK Ha (aroNueBUTe TPHOU UM MbPBUYEH MEPUTOHEANIEH PaK

[Tpu narenty ¢ BRCA1/2 myranust (repMUHATUBHA W/WIIM COMaTUYHA), KOUTO Ca C II'bJICH
WINA YaCTHYEH OTIOBOpP CIIE/ 3aBbPIIBAaHE HA I'bpPBA JIMHUS XHMHOTE panus Ha 0a3zaTa Ha
IUIaTUHA:

Olaparib 600 mg tabnetku aaeBHO, P.O, 10 mporpecus, HeMpUEeMIIMBa TOKCUYHOCT HIIH JI0
2 ronunu. [Ipu maumenTH ¢ JaHHU 3a 3a0o0isaBane ciex 2 roauau Jeuennero ¢ Olaparib moxe
J1a POIBJIKU 110 MPEIeHKA Ha JIEKyBallIus JeKap.

[Tpu nanuenTu ¢ aepuuuT Ha XoMonoxHa pekomOunamus (HRD), kouto ca ¢ mbjieH Hiu
YacTUYEH OTIOBOP cJie]l 3aBbPIIBAHE HA IIbPBA JMHUS XUMUOTEpaIus Ha 0a3ara Ha IJIaTHHA
B KOMOMHanus ¢ OeBaru3ymao:

Olaparib 600 mg tabnerku aueBHo, P.O B komOuHamus ¢ Bevacizumab 15 mg/kg Beaabx
Ha BCEKM 3 CEMHIH, 0 MPOTpecHsi, HENPUEMIIMBAa TOKCUYHOCT WK 10 2 roaunu. Ilpu
MAIUeHTH ¢ JaHHW 3a 3a0oisBaHeTo cien 2 roauHu jedeHuero ¢ Olaparib moxe na
OPONB/DKA 10 TpeleHKa Ha JeKyBamus Jiekap. [IpoabIDKUTENHOCT Ha JICYCHHE C
Bevacizumab - wmakcumanHo 15 Mecena, BKJIIOYBAIM MEPUOJMTE B KOMOMHALUS C
XMMHOTEpANHus U KaTo MOAIbPIKAIIO JICYCHHUE.

18.6. Bropa JuHuS XUMHOTepanus

18.6.1. ITpu mporpecus Ha OosiecTTa HaA 6 Mecela ciuer XxuMuoTepanus, chabpaxkama paclitaxel.

[Ipunara ce CbIIUAT PEKUM.

18.6.2. IIpu nporpecus Ha 6onectra HaI 6 Mecena ciel XUMUOoTepanus, Hecbabpxkamia Paclitaxel

Cisplatin + Paclitaxel

Carboplatin + Gemcitabine

Carboplatin AUC4 L.V., ren 1
Gemcitabine — 800 mg/m2 I.V., quu 1 u 8

IToBTropenue npe3 21 guu.

18.6.3. [Ipu nporpecus Ha OosiecTra Hax 6 Mecela el JISUeHHE ¢ IUIaTUHA-0a3upad peXUM

Carboplatin + Gemcitabine + Bevacizumab

Carboplatin AUC4 1.V, nen 1
Gemcitabine - 1000 mg/m2 1.V., nau 1 u 8 Bevacizumab - 15 mg/kg 1.V., nen 1
[ToBTOopenue mpe3 21 auu (10 mporpecust).

Etoposide + Epirubicin




Etoposide — 100 mg/m2 L.V., nuu 1-3
Epirubicin — 60 mg/m2 L.V., nen 1
[ToBTOpenue npe3 21 auwm.

Ifosfamide + Paclitaxel

Ifosfamide — 1500 mg/m2 I.V., qau 1-3

Mesna — 400 mg/m2 I.V., B yacose 0, 4 u 8 cien Hayanoro Ha ifosfamide
Paclitaxel — 175 mg/m2 1.V., nen 1 IToBropenue npe3 28 mHM.

Etoposide + Ifosfamide/Mesna

Etoposide — 100 mg/m2 1.V., aau 1-3 Ifosfamide — 1000 mg/m2 I.V., aau 1-3 Mesna
—400 mg/m2 1.V., B yacose 0, 4 u 8 ciex Hauanoto Ha ifosfamide IToBTopenue mpe3
28 mHU.

[Mommwpxkamio siedenue ¢ Olaparib tabl. - 600 mg P.O. mHeBHO, 10 Mporpecus WM HEIPUEMIIUBA
TOKCHYHOCT. HasHauaBa ce 1mpd [ObJIHA WIM OaplMalHa pPEMHCHS Ha  CIUTEIeH
IUIATHHAYYBCTBUTEJICH OBapHalieH KapIMHOM, pak Ha (ajJonueBUTe TPHOM WIM MHPBUYCH
MIEPUTOHEAJICH PaK.

18.6.4. IIpu iatuHa-pe3ucTeHTHO 3a00isiBade (mporpecus Ha 0osecTra moa 6 Mecela ciell
IIaTHHA-0a3MpaHa XUMHUOTEPANMs) ClIe OPUIOKEHH OT 1 10 3 NpeIXOaHU CXEMU Ha
CUCTEMHO JICUECHUE

Mirvetuximab soravtansine* - 6 mg/kg kopurupaso uacanHo tejecHo tero (adjusted ideal body
weight, AIBW), npunarana BeiHBX Ha Bcekd 3 ceamunu (21-mHeBeH HUKBI) moa ¢opmaTta Ha
WHTpaBEHO3HA UH(PY3Hs, 10 TPOrpecHs Ha 3a00JIIBAHETO WM HEMPUEMIIUBA TOKCUYHOCT. [Ipunara
ce TpH MAIMEHTH ¢ TMOJIOKHUTENEH 3a (onaten perentop ainda (FRa), pe3ucTeHTeH Ha JeueHUE C
MJIaTHHA BUCOKOCTETICHEH CEPO3€H CMUTEJICH KaplIMHOM Ha SMYHULIUTE, (GaTONUEeBUTE TPHOU MITH
I'bPBHUYEH TIEPUTOHEATICH PaK.

18.6.5. IIpu nporpecust Ha GoJiecTTa Mo 6 Mecela el XMMHOoTepaIus, Hechabpxaina Paclitaxel

[Mpunara ce Paclitaxel — 175 mg/m2 1.V. (moBropenue npe3 21 nuu) wiu Paclitaxel — 80
mg/m2 L.V., nau 1, 8, 15 u 22 npe3 28 auu
+ Bevacizumab — 10 mg/kg 1.V. nipe3 14 quu (710 mporpecus).

benexka: [1pu 6orect, pe3ucTeHTHA Ha MIaTHHA-0a3upanu pexxumu u/unm Paclitaxel, morar na ce
BKJTIOYBAT W JIEKAPCTBEHH MPOAYKTH 1Mo (opMa HAa MOHOTEpamus, 0e3 ChIIEeCTBEHA pa3liuka B
e(EeKTUBHOCTTA, HO C Pa3JInKa B TOKCUYHUS TIPOQHIL.

18.6.6. ITpu mporpecus Ha OoJiecTTa MO 6 Mecera cliel XuMuoTepanusd, chabpsxkaria Paclitaxel

Topotecan — 1-1.5 mg/m2 L.V., agau 1-5
[ToBTOopenue npe3 21 nHu.




Ifosfamide — 1000 mg/m2 1.V., gau 1-5, u Mesna — 400 mg/m2 1.V., B vacose 0, 4 u 8
cien Havasoto Ha Ifosfamide
[ToBTOpenwue npe3 28 qHu.

Etoposide — 100 mg/m2 L.V., nuu 1-5
[ToBTOpenue nmpe3 28 nHu.

Cyclophosphamide — 100-150 mg P.O. nueBHo, auu 1-25
[ToBTOpenue nmpe3 28 nHu.

Vinorelbine — 25 mg/m2 I.V., a1 u 8
[ToBTOopenue npe3 21 nHu.

Gemcitabine — 800-1250 mg/m2 L.V., nau 1 u 8 (15)
[ToBTOpenue npe3 28 mHu.

Topotecan + Bevacizumab

Topotecan —4 mg/m2 L.V., qau 1, 8 u 15
Bevacizumab — 10 mg/kg I.V., nau 1 u 15
[ToBTOpeHwue mpe3 28 mHu (10 MpOrpecus).

Carboplatin + Doxorubicin (PLD)*

Carboplatin AUC5 I.V., nen 1 PLD* 30
mg/m2, neH 1
[ToBTopenue mpe3 28 nuu (6 HUKbIA).




19. KAPOHMHOM HA EHIOMETPUYM

OcHoBeH JieuebeH METOJT € XUPYPTHUHUAT — JIAapOXUCTEPEKTOMHUS C ABYCTPAaHHA aIHEKCEKTOMUSI.
JIpueneuenneTo Ma BoAEIA POJIs KaTO aJlI0OBAaHTEH METO/| B TEPAIIEBTUYHOTO MTOBEICHUE IIPU paKa
Ha MaTto4yHoTo Tso. Craauar Ha 3a0oyiiBaHETO onpezens oOemMa Ha JIbYENICYEHUETO U

H3I10J13BaHaTa TCXHHUKA.

JloGaBsiHETO Ha a/IfOBaHTHA XMMUOTEpAINus KbM Ha3HAYCHO JTbUEJICYEHUE [TPU €HIOMETPOUIEH THII
kapuuaoMm III cragmif, mogoOpsiBa CTaTUCTHYECKH 3HAYUMO CBOOOJHATa OT MPOTpecust
HPEXIKAEMOCT U 0011aTa S-TOANIIHA IPEXKUBIEMOCT.

HpI/I HGOHepa6I/IJ'IeH JIOKAJIHO aBaHCHUPAJI KapIIWUHOM U ITPpH METACTA3UPAJIO 3a001BaHe BoAcIIa pOJIst
HMa CUCTCMHOTO JICKAPCTBECHO JICYCHUC.

19.1. AmoBaHTHA CHCTeMHA Tepanusi

Carboplatin (Cisplatin) + Paclitaxel

Carboplatin AUCA4-6 (Cisplatin —60 mg/m2) 1.V., nen 1
Paclitaxel — 175 mg/m2 1.V, nen 1
[ToBTOpenue mpe3 21 guu

19.2. CucremHa Tepanus Npu MeTaCTaTUYHA 00JIecT

Epirubicin + Cisplatin

Epirubicin —60 mg/m2 1.V., nen 1
Cisplatin — 75 mg/m2 LV., nen 1
[ToBTOpenue npe3 21 auu

Carboplatin (Cisplatin) + Paclitaxel

Carboplatin AUC4-6 (Cisplatin — 60 mg/m2) I.V., ren 1
Paclitaxel — 175 mg/m2 1.V, nen 1
[ToBTopenue mpe3 21 nuu

Ifosfamide/Mesna + Cisplatin

Ifosfamide — 2000 mg/m2 I.V., nen 1, 12-yacoBa undy3us

Mesna — 800 mg/m2 1.V., B yacose 0, 4 u 8 ciex nauanoro Ha Ifosfamide Cisplatin — 50
mg/m2 I.V., nen 1

[Toropenwue mpe3 21 auu (6 Kypca).

Moxe na ce MMPUIIOKU MOHOTCPAIIUA C aHTPALUKIIMHU UJIN TaKCAHU.

Durvalumab* B kombunamus ¢ Carboplatin u Paclitaxel e moka3an 3a mbpBa JMHUS Ha JICUCHHUE TIPU
BB3PACTHH C TbPBUYEH aBAaHCUPAT WJIH PEIHIUBHPAILl PaK Ha CHIOMETPHYMa, KOUTO ca KaHIUIaTH 3a
CHCTEMHA TepaIwsi, IoCe/IBaHa OT MOIbPIKAIIIO JICUCHHUE C:

* Durvalumab karo MoHOTepamusi mpuU pak Ha EHIOMETpUyMa C JeQHUIUT Ha MEXaHHW3Ma Ha
BB3CTaHOBsIBaHE Ha HechoTBeTCTBUATA HA JJHK (IMMR)



* Durvalumab B komOuHarwst ¢ Olaparib npu pak Ha engomMeTpryMa 6e3 IePHUIUT Ha MEXaHU3Ma Ha
BB3CTaHOBsIBaHE Ha HechoTBeTCcTBUATA HAa JIHK (pMMR).

[TanmeHTuTe C pak Ha EHIOMETpUYMa TPsIOBa /1a ce OLICHABAT 3a Tepanus Ha 6a3zara Ha MMR craryca
Ha TyMOpa, IOTBBPJIEH Ype3 BaJIUIUPaH TECT.

[IpenoppunTennara go3a durvalumab e 1 120 mg B komOunanus ¢ Carboplatin u Paclitaxel Ha Bcexu
3 ceqmunu (21 aaK) 32 MUHUMYM 4 1 10 6 IMKBJIA, ociensanu ot durvalumab 1 500 mg Ha Bceku 4
ceaqmuiy karo Mmonorepanus (IMMR nanuentn) win B komOunarwst ¢ Olaparib 300 mg aBa nbTu
nHeBHO (PMMR nanmentn).

Jledenuero mpoawipkaBa no ompexaeneHa cropen RECIST vl.1 mporpecus Ha 3a00iIBaHETO WA
HEMPUEMJIBAa TOKCUYHOCT.

Pembrolizumab B komOunamms c¢ Lenvatinib, e mokasaH 3a JcueHHE Ha aBaHCHPAl WIH
peIUIMBHpAI] CHIOMETPUAIICH KAPIMHOM IIPH BB3PACTHHU, NPH KOUTO 3a00JSIBAHETO €
MIPOTPECUPAIIO, WITH CIIS]T TPEIXOAHO JICUCHHUE C TUIATHHA-0a31paHa Teparus P BCIKAKBU yCIOBUS,
¥ KOUTO HE Ca MOJIXOISAIIH 32 paJKaIHa OTIepalvs WIH ThUeTePaIIvs.

Pembrolizumab, — 200 mg IV na Bceku 3 ceamuitu wiu 400 mg 1.V. Ha Bceku 6 ceamunu, aeH 1
Lenvatinib 20 mg nepopaiHo BeJHBK THEBHO

[IpoabikaBa 10 mporpecus Wik HENpUEeMINBa TOKCUYHOCT. [Ipu KITMHUYHO CTaOWITHY MAalMEHTH C
I'’bPBOHAYAIIHU JIAHHH 32 TIPOTPECHs Ha 3a00JIIBAHETO € MPEMOPHUYUTEITHO JICUEHUETO J1a POABIIKH,
JIOKaTO Iporpecusita Ha 3a00JIIBaHETO HE C€ TOTBBPAH.

Pembrolizumab karo monotepanus - 200 mg 1. V. Ha Bceku 3 ceamunu nin 400 mg 1.V. Ha Bceku 6
CeAMUIIM 3a JICYEHHWE HA aBaHCHUpaAJ WIM PEIUIAUBUPAIL €HIOMETPHAJIEH KapIHMHOM C BHCOKa
MUKpocatenuTHa HectaOminHOocT (MSI-H) wiu neduuut B MexaHuW3Ma 3a BH3CTAaHOBSIBaHE Ha
HecboTBeTcTBUATA Ha JJHK (AMMR) npu BB3pacTHH, Ipu KOUTO 3a00JIIBAHETO € MpOorpecupao,
WJIH cJIe/l TPEIX0THO JIeUeHHE ¢ TUIaThHA-0a3upaHa Tepanus Mpy BCIKAKBU YCIOBUS, M KOUTO HE ca
MTOAXOIAIIN 32 PaIUKAITHA OTIepaIis W JIbYETEPaIHsl.

Jleuenueto ¢ Pembrolizumab npoxwmkaBa 10 mporpecus Wiau HenpueMinBa TOKcHYHOCT. [lpu
KJIMHUYHO CTA0MJIHM NAalMEeHTH C I'bpBOHAYAIHHU JaHHU 3a Hporpecus Ha 3a00NsIBaHETO €

MPETIOPBUYUTCIHO JICUHCHUCTO Aa IMPOABJIKHU, JOKATO IMPOrpecuAaTa Ha 3a00/IIBaHETO HE CE IMOTBBP/H.

HNmyHoTEepanus

Pembrolizumab* 200 mg 1.V. na Bceku 3 ceamunu mim 400 mg 1.V. Ha Bceku 6 ceamuiu B
xomOuHanms ¢ Carboplatin u Paclitaxel, karo mbpBa TuHUS 3a IeyeHNe Ha ITBPBUYHO aBaHCUPAIT HIIH
PELUIUBHPAIIl €HIOMETPHATICH KapIMHOM MpPU Bb3PACTHH, KOUTO Ca KaHIWIATH 3a CHCTEMHa
Tepanms.

HpomeKaBa A0 mporpeCud njir HEIIPUEMJIMBa TOKCUYHOCT. HpI/I KIIMHUYHO CTaOMIIHH IHaluCHTH C

II'bPBOHAYAIIHU JAHHU 3a MPOrpecHs Ha 3a00JIIBaHETO € MPENOPbUYUTETHO JIEYEHUETO J1a TPOABIIKY,
JIOKaTO MPOrpecusiTa Ha 3a00JIIBAaHETO HE C€ MOTBBPIM.

19.3. JlekapcTBeHM KOMOMHALMHU, IPUJIATAHU NIPH KAPIHHOCAPKOMH



Paclitaxel +Carboplatin

Paclitaxel 175 mg/m2i.v. D1
Carboplatin AUC 6 i.v. D1

Paclitaxel +Ifosfamid

Paclitaxel 135mg/m2i.v. 3a 3 yaca D1

Ifosfamide 1.69/m2/D i.v. (penyuupana mo 1.29/m2/ ako nauumeHTHT € HOJTYYHIT
npeaBapuTepHO JbueTepanust) D1-3.

[ToBTOpenue Ha 3 ceAMHIIN 10 8 IUKBIIA.

Cisplatin + Ifosfamide

Cisplatin 20mg/m2/D i.v. + Ifosfamide 1.5g/m2/d i.v. 3a 1 wac D1-4 Mesna 120mg/m2 i.v.
bolus 3a 15 munytu (HaToBapBama m03a) D1 Mesna 1.5g/m2/d npoasmkurenta nadysus D

1-4

Cisplatin

Cisplatin 50 mg/m2 i.v. D1
[ToBTOpEHME HA BCEKU 3 CEAMMIIH.

Carboplatin

Carboplatin 400 mg/m2 i.v./D1
[ToBTOpEHKE HA BCEKU 3 CEAMMIIH.

Paclitaxel

Paclitaxel 110-200mg/m2 i.v. D1
HOBTOpeHI/Ie Ha BCEKH 3 CCAMMIIN.

Topotecan

Topotecan 1.2-1.5mg/m2/d i.v. D 1-5
HOBTOpeHI/Ie Ha BCEKH 3 CCAMMIIN.

Docetaxel - Ilpniara ce nmpu npoTuBoNoKa3anusi 3a jgedenne ¢ Paclitaxel

Docetaxel 36mg/m23a 1 yac,i.v. D1,8, u 15
HOBTOpeHI/Ie Ha Bceku 4 CcEaAMUIIN.

Ifosfamide

Ifosfamide 2g/m2/d i.v. + Mesna 2g i.v. B Hauanoro 15 MunyTH nipean uHpy3usATa
Ha [fosfamide - D1 - 3
[ToBTOpEHUE Ha 3 CEIMHUIIH .

19.4. XopmoHoTepanus



AJIOBaHTHa XOPMOHOTEpanus HE C€ MPOBEXKAA. XOPMOHOTEpaIusi ce Mpuiiara mpu OOJHH ¢
mudepennpanu TymopH (G1), ¢ TOKOpernoHaNeH peluaAnB /WK NalneyHu Metacta3u. EQekTsT
Ha JICUCHUETO CE ONpeAeNs OT HaIW4YMe Ha CTEPOMIHM PELENTOpU B TyMOpPA, IOPAIU KOETO Ce
IpernopbuBa IMYHOXHCTOXUMHYHO U3CIIEIBAHE.

Medroxyprogesterone Acetate — 1000 mg P.O. auesno (10 nuu Hacumane); ciaen toa — 500 mg
P.O. 3 nbTH CEIMUYHO — CAMOCTOSTEIIHO MK B KoMOuHanus ¢ Tamoxifen — 40 mg P.O. gueBHoO.

19.5. CapkomMu Ha MATOYHOTO TSLJIO

MarounuTte capkoMu o0OXBamaT MMO-MaJIKO OT 1% OT 3JI0Ka4eCTBEHUTE TI'MHEKOJIOTWYHU
3a0osaBanus U OT 2% 10 5% OT BCUUKM 3J10KaYECTBEHU 3a00JIIBaHMsI HA MaTKaTta. JledeHnero npu
JOKaJIM3UpPaHo 3a00IIBaHe € ONepaTHBHO. JIbUeIeueHHEeTo He € CTaHJapT — MPOBEXK/Ia CE CaMo MPH
ompeneneHn TMokazaHus. JIOKadHO aBaHCHpAJIHWTE, HEONEpaOWIIHM, KaKTO M METAacTa3upajuTe
TYMOpPH HOJJISKAT Ha CUCTEMHO JICKApCTBEHO JICYEHHE — XOPMOHAIHA TEPaNHsi IPU ONpe/IeIeHH
XHMCTOJOTUYHU THUIIOBE M IIMTOCTATUYHO JieueHHE. [[MTOCTaTHYHOTO JiedyeHHe He ce pa3iuyaBa
CBUIECTBEHO OT TOBA IIPH OCTAHAIUTE MEKOTHKAHHU CAPKOMH.

Jleitomuocapkom

o Gemcitabine 900mg/m2 i.v. 3a 90 munytu D 1 u 8 , cieasan ot Docetaxel 100mg/m2 i.v.
3a 60 munyTH - D8, cieiBaH OT rpaHyJIONUTEH KOJIOHHO-cTUuMyupai gpaktop (G-CSF) 150w/m2 s.c.

D 9-15 unu Pegfilgrastim 6mg s.c. D 9 unu 10. [ToBTopenue Ha 3 ceAMUIM 10 POrpecus

WY TIPOSIBA HA TOKCUYHOCT.
[TanpeHTH, NONXYYWIM TPEIBAPUTENHO JIbUETEpamus 3a Tas3a, IoJydaBaT JO3H
Gemcitabine 675mg/m2 i.v. u Docetaxel 75 mg/m2 i.v.

o Doxorubicin 50mg/m2 3a 15 munytu D1, nocneasan ot Ifosfamide 59/m2 upes 24 gacosa
uHdy3wus i.v. c Mesna 6g/m2 B 36 uacoBa wuH(y3us i.V. [loBropeHue Ha 3 ceMUIIN.

o Doxorubicin 60 mg/m2 i.v. D1
o Dacarbazine 750 mg/m2 i.v. upe3 undy3us 3a 96 gyaca D1 no 4 IloBropenue Ha 3 CEIMMIIH.

o Gemcitabine 10mg/m2/muH i.v. 3a 180 munytu D 1, mocnensan ot Dacarbazine 500mg/m2
1.v. 32 20 MUHYTH BCekH 2 cenqmuiu 1o oomo 12 nuxeia. [ToBraps ce Ha Bceku 2 ceaAMULIN 10
0o0m1o0 12 mukbIiIa.

o Vinorelbine 25mg/m2 i.v. 3a 10 munytu D 1 u 8, nociensano ot Gemcitabine 800 mg/m2 i.v.
3a 90 min. [ToBropenue Ha 3 ceaMuIIn. MOHOXUMHOTEPATTHSI

o Ifosfamide 2g/m2/d i.v. + Mesna 2g i.v B Hadanoro 15 mMuHyTH mpenu uHQY3UATa Ha
Ifosfamide D1-3. [ToBTopenue Ha 3 ceIMUITH.

o Dacarbazine 1200 mg/m2 i.v. 3a 20 munytu - D1 [ToBTOpeHHe Ha 3 CEAMUIU 10 MAaKCUMYM
8 nuksbIa.

o Doxorubicin 75mg/m2 i.v. bolus - D 1 TToBTopenue Ha 31 auu.

o Epirubicin 75mg/m2 i.v. bolus - D1 ITosropenue Ha 3 ceMHIIH.



Gemcitabine 1,000mg/m2 i.v. D 1, 8 u 15 IToBTOopenue Ha 4 ceMUIIH.
Ifosfamide 1.5gm/m?2 i.v. exxenneBHo ¢ Mesna D 1 10 5

Vinorelbine 30mg/m2 D 1 u 8 [ToBTropenue Ha 3 ceqMUIIH.

Docetaxel 36 mg/m2i.v.3a 1 yac D 1, 8, u 15 [ToBTOpeHue Ha 4 ceaMuUIIN.



20. TPOD®OBJIACTHA BOJIECT

I'ecranmmonnara TpodobiactHa 6osect oOeIuHIBA rpyIia 3a00JsIBAaHUS, CBP3aHU C TYMOPH, KOUTO
ce pa3BuBar oT TpohoOIACTHHU KIETKHU B IJIallEHTaTa Mo BpeMe Ha OpeMeHHOCTTa. HezaBucumo ot
HHCKAaTa CH 4€CTOTa — I1O-MaJIKO OT 1% OT THHCKOJIOTHYHUTC TYMOPH, T IIPCACTABJISABA 3HAUYUTCIICH
WHTEpPEC MOpaay MHOTO JOOPHTE JIeUeOHU PE3yITaTH Y MIIAU )KCHH B PEIPOIYyKTHBHA BH3PACT.
UYerupure BuAa Ha recTaiionHa TpodobdaacTHa O0IECT BKIIOYBAT: IIBJIHA MOJIa XUAATUTO3A - TIPH
Hesl He ce HaONoJaBaT IUIOJHM M TUIAIICHTAPHW YacTH, YacTHYHA MOJa XHUJAATUTO3a, KOUTO
CBHOTBETHO CE pa3/IeNIsAT Ha HEMHBAa3MBHA M HHBAa3WBHA MOJIa, M XOpUOKapIIMHOM. lHBa3uBHaTa MOJIa
€ ITbJIHA MOJIa — UM JISCTPYKTHBEH CTPOCK M WHBA3UPa MYCKYJIHUS CIIOW HA MaTOYHATa CTCHA.

XOpHOKAPIIMHOMBT € PSIIBK arpeCUBEH TyMOp, POU3XO0XKIaIl oT TpodobiacTHus emuren. Haii-
gecT € 10 35 r. Bp3pacT. YecTo mpean HEro € MMalio TPO3J0BHIHA OPEMEHHOCT, IUIAllCHTApHH
TpodoOIACTHH TYMOPH U EMUTEIOMIHH TPO(POOIACTHH TYMOPH, KOUTO Ca HHBA3UBHH U ca
Hapuuanu ['ecrannonna tpodobnactaa Heomnasus (GTN). Yectorara Ha Moja XUAATUTO3a € TO-
Maiko ot 10 ma 1000 6peMeHHOCTH.

Cerinacno npenopbkute Ha FIGO, cnen eBakyupane Ha Mosia xuaatujosa, auartozara GTN
(recranimonHa TpodoOIacTHA HEOIIA3Hs ) C€ MTOCTaBs IPH:

3agppkane croitHocTute Ha 6eta UXI (B-HCG — yoBemkn XOproroHaioTpOnuH) Ha €THO HUBO HaJ
3 ceamunm nmokaysane ¢ Haja 10% Ha cToliHocTHTe Ha Oeta UXI' B pamkuTe Ha 2 -4 CeMMIIN;
3aabprkane Ha ctoiiHocTH Ha B-HCG Hag HopMmara 6 Mecelia clie]] eBaKyalysi Ha MoJiarTa;
XUCTOJIOTUYHO JOKa3aH XOPHOKAPIIMHOM, TUIAIEHTapeH TpoQoOIacTeH TyMOp HIIU CIUTEIOUICH
Tpo(obiIacTeH TyMOp JaJIeYHO METacTa3upaHe.

B nmombnHeHne KbM aHATOMHYHOTO CTaJUpaHEe Ce Ipujara TOYKOBAa CHCTeMa, BKIrouBama 19
IIPOrHOCTUYHHU (paKTOpa 3a OLIEHKA Ha PUCKA U IPOTHO3HPAHE OTIOBOPA KbM XMMHOTEpAIus.

[TaneHTKH C MO-MajKko OT 7 TOYKM MMAT HUCBK PHCK OT pa3BUTHE HAa PE3UCTEHTHOCT KbM
JICYEHHETO M OOMKHOBEHO C€ TOCTUTa PEMHCHS C MOHOTepanus. BucOKopucKoBHTE OOIHHU
noJyiexar Ha KomMOuHUpaHo sedeHue. Haii-romsima texxect nma HuBOTO Ha B-HCG, TymopHUST
pasMep, OposT U JIOKanu3alusaTa Ha METacTa3uTe.

Monudunupana nporaoctuyHa ToukoBa cucreMa Ha C30, anantupana keM FIGO

PuckoB ¢pakrop | Touxn O Touku 1 Touku 2 Touku 4

Bw3pacr < 40y >40y — —

[TpeqmecTBama | Mosa Abopt Term —

OpeMEeHHOCT

Mecerm or | <4 4-6 7-12 >12

SEEEN (L) Ha

OpeMEeHHOCTTa

[TpemieueOHU <10° 10%-10* 10*-10° >10°

ct-tu Ha hCG*

Haii-ronsmm <3cm 3-4 cm >5cm —

TYMOpPEH pp

/BKJL.MaTKara/

Meracrazu bsn 1po6 Creska, ' tpakt UYepen npob
OBOperun MO3BK




Bpoii meracrazu | — 1-4 5-8 >8

Heycnex oT | — - MOHOTEPAIHS >2 UTOCTaTHKA
Ipe/IecTBalla

XT

*hCG = human chorionic gonadotropin

Pesynrar 0-6 = HUCHK puck Pe3ynaraT >7 = BUCOK pUCK
XuMHoTepanusaTa € Hail — epeKTUBHUAT MeTo/ Ha siedeHue npu 6omuute ¢ GTN. IIpoueHTsT HA
nsnekyBane noctura 100 % npu Huckopuckoute u 80-90 % mpu BUCOKOPUCKOBUTE MALIUEHTKH.
20.1. JleyeHue MpPH HUCHK PUCK
Metothrexate — 40 mg/m2 .M. cenmuuno, 10 Hopmanuzupane va hCGT.
Metothrexate + Leucovorin
Metothrexate — 1 mg/kg I.M., nau 1, 3, 5u 7
Leucovorin— 0.1 mg/kg I.V., nau 2, 4, 6, u 8
[ToBropenue npe3 21 nuu (10 HopManusupane Ha hCGT).
20.2. JleyeHue MPH BUCOK PHCK
EMA-CO
Metothrexate — 100 mg/m2 L.V. ennouyacoBa uHdy3us, aeH 1
Metothrexate — 200 mg/m2 1.V. 24-yacoBa uHpy3us, aeH 2

Leucovorin — 15 mg/m2 1.V. npe3 6 4aca (8 mo3u) ot wac 16 cnen 3amouBane Ha 24-yacoBara
uHdy3us ¢ Metothrexate Etoposide — 100 mg/m2 I.V., qau 1 u 2

Dactinomycin — 05 mg LV, mgam 1 u 2
Cyclophosphamide — 600 mg/m2 1.V., nen 8 Vincristine
— 1 mg/m2 1.V., nen 8

[ToBTopenue npe3 28 auu (10 HopMmanu3upane Ha hCGT).

CroacuTellHa XUMHAOTEPANNs IPU BUICOKOPUCKOBU MAIIMECHTH

EP-EMA
EP

Etoposide 150mg/m2 i.v. 30 mun. und. nen 1 Cisplatin 3x25mg/m2 i.v. 4 4. uad. nen 1

EMA

Etoposide 100mg/m2 i.v. 30 mun. un¢. aen 1 Methotrexate 300mg/m2 i.v. 12 4. und nen 1



Dactinomycin 0,5 mg i.v. 6omycnen 1

Ca folinate 15 mg 2X nu p.o/i.m npe3 124 gen 1 u 3 Havano - 244. ciieJ HAYaIOTO Ha
METOTpEKCaTa.

AnTepHpaIlo NPUIIOKEHNUE Ha ABETE KOMOMHAIIMY IIPE3 CEIMHUYHU UHTEPBAJIH.

TP/TE
TP

Paclitaxel 135 mg/m2 i.v. , 3-uacoBa un¢ys3us aen 1 Cisplatin 60 mg/m2, 3-uacoBa undy3us neH 1
AnTepHupano npuiioKeHue c:

TE

Etoposide 150 mg/m2 iv. l-gacoBa wuHby3us geH 15

Paclitaxel 135 mg/m2 i.v. , 3-4acoBa undy3us aeH 15

JleuenueTo ce npeycraHoBsiBa Ipu HopMaiu3upane Ha O6era UXI 3a 8 ceamuniu.



21. KAPIIMHOM HA MATOYHA IIIUMKA

21.1. HeoagwBaHTHA XUMHOTEpPANUSA

HeOElI[IOBaHTHa XUMHOTCpAIiuA HC € CTaHAApPTHO JICHCHHC. Moxe Aa CC IMPUIIOKHU IIPU OTACIIHU
OonHu 1o mpeueHka. [Ipu JokanHO aBaHcHpana OOJECT CIEAONEPAaTHBHOTO JIBUCIICUYCHUE CE
npoBexxaa exanoBpeMeHHo ¢ Cisplatin karo pagmoceHcuOmmmsarop (40 mg/m2 ceamuuHo, 4-6
ceamuin). [Ipy HeonepaOWITHU OOJTHU CE TIPOBEXK/IA CHILO CHYETAHO XUMHOJIbUEIICUCHHE.

21.2. CucremMHa Tepanusi NPy MeTacTATHYHA 0oJiecT

IIpu MeracTaTuHa OOJIECT CE MpUIara CaMOCTOATEIHA XUMUOTEPAIIHSL.

Cisplatin (Carboplatin) + Paclitaxel + Bevacizumab

Cisplatin — 50 mg/m2 (Carboplatin AUC5) L.V., nen 1
Paclitaxel — 135-175 mg/m2 L.V., nen 1

Bevacizumab — 15 mg/kg 1.V., nen 1

[ToBTOpenwue npe3 21 quu, 10 Iporpecus.

BOMP

Bleomycin — 15 mg I.V. B 96-uacoBa unby3us
Vincristine—1 mg/m2 1.V, nen 1

Cisplatin — 60 mg/m2 L.V., nen 2

Mitomycin C —8 mg/m2 1.V., nen 4 (mipe3 42 nuu)
IToBTOpenue npe3 21 nHu.

Cisplatin + Ifosfamide

Cisplatin — 75 mg/m2 LV., nen 1
Ifosfamide — 2000 mg/m2 1.V, num 1-3
Mesna — 400 mg/m2 1.V. B gacose 0, 4 u 8 ciiex Hayanoto Ha Ifosfamide

[ToBTOpenue npe3 21 nHu.

Cisplatin + Etoposide

Cisplatin — 20 mg/m2 L.V., nen 1-3
Etoposide — 100 mg/m2 1.V., nen 1-3
IToBTOpenue npe3 21 nHw.

Cisplatin + Gemcitabine

Cisplatin—30 mg/m2 I.V., neu 1 u 8
Gemcitabine — 800 mg/m2 I.V., nen 1 u 8
[ToBTOpenue npe3 28 mHu.

Fluorouracil + Mitomycin C




Fluorouracil — 500 mg/m2 1.V., nuu 1-3
Mitomycin C —8 mg/m2 L.V., npe3 42 nuu
IToBTOpenue npe3 21 aHu.

Cisplatin + Topotecan

Cisplatin — 50 mg/m2 L.V., nen 1
Topotecan — 0.75 mg/m2 L.V., qau 1-3
IToBTOpenue npe3 21 aHu.

Topotecan + Paclitaxel + Bevacizumab

Topotecan — 0.75 mg/m2 L.V, nen 1-3
Paclitaxel — 175 mg/m2 1.V, nen 1
Bevacizumab — 15 mg/kg I.V., nen 1
[ToBTOopenue npe3 21 quu, 10 Iporpecus

Bleomycin + Ifosfamide + Cisplatin

Bleomycin — 30 mg o6ma go3a |.M., aam 1 u 8

Ifosfamide— 1000 mg/m2 L.V., nau 1-3

Mesna — 400 mg/m2 1.V. B wacose 0, 4 u 8 cinex Hauanoro ua Ifosfamide Cisplatin — 25
mg/m2 L.V., nau 1-3

[ToBTOpenwue npe3 21 mHu.

Cisplatin

Cisplatin 50 1o 75 mg/m2 i.v. neul IToBTOpeHUE MPE3 TPU CEAMHIIA

Carboplatin

Carboplatin AUC 5-6 3a okoimo 60 muH. i.V. genl
[ToBTopenue npe3 21 wim 28 mHU 10 TPOTPECHs MITH TOKCHYHOCT

Paclitaxel monoTeparms

Paclitaxel 250mg/m2 i.v 3a 3 yaca cien craHgapTHa moarotoBka ¢ Jlexcamerazon, H1 u
H2 6mokep
[ToTopenue npe3 21 wim 28 qHU 10 TpOrpecus UM TOKCHYHOCT

CamocTosiTenHa akTUBHOCT TIPU IPETPETHPaHU OOIHU nMa 1 MoHoTepanus c: Ifosfamide,
Gemcitabine, Vinorelbine, Fluorouracil.

Cemiplimab* KaTO MOHOTCpAIIUA € IOKa3aH 3a JICUCHUC Ha Bb3PACTHU MAIITUCHTU C pCUHUINBUPAIL]
HJIM METacTasupall paKk Ha MaTO4YHaTa IIHHAKA U mporpecusa Ha 3a00/IIBaHETO IO BpPEMC Ha WM CIICO
HJ'IaTI/IHa-6a3I/IpaHa XUMUOTEpaNus.



HNmyHoTepanus B KOMOMHALMS ¢ XMMHOTepanusi ¢ MK 0e3 OeBann3ymad npu ekcrnpecupar
PDL1c¢CPS>1.

Pembrolizumab 200 mg IV nHa Bcekm 3 ceamunu umm 400 mg IV Ha Bcekm 6 ceamuiu, B
KOMOMHAIMSI C XUMHOTepanus cbhc WM Oe3 bevacizumab, 3a jeueHue Ha MEPCUCTHPAI,
pPELMIMBHpAI] WM METACTaTHYCH IIEPBUKAJICH KapIMHOM IIPH BB3PACTHH, YHHUTO TYMOPH
excripecupat PD L1 ¢ CPS > 1.

Jleuennero ¢ Pembrolizumab npogbimkaBa 10 Mporpecusi WM HENpUEMIIMBA TOKCHYHOCT. [Ipu
KIMHAYHO CTaOWJIHM TAlMEHTH C IbPBOHAYANHHU JAHHM 3a Mporpecus Ha 3a00iiBaHETO €
NPENOPBUYUTEITHO JIEYCHUETO J1a IPOIBIDKH, JTOKATO MPOrpecHsTa Ha 3a00IsIBAHETO HE CE ITOTBBP/IH.

HUmynorepanust npu FIGO 2014 craamii 11-1VA joxainHo aBaHcHpas iepBUKAJIeH KAPIHMHOM

Pembrolizumab* 200 mg 1.V. na Bceku 3 ceamuim wim 400 mg 1.V. Ha Bceku 6 ceaMuiu B
KOMOMHAIMsT € XUMHOJIbYeTepanus (Ipdyerepanus ¢ BBHIIHO OO0J'bUBaHE, IOCIEABaHA OT
Opaxutepanusi), 3a jedeHne Ha FIGO 2014 craamii III-IVA nokanHOo aBaHCHpan HepBHUKaJCH
KapLMHOM IIPU Bb3pPAcTHHU, KOUTO HE ca MOIYYMIH IPEIX0AHa 1e(PUHUTHBHA Teparnusl.

HpOI[’I)J'DKaBa A0 IporpeCusd Ui HEIIPUEMIIMBA TOKCUYHOCT. HpI/I KJIMHUYHO CTA0MIHU TIAIIUCHTHU C
I'bPBOHAYAITHY JJAHHU 32 MPOTPECHsl Ha 3200 ISIBAHETO € IPEMOPHUUTEITHO JICYSHUETO JIa TIPOIBIDKH,
JIOKATO MPOrpecusiTa Ha 3a00JISIBAHETO HE CE MOTBBP.IH.

21.3. CpyeraHo XMMHOIbYEICUYCHUE

[Tpunara ce HEOaJAIOBAaHTHA, aTIOBAHTHA M ITPBA JUHUS XUMHUOTepanus (IIPH MeTacTaTHYHA
6oecr).

e Cisplatin — 40 mg/m2 L.V., nen 1, Ha Bcsika ceaMuIia oT apuenedeHueto (6 kypca).
e Mitomycin C —4 mg/m2 1.V., nen 1, 20



22. 3JIOKAYECTBEHU TYMOPHU HA BAT'NHA

3JI0KauecTBEHUTE TYMOPHU Ha BarMHAaTa OMBAT ITbPBUYHH M METACTATHYHU OT ChCCIIHH WM JaJICYHU
opranu. IIbpBHYHHTE MPOM3XOXKIAT EIUHCTBEHO OT BIIATAMILNETO, 0€3 Yy4acTHETO Ha portio
vaginalis colli uteri mnpoxcumanHo wiam BynBata auctanHo. [lpubmmsurtenHo 80% ot
3JIOKAYCCTBCHUTC BArMHAJIHWU HCOIUIA3WKU Ca MCTACTAaTUYHH, IPCAUMHO OT 3JIOKAYCCTBCHHU TYMOPU
Ha IIMIKaTa Ha MaTKaTa WiM eHaoMerpuyma. KapuuHomuTe Ha BIarajauuieTo ca peaKu TYMOpPH,
IpeJcTaBIsIBaT OKOJI0 1% OT 3J10KaueCTBEHUTE TYMOPH Ha KEHCKUTE I10JIOBU OpraHu. JleueHuero
€ KOMILIEKCHO, C IIPHOPUTET Ha XUPYPTUYHOTO U JibyenedeHue. LiurocraTnyna Tepamnus ce npuiiara
IpH AUCEMHUHAIMS Ha 3a00JSIBAHETO B JAJCYHU OPraHd WM (TO-PSIIKO) IPH JIOKATHO aBaHCUPAI
HeorepabmwieH Tymop. JlekapcTBeHHTE KOMOWHALMM C€ TPHUIIOKPHBAT C TE3H, MPUJIATaHH IPU
KapIMHOM Ha MaTOYHATA IIUKa.

Cisplatin

Cisplatin 50 wim 100mg/m2 i.v. (1 vacoBa undy3us) 1 nex
[ToBTOpEHHE HA BCEKU 3 CEAMUIIH

Cisplatin + Vinorelbine

Cisplatin 80mg/m?2 i.v. neH 1
Vinorelbine 25 mg/m2 i.v. nen 1u 8
[ToBTOpECHME HAa BCEKH 3 CEIMUIU

Cisplatin + abuyeneuenue

Cisplatin 40mg/m2 (makcumym 70 mg/m?2) i.v. CEIMUYHO 3aeHO C JThUETEpaIs - PPaKIuH
1,8Gy/d B d 1-5 (makcumym 3a 7 ceamuim), 1o OO/ 57,6 Gy B 32 dpakiuu 3a 06eMHO
3a00JsBaHe

Cisplatin + 5-FU

Cisplatin 4 mg/m2/d i.v. - nponbmxutenta uadysus D 110 4
5FU 250 mg/m2/d i.v. - mponbikurenta uadysus D 1 mo 4
[ToBTOpeHmEe execenMUIHO (x4) Tutroc cumyntanHa apuerepanus 40-50 Gy, 2Gy Ha

bpakiys.




23. 3JIOKAYECTBEHU TYMOPHU HA BYJIBATA

3710Ka4eCTBEHUTe HOBOOOPA3yBaHMs Ha BYJBaTa ca CPABHUTEIIHO PSIKO cpelanu 3adomsiBanus (3-
5% OT TeHUTAIMHUTE KapIIMHOMH ), KaTO cpeaHaTa Bb3pacT Ha 3abonenure € 65 roauHu u ensa 5%
OT MalMeHTHUTE ca BbB Bb3pacT Mpe/id MeHomay3a. ['oieMuTe cpaMH YCTHH ca Hall-4eCTOTO MSICTO
Ha M35Ba Ha BYJBapHMs KapLUHUHOM U ChCTaBisABaT okoyio 50% ot ciyudante. OOXBallaHeTo Ha
MAaJKUTE CPAMHH YCTHH € 0KoJI0 15% - 20% ot ciywyaute. Kiuropst u bapronuHoBute xme3u ca
no-psnko anraxupanu. Oxoso 90% oT ByJIBapHUTE KaPIIMHOMHU Ca IIOCKOKJIEThYHHU.

HpeHOp’L‘II/ITeHHH JICKApCTBCHU IMPOAYKTHU U KOM6I/IHaHI/II/I OT TAX 3a JICUCHHUC Ha paK Ha BYyJIBATa

BxutouBar ce pasnununn komoOunaimu ot 5- Fluorouracil (5-FU), Cisplatin, Mitomycin - C,
i Bleomycin, excTpanoupalu OT peKUMH, H3I0I3BaHH 33 aHAJICH WM IUIOCKOKIIETHYCH paK Ha
[IMIKaTa Ha MAaTKaTa, KaKTO H:

Cisplatin

Cisplatin 50 uim 100mg/m2 i.v. (1 yacoBa undy3us) aex 1
[ToBTOpEHHE HA BCCKH 3 CEAMMUITH

Cisplatin + Vinorelbine

Cisplatin 80 mg/m2 i.v. men 1,
Vinorelbine 25 mg/m2 i.v.nen 1u 8
[ToBTOpEHME HA BCEKU 3 CEAMHMIIH

Cisplatin + abueseuenune

Cisplatin 40mg/m2 (makcumym 70 mg/m2) i.V. ceIMHYHO 3a€HO ¢ IbUeTepanus - QpaKiun
1,8Gy/d B d 1-5 (makcumym 3a 7 ceamunn), 10 OO/] 57,6 Gy B 32 dpakiuu 3a 06eMHO
3a00msBaHe.

Cisplatin + 5-FU

Cisplatin 4 mg/m2/d i.v. - npoasmxurenta uadpysus D 110 4

5FU 250 mg/m2/d i.v. - npoxbmxutensa uadysus D 1 o 4

[ToBTOpeHue execenMuyHo (x4) ruroc cumyntanHa apuerepanus 40-50 Gy, 2Gy Ha
bpakuys.




24. KAPIIMHOM HA IMKOYEH MEXYP

Toa e 3a0onsBaHe IPEAMMHO TIPH BB3PacTHU MBke - MeKay 60 u 80-roauiHa Bb3pacT, cpeaHa
BB3pacT 73 r. Hanuue ca ocodbeHoctu B reorpadckoTo pasnpesesieHre Ha 3a00JIIBaHEeTO — [0~ YECTO
ce cpenia B ctpaHutTe oT Cpein3eMHOMOPCKHUS PETMOH, KakTo U B HAKoM paiionn Ha CAILLl, kpaero
HIKCTO30MHUAa3aTa € ro-pasnpocrpanena. Cpela ce mo-4ecto y 6eu HHIUBUAN, OTKOJIKOTO Y YEpHU
win azuaruu. B EBponeiickus cbro3 3abomsemoctra € 19.5/100 000 romumHo, CMBbPTHOCTTA —
7.9/100 000 romumino, kato 75% ot GonHuTe ca Haj 65 T. BB3pacT.

24.1. HewHBa3uBeH KapIUUHOM

Criopen pucka oT rnmporpecus O0JTHUTE Ce pa3AemsaT Ha ciaeaHuTe rpynu: (1) HUCHK PUCK — €TUHUYCH
TYMOp C pa3MepH moj 3 cm B AuaMeTbp U ¢ Bucoka audepenumanus (G1); (2) BHCOK pUCK —
MYATH()OKATHU WK YECTO PEIUIUBUPALIA TYMOPH, HAJ 3 M B IMAMETHP, HUCKO AudepeHInpann
(G3), unm kapuuHOM in situ; (3) cpeaeH PUCK — BCHUKH OCTAHAIH.

Cnen tpancypetrpanna pesekuus (TUR) npu HHUCBK, cpeieH WM BHCOK PUCK 3aBbJDKUTEIIHO CE
MPOBEXJa €THOKpAaTHAa WHTpaBe3ukanHa one shot tepanus ¢ Mitomycin C — 40 mg (20 mg npu
HUCBHK pucK) uiu ¢ Epirubicin — 50mg.

ITpu HUCBK pHCK ciel one shot TepamusiTa ce mpujara aaOBaHTHA WHTPABE3WKAIHA TEpaIlus C
Mitomycin C — 20 mg mu ¢ Epirubicin — 50 mg, BkiItouBaiia 6 execeMU9HH, mociaeasanu ot 10
(6 3a Epirubicin) exxemMeceyHH aruiMKaIyy.

IIpu cpenen m BUCOK pucK cien one shot TepamusiTa ce mpuiara aalOBaHTHA WHTpPaBE3WKaIHA
tepamusi ¢ Mitomycin C — 40 mg wnmm ¢ Epirubicin — 50 mg, BkItouBama 6 e€XEeCeIMUYHH,
nocneaBanu oT 10 (6 3a Epirubicin) exxemeceyHH ariuKaluu.

[Tpu cenextupanu 60nHUM ¢ BUCOK pHck (in situ high grade) ce mpoBexia MHTpaBe3UMKalHa
umyHoteprnianiuss ¢ BCG — 37.5 mg cenMuuno (6 ceaMHIIM), TMOCJIEIBAHO OT MOIbPIKAIIO
MPUIOKEHUE Ha 3 MHCTUJIAMU Mpe3 ceaMuua Ha 3-tH, 6-tu, 12- tu, 18-tH, 24-TH, 30-TH U 36-TH
mecell. [IpoTuBonoka3ana e npu NO3UTHBEH KOXKEH TYOepKyIHHOB TecT (> 10 mm).

24.2. XumuoTepanusi NPy HHBA3MBEH KaAPUHUHOM
[Tpunara ce HeoaalOBaHTHA, aJIOBaHTHA M I'bpBa JHMHUA XUMHOTepanus (IpU MeTacTaTHYHA
Oornecr).

M-VEC

Metothrexate — 30 mg/m2 I.M., nuu 1, 15 u 22
Vinblastine —3 mg/m2 L.V., agau 1, 15 u 22
Epirubicin — 50 mg/m2 I.V., nen 1

Cisplatin — 60 mg/m2 L.V. nen 1

[ToBTOpeHue npe3 28 nHM.

GEMCIS




Gemcitabine — 1000 mg/m2 I.V., nau 1, 8 u 15
Cisplatin — 75 mg/m2 L.V., nen 1
[ToBTOpeHue npe3 28 mHu.

MVC

Metothrexate — 30 mg/m2 .M., qau 1 u 8
Vinblastine —4 mg/m2 I.V., natu 1 u 8
Cisplatin — 75 mg/m2 1L.V., nen 2
[ToBTOpeHue npe3 28 aHU.

Epirubicine + Etoposide

Epirubicine — 50 mg/m2 L.V., nen 1
Etoposide — 100 mg/m2 1.V., nen 1-3
[ToBTOpenue npe3 21 aHwm.

Paclitaxel + Cisplatin

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

Gemicitabin + Paclitaxel

Gemicitabin — 1000 mg/m2 1.V., neu 1, 8
Paclitaxel — 175 mg L.V, newn 1
[ToBTOpenue npe3 21 axu.

Gemcitabine — 1000 mg/m2 1.V., nuu 1, 8 u 15
[ToBTOpenue nmpe3 28 mHu.

Carboplatin AUC6 1.V.
[ToBTOpenue npe3 21 mHmu.

ITP

Paclitaxel 200 mg/m2i.v. B nen 1

Cisplatin 70 mg/m2 i.v. B geH 1

Ifosfamide 1500 mg/m2/nueBHo i.V. B aam 1-3, ¢

Uromitexan yponpoTekuus

[TorTaps ce npe3 3-4 cenmuru (¢ G-CSF monkpena) (MakcuMaseH Opoii 6 kypca)

Gemcitabine + Carboplatin + Docetaxel (GCD)

Gemcitabine 1000 mg/m2 i.v. B quu 1 u 8
Carboplatin  AUC =5 1i.v. B neH |
Docetaxel 70 mg/m2 i.v. B geHn 1
[ToBTaps ce npe3 3 ceaMuIn




24.3. ANOBaHTHA MMYHOTepanus NMPU HHBA3MBeH KaAPUMHOM
NmyHoTepanus

¢ Nivolumab* karo MoHOTepamust 3a aalOBaHTHO JIEYEHHE HA BB3PACTHH MAIMEHTH C
MycKyJlIHOUHBa3uBeH ypoteieH kapuuHoMm (MIUC) ¢ PD-L1 ekcnpecuss Ha TyMOpHHU
KJIETKH >1%, KOUTO ca ¢ BUCOK PHUCK OT PEIUIUB CJIC]T U3BbPIICHA PaJKaTHa PE3CKIIUS
Ha MIUC. Ilpunara ce uaTpaBeHo3Ho B 1032 240 mg [.V. Ha Bcexu 2 cenmunu wim 480
mg [.V. Ha Bceku 4 cenmuiin. MakcumaliHaTa TPOABIDKUTEIIHOCT Ha JICYEHUETo € 12
Mecela.

24.4. TIbpBa JUHUSA UMYHOTepANus
HNmyHoTepanus

e Pembrolizumab 200 mg I.V. na Bceku 3 ceamunu wim 400 mg 1.V. Ha Bceku 6 ceamuiiy B
komOuHarus ¢ enfortumab vedotin xaTo mepBa JHMHHSA JIe4eHHE Ha HeOmepaOWIIEH HIIN
METACTaTHUYCH YPOTEIICH KapIHHOM IIPH BB3PACTHH.

e IlpoxbikaBa 10 MPOTPECHS WM HEMPUEMIMBA TOKCHYHOCT. IIpH KIMHHYHO CTaOWITHH
MAlMEHTH ¢ IbPBOHAYAIHH JaHHH 33 MPOTPECHUs] Ha 3a00JIIBAHETO € MPEMOPHUYNTETHO
JICYEHUETO JIa MTPOIBIDKH, IOKATO IPOTPECHTa Ha 3a00JIBAHETO HE CE MOTBBP/IH.

e Pembrolizumab — 200 mg IV na Bceku 3 cenmunm miu 400 mg 1.V, Ha Bceku 6 cenMuIiy,
neH 1. 3a JiedeHre OT IbpPBA JIMHUS HA JIOKAJIIHO aBaHCHPAJ WM METACTaTUYCH YPOTEJICH
KaplUUHOM IPH BB3PACTHU, KOUTO HE OTroBapsT Ha yciosusta 3a Cisplatin -6asupana
XUMHOTEpANus U YUUTO TyMopH ekcripecupaT PD-L1 ¢ koMOMHHMpaH MOJI0KHUTEIEH CKOP
(combined positive score, CPS) > 10.

L4 HpOI[’bJ'DKaBa A0 Iporpecus Ui HECIIPUCMIIMBA TOKCHYHOCT. HpI/I KIIMHUYHO CTaOWJIHU
MalUMEHTU C ObPBOHAYAJIHH AAHHH 3a MPOTpeCHd Ha 3a00/IIBAaHETO € MMpEeIOPBHUYUTEIIHO
JICYCHUCTO Oa MPOABIJIKU, JOKATO IMIPOTpeCUsTa Ha 3a00JIIBaHETO HE Ce MOTBBPAHU.

o Atezolizumab — 840 mg unTpaBeHO3HO npe3 2 cenmuiy win 1200 mg HHTPABEHO3HO Mpe3
3 cenmuuu, unn 1680 mg MHTpaBeHO3HO mpe3 4 ceaMULIM (TIPH MALUEHTH, KOUTO Ce
cuMTar HemoAxo sy 3a jteueHue ¢ Cisplatin i unuro tTymopu umar PD-L1 ekcripecus >
5%) no 3ary0a Ha KJIMHUYHA 110J13a WK HEKOHTPOJIUpYyeMa TOKCUYHOCT

e [lpu manueHTH, KOUTO OTroBapsAT Ha ycioBusta 3a Cisplatin -6azupana xuMuoTepanus u
YUUTO TYMOPH HE ca IMporpecupaiu cjell XMMHOTepanus Ha 0a3aTa Ha IUIaTHMHA ce
npuiiara nogabpokaiia tepanus ¢ Avelumab. [IpenopbunTtennara no3a Ha Avelumab karo
MoHoTepanud € 800 mg, npuioXkeHa UHTPABEHO3HO B MpOoAbIKeHNE Ha 60 MUHYTH, HA
Bceku 2 ceamunu. [lpunoxenmero Ha Avelumab TpsOBa 1a mnpoaBIKKM  TO
IpernopbuuTeNHaTa cXeMa 710 Mporpecusi Ha 3a00JIIBaHETO MIIM MOsiBa HAa HENPUEMIIMBA
TOKCHYHOCT.

e [lpu nanueHTH, KOUTO HE OTTOBApAT Ha ycioBusTa 3a Cisplatin -0azupana xumuoTepanus
1 ynnTo TyMopu Hamart PD-L1 ekcnipecus unu ca c HeusBecteH PD-L1 craryc ce mpunara
XUMHUOTEpanusi Ha OCHOBaTa Ha carboplatin, mocieaBana OT MOAIbpIKaIa TEpamus C
Avelumab npu TymopH, KOUTO HE ca MPOTPecUpaiIn ciel XUMUOoTepanus Ha 6a3aTa Ha
Carboplatin. IMpunoxenuero Ha Avelumab TpsOBa J1a MPOABIKHU IO MPENOPBUNTETHATA
cxema JI0 porpecus Ha 3a00JIIBaHETO WJIM T0s1Ba Ha HEMPUEMIINBA TOKCUYHOCT.



e [lpu Te3n manMeHTH, KOMTO HE OTroBapsar Ha ycioBusta 3a Cisplatin -6asupana
XHMHOTEpanus U YMuTo Tymopu excrpecupar PD-L1 ce npunara Carboplatin -6asupana
Teparnus, MocjeBaHa OT MoJAbpiKama Tepamnus ¢ Avelumab mpu TymMopH, KOUTO HE ca
porpecupaiy ciaea XuMuoTepanus Ha 6asara na Carboplatin.

e Jlpyra BB3MOKHOCT 3a MMAlMCHTH, KOMTO HE OTroBapsT Ha yciosusrta 3a Cisplatin -
0asupaHa XUMHOTEparus W YUUTO TyMOpu ekcrnpecupar PD-L1 e ma ce mpuioxkar
atezolizumab wnu pembrolizumab.

Nivolumab*, npunaran uHTpaBeHO3HO B 1032 360mg B npoabnkeHue Ha 30 MUHYTH B
xoMmOuHarws ¢ cisplatin u gemcitabine, na Bceku 3 cemuIy 3a 10 6 IIUKBJIa, HOCJIEABAHO
ot nivolumab monoTepamnus, npunaraH WHTpaBeHO3HO B jo03a 240 mg Ha Bceku 2
cenMuiM B mnpoabbkeHue Ha 30 munytd wid 480 mg Ha Bceku 4 ceaMULM B
npoabipkenre Ha 30 munyTH. [IpenoppuBa ce nedenue ¢ nivolumab 1o nporpecus Ha
3a00JIIBaHETO, HEMTPUEMIIMBA TOKCHUYHOCT HJIM 0 24 Mecena OT IbpBaTa J03a, KOETO
HACTBIIU ITBPBO.

24.5. Bropa JIMHUSI MMYHOTEpanus

Pembrolizumab — 200 mg 1. V. na Bceku 3 ceqmuiy mwim 400 mg 1. V. Ha Bceku 6 ceamun, jeH 1
3a JICYCHHE Ha JIOKAJTHO aBAHCHUPA MM METACTATHYCH YyPOTEJCH KaplMHOM MPH BH3PACTHH, HA
KOUTO € TPUIOKEHA PEIXO0/IHA ITaTHHA-0a3upaHa XHMHUOTEPAITUs

[ToBTOpEHME O IPOTPECHs WM HETIPHEMIIMBA TOKCHYHOCT. [IpH KITMHIYHO CTa0MIIHI
NAllMEeHTH C IbPBOHAYAIHU JIaHHU 32 POrpecusi Ha 3a00JIIBaHETO € IPENOPbUUTETHO
JICYCHUETO J]a MPOIABIDKH, IOKATO MPOTPECcUsiTa Ha 3a00JIIBAHETO HE CE MOTBBP/IH.
Atezolizumab — 840 mg untpaBeHo3Ho npe3 2 ceamuiy win 1200 mg uHTpaBeHO3HO mpe3 3
cenmuiy, win 1680 mg uHTpaBeHo3HO Npe3 4 ceMUIM 10 3aryda Ha KJIMHUYHA [10J13a T
HEKOHTPOJIMPYEMa TOKCHYHOCT

Nivolumab* kato MoHOTepamus € moKa3aH 3a JeUeHHEe Ha JIOKATHO aBaHCUpal, HeolepaOuiieH
WM METacTaTUYeH ypoTeIHajeH KapliMHOM IIPU Bb3PAcTHU Clie/l HeyCIelllHa MaTuHa-
Oa3upana Tepanus. [Ipunara ce uHTpaBeHO3HO B J103a 240 mg Ha Bceku 2 ceaMuiy 3a 30
MUHYTH JI0 IPOTpecrs Ha 3a00JIIBaHETO MITH HEMTPUEMIIMBA TOKCUYHOCT.

24.6. Bropa JuHMA TapreTHa Tepanus

Erdafitinib* xaTo MoHOTepamus € TMOKa3aH 3a JIEYEHHE Ha BB3PACTHU MALUEHTH C
HEepe3eKTaOMJIeH WM MeTacTaTHueH ypoTeieH kapuuHoM (YK) ¢ 4yBCTBUTENHM IeHETUYHU
npomenu Ha FGFR3, xonrto npeau ToBa ca Moy4niy MoHe e/1Ha JIMHUS Ha Tepanus, ChAbprKalla
uaxuburop Ha PD-1 umnum PD-L1, B ycnoBuATa Ha JedeHHe Ha Hepe3eKTaOWJIeH WU
MeractaTudeH kapruHom. [Ipean na 3amoune na npuiara Erdafitinib, nexapsT tpsoBa qa nma
MOTBBPKICHUE 32 YyBCTBUTENHA(HHN) npomsiHa(eHn) B reH FGFR3, onienena upe3 MeIUIIMHCKO
uznenue 3a in vitro nuarnoctuka (IVD) ¢ CE mapkupoBka cbC ChOTBETHOTO MpeHa3HAUYEHUE.
Axko IVD ¢ CE MapkupoBka He € HaJM4HO, TpsiOBa Ja ce M3M0JI3Ba alTepHATUBEH BaTUANPaH
TECT.

[Tpenopbuntennara HavanHa fo3a Erdafitinib e 8 mg nepopanno Benubxk qHEBHO. JledyeHneTo
TpsiOBa Ja MPOABIDKK JI0 Mporpecus Ha 3a00JIIBaHETO WJIM IO IMOsiBaTa Ha HENpPUEMIIMBA
TOKCUYHOCT.



24.7. Bropa u TpeTa JIMHUSI CHCTEMHA Tepanusi
Enfortumab vedotin karo MoHOTEpanus e MoKa3aH 3a JCUCHHE Ha Bb3PACTHHU MAIUCHTH C
JIOKAJTHO aBaHCHPAJ WM METACTATHYCH YPOTEJICH KapIIMHOM, KOUTO MPEIU TOBA Ca MOJIy4aBaJIn
XUMHOTEpAIus, ChAbpiKallla IJIaTHHA, U MHXUOUTOP Ha perenTopa 3a nmporpaMupaHa KieThYHa
cMbpT 1 (PD-1) vau nHXHOUTOP Ha JIMTaH Ha IporpaMupana kierbuna cMbpt 1 (PD-L1)



25. KAPIIMUHOM HA ITPOCTATHA KJIE3A

25.1. JleyeHue Ha JoKaIU3upPaH kKapuunom — T1-2

e Meron Ha wu300p € ONEPATUBHO JICYeHHE (paJAMKAIIHA TPOCTATEKTOMHS) WIH
Ne(UHUTUBHO JTbUEIICUCHUE.

e OtcpoueHo JieyeHue (M34aKBATETHO HAOJIOJIEHUE WJIM aKTUBHO IPOCIEAsBaHE) — IMpHU
OOJIHM C HUCHK PUCK W MPOTHUBOIIOKA3aHKSI 32 PATUKAIHO JICUCHUE WM MIPHU MAIMCHTH,
OTKAa3Ballli JICYCHHE.

e JlekapcTBeHa KacTpamus C MOCJeIBallo HaOII0JeHHE, aKO ca HAJIMIIE MPOTUBOIIOKA3aHUS

3a OIEPATUBHO JICUCHHUE WU 32 IeOUHUTHBHO JIbUYCIICUCHHUE.
25.2. JleyeHue Ha JOKaJHO aBaHcupaa kapuuaom — T3N1, T4NO

e HeoantoBantHa xopmoHoTepanus.BxmouBa kactpauus (¢ LHRH-aronuct win
XUpPYpPru4Ha) + aHTHAHJPOreH B TeYeHUe Ha 3-5 Mecela npeau J1e(pUHUTUBHO JEUCHHE.

e AmoBaHTHa XopMoHoTepanus. IIpoBexnga ce cieq NeUHUTUBHO JIbYENICYEHUE B
npoabKeHue 10 18 Mecera B 3aBUCUMOCT OT pUCKa.

e AJIOBaHTHO JbueXxopMoHosieueHue. [IpoBexa ce cien pagukaiHa IpoCTaTEKTOMUS TpU
nanueHt B cragui pT3B miu N1.Xopmonorepanusara (LHRH-aronucT + antuanaporen)
CTapTupa He3a0aBHO ClIe]] XUPYprusiTa u 3 Mecela Npeau JTbuelIeueHUEeTO; IpoabKaBa
o 18 mecera.

e [lanueHTun, mpoBeXaaly aHTUAHAPOTEHHA TEPAIHUs, 10 UHAUBUIyAIU3UPAHA MPELEHKA
Ha MEJUIIMHCKU OHKOJIOT MOTaT J1a ObAaT HAaCOYEHH KbM €HIOKPUHOJIOT U PEBMATOJIOT
3a JIedeHue 1pu 3aryba Ha koctHa Maca ¢ Denosumab — 60 mg S.C. pe3 6 mecena (120
mg roauiHo). OueHKa Ha KOCTHATa IIBTHOCT (OCTEOJCHCUTOMETPHS) Ce MPOBEXKIA
Ipely 3all0ouYBaHEe HAa XOPMOHOTEpanusi U ce MpocieiasBa B XojAa Ha JedeHuero. llpu
Ha3HayaBaHe Ha Denosumab ce B3emaT MNpeaBHA KAaKTO CTOMHOCTHTE 3a KOCTHA
MuHepaiaHa mIbTHOCT (T-score), Taka U pUCKOBUTE (PAKTOPHU Ha MALMEHTA.

25.3. JleyeHHe HA XOPMOHOYYBCTBUTEIHA METACTATHYHA 00JIeCT

Ha3snauaBa ce anzgporeH-moruckama tepanus (ADT), BxirouBamia XupypruyHa WM
(apmakonoruuna kacrpanus ¢ LHRH- aronuct +/-aHTHaHAPOTeHH 3a MakCHMalHa aHAPOreHHA
6iokana, T.e. kbM LHRH-aronucra ce n06aBsi aHTHAaHAPOTEH (HECTEPOMJIEH WM CTEPOUJIEH) OT
'bpBa reHepanus 3a 3 1o 6 Mmecena.

MakcumanHa aHaporeHHa OJjiokaja MoOKe Jia ce MMa NpeABMJ IMPH BHUCLEPATHH METacTas3u:
XUpYpru4Ha Kactpauusi + HecrepouseH aHTHaHjporeH (Bicalutamide win Flutamide); LHRH-
aroHMCT + HecTepouieH anTuanaporet (Bicalutamide nau Flutamide).

CucreMHa Tepanus oT TbpPBa JUHHUS

Abiraterone acetate (+ Prednisolone) + ADT. Ha3nauaBa ce mpu XOpMOHOYYBCTBUTEIHA
MeTacTaTuyHa O0JIECT ¢ BUCOK PUCK — HAJIMYKME HA MOHE 2 OT CIeAHUTE 3 PHUCKOBU QaxTopa: (i)
ounenka no Gleason > 8, (i1) HamuuMe Ha > 3 KOCTHU MeTacTasu, (ill) HaIMYUME HAa MEPUMH
BUCIIEpAJIHU MeTacTas3u (6e3 TMM(pHU BB3IN).

Abiraterone acetate — 1000 mg P.O. nmHeBHO

Prednisolone — 5 mg P.O. aueBHo
ADT (LHRH-aroHucT £ aHaporeH-pernenTopeH aHTarOHUCT).



Apalutamide + ADT. Ha3znauapa ce 3a JieueHre Ha METaCTaTUYCH, YyBCTBUTEICH KbM XOPMOHATHA
Tepanus KapuuHoM Ha npoctarata (mHSPC) npu Bb3pacTHH MBKe, B KOMOMHALUS C aHIPOTEH-

nenpuBanronHa Tepanus (androgen deprivation therapy, ADT)
Apalutamide - 240 mg. P.O. nuesno + ADT

Enzalutamide + ADT. Ha3na4aBa ce 3a JieueHHE Ha METACTATHYCH, YYBCTBUTEIICH KbM XOPMOHATHA
Tepanus KapuuHoM Ha mpocrararta (mHSPC) npu Bb3pacTHH MBKe, B KOMOMHALIUS C aHIPOTEH-
nenpuBanonHa Tepanus (androgen deprivation therapy, ADT)

Enzalutamide — 160 mg. P.O. nuesno + ADT

Xumuno-xopmonaHo jgedyenue ¢ Docetaxel + ADT. Ha3znauaBa ce mpu BHCOKOOOEMHA ITBPBUYHO
MeTacTaThuyHa 0O0JIECT — HAIMUMe Ha BUCLIEPAIIHA METACTa3u U/WIK > 4 KOCTHU METaCTa3!.

Docetaxel — 75 mg/m2 L.V. aen 1 +/- Prednisolone — 2 x 5 mg P.O. gueBno nen 1-21 IToTopenue mpe3

21 nuu (6 xkypca).

Craptupa B paMkuTe Ha 4 Mecena oT HayanoTo Ha ADT.

Darolutamide e mnokaszaH 3a JieueHHE HAa METAaCTaTHYCH XOPMOHOUYYBCTBHTEICH KaplUHOM Ha
npocrarata (mHSPC) B kombunaus ¢ Docetaxel u anmporen-genpuBaimonsa tepamnus (ADT).
[Mpenopwsuntennara go3a e 600 mg Darolutamide (xBe Tabmetku mo 300 mg), mpueMaHu JBa IbTH

JTHEBHO, €KBUBAJICHTHO Ha 0o0ma gHeBHa fg03a 1 200 mg.

25.4. JleueHHe HA HEMeETACTATHYEH XOPMOHOYYBCTBHUTECJICH KAPIHUHOM

Enzalutamide ¢ mokasan kaTo MOHOTEpamusl WIH B KOMOWHAIMS C aHIPOTEH JCTpUBAI[HOHHA
Teparnus 3a JieueHHe Ha Bb3PACTHU MbXKE C BUCOKOPUCKOB OnoxumuuHo penuansupan (biochemical
recurrent, BCR) Hemeracra3supai, XOpMOH-4yBCTBUTENICH pak Ha npocratata (NnMHSPC), kouTo He
ca MOJIXOJISIIH 32 CIIACUTEIHA JIbUueTepaItusl.

25.5. JleyeHue HA KaCTpalUs-Pe3UCTEHTEH KAPIIUHOM

Kpurepuure 3a mporpecuss Ha NpocTaTeH KapiuHoMm ca cieanute: (1) crmex paaukanHa
npocratekTomusi — PSA > 0.2 ng/mL (Ha 3- 6-u mecen); (2) cnex 1eUHUTUBHO TbUETICUCHUE

— mokauBaHe Ha PSA ¢ > 2 ng/mL nanx nagupa (sa 12-18-u mece); (3) cieq xopMoHaTHA
Tepamnus / KacTpallOHHO PE3UCTEHTHO 3a00msBaHe/ :

o KacTpalMOHHU CepyMHH HUBA Ha TecTocTepoH (o 1.7 nmol/L);
o TpPH MOCIIEI0BATETHH IOKAYBaHUs HAa cepyMeH PSA mpes enHa ceMulla, moka3Baliu
B JIBE OT M3CJICIBAaHUATA YBEIMYCHHE CIPSIMO Hal-HUCKaTa CTOMHOCT ¢ 50% u PSA
Haja 2 ng/mL;
W
o peHTreHorpad)cka Tporpecusi: BH3HUKBAHE HA >2 HOBH KOCTHU JIE3UM WIIU

yBeIMYaBaHe HA MEKOThKaHHa Jie3us ¢ u3non3Bane Ha RECIST;



. CHUMIITOMATHYHATa TPOTPECHsT HACOYBA, HO HE MOYE CaMOCTOSTENTHO Jia JieHHUpa
KacTpaIliOHHA PE3UCTEHTHO 3a00JIsIBaHE.

JledeHnueTo Ha KacTpanusa-pepakTepeH MpocTaTeH KapIHHOM e IPOBEXk/1a Ha oHa Ha
HerpecTanHa aHaporeHHa aenpusanus ¢ LHRH-aronucr.

HeMmeTacTaTuyeH KacTpanus-pe3ncrenTed kapuunom ("nMCRPC)

AKTHBHO HA0JI0IeHNE
TepaneBTHYHY ONIINHU

[Tpu muckopuckou manueHtd ¢ PSA DT > 10 mecena - Ha GoHa HA XUPYPTrUYHA WIH
dapmakonornyna kacrpaius ¢ LHRH-anano3u Bicalutamide — 50 mg P.O. ngueBHo.
Ciproterone — 300 mg I.M. (ipe3 10 guu) unu ot 2-6 x 50 mg P.O. nHeBHO.

Enzalutamide — 160 mg P.O. nHeBHO (710 mporpecusi)- npu BUCOKOpUCKoBH naruenT PSA DT <
10 mecena

Apalutamide - 240 mg P.O. aueBHO (710 porpecusi)- pu BucokopuckoBu maiuent PSA DT <
10 mecena

Darolutamide - 1200 mg P.O. qHeBHO (10 porpecusi) - 3a JieUeHHe Ha Bh3PACTHU MBXKE C
HeMeTacTa3upall, pe3MCTEHTEH Ha KacTpalus KapiuHoM Ha npocrarata (nMCRPC), kouTo ca ¢

BHCOK PHUCK OT pa3BUTHC Ha MCTACTATUYIHO 3a001s1BaHE.

MeracrarnyeH kacrpauusi-pe3ucrenten kapuunom (MCRPC)

Jleuenue npean Docetaxel
Enzalutamide — 160 mg P.O. axeBHO (710 iporpecws).

Abiraterone acetate + Prednisolone Abiraterone acetate — 1000 mg P.O. aueBno Prednisolone — 2 X
5 mg P.O. gHeBHO (mo mporpecusi) - MpH MAlKMeHTH HemonydaBamu Abiraterone acetate 3a
XOPMOHOYYBCTBUTEITHO METACTATUYHO 3a00JIsIBaHe

Talazoparib* 1 x 0,5 mg P.O. nueBHo B komOuHanus ¢ Enzalutamide 1 x 160 mg 3a neuenue Ha
BB3pPACTHU NAIMEHTH C METAacCTaTW4YeH PE3UCTEHTEH Ha KacTpalus KapLUWHOM Ha IpocTaTara
(metastatic castration-resistant prostate cancer, mCRPC), nmpu KOUTO XHMHOTEpamusiTa He €
KJIMHUYHO MMoKa3zaHa. He e HeoOxonmMo u3cienBaHe 3a MyTallud Ha TymMopa Ipu mojdoopa Ha
naieHTd ¢ mCRPC 3a neuenne c Talazoparib. Ilanmenture TpsiOBa na ObAaT JEKyBaHU 10

Imporpecus Ha 3a00/I1BaHETO WM MOSIBA Ha HEMMPUEMIIMBA TOKCUYHOCT.



Jleuenne Ha BBL3pACTHU HNALIMEHTH C METACTATUYEH PE3UCTEHTEH Ha KAacTpallMs paK Ha IMPOCTaTaTa
(mCRPC) u BRCA 1/2 myranuu (repMUHATUBHU W/WIM COMAaTHYHH), IIPU KOUTO XMMHUOTEPAITUASITA
HE € KJIMHUYHO HOKa3aHa.

Niraparib/Abiraterone acetate ¢ Prednisone uiu Prednisolone e mokasan 3a jicueHre Ha Bb3pacTHU
MAlMeHTH C METAacTaTU4YeH PE3NCTEHTEH Ha KacTpamus pak Ha npoctarata (mCRPC) u BRCA 1/2
MyTaluuyd (TepMUHATUBHU W/WIM COMAaTHYHHU), MPU KOUTO XUMHOTEpamnusTa HE € KIMHUYHO
MOKa3aHa.

[lpu nanwmentu, nonyyaBaau Abiraterone acetate 3a XOpMOHOYYBCTBHUTEIHO METACTHYHO
3aboJsiBaHe - xumuoTepanus ¢ Docetaxel

Olaparib e nokazan B kombuHanus ¢ Abiraterone u Prednisone mmm Prednisolone 3a

JedyeHre Ha Bb3pacTHU naureHTd ¢ mCRPC, npu xouro xumuorepanus He € KIMHUYHO

II0Ka3aHa

[Ipu npoTBONIOKA3aHMS 3a XUMUOTEPAIIHS.
Prednisolone — 20 mg P.O. nueBHO

CMmsHa Ha AHTHAHAPOIrcHa Ui JICUYCHUC C.

Medroxyprogesterone Acetate — 1000 mg P.O aueBno 30 anu, cnen toBa — 500 mg P.O. 3
IObTH CCAMHYHO,

JleueHue Ha MalMEHTH C METACTaTUYEH, PE3UCTEHTEH Ha KacTpaius pak Ha npoctarata u BRCA1/2-
MyTauud (TepMUHATHUBHU W/WIM COMATHYHHU), TPOTPECHpPAIM CJeA MPEAXOAHO JICYCHHE,
BKJIFOYBAIII0 HOBO CPE/ICTBO:

Olaparib e mokazan B komOuHaiust ¢ Abiraterone u Prednisone wiu Prednisolone 3a neuenue Ha
Bb3pacTHU mnanueHTH ¢ MCRPC (meracraTuueH pE3UCTEHTEH Ha KacTpaluMs KaplIuHOM Ha
mpocrarara), pyu KOUTO XMMUOTEpanus He € KIMHUYHO Moka3aHa. [IpenopruBa ce neueHneTo na
MPOABIDKK JI0 TPOTPECcHst Ha TOMIEKANIOTO 3a00JsBaHE WIIM HENMpUEeMIIMBa TOKCHYHOCT. He e
HEoOXOIMMO TeHOMHO H3cieBaHe npean ynotpedara Ha Olaparib B komOunauus ¢ Abiraterone u
Prednisone wiu Prednisolonesa neuenne na nanuentd ¢ mCRPC. Ipenoppuntennara go3a Olaparib
e 300 mg (aBe TabneTku ot 150 mg), mpuemaHu J1Ba MbTH JAHEBHO, EKBUBAJIEHTHA Ha 00I1a JTHEBHA
no3a ot 600 mg B komOuHanus ¢ Abiraterone 1 000 mg nepopanHo BeaHBXk nHeBHO. Abiraterone
Tps6Ba n1a ce npuiara ¢ Prednisone niu Prednisolone 5 mg nepopaiHo aBa mbTH JTHEBHO.

H'BDBa JIMHHUSA XUMHUOTEpAIINuA

Docetaxel + Prednisolone

Docetaxel — 75 mg/m2 L.V., nen 1

Prednisolone — 2 x 5 mg P.O. aueBHo, auu 1-21

[ToBTopenue npe3 21 aum (8-10 kypca).

(uatepmutenten Docetaxel ¢ 4 kypca u orenka mpe3 3 Mecera € HOHHH()EPHOPUTH CITPSIMO

HenpekbcHat Docetaxel).

Mitoxantrone + Prednisolone




Mitoxantrone — 12 mg/m2 1.V, nen 1
Prednisolone 2 x 5 mg P.O. gueBHo, qau 1-21
[ToBTOpenue npe3 21 aHu.

Vinorelbine + Prednisolone

Vinorelbine — 30 mg/m2 L.V., nen 1
Prednisolone — 2 x 5 mg P.O. nueBHo, nau 1-15
[ToBTOpenue npe3 21 auwm.

Cisplatin + Etoposide (mpu apedHOKI€ThYHA KOMIIOHEHTA)

Cisplatin — 75 mg/m2 LV., nen 1
Etoposide — 100 mg/m2 1.V., nau 1-3
[ToBTOpenue npe3 21 aHwu.

[Ipu mocturane Ha Bpeme 110 mporpecust Haj 3 mecena cieq Docetaxel Moke 1a ce TPUIIOXKH
otHOBO Docetaxel.

Jleuenue Ha Docetaxel-pe3ucTeHTeH KapiuHOM

[Iporpecusita ce nedunupa cbe cieqaute kputepuu: (1) HapactBane Ha PSA ¢ 50% (none > 4
ng/ml) Ham cepymHusi Hamup cien HemnpekbcHaT Docetaxel; (2) pagmonormyHa mporpecus,
otruetena 1o RECIST; (3) cumnromHa nporpecus.

Cabazitaxel + Prednisolone

Cabazitaxel — 20-25 mg/m2 L.V. aen 1
Prednisolone — 2 x 5 mg nueBno P.O. nen 1-21
[ToBTOpenwue npe3 21 mHu.

EHnokprHHY TepaneBTHYHH Bb3MokHOCTH: Enzalutamide — 160 mg

P.O. nueBHO (10 TIporpecusi).

Abiraterone acetate + Prednisolone Abiraterone — 1000 mg P.O. naeBHO

Prednisolone — 2 x 5 mg P.O. axeBHO (710 Tiporpecus).

KaCTpaHI/IH'pC3I/ICTeHTCH MMPOCTATCH KAPIUHOM C METACTATUYIHA KOCTHA Ooiect

budocponaru nnm Denosumab.



26. KAPIIMHOM HA TECTHUC

310KaYeCTBEHUTE TyMOPH Ha TECTUCUTE ca enBa 1% oT 31okadecTBEHHUTE 3a00JIIBaHUS TPHU
MBXKETE, HO T€ Ca Hall-ueCTOTO HOBOOOpa3yBaHUeE, 3acsArallo Bb3pacToBaTa rpymna Mexay 15 u 35
TOJIMHU U Ca €[lHA OT Hai-pa3npoCTpaHEeHUTE MPUUMHHU 32 CMBPT OT 3710KaUECTBEHU 3a00/IsIBAaHUS B
Ta3W BB3pacT. XapaKTepu3upar ce C BUCOKA JIbYe- U XHMMHOUYBCTBUTCIHOCT. YCTAaHOBEHHU ca
penuiia TeHeTUYHU aHOMAJIUU, KOUTO ca pUCKOB (haKTOp 3a pa3BUTHE Ha 3a00JISIBAHETO.

TyMopbT € repMUHATUBHOKIIEThUEH. CrIOpel XUCTOJIOTHYHUS MY BHUJI ce Ae(pUHHUPAT JIBE TPYIU —
CEMMHOMHU M HECEMHHOMHH TyMmopu. [Ipu OGoJHH, KOMTO IIe MPOBEXKIAT XMUMHOTEpaIus WU
JTpyenieueHue, TpsaoBa 1a ce 0OMUCIN KPUOKOHCEPBALlMS Ha CIiepMa MPEIX 3all0YBaHe Ha JICUECHHeE.

26.1. CeMHMHOMHM TYMOPH

Jleuenue Ha ceMUHOMHHUTE TyMOpu Ha Tectucute B ctaauii [ (IA. 1B u Is).

Oxkomo 80% oT ceMuHOMHHTE TyMOpPH ca B | cT. ¢ mpexuBsiemoct > 99%, He3aBUCUMO OT U30paHara
cTpaTerus (JiedeHue Wi HaOIoIeHHe). AKTUBHOTO a[FOBAaHTHO JieUueHHe TPpsOBa ja ce n30area u
Jla ce 3aMeHs ¢ akTUBHO HabmrogeHue. KbM nerata roauna cien abianusaTa Ha TyMOpa, PUCKBT OT
permauBu € cboTBeTHO 12%, 16% 1 32% npu OomHU, IPU KOWTO JIMIICBAT PUCKOBH (haKTOPH,
HAJMIIE € €UH OT TAX, UM Ca HaJIMIIE U J1BaTa (TymMop > 4cM. U MHBa3us Ha pete Tectuc). Camo B
Clly4auTe, KOrato € HeBb3MOXKHO e(eKTHBHO HabOironeHue, ce npuiara wiy Carboplatin 1 xypc
(AUC =7) umu amoBanTHa panuoTepanus (20Gy). 3a mpeamoynTaHe € MPOBEKIaHE Ha
XUMHOTEPAIIH.

JleueHne Ha CEMHMHOMHHTE TYMOPH Ha Tectucure B craauu 1A, IIB

[To-romsiMaTa 9acT OT MAlEHTUTE C oaradparmaiiHa napaaopTaaHa u/WUiIM Ta30Ba aIeHONATHS
<5 cm ce nekyBaT camo ¢ paauotepanus (30-36 Gy). AntepHaTrBa Ha JICYCHHETO € CUCTEMHA
xumuorepanust (PEB x 3, cpemy PE x 4) B ciywaure, xoraro mmMa NpOTHBOIIOKa3aHUS 3a
NpoBeXJaHe Ha panuorepanus. KoMmOMHMpaHaTta XUMHOTEpamusi € CBbp3aHa C I0-BHCOKa
TOKCUYHOCT, HO C ITO-MaJIbK PUCK OT Bb3HUKBAHE Ha BTOPUYHHU TYMOPH.

JleueHye Ha CEMUHOMHMTE TYMOPU Ha Tectucure B ctaauu 1IC, 111

B cranuii II C, perponepuroHeanHuTe TMM(QHU Bb3JIM ca C MAKCUMAJIeH TPaH3BeP3aJieH TUaMeThp
Haja 5 cm. B ciydauTte ¢ 106pa nporuosa Ha 3a00JI1BaHETO, MAMEHTUTE MPOBEXIAT CTaHAAPTHA
xumuotepanus (3 kypca PEB). Ilpu Gonnu ¢ npoTuBonokasanus 3a jgedeHue ¢ Bleomycin - 4
kypca PE. Ako cinen xumuoTepanusara octaTbuHaTa TyMOpHa Maca € 3 cm uiu no-manka u CT Ha
KOPEMHHM OpraHd € HOpMaJlHa, NAalMeHTHTEe OcCTaBaT Ha akTUBHO HaoOmwozaeHue. Ilpu
npubim3uTenHo 25% OT ciiydauTe ocTaThbuHaTa TyMOpHAa Maca cjiell XMMHUOTepanusTa € Io-
rojisiMa ot 3 cm. B Te3u ciaydan ca Bb3MOXKHU CIIEAHUTE 3 MOIX0Aa:

OrnepaTUBHO OTCTpaHSABAaHE HA OCTAThYHUTE MACH.
Paguorepanus.

HaoOmroneunue.

[Tarmenture B ctaauii 11 - chc ceMUHOM Ha TECTHUC WM CEMHHOM (€KCTParoHaICH), MPOBEXIAT
CTaHJAPTHUTE XUMUOTEPANIEBTUYHU PEXKUMHU, KAKTO MIPU MAIMEHTUTE C HECCEMUHOMHHU TYMODPHU B
puckoB cratyc. 90% OT manMeHTHTe ¢ aBaHCUPAJIH CEMUHOMHHU TYMOPH C€ JIEKYBAT YCIICITHO C
KOMOMHUpaHa XuMHOTepanus, chabpxaria Cisplatin.



26.1.1. Xumuorepanusg opy craamii |

[TpoBexa ce ajifoBaHTHA XUMHUOTEPAITHUS, aKO HE € OCHIIECTBEHO JIbuenedeHne (M300p Ha eTUH
OT JIBaTa METO/A).

EP (2 kypca)

Etoposide — 100 mg/m2 1.V., nau 1-5
Cisplatin — 20 mg/m2 L.V., nuu 1-5
IToBTOpeHue npe3 28 aHU.
Carboplatin AUC7 L.V. exHokpaTHO.
CrpsiMo moka3zaTesst 0011a MpeXUBSIEMOCT €IMH IUKBJI ce paBHsABA Ha ibuenedeHue ¢ 30 Gy npu
NAlMEHTH ChC CPEICH M HHUCHK PHUCK; CHIIECTBYBAa MOBHUIIECH PUCK OT BTOPHYHA HEOIUIA3MS,
UHTyIIIpaHa OT JIbuesieueHHE.

26.1.2. Xumuorepanus mupu craauii [1A. B 1 HerrpoBeneHo JIpuecuyeHrue

BEP (3 kypca)

Bleomycin —30 mg TOT I.M., nau 2,9 u 16
Etoposide — 100 mg/m2 L.V., nau 1-5

Cisplatin — 20 mg/m2 LV., nuu 1-5

[ToBropenwue mpe3 28 auu (¢ moakpena ot G-CSF).

benexka: Bleomycin moxe aa He ce mpuiara npu 6omHu Hag 40-TonuIIHA BB3pAcT WU C
HapyueHa 6eno0apoOHa GyHKIMs Hopaau M0-BUCOK PUCK OT MTHEBMOHUTH. [Ipu Te3u nauueHTH
e ymecteH pexum EP (4 kypca) (Bux T. LA.).

26.1.3. Xumuorepanus rupu craauii [IC—1V BEP (4 xypca).

EP (4 xypca).

Etoposide + Cisplatin = Bleomycin

Etoposide — 100 mg/m2 1.V., nau 1-5

Cisplatin — 50 mg/m2 L.V., nuu 1-2

+ Bleomycin — 30 mg TOT .M., muu 1, 8 u 15 (camo 3a craauii 11C, 111)
[ToBTOpenue npe3 28 nHMU.

TIP

Paclitaxel — 250 mg/m2 1.V. B 24-yacoBa undyswusi, aeH 1

Ifosfamide — 1500 mg/m2 1.V., nau 2-5

Mesna — 500 mg/m2 L.V., B vacose 0, 4 u 8 ot Hauanoto Ha Ifosfamide
Cisplatin — 25 mg/m2 L.V., nau 2-5

[ToBTopenue npe3 28 auu (npu npoteknus ot G-CSF).




26.1.4. Tlpu pe3unyaicH TYMOD Clell JIbYEIICUECHUE

[Ipu pe3uayanen Tymop noj 3 CM ce npusiara akTHBHO HaOIIOICHHE.

[Tpu pesuayanen Tymop Hajg 3 CM ce Npuiiara XUpypruvHo JieueHue, nociensado ot BEP (3
Kypca), ako XMUCTOJIOTMYHOTO HU3CJe/IBaHE [T0Ka3Ba HAJMYUE Ha 3JI0KAYECTBEH TyMOP.

26.1.5. Cnacurenna XMMHOTEPAIIHS IIPU PESUCTEHTHU TYMOPH

PEI

Cisplatin — 20 mg/m2 L V., nau 1-5

Etoposide — 75 mg/m2 1.V., nuu 1-5

Ifosfamide — 1200 mg/m2 1.V. qau 1-5

Mesna — 400 mg/m2 L.V., B gacose 0, 4 u 8 ot HauanoTo Ha ifosfamide
[ToBTOpenue nmpe3 28 nHu.

VelP

Vinblastine — 6 mg/m2 L.V., nau 1 u 2

Ifosfamide — 1000 mg/m2 1.V., qau 1-5

Mesna — 400 mg/m2 1.V., B yacose 0, 4 u 8 ot Hauanoto Ha Ifosfamide
Cisplatin — 20 mg/m2 LV., nuu 1-5

[ToBTOpenue mpe3 28 mHu.

TIP

Paclitaxel — 250 mg/m2 1.V. B 24-yacoBa undyswusi, aeH 1

Ifosfamide — 1500 mg/m2 1.V., nau 2-5

Mesna — 500 mg/m2 L.V., B uacose 0, 4 u 8 ot Hauanoro Ha ifosfamide
Cisplatin — 25 mg/m2 L V., nau 2-5

[TosTopenue npe3 28 auu (pu npoteknus ot G-CSF).

26.2. HeceMHHOMHM TYMOPH

[IpenopbuBa ce jgeueHre OT MEAULMHCKI OHKOJIO3U C OMMT B JICYEHUETO Ha KapIMHOM Ha TECTHC.
BonauTe, mouexany Ha XUMHOTEPAIHs, Ce Pa3IeNAT Ha TOATPYIH CIIOPE PUCKA OT IMPOTPECHSI:
(1) no6pa npornoza — AFP nox 1000 ng/ml, hCGT nox 5000 IU/ ml, LDH nox x ropaa HopMasiHa
rpanwuia (I'HI'), 6e3 mepBUYeH TyMOp B MEIUACTUHYM, O0€3 APy BUCLEpaTHU (OCBEH 0eT0apOoOHH )
MmeTtacrasy; (2) cpeana nporHoza — AFP mexay 1000 u 10000 ng/ml, hCGT mexay 5000 u 50000
Ul/ml, LDH mexny 1,5 u 10 bty Hag HOpMata, 6€3 MbpBUYEH TYMOpP B MEIUACTHHYM, 0€3 Apyru
BHUCIepaHU (0CBeH OenoipooHn) metactasy; (3) soma nporuo3a — AFP wan 10000 ng/ml, hCGT nHan
50000 Ul/ml, LDH nan 10 mbTu Hax HOpMaTa, IbpPBHYEH TYMOP B MEIMACTUHYM, HAJIMYUE Ha APYTU
BHCLIEPATHU MeTacTa3u (OCBEH 0en0apoOHH).

26.2.1. Jleyenre HA HECEMHUHOMHHUTE TYMODHU Ha TecTUcUTe B craauii | 6e3 cha0oBa MHBA3UA U C
HOPMAJIHU CIENOIEPATHBHU TYMOPHU MapKepu

HporHo3aTa Ha Oomuute B I cT.e OTJIM4YHa, HE3aBUCUMO OT I/136paHI/I$I MCTOA- HaGHIOI[CHI/IC NN
AKTHUBHO JICUCHUC. I/I360p'I)T Tpr6Ba JAa CC HallpaBU MHAWBUAYAJIIHO, B 3aBUCUMOCT OT OCTpaTra U



KbCHA TOKCHUYHOCT, IMpEANOYUTaHusATa Ha OONHHMA M HEOOXOAMMOCTTa OT 3ala3BaHe Ha
¢deprunnoctTa. [IpenopbuBa ce chbxpaHsBaHE Ha cliepMa B ThKaHHA OaHKa MpPEIH Ja ce MpeMUHE
KbM aKTHUBHO JjieueHue. Perponepuroneannara numdonoaynapra aucekius (RPLND) B I cr.
(HHCBK M BHCOK DPHCK) C€ MpHjara M3KIYHUTEIHO PSAAKO, CaMO KOTaTo HAOIIOICHUETO WU
aJI0OBaHTHATa XMMHUOTEPAIHS C€ OTKA3BaT OT MAllMEHTa I10 JIMYHU NpUurHU. To3u B onepaTuBHA
MHTEPBEHLU ce MpoBexkaa oT onuteH xupypr. Upes RPLND namansBa pucKbpT OT peuuauBy, HO
OCTaBa PHUCK OT MosiBa Ha 6es1oApoOHN MeTacTasu.

[Tatmentn B ctanuii 1 Ha HECEMUHOMEH TECTHKYJIapeH Tymop 0e3 nTuMQHAa U ChAOBA MHBA3HA,
HOpPMAaJIHU CepyMHU Mapkepu, HopmanHa CT Ha KopeMHU OpraHd U IPbJIEH KOIIl, MOTaT Jja OCTaHaT
Ha aKTHUBHO HaOIIOZeHHEe. AKO TMPOBEXKAAHETO HAa AKTUBHO HAOINIIOJCHHE € HEBB3MOXKHO, C€
npunarat 2 kypca PEB. Cnopen ESMO-2016r. onpeaensiio CTeeHTa Ha PUCK € JuM@HaTa H
CHJIOBA MHBA3MsI ¥ IIPU | CT —BUCOK PUCK M3XOJIBT € €IHAKBB ¢ HaOmoaerne uin 2 kypca PEB - 98%
MPEKUBIEMOCT.

[Tpu manuenty B | KIMHUYEH CTaauii PUCKBT OT TJIACHK B 3a00JSIBAaHETO € OKOJIO 25% - B TE3H
cirydan O6osHHTE ce nekyBaT ¢ 3 kypca PEB unm 4 xypca PE npu npoTtuBonokasanus 3a npuiiarae
Ha Bleomycin.

26.2.2. JleueHre Ha HECEMMHOMHUTE TyMopHy Ha TectrcuTe BbB 1IA. II B cramuu

Jleuenuero Ha nauuentute BB IIA cTanuii ce onpenenst oT HUBOTO Ha TyMOpHUTE Mapkepu. Korato
TYMOPHHUTE MapKepH Ca IOBHILIEHH, MALIUEHTUTE MPOBEXAaT xumuorepanusa. Koraro TymopHure
MapKepH ca HETraTHBHH, € BB3MOXXHO mpoBexkaane Ha RPLND wunm nabmioneHue Ha Bceku 6
cenmuu. Jleuennero Ha nanuenTute BbB 1IB cTannii cbio ce onpenens B 3aBUCUMOCT OT HUBOTO
Ha TyMOpHHTE Mapkepu. [Ipm HeraTMBHM cepyMHH MapKepH M JMM(HU METacTa3d Mo Xojaa Ha
muMQHUSA ApeHaX, ManueHTuTe nomiexkar wim Ha RPLND ¢ agroBanTHa XuMuoTepamnus 2 Kypca
PEB, unu cucremna xumuotepanus: PE — 4 xypca unu PEB — 3 nuxbina, cien koeto ce od6chxaa
HeoOxogumoctTta or RPLND. Ilpu mynTuruieHn auMMQpHM MeTacTa3d ce MpOBEXJa CHUCTEMHa
xumuorepanus. IIpy moBuIIeHM TyMOpPHH MapKepu ce IMpOBEXKAAa XMUMHUOTEpamnus, KakTo IIpH
nanueHTH ¢ Jo0pa mporHosa Ha 3abonsBaHeto — 4 nukbiaa PE wiu 3 nukena PEB ¢ nocneasaiia
RPLND, axko ce ycranoBaBatr CT nanHu 3a ocTaTbuHa TuM(paaeHOMaTHsI.

26.2.3. XuMmuoTrepanus Ipyu aBaHcupajio 3a00JisiBaHe

[Manmenture cve craguu IIC u Il mojpnexxar Ha cucremMHa xumuoTepanwus. [lamueHTuTe B
HarpeaHal CTaauil Ha 3a00JISIBAHETO C€ KaTeropyu3upar Karo MaIueHTH ¢ 100pa, CpeaHo a0opa u
Jouia MporHosa (mporHoctuyHa kiaacudukanus ot 1997 r Ha International Germ Cell Cancer
Collaborative Group).

[Taumenture B cragmii IIC morar na OpAar kareropusupaHu ¢ 1o0pa, cpeaHo Aodpa U Jolma
IIPOTHO3a B 3aBHCHMOCT OT HHMBOTO Ha TyMOpHUTe Mapkepu. lIpoBexna ce craHpapTHara
xumuotepanus (3 kypca PEB unu 4 kypca PE), ako cien xumuorepanusara uma ocTaTbyHa TYMOPHA
Mmaca, ce nmpernopbuBa RPLND. Ako TyMopHHTE MapKepu ciiell XUMHOTEPANUATa c€ HOpMaJIU3UpaT
u npu CT He ce ycTaHOBSBaT OCTaThb4yHU (OpMallMW, MALMEHTUTE MOrarT Ja OcCTaHaT Ha
HaOJIFOJEHHE.

IManmenTu ¢ noopa nporuosa (IITA cragmii HECEMUHOMHHU TYMODH )

[TaruenTTe ¢ MOOpa MPOrHO3a Ha 3a00JIIBAHETO MOJIEKAT Ha CTAHIAPTHUTE XUMHUOTEPATICBTUYHU
pexumu — 3 nukwiaa PEB unu 4 mukena PE, ¢ koeTo ce moctura noosp nededen pesyartat B 90% ot
clydauTe. AKO MAIIMEHTUTE MMAT OCTaThYHHM (OpMalMu Ccle] MpOBEACHATa XUMHUOTEpamnus, C



HOpPMaJHM CTOMHOCTHM Ha TYMOPHU MapKepH, MOJJIeKaT Ha OINEpaTUBHO OTCTpaHsIBaHE Ha
TYMOPHHTE MacU. XUCTOJOTUYHOTO M3CJICIBAHE HA OCTATHYHUTE TYMOPHH MAacH MOXE J1a MOKaXKe
B mpuOan3uTenHo 45% Hekposa u ¢pubposa, B npudauzutento 45% - 1006pokayecTBeH TEPATOM U B
10 - 15% - mepcuctupane Ha KapuuHOMa. B Te3u ciydam ce mpuiarar 2 KOHCOJUAMPAIIN Kypca
XuMuoTepanus ¢ komouHamnus VIP.

IMammenTu cue cpeano noopa (I1IB crammit) m moma (ITIC crammii) nporuosa

[TatmenTuTe CHC CpetHO 1OOPa MPOTrHO3a HA 3a00JIBAHETO OTIOBAPAT HA CTAHAAPTHUTE CXEMH Ha
xumuorepanus B npubiansutenno 80% oT ciydaute, a TE3U ¢ Jola IPOrHo3a — B MPUOIU3UTEIIHO
60%. [TanuenTuTe B T€3U CTa UM Ha 3a00JIIBaHETO NOJIeKaT Ha 4 Kypca xumuorepanus (PEB) win
4 xypca PEI=VIP. Cnen npoBexaaHeTO Ha KypCOBET€ XHUMHOTEpaIus, ako PEHTIeHOrpad)CKu ce
JIOKaX€ I'bJIHA KIMHUYHA PEMUCHSI ¢ HOPMAJIHU CTOMHOCTH Ha TYMOPHM MapKepH, MallMeHTUTE
OCTaBaT Ha JMHAMUYHO HabOmoneHue. B cmyuante Ha octarpyHa popmanus Mpu Bb3MOKHOCT Ce
00ChK/la ONEpaTUBHOTO M OoTcTpaHsBaHe, kaTo ce 3arnouBa ¢ RPLND, cien xoero ce pesenupar
OCTaThbYHUTE JIe3UH B Oenus aApo0. B ciydyante Ha moBHIlIaBaHE HA TYMOPHUTE MapKepu Clie[
JeUYeHHEe WM TpU Tporpecus Ha 3a00NsSBAaHETO, NMPU NAIMEHTHTE ce MpoBexnaa “salvage”
xumuorepanust (TIP, CE, TI-CE, VelP, VIP) wiu BkiItouBaHEe B KIMHUYHH MPOYUBAHHUS.
Paguorepanus npu HECEMUHOMHM TYMOPH Ha TECTUCUTE CE IIPUJIara Ipu MoKa3aHus 32 MO3bYHU U
KOCTHU METacTa3H.

JIEKAPCTBEHMU PEXKXUMHU
[Tpu craawmii | 6e3 chbaOBa MHBA3US U C HOPMAITHU CIEAONEPATUBHA TYMOPHH MapKepu

AnfoBaHTHa XMMHOTEpAIus HE Ce MPOBEXAAa U HE CE MPErnopbyBa peTpornepuToHeaaHa JuMdHa
IUCEKIIHS.

e [lpu cramuii | cbe chaoBa MHBA3USA
o IIpoBexna ce agroBanTHA XMMHOTepamnus ¢ pexxum BEP (Buxk 1. 1.B.) (2 xypca).
e [lpu cranmii [T1A, B
o IlpenmopbpuBa ce perpornepuTOHeaNHa JUM(HA AUCEKIMsA, IMOCIEABaHA OT
aaroBaHTHa xumuortepanus ¢ pexxuM BEP (Bux 1. [.B.) (2 xypca).
e [Ipu Heonepabunnu 6omHu B craauii Il, mpu craauii I u IV
o IlpoBexna ce xuMuoTepanus crope Iporuo3ara Ha 6oyecTTa.

IIpu noOpa nporyosa:

BEP (3 xypca)
EP (3 xypca) PVB

e Cisplatin — 20 mg/m2 L.V., nau 1-5

e Vinblastine—6 mg/m2 L.V, nau 1 u 2

e Bleomycin — 30 mg o6ma go3a .M., nau 2, 9 u 16
e [loBropenwue npe3 28 auu (3 Kypca).

IIpu cpegHa MK JIOIIA MPOrHO3a.

BEP (4 xypca)

EP (4 xypca)



PVB (4 kypca)

26.2.4. Crnacurenna XMUMHOTEDPAINS IIPU PESUCTEHTHU TYMOPH

PEI
VelP

TIP

26.2.5. EkcTparoHajHu TepaTOKapLUHOMHUA

XI/IMI/IOTepaHeBTI/I‘IHI/ITe PEXUMU Ca KaTO IIpHU KapUXHOM Ha TECTHUC.



27. KAPIIMHOM HA INEHUC

XUMHUOTEpanus ce Mpuiiara npu JIOKAJIHO aBaHCHpasia UM MeTacTaTH4Ha 0O0JIeCT.

Cisplatin + Paclitaxel + Fluorouracil

Cisplatin — 75 mg/m2 1.V., nen 1

Paclitaxel — 175 mg/m2 (Docetaxel — 75 mg/m2) 1.V., nen 1
Fluorouracil — 750 mg/m2 1.V. 96-uacoBa BeHO3HA HH}Y3Hs
IToBTOpenue npe3 21 axu.

Cyclophosphamide + Bleomycin

Cyclophosphamide — 250 mg/m2 L.V., aau 1-5
Bleomycin - 30 mg o61ma 1o3a .M., 2 mbT ceIMUIHO
[ToBTOpeHue npe3 28 aHM.

Cisplatin + Metothrexate + Bleomycin

Cisplatin — 75 mg/m2 L.V., nen 1
Metothrexate — 25 mg/m2 L.V., nau 1 u 8
Bleomycin — 10 mg/m2 I.V., nau 1 u 8
[ToBTOpeHwme npe3 28 mHu.

Cyclophosphamide + Cisplatin + Vincristine

Cyclophosphamide — 250 mg/m2 1.V., nau 1-5
Cisplatin — 25 mg/m2 L.V., nau 2-4
Vincristine — 1 mg/m2 LV., nau 1 u 7
[ToBTOpenue npe3 28 aHMU.

Cisplatin + Mitomycin C

Cisplatin — 20 mg/m2 L.V., nen 1-3
Mitomycin C —4 mg/m2 L.V, nen 1
HOBTOpeHI/Ie npes3 28 AHU, IIpU CTPOT'O MOHUTOPUPAHE HA XEMOIIOC3aTa.




28. CAPKOM HA KAPOSI

Jleuenuero ce HU3BbpIIBA C JIMITIO30MAJICH ,Z[OKCOPY6I/IHI/IH.



29. CAPKOMMU HA MEKU TBbKAHH

CapkomuTe Ha MEKUTE ThKaHU MPEJCTaBIsIBAT OKOJO 1 % OT BCHYKHU 3JI0KAYECTBEHH TYMOPHU Y
BB3PACTHU U 0K0JIO 15 % oT Te3u y aena. CpenHara S-roAuiiHa NpexxuBsieMoct Bapupa ot 60% 1o
80% mipu BB3pacTHU U 75% 1pu Jlena, B 3aBUCUMOCT OT AudepeHIralys, XucTOJIOrMYeH BapUaHT,
pa3Mep, JoKalIu3alus, paslpocTpaHeHue Ha Tymopa. CapKoMUTE Ha MEKUTE ThbKaHU MoraT Ja
BB3HUKHAT BbB BCUUKH 00JIACTH HA TAJIOTO, HO HAali-UeCTH ca Te3U B 00JIaCTTa HA JOJTHU KpalHULIN
(40.5%), rpbaen ko (17.5%), ropuu kpavinuuu (16.5%), peTponepuToOHEanTHO MPOCTPAHCTBO
(13.3), Bprpemnu opranu (8.0%), B obsnactra Ha raBa u mus (4.0%). CucremHa Tepamnusi ce
npusara npu HeornepaOuIIHA HIIM METaCTaTUYHA OOJIECT.

29.1. MoHoxuMuoTepanus

e Doxorubicin — 75 mg/m2 v
e Epirubicin — 90 mg/m2 B 72-yacoBa |.V. undysus

[ToBTOopenue npe3 21 gHu.
e Epirubicin —80-120 mg/m2 L.V, nen 1

[ToBTopenue mpe3 21 nHu.

e Paclitaxel — 135-175 mg/m2 L.V., nen 1

[ToBTopenue mpe3 21 nHu.

e [fosfamide 3.0 g/m2 i.v. — 4 yacoBa u.B. uH}y3us aex 1 10 3
e Mesna 400 mr/m2 u.B. Ha 0, 4 u 8mu vac u.B. [ToBTaps ce npe3 21 qaK

29.2. KoMOuHMpaHa XuMHOTepanus

29.2.1. [IspBa nuHUS

Epirubicin + Ifosfamide

Epirubicin — 60 mg/m2 L.V, nau 1 u 2
Ifosfamide — 1800 mg/m2 1.V., quu 1-5
Mesna — 400 mg/m2 1.V., B vacose 0, 4 u 8 cnen Havanoro Ha ifosfamide

[ToBTOpenue mpe3 28 mHu.

Vincristine + Cisplatin + Ifosfamide

Vincristine — 2 mg o6mia mo3a L.V., gen 1

Cisplatin — 20 mg/m2 L V., nuu 1-5

Ifosfamide — 1500 mg/m2 L.V., nau 1-5

Mesna — 400 mg/m2 L.V. B gacose 0, 4 u 8 cien Hauamoro Ha ifosfamide
[ToBTOpenue npe3 28 nHM.

Gemcitabine + Docetaxel




[ToBTOpenue npe3 21 aHu.

Gemcitabine — 675 mg/m2 I.V., nau 1 u 8
Docetaxel — 75 mg/m2 1.V., neu 8

MAID

Doxorubicin 20 mg/m2 u.s. (5 no 20 munytHa uHdy3us) aed 1 10 3
Dacarbazine 300 mg/m2 u.B. (1uacoBa undysus) nen 1 g0 3
Ifosfamide 2500 mg/m2 nHeBHO u.B. (3yacoBa nHGY3us) neH 1710 3
Mesna 400 mg/m2 u.B. Ha 0, 4 u 8 yac

[ToBTaps ce mpe3 3 ceqmuiy — 6 Kypca

XI/IMI/IOTepaHeBTI/I‘IHHTC PEKHUMHU MOraT Jia €€ MnpujiaraT B HCOa/IlOBAHTCH aCIICKT IIPH

MOTEHLIMAIHO pe3ekTaduinHu Tymopu (craguit 11, 11I).

29.2.2. Bropa nuHus

Pazopanib — 800 mg P.O. nueBHO (He ce mpuiiara mpu JIMIIOCAPKOMH ).

[ToBTOopenue npe3 21 mHu.

Eribulin mesylate — 1.4 mg/m2 1.V., nuu 1 u 8 (ipu TunocapkoM ¢ Iporpecus Clie
AHTPALUKIINH-ChIBPIKAIIN PEKUMH)

Cisplatin  + Mitomycin
Cyclophosphamide

C +

Cisplatin — 20 mg/m2 1.V., nau 1-3

Mitomycin C —10 mg TOT L.V., nen 1, npe3 42 nuu
Cyclophosphamide — 500 mg/m2 LV, nmen 1 (8
Kypcosere 6e3 Mitomycin C)

[ToBTrOopenue npe3 21 nHu.




30. OCTEOCAPKOMM

[IbpBUUHUTE 3JI0KAYECTBEHW KOCTHM TyMopu mpezacrasisBar okoigo 0,3 % or BcUYKH
37I0KQ4€CTBEHW HOBOOOpa3yBaHMs. B 3aBUCMMOCT OT ThKAaHHUTE, OT KOUTO IPOU3XOXKIAT, TE CE
pas3ersaT Ha: OCTEOCAPKOMHU (C MPOM3XOJA OT OCTEOOJACTUTE), XOHAPOCAPKOMH (C MPOU3XOA OT
XPYIISUTHA ThKaH) U IPUMUTHBHI HEBPOECKTOIEPMAIHU TYMOPH, HApHUaHU olle capkoMu Ha FOuHT
(c Hescen mpousxof). Tyk cmajgar W Apyru peaku TyMOPH Ha KOCTUTE, KaTO aJaMaHTHHOM,
ManurHeH (uopobIacTeH XHMCTUOIMTOM Ha KOCTTAa M MAaJMTHEH THTaHTOKJIEThYEH TyMOp Ha
KOCTHUTE.

KBbM KOCTHUTE TYyMOpPHU C€ OTHACAT U IbPBUYHUTE JTOOPOKAYECTBECHH TYMOPH Ha KOCTUTE, KAKTO U
BTOPUYHU (METACTaTUYHHM) KOCTHM TYMOpHM — MeTacTaTMYHa KocTHa Oosect. Haii- yect e
OCTEOCapKOMBT, Ccpelia ce Hai-yecto y mnoxapactBamu (15-19 rox.). B Tasu Bb3pact
0CTEOCapKOMUTE cheTaBisiBaT moBeue oT 10% oT BcUUkU conugHu TyMOpH. ChOTHOIIEHHETO
MBbxe:KeHH € 1.4:1.

Te3u TymMOpu BB3HUKBAT B NIEPUOJA HA Ch3PSIBAHE HA OPTaHU3Ma, KOTaTO CE€ OTYMTA MAaKCUMAaJIeH
pacTex Ha CKeJleTa, pecll. BUCOKa MposudepaTnBHa aKTUBHOCT HAa OCTEO0JIaCTUTE; BTOPHST MUK €
kbM 60-romuiiHa Bb3pacT. Jpyru puckoBu (akTopu 3a IMosiBA HAa TE3H TYMOPH Ca JTHYECBU
BB3/ICHCTBUS, KAKTO M (paMmITHa 0OpEMEHEHOCT.

30.1. Xwumuorepamusi mpu capkom Ha Ewing

Vincristine + Vincristine - 1.5 mg/m2 (o61a go3a 2 mg) 1.V. 6onyc, aen 1
Ifosfamide + Ifosfamide - 3000 mg/m2 1.V. 3-uacoBa undys3us, aau 1-3
Epirubicin + Mesna — 400 mg/m2 1.V, B gacose 0, 4 u 8 ciieq1 HA4aIOTO HA
Etoposide ifosfamide

Epirubicin — 30 mg/m2 1.V. 4-yacoBa undys3wusi, gau 1-3
Etoposide — 150 mg/m2 1.V. 2-uacoBa undysus, qau 1-3
[ToBTopenue npe3 21 auu (¢ moakpena or G-CSF).

Ifosfamide + Ifosfamide — 1800 mg/m2 1.V., nau 1-5
Carboplatine + Mesna — 400 mg/m2 1.V., B wacoge 0, 4 u 8 ciieq HayaIoTO Ha
Etoposide ifosfamide

Carboplatin — 400 mg/m2 L.V., nau 1 u 2
Etoposide — 100 mg/m2 1.V., nuu 1-5
[MToBTopenue npe3 21 auu (¢ moakpena ot G-CSF).

VEC/IE Vincristine — 1.5 mg/m2 (o6m1a g03a 2 mg) 1.V. 6onyc, nen 1
Cyclophosphamide — 600 mg/m2 1L.V., nen 1

Epirubicin — 75 mg/m2 1.V, neu 1 antepuupario c: Etoposide — 100
mg/m2 L.V., nan 1-3

Ifosfamide — 1500 mg/m2 I.V., nuu 1-3

Mesna — 400 mg/m2 1.V., B wacose 0, 4 u 8 ciieq HayamoTO Ha
ifosfamide

[ToBTopenue npe3 21 auu (¢ moakpemna ot G-CSF).




30.2. XummuoTepanusi NpH 0CTEOCAPKOM

MAP

Cisplatin 60 mg/m2/ nu / 4 4 undysus/ va nex 1 u 2 (OJ] 120 mg/m 2),
cenvuna 1 u 6

Doxorubicin 37.5 mg/m2 u.B. Ha aeu 1 u 2 (OJ] 75 mg/m 2) , ceamuma 1
U 6, ciieaBaHy 3 CEIMUILM CJIES TOBA OT:

Methotrexate (MTX) 12,000 mg/m 2 wu.B. 3a 4-6 yaca Ha gaen 1 + /
Leucovorin 15 mg IV, craptupaiiku 24 h cnen nagaioro Ha MTX nu
ClieJiIcHEe Ha MeTOTpeKcaremusTa Jokaro e crane < 0,1 mM. (cegmwuia
4,5,9u10)

[ToBTaps ce 1o 4 nuxbIa

ICE

Cisplatin 100 mg/m2 u.B. 3a 2 h Ha gen 1

Epirubicin 90 mg/m2 u.B. 3a 15 min Ha aen 1

Ifosfamide 2000 mg/m2/ nen IV 3a4 h wa nuu 2 no 4, 3aenno ¢ Mesna
2000 mg/m2/nen u.B. 3a4 hHa qau 2 10 4 ( TotanHa go3a: 6000 mg/m2)
[ToBtapst ce mpe3 3-4 cenmuuu ( 6 xKypca, 3 Kypca mpea U 3 Kypca
CIIEJIOTIEPATHBHO).

Ifosfamid +
Etoposide

Ifosfamid 3000 mr/m2 u.B. (3uacoBa undysus) aex 1 10 4

Mesna 3600 mg/m 2/ neH u.B. Ipoab/oKUTEIHA MHGY3Us Ha 1HU 1 10 4
Etoposide 75 mr/m2 u.B. (14acoBa undy3us) nex 1 no 4

IMToBtaps ce npe3 3-4 cenmurim (2 Kypca)

Gemcitabine +
Docetaxel

Gemcitabine 675 mr/mM2 u.B. (90muH. naby3us) 1eH 1 u 8
Docetaxel 75 no 100 mr/m2 u.B. (19acoBa uHd.) neH 8
[ToBTaps ce npe3 3 cenMHULIH.

Cyclophosphamide
+ Topotecan

Cyclophosphamide 250 mg/m2 u.s. 3a 30 min /au Ha auu 1 10 5
Topotecan 0.75 mg/m2 u.s. 3a 30 min /o Ha qam 1 10 5
IToBTtaps ce npe3 3 ceamuiy, 3a 12 — 14 nukbia




31. TUTAHTOKJIETBYEH TYMOP HA KOCTTA

Denosumab e noka3aH 3a jieueHue Ha Bb3PACTHU U IOHOIIU ChC 3aBBPIICHO CKEIIETHO PA3BUTHE C
TUTAaHTOKJIEThYEH TYMOp Ha KOCTTa, KOWTO € HEONepaOWIeH WIM KOraTo MMa BEpOSTHOCT
XUPYpPrudHaTa pe3eKius Ja I0Be/e 10 TeXKa 3a00J1eBaeMOCT.

[Ipenopbuntennara no3a Denosumab e 120 mg, npusiokeHa KaTo €JHOKpPATHA MOJAKOXHA
WHXKEKIUs B o0jacTra Ha OeIpoTo, KOpeMa WM MUIIHWIIATA BEIHBK Ha BCEKH 4 CEIMHIIU, C
JON'BJIHUTENHA 03U OT 120 mg Ha AeH 8-Mu U 15-TU OT JICUEHUETO Mpe3 MbPBUS MECEI OT
Tepanusra.

[TarueHTHTE C TUTAHTOKJIETHYEH TYMOP Ha KOCTTa TpsiOBa Jja ObJIaT OIICHSIBAHH PEIOBHO, 32 JIa Ce
OTIpEeIeTN JaJId MPOIbDKABAT J1a UMAT I10J13a OT JICYCHUETO.

[Ipu manueHnTH, yueTo 3a0oJsIBaHe ce KOHTpoJupa oT Denosumab, epekThT OT IpeKbCBaHE WU
CIIMpaHe Ha JICYCHHETO HE € OLIEHEH, HO OIPAaHMYCHUTE JIAHHU MPU TE3U MAIMEHTH HE MOKa3BaT
HaJM4Ke Ha pedayH1 e(heKT cliel IpeKpaTsIBaHe Ha JICYCHHUETO.

Beuuku manueHTtu TpsOBa Aa monydaBar n00aBku ¢ Hail-manko 500 mg kamuumii u 400 U
BuTamMuH D THEBHO, OCBEH aKo € HAJIMIIE XUTEPKATITUEMUSI.



32. TACTPOMHTECTUHAJIHU CTPOMAJIHU TYMOPHU

I'acrpounTectunanaute cropmanau Tymopu (I'MCT) ca peakn Me3eHXMMHU TYMOPH C TTPOHM3XO]T
ot racrpounTectuHanuus TpakT (I'UT) cbe cnenmmduyuna XucToIornyHa XapakTepucTuka. Tosa ca
Haii-uecTo cpemanuTe MmeseHxuMuu Tymopu Ha ['UT, Bp3nukBamum cieq mytanust B KIT-tuposun
KWHA3HUS PELETITOP W/WIIK B peLieNITOpa Ha TPOMOOIIMTHHS pacTexeH paktop anda (PDGFR-alfa).
Jmarnozata ce MOCTaBsS HMMYHOXHCTOXMMHYHO BB3 OCHOBAa Ha EKCIpecuss Ha creuu(puuHu
peuenTopu U C€ ONMpeNeNsiT CTENEeHW Ha PUCK (HUCBHK, CPEJEH M BHUCOK). 3acsrar MpeAuMHO
BB3PACTHH OKOJIO TeTaTa JeKajaa, HO MOTar Ja ce HabJto/1aBaT U BbB BCUUKH Bb3PACTOBU TPYIIU.

I'MCT morar aa ce pa3BUsT HaBCSIKb/IE B CTOMAITHOUYpeBHUS TpakT. Okoio 60-70% ot cinyyaute ca
Jokanuzupanu B cromaxa, 20- 30% - ThHKO 4epBo; mo-manko ot 10% - XpaHOIpPOBOA, KOJIOH,

PEKTYM.

IIpunara ce TapreTHa Tepamnusi.
AJI0BAHTHA Tepanus

[Tpunara ce npu onepupanu 6oxaHu (RO- u R1-pesekius) cbe cpeeH U ¢ BUCOK PUCK: TYMOPEH
muametsp > 10 cm, Opoit Ha mu- To3u > 10/50 HPF, Tymopen muamersp > 5 cm mioc Opoit Ha
muto3u > 5/50 HPF, cionTanna unu xupypruuna pynrypa. Haznauasa ce u cien R2-peseknust 3a
cpok ot 3 roaunu. [IpenoprunTeneH € MoneKysipHO-marosoruded ananus 3a c-KIT (ex3on 9- u
ek30H 11- myrammus).

Imatinib — 400 mg P.O. auesno (800 mg auesHo npu C-KIT ex3on 9-myTarws).
[Mpunara ce 3 roauHM.

ITbpBa [IpemopbunTeneH e MoneKynspHonaToigorndeH aHanus 3a C-KIT (ex3oH 9- n
JUHUA ex30H 11-myranust) 1 PDGFRA D842V -myranus.

Imatinib — 400 mg P.O. nueBno, 10 nporpecus (800 mg auesHo npu C-KIT
ex30H 9-mytanust). [Ipunara ce 1o nmporpecusi.

Avapritinib — 300 mg P.O. queBno npu PDGFRA D842V-mytanus (300 mg P.O.
JHEBHO TP CBHITBTCTBAIIO NPUIIOKeHHE ¢ yMepeH naxuoutop Ha CYP3A

Bropa Imatinib — 800 mg P.O. nueBHoO (10 iporpecwusi).
JIMHUSI Sunitinib — 50 mg P.O. nueBHo, 28 nuu u 14 nuu nounska, wim 37.5 mg P.O.

JTHEBHO, 0€3 MpeKbCBaHE (J10 MPOTPECHS).
Avapritinib — 300 mg P.O. quesHo npu PDGFRA D842V-myranus (300 mg P.O.
JTHEBHO IPH CHII'BTCTBAILO NPUIIOKEHHE ¢ yMepeH nHxuoutop Ha CYP3A

Tpera Regorafenib — 160 mg P.O. aueBHo (10 mporpecus).
JINHUS Ripretinib e moka3ax 3a jieueHrHe Ha B3PACTHU MALMEHTH C HAITPETHAI

ractpouHTecTrHaneH crpomaieH Tymop (I'MCT), kouto npean ToBa ca JeKyBaHH
C TPHY WJIU MOBEYe KHHA3HU MHXUOUTOPH, BKIFOUUTETHO Imatinib

Avapritinib — 300 mg P.O. auesno npu PDGFRA D842V-myrarnus (300 mg P.O.
JTHEBHO IPH ChI'BTCTBAILO NPUIIOKEHHE ¢ yMepeH uaxubutop Ha CYP3A




33. MAJIMTTHEH MEJIAHOM

33.1. AnoBaHTHA Tepanusi

Taprerua repanus npu Haanuue Ha BRAF V600 myranus

+ Dabrafenib — 2 x 150 mg P.O. nueBno + Trametinib — 2 mg P.O. nHeBHO € moka3aH KaTo
aJIOBaHTHA Tepamnus Ipu Bb3pacTHH nauueHtu ¢ menanoM Cranuii III ¢ BRAF V600
MyTalus, CJIe]] paJuKaaHa Oneparus.

HNmyHoTEpanus

* Pembrolizumab 200 mg 1.V. na Bcexu 3 cenmunm uinu 400 mg 1.V. Ha Bceku 6 ceqMuim
¢uKkcupaHa 103a KaTo MOHOTEpANuUs 3a aIOBAHTHO JICYEHHE HA BB3PACTHH C MEJIAHOM
craauii [IB, IIC unu 111 1 npu kouTo € u3BbpIIeHa pagukanHa onepanus. [Ipu agroBaHTHO
JeyeHue Ha MenaHoMm, Pembrolizumab tps6Ba na ce mpwiara 10 peuMauB Ha
3a00J151BAaHETO, HEMPUEMIIBA TOKCUYHOCT WIIM 32 IIEPUO/] 10 €HA T'OAMHA.

¢ Nivolumab karo MoHOTepamusi € IMOKa3aH 3a aJIOBAaHTHO JIEYEHHE IPH BB3PACTHU
MAIMEHTH C MEJIAaHOM, ChC 3acsiraHe Ha JUM(HU BB3JIM UIM METACTaTUYHO 3a0o0JisiBaHe,
IIPU KOMTO € U3BBPIICHA PaJUKaIHA ONepaLusl.

33.2. CucremHa Tepanus NpH pelHAUBHPAIA U MeTACTATHYHA 00JIeCT

33.2.1. TaprerHa repanus U KMYHOTEPAIUS

[TspBa muaMs Tepamust mpu BRAF V600-myTrpanu Tymopu

Vemurafenib — 2 x 960 mg P.O. aueBHO, 10 mporpecusi.

Dabrafenib — 2 x 150 mg P.O. aueBHO, 710 TIpOrpecHsl.

Dabrafenib + Trametinib Dabrafenib — 2 x 150 mg P.O. nueBHO
Trametinib — 2 mg P.O. nHeBHO
[IpoabikaBa 10 mporpecus.

Vemurafenib + Cobimetinib Vemurafenib — 2 x 960 mg nuesno P.O., nau 1-28
Cobimetinib — 60 mg nuesno P.O., nuu 1-21
IToBTOpEenue npe3 28 aHU, 1O MPOrpecusl.

Encorafenib B komOunamus ¢ binimetinib 3a jiedeHne Ha Bb3pacTHH MAIIMEHTH C HEOTIepabuieH
i metactatuueH menanoM (MM) ¢ BRAF V600 myranus

[Mpenoppuntennara mo3a encorafenib e 450 mg (mect kamcynu ot 75 MQ) BeAHBXK IHEBHO,
KOTaTo ce M3MOoJ3Ba B KOMOMHANHUS ¢ binimetinib.

HmyHoTrepanus
o Nivolumab —240 mg I.V., npe3 14 auu wim 480 mg 1.V, npe3 28 auu, 10 nporpecus.
e Nivolumab+ Ipilimumab — uaaykuus

Nivolumab — 1 mg/kg I.V., nen 1
Ipilimumab — 3 mg/kg I.V., nen 1



[ToBropenwue mpe3 21 auu /4 kypca/

ITopnbpaxaiua Tepanus
Nivolumab - 240 mg I.V., npe3 14 auu wiu 480 mg 1.V., npe3 28 auu - 10 NpOrpecust Win
HETPUEMJIMBA TOKCHYHOCT.

Pembrolizumab — 200 mg IV Ha Bceku 3 ceamunu wian 400 mg 1.V, Ha Bceku 6 CEIMUIIN 3a JICUCHHE
Ha aBaHcHpal (HeorepaOW/IeH WJIM METacTaTH4eH) MEJTaHOM IpPU BB3PACTHHU, JO MPOTPECHs WK
HENPUEMIINBA TOKCHYHOCT. IIpH KIMHMYHO CTAOWJIHU IAlMEHTH C I[IbPBOHAYAIHU JaHHH 32
IporpecHst Ha 3a00JISIBAHETO € MPETOPHUUTETHO JIEYEHHUETO Ja IPOIBIIKH, JOKATO IPOrPeCcHsTa Ha
3a00JIIBaHETO HE CE MOTBBHP/IM.

Nivolumab relatlimab - 480 mg nivolumab u 160 mg relatlimab 1.V. npe3 28 nuu 3a neucHue oT
II'bPBA JIMHUSI HA aBaHCHpaJl (HeoTepaOuIIeH WM MEeTacTa3upall) MeJIaHOM TPU BH3PACTHU U FOHOIITU
Ha/Haz 12 ronunu ¢ tymopHa PD-L1 excnpecus < 1%.

IIspBa auHMA Tepanng ¢ UMYHHH YeknouHT-uaxuoutopu npu BRAF WT tymopu
Momnorepanus
e Pembrolizumab — 200 mg IV na Bceku 3 cenmurm mim 400 mg 1.V. Ha Bceku 6 ceMHUIu
3a JICYCHHE Ha aBaHCHpaj (HeonepaOuiIeH I METaCTaTHYCH) MEJIAHOM IIPH Bb3PaCTHH,
JI0 TIPOTPECHS WM HENPUEMIIMBA TOKCUYHOCT. [IpW KIMHUYHO CTAOWIIHU MAIUEHTH C
II'bPBOHAYAIIHU JIAHHU 3a IIPOrPecHs Ha 3a00JISIBAHETO € MPEMOPHUYUTEIIHO JICUCHUETO J1a
MIPOJIBJIKH, IOKATO MIPOTPECHUsITa Ha 3a00JIIBAHETO HE CE TIOTBBP/IH.

e Nivolumab — 240 mg I.V., npe3 14 nuu wiu 480 mg 1.V, npe3 28 auwu, 10 mporpecusi.

e Ipilimumab — 3 mg/kg 1.V - 4 kypca npe3 21 anu; 1sU10TO JedeHHe TpsiOBa Jna ce
npuiIoxku 10 16-Ta ceaMuIia cie/ mbpBara 703a.

e Nivolumab relatlimab - 480 mg nivolumab u 160 mg relatlimab 1.V. npe3 28 nuu 3a
JiedeHKe OT IbPBA JIMHUS Ha aBaHCUpal (HeonepaOHIeH UITH METACTa3upa) MEITaHOM MPH
BB3PACTHU U IOHOIIM Ha/Haj 12 roaunu ¢ TymopHa PD-L1 excnpecus < 1%.

KomOunupana tepanus
e Nivolumab+ Ipilimumab
WNuaykunoHHo nedenue - 4 kypca
Nivolumab — 1 mg/kg I.V., nen 1
Ipilimumab — 3 mg/kg 1.V., nen 1
[ToBTOpenue npe3 21 auu._

Iogabprkaliio JIeYeHUe

Nivolumab - 240 mg I.V., npe3 14 quu  wau 480 mg V., npe3 28 auu - 10 mporpecus

BTODa JIMHHUS TapIre€THaA Tepallnuigd U KUMYHOTCPAIIUsA

Cnen nporpecust Ha BRAF-unxuburop mian na xkomOunamus or BRAF + MEK-unxuburop ce
npeBkitoyBa KbM PD-1-unxubutop ninn CTLA-4 uaxuOutop mim koMOMHaIMs OT ABETE B JI03H,
KaKTO B PCXKUMUTE OT II'bpBa JIMHUA

Cnen nporpecust Ha CTLA-uaxubuTop ce npeBkitousa kbM PD-1-uHXubutop u 00paTHOTO B 103,



KaKTO B PEKUMHUTE OT MbPBA JIUHUA

[Tpu akpanuu 1 MyKo3HH MeaaHoMu cbe C-KIT-myramnus ce o6cwxma Imatinib — 2 x 400 mg P.O.
JTHEBHO.

H’LpBa JIMHUSA IIPpHA Heonepaﬁn.ﬂen HJIA METACTATUYIECH YBEAJICH MEJIAHOM

Tebentafusp € IOKa3aH KaTO MOHOTEpaIIys 3a JICUCHHUE HAa Bb3PACTHHU ITALITUCHTH C Hepe3eKTa6I/IHeH

WIA METacTaTUYEH yBEAJCH MeJaHOM, IOJIOXKHUTEIEH 3a 4OBEIIKH JeBkouuTeH aHtureH (HLA)-
A*02:01

33.2.2. XumMuorepamus

IIpunara ce xaTo BTOpa JIMHUS WINM KaTo CyOCEKBEHIMalHa Tepanus, KOraro ca H34yepIaHH
Bb3MOxHOcTUTE HAa BRAF- 1 MMyHHUTE YEKIIOMHT-UHXUOUTOPU.

Carboplatin + Paclitaxel Carboplatin — AUC 4 1.V, nen 1
Paclitaxel - 175 mg/m2 L.V., nen 1
[ToBTropenue npe3 21 mHu.

CvD Dacarbazine — 800 mg/m2 L.V., neH 1
Cisplatin—25mg/m2 I.V., ntu 2,3 u 4
Vinblastine— 1 mg/m2 L.V., nau 2,3 u 4
[ToBTOopenue npe3 21 nHu.

Cisplatin + Gemcitabin Cisplatin —40 mg/m2 L.V., nau 1 u 8
Gemcitabin — 1000 mg/m2 L.V., qau 1 u 8
[ToBTOpenwue npe3 21 mHu.




34. KAPIIMHOM HA KOXA

34.1. TaprerHa Tepanusi

e Vismodegib — 150 mg P.O. nueHo. Ilpmiara ce npu JIOKJIHO aBaHCHpA
0azorennynapeH KOXeH KapIHOM, HETIOAXOISIL 32 XUPYPTUs HITH JThYelicueHUE, TN
IpU MeTacTaTHyHa 0OJIecT.

e Cemiplimab - 350mg L.V. npe3 21 guu. [Ipunara ce npu JIOKaJHO aBaHCHPAT WA
METaCTaTHUCH IJIOCKOKICThYCH KOXKEH KaplIWHOM, HEMOJXOJIl 32 paJuKaiHa
XUPYPTHUs UM JIbYEICUCHHE.

e Cemiplimab* kaTo MOHOTEpanusi € MOKa3aH 3a JICYCHUE Ha BB3PACTHU MAIUCHTH C
JIOKAJIHO aBaHCHpaJ WIM MeTacTatuueH OasanHokieTpueH kapruHoM (laBCC wnm
mBCC), KouTO ca Mporpecwpalii WId ca C HEMOHOCHMOCT KbM HHXHUOUTOp Ha
curnannus mbT Hedgehog (hedgehog pathway inhibitor, HHI).

Mepxkenos Tymop (MT)

Tymop ot xierkute Ha Merkel e psako 3a0onsiBaHe ¢ TOBHIIaBamia ce 3a00JIEBaEMOCT.
[IpuuunsBa ce ot nmonuoma Bupyc — Merkel cell polyoma virus (MCPyV). Ilpu MT e ot
3Ha4YeHue AeOeMHaTa Ha TyMOpa, HaOJII0/1aBaT ce WHTPAH3UTHH METACTa3H, MPETophuBa Ce
OMOTICHS HA CTPAXKEBHS BB3€Il M CIICONIEPATUBHA JIbUETEePAITHs 3a JIOKO-PETHOHAJICH KOHTPOJI.

HmyHOTEpanusa

Avelumab — 800 mg I.V., ipe3 14 nuu. [Ipunara ce npu meracratuuen Merkel-kinerbuen
KapIUHOM JI0 MIPOTPECHs HIIH HEPHEMIINBA TOKCUYHOCT.

34.2. Xumuorepanus

KnacnueckoTo HUTOCTaTUYHO JIeUEHNE UMa MHOT'O OTpaHUYeH e(eKT U ce Mpuiara pu CTpUKTEH
no00p U CeIeKTHUpaHU OOJIHM IPH JIMIICA HA BH3MPUETH MTPABUJIA HA TEPAIeBTUYHO ITOBE/ICHUE.

34.3. [IpeBeHIUs] HA HEMEJAHOMHHM KOKHM TYMOPH NMPH HMYHOCYNPeCHPAHH MAMEHTH

Nicotinamide — 2 x 500 mg P.O. nueBHo.




35. KAPIIMHOM C HEM3BECTEH ITPOU3XO/]

M300pbT HAa LUTOCTATUYCH PEXKUM CE€ OCHOBaBa HA XHCTOJOTMYHHUS BHJ HA METACTa3HTE.
XuMuoTepanus ce npujiara npu 60aHu B 100po 06mo chetosaue (PS). [Ipu HeBpoeHIOKpUHHM
TYMOpU C HEHM3BECTEH MPOM3XOJ C€ Mpuiara JIeYeHHEe KaKTO MPH racTPOSHTEPO - MaHKPEACHH
HEBPOCHIOKPUHHH TyMOpH (BHK HeBpOCHIOKPUHHH TYMOPH )

Cisplatin + Etoposide

Cisplatin — 75 mg/m2 1.V., nen 1
Etoposide — 200 mg o6a no3a I.V., nuu 1-3
[ToBTopenwue npe3 28 auu.

Cisplatin + Epirubicin + Fluorouracil

Cisplatin — 75 mg/m2 LV., nen 1
Epirubicin — 50 mg/m2 L.V., nen 1
Fluorouracil — 500 mg/m2 I.V., aau 1-3
[ToBTOpenue npe3 21 guu.

Cisplatin + Gemcitabine

Cisplatin — 75 mg/m2 L.V., nen 1
Gemcitabine — 1000 mg/m2 .V., nau 1 u 8
[ToBTOpenue npe3 21 guu.

Paclitaxel + Carboplatin

Paclitaxel — 200 mg/m2 1.V, nen 1
Carboplatin AUC6 1.V, nen 1
[ToBTOopenue npe3 21 guu.

Paclitaxel + Fluorouracil + Cisplatin

Paclitaxel — 175 mg/m2 L.V, nen 1
Fluorouracil — 500 mg/m2 1.V. npoasmkutenHa
uHOy3us, aeH 1

Cisplatin — 100 mg/m2 1.V., nen 2

[ToBTopenue mpe3 21 guu.

Carboplatin + Docetaxel

Carboplatin AUCS 1.V, gen 1
Docetaxel — 75 mg/m2 L.V., nen 1
[ToBTOpenue npe3 21 guu.

Irinotecan + Oxaliplatin

Irinotecan — 160 mg/m2 I.V., nen 1
Oxaliplatin — 80 mg/m2 I.V., nen 1
[ToBTOpenue npe3 21 guu.

CAPOX

Capecitabine — 2000 mg/m2 P.O., auu 1-14
Oxaliplatin — 80 mg/m2 1.V, nen 1
IToBTOpenue npe3 21 guu.

Fluorouracil + Mitomycin C

Fluorouracil - 500 mg/m2 LV. bolus, 3
MIOCJIE0BATEIHH JTHU

Mitomycin C — 10 mg TOT L.V., nen 1, npe3 42 quu
[ToBTOpenue npe3 21 guu.




36. UTHAUKALUU, BASUPAHU HA BUOMAPKEPU, A HE HA
JJOKAJIMBAIUU CITPAMO BB3ITPUETUTE CTAHIAPTHMU ITPABHJIA

COJIMAHU TYMOPH, EKCITPECUPAIIN ©Y3UA B I'EH HA
HEBPOTPO®UHPELEIITOPHU TUPO3UHKNHA3U (NTRK)

Entrectinib - 600 mg p.o. BenHbK THEBHO JI0 POrpecus Ha 3a00JITBAaHETO MU
HenpueMiInBa TOKCHYHOCT. [Tonoxkutenausrt crtatyc 3a NTRK ¢y3us TpsOBa 1a 0bjie ycTaHOBEH
npe/u 3arnouBane Ha Tepanus. [TokasaH e 3a JieueHue Ha MAlUEHTH, KOUTO

* UMaT JIOKAJIHO aBaHCHPAJIO HJIM METACTa3upajio 3a00JIIBaHe, WIIH ITPH KOUTO € Bb3MOXKHO
XUPYPTUYHOTO JICUCHHUE J1a JIOBEJIC 0 TeKKAa MOPOUIHOCT, U

* He ca nonydaBanu npemnmectsan] NTRK naxudurop;

* HAMAT JPYTH 3aI0BOJTUTEIHH Bb3MOKHOCTH 3a JICUCHHE.

HNmyHorepanus

IIpu nporpecusi Ha IbPBa JIUHUSA XUMUOTEPANHSA U IPH HAJIMYHE HA BUCOKA MUKPOCATETUTHA
HecTadbmwiaHocT (MSI-H) niu nedpuuur B MexaHu3Ma 3a Bb3CTaHOBSIBaHE HA HECHOTBETCTBHUSTA
Ha JJHK (dAMMR)

Pembrolizumab karo monoreparnus - 200 mg I.V. nHa Bceku 3 cenmmunum wim 400 mg 1.V. Ha
BCEKH 6 CeIMUIM MpU HeorepaOuieH WM METAacTaTUYeH KaplMHOM Ha THHKUTE YepBa C BHCOKa
MukpocarenuTHa HectabminHoct (MSI-H) unu gedunur B mMexaHm3Ma 3a BB3CTaHOBABAHE Ha
HecwboTBeTcTBUATA HA JIHK (AMMR), Koraro 3a6oisiBaHETO € MpOorpecrupao Mo BpeMe HId Clie]
[IOHE €/IHA NPEIXO0/IHA TEePAIHs.

Jleuenunero ¢ Pembrolizumab npoabmkaBa 10 mporpecust MiId HEpHeMIMBa TOKCHYHOCT. [Ipu
KJIMHUYHO CTa0WJIHM TAalMeHTH C I'bPBOHAYAJIHU JAaHHU 3a Iporpecus Ha 3a0o0isIBaHETO €
HPENOPBUUTENTHO JICYEHUETO J]a IPOIABIKH, JOKATO MIPOrpecusTa Ha 3a00JIsIBAHETO HE CE€ IOTBBP/IU.

Repotrectinib* kato MoHOTEpamnus € MOKa3aH 3a JICYeHWEe Ha Bb3PAaCTHU U NeIUaTPUYHH MallueHTH
Ha BB3pacT 12 M moBedye TOAVHM C aBaHCUPAIU COMUAHM TyMmopH, ekcrnpecupami NTRK renna
by3us, u:

- kouTo ca nosyuyaBanu npeamectsan] NTRK naxuburop nnm

- He ca nonyyaBany npeamectsan] NTRK nHxuburop v Bb3MOXKHOCTUTE 32 JIeU€HUE, KOUTO HE ca

HacoueHu kpM NTRK, npenocraBsaT orpannyeHa KIMHUYHAIION3A UIIM €A U3YEPIIAHU.



37. NOBEJAEHMUE ITPU METACTATUYHA KOCTHA BOJIECT U
3AI'YBA HA KOCTHA MACA

B ckenera Hail-uecto MeTactazupa KapLMHOM Ha I'bp/ia, IPOCTaTHA KJjie3a, 0411 Jpod, ObOpek u 1p.
Bogemo e sieyeHMETO Ha OBPBUYHUS TYMOpP (XMMHOTEpaNus, XOPMOHOTEpamus U [1p.). 3a
IPEJOTBPATABAHE HAa YCIOXKHEHUS OT KOCTHU MeTacTa3u (IaTOJIOTHYHU (PpakTypH, KOMIIpECUs Ha
rpbOHAYEH MO3bBK, XUIIEPKATIUEMHUS U JIp.) ce mpuiarat OupochoHarn u OMOIOTUYHU JIEKapCTBa.
[Tpu neyenne ¢ Denozumab u3cienBane Ha cepyMHO HUBO Ha KpEaTHMHUH HE CE Hajara.

37.1. JleueHne Ha TYMOP-UHAYIHUPAHA XUTIEPKAIIIUEMUS

Zoledronic acid — 4 mg I.V. 15-MunytHa uHQY3HS.

37.2. JleyeHne Ha KOCTHH MeTACTa3H

[Ipenn Bcsika nHDY3us Ha OndochoHATH ce M3CIeaBa CEPYMHO HMUBO Ha KAIIWN U KpEaTHHUH.
Benoznure undy3un Ha 6udoconartu ce npassr npe3 3-4 cCeAMHUIIH.

37.3.KocTHHM MeTacTa3m OT KAPIMHOM Ha Ibp/a
Denosumab — 120 mg S.C., mpe3 28 auu.
Zoledronic acid — 4 mg 1.V. 15-munytHa un¢y3us, npe3 28 aHu.

37.4. KocTHHM MeTacTa3| OT KAPIMUHOM Ha NMpocTaTa
Denosumab — 120 mg S.C., npe3 28 auu.
Zoledronic acid —4 mg 1.V. 15-munytHa nH}y3us, npe3 28 aHu.

37.5.KocTHH MeTACTA3M OT APYTH COJTUIHH TYMOPH
Denosumab — 120 mg S.C., npe3 28 nuu.
Zoledronic acid — 4 mg 1.V. 15-munytHa undys3us, npe3 28 aHu.

[Tpy mamueHTH, NMPOBEXKIAIIM EHAOKPUHHA Tepamus 3a KapIMHOM Ha I'bpJa WM aHAPOIeH-
MOTHCKAIIIA Tepanus 3a KapIWHOM Ha MPOCTaTa, € HAIMIE PUCK OT 3aryda Ha KOCTHA Maca U MOKe
Jla ce MpuJIoXku OuonornyHa tepanusa ¢ Denosumab — 2 metit mo 60 mg S.C. rogumHo (mpe3 6
Mecera).

37.6. PaqnoHyKJIMIHA Tepanus
Nznonszea ce Camapuii-153*, Ctponuit-90, Jlyrenuii-177 PSMA*, Moa-131



38. TIPABUJIA 3A IIPUJIATAHE HA T'PAHYJIOUUTEH
KOJIOHUCTUMYJIUPAILL PAKTOP

38.1. TIpoduIakTHYHO NPUJIOKEHHE HA TPAHYJOUHMTEH KoJOHMcTUMYJHupaml paktop (G-
CSF)

Ilenta My e ga peayuupa uectorara Ha (QeOpuiHAa HEYTPONEHUS, WHAYUUpaHa OT
XUMHUOTEparnusi.

Onenka Ha puck 3a ¢edOpunHa ©HeyrporeHuss (OH) (u3BbpmBa ce mnpeau BCEKH
XUMHOTEPANEBTUYEH KYPC):

(@) puckoBu (akTOpH, CBHP3aHH C XUMUOTEpaneBTUUHUS pexkum (XTP):

e cranmaptHu XTP: > 20%, 10-20%, < 10%

® JT030BOILTHTHU U JO30BOMHTEH3UBHU X [P
(6) puckoBU (aKTOpH, CBBP3aHU C TAIUCHTA:

e BB3pacT Haj 65 roauHu;

® HampeIHaJ CTaJHMi Ha OOJIECTTa;

e mpeaxoxaamuy enuzoau Ha OH;

e yeusnoissad nocera G-CSF;

e (e3 aHTUOMOTHYHA TPOPUITAKTHKA,;

e Jomul Ibp(OpPMaHC/XPAHUTENIEH CTATYC;

e yBpeneHa ObOpevHa, YepHOAPOOHA UITH CHPICIYHOCHI0BA (YHKITHS;
(B) Len Ha TepanuAra:

e [IOTEHIMAJIHO JIeueOHa/aaI0BaHTHA;
® yabIKaBallla MPEKUBIEMOCTTA;

® J[IaJlIMaTHUBHA.

[Tpenopbku 3a mpunoxkenue Ha G-CSF: (1) ve ce mpunara npu XTP ¢ puck 3a ®H < 10%; (2)
npunara ce npu X TP ¢ puck 3a ®H > 20%; (3) npuitara ce npu XTP ¢ puck 3a ®H 10-20%, xorato
Bb3pacTTa € Haja 65 roguny; (4) oocexnaa ce npu XTP ¢ puck 3a ®H 10-20%, xoraTto ca Hanuie
OCTaHAJIUTE PUCKOBH (PAKTOpH, CBBbpP3aHU C mamueHTa; (5) oOckkaa ce Mpu aaIOBAaHTHU WIIU
YIBIKaBAIY IPEKUBIEMOCTTA JO30BOILTHTHU MM 1030BO-UHTEH3UBHU X TP, Korato peaykuusra
Ha MHTEH3MBHOCTTA € CBbp3aHa C BJIOIIABaHE HA IPOrHO3aTa.

38.2. TepaneBTH4HO npuJioxkenne Ha G-CSF

IlenTa My e 1a pexynupa yectoTaTa Ha HH(PEKINO3HOCBBP3aHH yciaoxHeHus npu OH.

[Tpenopbku 3a npunoxenue Ha G-CSF: (1) mponbikaBa ce mpu MAlMEHTH ChC 3alOYHATO
npodmiaktuyHo npuioxkenue Ha Filgrastim umm Lenograstim; (2) mpu manueHTH, mojydaBaiu
Pegfilgrastim, ce npoabimkasa c Filgrastim; (3) npu nmanueHTH, He MotydaBaiu npoduiaktuano G-
CSF: (a) oOchxaaHe Ha MPUIIOKEHUE MTPU PUCKOBH (PAaKTOPH 32 MH(DEKIIMO3HU YCIOKHEHUS WM
JIOUI KJIIMHUYEH U3XO/JI: CEeTICUC, Bb3pacT > 65 roaunu, abcontoreH Heyrpopuien 6poii (AHB) < 0.1
G/1, oyakBaHa MPOIBIDKUTEITHOCT Ha HeyTporieHus >10 1THU, MHEBMOHUS, NHBAa3WBHA (yHTHATHA
uH(pEKUUs, IPYyrd KINHUYHO JOKYMEHTHpaHU UH(EKIUH, Hadyaiao Ha (peOpunuTteT B 601HMLA; (0)
HE ce Ipujiara Npy OCTaHAJINTE TAUEeHTH.



38.3. U360p na G-CSF 3a npodunakruka u jeyenue Ha ®H

Filgrastim: queBHa no3a — 5 mcg/kg S.C. no moctHagupHo Bh3cTaHoBsiBaHe Ha AHDB u 1o HopmanHo
Wi OJIM3KO A0 HOPMAJIHOTO HUBO; Hauyayno — 24-72 yvaca cien kpas Ha XTP; (2) Pegfilgrastim
(HamansBaHE dYecTOTaTa Ha HEYTPOIICHUATA M TMpeAoTBpaTsBaHe Ha (eOpriiHa HEyTpOIeHUs):
eaHokpatHa 1032 — 6 mg S.C. 3a euH Kypc Ha JIeYEHUE; Ha4yaJlo

— 10 24 gaca cinen kpas Ha XT. (3) Lipegfilgrastim (camo 3a npodunaktika): eIHOKpaTHA 1032

— 6 mg S.C. 3a equH Kypc Ha JedeHue; Havyano — 10 24 gaca cien kpas Ha XT.



39. IMOBEJIEHME ITPU ®EBPUJIHA HEYTPOIIEHU A

39.1.0cHOBHU NOHATHS U Ae(PUHULTHI

®eOpuina HeyTponenust (PH): noBumena akcunapHa temneparypa Haj 38.0° C B IpoabiKEHHE
> 1 yac, abcomoren Heyrpodmien opoit (AHB) < 0.5 G/l wimu < 1.0 G/l ¢ TennmeHims 3a
namansBade mox 0.5 G/1 B cnenBamure 484aca.

MukpoOHOoJIOTHYHO JOKyMeHTHpaHa nHdpekuus: (1) nHpeKIus B KpbBTa, MPUINHEHA OT OaKTepUH
(Gakrepuemus) win ¢pynru (pyHremus), 6e3 uaeHTUUIIPaH HHPEKITNO3EH POKYC;
(2) MEKPOOHOIOTHYHO TOKA3aHO MSICTO HA HH()EKIIHSL.

Kiuanuno jokymeHTMpaHa wHpeKius: (eOpHauTeT ¢ SCHO JIOKAIM3UPAHO  KJIMHUYHO
JIOKA3aTeJICTBO 3a MHPEKIUs, 63 HACHTUDUITUPAH TPUINHUTEIL.

@ebpmTeT C HESICEH Mpou3Xoa: ¢edOpwimmrter 0€3 KIMHAYHO WIM MHKPOOHMOJIOTUYHO
JIOKA3aTeJICTBO Ha MH(EKITHS.

39.2.Haya/iHa KJIMHUYHA OLICHKA

Anamue3a u oOexTHBHO u3cieaBane: (1) mecta Ha mepudepeH BEHO3EH BT W/WIN ICHTpaJieH
BeHoseH kareTbp (LIBK); (2) koxxa, HOkbTHO J0%ke; (3) Ost1 1pob u cuHycwH; (4) ycTHa KyxXHWHAa,
(bapHHKC, XpaHOIIPOBOI, YepBa, pekTyM; (5) mepuBarnHaHa/IepHUpPEKTAIHA 00IACT, aHYC.

Hombnautenna uHpopmanus: (1) xoMmopOumHU cbCcTOsSHHS, (2) WHTEpBAI OT IOCIEAHA
xumuorepanus; (3) mpeaxoxkaamia JOKyMeHTupaHa uHbekuus; (4) mocnenHa aHTUMUKpPOOHa
Tepanus/npodunaktuka; (5) mekapcrBenn npoaykt; (6) HIV-craryc; (7) xoHTakT ¢ OOmHH C
MoJ00HM CUMITOMH, JIOMAIIHU >KMBOTHHU, OOJIHU OT TyOepkyno3sa; (8) mbTyBane; (9) mocnenHa
TpaHcy3ust Ha OUOIIPOTYKTH.

JlaGoparopuu/o0pa3zuu uscneasanus: (1) kppBHA KapTUHA, TU(epeHIInaIHO OpOeHE, CepyMHa ypes,
KpEaTWHUH, €JEeKTPOJIUTH, aMHHOTpaHCaMuHa3u, OwinpyouH, C-peakTuBeH mpoTeuH; (2)
oOchkJaHe 3a peHTreHorpadus Ha Os1 JOpo0, ypuHEH aHanu3 U mysicokcumerpus; (3)
peHTreHorpadus Ha 651 1pod Mpu pecupaToOpHU CUMIITOMH.

Muxpobuosnorus: (1) xemokynrypa (6akreprainHa U (pyHruaiHa) oT MOHE JBe MecTa: nepudepHa
BeHa + [IBK (ot Bceku nymen), nse nepudepnu Benu, asa LIBK; (2) ypokynrtypa (nmpu cumnromu,
KaTeThbp WM aOHOPMEH ypHHEH aHaiu3); (3) u3cieqBaHMs cropen MSICTOTO Ha MHpekuus: (a)
nmuapus — Clostridium difficile; (0) koxa — aciupat/6uoncus ot Jie3un; (B) Bb3NaJIEHUs 0 K0Xa OT
urmn nuin LIBK — o6cpxane 3a GyHrnamHn/MUKOOaKTEpUN U3CIIEABAHUS.

Bupyconorusi: (1) npu Be3ukynapHW/ yILUEPO3HU /TUTaBUYHU Je3uu; (2) mpu pecnupaTopHU
CUMITOMHU OTT'BPII0/Ha30(apuHKC.

39.3.HauaaHo eMIUPUYIHO AaHTHOHOTHYHO JedeHue (ABJI)

®daxtopu 3a uzbop: (1) ouenka Ha MH(PEKINO3HUS PUCK; (2) HAN-UECTH MOTEHIIMATHU MaTOTeHH,
BKJI. aHTUOMOTHK-PE3UCTEHTHHU, MPOAyLHpAIld IIUPOKOCHEKThpHU Oeta-nakramasu (ESBL),
vancomycin-pesucrenTau eHTepokoku (VRE); (3) kosoHM3amus win npeaxoxaania nHPEKIus ¢
methicillin-pesucrenten S. aureus (MRSA); (4) msacro Ha unbekius; (5) MectHa OoMHHYHA



AHTUOMOTHYHA PE3UCTEHTHOCT; (6) opranHa AUChYHKIIHS/JIeKapCTBEHA ajyieprus; (7
npeaxokaama aHTuOnoTHyHa tepanus/ npodunakruka; (8) 0aKTEpUIIUAHOCT, HIMPOK CIIEKTH,
AHTHUIICEBJIOMOHACHO ITOKPUBAHE.

HNutpaBeno3na wmoHotepanus: cefepime, ceftazidime, imipenem/ cilastatin, meropenem,
piperacillin/tazobactam.

WuTpaBeHo3na komOuHupana Tepanust: (1) aMuHOTIIMKO3UA 1+ aHTHIICEBIOMOHACEH MIEHUIIWINH +
Oera-aKTaMa3eH HHXUOM TOp WM HIMPOKOCHeKThpeH nedanocnopun (cefepime, ceftazidime); (2)
ciprofloxacin + aHTUIICEBAOMOHACEH TTEHUIIMIINH.

Opanna komOuHMpaHa Tepanust npu HUCHK puck: (1) ciprofloxacin + amoxicillin/clavulanate (mpu
NeHUIMIMHOBA aneprusi— ciprofloxacin + clindamycin); (2) He ce mpenopbuBa OpajieH aHTHOMOTHUK
cieq MpoUITaKTHKA C XUHOJIOH.

39.4.HauaJjiHa o1leHKA HA HH(EKIN03eH PUCK

Bucoxk puck e nanuye npu 6cexu eoun om ciieOnume pucko8u paxmopu:

(A) PuckoBu daxropu: (i) Hayano Ha (eOpunuteT B OONHUYHU ycnoBus; (i1) CUTHHU(HUKAHTHA
KOMOPOMIHOCT WM KIMHWYHA HecTta0miHocT; (ill)) oOYakBaHa MPOIBIDKUTEIHA TEKKa
neytponenus: AHb <0.1 G/l u > 7 quu2; (iv) yepHoapoOHa nucyHKIMs (MIETKPATHO 3aBUIICHH
aMHHOTpaHcaMuHa3M); (v) 0pOpeuna auchynknus (kpeaTHHUHOB KiIHpBHC < 30 ml/min); (vi)
JUIICa Ha KOHTPOJI/TIPOrpecusi Ha OCHOBHATa Oosect; (Vil) MHEBMOHUS WM JAPYTH CEPUO3HU
uHOekmy; (viil) Myko3uTH 3-4 cTerneH.

N MASCC Risk Index < 21

(B) MsicTo U BUJ HA JICUCHUE: 60J'IHI/II_[a C UHTPABCHO3HA TCpaIlusi.

Hucvk puck e nanuye npu npu nanuuue Ha 6CUYKU PUCKOBU PaKmopu.:

(A) PuckoBu daxtopu: (i) amOynaTopHo Hauano Ha ¢pedpunurert; (il) Tunca Ha KOMOPOUTHOCT,
Hajarama XOCHUTAJIMW3allMs WIM aKTUBHO HaOmioaeHue; (ill) ouyakBaHa KpaTKa TeXKa
Heytporenus: AHB < 0.1 G/l 3a < 7 maum; (iv) n100sp meppopmanc cratyc (ECOG 0- 1); (V)
yepHOApoOHa GYHKIMSA ¢ < TPUKPATHO 3aBUIIIEHH aMuHOTpaHchepasu; (Vi) HopMmaiHa ObOpeuHa

GbyHKIH.

W MASCC Risk Index > 21

(b) Mscro u Bung Ha Jedenuwe: (i) OOJHHMIIA C MHTpPaBEHO3HA WM CEKBEHIIMAJIHA
MHTpaBeHO3Ha/opanHa Tepanus; (ii) OonmHMmIA c opangHa Tepanus; (iii) oOCkXKIaHE Ha

amMOyJIaTOpHO-KJIMHUYHA UM JIOMAIllHA Tepamus 3a CEJIeKTHPAHU MAlUEeHTH ¢ HUCHK PUCK, NPH
aJleKkBaTHA U3BBbHOOTHIYHA UH(DPACTPYKTYypa (YCIOBUSA).

39.5./IonbJIHUTETHH HAYAJIHY U3CJIeIBAHUS U Tepanust



Opanna myko3a: (a) npu HEKpOTUYHHU ynrepauuu: (1) uzcnensanus: mocsiska 3a HSV u rrom,
OWoIICHs Ha CYCIIEKTHU 3a IJIeCeHH Jie3nH; (i1) JeueHue: oockxaane 3a aHtu-HSV wim cucremua
antudynranna tepanus; (0) mpu coop: fluconazole (mbpBa nuHUA) Wi voriconazole (mpu
pedpakTepHOCT); (B) mpu Be3uKymnapHU Jiesun: (i) m3cnensanus: nocsiBka 3a HSV u VZV; (ii)
neyenue: antu-HSV Tepanus.

XpanonpoBon: (a) mpu peTpocTepHanHa 6omka, gucharus/oguHodarus: (1) H3caeaABaHUS: TTOCSIBKA
3a rp0Ou; (i) JeueHue (Cropen HaJMuue Ha coop WiM mepuopaneH xepmec): fluconazole (mbpBa
JWHHKA) U voriconazole (mpu pedpaxTepHOocT) Mitn acyclovir (mpu Bucok prck 3a CMV — ganciclovir
uiu foscarnet).

Cunycu: (a) mpu 00Jka, IEpUOPOUTAJICH HETYIUT, HOCHH YIIIEPAIiH, €THOCTPAHHO ChI30TCUCHE:

0] U3CIICBAHUS: CT/ opOuTaiHa MRI,
OTOPUHOJIAPUHIOJIOTHYCH/O()TaIMOJIOTHYEH — Tperiieq, TnocsBka Ha cekpet; (i) JsedeHue:
vancomycin (mpu nepuopbutanen uenynurt), amphotericin B (mpu Bucox puck u CT/MRI-
CYCIEKIIUs 3a aClepruiio3a Wil MyKOPMUKO3a).

Kopemna o0Ooaka: (i) wuscneaBanus: abmomunanHa CT wnm  exorpadus, cepymHa AP,
aMUHOTpaHCAaMHHA3M, OMTUpYyOHH, amMuia3a, aumasa; (ii) sedenue: metronidazole (pu cycnexkTeH

C. difficile).

Ilepupexranna OGoaka: (i) nepupekramHo wuscnensane; (i) JedeHue: 0OCHKIaHE Ha
CHTEPOKOKOBA MHPEKIIHsI, CeSIIINA OaHU, MEKH U3MPaKHEHHS.

Huapusi: (i) uscnenBanus: konpokynrypa 3a C. difficile; (ii) neuenue: opanen metronidazole
(mo pesyarar 3a cycnekren C. difficile).

Beno3nu ycrpoiicTBa: (a) nmpu BB3MAJICHUE HA BXOJ/U3X0J Ha Uria (KareTwp): (1) U3cieaBaHus:
HAaTpPUBKA MM JIPEHaX 3a TMOCSIBKA, XEMOKYATypa OT BCeKHM u3xo[; (il) JedeHue: vancomycin
(Ha4aIHO WUIM TIPH JIWTICA Ha OTroBop cien 48 yaca); (0) mpu TyHeaHa HHDEKIUs:

() m3cnenBaHus: XEMOKYITYpa OT Bcekd u3xon; (i) JneyeHue: mpeMecTBeHE Ha KaTeThpa,
vancomycin.

Benogpooun umuduarparu: (i) u3cienBaHusd: XEMOKYJATypa M IOCSABKa Ha Xpayka, HaszalHa
nocsiBka, Tect 3a Legionella, cepymen ramaktomaHaH win OeTa-IiitoKaH TecT (IIPU BUCOK PUCK 3a
acmepruiiosa), oOchkIaHe 3a OponxoanBeonapeH JyaBax, CT Ha rppaeH ko, (i) JieYeHUE:
azitromycin WM pPECHUpPATOpPeH (UIYOPOXMHOJIOH (IIPU CYCNEKTHAa aTUIMYHA ITHEBMOHMUS),
vancomycin wiu linezolid (npu cycnektHa ungekius ¢ MRSA), oocexnane 3a G-CSF, miecen-
aKTUBHHM aHTH(YHTHAIHU areHTH (IIpH BUCOK PUCK 3a acreprmio3a), TMP-SMX (nmpu puck 3a
uHpexusa ¢ Pneumocystis jirovecii).

Heayauru: (i) u3cnenBaHus: oOCHKIaHE 3a MOCABKA OT acmupar win Ouoricus; (i1) JedYeHHe:
oOchKaaHe 3a vancomycin.

Panu: (i) uzciaensanus: mocsiBka; (ii) seueHue: oOCHKIaHe 3a vancomycin.

Be3ukyJsio3uu Je3um: (i) u3cnenBaHus: acnupanus Wik ckpar 3a VZV wim HSV; (i1) nedenue:
oOchbxkaane 3a acyclovir.

JluceMUHHpPaHHU NANMyJad WM JAPYrd Je3uu: (1) WU3ClIeIBaHUS: acnupanus Wid Ouorcus 3a
MuKpoOuonorus (6aktepuu, rbOM, MUKOOAKTEpUH) U XUCToJOTHs; (11) JiedeHHue: 00ChkKAaHe 3a
vancomycin Uiy 3a IUIeCeH-aKTUBHA aHTHU(YHTHAalIHA Tepanus (Ipyu BUCOK PUCK).



CuMnToMH oT ypuHapeHn Tpakrt. (i) u3cieaBaHHs: YpUHEH aHanu3, ypokyatypa; (ii) medenwue:
cie uAeHTUUIpPaHe Ha TaTOTEH.

Cumnromu ot IIHC: (i) u3cnenBanus: koHcynT ¢ uHpeknunonuct, CT w/umm MRI, nymbanna
MYHKIIKS, KOHCYIIT C HEBPOJIOT; (ii) JIeUeHHe: IIPU CyCIIeKTeH MEHUHIUT — Oeta-maktamu (cefepime,
ceftazidime, meropenem) + vancomycin + ampicillin; npu cycnexkren enuedamur

— acyclovir (10-12 mg/kg 3 nbTH [THEBHO), XUJApaTalys, MOHHUTOpPHpPaHE Ha OBOpeuHa
GbyHKIIHSA.

prnaTa € C IIOTCHIMAaJIHa HC(l)pOTOKCI/ILIHOCT, HaMaJIsaBalla 4pe€3 €AHOKPATHO IMPUITIOKEHUEC, OCBCH
B ClIydan ¢ MCHUHI'UT WJIM CHAOKAPAUT.

PuckoB QakTop mpu NHalMEeHTH C MHOIO KypCOBE Ha MHEJIOCYNpPECHBHA XHMHOTEpAIus, C
MeTacTaTUYHa KOCTHA OOJIECT, JIbYEIICYCHIE Ha MATBK Ta3, TPhOHAUEH CTHIO WU IBJITH KOCTH.

39.6.0uenka Ha 0TroBOpa KbM eMnupu4yHo ABJI
OcpniecTBsiBa ce Ha 72-120-u yac.

OtroBopwin mnanueHTd: (a) HamaisBaHe Ha (eOpunutera; (0) cuMnTOMHM Ha HMHOEKIHS Oe3
IIPOMSIHA WJIM HaMaJlsiBallly; (B) cTabMIIHA XeMOJMHAMMUKA.

HeoTroBopunu manueHTH: (a) mepcucTupani Wid HHTEpMUTEHTEH GeOpunuteT; (0) CHMITOMH Ha
nHpekms 6e3 monodpenue; (B) XeMOAMHAMUYHA HECTAOMITHOCT; (T') IEPCUCTUPAIH MTOJIOKUTEITHH
XEMOKYITYPH.

39.7. IloBenenune npu 0TroBop kKbM eMnupuaHo ABJI
[Tmanupa ce Ha 72-120-u yac.

OcHoBHM mpuHLUNU: (a) TpoabkaBa emnupuyHoro ABJI; (0) mpu crapt ¢ ,,moaxonsnr’
vancomycin JICYCHUETO MPOAbIDKaBa; (B) aHTHOMOTUYHUAT pexuM poabivkasa 10 AHB > 0.5 G/l
U IPOABIKABAIIO [TOKauBaHe.

[Tpoabmxurennoct Ha ABJI npu noxkymentupanu nadexnuu: (a) HauaaHoto ABJI npoabikasa 10
nocturase Ha AHB > 0.5 G/l n npoabmxkaamio nokausane; (6) ABJI ce unnuBuayanusupa Ha
0a3aTa Ha: HEyTPOPWIHO BH3CTAaHOBSIBaHEe, Obp3MHA HAa HOPMAJM3UpAHE Ha TeMIlepaTypara,
cnenu(UYHO MACTO Ha HMHQEKIHs, MaToreH, KoMopOugHocT; (B) BpemerpacHe Ha ABJI mpu
JNOKYMEHTUpaHH HHpeKuu: (1) Ha KoxKa/MeKu ThbKaHu — 7-14 nHu;

(i) meycmoxxkuena 6axtepuemus: ¢ Gram (—) marorern — 10-14 quu, ¢ Gram (+) maToresmu.

— 7-14 nHu, cbe S. aureus — mMoHe 2 CEIMUIIU CJIell MbPBa HETaTUBHA XEMOKYIITYpa U HOpMallHa
TpaHce3o(areaqHa exokapauorpama, ¢ T'bOM — TOHE 2 CEIMHUIIM CJIe]] ITbpBa HETaTHBHA
xeMoKynTypa; (iii) cuayutu — 10-21 guum; (iv) 6akrepuanna mueBMoHust — 10-21 nuu;

(v) ¢pynrunanam nngpexuun: ¢ Candida — nmoHe 2 ceAMuUIM ciael MbpBa HETaTUBHA XEMOKYJITYpa, ¢
wieceHn (Aspergillus) — muanmym 12 cenmury; (vi) Bupycau undexmmu (HSV/VZV) — 7-10
TTHU.



[Tpompmxutennoct Ha ABJI npu pebpunuteT ¢ Hesicen nmpousxoa: (a) npu gocturane Ha AHB
> (0.5 G/l ce npeknCBa;

(6) mpu AHB 0.5 G/I: (i) mpombmkaBa 10 BB3CTAHOBSIBAHE HA HEyTporeHusTa win (ii)
MPEBKJIIOYBAHE HA OpPAJIHA aHTHOWOTHIIM J0 Bh3CTAaHOBSIBAaHE Ha HeyTporeHusra (ciprofloxacin —
500 mg Bceku 8 waca + amoxicillin/clavulanate — 500 mg Bcexu 8 uaca), wiu (iii) 0OCHX)IaHE 32
MpeKbCBaHe cief 7-14 qHu pu KJIMHUYHA CTa0OWUITHOCT.

39.8.11oBeieHMe MPH JIMIICA HA OTTOBOP KbM eMIMpu4dHO ABJI

[Tnanupa ce Ha 72-120-u yac.

@eOpuanTeT ¢ HesiceH Mpou3xoa: (a) cTabwiaHM MmanueHTH: (1) MpoabHKaBa aHTHOAKTEPHATHO
neuenue; (il) oOcwkmaHe 3a aHTH(QYHTHAIHA Tepamusi C aKTUBHOCT Cpelly IUIeCeHU (Ipu
dbebpmurer > 4 qau cien emnupuano ABJI); (6) HecTaOMIHM MAITUEHTH:

HIMPOKOCHEKTHPHO MOKPHBaHE (110 KIMHAYHU MHAWKAILMK) Ha aHaepoOu, pe3ucteHTHr Gram (—) u
Gram (+) matorenw; (ii) oocwmiaane 3a G-CSF; (iii) mokpusane 3a Candida; (iii) o6ckxmane 3a
aHTU(yHTHaJIHA TepaAIus ¢ aKTUB HOCT Cpely IuieceHu (1pu (eOpuanTeT > 4 1HU ciaesl EMIUPUIHO
ABJI).

JlokymMenTHpaHa uHpexuusi: (a) MpeueHka 3a HAN-MoAXOIAIM aHTHUOMOTHIHM (Oa3upaHo Ha
Mukpobuonorus); (6) oocwxnane 3a G-CSF.

39.9.AMOy.1aTOPHO JieYeHNe HA MALHEHTH ¢ HUCHK PUCK

[Ipenenka 3a mpoBexaane: (a) 00EKTUBHO M3cleaABaHe; (0) olleHKa Ha TabOPaTOPHU U3CIICIBAHUS;
(B) OIIEHKA Ha COIMAITHU KPUTEPUH 32 JIOMAITHO JICUSHHE: ChIlacue Ha MalueHTa, HaTn4ne Ha 24-
YacOBU JIOMAIIIHU TPUKH, JOMAIIEH TenedoH, Je- CeH JOCTHII MPH CIEUTHOCT, aJIeKBaTHU JIOMAIIIHU
YCIIOBHSI, TUCTAHIIMS OKOJIO | 9ac OT MEAMIIMHCKU LIEHTHP WM JIEKapCKH KaOWHET; (T) OIeHKa 32
opanHo ABJI: 6e3 moBpblIaHe U rajeHe, TOJEpUpaHE Ha OPAJTHH JIEKApCTBEHH MPOIYKTH, 0e3
npenxoxaaia npouiIakTuKa ¢ GIyopOXHUHOIOHH.

Hauanna onieHka (¢ KpaThK MpecToil B OOTHMIIA, IeKApCKH KaOMHET MM BKBIIH 3a 2-12 Jaca):
(a) mMOTBBpKIEHNE HAa HUCHK pHUCK; (0) mpuiiarane Ha nmbpBa qo3a oT ABJI u HaGmonaBaHe 3a
peakius; (B) MIaHWpaHe 3a U3MKUCBaHE U JOMAIIHO Ha0toAeHue; (T) 00yueHre Ha marueHTa; (1)
npefocTaBsiHe Ha Tele(oHHa JoMalllHa Bpb3ka 3a 12-24 yaca.

TepaneBTryau u300pu: (a) UHTPABEHO3HU aHTUOMOTHUIIM B 10Ma; (0) €HOKpATEH AbIro1eHCTBAl]
WHTPABEHO3CH areHT

+ opanna Tepanus: (i) B JoMa, (ii) B kaOuHeTa; (B) caMo opajiHa Tepamus (ako He € MPOBeXIaHa
XMHOJIOHOBA npodunakTuka): (i) 500 mg ciprofloxacin Ha 8 waca + 500 mg amoxilillin/clavulanate
Ha 8 yaca; (ii) apyru opanHu pexumu — levofloxacin.

HabGmronenue: (a) exxeJHEBHO MOHUTOpHpaHe (0T MEAUIIMHCKO JwIle); (0) exxeqHeBeH Qpu3nKaIeH
nperiel (B KJIMHUKA WIK JIOMAalllHa BU3UTa): (1) Mpe3 mbpBUTE 72 Yaca — 3a OIIEHKAa Ha OTroBOpa,
TOKCHYHOCT ¥ KbMILUTAWBHC; (i1) IPU OTTOBOP

— ype3 eKEeTHEBHO TeNIe()OHHO MPOCe/sBaHe.



[IpyyrHM 3a BpblmaHe B OonHHUIA: () TOJOKUTHIHH KyaTypu; (0) HOBHM cHUMOTOMH; (B)
NEpCUCTUPAHEe WM BB3CTaHOBsABaHe Ha (eOpwimrter Ha 3-5-m neH; (T) HEBB3MOXKHOCT 3a
npoabkaBane Ha ABJI (opanen uHTONIEpAHC).

39.10. AHTHOaKTepHaJIHA NPOPUIAKTUKA IPH HEYTPOIIEHU

O6cwxmane 3a pecnuparopan  xuHOJIOHU (levofloxacin, ciprofloxacin) mnpu ouakBaHa
poIbIDKUTENHOCT Ha HeyTponenus (AHbB < G/1) moBeue ot 7 aHM.



40. TIOBEAEHMUE ITPU KAPIIUHOM-CBBbP3AHA AHEMUSA

AHemusTa € YeCTO CpellaH CHHAPOM IPH MAIUCHTH ChC 3JI0KAYECTBCHH COJMIHH TYMOPH.
CwBpeMeHHOTO JieueHue ¢ ¢ epurpornoerun — Darbepoetin, Erythropoietin-alpha u Erythropoietin-
beta. OcHoBHY 11€/TM HA JICYUCHUETO ca: MOJ00PSIBaHE KAYECTBOTO HA )KUBOT M MPEIOTBPATABAHE HA
xeMoTpaHchysuute. Hakou TOMbIHUTEIHU IPUYMHE 32 aHEMHUSI, KaTo XkKeJie3eH 1eUIUT, KbpPBEHE,
XpaHUTENICH JACQUIMT WM XEMOJiu3a, TpsOBa 1a ObJIAT KOPUTHPAHH TMPEAH JICYCHHE C
Erythropoietin. Ilpy nanMeHTH CbC CONMUIHMA 3JIOKAYSCTBEHH TYMOPH Ha XHUMHO- W/HIIH
apYesedeHue repanusta ¢ Erythropoietin Tpsosa na 3anoune npu croiiHocTr Ha Xemoryioous (Hb)
90-110 g/I.

[Tpu marieHTy ¢ aHeMusi, CBbp3aHa ChC 3JI0KaYeCTBEHU COJIMIHU TYMOPH, KOUTO HE ca HAa XUMHO-
u/wim rpdeneuenue, tepanusata ¢ Erythropoietin TpsioBa na 3anoune npu Husa Ha Hb 90-110 g/l u
CHMIITOMH Ha aHEMHS.

[Tpy manueHTH ¢ aHeMHs € HeOOXOIMMO MPOBEXJaHe HAa XeMOTpaHC(y3Uuu Npeau 3arouyBaHe Ha
XUMHOTEpanus 3a TOCTUraHe Ha XkeJlaHuTe cToiiHocTy Ha Hb.

HpI/I MaluCeHTU € HUCKO CCPYMHO XKCJIA30 CC€ NPCIopbiBa IHNPUIIOKCHHUEC Ha BCHO3CH KCIC3CH
mnperapar a0 AJOCTUIaHC Ha HOPMAJIHH CTOMHOCTH Ha TOTaJeH KCIIAB0CBBP3BAlll KallalUTCT
(TKCK).

He ce npenopruBa npodunakTiaao npriiokenre Ha Erythropoietin 3a mpeBeHIMS HAa aHEMHUS TIPU
NAIMEeHTH C TMPEICTOAIa XUMHUO- /WM JTbYeliCUeHHEe M C HOPMalHU croiHocTH Ha Hb mpum
3aroyYBaHe Ha JICYCHHUE.

JledeHnueTo mpobiKaBa 10 JOCTUTAHE U TOIbpkaHe Ha croitHocT Ha Hb < 120 g/l u mogoOpenue
Ha cuMrntomute Ha aHemus. [Ipu nocturane Ha HopmanHu croitHocTH Ha Hb no3ara ce namansaBa
ype3 TUTPUPAHE.

Erythropoietin ce npuiiara ennokparHo cexMuuHo B 1031 30 000 U uiu 3 metr o 10 000 U. He ce
IIPENnopbyUBa M3MOI3BAaHE HA BUCOKM HadaiaHu ao3u. [Ipu m3nomnssane Ha Darbepoetin ce npuiara
no3a 2.25 meg/kg (150 meg) cenmuuno minu 6.25 meg/kg (300, 500 meg) Ha 3 ceqMULIN, CHHXPOHHO
C Kypca XHMHAOTEPAIHs.



41. NOBEAEHME INIPU TACTPOUHTECTHHAJIHA TOKCUYHOCT

JIMraBH4Ha TOKCHYHOCT - OpaJICH MYKO3HUT (CTOMaTI/IT)

[Topann BHcokara cu mponuQepaTiBHA aKTUBHOCT,MyKO3HHS enuTen Ha nurasumara Ha [UT e
0COOEHO YYBCTBHUTEJICH Ha JIEHCTBUETO HA IIUTOCTATUYHUTE ar€HTH U HAKOU TapreTHU MOJIEKYJIH,
karo Cetuximab.Haii-uecTo ce 3acsirat nuraBUIIMTe HA YCTHUTE, Oy3UTe, MEKOTO HeOIle, moja Ha
yCTHaTa KyXMHa 1 BEHTpaJHaTa OBbPXHOCT Ha €3uKa. [IporpecuBHOTO yBpeK/1aHe HA TUTraBULaTa
Ha YCTHAaTa KyXMHa M HOCOTJIbTKATa BOJHU JIO €PUTEM, €leM, aTpodus M B TEKKUTE CIy4ad IO
yJILEepalu.

HDO(bI/IJ'IaKTI/IKa H JICYCHUEC HAa CTOMATHUT

CromMaTuThT MOXeE J1a ObJie BXOJAHA BpaTa Ha MPUYUHUTEN Ha WH(EKINH / TAIUSHTHTE C OpaJieH
MYKO3HUT Ca YeCTO HEYTPOICHUYHH U TPOMOOIIMTOIIEHUYHH ¥ MHCHETO Ha 3b0M MOXKE JIa TPHUUHU
KbPBEHE OT BEHIUTE, U J]a JOBEJE 10 pexoaHa OakTepuemusi/. UeCcTo ce yCIoXKHSBA OT IbOMYHH
UHOEKITIH.

Muene Ha 3p01TE C MEKa YeTKa Clie]l BCAKO XpaHEHE U MPE/H JiAraHe Beuep; IpaBeHe Ha raprapa c
ne3uH(eKIpaniy pa3TBOpHU, TOILIIM COJIEBH Pa3CTBOPHU, HAIP. Jiaiika, CMpaauKa.

YecrtoTo IIPOMHBAHEC C pa3TBOP HAa HATPUCB XJIOPU ITOMAra 3a 3alla3BaHC Ha JIMI'aBUIlaTa BJId’KHA,
HaMaJIsiBa BTBbPASABAHECTO HA CCKPCTU, U YCIIOKOABA Bb3MMAJICHATA JIMT'aBUIId

HukakbB aIKoX0JI/HUKOTHH MO BpEMC Ha XUMHOTCpAIIUA U JIBUYCIICUCHUC.

XpaHa, 6e/1Ha Ha KMCEIIMHH, MEKa, CMJISTHA (ITFOPE)

Kpuorepanus ¢ kyouera jieq /maneHTUTe TpsOBa 1a cMydaT KyOdera Jieq B npoabnkenne Ha 30
MHHYTH TIpeId U 1O BpeMe Ha WHQY3Us Ha XUMHoTepanust/ e(eKTHBHO HaMallsiBa MOsBaTa U
TEKECTTa Ha MYKO3UT MPH MAIMCHTH, MOUIOKCHN Ha XUMuoTepanus ¢ 6oixyc 5- Fluorouracil u
MmendanaH.

JlazepHa Tepanus 3a penOTBpaTIBaHE U yIIPaBICHUE HAa OPAJIEH MyKO3UT, HO U3I0JI3BAHETO i €
OTpaHUYEHO.

Jleyenue Ha MOJO3MpaHa KaHAMWI03a. aHTUMHKOTHYHO JieueHHe ¢ pa3TBop Ha Amphotericin B
4x5wmi. cycriensus, Fluconazole 1x200mr mep oc

bosika npu manueHTH ¢ opajieH MyKo3uT- jokainu /Lidocain spray/, cHCTeMHH aHaIreTHIIN,
HCIIBC. IIpu MHOrO cuiiHa 0oJKa ce MpernopbuBaT OMUOUTH.

[TapenTepaiHo XpaHEeHE MPU U3PA3EH CTOMATUT WM €30(aruT

[IpodunakTrka Ha raIcHETO U OBPBIIAHETO IPU XUMHOTEPATIHS

["aneHeTo, MOBPBIIAHETO U JUAPUATA Ca €IHU OT HAalU-TPEBOKHUTE CUMITOMH 3a OOJIHUS. AKO He
ce MOATHCHAT €(EKTUBHO BOAT /10 TEKKH YCIOKHEHUS- IeXUIpaTalys, eeKTPOIIUTEH AucOanaHc,
BJIOIIEHO OOIIO ChCTOSIHUE, OTJIaraHe Ha JICYEHUETO, PEAYKLHUs Ha JO3U U HUCKA €(DEeKTUBHOCT Ha
JICYECHUETO.

Pasznnuasart ce Hakonko suga UXTITI:

L4 OCTpO — Bb3HUKBA B IIPBUTC 24 4 CJICA XUMUOTCpaIursATa
L4 OTCpO‘-ICHO — IIosABABA C€ HA BTOPpUA ACH WJIN ITO-KBCHO
L4 PC(I)paKTCpHO — IMOsBABA C€ HE3aBUCUMO OT IIPOBCIKIaHATaA aHTUCMCTUYHA TCPpaAIInAa



e [IpenBapuTenHo — NOSABSBA C€ MPEIN HAYAIOTO HA JICYEHUETO M OOMKHOBEHO € pe3yiTar
OT Hee(DeKTUBHO NMOTUCKAaHE HA TE3U CUMIITOMHU IIPH MPEIIECTBAILO JICUECHUE

OcBeH OT MpOBEKIaHATA JICKAPCTBEHA TEpaIus, TE€ MOTraT Jia Ce MPOBOKUPAT U STPOTCHHO, OT
JBbUETEPAITns, BCJCACTBUE HAa aHECTE3Ms MIPH OllepaTHBHA HMHTEPBEHIIUS, MOTaT Jia ce AbJKAT U Ha
caMoOTO 3a00/1IBaHeE.

MexaHU3MHUTE HA TaJICHETO U MOBPBIIAHETO BKIFOYBAT JIBA ITBTS — MEPUQEPEH U IICHTPAJICH.

LlenTpasneH mbT - BKIKOYBAHE HA 3a/IHUS BaryCOB pedieKc upes:

AdepeHTHH CHTHAIXM OT Pa3KJIIOHCHMSTA Ha Ha N.vagus B CTOMAIHATa M YPEBHATA JIMTABHIIA B
pe3y/ITar Ha MOCTBIIMIIN IPa3HUTEIM TaM KbM IIEHThpa Ha moBphiianeto (nucleus tractus solitarii)
B MO3BYHUS CTBOJL.

AKTHBHpaHe Ha XxeMopelenropHara TpurepHa 3oHa (XPT3) B 4eTBbpTH MO3b4EH BEHTPUKYI,KOSITO
€ B MPSK KOHTAKT C epudepHOTO KpbBooOpbIeHHe. HeBpomenuaropute Ha XPT3, kouto urpasr
pOJIs B MOBPBIIAHETO Ca: AllETHIIXOJIUH, JonaMuH, xucraMu, GABA, ceporonun, cyocranmus P,
KAaKTO M ChbOTBETHUTE UM PEICIITOPH.

E(i)epeHTHI/I BaryCoBnu CHUIHajilu KbM XpPaHOIIPOBOJA, CTOMAaxa, YpCBHATA JIMIaBUIld, HCBPOHU B
nna@parMaTa, ABTOHOMHMH ecbepeHTHI/I CHUIrHaJId KbM CHPUCTO, JUXATCIHUTC MIBbTUIA, CJIFOHUCHUTC
JKIIE3H, KOXXaTa, KOCTO 00s1CHsIBA MOsABATa Ha MpoApOMaIHUu CUMIITOMHU Ha dKTa HAa IMOBPBINAHETO.

[TepudepHusaT IbT ce aKTUBUPA, KOTATO OMpEeNieH APa3HUTEN, B CIIy4as [IUTOCTATUK, CTUMYJIHPA
EHTEepOXpOMAapUHHUTE KJIETKH B TOPHUSA €TaX Ha TaCTPOMHTECTUHAIHUS TPAKT, OTIEIS Ce
CEpOTOHHH, KOWTO ce cBbp3Ba ¢ 5-HT3 penentopute M upe3 BarycoBM HEPBHH DPA3KIOHEHUS
U3Mpalla eMETHYHH UMITYJICH JUPEKTHO 10 HEHThpa Ha MOBPBUIAHETO WJIM HWHIUPEKTHO Ype3
XEMOpEeIeNnTOpHaTa TPUTrepHa 30Ha.

prrlI/I LII/ITOCTaTI/IIII/I/6I/IOJIOFI/I‘-IHI/I arcHTu, B 3aBUCUMOCT OT CMCTOI'CHHHA ITOTCHIHUA U ITPCBCHLUSA
Ha FOpHO-AUCIICIITUYIHHA CUHIAPOM

Bucoxk (>90%) Cpenen (30% - 90%) | Hucbk (10%-30%) | MunumaJjieH
(<10%)

SHT -3 SHT -3 SHT -3 anTaronucr HE ce Ipujiarat

aHTaroHucT+aprepitant+ | anraronuct+Dexa
methasone

dexamethasone

Carmustine>250 mg/m2 | Altretamine Abraxane Aflibercept

Cisplatin Amifostine  >300 Amifostine <300 | Alectinib
mg/m2 mg/m2

Cyclophosphamide > 1500 mg/m2 | Cabazitaxel Asparaginase

Azacytidine

Cyclophosphamide/Dox | Bortezomib Capecitabine Bevacizumab

orubicin

Cyclophosphamide/Epir | Carboplatin Cetuximab Bleomycin

ubicin

Cytarabine >/=2 g/m2 Carmustine <250 | Cytarabine 100-200 | Busulfan
mg/m2 mg/m2




Dacarbazine

Cyclophosphamide
<1500 mg/m2

Docetaxel

Cabozantinib

Dactinomycin Cyclophosphamide p.o. | Doxorubicin<20 Ceritinib
mg/m2
Lomustine Cytarabine Liposomal Chlorambucil
Doxorubicin
Mechlorethamine Daunorubicine Eribulin mesylate Cladribine
Procarbazine Dextrazoxane Etoposide i.v. Cobimetinib
Streptozocin Doxorubicin  >20 Fludarabine Crizotinib
mg/m2
Epirubicin Fluorouracil Dabrafenib
Etoposide p.o. Gemcitabine Dasatinib
Idarubicin Lapatinib Erlotinib
Ifosfamide Methotrexate <250 | Everolimus
mg/m2
Imatinib Mitomycin Gefitinib
Irinotecan Mitoxantrone <12 | Fludarabine
mg/m2
Melphalan Paclitaxel Hydroxyurea
Methotrexate >250 | Panitumumab Interferon
mg/m2
Mitoxantrone >12 | Rituximab Ipilimumab
mg/m2
Oxaliplatin Temsirolimus Melphalan
Pemetrexed Teniposide Mercaptopurine
Temozolomide Thiotepa Mesna
Topotecan Methotrexate
<50 mg/m2
Trifluridine/tipiracil Nivolumab
Vinorelbine Olaparib
Vorinostat Osimertinib
Palbociclib
Pazopanib
Pembrolizumab
Pertuzumab
Regorafenib
Sorafenib
Sunitinib
Thalidomid
Thioguanine
Trametinib
Trastuzumab
Vandetanib
Vemurafenib
Vinblastine
Vincristine

OcHoBHU MpaBuJIa 3a aHTUEMETUYHA TEPaIus:

Jlo3upaHe — 3armoyBa ce ¢ Hail-mMajikaTta epeKTHBHA /1032 32 ChOTBETHATA TEPAIUs




N360p Ha aHTHEeMETHK — 0Oa3uWpa ce Ha €METOIeHHHUS PUCK OT MPOBEXKJIaHATAa MPH KOHKPETHUS
nanueHT Tepanus. CerinacHo npenopbkute Ha MASCC u ESMO:

- Ilpu nunca ma NK1 pernentopeH aHTaroHUCT, 32 IPEANOYUTAHE € MPUJIOKEHUE Ha
[Tanonocerpon

OTxBBpJSSHE HA JPYrHW NPUYMHU 3a TaJICHE W MOBpPBIIAHE: XUIEPTOHWYHA KpH3a, YpeBHA
OOCTpYKIIHsI, MO3BYHH METAcTa3u, MPoOIeMHU C BECTUOYIIapHUS anapaT, eJIeKTPOJIUTEH AucOalanc,
ypeMus, Jpyrd JeKapcTBa (OMHOWUIM, AHTUOMOTHUIM), TCUXO(DHU3UOIOTUYHH MPUYUHU
(TPEBOXKHOCT).

[Tpu mpoBexaaHe Ha JTbuUeTEpaIvs ChIO TPSAOBA Ja ce MPELEHU PUCKA OT €eMETOreHeH e(eKT Ha
MpuUjaraHara j03a u 00JacTTa, KosTo ce 001buBa. BEB BCHUKH cliyyau ce Hajlara npoQuiakTuka ¢
5-HT3 peuentopeH aHTaroHUCT Mpeau Beska Pppakius, ChC uiu 0e3 100aBsHe Ha IeKCaMETa30H.

I'ajicHe ¥ OBPBIAHE IPHU 0oJIHU ¢ HanpCaHaao 3JI0Ka4CCTBCHO 3a00151BaHe

Haii-uecto B TO31 CTa,Z[I/II‘/‘I Ha 3a00JIIBaHETO TraCHCTO U INOBPBIIAHCTO Ca 06YCJ'IOB€HI/I OT MHOTI'O
(baKTOpI/I, KOCTO onpcacis U NpeAInoIYnTaHruATa KbM CIUH UKW APYT' aAHTUCMETHUK —

- HapylIeH MOTHJIUTET Ha cToMaxa (METOKJIONPAMHUL),
- XemaroMmeraims,

- KOHCTHUTAIHS,

- IMpUEM Ha OIMMOH U,

- IOBUUIEHO BHTPEUEPEITHO HAJSTaHE (JEKCaMETa30H),

- 4YpeBHa OOCTPYKIMs (CKOMOJAMHH M OKTPEOTH TpPHU OOWMIIHA YPEBHA CEKpEIHs MU
HEBB3MOXKHOCT 3a OIlepaTUBHA UHTEPBEHLINA).

NK1 PCUCHITOPHUTE AHTA'OHUCTU HE CC IpuWJiaraT B TE3U ClIydau IMopaaud BUCOKATA UM IICHA.

AHTHEMETHIN:

CepOoTOHMHOBH peLENTOPHU aHTaroHUCTU-CEPOTOHMHBT CE CEKpEeTHpa OT EHTEPOXpOMAPUHHUTE
KJIETKU B ropHuTe oTeny Ha I'UT u e oTroBopeH 3a NOBPBIIAHETO,CTUMYJINPA IEPUCTAINTHKATA U
CEKPETOPHUTE PEQIIEKCH.

SHT-3 anTarouucru

OUTOCTAaTUYHA TCpaIus, MOCTONICPATHUBHO U JIBbYCBONMHAYIHUPAHO IraICHC U TOBPBIIAHE

CenextuBau 5-HT3 a"dtaronucTu:

[Tpunarar ce 30 min npeayu XUMUOTepanus, NpoabkaBa Mo BpeMe Ha XT M HIKOIKO JHH
cien puximouBaHero Ha HJIP: rmaBoOonume, "flush", mpexoaHo pasaBmkBaHe Ha CEpyMHHTE
TpaHCaMUHAa3H|, 3aIeK, yabibkaBane Ha QT uHTepBai.

Ondansetron hydrochloride: 2x8 mg per os/ i.v./i.m. MakcumanHara 103a 3a 244. e 32mg/nH, 1-
5 nen. EgHokpatHa mo3a mo- romsima ot 16mg B 50-100m1 0,9% NaCl 3a muaumym 15 MuH.
Buumonue! Jlo3o3aBucumo ysenuuenue Ha QT untepBana.

Granisetron hydrochloride: i.v. 1-3 mg (10-40 ug / xr) 0aBHa MHTPAaBEHO3HA WHXKEKIIUS WU
WHTpaBEHO3HA HH(Y3HS pa3pexk/ia U ce Mpuiiara B MpoIb/DKEHNE Ha 5 MUHYTH. Pa3TBOpBT TpsiOBa
Jla ce pas3peay 10 5 M Ha MIJIHIUTHP. MakcumaiHara 1o3a 3a 244. He TpsOBa Ja HajaBuiiaBa 9



mg per 0s-1 mg 2x nHeBHO Wwid 2 mg 11X gHeBHO 0 1 cenMuma ciiell JibYeTepanus WIH
xumuotepanus. [IppBata no3a Kytril TpsioBa na ce npunara B pamkure Ha 1h mpean .HaganoTo Ha
JICYCHUETO.

Palonosetron hydrochloride /mpenorBparsiBaHe Ha rajeHe M TOBPBIIAHE, CBBP3aHO C
xumuoTepanus/: 250 Mukporpama egHokpaTHo 6oiyc 3a 30 cekyHnnu; SO0 MUKporpama e JTHOKPaTHO
nep oc 1h npean xummorepanusra

Dolasetron Mesylate — npenoTBparsBa rajieHe W NOBPBIIAHE WHAYLHUPAHU OT XMMHOTEpAIIHs,
IIOCTOIEPATUBHO rajieHe u nospbiiane - 1,8 mg/kg eaunnyna i.v.no03a

Tropisetron -3a npenoTBpaTsBaHe Ha rajJicHe W MOBPBILAHE WHIYIHPAHU OT XHUMHOTEpamus; 5
mg/aH. uHTpaBeHo3Ha uHpy3us paszpene B 100 mi. 0,9% NaCl unu 5% p-p va ['moko3sa.

Hecenextusuu 5-HT3 penentopHu aHTaroHUCTU- T€ €€ CBBP3BAT U C APYTU pELENTOPH- T0IaMHUH
2, XOoJIMHepruuHu win Xucramud 1 penentopu. ToBa BOau 10 MOBUILIABAHE HA aHTUEMETUYHATA UM
epextuBHOCT. Te uMaT IBIBT MOMykUBOT /20-50 yaca/ u ce mpuiaraT eIuH IbT JTHEBHO.

NKI1 peuentopen antaronuct: ymepeHo CYP450 3A4 unxuOurtop, U €THOBPEMEHHO IIPHUIIOKEHUE
¢ CYP450 3A4 cyOctpatu Morar jaa moBHINAT TOKcHyHOCT. He ce mpemopnuBa 3a ymorpeba c
ukiaohochaMua-chabpKaiym cxemMu wid cxemu Ha Docetaxel; u aBara ce merabonmsupar ot
CYP450 3A4 , xoeTo e mpeArnocTaBKa 3a JOMBJIHUTEIHA TOKCHYHOCT.

Hen 1 HeH 2 Hen 3
Aprepitant /| 125mr opanno/ 80 mr opaHo / 80 Mr opayiHO/
Fosaprepitant

150mr i.v. 3a 30mun | HE HE
Dexamethasone 12 mr opanHO HHUTO €IUH HUTO €IUH
5-HT 3 anraronuctn | CtaHmapTHa 1032 OT | HUTO eIUH HUTO €TUH

5-HT 3

AHTArOHUCTH

Kopruxocrepounu / nucleus tractus solitarius, 5-HT3 anTaronuct/. murocrtaTuyHa Teparius,
NAJMATUBHUTE TPUKMA TIOCTONEPATHBHO W JIBUCBOMHAYLIUPAHO TaJeHE U  TOBpPbBINAHE
Dexamethasone 2x8 mg i.v./i.m.; 20 mg i.v.HenocpeacTeHo npeau XT

JlonaMMHOBM peleNTOPHN AHTATOHUCTH: C €()eKT BbPXY JONAMUHOBUTE 2 U 3 peLENTOPH.

Metoclopramide /anTaronuct Ha qonamuH-2 penentopute, cnad 5-HT3 penentopeH aHTaroHucT,
cenektuBeH 5-HT4 penenrtopen anraronuct/: [loza:10-20mg i.m./i.v. 6asro 1/2h npenu XT u npu
HEOOXO0IMMOCT MOBTOpEHHE Ha 6h

HIJIP: EKCTpaHI/IpaMI/II[HI/I CUMIITOMH: OCTpa OUCTOHUA, OUCKHUHC3UA, MMAPKUHCOHOB CHUHAPOM,
aKaTu3us, CJICA MpujlaraHe Ha €IHOKPATHU 103U MCTOKJIOIIpaMU I, 0co0eHO IIpu Mi1agu xopa.

Antugor: Akineton 5mg i.v. 6aBHO

Chlorpromazine

25 mg/ml amp. — 1 mu1/4 ipu CTPOT KOHTPOJI HA KPHBHOTO HaJIsraHe!



Haloperidol - mocroneparusho ragesne 1,5-3 mg per 0s/ s.c. Beuep

Droperidol CBhII0 CE M3II0JI3Ba 3a JICYHCHUC Ha IIOCTOIICPAaTUBHO I'a/ICHC U ITIOBPHIIAHE.
MyCKapI/IHOBI/I XOJIMHCPIUIHU U XUCTAMHUHOBH PCUCIITOPHU aHTArOHUCTHU

[Tpu HapyiieHus: BbB BeCTHOYIapHUS armapar

Dimenhydrinat 50mg tabl.

AJTIOBaHTH, IPUJIATaHU C AHTUEMETUIIUTE:
[Ipu pedpaxTepHu Ha JieUeHUE TaJIeHE U OBPbIIaHE B KOMOMHAIUS C aHTHEMETHIIH

Gabapentin — ananor Ha rama-aMHHOOYTHpOBaTa KHCEIMHA C pelAKCUpAIl, HOTHCKAIL
TPEBOXKHOCTTA U aHTUKOHBYJICHBEH eek 300 mg 2-3 mbTH JTHEBHO - 2 JHU MpEau 3arovyBaHe Ha
XUMHOTepanuara 1 1 ceamMuLa cies Topa.

Olanzapine - aTUIMYEeH aHTHUIICUXOTHUK, C aHTUXOJMHEPTUYHH e(PEKTH U TapreTUpal] MHOXKECTBO
peuentopu B LIHC, Brimtountenno u SHT-3; 10 mg BenHbk 1HEBHO, 3alI0YBAaliKU OT IIbPBU J€H Ha
XMMUOTEPANEeBTUYHUS LIUKbBJ U IPOABIKABANKY o11e 3 JHU Clel] Kpas My.

benzoauazenunu - Lorazepam U Jp.- IPpM IICUXOI'€HHAa HAclOMKa M aHTHLIMIIATOPHO
MOBPBILAHE: OT ACHA IIPEIU 10 AEHS ClIe] XUMUOTEPalleBTUUHHUS LIUKBII.

JAuapus

[TpencraBnsiBa ycioxkaenne ot JedeHuero mnpu 50%-80% oT OHKOJOTUYHO OOJHUTE, KOUTO
NPOBEXIAT JIbUETEpaNusi Ha Ta30BaTa OO0JIACT, XUMHOTEpanus ¢ (IyOPONTUPUMHUAMHU, WA
MOJTy4aBaT TUPO3UH-KHHA3HU MHXUOUTOpHU. J[MapusTa € T030JIMMUATHPAIA TOKCHYHOCT, OCOOEHO
py KOMOMHUPAHU PEXKUMHU. 3a TUApHs Ce TOBOPH, KOTaTO M3X0XKIAHUATA ca TIOBeUYe OT 3 JHEBHO,
HaaxBBPIAT 300 cm3/enu3on u ceaspxkar >70% Boga [11].

CepIulacHO cucTeMara 3a IpaJlpaHe Ha HEXeJlaHUT € JiekapcTBeHM peakuuu Ha National Cancer
Institute, quapusita 6uBa:

- creneH 1 (<4 nedekaiuu THEBHO);
- creneH 2 (4-6 nedexaru JHEBHO ChC CIEIIHOCT);

- crenen 3 (>7 medekanuu JHEBHO, MHKOHTHHEHIIMS, W.B. OBOIHSIBaHE >24 4, U3HUCKBA
XOCHUTATIU3ALNSA);
- cremneH 4 — KUBOTO3aCTPAIIaBaIlO0 ChCTOSHUE, XEMOJUHAMHUYCH KOJIATIC.

Haii-uecto nuapust B3HHKBa Ipu JieueHue c: 5-OY, Capecitabine, Tononzomepasnu WHXUOUTOPH,
takcanu, Erlotinib, Gefitinib, Sorafenib, Sunitinib, Imatinib, Everolimus u xkomOuHaiuu oT TsX.

Hpe):monaraeMH MCXAaHU3MU Ha Bb3HUKBAHC HA JUApHATA, YECTOTA IIPU MPOTHBOTYMOPHO JICYHCHUC

JlekapcTBeH MPOAYKT MexaHnuzbm YecToTa, Bpeme 3a nmosipa

Fluoropyrimidines: IMotuckane B wmwuro3a Ha | [Ipu okono 50% ot GonHuTe,
5-FU KJIETKUTE Ha ENUTEIHUTE | MOJIy4aBally 5-FU -
Capecitabine KPHIITH, KOETO BOJIH JIO CeIMWYHM BIUBaHUA. [lpu

HapylleH OajaHC  MEXAY | MOJOBHMHATA OT TSX CE€ Hajara
ceKkpernusaTa u abcopOusaTa B | MapeHTepaiHa XuapaTarus
THHKOTO Y€PBO




TonouzomepasHu Octpo Hayajo — | OcTpo Hayano — Npu OKOJIO
UHXUOUTOPU: XOJIMHEPTUYHH CBOMCTBA 80% ot GonHUTE
ce HaOMoJaBaT JIEKH  JIO
Irinotecan OTtcpouena nosiBa — | yMepeHO TeKKH
JIEKOHIOTHPaHE Ha | cumnTomu; ripu 10% - Texxku
metabonuta Ha CPT — SN-38
TIIIOKYPOHHIT  OT  YPEBHHU
OakTepum,
KOETO TI03BOJISIBA JTUPEKTHO Otcpoyena mosiBa — TpH
BB3/ICHCTBHE BBPXY upeBHHst | OKOIO 60% - 87% ot
enuTeN; MHAYIIMpaHa OT bonHuTe
J€KapCTBEHU MIPOAYKTH
MPOAYKIUS HA
nporH(IaAMaTOPHU
IUTOKUHU
Takcanu — [Ipenu3BukBa wucxemuss Ha | Okono 25% ot OomHUTE,
Docetaxel 1e0es1oTo 4epBo ci1abo n3pazeHa
9pes:
-TUPEKTeH  eEeKT  BBPXY
enuTena (HeKpo3a)
-QaHTUAHTMOT€HEH e(eKT
Erlotinib Hesicen mexaunsem, Moxe 0u | 40% - 60% or Oomuure,
Gefitinib Urpae poJjia MOTUCKAaHETO Ha | PSJIKO € TEKKa
EGFR, koeTo moBnusBa
CeKpenusiTa Ha  XJOPUIH
(moBuIIEHaTa CeKpeuuss Ha
XJIOPUIU BOJU 10
TTOHIKCHA HaTpUEeBa
abcopOuus)
Sorafenib Hesicen 30%-40% ot 6onuwute, 5% -
TEXKa CTETICH
Sunitinib Hesicen 40% - 53% ot 6onuute, 3%-
5% - TexKa cTerneH
Imatinib C-Kit HHXUOMpaHe B | 30% - 50% ot GosHuUTE,
ypeBHuTe KiIeTku Ha Cajal, | 1%-5% Texka crenen
JTUPEKTHO
YBpeXIaHe  Ha
YpeBHATa MYK03a
mTOR uaxubutop | Hapymiena ypeBHa | 30% or OomHMTE, PSIKO
Everolimus MHUKpodIopa TEKKa
ManabcopOrust
Jleuenne

[Ipo6GuotunnTe nmar GaronpusiteH epexT 3a MUHUMU3HUpaHe Ha edekTure Ha 5-FU.

Loperamide hydrochloride — nagamna mo3a 4 mg, mocieaBana or 2 MY Ha Bceku 4 h. mo

MpCYyCTAaHOBABAHC HA JUapUATA.




AKo quapusiTa He ce oBjajee npe3 mepsute 12 — 24h,

Loperamide hydrochloride ce HasHauaBa B mo-BHCOKH J03uW — 2 mg Ha Bceku 2h (mo 24 h).
Octreotide e moka3aH 3a BTOpa JIMHU JICUEHUE TP pepakTepHu TUAPUH.
[Mpunara ce mo 100 — 150 mkr - 3x gHeBHO S.C, wiu 25-50 mxr/h i.v.

AnexBaTHaTa XUpaTalys, KOpUTHpaHe Ha eJICKTPOIUTHHA nTucOananc, AueTa, ca HeM3MEHHa 4acT
OT TepareBTUYHUTE MEPKU IIPH JICUEHUE Ha AUAPHUS.



42. CBBP3AHA C XUMHNOTEPAIIUA KAPJUOTOKCHYHOCT

Copaednata AMCHyHKIMS ClIe ] TPOBEACHO JICYSHHE MPH MAIEHTH ¢ KapIIUHOM € U3BECTHA OIIIE OT
1960 roauHa cien IIMPOKOTO HABIM3aHE HA AHTPALMKIMHUTE B OHKojorusara. CbpjiedHara
HEJOCTaThYHOCT, pealli3upaHa ciie]l ICUeHUE C aHTPALIMKIMHY € IIMPOKO U3BECTHA KATO CTPAaHUYEH
edexrt. IIpe3 mocnenuure roAMHU Osxa BBBEICHU PA3JIMYHU CTPATETHH 3a OICHKA Ha Kapauo-
TOKCUYHOCT, HSIKOU OT KOUTO Os1Xa OTXBBPJICHU, HO KaTO IPUIIOKUMU B €KETHEBHATA MPAKTHKA Ce
HAJIOKMXa MOHUTOPUPAHE Ha OllIEHKAaTa Ha JieBo- kamepHata (JIK) ¢ppakuus Ha uzriacksane (OM1%)
oT oOpa3HaTa JWarHOCTUKAa M eHJOMHOoKapaHaTa Ouoncus. [lopagu MHBA3MBHOTO €CTECTBO Ha
nociennara, JIK @MU % ce oka3a or oco0eHO 3HAU€HHE B KIMHUYHOTO TPOCTENsSBaHE Ha
nanuenTure. HampenBanero Ha exokapauorpadusara B 001acTTa Ha HOBUTE HEMHBA3UBHU METOIU
3a omenka Ha JIK ¢yHKIHMS HamoXM TpepasriexiaHne Ha HagexkHoc- Tra Ha JIK ®U% ot
JIBypa3MepHa KOHBEHIIMOHATHA eXxokapauorpadus karo OOEKTHBEH METOJ 3a OIlIeHKa Ha
KapAHMOTOKCUYHOCT.

Onpez[eneHI/Ie 3a KapAUOTOKCUYHOCT, CBbp3daHa C XUMHOTCPAIIUsA

Cabpaanara ¢ xumuotepanus kapauotokcnaHocT ( CXKT) ce onpenens karo HamansBane Ha JIK
DU % c moseue ot 10 % npu croitHOCTH < 53 % ( HOpMaTHA pedepeHTHA CTOMHOCT 32 IBypa3MepHa
exokapauorpagus ) TMOTBBPJACHO OT IOBTOPHH H3MepBaHMsA. [loBTOpHUTE W3MEpBaHUS Ce
OCBUIECTBSIBAT OT 2 110 3 ceOMHUIM ciiel II'bpPBOHAYaIHO ycTaHoBeHaTa moHmkeHa JIK ®N%.
Penynupanara JIK ®U % ce karteropusupa KaTo CHMITOMATHYHA , ACHMITOMAaTHYHA WM
peBep3ubernHa.

CXKT ce xnacuduimpa Karo :

Tun I - xapakTepeH 3a rpynara Ha aHTPAaUUKIMHHUTE, KOATa € CBbp3aHa C J03aTa, BOAU N0
KJIEThYHA aIlolTO3a U € HeoOpaTuMa Ha KJIEThYHO HUBO. PAaHHOTO il ycTaHOBsIBaHE U JIEYEHUE ca
cBbp3aHM C npeBeHuuAra Ha JIK pemonenupane, KakTo M Iporpecusita M 10 CbpledyHa
HEZOCTAaTbYHOCT.

Tun II - xapakrepna 3a Trastuzumab, He ce BiHse OT MPUJIOKEHATA 032 U CAMOCTOSATEITHO
MPUJIOKEHN HE BOAAT 10 KieThuHa amnonrto3a. CXKT e uwecto oOpaTtuma, HO MOpaju 4eCTO
MpeIxoKala Tepanus ¢ areHTd oT Tumn I, ce mpeanonara, ye npu Te3u peKUMHU Ha jjedeHue Tun
II areuture 3a)I”I)J'I6OLIaBaT KJICThYHATa aronTo3a Oome B MOMCHTA Ha IMMIPHUJIOKCHUCTO UM.

Exokapanorpadcka onieHka Ha chpeyHaTa G yHKIUs 1 MOP(OIOTrHsl IPU NAI[UEHTH C KapLUHOM
JIK cuctonHa QyHKIUSA

EXOKapI[I/IOFpaq)I/IHTa € MCTOA Ha I/I360p 34 OCHKA Ha MalfUCHTHU C KapIUHOM — IIPEaU , 10 BPEMEC
" CJICA IPUKIIIOYBAHC HA TCpaIrirdaTa.

N3ucksaneto 3a m3mepBane Ha JIK @M% Ttps6Ba na Obae OCHIIECTBEH C Ha-T00pHS METO,
BB3MOXKEH 3a exokapauorpadckara maboparopus (TpuusMmepHaTa exokapauorpadus e 3a
MPEIOYNUTAHE )

[Tpu m3non3BaHe Ha JABypa3MepHaTa exokapauorpadus ce npeamnounta Mero] Ha CUMICHH OT
anuKaaHa MOo3ULUs IBYKYXUHEH Cpes3.



JIK ®1% tpsidBa na ce komOuHMpa ¢ m3umnciasiBane Ha wall motion ungexc. ( WMSI)

[Tpu HEBB3MOXKHOCT 32 OIICHKA Ha ritodaeH JoHrutyauHaieH crpeitd (GLS) ot speckle tracking
exokapauorpadusara, ce IpenopbuBa KOJIMYeCTBeHA OlleHKa Ha riiobannaTa JIK gsoHrutyaunanza
¢bynkuus upe3 M- Mo exokapauorpadusTa — npeMecTBaHe Ha MHUTPAJICH KJareH MPbCTEH —
MAPCE wnnu wim nukoBa cuctosHa ckopoct (s”) ot TDI

JIK ®U % oueHeHa oT ABypa3MepHaTa exokapauorpadusi 4ecTo € HeJoCTaThyHa 3a OLICHKa Ha
Majikute npomeHu B JIK KOHTpaKTHIIHOCT.

JmacronHa (bVHKHI/IH

He3zaBucumo, ye napamerpuTe 3a OIl[eHKa Ha JuactoiHara GyHkuus Ha JIK HIMaT nporaoctTuyHa
CTOMHOCT 10 OTHOIIEHHE Ha KapAMOTOKCHYHOCTTA, OLIEHKATa Ha JAMAcTOJHAaTa (DyHKIUS ce
U3M0JI3Ba 3a IPaJiUpaHe Ha TEKECTTa Ha AMACTOJIHATA AUCPYHKIMA, KAKTO U OIpENeNIssHE Ha
HaJIAraHeTo Ha meiHeHe Ha JIK npu Te3n nmanueHTy.

DyHKIMS HA JICHA KaMmepa.

Anamm3pt Ha JIK mucyHKIUS TmpU ManueHTUTe Ciie] XUMHOTEpanmus HAMa MPOTHUCTUYCH
XapakTep, HO KOJIMYECTBEHATa OLEHKAa Ha JIECHUTE KyXMHHM M (QYHKIUS CE€ IpocieasBa IpH
BbBIMYaHe Ha [IK B cucTeMHUs poliec Ha OHKOJOTMYHOTO 3a00JIBaHe.

Kitaniau Gosnectu

C’bp,I[CLIHI/ITC KJIAIlh C€ aHaJIu3upar € 0c00EHO BHUMAaHHUE IIpH NAUCHTHUTC HAa XEMOTCPAIInA.

[TarrieHTH ¢ yCTAaHOBEHW HACTBIIMIIM IPOMEHHU B KJIAITHUS arapar 1o BpeMe Ha XEeMOTEepaIus ce
peaHanu3upaT MO BpEME Ha LEJHs MEePHOJ Ha JICYEHUE M CIIeJ NPUKII0YBaHE Ha Kypca OT
XeMOTepamnus , KaTo ce MpOoCieasBaT pa3Mepu U TPaJUCHTH Ha CTEHOTUYEH OTBOD, CTETIEH Ha
KJIamHa perypruraius. Yecrtora Ha peryJspHUTE MPETJIeAu C€ OCHIIECTBSIBA B 3aBUCUMOCT OT
CTETeHTa Ha 3acsraHe Ha KIamHHs arnapat crnopea PpkoBoacTBaTa Ha EBponeiickaTta aconuanus
1o oOpa3Ha nquarHoctuka (2014) .

Ilepukapaaa OoJiecr.

Hanmune na NnepuKapaHa oonect IIpHU NaOUCHTUTE C KAPIUUHOM C€ aConrpa ¢ HAJIMYHU ChbpACYHU
METAaCTa3u UJIH B CICACTBUC HA IIPOBCACHA XEMOTCpAIINA / paauoTepaliu.

CreneHHa Ha IMEpUKapIHUS U3JIUB CE ONpeleNsl KOJUYECTBEHO M ce KBaluduuupa cropen
IIPOBEJICHUTE CTaHJApPTH.

Exokapauorpadckute u Jlomiep METOIM 3a OLCHKA Ha HAJIM4YME HAa TaMIIOHaJa TpsOBa aa ce
aHaJIM3UPAT BHUMATEIIHO, 0COOEHO MPU HAJIMYKME HAa MAIIMTHEHA TeHe3a Ha EpUKapIHUS U3JIUB.

SIMP ce npuiara npu MaMeHTH 3a OIIEHKa Ha BEPOSTEH IIbPBUYEH MTPOIIEC, AaHTAKUPAILl IEPUKAP/IA,
KaKTO ¥ 32 OTAU(EPEeHIIMPaHe OT KOHCTPUKTUBEH MEPUKAPINT, CIIE/ eKCIIEPTHA eX0oKapauorpadcka
OLICHKA.

TpumsmepHa exokapauorpabus (3DE )

3DE e npenmnountan MeTo[ 3a aHanu3 U MoHuTopupane Ha JIK dyHKUUS mpHu manueHTu cieq
xemorepanus u npu cbMHeHue 3a CXKT. IlpenqumcTBoTo € B mo-106pust 06pa3 v MoBTOPSEMOCT
Ha pe3yarature npu Monutopupanata ¢ 3DE JIK ©%.



OcspliecTBsiBa ce OT EKCHepTH U Jo0pe TpeHUpaHH B TPUU3MEpHATa exokapauorpadus
CTICIIUATICTH —KapIHOJIO3H, JUMUTHPAIIO 00CTOATENICTBO € M3UCKBAHETO 33 JOOPO Ka4eCTBO Ha
aHWJTM3UpPaHUs 00pa3, KOeTo TpsAOBa Ja ce MMa B MPEABU[ MPH MAIMEHTUTE C OHKOJIOTWYHU
3a00JIBaHMS.

KOHTDaCTHa exomp,uuorpadmsl

[TpunoxeHnero Ha KOHTpACTHATA exoKapArorpadus HaMUpa MOTEHIMAT MIPH MPU HAIMEHTHUTE
cllel XeMoTepanusl IIpU Hel0CTaThbuHO J00Bp 00pa3 Ha aHaIM3KUpaHu cermeHTu Ha JIK.

CerinacHo mocneanute PwvkoBomctBa (2013) ce mpenmopbuBa M3MOJI3BaHE HAa KOHTPACT IpHU
Heno0po n300pa3sBaHe HA TIOHE 2 ChCEIHU CETMEHTA OT allMKaHa IMO3UIIUS.

Konpacrhara exokapauorpadus He ce npernopbuBa npu 3DE 3a npocnensiBane Ha MaliMEHTUTE
ClIe]l XeMOTeparus.

Ctpec CXOKaD,I[I/IOFDad)I/IH.

CTpec eXOKapﬂnorpacmeTa CC IPCIIOpbhUBA IIPU MAOWMCHTH C IOTCHIHAJIHA HWJIK BCpUSATHA
KOpoHapHa OoJiecT, KOraro KOHBELMOHaJIHAaTa exokapauorpadus € HeIOCTaThYHO WU
HCUHTCPpIIPETCPpYyEMa IIPpH MMAOUCHTH, IIPOBCKAAIU JICUHCHUC C aIrCHTHU, KOUTO MOIraT Ia NPpUYIHUHAT
koponapHa ucxemus (Fluorouacil, Bevacizumab, Sorafenib, Sunitinib)

Crpec exokapauorpadusta ce mpernopb4Ba CHIIO U 32 OICHKA Ha KOHTPAKTHIIHHS PE3epB Ha
JIK npu narmentu cbe CXKT.

Ornenka Ha cyOkauanyHa JIK gucdyHkImg .

Penynupanara JIK ®U % cnen Oa3oBara exokapauorpadusi WIA TPH IAIUCHTH CIIET
MIPUJIOKEHNE HA AaHTPAKLMKIMHU € CBbpP3aHa C BUCOK PUCK OT ChPJIEYHO ChIOBU MHIIUICHTH.

HezaBucumo ycranoBenara ot Jlomiep u ThkaHeH Jlomiep HayaiHa AMacToHa TUCHYHKIUS IPU
NAIMEeHTUTE Ha XEeMOTEepanus, T He BUHAru Moxe Ja 0bJie MPOrHOCTHYHA 110 OTHOIIEHUTE Ha
CXKT.

Muoxkapnnata nedopmanus (strain) aHauu3MpaHa OT JABypa3MepHa exokapauorpadus upes
metona Ha Speckle tracking e mpeanodnTaH METO/1 Ha aHAJIU3, YTBBPJICH B KIIMHUYHATA IPAKTHKa,
BKJIIOUUTCIIHO W IIpU HOPOCIICAABAHC Ha MNAOUCHTH CJICA XCMOTEpalus. I'moGanausT
JIOHTUTYIUHANIEH CTPEWH € ONTHUMAJHUAT MapaMeThp 3a aHaliM3 Ha paHHa cyOximHuuHa JIK

JUCQHYHKITHS .

[TpenopbuBa ce M3ciaelBaHUATA HA CTPEHA IO BpeME Ha XEMOTEepamus J1a Ce CBIIOCTABAT C
II'bPBOHAYAIIHUSA JIOHTUTYJUHAIEH CTPEHH INpeau CTapTUpaHe Ha jedeHueto. [Ipu nmanuenTtu c
HAJIMYCH IMbPBOHAYAJICH rio0anex JIOHTUTYAUHAJICH CTpeﬁH , p€iIaTUBHATA PECAYKIHUA B XOJa Ha
xemoTepanus ¢ < 8% MoAnexaT Ha PeOBHO MpOCIeAsBaHe, KAKTO U CTOWHOCTU Ha Iiio0ajeH
CTpelH penyuupanu ¢ > 15% oT mbpBOHaYaIHaTa C€ CUMUTAT 3a MaTOJIOTHYHU.

[Ipu nocneasiBaHe Ha MAIMEHTUTE C KAPLUKUHOM MO OTHOIIEHHE HA MOKA3aTEIUTE 32 MUOKapAHA
nedopMalus ce MpenopbuBa OCHIIECTBIHETO UM Ja ObJIe Ha €/IHA U ChIa exokapauorpadcka
MamuHa uinu off-line ananu3sT Aa 6b1e ¢ enuH codryep. B mporokona ce orbens3BaT THUTE
MpEeAN U CIe]] XeMOoTepanusi, HopsAIbK Ha Kypca, KOMTO MaleTbT NIPEMUHABA.

IloBuiieHusT TPOIIOHHWH IO BPCME HAa KapIMOTOKCUYIHA XEMOTCpPAIIUA € IPU3HAK 3a pAHHA CXKT.



3a pas3ynKa OT TPOIIOHMHA, OLIEHKaTa ¥ aHanu3a Ha pro-BNP 1ma oTHoIIeHNE TOBEeYe KbM OLIEHKA
Ha CTEIICHHA Ha HajsraHeTo Ha neiHeHe Ha JIK, oTkonkoTo 3a amanu3 Ha CXKT.

[Tpunoxxenue Ha qpyrure oOpa3Hu AuarHoctuka 3a anainus Ha CXKT.

Ouenkara Ha JIK ®1U% ¢ MUGA e ¢ BUKOKa penpoAyKTHUBHOCT, Ha MOPaAX HAIMYMETO Ha
JOMBJIHUTENHA paJUallMHHA HATOBAPEHOCT HA NAIMEHTUTE € JUMUTUpaHa B OHKOJIOTHUSATA,
MpeIMMHO 3a OIIeHKa Ha IepukapjHa 0osecT, BbBIMYAaHE Ha KJareH amapar u oreHka Ha JIK

byHKIH.

[TpunoxeHneTo Ha raMa-KaMepuTe KaTo HeMHBa3MBEH MeTo[ 3a oneHka Ha JIK ¢yHkuus e Bce
OlIe B MPOLIEC HA CTaHJapTH3UPAHE.

Copaeunust SIMP e 3naren cranaapt 3a onenka Ha JIK u IK o6emu u JIK ®M%. OcHOBHOTO
OTpaHMYEHUE € JOCTHIIHOCTTA J0 METOJMKAaTa M BCE OIe HEJOCTaThbuHO OOy4YeH IHepcoHall,
paborem B Tazu obxnact. IIpenopbyBa ce mpu MPEeKbCHATO JICYEHUE C areHTU C BHCOK PHUCK 3a
KapJHOTOKCUYHOCT, KOTaTO pEe3yJATaTUTe OT JIBypa3MepHaTa exokapauorpadus ca
HesanoBoautennu 3a JIK ®U % .

[IpenoppuBa ce npu NpociaeasIBaHETO HA MALMEHTUTE J1a CE U3IM0JI3BA €IHA U ChIlla TEXHUKA IIPU
onenka Ha JIK ¢pynkius ¢ IMP.



43. INOBEJAEHME IIPU EKCTPABA3ALIMA HA ITPOTUBOTYMOPHU
JIEKAPCTBA

Omnpenenenue. ExcrpaBazanusra Ha MapeHTEPATHU TPOTUBOTYMOPHH Pa3TBOPH ce AepHuHUpa KaTo
MHIUJIEHTHO U3THYaHE Ha JIEKaPCTBEHO BELIECTBO OT TEXHUYECKH OIPEIENICHUsI My y4acThK (BEeHa)
B OKOJIHUTE THKaHM, NMPUUMHABANKK YBpeXIaHUSA. B 3aBHCHMOCT OT XMMHUYECKHS CBhCTaB Ha
eKCTpaBa3aTa CTEIICHTa Ha ThKaHHU HAPYIIEHUS MOXeE Jla Bapupa OT JeKa KOXKHa peaKiysl 10 TeXKa
HEKpO3a.

TumoBe excrpaBazanuu. Cropen TNOTEHIMAda CU Ja NPUYMHABAT YBPEKJaHE HA THKAHUTE
INPOTUBOTYMOPHHUTE JIEKapCTBa CE TPYNHPAT B TPU KaTETOPUH: HEBE3UKAHTH, UPUTAHTH U BE3UKAHTH.
Hesesukanture (bleomycin, gemcitabine, Metothrexatee, pemetrexed, MOHOKIIOHATHU aHTUTEIIA) HE
NPUYMHSBAT YIILEPAIHH, PSIIKO BOJAT A0 OCTPa peakiys WK Iporpecupania Hekposa. Mpuranrure,
ot cBos cTpaHa (etoposide, cyclophosphamide, 5- fluorouracil, ifosfamide, carmustine, dacarbazine,
mitoxantrone, cisplatin, carboplatin, oxaliplatin), mpuumHsSBaT camo 00JKa B MICTOTO Ha
WH)KEKTUpaHEe U BeHarta (ChC Win 0e3 Bh3MaJIeHUe), HO B MHOTO T'OJISIMO KOJIMYECTBO MOTAT Jla MMatT
U yJIIEPOTreHeH MoTeHIHal. Be3nkanTuTe (aHTpalMKINHY, aTKWINPAIINA areHTH, BUHKA aJTKaJIOHIH
U TAKCaHW) NPUYMHSABAT BE3WKYIH, Pa3s3BABAHUS W YECTO c€ MaHU(ECTHpAT C IO-CEPHO3HU
CTpaHMYHU €(PeKTH Ha ThKaHHA ACCTPYKIHSI U HEKPO3a.

Kinnanano IMpCaACTaBAHC. Havannute cumnToMu Ha CKCTpaBasalus CC MaHI/I(1)CCTI/IpaT BEAHara CJIC/
HapyHICHHEC Ha [CJI0OCTTAa HA KPBbBOHOCCH CBhA. B 3aBucuMocT oT areHra IMPU3HALIUTE Ca I[I/ICKOM(l)OpT
nimn 6OJ'IK8., KOATO Bapupa OT JICKa 10 CHUJIHA (Hsrapﬂma) 1 MOXXC Ja CC IIOCJICABA OT 3aUCPBABAHC U
JIOKaJicH OTOK. EBomronusaTa Ha HaYaJIHUTE CUMIITOMH CE pasiindyaBa 3HAYUTCIIHO IIPU UPUTAHTU U
BC3UKAHTHU: TIOCICAHUTC HUMAT MNOTCHHOHUA 3a CCPHUO3HU TbKAHHHU YBPCKIAAHUWA, 3allo4Balliu C
BB3MNAJICHHUC U BE3UKYJIN U IpOorpecrupamn 10 A3BU U HCKPOTUYHHU JIC3UU.

TepaneBrnuno moBenenue. IIpum perucTpupaHe Ha eKCTpaBaszalusi He3a0aBHO Ce€ 3aroyBar
MEPOIPUATHS 110 AITOPUTHM, BKIItOUBall 15 cThIKU.

Crpu He3a0aBHO MH(Y3UATA/MHKEKIIUATA; OCTABU BEHO3HUS IOCTHIT HA MSACTOTO MY. Y BEJOMH JIHIIE
C onmuT B OOPaBEHETO C IIUTOCTATHUIIH.
[TocTtaBu cTEpUITHU PHKABUIIH.

Pazunenn wuH(py3noHHaTa CHUCTEMa WIM CIPHHIIOBKA OT BEHO3HMS JOCTHI (BEHOKAT, WIJa).
Mapxkupaii MACTOTO Ha €KCTpaBa3alys C BOJOYCTONYUB MapKep.

CrpuiieHn NeTKyOMKOBa CIPUHIIOBKA KbM BEHO3HHS JOCTHI M acCUpUpail OT IUTOCTATHKA, KOJKOTO
€ Bb3MOKHO. He ympaxHsBali HaTUCK BbpXY 00JIaCTTa Ha eKcTpaBa3allMs, JI0OKaTo MPaBHII TOBA.
Nwmaii Ha pa3mnosiokeHre TOMbIHUTENHA CIPHUHIIOBKA M CHJl 34 MHPEKTUPAHU OTHAABLU. 3aTBOPU
BEHO3HUSA JOCTBII C TAIIUYKATa MY.

C enHOKyOMKOBa CHPUHIIOBKA AacHUpHpaidl BCUYKM TOAYTHHHU, oOpa3yBaHM B oOjacTra Ha
excTpaBa3zamusiTa. M3mon3Baii HOBa CTepHUIIHA UTJIA 32 BCAKO YOOXKIaHe.

[ToBaurHM 1 UMOOMIIM3UPA 3aCETHATUS KpAaHHUK.

Koncynrtupaii ce ¢ tabnuuara 3a crneunduunute antugotu (Ta6m. 1). Ilpunoxu antugora mpes
BEHO3HUS JIOCTHII, aKO OLIE € Ha MACTOTO My. AKO BEHO3HMST JAOCTBII € CHET, UM aKO € IIOKa3aHo
MHQUATpUpPaHE Ha TOPA3EHUS YUaCThK, IPUIIOKU aHTUI0TA TIOJIKOKHO B 3B€3/1000pa3Ha popma — oT
nepugepuara KbM LHEHThpa Ha 00J1acTTa Ha EKCTpaBazalusl.

Axo e Hanmie c1abd KOXKeH epuTeM, IPUIIOKH J(Ba ITbTH JHEBHO Hama3BaHe ¢ Hydrocortisone 1%
KpEM.



[Toxpuii ydacTbka Ha eKCTpaBa3allysi ChC CTEPUIIHA MapJIs U s pUKCHpaii ¢ IeBKOIUIACT.

C m3KiroueHne Ha eKcTpaBa3aluy OT BUHKA AJIKAJIOMIU, B NPOJBIDKEHUE HA TPHU JHHU IOCTABSIM
BBPXY IIOPA3€HUs YUacThK MaKeTue C Jea — 4 I'bTH JHEBHO 3a 10 15 MuHyTH.

B ciydaii Ha excTpaBasanus oT BUHKa-aiukanonau u Etoposide mocTaBu BpXy MOpa3eHHs y4acThK
IaKeTye ¢ ToIJjia BojAa

— €IHOKPAaTHO B IPOABDKEHNE Ha 60 MUHYTH.
JIoKyMeHTHUpail eKCTpaBa3aluaTa B UCTOpUATA Ha 3a00JIsIBaHE.

BHumarenHo HaOnrojgaBail MSCTOTO Ha €KCTpaBasallMs M IIPU IMOsBa Ha ThKaHHA HEKpo3a
KOHCYJITHpal ¢ IJIaCTUYEH XUPYPT 32 ONEPATUBHO OTCTPAHSIBAHE HA HEKPOTUYHUTE ThKaHMU.

Ta6muma 2. Cnenuduuny aHTUIOTH NTPU eKcTpaBasaus Ha nuroctatun (o Y. Wengstrom et
al., Extravasation Guidelines 2015).

HurocraTuk AHTHAOT

Cisplatin Ipunaraii 14 g xommpecu ¢ Dimethyl sulphoxide 99% (DMSO) cse
Doxorubicine CTEepUJICH MMaMyK Ha BCEKH 4 yaca.

Epirubicine [Mpunaraii 3 nau dexrazoxane (Savene) 1.V. — 1000 mg/m2 nen 1, 2 u
Ifosfamide 500 mg/m2 new 3.

Mitomycin-C [Tpunaraii 1oKaTHO OXJIaXKIaHE 3a YCIIOKOCHUE Ha OOJKaTa.
Mitoxantrone [Mpu ynuepanus npunoxu granulocyte colony-stimulating factor (G-

CSF) — o 1 dnakon cenmuuno S.C. (3 ceqmuiin).

Etoposide Wudunrpupait yuacrska cbe 150 IU Hyaluronidase.

Vinblastine

Vincristine [TocraBsit maketye ¢ Tomiaa Boja 4 mbTH JHEBHO 3a 1Mo 20 MUHYTH.
Vinorelbine

Carmustine Wudunrpupaii yaactbka cse 150 U Hyaluronidase.

Docetaxel

Paclitaxel IMTpunaraii 1okagHO OXJIaXIaHE 3a YCIIOKOCHHE Ha OoJKara.
Carboplatin Wudunrpupaii yaacrbka ¢ 5 ml Sodium thiosulfate (0.16 M pastsop).

Cyclophosphamide
Dacarbazine
Oxaliplatin




44. KOHTPOJI HA OHKOJIOI'MYHA BOJIKA ITPU COJINIHHU
TYMOPHU U MAJIMTTHEHU XEMOITATUUA

44.1. EnnnemMuoj0rus

ITo cratuctuueckn naHHuM Ha CBeroBHara 3apaBHa opranuzaius (WHO, C30) ot 2008 . B
CBeTa ca ycTaHOBeHM HOBHU 12 667 470 cnydas Ha oHKosoruyau 6osiectu. Criopen Hanmonamaus
pakoB peructbp npe3 2009 r. B bwiarapus ca ycranoBenu 34 712 HOBH ciydyasi, KaTo
koeuIMeHTHT Ha HapacTBaHe € 1.5 B cpaBHeHue ¢ 1993 r. YUecTtoTaTa Ha OHKOJIOTMYHATA 0OJIKA
IPH Pa3IUYHU JOKATU3allMK U CTaIuu Ha O0JIecTTa JOKa3BaT pas3lIuiMs, 3aBUCEIIU OT BHUJ HA
KapIMHOM, MPOBEXKJIAHO HPOTHBOTYMOPHO Je4YeHHe W cTaguil. Ako 59% ot OomHute C
MIPOTUBOTYMOPHO JIeUeHHE U3MUTBAT 00JIKa, ClIe]] 3aBbPIIBAHETO MY T € Hanuie camo npu  33%
ot Tsax. C HanpezaBaHe Ha OoJjiecTTa HapacTBa OposAT Ha OOJHH, IPU KOUTO OOJIKaTa € BOZAECIIO
omnakBane — 69% oT mamueHTH ¢ MeTacTaThuyHa Oo0JIeCT M3MUTBAT OOJNKa M TS € BOJAEIIO
oryiaKkBaHe MmpH Haja 95% ot OosHUTE B MOCIEIHUTE CEAMUIM U JTHU HA KUBOTA M. Bbripeku
TOBA MIPOYUBAHUS OT peAHIia EBPOIIECHCKU CTpaHH JOKa3BaT, 4e O0JIKaTa He € JIeKyBaHa aJeKBaTHO
npu 56-82.3% ot ciydaute.

OueHkaTta ¥ J€YCHUETO Ha OOJKaTa, M3MHUTBAHA OT MAIMEHTH C OHKOJIOTMYHU OOJIECTH, € OT
I'BPBOCTETIICHHO 3HAUYCHUE BBB BCEKH CTA TN Ha OoJiecTTa. BhIpeku ToBa TS MpoIbbKaBa 1a 0bae
HEaIeKBaTHO KOHTPOJIMpPAHa U JIEKyBaHa.

44.2. Knacudukanus Ha OHKOJOTHYIHA 00JIKA

Omnkonornunata 6oika ce paszznens mo cieanute npusHanu: (1) crmopen MPOTHYaHETO BHB
BpEMETO, T.€. KiacupuKaus 1mo Bpeme; (2) cropea MaToJIOTMYHH MPOMEHH, y4acTBAIld BbB
(dbopMHUpaHeTO U BH3NPUEMAHETO, T.€. KIacu(UKaLUA M0 MaTOPU3U0IOTHYEH MEXAHU3BM;

(3) cnopex mpUYWHU, JOBENHM JO BB3HHKBaHE, T.C. KIacH(HKAIMS CHOpE] CTHOJIOTHYHA
MpUYUHA.

PaznenbT € KOHCEHCYCHO CTaHOBHUINE Ha bBBArapcko OHKOJIOIMYHO HAy4HO [JPYKECTBO U
bparapcko HayyHO MEAULIMHCKO APY>KECTBO MO KIMHUYHA U TPaHC(PY3MOHHA XEMATOJIOTHSl.

44 .3 Knacudukauus no Bpeme

Octpa 6omnka. Hali-uecTo ce IbKM HA OCTPO HACTHIIWIIO HApaHSIBaHE UK OOJECT U UMa SCHO U
no0pe ormpezeneHo Havyalo. B moBedeTo ciydaw € orpaHWyYeHa BBB BPEMETO U MPOJIBIDKABA JI0
W3NIEKYBaHETO. XapaKTepus3upa ce€ CbhC CBPBXAKTUBHOCT HA CHMIIATUKOBHUS OTAET Ha
BE€reraTuBHATA HepBHa cucremMa  — TaXI/IKapI[I/Ifl, TaXUITHCSA, HW3II0TABAHE, XI/Il'IepTOHI/If[,
npeOJeIHIBaHEe HA KOXKaTa, Pa3slIMpEeHU 3eHUIU u Ap. [Ipy OHKOIOTWYHM MalMEeHTH OCTpara
0oJKa ce Bh3IpHeMa KaTo TJIaChK Ha OCHOBHATA OOJIECT.

Xpouunyna 6oJika. [Ipu Hes TUICBa OTKIIFOYBAI] MOMEHT U MPOIBIKaBa MOBEYE OT IBE CEAMMUIIH.
Xapaktepu3upa ce C IMOCTENEHHO pPa3BHTHE, TPYAHO OMPEACTMMO HA4Yall0 W HENPEeKbCHATO
HapacTBalla UHTeH3UBHOCT. XpOHUYHATa O0JKa HsAMa 3aiuuTHa posiss. CUMIOTOMHU Ha CBPBXTOHYC
Ha CHMITAaTUKOBATa HEPBHA CHCTEMa HE ca TUITMIHH 32 XpOHHYHATa Oojka. Bomemnwm ca nenpecus,
OTUYXKJCHHE, TPOMEHU B JIMYHOCTTA, OE€3CHhHUE, aHOPEKCHs, anmaThs U JeTaprus. B moBedero
ciIy4yau XpoHWYHaTa 00JIKa € u3pa3 Ha Mporpecus Ha OOJIeCTTa,



BJIOIIICHA IMPOrHOo3a U HaMaJICHaTa NPOABKUTCIHOCT Ha KHUBOT.

NunuaentHa (mpoduBHA) 60ska. Ts e mpuCThI HA €MU30/IMYHA, HHITMJICHTHA 00JIKa, KOSTO

,,[IpoOKBa” 1O0OPOTO OCHOBHO 0Oe300sBaHe. M3uckBaHe 3a MHIMJECHTHA 0OJIKa € HaJu4ue Ha
OCHOBHA TaKaBa, KOSATO € KOHTPOJIMpaHa C PEJOBCH IMPHEM Ha ONMUOWIHU aHAJTCTHUIIH.
[IpoOuBHaTa 0OJIKa 3HAYMTEIHO BJIOIIABa KA4Y€CTBOTO HA >KMBOT M BOJU JO HAapacTBaHE Ha
00II0TO CTpaaHue.

44 4 Knacudukauus mo naTopu3nojorudieH MexaHu3bm

HounuenTuBHa 6oJika. [TonyuaBa ce nmpu MEXaHWYHO, TEPMUYHO HJIM XUMHUYHO Ipa3HEHE Ha
TEPMUHAIIHUTE OKOHYAaHWs HAa CETUBHU HEPBH W Ha CHCHU(PHUYHU pPElenTopu 3a OoJika
(HOIMLIETITOPH), PA3MOJIOKEHH B THKAHM M OpraHuTe. HepBHHUTE MbTHINA, MPOBEXKIAIIN
UMIYJICUTE 3a 0OJIKa, Ca MHTAaKTHH. B 3aBUCHMOCT OT pPa3MOJIOKEHUETO Ha HOIUIICTITOPUTE
Oonkara ce paznens Ha: (1) comatnyHa (B KOXa, MOAKOXHE, (HaCIHH, MYCKYIIH, CyXOXKHIIUSI U
niepuoct); (ii) BUcHepaaHa (BbB BbTPEIIHA OPTaHH).

HeBponatuuna 6osaka. /[poKku ce Ha yBpekaaHe Ha nepu(epHH WIM IEHTPATHH HEPBHU
cTpyKTypu. KilnHUYHO ce mposiBsiBa KaTo MapeHe, TpbIIHEHE, CTPeIKaHe (€IeKTPUUECKU TOK) WU
MpaByukaHe (MpoOokJaHE C WIJIM) B 30HM Ha IMPOMEHEHa CETUBHOCT. B 3aBucumocT oOT
aHTa)XUPAaHUTE HEPBHU CTPYKTYpH OuBa: (1) uenrpanna (crpykrypute Ha [IHC); (i1) nepudepna
(mepudepHH CTPYKTYpH Ha HEPBHU CIUICTEHUS U OTICITHU HEPBH).

CumnaTukoBa 0OoJska. Ts e cienctBue Ha yBpeX/JaHEe HAa TbKaHUM U HHEPBUPALIUTE '
CHUMIIATUKOBU HepBU. boyiHuTEe ce oIutakBar OT mapemia Oojika M aloJuHMs, MOA0OHa Ha
neadepentHaTa Ooiika, HO C TPOMEHEHA CHMIIATUKOBA (YHKIHMS B 3acCeTHAaTHTE 30HU —
BAa30MOTOPHM IPOMEHHU (3auyepBsiBaHe, MOOJIETHIBAHE, OTOK, pa3jMKa B TeMIEpaTypa, ChIOBU
MOTOpHH H Tpodu4HU poMenn). Haii-uecto ce cpermia mpu 3110Kaue€CTBEHN TYMOPH B MaJTbK Ta3
Y METacTa3! B IIMHHU TUMQPHH BB3IIH.

44.5.ETHOJIOTHYHA KJIacu(PUKALUS

OmnkonornyHaTta Oojka ce paszens Ha: (1) mpeAM3BUKaHa OT camara OosiecT (MHGpUITpanus OT
TYMOp Ha OKOJIHH ThKaHU U OpPTaHH, IPUTHCKAHE M IPOPACTBaHE KbM HEPBHU OKOHUYAHHSI, HEPBU
U HEPBHU CIUIETEHHMS, 3aIlyllIBaHE M pa3TAraHe Ha KyXd OpraHH, AECTPYKLUS U pa3pyllaBaHe Ha
ThKaHM); (il) CBbpP3aHa C JICUCHHE Ha OoJyiecTTa (AMArHOCTUYHU TPOLEIYPU, OMEPATUBHO U
MPOTUBOTYMOpPHO JieueHue); (iil) ciaencTBrue Ha O6oiecTTa, HO HEeMpeaIn3BUKaHa OT CaMUsl TyMOpP
(pm 3amex, npenn3BUKaH OT OMUOUIU, MUOaciuanHu 00JKH, pedaykc- e30(paruT, cna3Mu Ha
MUKOUYEH MEXYp CJIe]] KaTeTepu3alus, MOCTXepHeTuyHa HEBPAITHs U JIp.);

(1v) Hempenu3BHKaHAa W HECBBHP3aHa C TyMOpa M JIEUEHHUETO MY (CHILECTBYBAIIM apTPUTHU H
apTponaTuu, UICXeMHUYHa O0JIECT Ha ChPIIETO, epU(EpPHU CHJIOBH OOJECTH U JP.).

44.6. Ounenka HAa HalHEHTH ¢ OHKOJOTHYHA 00/1KA

Ha Ta6x. 1 ca noka3anu npaBuiiaTa 3a TOUYHA U ITbJIHA OLIEHKA HA MMALIMEHT C OHKOJIOTMYHA OOJIKa.
[IbpBa M Hali-BakHa CTHIKA KbM €(PEKTHBHO W MHIUBUAYAJIU3UPAHO JICUYCHHE € MpaBHIIHA U
pelloOBHAa CaMOOIIEHKa, W3BBpIIBaHA OT OONHUS W JOKJIagBaHAa Ha JICKYBAlIUs €KHWII, 3a
MHTEH3UBHOCT M XapaKTep Ha U3MHUTBaHa Oosika U €(pEeKTUBHOCT OT MPOBEXJaHO JeueHue. Haii-
4ecTO Cce W3IMON3BaT craHiapTuiupanu ckanu: (i) BepbOamHa ckana 3a onenka (Verbal Rating
Scale, VRS), (ii) [ludposa ckana 3a omenka (Numerical Rating Scale, NRS) wu (iii) Busyanuo-
anasnorosa ckaia (Visual Analog Scale, VAS). [IpenopbsuBa ce MHTEH3UBHOCTTa Ha OoJIKaTa U
pe3yaTaTuTe OT MPOBEXKIAHOTO JICUCHHE J]a CE OICHSIBAT PEIOBHO KAaTO C€ M3IOJI3BA €HA OT
MIOCOUEHHUTE CTaHIAPTU3UpaHu cKaiu. [IpernopbuBa ce M3CieABaHETO HA BCUYKM KOMIIOHEHTH,



HU3rpaXxjamuy 1 MOBJIMABAIIN U3IIMUTBAHOTO OT IMAIMCHTA CTpaJaHHUEC, HAITPUMEDP IICUXOCOHAJICH
AUCTPEC, Ja CC B3CMAT MMPECABU U A 6’bIIaT IMPpaBUJIHO OLICHCHHU.

IIpaBuja 3a OlICHKA HA OHKOJIOTMYSH HAIlMEHT C 00JIKa.

e OueHKa U MOBTOPHA OLIEHKA Ha 00JKa

e [lpuunHu, Hauano, BUA, MSICTO, MPOABIHKUTEIHOCT, MHTEH3UBHOCT, OOJIEKUaBaHE U
BpPEMEBH XapaKTEPUCTUKH Ha U3MUTBaHA OOJIKa.

e Hannuume Ha orTkimrouBamM Qaktopu, Oene3u, 3HAM U CHMITOMH, CBBpP3aHU U
MPOU3THYAIIN OT OOJIKATA.

e [lpunaranu aHanreTulu, TIXHA €PEKTUBHOCT U CIIOCOOHOCT Ha OOJHHUS Ja TOJIepHpa
HA3HAYCHO JICUCHUE.

e OlleHKa ¥ TOBTOPHA OIIEHKA Ha MallUeHT

e OrmeHKa Ha KIWHUYCH CTAaTyC 4Ype3 OOMOMEIUIIMHCKH KIMHWYEH W CIEIUATH3UpPaH
HEBPOJIOTUYEH TIperjel W CHeuu(pUUHd AUArHOCTUYHH (00pa3Hu, OWOXUMUYHH H
1a00paTOPHU ) U3CIICIBAHMUSL.

e Hamuume wimm BiausHHE Ha OoJikaTa BBPXY ©KCIHEBUETO HA IAMCHTA —
paboTOCOCOOHOCT, COolMajeH >KUBOT, ChH, MOYMBKA, ANETHT, CEKCyallHa TOJHOCT U
HACTPOCHHUE.

e BimsHHe Ha OHKOJIOTUYHATa OOJECT W JICYCHHETO W BBPXY (U3HUYECKOTO,
MICUXOJIOTHYECKOTO U COLIUATHOTO ChCTOSIHUE Ha OOITHHUSL.

e Hanuuue Ha GonmHorienay (Jiuiie, Haif-yeCTO YJIeH Ha CEMEWCTBOTO, aHTAXKHUPAHO C TPHKH
3a OOJIHHS ), TICUXOJIOTHYEH CTATyC, CTEIICH Ha OCBEJJOMEHOCT 3a 0OJIECTTa, HAJTMYUEe UITH
OTCBHCTBHUE Ha TPEBOKHOCT U JICMIPECHUS; COLIMATHA CPea, HATMYMETO Ha CUYLIMIHU MUCITH
Y WJIeH, Ka9eCTBO Ha JKUBOT, TYXOBHU HYXIH U TPECBOTH.

e Hanuune u MHTEH3WBHOCT Ha Oelie3u, PU3UIECKU U EMOIIMOHAIHA CUMITTOMH, CBbP3aHU
C OHKOJIOTMYHAaTa OoJiecT, HalW4he WM OTCHhCTBHE HA CHHIPOMH, XapaKTEpPHHU 3a
OHKOJIOTHYHA OO0JIKa.

e Ormenka Ha 001110 cheTOsTHUE (TBp(OPMAHC CTATYC).

e (CrenuagHO C€ pa3NHTBa 3a HaIMYME Ha omuou0poOus (OIEeHsBa C€ CKIOHHOCT Ha
OOJHMS J1a cria3Ba HA3HAYEHO aHAJITETHYHO JICYCHHUE).

e JlexyBamusr Jiekap TpsOBa Ja OICHHW W TPU HYXJA Ja MPEOIECHU BBH3MOXKHOCTHTE U
CIIOCOOHOCTHTE CH J]a KOMYHHKHPA U HHPOPMHUPA MMAlUEHTa H CEMEHCTBOTO MY.

e U3scHsABaHE HA HY)XKIUTE HA OOJHUS U CEMEICTBOTO MYy.

Me:x1yHapoIHU BaIUIMpPaHU HHCTPYMEHTH 3a OIIEHKa Ha OoJIKa.

e BusyanHa aHanorona ckajia
o Hswma 6onka | | Henonocuma 6omka 10 cm

e  BepOamHa CKAIA ...oovevirreeiieeieses e
o Hsawma 6onka 0

Cunna (uHTeH3UBHA) 4
MHoro cwiHa (HemoHocuMa) 5

o Mmnoromeka 1
o Jleka 2

o VYmepeHa 3
o

o



e [ludpona ckana
o Hama6omxka0123456789 10 Hemonocuma Gomnka

44,7 IIpuHUMIIHN 32 JleYeHNe HA OHKOJIOTUYHA 00J1Ka

[IpenopbuBa ce 6oHUTE A2 ObAAT HHGOPMHUPAHH 3a BH3MOXKHA TI0sIBa HA 0OJIKA U 32 METOIUTE
Ha HeiHoTO Jeuenue. Te TpssOBa qa ObIAaT OKypaXkaBaHU Jla UTPasT aKTHBHA POJIS B JICYEHUETO
Ha U3IIATBAHATA OT TAX OO0JIKA.

Covkpawenus: ban NRS — Hugpposa crxana 3a oyenxka; C30 — Ceemosna 30pasHa
opeanusayus; HCIIBC — necmepoudnu npomuso8v3naiumentu cpeocmada.

IIpu neyeHune Ha XpoHUYHA OOJIKAa € MPENOPBUUTENHO AHAITETUIMTE J1a ce Ha3HayaBaT U
IpyeMar oT peloBHO ,,I10 YACOBHUK .

He ce npenoppruBa npueMaHeTo Ha aHAITeTUYHUTE JIEKApCTBa J1a Obe ,,[IpH HyKaa .

[TpuemaHeTo Ha aHAITSTHYHM JICKApCTBAa MpPE3 ycTaTa ce MPErnopbhb4yBa KaTO METOJ Ha MPbHB
u300p.

[TosiBaTa Ha MpPOOWMBHA OHKOJOTMYHA OOJIKa TPsIOBAa Ja Ce OYaKBa M MPEIABHXKIA. 3a IeiTa ce
npernopbuBa Ha3HAYaBaHE Ha T.HAp. ,,CMACUTENHA J103a” 00e300JIsIBall JICKApCTBEH MPOIYKT,
KOATO Ja CC Ipujiara rnpu HCO6XOIII/IMOCT, HU3BBH 06H‘~I&I>iHOTO AHAJITCTUYHO JICUCHUC.

44.8.]103a, BU U TbT HA IPHEMAaHe HA AHAJTeTHYHH JIeKapCcTBa

Bunbt n no3ara Ha JiekapcTBaTa 3aBUCAT OT MHTCH3UBHOCTTA Ha Oosikara (Tabu. 3) u TpsoBa na
ObJaT KOpUTHpAHM, 32 Jia CE MOJy4Yd OallaHC MEXay OOJIeKYaBaHE M IOSBA Ha HEKEJIAHU
cTpaHndHM eeKTH. ,,CriacuTenHara 103a”, KoaTo ce Ha3HauaBa B CIy4ail Ha HyKJ1a, ce mojTyJaBa
OT MOJIXO/SIIO U3YUCIICHA THEBHA J103a. AJITEPHATHUBA HAa OPAJHHS ITBT 3a MPHUJIaraHe TpsOBa Ja
Ce ThPCH TOraBa, KOTaro OOJHUTE HE ca B CHCTOSHHE Ja TpPHEMaT aHAJITCTUIM TOpaau
HEKOHTPOJIMPAHO TOBpbBINaHe, Aucdarus, YpeBHA HEMPOXOJUMOCT, KOTHUTHUBHU HAPYIICHHUS,
CTpaHW4YHH €(eKTU U B CITy4au, KOraTo € HaJluIe JIOII KOHTPOJ Ha 00JIKaTa U ce Hajlara yCKOpeHO
TUTPHUpAHE HA J03aTa.

Tabnuua 1. Kareropusupane Ha OHKOJIOrHYHA 00JIKa M N300p Ha MPABUJIEH aHAIT€THUK.

AHajqreTH4Ha CcThJ0a Ha | UHTEeH3MBHOCT HA 0o/IKaTa | AHAJIeTHK HA U300p

C30 (ouenka no NRS)

[TepBo cThmano (yeka 6onka) | <3/ 10 Paracetamol wiu HCITBC

Bropo crhmiano (j1eka KkbM 3-6/10 Cnab onmown + paracetamol

yMepeHO MHTEH3UBHA 00JIKa) n/umm HCTIBC

Tpero crbmaso (ymepena koM | > 6/ 10 Cunun ONUOUIHU

CHJIHA U HEMOHOCHMa 00JIKa) aHaireTMIM *+ paracetamol
n/umn HCTIBC

HpenothmTenHo € JICKapCTBCHOTO JICUCHUC HAa OHKOJIOTHUYHA Oonka Ja 3all0YHE C aHAJII'CTHYCH
JICKApCTBCH MPOAYKT, IIOKazaH OT aHaJII'CTUYHAaTa cThI0a Ha C30, KaTo IIoAXOJsIl 3a



HHTEH3UBHOCTTA M.

3a jeyeHWe W KOHTPOJ Ha JieKa OOJKa Ce MPernopbhb4yBaT HEONMUOWIHM AHAITETUIM KaTo
paracetamol (acetaminophen) wiu HCIIBC. Ilpunarane sa HCIIBC 3HaunTenHo MpeBb3X0xkaa
1anedo Ipy eIHOKpaTHO IpuiiokeHne. HaMa okaszaresncTsa, NOJKpENAIM IPEeBb3X0ACTBO Ha
equH unu gpyr npeactaButen Ha HCIIBC mo oTHomieHWe Ha aHaireTudeH e(exT uiu
oe3omacHocTTa. [Ipoapmxutenna ynorpeda Ha HCIIBC mian Ha HUKIIOOKCUTEHA3a-

2 (COX-2) ceneKTUBHEH MHXMOUTOP Hajlara BHUMATEIHO U NIEPUOJUYHO IPOCIEIsBaHE TOPaIu
BB3MOXKHOCT OT TMOsfIBA HAa TOKCUYHOCT Karo KbpPBEHE OT TacCTPOMHTECTUHAIHHS TPaKT,
TpoMOonuTHA TuchYHKIUS U OBOpedHa HepocTaTbuHOCT. Brobie paracetamol w/umum HCIIBC
ca e(heKTUBHH IpHU JIeYeHHE Ha OOJIKa OT BCAKAKBA MHTEH3UBHOCT MOHE 32 KPAaTKO BpeMe U MpHU
JMIIcaTa Ha MPOTUBOIIOKA3aHUSI.

BosHu ¢ ymepeHa Oosika ce JIeKyBaT ¢ KOMOMHHPAHH JIEKAPCTBEHH MPOIYKTH, ChIIbPIKAIIU Hali-
gyecto paracetamol, acetysal wiu HCIIBC u cnab 0bp30 jaelicTBail OMUOUJICH aHANTETHUK, KaTo
codeine, dihydrocodeine, tramadol umu propoxyphen (Ta6mn. 4, 5). Ilpu ymorpebara Ha
JIEKapCTBEHU IPOJYKTH OT BTOPO CTHIIAJO0 HA aHaJIreTMyHarta crbida Ha C30 uma HIKOJIKO
CHIOpHH acriekTa. Ha mbpBO MACTO ce KPUTHKYBA JIMIICATa HAa KaTETOPUYHM JIOKA3aTENICTBA 3a
e(eKTUBHOCT Ha Ciabu omuouad. J[pyro orpaHuueHHe € T.Hap. TaBaH Ha J03aTa, HaJBUIIA-
BAaHETO Ha KOSITO HE BOJM JI0 MOA0OPSBaHE HA aHAITE3UATA, HO JIO 3HAYMTEITHO HapacTBaHE Ha
HEXKEJIaHW CTpaHWYHU edektn. MHOro aBTOpM Mpeiarar OTIAAaHeTO Ha BTOPO CTHIAIO 3a
CMETKa Ha I0-paHHO MpWJIaraHe Ha morphine B Mo-MajKu JI03U.

Tabmuna 2. M36panu HCIIBC, mpuioxumu 3a jJedyeHUEe Ha OHKOJIOTMYHA OOJKa — MBPBO
crbnano Ha C30.

BemectBo Iupoxo Bpeme no | IIpenynpexnenuss | Makcumasna
pa3npocTpaHeHu- | HAYAJI0 JAHEBHA 1032
¢opMu u rpamazk | Ha

AeiicTBHe
(MUHYTH)
Acetaminophen Taou., 15-30 Xenarorokcuynoct | 4 x 1000 mg
(paracetamol) cymysuropuun 500-
1000 mg

Acetysal Ta6n.  500-1000 | 15-30 I'UT TokcmuHOCT, | 3 x 1000 mg

Mg anep- THs,
MHXUOUTOpP Ha
TPOMOOIINTH,

Ibuprofen Tabn.  200-400- | 15-30; I'NT wu penanna | 4 x 600 mg; 3 x

600 mg, 120+ TokcruHOCT 800 mg
Mo IU(pUITMPAHO

800 mg c 0CBOOOXK1aBaHEe

MOJUPUIIPAHO

0CBOOOXKIaBaHe,

TOTMHMKATHH TeJI0BE

Ketoprofen Tabn. 25-75 mg; | 30+ I'NT wu penamna | 4 x 75 mg;
tabn. 100- 150- TOKCUYHOCT
200 mg c 2 x 200 mg
MOJUPUIIPAHO
0CBOOOYX/1aBaHe




Diclofenac Tabn.  25-50-75 | 30-120 I'IT u 660peuna 4 x 50 mg;
mg; Tao. TOKCHYHOCT
100 mg ¢ 2 x 100 mg
MOTUPUITIPAHO
IEUCTBUE
Mefenamic Acid Karc. 250-500 mg | 30+ I'UT Tokcuunoct | 4 x 500 mg
OBOpeuHa
TokcnyHOCT
Naproxen Ta6bn.  250-375- | 30+ I'NTu 606peuna | 2 x 500 mg
500 mg TOKCUYHOCT
Metamizole* Taon. 500 mg; | 15-30 I'mT u | 4-6 x 500-1000
coi. 500 mg/ ml, HedpoTokcuunoct, | Mg
amrm. 1000 mg/2 JIEBKOTICHUS u
ml arpaHyJoIH- TO3a,
cunrapom Ha Lyell
* Metamizole ue e gact ot npasuiara Ha ESMO; T'UT — racrpountectunanes tpakt; C30 —
CBeTOBHa 3/JpaBHA OpPraHU3aIus

Tabmuma 3. CpaBHeHHe HAa W30paHW ONUOWIHU AHAITETHIIM OT BTOPO CTHIANIO Ha
aHanretnyHata cthi0a Ha C30.

BemectBo ®opmu U | OtHocuren | Hpoabiaxen | Makcumaa | CraproBa
rpamMax HA e Ha e(eKT | HA /IHEBHa | /1032 0e3
epexkTuBHO | (4acoBe) 71032 npeABaApUTe
CT CHpPSIMO HA
morphine MOJAr0TOBKA
Dihydrocodei | Moaudwummpa | 0.17 12 240 mg 60-120 mg
ne HO OCBOOOX-
naBaHe TaOIlL.
60-90-120 mg
Codeine Tabn. 15-30- | 0.1-0.2 4-6 360 mg 15-60 mg
60 mg
Tramadol Kanku 100 | 0.1-0.2 2-4 400 mg 50-100 mg
mg/ml; Tabm.
50 mg; 12
MoauduIupa
HO
0CcBOOOXKTaBa
He 100-150-
200 mg

3a neka 10 ymMepeHa Mo WHTEH3UBHOCT OHKOJIOTHYHA OOJIKa ce MpenophyiBa MpuiaraHe Ha ciadu
OTIMOWIHA aHANTEeTUIM B KoMmOuHamwms c paracetamol w/unmu HCIIBC. Karo antepnatuBa Ha
Ca0uTe OMUOUAM BIIM3AaT B CHOOpaKEHHE MpWIaraHe Ha MAJIKU JO3M CUJHU OINUOUIHU
ananretun B komouHarwus ca HCIIBC n/uwnm paracetamol.

Cwnnute onuongHu aHanretuiy (Tabn. 4) ca B ocHOBara Ha JICKAPCTBEHOTO JICYCHHE HA



WHTCH3MBHA OHKOJIOTHYHA OoJsika. Haii-yec- To u3nomn3sanu B EBpomna ca morphine, methadone,
oxycodone, hydromorphone,
oxymorphone. Hsma yOeaurtenHu noka3zaTeicTBa 3a HPEBB3XOJCTBO HA JPYTUTE ONHOUIHH
aHaJITeTUIM Haa morphine 1Mo oTHOMICHNE HA €(DEKTUBHOCT U MOHOCUMOCT.

fentanyl,

alfentanil, buprenophine, heroine levorphanol wu

Tabnmuma 4. CpaBHeHHMe Ha HW30paHU ONUOWIHM AHAITCTHIM, W3IMOJI3BAHU 3a JICYCHHE Ha
WHTEH3UBHA 00JIKa (TPETO CTHIIAJIO0 HA aHaJITeTHYHaTa cThiba Ha C30).

BemecTBo T Ha | OTHOCHTEIHA MaxkcumaJjana CraproBa 103a
npujaraHe e()eKTUBHOCT JTHEBHA 1032 0e3
CIpsSIMO OpaJjieH NpeIBapuTeTHA
morphine MOJAr0TOBKA

Morphine Opasien 1 be3 ropHa | 20-40 mg
sulfate rpanuia®
Morphine V., S.C. 3 be3 ropua | 5-10 mg

rpanuna®
Oxycodone Opanen 1.5-2 be3 ropaa | 20 mg

rpanuna’
Hydromorphone | Opanen 75 be3 ropHa | 8 mg

rpanuna’
Tpaucaepmanen | TJC +4° be3 ropua | 12 mcg/hd
Fentanyl rpasuia’
Buprenophine Opaien 75 4 mg 0.4 mg
Buprenophine AV 100 3mg 0.3-0.6 mg
Buprenophine TIC +4° 140 mcg/h 17.5-35 mcg/h
TpaHCIepMalleH
Methadone Opasien 4-8-12¢ be3 ropHa | 10 mg

rpanuna®
Nic Morphine Opaien 1 20 mg 5mg
Nic Morphine LV. 3 20 mg 5mg
? oTHOCHTENHATa €(PEKTUBHOCT Bapypa 3HAYMTEITHO B JJAHHU, TOOJIMKYBAaHU B JIUTEpaTypaTa u
MEXy OTJEeTHUTE NaleHTH. ToBa Hajlara npeMUHaBaHe OT €/IMH OMUOU KbM JPYT Jia ce
W3BBHPIIBA BHUMATEIHO U TIPU peAyIHpaHe Ha J103aTa HAa HOBOHA3HAYCHHUS OTTHOM/I.
® MaKcUMallHaTa /1032 3aBUCH OT Pa3BUTUETO HA TaXU(PHIAKCHs
¢ kaJIKyJmpa ce ¢ KouBepceus ot mg/d B meg/h.
9 He e 0OMuUaiTHO 1a 6'b/Ie M3MOT3BAH KATO ITEPBU OIHOUJIEH aHAITeTHK. IIpeToxKenaTa 103a
oT 12 mcg/h otroBaps Ha no3a ot 30 mg opasien morphine sulfate 3a geH.
¢ ¢akTop 3a mpensuucisBaHe = 4 3a JHEBHA J103a Ha opajieH morphine mox 90 mg/24h, dakrop
Ha KoBepcus = 8 MIpM JHEBHa jJ03a Ha opaieH morphine 90-300 mg/24h u ¢dakrop Ha
npeunsdncisBade 12 mpu JHEBHA j03a Ha opaieH morphine Haja 300 mg/24h.

3a JleueHre Ha WHTEH3MBHA OHKOJIOTHUYHA 0O0JIKa KaTo JICKApCTBEH MPOAYKT Ha IIbPBU H300p ce
IpernopbyBa opayeH morphine.

[Ipu marueHTH, MpU KOUTO € HEOOXOAMMO OBpP30 TUTPUPAHE HA J03aTa, CE MPEANOYUTa
nmapeHTepalieH MbhT Ha MPHIOKEHHWEe — CYOKyTaHeH W/uiu BeHo3eH. [Ipu mapeHTepatHo
MPUWIOKEHNE eKBHAHAJITeTUYHATa JTHEBHA JI03a € paBHA Ha €JHa TpeTa OT IpHeMaHaTa Tpe3
ycrtata. [Ipu mpemMuHaBaHe OT OpajdHO KbM MAapEHTEPANIHO MPWIOKEHUE AHEBHATa J03a Ha



opajsieH morphine TpsiOBa 1a ce pa3fenu Ha TPH, 3a Ja € MOJIy4Yd JHEBHATa €KBHAHAJITETUYHA
napeHTepaiHa 103a, HO MOXKE JIa C€ HAJIOKU JIOMBIHUTEIIHO TUTPUPAHE KAKTO B MOCOKAa KBM
yBeJIM4aBaHe, Taka ¥ 00paTHO.

[Ipu koHBepcusi OT oOpajieH KbM NapeHTepajieH morphine ce mnpenopbuBa OTHOCUTEJIHATA
eKBUAHAJITeTUYHA MOIIl JAa Bapupa Mexay 1:2 u 1:3. CunHuTe ONMMOUAN MOrar Jia c€ KOMOMHHUpAT
U Jla ce mpuijiarat €JHOBPEMEHHO C HEONMHUOWJHU aHAITeTHIM (IIHPBO CTHIANO OT CThIOAaTa Ha
C30).

[Ipu Hanmuuue Ha yBpeaeHa ObOpevHa (PYHKIUSA ONMOUJIHUTE aHAJITETULM CIIE/BA J]a Ce IIpuUjiaraT
BHUMATEJHO MpHU peAylirpaHa 103a U yAb/bkeH uHTepBai. Haii-O6e3onacen e buprenophine u e
ONMOUJICH aHAITETUK Ha U300p Mpu OOIHU ¢ XPOHUYHA

O0BOpeuHa HeJOCTAaTHYHOCT OT cTerneH IV (ouakBaHa riaomepynHa uarparus moa 30 ml/min).

Onuounanarta potanus (IpeMUHABAHE OT €AMH ONHUOUJ KbM JPYr OT ChHIIOTO AHAITETUYHO
CTBHIIAJNIO) € MpUKOM, IENANll Ja MOoJ00pW KOHTpoJia Ha OoJKaTta W/WiIM J1a BB3CTAaHOBHU
MMOHOCHUMOCTTA KbM JICKApPCTBEHUSI MPOAYKT (JieKapcTBeH Tosepanc). HezaBucumo de numcsat
yOeqUTeNHN TaHHU, MOAKPETSIIY OMMOUIHATA POTAllUs, IPEMUHABAHETO OT €IMH ONMUOHUJ KbM
JPYT € YTBBpACHA KJIMHUYHA MPAKTUKA.

44.9. luTepBaJIi HA PUJIAraHe U TUTPUPAaHe HA /1032

Jlo3uTe Ha ONMOWAHUTE aHAITETHIIM C€ THTPHpAT Taka, Y€ Ja Ce MOCTUTHE MAaKCUMAalHO OBp3
xemaH epexT. TuTpupaneTo e nporec, mpu KOMTOo J03aTa ce MpoMeHs O30 C LIe J1a ce OIpeesn
Ta3M, IpU KOSATO CE TIOCTUTA Hal-100bp aHanreTn4eH e()eKT MpH NPUEMIIMBHA HIUBO HA HEXKEJIaHU
crpannunu edexru (Tabdm. 6).

CrcurenHara 103a 3a KOHTpPOJ Ha mpoOuBHa Oonka oOudvaitHo ce paBHsBa Ha 10-15% or
oOliaTa JHEBHA /1032 Ha ONUOMJIHHUA aHAIreTHK. B ciydail, ye ca HE0OXOOUMHU MOBEYE OT
YETHpU CHACUTEIHH 03U 3a JICHOHOUIWE, CJeJBa Ja C€ peBHU3HMpa M aJanThupa 0a30BOTO
o0e30ousBaHe ¢ 6aBHO JeiicTBAIIM OMUOUIU. 33 TIOCTUTaHE Ha KOHTPOJ HaJ MpoOuBHa OosKa
c€ TMPEeANoYUTaT ONMHOUJHU AaHAITeTUIH C OBP30 HAYaIHO JCHCTBME H  KparTka
IPOIBIKUTENHOCT Ha edexTa. Cren 3aBbpIIBaHe Ha MTEPHO/ia Ha TUTPUPAHE Ce MPEMHUHABA KbM
npujiaraie Ha 0aBHO JIEMCTBAIM OMTUOUIH.

[IpenopbuBa ce MHAMBHUAYATHOTO TUTPUPAHE HA JHEBHA aHAJITETHUYHA J03a J1a CE€ M3BbPIIBA
ype3 mnpuiaraHe Ha Obp30 jelicTBal] (KOHBEHIMOHaNeH) morphine mnpu cmasBaHe Ha
MHTEPBAJINTE Ha HETOBOTO NPHEMaHe — Ha BCEKH 4 Yaca, a ChIIO U J]a c€ NPEABUIU U OCUTYpHU
T.HAap. CMACHUTEIHA JI03a aHAJITeTHK (KOSITO Ja ce Ipuiara Ha BCEKH 4ac) 3a JICYCHHE Ha
npoOuBHa Oonka. JlozaTta Ha peJOBHO NMpUeMaHus O0aBHO JAeHcCTBall (C KOHTPOJUPAHO BbHB
BpEMETO OCBOOOKaBaHE) ONMMUOMU TPsIOBA Ja ce OINpeAein, KaTo ce B3eMaT MpeaBU] 00IIO0TO
KOJINYECTBO OMHUOWICH AHAITETUK, MPUJIOKEH KaTo CIACHUTEIHH 03U INpH IosBaTa Ha
npoOuBHa OoJKa.

44.10. JleyeHHe HA CTPAHUYHH e(PEKTH HA OTMIMOUTHO JIeHeHH e

[Ipu XpOHUYHO ONMUOUTHO JIEUEHUE Ce HAOII0AAaBaT PAa3IMYHU CTPAHUYHU €()EeKTH KaTo 3arlek,
rajieHe, oBpblIaHe, peTeHIUS Ha ypUHATA, IPYPUTYC, TOKCUYHOCT 10 OTHOIIIEHHE HA [IEHTpaIHa
HEpBHAa CHCTEMa, H3pa3siBallla Cc€ B CHHIUBOCT, KOTHUTHBHM HapylleHUs, OObpPKBaHE,
XaJIIOIIMHALMY, MUOKJIIOHUYHU T'bpYOBE U xunepaire3us. HamansBaneTto Ha jgo3aTa MOXke Ja
o0yiekuu pedpakTepHUTE Ha JIeYeHHe CTpaHMuHU edektu. Penyknusra it Moxe ga ce



OCBIIECTBY WJIM Ype3 MpUiIaraHe Ha KO-aHAITeTHUIH, WM C IPUIaraHe Ha aITePHATHBEH MOIXO0/
Ha JICYEHUE — MPOBEXJaHE HAa HEpBEH OJIOK WM JTbyeNieueHue. J[pyru cTpaTerud BKIHOYBAT
MPOIBIDKUTEITHO- TO MPUJIAraHe Ha aHTUEMETHUIH (TIPU TIOBPBIIIAHE), TAKCATHBHU cpencTBa (Tipu
3areK), ToJeMHd TPaHKBUIM3aTOpH (TIpu OOBPKBAaHE) M INCUXOCTHUMYJIAHTU (IIPH CBHHIIUBOCT).
naloxone e KpaTko JeicTBal] BEHO3CH OMHOUICH aHTarOHUCT, KOWTO € B ChCTOSTHHE OBpP30 Ja
aQHTaroHU3upa eeKTa U CAMIITOMHUTE TIPU CBPBXJI03UPAHE HA ONTMOUJICH aHAJITETHUK.

44.11. JIbuesaeyenune

JIpyenedyeHUETO UMa CrieluprIHa ¥ Ba)KHA POJIS IPHU O0JIeKYaBaHe Ha OOJIKH, IPEIU3BUKAHHN OT
KOCTHHM METacTa3H, MPH NpeMaxBaHe Ha TYMOPHA KOMIIPECHsI BbPXY HEPBHH CTPYKTYPH U IIPH
MO3BYHHU MeTacTasu. [IpunaraHeTo Ha pajMOM30TONHU 3a KOHTPOJ HAa OHKOJIOTMYHA OOJKa €
e(eKTHBHO NPU KOCTHU METACTa3M OT PaKk Ha MIIEYHA jKiIe3a u OeJI0ApoOeH pak.

[Tpu Besika Tpy/HA 32 KOHTPOJI € JIEKAPCTBa 00JIKA OT KOCTHU METACTa3H Ce IPENopbuBa KOHCYIIT
C JpYETEpareBT 3a MPOBEXKAAaHE Ha EKCTPAKOPIOPAIHO JIbYEICYCHHE W TPHIOKEHHE Ha
Paaron30TOIH.

44.12. Iipnao:xenue Ha 6udochoHATH NPH KOCTHA G0JIKA

budocdonarure ca yact oT craHAgapTHaTa Tepamus 3a JICYEHUE Ha XUIEPKAJILEeMUs U 3a
MIPEIOTBPATABAHE HA CKEJIET- CBBP3aHUTE YCIOXKHEHUS IpPU OHKOJIOrMyHu Oonectu. Mma
JOCTaThYHO JJOKA3aTeJICTBA B MOIKpena Ha 00e300sBalll epeKT IPpU NallMeHTH ¢ KOCTHa 00JIKa B
CJIEICTBHE HA METACTa3u B KOCTU. BbIpeku ToBa Ha3HayaBAaHETO UM He TpsiOBa Ja ce mpuema
KaTo aJTepHAaTUBHO HA JIEYEHUE ¢ aHaIreTHH. budochonarute ce nmpenopbuBaT Karo yacT OT
TEpareBTUYHUS PEXKUM IPU MAMEHTH ChC WK 0e3 00JIKa OT METaCTaTUYHA KOCTHA OOJIECT.

44.13. JleyeHHe HA HEBPONATHYHA U Pe3UCTEHTHA 00JIKA

Korato 6osikara He ce KOHTpoIMpa e(PEeKTUBHO C TOMOIITa Ha (PapMaKOJIOrMYHH CPEJCTBA, MOXKE
na Obje MOBIUSHU OT MpUJIaraHe Ha MHBAa3MBHU AHECTE3MOJIOTUYHU WM HEBPOXUPYPTrUUECKU
metoau. OrpaHudeH Opol MOKa3aTeJCTBa MOAKPENST MPUIAraHeTO Ha ¢y0 aHEeCTeTHYHH 03U
ketamine npu Henmonocuma 6osika. HeBponaruuna 6osika MoXe Jja He ce KOHTPOJIUpa e(peKTUBHO
caMO ¢ TIOMOUITa Ha ONWOWIHHW AaHANTCTHUIH. TPHUIMKINYHU aHTHICHPECAHTH W
NPOTUBOCNMWJIENTUYHM JIeKapcTBa ChUIO MoraT Jjga Obnar edexktuBHU. Ponsta Ha
AQHTUKOHBYJICAHTH TIPW JICYCHHETO Ha HEBpoInaTHuHa OOJIka BH3HMpa MsCTO Ha gabapentine u
JPYTU MPeJCTaBUTENN OT Ta3u rpyna. HeonmuouaHu MM ONMMOMIHM aHAJITETHIM Morar ja ce
KOMOWHHUpAT C TPULMKIMYHU aHTUJENpecaHTH u/ winu ¢ aHTukoHBysncaHTu (Tabn. 5). Ilpum
NPUTUCKAaHE HA HEPBHH CTPYKTYpH IOOBp e(peKT ce MojydaBa OT MpHUIJIaraHe Ha CTEPOUIH.
Lidocaine u HeroBus opajeH aHanor mexiletine ca nmo- eeKTUBHU B CpaBHEHHUE C IUTaLed0 Mpu
HaMaJsiBaHe HA MHTEH3WBHOCT Ha HEBPONATHUYHAOOIIKA.

HpI/I OOJIHH C HEBPOIIATHUYHA Oolka ce npenopbyBa JICHCHUC WM C TPUIUKIIMYCH aHTUACIIPECAHT
HJIM C aHTUKOHBYJICAHT IIPXU MOHUTOPUPAHE 3a PAa3BUTUCTO HA HEXKECIIAaHU CTPaHNYHU e(beKTI/I.

Tabnua 5. U30panu aqroBaHTHY JIEKAPCTBEHH NMPOIYKTH 3a JIEUeHHE Ha HEBpONaTuyHa 0oJIKa.

BemecrBo ITupoxo JlekapcTBeHa Cenupaio Bapupane Ha
pPasnpoCcTPpaHeHH | rpyna aercTBHE AHEBHUTE 103U
Gopmu u (mg)
I'pamaxk

Amitriptyline Tabn. 25-50 mg | Artugenpecant | +++ 50-200

Clomipramine Tabn. 10- 75 mg | Autugenpecant | (+) 50-200




Nortriptyline Ta6mn. 10-25 mg | AHTHAenpecant 50-100

Fiuoxetine Tabn. 20 mg AHTHIETIPECAHT 20-80

Duloxetine Ta6n. 30-60 mg | AxTUzaenpecan 60-120

Carbamazepine | Ta6n.  200-400 | AHTHKOHBYJICAHT 400-1600
Mg

Gabapentin Ta6n.  200-300- | AHTHETHICTITHK 900-3600
400-800 mg

Pregabalin Tabn. 25-50-75- | AHTHENWIENTHK 150-600
100-150-200-300
Mg

Haloperidol Kankwu, tab., | HeBponentuk 3-20
Amiynu

Chlorpromazine | Kanku, Tabn., | HeBposenTuk 25-200
aMITyJIH,
COIY3UTOPHHU

44.14. PedpakrepHa 60JiKa B Kpasi HA JKUBOTA

Oxomno 53-70% ot marueHTHTe C 00JIKA M3UCKBAT MPOMSHA Ha ITBTS HA PUIaraHe Ha OMHUOUIHU
aHAJTETUIM B IMOCJICAHUTE MECELU U YacOBe Mpe/Ir HACThIIBAHETO Ha cMbpTTa. Torasa Oosikara
ce orpezels Kato pegpakrepHa (TpyaHa 3a jieueHue). B Ta3u cuTyanus naimaTuBHOTO CeIUpaHe
MoKe Ja Ob/ie eJMHCTBEHA Bb3MOXKHOCT. YecTo npuiiaranu JeKapCcTBEHU POJYKTH €a ONMOUTHU
aHaNTeTHUIIN, HEBPOJIETITUIN, OCH30AMa3ennHu, Oapoutyparu u propofol. Hanara ce tutpupane
Ha J103aTa. 3aIbJDKUTEIHA € HEelPeKbCHATa OLCHKAa Ha M3IMUTBAHOTO OT OOJHMA CTpajaHue IO

BpEMC Ha Iponecca Ha CEAUpaHe.




45. OHEHKA HA JIEYEBEH E®EKT ITPU CUCTEMHA
ITPOTUBOTYMOPHA TEPAIINA

Onenkara Ha Ie4eOHUST OTTOBOP MPH 3TTOKAYECTBEHU COJIMIHU TYMOPH CE€ OCBHIIECTBSIBA B YCTUPH
kareropuu: (1) meana pemucus (CR), (2) yactuuna pemucus (PR), (3) crabunna 6oaect (SD) u
(4) mporpecupama 6onect (PD). Jlepurupanero Ha Te3u KaTeropuu CTaBa MO CTaHAAPTU3UPAH
anropuThM, u3padboreH ot EBpormelickara opranuzanus 3a H3Ci€BaHE U JIEYCHHE Ha paka
(EORTC), Hartmonanuus paxoB uuctutyt Ha CAI] (NCI) u HaumonanHust pakoB MHCTUTYT Ha
Kananckara rpymna 3a KIMHUYHYA U3MUTBAHMUSL.

JlokyMeHTbT, HapeueH Kpurtepuu 3a orienka Ha otroBopa mpu coauanu tymopu (RECIST 1.1),
Ce M3I0JI3Ba B MOCJIETHOTO MY OCh BpeMeHsiBaHe oT sHyapu 2009 .

YcnoBus 3a 00pa3Ha JMarHOCTUKA MTPU OLICHKA Ha JieueOeH eheKT

3a oneHka Ha jedeOeH eeKT ce M3MOI3BAT HAKOM TEXHHMKH 3a 00pa3Ha JuarHo3a: KOMIIOThp-
tomorpadus (KT), sapenHomarautHo-pe3oHaHcHa Tomorpadust (SIMP), mozurpoHemucuoHHa
tomo-rpadus/kommtorbp-roMorpadus (PET/CT) u MHOTO psKO — KOHBEHIIMOHATHA PEHTICHOBA
rpadwus (mpu pax Ha Os1 1po0O).

[Ipu xemarouenynapeH pak, KakTo U TemoporporieH paauodapmaneBtuk (Octreoscan) B
YCIIOBHSITA HAa TaMa CIIEKT. U HEBPOSHAOKPHHHU TYMOPH Ce IpenopbuBa orenka ¢ tpudaszna KT.

OcoOeHno BHUMaHHE ce OOpbIlAa Ha ClIy4yaW, KOTaTO €lIHa U Chlla TyMOpPHA Jie3Usl MOXeE Ja
M3MIIeKA C pa3iMyueH pa3Mep WM OT pa3indeH Tun. ToBa OuM MOIJIO Ja ce CIlydd, KOraTo
M3MEpBAaHETO Ha MPULETHM JIE3UM C€ OChIIECTBABA C OOpa3Ha TEXHHMKA, pa3MyHa OT
MpeAlIecTBallarTa, Wik Npyu HETPUIICTHH JIC3UU.

AKO TIpy MBHPBOHAYANHO BepudHIMpaHe Ha [aJeHa TyMOpPHa JOKaIM3aIMs € JI0Ka3aHa
nuarHoctuuHa ctoHocT Ha KT, ocbmectBena karo wact or PET/CT, mo-HaTaThK 32 M3MEpBaHUS
o RECIST mosxe na ce uznon3sa camoctogrenta KT.

MetoasT Ha SIMP nputexaBa OTIMYEH KOHTPACT, TPOCTPAHCTBEHA U BpEMEBA pe30JIoLus, o0aue
ChAbpKa MHOIO TIIOKa3aTeld, KOWTO 3HAYUTEIHO TOBJIMABAT BBPXY KaueCcTBOTO Ha
n300pa’keHNEeTo, BUIMMOCTTA Ha Jie3usiTa 1 u3mepsaneto i. He ce npenopwsusa AMP npu Tymopu
Ha IPbJIEH KOIIL

N3xoaHO n3MepBaHe HA TYMOPH

[Ipean 3amouBaHe HA JIEUEHHE TYMOPHUTE JIE3UU TPAOBaA J1a ObAT TOYHO U3MEPEHHU C TIOHE €/IUH
pasMep (orOens3Ba ce Hail- ABATUAT AMAMETHP B paBHHHATA Ha M3MEPBAHE) C MUHHMAalTHA
BennurHa oT: (1) 10 mm na KT (He3aBucumo ot Tumna Ha ckeHepa) u SIMP (He mo-manko ot 1Ba
cpe3a u MEHUMYM OT 10 mm); (i) 20 mm Ha KOHBEHIIMOHATHA PEHTTeHOBA rpadus (ako Je3usTa
€ SICHO OTIpeIeJICHa U € 3a00MKOoJIeHa OT aepupad 051 1po0). Haii- mearute quamerpu ce cymupar
B T.Hap. cO6op oT Hail-abaru auametpu (SLD).

HCI/I3MCpI/IMI/I JIC3NH
TYMOpHI/ITC JIC3UH CC CUUTAT 3a HCU3MCPHUMH, aKO BKIJIFOYBAT: (1) JICIITOMCHUHI'CAJTHHU 60J'ICCTI/I,

ACHMT, INICBPAJICH WUJIKU IICPUKAPACH U3JIUB, BB3MAJIMUTCIICH paK Ha I'bp/Ja, J'II/IM(l)aHl"I/IT Ha KO’Xa UJIN
0511 ,Z[p06, a6IlOMI/IHaJ'IHI/I Macu (KOpeMHa opraHomMceraius, orpeaciiCHa (I)I/I3I/IK8.J'IHO, KOATO



HE MOXE Jla C€ M3MEPH C BB3MPOU3BOIUMHU OOpa3HM TEXHUKH); (ii) OTCTpaHEHM KOCTHHU W
KUCTUYHM Jie3un; (ii1) 1o6aBeHa opraHoMeraus.

Ornenka Ha TUM(HHA BB3ITH

3a oreHka Ha aUMQEH Bb3ell ce GopMyaHpaT ciaeaHuTe onpeaeicHus: (1) HopMaieH — Kbca oc

< 10 mm; (i1) m3mepum (TipuIeneH) — kbca oc > 15 mm; (iil) Hem3mepumu — Kbca oc 10-15 mm.
[TpunienHUAT BB3€N ce U3MepBa M0 KbcaTa OoC (HEpIEHAUKYJsApHA HA Hal-IbITHS JUAMETHP),
KOSITO € IMO-BB3IPOM3BOJIMMA W TIpEJCcKa3Balia 3a 3j0KadecTBeHa Oosect. Kbcure ocu Ha
npuLenHuTe TUM(HN BB3IK Morat Aa 0b1aT qodasenu kbM SLD.

I/I3MepBaHe Ha KOCTHH JIC3UHU

JIMTUYHM KOCTHHM JIE3UH C pa3rpaHUYMMa MEKOThbKaHHa ChCTaBka, orieHeHu ¢ KT uinu AMP, moxe
Ja ce CUYMTAT 32 M3MEPHUMH, aKO MEKOThKaHHATa KOMIIOHEHTa OTroBaps Ha JeUHHIIMATA 32
M3MEPHUMOCT, OTTMCaHa Mo-rope. biiacTHUTE KOCTHHU JIE3UH ca HEU3MEPHUMH.

Kuctnunum nesun

Jleauu, oTroBapsIid Ha PEHTTEHOTpaCKU KPUTEPUH 3a MPOCTH KUCTH, HE TpsiOBa 1a ce
pasriexaa Karo 3JI0KayeCTBEHM (HUTO H3MEpUMH, HUTO HeuzMepumu). Heompenenenoro
peHTreHorpad)cko onrcaHue 3a ,,KUCTH CJIeJ[Ba Jla ce MprueMa 3a Heu3Mepumu ne3uu. Haxonkara
3a ,,KUCTHYHA JIe3Usl”, CYMTaHa 32 KUCTUYHA METacTa3a, MOXKeE J1a Ce ONpe/eu 3a U3MEpUMa, aKo
OTroBaps Ha ONPEJICHHETO 32 M3MEPUMOCT. BbIpeku ToBa ako MPH €IUH U ChII MALUEHT €
HAJIMIE U HEKUCTUYHA JIE3HsI, IOCIeHaTa TpsIOBa Ja Ob/ie MpeArnoYeTeHa 3a OOSKT Ha OIICHKA.

Jle3uu, npeiBapUTEIHO TPETUPAHHU JIOKATTHO

TYMOpHI/I JIC3UH, PA3IOJIOKCHHU B IIPEABAPUTCIIHO o0JrbuBaHa 00JIaCT WU B O6J13.CT, MMOJJIOKEHA
Ha pa3JIn4YHU JIOKOPCTUOHAIIHU TCpaIlniu, OOMKHOBEHO HE C€ CUUTAT 3a HU3MEPHUMHU, OCBCH aKO HC
€ J0OKa3aHa IIporpecusd B THAX.

HGSI/II/I, TBBPAC MAJIKH 3a U3BMCPBAHC

Benuky npuniensu ne3uu (HOJAIHU U HEHOJANHH), OTYETEHU NpEeAd HavyajloTO Ha JIEYEHMETO,
TpsiOBa J1a ObJAT aKTyaaHO MU3MEPBaHM IPU BCsAKA IMOCIEBAIA OLEHKA, 1OpPU KOraro ca MHOTO
Maiku (Harmpumep 2 mm). Obaue axo npu KT-u3cnensane npuienHuTe J€3U1 ca TOIKOBA CJIabu
U HESCHHU, Y€ PEHTTEHOJIOT'BT HE MOXKE J1a OIpe/ear TOYEH pa3Mep U I'M ONHCBa Karo
,,TBBP/Ie MAJIKU 32 U3MEpBaHe”, Te Mo nmoapa3Oupane TpsOBa 1a ObAAT MPUETH ChC CTOWHOCT 5
mm.

@parMeHTHpaHH U KOHQITyHpAIIX JIe3UU

KoraTto HeHOfaHM Ne3un ca pparMeHTHpaHu, TPsIOBa J1a Ce€ CyMUpaT Hal-IbJITUTE TUaMEeTPH Ha
OTJIeTHUTE (PparMeHTH, 3a J1a Ce U3UUCITN COOPBT Ha MpHIlenHaTa jge3us. [1o chius HauuH, KoraTo
ne3unTe KOH(IIyupar, u3mMepna ce COOpBT OT AUAMETPUTE Ha BCSAKA OTACITHA JIe3Usi. AKO JIE3UNUTE
Ce CIMBAT Taka, 4ye ca HEpa3IMYUMH, BEKTOPHT HA HAW-IBITHUA AMAMETBhp OW CieaBaio Ja
WITIOCTpUpPA MAaKCUMAJIHUS THAMETHP Ha ,,CIATaTa JIE3US .



JlokyMeHTupaHe Ha U3XOJAHU MPULIETHH JIE3UN

3a mpuIenHy cieqBa J1a ObAaT ONpeaeIeHH Hali-MHOTO JI0 NeT JIe3UH (MaKCUMYM II0 JIBE JIE3UU
3a OpraH), KOMTO c€ IpUeMaT KaTo NPEeACTaBUTENIHU 3a BCUUKHM ydacTBallu opranu. OT TsX ce
m3uucisiBa SLD. B Hskou ciyyaum Haii-rosisiMara Ji€3usi HE CE€ IOJylaBa Ha BB3IPOU3BOAMMO
U3MEpBaHE U TOraBa ce M30upa ciejBalaTa 10 roJeMuHa Jie3us, KOSITO MOXeE Jla Ce OLeHsBa
BB3IIPOU3BOAUMO.

JlokyMeHTHUpaHe Ha HENPULETHU JIE3UU

BB3MoXkHO € 1a ObJaT OMMCAaHU MHOXKECTBO HETIPUIISITHH JIC3HH, AHTKHUPAIIH SIUH U ChIIl OPTraH
oz ¢hopMa Ha €UHCTBEH 001 00EKT (Hampumep ,,HSIKOJIKO YTroJIEMEHH Ta30BU JTUMMHH B3N
WJIU ,,MHO>KECTBEHHU YEPHOAPOOHU MeTacTasu’).

Hosu 1e3un

OTKpHUBaHETO Ha HOBH Jie3UuH TPpsOBa Ja Ob/ie HEIBYCMUCIICHO, T.€. J]a HE Ce IbJIKAT Ha Pa3jIMKH
B CKaHMpAIUTE TEXHUKH, Ha CMsIHA B 00pa3HUTE MOJXOAU WM HA HETYMOpPHU U3MeHeHus. Tosa
€ 0cO0EHO Ba)KHO, KOI'aTO M3XOJHUTE MIPULICIIHY JIE3UU TIOKA3BaT YaCTUYHA WM I'bJIHA PEMUCHS.
Bceuuku chbmHUTENHU ciiydau TpsOBa Aa ObAaT MOBTOPHO OleHsBaHW. HeaBycMucieHU HOBU
Je3UM ca Te3W, KOMUTO ce HallrojaBaT B aHAaTOMHYHA 00JacT, He3acerHara B HAyaJloTO Ha
JICYEHHUETO.

AKO IIpH YCTaHOBSIBAHE HA YaCTUYHA PEMUCHS WK cTabuiHa O0ecT JajieHa JIe3usl U34e3Ba u ce
MOSIBSIBA OTHOBO B IO-KBCHO BpEMeE, TS TpsiOBa J1a MPOIBbJDKU Aa ObAe u3mepBaHa. B To3u cinyuait
OTTOBOPBT 1€ 3aBUCU OT ChCTOSIHUETO Ha APYTH JIE3UH, a pa3MepbT Ha BBIIPOCHATA Jie3Us TpsAOBa
na 0b11e BurroueH B SLD. [lpu oTunTaHe Ha IThJIHA pEMUCHS TOBTOPHATA MTOSIBA HA JIC3US CE CUUTA
3a mporpecusi. B eHCTBUTENHOCT MOBEYETO Jie3MM HE ,,M34e3BaT’, a He Morar Ja ce
BU3YaJIM3UPAT, 3al10TO ca U3BbH pa3eluTesIHaTa ClIOCOOHOCT Ha N300pa3sBaliaTa TEXHUKA.

OHpGI[CJ'ICHI/IC 3a IIbJIHA U HaCTUYHA PEMHUCHA

[pu HanM4Ke Ha U3XOHU MpUIeHu je3uu mbiHa pemucus (CR) ce mpuema Torasa, Korato ce
YAOCTOBCPHU TAXHOTO ITBJIHO U3YE3BAHEC. Bcnukn natonornydu J'II/IM(l)HI/I BBH3JIU (HC33BI/ICI/IMO aainun
ca 00eKT, Ui He) TpsiOBa Ja MoKa3BaT CHIKEHHE Ha KbcaTa oc 10 < 10 mm (cOopbT HE MOXKe /1a
0bae 0, aKo ¥Ma TPUIICITHUA BB3JIH).

[Tpu Haymume Ha w3xoaHu Hempuienau Jiesun CR ce mpuema ToraBa, KOrato ce yJI0CTOBEpH
TAXHOTO MBJIHO W34Y€3BaHE M HOpPMAIM3MpaHE HAa CEPYMHOTO HHBO HA TYMOPHHUTE MapKepH.
Heo6xonumo € Bcuuku uMGHU BB3JIM Ja ca C HEMaToJorudeH pasmep (kbca oc < 10 mm).

Yactuuna pemucus (PR) ce nedunupa kato cHmxenue Ha SLD Ha U3X0JHUTE MPHUIICITHY JIC3HH
> 30%.

Koraro nuncsa PR u HsimMa nporpecust, 1e4eOHUAT OTTOBOP ce ONpeiens KaTo cTaduiHa 6oiect
(SD): mepcuctupane Ha eqHa WJIM IOBeYE MPULETHU (WM HENPULENIHU) JIe3UH W/UIN
MOIBbPKAHE HA HUBO Ha TYMOPEH MapKep HaJl HOpMaJIHU I'PaHULN.

OHpe,Z[CJ'ICHI/IC 3a porpecupaiia oomect

[Ipu HanmuuuMe Ha W3XOJHM NPULEIHU Jie3uu nporpecupama 6osect (PD) ce mpuema Torasa,
Koraro e Hanuie yBenndenne Ha SLD > 20% crpsimo Hagmpa (Haii-HUCKHS cOOp OT JHAMETPH,



M3MEPEH OT HAYaJIOTO Ha JICYCHUETO) U HapaCTBaHE MUHMUMYM ¢ 5 MM Hax Hero. KoraTo cOopbT
€ MHOI'0 MaJIbK, HApacTBaHE B pPaMKMTE Ha JIOIyCTHMa I'PELIKa B U3MEpBaHETO (2-3 mm) Moxe
na nosene o yBenuuenue ¢ 20%. 3aToBa ce Hanara feuHUpaHe Ha IIOHATHETO HEJBYCMUCIEHA
nporpecusi. HeaBycMuciena nporpecusi Ha ChLIECTBYBAIM HENPUIIETHU JIE3UM CE OIpPEAEs
TOraBa, Kararo:

(1) oOmroTo BiOMIaBaHe Ha 00JIECTTA € TOIKOBA 3HAYUTEIIHO, Y€ AOpH IpH Hanmmuue Ha SD umu PR
B TPUICITHUTE JIE3UH, OOLIMAT TYMOPEH TOBAap € YBEJIHMYEH OCTAaThYHO, 32 Ja C€ HAIOXKHU
npeKpaTsBaHe Ha JeueHHueTo; (ii) mpu JHIca Ha u3MepruMa O0JIeCT IPOMEHUTE B HEM3MEPUMHUTE
JIE3UH ca CPAaBHUMH C U3MEPHMMO HAapacTBAaHE M M3MCKBAT MpHUEMaHe Ha mporpecust; (iil) mpumep
3a TaKOBA HApaCTBAaHE € YBEIMYCHHE Ha IJICBPAJICH U3JIUB OT

»Cllen” 10 ,TOJIIM”, KOETO MpPEJCTABIsiBA HAapacTBaHE HAa HAIMYHHS JUMQAHTUT OT
JIOKAJIM3UPaH JI0 IIMPOKO Pa3NpPOCTPaHEH.

Ouenka ¢ PET/CT

[Tonsikora e ymMecTHO IIpH OlleHKa Ha nporpecust Aa ce usnoiszsa FDG-PET, kato nonbiiHeHue Ha
KT. Herarusna nayanna PET ¢ nmonoxutenna PET npu npocnensiBane € KpuTepuid 3a mporpecusi,
OCHOBaHa Ha HoBa Jie3us. Jlunca Ha PET-uscnensane npeau nedenue u nonoxurenda PET npu
MPOCIIEABAHE NTOKA3BA CJIECAHUTE Bb3MOKHOCTH:

(1) axo nmonoxkurenna PET npu npocneasBane chOTBETCTBAa HA HOBA JIOKAaTU3allus Ha OOJECTTa,
ToBa ¢ mporpecus; (ii) ako moyo-ku- tenHa PET mpu mpocnensBaHe HE MOTBBPXKAaBa HOBA
nokanuzanus Ha Oonecrra, HeoOxonumo e nonbaHuTenHo KT- u3cneaBane, 3a 1a ce onpenenu
Jla7ii IMa UCTHUHCKA IpoTpecus B JaieHa o0acT (ako e Taka, 1aTa Ha mporpecusi e Obje aarata
Ha repBaTta abnopmHua PET); (iii) mporpecus nuncsa, ako nonoxutenna PET npu npociensiBane
OTroBaps Ha MPEABAPUTETHO CHIIECTBYBAIIIA JIOKAIN3AIUs Ha O0JIECTTa, KOSATO HE IPOrpecupa Ha
aHATOMUYHO U300paKeHHE.

JIurica Ha onieHKa

Korato nunca 06pa3Ho n3MepBaHe B ONpeiesIeH MOMEHT OT BpeMe, MallueHTHT U/WUITH JIeUeOHUST
edekT ce kareropusupar karo Heorenenu (NE). Ako ca HanpaBeHH U3MEpBaHKs CaMO Ha 4acT OT
JIE3UNTE, CIYYasT ChILO CE CUUTA 3a HEOLIEHEH, OCBEH aKO ChLIECTBYBA yOEAUTENEH apryMEHT, ue
MIPUHOCHT Ha JIMIICBALIUTE M3MEPBAHUS HIMa Ja MPOMEHM OLIEHKaTa Ha OTroBOpa 3a JaJeHUs
MOMEHT OT BpEME.



46. ObII1 IMTPENNIOPBKHU B JIEYEHUETO HA OHKOJIOI'MYHO
BOJIHA

[IpenBum MHOXECTBEHUTE IMAPCHTEPAIHM MAHWITYJIAIMU, 32 TOJ00psBaHE Ha KayecTBOTO Ha
KUBOT Ha TAallMeHTUTEe U 3a YyJecHsABaHE Ha paboTaTa Ha MEAUIMHCKUS IEepCOHA
IIPENOPHUUTEIHO € ITOCTABSIHE HAa TIOCTOSTHEH BEHO3€H KAaTEThp (IIOpTaKar), 3a KOETO € YMECTHO
na ce ocurypu puHancupane ot Harmonannara 3apaBHoocuryputenaa kaca (H30K).

[Ipu Bcuuku 00JIHU, 332 KOUTO CHIIECTBYBA Bb3MOKHOCT, CE€ MIPETOPbYBA BKIIOYBAHE B KIIMHUYHU
W3MHUTBAHUS, KOCTO € MPHETO B IENHs CBAT KAaTO HAYMH HA JIe4eOHO MoBeAcHHE. BKiroueHuTe
MAMEHTH MOJIy4yaBatT Hail-100pu IPIKU U 110 OTHOLICHHE Ha MPOCIeAsiBaHe, U 110 OTHOILIEHUE Ha
nedyeHue — Qaxtu, Bp3npuetd B EBpomeiicku cpio3 u CAILl. B To3m cMuchi, ToBa ca Haid-
OOTrpHIKEHUTE MAlMEHTH B KIMHUYHATA OHKOJIOTHS, ThH KaTO ca OCUTYpEeHU C Hai- J100po
(¢buHaHCUpaHe 3a JONMBJIHUTEIHH W3CJICIBAHHUS W C Hal- JOOpPH CTaHIAPTHH PEXKUMH 32
ChOTBETHATA JIOKAIHU3AIIHSL.

IIpu HAKOM peaKH JIOKAIU3ALUHU, KOUTO HE CE BU3UPAT B MEAULIMHCKUATE CTAHAAPTH, CE U3II0I3BAT
JIEKapCTBEHH MPOTYKTH U PEKUMHU, T0Ka3an e(heKTUBHOCTTA CH B KIIMHWYHATA IPAKTHUKA. 3aTOBA
CHUCTEMHaTa AaHTUTYMOpHAa Tepamus 3aIb/DKUTENHO TpsAOBa Ja ce IMpoBeXJIa caMo B
CHelMaTIM3UpaHu OHKOJIOTUYHU 3BE€HA U CaMO OT CIELUAIUCTU ChC ChOTBETHA KBATU(PUKALUSI U
OIIUT.

[Ipun penmia nOKamU3allMK CHIIECTBYBAT BATUAMPAHU TPEAVUKTUBHU OHOMapKepH, KOHTO
WHIMBUYaJIM3UpaT JeueHreTo. [IpernopbunuTesIHO € PyTHHHOTO UM H3CIIe/IBaHe, Thil KaTo 0e3
TAX € HEBB3MOXKHO NpHUJaraHe Ha Hal-e()eKTHBHHWTE TepareBTUYHU anroputmu. C orien
ONTUMU3UPAHE M KOHTPOJ BBPXY TOBA CKBIIO CTPYBAIIO JICYCHUE € YMECTHO U3CJICJIBAHETO Ha
MPEIMKTUBHA OMOMAapKepH Jia ce M3BBPIIBA B ONpeAeiicHH pedepeHTHH TabopaTopuu U J1a ce
dbunancupa ot 6ro0mxera Ha H3OK.

I[MPOBEXXJIAHE HA M3YEPIIATEJIHO TEHOMHO ITPOO®UIIMPAHE HA BOJIHU CBHC
3JIOKAYECTBEHU COJIMJIHU TYMOPU

1. U3BbpiiBaHe Ha MpefaHaAIMTHYHA 00paboTKa Ha OMOJOrHMYeH MaTepuall (TyMOpHa ThKaH), C
n3zonupane Ha JIHK u npoBexnane Ha cienBaiiio nokoJeHne reHOMHO CEKBEHUPaHe ¢ XUOPUHO
yJaBsiHE, C Bb3MOXHOCT 32 €IHOBPEMEHHO OTKPHBaHE HAa YETHPUTE THUIA KIMHHUYHO 3HAYUMH
F€HOMHHU aJTepalyy, U B JONBJIHEHUE Ha MUKpocaTeauTHa HectadbunmHocT (MSI) u Tymopen
myTanoHeH ToBap (TMB):

1.1. 6a3oBu 3amectBanus (myrtauuu), Harp. BRAF, BRCA1, BRCA2, KRAS, NRAS, EGFR
T790M, EGFR ex3on 21 (L858R) myranuu;

1.2. BMbKkBanus u genenuu, Harp. EGFR ex3on 19 nenenuun, EGFR ex3on 20 uncepuuy;
1.3. npomenu B 6post Ha KonusTa, Hanp. HER2 amnmuduxanus;

1.4. rennu npenapexnaanus, Hanp. ALK, ROS1, NTRK npenapexnanus;

1.5. craryc Ha mukpocarenutHa HectabuiHocT (MSI);

1.6. orienka Ha TymMopeH myTanuoneH Toap (TMB).

2. U3BbpiBaHe Ha MpegaHaTuTH4YHA 00paboTKa Ha OMOJIOTHYeH MaTepual (nepudepHa KpbB), C
n30JupaHe Ha IupKyaupaiia tymopra JIHK, nmpu nanuenTu ¢ numncaiia/HeocTaTbuHa TyMOpHa
ThKaH WIM TP HEBB3MOXKHOCT 3a TpoBexaaHe Ha Ouomcus. [IpoBexgaHe Ha cienBaiio
MIOKOJICHHE TEHOMHO CEKBEHUpPaHE C XHOPHUIHO YJaBsiHE, C BB3MOXKHOCT 3a €JIHOBPEMEHHO
OTKPHMBAHE HA YETHUPUTE THMA KIMHUYHO 3HAYMMH T€HOMHHU alTepalud, U B JOMBIHEHHE Ha
MUKpocaTeauTHa HecTabmiHocT (MSI):



2.1. 6a3oBu 3amectBanus (myranum), Hamp. BRAF, BRCA1, BRCA2, KRAS, NRAS, EGFR
T790M, EGFR ex3on 21 (L858R) myrauuu;

2.2. BMbKkBanus u faenenuu, Hanp. EGFR ex3on 19 nenennu, EGFR ex3on 20 uncepiny;
2.3. npomenu B Opost Ha konuATa, Hanp. HER2 ammumukanms;

2.4. rennn npenapexaanus, Harp. Hanp. ALK, ROS1 npenapexnanus;

2.5. craryc Ha MukpocareauTHa HectadbuarocT (MSI).

3. JlokyMeHTHpaHe U TpEeNOCTaBsIHE Ha pE3YJNTaTHTEe OT IPOBEACHOTO H3CIEABAaHE Ha
NanueHTa/MeIMIIMHCKYS CIEeHAUCT B MOJKpera Ha B3eMAaHETO Ha pELICHUS 3a JICUeHUE —
npenocTaBsiHe Ha WHGOpMAIUs 3a TeHOMHHS MPO(UI HA MAalMEHT, KaKTO M 3a CBBP3aHUTE
TapreTHU Tepanuu U UMyHOTEPAIHH.

HpOBe}KI[aHeTO Ha U34YCpraTCJIHOTO 'CHOMHO HpO(i)I/IJ'II/IpaHe € BaXXHa CTBIIKA HAIIPECH, TBH KaTo
JdaBa JOCTBII J0 I/IH(l)OpMaI_II/ISI 3a TCHOMHUA HpO(I)I/IJI Ha ManucHTa Ha JOCTABUMIUTC HA 3APpaBHU
I'pPUXXHU B €IHMH JOKJIalZ, IIO3BOJIsIBA N30ArBaHETO Ha I[y6n1/1panm ouorcuu u YJICCHsABa 6’bp3I/I${
JOCTBII JO MHOBAaTHBHU MCAUIIMHCKHN TCXHOJIOTHH.

HaIII/IeHTI/ITe rnojrydyar HO-6"I)p3 U HaBpCMCHCH OOCTBHII N0 HWHOBATHBHHU TCXHOJIOTHH, KOUTO
ocurypsBar HO-e(beKTI/IBHa JAUAardHoCTUKa M JICUCHUC Ha )XMBOTO3acTpallaBaliy 1jin HCO6paTI/IMO
HHBAJIWU3UpPAIIA 3360J'I$IB8.HI/I$I, 3a KOUTO HiIMa oz[06peHo JICUCHHUC, WJIM KOUTO IIpeiiaraTt
SHAYUTCIIHHU NPCAUMCTBA NP CbIICCTBYBAIUTEC 0Il06p€HI/I AJITCPHATHUBU.



47. MMPOCJIEAABAHE HA BOJIHU CBHC 3JIOKAYECTBEHHA
COJIMIHHU TYMOPH

[IpocnensBaHeTO Ha MAIMEHTH CbC 3JOKAYECTBEHU COJHMIHU TYMOPH BKJIIOYBA CIIECTHHUTE
kateropuu: (1) HOBoIMarHoCTULMPAaHU OOJIHU B PaHEH CTAJM, IPOBEIN XUPYPTrUYHO JIEUCHUE U
3aBBPIIWIN aJI0BaHTHA XUMHUOTEPANUS /WK JIbuesiedeHue; (2) HOBOJUArHOCTUIIMPAHH OOJIHU B
aBaHCHpaJl CTaJHii, IPOBEJIN JIMHUU HAa CUCTEMHA Tepalus W/WIN JIbYelIeUeHHe ¢ OTYUTaHE Ha
crabmiHa Oonect win pemucusi; (3) HOBOAMArHOCTULMPAHU OOJHU C PaHEH WIM aBaHCHpall
CTaJuil, IpOBEXJall aMOYIaTOPHO JiedeHHe (OMO0I0rMYHO, €HJOKPUHHO, UMYHOTEPAIUs U Ap.);
(4) OomHM ¢ TepMUHAIHH CTAaAMM Ha OOJIECTTA, MOKAa3aHW caMo 3a Hal- JOOpU MOJAbpIKAIIN
rpuku (maJmaTHBHA Tepanus npu Heobxoxumoct). IlpocnensBanero ce ochliecTBsiBa OT
CHELHATHNCTH, PA0OTEIH B pa3IMYHUTE KATETOPUH OHKOJIOTHYHY JeueOHu 3aBeqienns. CbCTou ce
OT NEPUOANYHH KOHTPOJIHHU Nperjieau (BU3UTH), BKIIOYBAIIY CLIEU(DUIHY TAKETU OT KOHTPOJIHU
u3cnenBanus. V3cienBaHusTa TpU Pa3IMYHUATE JIOKATU3AIMM HA COJMIHHM 3JI0KAYeCTBEHU
TYMOPH U IEPUOJUTE, IIPE3 KOUTO BCSKO OT TAX CE€ peaIn3upa, ca U3JI0KEHH MO-A0Iy B TaOIuyHa
¢dopma. [locoueHnTe aropuT™Mu Ha MPOCIE/IBAHE HE Ca 3abJDKUTEIIHN, UMAT MPETIOPHYUTEIICH
XapakTep ¥ BUHArM Morar Jia ce Moauduuupar crnopes crneurdukara Ha MalueHTa 1 Heropara
Oonecr.

Jlokanusanus — n3CiIeABaHUS | Tlepros1 HA KOHTPOJIHU BH3UTH

Kapuunom Ha riaBa u mmust

AHaMHe3a n (1)I/ISI/IKaJ'IHO HU3CJIICABAHC

2 Mecena

PeHTreHorpaMa Ha CI/IHyCI/I/rp’bI[eH KOII

2 Mecena

CT nHa cunycH, TpBAEH KOIII

ITpu HEOOXOAMMOCT

SPECT/CT(KoctHa cuuHTHTpadst)

12 mecena 3a mepBUTE 5 TOAMHN

PET /CT

12 mecena 3a mepBUTE 5 TOAUHU

MRT [Tpu HeoOxoaMMOCT
KpbBHa KapTHHA 2 Mecena
ASAT, ALAT 2 Mecera
Cep. ypesi, KpeaTHHUH 2 Meceria
Cep. o011 mpoTenH 6 Mecera
Cep. tupeorpornen xopmo (TSH) 6 mecena

Kapuunom Ha repaa

AHaMHe3a U (U3HUKAIHO U3CIIe/IBaHe 6 mecena
Pentrenorpama Ha rpb/eH Kol 6 mecena
Conorpadusi Ha KOpEMHU OpTraHu 6 mecena

PET/CT

12 mecerna 3a mbpBUTE S TOAUHU

CT Ha rpbJeH KONl ¥ KOPEMHHU OpTraHd

12 mecerna 3a mbpBUTE 5 TOAMHU

SPECT/CT

12 mecena 3a mppBUTE 5 TOAMHN

MRT [Tpu HEOOXOAMMOCT
Mamorpadus 1 ronuna
Tymopen mapkep CA 15-3 6 mecena
KpbBHa KapTHHA 6 mecena
ASAT, ALAT 6 mecena
Cep. ypest, KpeaTHHUH 6 mecena
Cep. 00111 IpoTenH 6 mecena
Koncynt runekosor 6 mecena




Kapuunom Ha 0511 1po0

AHnamHe3a U GU3UKAITHO U3CIIEIBAHE 2 mecena
PenTtrenorpama Ha rpbeH KOIII [Tpu cumnTomaruka
Conorpadus Ha KOpEMHU OpraHu 2 Mecelia

PET/CT

12 mecena 3a mppBUTE S5 TOJIMHU

CT nHa rpbaeH Kol u abIOMEH

12 mecerna 3a mbpBUTE S TOAMHU

SPECT/CT

12 mecena 3a mppBUTE 5 TOAMHU

MRT [Tpu HEOOXOAMMOCT
KpbBHa KapTHHA 2 mecena
ASAT, ALAT 2 Mecena
Cep. ypes, KpeaTHHUH 2 Meceria
Cep. o011 IpoTeHH 4 mecena

Kapuunom Ha XpaHOnIpoBOJ

AHaMHe3a U (U3HUKAJIHO U3CIIe/IBaHe

6 Mecera

PGHTFCHOI‘paMa Ha I'pbACH KOII

6 Mecera

®ubpoonTuiHa €30(aroracTpoCKONus

ITpu HEOOXOAMMOCT

CT na rpbaeH koii, abIoMeH

12 mecena 3a mbpBUTE S5 TOJIMHU

Koctna cuiunturpadus

ITpu HEOOXOAMMOCT

MRT

ITpu HeoOxoaUMOCT

Kapuunom Ha cTomax

AHaMHe3a U (GU3HUKAIHO U3CIIe/IBaHe 4 mecena
PenTrenorpama Ha rpbJieH KOII 4 mecena
CoHorpadus Ha KOpEMHU OpraHu 4 mecena

PET/CT

12 mecena 3a mbpBUTE 5 TOAMHN

CT na rppaeH ko, abloMeH

12 mecerna 3a mbpBUTE S TOAMHU

KoctHa cuunTUrpadus

ITpu HEoOxoaUMOCT

MRT [Tpu HEoOXOAMMOCT
E3odaroracrpockomnus 1 roguna
KpbBHa KapTHHA 4 mecerna
Cep. Butamuu B12 1 roguna
ASAT, ALAT 4 mecena
Cep. ypes, KpeaTHHUH 4 mecerna
Cep. 0611 mpoTenH 4 mecerna

XenaTo0uJimapeH KapuuHOM

AHnamHe3a 1 GU3UKAITHO U3CIIeBaHe 3 mecena
CoHorpadus Ha KOpEMHU OpraHu 3 mecena
Pentrenorpama Ha rpbJieH KOII 6 mecena

CT na rpwaeH ko, abloMeH

12 mecerna 3a mbpBUTE S TOAUHU

KocTha cuunTurpadus

[Tpu HEOOXOAMMOCT

MRT [Tpu HEOOXOAMMOCT
Tymopen mapkep AFP 3 mecena
KpbBHa kapTHHA 3 mecena
ASAT, ALAT 3 Mecena
Cep. 6mnpyOuH (00111, TUPEKTEH) 3 Mecera




Cep. ypesi, KpeaTUHUH

3 Mecera

Cep. 0011 npoTenH

3 Mecera

AJICHOKapUMHOM Ha NMaHKpeac

AHnamHe3a U GU3UKATHO U3CIIEIBAHE 4 mecena
Conorpadusi Ha KOpEMHH OpTaHH 4 mecena
CT na rpwaeH ko, abIoMeH 6 Mecena

Koctha cuunTurpadus

[Tpu HEoOXOAUMOCT

MRT

[Tpu HEOOXOAMMOCT

Tymopen mapkep CA 19-9 6 mecena
KpbBHa kapTHHa 4 mecena
Cep. I'mtokoza 4 mecena
ASAT, ALAT 4 mecena
Cep. OmmupyOuH (0011, TUPEKTEH) 4 mecena
Cep. ypes, KpeaTHHUH 4 mecerna
Cep. o011 mpoTenH 4 mecena

Kapuunom na 060pek

AHamHe3a 1 GU3UKAIHO U3CIIEBaHe 4 mecena
CoHorpadus Ha KOpEMHU OpraHu 4 mecena
Pentrenorpama Ha rpbJeH KoIl 6 mecena

CT na rpbaeH ko, abJIOMEH, Ta3

HemnocpeacTBeHo cieonepaTuBHO, MEKIY 2-
6 Mecelr OT oIepalus- Ta | Cje]] TOBa Ha
BcekH 6 mecera

SPECT/CT 12 meceria 3a mbpBUTE 5 TOMUHA
MRT [Tpu HeoOxoaMMOCT

Tymopen mapkep LDH 6 mecena

KpbBHa kapTHHa 4 mecena

ASAT, ALAT 4 Mmecena

Cep. ypest, KpeaTHHUH 4 mecena

Cep. o011 mpoTenH 4 mecena

CepyMeH Kanuui 6 mecena

Kapuunom Ha 1e6es10 1 IpaBo 4epBo

AHamHe3a U GU3UKAIHO U3CIIeBaHe 4 mecena
PenTreHorpama Ha rpbJeH KOII 12 mecena
CoHorpadus Ha KOpEMHU OpraHu 4 mecena
CT Ha rpbpJeH ko1, abIoMeH, Ta3 6 mecena

KoctHa cuuHTUrpadus

[Tpu HEoOxoaUMOCT

MRT [Tpu HEOOXOAMMOCT
Komonockomnms 1 roguna
Tymopen mapkep CEA unu CA 19-9 4 mecena
KpbBHa kapTHHA 4 mecena
ASAT, ALAT 4 mecera
Cep. ypest, KpeaTHHUH 4 mecena
Cep. o011 mpoTenH 4 mecena

Kapuunom Ha sii4HUK




AnamHe3a 1 (U3UKAITHO U3CIICIBAHE 1 roguna
PentrenorpamMa Ha rpbJeH KOII 1 roguna
Conorpadus Ha KOPEMHH OpTaHU 3 Mmecena
CT na rpbaeH koii, abJI0OMeH, Ta3 6 Mecena

Koctha cuunTUrpadus

[Tpu HEoOXOAUMOCT

MRT [Tpu HEoOXOAMMOCT
Tymopen mapkep CA 125 3 Mecena
KpbBHa KapTHHA 3 mecena
ASAT, ALAT 3 Mecena
Cep. ypesi, KpeaTHHHH 3 mecena
Cep. o011 mpoTenH 6 Mecena

Kapunnom Ha MaTOYHA IINIKA ¥ €eHIOMETPUYM

AHaMHe3a 1 GU3HUKAIIHO U3CTIe/IBaHe 1 roguna
Pentrenorpama Ha rpbIeH KOIII 1 roguna
Conorpadus Ha KOpEeMHU OpraHu 3 Mecenia

PET/CT

12 mecena 3a mbpBUTE 5 TOAMHU

CT na rpbaeH ko, abJoMeH, Ta3

6 Mecera

Koctha cuiunturpadus

12 mecena 3a mbpBUTE S5 TOJIMHU

MRT

ITpu HeoOxoaUMOCT

Koncynr runekonor 6 mecena
[uronamaska (Pap-tecr) 6 mecena
L{rrcToCKOMUs/IPOCTOCKOTIHS ITpu HeoOxoaUMOCT
KpbBHa kapTHHA 6 mecena
ASAT, ALAT 6 Mecena
Cep. ypest, KpeaTHHUH 6 mecena
Cep. 0611 mpoTenH 6 mecena

KapuuHom Ha nnKo4YeH Mexyp

AHaMHe3a 1 (pU3HKAIHO U3CIIC/IBAHE 3 mecera
CoHnorpa¢usi Ha KOpEeMHH OpPTraHu 3 mecena
Pentrenorpama Ha rpbJIeH KOII 6 mecera
Koncynr yposnor 3 mecena
[lucTockonus 3 mecena
MexypHa OUTOIOTHS/OUOTICHS 3 mecena
YpuHapHa UTOIOTHS 6 mecena

CT na rpwaeH ko, abJoMeH, Ta3

ITpu HeoOxoaMMOCT

KocTHa cuunTurpadus

ITpu HeoOxoaUMOCT

MRT [Tpu HeoOXoaMMOCT
KpbBHa KapTHHA 3 Mecenia
ASAT, ALAT 3 Mecena
Cep. ypes, KpeaTHHUH 3 mecera
Cep. 0611 mpoTenH 6 Mecena

Kaplll/lHOM Ha IpocTaTHa Kjie3a H TECTUC

AHnamHe3a 1 GU3UKAIHO U3CIIeBaHe 3 mecena
Conorpadusi Ha KOpEMHH OpTaHH 3 mecena
Pentrenorpama Ha rpbpAeH KOII 12 mecena
KoncynT yposor 6 mecena




CT na rpwpaeH ko, aboMeH, Ta3 6 Mecena
SPECT/CT 12 mecena 3a mbpBUTE S5 TOIMHU
MRT [Tpu HEOOXOAMMOCT
Tymopen mapkep PSA 3 mecena

Tymopen mapkep AFP 3 mecena

Tymopen mapkep beta-hCG 3 mecerna

Tymopen mapkep LDH 3 Mmecerna

KpbBHa KapTHHA 3 mecena

ASAT, ALAT 3 Mecela

Cep. ypesi, KpeaTHHHH 3 mecena

Cep. o011 IpoTeHH 6 mecerna

Jlerenma: SPECT/CT; PET/CT; CT — kommtorsp-toMorpadusi; MRT — marHuTHOpE30HaHCHA
tomorpadus; LDH — nakrar-gexunporenasza; ASAT — acnaprar-amunorpancdepasa; ALAT

— amaHuH-amuHOTpaHcdepasa; CAE —  kaprnuHoeMOpuoHanieH — aHTureH; PSA  —
npocrarocrenuduueH anturen; AFP — anda-dperonporenn; hCG — dYoBelmKH XOpHOH-
TOHA/I0TPOTIHH.





