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BbBEJIEHUE

[MogxonbT mpu 3JI0KAYECTBEHUTE CONMAHM TYMOPU € KomiuiekceH. Ilpunara ce Xupyprudso,
JBUEBO U JIEKAPCTBEHO JieueHHe. MHauBuyamHaTa MOCIEAOBATEIHOCT HA TE3U IMOAXOIU CE
ompenens ot Onkonornyna komucus (Tymopen Oopa), B chcTaBa Ha KOSITO BIU3aT JEKapu C
pas3nuuHu crnenraaHocTd. CHCTEeMHOTO JIEKapCTBEHO JIEYEHHE € YTBBPACH IOJXOJ, Hapel ¢
JpyTUTe JIBa OCHOBHU MeToja (Xupyprus, apueneyenue). Oxono 60-70% ot OonHUTE pa3BUBAT
JIOKAJIHUA PEeUUANBY W/WIH JAaJ€YHU METACTa3H, HE3aBUCHUMO OT JIOKAITHOTO PaJUKaIHO JICUeHHE
Ha MbPBUYHUS TyMOP. KOHKPETHHSAT JIeKapCTBEH PEXKUM 33aIBJDKUTEIIHO ¢ 00ChKIa U MpuemMa
Ha OHKOJIOTUYHA KOMHCHA IO XHMHUOTEpamusi U Ce MPOTOKOJIHMpa CHOpE] HOPMATHBHUTE Ha
MEJUIIUHCKUS CTAaHAapT HA CHELUATHOCTTA ,,MEeIUIIMHCKA OHKOJIOTHS .

PakbpT ce mpuema 3a cucTeMHa 0OJecT, KOSTO YJITHUMAaTHBHO IMOCTaBs HEOOXOIUMOCTTAa OT
CHCTEMHO JIEKapCcTBEHO JiedeHrne. Ha chBpeMeHHUs eTar OT pa3BUTHE HA KIIMHUYHATA OHKOJIOTHS
JIEKapCTBEHOTO JIeueHHEe (MEIULMHCKA OHKOJIOTHS) ThPIH Hail-Obp30 pa3BuTHe. Bh3MOKHOCTHTE
MY HETIPEeKbCHATO ce 000TaTsABaT C HOBH (hapMaKOJIOTUYHU M OMOJIOTUYHH JICKAPCTBA, BOJIEIIN JI0
noo0psiBaHe Ha TeparneBTUYHUTE pe3ynaTard. C ToBa pacTe OTTOBOPHOCTTA HA MEIUIIUHCKHUTE
OHKOJIO3U (XMMHOTEpAINeBTH) 3a n300p HA JICYCHHE C Hali- BUCOKA €(DEeKTUBHOCT U C MO-MaJiKa
TOKCHYHOCT. JIekapcTBEHOTO JjieueHue (IO TpaJulMs HapUyaHO XMMHUOTEpaIus) ce Ha3HauaBa,
pujgara U NpociensBa camMO OT MEAMLMHCKM OHKOJIO3M (XMMHOTEpaneBTH), paboTeuiu B
CHELUANIU3UPAHU CTPYKTYpH (KJIMHMKM WM OTHCJIEHUS 110 MEIUIMHCKA OHKOJIOTUS) U
[IO3HaBalllM MHOro J00pe (apMaKoJIOrMYHUTE XapaKTEPUCTUKU Ha HIPOTHUBOTYMOPHHTE
JIeKapCTBa U TEXHUSI TOKCUKOJIOTHYEH MPOdHIL.

.HeKapCTBeHOTO JICUCHUC HaMHUpa IIPUIIOKCHUC B PA3JIMYHU CTAJIlUHU HA boiecrra:

(1) agroBaHTHO — cJie/T paJJUKAITHO JIOKAITHO JICYSHNE HA TbPBUYEH 3JI0KA4eCTBEH TYMOD; BOJIH 0
HapacTBaHe Ha Oposi Ha H3JIeKyBaHUTE OOJHU M 10 yIbJDKaBaHE Ha IpexuBseMocTTa 0e3
nporpecus Ha OoJsecTTa;

(2) HeoaqIOBAHTHO — MPEIU JIOKATHO PAMKAIHO JICYUCHHE HA IIbPBUYCH 3JI0KAYECTBCH TYMOD;
MO3BOJISIBA U3BBPIIBAHE HA OPTAaHOCHXPAHSBAILM ONEPALUU MPU KAPIIUHOM Ha T'hPAa, PEKTYM U
JApUHKC; TMPEBPHIIA JIOKAIHO aBaHCHUPAIUTE HEONepaOWIHH TYMOPH B ONEpaOMIHM U J1aBa
BB3MOXK- HOCT 32 ITBJIHO U3JIeKyBaHe (KapIIMHOM Ha I'bp/a, TUKOYEH MeXyp, IpocTaTa U ap.);

(3) mammatMBHO — TWpU MeTacTaupaia OoJieCT; MPH TYMOPH, BHCOKOYYBCTBUTCIHH KbM
LUTOCTaTUYHO JIEYEHHE, BOJU 1O TpaiiHa peMHUcCHs Ha roisMa dacT oT OosHute (90% npu
TpodobnactHa 6omect, 75% mpu TeCTUKYIapHU TyMopH, Haa 20% mpu oBapHaJIeH KapIIHHOM).

JlekapcTBeHO JedYeHHWE HE Ce€ Tpuiara TpH CHIHO yBpeneHo o6mo cwctosaue (ECOG
nbpdopmanc cratyc — PS) u HapymieHa ¢pyHKIMS Ha TApEHXUMHH OpraHu (KOCTEH MO3bK, YepeH
npob6, OwBOpern). Bb3 ocHOBa Ha COOCTBEH KJIMHMYEH OMUT W B WHTEpEC Ha TMAIMEHTA,
MEIUIUHCKUTE OHKOJIO3M MOTraT Ja MOXMGUIMPAT OTIACIHU CXEMH WIH JI030BH PEXHUMH,
MOCTHIIBAWKA WHAMBHUIYaTM3UPAHO U OaJaHCHpPaHO B JaJeHW CclIeuuGuyHu CUTYyalluu.
[TpunoxeHneTo Ha peauia NPOTUBOTYMOPHH JIEKApCTBA ce 0a3upa Ha KJIACHUECKUTE



MO3HAHUS HA MEAULIMHCKUTE OHKOJIO3H, BBIIPEKU Y€ KPATKUTE XaPaKTEPUCTUKU HA 10- CTapUTe
JICKAPCTBCHU NMPOAYKTHU HC BHHAI'M OTPAa34BaT IIbJIHUA 06€M Ha TCpariCBTUYHATa UM aKTUBHOCT.
[ToBeueTro ChBpEeMEHHHM MPOTUBOTYMOPHHM KOMOWHALMK WJIM MOHOTEpAlUH ce MpujaraT Bb3
OCHOBa Ha KJIMHMYHU M3MUTBAHM, MOKAa3aJId JOCTOBEPHOCT. M3MOI3BaHETO HA HACTOSIIUTE
CTaHJapTH 32 CUCTEMHO JIEKapPCTBEHO JIEYCHHE € He0OXOIUMO, 3a Ja Ce OCUTYpH ePEeKTUBHA U
yHU(UIMpaHa Tepanus Ha BCHYKM pakoBOOONHM B bwarapus, He3aBUCUMO B KoOe
CHEHATU3UPAHO OHKOJOTMYHO JieyeOHO 3aBeleHHe ce JieKyBar. HacrosmuTe MeIUIMHCKA
CTaHJapTh ca u3rorBeHW cbriaacHo Ocma pemakuus Ha TNM cragupamara cucrema.
[TpocnensiBaHeTO HA OHKOJIOTUYHO OOJIHU, 3aBBPIIMIA KOMIUIEKCHO JICUYCHHE, CE M3BBPIIBA OT
CIECIHUAIMCTH B OHKOJOTMYHUTE JieueOHHM 3aBelneHuss Ha PenyOnmka bbwirapus cropen
JIOKaJIM3alusTa U CTaaud Ha 6osectTa. B HacTosAuTE CTaHAAPTH MPOCIEIIBAHETO HA OCHOBHUTE
BUJIOBE 3JIOKAYECTBEHH TYMOPH (OCHOBHA YaCT Ha JAMUCIAHCEPHOTO HAOJIO/IEHUE) € MTPEICTaBeHO
B TabMW4eH BHJ, MOCOYBAI] BUJ W BpeMe Ha KOHTPOJHHU H3cieaABaHHs. JlOMBIHUTETHO ce
MOCOYBAT OOIIONPHUETUTE KPUTEPUU 3a OICHKA Ha JiedeOHUs e(EeKT Mpu COMUIHH TYMOPHU
(Response evaluation criteria in solid tumors, RECIST). B crangapture ce mpeacTsABAT
QITOPUTMHU 3a KOHTPOJI Ha OHKOJIOTMYHATa Ooska. Pa3enbT BKIIOYBA OHKOJIOTUYHO OOJIHU ChC
COJIMAHN TYMODPH. HaCTOSIHII/ITe CTaHAApTHU BKIIIOYBAT aJITOPUTMU 3a IMOBCACHUEC IIPU OCTpPU
QIEPrUYHN ¥ WHQY3HMOHHH PEaKIMH, NMPH EKCTpaBa3alus Ha MPOTHBOTYMOPHH JIEKapCTBa,
BCHO3CH TpOMeM6OHI/I3T)M, XEMoOparuiyda aguarei3a, ApYrd TOKCHYHOCTH U YCIOXHCHUA.
CBeTOBHHUTE CTaHAAPTH 3a JICYCHHE Ha 3JI0KAYECTBEHH TYMOPH C€ aKTyaJIM3UpaT MEePUOTUIHO
clell MEeXIYHapOJAHH PAaHAOMHU3MPAHU KIMHUYHU W3MHUTBAHUA U CIEUUATH3UpaHUu (hopymu.
Pasznukute B OTIETHUTE CTPAHU Ca B 3aBUCUMOCT OT MKOHOMHUYECKOTO UM ChCTOSIHUE U OI0KeTa
HAa 3/]pPaBHOOCUTYPUTEIIHUTE CHCTEMHU.

benexxku:

1. JlexkapcTBeHM HPOAYKTH, CaMOCTOSITEJIHO WJIM B pEXKHUMH, I[OCOYEHU 3a OIpejaescHa
WHJIUKAIMs ¥ MapKHPaHHU ChC 3HAK [*], ca 0100penu ot EBpornelickaTa areHius mo jekapcrBara
(EMA) u Usnbianutennata areHuus no JyekapctBata (MAJI), BkmtoueHu ca B Ilo3uTtuBHUS
nekapctBeH cnuchk (I1JIC) na HannonanHus chBeT 1o 1IeHU U peuMOypcupaHe Ha JIEKapCTBEHU
npoayktu (HCIPJIIT) ¢ mpencrosio BKIOYBaHE B CIUCHKA C IEKAPCTBEHUTE MPOJTYKTH, KOUTO
Hanmonannata 3napaBHoocuryputenHa kaca (H3OK) 3amnama; JiekapcTBeHH NPOJIYKTH
CaMOCTOSITEJTHO WM B PEXUMH, IIOCOUYEHHU 3a OINpeAeiceHa UHAMKAIMA U MapKUPaHU CbC 3HAK
[**], ca omobpenu or EMA u UAJI ¢ mpencrosimo BkiatouBane B [IJIC na HCIPJIIT;

2. Jledenuero ¢ Hepa3peleHH 3a yrnoTpe0a JeKapCTBEeHU MPOYKTHU C€ U3BBPIIBA IPU YCIOBUATA
u 110 pen, onpenenenu ¢ Hapen6a Ne 10 ot 17 noemBpu 2011 1. 32 ycnoBusitTa 1 pefia 3a Je4eHue
C HepaspeuleHH 3a ynorpeba B PemyOnuka bbirapus jekapcTBEHH NPOJYKTH, KakTO U 3a
yCIIOBUSTA U pefia 3a BKIIOYBAHE, IPOMEHHU, U3KIIIOUBAHE U JJOCTaBKa Ha JIEKapCTBEHU MPOTYKTH
OT CIIACBKA IO wi. 266a, an. 2 oT 3aKoHa 3a JICKapCTBEHUTE NMPOAYKTH B XyMaHHATa MEAUIIMHA
(o6n. [IB 6p.95 ot 2.12. 2011r., mom. B 6p.24 ot 12.03. 2013r.) Ha MuUHHUCTBpa Ha
3JpaBEONa3BAHETO.



IMPOBEXIAHE HA U3YEPITATEJIHO TEHOMHO ITPO®UJIMPAHE HA BOJIHU
CbC 3JIOKAYECTBEHH COJIMJITHU TYMOPH

1. V3BwpuiBaHe Ha MpegaHaTUTHYHA 00paboTka HA OMOJIOTHYEH MaTepHuall (TyMOpHA ThKaH), C
uzonupane Ha JJHK u npoBexxaane Ha cienBaio MoKojIeHHe FTeHOMHO CEKBEHUPAHE ¢ XMOPUIHO
yIIaBsiHEe, C BB3MOXHOCT 32 €JHOBPEMEHHO OTKPWBAaHE HA YECTUPHUTE THIMA KIMHUYHO 3HAYUMHU
TeHOMHH aITEpallid, U B JONBIHEHHE Ha MUKpocaTenuTHa HectabmiHocT (MSI) u Tymopen
mytaronex Toeap (TMB):

1.1. 6a3oBu 3amectBanms (myramuu), Hanp. BRAF, BRCALl, BRCA2, KRAS, KRAS G12C
NRAS, EGFR T790M, EGFR ex3o0n 21 (L858R) myraruu;

1.2. BMbKkBanus u nenenuu, Harp. EGFR ex3on 19 nenenun, EGFR ex3on 20 uncepiiny;

1.3. npomenu B Opost Ha konusATa, Hanp. HER2 ammmudukanms;

1.4. rennu npenapexnanus, Harp. ALK, ROS1, NTRK npenapexnanus;

1.5. craryc Ha mukpocareiautHa Hectabuiaaoct (MSI);

1.6. orenka Ha TyMopeH mytanuoned Toap (TMB).

2. V3BBpiIBaHe HA peJaHATHTHYHA 00paboTKa Ha OMOJIOTHYeH MaTepual (tmepudepHa KpbB), ¢
u30MpaHe Ha nupkKynupaiia rymopHa JIHK, nmpu manuenty ¢ nurmcpama/HeocTaTbuda TyMOPHA
ThKaH WJIM TPpU HEBH3MOKHOCT 3a MpoBekIaHe Ha Owoncus. [IpoBekgane Ha  ClieABAIo
MOKOJICHUE TEHOMHO CEKBCHHpaHE C XHOPHIHO YJaBsSHE, C BB3MOXKHOCT 3a €JHOBPEMEHHO
OTKpHUBAHE Ha YETUPHUTE TUIA KIMHUYHO 3HAYUMU T'€HOMHU alTepalud, U B JIOMbIHEHUE HA
MUKpocaTeauTHa HectabumHoct (MSI):

2.1. 6a3oBu 3amectBanus (myramuu), Hanp. BRAF, BRCAL, BRCA2, KRAS, KRAS G12C
NRAS, EGFR T790M, EGFR ex3on 21 (L858R) myramuwu;

2.2. BMbKBanus u genenuu, Harp. EGFR ex3on 19 nenenun, EGFR ex3on 20 uncepny;

2.3. mpomenu B Opost Ha kKonuATa, Hanp. HER2 ammumukarms;

2.4. rennu npeHapexaanus, Harp. Hanp. ALK, ROS1 npenapexnanus;

2.5. cratyc Ha MuKpocaTenauTHa HectabuinHocT (MSI).

3. JlokyMeHTHpaHe U TpeIOoCTaBIHE Ha pe3ylTaTUTe OT MPOBEACHOTO H3CIEABAaHE Ha
MaUeHTa/MeIMIIMHCKYS CIEeIHAUCT B TMOJKpeNa Ha B3€MAaHETO Ha pEIICHUS 3a JICYeHHEe —
npenocTaBsiHe Ha MHGoOpMAIUsS 3a TeHOMHHS MPOo(UI Ha TMAIMEeHT, KaKTo M 3a CBBHP3aHUTE
TapreTHU Teparui ¥ UMYHOTEPAITHH.

[TpoBexaaHeTo HA U3YEPIIATEITHOTO TEHOMHO MPO(HINpaHe € BaKHA CTHIIKA HAINpPE.l, Thi KaTo
JlaBa JOCTHII 10 MH(POPMAITUS 32 TCHOMHHS TPO(UII Ha MAlMEeHTa Ha JIOCTABYUITUTE Ha 3/IPaBHU
TPYXKH B €IUH JTOKJIAJ, MO3BOJIsSIBA M30SrBAaHETO Ha MyOJWpaniy OMOTICUU W YIIECHsSIBA Obp3ust
JIOCTBHII 10 THOBATUBHU MEAUIIMHCKH TEXHOJIOTHH.

[TaruenTtutTe monmy4yaT MO-OBP3 M HABPEMEHEH JOCTHI JO HHOBATUBHU TEXHOJOTHUHU, KOUTO
OocHUTypsiBaT Mo-e(eKTUBHA AUATHOCTHKA U JICYEHHE Ha >KMBOTO3aCTpaIlaBallyd WM HEOOpaTUMO
WHBaJIUIM3HUpAIIH 3a00NsBaHUs, 32 KOUTO HAMa OJOOPEHO JIeYeHHe, WM KOUTO Mpeisiarar
3HAYUTEITHU TIPESTUMCTBA MPEJ] CHIIECTBYBANTUTE OJ00PESHN aITePHATHBH.



1. I'bPBUYHU MO3BbYHU TYMOPHU

31M0Ka4eCTBEHUTE TIIMATHU TyMOpu ca mpuOmmsutenHo 70% OT BCHUYKH MBPBUYHH MO3BUHU
TyMOpPH TIpu Bb3pacTHU. CBBp3aHU ca C BUCOKA 3a00JSEMOCT U BHCOKA CMBPTHOCT, KaTo
CpenHaTa MPEXHUBSEMOCT IMPH MANMEHTUTE ¢ rmobimactoM e 12-15 mecema, a mpu Te3m ¢
aHAMJIACTUYHU TJIMATHUA TYMOPH - 2-5 roaunu. ' mnobnacromure ca npubnusutento 60-70% ot
BCUYKH 3JI0KAQUECTBEHU TIIMOMH. AcTpouuromurte mnpeacrtaBisBar 10-15%, anannmactuuHute
OJIUTOJICHIPOTIIMOMH U OJIMTOACTpOIIUTOMH - 10%, aHATIACTUYHUTE €TIeHIMMOMHU U TaHTJIHOMH
— ocrananute. CpelHaTa BB3pAacT Ha IMOCTaBsSHE Ha JWArHo3ara IpH IHoOjacToMuTe € 64
TOJIMHM, a TIPH aHAIIACTUYHUTE TNIMOMU — 45 roauHu. 3a00/151€MOCTTa TP MBKETE YMEPEHO
MpEeBUIIaBa Ta3W MNPU KEHCKHS ToJ. JleueHHeTro € KOMIUIEKCHO, BOJEIIa € pojsiTa Ha
ONEPATUBHOTO U JIbUYEIICUCHHE.

Xumuorepanus ce mnpwiara npu riauomu oT creneH Il (aHammacTuyHM acTpOUUMTOMHU U
OJIUTOICHIpOTIIMOMHM ) U cTerieH [V (rmuobnacromu) no CeeroBHa 3apaBHa opranuzaiust (WHO).
IIpu actpouuromu Il crenen, kouto ca IDH-HeratuBHM, JIMIICBAT JOKA3aTEICTBA 3a I0JI3a OT
agroBaHTHa xumuorepanus. Ilpm Huckocrenennu rimomu crened [l IDH-no3utuBHM
aCTPOLIMTOMU W OJIMTOACHIPOTIMOMH, KOUTO ca 1o aepuauuus 1p/19q- mo3utuBHH) HMa
JIOKA3aTeJICTBA 3a M0J13a OT XUMHUOTEpaIus.

1.1. AnmoBaHTHA XUMHOTepanusi

Cpuerano xumuoiapuenedenue ¢ Temozolomide — 75 mg/m2 P.O. 6 ceamuru. Criei moYnuBKa OT
4 ceaMMIIM JICYCHHETO MPO- abJkaBa ¢ Temozolomide — 150 mg/m2 nueBno P.O., auu 1- 5, 3a
I'BPBH KYpC, a mocaeaBamuTe ot 2-pu 10 12-u kypc — 200 mg/m2 npe3 28 qHu, T.e. MPOBEKAAT
ce o6mio 12 kypca. ToBa e cTanAapT B JICUSHUETO Ha MAIIMEHTH C riarodiacToM 10 70 r. BB3pacT,
KakTo ¥ Te3u Hax 70 T., KOUTO HAMAT MPOTHBOITOKA3aHUS.

Temozolomide crnen camocrositenso npuencuenue —150-200 mg/m2 aueno P.O., mum 1-5,
npe3 28 auu (6 Kypca).

PCV (6 kypca npeau Wi cjieq JibuesiedeHue) (mpu Tymopu ¢ 1p/19q- koxenenust)

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

AnannacrtudeH acrpountom u  Ouuroactpouurom: Crex oONepaTHBHO OTCTpaHSIBaHE,
CTaHJAPTHT € ChUeTaHa Jibue-xumuorepanus 10 60 Gy, mocinenBaHo OT alFOBAHTHA XUMUOTEPATTHS
¢ Temozolamide.

Oumroaenapor.auom (crened III mo C30) - [IpenopbuBa ce u kombunanusra PVC:



1.2. XumuoTepanusi Npu peuinB

Temozolomide — 150-200 mg/m2 aueBno P.O., nuu 1-5, no nporpecus. Ilpu peruaus Ha
OoJecTTa U HEMpPOBEXK1aHa IIpeu ToBa Tepamnus ¢ Temozolomide, camo cies peomneparusi.

PCV (Bux T. 13).

Lomustine — 100 mg/m2 P.O., aen 1, npe3 42-60 amu.

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

IToBTOpenue npe3 14 nuu.



2. METACTATUYHU MO3BbYHHU TYMOPH

[Ipr BB3MOXKHOCT C€ TPOBEXKJAa OMNEPATUBHO OTCTPAHSBAHE HA TyMOpa, IOCIEABAHO OT
JTbUeNieYCHNUE.

XuMuoTepanusi ce 00CHKIa MPU HEPE3EKTAOMIHU MHOXECTBCHH METACTa3u OT KapIHHOM Ha
rbpJia, 0571 IP0o0, METaHOM U JIp. 3aIBIDKUTEIIHO YCIIOBUE € J0OPO 001110 CheTosiHUE (TTbpdhopMaHC
cratyc, PS).

CucremMHa Tepalus cnopea BHJAa Ha OBPBUYHHS TYMOD.

JIOTBbJIHUTETHYU OMIIKMH (HE € CTaHAapT):

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

Carmustine — 80 (200) mg/m2 I.V., quu 1-3 (gen 1), npe3 42-60 nuu.
Temozolomide — 150-200 mg/m2 auesHo P.O., nau 1-5



3. KAPHUHOMM HA I''TABA U LIUA

I110CKOKIETHUHUSAT KapouHOM Ha TIJlaBaTa W MMUATa € XCTCPOICHHO 33.60J151B3.He,
XapaKTepu3npamo C€¢ C KOMIUICKCHH KIMHUYHHU W IATOJOTHMYHU IIPOABH. HpeI[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 paznuunu
PErMOHU Ha CBETA.

JledeHneTo Ha 3JI0KaUYE€CTBECHHUTE TYMOpPHU Ha TIJjiaBaTa U MudATa € KOMIIJICKCHO — OIICPAaTHBHO,
JIBYCIICYCHUC, HUTOCTATUYHA U TAPT'CTHA TCpaAIlus.

3.1. Ha3zodapuHreajqHu KapUUHOMHU

3.1.1.HeoaroBaHTHA XUMHAOTEPALINAS

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

Cisplatin + Fluorouracil:

Cisplatin — 50 mg/m2 L.V., nen 1

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

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

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

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

Cisplatin + Fluorouracil + Docetaxel (rmpu mIocKOKIEThYEH KapIHHOM)

Cisplatin — 75-100 mg/m2 1.V., nen 1

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

[ToBTOpenue nmpe3 28 mHu.

Cisplatin + Fluorouracil

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

Paclitaxel + Cisplatin + Fluorouracil




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

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

HEIMOHOCHMOCT KbM Docetaxel 1 jkeaHue 3a BKIOUBAHE HA TAKCAHH.

3.1.2. Ar0oBaHTHA XUMHOTEPAIIUS

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

mpuenedenue npu 6omuu B cranuit 11

Cisplatin + Fluorouracil

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

Paclitaxel + Cisplatin

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

Ifosfamide/Mesna + Paclitaxel + Cisplatin

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

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

Cisplatin — 60 mg/m2 L.V., nen 1

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

[ToBTOpenue npe3 21-28 nuu.

3.1.3. PeumauBupania wiv MeTacTtaTuuHa 00JiecT

XuMuoTepanusi ce mpoBexaa npu 0oyHu ¢ A006po obmo cwcrosuue (PS), kato Bomeuwm ca

IUIaTUHa-0a3upanu pexuMu. [lpyru akTuBHU JekapcTBa ca: paclitaxel, docetaxel, ifosfamide,

epirubicin, metothrexate, bleomycin, KOUTO ce MpuIaraT cCaMOCTOSITEITHO WU B KOMOWHAITHS.

3.2. TLIIOCKOKJIeTHhYHU KAPIMHOMH HA IJIaBa M IIUS

JleueHuero ce IMMpOoBCKAAa OT MYITHAUCHUIUIMHAPCH CKHUII. ITaunueHTHT Tp}I6Ba Ja 6’52[6 C
KOpUT'MpaH HYTPUTUBCH CTAaTyC, IIOAABPIKAH 110 BPEMC Ha LAJIOTO JICHCHUC. HpC,Z[I/I JICYCHHUE CC
HU3BbpPIIBA JCHTAJIHA peXﬁ6I/IJII/ITaI_[I/ISI. HpI/I 0p0(1)apI/IH1"eaJ'IHI/I KapOUuHOMH € MPCTIOPDHUUTCIIHO

uscnensane Ha pl6/HPV-craryc.



3.2.1.HeamroBauTHa XMMHOTEPAIIHUS

[Tpunara ce mpu JOKaJHO aBaHCUPAJ KapLUHUHOM Ha JIAPUHKC, XUIMO(APHUHKC U OPO(POPHUHKC ¢
[eJl OpraHoChXpaHsBaIla onepanus. MeToabpT HE € CTaHzapT U TpsAOBa Ja ce choOpaszu ¢
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. 2-yacoBa undy3us, qau 1-5
[ToBTOpeHwue npe3 28 mHu.

Cisplatin + Fluorouracil

Cisplatin — 100 mg/m2 L.V., nen 1
Fluorouracil — 1000 mg/m2 , npoxbiukutenHa UHQY3Hs,
nuau 1-4; [ToBropenwue npe3 28 nHH.

Paclitaxel + Cisplatin + Fluorouracil

Paclitaxel — 135-175 mg/m2 L.V., nen 1

Cisplatin — 75-100 mg/m2 1.V, nen 1

Fluorouracil — 500-750 mg/m2 1.V. 2-yacoBa undyswus, nau 1-5
[ToBTOpenue mpe3 21-28 nuu.

3.2.2. AroBaHTHA XUMHOTEDAIIUS

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

3.2.3. CpueTaHo XUMHOIBYEIICUEHHUE

[Tpunara ce karo Ae)UHUTHBHO WU CIIEJONICPATUBHO JICYCHUE TIPU JIOKAITHO aBaHCUPAT
kapiHOM (T3-4 NO-1 wnu T Besiko N2-3) u 1o6po 06110 cberosiaue (PS).

Cisplatin — 75-100 mg/m2 1.V., nau 1, 22 u 43 (110-100bp JTOKOPETHOHAICH KOHTPOJI CIIPSIMO
CEIMHYHO TPHIIOKEHUE).

Cisplatin — 30-40 mg/m2 L.V., nen 1, npe3 7 auu, 5-7 cenmunu (kymynatuHa 103a — 200
mg/m2).

Cetuximab — 400 mg/m2 1.V., exHa ceiMuIIa Ipeiu CTapTa Ha IbYEIICUSHHETO, TOCIEBAHO OT
250 mg/m2 LV. cenmmuuno (6-7 ceamuiu). Merton Ha wu3bop mpu HPV-nosutuBHH
IUIOCKOKJIETHYHH OpO(GapUHT€THU TYMOPH.




Cisplatin + Fluorouracil

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

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

Cisplatin + Fluorouracil

Cisplatin — 100 mg/m2 L.V., nen 1
Fluorouracil —500-1000 mg/m2 1.V.,
auu 1-5 (3a mo3a 500 mg/m2)

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

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

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

Epirubicin + Bleomycin + Cyclophosphamide (ripu mumdoenurennom)

Epirubicin — 50 mg/m2 1.V., nen 1

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

Cetuximab + Cisplatin + Fluorouracil

Cisplatin — 100 mg/m2 I.V., nen 1

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

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

[Mognbpxama Tepanus cien npuiioxeHa XT

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

Cisplatin + Docetaxel

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

Cisplatin + Gemcitabine

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




Fluorouracil + Vincristine

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

Docetaxel

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

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

Pembrolizumab xato monotepamust — 200 mg 1.V. na Bceku 3 ceamunu wiau 400 mg L.V. Ha
BCEKU 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
[Ipoab/okaBa 0 TPOrPECHs WM HEMPUEMIMBA TOKCHYHOCT.  [IpH KIMHHYHO CTaOWITHH
MAlMEHTH  C [TbPBOHAYAJIHU JAHHH 3a MPOrPEecHsl Ha 3a00JSIBAHETO € MPEHOPBYUTEITHO
JIEYCHUETO J1a MIPOIBIIKH, TOKATO MPOrpecHsTa Ha 3a00JsIBAHETO HE CE TIOTBBP/IH.

Pembrolizumab — 200 mg 1.V. Ha Bceku 3 cenmunu wim 400 mg LV. Ha Bceku 6 ceaMUI
NpUJIOKEHa KaTo MHTpaBeHO3Ha MH(DY3us B mpoabnkeHne Ha 30 MUHYTH B KOMOWHAIMS ¢
iatuHa U S-guyopoypauun (5-FU), 3a jedeHne Ha MeTacTaTW4yeH WIM HeorepaOuieH
peLuAMBHpall] CKBaMO3HOKIJIEThYEH KapiuuHoM Ha rnaBata v musta (HNSCC) npu Bb3pacTH,
quuTO TyMopu excipecupaTr PD-L1 ¢ CPS > 1

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

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

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

5-FU 1000 mg/m2/d 3a 4 mocienoBateanu IHH., 1eH 1

(MakcumMyM 6 1MKBIa ¢ miatuHa 1 5-FU)

[TpoabkaBa 10 MpOrpecus UM HEMPUEMITUBA TOKCUYHOCT. [Tpy KIMMHUYHO CTaOMIIHU MalMeHTH]
C IbPBOHAYAIHU JaHHU 3a Mporpecus Ha 3a00JsSBAaHETO € MPENOPBUYUTENTHO JICYCHHETO M3
MPOIBIDKH, TOKATO MPOrpecHsTa Ha 3a00JIBaHETO HE Ce MOTBBP/IU.

3.2.5. Bropa 1uHus cCUCTEMHA TEpAIUs

Nivolumab — 240 mg V., npe3 14 nau (3a neueHne Ha peKypeHTEH WIIM METacTaTU4YeH
CKBAMO3HOKJIETHhUEH KapIIMHOM Ha IJIaBaTa M LIUATa IPU Bb3PACTHU C MIPOrpecusi o Bpeme
Ha WIN CJIe]] TUIaTUHA-ChbpKallla TEpaIus).

Pembrolizumab xato monoTtepanust —200 mg [.V. Ha Bcexu 3 cenmunu win 400 mg 1. V. Ha BcekH
6 ceMUIM NMPHIIO’KEHA KaTO MHTPaBeHO3Ha HH(Y3Hs B POabbkeHUe Ha 30 MUHYTH 3a JIEYeHUE
Ha pPELUIUBUpAIl WM METacCTaTUYeH CKBAMO3HOKJIETHYEH KapLMHOM Ha rjaBaTa M IIUATA
(HNSCC) npu BB3pacTaH, unuto TyMopu ekcrpecupar PD-L1 ¢ > 50% TPS u mporpecupal




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

[TpoabikaBa 0 MPOTPECHS WU HEMPUEMINBA TOKCUYHOCT. [Ipy KITMHUYHO CTaOWITHY MAI[UEHTH
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 muTOBUAHATA *kJ1e3a npencranisiBa 91% oT BCHUKM €HAOKPUHHH TYMOPH U
1% oT BCMYKM OHKOJIOTHYHU 3a00JIBaHue TpU Bh3pacTHHU. Cpellia ce mo-4ecTo MpH KEHUTE U
OTHOUICHUETO XKeHH:MBKe ¢ 4:1. Haii-uecto cpemian e nanuiaapHusiT kapuuHom (60%-75%). C
[0-MaJIKa 4ecToTa ca (PONMKYIapHUAT, MEAYJIAPHUAT U aHAIUIACTHYCH KapuuHOM. JleyeHnero
€ KOMIUIEKCHO — OTIepaTUBHA HHTEPBEHIIHS, PaAUNOHOATEpAINs, TAPO3UHKIMHA3HA HHXHUOUTOPH,
XHUMUOTEpAIHs.

IIpuuenHo neyenue:

3a pe3UCTEHTHU Ha JICYCHHE C PAJUONOJl C€ CUMTAT CICIHHUTE MALUEHTH C JuQepeHIHnpan
nanwiape, QomaukynapeHn wian Hurthle-kierbuen kapiuHOM, JIOKagHO aBaHCUpal WIH
MeTacTaTU4YeH

[Tannentu, He Moka3anu akTUBHOCT Ha 1311 BkItOUBaHEe MpH IMATHOCTUYHO CKAHUPAHE WIIU
nporpecupanu 10 14 mecerna cien Tepanus ¢ paguo-ion (RAI).

[MTaruenTy, nomyuynnu obuia qo3a npu RAI>600 mCi u u3siBiIM HOBA JIe3Us e/l MocleaHaTa
no3a 1311 npeau 14 mecen ot npuema M.

[Tauentu ¢ noOpo BkimouBaHe Ha 1311 mpu OUArHOCTHYEH CKEH, KOUTO C€a IOJIYYHIIH
tepaneBTuyHa g03a RAI Hag 100 mCi, Ho nmporpecupar npeau 14-s mecerr.

ITpu, pedpakrepeH Ha paJuOaKTHBEH HOJ, C€ U3MOI3BAT CIEAHUTE U300PH:

Sorafenib — 2 x 400 mg P.O. nHeBHO, 10 MPOrpecHs Wik HEIPUEMIINBA TOKCHYHOCT.

HpI/I H€p€3€KTa6I/IJ'IeH JIOKAJIHO aBaHCHUpall WJIW METACTAaTUUCH MCAYJIApCH KapIHUHOM CC
H3M10J13BaT CIICAHUTC I/1360pI/IZ

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

** Pralsetinib kaTo MOHOTEpanus € MOKa3aH 3a JEUEHUETO Ha Bb3PaCTHU MAI[UEHTH
® ¢ JIOKaJHO aBaHcUpal uiu Meractazupain RET myTupan MemynapeH KapiimHOM, KOUTO C¢
HY)KIAasAT OT CHCTEMHAa TEpanus Clel NPEIUIeCTBAL0 JIEYEHHE C THUPO3UH KHHA3HU
uHXubuTopu u Henoiydasaau RET uaxuburop.
® C JIOKAJTHO aBaHCHpaJ WJIM MeTacTa3upal pak Ha muToBHaHarta xie3a, RET ¢y3us
MOJIO’KUTEJIEH, KOUTO CE€ HY)KJIasAT OT CUCTEMHA Tepamnusi ciie] MpeliecTBania ¢ THPO3UH

KHHa3eH nHXxuOuTOop n HenonyyaBaiu RET nuaxuburop.

CJ'ICI[ INpeICHKa MOKC Oa CC HalpaBh OIMUT 3a HNUTOTOKCHUYHO JICUCHUC C KOM6I/IHaI_[I/II/I,
ceabpxanty Paclitaxel, Cisplatin, Epirubicin, Doxorubicin



Doxorubicin monoTepanus

Doxorubicin 75 mg/m2 i.v. gen lmpe3 3 ceamuiid, MaKCUMyM 3 IIUKbBJIa WA
Doxorubicin 15 mg/m2 cexmuuno Jlo 8-16 nukbia

Doxorubicin / Cisplatin

Doxorubicin 60 mg/m2 i.v. neu 1 Cisplatin 40 mg/m2 i.v. nen 1

Ha Bceku 3-4 cenMuIiu, 10 TOKCHYHOCT WM TIPOTPECHs

Paclitaxel monorepanus

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

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

Ha Bcexu 3 CCAMUIN 10 TOKCHYHOCT HJIK IIPOTIpeECUsd




5. KAPHIMHOM HA I'bPJA

CHUCTEeMHOTO JICKapCTBEHO JICUeHNE BKIIIOYBA XUMUOTEPAITUS U/WIH €HIOKPUHHA Tepamus Ipu
00HM ¢ XOpMOH-penenTop-no3utuBHU TymMopu (ER+ n/umm PgR+) u mpunenHo (TapretHo)
JieYeHHe NpU MHAMLUPAHU OOJHM C yTOYHEHH Oumomapkepu. JIeKapCTBEHOTO JieUEHHE ce
Ipujara KaTo aJl0BaHTHO IIPH PaJMKaIHO ONepUpaHu OOJHH C paHEH KapLUMHOM. A/IFOBaHTHA
Tepamusi ce MpOBekAa cropen Kpurepuure Ha mnocinenuus St. Gallen koncencyc.
HeoanroBaHnTHa XMMHOTEPAIN C€ TIPUJIAra:

e [Ipeiyd ONEPAaTUBHO JICUEHHUE HA TYMOpPU C LIeJ HaMallABaHE HAa pa3MepUTe UM U
Ch3/IaBaHE HA YCJIOBHS 32 OPraHOChXpaHsBallla- ONEPALIHS;

e [pu JOKaJTHO aBaHcupanu Tymopu (ctaamii IIIA) ¢ menm cBOeBpeMEHHO JICUCHHE Ha
MUKPOMETACTa3u M Ch3JaBaHE HAa TEXHUYECKU YCIIOBUS 3a MO-JIECHO ONEPATHBHO
JICUEHHUE;

e mpu HeomepaOWIHU JOKAIHO aBaHcupanu Ttymopu (cramuu IIIB, C), Bki. mnpm
nH(pIAMATOPEH KaplMHOM, C 1Ie71 HaMallIBaHe Ha pa3MEpHUTE U Ch3/laBaHE Ha yCIIOBHS
3a paJuKaiHa onepanus uin 1euHUTUBHO JibuenedeHrne. CUCTEMHOTO JIEKapCTBEHO
JICYCHUE € TJIaBEH TEPAICBTHYCH METO/I IIPY METacTaTHYHA 00JISCT, BOIM JI0 KIMHUIHH
pemucuu B 60-75%, 3HAUUTETHO HaMajsiBa CUMIITOMHUTE, CBbP3aHU C OoJecTTa, U
moAo0psiBa KaueCTBOTO Ha JKUBOT.

® [IpU TYMOPH ChC CPEJICH U BUCOK PUCK;

e [lpu ,, TpoitHO-HEraTUBEH™ paK Ha I'bpa MOXke Ja 0bJe 00CHKICHO MPUTIOKEHUETO Ha
KapOOIUIATHH C TAaKCaHH.

5.1. HeoaaoBaHTHA CHCTeMHA Tepanus

3amouBa 3aIbIDKUTEIHO ciiel] MOp(ONOTHYHO BepuUIMpaHe HAa TyMOpa, M3CIeIBaHE Ha
penenitoper craryc (ER, PgR u HER2)u menHO ximmaMYHO ctagupane. M3nonssar ce pexxumu
KaTo MpH aJF0BAHTHA XUMHUOTEPATIHSL.

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 NpOTHBOTIOKA3aHNUS HITH PE3UCTCHTHOCT KbM aHTPAIMKJIMHU — MOHOTEPAITHUS C TAKCAHH
(4-6 kypca).

EC-T

Epirubicin — 75 mg/m2 L.V., nen 1

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

[ToBTOpenue npe3 21 nHuU; MpoBekAAT ce 4 Kypca, OCIeIBaHH OT
Docetaxel — 75 mg/m2 1.V., nen 1, npe3 21 auu, 4 Kypca, win
Paclitaxel — 80 mg/m2 L.V., ceqmuuno, 12 ceaMuiy.

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




Paclitaxel — 175 mg/m2 I.V., nen 1
[ToBTopenue npe3 21 nuu, 4 Kypca;

Epirubicine — 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 HeraTUBeH KapIHHOM)

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

[ToBTOpenwue npe3 21 muu.

[Ipy XOpPMOH-pElENTOP-NIO3UTUBHU TYMOPU C TPOTHUBOIOKA3aHUS 32 XUMHOTEpAIusl ce
npoBexa Tepanus ¢ Tamoxifen wim apomara3znu uaxuoutropu — 4-6 mMecerna.

[Tpu HER2-no3uTnBHE TyMOpH:

Trastuzumab (moGaBen kbM mpoBexaaHata xumuorepamus) — 8 mg/kg 1.V. marosapsaiia
no3a, mocieasana ot 6 mg/ kg V. ipe3 21 nuu, wim ¢pukcupana no3a ot 600 mg S.C. mpe3
21 nHu; KOMOMHALIMATA HE CE TIpUJIara ¢ aHTPAI[MKINHU, OCBEH B KIMHUYHU U3ITUTBAHUS;
KomOunamus:

Pertuzumab + Trastuzumab + Docetaxel

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

Trastuzumab — 8 mg/kg naroBapsaiia f103a, mocieasana ot 6 mg/kg, nen 1 wiu pukcupana
no3a ot 600 mg S.C. npe3 21 nHu

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

[ToBTOpenwue mpe3 21 mau

dukcupana komOuHaIws Ha Pertuzumab+Trastuzumab 3a moakoxHO TpHITOKEHHE C
Docetaxel

Pertuzumab 1200 mg/Trastuzumab 600 mg S.C. xato HaroBapBaina J03a, IOCJIEIBaHA
OT moaabprkKaa go3a Pertuzumab 600 mg/Trastuzumab 600 mg S.C., npe3 21 quu.
Docetaxel — 75 mg/m?, karo BrocnencTeue ce mopumaa g0 100 mg/m?.

Axo ce mpuiiara cxema Ha JIeYeHHE Ha OCHOBaTa Ha KapOorutatuH, Docetaxel ce mpunara B
no03a

75 mg/m? npe3 nenus mepros Oe3 yBeNUUeHHe.

[Ipn manmeHTH, MOJyYaBalld cXeMa Ha JICYCHWEe Ha OCHOBAaTa Ha aHTPAIUKIIMHH,
¢buxcupana

koMmOuHamwms Ha Trastuzumab+Pertuzumab TpsiOBa na ce mpuiara ciie 3aBbpIIBaHe HA
IsJaTa CXeMa Ha JISYCHHE C aHTPAIlUKIIUH.

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

Pembrolizumab 200 mg IV nua Bceku 3 cemmuru win 400 mg IV Ha Bceku 6 ceamuiid, B
KOMOUWHAIMS C XUMHOTEpanusi Karo HEOAIOBAHTHO JICYCHUE U CIIE TOBa MPOIBIDKCH KAaTo
MOHOTEparnus, KaTo aJl0BaHTHO JICYEHHE CIIE/ OIEpaIlHs, 3a JICUEHNUE Ha Bb3PACTHU C JIOKATHO



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

[Ipu HEOaIOBAaHTHO U aIFOBAaHTHO JICUCHHE HA TPOMHOHETaTHBEH KapuuHoM Ha repaaTta (TNBC)
Ha MAIMeHTUTE TPSAOBA J1a ce MPHUIIOKHU HEOaI0BaHTHO JiedeHue ¢ Pembrolizumab B komOunarus
¢ xumuotepanus 3a 8 go3m ot 200 mg Ha Bceku 3 cenmun wid 4 no3um ot 400 mg Ha
BCEKH 6 CEIMUITU WJIH JIO ITPOrpecHs Ha 3a00ISIBAHETO, KOSATO U3KIIF0UBA IE(DUHUTUBHA OTICPAITUS
WIH HETpHEeMJIMBa TOKCHYHOCT, MOCJIEIBAHO OT aJF0OBaHTHO JieueHue ¢ Pembrolizumab kato
MoHoTepanus 3a 9 no3u ot 200 mg Ha Bceku 3 cemqmuiu unu 5 go3u ot 400 Mg Ha Bceku
6 ceqMUIM WK 10 PEUIUB Ha 3a00JITBAHETO WM HEMPUEMITUBA TOKCHYHOCT. [larenture, nmpu
KOUTO ce HaOIIoJaBa MpOrpecHs Ha 3a00JSBaHETO, KOATO M3KIIOUBA JE()UHUTUBHA OMEpaIus
WIA HENPHEeMJIMBA TOKCHYHOCT, CBBP3aHH C HEOQJIOBAHTHO 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 CTALlMOHUPAHE HA IbPBUYHUS TYMOp CE€ IPEMHUHABAa KbM OINEPATUBHO JICUCHUE
CJle]l HEOaI0BaHTHA XUMUoTepanus 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
CyNpakJIaBUKyJapHu 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
PEIMINB U CMBPT NPH MPUEMIIMBO HMBO HA HEXEJAaHW JICKAPCTBEHU peakuuu. M300pbT Ha
METO/1 332 CUCTEMHO JIEKapCTBEHO JieUueHHe (XUMHOTEepausl U/WIN €HJOKpUHHA Tepanus, W/uin
IPULIEJTHO JIEYeHHE) C€ OCHOBaBa Ha HAJIMYME HA PEAMIla MPOTHOCTHYHH (DAaKTOPH: roJeMUHA
Ha I'bPBUYEH TYMOD, aHTKUPAaHE HA aKCUJIApHU JUM(HU BB3IIM, XMUCTOJOTHYEH BUJI, CTETIEH
Ha nudepenimanus (G), craryc Ha ectporenHu (ER), mporecreponosu (PgR) m HER2-
peuenTopH, npoaudeparuser Ki-67-unnexc (moxa umu Hax 15-20%), Bb3pact, 001110 CCTOSHUE
(PS) u nmpuapyxapaum Gonectu (Tabdn. 1). Tymopu, kouto He excrnpecupar ER/PgR, ce
npreMar 3a eHJOKPUHHO HETYBCTBHTEIHHU; TIPH TSAX CPEACTBO HA N300p € caMO XMMHUOTEPaITHsI.
Karo nombiiHeHHE KbM XMMMO- U €HJOKPUHHA Tepanus Ipu cBpbxekcnpecus Ha HER2 ce
no0aBg aIIOBAHTHO JieueHne ¢ Trastusumab.

Criopen pucka 3a mporpecusi Ha 0oJiecTTa MaUeHTUuTe ¢ onepabusIeH KapLUHOM ce pa3iensT
Ha Tpu Kareropuu (Tabm. 1).

Crnopen OMONOTMYHHUTE TOJATUIIOBE HAa KapluUHOMa (JyMHHaneH A, nymuHaneH B,
HeTyMUHaJIeH, 0a3ajouJeH U Jp.) CUCTEeMHATa aJIOBaHTHA Tepamusi ce AeduHUpa B IIEeCT
kareropuw (Taom. 2).



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

Hucbk puck

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

Jlunca Ha pasnpocTpaHeHa NEPUTYMOPHA ChA0BAa UHBA3US (TYMOPHHU

eM00IIN)
JIunca Ha cBpbxekcnpecust Ha HER2

Hanmnune na ER w/unm PgR excripecus
Bwn3pact > 35 rogunu

CpeneH puck

HeratuBau 1MMQHU BB3IIM U IIOHE €MH OT CJEIHUTE IPU3HALM:
Tymop > 2 cm
G2-3
Hanuune Ha pa3snpocTpaHeHa NepuTyMOpHa ChJ10Ba HHBA3Hs (TYMOPHHU
eMO0JIH )
Hannune na cBpbxekcrpecust Ha HER?2
Jlunca na ER w/unu PgR excnpecus
Bp3pact < 35 ronunu

Bucok puck

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

Tabmuua 2. bruonornyau noATHIIOBE: NeDUHULINS U TEPATIHSL.

IMoaTunose Kaunukonatonoruyna | Tepanus Benexkn 3a
aepuHIIMSA TepanusaTa
Jlymunanen A ER+ wmmu  PgR+, | Camo ennoxpunna | Hakon M3HUCKBAT
HER2-ne- TaTUBEH, | TEpaus MUTOCTATUIIU
Hucwk Ki-67 (<15-20%) (BHCOK HOJIaJIeH
craryc wWid  Jp.
KPUTEPUH 33 PUCK)
Jlymunanen B | ER+ w/umm  PgR+, | EHnokpunHa + | BxirouBane u BUJ
(HER2-neraruBeH) HER2 wHera- TuBeH, | IUTOCTATHYHA Ha LUTOCTaTUIN
Brcok Ki-67 Tepanus CIIOpE]l HUBO Ha
XOpMOHAaTHA
EKCITPECHSI M PHCK
Jlymunanen B| ER+ wwmm  PgR+, | Hutoctarnuna + | JlunicBar JlaHHH,
(HER2-mo3utnBeH) BesakakbB Ki-67, HER2- | antn- HER2  + | mogkpensmm  oTKa3
MTO3UTHBEH €HJIOKPUHHA OT IIUTOCTATHUIA
Tepanus
HER2 no3utuBeH | HER2-no3uTHBeH, Huroctatnuna  + | [Ipy MHOro HHCBHK
(HeTyMHUHAJIEH) munca Ha ER u PgR aHTH- HER2 | puck  (pTla m
Tepanus HETaTUBEH HOJAJICH
CTaTyC) MOXE J1a ce
npociensBa  6e3
CHCTEMHA Teparus
bazanounen, tpoitno | Jlumnca Ha ER u PgR, [uTocTaTnyna
HEraTUBEH HER2-nerarusen Tepanus

(TyKTasneH)




Cnenuaigu Ennoxpunna Menynapuust
XUCTOJIOTUYIHHU Tepanus Ma/ICHOUTHO-
MOJITUIIOBE [MuTtocTatnyna KUCTUYHUST

A. Tepanus KapuuHoMmorar 6e3
XOpMOHOUYBCTBUTE- UTOCTATUIM, aKO
neH (kpubpudopmen, ca C HeraTuBeH
TyOynapeH u HOJIaJIeH CTaTycC
MYLIMHO3€EH)

b.

XOpPMOHOHEUYBCTBU-

TeleH  (aImoOKpHUHEH,

MeyJIapeH,

aJICHOUA-KUCTUYEH U

MeTaIJIaCTUYCH )

5.2.1. EH0oKpHHHEA aIIOBAHTHA TEPAIINs

Tymopu ¢ > 1% exkcnpecus Ha ER ninn PgR m TakumBa ¢ HecurypeH XOpMOHal€H cTaTyc ce
IpUeMaT 3a €HJOKPMHHO YYBCTBUTEIIHUM U MOAJEKAT HAa EHAOKPUHHA Tepamnus B oOema Ha
KOMIUIEKCHO JICUEHHUE.

HpI/I MNPEMCHOIIAay3aJIHU MMAMUCHTHU CTAHAAPTHOTO NECTrOAUIIHO JICUCHUC BKIIFOYBA:

Tamoxifen — 20 mg aueBHo P.O. (camocrostenHo wiu B komOuHamus ¢ LHRH-aronucr).
[Tpu BUCOK prck 3a perauB Tamoxifen ce npuiara gecet roxuHu

Exemestane — 25 mg P.O. aueBHo, komOunupasn ¢ LHRH-aronwuct (mpu Bucok puck 3a
peLMIuB).

I[Tpu nykranex kapipaoM in Situ (DCIS) ce Ha3Ha4YaBa 3abDKUTEITHO METTO/IHIIICH
Tamoxifen u ce komOunupa ¢ rpueneueHue — 42.5-50.4 Gy.

I[Tpu DCIS y noctmenonay3anuu ce npeamnounta Anastrozole —1 mg P.O. aueBHO.

Osapuannata abnauus ce noctura upe3 LHRH-aronuct wimm xupypruuso. LHRH-aronuctsT
TpsiOBa Ja ce mpuiiara ot 2 A0 5 TOAMHU, BBIPEKU Y€ ONTHUMAIHATA MYy MPOIBIKUTETHOCT HE €
KaTeropu4yHo yrouHeHa. [Ipum mpeMeHomay3aqHu NAlUEHTH HE ce Mpuiara KOMOMHHpaHE Ha
LHRH-aronuct 1 apomara3eH MHXUOUTOp, KaKTO M CAMOCTOATEJIEH apoMaTa3eH MHXUOMTOD.
Tamoxifen He TpsiOBa na ce mpuiara €IHOBPEMEHHO C XHMHUOTEpamus, JIOKaTO Hai-100poTo
cpueranne Ha LHRH-aronucT (eqHoBpeMEHHO WJTH MOCTIEABAIIO XUMHOTEPAIis) € HEYTOUYHEHO.

[Ipu mocTMeHomNmay3anHH MalMeHTH 3a IbPBHU U300p ce MpeanounTa apoMaTa3eH HHXUOUTOP B
MPOIBKEHUE HA TET TOAWHM. 3a TAIlUeHTH, JIeKyBaHH 2-3 roaunu ¢ Tamoxifen 20 mr/mH 11.0.

ce MpernopbuBa, MpeBKItouBaHe KbM Exemestane 25 mr/ ma — 10 5 r. OcoOeHO ¢ MO3UTHUBEH
HoJlasleH craryc. OnTuManHara npoabkuTeaHocT 10 10 r Ha jgeuenuero ¢ Tamoxifen u npu
nocnenosarenHa tepanust AV- Tamoxifen unu Tamoxifen-AU

5.2.2. Tepanus ¢ budocdonaru

HaLII/ICHTI/I, JICKyBaAIllK €€ C apoMaTa3HUu I/IHXI/I6I/ITOpI/I, TpﬂGBa Ja moJiydyaBaT CYIUICMCHTAIUsA C



ButamuH D u kammwmii. [IpenoppuBa ce m3cneaBane 3a koctHa miIbTHOCT — DEXA (dual X-ray
abcopIroMeTpHsi) U MIPH OCTEONOPO3a ce MPENopPbhUBa CBOEBPEMEHHO JeueHue. budochonarure
npejrnas3Bar cKejeTa OT KOCTHA 3ary0a IpH MalMeHTH C ITPOTCHHA MPEXIeBPEMEHHA MEHOIIay3a
U IIpHU MIOCTMCHOIIAY3aJIHU IMAIIMCHTH Ha JICUCHUC C apOMaTa3HUu I/IHXI/I6I/ITOpI/I.

5.2.3. buosiornuga Tepanus Ipy KOCTHA 3aryoa

[TarueHnTH ¢ paHeH KaplUMHOM Ha T'bpJa, MPOBEKIAINM aTIOBAHTHA EHAOKPUHHA Tepamus, ce
CUMTAT 32 MOCTMEHOMAY3aJIH! U C TIOBHIIIEH PUCK OT KOCTHH (PPaKTypH, 0COOCHO TPETUPAHUTE C
apomata3nu uaxuouTopu. Clies] CEeNeKIHs U MPEIEHKA OT JICKYBAIUs METUITUHCKH OHKOJIOT TE31
Cllydad TOJJIeKAT Ha JieueHue 3a 3aryda Ha KocTHa maca ¢ Denosumab — 60 mg S.C. mpe3 6
Mecena, KakTo jKeHU ¢ MOCTMEHOMay3ajHa OCTeonopo3a 0e3 kapiuuHoM Ha repaa. OueHka Ha
KOCTHaTa IIbTHOCT ce mpoBexaa ¢ DEXA (dual X-ray aGcopumoMeTpus) mpeay 3arovyBaHe Ha
SHJIOKpUHHA Tepamus W ce MpociesBa B XoAa Ha JyedeHueto. [lpu m3bop Ha JedeHue c
Denosumab ce B3eMar mpeaABH/] KaKTO KOCTHATa MHHEPATIHA IUTBTHOCT (cTolHOCTH Ha T-SCOre),
Taka U PUCKOBUTE (aKTOpPH OT CTpaHa HA manueHra. [Ipu ompenensHe HA WHAWKALUUTE 3a
OMOJIOTMYHA Tepanus OT MEAMIMHCKK OHKOJIOT JICYSHHETO Ha MOJyIeXkalaTa OCTeoInopo3a ce
MPOBEX/IA OT €HIOKPUHOJIOT WIH PEBMATOJIOT.

5.2.4. AqroBaHTHA XUMHUOTEPATTHS

IIpu cpeneH puck ¢ HEraTUBEH HOJAJIEH CTATYC:

EC

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

FEC90

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 (6 Kypca).

Docetaxel + Cyclophosphamide

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

CMF

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

Metothrexate — 40 mg/m2 1.V., nen 1
Fluorouracil — 600 mg/m2 1.V, nen 1
[ToBTopenwne npe3 28 muu (6 Kypca).

Epirubicin, nocaensan ot CMF:




Epirubicin 100 mg/m2 i.v. D.1
[ToBTaps ce Ha 3 ceamuLy - 4 Kypca, MOCIeBaH OT:

Cyclophosphamid 750 mg/m2i.v. D.1
Methotrexate 50 mg/m2 i.v. D.1
5-FU 600 mg/m2 i.v. D.1

[ToBTaps ce Ha 3 cenmuIy - 4 Kypca

AC

Doxorubicin 60 mg/m2 i.v. D.1

Cyclophosphamide 600 mg/m2i.v. D.1

[ToBTaps ce Ha 3 cenmuuy - 4 Kypca

ITpu Bucok puck u cBpbxekcnpecus Ha HER2, HezaBucumo ot HojaneH craryc:

EC-T

Epirubicin — 90 mg/m2 L.V., nen 1
Cyclophosphamide — 600 mg/m2 1.V., nen 1
[MoBTopenue npe3 21 auu (3-4 Kypca), HOCIIEABAHH OT:

Paclitaxel — 175 mg/m2 1.V. npe3 3 cenmunu (3 wiu 4 xypca) win 80mg/m?2 ceamuuno (12
HOCJICIOBATEIIHH CEIMU- 1[H), UIH
Docetaxel —100 mg/m2 mipe3 21 auu (3 wiu 4 kypca).

TEC

Docetaxel — 75 mg/m2 1.V., nen 1
Epirubicin — 60 mg/m2 I.V., nen 1
Cyclophosphamide — 600 mg/m2 1.V., nen 1
[ToBTOpenwue npe3 21 auu (6 Kypca).

AC/EC, nocnenBan ot Paclitaxel - dose-dense tepanus (ieuenue cbe "crocrsiBane’ Ha
JTO3UTE):

Doxorubicin 60 mg/m2/
Farmorubicin 90 mg/m2i.v. D.1

Cyclophosphamide 600 mg/m2 i.v. D.1
[TosTtaps ce Ha 2 ceqmuiu ¢ G-CSF - 4 kypca; npu HEMOHOCUMOCT - Ha 3 CEIMHIIH,
cllest ToBa

Paclitaxel monotepamnust — 12 nady3un

Paclitaxel 80 - 100 mg/m2 i.v. cenmuuHO (eHOYACOBA UH(Y3HUS) C TOTOTOBKA

Dexamethasone: 12+12+8 mg i.m. / i.v.+ H1 Giokep + Anepro3an /AHTHAJICP3UH U.M.

[lpn mpoTHBOMOKa3aHWs 3a TpHJIaraHe Ha aAHTPAIMKIMHU ce TPOBEXKAAT 6
Kypca MmoHoTepanus ¢ Docetaxel — 100 mg/m2 npe3 21 quu.




[Tpu nanmenTu cbe cBpbxekcnpecus Ha HER2 ce mposexxa newenue ¢ Trastuzumab.

He ce mpunara mpu Tymopu mo-manku ot 0.5 cm M HeraTuBeH HOJAJIEH CTaTyc, C BUCOKO
MOJIOKUTETHH XOPMOHAIHU PElenTopu (BUCOK OTTOBOp), C (pakius Ha U3TIACKBaHE Ha JsBa
kamepa (LVEF) mox 50% u cbc 3Haumma chpaedHochaoBa kKomopOuaHocT. Ilpunarane Ha
Trastuzumab 3aeJHO ¢ eHIOKPUHHA aJII0OBAHTHA Teparus 0€3 XUMUOoTepanus He € MOJKPENeHO ¢
JIOKa3aTeJICTBa OT KJIIMHUYHU U3IUTBAHUSI.

Antn HER2- neuenuero 3amouBa 3aeJHO ¢ XUMHOTEPAIUs C TAKCAHU:

Momnotepanust ¢ Trastuzumab B HaToBapBama no3a 8 mg/kg, nmocinensana or 6 mg/kg umm
Trastuzumab — ¢ukcupana mo3a or 600 mg S.C., npe3 21 auu ce mpuiara 3a 12 mecerna ot
HAYyaJuoTo My ;

Kom6unarmst Docetaxel + Pertuzumab + Trastuzumab npu manueHTr ¢ BUCOK PUCK OT PELUIUB
(Bok TabII. 1)

Pertuzumab — 840 mg 1.V. matoBapsaria j03a, nocieasan ot 420 mg 1.V., nen 1 Trastuzumab —
8 mg/kg HaroBapBaiua j103a, nocieasana ot 6 mg/kg, nen 1 wnu Trastuzumab — pukcupana nosza
or 600 mg S.C., mpe3 21 muu; IloBTOpenue mpe3 21 nHH, exHa roauHa WM (UKCHpaHA
koMOuHarust Ha Pertuzumab+Trastuzumab 3a moakoxHO mpuiokenue - Pertuzumab 1200
mg/Trastuzumab 600 mg S.C. kaTo HaroBapBamia 103a, MOCIEABaHA OT MOJIbpIKAIla J103a
Pertuzumab600 mg/Trastuzumab 600 mg S.C., npe3 21 nHM B NpoABIDKEHHE Ha OO0IIO eaHa
roauHa (10 18 nuKbIa).

Carboplatin + Docetaxel + Trastuzumab

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

[Ipu HER2-mo3uTuBHH MNanueHTH € OCTAThUYHO WHBA3MBHO 3a00INIsBaHEe B ThpJAaTa W/HIU
TUM(HUTE BB3JIM CIIEJ HEOa[I0OBaHTHA Teparus Ha ocHoBara Ha Takcanu u HER2 — raprerna
tepanus: Trastuzumab emtansine (T-DM1) — 3.6 mg/kg npe3 21 quu 3a 06110 14 1iukbia

INOAABPXKXAIIIO AIFOBAHTHO JIEHEHUE

Neratinib** e noka3aH 3a IPOABIHKUTETHO aIFOBAHTHO JIEUEHUE HA Bb3PACTHH NAIlUEHTH C paHEH
CTaJuil Ha XOPMOH-PELENTOP-MIO3UTUBEH PAK Ha I'bpJlaTa ChC CBPBXEKCIPECHUs/aMIITU(PUKAIHS
Ha HER2, xouTo ca 3aBbpuInim aJroBaHTHA Tepalius C JEKapCTBEHU MPOAYKTH Ha Oa3ara Ha
trastuzumab npeu mo-Manko OT TOAUHA.

[IpenopbunTennara qo3a neratinib e 240 mg (mect Tabnerku ot 40 mg), mpueMaHH MEPOPATHO
BEJHBXK THEBHO, HEIIPEKbCHATO B MPOIBbJKEHUE Ha | rojuHa.

ITpu 60K O3 eeKT OT HeO0aJIOBAaHTHA XMMUOTEPAIIUs C aHTPALUKITMHU:

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

[Ipu GosHU ¢ TPOWHOHETaTUBEH KapIIMHOM JIUIICBA CTAH/IaPTEH PEKUM Ha a/FOBAaHTHO JIEYCHHE.
KaTo HsAMa yOeIUTEeIHU JaHHU OT 100aBsIHETO Ha MJIATUHOBU KOOPJUHAIIMOHHU KOMILIEKCH.

AIIOBAaHTHA Tepamusi Ha Bb3PACTHU MNANMEHTH C TOJOKUTEJIeH 32 XOPMOHAJeH
peuentop (HR), oTpumaresnen 3a yoBewmku enuaepmalieH pacre:xxen ¢akrop 2 (HER2),



PaHeH paKk Ha MJIEYHATA 3KJe3a, C AaHrAKMPaHe HA aKCHJIAPHU JUMGHHU Bb3JIH, ¢ BUCOK
PHCK OT peluJMB. BHCOKHAT PUCK OT pelUauB ce ONpeAess OT KIMHUYHU M MaTOJIOTHYHH
XapaKTePUCTHKH: WIN> 4 MOJOXKHUTEIHN akcuiapHu auMdHu Be3m (positive axillary lymph
nodes, pALN), unu 1-3 pALN u noHe euH OT cleIHUTE KPUTEPUH: pa3Mep Ha TyMmopa > 5 cm
WA XUCTOJIOTMYHA CTEIEH 3.

Abemaciclib tabl. 150 mg aBa IbTH JHEBHO IIEPOPATHO B KOMOMHALMS C €HIOKPHHHA TEPAIIHSI
710 2 TOJMHM OT HAYaJ0TO Ha JIEYEHHETO WIIM JIO TIPOrPECHsI UITH HETPUEMIIMBA TOKCHYHOCT.

AJIOBaHTHO JICYCHUE HA BB3PACTHH NanueHTH ¢ repMmuHatuBHd BRCA1/2 myTaruu, KOuTo uMaT
HER2- otpunarteneH, BHCOKOPHUCKOB paHEH pak Ha TIbpAara, JIGKyBaH Npeau TOBa C
HEO0aI0BaHTHA WJIM a/FOBAaHTHA XMMUOTEPATIHSL.

Olaparib** tabl. - 2 x 300 mg P.O. nHeBHO MOHOTEpamnusi WM B KOMOMHALIUS C €HIOKPUHHA
Tepamus, 3a Hepuoj A0 | TOoaMHA, M0 PeUHMIWB Ha 3a00JISBAHETO WIH 10 HEMPUEMIIMBA
TOKCHYHOCT.

[Ipu xeHu B mpe- wiM B NMEPUMEHOIIAy3a, EHAOKPUHHATA TEparus C apoMaTa3eH MHXUOUTOP
TpsiOBa Ja ce KOMOMHHpA C arOHWCT HA JIYTCHHH3UPALIUS XOPMOH-OCBOOOXKIABAIl XOPMOH
(LHRH - luteinising hormone- releasing hormone).

“TpoliHO HeratuBeH’ KapUMHOM Ha MJIeYHaTa J>KJe3a — aJIOBaHTHA HMYHOTEpamus ¢
Pembrolizumab — camo nipu nanueHTH MpoBeu HeO—aaf0BaHTHO JeucHue ¢ Pembrolizumab.

5.3. CucremHa Tepanusi NPy pelUAMBUPAIa HIH MeTACTATHYHA 0oJiecT

[Ipu xopMOH-penenTop NO3UTUBHU TYMOPH, JIMTICA HA BUCLIEPAIHA METACTa3H, HETIOCPEICTBEHO
3acTpallaBalli KUBOTa (BUCIEpAIHA KpU3a), MIPe- U MOCT-MEHOIAY3aJHU OOJHH, JICYCHUETO
3armoyBa C €HJOKPHHHA TEparus, CaMOCTOSTEIHA UM KOMOWHUpaHa ¢ TapreTeH areHT, OCBEeH
aKo He ce HalJroJaBa UM UMa CbMHEHHUE WK J0Ka3aHa eHJOKPUHHA PE3UCTEHTHOCT.

[Ipennountanara nepBa JuHus ET 3a nocrMeHonay3aqHM S>KEHM 3aBHCHM OT THIA H
NPOABJLKUTENHOCTTAa Ha aaroBaHTHata ET, a KakTo W OT BpPEMETO, M3MUHAJIO OT Kpas Ha
amroBantHata ET.

[Ipu nunca Ha eekT OT MOHE JABE JUHUM €HJOKPHUHHA Teparus WK Mpu Obp30 MPOrpecupario
3abossBaHe, JEYCHNETO POIbIDKABA C IUTOCTATHYHA Teparus. F1300pbT ce OCHOBaBa Ha OLIEHKA
Ha rpymna ot pakropu (Tabi. 3).

Ta6n1/1ua 3. cDa.I(TOpI/I 34 OCHKA Ha METACTAaTUYUCH KapIUHOM Ha I'bpJa.

®akTopu, CBbP3aHH C 0osiecTTa dakTopH, CBHP3aHM € NAllHEHTA
[Ipexusiemoct 0e3 mporpecust (I16I1) [IpeanounTanns Ha manKMeHTa
[IpeaumiHo nedyeHne U OTTOBOPH OT HETO buonornyna Be3pact

buonornunu daxropu (ER, PgR, HER2) MeHonay3aieH craTyc

Bpoii u mscTo HA MeTacTazu KomopoumaaocT u PS




Hyxna oT OBp3 KOHTPOJT ConpaTHOMKOHOMHYECKH 1 IICHXOJIOTHYHU
Ha 00JIeCTTa/CUMIITOMUTE dbaxropu

]_IOCTT;HHO JICYCHUEC B CTpaHaTa

5.3.1. 1IbpBa IMHKUSA €EHAOKPUHHA TEPAIUS

CDK 4-6 610kepu M eHIOKPHHHA Tepanus

CDK 4-6 6Ji0xkepu 1 apoMaTa3eH HHXUOUTOP

Ribociclib (600 mg P.O. nuesno, 21 auu, 7 aHu maysa) + apoMaTta3eH HHXHOUTOP mpe3 28 aHH
KaTo HayajdHa XOPMOHAJIHO OasupaHa Tepamus. [Ipu >KCHH B Ipe- WIH IEPUMCHOIAy3a,
XOpMOHaJIHaTa Tepanus TpsioBa ja ce komOunupa ¢ LHRH - aronucr.

Palbociclib (125 mg P.O. nueBHo, 21 quu, 7 mHu nay3a) + apomara3eH HHXUOUTOP 1ipe3 28 aHU
— npu 1ipe- (Ha ¢pona Ha LHRH-aronucT) u noctMeHonaysajiHu nauveHTy 0e3 mpejiiecTpania
CHCTEMHA Tepamus 3a aBaHcupana 0oyecT.

Abemaciclib (300 mg P.O. nueBHo, Ha 28 qHH) + apoMaTa3eH UHXHOHUTOp. mpe3 28 ITHU KaTo
HaYyaJHa XOPMOHAIHO Oa3upana teparnust. [Ipu sKkeHH B Ipe- UITH IIEpUMEHOIIay3a, XOPMOHATHATA
Tepanus TpsioBa a ce komOuHupa ¢ LHRH — aronucr

CDK4-6 6soxepu u Fulvestrant (npemoppuBa ce mpu paHeH pelUAUB B X0Ja Ha aJOBaHTHA
CHJIOKPUHHA TEPAIUs WK B IEpHoaa 10 12 Mec. cie/l MPUKIFYBAHETO )

Ribociclib (600 mg P.O. nueBno, 21 auu, 7 quu maysa) + Fulvestrant (500 mg [.M. nipe3 28 n#u)
KaTo HavaJlHa XOPMOHATHO Oa3zupaHa Ttepamus. [Ipw XeHM B mpe- WIM TepUMEHONay3a,
XOpMOHaJIHaTa Tepanus TpsioBa a ce komOuHupa ¢ LHRH - aronucr.

Palbociclib (125 mg P.O. nuesno, 21 auu, 7 nau naysa) + Fulvestrant (500 mg .M. mpe3 28
nHu) — npu npe- (Ha ¢ona Ha LHRH-aronuct) m noctMeHomay3ajHU MalMeHTH O€3
IpeliecTBalla CUICTEMHA TEpaInus 3a aBaHcupaa 0oJecT.

Abemaciclib (300 mg P.O. nmueBHo, Ha 28 muu) + Fulvestrant (500 mg .M. nipe3 28 nuu) kato
HavaHa XOpMOHAIIHO Oazupana tepamnus. [Ipu )keHu B rpe- Wiv IepruMeHoIIay3a, XOpMOHaIHATa
Tepanus TpsioBa a ce komOuHupa ¢ LHRH — aronucr

Apyru onumu:

Tamoxifen — 20 mg P.O. aHeBHO — mpW mpe- U MOCTMEHONAy3aJHH OOJHHU, HETPOBEXIAIH
ajfoBaHTHa XxopMoHoTepanus ¢ Tamoxifen; npu npuemanu Tamoxifen, ako peuuIUBHT € cien
npexuBsieMocT 6e3 OosiecT Haz 12 Mecena, JEUEHUETO MOXKe Ja MpoABbIKY ¢ Tamoxifen.

ApomMarazeH MHXMOUTOp (HECTEPOUAECH WM CTEPOUIEH) — MPHU MOCTMEHOMNAay3alHU OOJHU C
peruauB Ha OoJjiecTTa ciej aJlOBaHTHA €HJAOKPUMHHA Tepanus WM MPU NPOTHBOINOKA3aHUS 3a
Tamoxifen.

Fulvestrant — 500 mg .M. nipe3 28 nHM — IpW MOCTMEHOIAY3aIH! 0OIHHM 0€3 Mpe/ecTBaia



SHJIOKpUHHA TEpanusl WIK C PeUUAUB Ha OOJecTTa Ciiel aJIOBaHTHA CHIOKPHUHHA TEparus C
AQHTUECTPOTEH (CEIEKTUBEH €CTPOTeH-PEIECNTOPEH MOAYJIATOP MIIM apOMaTa3eH HHXUOUTOD).

OBapuanna a6nanus (LHRH-aronuct wnm xupyprudna) miroc eHI0KpUHHA Teparus KaTo Mpu
MMOCTMEHONAaYy3aJIHH JKEHHU:

® IIpH peMEHOIay3aIHU OOJTHH;

® IIpU IPEMEHOIay3aHH, HeMOIy4aBaiy aatoBaHTeH Tamoxifen,

® [pH NpeKkpatsBaHe Ha Tepanus ¢ Tamoxifen 3a moeye ot 12 mMecera ce npeanoynTa
MoHoTepanus ¢ Tamoxifen.

5.3.2. Bropa nuHus eHgoKpUHHA TEPANs

Cren mppBa nuausg ¢ Tamoxifen ce mpeBkiouBa Ha apoMaTa3eH nHxuOuTop win Fulvestrant.
Crnen mbpBa JIMHUS C HECTEPOUIHHU apoOMaTa3HU MHXUOUTOPHU ce MpeBKIItouBa Ha Exemestane
wm Tamoxifen.

Cnen nporpecusi Ha TbpBa JIMHUS €HA0KpUHHA Tepanust ¢ AU, onuure ca:

Palbociclib (125 mg P.O. nueBHo, 21 quu, 7 auu nay3a) + Fulvestrant (500 mg [.M. npe3 28 nun)
— nipu 1ipe- (Ha ¢pona Ha LHRH-aronucr) u nmocrMeHomnay3aiHu MaueHTy 0e3 mpemecTnana
CHCTEMHA Tepamus 3a aBaHcupaia 0omiect.

Ribociclib (600 mg P.O. nueBHo, 21 auu, 7 auu naysa) + Fulvestrant (500 mg [.M. npe3 28 nuu)
KaTo HayajgHa XOPMOHANIHO Oasupana tepanus. [Ipu KeHu B mpe- WM NEpPUMEHONAy3a,
XOpMOHaJIHaTa Teparus TpsoBa 1a ce komomHupa ¢ LHRH - aronucr.

Abemaciclib (150 mr P.O.nBa netu nueBHo, 28 nHu, 0e3 mpekbeBane) + Fulvestrant (500 mg
|.M. npe3 28 nHU) KaTO HavajaHa XOPMOHAJIHO OazupaHa Tepamnus WM HpU KEHU, MOJydaBalu
Ipeay TOoBa €HAOKpPHHHA Tepanus. [Ipu >keHM B mpe- WM NEepUMEHOIay3a, XOpMOHalHaTa
Tepanus TpsiOBa 1a ce komOuHupa ¢ LHRH - aronucr.

Alpelisib (300 mg P.O. nueBHo, Ha 28 nuu) +Fulvestrant — 500 mg .M. npe3 28 nuu — npu 6oHHA
C TpeAlecTBalla €HJOKpUHHA MoHoTepanus /camo npu Hamuuume Ha PIK3CA wmyramus B
TYMOPHH WJIM B TUIa3MEHH MTPOOH Upe3 BATUIAUPAH TECT/.

[Ipu mocTMeHoONay3alHU MALUEHTH CJIe/ IbPBa JIMHUS C HECTEPOUIHN apOMaTa3H HHXUOUTOPH
WM CJell MbpBa JTUHUS XUMHUOTEPNHs C MOCIEABaI] apoMaTa3eH MHXUOUTOP U MPOTpecHs ce
npeBkitouBa Ha Everolimus (10 mg P.O. nueBHo) + Exemestane (25 mg P.O. nueBHO).

CJ'ICI[ II'bpBa JIMHUA C apOMaATasHU I/IHXI/I6I/ITOpI/I MOXE J[da C€ u3MI0JI3BaT TIeCTarcHu
(Medroxyprogesterone Acetate, Megestrol acetate).

EnHoBpeMeHHO mpwilaraHe Ha XMMHO- W EHJIOKPHHHA Tepanus He ce mpenopbuBa. [lpm
KOIMO3UTUBHU NaIMeHTH (XOpMOH- perientop no3utuBHu U HER2-cBpbxekcnpecus) Mmoxe n1a ce
nobasu antu-HER?2 neuenne:

e Trastuzumab (2 mg/kg I.V. ceamuuno, ciaen eqHOKpaTHa HaTOBapBaiia jgo3a ot 4 mg/kg)
+ Anastrozole (1 mg P.O. qHeBHO) — P OCTMEHONAY3IHU AIUCHTH;



e Lapatinib (1500 mg P.O. aueBno) + Letrozol (2.5 mg P.O. gHeBHO) — mpu
MOCTMCHOIIAY3aJIHU IMAITUCHTH.

5.3.3. IIepBa smHug xumuorepanus npu HER2-HerarMBHM DamueHTH, HENOIYYaBAIU

AJAIIOBAHTHH aHTPAINKINHHN

EC

Epirubicin — 90 mg/m2 L.V., neu 1 Cyclophosphamide — 600 mg/m2 L.V., neu 1
[ToBTOopenue nmpe3 21 nHu.

CEF90

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

CEF120

Fluorouracil — 500 mg/m2 I.V., nen 1
Epirubicin — 120 mg/m2 1.V, nen 1
Cyclophosphamide — 500 mg/m2 L.V., nen 1

[ToBTopenue npe3 21 nuu, nmox nporekuus Ha G-CSF.

Liposomal Doxorubicin + Cyclophosphamide

Liposomal Doxorubicin — 60-75 mg/m2 I.V., nen 1
Cyclophosphamide — 600 mg/m2 1L.V., nen 1
IToBTOpenue npe3 21 nHu.

ED

Epirubicin — 50 mg/m2 I.V., nen 1
Docetaxel — 75 mg/m2 1.V., nen 1
[ToBTOpenue npe3 21 aHu.

Epirubicin + Paclitaxel

Epirubicin — 50 mg/m2 1.V., nen 1 Paclitaxel — 175 mg/m2 L.V, nen 1
[ToBTOopenue nmpe3 21 nHu.

Docetaxel + Cyclophosphamide

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

NAV + FU + FA




Vinorelbine — 25 mg/m2 L.V., niu 1 u 8
Fluorouracil — 450 mg/m2 1.V., nau 1-5
Leucovorin — 50 mg/m2 L.V., aau 1-5
IToBTOpenue npe3 21 aHu.

CMF

Cyclophosphamide — 100 mg/m2 P.O. nueBHo, qau 1-14
Metothrexate — 40 mg/m2 L. V., neH 1

Fluorouracil — 500 mg/m2 1.V., nen 1

[ToBTopenue npe3 28 auu (6 Kypca).

CMF

Cyclophosphamide — 600 mg/m2 1.V., nen 1 Metothrexatee — 40 mg/m2 I.V., nen 1
Fluorouracil — 600 mg/m2 1.V, nen 1
[Tosropenue mpe3 21 auu (6 Kypca).

5.3.4. IIspBa IMHUS XUMHOTEpaNUs IPU MAUMESHTH, ITOJIYYaBaJIM aIIOBAHTHU aHTPAIIUKINHU

Cisplatin + Docetaxel

Cisplatin — 60 mg/m2 1.V., neu 1 Docetaxel — 75 mg/m2 L.V., nen 1
[ToBTOpenue npe3 21 mHu.

Cisplatin + Fluorouracil

Cisplatin — 20 mg/m2 L.V., nuu 1-3
Fluorouracil — 450 mg/m2 1.V., nau 1-3
IToBTOpeHue npe3 28 nHU.

Paclitaxel + Carboplatin

Paclitaxel — 175 mg/m2 I.V., nen 1
Carboplatin AUC4-6 1.V., nen 1
[ToBTOpenue npe3 21 axu.

Paclitaxel + Cisplatin

Paclitaxel — 175 mg/m2 I.V., nen 1
Cisplatin — 60 mg/m2 L.V., neH 1
IToBTOpenue npe3 21 aHu.

Docetaxel + Cyclophosphamide

Docetaxel — 75 mg/m2 I.V., nen 1
Cyclophosphamide — 600 mg/m2 L.V., nen 1
[ToBTOpenwue npe3 21 guu, mox nporekius Ha G-CSF.




Paclitaxel + Gemcitabine

Paclitaxel — 175 mg/m2 1.V, nen 1
Gemcitabine — 1250 mg/m2 I.V., nau 1 u 8
[ToBTOpenue npe3 21 auwm.

Docetaxel + Capecitabine

Docetaxel — 75 mg/m2 L.V., nen 1
Capecitabine — 2000-2500 mg/m2 P.O. aueBno, auu 1-14
[ToBTOpenwue npe3 21 mHu.

NAV + FU + FA + CDDP

Vinorelbine — 25 mg/m2 L.V., niu 1 u 8
Fluorouracil — 450 mg/m2 L.V., nau 1-3 (5)
Leucovorin — 50 mg/m2 L.V., nau 1-3 (5)
Cisplatin — 20 mg/m2 1.V., qau 1-3 (5)
[ToBTOpeHwue npe3 28 mHu.

Vinorelbine + Capecitabine

Vinorelbine — 20 mg/m2 I.V., qau 1 u 8
Capecitabine — 1600 mg/m2 P.O. nuesHo, qau 1-14
[ToBTOpenue npe3 21 aHM.

Paclitaxel + Bevacizumab

Paclitaxel =90 mg/m2 L.V., aau 1, 8 u 15
Bevacizumab — 10 mg/kg 1.V. npe3 2 ceqmunu (15 mg/kg 1.V. npe3 21 qun)
IToBTOpEeHue npe3 28 nHU.

Vinblastin + Mitomycin C

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

Vincristine + Fluorouracil + FA

Vincristine —2 mg TOT 1.V, nen 1

Fluorouracil — 450 mg/m2 1.V. npoabixutenta nHdy3us, 104 1-3
Leucovorin — 50 mg/m2 I.V., nau 1-3

[ToBTOpeHMe mpe3 28 aHu.

Momnorepanus

Docetaxel — 100 mg/m2 I.V., nen 1
[ToBTOopenue nmpe3 21 nHu.

Paclitaxel — 80 mg/m2 1.V. cenmudHo.




[Tpu mamumentn ¢ repmunatruBHU BRCA1/2 myranum, xouto mmar HER2 orpumnarenen, HR
IMO3UTHUBCH JIOKAJIHO aBaHCHPAJI WJIM MCTACTATUYCH pPaK Ha I'bpAara, JICKYBaHU IIPEAU TOBaA C
AHTPALMKIMHU U TaKCaH, OCBEH aKO HE ca MOAXO/SIIN, KOUTO ca MPOrpecupay no BpeMe Ha HIn
CJIea npeaxoJjHa CHAOKPUHHA TCpalurid I HEIIOAXOAAIIHN 3a CHAOKPHUHHA TCPaIlusd

Olaparib* tabl. - 2 x 300 mg P.O. aHeBHO, 10 IPOTPeCHs UK HEIPUEMITUBA TOKCHYHOCT.

Talazoparib* 1 x 1 mg P.O. aHeBHO, 10 IporpecHst Wi HEMPUEMITNBA TOKCUYIHOCT.

5.3.5. XI/IMI/IOTeDaHI/IH OpHu PE3UCTCHTHOCT HAa aHTPALIMKIMHHY W TAKCaAHH

Capecitabine + Bevacizumab

Capecitabine — 2000 mg/m2 P.O. nuesno, auu 1-14

+ Bevacizumab — 15 mg/kg I.V., nen 1

HOBTOpeHI/Ie Ipe3 21 JHHU (CXGMaTa HEC CC IIpuJiara npu BEUC JICKYBAHU C aHTPALIUKIIMHU U
TaKCaHU Ipe3 nocienHure 12 mecena).

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

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

Vinorelbine + Gemcitabine

Vinorelbine — 25 mg/m2 1.V, nau 1 u 15
Gemcitabine — 1000 mg/m2 L.V., nan 1 u 15
[ToBTOopenue npe3 21 nHu.

Vinblastin + Mitomycin C

Vinblastin—10 mg TOT I.V., neu 1 u 8
Mitomycin C — 6-8 mg/m2, nen 1
IToBTOpenue npe3 21 nHu.

Vincristine + Ifosfamide/Mesna + Cisplatin

Vincristine—2 mg TOT L.V, aen 1 Ifosfamide — 1000 mg/m2 L.V., nuu 1-3

Mesna — 400 mg/m2 1.V. B yacose 0, 4 u 8 cien Hauanoro Ha ifosfamide Cisplatin — 25
mg/m2 L.V., mau 1-3

[ToBTOopenue npe3 21 nHu.

Capecitabine + Ixabepilone

Capecitabine — 2000 mg/m2 P.O. nueBHo, qau 1-14
Ixabepilone — 40 mg/kg I.V., nen 1
[ToBTOopenue npe3 21 nHu.




Nab-paclitaxel

Kato MoHOTepanusi € mokazaH 3a JieYeHHMEe Ha METacTaTH4eH KapLMHOM Ha Ibpjaara Ipu
Bb3PACTHHU NAIMEHTH, IIPU KOUTO MUMa HEYyCIeX OT II'bPBa JIMHUS Ha JIEYEHUE HA METaCTaTHYHO
3a00JsIBaHE M 32 KOUTO HE € IO0Ka3aHO CTaHJAapTHOTO JIEYEHHE, BKJIFOYBAIIO aHTPALMKIIUH,
260mg/m?2, npuiaraHa UHTPAaBEHO3HO B MPOAbIDKeHHE Ha 30 MUHYTH Ha BCEKU 3 CEMHIIU JI0
IIPOrpecusi WK HENPUEMIINBA TOKCUYHOCT.

5.3.6. MeTpoHOMHA XUMHOTEpAIIUS

Cyclophosphamide — 50 mg o61ma qo3a P.O. qHEBHO — CaMOCTOSITETHO WIIH ITPH H30paHu OOTHH
B KOMOHMHAIHSA C

Metothrexate — 5 mg P.O., nau 1 u 2 OT BCsKa ceaMuIia, 10 HEMPHEMIIMBA TOKCHYHOCT HJIH
nporpecusi. Morar Ja ce M3MOJ3BaT BCUYKHU JPYTH PEKHMH, KOUTO HE Ca MPWIATaHU TPU
CHOTBETEH ITal[MEHT.

Cyclophosphamide + Metothrexate

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

Cyclophosphamide — 2 x 50 mg P.O. nueBno, auu 1-14, noBropenwue npe3 21 qHH.
Capecitabine — 2 x 828 mg/m2 P.O. nueBHo, nau 1-14, noBropenue mpe3 21 qHw.

5.3.7. Xummorepanus npu cBpbxekcnpecust Ha HER2

IIpunara ce mnbepBa JsmHuA npu HER2-monoxutenHu, MeracTazupald WIM JIOKAJIHO
pelUAMBHpaIM TNAUUEHTH, He mnojdy4yaBaiu npenmectsama aHTu-HER2 rtepanus 3a
MeTacrasupaiia 0oJecT.

Docetaxel + Trastuzumab + Pertuzumab

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

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

Pertuzumab — 840 mg (raToBapgaria 103a), 420 mg (moaabpxaiia go3a g0 mporpecus) I.V.,
nen 1

[ToBTOopenue npe3 21 nau.

WU

¢ukcupana komOuHaius Ha Pertuzumab+Trastuzumab 3a noaKoxHO NpUITOKEHHE —
Pertuzumab 1200 mg/Trastuzumab 600 mg S.C. kaTo HaToBapBaIla /103a, ocJIeABaHa OT
noyTbpiKkaiia go3a Pertuzumab 600 mg/Trastuzumab 600 mg S.C., npe3 21 auu 10 nmporpecus

Paclitaxel + Trastuzumab

Paclitaxel — 175 mg/m2 I.V., nen 1
Trastuzumab — 2 mg/kg 1.V. cenmuuHo, ciien eIHOKpaTHA HaToBapBaila j103a ot 4 mg/kg
[ToBTopenue npe3 21 aum (6-8 kypca).




Docetaxel + Trastuzumab

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

Vinorelbine + Trastuzumab

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

Capecitabine + Trastuzumab

Capecitabine — 2500 mg/m2 P.O. aueBHo, nau 1-14
Trastuzumab — 2 mg/kg 1.V. ceamuuno, cnen eqHOKpaTHa HaToBapBaia j103a ot 4 mg/kg
[ToBTOpenue npe3 21 mHu.

[Tpu manmentu ¢ HER2+, HR+ craryc:

Lapatinib (1500 mg P.O. agHeBHO) MIFOC apoMaTa3eH HHXUOUTOP, UK
Trastuzumab miroc apomaTa3eH HHXUOUTOP, WK
Trastuzumab + pertuzumab + apomaTa3eH HHXHOUTOP

Bropa nuHust — ipu mporpecus B X0/1a Ha JIedeHHeTo ¢ trastuzumab — chabpIkaliy pexkuMu:

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

Lapatinib + Capecitabine

Lapatinib — 1250 mg P.O. nuesno, nuu 1-21 Capecitabine — 2000 mg/m2 P.O. gueBHo, nuu 1-
14
[ToBTOpenue nmpe3 21 nHu.

Lapatinib + Letrozole (mpu mocrMeHonay3aaHu MAMEHTH)

Lapatinib — 1500 mg P.O. aueBHO
Letrozole — 2.5 mg P.O. nueBHO
IIponsmxasa 10 porpecusi.

Trastuzumab + Lapatinib (+ apomaTa3zen HHXHOUTOP)

Lapatinib — 1000 mg P.O. nxeBHO
Trastuzumab — naToBapsaia no3a 4 mg/kg 1.V., nocinensana ot 2 mg/kg
ceaqmu4HO. [IpoabiokaBa 10 mporpecusi.




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

Koraro He ce nmpunara Trastuzumab, ce u3mon3Bar BCHYKH PeXHMMH 3a MeTacTaTHuHa Ooiect 0e3
CMF.

[Tpu metacrarnuyna HER2-no3utuBHa Gosect Trastuzumab Moxke ga ce mpuiiara U B TPUCEIMUYCH
uukbia. [Ipu nporpecust Ha ¢ona Ha Trastuzumab ce mpomeHst caMO ChITBTCTBAIATa XMMHOTEPAIIHSL.
[Tpu BcukyM TepaneBTUYHU PeXXUMH, ChabpKaimu Trastuzumab, Toi Moke 1a ce mpuiiara kakto 1.V.
(npe3 21 nam wim ceqmuyHo), Taka U S.C. BB hukcupana m1o3a ot 600 mg npe3 21 gau.

[Ipy BCHYKHM TEpanmeBTHYHU pEXHUMHU, ChAbpKamu Pertuzumab+Trastuzumab 3a BeHO3HO
NPWIOKECHHE MOXKE Ja ce mpuiara u komOumHanusi Ha Pertuzumab+Trastuzumab 3a moaKo:kKHO
npusoxenue ¢ pukcupana go3a Pertuzumab 1200 mg/Trastuzumab 600 mg S.C. kato HaToBapBaia
J103a, TIOCJIe/IBaHa OT MoJAbprKaiia g03a Pertuzumab 600 mg/Trastuzumab 600 mg S.C.*.

[Ipu mauueHTH c HepezekTaOuieH uiau MertactatndeH HER2-nonoxurenen pak Ha rbppara,
NOJIyYWJIM [IB€ WIH ITOBEYE IIPEUIECTBAIM CXEMHU Ha ocHOoBaTa Ha aHTU-HER?2 Tepanus:

Trastuzumab deruxtecan 5,4 mg/kg untpaBeHo3Ha UHG Y3 BEJHBK Ha BcekH 3 ceamuiu (21-aHeBex
[IUKB), 0 IPOTPecus Ha 3a00JISIBAHETO WIIM HEMPUEMITMBA TOKCHYHOCT.

Tucatinib 2 x 300 mr 1HEBHO 0€3 peKbCBaHe B KoMOMHanus ¢ trastuzumab B cTaHaapTHH 034 TIpe3
21 muu+capecitabine 1000mr/mM2 nBa nbTi aHeBHO 1-14 neH, 7 nuu maysa npu HER2 mosutuBHu
MAIUEHTH C JIOKAJTHO aBaHCHPAJI WIM METacTa3upal KapluHOM Ha I'bpJaTa Ciell MPOBEACHH IBE
nunaun anti HER2Ttepanusi.

5.4 TpoiiHoHeraTuBeH KApIHHOM
XuMHOTEpaIus
[Tpu peruauB ciies aAroBaHTHA aHTPALMKINH-0a3upaHa XUMHOTEpAus KaTo CTaHJIapTHO JICYEHHE

ce Impuwiara TakcaH-0asupaHa mbpBa JUHUSA XuMuotepanus. [Ipu mporpecus cien aHTpaLMKIWHU
U/WIIN TaKCAaHU Ce MpernopbyBa:

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

Cisplatin + Gemcitabine;

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

Carboplatin — AUCS5 1.V. + Docetaxel — 100 mg/m2 1.V., npe3 21 auu, nox npotekuus Ha G-
CSF. bu moruio aa 1a ce 00chau MPHIOKEHME Ha: BUHKA ajakainouau, Irinotecane, Mitomycin
C, Ixabepilone**

Cnen anroBaHTHa Tepanus 0e3 aHTPALMKIMHA MOTaT Jja ce MPUJIOKAT BCUYKU PEXUMH, BKIL
IIaTUHA-0a3upaHu, Thil KaTo JIMIICBA CTAHIAPTHU MPEMOPHKH.

NmyHoTtepanus

- *
Atezolizumab™ B komOuHaIus ¢ nab-naknurakcen kato mbpBa auaus (11) € mokaszan 3a eueHue



Ha BB3PACTHH TMAIMEHTH C HEONepaOWJICH JIOKAJTHO aBaHCHpaJ WM MeTacTa3upall
TpoliHOHeraTuBeH pak Ha repaata (THPT') ¢ tymopna excnipecust Ha PD-L1 > 1%, kouTo He ca
MIOJTy9aBalii MpeJlIecTBalia XMMHOTEepaIus 3a MeTactasupaio 3aboinsBane. [IpenopprunTtennaTa
. *
no3a Atezolizumab™ e 840 mg, mpuIOKeH Ype3 MHTPaBeHO3HA MH(]Y3Us, TOCIeBaHa OT hab-
2 . *
nakymrakcen 100 mg/m<. [Ipu Bceku 28-nHeBeH nuKkba Atezolizumab ce mpunara B qau 1 u 15,
a nab-naxnurakcen B auu 1, 8 u 15. [IpenoppuBa manueHTHTe 1a ce jJekysar ¢ Atezolizumab o
nporpecus Ha 3a00JSIBAHETO WIH HEKOHTPOIUPYEeMa TOKCUIHOCT

Pembrolizumab — 200 mg. ua Bceku 3 ceamunu min 400 mg Ha BCCKU 6 CEAMUIA B KOMOUHAIIHS
C XMMHOTEpanus, 3a JEYEHHE OT IIbpBa JIMHUS Ha JIOKATHO PEUAMBUPAIL HEONepabuieH Win
METACTaTHYCH TPOWHOHEraTHBEH KapIMHOM Ha TbpAaTa IIPH BB3PACTHH, YHHUTO TYMODPH
excripecupaT PD-L1 ¢ CPS > 10 u KouTo He ca MOJIy4MIM NIPEIXOJHA XHUMHUOTEpamus 3a
METaCcTaTUYHO 3a00JIs1BaHE

Pembrolizumab 200 mg i.v. na Jlen 1 ot Bceku TpuceqmuueH nukba uiu 400 mg i.v. Ha Jlen 1 ot
BCEKH MIECTCEIMUYCH IIUKBJ B KOMOMHAIUS C XUMUOTEPAITHsI.

HpOII”I)JI)KaBa A0 Mmporpecus uji HEIpUueMianBa TOKCUIHOCT. HpI/I KIIMHUYHO CTAaOMIIHU MMalMCHTH
C II'bPpBOHAYAJIHKU AOdHHU 3a IIPOIrpeCUdg Ha 3a00/I51BaHETO € MNPCIOPBUYUTCIIHO JICHCHHUCTO [a
MNpoABIJIKHU, JOKATO IMPpOTrpeCcusTa Ha 3a00JIIBaHETO HE CE INOTBBPAHU.

TaprerHa Tepanus

[Tpu nanumentu c¢ repmuHatuBHU BRCA1/2 mytanuu, kouto umat HR orpunarenen / HER2
OTPHUIIATEIICH JIOKAJTHO aBaHCHpAI WJIM METAaCTaTHYEeH PaK Ha r'bpjaara, JEKYBaHH IPEAHU TOBA C
AHTPALMKIMHUA U TAKCaH, OCBEH aKO HE Ca MOJAXOAIIN 3a TAKKBA JICYCHUS.

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

Talazoparib 1 x 1 mg P.O. aueBHo, 10 mporpecusi — aa ce goyrounu, B [1IJIC mumcea HR
OTPHUIIATENICH U € aHTPAIMKIMHU W/WITH TaKCaH, a He aHTPAI[MKJINHU U TaKCaH

Sacituzumab govitecan** ce npuiara upe3 BeHO3Ha HH(Y3Hs B JieH | 1 IeH 8 OT moBTapsiiy ce
IUKBI OT 3 ceamuiu. JIeueHHeTo MOXKe Aa MPOIBIDKH 0 MPOTrpecHs W/ WM HEpUeMITHBa
TOKCHYHOCT.

5.5 NudaamaTopeH kKapuMHOM (KaApLIMHOMATO3€H MACTHT)

JleueHuero 3anmoyBa ¢ XMMUOTEpAIIs MO peXuMH, BKIroueHu B T. III. Ilpu mbiHa knuHMYHA
peMHUcCHs ce TIPOoBeXaa NeHUHUTHBHO JIbUYEICUEHNEe, a MPU OTACIHU CIy4au — OINEpPAaTHBHO
JIEYEHHUE C MOCJIeIBaIO JbuesnedeHue. [Ipu XxopMoH-penenTop-no3uTUBHA TYMOPHU MOXKE Ja C€
npujara eHJI0KpuHHa tepanus. [Ipyu npemenonay3aiHu ®KEHU ¢ XOPMOH-PELENTOP MO3UTUBEH
CTaTyC ce Mpujara oBapuaigHa cyrnpecus (JIeKkapcTBEHA UM XUPYPTUIHA).

5.6. Kapuunom Ha rppaa ¢ HUCKa ekcnpecust Ha HER2

Hucka excripecus Ha HER2 ce nedunupa karo ckop IHC 1+ unu IHC 2+/ISH-.
[Ipu nmanueHTH ¢ Hepe3eKTaOMIeH WIM METaCTaTUYeH paK Ha I'bpJaTa ¢ HUCKA eKCIIpecus Ha
HER2, xouTo ca moiay4uiu npeaniecTBaiia XMMUOTeparus Ipy HATMYMEeTO Ha MeTacTa3y Win



ca pa3BWIM pENMIUB Ha 3a00JIIBaHETO IO BpeME Ha WJIM B pPaMKHTEe Ha 6 Mecena cien
3aBBpPIIBAHE HA aJI0BAHTHA XHMUOTEPAITHS

Trastuzumab deruxtecan* 5,4 mg/kg nnTpaBeHo3Ha MH(DY3US BEHBXK HA BCEKU 3 cenqmuin (21-
JTHEBEH IIMKBI), 0 TPOTPecus Ha 3a00JSIBAHETO WIIH HETPUEMITUBA TOKCUYHOCT.

5.7 KapuuHoM Ha r'bpJa NpH MbiKe

JleyeHneTo € aHAJIOTUYHO Ha JICUYSHHETO Ha KapOouHOMaA Ha I'bpJaTa IIpH KCHU.

JlekapcTBeHHMTE MPOAYKTH, M3IOJI3BAHU 3a €HJIOKPUHHA Tepamnus Ha KaplUHOM Ha I'bpAaTa npu
KEHHM (AHTUECTPOreHHu, apomara3eH uHxuourop, LHRH-aronuctu u npyru) ce mnpumarar u
IpY KapIUHOM Ha I'bpJaTa IPU MBXKETE, CHIVIACHO INPHETHTE CTAaHIAPTH W PHKOBOJCTBA 3a
JeYeHHWEe Ha KapUMHOMA Ha I'bpJlaTa, HE3aBUCHMMO, Y€ TOBa HE € OTpPa3eHO B KpaTkara
XapaKTepPUCTHKA Ha TE3U MPOYKTH.
IIpu eHOKpHUHHA Tepamnus C apoMaTa3HH MHXHOUTOpHU ce mpernopbyuBa aodaBsHero Ha LHRH
-arOHUCT.



6. MAJIMTHEH TUMOM U TUMYCEH KAPIHUHOM

TUMOMBT M THUMOKApPUHUHOMBT Ca EHNUTEIHU TYMOPH, IMPOU3IE3NU OT TYMOPHH KIETKH OT
SMUTEITHUTE KOMIIOHEHTH Ha TuMyca. [laTorenesara Ha enuTEIIHUTE TYMOPH Ha THMYCa OCTaBa
Hen3BecTHa. ChoOIIaBaHU ca Cllydau Ha MOsBaTa UM CJeJ JTbYyeliedeHue Ha TpbJIHATa 00JacT,
cjlell MMYHOCYNpPECHBHA Tepamnus MO MOBOJ OpraHHa TpaHCIUIaHTalMs. | €HeTUYHU PUCKOBU
dakropu, kato MHoxectBeHa Ennokpunna Heorutasust tun 1 (MENT1), ¢bilio mMar oTHOIICHHE
KbM Pa3BUTHETO HA THMOM M TUMOKAPIITHOM.

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

Cyclophosphamide + Epirubicin + Cisplatin

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

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

Etoposide + Ifosfamide + Cisplatin

Etoposide — 75 mg/m2 1.V., nuu 1-4
Ifosfamide — 1200 mg/m2 1.V., nuu 1-4
Cisplatin — 20 mg/m2 L.V., nau 1-4
[ToBTOpenue npe3 21 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 na Ifosfamide i.v. bolus na 0,4,8 4ac B nen 1-3
Cisplatin 30 mg/m2/d i.v. B nen 1- 3

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

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

PAC




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

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




7. KAPHUHOM HA BAJI APOb

PakbT Ha 6enuTe qpoboBe € BojelIa IPUUKHA 32 CMBPT OT 37I0KaYECTBEHH 3a00JIIBaHUS B CBETOBEH
Mmamia0. CBeToBHATa 3/ipaBHA OpraHM3allysl € W3YUCIInia, 4e B ObJelle CMBPTHOCTTa OT pak Ha
OenuTe nApoOOBe IIe MPOABIDKaBa Ja ce IOKauBa, IVIABHO B pe3y/lTaT Ha YBeJIMYaBaHE Ha
TIOTIOHOIYIIEHETO. AJICHOKAPIIMHOMBT € Hal-4ecTUAT XucronorndeH BapuanT (38.5%), cnenBan

OoT TuiockokieTbuHus kapuuHoMm (20.0%) u enpoxierbunus KapuuHoMm (2.9%). Jleuenuero e

KOMIIJICKCHO — OIICPAaTUBHO, JIBUCTCpAIllUA, HUTOCTATHYTA, TApréTHa W HUMYHOTCpPAIIus. HpI/I

IpEeOHOKICThYHMSI OeNmoMpo0eH KAapIMHOM BOJEIIa pOJiA HMMAT Jb4e- M XUMHUOTEpAIUsTa.

Hanocnemﬂc HMYHOTCpanusaTa CbIIO HAaBJIKW3a B JICUCHUCTO HA TO3U MOp(l)OHOFI/I‘-IeH BAapHUAaHT Ha

6enonp06eH KapOouHOM, HO CaMO B PaMKHUTC Ha KIMHUYHU IIPOYyYBaHUs.

7.1. HenpeOHOKJIEThYEH KAPIHMHOM

7.1.1. HeoamroBantHa xumuotepamnus (3-4 kypea)

O6cpxnaa ce npu cranuit HHA.

Cisplatin + Vinorelbine

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

Carboplatin + Paclitaxel

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

7.1.2. AqroBaHTHA Tepanus

AmroBanTHa xuMmuorepanus (4 xkypca)

O6cpxa ce mpu craauii IB (¢ Tymop >4 cm), 1 u I

Cisplatin + Vinorelbine

Cisplatin — 50 mg/m2 L.V., nau 1 u 8 (i 75 mg/m2 1.V, nen 1)
Vinorelbine — 25 mg/m2 I.V., nau 1, 8 u 15
IToBTropenue mpe3 28 aHu.

Cisplatin + Paclitaxel

Cisplatin — 75 mg/m2 1.V. nen 1 Paclitaxel — 175 mg/m2 1.V. nen 1 IToBropenwue mpe3 21
ITHU.




Aoweanmna mapzemua mepanus

Cren mbJiHAa TyMOpHa PE3EKIMs MPU BB3PACTHU MALMEHTH C HEAPEOHOKIETHUYECH paK Ha OenuTe
npooose (HAPB/) cranuii IB-1IIA, yunnto TymMopu uMaTt Aejaeluu B €k30H 19 nnm cydbctutynpaium
mytanuu B ek30H 21 (L858R) Ha penentopa Ha enuaepmaninus pactexer pakrop (EGFR)

Osimertinib 80mg eqHOKpaTHO AHEBHO. JICUEHHETO MPOABIIKABA 10 PEIIUANB Ha 3a00JIIBAHETO W
HEMPHEMJTUBA TOKCHYHOCT. ITpOABIKUTETHOCT Ha JICYCHHE HaJl 3 TOAMHM HE € IPOy4YBaHa.

Aoweanmna umynomepanus

Atezolizumab kaTo MOHOTEpanus, ce/l TbJIHA Pe3eKLUs U TUIaTHHA-0a3upana XUMHOTEpanus, Ipu
Bb3pacTHU nauueHtu ¢ HIAPB/I ¢ Bucok puck ot peunaus, unuro Tymopu uMat PD-L1 ekcnpecus
B TyMOpHH Ki1eTkHu > 50% u kouto He ca EGFR nnu ALK no3utuBHI

7.1.3. [IepBa JIMHUA TapreTHa Tepanus

[Ipunara ce B craauii |11B u IV npu Bcuuku nanueHTH ¢ JOKYMEHTUPAHU aKTUBHUPALIU MYyTallUH,
HenekyBanu npeau ToBa ¢ EGFR- unmn ALK/ROS1/RET-unxuburopu.

Jleuenue ¢ EGFR-THpo3uHKMHAa3HU THXUOUTOPH; Ha3HAayaBa ce npu Tymopu ¢ aktuBupamu EGFR-
MyTalluM — eK30H 19- neneuus n/wnu ex3oH 21-mytanus, MIASHTU(GUIUPAHU OT XUCTOJIOIMYHA U
LUTOJIOTMYHA OMOIICUY WK OT KpbBHA/ IJ1a3MeHa 1po0a (TeuHa OUoIcusi, caMo IPU HEBB3MOKHOCT
3a ThKAaHHA).

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

Afatinib — 40 mg P.O. nueBHO, 10 Mporpecusi.

Erlotinib — 150 mg P.O. aueBHO, 10 pOrpecHsl.

Gefitinib — 250 mg P.O. aHeBHO, 10 TPOTrpecHsl.

IIbpea JmHuMsa TaprerHa tepanus 3a JedeHne ¢ ALK/ROS1/RET wunxuOutop /cien

BAJINANPAH TeCT/

Crizotinib — 2 x 250 mg P.O. nHeBHO, 0 POTrPeCHsL.

Alectinib - 2 x 600 mg p.0. AHEBHO J10 TIporpecHs Ha 3a00JSIBAHETO MK HETPUEMIIUBA
TOKCHUYHOCT He ce u3noisBa npu ROS1 npenapexaane

Brigatinib - 90 mg Tabnerku P.O. BenHBK THEBHO Npe3 MbpBUTE 7 IHU, ciied ToBa 180 mg BeaHBX
naeBHo. Brigatinib e mokasan kato MoHOTepamusl 3a JIeYeHHE HA BB3PACTHH MAIMEHTH C
nonoxurenen 3a ALK, aBancupan HIAKPB/I, nenexkyBanu npeau ToBa ¢ ALK naxu6urop.

Lorlatinib 1 x 100mg P.O. aHeBHO, 10 mporpecust Wik HeMpUEeMIINBa TOKCUYHOCT 3a JIeUeHHE Ha
BB3pACTHU MALMEHTH C aBaHCHpall HeApeOHOKIeThueH KapuuHoMm Ha Oemust apo6 (HAPBJ),
MOJIOKUTENICH 32 KMHa3a Ha aHarmactudeH auMpom (ALK), kouTo mpean ToBa HE ca JIEKyBaHU C
uHxuouTop Ha ALK



Entrectinib - 600 mg p.o. BenHBXK THEBHO OO NpOrpecHs Ha 3a00JISIBAHETO WM HEMPHUEMIIUBA
TOKCHYHOCT.

Entrectinib kato MoHOTepanusi € Moka3aH 3a JCUCHHE Ha HEJIEKYBaHHU JOCEra ¢ HHXHOMTOpU Ha
ROSI1 BB3pactam nanumentu ¢ ROS1-nonoxuTeneH, aBaHcupas HeApeOHOKISThYCH paK Ha Oemus

npo6 (HAPB/L)
Pralsetinib - 400 mg P.O. BeaH®X JAHEBHO 10 MPOrpecHs Ha 3a00JIABAHETO WM HEMPHEMIIHBA

TOKCHYHOCT.

Pralsetinib xaTo MoOHOTepamusi € MOKa3aH 3a JICYCHHE HA BBH3PACTHH IMAIIMEHTH C aBaHCHPAI
HeapeOHOoKIIeThUeH pak Ha Oenus apod (HAPB/I), monoxurenen 3a RET dy3us, mpenapexnane
npu TpaHcdekmus (rearranged during transfection), kouto npeau ToBa He ca jekyBaHu ¢ RET
uaxubutop. IlogbopbT Ha mamuenture 3a jeueHue Ha RET Qysus-monoxuternen aBaHcUpan
HJIPB/I Tpsi6Ba 1a ce ocHOBaBa Ha BaJIUIMpaH METOJI Ha U3CJIC/IBAHE.

7.1.4. IlupBa IMHUSA WMYHOTEDAIHUS

[Tpunara ce npu craauii IV.

Pembrolizumab karo monotepanus - 200 mg 1.V. Ha Bceku 3 ceamuiy mim 400 mg 1.V. Ha Bceku
6 CeIMUIIM, PUIIOKEHA KaTOo UHTPaBeHO3Ha HH(Y3us B mpoabiikeHne Ha 30 MuHyTH, JieH 1 (rbpBa
JIMHUS HA METACTaTUYCH HEePEOHOKIEThYCH KapiimHoM Ha Oenus npod (NSCLC) npu BB3pacTHy,
quuTo TyMOpH excrpecupar PD-L1 ¢ > 50% npomnopuronaneH ckop Ha Tymopa (tumour proportion
score, TPS), 6e3 EGFR win ALK 1ojoXuTeTHi TYMOPHU MYTAIUH).

[MpoasimKkaBa 10 MPOrpecHst WIIK HETPHEMIIHNBA TOKCHYHOCT. [Ipy KITMHUYHO CTaOMITHU MMAIUCHTH C
IbPBOHAYAIIHY JaHHH 3a TPOTrPECHs Ha 3a00JIABAHETO € MPEMOPHUNUTEITHO JICUCHUETO Ja MPOIBIIKH,
JIOKATO MPOrpecHsITa Ha 3a00JsIBAaHETO HE CE MOTBBP/IN.

Atezolizumab karo MoHOTepamusi € IMOKa3aH KaTo MbpBa JIMHHS Ha JICYCHHE HA BH3PACTHH
NalMEeHTH ¢ MeTacTa3upa HelpeOHOKIeThuYeH pak Ha Oenus apob (HAPBJI) ¢ TymopHa excnpecust
Ha PD-L1 > 50% tymopnu knerku (TK) umu > 10% Tymop-unpunrpupamuy umyHau kinetku (MK),
kouto ca 6e3 EGFR myrtupan nian ALK-nosutusen HJIPB/I.

[Tpenopbuntennara go3a Atezolizumab e:

Atezolizumab — 1200 mg mnpumaranu 4Ype3 HHTpAaBCHO3HA WH(Y3US Tpe3 3 CEAMHUIM WM
Atezolizumab — 840 mg npumaranu upe3 HWHTpaBeHO3Ha HH(Y3HS Mpe3 2 CEAMHUIHN WIH
Atezolizumab — 1680 mg npunaranu upe3 HHTpaBeHO3HA HHDY3HS TIpe3 3 CeAMHIIU

[IpenopruBa ce mamueHTUTE na ce JieKyBaT ¢ Atezolizumab mo mporpecust Ha

3a00JIIBAaHETO UM HEKOHTPOJIUPYEMa TOKCUYHOCT.

[Tpu naumentn Ha 1L HJIPB/] MmoHOTepanus TpsiOBa 1a ObaaT n30upaHu 3a JeueHHe Bb3 OCHOBA Ha
TymopHara ekcripecus Ha PD-L1, notBbpaeHa upe3 BaluaupaH TeCT.



Pembrolizumab + Cisplatin (Carboplatin) + Pemetrexed (MmeTacTaTnueH HeCKBaMO3eH
NSCLC npu Bb3pacTHu, YunuTO0 TYyMOPH HAMAT EGFR nimm ALK noJioxuTessHn Mmyranum.)

Pembrolizumab + Cisplatin (Carboplatin) + Pemetrexed (meractarnuen HeckBamozen NSCLC
pu BB3pacTHH, YnuTo TyMopH HaMaT EGFR wnu ALK nonoxxurtennu myrtaimm. )

[ToBropenne mpe3 21 aum 3a Pembrolizumab 200 mg LV.uau npes mnpe3 42 nHu 3a
Pembrolizumab 400 mg I.V.

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

Pemetrexed — 500 mg/m2 1.V., nen 1

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

Jleuenueto ¢ Pembrolizumab npoabmkaBa 10 mporpecus WiM HEMpHEMIIMBAa TOKCHMYHOCT. [IpH
KIMHUYHO CTAOWJTHM TMAlMeHTH C IIbPBOHAYATHHM JaHHU 3a MpOrpecus Ha 3a00JIIBaHETO ©
[IPEMOPBUYUTEIHO JICUSHUETO J1a TPOIBIIKH, JOKATO IIPOrpecusiTa Ha 3a00JIIBaHETO HE Ce MTOTBBP/IN,

Pembrolizumab B komounanus ¢ Carboplatin u Paclitaxel miu B koMOuHanms ¢
Carboplatin u nab-Paclitaxel (nanoparticle albumin-bound paclitaxel) npu Bb3pacTu ¢
MeractarnueH ckBamo3en NSCLC.

[TemOponu3ymad 200 mg IV Jlen 1 ot Beeku 21-nHeBeH uukba win [lemOponusymad 400 mg

IV Jlen 1 ot Bcekn 42-IHEBEH UKD

Kapbomnatun AUC 6 mg/ml/min nen 1 ot Bceku 21-qHeBeH MUKBI 3a 4 IUKbBIIA U,

[MakmuTtakcen 200 mg/m?2 Ha Jlen 1 ot Bceku 21-1HEBeH UKBII 3a 4 [UKbIIA,

W Nab-naxmmrakcen 100 mg/m2 na Jlen 1, 8 u 15 ot Bceku 21-m1HeBeH NUKBI 32 4 IUKBIIA,
nocneaBaHu ot nemOponauzymad 200 mg IV na Bceku 3 ceamuuu uinu nemoponusymad 400 mg

[V Ha Bceku 6 cenmMuuu

Jleuernnero ¢ Pembrolizumab npoabikaBa g0 mporpecus WM HeIpUeMIIBa TOKCUYHOCT. [Tpu
KJIMHUYHO CTaOWIJIHU MAlMeHTH C TbPBOHAYAIHU JIaHHH 3a IPOrpecHst Ha 3a00JIABaHETO €
[PENOPBUNTENIHO JEUYEHUETO Ja MPOABIKH, TI0OKATO MPOrpecusiTa Ha 3a00JIIBaHETO He ce
MOTBBP/IH.

Atezolizumab + Bevacizumab + Paclitaxel + Carboplatin

€ TIOKa3aH 3a IbPBa JIMHUS Ha JICUCHHE Ha BBH3PACTHH MAIMEHTH C METAacTa3upajl HECKBAMO3CH
HepeOHOoKIIeThUYeH pak Ha 6enust 1pod (HJAPB/), kouto no cera He ca 6uiu ekyBaHu u uMat PD-

L1 excpecus mexny 1% u 49%, unu yepnoapoduu meractasu. [Ipu naunentu ¢ EGFR mytupan
nnmu ALK-nosutuBen HJIPBJI, B komOuHaiusa ¢ OeBanu3ymad, MakJIUTaKCed W KapOOIIaTHH ¢
MoKa3aH caMo CJIeJ] HeycleX Ha MOAXOIAIIM TapreTHU Tepanun

WunykuuronHa ¢asa (4 kypca)
Atezolizumab - 840 mg mipe3 2 ceamurtu, wiu 1 200 mg npe3 3 ceamunm, win 1 680 mg mpes 4

ceavuru |.V.
Bevacizumab , Paclitaxel u ciex ToBa Carboplatin ce nmpunarat npe3 3 ceamuiiu

Bevacizumab — 15 mg/kg L.V.
Paclitaxel — 200 mg/m2 1.V.
Carboplatin AUC6 1.V. I1oBropenue
npe3 21 quu (4 kypca)




[Monabprkama ¢aza - HHIYKIHOHHOTO JIEYEHUE C€ TOCNeABa OT MOJABPXKAIIO0 JeueHne 0e3
XHUMHUOTEpaIus:

Atezolizumab — 840 mg npe3 2 ceamunu, wim 1 200 mg npe3 3 ceamunu, win 1 680 mg
npe3 4 ceamuiy LV,

Bevacizumab 15 mg/kg 1.V npunaranu upe3 uHTpaBeHO3Ha HHPY3Us mipe3 21 qHu.
[IpenopbuBa ce manueHTuTe 1a ce jgekysar ¢ Atezolizumab mo nporpecus Ha 3a6osBaHeTO

HJIM HCKOHTPOJIMpyEMa TOKCUIHOCT. Jledenwue cien nporpecus Ha 3a00JIIBAaHETO MOXKE Ja
ce oOMuCIU 110 MMpCUCHKA Ha JICKaps.

Atezolizumab B koMOuHanus ¢ Nab-makJaUTaKCceJ 1 KapOOIUIaTHH € [TOKa3aH 3a IIbPBa JUHHS Ha
JedyeHre Ha BB3PACTHH MalueHTu ¢ Meracrasupan HeckBamozeH HJIPB/I, kouto msmar EGFR
myTtupai uin ALK -nonoxurenen HAPB/I.

[lo BpemMe Ha WMHIyKIMOHHATa (pasa mpenopbuuTeNHAaTa M03a Atezolizumab e 840 mg mpe3 2

ceamuiy, wim 1200 mg npe3 3 ceamuim, unu 1680 mg mnpe3 4 cenMuIly, MPUIOKEHU Upe3
WHTpaBeHO3HAa MH(Y3Us, M TmocienBaHu oT nab-paclitaxel u carboplatin mpe3 Tpu cenmuim B
[POABIDKEHUE HAa YETHPU MM IuecT IMKbiaa. Korato ce mpuiaraT B €IMH M CbIIU JIEH,

Atezolizumab Tps6Ba ma ce mpuimara mepBu. OcBeH ToBa, nab-paclitaxel u carboplatin ce
rprtarat B aHu 1, 8 u 15.

[Monnbpxamna (asa - HHIYKIIMOHHOTO JICYCHHE Ce MOCTe[Ba OT MOAIbPIKAIIO JIedeHHe Oe3
XMUMHUOTEpaIus:

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

4 cenMUIH, IPUIIOKEHU Ype3 HHTPABEHO3HA HHDY3HSL.

[IpenopbuBa ce malMEeHTUTE Ja ce JeKyBart ¢ Atezolizumab 10 mporpecust WM HEKOHTPOJIHUpyeMa
TOKCHYHOCT. JleueHue ciies mporpecus Ha 3a00/IsIBAHETO MOXKE Jja C€ OOMHUCIIH MO IIPELEHKa Ha
nexaps

Nivolumab + Ipilimumab u 2 kypca miaTiuHa-6a3upaHa XUMOTEpAIus € MOKa3aH 3a IbPBa JINHUS Ha
JiedeHHe Ha METacTaTHYeH HeJAPeOHOKIEThUCH pak Ha Oenust 1pod NpH BB3PACTHU, YUUTO TYMOPH
HaMat ceHcuOmnusupan EGFR myranuum wim ALK tpancnokanuu.

NHIYKIMOHHO JIEUEHUE
Nivolumab 360mq iv 3a 30 mun Ha 3 cenmunm B komOuaammg ¢ Ipilimumab 1ma/kg Ha Bceku 6
CEIMMUIIN U IUTaTHHA-0a3upaHa XMMHUOTEDpAMs 32 2 Kypca Ipe3 3 CeIMULI

Iogabpkalio JeueHue
Nivolumab 360mg iv 3a 30 mun Ha 3 ceamuum B komOuHammg ¢ Ipilimumab 1ma/kg Ha Bceku 6
CEIMHUITH A0 ITPOTPECHs WX N0 2 TOAWHH OT HAYAJIOTO.

7.1.5. ITspBa nuaMg xumuotepanus (4-6 kypca)

[Tpunara ce npu craauii [1IB u IV. [Ipunaranero i npu Heonepabuiien craguii IIIA nanara cnen
TeparneBTHYEH OTITOBOP ChC CHUKEHHUE Ha CTa/lus 00CHK/IaHE Ha ONIEPaTUBHO JICUEHUE.



Cisplatin (Carboplatin) + Gemcitabine £Bevacizumab

Cisplatin — 75-80 mg/m2 1.V. (Carboplatin AUC5), nen 1
Gemcitabine — 1200-1250 mg/m2 I.V., qau 1 u 8
+ Bevacizumab — 7.5 mg/kg L.V., nen 1(mo6aBs ce MPUHEILIOCKOKIIETHYCH MOATHIl H
MPOJIBJIKaBa KaTo MOIbPIKAIIA TEPAITHS TOTPOrPECHSI)
[ToBTOpenue npe3 21 naHu.

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 MpU HEIUIOCKOKIIETHUYCH MOJTHII U MPOIBIKaBa KaTo MOJUTbPIKAIIa TePaIus
710 IIporpecus)
[ToBTOpenue npe3 21 nuu, moxa nporekmus Ha G-CSF.

Cisplatin + Vinorelbine

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

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

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

MIC

Mitomycin C — 6 mg/m2 I.V., nen 1

Ifosfamide — 3000 mg/m2 1.V. 3-yacoBa undyswusi, aex 1

Cisplatin — 50 mg/m2 L.V, nen 1

Mesna — 600 mg/m2 I.V., nen 1, B uacose 0, 4 u 8 ot un(y3usra Ha ifosfamide (cxemara
MOJe J1a c€ MOAU(UITIpa KaTo

Mitomycin C ce 3amenu ¢ Vincristine —2 mg TOT L.V., nen 1, wnu Vinblastine — 10 mg TOT
V., neu 1

[ToBTOpenue npe3 21 auu.

Paclitaxel + Gemcitabine

Paclitaxel — 200 mg/m2 1.V, nen 1
Gemcitabine — 1000 mg/m2 L.V., ntu 1 u 8
IToBTOpenue npe3 21 nHw.

Paclitaxel + Vinorelbine

Paclitaxel — 80 mg/m2 L.V, quu 1,8 u 15
Vinorelbine —22.5 mg/m2 I.V., nau 1, 8 u 15
IToBTOpEeHMe npe3 28 AHU.




nab-Paclitaxel + Carboplatin

Nab-Paclitaxel - 100 mg/m2 LV., qau 1, 8 u 15
Carboplatin - AUC 6 na nen 1
IToBTOpenue npe3 21 aHu.

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

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

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

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

7.1.6. Ilommeprkalia CHCTEMHA TEPALNS

E(l)eKTI/IBHOCTTa Ha nmoJabpiKaliaTa TCparus HE € KaTCroOpu4HO JOKa3aHa U HC € CTaHdapT. O6CL)K,I[21
CC IIPHU OTUYUTAHC Ha JIMIICA Ha IIPOrpeCus CJCa Hali-majnko 4 KypCa OT II'bpBa JIMHUA U CC
[MpoabJIKaBa 10 IIporpecus.

[MpekmouBane Ha Erlotinib — 150 mg P.O. nueBHo (mpu Tymopu ¢ aktuBupamu EGFR-
MYyTaIuH).

[TpoawmkaBane wiu npeBkitouBane Ha Pemetrexed — 500 mg/m2 1.V., aen 1, npe3 21 auu (npu
HETJIOCKOKJIEThYEH MO/THII).

3anoyBane Ha He3abaBeH Docetaxel — 75 mg/m2 1.V., new 1, npe3 21 quu.
[TponbmxaBane Ha Bevacizumab

IMpoabmkaBane Ha Bevacizumab ¢ mo6assue wa Erlotinib— 150 mg P.O. naneHo (mpum
CEJIEKTHpPaHU OOIHM).

7.1.7. CprueTaHO XUMHOIIBYEIICUCHHUE

[Mpunara ce npu craauii I[IIA (T1-2 N2 u T3 N2) (npu unonepa6uiau tymopu), 1B (T4 NO-1 u
T1-3 N3) u IIIC (T3, N3, MO u T4, N3, MO0)

EnHOBpeMEHHOTO XMMHUOIbUEIIEUEHHE Ce MPENOphYBa 3a MAUEHTUTE B 100p0O 000 ChCTOSHUE.
ITocnenoBaTeTHOTO XMMHOJIEUEHUE U JIBUYEIICUEHHE € aITEPHATUBHA Bb3MOYKHOCT IPU NALUEHTH
B HalpeHaia Bb3pacT U/UITHU MO-YBPEJISHO 0010 ChCTOSHUE ¢ KIIMHUYHO 3HAYMMH CHITBTCTBAILN
3a00JIsIBaHMSL.

Monotepanus ¢ Cisplatin

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




Cisplatin + Etoposide

Cisplatin —50 mg/m2 L.V., nau 1, 8, 29 u 36
Etoposide — 50 mg/m2 1.V., nau 1-5 u 29-33.

Cisplatin + Vinorelbine

Cisplatin — 80 mg/m2 LV., nen 1
Vinorelbine —15mg/m2 L.V., nau 1 u 8
[ToBTOpenue npe3 21 gHu.

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. Koncomnmupama xumuorepanus ¢ Paclitaxel + Carboplatin (2 kypca)
Paclitaxel — 200 mg/m2 1.V., nen 1 Carboplatin — AUC6 L.V., nen 1

[ToBTopenwue npe3 21 nuu, mox mporekius Ha G-CSF.

7.1.9. Konconumupama wuMyHOTepamusi Cliel NpOBEACHAa aJfOBaHTHA XUMHOTEparus,
OTYeTEeH OTroBop U npu nanuentu ¢ PDL1 > 1%

[Tpunara ce npu cranuii |11 HeonepaObuiTHN MaEeHTH, YHETO 3a00JsIBaHE HE € TIPOTPECUPATIO
clle/l IbYeXUMHUOTEpanus Ha 6a3ara Ha IUIaTHHA.

Monotepanus ¢ durvalumab

Durvalumab - 10 mg/kg 1.V. nen 1 npe3 14 auu wan 1500 mg i.v. Ha 4 ceaMuty (py MarMeHTH
¢ PD-L1 ekcnpecus B > 1% ot TymopHute kietku). [IpoabikaBa 1o mporpecus WiH
HEMPHEeMITUBa TOKCHYHOCT ¢ MAaKCUMAaJIHA TPOBIKUTEIHOCT 10 12 Mecera.

7.1.10. Bropa auHus cucTeEMHA TEpAIUsl COOPE MPEAIIECTBAIIO JEUEHHUE

Pembrolizumab karo monotepanus — 200 mg 1.V. Ha Bceku 3 cenmunu miu 400 mg 1.V. Ha Bceky|
6 cenMuIy, e 1 (Ipu IIOCKOKJIEThYEH U HETUIOCKOKJIETHUYEH MOITHUIT) IPU BB3PACTHH C JIOKAIHQ
aBaHcupain win meractatuaeH NSCLC, unuro Tymopu excipecupat PD-L1 ¢ > 1% TPS, n Ha koutg
€ TIPUJIOXKEHa TMOHEe eHa MpeaxoaHa xumuoTepaneBTudna cxema. [lammentn ¢ EGFR nnmun ALK
[0JIOKUTETHU TYMOPHU MYyTalluu TpsiOBa ChINO J1a ca MOJIYYHIN TapreTHa Tepanus, Npean JeUeHUe
¢ Pembrolizumab.

[IpoabikaBa 10 IpOrpecus UM HEIPUEMIINBA TOKCUYHOCT. [Ipu KIIMHUYHO CTa0MIIHY MAllUeHTH O
I'bPBOHAYAIIHYU JAHHU 32 IPOTrpecHs Ha 3a00JIIBAHETO € IPENOPHUUTETHO JICYSHUETO J1a TPOABIIKY,
TOKaTo MporpecusTa Ha 3a00JsIBAHETO HE CE€ OTBBP/IH.




Atezolizumab — 840 mg 1.V, nen 1, npe3 14 aau wim 1200 mg L.V, nen 1, npe3 21 aau wim
1680 mg I.V., nen 1, npe3 28 auu cnen npenmecrsama xumuorepanus. [lanuentn ¢ EGFR
aKTUBHpaIy Mytanuu win ALK-mo3uTHBHE TyMOPHH MYTaIluu TPSOBA CHINO Ja Ca MOTYIHIN
TapreTHa Tepanus npeau aa nomydat Atezolizumab. [ToBropenue npe3 2,3 wiu 4 cenMuIy,
70 3ary0a Ha KJIIMHUYHA 110132 WK HEKOHTPOJIMPYeMa TOKCHYHOCT.

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. ngueBHO, 10 nporpecus (MpH IUIOCKOKJICTHYCH MOITHII, IIPOTPECUPAIT CIIeT
IaTHHA-0a3upaHa XUMHOTEPaIus).

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

Amivantamab** kato MoHOTepanusi Npy MAlMEHTH ¢ AKTUBHPAIIN WHICPIMOHHN MYTaIllU B
ex30H 20 Ha peuenropa 3a enuaepmannus pacrexet gaxrop (EGFR) cnen neycnex Ha Tepanus
Ha 0a3ara Ha IUIaTHHA.

[Tpunara ce B 103UpOBKa CHPSMO TEJIECHOTO TEIJIO Ha MalKeHTa Ha n3XxoaHo HUBO:1050mr (3
¢naxona) nmpu nanueHTy noJ 8Okr u 1400mr (4 dhnakoHa) npu nMauveHTH HaJ WK paBHO Ha 8O0KT,
KaTo He ca HeoOXOJMMM KOPEKLIMH Ha J103aTa 3a MOCJe/IBallM MPOMEHH Ha TEJIECHOTO TETJIo.
Cxemara Ha IpUJIOKEHHE BKIIOUBA: ceqMuua 1 10 4, BeHbXK ceAMUYHO (001110 4 103H1) KaTo OT
ceIMHUIla 5 HaTaTbK MPUIIOKEHUETO MPOIbIKaBa Ha BCEKM 2 CEIMHUIIM, KaTO CE 3alloYyHe B
ceamuua S.

JleueHneTo NpoABIKaBa 10 IpOrpecus Ha 3a00JISIBAHETO WIIM HETTPUEMIIMBA TOKCUYHOCT.

Crizotinib — 2 x 250 mg P.O. nueBHo, 10 nporpecus (npu Tymopu ¢ ALK/ ROS1 -
NpeHapexaaHe, IPOrPECHPaI CIIe MPEANIecTBalla IIaTHHA-0a3upaHa Teparms).

Alectinib — 2 x 600 mg P.O. nHeBHO, KaTO MOHOTEpANHS 32 JCUCHNUE HA Bh3PACTHU MAIUEHTH G
nonoxuteneH 3a ALK, aBancupan HIAKPB/I, nexyBanu npenu toBa ¢ Kpu3oTuHUO. JleueHunerq
c Alectinib Tpsi6Ba 1a MPOIBIDKHU 10 MPOTPecHs Ha 3a00JIIBAHETO WIIH HEMTPUEMITHBA TOKCHYHOCT,
He ce npwiara npu ROS1 npenapexnane.




Osimertinib — 80 mg P.O. nueBHo (npu Tymopu ¢ BropuuHa T 790M-myTanus)no nporpecus.

Brigatinib - ¢ 90 mg Bequbx 1HEBHO mpe3 mbpBUTE 7 IHH, ciiex ToBa 180 My BeIHBK JHEBHO €
[IOKa3aH KaTO MOHOTEpanMs 3a JEUYEHUE HAa BB3PAaCTHM IALMEHTH ¢ nojoxkuTeneH 3a ALK,
aBancupan HJIKPB/I, nekyBanu npeau ToBa ¢ KPU30THHUO.

Lorlatinib 1 x 100mg P.O. nueBHo, nmo mporpecus (npu tymopu ¢ ALK npenapexnanus,
pOrpecupay cjie]] aTIeKTUHUO WM LIEPUTHHUO KaTO ITbPBA JIMHUS Ha JICYCHHE WM KPU3OTUHHO
u nione ome eanH ALK TKI).

Pralsetinib - 400 mg P.O. BeaHbX AHEBHO 10 MPOrPECHs Ha 3a00ABAHETO WM HEMPHEMIIMBA
TOKCHYHOCT.

Pralsetinib xaro MoHoTepanus € moka3aH 3a JIeYeHHE Ha BH3PACTHH MAIMEHTH C aBaHCHUPAT
HeApeOHOKIIbYeH pak Ha 6emus qpo6 (HAPB/), nonoxurenen 3a RET dy3us, npenapexnane npu
Tpancdekus (rearranged during transfection), xouto mpenu ToBa He ca jekyBaHu ¢ RET
unxubutop. [lonGopbT Ha mamumenture 3a yneyeHue Ha RET ¢y3us-nonoxureneH aBaHcUpam
HJIPB/I Tps6Ba 1a ce oCHOBaBa Ha BaJUIUPAH METO] Ha M3CIICIBAHE.

Sotorasib 960mg (8 tabnerku ot 120Mr), mpueMaHW BEOHBXK JHEBHO [0 MPOTrPECHUs
Ha 3a00JIIBAHETO MJIM HEMPUEMITHBA TOKCHYHOCT.

Sotorasib kato MoHOTepanus € MoKa3aH 3a JICYEHHE NPU BB3PACTHH MAIMECHTH C aBaHCHUPA
HeapeOHokiIeThueH pak Ha Oemust npod (HAKPB) ¢ KRAS G12C myranus u ¢ mporpecust Ha
3a00IIBaHETO clie Hall-MaJIKO eJHa MPEAXO0/IHA JIUHUS HAa CUCTEMHA TEparus.

Hammunero na KRAS G12C wmyramus TpsiOBa na ObJe MOTBBPIACHO C BATUAMPAH TECT MPEIU
3aroy4BaHe Ha Tepanus cbe Sotorasib.

DocN (nmpu Hen10CKOK/IeThbY€eH MOATHII)

Docetaxel — 75 mg/m2 1.V. 1 nen

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

IToBTropenue npe3 21 nuu

Nivolumab — 240 mg I.V., ipe3 14 qau (pu MIOCKOKIETHYCH M HETUIOCKOKIICTHUYCH TTOITHIT
cieq npeaxoaHa xumuorepanust). [Ipoabimkasa 10 mporpecus Win HEPUEMIIMBA TOKCUYHOCT.

7.1.11. Tpera IUHUS CUCTEMHA TEPAINS CIIOPEI OPEAIIECTBALIO JCUCHUE

Docetaxel — 75 mg/m2 .V., nen
1 TToBTropenwue mipe3 21 mHM.

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




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

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

Amivantamab** kato MoHOTepanus MpH MAUEHTH C aKTHBUPAIIM MHICPIIMOHHUA MYTAllUd B
ex30H 20 Ha pereniropa 3a enunaepmanaus pacrexeH ¢akrop (EGFR) cien neycnex Ha teparnus
Ha 0a3aTa Ha IUIaTHHA.

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

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

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

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

Atezolizumab — 840 mg 1.V, nen 1, npe3 14 quu uau 1200 mg 1.V, nen 1, npe3 21 quu, wiu
1680 mg L.V., nen 1, npe3 28 nuu cnen npeamectrama xumuorepanus. [lammentu ¢ EGFR
aKTUBUpAIIK MyTaiuu uin ALK-mo3uTHBHY TyMOpHH MyTalMy TpsiOBa ChHIIO Ja ca HOIYYHIIH
TapreTHa Tepanus npeau Aa noiydar Atezolizumab. [ToBropenue mpe3 2,3 wnu 4 ceamMuuu B
3aBUCUMOCT OT M30paHHsl PEeXUM , 10 3ary0a Ha KIMHUYHA T0J3a WIM HEKOHTPOJIMpyema
TOKCUYHOCT.

Nivolumab — 240 mg L.V., nen 1, npe3 14 qHU. KaTO MOHOTEpANHs 3a JICYCHUE HA BH3PACTHH
MalMEeHTH C JIOKAJIHO aBaHCUPAJl WM METacTa3upall HeAPeOHOKIEThUEH paK Ha OemuTe IpoOoBE
(HAPBJ) cien npexamiecTBaiia XuMUOTepanusl.

[Tarmentn ¢ EGFR aktuBupamu myranuu mwin ALK -03UTUBHY TyMOPHHM MyTallMM TpsiOBa ChILO
a ca MOJIYYHJIM TapreTHa Tepanus npenu na noxydatr Nivolumab. [loBropenue npes 2 ceamuliu,

10 3ary6a Ha KJIIMHWYHA I10J13a UJIKM HEKOHTPOJIMPYyEMa TOKCUYIHOCT.

IIpn KRAS G12C

Sotorasib 3a monoTepanust — 960 mg (8 Tabnerku ot 120mg), npuemManu BeAHBX JHEBHO, IIPH
BB3PACTHH MAIMEHTH C aBaHCUpaJl HeapeOHoKIeThueH pak Ha Oemus npod (HAKPB) ¢ KRAS
G12C myranus u ¢ nporpecust Ha 3a00JBaHETO ClIe Hali-MaJIKO €lHa MpeIXOiHa JUHUS Ha
CUCTEMHA Teparus.

Hamnunero na KRAS G12C myrauus tpsOBa aa Objae MOTBBPAEHO C BaJIMJIUPAH TECT MpeIu
3aroYBaHe Ha Tepamnus chc Sotorasib

Durvalumab + tremelimumab** u xumuoTepanus, cbhabpKaiia jaaTuHa, € IoKa3aH 3a MIbpBa
JTUHHS Ha JiedeHWe Ha Bb3pacTHU ¢ MertactatnueH HJIKPBJ] 6e3 cencubunmmsupamu EGFR



myTtaruu win ALK nonoxxurenHu Mmytamu.

Ipu xumuorepanus ¢ maaruHa: durvalumab 1 500 mg B B komOunHanus ¢ tremelimumab 75
Mg 1 XUMHOTEpanus, ChIbpiKalla IJIaTHHA, Ha Bceku 3 ceamuiy (21 mnam) 3a 4 nukwaa (12
CEJIMHITH )

Cnen xumuorepanmusi ¢ miaatuHa: durvalumab 1 500 mg Ha Bceku 4 CeaIMHUIM Karo
MOHOTEpAIHus U MOIbPIKallla Teparus ¢ IeMeTpeKce1, 0asupaHa Ha XUCTOJIOTHsTa, Ha BCEKH 4
CEIMHUIIH

ITera mo3a tremelimumab 75 mg tps6Ba na ce npuaoxu Ha ceamuia 16 3aeano ¢ durvalumab
Monabpxkamo Jedenue ¢ durvalumab no mporpecust Ha 3a0O0JSBAaHETO WM HENPUEMIIMBA
TOKCUYHOCT

7.2. ]IpeOHOK/IeTbYeH KAapLUHHOM

7.2.1. IIspBa nmuHus xuMmuoTepanus (4 Kkypca; opu OTroBop — 10 6 Kypca)

7.2.1.1. Orpanunuen cramuii (LD)
IIpoBexa ce XumMuoTEpanust U panHo (ciaex Kkype 1-3) TopakaiHo rbyesIedeHue.

Cisplatin (Carboplatin) + Etoposide

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

Cisplatin + Etoposide

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

7.2.1.2. Pasupocrtpanen craauii (ED)

Cisplatin/Carboplatin + Etoposide + Durvalumab:

Durvalumab 1500 mg B komOuHarms ¢ xumuorepanus npe3 3 ceamunu (21 quu) 3a 4 MUKBIIA,
nociensado ot 1500 mg npe3 4 cenmunm karo MoHoTepanus. [IpoabikaBa 10 nporpecus win
HEMPUEMIIMBA TOKCUYHOCT.

Cisplatin (Carboplatin) + Etoposide

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

IP

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




Irinotecan + Carboplatin

Irinotecan 175 mg/m2i.v. B

nen 1 Carboplatin AUC=4i.v.B

neH 1 TloBraps ce npe3 3 ceqmuiiu

(4kypca)

CEV

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

Epirubicin — 50 mg/m2 L.V., nen 1

Vincristine — 1.4 mg/m2 (makc. o6mia qo3a 2 mg) 1.V., aen 1
[ToBTOpenwue npe3 21 mHu.

(V)-ICE

Carboplatin 300 mg/m2 i.v. B gen 1

Ifosfamide 5000 mg/m?2 i.v. (24 yacoBa undys3us) B feH 1 ¢ Uromitexan yponpoTeKuus
Etoposide 120 mg/m2 i.v. B nen 1+2 u 240 mg/m2 nepopainso, B aeH 3 mwiu 180 mg/m2 i.v. B
neH 1+2

Vincristine  0.5-1.0 mg i.v. B aen 15 wnu 14 [ToBTaps ce npe3 3-4 cenmuiu (6Kypca)

VIP

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

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

[ToBTaps ce npe3 3 cenmuiiu (4 Kypca)

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

Carboplatin - AUCS5 1.V, nen 1

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

Atezolizumab - 840 mg I.V. npe3 2 ceaqmunu, win 1 200 mg npe3 3 cenmunu, win 1 680 mg
npe3 4 cenmuny, aeH 1. Koraro ce mpumarar B eiuH U cbliM JeH, Atezolizumab Tps6Ba na ce
npunara mbpBU. [lomgnbpkama ¢asza: Atezolizumab 6e3 xumuorepanus 840 mg 1.V. mpes 2
cenmuny, 1200 mg npes 3 cenmuum nim 1680 mg npes 4 ceamunu.

[penoppuBa ce manueHTHTe J1a ce Jekysar ¢ Atezolizumab o mporpecus Ha 3a00JISIBAHETO WITH
HEKOHTPOJIMpYeMa TOKCHYHOCT.

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

CEV (axo nbpBa gunus 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 qo3a 2 mg) 1.V., nen 1
IToBropenue mpe3 21 auu.

Ifosfamide/Mesna + Vincristine




Ifosfamide — 3000 mg/m2 B 24-uacoBa uHdy3us, aeH 1
Mesna — 400 mg/m2 1.V., B uacose 0, 4 u 8 ciex Haganoro Ha ifosfamide Vincristine — 1.4

mg/m2 (makc. obrma go3a 2 mg) LV, nen 1
[ToBropenue mpe3 21 auu.

ITpu nporpecus ot 3 10 6 Mecela cieq Kpasi Ha IbpBa JMHUS

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

Momnotepanus ¢ Topotecan — 2.3 mg/m2 P.O., nuu 1-5
[ToBTOpenue npe3 21 naHu.

[Tpu nporpecus cien nmosede oT 6 Mecelia OT Kpasi Ha IIbpBa JnHuA. [Ipuara ce pexum ot
I'bPBa JIMHUSL.



8. MAJIUTHEH IIVIEBPAJIEH ME3OTEJIMOM

ManurHeHusT MEe30TeIHOM € psAaKo 3aboisBane. Cpemia ce 5 MbTH MO-YECTO y MBXKE, KOETO €
CBBP3aHO C IPUJIOKEHUETO Ha a30eCT B CTPOUTEJICTBOTO, BOEHHATA IPOMMIUIEHOCT, Pa3IHMYHU
npou3BojcTBa. JleueHnero e xomiiekcHo. Hamocienbk CbBpeMEHHHM JIeUeOHM HOJIXOAU, KaTo
TapreTHa Tepanus M HMYHOTEpanus, c€ M3MMTBAT NPUMAIUTHEH ME30TEIMOM B pPaMKUTE Ha
KIMHUYHH TPOYYBAHHMS.

HpI/I HaJIM4YHUEC Ha CHUMIITOMATHYCH 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 moHoTepamusi mMoraT aa ObJaT NpHJIaraHd IUIATUHOBU aHano3u, Doxorubicin v HsIKOU
antumeradbonutu (Metothrexate, Pemetrexed).

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

Cyclophosphamide + Epirubicin + Cisplatin

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

NmyHoTepanus

Nivolumab 360 mg, npunarad HHTpaBeHO3HO 3a 30 MUHYTH Ha BCEKH 3 CEIMHUIIM B KOMOMHALIUSA C
ipilimumab 1 mg/kg, npunaran uHTpaBeHO3HO 3a 30 MMHYTH Ha BCEKH 6 CEIMUIM € MOKa3aH 3a
'bpBA JIMHUS HA JIEUEHHE MPH Bb3PACTHU MAIIMEHTH C HEPE3eKTaOMIIEH 3710Ka4eCTBEH ME30TEINOM
Ha IJIeBpaTa.

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



9. KAPIIMHOM HA XPAHOITPOBO/]

PakbT Ha XpaHONPOBOA 3a€Ma AEBETO MSCTO 110 YECTOTA CPEl OHKOJIOTMYHHTE 3a00IABaHuUs, KAaTO
€IHOBPEMEHHO C TOBA € IIeCTa Hali-uecTa MPUYMHA 32 CMBPT OT Heoria3us B cBeta. CpeaHara o0ria
S-roJIMIIIHA TPEKUBIEMOCT Bapupa mexay 15-25%, B EBpomna qoctura easa 12%. 3a pasiuka ot
MHOT'O IPYTY 37I0Kau€CTBEHU 3a00JIsIBaHMsI, CBETOBHATA YECTOTA MO 3a00JIIEMOCT U CMBPTHOCT OT
Ta3u 0OJIECT MOCTENEeHHO HapacTBa. Haii-dyecTuTe XMCTOIOTHYHN BapUaHTH Ca TIOCKOKIIEThYEH H
aJICHOKapLMHOM, KOUTO 0010 cberaBisBaT 0mm3o 90 % oT BcHUKM cilyyad Ha KapLMHOM Ha
e3ocara.

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

9.1 HeoaaroBaHTAHO XMMHOJIbYEICYCHHE

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

Cisplatin + Fluorouracil + 1buesieuenne

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

HucniaTua+S @ayopoypauni +JIbyeneyenue

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

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

JIvuerepanus 50,4 Gy B 28 dpakiuu

WIH
Hucnnarna+SPayopoypanui + JIbuenedenue

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

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

JIvuerepanus 50,4 Gy B 28 dpakuuu Hag 5.5 cenmuim

I

HucnnaTun+S®ayopoypauua + Jibueneuenue

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

BTOpI/I HUKDBII CTHOBPEMCHHO C:




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

N

Haxkimrakcea+Hucnnarunt+/Inueneuenue

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

C nmonkpena or GCSF

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

N

IMakauTtakcea+KapoonaaTun+iabyeieyeHue

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

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

3aroyBa oT 1ieH 1o 5 ¢ppakiuuu ceIMUIHO

9.2 HeoxwsanTHa xumHoTepanus (4 Kypca)

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

Cisplatin + Fluorouracil

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

9.3 AM0BaHTHA XMMHOTepaNus

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

Cisplatin + Paclitaxel

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

Carboplatin + Paclitaxel

Carboplatin AUC4, nen 1




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

Cisplatin + Irinotecan

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

AJI0BaHTHA UMYHOTEpaIus

[Ipy manueHTH ¢ KapUMHOM Ha XPaHOIPOBOJA WM ractpoe3odareaaHusl Mpexoj, KOUTO UMaT
OCTaTh4YHO MATOJIOTMYHO 3aloJisiBaHe cjel MpelllecTBalla HEeOoalOBaHTHA XHMHUOTEpamusi e
MOKa3aHO aJI0BAHTHO JIEYeHUE ¢ nivolumab, KaTo MOHOTEepanusl, MHTpaBeHo3Ha HHPYy3us Ha 240
mg Ha Bceku 2 ceamunu 3a 30 munytu uinu 480 mg Ha Bceku 4 ceamuuu 3a 30 MUHYTH TIpe3
nbpBHUTE 16 CeAMMUIIM, ITOCIEABAHO OT MHTPaBeHO3HA MHQ Y3 Ha 480 mg Ha Bceku 4 CeIMHUIIN 3a
30 MuHyTH.

9.4 XumuoTepanusi NPU MeTACTATUYHA 00JI€CT

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

Cisplatin + Fluorouracil

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

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

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

ce Ha 3 ceqMUIHU

HNmyHOTEpanus

Pembrolizumab — 200 mg. na Bceku 3 cenmuru min 400 mg Ha Bceku 6 CEMHIIA B KOMOMHAITUS
C IUIaTHHA H (IyOPOITUPUMHINH-0a3upaHa XMMHOTEPAIHs, MPUIOKEH KaTO HHTPABEHO3HA
uH(y3Us B mpoibukeHre Ha 30 MHHYTH 3a JIE4€HHE OT IbpBa JIMHHS JIOKAIHO aBaHCHpal



HeomnepaOuieH WIM MeTacTaTHYeH KapuuHOM Ha xpaHompoBoaa wuin HER-2 wHeraTuBen
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 I[UKBJI B KOMOWHAIMSA C IUIATHHA W (DIyopONMpUMHUANH-Oa3upaHa
XMMHOTEPAITHSL.

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

[Tpu mamueHnTyu ¢ HeonepaOUiieH aBaHCHUPAJl, PELUANBUPAL] WM METACTATHUYEH TIOCKOKJIEThYEH
e3odareaneH kapuuHoMm ¢ PD-L1 excnpecust Ha TymMmOpHU KiaeTkKu >1% wMoxe na ce
MIPOBEJIC ClIEIHATA UMYHOTEPATIHSL:

- Nivolumab B xomGunarmst ¢ xumuorepanusi: Nivolumab 240 mg Ha Bceku 2 ceamuiiu wim 480
MQ Ha BCeKH 4 ceAMULM, IPUIIATraHu UHTPABEHO3HO B NMPOb/KeHUE Ha 30 MUHYTH B KOMOMHALIUS
¢ (uyoponmpumuIuMH- W TUIATHHA-O0a3upaHa xumuorepanus. JledeHwmero c¢ nivolumab ce
MpernopbyBa 70 Mporpecus Ha 3a00JsBAaHETO, HEMPUEMIIMBA TOKCHYHOCT WM A0 24 Mecena npu
naIreHTy 0e3 mporpecus Ha 3a00JsIBaHETO.

- Nivolumab B komOunanus ¢ Ipilimumab. IIpenopsunrennara qo3a e nivolumab 3 mg/kg Ha
BcekH 2 ceqmuIiy wim nivolumab 360 mg Ha Bceku 3 ceaMUIM, NpuUiaraH HHTPaBeHO3HO 3a 30
MUHYTH B komOuHaiwms ¢ 1 mg/kg ipilimumab, npunosxen uaTpaBeno3Ho 3a 30 MHHYTH Ha BCekH 6
cenmuiy. [IpenopbuBa ce jgeueHue 10 nmporpecus Ha 3a00sIBAaHETO, HETPUEMIIMBA TOKCUYHOCT WIIN
70 24 Mecena pu naueHTy 0e3 nporpecus Ha 3a00J5BaHETO.

- Nivolumab B komOuHanusi ¢ (GayoponMpUMHUIMH M IUIaTHHA-0a3MpaHa XUMHOTEpANHs €
MOKa3aH 3a IIbpBa JIMHUS Ha JIeueHHe NMpH Bb3pacTHU nanuentu ¢ HER2 orpunarenen, HanpenHan
WM METAacTaTUYeH aIeHOKapLMHOM Ha CTOMaxa, racTpoe3odareaHus Mpexo 1 WK XpaHOIpoBOa,
yuuTo TyMopu umat PD-L1 ekcnpecus ¢ KoMOMHUpaH MOJIOXKHUTENEH CKOp > 5.
[Ipenopbuntennara no3a € 360 mg HuBoyMal, MPUIIOKEH MHTPABEHO3HO B NMpobkeHue Ha 30
MUHYTH B KOMOMHAIUS ¢ (pIyopONMPUMHINH U TUIATHHA-0a3upaHa XUMUOTEPaITus, IpujlaraHa Ha
BcekH 3 cenmuiy win 240 mg HUBoJIymMaO, MPUIIOKEH UHTPABEHO3HO B IpOoAbIKeHHE Ha 30 MUHYTH
B KOMOUWHaIuUs ¢ (PIyoponupuMHUANH U TUIAaTHHA Oa3upaHa XUMUOTEPAIHs, IpUIaraHa Ha BCEKU 2
cenmuliy. JleueHneTo ¢ HUBOIyMal ce MpenopbyBa 10 MPOrPecHst Ha 3a00ISIBAHETO, HETIPUEMITUBA
TOKCHYHOCT HJIU J10 24 Mecela NpH MalueHTy 6e3 mporpecus Ha 3a00JI1BaHETo.

BTODa JIMHUA XUMHUOTCPAIIus

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

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

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

Jlo porpecus Ha 3a00JSIBAHETO MITH HETIPHEMIIMBA TOKCUYHOCT.



10. KAPIOMUHOM HA CTOMAX

PakbT Ha cTOMaxa € Ha [IecTo MSICTO 10 YecToTa Mpu MbkeTe (5.5%) 1 Ha 0OCMO MSCTO IIPU KEHHUTE
(4.1%). Toit mpencrasisiBa 4.8 % OT BCUYKHU 3710Ka4€CTBEHU 3a00JIIBaHUS [IPH JIBaTa Mojia. 3acsra
M0-4€CTO MBXKE B IMO-HANpeIHajda Bb3pacT U ¢ ¢pamuiaHa oOpeMmeHeHOCT. CpenHaTta BB3pacT Ha
quarHocTunupane € 65-69 romuau. Mpxete 3a001s1BaT 2 IHTH MMO- Y€CTO OT JKCHUTE. Paznmmuus
CBIIECTBYBAT CIIOpE] pacaTa M reorpadckoTo pasmoiiokeHue. Taka HampuMmep Haii- BUCOKA €
yecroTara B M3rouna Asus, HOxna Amepuka u M3touna EBpona u Haii-nucka B CAIL u 3ananHa
EBpomna. JleueHnero € KOMIUIEKCHO — OIEPAaTUBHO, LMUTOCTAaTUYHA W TapreTHa Tepanus B
3aBHCHUMOCT OT OMOJIOTHSITa HA TYMOPA, JIbYelIeUeHHE [IPH MOKa3aHHUsL.

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

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

ECF

Epirubicine — 50 mg/m2 L.V., nen 1

Cisplatin — 60 mg/m2 L.V., nen 1

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

DCF

Docetaxel — 75 mg/m2 1.V., nen 1

Cisplatin — 75 mg/m2 L.V., nen 1

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

XelOx

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

FLOT

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

KomOunupano XumuonbueneueHue

5-FU + folinic acid +npuencucaue




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

Jla ce mpoBex1a mpeau MUKbI 1 U clieq MUKbI 2 KOMOMHUPAHO XUMHOIbUeIeYeHEe. Mex Ty

IUKIATE UMa 1 Mecern nmaysa.

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

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

[IpoBexaa ce ceaMuuHO 3a 6 CeMHUIIU, TTOCTEABAHO OT 2-ceqmuyHa naysa. [IspBust kype XT ce
MPOBEXK/IA MPEAN XUMHOIBUEICYCHUETO, BTOPHUAT KyPC 3a110uBa 2 CEAMUIIU CIE THUEIICUCHUETO.

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

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

Cisplatin + capecitabine + nrbueneueHue

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

TlocnenBaHo OT IbUEIEUEHHE

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

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

IlocnenBano oT

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

10.2. XumuoTepanusi Npu JOKAJIHO aBAHCHPAJa H/WJIM MeTacTaTH4YHa 0oJiecT

ITpu mMeTactaTiuHa O0JIECT XUMHOTEpaNHs ce Mmpuiara npu 601HU B 700po 06110 cherosiHue (PS).
[Tpn aneHOKapIIMHOM Ha CTOMAaxa M racTpoe3odarnaiHaTa Bpb3Ka € IPEeHOpbYUTETHO U3CIIC/IBaHEe
3a HER2-excnpecus (upes in situ cpedbpHa xubpuauszanus, SISH).
ECF

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




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

ELF

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

Etoposide + Epirubicine + Fluorouracil

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

Capecitabine + Cisplatin

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

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

Oxaliplatin + Epirubicin + Fluorouracil

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

EOX

Epirubicin — 50 mg/m2 L.V., nen 1

Oxaliplatin —85 mg/m2 1.V, nen 1

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

ECX

Epirubicin — 50 mg/m2 L.V., nen 1

Cisplatin — 60 mg/m2 I.V., nen 1

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

EOF

Epirubicin — 50 mg/m2 .V., nen 1




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

DCF

Docetaxel — 75 mg/m2 L.V., nen 1

Cisplatin — 75 mg/m2 I.V., nen 1

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

Tegafur/gimeracil/oteracil + Cisplatin

Cisplatin — 75 mg/m2, nen 1
Tegafur/gimeracil/oteracil — 2 x 25 mg/m2 P.O. aueBHo (niu cpenno 80 mg nHeBHO), nHu 1- 21
[ToBTOpenwue mpe3 21 auu (00110 A0 6 Kypca).

FCT (npu cBpbxekcnpecusi Ha HER?2)

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

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

Cisplatin — 80 mg/m2 L.V., nen 1

Trastuzumab — 8 mg/kg (mbpBU 1UKBI), cien ToBa — 6 mg/kg L.V., nen 1
[ToBTOopenue npe3 21 m1HM (10 MPOrpECcHst WIIA HETIPHEMITHBA TOKCUIHOCT).

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

NmyHoTepanus
Nivolumab B xomOuHaIMs ¢ GIIyOpONMPUMUINH U TUTATHHA-0a3UpaHa XUMHUOTEpAIus € MoKa3aH
3a II'bpBa JIMHHUS HA JIeUYeHUe Npu Bb3pacTHU nanueHtu ¢ HER2 orpunarenen, manpeanan wim
MeTacTaTU4YeH aJIeHOKapIMHOM Ha CTOMaxa, racrpoe3odareanHus NpexoJ WM XpaHONpPOBOJA,
yuuTo TyMopu uMat PD-L1 excnipecust ¢ KOMOMHMpAH MOJIOKUTENIEH CKOp => 5.
[Ipenopruntennara no3a € 360 mg HUBOIYMAO, MPIIIOKEH HHTPABEHO3HO B MPOIbKeHHE Ha 30
MUHYTH B KOMOMHAIMS ¢ (PIyopoONnUpPUMHINH U TUIaTHHA-0a3UpaHa XUMUOTEpanus, Ipujaraia Ha
Bceku 3 cenmuiiy uiu 240 mg HUBOJIyMa0, MPUIIOKEH HHTPABEHO3HO B MPOABIKEHHE Ha 30 MUHYTH
B KOMOMHAaLUsA ¢ (pIyoponMPUMHIUH U TUIaTHHA 0a3upaHa XUMHOTEpanus, Mpuilarana Ha BCEKH 2
cenmun. JleueHueTo ¢ HUBOJyMal ce ImpernopbyBa 0 Iporpecus Ha 3a00sIBaHETO, HEMPUEMIINBA

TOKCHYHOCT WJIH JI0 24 Mecela pH MaiueHTH 0e3 mporpecus Ha 3a00J151BaHETO.



10.3. Bropa u noc/ieiBaly JUHUU XUMHOTepanus (MPH XUCTOJIOTHA 32 IeHOKAPLHHOM)

Ramucirumab + Paclitaxel

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

Irinotecan + Cisplatin

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

FOLFIRI

Irinotecan — 180 mg/m2 1.V. 30-munytHa undys3us, e 1
Leucovorin — 400 mg/m2 1.V. 2-yacoBa undy3us, 1eH 1
Fluorouracil — 400 mg/m2 L.V. 6omnyc, neH 1

Fluorouracil — 2400 mg/m2 1.V. 46-4acoBa undys3us

[ToBTOpenue npe3 14 nHu.

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

[Tpu nporpecus cien 6 u 1oBeye Mecena cien
1aTuHa/PIIyopONUPUMHUINHOBUPEKUMHU.

XUMHUOTCPAIA

Paclitaxel —80 mg/m2 L.V, qam 1, 8 u 15
[ToBTopenue mpe3 28 auu.

Irinotecan — 150 mg/m2 I.V., nau 1 u 15
[ToBTopenue mpe3 28 aHu.

ILF/ IF

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

[{uKkBIBT ce MOBTAPS HA BCEKH 6 ceIMUITH, IOCiIeBaH OT 1-2 ceqMuYHa TIOYHBKA.

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

xomOuHanms ¢ Paclitaxel He ermogxomsimia.

Cnen mporpecust Ha miIaTHHA + GIyOpPONUPUMHUINHY U Opyd  TALMEeHTH, IPU KOUTO




Paclitaxel + Cisplatin

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

Mitomycin C + Fluorouracil

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

Bropa u nocsenBamm JUHUU Tepanus

HNmyHoTepanus npu Heonepadu/jieH UM MeTACTATHYEH KAPIIUHOM HA CTOMAX NMPHU
NMporpecus cJie]l MoOHe eIHA NMPeIX0/IHA JUHUS Tepanus.

Pembrolizumab** karo monorepamnus - 200 mg 1. V. Ha Bcexu 3 cenmuriu win 400 mg 1.V. Ha Bceku
6 ceIMUIY TPU HEOTIEPaOMIICH UM METACTaTUYCH KapIIMHOM Ha CTOMaxa ¢ BUCOKa MUKPOCATEIUTHA
HectabunHocT (MSI-H) minu nedunur B MexaHu3Ma 3a Bb3CTAHOBSBAHE HAa HECHOTBETCTBUSITA HA
JIHK (dMMR), koraro 3a00/5BaHETO € MPOrpecupalio 1Mo BpeMe WU Clie]] TIOHE €Ha MPEeaXxoIHa
Tepanusi.

Jleuennero ¢ Pembrolizumab mpoabmkaBa 10 mMporpecuss WM HENPHEMIMBA TOKCHYHOCT. [Ipu
KIMHUYHO CTa0WIHU MAlUWCHTH C [bPBOHAYAIHU JAHHH 3a IMPOrpecHs Ha 3a00sIBAHETO €
IPETIOPBYNUTEITHO JICUCHUETO J1a IPOIBIDKH, JOKATO IPOTPECHATA Ha 3a00JIIBAHETO HE CE MOTBBP/H.

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

/TIpn MaMeHTH,KOUTO ca OWJIH Ha MOHe 2 JIMHUY XUMHUOTEpaIus 3a HalpeHao 3a00saBaHe/
[ToBTOpeHue npe3 28 AHMU.

IIpn namumentun c¢ HanpegHan HER2 mnonoxwurenen aneHokapiMHOM Ha cToMmaxa WU
ractpoe3odareanHara CBpb3Ka, KOMTO ca MOJY4YWJIM MpeAllecTBalla cXeMa Ha OCHOBaTa Ha
TpacTy3ymao.

MownoTtepanus ¢ Trastuzumab-deruxtecan**
Trastuzumab-deruxtecan** 6,4 mg/kg, npunaran KaTo HHTpaBEHO3HA HH(Y3HS BEAHBK HA BCCKU

3 cCaAMUIIU (21-,Z[HCBCH I_II/IK’bJ'I) A0 IIporpecusd Ha 3a00JIIBaHETO WU HEMIpUCMJIIMBa TOKCUIHOCT.



11. AJEHOKAPIHMWHOM HA TAHKPEAC

11.1. HeoaaroBaHTHA XMMHMOTEpPANusi

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

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

Gem/Cis

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

FOLFIRINOX

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

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

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

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

ITox 3amurara Ha GCSF.

11.2. AnioBaHTHA XUMHOTePANUs

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

Oxaliplatin — 85 mg/m2 I.V., neu 1 Irinotecan — 180 mg/m2 L.V., ner 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-uyacoBa undy3us 3aabokuTenta noakpena ¢ G-CSF
[ToBTOpenue npe3 14 nuu .

Monudunupan FOLFIRINOX

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

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

Calcium folinate 400 mg/m2 i.v. 2-4acoBa uny3wus B aeH 1 u 15

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

[ToBTOpenwue mpe3 29 quu 10 6 KBTI



ITox 3amurara Ha GCSF.

Momnorepanus ¢ Gemcitabine ce npenopbyBa Jia ce npuiiara caMo Ipyu yBpeIeHH MalUCHTH.

Gemcitabine — 1000 mg/m2 1.V., nquu 1, 8 u 15
[ToBTopenue npe3 28 auu (6 Kypca).

11.3. Tepanus npu Hepe3eKTa0WIHA M MeTACTaTUYHA foJ1ecT

11.3.1. Xumuorepanunsa opu craguii 1IB u 111

FOLFIRINOX
Oxaliplatin — 85 mg/m2 I.V., nen 1 Irinotecan — 180 mg/m2 L.V., nen 1 Leucovorin — 400
mg/m2 L.V, nen 1
5-Fluorouracil — 400 mg/m2 1.V. 6oinyc, aen 1
5-Fluorouracil — 2400 mg/m2 1.V. 46-4acoBa undysust 3aapmokuTenna noakpena ¢ G-CSF
[ToBTOpenue npe3 14 nuu .

Moaupuuupan FOLFIRINOX

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

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

Calcium folinate 400 mg/m2 i.v. 2-yacoBa uadys3wus B nex 1 u 15

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

[ToBTOpenue npe3 29 nuu 10 6 LKUKbBIA

ITox 3ammrara va GCSF.

Momnorepanus ¢ Gemcitabine ce nmpemnopbyBa Jia ce mpuiiara caMmo Ipyu yBpeIeHH MalUCHTH.

Gemcitabine — 1000 mg/m2 1.V. cenmuuno (7 Kypca), mociieiBaH OT 7-JHEBHA MOYMBKa; CIIe]]
toBa — 1000 mg/m2 I.V., nuu 1, 8 u 15 (moBTOpenue npe3 28 quu).

Mayo Clinic (6-8 kypca)

Leucovorin — 20 mg/m2 L.V., nau 1-5
Fluorouracil — 425 mg/m2 1.V., nau 1-5
IToBTOpeHue npe3 28 nHU.

Crpuerano xumuonbuenedenue npu craauii [1B u 1l



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

Cisplatin + Fluorouracil

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

11.3.2. Xumuorepanus npu Meractaruuna oosect (craguii 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 .

Gemcitabine + Erlotinib

Gemcitabine — 1000 mg/m2 1.V. ceamuuno (7 Kypca), mociieiBaH OT €1Ha CEAMMIIA ITOYHNBKa,
cnen ToBa — 1000 mg/m2 LV, nuu 1, 8 u 15

Erlotinib — 100 mg P.O. nueBHo, nuu 1-28 (mpoabmkasa 10 IpOrpecs)

[ToBTOpeHue npe3 28 aHM.

Gemcitabine — 1000 mg/m2 I.V. ceamuuno (7 kypca), TMOCIAeIBaH OT €AHA CEAMHUIIA
nounBka; cnea Toa — 1000 mg/m2 LV, gau 1, 8 u 15
[ToBTOpenue mpe3 28 mHu.

GEMOX = Erlotinib

Gemcitabine — 1000 mg/m2 L.V., niu 1 u 8
Oxaliplatine — 100 mg/m2 1.V, nen 2

+ Erlotinib — 100 mg P.O. aueBHo, nuu 1-21 (mpoabiokaBa 10 IpOrpecws)
[ToBTOpenue npe3 21 aHu.

FOLFIRI

Irinotecan — 180 mg/m2 1.V. 30-munyTHa nHbY3H, n1eH 1
Leucovorin — 400 mg/m2 1.V. 2-yacoBa undy3us, aeH 1
Fluorouracil — 400 mg/m2 1.V. 6onyc, neH 1

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

Mayo Clinic (6-8 xypca)



Nab-Paclitaxel + Gemcitabine

Nab-paclitaxel- 125 mg/m2 L.V., nau 1, 8 ul5
Gemcitabine — 1000 mg/m2 1.V., nuu 1, 8 u 15
[ToBTOpenue nmpe3 28 nHu.

Gemcitabine + Capecitabine

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

[Mognbppkamio JiedeHne Ha BB3pAacCTHH mNanueHTd ¢ repmuHatuBHU BRCA1/2 myrammu, c
METAaCTaTUYEH aJICHOKAPIIMHOM Ha ITaHKpeaca, YUeTO 3a00/sIBaHe HE € IPOrpecCUpallo Clesl Hail-
MaJIko 16 ceaMuLu JiedeHUe ¢ I'bpBa JIMHUS XUMHOTepanus Ha 0azaTta Ha IUIaTHHA.
Mownoteparmus Olaparib 600 mg Ttabmerkn gHeBHO, P.O 10 mporpecus Wi HENmpUEMIIUBA
TOKCUYHOCT.

11.4. Bropa JUHHSA XUMHOTEpaNus

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. enqnodacoa undy3us, nex 1
[ToBTopenue npe3 7 quu (12 kypca).

Liposomal Irinotecan + Fluorouracil

Liposomal Irinotecan — 70 mg/m2 1.V., nen 1 Leucovorin — 400 mg/m2 1.V. 6omyc, aen 1
Fluorouracil — 2400 mg/m2 1.V. B 46-4acoBa undy3us, neH |
[ToBTOopenue mpe3 14 HM.

Beuuku pexumu 3a MeractaTHuHa OOJIECT C€ MPOBEXAAT 10 Iporpecuss Ha OojecTra W J10
HEMPUEMIIMBA TOKCUYHOCT.



12. XEHNATOULEJYJAPEH KAPIIUHOM

XenarouenyJaapHHUAT paK € Hali-4eCTHAT MbPBUYEH TYMOP Ha 4epHHs 1po0. Mima Obp3a eBosronus
u Jioma nporuo3a. Haii-Bucoka e yecrorarta My B Adpuka u FOrouszrouna Asus. Yecrorata my
BapHpa B 3aBUCHUMOCT OT pa3lpOCTpaHEHHETO Ha xenaTutHute Bupycu B u C. Mbxkere GonenyBar
3-8 mbTH MO-4ecTo.

12.1. HayaJiHa CHCTeMHA Tepanus

[Tpunara ce mpu HeonepaOmiHa wiu MetactatnyHa O0osect B ctaauii C mo BCLC- knacudukanus
i kinac A u B o Child-Pugh. IIpuioskeHneTo Ha KOHBEHIIMOHATHA XUMHOTEPAIHS € OTPAaHUYEHO
1opajau BUCOKA PE3UCTEHTHOCT, HApYIIeHA YepHOAPOoOHA (YHKUHMS U NPUAPYKABAIINA XPOHUYHH
4epHOIPOOHU O0JIeCTH (XENaTUT U/ [IUPO3a).

12.1.1.1TppBa TuHUS TapreTHa Tepamnus

Sorafenib — 800 mg P.O. nHeBHoO, 10 porpecusi.

Lenvatinib
[TpenoppunTennara qHeBHa g03a Lenvatinib e:
- 8 mg (uBe karncynu ot 4 MQ), IpUeMaHa BEAHBK JHEBHO MPH MAUCHTH C TEJIECHO TETJI0
<60 kg
u
- 12 mg (Tpu kancynu ot 4 mg), IprueMaHa BEAHBX JHEBHO MPH MALUEHTH C TEIECHO

terio >60 kg.

12.1.2. [IspBa MuHUS UMyHOTEpaNus
IIpuaara ce npu aBaHcHpaJI Heonepadu/ieH XenaToueayJapeH KapuuHOM
Atezolizumab + Bevacizumab
Atezolizumab — 840 mg 1.V., aen 1, npe3 14 nau
wi 1200 mg I.V., nen 1, npe3 21 guu
wi 1680 mg 1.V., nen 1, npe3 28 nuu
Bevacizumab — 15 mg/kg 1.V, nen 1, npe3 21 auu
Koraro ce mpuwiaratr B eamH W cwhinu JeH Atezolizumab tpsioBa nma ce mpuiara npenu

Bevacizumab.
HequHeTo Cce annara o 3ary6a Ha KJIMHUYHA I10J13a UJIN HGKOHTpOJ'II/IpyeMa TOKCHUYHOCT.

Durvalumab + tremelimumab**
Durvalumab 1 500 mg, npunoxen B komOunarus ¢ 300 mg tremelimumab kaTo eaHokpaTHa 1034
Ha [luxben 1/Jlen 1, mocaensano ot durvalumab kato mMoHOTepamuss Ha BCEKH 4 CEAMMIIM.
JleueHreTo ce mpuara JOKaro ce HaONfoJaBa KIMHHYHA I[10J13a WM J0 HEMPHEMIIUBA
TOKCHYHOCT.

Cisplatin + Fluorouracil + Epirubicin




Cisplatin — 80 mg/m2 1.V., nen 1
Fluorouracil — 600 mg/m2 I.V., nau 1 u 8 Epirubicin — 40 mg/m2 I.V., nau 2 u 3 [loBropeHue
npe3 21 auu.

Cisplatin + Fluorouracil + Vincristine

Cisplatin — 90 mg/m2 L.V., nen 1
Fluorouracil — 600 mg/m2 L.V. 6oayc, aeu 2 Vincristine -mg/m2 1.V., neu 2
[ToBTOpenwue npe3 21 muu.

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

Cnen Heoa/l0OBaHTHA Teparus, 10BeJa 10 ONepaOuiIHOCT Ha ITbPBUYHUS TYMOD, ClIEA0IEPAaTUBHO
ce mpuiarar ole 4 Kypca XMMHOTEpPaIus 10 ChLus pexxuM. MIHTpaapTepuaina XuMuoTepanus He
ce MpenopbyBa.

12.2. Tpancaprepuaiana xemoemooau3amus (TACE)

[lpunara ce mpu HepezekrabuiaHa (MyAaTHHOAyNapHa) Oonect B craauid B mo BCLC-
Ki1acupukanus. M3epmBa ce  Haii-uecTto ¢ aHTpauumkimHu, Mitomycin  C  wim
paarodapmareBTHK.

12.3. Bropa JIMHHUS CHCTEMHA Tepanusi

FOLFOX4

Oxaliplatin — 85 mg/m2 1.V. 2-yacoBa undysus, 1ex 1 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-yacoBa undy3us, auu 1 u 2
[ToBTOpenue npe3 14 nxu.

Regorafenib — 160 mg P.O. aueBno, qau 1-21
[ToBTOpenue npe3 28 mHu.




13. BHMJIMAPEH KAPIIMHOM

KapunnombT Ha )IIb4HUS MeXyp npeacTanisBa 1 10 4% ot Bcuuku kapuuHoMu. KapuuHoMbT Ha
HITBYHUS MEXyp UMa oco0eHOo reorpad)cko pa3mpocTpaHeHue - 4ecTo cpeman € B lleHTpanHa u
HOxna Awmepuka, Cesepna Munms, SInonus, Llenrpanna u M3rouna Epona. 3abomnsiBaneTo ce
Cpellla M0-4€CTO U B OMNpPEACIICHH €THUYECKU TPYINH, KaTo HAapUMEp HATUBHUTE aMEPUKAHCKU
WHJIMAHUIM M JaTHHOaMepukaHiuTe. KbM HacTosmiuss MOMEHT €IMHCTBEHaTa ajlTepHaTHBa 3a
paguKaiHO JICYCHHE Ha TO3W paK € XHUpypruvHara pesekmus. Jlopu u cien paaukaiHo JCUCHHE
S5-ropuIIHaTa MPeXXUBIEMOCT He HaaBuIara 20%.

BxumtouBa KapiMHOM Ha €KCTpaxenaTajHy *IITbYHU MbTHUINA, )KIITBYEH MEXYP U XOJaHTUOKAPLIMHOM.
13.1. AxoBaHTHA XUMHOTepaNusi

[Ipunara ce crnen neuedHa xupyprus ¢ RO- win R1-pesekuus.

13.2. IIbpBa JUHUS XMMHOTePANUs

Gemcitabin — 800-1000 mr/m2 - 30 muH - 1,8,15 nen
[ToBraps ce Ha 4 ceaMuIy, mocyieaBaHo ot 15 qHeBHa maysa

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

GEMCIS

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

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 1.V - 11en
5-FU 200 mr/m2 moctositaHa uHg. 244. [Toraps ce Ha 3 ceqmunu

PEFG

Cisplatin 40 mr/m2 i.v 1 nen

Epirubicin 40 mr/m2 i.v 1 nen

5-FU 200mr/m2/nu nipoabiokutenna uadysus .V 1-28 nen
Gemcitabine 600 m1/M2 1 yac i.v 1, 8 nen

[ToBTaps ce Ha 4 ceqmuIn




13.3. Bropa JuHUSI XUMHOTEPaNHA

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

Leucovorin — 400 mg/m2 1.V. 2-qacoBa undys3wus, aex 1
Oxaliplatin — 85 mg/m2 1.V. 2-uacoBa undy3us, nen 1
5-Fluorouracil — 400 mg/m2 1.V. 6onyc, 10-15 min., aeu 1, 2
5-Fluorouracil — 1200 mg/m2 1.V. 24-gacoBa undy3us, ae 1, 2
[ToBTOopenue npe3 21 nHu.

HMmyHoTepanusi Npu HHONEPadHIeH/ MeTacTaTHYeH CTaUi

Pembrolizumab** xato monotepanus - 200 mg I.V. Ha Bceku 3 ceamunu win 400 mg 1.V. Ha Bcekn
6 ceqMuIK TpH HEOTIEPaOMJIEH WJIM METACTATHYEH KapIIMHOM Ha YKIIbYHH IIBTHUINA U JKITBUYEH MEXYP
C BUCOKa MHUKpocaTenuTHa HecTabmiHocT (MSI-H) uiu neduiur B MexaHu3Ma 3a Bb3CTAHOBSIBAHE
Ha HecboTBeTcTBHATA Ha JTHK (AMMR), KOraTo 3a00JsiBaHETO € IIPOrPECUPAIO [0 BPEME HIIH CIIE]
MOHE ¢IHA MPEIXO0/HA TeParusl.

Jleuenueto ¢ Pembrolizumab npoxwmkaBa qo mporpecus Wiu HempueminBa ToKcuuHOCT. [lpu

KJIMHUYHO CTaOMIIHU MNayeHT C HObPBOHAYAJIHHM OAaHHU 3a HOPOIrpeCHd Ha 3a00/IIBaHETO €
IpCIOPBHUYUTCIIHO JICUCHHUCTO [d IIPOABIIKH, JOKATO IIPOIpeCUsiaTa Ha 3a00J/Is1BaHETO HE CE IOTBBPAU.

13.4. IIbpBa JMHUA UMYHOTEPATIMA ™™

IIpu Heonepadu/ieH UM MeTACTATHYEH PAK HA JKIBYHHU IbTHILA

Durvalumab**

Durvalumab 1500 mg B xomOuHamus ¢ XuMHoTepanus gemcitabine+ cisplatin® ma Bcexu 3
cenmuitd (21 qau) 1o 8 mukbiaa, mocaeaanu ot durvalumab 1500 mg Ha Bceku 4 ceMHIIHA KaTo
MoHoTepanus. [IpoabkaBa 0 MPOTPecHsl WIH HEMPHEMIIMBA TOKCHYHOCT C MaKCHMallHa
IPOIBJDKUTENHOCT 10 12 Mecena.




14. KAPIHMHOM HA BBBPEK

bropeunoxnerpunusT kapuuHoMm (BKK) e psako cpeman Tymop, ¢ yectora mexay 3-5% or
3JI0KQ4eCTBEHUTE HOBOOOPa3yBaHMs Y Bb3PAaCTHU, BKIIOUBAI M YpOTelUaIHUs KapuuHoM. Toii e
Ha CEZIMO MSICTO [0 YECTOTa y MBKETE U Ha JAECETO MSCTO IO YECTOTa OT BCHUYKH 3JI0KAUECTBEHU
TyMoOpH Tipu xkeHute. 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
3a0o0JiBaHe.

14.1. bbopeyHOK/IeThYEH KAPIIMHOM

14.1.1. AIIOBAHTHA Tepanusi

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

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

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

14.1.2. IIbpBa IMHUSA TapreTHA Tepanus

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

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

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

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

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

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

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

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



NmyHoTepanus

Nivolumab+ipilimumab

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

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

Nivolumab - 3 mg/kg 3a 30 munyTn

Ipilimumab - 1 mg/kg 3a 30 munyTH

®da3a KaTo MOHOTEpaIus:

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

480 mg Ha Bceku 4 cenmuiy 3a 60 MUHYTH.

Mo nporpecus Ha 3a00J15IBAHETO WIIM HEIPUEMIIMBA TOKCUYHOCT

Nivolumab+cabozantinib**
Nivolumab B komGuHamus ¢ cabozantinib ¢ mokasaH 3a mbpBa JIMHHA Ha JCUYCHHE HA BH3PACTHH
MalMEHTH C aBaHCUPAJI ObOPEYHOKIETHUCH KapLIUHOM.
Nivolumab 240 mg na Bceku 2 ceqmuiu 3a 30 MUHYTH HITH
480 mg Ha Bceku 4 cenmuuu 3a 60 MUHYTH
Cabozantinib-40 mg BeHBK THEBHO
Jlo mporpecus Ha 3a00J151BaHETO, HEMPUEMIIMBA TOKCUYHOCT WX 710 24 Mecela pyu NalueHTu 6e3
nporpecus Ha 3a00JI5BaHETO

Pembrolizumab** B komOunanus ¢ AXitinib 3a gedeHue OT mbpBa JIMHUSA Ha aBaHCHPAI
OBOPEYHOKIICTHYCH KapIIMHOM IIPU BH3PACTHH

Pembrolizumab 200 mg I.V. na Bceku 3 cenmuiy wian 400 mg Ha Bceku 6 ceamuiin

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

[lpu nanmeHTH, KOUTO MmoHacsT AXIitinib 5 mg aBa mbTH THEBHO 3a 2 MOCIEIOBATEIHH IHUKBIIA
Ha JieueHue (T.e. 6 ceaMuIm) 6e3 HeXxenaHu cbouTus > CTerneH 2, CBbp3aHHu ¢ iedeHrueTo ¢ AXxitinib
U ¢ J00pe KOHTPOJIUPaHO KpbBHO HaisraHe n0< 150/90 mm Hg, e mo3BoneHo moBuIaBaHe Ha
no3aTa akCUTHUHHUO 0 7 mg nBa mbTU AHEeBHO. [loBuInaBaHeTo Ha qo3aTta Axitinib go 10 mg aBa
BTU JTHEBHO € MO3BOJICHO MPH MPUJIATaHEe Ha CHINUTE KpUTepHH. AXitinib Moke Ja ce mpekpaTH
WK J1a Ce HaMaJIk JI0 3 mg J1Ba ITbTH JTHEBHO U CJIeJ TOBa /10 2 Mg JIBa IIbTH JHEBHO 3a OBJIa/IABaHE
Ha TOKCUYHOCTTA.

[MpoasmkaBa 10 MPOTPECHs WK HEMPUEMITHBA TOKCHYHOCT. [Ipy KITMHUYHO CTAOMIHY MAIlMEHTH C
IbPBOHAYAITHY JAHHU 33 MPOTPECHs Ha 3200 ISIBAHETO € IPEMOPHUUTEITHO JICYSHUETO JIa TIPOTBIDKH,
JIOKATO MPOTrpecHsITa Ha 3a00JIIBAHETO HE CE MTOTBBP/IN.

Pembrolizumab** — 200 mg IV na Bceku 3 ceamuim wiu 400 mg 1.V. Ha Bceku 6 cenMHIU B
koMOuHanus ¢ JleHBaTMHMO, 3a JieueHHE OT IIbPBaA JIMHUS Ha aBaHCHUpal OBOPEUYHOKIIETHUYCH
KapIUHOM ITPU Bb3PaCcTHH

Pembrolizumab — 200 mg IV na Bceku 3 cenmunm uam 400 mg L.V. Ha Bceku 6 ceamuim, neH 1
JlenBatrHUO 20 Mg nepopaHO BEAHBK THEBHO

[MpoawmkaBa 0 MPOTPECHs WK HEMPUEMITUBA TOKCUYHOCT. [Ipy KITMHUYHO CTAOMITHY NMAIIMEHTH C
I'bPBOHAYAITHY JAHHU 32 MPOTPECHS Ha 3a00JSIBAHETO € MIPEMOPHUUTEITHO JICYSHUETO JIa TIPOTBIIKH,
JIOKaTO MPOrpecHsTa Ha 3a00JISIBAHETO HE CE TIOTBBP/IH.

Avelumab B xomOunanms ¢ Axitinib e mokasan karo mbpBa JUHHS Ha JICYCHHE HA BB3PaCTHU
MAIMEeHTH C aBaHCUPaJl ObOPEUHO-KIETHYCH KAPIIMHOM.
Avelumab 800 mg, npuokeHa HHTPaABEHO3HO B MPOAb/KeHHE Ha 60 MUHYTH, Ha BCEKH 2 CEIMUIIH



u Axitinib 5 mg - mepopanHo aBa mbTH AHEBHO (mpe3 12 vaca) ¢he WM O0e3 XpaHa, 10 MPOrpecHs

Ha 3a00JIIBAHETO UJIN HETIpUEMIIMBA TOKCUYHOCT.

Tivozanib** e nokazan 3a jeyeHue OT MbpBa JUHHS [PHU BBH3PACTHH MAIMCHTH C aBaHCHpAI

OBOPEYHOKIIETHYEH KapIUHOM U MIPU BB3PACTHU MALMEHTH, KOUTO HE ca JIEKYBaHU C UHXHOUTOpP Ha

VEGFR mTOR unxubutop ciex nporpecust Ha 3a00JIBaHETO, CIIE] €IHO MPEAXOIHO JICUEHUE C
muTokuHY 3a aBancupai RCC. [IpenopbunTennara no3a TuBo3anu6 e 1 340 Mukporpama euH mMbT

JAHCBHO B IIPOABJIDKCHUC HA 21 JHHU, ITIOCJICABAHO OT 7-,I[HeBeH IEprUoa Ha IOYUMBKA, KOCTO ChCTaBJIsIBa

CIUH ITbJICH TECPAIICBTUYCH HUKBJII OT 4 CCAMUIIU. Tazu TEPAINICBTUYHA CXEMaA TpH6Ba Ja CC IIPOABIIZKU

J0 IIporpecus Ha 3a00/11BaHETO MIIH 10 I10s1Ba Ha HCITPHUEMJIMBA TOKCHYHOCT.

XUMHOTEPATHS

Epirubicin + Gemcitabine (nmpu HecBeTIOKIEThUHA XHCTOIOTUS ChC CAPKOMATOMIHA
ChCTAaBKa WIIM MPOU3XO0JI OT YPOTEJia Ha JIETEHYETO)

Epirubicin — 75 mg/m2 L.V., nen 1

Gemcitabine — 1500 mg/m2 I.V., nen 1

[ToBropenwue mpe3 14 nuu (10 nporpecus) (¢ moakpena ot G-CSF).

Enpokpunna tepanus

Medroxyprogesterone Acetate — 500 mg P.O. npe3 ngen. [Ipu nanuenTH ¢ u3paseHa
KOMOPOUTHOCT H/WITK HalpeaHalia Bh3pacT.

Megestrol acetate — 160 mg P.O. npe3 nen. [Ipu nanueHTH ¢ n3pa3eHa KOMOPOUIHOCT
W/WIIK HaTlpeIHalla Bb3PacT.

14.1.3. Bropa u nocJieaBaia JUHUA

Axitinib — 10 mg P.O. aueBHo, 10 porpecus (e MpeaIiecTBaIlo JIeUeHHe ¢ THPO3UH-
KWHA3HU WHXUOUTOPU WM M- TOKWHH). [Ipu 100pa MOHOCHMMOCT J03aTa MOXE Ja ce
yBesnuu 110 20 mg P.O. nHeBHo.

Sunitinib — 50 mg P.O. nueBHo, 28 auu u 14 nHU ounBKa, wiu 14 Onu mepanus u 7 OHu
nouueka cnoped nowocumocmma, 0 TIporpecust (ciej MpeaIIecTBaIlo JEYEHHE C
IIUTOKUHHU).

Sorafenib — 800 mg P.O. mHeBHO, 10 mporpecus (Cied MPEANIeCTBAIIO JICYCHHUE C
[UTOKWHU WM THPO3UH-KUHA3HHU UH- XHOUTOPH).

Pazopanib — 800 mg P.O. nHeBHO, j0 mporpecus (ciel MPEAIIECTBAIIO JICYCHUE C
IIUTOKWHHU ).

Everolimus — 10 mg P.O. mHeBHO, M0 mporpecus (cien MPEaniecTBAIIO0 JICYUCHUE C
TUPO3WH-KUHA3HU HHXUOUTOPH ).

Nivolumab — 240 mg I.V., npe3 14 aan umm 480 mg 1.V, npe3 28 1Hu, 10 nporpecus wim
HETPHEeMIINBA TOKCHYHOCT..

[Ipu mporpecust Ha BTOpa JIMHUA NpU 00JHU B 100po oOuio cherosiHue (PS) morat na ce mmar

npeaABUA JICKAPCTBATa OT II'bpBa JIMHUS.



14.2. TlpexoaHoKJeThYeH KAPUMHOM Ha O0bOPEYHOTO JiereHye

Umynorepanus ¢ Nivolumab 240 mg I.V., npe3 14 auu wiu 480 mg L.V., npe3 28 nuu, a0
[IPOrPECHS WIIK HEMPUEMIIHNBA TOKCHYHOCT.

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



15. KAPIHMHOM HA JEBEJIO U IIPABO YEPBO. KAPIIMHOM HA
TBHKOTO YEPBO

15.1. HeoagioBaHTHO XHMHOJIbYeIeYeHHE Ipu KapuuHOM Ha IMpaBoO Y€pBO

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

Capecitabine — 1600 mg/m2 P.O. qxeBHo, 1uu 1-33 (B IHUTE C JIbUCICUCHHE).
Fluorouracil — 350 mg/m2 L.V., aau 1-2, 29-31.

5-FU + Oxaliplatin +JIT

5-FU 250 mg/m2/d i.v. npogbmkutenna uadysus mo Bpeme Ha JIT 1-14]1 ,22-35 JI Oxaliplatin
50mg/m2 i.v. 2 gacoBa undysus 1,8,22,29]]

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

Mitomycin C — 8-10 mg/m2 L.V., B nHuTe Ha JbYeiacueHUe (CPeACTBO HAa M300p MPHU aHAICH
KapIIUHOM)

+ Fluorouracil.

15.2. AnmoBaHTHa XHMHOTepanusi NPU KapuuHOM Ha Je0ejio U mMpaBo 4yepBo [Ipuiara ce B
craauii Il u B Hakou ciaydau Ha cramuii II: T4, auckonudepenmupan tymop (G3), HUCKA CTeneH
Ha MukpocarenuTHa HecrabuiHoct (MSI-L/pMMR), wuneyc, nepdopanus, u3cieaBanu mo-
Manko ot 12 numdHH BB3IHM, ChIOBAa W NepUHEBpaiHa WHBa3us, Bucoku HuBa Ha CEA. Ilpu
KapIIMHOM Ha MpaBo 4epBo ce npuiara B craauii 11 ulll.

ITo mpaBuio aaroBaHTHa XUMMOTepanus mpojabikaBa 6 mecena (npu pT4 w/unmm 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-gyacoBa undy3us, 1au 1 u 2
[ToBTOpenwue npe3 14 nuu.

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




Oxaliplatin — 85 mg/m2 1.V. 2-gacosa undysus, aeun 1 Leucovorin — 200 mg/m2 L.V. 2-
yacoBa uH¢y3ust, 1au 1 u 2 Fluorouracil — 400 mg/m2 L.V. 6onyc, nau 1 u 2
Fluorouracil — 600 mg/m2 1.V. 22-yacoBa undy3us, aau 1 u 2

IToBTOpenue npe3 14 nxu.

XELOX

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

Capecitabine — 2500 mg/m2 P.O. nueBHo, auu 1-14
IToBropenue npe3 21 auu (4-8 kypca).

15.3. BropuuHa npeBeHius npu craauii |-111

| Acetylsalicylic acid — 200 mg P.O. nueBHo.

15.4. IIbpBaauHHA XMMHOTepanus (IpU MeTACTATH4YHA 00J1€eCT)

JleuenueTo U3MCKBa IpeBapUTEICH TeHeTHYeH aHanus 3a onpenaensHe Ha RAS (KRAS u NRAS)
CTaTyC B OMUTHA JabopaTopus upe3 BadugupaHa MeToauka 3a orkpuBane Ha KRAS (ex3onu 2, 3
u 4) u NRAS (ex3onu 2, 3 u 4) myTtanuu.

De Gramont
Mayo Clinic
Kom6unarust FOLFOX + Panitumumab (ipu 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., nen 1

[ToBTOpenue npe3 14 nxu.

[Tpunoxenue Ha Bevacizumab ce mpenopbuBa U ciesl IbpBa Mporpecyst Ha KOMOMHALKUATA MYy C
XUMHOTEPANEeBTUYECH PEXHUM OT I'bpBa JIMHMS, T.€. MIOKa3aH € 3a MpOoJbDKaBaHe B KOMOMHALIUSA C
XMMHOTEPANeBTUYCH PEXHUM OT BTOpa JIMHMS, IpernopbuBa ce JeyeHuero ¢ Bevacizumab na
IPOIBIIKH JI0 IPOTPECHS.

FOLFOX4 + Cetuximab (mpu tymopu ¢ RAS WT) Oxaliplatin — 85 mg/m2 1.V. 2-yacosa
uH(py3us, aeH 1



Leucovorin — 200 mg/m2 1.V. 2-gacoBa undysus, auu 1 u 2 Fluorouracil — 400 mg/m2 1.V. 6oxyc,
mau 1 u 2

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

[ToBTOpEHME TIpE3 2 CEMUIIA
+ 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 nHu.
FOLFOX6

Oxaliplatin — 100 mg/m2 1.V. 2-gacoBa undysus, aea 1 Leucovorin — 400 mg/m2 1.V. 2-yacosa
undysus, nen 1 Fluorouracil — 400 mg/m2 1.V. 6oayc, nen 1 Fluorouracil - 2400 mg/m2 1.V. 46-uacoBa

uHpy3us
[ToBTOpenue npe3 14 nuu.

FOLFOX7

Oxaliplatin — 130 mg/m2 1.V. 2-4acoBa undys3us, aeH 1

Leucovorin — 400 mg/m2 I.V. 2-yacoBa undysus, aex 1 Fluorouracil — 400 mg/m2 1.V. 6omyc,
neul

Fluorouracil - 2400 mg/m2 L.V. 46-4yacoBa un(y3us
[ToBTopenue npe3 14-21 nuu.

FOLFIRI + Cetuximab (mpu tymopu cRAS-WT; pexum Ha u300p npu TyMOPH C IbPBHYHA
nokanu3anus B JisiB KosioH) FOLFIRI

+ Cetuximab — 400 mg/m2 1.V. nocneasano ot 250 mg/m2 1.V. cenmuuno, nim 500 mg/m2 1.V. nen 1.
[ToBTOopenue npe3 14 nHu.

FOLFIRI + Panitumumab (nipu Tymopu ¢ RAS WT)

Irinotecan — 180 mg/m2 1.V. 30-munytHa undy3us, aed 1 Leucovorin — 400 mg/m2 1.V. 2- yacosa
uHoy3us, aeH 1 Fluorouracil — 400 mg/m2 1.V. 6omyc, neH 1

Fluorouracil — 2400 mg/m2 1.V. 46-yacoBa uHdy3us
+ Panitumumab — 6 mg/kg I.V., nen 1

IToBTOpenue npe3 14 nuu. 1o nporpecus

FOLFIRI + Bevacizumab

FOLFIRI

+ Bevacizumab — 5 mg/kg V., nen 1
[ToBTOpenue npe3 14 nxu.



[Tpunoxxenue Ha Bevacizumab ce mpenopbuBa u cien mbpBa Nporpecus Ha KOMOWHAIUITA MY C
XUMHOTEPAIIEBTUYCH PEXXHUM OT ITbpBa JIMHMUSA, T.€. TTOKa3aH € 3a MPOJb/DKaBaHe B KOMOWHAIIHS C
XMMHOTEPAIIEBTUYCH PEXHM OT BTOpa JIMHHS, MPErnopbuBa ce JeueHuero ¢ Bevacizumab na
MPOIBIDKHU JIOTIPOTPECHSL.

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

5-Fluorouracil — 1600 mg/m2 24-yacoga |.V. undy3us, neu 1, 2

+ Bevacizumab — 5 mg/kg 1.V., npu nporekuus ¢ G-CSF. ITosropenue npe3 14 quu, 6 mecena.

IFL + Bevacizumab

Irinotecan — 125 mg/m2 L.V., auu 1, 8, 15 n22
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 mpenopbuBa U clie]] MbpBa Mporpecus Ha KOMOWHAIUATA MY C
XUMHOTEPANEeBTHUEH PEXHUM OT IMbpBa JIMHUS, T.€. IOKa3aH € 3a MPOoAbKaBaHe B KOMOMHALIUS C
XMMHOTEPAIEBTUUCH PEXHMM OT BTOpa JIMHHS, MpernopbuBa ce jedeHueto ¢ Bevacizumab nma

MPOABJIKH J10 IPOTPECHS.

CapeOX + Bevacizumab

Oxaliplatin — 130 mg/m2 I.V., aen 1

Capecitabine — 2000 mg/m2 P.O. nueBHo, nuu 1-14
+ Bevacizumab — 7.5 mg/kg 1.V., nen 1
[ToBTropenue mpe3 21 guu.

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. nueBHo, nuu 1-14

+ Bevacizumab — 7.5 mg/kg V., nen 1

IToBTropenue mpe3 21 auu.

benexxka: I[Ipu nobaesiHe Ha Bevacizumab kem pexxuma nosara va Irinotecan e 200 mg/mz2, a na

Capecitabine — 1600 mg/m2.
Capecitabine — 2500 mg/m2 P.O. nueBHo, nuu 1-14
[ToBTopenue mpe3 21 nau

Cetuximab- u Irinotecan-6asupanu pexxumu




Mitomycin C + Fluorouracil

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

15.5. Tloaabp:kamia Tepanus
HasnauaBa ce mpy MeTacTaTHUEH KOJIOPEKTAJICH KapIIMHOM 0€3 IIPOrpecus clie/ MbpBa JTUHUSL.

Capecitabin +Bevacizumab

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

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 [loBropeHue Ha 2 CeMUIIA

Cetuximab (npu tymopu ¢ RAS WT) — 250 mg/m2 1.V. ceamuuno wim 500 mg/m2 1.V. npe3 14
JIHU JI0 TIPOTPECHSL.

Panitumumab (mpu Tymopu ¢ RAS WT) — 6 mg/kg 1.V. npe3 14 nuu 10 nporpecusi.
[I'bpBa aMHMA UMyHOTEepanus (PU MeTACTATHYHA 00J1eCT)

Pembrolizumab - 200 mg 1.V. na Bceku 3 cenqmuiy i 400 mg 1.V. Ha Bceku 6 cenmuny, eH 1
NPU BB3PACTHU 32 JICUEHHE OT IThbPBA JIMHUS HA METACTATUYEH KOJOPEKTAIECH KapI[MHOM C BHCOKA
MmukpocarenutHa HecrabunHoct (MSI-H) mnm meduuur B MexaHu3Ma 3a BB3CTAHOBSBaHE Ha
HecboTBeTcTBUATA Ha JTHK (AMMR) nipu Bb3pactHu.

HpOI[’I)J'DKaBa A0 Imporpecus Uik HEIMPUEMJIIMBA TOKCUIHOCT. HpI/I KJIIMHUYHO CTaOMITHUA ITIaITUCHTHU C
I'bPBOHAYAITHY JJAHHU 32 MPOTPECHs Ha 3a00JISIBAHETO € IPEMOPHUUTEITHO JICYSHUETO Ja TIPOIBIDKH,
JIOKATO MPOTrpecusiTa Ha 3a00JISIBAHETO HE CE MOTBBP.IH.

15.6. Bropa JMHUS XUMHOTEpPANHS

Cnen FOLFOX ce mpeekmouBa Ha FOLFIRI £ Bevacizumab unu CaplRI + Bevacizumab.
Cnen FOLFIRI ce mpeBkirousa Ha FOLFOX + Bevacizumab wnu CapeOX + Bevacizumab.

Irinotecan + Cetuximab (mpu Trymopu ¢ RAS WT, nporpecupaiu B xoaa Ha lrinotecan-
0a3upaH peXuM WJIH 10 3 Mecela cJiel Hero)

Irinotecan — 180 mg/m2 1.V., nen 1

Cetuximab — 400 mg/m2 1.V. nocnenBano ot 250 mg/m2 1.V. cenmuuno, niu 500 mg/m2
1.V., nenl

IToBropenue npe3 14 guu.

FOLFIRI + Panitumumab (npu tymopu ¢ RAS WT) FOLFIRI (Bu:k T. 1V.9)




Panitumumab — 6 mg/kg I.V., nen 1
[ToBTOpenwue 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 nuu.

Mitomycin C + Fluorouracil

Mitomycin C —8 mg/m2 L.V., neu 1 (npe3 42 nun)
Fluorouracil — 425 mg/m2 1.V, qau 1-5
[ToBTOopenue npe3 21 gHu.

Cetuximab (pu tymopu ¢ RAS WT, ciien Oxaliplatin- wiu 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 MCTaCTasu C€ IIPOBCKOa IMPCAOIICPaTHBHA
XUMHUOTCPAIIA C ICJI KOHBCPCHA KbM pGSGKTa6I/IHHOCT. Hpe,Z[HO‘H/ITa ce 4-MeceyHo IMPHUIIOKCHHUEC Ha
FOLFOXA4.

HNmyHoTrepanus npu nporpecusi Ha npeaxoaHa ¢GayoponupuMuAnH-0a3MpaHa KOMOHHUPAaHA
Tepanus ¢ BUCOKa MuKpocaTteuTHAa Hectaduianoct (MSI-H) wim nepunur B MexaHusma 3a
Bb3CTaHOBsiBaHe Ha HecboTBeTcTBUATA HA JIHK (AMMR) npn Bb3pacTHu

Pembrolizumab** karo monotepanus - 200 mg 1. V. Ha Bceku 3 ceamunm unu 400 mg 1.V, Ha Bcekn
6 ceAMHUIM TPU HEONEepaOMJICH WM METAaCTaTHYeH KOJOPEKTaJeH KapLUHOM CIleN NPeaxoaHa
GyoponupruMuarH-06a3upaHa KOMOMHUpaHa Tepanus Ha METaCTaTUYEH KOJOPEKTAJICH KapLIMHOM C
BHCOKa MUKpocarenuTHa HecTaOuinHocT (MSI-H) nunu nedpuuut B Mexann3ma 3a Bb3CTAHOBSBAHE HA
HecboTBeTcTBUATA HA JJHK (AIMMR) npu BB3pacTHH.

Jleuenunero ¢ Pembrolizumab npoasimkaBa g0 mporpecust WM HempUeMIMBa TOKCHUYHOCT. [lpu
KJIMHUYHO CTaOWJIHM TAaleHTH C MbPBOHAYAIHU JAHHU 3a Mporpecus Ha 3a00isiBaHETO €
IPENOPBHUUTENTHO JICYEHUETO J]a IPOIBIIKH, JOKATO MPOrpecusTa Ha 3a00JIIBAHETO HE C€ IOTBBP/IU.

15.7. Tpera n nopeaHa JUHHUSA CUCTEMHA Tepanus

[Tpunara ce nmpu nogdpanu 601HU B 1006po 061110 cheTosiHue (PS) criopen mpeaxoaHo ieuenue (ciexn
bayopormmpumuann, Oxaliplatin- wimm  Irinotecan-chappiKany  pekKUMH) W OHOJIOTHYHA
XapaKTepUCTHKA HATYyMOpa.

TapreTtHa Tepanus 3a MalMeHTUTE, KOUTO ca MOJIY4HJIN Ha bpBa JuHusA auTu-EGFR nnxuburopu
(Bb3CTaHOBSIBA CE YYBCTBUTEIHOCTTA KbM Te3H areHTH) - aHTU-EGFR unxuéurop B komOnnanus
¢ Irinotecan B 1031 OT IbpBa WK BTOPA JINHUS.



Momnotepanus Panitumumab (ripu tymopu ¢ RAS WT) — 6 mg/kg 1.V, npe3 14 nuu, 1o nporpecwus.

[Ipu manmenTn, Kouto He ca moiydaBa aHTU-EGFR wHXuOuTOp, HO M WpH TE3U, KOWTO ca
nony4aBanu Cetuximab Ha mbpBa JMHUSA - Ipuiara ce Panitumumab

Cetuximab (pu Tymopu ¢ RAS WT) — 400 mg/m2 L.V. aen 1, nocaeasano ot 250 mg/m2
I.V. cenmuuno mwmm 500 mg/m2 LV. ngen 1

[ToBTOpenue npe3 141Hu.
Regorafenib — 160 mg P.O. aueBno, auu 1-21
[ToBTOpenue npe3 28 1HU.

Trifluridine/tipiracil — 2 x 35 mg/m2 (ue noBeue ot 80 Mg Ha mo3a) P.O. aueBHo, quu 1-5 u 8-12
[ToBTOpeHue npe3 28 naHu.

[TpusaraT ce MOHOTEpAIMK WK pa3nnyau kombuHanuu ¢ Capecitabine, Mitomycin C,
Fluorouracil/Leucovorin, Oxaliplatin, Irinotecan.

Hamane na BRAF V600 myramus

Encorafenib+Cetuximab

Encorafenib B komOuHamus ¢ nerykcuma0 3a JiedeHHEe Ha BH3PACTHH MAICHTH ¢ MeTAcTaTH4yeH
kosopekrajied kapunHoMm (KPK) ¢ BRAF V600E myranmsi, KOUTO ca JIeKyBaHHU IIPEIU TOBA ChC
CHCTEMHA XMMHOTEPAIHs.

[IpenoppunTennara no3a encorafenib e 300 mg (ueTupu Karcyau oT 75 mg) BeIHBK THEBHO, KOTAaTO
ce u3Mmoj3Ba B KomMOuHaius ¢ cetuximab 5 mg Tegafur/4,35 mg Gimeracil/11,8 mg Oteracil. [Ipu
METacTaTU4YeH KOJIOPEKTaleH paK, KaTo MoOHoTepanus win B komOuHamus c Oxaliplatin wim
Irinotecan, cbc nim 6e3 Bevacizumab, 3a n1euyeHne Ha MAIMEHTH ¢ METACTaTUYEH KOJIOPEKTAlIeH DAk,
332 KOMTO € HEBb3MOXKHO MTPOAbIKaBaHE HA JICYEHUETO ¢ APYT (IyoponupUMUINH, TOPAIU CHHIPOM
pbKa-Kpak WIN ChPJEYHO-ChI0OBA TOKCUUHOCT, KOSITO CE NMPOSABSIBA B aJI0OBAHTHA MJIM METaCTaTUYHA
cpena.

* Monotepanus 30 mg/m2 (MU3pa3eno xato ceabpxkanue Ha Tegafur) b.i.d. gau 1 - 14 ¢ may3a ot
enHa ceqmuna (+ Bevacizumab 7,5 mg/kg B nen 1)

* KomOunupana tepanus 25 mg/m2 (U3pazeHo kato cbabpkanue Ha Tegafur ) b.id. nau 1 - 14 ¢
naysa oT eaHa ceamuiia u Oxaliplatin b,c,d 130 (mg/m2) unu Irinotecan, d 150-225f (mg/m2)".

15.8. XpoHomoaympaHa Tepanus

CxeMHu Ha XpOHOMOY/JIHPAHA XMMHOTEPANUs PH KOJIOPEKTAaTeH KAPLUUHOM

IMpunoxenne Ha Capecitabine (Fluorouracil) m Oxaliplatin

JIvuexumuomepanus npu aokaano asancupan kapyuuom (cT3-4 uau cN1-2)
e Capecitabine — 1600 mg/m2 P.O., Beuep B 21 yaca, auu 1-33 (B IHUTE C JIbUCIICUCHHE).

[Ipu XELOX g adwsanmen uiu memacmamuyer wiau

e Capecitabine — 2000 mg/m2 P.O., Beuep B 21 yaca, ¢ MUK Ha KOHIIEHTpaIusaTa B 4 yaca



cyTpuHTa, 1HU 1-14.

e Oxaliplatin — 130 mg/m2 1.V., mexny 14 u 18 yaca, ¢ nuk Ha KOHIIeHTpalusaTa B 16 yaca,
ned 1.

[ToBropenwue mpe3 21 auu.

Ipu memacmamuuen xoaropexmanen kapuurnom- xpono-FFLOxaliplatin + Fluorouracil +Leucovorin

e Fluorouracil — 700 mg/m2, I.V., mexny 22 u 10 gaca, qau 1- 5.
e Oxaliplatin — 25 mg/m2, I.V., mexny 10 u 22 yaca, guu 1- 5.
e Leucovorin- 300 mg/m2, I.V., mexnay 22 u 10 yaca, guu 1- 5.

[ToBTOpenue Ha 21 nHM.

15.9. YepHoapoOHA HHTPAaaApTEePHAIHA XUMHOTEPANHS IPH MeTACTATHYEH
KOJIOPEKTAJIEH KAPIHHOM ¢ YePHOIPOOHHN MeTacTa3n

[lpunoxeHneTo Ha YepHOApPOOHAa HHTpaapTepuallHa XUMHOTEpanus ce MpoBeXkAa B
CHenuaIn3upaHy HEHTPOBE, B KOHTEKCTA HA MYJITUANCLUIITIMHAPEH €KUII, KOWTO BKJIIOUBA EKCIIEPTH
B XenaTroOuIMapHaTa XUpyprus, MEIUIMHCKaTa OHKOJIOTUS, MHTEPBEHIIMOHATIHATA PAJAHOJIOTHS,
00y4eHU MEAUIIMHCKUTE CECTPU U HYKJICAPHU METULIH.

UMA B xoMOMHamusi ChC CHCTEMHa Tepamus TpsiOBa ma ce oomucinu npu namueHtd ¢ KPK c
HEOIepadITHU YePHOAPOOHU METACcTa31, KOUTO Ca POTPECUPAIIH ITPH CHCTEMHO JICUSCHHE Ha ITbPBa
U BTOpa JIMHUA. B nonbiaHeHue, yepHoapoOHaTa MHTpaapTepraliHa XUMHUOTEpANusATa € IpUueMiInBa
KaTo JIeueHHe OT IbpBa JMHHUS MPU MNALMEHTH C IbPBUYHO HEONEepaOUIHU YEPHOAPOOHU JIe3UH.
UMA He ce mpemnopbuBa INpU €KCTpaxemarajgHa OoJIeCT W3BbH KOHTEKCTa Ha KIMHUYHOTO
U3MUTBaHe. XUMHOTEpanusITa ¢ YepHOAPOOHO MHTpAaapTEPUATHO MPUIIOKEHUE B KOMOMHALIUS ChC
cucTeMHa Tepamnus e onuus 3a u3dpanu nanuentu ¢ KPK ¢ peseunpanu yepHoapoOHH Je3uH.

15.10. Kom0uHupanu cXeMH Ha CHCTEMHa M YePHOAPOOHA MHTpaapTepUaIHa
XMMHOTEpPanusi NPH KOJIOPEeKTaJIeH KapUMHOM C YePHOAPOOHU MeTacTa3H

[TpunoxeHue Ha HHTpaapTepraIeH MOHO- uiyopypanui (3-6 kypca)
Fluorouracil — 250mg/m2, unrpaaprepuanen nopt (IA.P.), nau 1-5
IToBTOpEeHUE Ha 28 OHMU.

HrTpaaprepranao npuioxkenne Ha Levcovorint Fluorouracil (3-6 xypca)
Leucovorin — 20 mg/m2 , IA. P, mau 1-5

Fluorouracil — 250 mg/m2 , 1A.P, muu 1-5

[ToBTOpenue npes 28 aHU.

WnTpaaprepuanto npuioxxenne Ha De Gramont (3-6 kypca)
Leucovorin — 200 mg/m2 IA.P. 2-yacoBa uadyswust, 1au 1 u 2
Fluorouracil — 400 mg/m2 IA.P. 6omnyc, nau 1 u 2

Fluorouracil — 600 mg/m2 1A.P. 22-4acoBa un¢ys3us, nau 1 u 2
[ToBTopenue mpe3 14-21 nuu.




WnTpaaprepuanto npusoxkenne FOLFOX4 (3-6 xypca)
Oxaliplatin — 85 mg/m2 1A.P. 2-4acoBa undysus, acH |
Leucovorin — 200 mg/m2 IA.P. 2-yacoBa undy3us, qau 1 u 2
Fluorouracil — 400 mg/m2 IA.P. 6onyc, nau 1 u 2

Fluorouracil — 600 mg/m2 1A.P. 22-4acoBa undy3us, aau 1 u 2
[ToBTopenue npe3 14-21 nuu.

HuTtpaaprepuanno npunoxenue Ha FOLFIRI (3-6 xypca)
Irinotecan — 180 mg/m2 IA.P. 30-munyrHa nadysus, aeH 1
Leucovorin — 400 mg/m2 IA.P. 2-yacoBa undy3us, neH 1
Fluorouracil — 400 mg/m2 IA.P. 6onyc, neH 1

Fluorouracil — 2400 mg/m2 IA.P. 46-4acoBa undy3us
[ToTOpenue npe3 14-21 guu.

Wutpaaprepuanto npuioxenne FOLFOX4 + Panitumumab (mpu tymopu ¢ RAS WT)
FOLFOX4

Panitumumab — 6 mg/kg IA.P., nen 1

[ToBTOopenue npe3 14- 21 nuw.

Hurpaaprepuanno npunoxenne FOLFOX4 + Cetuximab (mpu tymopu ¢ RAS WT)
FOLFOX4

Cetuximab — 400 mg/m2 IA.P. nocineasano ot 250 mg/m2 IA.P. cenmuuno
[ToBTOopenue npe3 14- 21 quu.

FOLFIRI + Panitumumab (npu Tymopu ¢ RAS WT)
Irinotecan — 180 mg/m2 1A.P. 30-MunytHa undy3us, aex 1
Leucovorin — 400 mg/m2 IA.P. 2-yacoBa undy3us, neH 1
Fluorouracil — 400 mg/m2 IA.P. 6onyc, nen 1

Fluorouracil — 2400 mg/m2 IA.P. 46-yacoBa undy3us
Panitumumab — 6 mg/kg TIA.P., nen 1

[ToBTopenue npe3 14- 21 nam.

FOLFIRI + Cetuximab (mpu Tymopu ¢ RAS WT); FOLFIRI
Cetuximab — 400 mg/m2 IA.P. nocieaBano ot 250 mg/m2 IA.P. cenmuuHO
[ToBTOpenue npe3 14 -21 nHu.

WnTpaaprepuanno npunoxenue Ha Oxaliplatin u untpaBeHozen De Gramont (3-6 kypca)
Oxaliplatin — 125 mg/m?2 IA.P. , 2 yacoBa un¢ysus, aex 1

Leucovorin — 200 mg/m2 1.V. 2-4acoBa undy3us, qau 1 u 2

Fluorouracil — 400 mg/m2 1.V. 6onyc, aau 1 u 2

Fluorouracil — 600 mg/m2 1.V. 22-4yacoBa undy3us, nau 1 u 2 (Bapuast 1)

Fluorouracil — 2400 mg/m2 1.V. 48-yacoBa uHdy3us, nau 1 u 2 (BapuaHt 2- MogudunupanDe
Gramont)

[ToBTOopenue npe3 21 nHu.

HuTpaaprepuanuao npuioxkenue Oxaliplatin + marpaBeHo3uu Leucovorin + Fluorouracil+/-
Cetuximab (ipu Tymopu ¢ RAS WT) (3-6 kypca)
Oxaliplatin — 125 mg/m2 |A.P. 2-dqacoBa un¢y3us, neH 1




Leucovorin — 200 mg/m2 L.V. 2-yacoBa uady3us, gau 1 u 2

Fluorouracil — 400 mg/m2 L.V. 6oayc, qau 1 u 2

Fluorouracil — 600 mg/m2 1.V. 22-yacoBa undy3us, qau 1 u 2
Cetuximab — 400 mg/m2 1.V. nocnensano ot 250 mg/m2 1.V. ceamu4no
[ToBTOpenue npe3 21 auu.

HMurpaaprepuanno npuinoxkenue Oxaliplatin 1 uaTpaBeno3nu Leucovorin + Fluorouracil +/-

Bevacizumab (pu tymopu ¢ RAS MT)

Oxaliplatin — 125 mg/m2 |A.P. 2-dacoBa un¢y3us, neH 1
Leucovorin — 200 mg/m2 1.V. 2-qacoBa undy3sus, 1au 1 u 2
Fluorouracil — 400 mg/m2 L.V. 6onyc, auu 1 u 2

Fluorouracil — 600 mg/m2 1.V. 22-uacoBa uadysus, auu 1 u 2
Bevacizumab — 5 mg/kgl. V., nen 1

[ToBTOpenue npe3 21 nHu.

Wurtpaaprepuanto npuioxenue Ha Oxaliplatin u untpaBeno3zno FOLFIRI (3-6 xypca)
Oxaliplatin — 125 mg/m2 1A.P. 2-uacoBa undy3us, neH 1

Irinotecan — 180 mg/m2 1.V. 30-munytHa uadyswusi, aeH 1

Leucovorin — 400 mg/m2 1.V. 2-yacoBa undysus, aex 1

Fluorouracil — 400 mg/m2 1.V. 6omnyc, aen 1

Fluorouracil — 2400 mg/m2 1.V. 46-4acoBa undy3us

[ToBTOpenue npe3 21 aHu.

HuTtpaaprepuanno npuinoxenue Ha Oxaliplatin + Irinotecan + Fluoruracil 1 ”HTpaBeHO3HO
Cetuximab (mmpu Tymopu ¢ RAS WT) (3-6 kypca)

Oxaliplatin — 85 mg/m2 1A.P. 2-4acoBa undysus, nex 1

Irinotecan — 180 mg/m2 IA.P., 2-yacoBa undy3us, aeH |

Fluorouracil — 2800 mg/m2 IA.P. 48-uacoBa undys3us, aex 1

Cetuximab — 400 mg/m2 1.V. nocnensano ot 250 mg/m2 1.V. cenmuuHo

[ToBTOpenue npe3 21 axu.

KAPIIMUHOM HA TBHKHUTE YEPBA

XuMHoTepanus ce rnpujiara camo Mpu MHONEpaOuIIeH WM METacTaTHUeH CTaJAui Ha OoJecTTa u ce
IIPOBEXKA CIOPEN NMPUHIUIINTE HA CUICTEMHOTO NPOTUBOTYMOPHO JIEUEHHWE HA METAacTacTaTUYeH
KapIMHOM Ha /1€0€eJI0TO U IPABOTO YEPBO.



16. KAPHMHOM HA AHYC

16.1. JIbyexuMHOJIeYeHUE PH JOKAJIUIUPAH KAPLUUHOM

Fluorouracil + Mitomycin C

Fluorouracil — 500-1000 mg/m2 1.V., npoxbiokurtenta uadysust, 101 1-4 u 29-32
Mitomycin C — 10 mg/m2 1.V. 6onyc, aau 1 u 29.

Mitomycin C + Cisplatin + 5-FU + JIT

Mitomycin C 12 mg/m2 i.v. obuia no3a 20 mg nen 1

Cisplatin 60 mg/m2i.v. 1-29 [T

5-FU 1000 mg /m2/d i.v. npoabiokurensa nadysus 1-4 nen na 1 ceqmuna u 29-32 nen JIT
50.4 Gy 28 nau

Mitomycin C + Cisplatin + JIT

Cisplatin 25 mg/m2i.v 1,8,15,22 ]I
Mitomycin C 10 mg/m2 i.v. 11
JIT 36 Gy 20 dpakuun

Cren 2 ceqmurm mociaensano ot Cisplatin 25 mg/m2 i.v. 43,50,57 J]
Mitomycin C 10 mg/m2 i.v. 43]]
JIT 23.4 Gy 13 ppakuuu

16.2. XumuoTepanusi Npu MeTacTaTU4HA 0OJIeCT

Cisplatin + Fluorouracil

Fluorouracil — 500-1000 mg/m2 1.V., nau 1-5
Cisplatin — 100 mg/m2 1.V., npoxbiokutenta uadysus, n1eH 2
[ToBTopenue mpe3 28 aHu.




17. HEBPOEHAOKPUHHHU TYMOPU

[IpencrasnsaBar rpyna OT TyMOPH C pa3JIMYHA JOKAIU3ALUs U KIMHUYHO POTHYAHE.

BritouBa  ciegHWTE  BHIOBE:  KapIMHOMIHHM, TAaHKpEacHHW, OT Haa0bOpeuHa  Kiesa,
deoxpoMonUTOM/IIaparalranoM,  HUCKO  AudepeHuupan/IpeOHOKICThYEH,  MYJITHIUICHA
eHJIOKpUHHA Heoraszus Tun 1 u tun 2, Merkel-kieTbueH KapruHOM M HEBPOCHIOKPUHEH C
HEW3BECTCH MPOU3XOI.

JlekapcTBeHOTO JeueHne Ha Meracrasupaaure HET ce ompenmens oOT NpOrHOCTUYHUTE
XapaKTEepPUCTHKH Ha Tymopa. M300pbhT Ha TepamusTa 3aBUCH OT CTEIEHTAa Ha TYyMOpHA
mudepenunanus (G), nponudeparuBuara aktTuBHOCT (Ki 67%) u cTenenTta Ha pa3npocTpaHeHue Ha
METaCTaTUYHUS TIpoIieC (TYMOPHUS 00eM).

[Ipu pamukaiHO onepupaHu TyMOpu 0e3 0O0pa3Hu U OMOXMMHUYHH JaHHH 3a MIEPCUCTCHIMS HE Ce
IPOBEX/a aJI0BaHTHO JieueHue. [Ipu Bucokonudepenuupanure (G1) Tymopu OuorepanusTa cbe
comarocroruroBu aHano3u (CCA) Okrpeorun - Octreotid LAR, kakTo u ¢ Lanreotide, Lanreotide
Autogel (mepeructpupanu B beirapus) e yiedeHue Karo MOHOTepamus Nnpu OaBHOHAapacTBAIH
TYMOPH B MeTacTaTHueH craanii. COMaTOCTaTHHOBHUTE aHAJO3U C OBP30 JEHUCTBHE U YIBIDKEHO
0CBOOOX/IaBaHE Ca OCHOBHHU IIPU JICYCHHETO HA KapUUHOWJHUS CHHAPOM M B CIy4aWTe Ha
npezonepaTiBHa noarotoBka Ha ¢ynkuuonupamu HET. B cmyuante Ha panHa mporpecus (<6
MeC.) XUMHOTEepanusITa € OCHOBEeH MeToJ Ha u30op. KomOmHmpanata OmoNOTHYHA Tepamus
(Octreotid LAR) u TapreTHa Tepamnusi ce MpernovnTa Ipu TyMOPH € T0-0aBHA MPOrpecusl.

Xumuotepanusita ce npenopbusa npu meracrazupanu HET G2 u HET G3, He3aBucumo ot
nokanuzanusTa u npu Ki 67% nam 2% .

He ce nmpenoppuBa npu kiacuveckute kapruHonu G1 mopaau teparneBrudeH otroBop moa 15%.

TapretHute TepanmuM ChLIO0 HaMUpaT HpuioxeHue B cucreMHoro jeyenne Ha HET. Kimnuuna
epexTUBHOCT Tyk ca nokazand mTOR uaxubutopsT Everolimus u MynTUKHHA3HUST UHXUOUTOP
Sunitinib.

17.1. Xumuorepanus Npv HeMeTACTATUYHA DoJiecT

17.1.1. KapunHOWIHA TYMODH

Xumuorepanus ce 00CckxK/1a Mpu OpOHXHATHA U TUMYCHA JoKainu3anus. [Ipuiara ce cien pe3exius
Ha TUMYCHHM TYMODPH C JIOKOPETMOHAIHO PA3MPOCTPaHEHHE W NMPU OPOHXHATHH TYMOPH C HHUCKA
crerneH Ha Audepenunanyst — G2 u G3.

Cisplatin (Carboplatin) + Etoposide

Cisplatin — 60 mg/m2 (Carboplatin AUC4-5) V., nen 1
Etoposide — 100 mg/m2 L.V., nau 1-3
[ToBTOopenue nmpe3 21 nHu.




17.1.2. HeBpoeHOIOKPUHHEN TYMODPH OT HaIOBO0peyHa 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, yBenuyaBane 10 4-6 g P.O. qHeBHO (MHHUMYM
3 Mecera); Mpu XOpMO- HOAKTHBHH TYMOPH C ITPOSBH HA CHMIITOMATHKa.

17.1.3. PeoxpomMoMTOM/IIAPArAHTIINOM

He ce IIpOBEKIa XUMUOTCpaIIs.

17.1.4. HuckonudepeHumpany TYMOpU Wiy npedHoKIeThYeH (HebenoapobeH) KapiMHoM

Cnen xupyprus wWid Ipud HeomnepaOWwiIeH TyMoOp ce I[pujara XUMHOTEpamus Karo 3a
IpeOHOKJIEThYEH KapLIMHOM Ha Osu1 Apo0, chueTaHa UK He C JTbyelleueHue.

Cisplatin + Etoposide

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

17.1.5. MynrunieHa eHI0KpHUHHA Heoruiasus i 1

XuMHOTepanus ce Mpuiara ciiefl HelbjiHa pe3ekuus Ha xunoduseH tymop ¢ ACTH-3aBucum
cuipoM Ha Cushing.

Ketoconazole — 200-450 mg P.O. auesHo 1o 1200 mg nHeBHO.

O-P-DDD (Mitotane, lysodren) — 2 g P.O. nueBHO, yBenu4aBane 10 4-6 g P.O. mHeBHO mpu
MOHUTOpPHUpPAHE Ha IUIa3MEHH- T HUBa (MUHHMYM 3 Mecela).

17.1.6. MyiTHIuieHa eHIOKPUHHA HEOIUIA3 sl THUII 2

HpI/I HaJIM4uEC Ha (I)COXpOMOI_II/ITOM CJICH pE3CKIUA CC MMpujiara Jb4CJICYCHUEC U an(ba-6n01<a)1a.

17.2. Xumuorepanus npu MeTacTaTu4Ha 0oJiect

17.2.1. KapunMHOWIHA TYMODH

HasnauaBa ce Octreotide, He3aBUCHMO OT HaJIMYME WM OTCHCTBUE HA KApPIMHOWJCH CHHAPOM
(IpH TyMOpH € IPOM3XO OT XpaHOCMHJIATENIEH TPAKT U 051 Jpo0):

Octreotide LAR — 30 mg I.M. (moBTropenue npe3 28 nHu).

Momnotepanus ¢ Everolimus** — 10 mg P.O. nHeBHO (mpW KapUUHOWIHH TYMOPH C



OeoapoOeH MPOU3XO0.).

IIpy Hamuuue Ha BUCLEpPAIHM MeTacTasu (4YepeH [po0, ME3CHTEPHATHH JIUM(HU BB3JIH)
JOMBJIIHUTEITHO ce 00CHKAaT 4-6 Kypca XUMUOTEpAITUs:

Dacarbazine — 1000 mg/m2 1.V., nen 1 [ToBropenue mpe3 3 CeaMHUIIN.

FDE 5-Fu 500 mg/m2 i.v. 1 no 3 nen

Dacarbazine 200 mg/m2 i.v. 1 1o 3 aen Epirubicin30 mg/m2 i.v.1 no 3 nen
[Ipe3 3 cenm. makc. 9 kypca

MonTtepanus ¢ Capectabine - qoza. 1500 - 2000mg/m2 P.O.

nHeBHO nHu 1-14

Momnortepanus ¢ Temozolomide 150 mg/ m2 P.O. 1-5 nen nipe3 28 nuu
CapTEM

Capectabine - mo3a. 1200mg/m2 P.O. 1-14 nen

Temozolomide 150 mg/ m2 P.O. 10-14 neH, npe3 28 nxu

17.2.2. HeBpoeHOOKPUHHY TYMODHU HA XPAHOCMUJIATEIIEH TPAKT

Momnotepanus ¢ Octreotide LAR — 30 mg .M., npe3 28 auu (ipu YpeBHUA TYMOPH).

Momnotepanus ¢ Everolimus — 10 mg P.O. nHeBHO (py HEBPOEHIOKPUHHU TYMOpH  C
MaHKpPEeaceH WM YpEBEH MPOU3XON).

Octreotide LAR + Everolimus (npu HEBPOSHIOKPHHHH MTAaHKPEACHU TYMOPH).
Octreotide LAR — 30 mg .M.

Everolimus — 10 mg P.O. nueBno, nuu 1-28
IToBTOopenue npe3 28 aHu.

[Mpu nporpecuss Ha Octreotide LAR u Hanuune Ha BHCICpATHM METAacTa3d ce O0CHKIaT
cneqauTe U360pu: Sunitinib — 37.5 mg P.O. qgaHeBHO, 6€3 TepaneBTUYHU MAY3H IO IPOTPECHUS.

Everolimus — 10 mg P.O. aueBHO, 10 porpecws.
Octreotide LAR + Everolimus

Octreotide LAR — 30 mg .M.

Everolimus — 10 mg P.O. aaeBHo, nau 1-28



[ToBTOpenue npe3 28 gHu.
Everolimus — 10 mg P.O. nueBHo.

[lpy w©Hanuuue Ha BHUCHEpPATHM METacTa3d JONBIHUTENHO ce oOckxkmar 4-6 Kypca
xumuotepanus: Cisplatin + Etoposide + Epirubicin

Etoposide — 130 mg/m2 I.V., nuu 1-3
Cisplatin — 45 mg/m2 1L.V., nau 2-3
+ Epirubicin — 90 mg/m2 L.V, nen 1
[ToBropenwue npe3 21 nuu.

Capectabine.

17.2.3. BTODa JJMHHUSA IIPU METACTaTUYHHU HCBPOCHAOKPUHHN TYMOPH

17.2.4. HeBpoeHOOKPUHHN TYMODHU OT Ha10B0peyHa Kiie3a

XUMHOTEpanus ce mpuiara ciiesl pe3eKIus Ha MbPBUYEH aJpeHaIeH KapIlIMHOM U Ha METacTa3u
iy 0e3 HalIu4yue Ha XUpyprusl.

Cisplatin + Etoposide + Epirubicin

Cisplatin — 40 mg/m2 (Carboplatin AUC5-6) I.V., nau 2 u 9

Etoposide — 100 mg/m2 1.V., nuu 5-7 Epirubicin —30 mg/m2 I.V., nau 1 u 8
[ToBTOpeHue npe3 28 mHu.

O-P-DDD (Mitotane, lysodren) — 2 g P.O. nueBHo, yBenuuaBane a0 4-6 g P.O. nHeBHO mpu
MOHUTOpPUpPaHE Ha IUTa3MEHUTE HUBA (MHHUMYM 3 Mecela).

[ToBTOpeHwue npe3 28 nHu.

17.2.5. ®eoxpomMoMTOM/IIAPArAHTIINOM

O6c¢cwxaar ce 4-6 Kypca XUMHOTEpanusl.
Cyclophosphamide + Vincristine + Dacarbazine

Cyclophosphamide — 750 mg/m2 1.V., nem 1 Vincristine — 1.4 mg/m2 1.V., nen 1
Dacarbazine — 600 mg/m2 LV., qau 1 u 2

IToBropenue npe3 21 auu.

17.2.6. HuckonudepeHumpany TYMOPHY WK ApeOHOKIIEThYEH (HeGeI0aApo0eH) KapLIMHOM




XuMHoTepanus ce Ha3HauaBa CIope]l paBuiaTa mpu ApeOHOKICTHYCH KapIIMHOM Ha OsuT Ipo0.

17.2.7. MyiruiuieHa eHIOKpUHHA Heorutasus tvn 1 v tun 2

OOchxaa ce XUMUOTEpanusl CIope/ MIbPBHYHATA JIOKAIM3AIMS HAa CHOTBETHUS METACTATHYCH
TyMOD.



18. KAPIIMHOM HA SWYHWK, ®AJOIIUEBA TPbBA U
ITbPBUYEH IEPUTOHEAJIEH KAPIIMUHOM

XuMHOTEpanusl ce MPOBEXKJIa KaTo: aJlOBaHTHA MPU PaAJUKAIHO ONEpUpaHU OOMHH (BKJI. ChC
CHCTEMHA Ta30Ba U NapaaopTaiHa TMM(paAeHEKTOMHUS ), HEOaJIOBAaHTHA — IIPH JIOKAJIIHO aBaHCHPAIIH
UHOTIEepaOMIIHU OOJTHY U TepareBTUYHA — IIPH MeTacTaTHYHa 0OJIecT.

AnfoBaHTHa XMMHOTEpanus He ce mpoBexaa B cramuii [A, B ¢ BucokogudepeHmpanu TyMopu
(G1) u xucrosorusi, pa3IudHa OT CBETIOKICThYCH KAPIUHOM.

18.1. HeoagwBaHTHA XUMHOTEpANMs

Haznauara ce mpu FIGO craamii [1IC u V.

Carboplatin + Paclitaxel Carboplatin — AUC4-6 1.V., neu 1 Paclitaxel — 175 mg/m2 L.V., nen 1
[ToBTOpenue npe3 21 qHu.

Paclitaxel + Carboplatin + Bevacizumab Paclitaxel 175 mg/m2 iv. 3u. Uu¢ nen 1 Carboplatin AUC
4-6 iv. neH 1

Bevacizumab 15 mr/kr i.v. nen 1

Carboplatin + Docetaxel (mpu nemonocumoct kM Paclitaxel) Carboplatin — AUC 4-6 1.V, nen 1
Docetaxel — 75 mg/m2 I.V., nen 1

[ToBTopenue mpe3 21 guu.

18.2. AnmioBaHTHA XUMHOTepPANUs

18.3. Ilpwu cranmii IA, B (ymepeHo 1o nuckoaudepenuupanu rymopu — G2-3)
Mownotepanust ¢ Carboplatin AUC6 (Cisplatin — 100 mg/m2) 1.V., nen 1

[TosTopenue mpe3 21 nuu (4-6 xKypca).

18.4. TIpwu craauii IC u IIA (6 kypca)
B Ta3u kareropus ce BKJIHOYBA U XUCTOJIOTHS HA CBETJIOKIETHYCH KapPIIMHOM.
Mownotepanus ¢ Carboplatin AUC6 L.V. (Cisplatin — 100 mg/m2) I.V.

[ToBTOpenue npe3 3 ceaMuULH.



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 1.V., nen 2
[ToBTOpenue npe3 21 auwm.

benexxka: [Ipu 6omHu ¢ HapyiieHa 6b0pedna pyHKIUSA U CbC ChPACYHOCHI0BA OOJIECT
Cisplatin ce 3amens ¢ Carboplatin.

CarboC

Carboplatin AUC 4-6 I.V., nen 1
Cyclophosphamide — 600 mg/m2 1.V., nen 1
[ToBTOpenue npe3 21 axu.

18.5. II'bpBa JuMHHS XUMHOTEPANHUSI

IIpoBexkma ce 1mpu  OBPBHYHO aBaHcupana Oomect (cramwmii  1IB-1V) wwumm  cruen
MaKCHMaJHa/ONTHMaTHa BTOPUYHA [IUTOPEIYKTUBHA XUPYprus (MUHUMYM 6 Kypca).

Carboplatin (Cisplatin) + Paclitaxel

Carboplatin AUC4-6 (Cisplatin — 75 mg/m2) I.V., nen 1

Paclitaxel — 175 mg/m2 3-uacoBa undy3us, neH 1 (Wi ceqMUYHO MPUIOKEHHE Ha
Paclitaxel — 80 mg/m2)

[ToBTOpenue npe3 21 nHu.

Carboplatin + Paclitaxel + Bevacizumab

Carboplatin — AUC6 1.V., nen 1

Paclitaxel — 175 mg/m2 I.V., nen 1

Bevacizumab — 15 mg/kg 1.V., nen 1 (neuenuero ¢ Bevacizumab npoxbikasa 15 mecera)
[ToBTopenwne npe3 21 gam (6 Kypca).

[Mopnwpikaiio eyenne ¢ Bevacizumab e nmpenopbUuTeIHO MPEAUMMHO TIPU MAIUSHTH 0e3
BRCA1/BRCA2 repMHHATHBHU WA COMATHYHH MYTAIHH.

MOHOTCpaHI/IH npu 0OJIHHM C MPOTUBOIIOKA3aHUS 3a TAKCAHU:

e Cisplatin — 100 mg/m2 L.V. nipe3 21 nuu.
e Carboplatin AUCG6 I.V. npe3 21 auu.
e Cyclophosphamide — 100-150 mg P.O. nueBHo, auu 1-25, npe3 28 nuu.



[ogabpxamio neuenne npu aBancupai (craguit Il u IV no FIGO) BucokocTeneHeH enuTeiaeH paxk
Ha SUYHULIUTE, paK Ha (aroNueBUTe TPHOU UM MbPBUYEH MEPUTOHEANIEH PaK

[Tpu narenty ¢ BRCA1/2 myranust (repMUHATUBHA W/MIIU COMaTUYHA), KOUTO Ca C MI'bJICH
WIA YaCTHYEH OTIOBOpP CJIE/ 3aBbPIIBAHE HA IbpBA JIMHUS XHUMHOTE panus Ha 0a3zaTa Ha
IUIaTUHA:

Olaparib 600 mg tabnetku aueBHo, P.O, 10 nporpecusi, HEMPUEMINBA TOKCUIHOCT HJIH JI0
2 ronunu. [Ipu maumenTH ¢ JaHHU 3a 3a0o0isaBane ciex 2 roauau Jeuennero ¢ Olaparib moxe
Jla TIPOIBIDKHU TI0 TIPEIICHKA Ha JICKYBAILUS JIEKap.

[Tpu nauuenTu ¢ aedpuuT Ha xoMmonoxHa pekomOuHamms (HRD), xouto ca ¢ mbieH uiu
YacTUYEH OTIOBOP cJie]l 3aBbPIIBAHE HA IIbPBA JMHUS XUMUOTEpaIus Ha 0a3ara Ha IJIaTHHA
B KOMOMHanus ¢ OeBaru3ymao:

Olaparib 600 mg tabnetku aueBHo, P.O B komOunamus ¢ Bevacizumab 15 mg/kg Beaabx
Ha BCEKM 3 CEMHIH, IO MPOTPECHsi, HENPUEMIIMBAa TOKCHYHOCT WK 10 2 ronuuu. [Ipm
MAIUeHTH ¢ JaHHW 3a 3a0oisBaHeTo cien 2 roauHu jedeHuero ¢ Olaparib moxe na
OPONB/DKA 1O TpeleHKa Ha JeKyBamus Jiekap. [IpoabKUTENHOCT Ha JICYCHHE C
Bevacizumab - wmakcumanHo 15 Mecena, BKJIIOYBAIM MEPUOJMTE B KOMOMHALUS C
XMMHOTEpANus ¥ KaTo NOAIbPIKAIIO JICYCHHUE.

18.6. Bropa JuHuS XUMHOTepanus

18.6.1. ITpu mporpecus Ha OoJsiecTTa HaA 6 Mecela ciuer XxuMuoTepanus, chabpaxkama paclitaxel.

[Ipunara ce CbIIUAT PEKUM.

18.6.2. IIpu oporpecus Ha Gonectra HaI 6 Mecela ciel XUMUOoTepanus, Hechabpxkaiia Paclitaxel

Cisplatin + Paclitaxel

Carboplatin + Gemcitabine

Carboplatin AUC4 L.V., ren 1
Gemcitabine — 800 mg/m2 I.V., quu 1 u 8

IToBTropenue npe3 21 guu.

18.6.3. [Ipu nporpecus Ha OosiecTra Hax 6 Mecela cliell JISYeHHE ¢ IUIaTUHA-0a3upad peXuM

Carboplatin + Gemcitabine + Bevacizumab

Carboplatin AUC4 1.V, nen 1
Gemcitabine - 1000 mg/m2 1.V., nau 1 u 8 Bevacizumab - 15 mg/kg 1.V., nen 1
[ToBTOopenue mpe3 21 auu (10 mporpecust).

Etoposide + Epirubicin




Etoposide — 100 mg/m2 L.V., nuu 1-3
Epirubicin — 60 mg/m2 L.V., nen 1
[ToBTOpenue npe3 21 auwm.

Ifosfamide + Paclitaxel

Ifosfamide — 1500 mg/m2 I.V., qau 1-3

Mesna — 400 mg/m2 I.V., B yacose 0, 4 u 8 cien Hayanoro Ha ifosfamide
Paclitaxel — 175 mg/m2 1.V., nen 1 IToBropenue npe3 28 mHM.

Etoposide + Ifosfamide/Mesna

Etoposide — 100 mg/m2 1.V., aau 1-3 Ifosfamide — 1000 mg/m2 I.V., aau 1-3 Mesna
—400 mg/m2 1.V., B yacose 0, 4 u 8 ciex Hauanoto Ha ifosfamide IToBTopenue mpe3
28 mHU.

[Mommwpxkamio siedenue ¢ Olaparib tabl. - 600 mg P.O. mHeBHO, 10 poOrpecus WM HEIPUEMIIUBA
TOKCHYHOCT. HasHauaBa ce 1mpd [ObJIHA WIM OaplMalHa pPEMHCHS Ha  CIUTEIeH
IUIATHHAYYBCTBUTEJICH OBapHalieH KapIMHOM, pak Ha (ajJonueBUTe TPHOM WIM MHPBUYCH
MIEPUTOHEAJICH PaK.

18.6.4. IIpu nporpecust Ha GoJiecTTa 1Mo 6 Mecela ciieq XMMHOTepaIus, Hecbabpxkaina Paclitaxel

[Mpunara ce Paclitaxel — 175 mg/m2 1.V. (moBropenue npe3 21 quu) wiu Paclitaxel — 80
mg/m2 L.V., nuu 1, 8, 15 u 22 npe3 28 auu
+ Bevacizumab — 10 mg/kg 1.V. nipe3 14 quu (10 mporpecus).

benexka: [1pu 6orect, pe3ucTeHTHA Ha MIaTUHa-0a3upanu pexxumu u/unm Paclitaxel, morat na ce
BKJIIOYBAT W JIEKAPCTBEHH IMPOAYKTH 1M0ja (opMa Ha MOHOTEpamusi, 0e3 ChIIECTBEHA pa3iiuka B
e(EeKTUBHOCTTA, HO C pa3jInKa B TOKCUYHUS IPOQUIL.

18.6.5. ITpu mporpecus Ha OoJiecTTa IO 6 Mecera cliel XuMruoTepanusd, chabpxara Paclitaxel

Topotecan — 1-1.5 mg/m2 L.V., nuu 1-5
[ToBTOpenue nmpe3 21 nHu.

Ifosfamide — 1000 mg/m2 I.V., nuu 1-5, u Mesna — 400 mg/m2 1.V., B vacose 0, 4 u 8
cien Havanoro Ha lfosfamide
[ToBTOpeHME TIpe3 28 mHM.

Etoposide — 100 mg/m2 1.V., nau 1-5
[ToBTOpenue npe3 28 nHM.

Cyclophosphamide — 100-150 mg P.O. nueBHo, nuu 1-25
[ToBTOpenue npe3 28 mHu.

Vinorelbine —25mg/m2 I.V., tau 1 u 8

[ToBTopenwue npe3 21 mHM.




Gemcitabine — 800-1250 mg/m2 L.V., nau 1 u 8 (15)
[ToBTOpenue nmpe3 28 nHu.

Topotecan + Bevacizumab

Topotecan —4 mg/m2 LV., quu 1, 8 u 15
Bevacizumab — 10 mg/kg L.V., aau 1 u 15
IToBTOpenwue npe3 28 muu (10 mporpecusi).

Carboplatin + Doxorubicin (PLD)**

Carboplatin AUC5 L.V., nen 1 PLD** 30
mg/m2, aeH 1
[ToBTopenue mpe3 28 nuu (6 MUKbIA).




19. KAPOHMHOM HA EHIOMETPUYM

OcHOBeH JieueOeH MCTO € XUPYPIUIHUSAT — JIAMIAPOXUCTCPCKTOMUA C ABYCTPAHHA A THCKCCKTOMMUS.
JIpueneuenneTo nma BOJAfCIIA POJIA KaTO aAOBAHTCH METO/ B TEPAIICBTUYHOTO ITIOBECACHUC IIPU paKa
Ha MATO4YHOTO TAJIO. CTa,Z[I/IHT Ha 3a00JIIBaHETO OIpeaciisa obeMa Ha JIbYEJIEUEHHETO U
H3I10J13BaHaTa TCXHHUKA.

JloGaBsiHETO Ha a/IfOBaHTHA XMMUOTEpANus KbM HA3HAYCHO JTbUeJICYEHUE [TPU €HIOMETPOUIEH THII
kapuuaoMm III cragmif, mogoOpsiBa CTaTUCTHYECKH 3HAYUMO CBOOOJHATa OT MPOTpecust
HPEXIKAEMOCT U 0011aTa 5-TOANIIHA IPEXKUBIEMOCT.

HpI/I HGOHepa6I/IJ'IeH JIOKAJIHO aBaHCHUPAJI KapIIWUHOM U ITPpH METACTa3UPaAJIO 3a001BaHe BOJIC1IIa pOJIsA
HMa CUCTCMHOTO JICKAPCTBECHO JICYCHUC.

19.1. AmoBaHTHA XHMHOTepanusi

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. XumMuoTepanusi Npu MeTacTaTH4IHA 00JIeCT

Epirubicin + Cisplatin

Epirubicin —60 mg/m2 1.V., nen 1
Cisplatin — 75 mg/m2 LV., nen 1
[ToBTOpenue npe3 21 auu

Carboplatin (Cisplatin) + Paclitaxel

Carboplatin AUC4-6 (Cisplatin — 60 mg/m2) I.V., nen 1
Paclitaxel — 175 mg/m2 1.V, nen 1
[ToBTopenue mpe3 21 nuu

Ifosfamide/Mesna + Cisplatin

Ifosfamide — 2000 mg/m2 I.V., nen 1, 12-yacoBa undy3us

Mesna — 800 mg/m2 1.V., B yacose 0, 4 u 8 ciex nauanoro na Ifosfamide Cisplatin — 50
mg/m2 I.V., nen 1

[Toropenwue mpe3 21 auu (6 Kypca).

Moxxe a ce IpUII0KU MOHOTEpANus ¢ aHTPALMKIMHU WIA TaKCaHU.
HmyHoTepanus

Pembrolizumab** — 200 mg IV na Bceku 3 cenmuin wim 400 mg I.V. Ha Bceku 6 ceamui, B
komOuHarws ¢ lenvatinib, 3a neuenue Ha aBaHCHpaN WK PEIUAUBUPAIL CHIOMETPHAIICH KapITUHOM
IpH BB3PACTHH, MPU KOUTO 3a00JSIBAHETO € MPOTPECHPANIO, WM CIea MPEAXOJHO JICUCHHE C
IUIaTHHA-0a3upaHa Tepanus NMPU BCAKAKBH YCIOBHS, U KOMTO HE Ca MOJXOJINN 3a pajrKaliHa



Oorncpanusd Uin JIbUCTCpaIinAa

Pembrolizumab, — 200 mg IV na Bceku 3 ceamuru wiu 400 mg 1.V. Ha Bceku 6 ceamunu, aeH 1
JlenBatnan6 20 Mg nepopaaHo BEIHBK JHEBHO

IIpoawkaBa 10 Iporpecus Wi HEIPUEMIIMBA TOKCUYHOCT. [Ipy KIMHUYHO CTAaOMIIHY MALUEHTH C
I'bPBOHAYAIIHY JJAHHU 32 IIPOTPECcHs Ha 3a00JIIBAHETO € MPETOPBHUUTEIHO JICYCHUETO J1a TPOABIIKH,

JOKaTo IMporpecusAaTa Ha 3a00JIsIBaHETO HE Cce IMOTBBPAU.

Pembrolizumab** xato monortepanus - 200 mg 1. V. Ha Bcexu 3 ceaqmunu uinn 400 mg 1. V. Ha Bceku
6 cenMuUIM 3a JEeYeHHE Ha aBaHCUpal WIM PELUAUBHpAIL €HIOMETPHUAJICH KApLHMHOM C BHCOKA
MuKpocaTtenuTHa HectabmiHocT (MSI-H) mnm nedunur B MexaHu3ma 3a BB3CTAHOBSBAaHE Ha
HecroTBeTcTBUATA Ha JJHK (AMMR) nipu BB3pacTHu, mpu KOUTO 3a00JISIBAHETO € MPOTPECUPAIIO,
WM CIIeJ IPEIXOIHO JICUSHHE C IIaTHHA-0a3upana Tepamnus Npu BCIKaKBU YCIIOBHS, U KOUTO HE ca

MNOAXOJAIIH 3a paauKaIHa OIICpalus NN JIbUCTCpaIlns.

Jleuenueto ¢ Pembrolizumab nponasmkaBa q0 mporpecus Wiu HempueminBa TokcuuHOCT. [lpu
KJIMHUYHO CTAaOWJIHM TAIMEHTH C [bPBOHAYAJIHU JAaHHU 3a TpOrpecus Ha 3a00JsSBAHETO €
MPEMOPBUYUTEIHO JICUSHUETO 13 IPOABIKH, T0KATO IPOrpecusiTa Ha 3a00IsIBAHETO HE CE TOTBHP/IU.

19.3. JlekapcTBeHH KOMOMHALMHU, MTPUJIATAHU NPH KAPIUHOCAPKOMH

Paclitaxel +Carboplatin

Paclitaxel 175 mg/m2i.v. D1
Carboplatin AUC 6 i.v. D1

Paclitaxel +Ifosfamid

Paclitaxel 135mg/m2 i.v. 3a 3 gyaca D1

Ifosfamide 1.69/m2/D i.v. (penyuupana mo 1.29/m2/ ako nanueHTHT € TIOJTY YT
npeaBapuTepHo JTpderepanusi) D1-3.

[ToBTOopenue 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 munyrtu (HatoBapBamia no3a) D1 Mesna 1.59/m2/d nponbmxurenta undysus D

1-4

Cisplatin

Cisplatin 50 mg/m2 i.v. D1
[ToBTOpEeHME HA BCEKU 3 CSIMUITH.

Carboplatin

Carboplatin 400 mg/m2 i.v./D1
[ToBTOpEeHME HA BCEKU 3 CSIMUITH.

Paclitaxel




Paclitaxel 110-200mg/m2 i.v. D1
[ToBTOpEHME HA BCEKU 3 CEIMUIIN.

Topotecan

Topotecan 1.2-1.5mg/m2/d i.v. D 1-5
[ToBTOpEHME HA BCEKU 3 ceqMuLIN.

Docetaxel - IIpuiiara ce nmpu npoTHBoONOKa3aHus 3a Jiedenue ¢ Paclitaxel

Docetaxel 36mg/m2 3a 1 gac, i.v. D1,8, u 15
[ToBTOpEHME HA BCEKU 4 CEIMUIIN.

Ifosfamide

Ifosfamide 2g/m2/d i.v. + Mesna 2g i.v. B Hauasioto 15 MunyTH npean uHpy3usTa
Ha [fosfamide - D1 - 3
[ToBTOpEHUE HAa 3 CEIMMIIH .

19.4. Xopmonorepanus

AJfOBaHTHa XOPMOHOTEpaNusi He Ce MPOBEXKAa. XOPMOHOTEpAIUsi Ce IMpuiiara mnpu OOJIHU C
mudepenuupanu Tymopu (Gl), ¢ mToKopernoHaneH peuuanB u/uin JaiedyHu Meractaszu. EQexTst
Ha JICYCHUETO CE€ OMpe/eNsi OT HAIMYME Ha CTEPOMIHHU PEUENTOPU B TyMOpa, MOPaJHu KOETO ce
pernopbuBa MMYHOXHCTOXUMHYHO U3CIICBAHE.

Medroxyprogesterone Acetate — 1000 mg P.O. aueno (10 nuu nacumane); ciaen tosa — 500 mg
P.O. 3 mbTH CEIMUYHO — CAMOCTOSTETHO WM B KoMOuHanus ¢ Tamoxifen — 40 mg P.O. gueBHoO.

19.5. Capkomu Ha MAaTOYHOTO TSJI0

MarounuTte capkoMu oOXBamaT MHO-MaJIKO OT 1% OT 3JI0Ka4eCTBEHUTE T'MHEKOJIOTUYHU
3a0omsBaHus U 0T 2% 110 5% OT BCHUKH 3JI0Kau€CTBEHHU 3a00IIIBaHus Ha MaTKaTa. JleueHneTo mpu
JIOKaJIM3UPaHO 3a00JIIBaHe € OnepaTUBHO. JIbUeIeueHHeTo He € CTaHIapT — IPOBEXk/1a Ce caMo MpH
onpenieNieHn ToKa3zaHus. JIOKadHO aBaHCHpalIWUTEe, HEONEepaOWIIHM, KAKTO U MeTacTa3hupalnuTe
TYMOpPH HOJJISKAT HA CUCTEMHO JICKAPCTBEHO JIEYEHHE — XOPMOHAIHA TEPaHsl IPU ONpeIeIeHH
XUCTOJIOTUYHHU THIIOBE W IIUTOCTATHYHO JICUCHHUC. ]_II/ITOCTaTI/ILIHOTO JICYCHUC HC CC pasjindyaBa
CBIIIECTBEHO OT TOBA MPH OCTAHAITUTE MEKOTHKAHHU CAPKOMHU.

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, ciienBan ot rpaHynonUTEeH KoloHHO-ctuMysmparl gakrop (G-CSF) 150w/m2 s.c.

D 9-15 wmm Pegfilgrastim 6mg s.c. D 9 nim 10. [ToBTOoOperne Ha 3 c€AMHUIIN IO TPOTPECHS

WU TIPOSIBA HA TOKCUYHOCT.
[ManpeHTH, TONYYWIM TPEIBAPUTEIHO JIbUETEpanmus 3a Ta3a, IoJydaBaT JIO3H
Gemcitabine 675mg/m?2 i.v. u Docetaxel 75 mg/m2 i.v.

o Doxorubicin 50mg/m2 3a 15 munytu D1, nocnensan ot Ifosfamide 5g/m2 upes 24



gacoBa nH(y3us i.v. c Mesna 6g/m2 B 36 uacoBa wunH}y3us i.V. [loBTOpeHHE Ha 3 CEAMUIIN.

Doxorubicin 60 mg/m2 i.v. D1

Dacarbazine 750 mg/m2 i.v. upe3 undysus 3a 96 gaca D1 no 4 IloBropenue Ha 3
CE/IMUIIH.

Gemcitabine 10mg/m2/muH i.v. 3a 180 munytu D 1, nocnensan or Dacarbazine 500mg/m2

i.v. 3a 20 MuHYTH BCekH 2 ceqmui 10 o0mio 12 mukbna. [ToBTaps ce Ha Bcekr 2 CeAMHUIIN 10 OOIIO
12 nuksbiIa.

Vinorelbine 25mg/m2 i.v. 3a 10 munytu D 1 u 8, nocneasano or Gemcitabine 800 mg/m2
i.v. 32 90 min. IToBropenue Ha 3 ceamuny. MOHOXUMHOTEPAIIHS

Ifosfamide 2g/m2/d i.v. + Mesna 29 i.v B Hayanorto 15 munyTr npeau uudysusra Ha
Ifosfamide D1-3. [ToBTopeHue Ha 3 CEIMUILIH .

Dacarbazine 1200 mg/m2 i.v. 3a 20 munytu - D1 IToBTopenue Ha 3 ceaMuIu J10
MaKCUMyM 8 IIMKBJIA.

Doxorubicin 75mg/m2 i.v. bolus - D 1 IToBropenue Ha 31 muu.
Epirubicin 75mg/m2 i.v. bolus - D1 IloBropenue Ha 3 ceqmuiy.
Gemcitabine 1,000mg/m2 i.v. D 1, 8 u 15 IToBTopenue Ha 4 ceIMUIIH.
Ifosfamide 1.5gm/m2 i.v. exxeanesHo ¢ Mesna D 1 0 5

Vinorelbine 30mg/m2 D 1 u 8 IToBTopenue Ha 3 CEIMMIIN.

Docetaxel 36 mg/m2i.v.3a 1 gac D 1, 8, u 15 [ToBTOpeHue Ha 4 CeMHUITH.



20. TPOD®OBJIACTHA BOJIECT

['ecranmmonnara TpodobiaacTHa Gosect oO6eInHsIBa rpyIia 3a00JsIBaHUs, CBEP3aHU C TYMOPH, KOUTO
ce pa3BUBaT OT TPoPoOIACTHU KIIETKH B TUIAIICHTATa 1O BpeMe Ha OpeMeHHocTTa. HezaBucumo ot
HHCKAaTa CH 4€CTOoTa — I10-MaJIKO OT 1% OT THHCKOJIOTHYHUTC TYMOPH, T IIPCACTABJISABA 3HAUYUTCIICH
WHTEpPEC MOpay MHOTO JOOpHUTE Je4eOHU Pe3ylNTaTH y MIIAJH KeHU B PENpPOAYKTHBHA BB3PACT.
Uerupute BUa Ha TecTallMOHHA TpodoOracTHa OOJECT BKIIOYBAT: IIBJIHA MOJIA XUAATUTO3a - TIPU
Hesl He ce HaONoJaBaT IUIOJHM M TUIAIICHTAPHW YacTH, YacTHYHA MOJa XHUJAATUTO3a, KOUTO
CBHOTBETHO CE pa3/IeNIsAT Ha HEMHBa3MBHA M HHBa3MBHA MOJIa, M XOpUOKapIuHOM. IHBa3uBHaTa MoJia
€ ITbJIHA MOJIa — UMa JISCTPYKTHBEH CTPOCK M MHBA3UPa MYCKYJIHUS CJIOM HA MaTOYHATa CTCHA.

XOpHOKAPIIMHOMBT € PSIIBK arpeCUBEH TyMOp, POU3XO0XKIaIl oT TpodobiacTHus emuren. Haii-
gecT e 10 35 r. Bp3pact. YecTo mpean HEro € MMajo TPO3JOBHIHA OpPEMEHHOCT, IUIAllCHTapHU
TpodoOIACTHH TYMOPH U EMUTEIOUIHH TPOPOOIACTHH TYMOPH, KOMTO Ca WHBA3WBHU U ca
Hapuuanu ['ecrannonna tpodobnactaa Heomnasus (GTN). Yectorara Ha Moja XUAATUTO3a € TO-
Maiko ot 10 ma 1000 6peMeHHOCTH.

Cerinacno npenopbkute Ha FIGO, cnen eBakyupanHe Ha Mosia xujaatunosa, auarHosata GTN
(recranimonHa TpodoOIacTHa HEOIJIAa3Hs ) Ce MTOCTaBs MPH:

3agppkane croitHocTute Ha 6eta UXI (B-HCG — yoBemku XOprHoroHaoTpONMH) Ha €THO HUBO HaJ
3 ceamunm nmokaysane ¢ Haja 10% Ha cToliHocTHTe Ha Oeta UXI' B pamkuTe Ha 2 -4 CeMMUIIN;
3aabprkane Ha ctoiiHocTH Ha B-HCG Hag HopMmara 6 Mecelia clie]] eBaKyalysi Ha MoJiarTa;
XUCTOJIOTUYHO JOKa3aH XOPHOKAPIIMHOM, TUIAIEHTapeH TpoQoOIacTeH TyMOp HIIU CHUTEIOUICH
Tpo(obiIacTeH TyMOp JaJIeYHO METacTa3upaHe.

B nmombnHeHne KbM aHATOMHYHOTO CTaIUpaHEe Ce Ipujara TOYKOBAa CHCTeMa, BKiIrouBamia 19
MIPOrHOCTUYHHU (paKTOpa 3a OLIEHKA Ha PUCKA U POTHO3MpPAHE OTIOBOPA KbM XMMHOTEpAIus.

[TaneHTKH C MO-MajKko OT 7 TOYKM MMAT HUCBK PHCK OT pa3BUTHE HAa PE3UCTEHTHOCT KbM
JICYEHNETO M OOMKHOBEHO C€ MOCTUTa PEMHCHsl C MOHOTepamus. BucokopuckoBuTe OOIHU
noJyiexar Ha KoMOuHUpaHO jedeHue. 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
XuMHOTepanusiTa € Hail — e(peKTUBHUAT MeTo/ Ha siedeHue npu 6onaute ¢ GTN. I[IpoueHTsT HA
nsnekyBane noctura 100 % npu Huckopuckoute u 80-90 % mpu BUCOKOPUCKOBUTE MALIUEHTKH.
20.1. JleyeHue MpPH HUCHK PUCK
Metothrexate — 40 mg/m2 .M. ceqmuuno, 10 Hopmanusupane va hCGT.
Metothrexate + Leucovorin
Metothrexate — 1 mg/kg I.M., nau 1, 3, 5u 7
Leucovorin— 0.1 mg/kg I.V., nau 2, 4, 6, u 8
[ToBropenue npe3 21 nuu (10 HopManusupane Ha hCGT).
20.2. JleyeHue MPH BUCOK PHCK
EMA-CO
Metothrexate — 100 mg/m2 I.V. exnouacoBa uHdpy3us, aeH 1
Metothrexate — 200 mg/m2 1.V. 24-yacoBa undy3us, neH 2

Leucovorin — 15 mg/m2 1.V. npe3 6 vaca (8 mo3u) ot wac 16 cien 3amouBaHe Ha 24-yacoBara
uHdy3us ¢ Metothrexate Etoposide — 100 mg/m2 I.V., qau 1 u 2

Dactinomycin — 0.5 mg L.V., qau 1 u 2
Cyclophosphamide — 600 mg/m2 1.V., neu 8
Vincristine — 1 mg/m2 1.V., nen 8

[ToBTopenue npe3 28 auu (10 HopMmanu3upane Ha hCGT).

ChoacureniHa XUMHOTEpaAII IIPpU BUCOKOPHUCKOBH ITAITMCHTH

EP-EMA
EP

Etoposide 150mg/m2 i.v. 30 mun. uad. nen 1 Cisplatin 3x25mg/m2 i.v. 4 4. und. nen 1

EMA

Etoposide 100mg/m2 i.v. 30 mun. uad. xen 1 Methotrexate 300mg/m2 i.v. 12 4. unad aen 1
Dactinomycin 0,5 mg i.v. 6omycnen 1



Ca folinate 15 mg 2X nu p.o/i.m mpe3 124 aen 1 u 3 Hayaso - 244. cjieJ HAYaI0TO Ha
METOTpEKCaTa.

AnTEpHpAaIo NPUIIOKEHNUE HA ABETE KOMOMHAIIMYU IIPE3 CEIMHUYHU UHTEPBAJIH.

TP/TE
TP
Paclitaxel 135 mg/m2 i.v., 3-yacoBa un¢y3us aeH 1

Cisplatin 60 mg/m2, 3-yacoBa undysus aeH 1
AnTepHUpALLO PUIIOKEHHUE C:
TE

Etoposide 150 mg/m?2 i.v. 1-4acoBa un¢ys3us nex 15
Paclitaxel 135 mg/m2 i.v. , 3-4acoBa un¢y3us aeH 15

JleduenueTo ce nmpeycraHoBsiBa Ipu HopMau3upane Ha 6era UXI 3a 8 ceamurin.



21. KAPIIMHOM HA MATOYHA IIIUMKA

21.1. HeoagwBaHTHA XUMHOTEpPANUSA

HeOElI[IOBaHTHa XUMHOTCpAIiuA HC € CTaHAApPTHO JICHCHHC. Moxe Aa CC NPUIIOKHU NPHU OTACITHU
OonHu 1o mpeueHka. [Ipu JokaiaHO aBaHCHpaiga OOJIECT CICIONEPATHBHOTO JIhYCICUCHUE CE
npoBexxaa exanoBpeMeHHo ¢ Cisplatin karo pagmoceHcuOmmmsarop (40 mg/m2 ceamuuHo, 4-6
ceamuin). [Ipy HeonepaOWITHU OOJTHU CE TIPOBEXK/IA CHIO ChYETAHO XUMHOIbUCIICUCHHUE.

21.2. CucreMHa Tepanusi NpU MeTacTATHYHA 0oJiecT

IIpu MeracTaTuHa OOJIECT CE MpUIara CaMOCTOATEIHA XUMUOTEPAIIHSL.

Cisplatin (Carboplatin) + Paclitaxel + Bevacizumab

Cisplatin — 50 mg/m2 (Carboplatin AUC5) I.V., nen 1
Paclitaxel — 135-175 mg/m2 L.V., nen 1

Bevacizumab — 15 mg/kg 1.V., nen 1

[ToBTOpenwue npe3 21 quu, 10 Iporpecus.

BOMP

Bleomycin — 15 mg I.V. B 96-uacoBa unby3us
Vincristine—1 mg/m2 1.V, nen 1

Cisplatin — 60 mg/m2 L.V., nen 2

Mitomycin C —8 mg/m2 1.V., nen 4 (ipe3 42 nun)
IToBTOpenue npe3 21 nHu.

Cisplatin + Ifosfamide

Cisplatin — 75 mg/m2 L.V., nen 1
Ifosfamide — 2000 mg/m2 1.V, num 1-3
Mesna — 400 mg/m2 1.V. B yacose 0, 4 u 8 ciex Hayanoto Ha Ifosfamide

[ToBTOpenue npe3 21 nHu.

Cisplatin + Etoposide

Cisplatin — 20 mg/m2 L.V., nen 1-3
Etoposide — 100 mg/m2 1.V., nen 1-3
IToBTOpenue npe3 21 nHw.

Cisplatin + Gemcitabine

Cisplatin—30 mg/m2 I.V., neu 1 u 8
Gemcitabine — 800 mg/m2 I.V., nen 1 u 8
[ToBTOpenue npe3 28 mHu.

Fluorouracil + Mitomycin C




Fluorouracil — 500 mg/m2 1.V., nuu 1-3
Mitomycin C —8 mg/m2 L.V., npe3 42 nuu
IToBTOpenue npe3 21 aHu.

Cisplatin + Topotecan

Cisplatin — 50 mg/m2 L.V., nen 1
Topotecan — 0.75 mg/m2 L.V., qau 1-3
IToBTOpenue npe3 21 aHu.

Topotecan + Paclitaxel + Bevacizumab

Topotecan — 0.75 mg/m2 L.V, nen 1-3
Paclitaxel — 175 mg/m2 1.V, nen 1
Bevacizumab — 15 mg/kg I.V., nen 1
[ToBTOopenue npe3 21 quu, 10 Iporpecus

Bleomycin + Ifosfamide + Cisplatin

Bleomycin — 30 mg o6ma go3a |.M., qamn 1 u 8

Ifosfamide— 1000 mg/m2 L.V., nau 1-3

Mesna — 400 mg/m2 L.V. B wacose 0, 4 u 8 cinexn Hauanoro ua Ifosfamide Cisplatin — 25
mg/m2 L.V., nau 1-3

[ToBTOpenwue npe3 21 mHu.

Cisplatin

Cisplatin 50 1o 75 mg/m2 i.v. neul IToBTOpeHUE MPE3 TPU CEAMHIIA

Carboplatin

Carboplatin AUC 5-6 3a okoimo 60 muH. i.V. genl

[ToBTopenue npe3 21 wim 28 mHU 10 TPOTPECHs MITH TOKCHYHOCT

Paclitaxel monoTeparms

Paclitaxel 250mg/m2 i.v 3a 3 yaca cien cTaHgapTHa moarotoBka ¢ Jlexcamerason, H1 u
H2 6mokep
[ToTopenue npe3 21 wim 28 qHU 10 TpOrpecus UM TOKCHYHOCT

CamocTosiTenHa akTUBHOCT TIPU IPETPETHPaHU OOIHU nMa 1 MoHoTepanus c: Ifosfamide,
Gemcitabine, Vinorelbine, Fluorouracil.




HNmyHoTepanus B KOMOMHALMS ¢ XMMHOTepanusi ¢ MK 0e3 OeBann3ymad npu eKcrpecupar
PDL1c¢CPS>1.

Pembrolizumab 200 mg IV na Bcexu 3 ceamunm niaun 400 mg IV Ha Bceku 6 ceIMUIU, B KOMOHHAIIHS
¢ XuMHoOTepamnusi c¢be Wi 0e3 bevacizumab, 3a jeuenune Ha mepcucTHpall, PEHMIUBUPALL UK
METAacTaTUYEH LEPBUKAJICH KapIMHOM IIpU Bb3PacTHU, YUUTO TymMopu ekcrpecupar PD L1 ¢ CPS >
1.

Jledenuero ¢ Pembrolizumab npoabsmkaBa 10 mporpecust Wi HeNpuUeMmInBa TOKCUYHOCT. [Tpm
KJIMHUYHO CTaOWJIHM TAllMEHTH C IbPBOHAYAJIHU JaHHH 3a Oporpecus Ha 3a00JsBaHETO ¢
HPENOPBYUTEITHO JICUCHUETO J1a IPOIBIDKH, JOKATO MPOTPECHTA Ha 3a00JIIBAHETO HE CE IOTBBP/H.

21.3. CpyeraHo XUMHOJbYEICUYCHUE

[Tpunara ce HeoaJAOBaHTHA, aJIOBAHTHA M II'bpBa JUHUS XUMHUOTEpanus (IIpM MeTacTaTHMYHA

Oortecr).

e Cisplatin —40 mg/m2 L.V., nen 1, Ha Bcsika cenMuiia ot JpueiieuerneTo (6 kypca).
e Mitomycin C—4 mg/m2 L.V, nen 1, 20



22. 3JIOKAYECTBEHU TYMOPHU HA BAT'NHA

310KaueCTBEHUTE TYMOPH Ha BarMHaTa OMBAT ITbPBUYHU U METACTATUYHHU OT CHCEIHH WU TAIICYHU
opranu. [IbpBUYHHTE TPOM3XOXKIAT EAWHCTBEHO OT BIIATAJMINETO, 03 yYacTHETO Ha portio
vaginalis colli uteri mnpokcumamno wnm BynBara guctanHo. [lpubmusurenno 80% ot
3JI0KaYECTBCHUTE BarHAIHH HEOIJIa3WU Ca METACTATUYHU, MMPEAUMHO OT 3JI0KQ4eCTBEHU TYMOPHU
Ha IMUKKaTa HAa MaTKaTa WM eHaoMeTpuyMma. KapumHOMUTE HA BIAraauIlieTo ca PeiIKd TYMOpH,
MPEJICTaBISIBAT OKOJIO 1% OT 3JI0KaYeCTBEHUTE TYMOPH Ha KEHCKUTE IMOJIOBU OpraHu. JleueHueTo
€ KOMILUIEKCHO, C IPHOPHUTET HA XUPYPTUYHOTO U JIbuesieueHue. [lurocratnyna tepamnus ce nmpuiara
NpU TUCEMHUHAIUS Ha 3a00JI1BaHETO B JAJICYHU OPraHH WK (MIO-PSAAKO) MPH JOKATHO aBaHCHPAI
HeonepabmieH Tymop. JIeKapcTBeHUTE KOMOWHAIIMHM CE TPUIIOKPUBAT C TE3W, NMPHIAraHu MpH
KapIIMHOM Ha MaTOYHATa MINHKA.

Cisplatin

Cisplatin 50 wim 100mg/m2 i.v. (1 vacoBa undy3us) 1 nex
[ToBTOpEHHE HA BCEKU 3 CEAMUIIH

Cisplatin + Vinorelbine

Cisplatin 80mg/m?2 i.v. neH 1
Vinorelbine 25 mg/m2 i.v. nen 1u 8
[ToBTOpEHME HAa BCEKH 3 CEIMUIA

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

3710Ka4eCTBEHUTEe HOBOOOPA3yBaHMUs Ha BYJIBaTa Ca CPABHUTEIHO PSIIKO Cpelanu 3adomsiBanus (3-
5% OT TeHUTAIMHUTE KapIIMHOMH ), KaTO cpeaHaTa Bb3pacT Ha 3abonenure € 65 roauHu u ensa 5%
OT MalMEeHTHUTE ca BbB Bb3pAcT Mpe/id MeHomay3a. ['oieMuTe cpaMH YCTHH ca Hali-4eCTOTO MSICTO
Ha M35Ba Ha BYJBapHHs KapLHUHOM U ChCTaBisABaT okoyio 50% ot ciydaunte. OOXBallaHeTo Ha
MAaJKUTE CPAMHH YCTHH € 0KoJI0 15% - 20% ot ciywyaute. Kiuropst u bapronuHoBute xme3u ca
no-pssko anraxupanu. Oxosio 90% oT ByJlBapHUTE KaPIIMTHOMHU Ca IJIOCKOKIJIECTHYHH.

HpeHOp’L‘II/ITCHHH JICKApCTBCHU IIPOAYKTHU U KOM6I/IHaI_II/II/I OT T4X 3a JICUCHUC Ha paK Ha BYyJIBara

BkirouBat ce paznuuHu komMOuHammu ot S-uryopoyparmi (5-FU), nucmiatun, muromunms- C,
WM OJICOMHIINH, €KCTPANOINPAHU OT PEKUMH, U3IOI3BAHH 33 aHAJICH MJIH INIOCKOKJICTHYEH PaK Ha
MmIMKKaTa Ha MaTKara, KakTo u:

Cisplatin

Cisplatin 50 uim 100mg/m2 i.v. (1 yacoBa undy3us) aex 1
[ToBTOpEHHE HA BCCKH 3 CEAMMUITH

Cisplatin + Vinorelbine

Cisplatin 80 mg/m2 i.v. men 1,
Vinorelbine 25 mg/m2 i.v.nen 1u 8
[ToBTOpEHME HA BCEKU 3 CEAMHMIIH

Cisplatin + abueseuenune

Cisplatin 40mg/m2 (makcumym 70 mg/m2) i.V. ceIMHYHO 3a€HO ¢ IbUeTepanus - hpaKiun
1,8Gy/d B d 1-5 (makcumym 3a 7 ceamunn), 10 OO/] 57,6 Gy B 32 dpakiuu 3a 06eMHO
3a00msBaHe.

Cisplatin + 5-FU

Cisplatin 4 mg/m2/d i.v. - npoasmxkutenta uadysus D 110 4

5FU 250 mg/m2/d i.v. - npoxbmxutensa uadysus D 1 o 4

[ToBTOpeHue execenMuyHo (x4) rroc cumyntanHa apuerepanus 40-50 Gy, 2Gy Ha
bpakuys.




24. KAPIIMHOM HA IMKOYEH MEXYP

Toa e 3abonsBaHe IPEAUMHO TIPU BB3PACTHH MBbXke - Mexay 60 u 80-roaumiHa Bb3pacT, CpeaHa
BB3pacT 73 r. Hanuue ca ocodbeHoctu B reorpadckoTo pasnpesesieHne Ha 3a00JIIBaHeTO — [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 nporpecus O0JHHUTE c€ pa3eisaT Ha ciaeaHuTe rpymnu: (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) cpeieH 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.

[Tpu HUCBK PHCK ciel one shot TepamusTa ce mpuara aaiOBaHTHA MHTPABE3UWKAIHA TEPAIUs C
Mitomycin C — 20 mg mu ¢ Epirubicin — 50 mg, BkiItouBaiia 6 execeMU9HH, mociaeasanu ot 10
(6 3a Epirubicin) exxemMeceyHH aruiMKaIyy.

[Ipu cpenen m BUCOK pHcK cien one shot Tepamusita ce mpuiara aafoBaHTHA WHTpPaBE3UKATHA
teparusi ¢ Mitomycin C — 40 mg unu ¢ Epirubicin — 50 mg, BkItouBama 6 €XeCeIMUIHH,
nocneaBanu oT 10 (6 3a Epirubicin) exxemeceyHH ariuKaluu.

[Tpu cenextupanu 60nHUM ¢ BUCOK pHck (in situ high grade) ce mpoBexia MHTpaBe3UMKalHa
umyHoteprnanius ¢ BCG — 37.5 mg cenMuuno (6 CceaMHIIM), TMOCIEIBAHO OT IMOABPIKAIIO0
MPUIOKEHUE Ha 3 MHCTUJIAMU Mpe3 ceaMuua Ha 3-t, 6-tu, 12- tu, 18-tH, 24-TH, 30-TH1 U 36-TH
mecell. [IpoTuBonoka3ana e npu NO3UTHBEH KOXKEH TYOepKyIHHOB TecT (> 10 mm).

24.2. XumuoTepanusi NPy HHBA3MBEH KaAPUHUHOM
[Tpunara ce HeoanlOBaHTHA, aJIOBAaHTHA 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 V. nen 1

[ToBTOpeHue npe3 28 aHU.

GEMCIS




Gemcitabine — 1000 mg/m2 I.V., aau 1, 8 u 15
Cisplatin — 75 mg/m2 L.V., nen 1
[ToBTOpeHue npe3 28 mHu.

MVC

Metothrexate — 30 mg/m2 .M., qau 1 u 8
Vinblastine —4 mg/m2 I.V., natu 1 u 8
Cisplatin — 75 mg/m2 1L.V., nen 2
[ToBTOpeHue npe3 28 aHMU.

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., nau 1, 8 u 15
[ToBTOpenue nmpe3 28 mHu.

Carboplatin AUC6 1.V.
[ToBTOpenue npe3 21 mHmu.

ITP

Paclitaxel 200 mg/m2i.v. B nen 1

Cisplatin 70 mg/m2 i.v. B geH 1

Ifosfamide 1500 mg/m2/nueBHo i.V. B aam 1-3, ¢

Uromitexan yponpoTekuus

[TorTaps ce npe3 3-4 cenmuru (¢ G-CSF monkpena) (MakcuMaieH Opoii 6 kypca)

Gemcitabine + Carboplatin + Docetaxel (GCD)

Gemcitabine 1000 mg/m2 i.v. B quu 1 u 8
Carboplatin  AUC =5 1i.v. B neH |
Docetaxel 70 mg/m2 i.v. B geHn 1
[ToBTaps ce npe3 3 ceaMuIn




24.3. IIbpBa TUHUSA UMYHOTEpaNus
NmyHoTepanus

e Pembrolizumab — 200 mg IV na Bceku 3 ceamunm niu 400 mg 1.V. Ha Bceku 6 ceaMuIy,
neH 1. 3a jiedyeHune OT IIbpBA JIMHKS Ha JIOKATHO aBaHCUPAJI WIM METACTaTUYCH ypOTEIeH
KapIIMHOM TIPY BB3PACcTHHU, KOUTO HE OTTOBAPAT HA YCIOBUATA 32 LUCIUIATHH-OA3upaHa
XHUMHUOTEpAnus U YUUTO TyMopu ekcrpecupaT PD-L1 ¢ koMOMHMpaH MOJI0KHUTEIEH CKOP
(combined positive score, CPS) > 10.

e [IpoapkaBa A0 MpOrpecusi WIM HEMpHEeMIIMBA TOKCHYHOCT. [Ipu KIMHMYHO CTaOWIHU
NAIeHTH C IIbPBOHAYAIHU JAaHHU 3a MPOTPecHsl Ha 3a00JIIBAHETO € MPETNOPBHUYUTEIHO
JICUEHHETO J1a MPOJBIDKHU, I0KATO MPOrpecusTa Ha 3a00JIIBaHETO HE Ce MOTBBPAH.

e Atezolizumab — 840 mg unTpaBeHo3Ho npe3 2 ceaqmuny win 1200 mg HHTPaBEHO3HO Mpe3
3 cenmuuu, uian 1680 mg mHTpaBeHO3HO Tpe3 4 cenMulr (MIPH MAIlMEHTH, KOUTO Ce
CUMTAT HEMOAXOASAIIM 3a JICUEHHUE C LIUCIUIATUH U yunuTo Tymopu umat PD-L1 excnipecus
> 5%) o 3ary0a Ha KJIMHUYHA T0J13a WIK HEKOHTPOJIMpYyeMa TOKCUYHOCT

e [lpu manueHTH, KOUTO OTTOBAPAT HA YCIOBUSATA 33 LUCILIATHH-0a3upaHa XUMUOTEpaIus
¥ YUHUTO TyMOPH HE ca MPOTPECUpaH Cle]] XMMUOTepanus Ha 0a3ara Ha IUIaTHHA Ce
npuiara nogabpikama repanus ¢ Avelumab. [lpenopbuntennara qo3a Ha Avelumab karo
MoHoTtepanus ¢ 800 mg, NpuIokKeHa UHTPABEHO3HO B MPOAbJDKEHHUE HA 60 MUHYTH, Ha
Bcekn 2 cenmunu. [lpwiokennero Ha Avelumab T1psOBa 1a TPOIBIDKU 110
IpernopbYUTeNHATa CXeMa JI0 MPorpecus Ha 3a00JsIBAHETO WM MOsSBa HA HEPUEMIIMBA
TOKCUYHOCT.

e [lpm mamueHTH, KOWTO HE OTrOBapsAT HA YCIOBHATAa 3a [HCIUIATHH-Oa3upaHa
XUMHOTEpanust U 4YUUTO TymopH HaMat PD-L1 ekcnpecus unu ca ¢ HemsBecteH PD-L1
cTaTyc ce Mpuwiara XUMHOTepamnus Ha OcCHoBaTta Ha carboplatin, mocnenBaHa oT
nojabpxaiia tepanus ¢ Avelumab mpu TymMOpH, KOUTO HE ca TPOTPECHpAU CIe
XUMHOTepanus Ha 6a3ara Ha kapOorutatuHa. [Ipunoskenuero Ha Avelumab Tps6Ba na
MPOABIDKH 110 MPETOPBHUNTENIHATA CXeMa JI0 TIPOTpecust Ha 3a00IIIBaHETO WIIU IMOsiBa Ha
HEeNpUeMIINBa TOKCUYHOCT.

e [Ilpu Te3um manmeHTH, KOUTO HE OTroBapsAT Ha YCJIOBUATA 3a LUCIUIATHH-OaznmpaHa
XUMHOTEpanusi U 4UUTO TyMopu ekcnpecupar PD-L1 ce npunara kapOormiaTuHa-
0a3upaHa Tepamus, mocjieaBaHa OT HoJAbpkaiia Tepanus ¢ Avelumab npu Tymopu,
KOMTO HE ca IPOrpecupallu clie] XMMUOTepanus Ha 6a3aTa Ha KapOOIUIaTUHA.

e Jlpyra BB3MOXKHOCT 3a TMAaI[MEHTH, KOUTO HE OTTOBapsAT HA YCIIOBHSTA 33 IUCIUIATHH-
0a3upaHa XUMHOTepanus W YUUTO TyMopu ekcrnpecupar PD-L1 e nma ce mpuioxkat
Atezolizumab* unmu pembrolizumab*.

e Nivolumab** kaTto MoHOTepamusi € MOKa3aH 3a JICYCHHE Ha JIOKAJTHO aBaHCHpall,
HeonepaOWieH WM METAacTaTUYCH YpPOTEIHAIICH KapIMHOM IIPH BB3PACTHH  CIIE]T
HEyCIelTHA MJIaTHHA-0a3upaHa Teparnwsl.

Nivolumab — 240 mg na Bceku 2 ceqmunu 3a 30 MUHYTH
Jlo mporpecus Ha 3a00JISIBAHETO WM HETIPHUEMIINBA TOKCUYHOCT



24.4. Bropa JUHUSA UMYHOTepanus

Pembrolizumab — 200 mg 1.V. na Bceku 3 cenmuiu wian 400 mg 1.V, Ha Bceku 6 cenmuiy, aeH 1
3a JICUCHHE Ha JIOKAJHO aBaHCUPAJ MM METACTaTUYEH YPOTEIICH KapI[MHOM IPH Bb3pPacTHH, Ha
KOMTO € IPHJIOKEHA ITPEAXO0JHA IIaTHHA-0a3upaHa XUMHOTEPAITUs

[ToBTOpEHME 10 MPOTPECUS WM HETIPUEMIIMBA TOKCUYHOCT. [Ipy KIIMHUYHO CTaOUITHU
MAIMEeHTH C TbPBOHAYAIHH JIaHHH 32 IIPOTPecus Ha 3a00JIIBAHETO € IPEOPHUNUTEITHO
JICUCHUETO J1a MPOIBIDKH, IOKATO MPOrpecusiTa Ha 3a00JIIBaHETO HE CE MOTBBP/IH.
Atezolizumab — 840 mg untpasero3no npe3 2 ceamunu win 1200 mg uHTpaBeHO3HO mpe3 3
cenmunn, Wi 1680 Mg uHTpaBeHO3HO Mpe3 4 ceMUIIU 0 3aryda Ha KIMHWYHA 10132 WIN
HEKOHTPOJIMPYEMa TOKCHYHOCT

24.5 Tpera JIMHUSI UMYHOTEpanus
Enfortumab vedotin** karo MoHOTepaI¥st ¢ MoKa3aH 3a JIeYeHUE Ha Bh3PACTHHU MAI[MEHTH C
JIOKAJIHO aBaHCHpas WM METAaCTaTUYeH YPOTEIeH KapLIMHOM, KOUTO MPEIU TOBA ca MOJy4yaBaiu
XUMHOTEpanus, ChIbprKallla MIaTuHA, 1 MHXUOUTOP Ha pelenTopa 3a nporpaMupaHa KieTbuHa
cMbpT 1 (PD-1) van nHXHMOUTOP Ha JIMraH Ha IporpaMupana kierbuna cMbpt 1 (PD-L1)



25. KAPIIMUHOM HA ITPOCTATHA KJIE3A

25.1. JleyeHue Ha JoKaIu3upPaH kapuunom — T1-2

e Meron Ha wu300p € ONEPATUBHO JICYeHHE (paJAMKAIIHA TPOCTATEKTOMHS) WIH
Ne(UHUTUBHO JTbUEIICUCHUE.

e OrtcpoueHo neueHue (M34aKBaTETHO HAOIIOAEHHE WIM aKTHMBHO IPOCIEISIBAHE) — IPU
OOJIHM C HUCBK PUCK U NPOTUBOIIOKA3aHM 32 PAJUKAIHO JICUEHUE WIM IIPU HNALUEHTH,
OTKa3Ballly JICYCHUE.

e JlexapcTBeHa KacTpalys C IOCJIEABAIO HAOII0ICHHE, aKO Ca HAJIHIE MPOTUBONIOKA3AHUS
3a OIEPATUBHO JICUYCHUE W 32 1e(PUHUTUBHO JIbUelIeYeHUE.

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. IIpoBexxna ce cien NeDUHUTHBHO JIbUelieYEHUE B
npoabKeHue 10 18 Mecera B 3aBUCUMOCT OT pUCKa.

e AJIOBaHTHO JbuexopMoHosieueHue. [IpoBexa ce cien pagukaiHa IpoCTaTEKTOMUS TPy
nanpeHt B craami  pT3B mimm N1 . Xopmonorepanusara (LHRH-aronucr =+
aHTHAHJIPOTeH) CTapTHpa He3a0aBHO ClIe] XUPyprusaTa U 3 Mecela pein JIb4eIeueHUETo;
npoabKaBa 10 18 Mecernia.

e [lanueHTun, mpoBeXaaly aHTUAHAPOTEHHA TEPAIHUs, 10 UHAUBUIyAIU3UPAHA MPELEHKA
Ha MEJUIIMHCKU OHKOJIOT MOTaT J1a ObAaT HAaCOYEHH KbM €HIOKPUHOJIOT U PEBMATOJIOT
3a JIedeHue npu 3aryba Ha koctHa Maca ¢ Denosumab — 60 mg S.C. mpe3 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 CTOWHOCTHTE 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 aHtuanjpored (Bicalutamide win Flutamide); LHRH-
aroHMCT + HecTepouieH anTuanaporet (Bicalutamide nau Flutamide).

ARTA Tepanust

Abiraterone acetate (+ Prednisolone) + ADT. Ha3nauaBa ce mpu XOpMOHOYYBCTBUTEIHA
MeTacTaTuyHa O0JIECT ¢ BUCOK PUCK — HAJIMYME HA MOHE 2 OT CIeAHUTE 3 PHUCKOBU QakTopa: (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-
nenpuBaironHa 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 KOMOMHALUS C aHIPOTEH-
nenpuBanonHa Tepanus (androgen deprivation therapy, ADT)

Enzalutamide — 160 mg. P.O. nuesno + ADT

Xumuno-xopmonaHo jJedyenue ¢ Docetaxel + ADT. Ha3zHauaBa ce mpu BECOKOOOEMHA ITbPBUYHO
MeTacTaThuyHa 0O0JIeCT — HaJIMYMe Ha BUCLIEPAIIHA METACTa3u U/WIK > 4 KOCTHU METACTa3H.

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.

Darolutamid, B komOuHanus ¢ goneTakcen, ¢ npenopruntenta no3a 600 mg Darolutamid (aBe
tabsietku 1o 300 mg), npuemManu Ba IbTH JHEBHO, EKBUBAJIEHTHO Ha oOula qHeBHA 103a 1 200 mg.

25.4. JleyeHume HA KacTpanusi-pe3uCTeHTeH KapuuHoMm Kpurepuure 3a mporpecust Ha
mpocrareH KapiuHoMm ca cieanurte: (1) cien paamkanHa npoctarekromus — PSA > 0.2 ng/mL
(Ha 3- 6-u Mecen); (2) cien ACPUHUTHBHO JTHUYCIICUCHIEC

— mnokauBaHe Ha PSA ¢ > 2 ng/mL nan nagupa (ua 12-18-u mecen); (3) cien xopMoHaiiHa
Tepanusi / KaCTpallMOHHO PEe3UCTEHTHO 3a00JiABaHe/ :

J KacTpalMOHHU CepyMHH HUBA Ha TecTocTepoH (o 1.7 nmol/L);
o TpPU MOCJIEA0BATEIHY TOKAYBaHMs Ha cepyMeH PSA nipe3 eHa ceqmuIia, moKa3Balu
B JIB€ OT U3CIICJBAHUATA YBEIMYCHUE CIIPSMO Hal-HHUCKaTa cToiHOCT ¢ 50% 1 PSA
Haja 2 ng/mL;
WITH
. peHTreHorpadcka mporpecus: Bb3HHKBaHE Ha >2 HOBH KOCTHH JIC3UU WIH

yBeJTUYaBaHE HA MEKOThKaHHa Jie3us ¢ u3non3Bane Ha RECIST;
L CUMIITOMAaTH4YHAaTa Mporpecuss HACO4YBa, HO HE MOXKC CaMOCTOATCIIHO Ja I[e(i)I/IHI/Ipa

KacCcTpalMOHHA PE3UCTCHTHO 3a00J15BaHE.

JleuenueTo Ha KacTpanusi-pepakTepeH MpocTaTeH KapIMHOM ce IpoBexk/1a Ha oHa Ha
HeTpecTaHHa aHaporeHHa aenpuanus ¢ LHRH-aronucr.

HemeracTtaTnuen kacTpanus-pe3ucrented kapuuiom (NnMCRPC)

AKTHBHO HA0JI0JIEHNE

TepaneBTHYHY ONINHU

[Tpu Huckopuckou manueHTd ¢ PSA DT > 10 mecena - Ha oHa Ha XUPYPTUYHA WITH



(dhapmakonornyna kactpanus ¢ LHRH-anano3u Bicalutamide — 50 mg P.O. nueBHo.
Flutamide — 3 x 250 mg P.O. aueBHoO.
Ciproterone — 300 mg .M. (mpe3 10 mau) winu ot 2-6 x 50 mg P.O. aueBHoO.

ARTA - Tepanus
Enzalutamide — 160 mg P.O. nueBHO (10 mporpecusi)- npu BUCOKOpUCKoBH narueHT PSA DT <

10 mecena

Apalutamide - 240 mg P.O. aHeBHO (710 porpecusi)- pu BucokopuckoBu mamueHt PSA DT <
10 mecena

Darolutamide - 1200 mg P.O. gueBHO (10 mporpecusi) - 3a JicUeHUE Ha Bb3PACTHH MBIKE C
HEeMeTacTa3upall, Pe3UCTeHTeH Ha KacTpanus kapuuaoM Ha npocrarata (1MCRPC), kouTo ca ¢

BHCOK PHUCK OT Pa3BUTHC Ha MCTACTATUYIHO 3a001sBaHE.

MeracraTHyeH KacTpanus-pesucrenTen kapuuaom (MCRPC)

Jleuyenne npean Docetaxel

Enzalutamide — 160 mg P.O. aaeBHO (10 mporpecws).

Abiraterone acetate + Prednisolone Abiraterone acetate — 1000 mg P.O. nueBno Prednisolone — 2 X
5 mg P.O. mHeBHO (O mporpecus) - OpW HAaKMEHTH HemosydaBanu Abiraterone acetate sa
XOPMOHOYYBCTBUTEITHO METACTATUIHO 3a00JIIBaHE

JleueHre Ha BE3PACTHU MAIMEHTH C METACTATHUYEH PE3NCTEHTEH HA KacTpalys paK Ha [Ipocrarara
(mCRPC) u BRCA 1/2 myranuu (repMAHATUBHU W/ WIA COMAaTUYHHN ), IPH KOUTO XUMHUOTEPAIIUITA
HE € KJIMHUYHO IOKa3aHa.

Niraparib/ Abiraterone acetate™ 200 mg/1 000 mg (xBe Tabnerkn ot 100 mg Niraparib /500 mg
Abiraterone acetate) kaTo eZHOKpaTHa JHEBHa 1o03a, P.O. no mporpecust win HenmpueMiIMBa
TOCKHNYHOCT.

Niraparib/ Abiraterone acetate™ ce mpumara ¢ 10 Mg NPeIHW30H WM TIPEIHU30JOH JHEBHO.
MenukamMeHTO3HaTa KacTpalusi ¢ aHaJIOr Ha TOHAJAOTpONMUH-ocBoOOXkmaBamy xopMoH (GnRH)
TpsiOBa Ja POIBIIKH 110 BPEME Ha JICYUCHHETO Ha MAlMEHTH, KOMTO HE Ca MPETHPIIEITH XUPYPrudHa
KacTparus.

[pu namenTu, nony4yaBanu Abiraterone acetate 3a XopMOHOUYYBCTBUTEIHO METACTHYHO
3abosisBaHe - xuMuoTepanus ¢ Docetaxel

Olaparib** 300 mg P.O. 2 netu nueBHo + Abiraterone 1000 mg P.O. nuesno + Prednisone wiu
Prednisolone 2 5 mg nueBHo - mpu narmentu ¢ mCRPC.

[Ipu npoTBONIOKA3aHMS 3a XUMUOTEPAITHS.

Prednisolone — 20 mg P.O. nueBHO



CwMsiHa Ha AHTHAHAPOI'CHA UJIH JICYCHUC C.

Medroxyprogesterone Acetate — 1000 mg P.O aueBno 30 mnu, cien toBa — 500 mg P.O. 3
IbTH CEAMHUYHO,

JleyeHue Ha MAIMEHTH C METaCTaTHUYCH, PE3UCTEHTEH Ha KacTpalus pak Ha npocrarata u BRCA1/2-
MyTauud (T€pMUHATHUBHU W/WIM COMAaTHYHHU), TPOTPECUpAId CJed MPEAXOAHO JIeUCHHE,
BKJTIOYBAIIO HOBO CPEACTBO:

Olaparib** 600 mg tabietku auesHo, P.O 10 mporpecus Win HEMPUEMINBA TOKCHIHOCT.

IIspBa TUHUS XUMHAOTEPAIIUS

Docetaxel + Prednisolone

Docetaxel — 75 mg/m2 1.V., nen 1

Prednisolone — 2 x 5 mg P.O. aueBHno, auu 1-21

[TosTopenue mpe3 21 auu (8-10 kypca).

(uatepmutenten Docetaxel ¢ 4 kypca u orenka npe3 3 Meceria € HOHUHGEPHOPUTH CIPSIMO

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 axu.

Vinorelbine + Prednisolone

Vinorelbine — 30 mg/m2 L.V., new 1
Prednisolone — 2 x 5 mg P.O. aueBHo, mau 1-15
IToBTOpenue npe3 21 nHu.

Cisplatin + Etoposide (mpu apedHOK/I€ThYHA KOMIIOHEHTA)

Cisplatin — 75 mg/m2 LV., nen 1
Etoposide — 100 mg/m2 1.V., nau 1-3
IToBTOpenue npe3 21 nHu.

[Tpu mocturane Ha Bpeme JIo Tporpecus Haja 3 Mecena cien Docetaxel Moxke 1a ce TIPHIIOKHU
otHOBO Docetaxel.

Jleuenue Ha Docetaxel-pesnucrenTeH kapuuHOM

[Tporpecusita ce nedunupa cve cnenquure kputepun: (1) HapactBane Ha PSA ¢ 50% (mone > 4
ng/ml) Han cepymHusi Haxup cien HerpekbcHaT Docetaxel; (2) paguonornyna mporpecus,
otuyeteHa o RECIST; (3) cumnromHa nporpecus.

Cabazitaxel + Prednisolone

Cabazitaxel — 20-25 mg/m2 LV. nen 1
Prednisolone — 2 x 5 mg nuerHo P.O. nen 1-21
[ToBTOopenwue mpe3 21 mHu.




Ennoxpunnm TepaneBTHYHU Bb3MOXkHOCTU (ARTA Tepanus)

Enzalutamide — 160 mg P.O. gueBHO (10 mporpecus).

Abiraterone acetate + Prednisolone Abiraterone — 1000 mg P.O. aueBHO

Prednisolone — 2 x 5 mg P.O. aaeBHO (10 mporpecus).

KaCTpaI_[I/ISI-peSI/ICTeHTeH IMPOCTATCH KapIKMHOM C ME€TaCTaTU4YHa KOCTHa oonect

budocdonaru nnmm Denosumab.



26. KAPIIMHOM HA TECTHUC

310KaYeCTBEHUTE TyMOPH Ha TECTUCUTE ca enBa 1% oT 31okadecTBEHHUTE 3a00JIIBaHUS TPHU
MBXKETE, HO T€ Ca Hal-ueCTOTO HOBOOOpa3yBaHUeE, 3acArallo Bb3pacToBaTa rpymna Mexay 15 u 35
TOJIMHU U Ca €[lHA OT Hai-pa3npoCTpaHEeHUTE MPUYMHHU 32 CMBPT OT 37I0KaUECTBEHH 3a00IsIBAaHUS B
Ta3W BB3pacT. XapaKTepu3upar ce C BUCOKA JIbYe- U XHMMHOUYBCTBUTCIHOCT. YCTAaHOBEHHU ca
penuiia TeHeTUYHU aHOMAJIUU, KOUTO ca pUCKOB (haKTOp 3a pa3BUTHE Ha 3a00JISIBAHETO.

TyMopbT € repMHUHATUBHOKIIEThUEH. CriOpe/l XUCTOJIOTUYHUS MY BUJ ce Ae(PUHHUPAT JIBE TPYIHU —
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

JleueHue Ha cCeMUHOMHHUTE 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 HabmoneHue. Kbm merara roguna cien abnanusta 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
CIIydauTe, KOraTo € HeBb3MOXKHO €(DeKTHBHO HAONIOICHHE, Ce TpuIara Wi kapooruiatuHa 1 Kype
(AUC =7) umu amoBanTHa panuoTepanus (20Gy). 3a mpeamoynTaHe € MPOBEKIaHE Ha
XUMHOTEPAIIH.

JleueHne Ha CEMHMHOMHHTE TYMOPH Ha Tectucure B craauu 1A, IIB

[To-ronssMaTa 9acT OT MAalMEHTUTE C oAradparMaiHa napaaopTaiHa W/WiIM Ta30Ba aJIeHONATHs
<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 XMMHOTEpamusi € CBbp3aHa C IO-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, perpornepuroneanHuTe JUM(GHHU Bb3JIU €A C MAKCUMaJIeH TpaH3Bep3ajeH IUaMeThbp
Haja 5 cm. B ciydaute ¢ 106pa nporuosa Ha 3a00J1BaHETO, MAIUEHTUTE MPOBEXKIAT 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
KOPEMHH OpraHd € HOpMallHa, NAaIlMeHTUTEe OcCTaBaT Ha aKTUBHO HaOmwozaeHue. 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.

[Tanmenture B ctaauii II1 - chc ceMUHOM Ha TECTHUC WM CEMHHOM (€KCTParoHaICH), MPOBEXIAT
CTaHJAPTHUTE XUMUOTEPANIEBTUUHU PEXKUMHU, KAKTO MIPU MAIMEHTUTE C HECCEMUHOMHHU TYMODPHU B
puckoB cratyc. 90% OT manueHTHTe ¢ aBaHCHUPAITH CEMHHOMHH TYMOPH C€ JICKYBAT YCIEITHO C
KOMOMHUpaHa XuMHOTepanus, cbbpxaria Cisplatin.



26.1.1. Xumuorepanusg opy craamii |

[TpoBexa ce ajifoBaHTHA XUMHUOTEPAITHUS, aKO HE € OCHIIECTBEHO JIbuenedeHne (M300p Ha eTUH
OT JIBaTa METO/A).

EP (2 kypca)

Etoposide — 100 mg/m2 1.V., nau 1-5
Cisplatin — 20 mg/m2 L.V., nuu 1-5
IToBTOpeHue npe3 28 aHU.
Carboplatin AUC7 L.V. exHokpaTHO.
CrpsiMo moka3zaTesst 0011a MpeXUBSIEMOCT €IMH IUKBJI ce paBHsABA Ha ibuenedeHue ¢ 30 Gy npu
NAlMEHTH ChC CPEICH U HUCHK PHUCK; CHIIECTBYBAa MOBHUIIECH PUCK OT BTOPUYHA HEOILIA3M,
UHTyIIIpaHa OT JIbuesieueHHE.

26.1.2. Xumuorepanus mupu craauii [1A. B 1 HerrpoBeneHo JIpuecuyeHrue

BEP (3 kypca)

Bleomycin —30 mg TOT I.M., nuau 2,9 u 16
Etoposide — 100 mg/m2 L.V., nau 1-5

Cisplatin — 20 mg/m2 LV., nuu 1-5

[ToBropenwue mpe3 28 auu (¢ moakpena ot G-CSF).

benexka: Bleomycin moxe ma He ce mpuiara npu 6osHE Hax 40-TonWIIHA BB3PACT WU C
HapyleHa 6enoapoOHa GyHKIMs Hopaau M0-BUCOK PUCK OT MTHEBMOHUTHU. [Ipu Te3u nauueHTH
e ymecteH pexum EP (4 kypca) (Bux T. LA.).

26.1.3. Xumuorepanus rupu craauii [IC—1V BEP (4 xypca).

EP (4 xypca).

Etoposide + Cisplatin = Bleomycin

Etoposide — 100 mg/m2 1.V., nau 1-5

Cisplatin — 50 mg/m2 L.V., nuu 1-2

+ Bleomycin — 30 mg TOT .M., nuu 1, 8 u 15 (camo 3a craauii 11C, 111)
[ToBTOpenue npe3 28 nHMU.

TIP

Paclitaxel — 250 mg/m2 1.V. B 24-yacoBa undyswusi, aeH 1

Ifosfamide — 1500 mg/m2 1.V., nau 2-5

Mesna — 500 mg/m2 L.V., B vacose 0, 4 u 8 ot Hauanoto Ha Ifosfamide
Cisplatin — 25 mg/m2 L.V., nau 2-5

[ToBTopenue npe3 28 auu (npu npoteknus ot G-CSF).




26.1.4. Tlpu pe3unyaicH TYMOD Clell JIbYEIICUECHUE

[Ipu pe3uayanen Tymop noj 3 CM ce npusiara akTUBHO HaOIIOICHHE.

[Tpu pesuayanen Tymop Hajg 3 CM ce Ipuiiara XUpypruvo JieueHue, nociensado ot BEP (3
Kypca), ako XMUCTOJIOTMYHOTO HU3CJe/IBaHE [T0Ka3Ba HAJMYUE Ha 3JI0KAYECTBEH TyMOP.

26.1.5. Cnacurenna XMMHOTEPAIIHS IIPU PESUCTEHTHU TYMOPH

PEI

Cisplatin — 20 mg/m2 L V., nau 1-5

Etoposide — 75 mg/m2 1.V., nuu 1-5

Ifosfamide — 1200 mg/m2 1.V. qau 1-5

Mesna — 400 mg/m2 1.V., B wacose 0, 4 u 8 ot HauanoTo Ha ifosfamide
[ToBTOpenue nmpe3 28 nHu.

VelP

Vinblastine — 6 mg/m2 L.V., nau 1 u 2

Ifosfamide — 1000 mg/m2 1.V., qau 1-5

Mesna — 400 mg/m2 1.V., B yacose 0, 4 u 8 ot Hauanoto Ha Ifosfamide
Cisplatin — 20 mg/m2 LV., nuu 1-5

[ToBTOpenue mpe3 28 mHu.

TIP

Paclitaxel — 250 mg/m2 1.V. B 24-yacoBa undyswusi, aeH 1

Ifosfamide — 1500 mg/m2 1.V., nuau 2-5

Mesna — 500 mg/m2 L.V., B uacose 0, 4 u 8 ot Hauanoro Ha ifosfamide
Cisplatin — 25 mg/m2 L V., nau 2-5

[TosTopenue npe3 28 auu (pu npoteknus ot G-CSF).

26.2. HeceMHHOMHM TYMOPH

[IpenopbuBa ce jgeueHre OT MEAMLIMHCKU OHKOJIO3U C OMUT B JICYEHUETO Ha KaplIMHOM Ha TECTHUC.
BonHuTe, mouexany Ha XUMHOTEPAIHs, C€ Pa3IeNAT Ha TOATPYITH CIIOPE PUCKA OT IMPOTPECHSI:
(1) no6pa npornoza — AFP nox 1000 ng/ml, hCGT nox 5000 IU/ ml, LDH nox x ropaa HopMaiiHa
rpanwuia (I'HI'), 6e3 mepBUYEH TyMOp B MEIUACTUHYM, 0€3 APy BUCIEPATIHH (OCBEH 0€10IpOoOHN)
MmeTtacrasy; (2) cpeana nporHoza — AFP mexay 1000 u 10000 ng/ml, hCGT mexay 5000 u 50000
Ul/ml, LDH mexny 1,5 u 10 mbTu Hag HOpMara, 6€3 MbpBUYEH TYMOP B MEIUACTHHYM, 0€3 Ipyru
BHUCIepaIHU (0CBeH OenoipooHn) metactasy; (3) soma nmporuo3a — AFP wan 10000 ng/ml, hCGT nHan
50000 Ul/ml, LDH nan 10 mbTu Hax HOpMaTa, IbpPBHYEH TYMOP B MEIMACTUHYM, HAJIMYUE Ha APYTU
BHCLIEPATHU MeTacTa3u (OCBEH 0en0apoOHH).

26.2.1. Jleyenre HA HECEMHUHOMHHUTE TYMODHU Ha TecTUcCUTE B craauii | 6e3 ¢cha0Ba MHBA3UA U C
HOPMAJIHU CIENOIEPATHBHU TYMOPHU MapKepu

HporHo3aTa Ha Oomuute B I cT.e 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, IMPEANOYUTAHUATa Ha OONHMS M HEOOXOJMMOCTTa OT 3ama3BaHe 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 PAAKO, CaMO KOraTo HaOJIIOJAEHUETO 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
0CTaBa PHUCK OT MosiBa Ha 0eoApOOHN MeTacTas3u.

[Tatmentn B cranuii I Ha HECeMUHOMEH TECTHKYJIapeH Tymop 0e3 JuMQHa U ChJAOBAa MHBA3HA,
HOPMAaJIHH C€pyMHU Mapkepu, HopMmainHa CT Ha KOpeMHHU OpraHy U IpbJEH KOII, MOTaT Ja OCTaHAT
Ha aKTHUBHO HaONIOJeHHWEe. AKO TMPOBEkKIAAHETO HAa AKTUBHO HAONIOJCHHE € HEBB3MOXKHO, CE
npunarat 2 kypca PEB. Cnopen ESMO-2016r. onpeaensiio CTeneHTa Ha PUCK € JuM@HaTa H
CHJIOBa MHBA3MsI ¥ IIPHU | CT —BUCOK PUCK M3XOJIBT € €IHAKBB ¢ HaOmoaeane uwin 2 kypca PEB - 98%
IIPEKUBAEMOCT.

[Tpu manuenty B | KIMHUYEH CTanuii PUCKBT OT TJIACHK B 3a00JsBaHETO € OKOJo 25% - B Te3H
cirydan OomHHTE ce nekyBaT ¢ 3 kypca PEB unm 4 xypca PE npu npoTtnBonokasanus 3a npuiiarate
Ha Bleomycin.

26.2.2. JleueHre Ha HECEMMHOMHUTE TyMOpH Ha TectrcuTe BbB 1IA. II B cramuu

Jleuenuero Ha nauuentute BbB IIA cTanuii ce onpenesns OT HUIBOTO Ha TyMOpHUTE Mapkepu. Koraro
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 chio 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
HeoOxoaumoctta or RPLND. Ilpu mynTuruieHn auMQpHM MeTacTa3d ce MpOBEXJa CHUCTEMHa
xumuorepanus. IIpy moBuIIeHM TyMOpPHH MapKepu ce IMpOBEXKAAa XMUMHUOTEpamnus, KakTo IIpH
nanueHT ¢ Jo0pa mporHosa Ha 3a0onaBaHeTro — 4 nukbia PE wnmn 3 nukena PEB ¢ nocnensaia
RPLND, axko ce ycranoBaBatr CT naHHu 3a ocTarbuHa TuMpaaeHONaTusI.

26.2.3. XuMmuoTrepanus Ipyu aBaHcupajio 3a00JisiBaHe

[Manmenture cve craguu IIC u Il mojpnexxar Ha cucremMHa xumuoTepanwus. [lamueHTuTe B
HarpeaHal CTaauil Ha 3a00JISIBAHETO C€ KaTeropu3upar KaTo MalMeHTu ¢ 1o0pa, cpeaHo aodpa 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
IIPOTHO32 B 3aBHCHMOCT OT HHMBOTO Ha TyMOpHUTe Mapkepu. lIpoBexna ce cranmaprHara
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 ycTaHOBSABaT OCTaThb4HU (OpMalMM, TAlMEHTHTE MoraT Ja OcCTaHaT Ha
HaOJIFOJEHHE.

IManmenTu ¢ noopa nporuosa (IITA cragmii HECEMUHOMHHU TYMODH )

[TaruenTTe ¢ MOOpa MPOrHO3a Ha 3a00JIIBAHETO MOJIEKAT Ha CTAHIAPTHUTE XUMHUOTEPATICBTUYHU
pexumu — 3 nukwiaa PEB unu 4 mukena PE, ¢ koeto ce moctura 1o0wp aeueden pesyarat B 90% ot
clydauTe. AKO MAIIMEHTUTE MMAT OCTaThYHHM (OpMalMu Ccle] MpOBEACHATa XUMHUOTEpamnus, C



HOpPMaJHM CTOMHOCTHM Ha TYMOPHU MapKepH, MOJJIeKaT Ha OINEpaTUBHO OTCTpaHsIBaHE Ha
TYMOPHHTE MacH. XHUCTOJOTUYHOTO M3CJICIBAHE HA OCTATHYHUTE TYMOPHH MAacH MOXE Ja MOKaKe
B mpuOan3uTenHo 45% Hekposa u ¢pubdposa, B npudauzutento 45% - 106pokayecTBeH TEPATOM U B
10 - 15% - mepcuctupane Ha KapuuHOMa. B Te3u ciydam ce mpuiarar 2 KOHCOJUAMPAIIN Kypca
XuMuoTepanus ¢ komouHamnus VIP.

IManumenTu cue cpeano noopa (I1IB craawmit) u nowa (IIIC cramuii) mporuosa

[TatmenTuTe CHC CpetHO 1OOPa MPOTrHO3a HA 3a00JIBAHETO OTIOBAPAT HA CTAHAAPTHUTE CXEMH Ha
XUMHOTepanus B npuoausutenatHo 80% ot ciaydaute, a T€3U ¢ JIOLIA IPOrHO3a — B MPUOIU3UTEIHO
60%. ITanmeHTHTE B T€3M CTAAUU Ha 3a00JIBAaHETO MOJyIekAaT Ha 4 Kypca xumuorepanus (PEB) nnu
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 JAWHAMUYHO HabOmojeHue. B cmyyante 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[
JeYeHUE WM IpU Hporpecus Ha 3a0oisiBaHETO, NpHU NAalMEHTUTE ce MpoBexja ‘‘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
KOCTHHM METacTa3u.

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 chbaoBa MHBA3USA
o IIpoBexna ce agroBanTHA XMMHOTepamnus ¢ pexxum BEP (Buxk 1. 1.B.) (2 xypca).
e [lpu cranmii ITIA, B
o IlpenopbpuBa ce perpornepuTOoHeaNHa JUM(HA AUCEKIMA, IMOCIEABaHA OT
aaroBaHTHa xumuortepanus ¢ pexxuM BEP (Bux 1. [.B.) (2 xypca).
e [Ipu Heonepabunnu 6omHM B craauii I, mpu craauii I u IV
o IlpoBexna ce xuMuoTepanus crope Nporuo3ara Ha 60yecTTa.

IIpu noOpa nporyosa:

BEP (3 xypca)
EP (3 xypca) PVB

e Cisplatin — 20 mg/m2 L.V., nau 1-5

e Vinblastine—6 mg/m2 L.V, nau 1 u 2

e Bleomycin — 30 mg o6ma go3a I.M., nau 2, 9 u 16
e [loBropenwue mpe3 28 auu (3 Kypca).

IIpu cpegHa MK JIOIIA MPOrHO3a.

BEP (4 xypca)

EP (4 xypca)



PVB (4 kypca)

26.2.4. Crnacurenna XMUMHOTEDPAINS IIPU PESUCTEHTHU TYMOPH

PEI
VelP
TIP
GEMOX

e Gemcitabine — 1000 mg/m2 L.V., nau 1 u 8
e Oxaliplatine — 150 mg/m2 I.V., nen 2
e [loBTOpenue npe3 21 nHU..

26.2.5. EkcTparoHaJHu TEpaTOKaApLIMHOMHUA

XI/IMHOTCpaHGBTI/I‘IHI/ITe PEXKUMU Ca KAaTO IIpHU KapUUHOM Ha TCCTHUC.



27. KAPIIMHOM HA INEHUC

XUMHUOTEpanus ce Mpuiiara npu JIOKAJIHO aBaHCHpasia UM MeTacTaTH4Ha 0O0JIeCT.

Cisplatin + Paclitaxel + Fluorouracil

Cisplatin — 75 mg/m2 1.V., nen 1

Paclitaxel — 175 mg/m2 (Docetaxel — 75 mg/m2) 1.V., nen 1
Fluorouracil — 750 mg/m2 1.V. 96-uacoBa BeHO3HA HH}Y3Hs
IToBTOpenue npe3 21 axu.

Cyclophosphamide + Bleomycin

Cyclophosphamide — 250 mg/m2 L.V., aau 1-5
Bleomycin - 30 mg o61ma go3a .M., 2 mbT ceIMUYHO
[ToBTOpeHue npe3 28 aHM.

Cisplatin + Metothrexate + Bleomycin

Cisplatin — 75 mg/m2 L.V., nen 1
Metothrexate — 25 mg/m2 L.V., nau 1 u 8
Bleomycin — 10 mg/m2 I.V., nau 1 u 8
[ToBTOpeHwme npe3 28 mHu.

Cyclophosphamide + Cisplatin + Vincristine

Cyclophosphamide — 250 mg/m2 1.V., nau 1-5
Cisplatin — 25 mg/m2 L.V., nau 2-4
Vincristine — 1 mg/m2 LV., nau 1 u 7
[ToBTOpenue npe3 28 aHMU.

Cisplatin + Mitomycin C

Cisplatin — 20 mg/m2 L.V., nen 1-3
Mitomycin C —4 mg/m2 L.V, nen 1
HOBTOpeHI/Ie npes3 28 AHU, IIpU CTPOT'O MOHUTOPUPAHE HA XEMOIIOC3aTa.




28. CAPKOM HA KAPOSI
CYVADIC

e Cyclophosphamide — 500 mg/m2 L.V., aea 1 Vincristine — 1.4 mg/m2 LV., nen 1
Epirubicin — 70 mg/m2 L.V., nen 1 Dacarbazine — 400 mg/m2 L.V., nau 1-3 IToBTOpeHue
npe3 21 nHu.

e Paclitaxel — 135 mg/m2 1.V., nen 1, mosropenue npe3 3 ceamuiru wim 100 mg/m2 LV.,
JeH 1, moBTOpeHHE npe3 2 CEIMMIIH.

e Interferon-alpha— 3 mUI S.C. nueBHO, koMOuHUpaH ¢ abueneuenue (10 qun).

e Interferon-alpha — 3 x 3 mUI S.C. ceamuuno (12 mecera).

e Doxorubicin (PLD)** — 20 mg/m2 1.V., nen 1, npe3 14-21 nuu (npu nanuentu ¢ AIDS
U ¢ HUCBK Opoit Ha CD4+ T-nmum- dorutn).



29. CAPKOMMU HA MEKU TbKAHH

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% nipu BB3pacTHU U 75% 1pu Jiena, B 3aBUCUMOCT OT AudepeHIralys, XuCTOJIOTHYEH BapUaHT,
pa3Mep, JoKaIu3alus, pas3lpocTpaHeHue Ha TyMmopa. CapkOMUTE Ha MEKUTE ThbKaHM Morar jaa
BB3HUKHAT BbB BCUUKH 00JIACTH HA TAJIOTO, HO HAali-UeCTH ca Te3U B 00JIaCTTa HA JOJTHU KpalHULIN
(40.5%), rpbaen komr (17.5%), ropuu kpaiinuiu (16.5%), peTponepuTOHEaTHO MPOCTPAHCTBO
(13.3), Bprpemnu opranu (8.0%), B obnactra Ha raBa u mus (4.0%). CucremHa Tepanus ce
npusara npu HeornepaOuIIHA HIIM METaCTaTUYHA OOJIECT.

29.1. MoHoxumMuoTepanus

e Doxorubicin — 75 mg/m2 v
e Epirubicin — 90 mg/m2 B 72-yacoBa |.V. undysus

[ToBTOopenue npe3 21 gHu.
e Epirubicin —80-120 mg/m2 1.V, nen 1

[ToBTopenue mpe3 21 nHu.

e Paclitaxel — 135-175 mg/m2 L.V., nen 1

[ToBTopenue mpe3 21 nHu.

e [fosfamide 3.0 g/m2 i.v. — 4 yacoBa u.B. uH}y3us aex 1 10 3
e Mesna 400 mr/m2 u.B. Ha 0, 4 u 8mu vac u.B. [ToBTaps ce npe3 21 qaK

29.2. Kom0uHupaHa XMMHOTepanus

29.2.1. [IspBa nuHUS

Epirubicin + Ifosfamide

Epirubicin — 60 mg/m2 L.V, nau 1 u 2
Ifosfamide — 1800 mg/m2 1.V., quu 1-5
Mesna — 400 mg/m2 1.V., B vacose 0, 4 u 8 cnen Hauanoro Ha ifosfamide

[ToBTOpenue mpe3 28 mHu.

Vincristine + Cisplatin + Ifosfamide

Vincristine — 2 mg o6mia mo3a L.V., gen 1

Cisplatin — 20 mg/m2 L.V., nuu 1-5

Ifosfamide — 1500 mg/m2 L.V., nau 1-5

Mesna — 400 mg/m2 L.V. B gacose 0, 4 u 8 ciex Hauanoro Ha ifosfamide
[ToBTOpenue npe3 28 nHM.

Gemcitabine + Docetaxel




Gemcitabine — 675 mg/m2 I.V., nau 1 u 8
Docetaxel — 75 mg/m2 L.V., neu 8
[ToBTOpenue npe3 21 aHu.

CYVADIC

Cyclophosphamide — 500 mg/m2 1.V., nen 1
Vincristine — 1.4 mg/m2 LV., nen 1
Epirubicin — 70 mg/m2 L.V., nen 1
Dacarbazine — 400 mg/m2 L.V., nuu 1-3
IToBTOpenue npe3 21 aHu.

Olaratumab + Doxorubicine (Epirubicin)

Olaratumab — 15 mg/kg I.V., 1 1 u 8
Doxorubicine — 75 mg/m2 (Epirubicin — 90 mg/m2) 1.V., nen 1
[ToBTOpenue npe3 21 mHu.

[IpoBexmar ce 8 Kypca, mocjieaBaHUd OT MOJIbprkaino npuinokerue Ha Olaratumab mo
porpecusi.

MAID

Doxorubicin 20 mg/m2 u.s. (5 10 20 munytHa uHdy3usi) aeH 1 10 3
Dacarbazine 300 mg/m2 u.B. (14acoBa undy3us) aeH 1 1o 3
Ifosfamide 2500 mg/m2 nHeBHO u.B. (3yacoBa uHGpy3us) aeH 110 3
Mesna 400 mg/m2 u.B. Ha 0, 4 u 8 yac

[ToBTaps ce npe3 3 cenmuiy — 6 Kypca

XUMUOTEPANICBTUIHHUTE PEKUMHU MOTAT Ja Ce MPUIaraT B HE0A[IOBAHTEH aCIEeKT MpH
MOTEHIIUATHO pe3ekTadbmnHu Tymopu (cramuii 11, I1I).

29.2.2. Bropa nuHus

Pazopanib — 800 mg P.O. nHeBHO (He ce mpuiara Mpu JUMOCAPKOMH ).

Eribulin mesylate — 1.4 mg/m2 1.V., nuu 1 u 8 (pu Tunocapkom ¢ IpoOrpecus Clie
AHTPAIMKJINH-ChIBPIKAIINA PEKIMH)
[ToBTOopenue npe3 21 nHu.

Cisplatin + Mitomycin C =+ | Cisplatin —20 mg/m2 I.V., aau 1-3
Cyclophosphamide Mitomycin C — 10 mg TOT L.V., nen 1, npe3 42 nuu
Cyclophosphamide — 500 mg/m2 LV, nen 1 (B
KypcoBete 6e3 Mitomycin C)

[ToBTOpenwue mpe3 21 mHu.




30. OCTEOCAPKOMM

[IbpBUUHUTE 3JI0KAYECTBEHW KOCTHM TyMopu mpezacrasisBar okoigo 0,3 % or BcUYKH
3JI0KaYeCTBEHU HOBOOOpa3yBaHUs. B 3aBHCHMOCT OT TBKaHHTE, OT KOUTO IPOU3XOXKAAT, TE CE
pa3ziesaT Ha: OCTEOCapKOMU (C MPOMU3X0J OT OCTE00JIACTUTE), XOHIAPOCAPKOMHU (C MPOU3XO0] OT
XPYIISUTHA ThKaH) U MPUMUTHBHU HEBPOEKTOICPMAaTHA TYMOPH, HApUYaHU olile capkoMu Ha FOuHT
(c mesicen mpowmsxon). Tyk cmagar W APyrd peaKku TyMOPH Ha KOCTHTE, KaTO aJaMaHTHHOM,
MaJIMTHEH (HUOpOOIACTEH XMUCTHOIMTOM Ha KOCTTAa M MAaJIUTHEH TUTAHTOKIETHYCH TYMOp Ha
KOCTHUTE.

KBbM KOCTHUTE TYyMOpPHU C€ OTHACAT U IbPBHUYHUTE JTOOPOKAYECTBECHH TYMOPH Ha KOCTUTE, KAKTO U
BTOPUYHU (METACTaTUYHHM) KOCTHM TYyMOpHM — MeTacTaTMYHa KocTHa Oosect. Haii- yect e
OCTEOCAapKOMBT, Ccpelia ce Hai-yecto y mnoxapactBamu (15-19 rox.). B Tasu Bb3pact
0CTEOCapKOMHUTE ChCTaBisBaT mnoBeye or 10% or Bcuuku conmuaHu TyMopu. CbOTHOLIEHHETO
MBbxe:KeHH € 1.4:1.

Te3u TymMOpu BB3HUKBAT B NIEPUOJA HA Ch3PSIBAHE HA OPTaHU3Ma, KOTaTO CE€ OTYMTA MAaKCUMAaJIeH
pacTex Ha CKeJleTa, pecll. BUCOKa MposindepaTiBHA 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
[MoBTopenue npe3 21 auu (¢ moakpena or G-CSF).

Ifosfamide + Ifosfamide — 1800 mg/m2 1.V., mau 1-5
Carboplatine + Mesna — 400 mg/m2 1.V., B wacoge 0, 4 u 8 ciieq HayamoTO Ha
Etoposide ifosfamide

Carboplatin — 400 mg/m2 L.V., nau 1 u 2
Etoposide — 100 mg/m2 1.V., nuu 1-5
[MToBTopenue npe3 21 auu (¢ moakpena ot G-CSF).

VEC/IE Vincristine — 1.5 mg/m2 (o6m1a g03a 2 mg) 1.V. 6onyc, nen 1
Cyclophosphamide — 600 mg/m2 1L.V., nen 1

Epirubicin — 75 mg/m2 1.V, neu 1 antepuupario c: Etoposide — 100
mg/m2 L.V., nan 1-3

Ifosfamide — 1500 mg/m2 I.V., nuu 1-3

Mesna — 400 mg/m2 1.V., B wacose 0, 4 u 8 ciieq HayaaoTO Ha
ifosfamide

[ToBTopenue npe3 21 auu (¢ moakpemna ot G-CSF).




30.2. XummuoTepanusi NpH 0CTEOCAPKOM

MAP

Cisplatin 60 mg/m2/ nu / 4 4 undysus/ va nex 1 u 2 (OJ] 120 mg/m 2),
cenvuna 1 u 6

Doxorubicin 37.5 mg/m2 u.B. Ha aeu 1 u 2 (OJ] 75 mg/m 2) , ceamuma 1
U 6, ciieaBaHy 3 CEIMUILM CJIES TOBA OT:

Methotrexate (MTX) 12,000 mg/m 2 wu.B. 3a 4-6 yaca Ha gaen 1 + /
Leucovorin 15 mg IV, craptupaiiku 24 h cnen nagaioro Ha MTX nu
ClieJiIcHEe Ha 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.8. 3a 15 min Ha aen 1

Ifosfamide 2000 mg/m2/ nen IV 3a4 h wa nuu 2 no 4, 3aenno ¢ Mesna
2000 mg/m2/nen u.B. 3a4 hua qau 2 10 4 ( rotanHa go03a: 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 HHGY3Us Ha 1HU 1 10 4
Etoposide 75 mr/m2 u.B. (14acoBa undy3us) nex 1 no 4

IMToBtaps ce npe3 3-4 cenmurim (2 Kypca)

Gemcitabine +
Docetaxel

Gemcitabine 675 mr/mM2 u.B. (90muH. uaby3us) neH 1 u 8
Docetaxel 75 no 100 mr/m2 u.B. (14acoBa uHd.) 1eH 8
[ToBTaps ce npe3 3 cenMHULIH.

Cyclophosphamide
+ Topotecan

Cyclophosphamide 250 mg/m2 u.s. 3a 30 min /au Ha auu 1 10 5
Topotecan 0.75 mg/m2 u.B. 3a 30 min /o Ha qam 1 10 5
IToBTtaps ce npe3 3 ceamuiy, 3a 12 — 14 nukbia




31. TUTAHTOKJIETBYEH TYMOP HA KOCTTA

Denosumab e noka3aH 3a jieueHue Ha Bb3PACTHU U IOHOIIU ChC 3aBBPIICHO CKEIIETHO PA3BUTHE C
TUTAaHTOKJIEThYEH TYMOp Ha KOCTTa, KOWTO € HEONepaOWIeH WIM KOraTo MMa BEpOSTHOCT
XUPYpPrudHaTa pe3eKius Ja I0Be/e 10 TeXKa 3a00J1eBaeMOCT.

[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 J1a Oh/IaT OICHSIBAHU PEIOBHO, 32 J1a ce
OTIpEeIeTN JaJId MPOIbDKABAT J1a UMAT I10J13a OT JICYCHUETO.

[Ipu manueHnTH, yueTo 3a0oJsIBaHe ce KOHTpoJupa oT Denosumab, epekThT OT IpeKbCBaHE WU
CIIMpaHe Ha JICYCHHETO HE € OLIEHEH, HO OIPAaHUYEHUTE JAHHU MPHU TE3HW MAI[MEHTHU HE TMOKa3BaT
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, Bp3nukBamu ciueg myrauus B KIT-tupo3un
KWHA3HUS PELETITOP W/WIIK B peLieNTopa Ha TPOMOOIIMTHHS pacTexeH paktop anda (PDGFR-alfa).
Jmarnozata ce MOCTaBsS HMMYHOXHCTOXMMHYHO BB3 OCHOBAa Ha EKCIpecuss Ha creuu(puuHu
peuenTopu U Ce ONpeNeNsiT CTENEHW Ha PUCK (HUCBHK, CPEAEH M BHUCOK). 3acAraT MpPEeIUMHO
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 cpeleH U ¢ BUCOK PUCK: TYMOPEH
muametsp > 10 cm, Opoii Ha mu- To3u > 10/50 HPF, Tymopen auamersp > 5 cm mmmroc Opoii Ha
muto3u > 5/50 HPF, cionTanna wnu xupyprudna pynrypa. Hasznauasa ce u cien R2-pesekust 3a
cpok ot 3 roaunu. [IpenoprunTeneH € MoneKysipHoO-marosoruded ananus 3a c-KIT (ex3oH 9- u
ek30H 11- myrammus).

Imatinib — 400 mg P.O. auesno (800 mg auesHo npu C-KIT ex3on 9-myTarrs).
[Mpunara ce 3 roauHM.

ITbpBa [IpemopbunTeneH e MonekynspHonaToiaorndeH aHanus 3a C-KIT (ex3oH 9- n
JUHUA ex30H 11-myranust) 1 PDGFRA D842V -myranus.

Imatinib — 400 mg P.O. nueBno, 10 nporpecus (800 mg auesHo npu C-KIT
ex30H 9-mytanust). [Ipunara ce 1o nmporpecusi.

Bropa Imatinib — 800 mg P.O. nueBHO (710 mporpecus).
JMHUS Sunitinib — 50 mg P.O. nueBHo, 28 auu u 14 quu mounska, nwim 37.5 mg P.O.

JTHEBHO, 06€3 MpeKbCBaHe (10 Mporpecus).

Tpera Regorafenib — 160 mg P.O. aueBHo (10 mporpecus).
JIMHUSA




33. MAJIMTTHEH MEJIAHOM

33.1. AnoBaHTHA Tepanusi

Nmynotepanusi ¢ Interferon-alpha— 3 x 3 mIU (2 x 10 mIU) S.C. ceqmuuno, 12 mecena. [IpoBexaa
ce MpH NAIMEHTH C KO’KEH MEeJIaHOM C BUCOK PHCK 32 MosiBa Ha peruanBu: craauii [Ib/N1 (nebennna
no Breslow >2.01 mm u ¢ X¥CTONOTHYHA YIILIepalysi Ha IbpBUYHATA JIe3us:> 1 mm).

[Tpu nokamHo aBaHcupala 00JIeCT ¢ KIMHUYHO NMO3UTUBHU CATEIUTHHU WM UHTPAH3UTHU JTUMGDHU
Bp3mu (cramuii III) ce mpwmara meiaHa TepameBTHYHA JMM(HA AWCEKIUS, IOCIEIBaHA OT
umynorepanus ¢ Interferon-alpha — 3 x 3 mIU (2 x 10 mIU) S.C. ceamuuno, 12 mecera. ITpu Brcok
PHUCK ce 00ChXKa IbueieueHrne Ha TUM(HUS PETHUOH.

[Tpu craauii 111 Ge3 mbiHA pe3ekius ce mpuiara UHTPAIC3UOHATIHA Tepamus, JTbyeliedeHue WIn
JIPYT'H PETMOHAIHY OILIHH.

[Ipu crammii Il ¢ KIMHUYHO TO3UTHBHHM JUM(GHHU BB3IM (BHCOK PHUCK) MOXE Ja C€ MPUIIOKH
aJIl0BaHTHA OMOXHUMHOTEPAITHs, IIPH KOSITO KbM UMyHOTepanusTa ¢ Interferon-alpha—3 x 3 mIU (2
x 10 mIU) S.C. cenmMuuHno, ce 100aBsT KypcOBE C IMTOTOKCUYEH areHT:

Dacarbazine — 250 mg/m2 L.V., nau 1-3
[ToBTrOopenue npe3 28 auu, 10 6 Kypca.

Cisplatin — 80-100 mg/m2 1.V, nen 1
[ToBTopenue npe3 28 nuu, 10 4 Kypca.

Taprerua repanus npu Haauuue Ha BRAF V600 myranus

+ Dabrafenib — 2 x 150 mg P.O. aueBno + Trametinib — 2 mg P.O. 1HeBHO € moka3zaH KaTo
aJIOBaHTHA Tepanus NpH Bb3pacTHU nauueHtu ¢ menanoM Cranuii III ¢ BRAF V600
MyTallus, CJe] IbJIHA PE3CKIHSI.

HNmyHoTepanusa

* Pembrolizumab 200 mg [.V. na Bcexu 3 ceaqmunu uiu 400 mg [.V. Ha Bceku 6 ceamuiu
¢dbukcupaHa /1032 KaT0 MOHOTEpamnus 3a a/FOBAaHTHO JICYCHHE HAa BB3PACTHH C MEJIaHOM
craauii [IB, IIC wim III 1 npu KouTo € u3BbBpIIEHA NbJIHA pe3ekius. [Ipu agroBaHTHO
JedyeHne Ha MenaHoMm, Pembrolizumab TpsOBa na ce mpunara 10 penuadB Ha
3a00J151BaHETO, HEMPUEMJIMBA TOKCUYHOCT MJIH 32 TIEPHO/I 0 €IHA TOUHA.

* Nivolumab kato MOHOTEpaliua € IIOKa3aH 3a AaAOBAHTHO JICYCHHUC IIPpU BB3pAaCTHU
HalUuECHTH C MCJIIAHOM, CBhC 34CATraHC Ha HHM(bHH BBH3JIM UJIHW MCTACTaTUYHO 38.6OJ'I$[B8.H€,
IIpHU KOUTO € U3BBPUICHA ITbJIHA PC3CKI M.

33.2. CucremHa Tepanus IPpU pelHAUBUPAIA U MeTACTATHYHA 00JiecT

33.2.1. TaprerHa Tepanus U UMYHOTEPALUS

[IppBa nunus tepanus npu BRAF V600-myTtupanu tymopu

Vemurafenib — 2 x 960 mg P.O. aueBHO, 10 mporpecusi.




Dabrafenib — 2 x 150 mg P.O. nueBHo, 10 mporpecusi.

Dabrafenib + Trametinib Dabrafenib — 2 x 150 mg P.O. nueBHO
Trametinib — 2 mg P.O. qaeBHO
[IpoabikaBa 1o nporpecus.

Vemurafenib + Cobimetinib Vemurafenib — 2 x 960 mg nguesuo P.O., nau 1-28
Cobimetinib — 60 mg guesro P.O., nuu 1-21
[ToBTOpenue npe3 28 AHU, 10 MPOTPECHUS.

Encorafenib B komOunanus ¢ binimetinib 3a jiedeHne Ha Bb3pacTHH MAIlUEHTH C HEOIIEpaOUIICH
uiu metactatuieH menanoM (MM) ¢ BRAF V600 myranus

[Mpenoppuntennara mo3a encorafenib e 450 mg (mect kamcymu ot 75 MQ) BeAHBXK IHEBHO,
KOraTo ce€ M3I10J13Ba B KoMOMHaIus ¢ binimetinib.

HNmyHorepanus
o Nivolumab — 240 mg I.V., npe3 14 nuu uim 480 mg 1.V., npe3 28 nuu, 10 nmporpecwus.

e Nivolumab+ Ipilimumab — uaaykuus
Nivolumab — 1 mg/kg I.V., nen 1
Ipilimumab — 3 mg/kg I.V., nen 1
[ToBTropenwue mpe3 21 auu /4 kypca /

[Tonnbprxkaina Tepanust
Nivolumab - 240 mg I.V., npe3 14 auu wu 480 mg 1.V, npe3 28 auu - 10 NpOrpecust Win
HETPUEMIINBA TOKCHYHOCT.

Pembrolizumab — 200 mg IV Ha Bceku 3 ceamuru wian 400 mg 1.V, Ha Bceku 6 CeIMUIIN 3a JICUCHHE
Ha aBaHcHpall (HEONepaOWJICH WM METaCTaTHUYeH) MEJTaHOM TPU BB3PACTHH, JIO MPOTPECUS WU
HerI/ICMJ'H/IBa TOKCHUYHOCT. HpI/I KIIMHUYHO CTa6I/IJ'IHI/I IMagucHTHU C H’prOHa‘IaJ’IHI/I JaHHU 3a
nporpecus Ha 3a00JIIBaHETO € MPEMOPHUNUTEITHO JICYCHUETO J1a IPOIBIDKH, JOKATO MPOrPECcHsTa Ha
3a00JI1BaHETO HE C€ MOTBBP/IH.

[IspBa JUHUS TEpANKs ¢ UMYHHHM YeKNOMHT-uHXxuouTopu npu BRAF WT Ttymopu
Momnorepanus
e Pembrolizumab — 200 mg IV na Bceku 3 cemmuriu wiu 400 mg 1.V. Ha Bceku 6 ceamuiin
3a JIeYeHHEe Ha aBaHcHpal (HeonepaOuiIeH UM MeTacCTaTHUeH) MEIaHOM IMPH Bh3PACTHH,
JI0 TIPOTPECHs WM HENpPUEeMIIMBA TOKCUYHOCT. [IpW KIMHWYHO CTAOWIHYM TAIlUCHTH C
I'bPBOHAYANIHU JIAHHU 32 TIPOrpecusi Ha 3a00JSBAHETO € MPEMOPHbUYUTENHO JEUESHUETO J1a
MIPOJIBJIKH, TOKATO MIPOTPECHUsiTa Ha 3a00JIIBAHETO HE CE TIOTBBP/IH.

e Nivolumab — 240 mg L.V., npe3 14 nuu wiau 480 mg 1.V, npe3 28 auwu, 10 mporpecusi.
e |Ipilimumab — 3 mg/kg 1.V - 4 xypca npe3 21 aHuU; UAIOTO JIeUeHUE TPsOBa aa ce
NpUJIokU A0 16-Ta ceamuiia ciiesl mbpBaTa 103a.

Komb6unupana tepanus
e Nivolumab+ Ipilimumab
WuaykiuoHHoO jeyeHue - 4 kypca
Nivolumab — 1 mg/kg I.V., nen 1
Ipilimumab — 3 mg/kg 1.V., nen 1
IToBTOpenue npe3 21 gHu._



Toaasprkaliio JjeueHue

Nivolumab - 240 mg I.V., npe3 14 nan  wm 480 mg 1.V., npe3 28 auu - 10 nporpecust

BTODa JJUHHUSA TapIre€THa TCpaIliuid U UMYHOTCPAIIUsA

Crnen nporpecuss Ha BRAF-uaxuburop wim Ha komOunamus ot BRAF + MEK-unxuburop ce
npeBkitoyBa KbM PD-1-unxubutop ninn CTLA-4 uaxuOuTOop MM KoMOWHAIMS OT ABETE B JI03H,
KaKTO B PEKUMUTE OT II'bPBA JIMHUS

Crnen nporpecust Ha CTLA-uaxu0uTOop ce npeBkitouBa kbM PD-1-uaxudurop u 06paTHOTO B 7103H,
KAaKTO B PeKMMHTE OT MbPBA JIUHUA

[Tpu akpaaHu U MyKO3HH MenaHoMmu ¢be C-KIT-myranus ce o6cwixaa Imatinib — 2 x 400 mg
P.O. nHeBHoO.

I[Ipn BB3pACTHH NANMEHTH ¢ Hepe3eKTAOWJIEH WJIM MeTacTaTH4YeH YyBeajleH MeJIaHOM,
MOJIOKUTEJIEH 32 YoBelIKH JieBKonuTeH antured (HLA)-A*02:01:

. Tebentafusp**, 100 muxkporpama/0,5 ml koHuenTpar 3a uHdy3uonen pasrsop, 20
mukporpama B Jlen 1, 30 muxkporpama B Jlen 8, 68 muxkporpama B /len 15 u ciex ToBa mo 68
MHKpOTrpaMa BeJIHBb:K CeAMHUYHO JA0KATO MAUMEHTHT UMA KJIMHUYHA 0132 U NPH JHICA HA
HENMpPHEeMJIHBA TOKCHYHOCT.

33.2.2. XumMuorepamus

[Ipunara ce xaTo BTOpa JIMHUS WJIM KaTo CyOCEKBEHIMAHA TEpamus, KOraro ca H34YepIraHH
BBb3MOKkHOCTUTE HAa BRAF- 1 uMyHHUTE YEeKIIOMHT-UHXUOUTOPH.

Carboplatin + Paclitaxel Carboplatin — AUC 4 1.V, nen 1
Paclitaxel - 175 mg/m2 L.V, nen 1
IToBropenue npe3 21 nHu.

CvD Dacarbazine — 800 mg/m2 L.V., neH 1
Cisplatin—25mg/m2 L.V., niu 2,3 u 4
Vinblastine—1 mg/m2 I.V., ntu 2,3 u 4
[ToBTOopenue mpe3 21 mHu.

Cisplatin + Gemcitabin Cisplatin —40 mg/m2 L.V., nau 1 u 8
Gemcitabin — 1000 mg/m2 L.V., mau 1 u 8
[ToBTOopenue mpe3 21 mHu.




34. KAPIIMHOM HA KOXA

34.1. TaprerHa Tepanus

e Vismodegib — 150 mg P.O. nueHo. Ilpwimara ce npu JIOKQJIHO aBaHCHpa
OazoLenynapeH KOXKeH KapIuHOM, HEIMOIXOAI 38 XUPYPrHs WM JIbYeIeYeHHe, U
IpU MeTacTaTHyHa 0OJIecT.

e Cemiplimab - 350mg L.V. npe3 21 guu. [Ipunara ce npu JIOKaJHO aBaHCHPAT WA
METaCTaTHYCH IUIOCKOKIICTHUCH KOKCH KAapIMHOM, HEMOIXO/SI] 33 paadKaaHa
XUPYPrHsl WU JThYCIICUCHUE.

MepxkenoB Tymop (MT)

Tymop ot kierkute Ha Merkel (HEBpO-€HIOKPUHEH MPOMU3XO0Ma) € PSAKO 3a00JsIBaHE C
noBwMIaBaiia ce 3adboneBaemoct. [lpuunnsBa ce ot nonuoma Bupyc — Merkel cell polyoma
virus (MCPyV). IIpu MT e ot 3HaueHue nebenrHaTa Ha TyMopa, HaOJII01aBaT ce€ UHTPAH3UTHH
METacTa3u, IpernopbyYBa ce OMOICHS Ha CTPAKEBHSI BH3€J U CIICIOTICpPATUBHA JTbUeTepaIus 3a
JIOKO-PErHOHAJICH KOHTPOI.

NmyHoTepanus

Avelumab — 800 mg I.V., npe3 14 nuu. [Ipunara ce npu meracratiuuen Merkel-kinersuen
KapIMHOM JI0 MPOTPECHs M HEPUEMIINBA TOKCHYHOCT.

34.2. Xumuorepanwusi

[lutoTOoKCHYHATa Tepanusi He € craHaapt. [Ipunara ce psako HpU JOKATHO aBaHCHpANl WIIH
MmetactatndeH Merkel-kiieTh4eH KapIImHOM; M3MOJI3BAT CE PEKUMH KaTO MPH JPEOHOKICThUCH
oenmonpoben kapumHom: Cisplatin (Carboplatin) + Etoposide, Topotecan mnu CAV (Buk.
Kapuunom Ha 651 1po0, peOHOKIETHYEH KapIITHOM).

HpI/I JIOKAJIHO aBaHCHUpaJl UK METACTaznupall INIOCKOKJICTBYCH KOXKCH KApIIMHOM, BKIIFOUUTCIIHO
KapOOuHOM Ha BYJIB4, 'OpHA U J0JIHA YCTHA, XUMHOTECpAIIUA CC 0601))1()121 PAAKO B ITIOCOYUCHUTE I10-
A0J1y Bb3MOKHU I/I360pI/I.

Cyclophosphamide + Bleomycin Cyclophosphamide — 250 mg/m2 1.V, auu 1-5
Bleomycin — 30 mg o6ma no03a I.M., 2 mbTu ceAMUYHO
IToBTOpeHue npe3 28 nHU.

Cyclophosphamide + Cisplatin Cyclophosphamide — 250 mg/m2 1.V., nau 1-5
Cisplatin — 25 mg/m2 L.V., nau 2-4
IToBTOpenue npe3 21 aHu.

Cisplatin + Fluorouracil Cisplatin— 100 mg/m2 1.V, nen 1
Fluorouracil — 1000 mg/m2 1.V., aau 1-5
IToBTrOopenue npe3 28 nHu.

Paclitaxel + Cisplatin Paclitaxel — 175 mg/m2 I.V., nen 1
Cisplatin — 75 mg/m2 L.V., nen 1
IToBTOopenue npe3 21 nuw.




Carboplatin + Paclitaxel Carboplatin AUC4 1.V., nen 1
Paclitaxel — 175 mg/m2 I.V., nen 1
[ToBTOpenue npe3 21 auwu.

Cisplatin + Cyclophosphamide Cisplatin — 75 mg/m2 L.V., nen 1
Cyclophosphamide — 100 mg/m2 P.O., agau 1-10
IToBTOpenue npe3 21 aHu.

34.3. IlpeBeHUHs] HA HEMEJAHOMHHM KOKHM TYMOPH NPH HMYHOCYNPEeCHPAHH MALMEHTH

Nicotinamide — 2 x 500 mg P.O. nueBHo.




35. KAPIIMHOM C HEM3BECTEH ITPOU3XO/]

M300pbT Ha LUTOCTATUYCH PEKUM C€ OCHOBaBa HA XHCTOJIOTHMYHHUS BHJ HA METACTa3HTE.
XuMuoTepanus ce npujiara npu 60aHu B 100po 06mo chetosaue (PS). [Ipu HeBpoeHIOKpUHHM
TYMOPH C HEHM3BECTEH MPOM3XOJ[ CE MpUjara Je4eHHEe KAaKTO MPH TacCTPOSHTEPO - MaHKPEACHH
HEBPOCHIOKPUHHH TyMOpH (BrK 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 1.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 .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. IAH-TYMOPHHU NHIUKALIN

COJIMAHN TYMOPH, EKCITPECUPAIIIN ©Y3UA B I'EH HA HEBPOTPOOHUTE
PELEITTOPHU TUPO3MH KMHA3U (NTRK)

Entrectinib - 600 mg p.o. BenHbK THEBHO JI0 MPOrpecus Ha 3a00JIIBAHETO HITH
HenpuemiauBa TokcuuHoCT. [lonmoxxurenaust crtatyc 3a NTRK ¢y3us tpsdBa qa 01 yCTaHOBEH
npeau 3anodBaHe Ha Tepanusd. [lokazaH e 3a JedeHne Ha MalueHTH, KOUTO

* UMaT JIOKAJIHO aBAaHCHPAJIO UJIM METAcTa3upalio 3a00sIBaHe, WM IIPU KOUTO € Bb3MOKHO
XUPYPTrUYHOTO JI€UEHHUE J1a JOBEJIE 10 TeKKA MOPOUIHOCT, U

* He ca nosrydaBanu npemectsan] NTRK naxuburop;

* HAMAT JIPYTHU 3a/I0BOJIUTEIHH Bb3MOKHOCTH 3a JICUECHHUE.

HNmyHoTepanus

IIpu nporpecusi Ha MbPBa JIUHUSA XUMHUOTEPATIHS U MPU HAJTUYHME HA BUCOKA MUKPOCATEJIMTHA
HectadbuwaHoct (MSI-H) niu qedpuuur B MexaHu3Ma 3a Bb3CTAHOBSIBaHE HA HECHOTBETCTBHATA
Ha /JHK ({(MMR)

Pembrolizumab** kato monorepamus - 200 mg I.V. na Bceku 3 cenmuiu wim 400 mg L.V. Ha
BCEKH 6 CEJIMHIIM ITPU HEONEepaOMIIeH WM METACTaTHYeH KapIMHOM Ha ThHKUTE YepBa C BUCOKA
MuKpocatenuTHa Hectabuianoct (MSI-H) win gedunut B MexaHM3Ma 3a BB3CTAHOBSIBAHE Ha
HecpoTBeTcTBUATA Ha JIHK (AMMR), KOraro 3a00siBaHETO € MIPOrpecrupalio 1Mo BpeMe WU CIIe]
MOHE ¢IHA MPEIXO0/HA TeParusl.

Jleuenuero ¢ Pembrolizumab npoxawmkaBa 10 mporpecus WM HenmpueMinBa TOKcHYHOCT. [Ipu
KJIMHUYHO CTAOMJIHM NalMEeHTH C IIbPBOHAYAIHM JAaHHU 3a NIporpecuss Ha 3a0oJiiBaHETO €
IPENOPBUNTEITHO JEUSHUETO A MPOABIIKH, IOKATO MIPOrpecusiTa Ha 3a00JsIBAHETO HE CE OTBBP/IH.



37. NOBEJAEHMUE ITPU METACTATUYHA KOCTHA BOJIECT U
3AI'YBA HA KOCTHA MACA

B ckenera Hail-uecto MeTacTazupa KapLiMHOM Ha I'bp/ia, IPOCTAaTHA XKJie3a, 0511 qpo0, 0bOpek u 1p.
Bogemo e sieyeHMETO Ha OBPBUYHUS TYMOpP (XMMHOTEpaNus, XOPMOHOTEpamus U [1p.). 3a
IPEJOTBPATABAHE HAa YCIOXKHEHUS OT KOCTHU MeTacTa3u (IaTOJIOTHYHU (PpakTypH, KOMIIpECUs Ha
rpbOHAYEH MO3BK, XUIIEPKATIUEMHUS U JIp.) ce mpuiarat oudochoHatu u OUOIOTUYHHU JEKAPCTBA.
[Tpu neyenne ¢ Denozumab u3cienBane Ha cepyMHO HUBO Ha KpEaTHMHUH HE CE Hajara.

37.1. JleueHne Ha TYMOP-UHAYIHMPAHA XUTIEPKAIIHEMUS

Zoledronic acid — 4 mg I.V. 15-MunytHa uHQY3HS.

37.2. JleyeHne Ha KOCTHH MeTACTa3H

[Ipenn Bcsika nHpY3Us Ha OndochoHATH ce M3CIeaBa CEPYyMHO HHUBO HA KAIIWN W KpEaTHHUH.
Benoznure undy3un Ha 6udoconartu ce npassr npe3 3-4 cCeAMHUIIH.

37.3.KocTHHM MeTacTa3m OT KAPIMHOM Ha Ibp/a
Denosumab — 120 mg S.C., mpe3 28 auu.
Zoledronic acid — 4 mg 1.V. 15-munytHa un¢y3us, npe3 28 aHu.

37.4. KocTHHM MeTacTa3| OT KAPIMUHOM Ha NMpocTaTa
Denosumab — 120 mg S.C., npe3 28 auu.
Zoledronic acid —4 mg 1.V. 15-munytHa nH}y3us, npe3 28 aHu.
Radium-223* — 55 kBq/kg, npe3 28 nuu (6 armiukamnum).

37.5.KocTHM MeTacTa3M OT APYrU COJTUAHU TYMOPH
Denosumab — 120 mg S.C., npe3 28 auu.
Zoledronic acid — 4 mg 1.V. 15-munytHa undy3us, npe3 28 1Hu.

IIpy manuveHTH, NpOBEXAAIIM E€HAOKPUHHA Tepanus 3a KaplIMHOM Ha T'bpJa WIM aHAPOTEH-
MOTHCKAIllA TEPAIus 32 KaplIIMHOM Ha MpOCTaTa, € HAJIMIIE PUCK OT 3aryba Ha KOCTHA Maca U MOXKe
Ja ce MpuJIoku OuosornyHa Tepanus ¢ Denosumab — 2 metit mo 60 mg S.C. roaumHo (T1pe3 6
Mecera).

37.6.PaguonykJMIHA Tepanus
N3nomnsa ce Samarium-153* u Radium-223*.



38. TIPABUJIA 3A IIPUJIATAHE HA T'PAHYJIOUUTEH
KOJIOHUCTUMYJIUPAILL PAKTOP

38.1. IlpoduiakTHYHO NPUJIOKEHHEe HA TPAHYJOLHUTeH KoJoHHcTUMYJupaw pakrop (G-
CSF)

Ilenta My e ga peayuupa uectorara Ha (QeOpuiHAa HEYTPONEHUS, WHAYUUpaHa OT
XUMHUOTEparnusi.

Onenka Ha puck 3a (¢edOpunHa ©HeyrporeHuss (OH) (u3BbpmBa ce mnpeau BCEKH
XUMHOTEPANEBTUYEH KYPC):

(@) puckoBu (akTOpH, CBHP3aHH C XUMUOTEpaneBTUUHUS pexkum (XTP):

e cranmaptHu XTP: > 20%, 10-20%, < 10%

®  JT030BOILTHTHU U JO30BOMHTEH3UBHU X [P
(6) puckoBU (aKTOpH, CBBP3aHU C TAIUCHTA:

e BB3pacT Haj 65 roauHu;

® HampeIHaJ CTaJHMi Ha OOJIECTTa;

e mpeaxoxaamuy enuzoau Ha OH;

e yeusnoissad nocera G-CSF;

e (e3 aHTUOMOTHYHA TPOPUITAKTHKA,;

e Jomul Ibp(OpPMaHC/XPAHUTENIEH CTATYC;

e yBpeneHa ObOpevHa, YepHOAPOOHA UITH CHPICIYHOCHI0BA (YHKITHS;
(B) 1es Ha TepanusTa:

e [IOTEHIMAJIHO JIeueOHa/aaI0BaHTHA;

® yabIDKaBallla MPEKUBIEMOCTTA;

® J[IaJlIMaTHUBHA.

[Tpenopbku 3a mpunoxkenue Ha G-CSF: (1) ve ce nmpunara npu XTP ¢ puck 3a ®H < 10%; (2)
npunara ce npu X TP ¢ puck 3a ®H > 20%; (3) npuitara ce npu XTP ¢ puck 3a ®H 10-20%, xorato
Bb3pacTTa € Haja 65 roguny; (4) oocexnaa ce npu XTP ¢ puck 3a ®H 10-20%, xoraTto ca Hanuie
OCTaHAJIUTE PUCKOBH (PAKTOpH, CBBpP3aHH C MalueHTa; (5) oOChkaa ce MpU aAIOBAHTHH WIIU
YIBIKaBAIY IPEKUBIEMOCTTA JO30BOILTHTHU MM 1030BO-UHTEH3UBHU X TP, Korato peaykuusra
Ha MHTEH3MBHOCTTA € CBbp3aHa C BJIOIIABaHE HA IPOrHO3aTa.

38.2. TepaneBTH4HO npuJioxkenne Ha G-CSF

IlenTa My e 1a pexynupa yectoTaTa Ha HH(PEKINO3HOCBBP3aHH yciaoxHeHus npu OH.

[Tpenopbku 3a npunoxenue Ha G-CSF: (1) mponbikaBa ce mpu MAlMEHTH ChC 3alOYHATO
npodmiakTuyHo npuioxkenue Ha Filgrastim umu Lenograstim; (2) mpu manueHTH, MojydaBaiu
Pegfilgrastim, ce npoabimkasa c Filgrastim; (3) mpu nanuenTtu, He nosyyaBanu npoduiaaktiuaHo G-
CSF: (a) oOchxaaHe Ha MPUIIOKEHUE MTPU PUCKOBH (PAaKTOPH 32 MH(PEKIIMO3HU YCIOKHEHUS WU
JIOUI KJIIMHUYEH U3XO/JI: CEeTICUC, Bb3pacT > 65 roaunu, abcontoreH Heyrpopuien 6poit (AHB) < 0.1
G/1, oyakBaHa MPOIBIDKUTEITHOCT HA HeyTporieHus >10 qHW, THEBMOHMS, WHBa3uBHA (pyHTHaIHA
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 wvaca cien kpas Ha XTP; (2) Pegfilgrastim
(HamansBaHE 4YeCcTOTaTa Ha HEYTPOICHUSATA W TMPEAOoTBpaTsBaHe HAa (HeOpHIIHA HEYTPOIICHUS):
eaHokparHa 1032 — 6 mg S.C. 3a euH Kypc Ha JIeYeHUE; Ha4yallo

— 10 24 gaca cinen kpas Ha XT. (3) Lipegfilgrastim (camo 3a npodunaktika): eIHOKpaTHA 1032

— 6 mg S.C. 3a equH Kypc Ha JedeHue; Havyano — 110 24 gaca cien kpas Ha XT.



39. IMOBEJIEHME ITPU ®EBPUJIHA HEYTPOIIEHU A

39.1.0cHOBHU NOHATHS U Ae(PUHULTHI

®eOpuiiHa HeyTponenust (PH): noBumena akcunapHa temneparypa Hax 38.0° C B IpoabJKEHHE
> 1 yac, abcomoren Heyrpodmien opoit (AHB) < 0.5 G/l wnmu < 1.0 G/l ¢ TennmeHims 3a
namansBade 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 wHMeKius: (eOpHauTeT ¢ SCHO JIOKAJIM3UPAHO  KIMHUYHO
JIOKA3aTeJICTBO 3a MHPEKIUs, 63 HACHTUDUITUPAH TPUINHUTEIL.

@ebpmTeT C HESICEH Mpou3Xoa: ¢edOpwimmrter 0€3 KIMHAYHO WIM MHKPOOHMOJIOTUYHO
JIOKA3aTeJICTBO Ha MH(EKITHS.

39.2.Haya/iHa KJIMHUYHA OLICHKA

Anamue3a u o0ekTuBHO m3cienBane: (1) mecta Ha mepudepeH BEHO3EH BT W/WIHM LEHTPaJICH
BeHoseH kareTbp (LIBK); (2) koxxa, HOkbTHO J0%ke; (3) Ost1 1pob u cuHycwH; (4) ycTHa KyxXHWHAa,
bapuHKC, XpaHOIIPOBO/I, 4epBa, pekrym; (5) mepuBaruHaIHa/TIEPUPEKTATHA 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, JOMAIIIHU >KMBOTHHU, OOJIHUM OT TyOepkyso3a; (8) mbTyBane; (9) mocnenHa
TpaHcy3ust Ha OUOMIPOTYKTH.

JlaGoparopuu/o0pa3zuu uscneasanus: (1) kppBHA KapTUHA, TU(epeHIInaIHO OpOeHE, CepyMHa ypes,
KpEaTWHUH, €JEeKTPOJIUTH, aMHHOTpaHCaMuHa3u, OwnnpyouH, C-peakTuBeH mnpoTeuH; (2)
oOchkJaHe 3a peHTreHorpadus Ha Osn JIpo0, ypuUHEH aHanu3 U myJcokcumerpus; (3)
peHTreHorpadus Ha 651 1pod Mpu pecupaToOpHU CUMIITOMH.

Muxpobuosnorus: (1) xemokynrypa (6akreprainHa U (pyHruaiHa) oT MOHE JBe MecTa: nepudepHa
BeHa + [IBK (ot Bceku nymen), nse nepudepnu Benu, asa LIBK; (2) ypokynrtypa (nmpu cumnromu,
KaTeThbp WM aOHOPMEH ypHMHEH aHaiu3); (3) u3cieBaHMs cCHopel MICTOTO Ha MHpekuus: (a)
nmuapus — Clostridium difficile; (0) koxa — aciupat/6uoncus ot Jie3un; (B) Bb3NaJIEHUs 0 K0Xa OT
urimn i LIBK — o6cpxane 3a GQyHrnamHu/MUKOOaKTepUN U3CIIEABAHUS.

Bupyconorusi: (1) npu Be3ukynapHH/ YJIIEpO3HU /JUTaBUYHU JIe3UH; (2) MpU pecnupaTOpHU
CUMITOMHU OTT'BPII0/Ha30(apuHKC.

39.3.HauaaHo eMIUMPUYIHO AaHTHOHOTHYHO JedeHue (ABJI)

®daxTopu 3a n3bop: (1) onenka Ha MHPEKIIMO3HUS PUCK; (2) HAM-4eCTH MOTCHIIMATHU MATOT€HHU,
BKJI. aHTUOMOTHK-PE3UCTEHTHHU, MPOIYLHpAIld IIUPOKOCHEKThbpHU Oeta-nakramasu (ESBL),
vancomycin-pesucrenTau eHTepokoku (VRE); (3) kosoHM3amus win npeaxoxaania nHPEKIus ¢
methicillin-pesucrenten S. aureus (MRSA); (4) msacro Ha unbekius; (5) MectHa OoMHHYHA



AHTUOMOTHYHA PE3UCTEHTHOCT; (6) opranHa AUChYHKIHS/IeKapCTBEHA ajyieprus; (7
npeaxokaama aHTuOnoTHyHa tepanus/ npodunakruka; (8) 0aKTEpUIIUAHOCT, HIMPOK CIIEKTH,
AHTHUIICEBJIOMOHACHO ITOKPUBAHE.

HNutpaBeno3na wmoHotepanus: cefepime, ceftazidime, imipenem/ cilastatin, meropenem,
piperacillin/tazobactam.

WuTpaBeHo3na komOuHupana Tepanust: (1) aMuHOTIIMKO3UA 1+ aHTHIICEBIOMOHACEH MIEHUIIWINH +
Oera-aKTaMa3eH HHXUOM TOp WM HIMPOKOCHIeKThpeH nedanocnopun (cefepime, ceftazidime); (2)
ciprofloxacin + aHTUIICEBAOMOHACEH TTEHUIIMIINH.

Opanna komOuHKpaHa Tepanus 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 cieOnume pucko8u Gaxmopu:

(A) PuckoBu daxropu: (i) Hayano Ha (eOpunuteT B OONHUYHU ycnoBus; (i1) CUTHHU(HUKAHTHA
KOMOPOUIHOCT WM KIMHWYHA HecTaOmiHocT; (ili)) OYakBaHa TPOIBIDKHTEIHA TEXKa
neyrponenus: AHb <0.1 G/l u > 7 quu2; (iv) yepHoapoOHa nucyHKIus (IETKPATHO 3aBUIICHU
aMHHOTpaHcaMuHa3M); (v) 0pOpeuna auchynknus (kpeaTHHUHOB KiIHpBHC < 30 ml/min); (vi)
JUIICa Ha KOHTPOJI/TIpOrpecusi Ha OCHOBHATa Oosect; (Vil) MHEBMOHUS WM JPYTU CEPHO3HH
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: (1) amOynaTopHo Hauano Ha ¢ebpunutet; (ii) aMUrica Ha KOMOPOUIHOCT,
Hajarama XOCHUTAJIW3allMs WIM AaKTUBHO HaOmoneHue; (ill) oOyakBaHa KpaTKa TexXKa
Heytporenus: AHB < 0.1 G/l 3a < 7 maum; (iv) n100sp meppopmanc cratyc (ECOG 0- 1); (V)
yepHOApoOHa GYHKIMSA ¢ < TPUKPATHO 3aBUIIIEHH aMuHOTpaHchepasu; (Vi) HopMmaiHa ObOpeuHa

GbyHKIH.
N 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 Tepanus 3a CeJIeKTHPaHU MAallUeHTH C HUCHK PUCK, NPU
aJleKkBaTHA U3BBHOOIHIYHA HH(PPACTPYKTypa (YCIOBHUSA).

39.5. 10bJIHUTETHE HAYATHH U3CJIeIBAHUSA U Tepanus



Opanna myko3a: (a) npu HEKpOTUYHHU ynrepauud: (1) uzcnensanus: mocsiska 3a HSV u rvom,
OWoIICHs Ha CYCIIEKTHU 3a IJIeCeHH Jie3nH; (i1) JeueHue: oockxaane 3a antu-HSV wim cucremua
antudynranna tepanus; (0) mpu coop: fluconazole (mbpBa nuHUA) Wi voriconazole (mpu
pedpakrepHoct); (B) mpu Be3WKyJIapHH Jje3uu: (i) u3cienBanus: mocsiska 3a HSV u VZV; (ii)
neyenue: antu-HSV Tepanus.

XpanonpoBon: (a) mpu peTpocTepHanHa 6oika, gucdarus/oguHodarus: (1) U3ciaeaABaHus: TOCSIBKA
3a rp0Ou; (i) JeueHue (Cropen HaJMuue Ha coop WiM mepuopaneH xepmec): fluconazole (mbpBa
JWHHUA) U voriconazole (mpu pedpaxTepHocT) Mtn acyclovir (pu Bucok prck 3a CMV — ganciclovir
uiu foscarnet).

Cunycu: (a) mpu 00JKa, IEpUOPOUTAIICH HETYIUT, HOCHH YIIIEPaIiH, ¢THOCTPAHHO ChI30TCUCHE:

0] U3CIICBAHUS: CT/ opOuTanHa MRI,
OTOPUHOJIAPUHTOJIOTHYCH/O(TaIMOJIOTHYEH  Tperiieq, mocsBka Ha cekper; (i) sedeHue:
vancomycin (mpu nepuopbutanen uenynurt), amphotericin B (mpu Bucox puck u CT/MRI-
CYCIEKIIUs 3a aClepruiio3a Wil MyKOPMUKO3a).

Kopemna o0Ooaka: (i) wuscneaBanus: abmomunanHa CT wnm  exorpadus, cepymHa AP,
aMUHOTpaHCAMHUHA3M, OMTMpYyOUH, aMuia3a, aumasa; (i) gedenue: metronidazole (ipu cycnekTeH

C. difficile).

Ilepupexranna OGoaka: (i) nepupekramHo wuscnensane; (i) JedeHue: OOCHKIaHE Ha
CHTEPOKOKOBA MHPEKIIHsI, CeSIIINA OaHU, MEKH U3MPaKHEHHS.

Huapusi: (i) uscnenBanus: konpokynrypa 3a C. difficile; (ii) neuenue: opanen metronidazole
(mo pesynrar 3a cycriekren C. difficile).

Beno3nu ycrpoiicTBa: (2) npHu Bb3MaJCHUE HA BXOJ/M3X0/A Ha Wriia (KareTbp): (1) M3CIeaBaHuUs:
HaTpUBKAa WMJIM JPEHAX 3a MOCSBKA, XEMOKYATypa OT BCEKM HM3Xox; (il) JeueHuwe: vancomycin
(Ha4aIHO WJIM TIPH JIMTICA Ha OTroBop cien 48 yaca); (0) mpu TyHeHa HHOEKITHS:

() 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 ramaktoMmaHaH win OeTa-IiitokaH TecT (IIPU BHUCOK 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).

HeayauTu: (1) u3cnenBanus: 00CHXKIaHe 3a MMOCABKA OT acTIUpaT WK ouoncus; (i) JeUCHHE:
oOchKaaHe 3a vancomycin.

Panu: (i) uzciaensanus: mocsiBka; (ii) seueHue: o0OCHKIaHe 3a vancomycin.

Be3uxyJ103Hu Jie3un: (1) U3cieaBaHus: acnupanus win ckpan 3a VZV unn HSV; (i1) neuenue:
oOchbxkaane 3a acyclovir.

JluceMUHHpPaHHU NANMyJad WM JAPYrH Je3uu: (1) u3clelBaHUs: 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 YpUHApeH TPaKT: (i) U3ClieBaHUA: YPUHCH aHAIM3, YPOKyaTypa; (ii) JeucHue:
CJIea I/IﬂeHTI/Iq)I/IHI/IpaHC Ha IMaTOI'CH.

Cumnromu ot IIHC: (i) u3cnenBanus: koHcynT ¢ uHpeknuonuct, CT w/umum MRI, mymbanna
MYHKIIMS, KOHCYIIT ¢ HEBPOJIOT; (ii) JIeUueHHe: IPU CyCIIeKTeH MEHUHIUT — Oeta-maktamu (cefepime,
ceftazidime, meropenem) + vancomycin + ampicillin; npu cycniekreH eniedanur

— acyclovir (10-12 mg/kg 3 nbTH [OHEBHO), XUJpaTalys, MOHUTOPHpPAaHE Ha OBOpeuHa
GbyHKIIHA.

prnaTa € C IIOTCHIMAaJIHa HC(l)pOTOKCI/ILIHOCT, HaMaJIsaBaIa 4pe€3 €AHOKPATHO IMPUITIOKEHUEC, OCBCH
B ClIydan ¢ MCHUHI'UT WJIM CHAOKAPAUT.

PuckoB (baKTOp npu IMnmagueHTh C MHOI'0 KYpPCOBC Ha MHUCIIOCYIIPECHBHA XHMUOTCpalusid, C
MEraCcTaTu4Ha KOCTHaA 6OJICCT, JIBYCIICUCHUC HAa MAJIBK Tas, Fp’BGHEl‘ICH CTHJIO HIIN JBJITU KOCTH.

39.6.0uenka Ha 0TroBOpa KbM eMnupu4yHo ABJI
OcpiiecTBsiBa ce Ha 72-120-u yac.

OtroBopuin mnanueHTH: (a) HamansiBaHe Ha ¢eOpwmmrera; (0) cumMnTOMHM Ha HMHOEKIHS 0e3
IIPOMSIHA WJIM HaMaJlsiBallly; (B) cTabMIIHA XeMOJMHAMMUKA.

HeoTroBopunu manueHTH: (a) mepcucTupani Wid HHTEpMUTEHTEH GeOpunuteT; (0) CHMITOMH Ha
nHpekms 6e3 monodpenue; (B) XeMOJMHAMUYHA HECTAOMITHOCT; (T) MEPCUCTHPAILHU MTOJIOKUTEITHH
XEMOKYITYPH.

39.7. IloBenenune npu 0TroBop kKbM eMnupuaHo ABJI
[Tmanupa ce Ha 72-120-u yac.

OcHoBHM npuHIMNU: (a) mpoiabikaBa emnupuyHoto ABJI; (6) mpu crapt c¢ ,,moxxodsmy’
vancomycin JICYCHUETO MPOAbIDKaBa; (B) aHTUOMOTUYHHUAT PeXKUM npoabinkasa 1o AHB > 0.5 G/I
U IPOABIKABAIIO [TOKauBaHe.

[Tpoabmxurennoct Ha ABJI npu noxkymentupanu uadexnuu: (a) HauaaHoto ABJI npoabikasa 10
nocturase Ha AHB > 0.5 G/l n npoabmxkaamio nokausane; (6) ABJI ce unnuBuayanusupa Ha
0a3aTa Ha: HEYTPOPWIHO BH3CTAaHOBSIBaHe, Obp3MHA HAa HOpPMAIM3MpaHE Ha TEMIIEpaTypara,
cneuu(UYHO MACTO Ha HMHQEKIMs, MaToreH, KoMopOumaHocT; (B) BpemerpacHe Ha ABJI mpu
JNOKYMEHTUpaHH HHpeKuu: (1) Ha KoxKa/MeKu ThbKaHu — 7-14 nHu;

(i) meycmoxxkuena 6aktepuemust: ¢ Gram (—) maroreru — 10-14 quu, ¢ Gram (+) maTorexmu.

— 7-14 nHu, cbe S. aureus — mMoHe 2 CEIMUIM CJIell MbPBa HETaTUBHA XEMOKYIITYpa U HOpMallHa
TpaHce3o(areaqHa exokapauorpama, ¢ T'bOM — TOHE 2 CEIMHUIIM CJIe]] ITbpBa HETaTHBHA
xeMoKkynTypa; (iii) cuayutu — 10-21 guum; (iv) 6aktepuanna maeBMonus — 10-21 nauu;

(v) ¢pynrunanam nagexuun: ¢ Candida — nmoHe 2 ceAMuIy ciaeql MbpBa HEraTUBHA XEMOKYJITYpa, ¢
wiecenn (Aspergillus) — muanmym 12 cenmuy; (vi) Bupycau undekmmu (HSV/VZV) — 7-10
THU.



[Tpoxpmxutennoct Ha ABJI npu pebpunuteT ¢ Hesicen nmpousxoa: (a) npu qocturane Ha AHB
> (0.5 G/l ce npeknCBa;

(6) mpu AHB 0.5 G/I: (i) mpombmkaBa 10 BB3CTAHOBSIBAHE HA HEyTporeHusTa win (ii)
MPEBKJIIOYBAHE HA OpPAJIHA aHTHOWOTHIIM J0 Bh3CTAaHOBSIBAaHE Ha HeyTporeHusra (ciprofloxacin —
500 mg Bceku 8 yaca + amoxicillin/clavulanate — 500 mg Bceku 8 uvaca), wiu (iii) 0OcHxKIaHE 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) cTabWiIHM ManueHTH: (1) MpoAbKaBa aHTHOAKTEPHAITHO
neuenue; (il) oOcwkmaHe 3a aHTH(QYHTHAIHA Tepamusi C aKTUBHOCT Cpelly IUIeCeHU (Ipu
dbebpmurer > 4 qau cien emnupuano ABJI); (6) HecTaOMIHM MAITUEHTH:

HIMPOKOCHEKTHPHO MOKpPHBaHE (110 KIMHAYHU MHAWKAILMK) Ha aHaepoOu, pe3ucteHTHH Gram (—) u
Gram (+) martorenu; (ii) obcwxnane 3a G-CSF; (iil) mokpuBane 3a Candida; (iil) oOchxaaHe 3a
aHTH(yHTHAIHA TepaTHsI C aKTUB- HOCT Cpelly IuieceH  (pH peOpriauTeT > 4 THU Clie]] eMITUPHIHO
ABJI).

JoxkymenTupana uHpexuusa: (a) NnpereHkKa 3a Hal-noaXoJdIM aHTuOMoTHuM (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 IMalueHTa, Hamn4ne 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 OpallHU JIEKAPCTBEHU MPOAYKTH, Oe3
npenxoxaaia npouiIakTuKa ¢ GIyopOXHUHOIOHH.

Hauanna onieHka (¢ KpaThK IpecToil B OOTHMIIA, TIeKApCKHA KaOMHET MM BKBITH 3a 2-12 vaca):
(a) mMOTBBpKIEHNE HAa HUCHK pHUCK; (0) mpuiiarane Ha nmbpBa qo3a oT ABJI u HaGmonaBaHe 3a
peakius; (B) MiIaHUpaHe 3a U3MKUCBaHE U JOMAIIIHO HaboieHue; (T') 00y4ueHne 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 Tepamnus (ako He € IMpOBeXkIaHa
XMHOJIOHOBA npodunakTuka): (i) 500 mg ciprofloxacin Ha 8 waca + 500 mg amoxilillin/clavulanate
Ha 8 yaca; (ii) apyru opanHu pexumu — levofloxacin.

Habmonenue: (a) exxeqHEBHO MOHUTOpHUpaHe (OT MEAULIMHCKO JHLe); (0) exenHeBeH (hr3MKaIeH
nperiel (B KIMHUKA WK JIOMAalllHa BU3UTa): (1) Mpe3 mbpBUTE 72 Yaca — 3a OIIEHKa Ha OTroBOpa,
TOKCHYHOCT ¥ KbMILUTAWBHC; (i1) IPU OTTOBOP

— ype3 eKEeTHEBHO TeNIe()OHHO MPOCe/sBaHe.



[Ipyyran 3a BpbliaHe B OonHUIA: (a) TOJOKUTHIHH KyaTypu; (0) HOBH cuUMOTOMH; (B)
NEpCUCTUPAHEe WM BB3CTaHOBsABaHe Ha (eOpwimrter Ha 3-5-m neH; (T) HEBB3MOXKHOCT 3a
npoabkaBane Ha ABJI (opanen uHTONIEpAHC).

39.10. AHTHOaKTepHaJIHA NPOPUIAKTUKA IPH HEYTPOIIEHUA

O6cwxnane 3a pecniupatopHu xuHoioHu (levofloxacin, ciprofloxacin) mpu ouakBaHa
poIbIDKUTENHOCT Ha HeyTponenus (AHbB < G/1) moBeue ot 7 aHM.



40. TIOBEAEHMUE ITPU KAPIIUHOM-CBBbP3AHA AHEMUSA

AHeMusiTa € YeCcTO CpellaH CHUHAPOM IIPU TALMCHTH ChC 3JI0KAYECTBCHH COJHIHH TYyMOPH.
CwBpeMeHHOTO JieueHue e ¢ epurpornoerud — Darbepoetin, Erythropoietin-alpha u Erythropoietin-
beta. OcHoBHH 1eNHM Ha JICYUSHUETO ca: MOJOOPSBaHE KAYeCTBOTO Ha KHMBOT U NPEIOTBPATIBAHE HA
xeMoTpaHcdy3unute. HIxon NOIBIHUTEIHE IPUYNHE 32 aHEMUS, KaTo jKelie3eH Ie(UuIuT, KbpBEHE,
XpaHUTeJIeH AePUIUT WIM XeMoiu3a, TpAOBa Ja ObJaT KOPUTHPAHM TIPEAM JICYCHHE C
Erythropoietin. [lpu mnanmmeHTH CBC COJNMAHH 3JI0KAYECTBEHH TYMOPH Ha XHMHO- W/HIH
apyesedeHue repanusta ¢ Erythropoietin Tpsosa na 3anoune npu croiiHOCTH Ha XemorioouH (Hb)
90-110 g/l

[Tpu maryieHTy ¢ aHeMusi, CBbp3aHa ChC 3JI0KaY€CTBEHU COJIMIHU TYMOpPH, KOUTO HE ca Ha XUMHO-
u/wim rpdeneuenue, tepanusata ¢ Erythropoietin TpsioBa na 3anoune npu Husa Ha Hb 90-110 g/l u
CHMIITOMH Ha aHEMHS.

[Tpy manueHTH ¢ aHeMus € HeoOXOJIMMO IPOBEXaHe Ha XeMOTpaHc(y3uu mpeau 3aroyBaHe 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 npenoppuBa npodunakTHIHO npriiokeHre Ha Erythropoietin 3a mpeBeHIMS HA aHEMUS TIPU
NAIMEHTH C TMPEICTOAIa XUMHUO- /WM JThYeliCueHHEe M C HOPMalHU croiHocTH Ha Hb mpu
3aroyYBaHe Ha JICYCHHUE.

JledenueTo mpoabiKaBa 10 JOCTUTaHE U TOIbpkaHe Ha croitHocT Ha Hb < 120 g/l m mogoOpenue
Ha cuMrntomute Ha aHemus. [Ipu mocturane Ha HopmanHu croitHoctu Ha Hb mozara ce namansiBa
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 HadainHW Ao3u. [Ipu m3nomssane Ha Darbepoetin ce npuiara
no3a 2.25 meg/kg (150 meg) cenmuuno mim 6.25 meg/kg (300, 500 meg) Ha 3 ceMUIM, CHHXPOHHO
C Kypca XHMHAOTEPAIHs.



41. HNOBEJAEHME IIPU TACTPOUHTECTHUHHAJIHA TOKCUYHOCT

JIMraBH4Ha TOKCHYHOCT - OpaJICH MYKO3HUT (CTOMaTI/IT)

[Topanu BHcokara cu mpoiuQepaTiBHA aKTUBHOCT,MyKO3HUS ernuTen Ha nuraBuiata Ha [UT e
0COOEHO YYBCTBHUTEJICH Ha JIEHCTBUETO HA IIUTOCTATUYHUTE ar€HTH U HAKOU TapreTHU MOJIEKYJIH,
karo Cetuximab.Haii-uecTo ce 3acsraT JTUTaBUIIMTE HA YCTHHTE,0y3WTE ,MEKOTO HEOIle,10/a Ha
yCTHaTa KyXHMHa U BEHTpaJHaTa MOBBPXHOCT Ha e€3uKa.[IporpecuBHOTO yBpekaHe Ha JUraBULaTa
Ha YCTHAaTa KyXWHA W HOCOTJIbTKATa BOJIU JIO €PUTEM,CIEeM,aTpOdusi U B TEKKUTE CIy4ad JIO
yJILEepalu.

HDO(bI/IJ'IaKTI/IKa H JICYCHUEC HAa CTOMATHUT

CromMaTuThT MOXeE J1a ObJie BXOJAHA BpaTa Ha MPUYUHUTEN Ha WH(EKINH / TAIUSHTHTE C OpaJieH
MYKO3HUT Ca YeCTO HEYTPOICHUYHH U TPOMOOIIMTOIIEHUYHH ¥ MHCHETO Ha 3b0M MOXKE JIa TPHUUHU
KbPBEHE OT BEHIUTE, U J]a JOBEJE 10 pexoaHa OakTepuemusi/. UeCcTo ce yCIoXKHSBA OT IbOMYHH
UHOEKITIH.

Muene Ha 3p01TE C MEKa YeTKa Clle]l BCAKO XpaHEHE U MPE/H JiAraHe Beuep; IPaBeHe Ha raprapa c
ne3uH(eKIpaniy pa3TBOpHU, TOILIIM COJIEBH Pa3CTBOPHU, HAIP. Jiaiika, CMpaauKa.

YecrtoTo IIPOMHBAHEC C pa3TBOP HAa HATPUCB XJIOPU ITOMAra 3a 3alla3BaHC Ha JIMI'aBUIlaTa BJId’KHA,
HaMaJIsiBa BTBbPASABAHECTO HA CCKPCTU, U YCIIOKOABA Bb3MMAJICHATA JIMT'aBUIId

HukakbB aIKoX0JI/HUKOTHH MO BpEMC Ha XUMHOTCpAIIUA U JIBUYCIICUCHUC.

XpaHa, 6e/1Ha Ha KMCEIIMHH, MEKa, CMJISTHA (ITFOPE)

Kpuorepanus ¢ kyouera jieq /maneHTUTe TpsOBa 1a cMydaT KyOdera Jieq B npoabnkenne Ha 30
MHHYTH TIpeId U 1O BpeMe Ha WHQY3Us Ha XUMHoTepanust/ e(eKTHBHO HaMallsiBa MOsBaTa U
TEXECTTa Ha MYKO3HT IPH MAIUEHTH, TIOJIOKEHH Ha XUMHOTEpanus ¢ 0oiyc S- gpmyopoypauni u
MmendanaH.

Jlazepna Tepanusi 3a IpeOTBpaTSIBaHE U yIIPaBICHUE Ha OpajieH MyKO3UT, HO U3I0JI3BAHETO i €
OTpaHUYEHO.

JleueHre Ha MOJO3MpaHa KaHIUI03a. aHTUMHUKOTHYHO JICYCHHE C pa3TBOp Ha amdorepuiuH B
4x5wmi. cycniensust , Fluconazole 1x200mr mep oc

bosika mpu manueHTH ¢ opajieH MyKO3uT- jokaigHu/ Lidocain spray/, cHCTeMHU aHAJITeTHIIN,
HCIIBC. IIpu MHOrO cuiiHa 00JKka ce MpernopbuBaT OMUOUIH.

[TapenTepaiHo XpaHEeHE MPU U3PA3EH CTOMATUT WM €30(aruT

[IpodunakTrka Ha raIcHETO U OBPBIIAHETO MIPU XUMHOTEPATIHS

["aneHeTo, MOBPBIIAHETO U JUAPUATA Ca €IHU OT Hal-TPEBOXKHUTE CUMITOMH 3a OOJIHUS. AKO He
ce MOATHCHAT €(PEKTUBHO BOAT /10 TEKKU YCIOKHEHUS- IeXUIpaTalys, eeKTPOIUTEH AucOanaHc,
BJIOIIEHO OOIIO ChCTOSIHUE, OTJIaraHe Ha JICYEHUETO, PEAYKLHUs Ha JO3U U HUCKA €(DEeKTUBHOCT Ha
JICYECHUETO.

Paszmunuasart ce Hakonko suga UXTITI:

L4 OCTpO — Bb3HUKBA B IIPBUTC 24 4 CJICA XUMUOTCpaIursATa
L4 OTCpO‘-ICHO — IosBsABA C€ HA BTOPUA ACH WJIN ITO-KBCHO
L4 PC(I)paKTCpHO — IMOsBABA C€ HE3aBUCUMO OT IIPOBCIKIaHATaA aHTUCMCTUYHA TCPpaAIInAa



e [IpenBapuTenHo — NOSABSIBA C€ MPEIH HAYAIOTO HA JICYEHUETO U OOMKHOBEHO € pe3ysTar
OT Hee(PEeKTUBHO NMOTUCKAHE HA TE3U CUMITOMHU INIPH MPEIIECTBAILO JIEUCHUE

OcBeH OT MpOBEKIaHATA JICKAPCTBEHA TEpaIus, TE€ MOTraT Jia Ce MPOBOKUPAT U STPOTCHHO, OT
JBbUETEPAITrs, BCJCACTBUE HAa aHECTE3MUs MIPH ONEPaTHBHA HHTEPBEHIIMS, MOTAT J1a C€ IbJDKAT 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 Pa3KJIIOHCHHUSTA Ha Ha N.vagus B CTOMAIlHATa M YPEBHATA JINTABHIIA B
pe3y/ITaT Ha MOCTHITMIN APA3HUTEIIN TaM KbM IIEHThpa Ha MoBpbInaneTo ( nucleus tractus solitarii)
B MO3BYHUS CTBOJL.

AKTHBHpaHe Ha XxeMopelenropHara TpurepHa 3oHa (XPT3) B 4eTBbpTH MO3b4EH BEHTPUKYI,KOSITO
€ B IIPSIK KOHTAKT ¢ nepudepHoTo kpbBooOpbLieHne. HeBpomenuaropure Ha XPT3, kouto urpasr
pOJIst B MOBPBINAHETO Ca: AlleTUIIXOJIMH, JonaMuH, xuctamu, GABA, ceporonuH, cyoctanuus P,
KaKTO U CbOTBETHUTE UM PELENTOPH.

E(i)epeHTHI/I BaryCoBnu CHUIHajilu KbM XpPaHOIIPOBOJA, CTOMAaxa, YpCBHATA JIMIaBUIld, HCBPOHU B
nna@parMaTa, ABTOHOMHMU e(bepeHTHI/I CUIrHaJid KbM CHPUCTO, JUXATCIHUTC ITbTUIIlA, CITFOHYCHHUTC
JKIIE3H, KOXXaTa, KOCTO 00s1CHsIBA MOsABATa Ha MpoApOMaIHUu CUMIITOMHU Ha dKTa HAa IMOBPBINAHETO.

[TepudepHusaT IbT ce aKTUBUPA, KOTATO OMpEeNieH APa3HUTEN, B CIIy4as [IUTOCTATUK, CTUMYJIHPA
EHTEepOXpOMAa(UHHUTE KJIETKH B TOPHUS €TaX HAa TaCTPOMHTECTUHAIHUS TPAKT, OTICIS Ce
CEpOTOHHH, KOWTO ce cBbp3Ba ¢ 5-HT3 penentopute M upe3 BarycoBM HEPBHH DPA3KIOHEHUS
U3Mpalla eMETHYHH UMITYJICH JUPEKTHO 10 HEHThpa Ha MOBPBUIAHETO WJIM HWHIUPEKTHO Ype3
XEMOpEeIenTOpHaTa TPUTEpHA 30Ha.

prrlI/I LII/ITOCTaTI/IIII/I/6I/IOJIOFI/I‘-IHI/I arcHTu, B 3aBUCUMOCT OT CMCTOTCHHUSA ITOTCHUUAT U ITPCBCHLUSA
Ha FOpHO-AUCIICIITUYIHHA CUHIAPOM

Bucoxk (>90%) Cpenen (30% - 90%) | Hucbk (10%-30%) | MunumaJjieH
(<10%)

SHT -3 SHT -3 SHT -3 anTaronucr HE ce Ipujiarat

aHTaroHucT+aprepitant+ | anraronuct+Dexa
methasone

dexamethasone

Carmustine>250 mg/m2 | Altretamine Abraxane Aflibercept

Cisplatin Amifostine  >300 Amifostine <300 | Alectinib
mg/m2 mg/m2

Cyclophosphamide > 1500 mg/m2 | Cabazitaxel Asparaginase

Azacytidine

Cyclophosphamide/Dox | Bortezomib Capecitabine Bevacizumab

orubicin

Cyclophosphamide/Epir | Carboplatin Cetuximab Bleomycin

ubicin

Cytarabine >/=2 g/m2 Carmustine <250 | Cytarabine 100-200 | Busulfan
mg/m2 mg/m2




Dacarbazine

Cyclophosphamide
<1500 mg/m2

Docetaxel

Cabozantinib

Dactinomycin Cyclophosphamide p.o. | Doxorubicin<20 Ceritinib
mg/m2
Lomustine Cytarabine Liposomal Chlorambucil
Doxorubicin
Mechlorethamine Daunorubicine Eribulin mesylate Cladribine
Procarbazine Dextrazoxane Etoposide i.v. Cobimetinib
Streptozocin Doxorubicin  >20 Fludarabine Crizotinib
mg/m2
Epirubicin Fluorouracil Dabrafenib
Etoposide p.o. Gemcitabine Dasatinib
Idarubicin Lapatinib Erlotinib
Ifosfamide Methotrexate <250 | Everolimus
mg/m2
Imatinib Mitomycin Gefitinib
Irinotecan Mitoxantrone <12 | Fludarabine
mg/m2
Melphalan Paclitaxel Hydroxyurea
Methotrexate >250 | Panitumumab Interferon
mg/m2
Mitoxantrone >12 | Rituximab Ipilimumab
mg/m2
Oxaliplatin Temsirolimus Melphalan
Pemetrexed Teniposide Mercaptopurine
Temozolomide Thiotepa Mesna
Topotecan Methotrexate
<50 mg/m2
Trifluridine/tipiracil Nivolumab
Vinorelbine Olaparib
Vorinostat Osimertinib
Palbociclib
Pazopanib
Pembrolizumab
Pertuzumab
Regorafenib
Sorafenib
Sunitinib
Thalidomid
Thioguanine
Trametinib
Trastuzumab
Vandetanib
Vemurafenib
Vinblastine
Vincristine

OcHoBHU MpaBuJIa 3a aHTUEMETUYHA TEPaIus:

Jlo3upaHe — 3armoyBa ce ¢ Hail-mMajikaTa epeKTHBHA /1032 32 ChOTBETHATA TEPAIUs




N360p Ha aHTHEeMETHK — 0Oa3uWpa ce Ha €METOIeHHHUS PUCK OT MPOBEXKJIaHATAa MPH KOHKPETHUS
nanueHT Tepanus. CerinacHo npenopbkute Ha MASCC u ESMO:

- Ilpu nunca ma NK1 pernentopeH aHTaroHUCT, 3a IPEANOYUTAHE € MPUJIOKEHUE Ha
[Tanonocerpon

OTxBBpJSIHE HA JPYrHW NPUYMHU 3a TaJieHe W TOBPBINAHE: XHWIIEPTOHWYHA KpHU3a, YpPEeBHA
OOCTpYKIIHsI, MO3BYHH METAcTa3u, MPoOIeMHU C BECTUOYIIapHHS anapaT, eJIeKTPOJIUTEH AucOaliane,
ypeMus, Jpyrd JeKapcTBa (OMHOWUIM, AHTUOMOTHUIM), TCUXO(DHU3UOIOTUYHA TPHUYNHH
(TPEBOXKHOCT).

[Tpu mpoBexgaHe Ha JTbuUeTeparus ChIIO TPSAOBA /a ce MPELEHU pPUCKa OT eMETOreHeH eeKT Ha
MpuUjiaraHara j03a u 00JacTTa, KosTo ce 001buBa. BEB BCHUKH cliyyau ce Hajlara npoQuiakTuka ¢
5-HT3 peuentopeH aHTaroHUCT NMpean Beska Qppakius, ChC 1iu 06e3 100aBsiHe Ha JeKCaMETa30H.

I'ajicHe ¥ OBPBIAHE IPHU 0oJIHU ¢ HanpCaHaao 3JI0Ka4CCTBCHO 3a00151BaHe

Haii-uecto B TO31 CTa,Z[I/II‘/‘I Ha 3a00JIIBaHETO TraICHCTO U ITIOBPBIIAHCTO Ca 06YCJ'IOB€HI/I OT MHOTI'O
(baKTOpI/I, KOCTO onpcacis U NpeAInoIYnTaHruATa KbM CIUH UKW APYT' aAHTUCMETHUK —

- HapyIleH MOTUJIMTET Ha cToMaxa (METOKJIONPaMHUI),
- XemaToMeraws,

- KOHCTHIAIUS,

- IMpUEM Ha OIMMOH U,

- TIOBUIICHO BTPEUYEPEITHO HAJSITaHe (JIEKCaMeTa30H),

- 4YpeBHa OOCTPYKIMS (CKOMOJAMHH M OKTPEOTHH TpPU OOWMIIHA YPEBHA CEKpEeIHs M
HEBB3MOXKHOCT 3a OIlepaTUBHA UHTEPBEHLINA).

NK1 peuCiITOPHUTE AHTA'OHUCTU HE CC IpUJiaraTr B TE3M Cliydan Iopaad BUCOKATa UM ILICHA.

AHTHEMETHIN:

CepOoTOHMHOBH peLENTOPHU aHTaroHUCTU-CEPOTOHMHBT CE CEKpEeTHpa OT EHTEPOXpOMAPUHHUTE
KJIeTKN B ropHuTE oTneny Ha YT u e oTroBopeH 3a NOBPBIIAHETO,CTUMYJINPA IEPUCTANTHKATA U
CEKPETOPHUTE PEQIIEKCH.

SHT-3 anTarouucru

OUTOCTAaTUYHA TCpaIus, MOCTONICPATHUBHO U IBbYCBONMHAYIHUPAHO IraICHC U TOBPBIIAHE

CenextuBau 5-HT3 a"dtaronucTu:

[Tpunarar ce 30 min npeayu XUMUOTepanus, NpoabkaBa Mo BpeMe Ha XT M HIKOIKO JHU
cien puximouyBaHero Ha HJIP: rmaBoOonume, "flush", mpexomHo pas3aBmkBaHe Ha CEpPyMHHUTE
TpaHCaMUHAa3H|, 3aIeK, yabibkaBane Ha QT uHTepBai.

Ondansetron hydrochloride: 2x8 mg per os/ i.v./i.m. MakcumanHara 103a 3a 244. e 32mg/nH, 1-
5 nen. EgHokpatHa mo3a mo- romsma ot 16mg B 50-100m1 0,9% NaCl 3a muaumym 15 MuH.
Buumonue! Jlo3o3aBucumo ysennuenue Ha QT uHTepBana.

Granisetron hydrochloride: i.v. 1-3 mg (10-40 ug / xr) 0aBHa MHTPAaBEHO3HA WHXKCKIIUS WU
WHTpPaBEHO3HA HH(Y3HS pa3pexk/ia U ce Mpuiara B MpoIb/KEHNE Ha 5 MUHYTH. Pa3TBOpBT TpsiOBa
Jla ce pas3peau 10 5 M Ha MIJIHIUTHP. MakcumaiHara 1o3a 3a 244. He TpsOBa Ja HajaBuIiaBa 9



mg per 0s-1 mg 2x nHeBHO Wwid 2 mg 11X gHeBHO 0 1 cenMuma ciiell JibYeTepanus WIH
xumuotepanus. [IppBata no3a Kytril TpsioBa na ce npunara B pamkure Ha 1h mpean .HaganoTo Ha
JICYCHUETO.

Palonosetron hydrochloride /mpenorBparsiBaHe Ha rajeHe M TOBPBIIAHE, CBBP3aHO C
xumuoTepanus/: 250 Mukporpama egHokpaTHo 6oiyc 3a 30 cekyHnnu; SO0 MUKporpama e JTHOKPaTHO
nep oc 1h npean xummorepanusra

Dolasetron Mesylate — npenoTBparsBa rajeHe W NOBPBIIAHE WHAYLUPAHH OT XMMHOTEparusi,
IIOCTOIEPATUBHO rajieHe U nospbiiane - 1,8 mg/kg equnnyna 1.v.n03a

Tropisetron -3a npenoTBpaTsBaHe Ha rajJicHe W MOBPBILAHE WHIYIHPAHU OT XHUMHOTEpamus; 5
mg/aH. uHTpaBeHo3Ha uHpy3us paszpene B 100 mi. 0,9% NaCl unu 5% p-p va ['moko3sa.

Hecenextusuu 5-HT3 penenTopHu aHTaroHUCTU- T€ €€ CBBP3BAT U C APYTU pELENTOPH- T0IaMHUH
2, XOoJIMHepruuHu win Xucramud 1 penentopu. ToBa BOau 10 MOBUILIABAHE HA aHTUEMETUYHATA UM
epexruBHOCT. Te uMaT IBIBT MOy kuBOT /20-50 yaca/ u ce mpuiaraT €IuH BT JTHEBHO.

NKI1 peuentopen antaronuct: ymepeHo CYP450 3A4 unxuOurtop, U €THOBPEMEHHO TPHUIIOKEHUE
¢ CYP450 3A4 cyOctpatu Morar jaa moBHINAT TOKcHyHOCT. He ce mpemopnuBa 3a ymorpeba c
ukIopochaMu-ChIbpKAIIA CXEMH WM CXEMH Ha JIOIETAKCEIl; W JIBaTa c€ METa0OIU3UpaT OT
CYP450 3A4 , koeTo € npearnocTaBka 3a JOMbJIHUTEIHA TOKCUYHOCT.

Hen 1 HeH 2 Hen 3
Aprepitant /| 125mr opanno/ 80 mr opaHo / 80 Mr opayiHO/
Fosaprepitant

150mr i.v. 3a 30mun | HE HE
Dexamethasone 12 mr opanHO HHUTO €IUH HUTO €IUH
5-HT 3 anraronuctn | CtaHmapTHa 1032 OT | HUTO eIUH HUTO €TUH

5-HT 3

AHTArOHUCTH

Koprukocrepouau / nucleus tractus solitarius, 5-HT3 aHTaroHuct/. 1MrocTaTHYHa Teparus,
NAJMATUBHUTE TPUKMA TIOCTONEPATHBHO W JIBUCBOMHAYLIUPAHO TaJeHE U  TOBpPbBINAHE
Dexamethasone 2x8 mg i.v./i.m.; 20 mg i.v.HenocpeacTseHo npeau XT

JlonmaMMHOBM peleNTOPHU AHTATOHUCTH: C €(DeKT BbPXY JONAMUHOBUTE 2 U 3 peLENTOPH.

Metoclopramide /anTaronuct Ha qonamuH-2 perentopute, cnad 5-HT3 penentopeH aHTaroHucT,
cenektuBeH 5-HT4 penentopen anraronuct/: Jloza:10-20mg i.m./i.v. 6asao 1/2h npeau XT u npu
HEOOXO0IMMOCT MOBTOpEHHE Ha 6h

HIJIP: EKCTpaHI/IpaMHILHI/I CUMIITOMH: OCTpa OUCTOHUA, AUCKUHC3UA, 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 mu1/9 ipu CTPOT KOHTPOJI HA KPHBHOTO HaJIsIraHe!



Haloperidol - mocroneparusho ragexne 1,5-3 mg per 0s/ s.c. Beuep

Droperidol ChII0 CE M3II0J3Ba 3a JICYHCHUC Ha IIOCTOIICPAaTUBHO I'a/ICHC U ITIOBPHIIAHE.
MyCKapI/IHOBI/I XOJIMHCPIUIHU U XUCTAMUHOBU pCUCHTOPHU aHTAarOHUCTH

[Tpu HapyiieHus: BbB BeCTHOYIapHUS armapar

Dimenhydrinat 50mg tab.

AJTIOBaHTH, IPUJIATaHU C AHTUEMETUIIUTE:
[Ipu pedpaxTepHu Ha JIeUeHUE Ta/IeHE U TOBPbIIaHE B KOMOMHAIUS C aHTHEMETHIIH

Gabapentin — ananor Ha rama-aMHHOOYTHpOBaTa KHCEIMHA C pelaKCUpAall, HOTHCKAI]
TPEBOXKHOCTTA U aHTUKOHBYJICUBEH eex 300 mg 2-3 mbTH ITHEBHO - 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 IHEBHO, 3a110YBaliKK OT I'bPBHU JIEH Ha
XMMUOTEPANEeBTUYHUS LIUKbBJ U IPOABIKABANKY o11e 3 JHU Clel] Kpas My.

benzoauazenunu - Lorazepam U Jp.- IPpM IICUXOI'€HHAa HAclOMKa M aHTHLIMIIATOPHO
MOBPBILAHE: OT ACHA IIPEIU 10 AEHS ClIe] XUMUOTEPalleBTUYHUSA LIUKBIL.

JAuapus

[IpencraBnsiBa ycnoxHeHnue oT JyedeHueto mnpu 50%-80% oOT OHKOMOTHYHO OOJHUTE, KOUTO
NPOBEXJIAT JbUeTEpanusi Ha Ta3oBaTa o00JacT, XUMHOTEpanus ¢ (GIyOpONMPUMUIMHU, WIH
NOJTy4aBaT THPO3UH-KHMHA3HU MHXUOUTOPH. [lHapusra e 1030JUMHUTHpAIIa TOKCHYHOCT, OCOOCHO
IpY KOMOMHUPAHU PeXUMU. 3a AUapHsl ce TOBOPH, KOTaTO U3X0XKIAHHUTA ca IoBeYe OT 3 THEBHO,
HaaxBBPIAT 300 cm3/enu3on u ceaspxkar >70% Boga [11].

CepIulacHO cucTeMara 3a IpaJlpaHe Ha HEXeJlaHUT € JiekapcTBeHM peakuuu Ha National Cancer
Institute, quapusita 6uBa:

- creneH 1 (<4 nedekaruu THEBHO);
- creneH 2 (4-6 nedexaru JHEBHO ChC CIEIIHOCT);

- crenen 3 (>7 medekanuu THEBHO, MHKOHTHHEHIIMS, U.B. OBOIHSBaHE >24 4, U3HUCKBa
XOCHUTATIU3ALNSA);
- cremneH 4 — KUBOTO3aCTPAIIaBaIlO0 ChCTOSHUE, XEMOJUHAMHUYCH KOJIATIC.

Haii-uecto nuapust Bb3HUKBa TIpH JeueHue ¢: 5-OY, kanenurabuH, TOMOU30MEpPa3HU WHXUOUTOPH,
TaKCaHH, €pIIOTUHUO, reUTHHNO, copadeHnO, CyHUTHHIO, UMAaTUHUO, €BEPOIMMYC U KOMOUHAIH
OT THIX.

HpeanonaraeMH MCXAaHU3MU HAa Bb3HUKBAHC HA JUAPHUATA, YECTOTA IIPU IPOTUBOTYMOPHO JICUHCHUC

JlekapcTBeH NPOAYKT Mexanu3bm YecrToTa, Bpeme 3a nosisa

Fluoropyrimidines: IMotuckane B wMuto3a Ha | [Ipu okomno 50% ot OomHwmTeE,
5-FU KJIETKUTe Ha EMUTEIHUTE | MOJydaBally 5-FU —
Capecitabine KPUIITH, KOETO BOAU 10 cenMU4HU BinuBaHus. [lpu

HapymieH OajlaHC  MEXJ1y | IOJIOBHHATa OT TAX Ce Hajara
ceKpenusTa u abcopOuusaTa B | MapeHTepaiHa XuapaTauus
THHKOTO Y€pPBO




TonouzomepasHu Octpo Hayajo — | OcTpo Hayano — Npu OKOJIO
UHXUOUTOPU: XOJIMHEPTUYHH CBOMCTBA 80% ot GonHUTE
ce HalmoJgaBaT JIEKH  JIO
Irinotecan OTtcpouena nosiBa — | yMepeHO TeKKH
JIEKOHIOTHPaHE Ha | cumnTomu; ripu 10% - Texxku
metabonuta Ha CPT — SN-38
TIIIOKYPOHHIT  OT  YPEBHHU
OakTepum,
KOETO TI03BOJISIBA JTUPEKTHO Otcpoyena mosiBa — IpH
BB3/ICHCTBHE BBPXY upeBHHst | OKOIO 60% - 87% ot
enuTeN; MHAYIIMpaHa OT bonHuTe
J€KapCTBEHU MIPOAYKTH
MPOAYKIUS HA
nporH(IaAMaTOPHU
IUTOKUHU
Takcanu — [Ipenu3BukBa wucxemuss Ha | Okono 25% ot OomHUTE,
Docetaxel 1e0es1oTo 4epBo ci1abo n3pazeHa
9pes:
-TUPEKTeH  eEeKT  BBPXY
enuTena (HeKpo3a)
-QaHTUAHTMOT€HEH e(eKT
Erlotinib Hesicen mexaunsem, Moxe 0u | 40% - 60% or Oomuure,
Gefitinib Urpae poJjia MOTUCKAaHETO Ha | PSJIKO € TEKKa
EGFR, koeTo moBnusBa
CeKpenusiTa Ha  XJOPUIH
(moBuIIEHaTa CeKpeuuss Ha
XJIOPUIU BOJU 10
TTOHIKCHA HaTpUEeBa
abcopOuus)
Sorafenib Hesicen 30%-40% ot 6onuwute, 5% -
TEXKa CTETICH
Sunitinib Hesicen 40% - 53% ot 6onuure, 3%-
5% - TexKa cTerneH
Imatinib C-Kit HHXUOMpaHe B | 30% - 50% ot GosHuUTE,
ypeBHuTe KiIeTku Ha Cajal, | 1%-5% Texka crenen
JTUPEKTHO
YBpeXIaHe  Ha
YpeBHATa MYK03a
mTOR uaxubutop | Hapymiena ypeBHa | 30% or OomHMTE, PSIKO
Everolimus MHUKpodIopa TEKKa
ManabcopOrust
Jleuenne

[Ipo6GuotunnTe umar GaronpusiteH eexT 3a MUHUMU3HpaHe Ha edekTute Ha 5-DVY.

Loperamide hydrochloride — nagamna mo3a 4 mg, mocneaBana or 2 MY Ha Bceku 4 h. mo

MpCYyCTAaHOBABAHC Ha JUapusTa.




AKo quapusiTa He ce oBjajee npe3 mepsute 12 — 24h,

Loperamide hydrochloride ce HazHauaBa B Mo-BUCOKH 1031 — 2 mg Ha Bceku 2h (110 24 h).
Octreotide e moka3aH 3a BTOpa JIMHU JICUEHUE TP pepakTepHu TUAPUH.
[Mpunara ce mo 100 — 150 mkr - 3x gHeBHO S.C, wiu 25-50 mxr/h i.v.

AnexBaTHaTa Xyuaparagus, KOpUrupaHe Ha CIACKTPOJIUTHHA zmc6aﬂch, JU€Ta, Ca HCM3MCHHA 4acCT
OT TCPAIIEBTUYHUTE MCPKHU IIPU JICUCHUEC HA JUapus.



42. CBBP3AHA C XUMHUOTEPAIIUA
KAPAUOTOKCUYHOCT

Copaeuynara JUCHYHKIMS ClIe]l MPOBEACHO JICYSHHUE IPU MAIlMeHTH C KapLUHOM € U3BECTHA OIIIe OT
1960 romamunHa cien IIMPOKOTO HABIM3aHE HA AHTPALMKIMHUTE B OHKoJjorusara. CbpjedHara
HEJOCTaThYHOCT, pealli3upaHa ciie]l JICUeHUE C aHTPALIMKIMHY € IIMPOKO U3BECTHA KATO CTPaHUYEH
edexrt. IIpe3 mocnequure ToAMHU OsXxa BBBEICHM PA3JIMYHU CTPATETHUH 32 OLEHKA HAa Kapauo-
TOKCUYHOCT, HSIKOU OT KOUTO Os1Xa OTXBBPJICHU, HO KaTO IPUIIOKUMH B €KETHEBHATA MPAKTHKA Ce
HAJIOXXMXa MOHUTOPUPAHE Ha OIleHKaTa Ha JeBo- kamepHara (JIK) ¢ppakius na uztinackBane (PN%)
oT oOpa3HaTa JAMarHOCTUKA M eHJAOMHUOKapjaHaTa Ouoncus. [lopagy MHBAa3MBHOTO €CTECTBO Ha
nocienHara, JIK @MU % ce oka3a or oco0eHO 3HAU€HHWE B KIMHUYHOTO TPOCTENsSBAaHE Ha
nanueHTure. HampenBanero Ha exokapauorpadusara B 001acTTa Ha HOBUTE HEMHBA3UBHU METOIU
3a omenka Ha JIK ¢yHKIusS Hamoku mpepasriexiaHe Ha HaaexkHoc- Tra Ha JIK ®U% ot
JIBypa3MepHa KOHBEHIIMOHATHA eXxokapauorpadus karo OOEKTHBEH METOJ 3a OIlIeHKa Ha
KapJIMOTOKCHUYHOCT.

OnpeneneHHe 34 KapAUOTOKCUYHOCT, CBbp3aHa C XUMUOTCpaIInd

Cebp3anara ¢ xumuotepanus kapauotokcudocT ( CXKT) ce onpenens karo HamassiBane Ha JIK
DU % c moseue ot 10 % npu croitHoCcTH < 53 % ( HOpMaTHA pedepeHTHA CTOMHOCT 3a IBypa3MepHa
exokapauorpadusi ) MOTBBPACHO OT IOBTOPHH HW3MepBaHUs. [IOBTOpHUTE W3MEpBaHHS Ce
OCBILIECTBSIBAT OT 2 10 3 CEAMHIM Clie] MbPBOHAYAIHO ycTaHoBeHaTa moHmwkeHa JIK ®U%.
Penynupanara JIK ®U % ce kareropusupa KaTo CHUMITOMATHYHA , aCUMIITOMATHYHA WU
peBep3ubernHa.

CXKT ce xnacuduimpa Karo :

Tun I - xapakTepeH 3a rpymnara Ha aHTPaUUKIMHHTE, KOSTa € CBbpP3aHa C J03aTa, BOAM 10
KJIEThYHA aIlolTO3a U € HeoOpaTuMa Ha KJIEThbYHO HUBO. PAaHHOTO il ycTaHOBSIBaHE U JIEYEHUE ca
CcBbp3aHM C npeBeHuuAra Ha JIK pemonmenupaHe, KakTo M Iporpecusita M 10 CbpledyHa
HEZOCTAaThYHOCT.

Tun II - xapakrepna 3a Trastuzumab, He ce BIusie OT HMpUJIOKEHATa 1032 U CaMOCTOSITEIIHO
MPUJIOKEHN HE BOAAT 10 kieTbuHa amonrtoza. CXKT e uwecto obparmma, HO mopagul 4ecTo
MpenxosKala Tepanus ¢ areHTd oT Tumn I, ce mpeanonara, uye npu Te3u peKUMHU Ha jiedeHue Tun
II areuture 3a)I”I)J'I6OLIaBaT KJICThbYHATa aronTo3a O1e B MOMCHTA Ha MMPHUIIOKCHUCTO UM.

Exokapanorpadcka onieHka Ha chpeyHaTa QyHKIUs 1 MOP(OIOTHsl IPU MallUEHTH ¢ KapLUHOM
JIK cuctonHa QyHKIUSA

EXOKapI[I/IOFpaq)I/IHTa € MCTOA Ha I/I360p 34 OCHKA Ha MalfUCHTHU C KapIUHOM — IIPEaU , 10 BPEMEC
" CJICA IPUKIIIOYBAHC Ha TCparurAaTa.

W3ucksaneto 3a m3mepBane Ha JIK ®U% TpsOBa na ObJe OCHIIECTBEH C HAM-TOOpHS METO,
BB3MOXKEH 3a exokapauorpadckarta saboparopusi (TpUHU3MEpHATa exokapauorpadgus e 3a
MPEANOYUTAHE )

[Tpu m3non3BaHe Ha JABypa3MepHaTa exokapauorpadus ce npeamnounta Meto] Ha CUMICHH OT
anuKaaHa MO3ULUs JBYKYXUHEH Cpe3.



JIK ®1% tpsidBa na ce komOuHMpa ¢ m3umnciasiBane Ha wall motion unaexc. ( WMSI)

[Tpu HEBB3MOXKHOCT 32 OIICHKA Ha ritodaeH JoHrutyauHaieH crpeitd (GLS) ot speckle tracking
exokapauorpadusara, ce MpenopbuBa KOJINYECTBEHA OlleHKa Ha riobanHara JIK nonrurynunanna
¢bynkuus upe3 M- Moxa exokapauorpadusTa — npeMecTBaHe Ha MHUTPAJICH KJareH MPbCTEH —
MAPCE wnnu wim nukoBa cuctosHa ckopoct (s”) ot TDI

JIK ®U % oueHeHa oT ABypa3MepHaTa exokapauorpadusi 4ecTo € HeJoCTaThyHa 3a OLICHKa Ha
MajkuTe npomenu B JIK KOHTpaKTUIIHOCT.

JmacronHa (bVHKHI/IH

He3zaBucumo, ye napameTpuTe 3a OlleHKa Ha quactoinHara ¢pyHkuus Ha JIK HImMar nporaoctTuyHa
CTOMHOCT 10 OTHOIIEHHE Ha KapAMOTOKCHYHOCTTA, OLIEHKATa Ha JAMAcTOJHAaTa (DyHKIUS ce
U3M0JI3Ba 3a IPaJUpaHe Ha TEKECTTa Ha JAMACTOJIHATA JUCQYHKIMSA, KAKTO U ONpENeIsHE Ha
HaJIAraHeTo Ha meiHeHe Ha JIK npu Te3n nauueHTy.

DyHKIMS HA JICHA KaMmepa.

Anamm3pt Ha JIK mucyHKIUS TmpU ManueHTUTe Ciie] XUMHOTEpanmus HAMa MPOTHUCTUYCH
XapakTep, HO KOJIMYECTBEHATa OIICHKA Ha JIECHUTE KyXWHU U (YHKIMS CE€ MIpOCIeNsiBa INpU
BbBIMYaHe Ha [IK B cucTeMHMs IpoLiec Ha OHKOJIOTHYHOTO 3a00JIBaHE.

Knamnau 6051ecTH .

C’bp,I[CLIHI/ITC KJIAIIh C€ aHaJIu3upar € 0c00EHO BHUMAaHHUE IIpH NAUCHTHUTC HAa XEMOTCPAIInA.

[TarnrieHTH ¢ ycTaHOBEHW HACTBIIMIIM IPOMEHHU B KJIAITHUS arapar 1o BpeMe Ha XeMOTeparus ce
peaHanM3upaT MO BpeMe Ha ILEJHs TEepHOJ Ha JICYeHHE W CIlIe]] NPUKIIOYBAHE HAa Kypca OT
XeMOTepamnus , KaTo ce IMpocieasiBaT pa3Mepu U TPAJAMEHTH Ha CTEHOTHYEH OTBOD, CTEMEH Ha
KJIanHa perypruraiusa. Yectora Ha peryJspHUTE MPErJeau C€ OCBIIECTBIBA B 3aBUCUMOCT OT
CTETeHTa Ha 3acaraHe Ha KJIamHus armapaT cnopea PrkoBoacTBaTa Ha EBpomneiickaTa aconnanus
1o oOpa3Ha nquarHoctuka (2014) .

Ilepukapaaa OoJiecr.

Hanmune na NnepuKapaHa oonect IIpHU NaOUCHTUTE C KAPIUUHOM C€ aConrpa ¢ HAJIMYHU ChbpACYHU
METAaCTa3u UJIH B CICACTBUC HA IIPOBCACHA XEMOTCPpAIIHA / paguoTeparus.

CreneHHa Ha MEpUKapIHUS U3JIUB CE€ ONpeness KOJWYECTBEHO M ce KBaluduuupa cropen
IIPOBEJICHUTE CTaHJApPTH.

Exokapauorpadckute u Jlomiep METOIM 3a OLCHKA Ha HAJIM4YME HAa TaMIIOHaJa TpsOBa aa ce
aHaJIM3UPAT BHUMATEIIHO, 0COOEHO MPU HAJIM4ME Ha MAIIMTHEHA IeHe3a Ha IepUKapIHUs U3ITUB.

SIMP ce npuara npu MaMeHTH 3a OIIEHKAa Ha BEPOSATEH IbPBUYECH MTPOIIEC, AaHTAKUPALLl IEPUKAP/IA,
KaKTO ¥ 32 OTAU(EPEeHIIMPaHe OT KOHCTPUKTUBEH MEPUKAPINT, CIIE/ eKCIIEPTHA eX0oKapauorpadcka
OLICHKA.

TpumsmepHa exokapauorpabus (3DE )

3DE e npenmnounTtan MeTO[ 3a aHainu3 U MoHuTopupane Ha JIK (yHKIuMS npu manueHTu cien
xemorepanus u npu cbMHeHue 3a CXKT. IlpenumcTBoTo € B mo-1006pust 06pa3 v MOBTOPSEMOCT
Ha pe3yarature npu Monutopupanata ¢ 3DE JIK ©%.



OcspliecTBsiBa ce OT EKCHepTH U Jo0pe TpeHUpaHH B TPUU3MEpHATa exokapauorpadus
CTICIIUATICTH —KapIHOJIO3H, JJUMHUTHPAIIO 00CTOATENICTBO € M3UCKBAHETO 33 JOOPO Ka4eCTBO Ha
aHWJTU3UpPaHUs 00pa3, KOeTo TpsOBa Ja ce MMa B MPEABHJ MPH MAIHUEHTUTE C OHKOJIOTUYHU
3a00JIBaHMS.

KOHTDaCTHa exomp,uuorpadmsl

[TpunoxeHnero Ha KOHTPACTHATA eXOKapAHOTpadust HaMHUpa MOTEHIMAT P MPU NAIMEHTHTE
cllel XeMoTepanusl IIpU Hel0CTaThbuHO J00Bp 00pa3 Ha aHaIM3KUpaHu cermeHTu Ha JIK.

CerinacHo mocneanute PwkoBomctBa (2013) ce mpenopbyBa H3MOJA3BaHE HAa KOHTPACT IPH
Heno0po n300pa3sBaHe HA TIOHE 2 ChCEIHU CETMEHTA OT allMKaHa IMO3UIIUS.

Konpacrhara exokapauorpadus He ce npernopbuBa npu 3DE 3a npocnensiBane Ha MaliMeHTUTE
ClIe]l XeMOTeparus.

Ctpec CXOKaD,I[I/IOFDad)I/IH.

Crpec exokapauorpadusara ce NpernopbyBa NPU NALMEHTH C NOTCHIMAIHA WIM BEpPHUATHA
KOpoHapHa O0o0JecT, KOraTo KOHBELIHOHAJTHATa exokapauorpadus € HeIOCTaTbYHO WIIN
HEHWHTEpIpeTepyeMa Py MalMeHTH, IPOBEXK/IAJIN JICUCHUE C areHTH, KOUTO MOTaT Jia MPUYUHSAT
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
MPUJIOKEHNE HA AaHTPAKLUKIMHYU € CBbpP3aHa C BUCOK PUCK OT ChPJICYHO Ch/IOBU MHIIHICHTH.

HezaBucumo ycranoBenara ot Jlomiep u ThkaHeH Jlomiep HayanHa AMAcToNIHA TUCHYHKIUS TpU
NAIMEeHTUTE Ha XEeMOTEepanus, T He BUHAru Moxe Ja 0bJie MPOrHOCTHYHA 110 OTHOIIEHUTE Ha
CXKT.

Muoxkapnnata nedopmanus (strain) aHaau3upaHa OT JABypa3MepHa exokapauorpadus upes
metona Ha Speckle tracking e mpeanodynTaH METO/1 Ha aHAJIN3, YTBBP/IEH B KIIMHUYHATA IPAKTHKA,
BKJIIOUUTCIIHO W IIpU HOPOCIICAABAHC Ha MNAOUCHTH CJICA XCMOTEpalus. I'moGanausT
JIOHTUTYIUHANIEH CTPEeWH € ONTHMAJIHMAT HapaMeThp 3a aHalW3 Ha paHHa cyOkiauHuuHa JIK

JUCQHYHKITHS .

[IpenopbuBa ce n3cienBaHUATA Ha CTPEMHA IO BpEME Ha XEMOTEpaIus Ja C€ ChIOCTAaBAT C
II'bPBOHAYAIIHUSA JIOHTUTYJUHAIEH CTPEHH INpeau CTapTUpaHe Ha jedeHueto. [Ipu nmanuenTtu c
HAJIMYCH IMbPBOHAYAJICH rio0aneH JIOHTUTYAWHAJICH CTprIH , pC€iIaTuBHATA pCAYKIUA B XO4a Ha
xemoTepanus ¢ < 8% MoAnexaT Ha PellOBHO IpocieasBaHe, KaKTO U CTOWHOCTH Ha Iiio0ajieH
CTpelH penyuupanu ¢ > 15% oT mbpBOHaYaIHaTa C€ CUMUTAT 3a MaTOJIOTHYHU.

[Ipu nocneasiBaHe Ha MAIIMEHTUTE C KAPLUKUHOM MO OTHOIIEHUE Ha MOKAa3aTeINTe 3a MUOKapIHa
nedopMalus ce MpenopbuBa OCHIIECTBIHETO UM Ja ObJie Ha elHA U ChIa exokapauorpadcka
MamuHa uinu off-line ananu3sT Aa 6b1e ¢ enuH codryep. B mporokona ce orbens3BaT THUTE
MpeAU U CIie]] XeMOoTepanus, HopsIbK Ha Kypca, KOMTO MalueThT NPEMUHABA.

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 HajiraHeTo Ha meiHeHe 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 KJaneH amapar u oreHka Ha JIK

byHKIH.

[TpunoxeHneTo Ha raMa-KaMepuTe KaTo HeMHBa3MBEH MeTo[ 3a oneHka Ha JIK ¢yHkuus e Bce
OlIe B MPOLIEC HA CTaHJapTH3UPAHE.

Copaeunust SIMP e 3naren cranmapt 3a onenka Ha JIK u JIK o6emu u JIK ®N%. OcHOBHOTO
OTpaHMYEHHUE € JOCTBIIHOCTTA J0 METOJMKAaTa M BCE OIIe HEJOCTaThbuyHO OOYy4YeH IepCoHall,
paborem B Tazu obxnact. IIpenopbyBa ce mpu MPEeKbCHATO JICYEHUE C areHTU C BHCOK PHUCK 3a
KapJHOTOKCHYHOCT, ~KOTaTO pEe3yJATaTUTe OT JIBypasMepHaTa exokapauorpadus ca
HesanoBoautennu 3a JIK ®U % .

[IpenoppyBa ce npu NpociaeaIBaHETO HA MAIMEHTUTE J1a CE U3IM0JI3BA €IHA U ChIlla TEXHUKA IIPU
onenka Ha JIK ¢pynkius ¢ IMP.



43. TIOBEJAEHME ITPU OCTPU AJIEPTHYHU U UHOY3UNOHHU
PEAKIIUU OT TAPEHTEPAJIHO IIPUJIOXEHUE HA
INPOTUBOTYMOPHMU JIEKAPCTBA

Onpenenenne. OcTpuTe alepruyHu peakiuy B MEAUIIMHCKATAa OHKOJIOTUA ce JeduHUpaT KaTo
peakuuu Ha cBpbxuyBcTBUTENHOCT (PCY) or mmyHen Tun. PasznuyaBaT ce OT octpute
unpysunonnu peakuuu (OUP), kouTo ce nbmKaT WM Ha HEMOHOCUMOCT (MPEABUAMMHU, MPU
HOPMAaJHO JO3upaHe, mopaau (apMaKOJIOTUYHA AaKTUBHOCT Ha JICKApCTBOTO), WU Ha
UIMOCHUHKpa3us (HEMpeABUANMH, NMOPAau WHIUBUAYAIHO MPEAPA3INONI0KEHUE, HAMP. €H3UMEH
nedexr). OT KIMHUYHA TJIeHA TOYKA € TI0-yJ00HO Ja e M3MOI3Ba 001 TEPMUH

PCY/OUP, no BuHaru TpsiOBa Aa ce pasrpaHU4aBaT CICAHUTE JABOMKU KaTETOPUH: JIEKapCTBEHA
asleprusi — rncesjoaneprus, peakuus tan I — peakuus tun 1V, anapunakcus — aHapuiIakTonHa
peakuusl.

[TaTorenesa u KIMHUYHO NpencTaBsiHe. B marorenesara ma PCY yuacTBaT HSKOM THUIIOBE Ha
umyHHHU peaknun (o Gell and Coombs), Ho npeau Bcuuko tun [ (menuupana ot IgE) u tun IV
(KIeThUHO-MEANUPAHA, C YUaCTHE Ha IMTOKUHU U KomIuieMeHT). Criopen EBpomneiickara mpexa 3a
nexkapctBena aneprus (ENDA) PCY ce knacudunupar Ha HEMOCPEICTBEHH U OMOCPEICTBEHHU.
Henocpeacreenute PCY BB3HMKBAT [0 €QUH Yac OT HAYaJOTO HA NPWIOKEHHETO U CE
JEMOHCTPUpPAT KIMHUYHO KAaTO ypTUKApHUS, AaHTHOEAEM, pHUHUT, KOHIOHKTUBUT, WJIH
OpoHXOCHa3bM; OMOCPEACTBEHUTE c€ MaHU(ECTUpAT ClieA MOBEYe OT €AMH Yac M BKIIOYBAT
MPEIMMHO KOXXHU CHMIITOMH (MakyJIOHamyjiao3eH OOpWB, BAaCKYJIUTH, TOKCHYHA EMuiepMaiHa
HEKpo3a, CHHIpOM Ha Stevens-Johnson) u eozunoduiust. Texecrra Ha PCY ce kiacudunmpa B et
crenenu: (1) creneH | (Jeka) — TOKaIHA peakius, MPEeXoJHO 3aUepBsIBaHe, JIEKapCTBEHA TPecKa J10
38° C; (ii) cremen 2 (ymepeHa) — 3auepBsiBaHE, JIEK OpOHXOCHAa3bM, OOpUB, YPTHKApHS, 3aIyX,
nekapcTBeHa Tpecka Haj 38° C; (iii) creneH 3 (TeXKa) — CPEAHO M3pa3eH OPOHXOCHA3bM, TEKKA
JIOKaJIHA PEeaKIns, CepyMHa OO0JIECT, aIePTUYEeH OTOK/aHTHOCIEM, apTeprallHa XUIIOTOHHUS;

(iv) creren 4 (>kMBOTO3acTpaIllaBaIia)

— anadunakcus; (v) creneH 5 — cMmbpT. PuckoBu ¢akxropu 3a PCY ca moBTOpHO NpUIOKEHUE HA
AHTUTYMOPHO JIEKapCTBO, MpEepa3NojoKeHue (aronusi) M aHamHe3a (BKI. M (aMuiHa) 3a
JIeKapCTBEHA ajeprusl.

[Ipemenukanus w/unu npeseHuus. Ha (Tabn. 1) e mpencraBeHa decroTara, maToreHasaTta U
KJIMHUYHOTO npoTtnuyaHe Ha PCY oT Hali-yecTo M3MOI3BaHUTE HUTOTOKCUYHM M MOHOKJIOHAJIHU
MMPOTUBOTYMOPHH JICKAPCTBA, 3a€AHO C MPEIOpbUBaHaTa NPEMECANKAINA UIIW ITPECBCHI M.

Tepanestuuno noeaeHue. [loBenennero npu PCUY/OUP usuckBa cienHuTe ceaem 3aabIKUTETHI
CThIKU: (1) ciMpaHe Ha WHQY3UATa; (i1) ONMpeaeNsHe Ha HAIbJIHEHOCT Ha IyJica U CHCTOJIUYHO
aprepuaiHo HayusArane (> 90 mm Hg); (ii1) mocTtaBsiHe Ha MalMEHTa B MOJIOKEHUE JIETHAN 110 IPbo
(ako JMIICBa 3a/lyX W MOBpbBILAHE); (1V) MPHU TEXKKA CTENEH — Bpb3Ka C PEaHUMATOp U BKIIIOYBAHE
Ha epinephrine; (V) moaxbp’kaHe Ha MPOXOAMMHU JUXATEIHM MBTHUINA, OOCHXKJAAHE Ha HazajaHa
KHCIopoaoTepanus; (vi) MOHUTOpUpaHE Ha >KM3HEHUTE IOKa3aTelnu Ipe3 JBe MHHYTH [0
JIOCTUTaHe Ha U3XOJIHU (HOPMAaJIHU) CTOMHOCTH;

(vil) mokyMeHTHpaHe Ha MEPOIIPUSATHITA B UCTOPUSATA Ha 3a00JISIBAHETO.

JlexapcTBeHa aecencuOmmm3anus. O0ckxaa ce cien perucrpupane Ha PCU/OUP. Tlpunara ce
camo nipu PCY, menuupana ot IgE. [TaroreneTnvno ce nenu neceHCHOUIM3aIus Ha MacTOIUTHUTE,
KOSITO OCHUTYpsIBa CBCTOSHME Ha JleKapcTBeH TonepaHc. l[lociaennuar obade e oOpaTuM.
KimHIYHOTO MpakTUKyBaHE HA JIEKAPCTBEHA JIECEHCUOMIN3AINS € MYATHAUCITUIUTMNHAPEH TTPOoIiec
Y WU3UCKBA HAJIMYKME Ha onmMTeH aneproior. Ilpunara ce B 1Be



Pa3sHOBUIHOCTH: KOHBEHIIMOHANHA W JieKapcTBeHO crnenuduyna. JlekapcTBeHo crnennduyHara
M3I0JI3Ba ONPOCTEHU CTaHJAPTHH CXEMH 3a TNpHApYKaBalla MeIUKalus, KakBaTo € TasH 3a
paclitaxel nHampumep.

KoHBeHIIMOHAMHATA IECEHCUOUIM3AIINS CE OCHILECTBIBA YpE3 MOKAYBAHE HA T.HAP. UHTPABEHO3HA
ckopoct Ha uHOy3us (Kin), kosTo e hapmakokuHeTHYEH ToKa3arel. JlepuHupa ce KaTo xejaaHa
CKOpOCT (B MIJIMJIUTPHU 32 Yac WIIM KalKH 3a MUHYTA), IPU KOSATO €IHO JIEKApCTBO TPsiOBa /1a ce
IpuJIara 3a MoCTUraHe Ha PaBHOBECHO ChCTOSIHUE Ha (pUKCHpaHa /103a C JI0Ka3aHa TepareBTHIHA
epexTuBHOCT. M3uncisiBa ce Karo cTanroHapHa KOHIEHTpalus B miazMata (Css), yMHOXKEHa 110
kaupbHCca (Cl): Kin = Css x Cl.

Tabnuma 1. [TaToreHeTHYHO U KIMHUYHO TPEICTABCHE HA AIEPTUYHHU ¥ MHPY3MOHHU PEAKIIUU OT
Hai-4eCTO U3IOJI3BaHU MMAPEHTEPAHN POTUBOTYMOPHH JiekapceTBa (1o M. Joerger, ESMO 2016).

Jlekapcte | YectoTa IMatorenes | Kiimnnuno | [pemenuxamu/mpe | O0chbkIaHe
a Ha PCY a Ha PCY NMpPeACTaBsl | BEHUMs
He
[{uroToKCHYHU
[ImaTnHOBUM conu
Cisplatin Jlexa — | Umynna MunyTu - OOcwxaane
0.4%, peaKIst clen Ha
TEKKa tun | (IV). | mHagano Ha JeCeHCHOM-
—0.8%. uHQy3us, au3anus, ako
OOMKHUBEH JIEKapCTBOTO
ocinen> 6 €  OCHOBHO;
Kypca. KOXEH  TeCT
HE e
HaJISKICH.
Carboplatin | Ymepena | mynHa Munytu o | H1/H2 - 6nokepw, [MpeBkirouBa
—19%, peaxuus JIeH  clel | KOPTUKOCTEPOUIH, HE KBM
texkka  — | tan | (IV). | Havano Ha | GaBHa uH(DY3Hs Cisplatin mpu
2%. uHOy3us, TEXKH  CIy-
OOMKHOBEH yau;
o ciuex 8 HaJIeXKIeH
Kypca. KO>KEH TECT.
Oxaliplatin | Ymepena— | myHHa MunyTn H1/H2 - Grokepw, Judepenimp
25%, peaxiust cren KOPTUKOCTEPOUAM, | aHE  MEXAY
texxka  — | tun | (Il). | Havanmo Ha | 6GaBHa nH(QY3Ms. ocTpa
1%. uHOy3us, HEBPOTOKCUY
OOMKHOBEH Hoct u PCUY;
ocuexn 7-8 HaJIeXKIeH
Kypca. KOKEH TECT.
Taxcanu 30%/<4% | Ocoboxna | [TepBu [Tepopanendexamet | Judepeniup
BaHe Ha | muHyTH OT | hason e  (-12/-6 | ane Mex- 1y
pH XucTtamuH, | uHQy-3ud, | yaca), BeHozeH H1 u | PCU oT
MAlMEHTH | MPEANU3BHUKA | IBPBU 2 | H2-610kep (-30 | Takcan wim
6e3/che HO OT | Kypca. MUH.); TPUJHEBHA | IUIATUHA IIPH




npeMeKa | pa3TBOpUTE HPEBEHLIUS ¢ | KoMOUHUpaHe
TTHIS. 1 (ue IgE); dexamethasone mpu | ;
KPBCTOCaHA Docetaxel IPEBKITIOYBAH
PEaKTUBHOC € KbM nab-
T Paclitaxel
—90%.
[Momoduno | 6-41% [IppBUYHO | — baBna undy3us
IpeaAn3BUKa
- TOKCUHH HO oT
pa3TBOpUTE
7,  BHCOKA
KpbCTOCaHa
PEaKTUBHOC
T
AHTpanuki | — HNmynna Jlexkn baBHa nndy3us. [IpeBkirouBa
UHU peakuus KOKHH He KbM
tun | (IV). | cumnromu JIMITO30MaJIeH
doxorubicin
Antudona | Penku, Ho | MmyHHa Hsxkonko — -
TH NOTEHLUANl | peakuus IHA  clef
Metothrexa | Ho Texxku | tun | (IV). | npu-
tee JIOKEHHE —
OCTBp
ITHEB-
MOHHT,
ocTpa
YepHOI-
poOHa
HeJI0CTaThy
HOCT
MoHokI0H
aTHU
aHTHUTENA
Xumepnun | 1-40%, Anepruuna | ITo Bpeme | IlpekparsBanena OO6cwxaane
u, npenumuo | (IgE), Ha  TbBpBa | HHQY3HATA, Ha
XYMaHU3Up | IpU aHTH- | HEaJlepruyH | aljiMKauus | [MpujlaraHe Ha | JleceHCHOmIN
aHW, TBJTHO | MHUIIN a - paracetamol u H2- | 3ammst ~ wim
XYMaHU3UP (unTokuH- | OpoHXOCHa- | GJIOKep; 0aBHa | U304r- BaHe;
aHU, aHTH- MeauupaHa) | 3bM, 3aayX, | MH]y3us. MIPEBKIIIOYBAH
MHIIA apTepHaIHa € OT BEHO3€EH
XHUITOTOHUSI. KBbM

IIOAKOXCH
Trastuzumab
580041 MEXIay
Cetuximab-
Panitumumab




44. TIOBEJIEHMUE I1PH EKCTPABA3AIIUA HA
ITPOTUBOTYMOPHMU JIEKAPCTBA

Omnpenenenue. ExcrpaBazanusra Ha MapeHTEPATHU TPOTUBOTYMOPHH Pa3TBOPH ce AepHuHUpa KaTo
MHIUJIEHTHO U3THYaHE Ha JIEKaPCTBEHO BELIECTBO OT TEXHUYECKH OIPEIENICHUsI My y4acThK (BEeHa)
B OKOJIHUTE THKaHH, NPUUYMHSABANKK YBpeXIaHUS. B 3aBHCHMOCT OT XMMHUYECKUS CBhCTaB Ha
eKCTpaBa3aTa CTEIICHTa Ha ThKaHHU HAPYIIEHUS MOXeE J1a Bapupa OT JeKa KOXKHa peaKIys 10 TeXKa
HEKpO3a.

TumoBe excrpaBazanuu. Cropen TNOTEHIMAda CU Ja NPUYMHABAT YBPEKJaHE HA THKAHUTE
IPOTUBOTYMOPHHUTE JIEKapCTBa C€ TPYNHpPAT B TPU KATETOPUH: HEBE3UKAHTH, UPUTAHTH U BE3UKAHTH.
Hesesukanture (bleomycin, gemcitabine, Metothrexatee, pemetrexed, MOHOKIIOHATHU aHTUTEIIA) HE
NPUYMHSBAT YIILEPAIHH, PSIJIKO BOJIAT 0 OCTPa peakiys K 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 BeHaTa (ChC WK 03 Bh3MAJIEHUE), HO B MHOTO TOJISIMO KOJIMYECTBO MOTAT J1a UMaT
U yJLEPOTreHeH MoTeHIHaN. Be3nkanTuTe (aHTpalMKIMHY, aTKWIMPAIIN 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 B&aHara Cjicna
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 MOXKC ga CC IIOCJICABA OT 3aU4CPBABAHC 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 mnoBenenue. Ilpum perucTpupaHe Ha eKCTpaBaszalusi He3a0aBHO Ce€ 3aroyYBar
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.
[ToctaBu cTEpUITHU PHKABUIIH.

Pa3unenn wuH(dy3noHHaTa cHCTEeMa WIM CHPHUHIIOBKA OT BEHO3HHSA JOCTHI (BEHOKAaT, WIJIA).
Mapxkupaii MACTOTO Ha €KCTpaBa3alys C BOJOYCTONYUB MapKep.

CrpuiieHn NeTKyOMKOBa CIPUHIIOBKA KbM BEHO3HHS JOCTHI M acCUpUpail OT IUTOCTATHKA, KOJKOTO
e Bb3MOKHO. He ynpaxHsBail HaTUCK BbpXY OOJIacTTa Ha eKCTpaBa3allys, JIOKaTO MpaBHII TOBA.
Nwmaii Ha pa3mnosiokeHre TOMbIHUTENHA CHPUHIIOBKA M ChJl 34 MHPEKTUPAHU OTHAAbLU. 3aTBOPU
BEHO3HUSA JOCTBII C TAIIUYKATa MY.

C enHOKyOMKOBa CHPUHIIOBKA AacHUpHpaidl BCUYKM TOAYTHHHU, oOpa3yBaHM B oOjacTra Ha
excTpaBa3zamusiTa. M3mon3Baii HOBa CTepHUIIHA UTJIA 32 BCAKO YOOXKIaHe.

[ToBaurHM 1 UMOOMIIM3UPAI 3aCETHATUS KPAaHHUK.

Koncynrtupaii ce ¢ tabnunara 3a crnenupuyaure antunotu (Ta6m. 1,). [punoxu antunora npes
BEHO3HUS JIOCTHII, aKO OLIE € Ha MSACTOTO My. AKO BEHOZHMST JOCTBI € CHET, MJIM aKO € MOKa3aHo
UHQUATpUpPaHE HA TOPA3EHUS YUaCThK, MPUIIOKHU aHTU0TA MIOJKOKHO B 3B€3/1000pa3Ha hopMa — OT
nepugepuara KbM LHEHThpa Ha 00J1acTTa Ha EKCTpaBazalusl.

Axo e Hanmie c1abd KOXKeH epuTeM, IPUIIOKH J[Ba ITTH JHEBHO Hama3BaHe ¢ Hydrocortisone 1%
KpEM.



[Toxpuii ydacTbka Ha eKCTpaBa3allysi ChC CTEPUIIHA MapJis U s pUKCHpaii ¢ IeBKOIUIACT.

C m3KiroueHue Ha eKcTpaBa3aluy OT BUHKA AJIKAJIOMIH, B NPOJBIDKEHUE HA TPHU JHHU IOCTABSM
BBPXY IIOPA3€HUs YUacThK MaKeTue C Jea — 4 I'bTH JHEBHO 3a 10 15 MuHyTH.

B ciydaii Ha excTpaBasanus oT BUHKa-aiukanonau u Etoposide mocTaBu BbpxXy NOpa3eHUs y4acThK
[IaKeTye C TOIIA BOJA

— €IHOKPAaTHO B IPOABDKEHNE Ha 60 MUHYTH.
JIOKyMEHTHUpail eKCTpaBa3aluaTa B UCTOpUATA Ha 3a00JIsIBaHE.

Buumarenno naOnrofaBail MACTOTO Ha €KCTpaBa3alusi M IpH MOsiIBA HAa ThKaHHA HEKPO3a
KOHCYJITUpAi € INIACTUYEH XUPYPT 3a ONEPATUBHO OTCTPAHSABAHE HA HEKPOTUYHUTE ThKAHMU.

Ta6muma 2. CrnenuduuHy aHTUIOTH NTPU eKCcTpaBasarus Ha nuroctatun (o Y. Wengstrom et
al., Extravasation Guidelines 2015).

HurocraTuk AHTHAOT

Cisplatin Ipunaraii 14 g xommpecu ¢ Dimethyl sulphoxide 99% (DMSO) cse
Doxorubicine CTEepUJICH MMaMyK Ha BCEKH 4 yaca.

Epirubicine [Mpunaraii 3 nau dexrazoxane (Savene) 1.V. — 1000 mg/m2 nen 1, 2 u
Ifosfamide 500 mg/m2 new 3.

Mitomycin-C [Tpunaraii 1oKaTHO OXJIaXKIaHE 3a YCIIOKOCHUE Ha OOJKaTa.
Mitoxantrone [Mpu ynuepanus npunoxu granulocyte colony-stimulating factor (G-

CSF) — o 1 dnakon cenmuuno S.C. (3 ceqmuiin).

Etoposide Wudunrpupait yuacrska cbe 150 IU Hyaluronidase.

Vinblastine

Vincristine [TocraBsit maketye ¢ Tomiaa Boja 4 mbTH JHEBHO 3a 1Mo 20 MUHYTH.
Vinorelbine

Carmustine Wudunrpupaii yaactbka cse 150 U Hyaluronidase.

Docetaxel

Paclitaxel IMTpunaraii 1okagHO OXJIaXIaHE 3a YCIIOKOCHHE Ha OoJKara.
Carboplatin Wudunrpupaii yaacrbka ¢ 5 ml Sodium thiosulfate (0.16 M pastsop).

Cyclophosphamide
Dacarbazine
Oxaliplatin




45. INOBEJAEHME ITPU BEHO3EH TPOMBOEMBOJIN3BM

Emmnemuosnorusa

Benozuusar tpomboembommu3bsm (BTE) e enna or Haii-BaXHMTE MPUYUHM 32 3a00J€BAEMOCT H
CMBPTHOCT NP OHKOJIOTMYHHUTE MalMeHTu. J[BeronuniHara KymyJaTuBHa BepostHOCcT 3a BTE e
mexay 0,8 u 8%.

Haii-Bucoka exnoroaumHa BepossTHOCT 32 BTE uMar manuenTuTe ¢ aBaHcupasno 3a0oiisiBaHe Ha
MO3bKa, Oenus 1po0, MaTkaTa, MUKOYHUS MEXYp, MaHKpeaca, cTomaxa u ObOperuTe.

UYecrorata Ha BTE npu meracrazupasio 3abonsBane € 4 10 13 mbTu 10O-BUCOKA, CPaBHEHA C
JOKAIN3UPaHO 3a00IIBaHE.

Pucksbt 3a penunuupania BTE e Hail-BUCOK npe3 IbpBUTE MECEIM CJIEe]T TOCTAaBsIHE HA AUarHo3ara.

IIo Bpeme Ha XMMMOTEpanus OHKOJIOTMYHUTE MALMEHTH MMAT 7 I'bTU MO-BUCOK pucK 3a BTE,
CPaBHEHO C OCTAHAJIUTE MALIMEHTH.

OHKOJIOTUYHUTE TaIllMeHTH HUMAaT 3 THTH MO-BUCOK pHUCK 3a peuunuB Ha BTE, cpaBheno ¢
OCTaHAJIUTE NaUeHTH.5,4% OT XOCHUTAIIU3UPAHUTE NALMEHTH, TPOCIIEACHU 3a 8-TOAMILEH EPUO],
pasBuBat BTE.

Okono 25% OT BCHMYKM OHKOJIOTMYHHM ITAIIMCHTH HMMAT TPOMOOTHYEH WHIMACHT B XOJa Ha
3a00JIsIBAHETO.

Oxomno 10% ot manmentute ¢ unuonatnuna BTE ce auarnocTunupar ¢ pak B cieasammre 1 1o 2
TOJIUHU.

[TarueHTHTE HA JICUCHUE C AHTUAHTHOTCHHH JICKAPCTBEHH MPOIYKTH (OeBanu3ymad, TauJOMHU]I,
JICHATMOMHUT) PUCKBT OT TPOMOO3H € peIaTHBHO MOBHILIEH, KaTo Mpu O6eBannu3ymad nqoctura 33%.
[TaniuenTHTE C paKk HA MJIEYHATA *kJI€3a, KOUTO MOydaBaT TaMokcuden, umar 1,5 1o 7,1 mbtH no-
BHCOK PHUCK OT Tpombo3a.

Knunnunu puckoBu (pakTopu M TOUKOB MPEAUKATUBEH MOJEN Ha cBbp3aHa ¢ xumuorepanus BTE
npu amOynatopuu nauueHTH (o Khorana)

PuckoBu (hakropu criopes TyMopHaTa JIOKaTHU3aIIHs:
- MHoro BHCOK pUCK (cTOMax, maHKpeac) — SCOre 2.
- Bucoxk puck (651 1po6, 1uM(poM, THHEKOJIIOTUYHU U YPOT'€HUTAIHU HEOIIa3Uu ) -
score 1.
- Hucok puck (repia, KOJIopeKkTaieH KapliMHOM; IJlaBa U 1us) - score 1.

XeMaTOJIOTUYHH U CBBbP3aHU C MMallMEeHTa PUCKOBU (PaKTOPH:

- TpombGomuTu npenu xumuotepanus > 350 '/ - score 1.

- Xemorno6uH moxa 100 r/n n/vunm npuiokeHne Ha epUTPOIIOSTHH - Score 1.
- JleBkornutu npenu xumuotepanus Hanx 1117/1 - score 1.

- BMI (body mass index) > 35 - score 1.



PuckoBu rpynu — ToukoBa cucrema Ha Khorana u uecrora Ha cumnromatiuuna BTE:

- Hucsk puck - score 0: yecrora 0,3-1,5%.
- Wurtepmenuepen puck - score 1 unu 2: gyectora 1,8-4,8%.
- Bucok puck - score > 3: gectora Ha 6,7-12,9%.

JUATHOCTUKA HA  ABJBOKATA BEHO3HA TPOMBO3A W HA
BEJOJAPOBHATA TPOMBOEMBOJIUSA — ITPUHITUIIN

Juarnosara Ha 1bia0okaTra BeHo3Ha Tpombo3a ([IBT) u 6enoapodnara tpomboemobomnus (bTE) ce
OCHOBaBa IJIaBHO Ha KIIMHUYHUTE JaHHU, U3Cie/IBaHeTo 3a D-nuMepn u oOpa3HaTa AMarHoCTHKa.
KimrouoBa 3a pokaszBanero Ha [IBT m BTE e oOpa3nara mmarHocTuka. YITpa3ByKOBOTO
U3CJIe/IBaHE € 371aTeH CTaHAapT B AuarHoctukara Ha JIBT c uyBcTBUTENIHOCT

89 1o 100% u cnerupuynoct 86 10 100%, ocobeHo mpu MPOKCUMAIHU JIoKanu3auu. KommoTsp
Tomorpadckara BeHOrpadus € apyra JUarHOCTUYHA OIIHUS, HO TS HE € IbPBHU H300p MOpau
WHBAa3MBHOCTTA W pPHUCKAa OT U3MOJ3BAaHETO Ha HOJEH KOHTpacT. MarHUTHOpEe30HAacHaTa
BeHorpadus MpeocTaBs OTIWYHA BU3yalu3alus Ha BEHUTE B MAJIKHUS Ta3, HO € HeJOCThIIHA U
ckbra. BentunanuonHo-nepdy3rnonHata cuuHTUrpadus Ha Oenure ApoOOBE W MyJIMOHAIHATA
anruorpadus UrpasT JIMArHOCTUYHA POJIsl, HO BEYE C€ M3MECTBAT OT HOBH TEXHHKHU. XEJIHKC
KOMITIOThPHATA MyJIMOHAIHaTa aHrHorpadus e AuarHoctuyeH tect Ha u3dop mnpu bTE.

CHGI{Ba Aa Cc€ uMa MpeaABU A, Y€ IOJOKHUTCIICH TCCT 3a D-I[I/IMepI/I MOJKC Oa nMa IIpyu HEOIlJ1a3us,
AUCCMUHHPAaHa NHTpAaBa3aJIHA KOoaryjianus, 6peMeHHOCT, I/IH(beKLII/IH H IIOCTOIICPATHUBHO.

Wells ToukoBa cucreMa — MMarHOCTHYHY KJIWHWYHYN Kputepuu 32 BTE:
Kinuuanyau nanau:
- Awnamnesa 3a npeaxoana bTE unu BTE: score 1,5

- Coppaeuna yecrora > 100 ymapa/mun: score 1,5

- Xupypruuecka WHTCPBEHIIMS WM UMOOHIIM3AIUS TIPe3 MOCIeAHUTE 4 CenMUIl: SCOre
15

- XemonTtu3a: score 1

- AxTuBHa Heoriasus: score 1

- Knmuanunum nanau 3a 16100ka BeHo3Ha Tpombo3a (JIBT): score 3

- AnrepHaTHBHA JMarHo3a c mo-maika BeposTHocT 3a BTE: score 3
Knunnyna BepostHoct 3a BTE:
- BepositHa BTE: score >4

- HeseposTHa BTE: score <4
TpanunMOHHA OLIEHKA HA BEPOSTHOCTUTE:
- Bucoxka: score >6

- Cpenna: score 2-6
- Hucka: score <2

ITanmentute cbe score >4 umart 28 10 52% 3a BTE. TakuBa manueHT ce U3CiIeaBaT ¢ IOIXOAAIIa
o0Opa3Ha TMarHOCTHKA, a MAIMEHTUTE C HUCHK Score TpsiOBa J1a ce cTpaTHU(UIIUpPAT C TECTBAHE 3a
D-numepn.

ITPODPUNIIAKTUKA HA BEHO3HATA TPOMBOEMBOJINA

JlBa TepaneBTUYHM IOJX0/1a 3a NepuoneparuBHa npodunaktrka Ha BTE:



@dapmakonornyHa NpoQUIAKTHKA C HHCKOMOJIEKYJICH, He(QpaKIMOHMPAaH XEMapuH MM
(doHmanapuHyKC.

MexanndHa TpoMOOnpohUIaKTHKA.
Hamocneqpk orpaHuueHO MPHUIOKEHHE HAMHUpAT HAKOW HOBH MHXHOWTOpU Ha Qaktop Xa u
JTUPEKTHH UHXUOUTOPH Ha poTpoMOuHa. Te TpssOBa 1a ce mpuiaraT BHUMATEIHO, 3aII0TO 3acera

HSMAT aHTUJOTHU. JIOHAKB/E U3KIIIOUEHHE € pUBAapOKCcabaH, YNHTO ePeKT YaCTUYHO CE MOBIIUABA
OT IIPOTPOMOMHOB IIJIa3MEH KOHIIEHTPAT.

PAPMAKOJIOTHUYHA INTEPHOIIEPATUBHA INTPOPUJIAKTUKA HA BEHO3HA
TPOMBOEMBOJIUA ITPU OHKOJIOTUYHU TAIHUEHTH

[TepuoneparnBHa MpoQHUIaKTUKA

Jombnautennu puckoBu ¢akropu 3a Tpombo3a u BTE, ocBeH camoTO HeOmIacTH4YHO
3a0oJIsIBaHe, ca HalpeaHala Bb3PacT, IPOABIDKUTEITHA MMOOMIN3aIINs, 3aTITCTSIBAHE U TIOCTABEH
LEHTPAaJICH BEHO3EH KaTeTh).

[TepuoneparuBHaTa mnpoduIakTHKa ¢ XemapuH HamamsBa decrotata Ha BTE nmo 13,6%,
cpaBHeHO ¢ HenpodumakTupanute — 30,6%.

HuckomouiekyiHUTE XerapuHu ce MpUeMar 3a bpBU U300p Ha JICUCHHUE.
AHAIIOTUYHU Pe3yNTaTh Ce MOy4yaBar ¢ He()paKIIMOHUPAH XeTapHH U (OHIATapUHYKC.
IIpy OHKOJIOTMYHM [MALMEHTH, [IOJUIOKEHM Ha TOjIsAMa OIEepaTMBHA HWHTEPBEHLUA,

npoUIaKTUKATA C XETIAPUH € UMIIEPATUBHO IPENOPHUUTEITHA.

I[OSI/IDOBKa B IICpUONICPATUBHUSA NTCPHUOT

[TpmtoskeHreTo Ha HUCKOMOJICKYJICH XeMaprH ctapTupa 1 10 2 yaca mpeu onepausra.

[Tpu abmommuHanHa xupyprusi ¢ Bucok puck 3a BTE Beuepra mpenu omepanusta ce MpaBu
€HOKpaTHa BHCOKa J03a. [IbpBaTa 1032 HUICKOMOJIEKYJIEH XENMapuH CJIe/1 Onepalusara ce mpaBu
4 no 8 yaca cien Kpas H.

Hedpakimonnpanust xenapus ce npasu B 1o3a 5000 E s.c. 3 mpTu AHeBHO. [IpoabIKUTETHOCT
Ha MepuornepaTuBHaTa NpoduiakTHKaTa

Crnen namapoToMusi, JanapOCKOIMs, TOPAKOTOMHUS WM TOPAKOCKOMUsA, Mpoabibkuia Haa 30
MUHYTH ce MpoBexaa none 10 quu nocroneparuBHa MpoQHIaKTHKA C HUCKOMOJIEKYJICH XeTapuH.
[Ipu mauueHTH ¢ eNeKTUBHA rojiiMa KOPEMHA WIIM XUPYPruuecKa MHTEPBEHLUS B MAJIKUsS Ta3 —
1o 1 mecen mocronepaTuBHa Npo(UIAKTHKA C HUICKOMOJIEKYJIEH XEMapHH.

Ipodunakruka Ha BTE nopu Xxocnuraau3upady ManyMedTi

[Ipu nexamo OGOJHM C OCTPH MEIULMHCKH YCIOXHEHHsI Ce MpenopbuBa NMPOPUIAKTHKA C
HUCKOMOJIEKYJIEH XelapuH, HepaKIIMOHUPAH XeMapuH Ui GOHJanapUHyKC.

[Ipodunaktuka npu amOyJIaTOpHM MAlMEHTH HA NaJIMATHBHA XUMHUOTEpANHsl HpPU JIOKAIHO
aBaHCHPAJIO WM METAacTa3nupajo 3a0oisBaHe

Pyrunnara TpomOompoduiakTMka Ha TalMEHTH C aBaHCHpal paK, MPOBEXAAIIN



XUMHOTEpanus, He ce IpernopbyBa. T Moxke J1a ce uMa MpeaBu Mpu aMOyIaTOPHU MALIUEHTH C
BHCOK PHUCK.

[TanmenTuTe ¢ pak Ha nHaHKpeaca W Ha Oenus Jpo® WMAT MMO-BHCOKAa BEPOSTHOCT 3a
TpOMOOEMOOIMYEH MHIMJCHT, OTKOJKOTO TE€3M C PaKk Ha I'bpJaTa, CTOMAIHOYPEBHUS TPAaKT,
OBapuUTE WIM Ha I1aBa ¥ musl. [Ipu Ta3u rpyna nauyeHTy NpUIoKEHUETO Ha HUCKOMOJIEKYJIEH
XeMapuH MOXe J1a € OT I0JI3a.

IIpn maumeHTH ¢ MeTacTa3upai pak Ha I'bpJaTa, oJIy4aBalld XUMHOTEPAIINs, IPHUIIOKEHUETO
Ha MHOT'O HHMCKH /103U alleHOKOYMapoJl 3a nojaabpxkane croitHoctute Ha INR mexny 1,3 u 1,9
curHu(UKaHTHO HamaisaBa pucka ot BTE.

HDO(bI/IJ'IaKTI/IKa IpHu HalunueHTH, oJy4daBaliiun aJIOBAHTHA XHUMHUOTEpAIni W/Uau
XOpMOHOTECparunAa

He ce npenopbuBa mpoBexaaHe Ha TpOMOONpo(UiIaKTHKA.
[MpodunakTrka npyu NAIMEHTH C ICHTPAJICH BEHO3CH KATEThP
He ce mpenopbuBa pyTHHHOTO NMPOBEKIAaHE HA TPOMOONIPO(DUIaKTHKA.

JIEKAPCTBEHH IMPOAYKTH n CTAHIAPTHH A03HU 3A
TPOMBOIIPO®UIIAKTUKA IMPU XOCIIUTAIM3UPAHU U AMBYJIATOPHU
IHAIIUEHTH

HuckoMouiekyliH1 XenapuHu
- Dalteparin

CrannmaptHa no3a: 5000 U s.C. BenHBX THEBHO;

Jo3a ipu 3atinwcTsBane (BMI1>40): moxe na ce 06cwau 7500 1U S.C. Bemabk JHEBHO
- Enoxaparin

Crangapraa mo3a: 5000 U s.C. BeTHBX THEBHO;

Jo3a npu 3atnweTsiBane (BMI1>40): moxe na ce 06cwau 7500 U S.C. Bequbk JHEBHO
- Nadroparin

CrannaptHa n1o3a: 2850-3800 U s.c. Benubx aHeBHO; Jlo3a npu Brcok puck: 5700 1U s.c.

BEJTHBK JTHEBHO
- Reviparin

CrannaprHa mo3a: 1432 U s.C. BeTHBX THEBHO

Hedpaknmonupanu xemnapuHu
- Heparin
Crangaptuaa nosza: 5000 U s.c. na 8 no 12 yaca;
Jo3a npu 3aTiscTsaBane (BMI>40): moxe na ce o6cbau 7500 U s.c. Ha 8 yaca

HWuaupekTHU MHXUOUTOPH Ha hakTop Xa
- Fondaparinux

CrangaptHa no3a: 2,5 Mr S.C. BeJJHBK JTHEBHO;

Ho3a mpu 3aTrectaBane (BMI>40): moxke 1a ce o0¢chau 5 Mr S.C. BEIHBXK JHEBHO
- Rivaroxaban

CrangaprHa jo3a: 2,5 Mr 2 bTH JTHEBHO
- Apixaban

CrangaprHa go3a: 2,5 Mr 2 bTH JTHEBHO

JIMpeKTHU HHXUOUTOPH HA IPOTPOMOMHA
- Dabigatran




CrannmaptHa g03a: 150 Mr 2 mbTH THEBHO

AnTtarogucty Ha Butamud K
- Acenocoumarol
Jo3upoBka criopes croiiHocTuTe HA INBUR

AHTHKOArynanus ¥ IporHo3a Ipyu NalueHTHTE ¢ PaK

Hsama JaHHH, KOUTO Ja ONPCIopbUBaT IIPOBCKIAAHETO HA aHTUKOAryjaanus € el HO,Z[O6pHBaHe
IIPOrHo3ara Ha OHKOJIOTUYHOTO 3a00JIsBaHe.

MexanuuHa TpoMOONpOpUIIaKTHKA

Kommpecupaiuuy yopanu 1 ypeau 3a MHTEpMUTHPAILA THEBMAaTUYHA KOMIIPECUSI MOXKe /1a ObAatT
no0aBeHHU KbM (apMakoJIOTMYHA MpoduIakTUKa, HO HE U Jla ca KaTO MOHOTepamus, OCBEH
Koraro (hapMakoJIoTuyHa Npo(UIAKTHKA € IPOTHUBOIIOKAa3aHa MOPaId aKTHBHH XEMOParuH.

AOCOJIOTHYU TPOTHUBOIIOKA3aHUS 32 MEXaHUYHA NMPO(HIIAKTHUKA:
- AKTHUBHA IBJIOOKA BEHO3HA TPOMO03a; TEXKKA apTepHaTHa HHCYPUITHCHITUS.
OTHOCHTETHM POTUBONIOKA3aHUS 32 MEXaHUYHA:

- OOmupeH XxemMaToM; KOXXHHU paHu U ynuepanuu; TpomooruTonenus mox 20 I'/m umm
NEeTEeXHHU; YMEPEHa apTepruaiHa HHCY(UIMEHIINS; TeprdepHa HEBPOIaTHsL.

JIEYHEHUE HA 1bJIBOKATA BEHO3HATA TPOMBO3A 1 HA BEJIOAPOBHATA
TPOMBOEMBOJIUA BE3 XEMOAUHAMWYHU HAPYIIEHUSA

[TPU IMTAIIMEHTHU CBHC COJIMJHU TYMOPU
Jleuenue Ha octwp enuzon Ha JIBT u BTE

ITpu ciyyaute Ha JIBT u BTE 6e3 xeMoinHaMUUHU MTPOSIBU KAaTO CTaHAAPTHO C€ Mpuiara
VMHULAAIIHA TapEHTEePaIHa aHTUKOAryJanus ¢ XenapuHOB Ipernapar.

[Ipunara ce HUCKOMOJIEKYJICH XemapuH WJIM HENpeKbCHAaTa BEHO3Ha WHQY3Us Ha
He(paKIIMOHUPAH XEMapyH B /1032, ChOOPa3HO TEIECHOTO Terio. ToBa TeueHne MpoabiKaBa B
II'bJTHA 71032 3@ CPOK OT MOHE 5 THU U Ce CTIHMpa ClIe]] TOCTUTaHe Ha mbiHa anTtukoarynanus (INR
2,0-3,0) B moHe 2 mocieaoBaTeNHu THUA. AKO ce MPEABIK/IA MOABPKAIIOTO JIeUeHne Ja Obae
C OpaJieH aHTUKOaryJjaaHT, TO CTapTHPa OT JICHs Ha MPUJIOKEHUETO Ha XeTMapuH.

Jleuenueto ¢ HedpakIMOHHpPAH XEMapWH 3amo4yBa ¢ OONyCHA 103a, IOCIeIBaHa OT
HenmpeKkbcHaTa 24-dyacoBa MH(Y3uUs C 1€l JOCTUTaHE W TMOAAbPKaHE CTOWHOCTUTE Ha
aKTUBHUPAHOTO MapiuaiHo TpomOomnactuHoBo Bpeme (aPTT) 1,5 no 2,5 neTu Hax HOpMaTa.

Jleuenuero ¢ nHxuOUTOpPa Ha (hakTop Xa (hoHTAMAPHHYKC € C e(PUKACHOCT aHaJIOrMYHa Ha
HUCKOMOJIEKYJTHUTE U He(PPaKIIMOHUPAHU XETapUHH.

[Ipu amOynaTopHHUTE NAMEHTH OOJIIIMHCTBOTO OT MPOYYBAHUATA COYAT HEPPAKLIMOHUPAHNUTE



XEMapuHU KaTo MbPBH U300p HA JICUECHHE.

JIEKAPCTBEHHM INPOAYKTHU M CTAHJAPTHH AO03U 3A JIEYEHHUE HA
BEHO3HA TPOMBOEMBOJIUA

HI/ICKOMOJ'IeKy.]'IHI/I XCIapruHU

Dalteparin Joza: 200 IU/kr S.C. BEIHBX JHEBHO

Enoxaparin Hoza: 100 IU/kr s.c. Ha 12 yaca

Nadroparin Jo3za: 3800-8550 U (86 TU/kr) S.C. 2 mbTH JHEBHO

Reviparin Jo3a: 2863-5153 1U (143 1U/kr, Ho He noBeue ot 10307 1U) S.C. Beaubx

JTHEBHO

Hedpakunonupanu xemapunu

Heparin

Jlo3a - Beno3no: 80 [U/kr naToBapBara j103a, ciea koeto 18 IU/kr/gac
Jo3a - mogkoxuo: 333 [U/kr HaroBapBaia 103a, ciex koero 250 IU/kr Ha
12 gaca

WuaupektHu tHXUOUTOPH Ha pakTop Xa

Fondaparinux

Crangaptra no3a: 5 mr (<50 kr), 7,5 mr (50-100 kr), 10 mr (>100 xr) S.C.

BEAHBXK JHCBHO

HpI/I IMPOTHUBOIIOKA3aHUA UJIN OTKA3 OT HUCKOMOJICKYJIHU XCIIApUHU U fondaparinux:

Rivaroxaban

CrangapTtHa 103a:; 2,5 Mr opaiHO 2 TBTH JTHEBHO

Apixaban

CranpapTHa 103a: 2,5 MI OpajiHO 2 IbTU JTHEBHO

JIMpeKTHY UHXUOUTOPH Ha IPOTPOMOMHA

Dabigatran

CrangaptHa go3a: 150 Mr opaiiHo 2 IbTH JHEBHO

IponwpinkuTenHa moabpIKaa Tepannd cien nauimmanda tepanus Ha BT u BTE

Havannara ¢a3a Ha nedeHue ce mocjaeasa OT NPUI0KEHNE Ha OpajieH aHTUKOATyJIaHT aHTarOHUCT
Ha ButamuH K (Acenocoumarol) 3a cpok ot 3 10 6 Mecela ¢ moAIbpKaHE TePANeBTUYHO HUBO Ha
INR mexnay 2,0 u 3,0. [IpoabmkuTeTHOCTTa Ha JIEYEHUETO 3aBUcH OT Texectra Ha BTE, pucka
OT PEeUANB, pUCKA OT KPbBOU3IIMB, HAUMHA HA )KUBOT U JITEPHATUBHUTE TEPANMH, KATO HUCKA
no3a Acenocoumarol, acCUpWH WM HOBUTE OPAJHM AHTHUKOAryJaHTH. BHCOKOPHUCKOBH ca
NarueHTuTe ¢ MHOKecTBeHH enu3oaun Ha BTE; mosBa Ha TpoMO 1Mo BpeMe Ha aHTHUKOAryialus;

pa3zBuTHe Ha aHTU(HOCHOIUIHUIHNA aHTUTENA; ASPUIIUT HA TIPOTEHH S,




nporenH C 1 aHTUTPOMOUH; XOMO3UTOTHA MyTaIus Ha paktop V Leiden u chueTana Mmyranus Ha
xereposuroreH (akrop V Leiden ¢ myrarus Ha IpOTPOMOMHOBUS T€H.

Jleuennero ¢ Acenocoumarol 3amousa 10 24 gaca ciiesi IbpBaTa J103a XermapuH.

CnenBa a ce mMar mpeaBu HUpokuTe Guykryarun Ha INR mpu nexapcTBeHn B3auMoaeincTBus,
MQJIHYTPHUIHA U YePHOAPOOHA AUCHYHKITHS.

Kopexkmus Ha nozara Acenocoumarol ciopen INR (cxema)

- INR<2,0: mokauBane c¢ 10-15%; kontposien INR 1o 1 cenmuria

- INR 3,1-3,5: namanenue c 0-10%; xonTposen INR g0 2 cenmunu

- INR 3,6-4,0: nponyckane Ha 0-1 nmosa, mamanenue ¢ 10-15%; xontposnen INR mo 1
ceaMuIIa

- INR 4,1-8.9: mponiyckane Ha 0-2 103u, Hamaneaue ¢ 10-15% +/— Buramun K 2,5 mr per
os; kouTpoJieH INR 1o 2 nuu

- INR>9,0: mpomyckane Ha 2 no3u, HamaneHnue ¢ 15-20% + suramun K 2,5-5 mr per os;
koHTposieH INR Ha cnenBamus nen

AJITGDHaTI/IBHa OPpOABJIKUTCIIHA IMOJAbPKAIIa TCparu:

Huckomornekyien xenapuH B 103a 75-80% ot mHunmuanHara (Hanpumep eHokcamapud 150 E/kr
S.C. BEIHBX JIHEBHO) B IMPOIbIDKCHUE Ha 6 Mecena rpu Tapret INR 2,5 e ¢ Bucoka eeKTHBHOCT.
Cxemara ce mpernopbyBa IpH HYXKa OT MPOIbDKUTEITHA aHTUKOATYJIAIlUS.

AnTHKOAryanus ¢ Hucka uHTeH3uBHoCT (Acenocoumarol) ¢ taprer INR 1,5-2,0. Acetylsalicylic
acid (100 mr crieq 6 Mecera aHTUKOATYJIalIHs).

HDOI[’I)J'DKI/ITCJ'IHOCT Ha nmoaabpiKalniaTa Tépanus

Cuenapuii 1. [Ipy mamueHTH ¢ pak Ha rbpjaTa Ha aJOBaHTHA TEpamHs C TaMOKCHU(EH ce
MpernopbyBa 3aMeCTBaHE Ha TaMOKcH(eHa ¢ apomaTaseH HHXuOuTop. [Ipu TakuBa ciaydanm Moxe
Jla ce UMa MPEIBHJI MPOIBDKATETHO JICUeHHe 3a 6 Mecera ¢ HHCKOMOJICKYJICH XEIapuH B J103a
75-80% oT HavayHAaTA.

Cuenapuii 2. Ilpu namueHTH Ha aJOBaHTHA XHUMHUOTEpanus MOXE Ja Ce€ uUMa IpeaBU]
IIPOABIDKUTEIHO JIEUEHHE 3a 6 Mecella ¢ HUICKOMOJIEKYJIEH XeTapuH B 103a 75-80% oT HavanHaTa.

Cuenapuii 3. [Ipy mamueHTH C MOCTUTHATa MHJIHA PEMHUCHS HA MOTEHIMAIHO H3JICUUMO
3a0oJsiBaHe (HalpUMep TepMUHATUBEH PaK) MOXKE /1a C€ MMa MPEABU TPOABIDKUTEIIHO JICUEHHUE
3a 6 Mecema ¢ HUCKOMOJIEKYJIGH xemapwH B no3a 75-80% ot Havamnara. [Ipu manueHTH C
MeTacTazupajgo 3aboisBaHe, TIOJyYaBallld HEOAJIOBAaHTHA XHWMHOTEpamusi (Hampumep
KOJIOPEKTAJIEH PaK C MOTEHLMAIHO PEe3eKTaOMIIHU YepHOAPOOHH MeTacTas3u), pucka oT BTE ce
OTIpeAess UHAUBHUYAITHO.

Cuenapuii 4. [Ipy manweHTn ¢ Meractazupaio 3aboisBaHe Ha MaTMaTHBHA XHMHOTEpArus,
KaKTO U MPHU MOCTUTHAIUTE ITbJIHA PEMUCHS, HO C BUCOK PUCK OT PELUIUB, CIEABA ChBMECTHO C
ManueHTa J1a ce 00ChIN HeMPeKbCHATa aHTUKOATyJIallks.

AHTHKOaryianTHa tepanus opy peraus Ha BTE




AJleKBaTHO aHTUKOAryJIupaHuTe nanueHtu ¢ peuuans Ha BTE TpsOBa na Obnat uscneaBanu 3a
Mporpecus Ha 3a00JISTBAHETO.

[TanueHTH Ha NPOABIDKUATEIHA AaHTUKOAryJalus C aHTaroHUCT Ha BUTaMuH K, KkouTo momyuar
perauB Ha BTE nipu cyOTepanesrnynn HUBa Ha INR, TpsOBa ga mpoBeaaT MOBTOPHO JieUCHUE

¢ HedpaKIIMOHUPAH WJIM HUCKOMOJIEKYJICH XenapuH 110 nmocturane crabuieHn INR mexay 2,0 u
3,0.

Koraro nacrenu peuunuB Ha BTE npu anexBatHo TepaneBTuuHo HUBO Ha INR, TpsiOBa na ce
IpeMUHE Ha IPYT TUI aHTUKOATyJIaIlHsl, HAIpUMeED S.C. HeppaKIHMOHUPAH XEMapuH C MO IbpKaHE
tepaneBTHYHO aPTT Mexnay 1,5 u 2,5 Win HUCKOMOJIEKYJIEH XEMapyH B J103a CIOPE]] TEIECHOTO
TEery10. AJNTepHaTUBA € IOKAYBaHe /103aTa Ha aHTaroHucT Ha BuTamMuH K ¢ taprer 3,5.

[Twy1HA 1032 HUCKOMOJIEKYJIeH XenapuH (Hanpumep nanrernapud 200 E/Kr BeTHBXK THEBHO) MOXKE
Ja ce MMa MpeIBHUJ IpHU MalUEHTH Ha MPOIBIDKUTENIHA Tepanus C peaylupaHd 103U
HHUCKOMOJIEKYJICH XEMapuH WIM aHTarOHUCT Ha BUTaMuH K.

IIpoTuBONOKAa3aHUs 32 aHTUKOATYJIAIKS

AOComIoTHHA IMPOTHUBOIIOKA3aHUA: AKTUBCH MO3BYCH KPBBOH3JIMB, XEMOpArniHu MCETACTa3u B
ITHC; akTHBEeH KPBbBOU3IUB, H3UCKBAII HAJ 2 XeMOoTpaHcy3un 3a 24 yaca.

OTHOCHUTEIHH TPOTUBOIOKA3aHUA: XPOHUYCH KIIMHUYHO 3HAYUM KPBBOU3IUB, MPOIBIIKUAI HAJT
48 wdYaca; aKTHBEH HEKOHTPOJHUpPAH KPHBOW3IMB, TpoMmOommroneHus mox S50 I/m; Ttexka
muchyHKIMS Ha TpoMOouutuTe (ypemus, JEKapCTBEHU MPOAYKTH, MHUEIOAUCILIA3US);
OpeMeHHOCT, HACKOpO IPOBEJEHa OIlepalusi C BUCOK PHUCK 3a KbpPBEHE; MpUIpYKaBalla
XeMOparuyHa KoaryJsomnaTus; BUCOK PUCK OT TpaBMa Ha IJlaBara; JiyMOaaHa MyHKIUs; MeTacTa3u
B IHHC; mHTpakpaHuamHu WM COMHAIHM JIE3UH C BHUCOK PHUCK 33 KPHBOM3JIHB; MEPUKAPIUT;
AaKTMBHA TMENTHYHA WIM TaCTPOMHTECTHHAIHA YIIEpalus; TeKKa HEKOHTPOJIUpaHa WU
MaJUTHEHA XUIIEPTOHUS; TPOIBIDKUTENIHA aHTHATPETaHTHA TeparHsl.

OO0 cr00paXKEHMS IPH JICUECHUE ¢ HUCKOMOJIEKYJIHU XEIMapuHU U HOHIAMTAPUHVKC

HuckomonekynHuTe XxenapuHu U GOHJAMapUHYKC C€ U3JIBYBAT CaMo MIpe3 ObOpenuTe U MOXe J1a
JanaT 3HAuYMTENEeH KyMyJlaTUBEH e(eKT mpu KpeaTUHUHOB KiaupbHC mon 30 miu/muH. Ilpu
NAIMEeHTH C KPEaTMHUHOB KJIMPBHC 1o 25-30 MII/MUH, MOJTy4aBalyd HICKOMOJIEKYJIEH XemapuH
WM BEHO3€H HEPPaKIIMOHUPAH XEMapHH, ce MPEenopbyuBa pelyKLUs WU Pa3pexaaHe Ha T03UTE
Y aKTUBHO MOHUTOPUPAHE HA aHTHU-Xa-aKTUBHOCTTA.

[Ipu nanumentu c¢ terno Haa 120 u mox 60 Kr na ce MMa NpeiBU MOHUTOPUPAHE HAa aHTU-Xa-
aKTUBHOCTTA CJIe]] TpeTaTa J03a.

XemapuH WHAyIMpaHa TPOMOOIMTOTICHUS Jla C€ MMa MPEIBHI MPH CHaa Ha TPOMOOITUTHUTE:
KOHTPOJI Ha KpbBHATa KapTHUHA Ha 7.1€H, a MPU €KCIIO3MIIMS Ha XEMapuH Mpe3 MOClIeTHUuTEe 3
Mecela — Ha 3.J1eH.

[Tpunoxenue Ha Vena cava Guwirep

Ountep Ha vena cava inferior Moxe Ja ce WMa MPEABUA MPU MANUEHTH C PElUANBUpAIIA
oenoapoOoHa eMOoIHs, MPOBEXKTANIN aICKBaTHA aHTUKOATYJIAIINAS WU TTPU KOHTPAUHIUKAIIUU 32
aHTHKOAryJaHTHA Tepanus (HallpuMep akKTUBHO KbPBEHE WM IBJIOOKA XeNapyuH HHAYIIUpaHa



TpoMOouuTonenus). Korato puckbT OT KpbBOM3IUB C€ peaylupa, MalueHTUTEe C vena cava
bunThp TpsaOBa @ 3aMI0YHAT UM BH3CTAHOBST aHTHKOATyJIaHTHATA Tepamus ¢ 1[e] IpodUIaKTHKA
Ha 1b100Ka TpoMOO3a Ha JOTHUTE KpPAaHHHUIIH.

PenaTuBHM NpPOTHMBOMOKA3aHMS: HAIMYME HAa TPOMO MEXAY MSICTOTO Ha BEHO3€H JOCTHII U
MSCTOTO Ha pa3TpbIlIaHe, MPEACTOSIIN CUCTEMHA TPOMOOJIN3a, XUPyprudecka eMOOIeKTOMUS
WIM TyJIMOHaTHA TPOMOApTEPEKTOMHUS, NAIMCHTH Ha TEPaleBTHUYHA aAHTUKOAryJallus;
npencrosm MRI.

JIEHEHUE HA OCTBHP EIIN30/4 C TPOMBOJIN3A

WNnpukanmy 3a TDOM6OJ'H/ISa

- JKuBoto3zactpamaBania octpa npokcumaiina BT

- Ocrtpa [IBT c omacHOCT OT raHrpeHa Ha KpaitHUK

- CumnroMarnyna uianodemopanta TpoMO03a

- Macusna xxuBoro3actpamanaiia bTE (Texka necHokamepHa nuchyHKINs)
- HWuTecTtunanna BeHO3HA TpPOMO03a C BUCOK PUCK OT HCXEMUS

AOCOIIOTHH KOHTpaMHAMKAIIMH 34 TDOM6OJ'II/I3a

- AHaMHe3a 3a XeMOparuyeH MHCYIT WM UHCYAT C HEU3BECTHA MPUYKHA
- HurpakpanuaneH Tymop
- HcxemuueH MHCYAT npe3 nociaeaHuTe 3 Mecena

- AHaMHe3a 3a Te)KKa TpaBMa, OlepaTHBHA MHTECPBEHIMS WM TpaBMa Ha IJlaBaTa Ipe3
MOCJIEAHUTE 3 CEIMULIA
- Tpomb6ouwmtu mox 100 I'/n

- AKTHBEH KPBbBOU3JIMB
- XCMOpaFI/I‘IHa JAuare3a

PenatuBamn KOHTpauHAWKAIIWHK 3a TDOM6OJ'H/I33

- Bw3pacrt Hax 75 rogunu

- BpemeHHoCT MM MbpBa ceMUIIA IS POKIAHE

- HeBBb3MOXKHOCT 32 KOMIIPECHs HA TyHKITMOHHUTE MECTa
- Peanmmanus no noBoj Ha TpaBMa

- Pedpakrepna xumepronus (cuctonmuyHo HaisraHe Hax 180 MM, AuacTOMUYHO
Hasrade Haa 100 mm)
- Hanpeanano yepHoapoGHo 3abosnsiBaHe

- HWudexnnoseH eHI0KapauT
- TacTtpowHTecTHHATICH KPHBOM3IIMB MPe3 TIOCICIHNUTE 3 Mecera
- OuakBaHa MPEKUBIEMOCT oJ 1 ronuHa



TPOMBOJIMTUYHA TEPAIIA

TpOM6OJ’II/ITI/I‘lHaTa TEpalrd MOXE Ja C€ IpaBE€AC IIOCPCACTBOM BCHO3HA I/IH(i)y3I/IH nin C
KaTCTbPHU TCXHHUKHU IAPAJICIIHO C MCXaHUYHA TpOM6eKTOMI/ISI.

3a moTBBPIKAABaHE HA pe3yiTara Clie/ poleaypaTa ce npenopbuBa BEHOrpaQusi.
Tpombonuruuna tepanus npu BT
o Alteplase (Actilyse, tPA): daakonu o 20 u 50 mr; no3a 0,5-1,0 mr/4ac BeHO3HO
e Reteplase (Rapilysin): ¢pmakonu mo 10 U; no3a 0,25-0,75 E/4ac BeHO3HO
e Streptokinase (Streptase) — ¢utakonu mo 100000, 250000, 750000, 1000000 u 1500000
IU; STPase - ¢nakonu o 1500000 IU): ctaptupa ce ¢ HatoBapBamia mo3a 250 000 U
3a 30 MUHYTH, CJIe]] KOETO Ce€ MpoabkaBa ¢ moaabpikaia j1o3a ot 100 000 IU na yac
72 qaca)
e Urokinase (Ukidan): ¢aakonn mo 5000, 25000, 100000, 500000 u 1000000 IU; mo3a
200000 IU karo 6aBua undysus (15-30 munytn), cieq tosa 100000 U / h 3a 24-72 4aca
KaTo HeNpeKbcHaTa nepQy3usl.

TpomOonuTruna tepanusa npu bTE

Alteplase ce cunta 3a Hali-e)eKTUBHOTO TPOMOOIUTHIHO cpeacTBo. [Ipmiara ce B go3a 100 mr
BEHO3HO 3a 2 wyaca. J[o3a or 50 Mr mMoxe Jia € MOAXOJsINa NMPU MAIMEHTH HaJ 75 TOIUHH,
XUpPpYpTUYHAa UHTCPBCHIHA B MMOCICAHUA MECCI] U1K BUCOK PHUCK OT KPBbBOM3JIUB.

[To-kpatka uHbYy3uUs 32 0K0JIO 15 MUHYTH U MakcuMaiHa J03a okoio 0,6 MI/kr (MakcUMyM 10
50 mr), MOKe J1a ce M3MOI3Ba B CICIIHN CUTYAIlUU — KapAHOIyIMOHAITHA PECYCIIUTAIINS.

e Streptokinase 250 000 IU karo natoBapBaiia a03a B mbpBute 30 MUHYTH, CIEd KOETO
unpy3us 100 000/g9ac 3a 24 gaca (72 gaca nipu ceirbTeTBama JIBT)

e Urokinase (Ukidan): mo3a ot 300 000 IU ce npuiara B 6aBHa BeHo3Ha uHOY3us (15- 30
MUHYTH), IOCJIEJIBAHO OT HenmpekbcHarta nepdysus B go3a 250 000 IU / h B npoabikenue
Ha 12 yaca

e Tenecteplase (Metalyse) — dpaakonu mo 40mr 8000 U: mo3a 0,25-0,5 Mr BeHO3HO

KarerbpHa TpomOosinza moj exorpad)cku KOHTpPOJ € TeparneBTUYHA ONUUS MpU HalUeHTH ¢
>50% 3amymiBaHe OT TpoMO B €1HATa WU JBETE IJIaBHU O€I0JpOOHM apTepuH WM JIOOApHU
0enoapoOHU apTepuu M JaHHU 3a JecHOKamepHa nucyHkuus. [IpoBexna ce umHOy3us Ha
alteplase cbc ckopoct 1 Mr/gac npe3 kaTeTbpa win 2 mr/dac npu asycrpanHa BTE mo o6ma no3a
24 mr. Undy3usaTa npe3 equH KateTbp NpoabiikaBa 24 yaca, a rpe3 J1Ba KaTeTbpa - 12 yaca.



JIEYHEHUE HA XEMOPAI'MH, CBbP3AHU C AHTUKOATI'YJIAHTHA TEPAIIUSA

KpbBocnupariu gsekapcTBeHU U KPbBHU MPOAYKTH

Jo3a

KomenTtapu

Buramuu K

1-10 mMr BeHO3HO WK

HIEpPOPAITHO.

HNudysupa ce 3a 20-30 MUHYTH, HEKETAaHUTE
peakuuu ca peaku. EQexkThT HacThIBA cliex 6
yaca MMpy BEHO3EH U 24 daca ciel nepopaicH
npueM. ['onemute 103M MOXKE Ja MPUUYUHST
PE3UCTEHTHOCT KbM CHHTPOM npu
MOAHOBSBaHE Ha jeueHueTo. He ce
npenopbyBa  MYCKYJIHO WM
MIPWIOKECHHE

IIOJKOKHO

[Tporamuncysdar

12,5-50 mr BeHO3HO

IIpenu3BukBa IBIHO HEyTPAIM3UpPAaHE Ha
HepaKITMOHUPAHUS u 60-80% Ha
HUCKOMOJIEKYTHUS XernapuH. Hama edekr
npu JieueHue ¢ fondaparinux

TpombonuTeH
KOHIICHTpPAT

1 adepesna emuHUIA
wiid 5-8 eOUHUI OT

1saa KpbB

[Ipunara ce mpu ManyeHTy ¢ aHTUATPETaHTHA
tepanus. TpomOouuTHTe ce mokaysar ¢ 10 30
I'/n. TapreTHuAT TpOMOOLIUTEH OpOii Bapupa

[Tpsicuo 3ampasena
ia3Ma

10-30 mur/kr.

3amecTBa BCHYKHU q)aKTOpI/I Ha Koaryijianusra,
HO HC MOXC Oa IOCTUIHC II'bJIHA KOPCKIHA.
XeMocTa3zata OOMKHOBEHO M3HCKBa HHBa Ha

koarynanmoHHure  (akropu okoso  30%.
®akTop X moxke na nocturue camo 110 20%.
Kparpk TmMONy’)KMBOT, MOXE Ja HW3HCKBa
MOBTOPHA J103a ciex 6 yaca. Vma rojsm
obeM M MOXe Ja ca HYXHH 4YacoBe 3a
3aTOIUISTHETO U BIMBAHETO ¥

[TpoTpoMOHHOB
KOMILJIEKC
koHieHtpat (PCC)

INR
2-2.5
2.5-3
3-35
>3.5

no3a ml/kg
0.9-1.3
1.3-1.6
1.6-1.9
>1.9

bep3a m mneaHa kopekuusa Ha INR mpm
JEKyBaHM CbC CHHTPOM NAIUEHTH. Manbk
nHpy3nonen odem 3a 10-30 munytu. Puck ot
tpombo3u  1,4%. KoHTpaunauuupan mpu
aHamMHe3a  3a  XeMapuH  MHAyLHMpaHa
TPOMOOIIUTOTICHUS.

PexoMOMHauTEH
daxTop Vila
(rFVIla)

15-90 mxkr/kr.

bep3a uHOpy3us Ha manbk obem. bwp3a u
mbiiHa kopekuus Ha INR mpu nexkyBanu cbe
CUHTPOM MAaLIUEHTH, HO MOXE Ja HE CIIpe
XeMOoparusra, 3aloTo 3aMecTBa camo (GakTop
Vlla. Puck ot Tpom603a 5-10%. KpaTbk
IIOJIY>)KMBOT, MO’KE€ J1a U3UCKBA ITOBTOpPHA 1032
cien 2 yaca

AMMHOKAIpOHOBA
KHCETHA

4-5ri.v./per os3a 1 yac,
nocne mo lr/gac Ha 8
yaca (MakcHMaJHa J103a

24 1/24 gaca).

Moske fa MOBUIIH PUCKa OT TpoMOo3a. Moxe
Ja KymyJdupa Mpud TaluMeHTH ¢ OnOpedHa
HEJ0CTaThbYHOCT — peayKuus Ha
HaToBapBallaTa 03a WM CKOPOCTTa Ha
nHpy3us. Baumanuwe wnm u30sArBaHEe MpU
XeMaTypus OT TOPHUTE MUKOYHH MMHTHINA




TpanekcamoBa 1300 mr per os Ha 8 WNupukanms npu MmeHoparus.  Jpyrure
KHCEJIMHA yaca nHauKamuu ca off label

[Mpunoxenne Nel: JlekapctBenu ¢opmMu Ha peructpupanute B P Bwiarapus Haii-uecto
yIoTpeOsiBaHU MpenapaTy 3a aHTUKOAaryJsalus

HUCKOMOJIEKYJIHU XEITAPUHHA

(akruBHOCT B U anti-Xa)

Dalteparin cnpunioku 1o 0,2 mu 2500 1U; 0,2 M1 5000 1U; 0,3 mur 7500 1U; 0,4 mi
10000 1U;

0,5 M1 12500 1U; 0,6 M 15000 1U; 0,72 mm 18000 1U

ammyiu o 2,0 M1 10000 U

¢dnaxonu o 4,0 mur 25000 1U

Nadroparin cupunioku 1o 0,2 mi 1900 1U; 0,3 mur 2850 1U; 0,4 mur 3800 1U; 0,6 mu
5700 1U;
0,8 mu1 7600 1U; 1,0 M 9500 1U

Nadroparin cupunosku 1o 0,6 mur 11400 1U; 0,8 mr 15000 1U; 1,0 mur 19000 1U

Nadroparin ¢makonu mo 5,0 ma 47500 1U

Enoxaparin cnpunioku 1o 0,2 mu 2000 1U, 20 mr; 0,4 M 4000 1U, 40 mr; 0,6 M 6000
IU, 60 mr; 0,8 mu1 8000 1U,

80 mr; 1,0 M 10000 1U

¢draxonu o 3,0 mur 30000 1U, 300 mr

Reviparin cupuaoBku 1o 0,25 m 1432 1U; 0,6 M 3436 1U; 0,9 mur 5153 1U; 1,0 M
5726 IU

Reviparin pen | Muorozmo3osu nucanku mo 3,0 M1 17178 1U u ; 6,0 mu 34356 1U

HE®PAKIIMOHUPAH XEINTAPUH
Heparin

Heparin natrium:

¢draxonn 1o 5,0 mur 25000 1U

AHTAT'OHUCTHU HA BUTAMMUH K

Acenocoumarol TadmeTku mo 4 mr
WHAWPEKTHU UHXWBUTOPU HA ®AKTOP Xa

Fondaparinux cnpunmosku 0,3 mut 1,5 mr; 0,5 mi 2,5 mr; 0,6 mut 7,5 mr



Rivaroxaban ta6nerku no 2,5 mr
Apixaban tabaerku mo 2,5 mr

JAAPEKTHU MHXUBUTOPU HA TTPOTPOMBHHA

Dabigatran Karcymnu mo 75 u 110 mr



46. INOBEJAEHMUE ITPU XEMOPATI'MYHA TUATE3A

[Tpy OHKOJIOTUYHUTE MAIUEHTH MOTAT /1a HACTBIAT PA3JIMYHU XEMOPAruyHu YCIOKHEHUS, YUATO
YyecToTa Mpu HampeaHano 3abonsBane goctura 6-10%. TexecTra uM Bapupa OT OTKJIOHEHHS B
nabopaTopHUTE MMOKA3aTeNU 0 3acTpallaBally KUBOTa KPbBOU3IUBHU. [IpudynHIBaT ce OT caMOTO
3a0o0mnsBaHe (OUpPEKTHA CbHAOBA MHBAa3UA WJIM IAPAHEOIUIAaCTHYCH e(eKT), YCIOKHEHUS OT
JICYCHUETO WJIM MTOPAAN APYTH HEMATUTHEHU (PAKTOPH.

N3CJIEIBAHE HA OHKOJIOT'MYEH ITAITMEHT C KPbBOU3JIMB

H’praTa CThIIKaA € HeTaﬁHHO IIPpOYYBAHC Ha OHKOJIOrM4yHaTa aHaMHE3a H 0CO0EHO Ha HaCKOpoO
IMPOBCACHOTO JICUCHUC. IloBullleHO BHUMAaHHUE € HCO6XOIII/IMO, KOTraTo XeMoparviHara Juarcia €
HWHUIIKMAJIHA I[IpOosABa.

OcHOBHU 1a00paTOPHH TECTOBE

e [IporpombunoBo Bpeme (PT)

e International normalized ratio (INR)

e AKTUBUPAHO NapluagHo TpoMOoIIacTuHOBO Bpeme (aPTT)
e TpombouuteH O6poit

o QubpuHOTreH

HuTepnperanys Ha KoaryJaallMOHHUTE TECTOBE — OCHOBHU J1a00paTOPHU KOHCTENALUU
W3zomupano nosumenue Ha PT/INR. [Toka3arenHo e 3a nepunur Ha daxrop VII:

3aryou Ha Qaxtop VII B excTpanenyigapHu M eKCTpaBa3alHU MPOCTPAHCTBA (OTOLM, ACLUT,
IJIeBpajieH u3nuB — T.H. third spacing) v moBuIlIeHa KOHCYMallMsl, HApUMeEp MIPH TUCEMUHUPAHA
uHTpaBa3anHa koarynanus (JJUK)

Hapymena yepHoipoOHa QyHKIUS PU METACTa3H B YEPHUS APOO WIM XPOHUYIHO YEPHOAPOOHO
3a00J1s1BaHe

Hedunut Ha ButamuH K: nedenne ¢ antaronucT Ha ButamuH K; mannyrpurus Cerncuc
Wzomupano mnoBumnenne Ha aPTT. [lokasarenHo e 3a wu3onupaH AeUIUT HA HAKOU
KOoaryJanuoHHu (HaKkTopu:

N3onupan nepuumt unu uaxuourop (paxropu VI, X, Xl, Xll; xonrakten ¢axrop,
IIPEKAIUKPENH, BUCOKOMOJIEKYJIEH KHUHUHOT€H)

Hanuuue Ha nymmyceH aHTUKOAryjaaHT

Jleuenue ¢ xenapun

Crpuerano nosumenre Ha PT/INR u aPTT. Iloka3aTenHo € 3a MHOXXECTBEH WJIM H30JIMPaH
nedUIUT Ha HAKOU KOaryJlauoHHU (PakTOpH U Ha XUITOPUOPUHOTEHEMUSI:

MHoxecTBeH 1eUIUT Ipy XPOHUYHO YepHOoApoOHO 3abonsBane u JIUK

W3onupan aedurmr wik Hamnuue Ha crenudraeH naxuouTop (pakropu X, V umm I1)
Xematokput >60% (XeMOKOHIIEHTPAIIHS ) MIIA XEMOIUTYIIHs

Bucoku xenmaprHOBH HUBA



Texbk geduut Ha BUTaMuH K
Xunopubpunorenemus <0,5-0,8 r/i1, nuchudpruHOreHEMHS U TUCTIPOTCUHEMHUS

TpombGoruTen Opoit

[Tpu TpoMOOLIMTONICHHS 33 IBJDKUTEIIHO TPsIOBa J]a Ce€ HalpaBU KPbBHA HATPUBKA 3a ThPCEHE
Ha TPOMOOLIMTHU arperatd, KOMTO ca MpHYMHA 3a JbXJIMBU pe3ynratd. Harpupkara ce
U3CJIe/IBa U 32 HAJIMUYKE Ha IIU30LUTH - MapKep 3a TpoMOoTnyHa Mukpoanruonatus (TMA).

[Ipn oTChCTBHE Ha CKOpOIIHA XHMMHOTEepanus AndepeHnualHaTa JAWar€osa Ha TeKKaTa
u3onupana tpomoonuronenus (mox 10 G/1) ocHOBHO BKIIOYBAa MMyHHA TPOMOOIIMTOIEHUS,
(apMaKkoIOTHYHO MHIYIIPaHaTa TPOMOOLMTONICHUS U TIOCTPaHC(HY3NOHHA ITypITypa.

Uscnensanus mpu TpoMOoMTHA AMCcVHKIMS ¥ OBUIeHa GUOpUHOIN3a

[IpoBexnar ce cenuanu3upaHi XeMOCTa3HU TECTOBE: M3CJIEIBAHE HAa TPOMOOIMTHATA (DYHITHS
(nanpumep c aBroananuzarop tun PFA1000), eyrinobynuHoB Tect, TpomOoenacTorpadus u
oIpe/ieIiHe HUBaTa Ha (pakTOpHUTE Ha KPHBOCHCUPBAHETO.

XEMOPAT'MYHA JUATE3A IIPU JE®EKTHU B KOAT'YJIAMATA

JlucemuHupaHa HHTpaBa3ajHa KoaryJjaus

JucemuHupanata uHTpaBasaiHa koarynanus ([JJUK) e yecto ycnoxHeHHE MPU OHKOJIOTMYHU
nanuenty. Knuanynure nzasu Ha JJUK ce nbikar Ha HechbOTBETHaTa TPOMOMHOBA aKTUBALMS,
KOSITO BOJU JIO:

e [IpeBpbuiane Ha puOprUHOTrEeHa BbB PUOPHH

e AxTHBaIMS U KOHCYMaIlUsi HA TPOMOOIIUTH

e AxrtuBauus Ha ¢pakropu V u VIII

e AxrtuBanus Ha npotenH C u pasrpaxkaane Ha ¢pakropu Va u VIlla
e AKTHUBaIUs Ha EHJOTEITHUTE KIETKU

e EkcuecuBHa pubOpuHOIM3a

JlabopaTopHa Haxo/aKa

TpomOouuTHUAT Opoit OOMKHOBEHO € HaMaJleH, HO Npu XpoHuuHuTe ¢popmu Ha JJIUK moxe na e
HopmasieH. Cepymuust ¢pudpunores mpu octbp AWK e namanen, Ho npu xponnyen JIUK moxe
na e B ,HopMma’. OT Oa3MCHUTE XEMOCTa3HU H3CJIEIBAaHUS TPOMOOLMTONEHUsATa € Haii-
YyBCTBUTEIHUS CKpuHUT TecT. Hait-cmenmduyen tect 3a JIMK e auBoTo Ha D-mumepw.

XemoparuueH BapuasT Ha JIMK

B’I)HpeKI/I WHUIUAJTHUA IIPOUCC HA aKTUBHUPAHA Koaryjiamus, TpOM6OI_[I/ITOHeHI/I5ITa N IIOBHUIIIEHATa
¢ubpuHONIM3a YecTo MPUYMHABAT KpbBoM3mMBU. Tunmyen npumep Ha JIUMK c excuecuBHa
¢bubpuHoOIM3a ce HabII0JaBa MpY MIPOCTATEH aJICHOM.

XemoparuueH BapuanT Ha JIUK e cycrniekTeH npu nanueHTy ¢ €eKClieCUBHA UM HEChOTBETCTBRAILIA
Ha WHBa3WBHaTa nporeaypa xemoparus. [Ipu texsk [JUK obuknoeno aPTT



u PT ca moBuieHu, HO MOXe J1a ca 1 HOpMaTHH TTpu XpoHnyHUTE hopmu. aPTT npu TeXBK OCTHP
JANK Moxe na € CKbCEHO.

TpomOoTuuen Bapuant Ha JIUK

[IpencraBnsBa chyeTaHUE Ha EKCIECHMBHAa TpomOo3a mpu oHKosormueH namueHT ¢ UK —
cunapom Ha Trousseau. OOMMPHO apTEpPHATTHO U BEHO3HO TPOoMOOOOpasyBaHe ce HabmogaBa
4ecTo M 00MYaiiHO € pedpakTepHO Ha JICYCHHE ChC CHHTPOM. [laleHTUTe MOXe Ja MMar

HETPOMOOTHUYEH €HIOKAPIUT U MHOXKECTBEHA eMOOIIHSI.

Jleuenue Ha JIMK opy OHKOJIOTMYHYU ODAlIUEHTH

[Ipn HamaneHu @axkTopu Ha KPbBOCHCUPBAHE U HACTBIMJI KPBHBOM3IMUB CE€ IPOBEXKAA
3aMecTBaHe Ha JePUUUTHUTE (aKkTopu.

Hacoku 3a 3amectutenna tepanus npu JWK cnopen kpbBHaTa KapTWHA M PYTHHHHUTE
KOaryJaluoHHU TECTOBE:!

IToxa3zaren TepaneBTHYHO NOBEAEeHHE
Xemarokpurt o 21% Tpanchy3us Ha epUTPOLIUTEH KOHIIEHTPAT
®dubpunoren mox 1,5 g/l KpbBOU3MMBY NpH NAIMEHTH C TPUTOOUT

¢ubpuHoreHeH neuuuT
OOuKHOBEHHO ce mpuarar 1-2g ¢
nocJieIBay HHQY3UH, KaKTO € HE0OXOIMMO.

Tpombormtu mox 50-75 G/l Tpanchysus Ha 1 TpoMOOIIUTEH KOHIIEHTPAT
ot adepesa uiu 6 10 8 caka OT eAMHUYHU
JOHOPH

INR>2,0 u yapmxeno aPTT Tpanchyszus Ha 2 10 4 E npsicHo 3ampaseH
a3ma

XenapuHOBa Tepanus

[IpenBwxna ce npu mnauueHtuTe ¢ TpomOoTtnueH BapuaHT Ha JIMK. B cimyuaumte, koraro
NAIMEeHTHT U3MCKBA YECTO 3aMeCTBaHe Ha JAeuUUTHUTE (PakTOpu (HampuMep MpU MPOCTaTEeH U
CTOMAILIEH aJCHOKapLMHOM), MOHSIKOra MOK€ BHMMATEIIHO Ja CE€ HW3I0J3Ba XEHMapHUH C Lel
HaMaJIeHHe Ha TpaHC(y3MOHHATA 3aBUCUMOCT. 3a MOHUTOPUPAHE Ha aHTUKOAryJalusaTa BMECTO
aPTT tpsab6Ba na ce uzcneasaT cnennpUUHUTE HUBA HA XETIApUH.

[MpunoduTa 60sect Ha von Willebrand

[Tpuno6ura 6osect Ha von Willebrand (VWD) ce cpeiia npeinMHO Npy MaJTUTHEHU XEMOIIaTHH,
HO TIOHSKOTa ce HabJo1aBa mpu Tymopute Ha Wilms, KakTo v pu JiIe4eHre C HIKOU JIEKAPCTBEHU
HPOAYKTH, KaTto Iunpodiaokcanuy. Haii-uecTure cuMOTOMH ca MyKO3HH KPBBOHM3JIMUBU (4ECTO
€MUCTAKCUC WM TaCTPOUHTECTHHAJIEH KPHBOU3JINB) U TU(Y3HO MPOCMYKBaHe Ha XUPYPrUUHUTE
panu ¢ kpbB. PT u aAPTT o6uxHoBeHo ca yawmkeHu. Ilpy VWD tun I toramHust von
Willebrand npotenn e wamanen, npu VWD Tun Il mma 3aryba Ha MyaTUMEpH C BHCOKO
monekyiHo Tersio (HMWM).

Jleuenue



JlesmonpecuHbT* € eeKkTUBeH Mpu MHOTO HanueHTH, npeauMHo ¢ VWD tun I, HO uyecto
00eMbT U MPOABDKUTEIIHOCTTA Ha OTroBopa ca orpaHuueHu. [Ipu Jieku U cpeHO TeXKH
KPBBOU3IMBH KOMOWHUPAHETO ¢ aHTU(UOPUHOIUTHUIM € 1T0JIe3HO. [Ipu TeXKU KPHBOU3IUBY €

MoKa3aH KOMOMHUPAH JIEKAPCTBEH MPOAYKT, KOoUTO chabpka (aktop VIII u dakropa Ha von
Willebrand.

[Tpu MHOTO TE€KKH KPHBOU3IIMBU, KOUTO HE CE MOBIUABAT OT KOMOMHUPAH KOHIIEHTPAT OT (PaKTop
VIII u ¢dakropa nHa von Willebrand mnm npu >xuBoTO3amuiaBami KpPbBOM3JIMB € ITOKa3aH
pexomOunanTeH dakrop Vlla (rFVIla).

Jleyenue ¢ nesmonpecun™

JlekapcTBeH IPpOAYKT Ho3za

Desmopressin - BeHO3eH 0,3 mcg/kg i.v. 3a 15-30 munyTu* Ha 12-24 yaca

Desmopressin - uaTpaHasaneH 150 mcg (1 BupbckBane) — namuentH mox 50 kg**
150 mcg (2 BupbckBanrs) — nmampent Hax 50 kg**

Ha 12-24 yaca

[Ipenoneparusro 30 MUHYTH TIPEIU MPOLIEAYpATa

** [IpemomnepaTHBHO 2 Yaca MPeau mporeaypara

Jleuenue ¢ komOuHUpaH KoHueHTpat ot Gakrop VIII u dpakrop ra von Willebrand
Tepanestuuna /lo3a

Omnpenens ce o popmyna

N3uckBanus Opoii einHUIM=TeecHa Maca (KT') X JKeJIJaHOTO MOBHIIABaHE Ha
daxrop VIII (%)x0.5 xomOunupan kouuentpar ot pakrop VI u pakrop Ha von
Willebrand 40-80 TU /kg i.v. Ha 8-12 vaca

Jleuenue ¢ komOuHMpaH KoHueHTpat oT (akrop VIII u pakrop na von Willebrand

JlekapcTBeH NpoAyKT Jo3a

KOMOWHUpaH KoHIeHTpaT oT (akrop VI u 40-80 IU /kg i.v. Ha 8-12 waca
dakrop Ha von Willebrand

JleueHue Ha MHOTO TEXKH U peppakTepHU KPbBOU3IUBHU Ipu nipunooura VWD u npunodurn
unaxuburopu Ha akrop VIII ¢ pekomOunanren dpaxtop VIla

JlekapcTBeH NPOAYKT Ho3a

rFVIla 90 mcg/kg i.v. 6omyc*

HeobxomumocTTa OT cienBaimia /103a W MHTEpBAJa Ha MPHJIOKEHUE CE OMPEICIST CIOpPEe.
KIIMHAYHUTE 00CTOSTEICTBA

[Ipunobutu naxudbutopu Ha pakrop VIII



Hedbunutrst Ha daktop VIII mopaam pa3BuTHE Ha aBTOAHTUTENA € HAN-YECTHUAT MPUIOOUT
nepUIUT HAa KoaryJaluoHHH (JaKTOpH MPHU Bb3PACTHU MALUEHTH C Pak.

3a pa3nuKa OT KOHI'€HUTATHATA XeMO(WIHA, TAMEHTUTE C PUI00UTH HHXUOUTOPU YECTO UMAT
eKXMMO3H{, MOKPHBAIIM OOMIMPHU 30HM Ha TSUIOTO M MOXKE Ja MMaT MAacHBHU MYCKYJIHH H
MEKOThKaHHHU KPbBOU3IUBH.

N3cnenBanero Ha XxemocrasaTa Moka3Ba yAbJDKEHO aPTT, IOJOXHUTENeH CKpUHUHI TECT 3a
WHXUOUTOp M HUCKH HHMBa Ha ¢aktop VIIIL.

[Ipu TeXKH ¥ KMBOTO3AIUIAIIBALIN KPHBOM3IUBU pekoMOuHaHTHHAT (hakrop VIla (rFVIla ) e
cpeactBo Ha u360p B 103a 90 mcg/kg Ha Bceku 2 10 3 yaca 10 criupaHe Ha KPbBOUBIIMBA.

3a eIMMHUHUpPAHE HA aBTOAHTUTENIATa KOPTHKOCTEPOHIUTE CE€ CPEICTBO OT IbPBH U300p, KaTO
MOJKeE J]a ce KOMOMHHPAT ¢ HUKIOPochamMul U puTyKCuMao.

JleueHueTo Ha TOBa CHCTOSIHME TPsOBA Jla C€ MPOBEJIE IMpPEar rojieMUd MHBAa3MBHU IPOLEAYPH,
3al10TO YCIEIIHOTO JIEYEHUE Ha TyMOpa He BOJU JI0 eIMMUHUpPaHEe HA HHXUOUTOPHTE.

Hapymenus B koarynamnusita, CBbp3aHu C JICKQPCTBEHU IPOAYKTU

Hapymenust B koarynamnusTa, Cb4€TaHU C XEMOJIN3a

Morat na ce pa3BUAT cliie]] IpUIOKEeHHE Ha 1edaToCIOpUHU OT BTOpa W TpeTa reHepalus,
ocobeHo medoreraH U HEePTPUAKCOH, HO ca HAOIIOJABAHU U TIPH JIEYEHUE C KapOoIiaTuHa U
okcanuraaTiuHa. CBbp3aHUAT ¢ edanocrnopuHu CHHAPOM HacTbnBa 7 10 10 A1HM OT HAYaIO0TO HA
JiedyeHue, TIOHIKOora U camo ciell eHa j03a. HacTbnBa Texkka XeMoJin3a ¢ MO3UTUBEH TECT Ha
Coombs, xunoronuss u JIMK. Yecto chCTOSHHMETO ce MpHEMa 3a CEINCUC, MalUeHTa Ce
peeKcroHrpa Ha IedaaocopuH, KOETO BIIOIIABA KIMHWYHATA KapTWHA. M3XomapT decto e
daTtarien mopaau HACTBIIBaHE HA MacHBHA Xemoju3a M TpomOo3a. [lanuentute Moxe na
OTTOBOPST Ha arpeCcUBHA TEpaIus ¢ I1a3MOOOMEH, AMaN3a U KOPTUKOCTEPOUIH.

HapymeHI/Isi B KOoaryjianusaTa, CBbp3aHU C TapreTHa Teparnunsd

HaGmronaBanu ca HapymieHwss B Koaryjanusta Mpu JiedeHue ¢ uuxuoutopu Ha VEGF
(OeBarnzyma0, copadeHud, CyHUTUHUO U JIp.), TAPO3UHKWHA3HU MHXUOUTOPU U UHXUOUTOPH Ha
BTK.

XEMOPATHYHA JTHUATE3A IIPU HAPYIIEHUS HA TPOMBOIIUTHUA PO U
TPOMBOLUUTHATA ®YHKIIUA

TpomboruTonenus

HimyHHa TpOMOOLIUTOTIEHUS

Nwmynnara tpomborutonenus (UTII) oOukHOBEHO € ycaoKHEHUE MTPU XpOHUYHATA TUM(POIMTHA
neBkemust, muMmdomute u 6onectra Ha Hodgkin, Ho ce cpemia u npu conuaau Tymopu. Tst Moxe
7la HACTBIIN TIPEIU OHKOJIOTUYHOTO 3a00JIsIBaHE, MO0 BpeMe Ha 3a00JSIBAHETO, KAKTO W TOJMHU
ClIe/l TOCTUTaHEe Ha PEMUCHSL.

Huarnozara Ha UTII no cwiectBo e diagnosis per exclusionem. OcobeHo BakHa € moapoOHaTa
JIeKapcTBEHa aHAMHE3a.

JKuBortozactpamaBaiia xemoparus € HeoOudaitHa mpu TpomOommtu Hag 10 G/I, ocBen mpu
npuapyXkaBaia KoaryJonaTus, JApPyr CbI'BTCTBALl KPBbBOM3JIMB WM JIPYrO PHUCKOBO



CBITBTCTBAIIO 3a0omsBaHe. [IbpBHYHA Tepamusi OOMKHOBEHO ca KopTHKOocTepoumurte. [lpm
pedpakrepna Ha Koptukoctepouau WTII ¢ texxka tpombommronenus (mox 10 G/1), xosito
3aIuIalBa XXMBOTA Ha MMAlMEHTa, € TIOKa3aHOo Tepalus ¢ HHTPaBEHO3eH UMYHOTI00ymH. Ha ToBa
nedyeHue B pamkute Ha 24 1o 48 yaca otroBapsT Haj 80% OT manueHTUTe.

Knunnunoro nporuuane Ha MTII yecTo € He3aBUCUMO OT X044 Ha MOAJISKAIIATa HEOMJIa3Usl.
[TbpBa IMHUA Ha JIeYEHHE MPU TEXKa kuBoTo3aramsaima UTII

JlekapcTBeH MPOAYKT CranjpapTHa 103a
MeTunmpeHI30I0H 1-1,5 mg/Kg i.V. THEBHO C racTPONPOTEKTOP
JexcameTa3zoH 40 mg i.V. IHEBHO C raCTPONPOTEKTOp 3a 4

IIHU BcekH 2-4 ceqmuiy, B 1-4 nuknia

Benosen HecnienuduueH UMyHOTTIO0 Y THH [TpenoppunTenna HavanHa qo3a e ot 0.4 1o
0.8 g/kg TenecHo TerJo, MPUIOKEHA
€IHOKpaTHO, mocieasana ot moue 0.2g/kg
TT na Bcexu 3 10 4 ceAMHUITH.

DapMaKoJIOTHYHO HHAYHMPAHA TPOMOOIMTONEHHUSI

Tunuuno HacTbnBa 1 10 3 cenMuIyM ciiel BKIIFOUBAHETO Ha HOB JIEKapCTBEH NpoAyK. [IpueMbT Ha
CYCIIEKTHHSI JIEKQpCTBEH MPOIYKT TpsiOBa BeaHara Ja Oble NMpeycTaHOBEH. AKO €MU30AbT
HACThIIBA CJIE] PUEM Ha HIKOJIKO HOBM JIEKAPCTBEHU MPOAYKTH, Hal-100pUAT MOIXO € Jia ce
CIIpe TO3H, KONTO Hail-uecTo € CBhp3aH ¢ TpomobouTonenus. [Ipy cnenHu cbCTOSHUS TOIXOAbT
€ KaKTo MpH MUMYyHHATa TPOMOOIMTONCHHUS, HO Hali-4€CTO MAI[EHTUTE CE BBH3CTAHOBSBAT CJEI
EJIMMHUHUPAHETO Ha JIEKAPCTBEHHUS IPOAYKT OT OpraHu3Ma.

.HCKapCTBeHI/I MMPOAYKTHU, MIPpUIHHABALIIN TpOM6OIII/ITOH€HI/I$[ P OHKOJIOTUYHH IMAIlUCHTU:

e lpunorekan
e Xemapun

e AxTHOMOTHMIM: aMOTepuIMH B, BaHKOMUIMH, METUIMJIMH, [UIEPaLJIMH,
pubaMIuIuH, TPUMETOIIPUM-CYJI(haMeTOKCa30l
e Awnraronuctu Ha rimkonpotent |Ib / I11a: abuukcumad, Tupodudan, entududarua

e H2-Onokepu: CUMETHINH, PAHUTUINH
e Hecrepongau npoTUBOBB3NAIUTEIHH CPENCTBA
e Pasznu: aneramMuHogeH, kapdamas3enuH, XUAPOXJIOPTUA3H, XUHUH

IToctpancdys3nonHa mypmypa

KiuHn4HO ce nposiBsBa ¢ TeXKU KPbBOU3IMBY, HACTHIBAILHU | 10 2 ceAMUIM CIIe/ IPEIUBAHE Ha
KpbBEH NPOayKT. [lanineHTHTe ca XOMO3UTOTHH 32 MUHOPEH crieln(UYeH TPOMOOLIUTEH aHTUT€H
Y UMaT aHTUTeNa Hali-uecTo KbM TpoMOouuTHUs aHTHUreH PLAL.

Koy kbM Ararso3aTa € HaCThIIBAaHETO HAa TPOMOOLIUTONEHUSI TPU MAIUEHT, TUIIMYHO MIPU JKEHa,
ciesl TpaHcdy3ust Ha epUTPOLIUTEH MIIM TPOMOOIIMTEH KOHLEHTpAT B nociueauure 7 1o 10 qHu.
JledeHnueTo ce MpoBekJa ¢ HUHTPABEHO3EeH UMYHOIJIO0YIUH U uia3madepesa. [1pu nocneasaia
HE0O0X0UMOCT OT TpaHC(y3us Ha TPOMOOLMTH MPENOPBUMTETHO € na ce mnoadupar PLAI-
HEraTHBHU TPOMOOLIUTH, KOETO 3aTPyAHsBA TpaHCPy3HMOHHATA Teparusl.



XenapuH HMHAYIHPaHa TPOMOOLUTONICHUS

Xenapus uaaynupanara rpomooruronenus (XUT) ce n1bmku Ha 00pa3yBaHUTE aHTUTEINA CPELy
KOMIUIEKCa XemapuH-TpoMOouuTeH (axktop 4, KOETO BOIU OO TPOMOOIMTHA M MOHOIIMTHA
aktuBays 1 Tpom6o3u. XUT e obnyaiiHa npy OHKOJIOTUYHUTE NAIMEHTH U € CBbP3aHa TEXKKH
TpoMOOTHYHU ycinokHeHus. Yecrotata Ha XUT npu nedeHune ¢ HeGpakIMOHUpaH XxenapuH ¢ 1
10 5%, a mpu Je4eHre ¢ HUCKOMOJIeKyJieH xenapuH — noja 1%. HacrenBa obuknoBeno 4 o 10
JTHU CJIeJ] HA4aJIOTO Ha JIEYEHHE, HO MOHSIKOra TO3U CPOK ce yabkasa 10 100 gau.

Knnanyno XUT npoTuyHa ¢ BEHO3HH WM apTePUATHA TPOMOO3U M KOKHHM HEKPO3H Ha MECTaTa
Ha NIOJIKO’KHA aIlJIMKaIys Ha XenapuH. [lerexuu u apyru 6e1e3u Ha MyKO3HHU U KO>KHU XEMOParuu
He ce HaOmroaaBar. Bp3aMoxkHU ca aHaQMIaKTHYHU peakiuu 10 30 MUHYTH TP BEHO3EH 00ITYyC
WJIM NTOIKOKHA MHIKEKIIMS Ha XEIIapHH.

XUT e cycnmekTHa NpH BHe3ameH cmaja Ha TpomOomutute ¢ Hajy 50% wnu mpu cmag Ha
tpombouutute o 100 G/l npu nedeHue ¢ xenapuH U B OTChCTBUE HA AITEPHATUBHHU TPUYUHH
3a TpoMOonHTONeHUs. JluarHocTHdHN XemocTa3Hu TectoBe ca ELISA 3a maroreHHHu aHTUTENa
cpeury TpombouuTeH (akTop 4, TECT 3a TPOMOOLMTHA AaKTHBAIMS U TECT 3a TPOMOOIUTHA
arperanusi.

Jleuenne u mpoQuIaKTHKA HA XENapuH WHAYIHpaHAaTa TPOMOOIIUTONICHHUS

JlekapcTBeH MPOAYKT Jlo3upoBKa
Argatroban — tepaneBTuYHa /1032 2 mcg/kg/muH i.V. uady3us*
Fondaparinux — repamneBTHYHA 1032 7,5 mg/kg s.c. aHEBHO
(mox 50 kg - 5 mg/kg; nax 100 kg - 10
mg/kg)
Fondaparinux — mpo¢urakTuynaa 103a 2 mg/kg s.C. nHEBHO
Dabigatran 150 mg p.o. 2 mbTH THEBHO
Rivaroxaban 2,5 mg p.o. 2 IbTH AHEBHO
Apixaban 2,5 mg p.o. 2 bTH THEBHO

Hozanpu aPTT 1,5 1o 3 nbTH Hag HOpMaTa; HamajeHue Ha fo3ara 70 0,5 mcg/kg/MuH npu TEXKO
4epHOApOoOHO 3abonsBane. [Ipu cucteMHa MylITHOpPraHHa HEJOCTATBYHOCT J103aTa CE HaMaJlsABa
1o 1,0 mecg/kg/muH.

TpoMOOTHYHM MUKPOAHTHOTIATHH

Tpombotnuna Mmukpoanruonatusi (TMA) mo Ttuma Ha TpoMOOTHMYHA TPOMOOLMTONIEHUYHA
nypnypa (TTP) u xemonutuko-ypemuuen cunapom (XYC) e cycrnekTHa Npu BCsiKa KOMOMHAIHS
OT TPOMOOIIUTONECHMS], MUKPOAHTMONIATUYHA XEMOJIUTUYHA aHEeMUs (HaJuuue Ha LIM30LUTH U
XEMOJIN3a) ¥ OpTaHHa yBpesa (Haii-uecto Ha Ob0pery, YepHeH 1po0 u/uinu Mo3bK). [lanmenTure
MOXK€E Jla MMaT HEBPOJOTMYHA CHMIITOMAaTHKa, KaTo IiaBoboyine, oObpKBaHE, I'bpPUOBE WU
uHCyaT. TpoMOoLMTONEeHUTa Bapupa OT MUHUMAaJIHa 710 eKcTpeMHo Texka. LDH e moBumiena, a
XanToriIoO0MHBT — MOHWKEH WJIH JIMICBAIl. MHOTO OT ManUeHTUTe UMaT MPUIOOUT NeUIUT Ha
ADAMTS13. HenexyBanata TTP e ¢aranno 3abonsiBane cbe cMbpTHOCT 95 1m0 100% mpenu
BBbBEXJaHe Ha TuiazMadepesara. [lonacrosmiem masMooOMeHHaTa a3madepesa € KpailbrbieH
kamMbK B JiedeHueto Ha TTP, xato cmbptHOCTTa magHa mox 20%. Ilpu HEBB3MOXKHOCT 3a
wia3madepesa ce TpaHcyszupa MpsCHO 3ampaszeHa MmiasmMa B jo3a 15-30 ml/kg aneBHO.
[TapanenHoTo NpUTIOKEHUE HAa HMYHOCYyNpecus (KOPTHUKOCTEPOWUIU, BUHKPUCTHH) WM Ha
PUTYKCHMAa0 YeCTO BOJH JI0 MPOABIDKUTEIIHU PEMHUCHU.



ITpu onkonormuynu nauveHTd TMA e Haii-uecTa IpHU METaCTaTUYHUTE COJIMJHU TYMODPH, NpHU
KOCTHOMO3BYHU W OenofpoOHu Meractazu. [lmasMooOMeHBT TpH TakWBa TAIMEHTH HE €
edpextuBeH, Ho TMA Moxe Ja ce OBJIHsIe, aKo TYMOPBT OTTOBAps HAa TepaIusl.

(DapMaKOJ'IOFI/ILIHO CBbp3aHa TpOM6OTI/I‘{Ha MHUKPOAHTUOIIaTUA

Cunapom Ha TMA MoXke Ja yCIIOKHU JICYEHUETO C:

o ['emirabun
e Muromurug C
e uxubutopu Ha KAIIMHEBPUHA: IIUKIOCTIOPHH, TAKPOJIUMYC, BOKJIOCITIOPHH

° TI/ICHOHI/IpI/II[I/IHOBI/I AHTHUArpCranTu: TUKJIOINIWH, KJIOIINA0IPECII

[TonacTosiiem ot ruToctarunuTe Hali-uecto TMA npuunasaBa reMuutadunsT (0,1 10 1%). TMA
OOMKHOBEHO C€ MpEAIIeCTBA OT TEXKKa XUIEepTOHUs. AcouunpanaTa ¢ remuutadbun TMA moxe
Jla € OTCPOUYEHA, a ChbCTOSHUETO YeCTO € pepakTepHO Ha Tepanus Wik ¢aTtanHo. [IpuioxeHueTo
Ha IJIa3MOOOMEH € MpOTHBOpPeurMBO. MMa chOOIIEHUS 3a IMOBJIHMSIBAHE OT WHXHOWUTOpa Ha
KOMIUIEMEHT eKyJIn3yMao.

TMA moxe Ja YCJIOKHHU aBTOJIOKHATA U aJIOFCHHA CTBOJIOBOKJICTbYHA TPAHCIIJIAHTALIUA.

TPAHC®Y3UAA HA TPOMBOLIMTHHU KOHUEHTPATHU ITPU OHKOJIOTTUYHU
IHAIIUEHTH

Bw3npuero e, 4e mpu cTaOWIHHM MAlMeHTH TpaHChY3UOHHUAT mpar 3a Tpomborutu ¢ 10 G/1,
KOETO peAyIMpa PUCKa OT TeXKBK KPHBOU3IUB. TpaHcHy3nOHHUAT mpar ce Moau(uImpa criopes
KIIMHUYHUTE OOCTOSATEIICTBA U IPUPYKABAIIUTE 3a00JIIBaHUSI.

OOwnyaiiHata no3a € 5 wim 6 E TpomOonmTeH KOHIEHTpAT OT eXuHUYHU JoHOpW mian 1 E
TpoMbOoITH 0T adepesa. TeopeTHUHO TakaBa J03a MOXKe J1a oKayu TpomboruTute ¢ 50 10
70 G/I, HO YecTo OTTOBOPHT C€ KOMIIPOMETHPA OT ChITBTCTBAIIO 3a00JIIBaHE WK KPHBOU3JIUB.

TpombouuTHa pedpaxkrepHoCT

[TanieHTH, TP KOMTO C€ OYaKBa JIOII OTrOBOp, TpsAOBa Ja ce HW3cieABaT 15 MHHYTH cren
TpoMOoIMTHATA TpaHCPy3Hs. AKO HIMA MOKauBaHEe Ha TPOMOOIIMTHTE HIIM TO € MUHUMAJTHO (1101
20 G/1), BepoaTrHO ce kacae 3a TpomOomuTHa pedpakreproct. IIpu n1o0Bp oTrosop cien 15
MHUHYTH, HO Jioll ciel 24 yaca BEpOATHO He ce Kacae 3a pedpakTepHOCT, a 3a KOHCyMalus,
bhebOpuurert, cerncuc, HapMakoJIOTUYHO MOBIUsBaHE WK criieHoMmeranus. [Ipu nHammune Ha HLA
aHTHTeNa (AIOMMYHHU3AIIH ) MOXe Ja ce TpaHcy3upat HLA-chBMeCTUMH TPOMOOIIUTH, HO TOBA
€ TPYZAHO AOCTHIHO U HeepekTuBHO B 20 10 70% oT cimydyaute. Moxe Ja ce ThpCIT KpbCTOCAHO
CbBMECTHMHU TPOMOOIIMTH, HO TOBA HE BUHATH € BH3MOXKHO.



CrieniHy MEpKH MpH TPOMOOLIMTHA ATTOMMYHHU3AIMS U pePpaKkTepHOCT

Mspka KomenTap

Twpcene Ha Apyru [IPUYUHU 3a | U3cnensane 3a XUT, nekapcTBeHH IPOLYKTH
TPOMOOIUTOTICHHUS u Jap.

TpomOouuTen “drip” [TpoawsmxuTenna Tpancdysus (Haxa 4-6 yaca)

Ha 1E TpoMOOLIMTEeH KOHIIEHTpAT
wn 1E ot adepesa Ha 6 yaca

€-aMHUHOKAITPOHOBA KHCEITMHA 4-5 g i.v./per os 3a 1 yac, nocie o 1 g/uac Ha
8 uyaca (Makcumaito 24 g/24 gaca).
TpaHekcamoBa KrcelnuHa 10 mg/kg per os Ha 8 yaca

[Ipu 3annamBaiy )KMBOTa KPbBOU3JIMBU MOKeE Ja ce npuinoxu rVila.

[Ipu TpomOoLMTHA pePpaKTEPHOCT C apTEpUATHEH KPBBOU3IMB UMa CHOOIICHHUS 3a TOBJIHUSBAHE
OT aHruorpagcka HHTpaapTepuaiHa Tpancys3us Ha TPOMOOLUTH.



47. KOHTPOJI HA OHKOJIOI'MYHA BOJIKA ITPHU COJINIHHA
TYMOPHU U MAJIMTTHEHU XEMOITATUUA

47.1. EnNUaeMuoJ10rust

ITo cratuctuueckn naHHuM Ha CBeroBHara 3apaBHa opranuzaius (WHO, C30) ot 2008 . B
CBeTa ca ycTaHOBeHM HOBHU 12 667 470 cnydas Ha oHkosioruyau 6osectu. Criopen Hanmonamaust
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
MIpU PA3IMYHU JIOKAJTU3AMKM U CTaJIMU Ha 00JIeCTTa JOKa3BaT Pa3jivyusl, 3aBUCEIIM OT BHUJ Ha
KapIMHOM, MPOBEXKJIAHO HPOTHBOTYMOPHO Je4YeHHe W cTaguil. Ako 59% ot OomHute C
IPOTUBOTYMOPHO JIeUeHHE U3MUTBAT 00JIKa, ClIe]] 3aBbPIIBAHETO MY T € Hanuie camo rnpu  33%
ot 1ax. C HanpenBane Ha OojecTTa HapacTBa OpoOAT Ha OOJHH, MPU KOUTO OOJKaTa € BOJEIIO
omnakBane — 69% or mamueHTH ¢ MeTacTaThuyHa Oo0JIeCT M3MUTBAT OOJNKa M TS € BOJAEIIO
oIIakBaHe MpH HaJ 95% OT OOMHUTE B MOCICTHUTE CEIMUIM M THU HA KUBOTA UM. BbIpeku
TOBA MIPOYUBAHUS OT peAuIia EBPOIIEHCKU CTpaHH JOKa3BaT, ye O0IKaTa He € JIEKyBaHa aJeKBaTHO
npu 56-82.3% ot ciydaute.

OueHkaTta ¥ J€YCHUETO Ha OOJKaTa, M3MHUTBAHA OT MAIMEHTH C OHKOJIOTMYHU OOJIECTH, € OT
I'bPBOCTETICHHO 3HAYEHUE BbB BCEKH CTaAMil Ha OoJiecTTa. Bhpeku ToBa T4 MpobiKaBa 1a 0bie
HEa/IeKBATHO KOHTPOJIMpaHa U JICKyBaHa.

47.2. Knacudukanus Ha OHKOJOrHYHA 00J1Ka

Omnkonornunata 6oika ce paszznens mo cieanute npusHanu: (1) crmopen MPOTHYaHETO BHB
BpEMETO, T.€. KiacupuKaus 1mo Bpeme; (2) cropea MaToJIOTMYHH MPOMEHH, y4acTBAIld BbB
(dhopMHUpaHETO U BH3MPUEMAHETO, T.€. KIacu(pUKALKA M0 MaTOPU3NOIOTUYEH MEXa- HU3bM;

(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 JPY>KECTBO MO KJIMHUYHA U TpaHC(y3MOHHA XEMaTOJIOTHsl.

47.3. Knacudukamnus 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. XapaKTepusupa c€ CbhC CBPBHXAKTUBHOCT HA CHMIIATUKOBHUS OTIENT 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 Bb3IpHeMa KaTo TJIaChK Ha OCHOBHATa 0OJIECT.

Xpouunyna 6oJika. [Ipu Hes TUICBa OTKIIFOYBAI] MOMEHT U MPOIBIKaBa MOBEYE OT IBE CEAMMUIIH.
Xapaktepu3upa ce C IMOCTENEHHO pPa3BHTHE, TPYAHO OMPEACTMMO HA4Yall0 W HENPEeKbCHATO
HapacTBala UHTCH3UBHOCT. XpOHUYHATa O0JKa HsMa 3aiuTHA posist. CUMITOMU Ha CBPBXTOHYC
Ha CHMITaTUKOBaTa HEPBHA CHCTEMa HE ca TUITMIHH 32 XpOHHYHATa Oojka. Bomemw ca nenpecus,
OTUYXKJCHHE, TPOMEHU B JIMYHOCTTA, OE€3CHhHUE, aHOPEKCHs, anmaThs U JeTaprus. B moBedero
ciIy4yau XpoHWYHaTa 00JIKa € u3pa3 Ha Mporpecus Ha OOJIeCTTa,



BJIOIIICHA IMPOrHO3a U HaMaJIeHaTa IPOABbPKUTCIHOCT Ha )KHUBOT.

NunuaentHa (mpoduBHA) 60ska. Ts e mpuCThI HA €MU30/IMYHA, HHITMJICHTHA 00JIKa, KOSTO

,,[IpoOKBa” 1O0OPOTO OCHOBHO 0Oe300sBaHe. M3uckBaHe 3a MHIMJECHTHA 0OJIKa € HaJu4ue Ha
OCHOBHA TaKaBa, KOSATO € KOHTPOJIMpaHa C pEIOBEH NpHEeM Ha ONMHOUIHU aHAJITCTHUIIH.
[IpoOuBHaTa 0OJIKa 3HAYMTEIHO BJIOIIABa KA4Y€CTBOTO HA >KMBOT M BOJU JO HAapacTBaHE Ha
00II0TO CTpaaHue.

47.4. Knacudukanus no natopu3noaoraueH MeXaHu3bMm

HounuenTuBHa 6ojika. [lonyuaBa ce nmpu MEXaHWYHO, TEPMUYHO MIIM XUMHUYHO Jpa3HEHE Ha
TEPMUHAIIHUTE OKOHYAaHWs HAa CETUBHU HEPBH W Ha CHCHU(PHUYHU pPElenTopu 3a OoJika
(HOIMLIETITOPH), PA3MOJIOKEHH B THKAHM M OpraHuTe. HepBHHUTE MbTHINA, MPOBEXKIAIIN
UMIYJICUTE 3a 0OJIKa, ca MHTAaKTHH. B 3aBUCHMOCT OT pa3MOJIOKEHHETO HA HOLMUICTITOPUTE
Oonkara ce paznmens Ha: (1) comarnyHa (B KOXa, MOAKOXHE, (HACIHH, MYCKYIIH, CyXOXKIIUSI 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, TphIIHEHE, CTPeIKaHe (EIeKTPUUECKU 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 CIICTCHUS M OTJCIIHU HEPBH).

CumnaTukoBa 0OoJska. Ts e cienctBue Ha yBpeXJaHEe Ha TbKaHUM U HHEPBUPALIUTE TI'U
CHUMIIATUKOBU HepBU. boyiHuTEe ce oIutakBar OT mapemia Oojika M aloJuHMs, MOA0OHa Ha
neadepentHaTa Ooiika, HO C TPOMEHEHA CHMIIATUKOBA (YHKIHMS B 3acCeTHATHTE 30HU —
BAa30MOTOPHM IPOMEHHU (3auepBsiBaHE, NOOJIEHSBAHE, OTOK, pa3jiMKa B TEMIEpaTypa, ChAOBU
MOTOpHH H TpoduuHU poMenn). Haii-uecto ce cperia mpu 3710Kaue€CTBEHN TYMOPH B MaJTbK Ta3
Y METacTa3! B IIMHHU TUMQPHH BB3IIH.

47.5. ETnonoru4Ha kiaacu(pukanus

OmnkonornyHaTta Oojika ce paszens Ha: (1) mpeAu3BUKaHA OT caMaTa OosecT (MHGWITpaLus OT
TYMOp Ha OKOJIHH ThKaHU U OpPTaHH, IPUTHCKAHE U IPOPACTBaHE KbM HEPBHU OKOHUYAHHSI, HEPBU
U HEPBHU CIUIETEHHMS, 3aIlyllIBaHE M pa3TAraHe Ha KyXd OpraHH, AECTPYKLUS U pa3pyllaBaHe Ha
ThKaHM); (1) CBbpP3aHa C JICUCHHE Ha OoJiecTTa (AMArHOCTUYHU MPOIEIYpPH, OMEPATUBHO W
MPOTUBOTYMOpPHO JieueHue); (iil) ciaencTBrue Ha O6oiecTTa, HO HEeMpeaIn3BUKaHa OT CaMUsl TyMOpP
(pm 3amex, npenn3BUKaH OT OMUOUIU, MUOaciuanHu 00JKH, pedaykc- e30(paruT, cna3Mu Ha
NUKOUYEH MEXYp CJIe]] KaTeTepu3alus, MOCTXepHeTUyHa HEBPAITUs 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.).

47.6. OneHka HA MAalMEHTH ¢ OHKOJIOTHYHA 00/1KA

Ha Ta6n. 1 ca noka3aHu npaBuiaTa 3a TOYHA U ITbJIHA OLIEHKA HA MALIMEHT C OHKOJIOTMYHA 0OJIKa.
[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 M3MMTBaHA O0JKa M e(EeKTHUBHOCT OT MPOBEKIaHO JedeHue. 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) Busyamnuo-
anasnorosa ckaia (Visual Analog Scale, VAS). [IpenopbuBa ce HHTEH3UBHOCTTA Ha OoJjKaTa U
pe3yaTaTuTe OT MPOBEXKIAHOTO JICUCHHE J]a CE OICHSIBAT PEIOBHO KAaTO C€ M3IOJI3BA €HA OT
MIOCOUEHHUTE CTaHIAPTU3UpaHu cKaiu. [IpernopbuBa ce M3CieABaHETO HA BCUYKM KOMIIOHEHTH,



HU3rpaXxjamy 1 MOBJIMABAIIN U3IUTBAHOTO OT MAIMEHTA CTPaJaHUC, HAIPUMEP IICUXOCOIUAIICH
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 [IpuunHu, Hayano, BUJA, MICTO, MPOABIDKUTEIHOCT, UHTEH3UBHOCT, O0JIeKYaBaHEe U
BpPEMEBH XapaKTEPUCTUKH HA U3MHUTBaHA OOJIKa.

e Hannuue Ha orTkimouBam QakTtopu, Oene3u, 3HAM U CHMITOMH, CBBpP3aHU U
MPOU3THYAIIN OT OOJIKATA.

e [lpunaranu aHanreTuly, TIXHA €PEKTUBHOCT U CIIOCOOHOCT Ha OOJHHUS Ja TOJIepHpa
HA3HAYCHO JICUCHUE.

e OlleHKa ¥ TOBTOPHA OIIEHKA Ha MallUeHT

e OrmeHKa Ha KIWHUYCH CTAaTyC 4Ype3 OOMOMEIUIIMHCKH KIMHWYEH W CIEIUATH3UpPaH
HEBPOJIOTUYEH TIperjel W CHeuu(pUUHd AUArHOCTUYHH (00pa3Hu, OWOXUMUYHH H
1a00paTOPHU ) U3CIICIBAHMUSL.

e Hamuume wimm BiausHHE Ha OoJikaTa BBPXY ©KCIHEBUETO HA IAMCHTA —
paboTOCOCOOHOCT, COLMAajeH >KUBOT, ChH, MOYMBKA, ANETHT, CEKCyalHa TOAHOCT U
HACTPOCHHUE.

e BimsHHe Ha OHKOJIOTUYHATa OOJECT W JICYCHHETO W BBPXY (U3HUYECKOTO,
MICUXOJIOTHYECKOTO U COLUATHOTO CHCTOSIHUE HA OOJHMUSL.

e Hanuuue Ha GonmHornenay (Jimile, Half-4YECTO YJICH HAa CEMENWCTBOTO, AaHTAXKUPAHO C TPIKU
3a OOJIHHS ), TICUXOJIOTHYEH CTATyC, CTEIICH Ha OCBEJJOMEHOCT 3a 0OJIECTTa, HAJTMYUEe UITH
OTCBHCTBHUE Ha TPEBOKHOCT U JICMIPECHUS; COLIMATHA CPea, HATMYMETO Ha CUYLIMIHU MUCITH
Y WJICH, Ka9eCTBO Ha JKUBOT, TyXOBHU HYXIH U TPECBOTH.

e Hanuune u MHTEH3UBHOCT Ha Oele3n, PU3UIEeCKH  eMOIMOHAIHU CUMIITOMH, 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 HaIM4Me Ha omuou10poOus (OIEHsBa C€ CKIOHHOCT Ha
OOJHMS J1a cria3Ba HA3HAYEHO aHAITETHYHO JICYCHHUE).

e JlexyBamusr Jiekap TpsOBa Ja OICHHW W TPU HYXJA Ja MPEOIECHU BBH3MOXKHOCTHTE U
CIIOCOOHOCTHTE CH J]a KOMYHHKHPA U HHPOPMHUPA MMAIMEHTa H CEMEHCTBOTO MY.

e U3scHsABaHE HA HY)KIUTE HA OOJHUS U CEMEICTBOTO MYy.

Me:x1yHapoIHU BaIUIMpPaHU HHCTPYMEHTH 3a OIIEHKa Ha OoJIKa.

e BusyanHa aHanorona ckajia
o Hswma 6onka | | Henonocuma 6oska 10 cm

e  BepOamHa CKAIA ...oovevirreeiieeieses e
o Hsawma 6onka 0

Cunna (uHTeH3UBHA) 4
MHoro cwiHa (HemoHocuMa) 5

o Mmnoromeka 1
o Jleka 2

o VYmepeHa 3
o

o



e [ludpona ckana
o Hama6omxka0123456789 10 Hemorocuma Gonka

47.7. IlpuHUMNIM 32 JiedeHHe HA OHKOJIOTHYHA 00J1Ka

[IpenopbuBa ce 6oHUTE A2 ObAAT HHGOPMHUPAHH 3a BH3MOXKHA TI0sIBa HA 0OJIKA U 32 METOIUTE
Ha HeiHoTO neuenue. Te TpsOBa ga ObAAT OKypaXkaBaHU Ja UTPasT aKTHBHA POJIS B JICYEHUETO
Ha U3IIATBAHATA OT TAX OO0JIKA.

Covkpawenus: ban NRS — Hugpposa crxanra 3a oyenxka; C30 — Ceemosna 30pasHa
opeanusayus; HCIIBC — necmepoudnu npomuso8v3naiumentu cpeocmada.

IIpu neyeHne Ha XpoHUYHA OOJIKA € MPENOPBUUTETHO aHAJITETHLMTE J1a ce Ha3HayaBaT U
IpyeMar oT peloBHO ,,I10 YACOBHUK .

He ce npenoppruBa npueMaHeTo Ha aHAITeTUYHUTE JIEKApCTBa J1a Obe ,,[IpH HyKaa .

[TpuemaHeTo Ha aHAITSTHYHM JICKApCTBAa MpPE3 ycTaTa ce MPErnopbhb4yBa KaTO METOJ Ha MPbHB
u300p.

[TosiBaTa Ha MpPOOWMBHA OHKOJOTMYHA OOJIKa TPsIOBAa Ja Ce OYaKBa M MPEIABHXKIA. 3a IeiTa ce
npernopbuBa Ha3HAYaBaHE Ha T.HAp. ,,CHACHTENHA 7103a” 00e300JsMBall JCKAPCTBEH MPOIYKT,
KOATO Ja CC Ipujiara rnpu HCO6XOIII/IMOCT, HU3BBH 06H‘~I&I>iHOTO AHAJITCTUYHO JICUCHUC.

47.8. Jlo3a, B U BT HA PHeMAaHe HA AHAJTeTHYHH JIEKAPCTBA

Bunbt u no03ara Ha JiekapcTBaTa 3aBUCAT OT MHTEH3UBHOCTTA Ha Oonkara (Tabu. 3) u TpsOBa na
ObJaT KOpUTHpAHM, 32 Jia CE MOJy4Yd OallaHC MEXay OOJIeKYaBaHE M IOSBA Ha HEKEJIAHU
cTpaHn4HH eeKTH. ,,CriacuTenHara 103a”, KOATO Ce Ha3HauaBa B CITyJail Ha HYXX/1a, Ce IMOJTy4aBa
OT MOJIXO/SIIO U3YUCIICHA THEBHA J103a. AJITEpHATUBA HAa OPaHUS BT 3a MpHJIaraHe TpsOBa ja
Ce ThPCH TOraBa, KOTaro OOJHUTE HE ca B CHCTOSHHE Ja TpPHEMaT aHAJITCTUIM TOpaau
HEKOHTPOJIMPAHO TOBpbBINaHe, Aucdarus, YpeBHa HEMPOXOJUMOCT, KOTHUTHBHH HapyIICHUS,
CTpaHW4YHH €(eKTU U B CITy4au, KOraTo € HaJuIle JOII KOHTPOJI Ha OoJIKaTa U ce Hajlara yCKOpEeHO
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 crhmano (j1eka KkbM 3-6/10 Cnab onmon + paracetamol

yMepeHO MHTEH3UBHA 00JIKa) n/umm HCTIBC

Tpero crbmaso (ymepena koM | > 6/ 10 Cunun ONUOUIHU

CHJIHA U HEMOHOCHMa 00JIKa) aHaireTMIM *+ paracetamol
n/umn HCTIBC

HpenothmTenHo € JICKapCTBCHOTO JICUCHUC HAa OHKOJIOTHUYHA Oonka Ja 3all0YHE C aHAJII'CTHYCH
JICKApCTBCH MPOAYKT, IIOKazaH OT aHaJII'CTUYHAaTa cThI0a Ha CSO, KaTo IIoAXOJsIl 3a



HHTEH3UBHOCTTA M.

3a jeyeHWe W KOHTPOJ Ha JieKa OOJKa Ce MPernopbhb4yBaT HEONMUOWIHM AHAITETUIM KaTo
paracetamol (acetaminophen) uimu HCIIBC. Ilpunarane na HCIIBC 3HaunTEeIHO IMPEBBH3X0XKIA
1anedo npu eIHOKpaTHO IpuiiokeHne. Hama okaszarencTBa, HOJKPENAIIN NPEBb3X0ICTBO Ha
equH unu gpyr npeactaButen Ha HCIIBC mo oTHomieHWe Ha aHaireTudeH e(exT uiu
6e3onacHoctTa. [Ipoabmxurenna ynorpeda Ha HCIIBC unu Ha nUKI00KCUTeHAa3a-

2 (COX-2) ceneKTUBHEH MHXMOUTOP Hajlara BHUMATEIHO U NIEPUOJUYHO IPOCIEIsBaHE TOPaIu
BB3MOXKHOCT OT TMOfIBA HAa TOKCUYHOCT Karo KbpPBEHE OT TacCTPOMHTECTUHAIHHS TPaKT,
TpombonuTHA TUCPYHKIMSA U ObOpeyHa HegocTaTbyHOCT. Bhobuie paracetamol u/mmun HCIIBC
ca e(heKTUBHH IpHU JIeYeHHE Ha OOJIKa OT BCAKAKBA MHTEH3UBHOCT MOHE 32 KPAaTKO BpeMe U MpHU
JMIcaTa Ha IPOTUBOIOKA3aHMUS.

BosHu ¢ ymepeHa Oosika ce JIeKyBaT ¢ KOMOMHHPAHH JIEKAPCTBEHH MPOIYKTH, ChIIbPIKAIIU Hali-
gyecto paracetamol, acetysal wiu HCIIBC u cnab 0bp30 AeiicTBai OMUOMICH aHAJITETHK, KaTo
codeine, dihydrocodeine, tramadol wumm propoxyphen (Ta6mn. 4, 5). Ilpu ymorpebGata Ha
JIEKapCTBEHU IPOJYKTH OT BTOPO CTHIIAJO0 HA aHaJIreTMyHarta crbida Ha C30 uma HIKOJIKO
CHIOpHHM acriekTa. Ha mbpBO MSCTO ce KpUTHKYBaA JIMIICATa HAa KAaTETOPHYHM 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 edexktn. MHOro aBTOpM Mpemiarar OTIIaJaHeTO Ha BTOPO CTHIIAJO 32
CMETKa Ha I0-paHHO MpWJIaraHe Ha morphine B Mo-MajKu JI03U.

Tabmuna 2. M36panu HCIIBC, mpuioxumu 3a jJedyeHUEe Ha OHKOJIOTMYHA OOJKa — MBPBO
crbnano Ha C30.

BemectBo Iupoxo Bpeme no | IIpeaynpexnenuss | Makcumasna
pa3npocTpaHeHu- | HAYAJI0 JAHEBHA 1032
¢opMu u rpamazk | Ha

AeiicTBHe
(MUHYTH)
Acetaminophen Taou., 15-30 Xenarorokcuynoct | 4 x 1000 mg
(paracetamol) cymysuropuun 500-
1000 mg

Acetysal Ta6n.  500-1000 | 15-30 I'UT TokcmuHOCT, | 3 x 1000 mg

mg arnep- THs,
MHXUOUTOP HA
TPOMOOIINTH,

Ibuprofen Tabn.  200-400- | 15-30; I'NT wu penanna | 4 x 600 mg; 3 x

600 mg, 120+ TOKCUYHOCT 800 mg
Mo IU(pUITMPAHO

800 mg c 0CBOOOXK1aBaHEe

MOJUPUIIPAHO

0CBOOOXKIaBaHe,

TOTMHMKATHH TeJI0BE

Ketoprofen Tabn. 25-75 mg; | 30+ I'NT wu penanna | 4 x 75 mg;
tabn. 100- 150- TOKCUYHOCT
200 mg c 2 x 200 mg
MOJUPUIIPAHO
0CBOOOYX/1aBaHe




Diclofenac Tabn.  25-50-75 | 30-120 I'IT u 660peuna 4 x 50 mg;
mg; Tao. TOKCHYHOCT
100 mg ¢ 2 x 100 mg
MOTUPUITIPAHO
IEUCTBUE
Mefenamic Acid Karc. 250-500 mg | 30+ I'UT Tokcuunoct | 4 x 500 mg
OBOpeuHa
TOKCHYHOCT
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, HedpoToKcHYHOCT, | MY
amrm. 1000 mg/2 JIEBKOTICHUS u
ml arpaHyJoIH- TO3a,
curapom Ha Lyell
* Metamizole ue e gact ot npasuiara Ha ESMO; T'UT — racrpountectunanes tpakt; C30 —
CBeTOBHa 3/JpaBHA OpPraHU3aIus

Tabmuma 3. CpaBHeHHe Ha M30paHK OMTMOWIHH AHAITETUITU OT BTOPO CTHITAIO Ha
aHanretnyHata cthi0a Ha C30.

BemectBo ®opmu U | OtHocuren | Hpoabiaxen | Makcumaa | CraproBa
rpamMax HA e Ha e(eKT | HA JIHEBHA | /1032 0e3
epexkTuBHO | (4acoBe) 71032 npeABaApUTe
CT CHpPSIMO HA
morphine MOJAr0TOBKA
Dihydrocodei | Moaudwummpa | 0.17 12 240 mg 60-120 mg
ne HO OCBOOOX-
naBaHe TaOIlL.
60-90-120 mg
Codeine Tabn. 15-30- | 0.1-0.2 4-6 360 mg 15-60 mg
60 mg
Tramadol Kanku 100 | 0.1-0.2 2-4 400 mg 50-100 mg
mg/ml; Tabm.
50 mg; 12
MoauduIupa
HO
0CcBOOOXKTaBa
He 100-150-
200 mg

3a neka 10 ymMepeHa Mo MHTEH3UBHOCT OHKOJIOTHYHA OOJIKa ce MpenophyuBa MpuiaraHe Ha ciadu
OTIMOWIHA aHANTEeTUIM B KoMmOuHamwms c paracetamol w/unmu HCIIBC. Karo antepnatuBa Ha
CabuTe OMUOWAM BIIM3AaT B ChOOpaKEHHE TMpWIaraHe Ha MalKU JI03W CHJIHM OMUOUIHU
ananretun B komouHarwus ca HCIIBC n/uwnm paracetamol.

Cwnnute onuongHu aHanretuiy (Tabn. 4) ca B ocHOBara Ha JICKAPCTBEHOTO JICYCHHE Ha



WHTEH3WMBHA OHKOJIOrH4YHa Ooika. Haii-uec- To m3non3Banu B EBpoma ca morphine, methadone,
oxycodone, hydromorphone,
oxymorphone. Hsma ybOenuTenHu mokazaTelicTBa 3a MPEBB3XOACTBO Ha JIPYTHTE OMHOUTHU
aQHAJITCTHIIM HaJl morphine 1o OTHOIICHHE HAa €)EKTUBHOCT M TOHOCUMOCT.

fentanyl,

alfentanil, buprenophine, heroine levorphanol wu

Tabnmuma 4. CpaBHeHHMe Ha HW30paHU ONWOWIHM AHAITCTHIIM, W3IOJI3BAaHU 3a JICYCHHE Ha
MHTEH3MBHA 00JIKa (TPETO CTHIIAJIO0 Ha aHANTeTHYHAaTa cThioa Ha C30).

BemecTBo T Ha | OTHOCHTEIHA MaxkcumaJjana CraproBa 103a
npujaraHe e()eKTUBHOCT JTHEBHA 1032 0e3
CIpsSIMO OpaJjieH NpeIBapuTeTHA
morphine MOJAr0TOBKA

Morphine Opasien 1 be3 ropHa | 20-40 mg
sulfate rpanuia®
Morphine V., S.C. 3 be3 ropua | 5-10 mg

rpanuna®
Oxycodone Opanen 1.5-2 be3 ropua | 20 mg

rpanuna’
Hydromorphone | Opanen 75 be3 ropHa | 8 mg

rpanuna’
Tpaucaepmanen | TJC +4° be3 ropua | 12 mcg/hd
Fentanyl rpasuia’
Buprenophine Opaien 75 4 mg 0.4 mg
Buprenophine AV 100 3mg 0.3-0.6 mg
Buprenophine TIC +4° 140 mcg/h 17.5-35 mcg/h
TpaHCIepMalleH
Methadone Opasien 4-8-12¢ be3 ropHa | 10 mg

rpanuna®
Nic Morphine Opaien 1 20 mg 5mg
Nic Morphine LV. 3 20 mg 5mg
? oTHOCHTENHATA €(PEKTUBHOCT BapHpa 3HAYUTEIHO B JJAHHU, TOOJIMKYBAaHU B JIUTEpaTypaTa u
MEX/y OTJeTHUTE NaleHTH. ToBa Hajlara npeMUHaBaHe OT €/IMH OMUOU KbM JAPYT Jia ce
M3BBHPIIBA BHUMATEIHO U TIPU peAyIIHpPaHEe Ha J103aTa HA HOBOHA3HAYEHUS OMTHOWUI.
® MakcHMaliHaTa 1032 3aBUCHU OT Pa3BUTHETO HA TaXU(DUITAKCHS
¢ kaJIKyJmpa ce ¢ KouBepceus ot mg/d B meg/h.
9 He e 0OMuUaiTHO 1a 6'b/Ie M3MOT3BAH KATO ITEPBU OIHOUJIEH aHAITeTHK. IIpeToxKenaTa 103a
oT 12 mcg/h otroBaps Ha no3a ot 30 mg opasien morphine sulfate 3a neH.
¢ ¢akTop 3a mpensuucisBaHe = 4 3a JHEBHA J103a Ha opajieH morphine mox 90 mg/24h, dakrop
Ha KoBepcus = 8 mpu JHEeBHa 7103a Ha opajeH morphine 90-300 mg/24h u ¢dakrop Ha
npeusuncisBane 12 npu gHEBHA 703a Ha opajeH morphine Hag 300 mg/24h.

3a JleueHre Ha WHTEH3MBHA OHKOJIOTHUYHA 0O0JIKa KaTo JICKApCTBEH MPOAYKT Ha IIbPBU H300p ce
IpernopbyBa opayeH morphine.

[Ipu marueHTH, NMpU KOUTO € HEOOXOoAMMO OBpP30 TUTPUpAHE HA J03aTa, CE€ MPEANOYUTa
napeHTepalieH MbhT Ha MNPWIOKEHHWEe — CYOKyTaHeH W/win BeHOo3eH. [lpu mapeHTepanHo
MPUWIOKEHNE eKBHAHAJITeTUYHATa JTHEBHA JI03a € paBHA Ha €JHa TpeTa OT IpHeMaHaTa Tpe3
ycrtata. [Ipu mpemuHaBaHe OT OpajdHO KbM MAapEHTEPANIHO MPWJIOKEHUE AHEBHATa J03a Ha



opajsieH morphine TpsiOBa 1a ce pa3fenu Ha TPH, 3a Jla Ce MOJIYYH JHEBHATa CKBHAHAJITETHYHA
napeHTepaiHa 103a, HO MOXKE JIa C€ HAJIOKU JIOMBIHUTEIIHO TUTPUPAHE KAKTO B MOCOKAa KBM
yBeJIM4aBaHe, Taka ¥ 0OpaTHO.

[Ipu koHBepcusi OT oOpajieH KbM NapeHTepajieH morphine ce mnpenopbuBa OTHOCUTEJIHATA
€KBHAHANTEeTUYHA MOIII 1a Bapupa Mexkay 1:2 u 1:3. CuTHUTE OMMOUIN MOTAT J1a 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 peAylrpaHa /103a U yAbbKeH uHTepBai. Haii-O6e3onacen e buprenophine u e
ONMOUJICH aHAITETUK Ha U300p Mpu OOIHU ¢ XPOHUYHA

O0BOpeuHa HeOCTAaTHYHOCT OT cTerneH IV (ouakBaHa riaomepynHa uarparus moa 30 ml/min).

Onuounanarta potanus (IpeMUHABAHE OT €AMH OMUOWJ KbM JPYr OT CBHIIOTO AHAITETUYHO
CTBHIIAJNIO) € MpUKOM, IENANll Ja MOoJ00pW KOHTpoJia Ha OoJKaTta W/WiIM J1a BB3CTAaHOBHU
MMOHOCHUMOCTTA KbM JICKAPCTBEHUSI MPOAYKT (JEKapcTBEH TojepaHc). HezaBucumo ye jumncar
yOeqUTeNHN TaHHU, MOAKPEIAIY OMUOUIHATA POTAIUs, IPEMUHABAHETO OT €IUH OIMUOU] KbM
JPYT € YTBBpACHA KJIMHUYHA MPAKTUKA.

47.9. UnTepBa/iu HAa MPpUJIaraHe U TUTPUPAaHe Ha /1032

Jlo3ute Ha ONMOWAHUTE aHAJITETHIIM CE€ THUTPHpAT Taka, ye Jia Cce MOCTHTHE MaKCHMAIHO OBbp3
xemaH epexT. TuTpupaneTo e mporec, mpu KOMTo 1o3arta ce poMeHs Obp30 C 1e J1a Ce OTpeIesin
Ta3M, IpU KOSATO CE TIOCTUTA Hal-100bp aHanreTn4eH e()eKT MpH NPUEMIIMBHA HIUBO HA HEXKEJIaHU
crpannunu edexru (Tabdm. 6).

CrcurenHara J103a 3a KOHTpPOJ Ha mpoOuBHa Oonka oOuyaitHo ce paBHsBa Ha 10-15% ot
oOmiaTa JHEBHA /1032 Ha ONMMOMJHUS aHAIreTHK. B cimyuali, ye ca HEOOXOAMMHU IOBEYE OT
YETHpU CHACUTEIHH 03U 3a JICHOHOUIWE, CJeJBa Ja C€ peBHU3HMpa M aJanThupa 0a30BOTO
o0e30ousBaHe ¢ 6aBHO JeiiCTBAIM OMMOUIU. 3a TIOCTUTAHE Ha KOHTPOJ HaJ MpoOuBHA OOKa
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 MHAMBUAYATHOTO TUTPUPAHE HA JHEBHA aHAJITETHUYHA J03a J1a C€ MU3BbPIIBA
ype3 mnpuiaraHe Ha Obp30 jelcTBal] (KOHBEHLMOHAJEH) morphine npu crna3BaHe Ha
MHTEPBAJINTE Ha HETOBOTO NPHEMaHe — Ha BCEKH 4 Yaca, a ChIIO U J]a c€ NPEABUIU U OCUTYpHU
T.Hap. CMACUTENIHA J[03a aHaJTeTHK (KOSATO Ja ce Ipuiara Ha BCEKW Yac) 3a JICYCHHE Ha
npoOuBHa Gonka. JlozaTta Ha pPeJOBHO NMpUEMaHusi 0aBHO JeicTBal] (C KOHTPOJIMPAHO BbB
BpEMETO OCBOOOKaBaHE) ONMMUOMU TPsIOBA Ja ce OINpeAein, KaTo ce B3eMaT MpeaBU] 00IIO0TO
KOJINYECTBO ONHOUACH AHAJITETUK, NPUIOKEH KaTo CIACUTEIHH 03U MpH IosBaTa Ha
npoOuBHa OoJKa.

47.10. JleyeHue HA CTPAHUYHU eeKTH HA ONTUOM/THO JIeYeHHEe

[Ipu XpOHUYHO OMMOUIHO JIEYEHUE Ce HAOMI0JaBaT pa3InyHU CTPAHUYHU €(PEeKTH KaTo 3arlek,
rajieHe, MoBpblIaHe, peTEeHIMS Ha ypUHATA, IPYPUTYC, TOKCUYHOCT IO OTHOILIEHHE HA [IEHTpaIHa
HEpBHAa CHCTEMa, H3pa3siBallla Cc€ B CHHIUBOCT, KOTHUTHBHM HapyllIeHUs, OOBbpPKBaHE,
XaJIIOIIMHALMY, MUOKJIIOHMYHU I'bpYOBE W Xumepanresus. HamansBaHeTo Ha jo3ata MOxe Ja
o0yiekuu pedpakTepHUTE Ha JIeYeHHe CTpaHWMuHU edektu. Penyknusra it Moxe ga ce



OCBIIECTBY WJIM Ype3 MpUiIaraHe Ha KO-aHAITeTHUIH, WM C IPUIaraHe Ha aITePHATHBEH MOIXO0/
Ha JICUEHHE — MPOBEXJaHE HAa HEpBEH OJOK WM JTbyeniedueHue. JIpyru cTpaTeruu BKIHOYBAT
MPOIBIDKUTEITHO- TO MPUJIATaHe HAa AHTUEMETHUIH (TIpU OBPBIIIAHE), TAKCATUBHU cpecTBa (TIpH
3areK), ToJeMHd TPaHKBUIM3aTOpH (TIpu OOBPKBAaHE) M INCUXOCTHUMYJIAHTU (IIPH CBHHIIUBOCT).
naloxone e KpaTko JeicTBall BEHO3CH OMHOUICH aHTarOHUCT, KOWTO € B CHCTOSTHHE OBpP30 Ja
aQHTaroHU3upa eeKTa U CAMIITOMHUTE TIPU CBPBXJI03UPAHE HA ONTMOUJICH aHAJITETHUK.

47.11. Jlbyeeuenue

JIpyenedyeHUETO UMa CrieluprIHa ¥ BayKHA POJIS IPHU O0JIeKYaBaHe Ha OOJIKH, IPEIU3BUKAHH OT
KOCTHHM METacTa3H, MPH NpeMaxBaHe Ha TYMOPHA KOMIIPECHsI BbPXY HEPBHH CTPYKTYPH U IIPH
MO3BYHHU MeTacTasu. [IpunaraHeTo Ha pajuoOU30TONHM 3a KOHTPOJ HAa OHKOJOrMYHAa OOJKa e
e(eKTHBHO NPU KOCTHU METACTa3M OT PaKk Ha MIIEYHA jKiIe3a u OeJI0ApoOeH pak.

[Tpu Besika Tpy/HA 32 KOHTPOJI € JIEKApCTBa 00JIKa OT KOCTHU METACTa3| Ce MPEIopbhuBa KOHCYIT
C JpYETEpareBT 3a MPOBEXKAAHE Ha EKCTPAKOPIOPAIHO JIhYEICYCHHE W TPHIOKEHHE Ha
Paaron30TOIH.

47.12. Tlpunoxenue Ha OndochoHaTH NpU KOCTHA 0OJIKA

budocdonarure ca yact oT craHAapTHaTa Tepanus 3a JEUEHHEe Ha XUIEepKalILeMus U 3a
MIPEIOTBPATABAHE HA CKEJIET- CBBP3aHUTE YCIOXKHEHUS IpPU OHKOJIOrMyHu Oonectu. Mma
JOCTaThYHO JJOKA3aTeJICTBa B MOJIKpena Ha 00e300sBalll eeKT MU NalMeHTH ¢ KOCTHa O0JIKa B
CJIEJICTBHE Ha METACTa3u B KOCTU. BbIpeku ToBa Ha3HayaBaHETO UM HE TpsAOBa Aa 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.

47.13. JleyeHWe HA HEBPONATHYHA U Pe3UCTEHTHA (OJIKA

Korato 6osikara He ce KOHTpoIMpa e(PeKTUBHO C OMOIITa Ha (PapMaKOJIOTMYHH CPECTBA, MOXKE
na Obje MOBIUSHU OT MpUJIaraHe Ha MHBAa3MBHU AHECTE3MOJIOTUYHU WM HEBPOXUPYPTrUUECKU
metoau. OrpaHudeH Opol MOKa3aTeJCTBa MOAKPENST MPUIAraHeTO Ha ¢y0 aHEeCTeTHYHH 03U
ketamine npu HenmoHocuMa 6osika. HeBponatuuna 0oika MoXe Jia He ce KOHTPOJIrpa e(heKTHBHO
caMO ¢ TIOMOUITa Ha ONWOWIHHW AaHANTCTHUIH. TPHUIMKINYHU aHTHICHPECAHTH W
NPOTUBOCNMJIENTUYHM JIeKapcTBa ChLUI0 Morar JnAa ObxaT edexTuBHU. Pomsta Ha
AQHTUKOHBYJICAHTH TIPW JICYEHHETO Ha HEBpomaThyHa OoJIka BHM3Mpa MsACTO Ha gabapentine u
JPYTU MPeJCTaBUTENN OT Ta3u rpyna. HeonmuouaHu MM ONMMOMIHM aHAJITETHIM Morar ja ce
KOMOWHHUpAT C TPULMKIMYHUA aHTUAENpecaHTH u/ wiu ¢ aHTtukoHBysicaHtu (Tabn. 5). Ilpum
NPUTUCKAaHE HAa HEPBHH CTPYKTYpH NOOBp e(peKT ce mojydaBa OT IMpHJaraHe Ha CTEPOUJIH.
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 IIPX MOHUTOPUPAHE 3a PAa3BUTUCTO HA HEXKECIIAaHU CTPaHNYIHU e(i)eKTI/I.

Tabnua 5. 30panu aqroBaHTHY JIEKAPCTBEHH NMPOIYKTH 3a JIeUeHHE Ha HEBpOMaTuyHa 0oJIKa.

BemecrBo ITupoxo JlekapcTBeHa Cenupaio Bapupane Ha
Pa3npocTpaHeHu | rpyna AeiicTBue JAHEBHHTE 103U
Gopmn u (mg)
rpaMax

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
aMITyJTH

Chlorpromazine | Kanku, Tabn., | HeBposenTuk 25-200
aMITyJIH,
COIY3UTOPHH

47.14. PedpaxTepHa 00o1Ka B Kpasi HA KUBOTA

Oxomo 53-70% ot marueHTHTe C 00JIKA M3UCKBAT MPOMSHA Ha ITBTS HA PUIaraHe Ha OMUOUIHU
aHAJITETUIM B MOCJIEAHUTE MECELIU U YacOBe MPeid HACThIIBAHETO Ha cMbpTTa. Torasa Ooskara
ce orpezels Kato pegpakrepHa (TpyaHa 3a jieueHue). B Ta3u cuTyanus naimaTuBHOTO CeIUpaHe
MoKe 1a Ob/ie eJMHCTBEHA Bb3MOXKHOCT. HecTo npuiaranu JeKapCTBEHH MPOIYKTH €a OIMOUTHU
aHaJTeTHUIIN, HEBPOJIETITUIN, OeH30Ana3enuHu, 6apouTyparu u propofol. Hanara ce tutpupane
Ha J103aTa. 3aIbJDKUTEIHA € HEelPeKbCHATa OLCHKAa Ha M3IMUTBAHOTO OT OOJHMA CTpajaHue IO

BpPEMC Ha IMponecca Ha CCAUpaHe.




48. OLEHKA HA JIEYEBEH E®EKT IIPU CHUCTEMHA
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). JlepurupaneTo Ha Te3u KaTeropuu CTaBa IO CTaHIAPTU3UPAH
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 orieHka Ha otroBopa mpu coauanu tymopu (RECIST 1.1),
Ce M3I0JI3Ba B MOCJIETHOTO MY OCh BpeMeHsiBaHe oT sHyapu 2009 .

YcnoBus 3a 00pa3Ha JMAarHOCTUKA ITPU OLICHKA Ha JieueOeH eeKT

3a oreHka Ha jedeOeH eeKT ce M3MOI3BAT HAKOM TEXHHUKH 32 00pa3Ha JuarHo3a: KOMIIOThp-
tomorpadus (KT), sapenomarautHo-pe3oHaHcHa Tomorpadust (SIMP), mozurpoHemucuoHHa
tomo-rpadus/kommorsp-roMorpadus (PET/CT) u MHOTO psaKo — KOHBEHIIMOHATIHA PEHTTCHOBA
rpadus (mpu pak Ha Os1 1po0).

[Ipun xemarouenynapeH pak, KakTo U TemoporporieH paauodapmaneBtuk (Octreoscan) B
YCIIOBHSITA HAa TaMa CIIEKT. U HEBPOSHAOKPHHHU TYMOPH Ce IpenopbuBa orenka ¢ tpudaszna KT.

OcoOeHno BHUMaHHE ce OOpbIlAa Ha ClIy4yaW, KOTaTO €lIHa U Chlla TyMOpPHA Jie3Usl MOXeE Ja
M3MIIeKA C pa3iMyueH pa3Mep WM OT pa3indeH Tun. ToBa OuM MOIJIO Ja ce CIlydd, KOraTo
M3MEpBAaHETO Ha MPULETHHM JIE3UH C€ OChIIECTBABA C OOpa3Ha TEXHHMKA, pa3uyHa OT
MpeAlIecTBallarTa, Wik Npyu HETPUIICTHH JIC3UU.

AKO TIpH MBHPBOHAYAIHO BepudHIMpaHe Ha [ajJeHa TyMOpHA JOKajdu3alus € J0Ka3aHa
nuarHoctuuHa ctoHocT Ha KT, ocbmectBena karo wact or PET/CT, mo-HaTaThK 32 M3MEepBaHUS
o RECIST mosxe na ce uznon3sa camoctogrenta KT.

MetoasT Ha SIMP nputexaBa OTIMYEH KOHTPACT, TPOCTPAHCTBEHA U BpEMEBA pe30JIoLus, o0aue
ChAbpKa MHOIO TIIOKa3aTeld, KOWTO 3HAUMTEIHO MOBIMSBAT BBPXY KaueCTBOTO Ha
n300pakeHNETO, BUIMMOCTTA Ha JIe3usiTa U u3mepBaHeTo i. He ce npenoprusa AMP npu Tymopu
Ha IPbJIEH KOIIL

N3xoaHO n3MepBaHe HA TYMOPH

[Ipean 3anmouBaHe HA JIEUEHHE TYMOPHUTE JIE3UU TPAOBA J1a ObAT TOYHO U3MEPEHH C TIOHE €/IMH
pasmep (orOens3Ba ce Hail- ABATUAT AMAMEThP B paBHHWHATA Ha M3MEpPBaHE) ¢ MUHUMAalHA
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 KOHBEHIIMOHAIHA PEHTTeHOBA rpadus (aKo Je3usTa
€ SICHO OTIpeIeJICHa U € 3a00MKOoJIeHa OT aepupad 051 1po0). Haii- mearute quameTpu ce cymupar
B T.Hap. cO6op oT Hail-abaru auametpu (SLD).

HCI/I3MCpI/IMI/I JIC3NH
TYMOpHI/ITC JIC3UH CC CUUTAT 3a HCU3MCPHUMH, aKO BKIJIFOYBAT: (1) JICIITOMCHUHI'CAJTHHU 60J'ICCTI/I,

ACHMT, INICBPAJICH WUJIKU IICPUKAPACH U3JIUB, BB3MAJIMUTCIICH paK Ha I'bp/Ja, J'II/IM(l)aHl"I/IT Ha KO’Xa UJIN
0511 ,Z[p06, a6I[OMI/IHa.HHI/I Macu (KOpeMHa OopraHoOMCTraJIvs, ONPEACIICHA (I)I/I3I/IK3.J'IHO, KOATO



HE MOXE Jla C€ M3MEPH C BB3MPOM3BOIUMH OOpa3HM TEXHUKH); (ii) OTCTPAaHEHH KOCTHH H
KUCTUYHM Jie3un; (ii1) 1o6aBeHa opraHoMeraus.

Ornenka Ha TUM(HHA BB3ITH

3a oreHka Ha TUMQEH Bb3el ce GopMyTHpaT ciaeaHuTe onpeaeicHus: (1) HopMaieH — Kbca oc

< 10 mm; (i1) m3mepum (TipuIeneH) — kbca oc > 15 mm; (iii) Hem3mepumu — Kbca oc 10-15 mm.
[TpunienHUAT BB3€N ce U3MepBa M0 KbcaTa OoC (HEpIEHAUKYJsApHA HA Hal-IbITHS JUAMETHP),
KOSITO € IMO-BB3IPOM3BOJIMMA W TpEJCKa3Balia 3a 3j0KadecTBeHa Oosect. Kbcure ocu Ha
npuLenHuTe TUM(HN BB3IK Morat Aa 0b1aT qodasenu kbM SLD.

I/I3MepBaHe Ha KOCTHH JIC3UHU

JIMTUYHM KOCTHHM JIE3UH C pa3rpaHUYMMa MEKOThbKaHHa ChCTaBka, orieHeHu ¢ KT uinu AMP, moxe
Ja ce CUYMTAT 32 M3MEPHUMH, aKO MEKOThKAHHATa KOMIIOHEHTa OTroBaps Ha JeHUHHUIMATA 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 3JI0KaYyeCTBEHM (HUTO H3MEpUMM, HUTO HeusMepumu). Heompenenenoro
peHTreHorpad)cko onrcaHue 3a ,,KUCTH CJIeJ[Ba Jla ce MprueMa 3a Heu3Mepumu ne3uu. Haxonkara
3a ,,KUCTHYHA JIe3UsI, CYMTAaHa 32 KUCTUYHA METAcTa3a, MOXKe /1a Ce ONpeeu 3a U3MEpUMa, aKo
OTroBaps Ha ONPEJICHHETO 32 M3MEPUMOCT. BbIpeku ToBa ako MPH €IUH U ChII MALUEHT €
HAJIMIE U HEKUCTUYHA JIE3HsI, IOCIeHaTa TpsIOBa Ja Ob/ie MpeArnoYeTeHa 3a OOSKT Ha OIICHKA.

Jle3uu, npeiBapUTEIHO TPETUPAHHU JIOKATTHO

TYMOpHI/I JIC3UH, PA3IOJIOKCHHU B IIPEABAPUTCIIHO o0JrbuBaHa 00JIaCT WU B 06J'IaCT, OAJI0OKEHA
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 BCAKA IOCIEBAIA OLEHKA, TOpU KOraro ca MHOTO
Maiku (Harpumep 2 mm). Obaue axo npu KT-u3cnensane npuienHuTe J€3U1 ca TOIKOBA CIIa0H
U HESCHHU, Y€ PEHTTEHOJIOT'BT HE MOXKE J1a OIpe/eay TOYEH pa3Mep U I'M ONHCBa Karo
,,TBBp/Ie MAJIKU 32 U3MEpBaHe”, Te Mo nojpazoupaHe TpsOBa 1a ObJAT MPUETH ChC CTOWHOCT 5
mm.

@parMeHTHpaHH U KOHQITyHpAIIX JIe3UU

KoraTto HeHogaHu ne3un ca pparMeHTUpaHu, TpIOBa J1a C€ CyMUpaT HAl-TBIATUTE TUaMeTpH Ha
OTJIeTHUTE PparMeHTH, 3a J1a ce U3UUCIH COOPBT Ha MpHIlenHaTa ie3us. [1o chIus HaunH, KoraTto
ne3unTe KOH(IIyupar, u3mMepna ce COOpBT OT AUAMETPUTE Ha BCSAKA OTACITHA JIe3Usi. AKO JIE3UNUTE
Ce CIMBAT Taka, Y€ ca HEPa3IMYUMH, BEKTOPHT Ha HaW-IBITUA AMAMETBhp OW CieaBaio Ja
WITIOCTpUpPA MAaKCUMAJIHUS THAMETHP Ha ,,CIATaTa JIE3US .



JlokyMeHTupaHe Ha U3XOAHU MPULIETHH JIE3UN

3a mpuIenHy cieqBa J1a ObAaT ONpeaeIeHH Hali-MHOTO JI0 NeT JIe3UH (MaKCUMYM II0 JIBE JIE3UU
3a OpraH), KOMTO c€ IpUeMaT KaTo NPEeACTaBUTENIHU 3a BCUUKHM ydacTBallu opranu. OT TsX ce
m3uucisiBa SLD. B Hskou ciyyaum Haii-rosisiMara Ji€3usi HE CE€ IOJylaBa Ha BB3IPOU3BOAMMO
U3MEpBaHE U TOraBa ce M30upa ciejBalaTa 10 roJeMuHa Jie3us, KOSITO MOXeE Jla Ce OLeHsBa
BB3IIPOU3BOAUMO.

JlokyMeHTHUpaHe Ha HENPULETTHU JIE3UU

BB3MoXkHO € 1a ObJaT OMMCAaHU MHOXKECTBO HETIPUIISITHH JIC3HH, AHTKHUPAIIH SIUH U ChIIl OPTraH
oz ¢hopMa Ha €MHCTBEH 001 O0EKT (HampuMep ,,HSIKOJIKO YroJIEMEHH Ta30BU JUMMDHH B3N
WJIU ,,MHO>KECTBEHHU YEPHOAPOOHU MeTacTasu’).

Hosu 1e3un

OTKpHBaHETO Ha HOBH Jie3uH TPsOBa Ja Ob/ie HEIBYCMUCIICHO, T.€. /]a HE Ce IBbJIKAT Ha Pa3jIMKU
B CKaHMpAIUTE TEXHUKH, Ha CMsIHA B 00pa3HUTE MOJXOAM 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, KOMTO ce HallrojaBaT B aHaTOMMYHa 00JacT, He3acerHata B HayajoTO Ha
JICYEHHUETO.

AKO IIpH YCTaHOBSIBAHE HA YaCTUYHA PEMUCHS WK cTabuiHa O0JecT JajieHa Jie3usl u34e3Ba u ce
MOSIBSIBA OTHOBO B IO-KBCHO BpEMe, Ts TpsiOBa J1a MPpOIBJDKU Aa ObAe u3mepBana. B To3u cinyuait
OTTOBOPBT III€ 3aBUCH OT ChCTOSIHHETO Ha IPYTH JIE3UH, a pa3MepPbT Ha BHIIPOCHATA JIe3Us TpsAOBa
na 0b1e BurroueH B SLD. [lpu oTunTaHe Ha IThJIHA pEMUCHS TOBTOPHATA ITOSBA HAa JIC3Us CE CUUTA
3a mporpecusi. B elCTBUTENHOCT MOBEYETO Jie3MM HE ,,M34e3BaT’, a He Morar Ja ce
BU3YaJIM3UPAT, 3al10TO ca U3BbH pa3eluTesIHaTa ClIOCOOHOCT Ha N300pa3sBaliaTa TEXHUKA.

OHpGI[CJ'ICHI/IC 3a IIbJIHA U HaCTUYHA PEMHUCHA

[pu HanM4Ke Ha W3XOHU MpUIeHu Jie3uu mbiaHa pemucust (CR) ce mpuema torasa, Korato ce
YAOCTOBCPHU TAXHOTO ITBJIHO U3YE3BAHEC. Bcnukn natonornuau J'II/IM(i)HI/I BBH3JIU (HGSaBI/ICI/IMO Jainn
ca 00eKT, Ui He) TpsiOBa Ja MoKa3BaT CHIKEHHE Ha KbcaTa oc 10 < 10 mm (cOopbT HE MOXKe /1a
0bae 0, ako ¥Ma MPUIIEITHU BB3JIN).

[Tpu Haymume Ha w3xoaHu Hempuienau Jiesun CR ce mpuema ToraBa, KOrato ce yJI0CTOBEpH
TAXHOTO TBJIHO W3Y€3BaHE M HOpPMAIM3MpaHE HAa CEPYMHOTO HHBO HA TYMOPHHUTE MapKepH.
Heo6xomumo € Bcuuku uMGHU BB3JIM Ja ca € HEMaToJorudeH pasmep (kbca oc < 10 mm).

Yactuuna pemucus (PR) ce nedunupa xato cHmxenue Ha SLD Ha U3X0HUTE MPHUIICITHY JIC3HH
> 30%.

Koraro nuncsa PR u HsiMa nporpecust, 1e4eOHUAT OTTOBOP c€ ONpeiens KaTo cTabuiHa 6onect
(SD): mepcuctupane Ha eqHa WJIM IOBeYE MPULETHU (WM HENPULENIHU) JIe3UH W/UIN
MOIBbPKAHE HA HUBO Ha TYMOPEH MapKep HaJl HOpMaJIHU I'PaHUIH.

OHpe,Z[CJ'ICHI/IC 3a porpecupaiia oomect

[Ipu HammuuMe Ha W3XOJHM TPHULEIHU Jie3uu nporpecupama 6osnect (PD) ce mpuema Torasa,
Koraro e Hanuie yBenndenne Ha SLD > 20% crpsimo Hagupa (Haii-HUCKHST cOOp OT JTHAMETPH,



M3MEPEH OT HAYaJIOTO Ha JICYCHUETO) U HapaCTBaHE MUHMUMYM ¢ 5 MM Hax Hero. KoraTo cOopbT
€ MHOI'0 MaJIbK, HApacTBaHE B pPaMKMTE Ha JIOIyCTHMa I'PELIKa B U3MEpBaHETO (2-3 mm) Moxe
na nosene 1o yBenuuenue ¢ 20%. 3aToBa ce Hanara jeuHUpaHe Ha IIOHATHETO HEJBYCMUCIEHA
nporpecusi. HeaBycMucieHa nporpecusi Ha ChLIECTBYBAILlM HENPHUILIEIHU JIE3UU CE OIPEIEIIs
TOraBa, Kararo:

(1) oOmroTo BiOMIaBaHe Ha 00JIECTTA € TOIKOBA 3HAYUTEIIHO, Y€ AOpH IpH Hanmmuue Ha SD umu PR
B TPUICITHUTE JIE3UH, OOLIUAT TYMOPEH TOBAap € YBEJIMYEH IOCTAaThYHO, 3a Ja CE HAIOXKHU
npeKpaTsBaHe Ha JeyeHHueTo; (ii) mpu JuIca Ha u3MepuMa 00JIeCT IPOMEHUTE B HEU3MEPUMUTE
JIE3UH ca CPAaBHUMH C U3MEPHMMO HAapacTBAaHE M M3MCKBAT MpHUEMaHe Ha mporpecust; (iil) mpumep
3a TaKOBa HApACTBAHE € YBEIMYCHHUE HA IIJICBPAJICH H3JIUB OT

»Cllen” 10 ,TOJIIM”, KOETO MpPEJCTABIsiBA HAapacTBaHE HAa HAIMYHHS JUMQAHTUT OT
JIOKAJM3UPaH 10 IIUPOKO PAa3NPOCTPaHEH.

Ouenka ¢ PET/CT

[Tonsikora e ymMecTHO IIpH OlleHKa Ha nporpecust Aa ce usnoizsa FDG-PET, kato nonbiiHeHue Ha
KT. Herarusna nayanna PET ¢ nonoxutenna PET nipu npocnensBane € Kputepui 3a mporpecus,
OCHOBaHa Ha HoBa Jje3us. JIunca na PET-n3cneasane npenu neuenue u nonoxkurenHa PET npu
MPOCIIEABAHE NTOKA3BA CJIECAHUTE Bb3MOKHOCTH:

(1) axo nmonoxkutenna PET npu npocnensBane choTBETCTBAa Ha HOBA JIOKANU3alus Ha OoiecTra,
ToBa ¢ mporpecus; (ii) ako mono-xu- tenHa PET mpu mpocnensBane HEe MOTBBpPXKIAaBa HOBA
nokanuzanus Ha Oonecrra, HeoOxonumo e nonbaHuTenHo KT- u3cneaBane, 3a 1a ce onpenenu
Jla7ii IMa UCTHUHCKA IPOTpecus B JajieHa o01acT (ako e Taka, 1aTa Ha mporpecus e Objie narara
Ha rpBaTta abHopmHa PET); (iii) mporpecus nuncsa, ako noynoxutensa PET npu npocnenssane
OTroBaps Ha MPEABAPUTETHO CHIIECTBYBAIIIA JIOKAIN3AIUs Ha O0JIECTTa, KOSATO HE IPOrpecupa Ha
aHATOMUYHO U300paKeHHE.

JIurica Ha onieHKa

Korato nuncea 06pa3Ho u3MepBaHe B ONpe/Ie]IeH MOMEHT OT BpeMe, MallMeHThT U/UIH JICUSOHUST
edekT ce kareropusupar karo HeorieHeHu (NE). Ako ca HanpaBeHH U3MEpBaHUs CaMO Ha 4acT OT
JIE3UNTE, CIYYasT ChILO CE CUUTA 3a HEOLIEHEH, OCBEH aKO ChLIECTBYBA yOEAUTENEH apryMEHT, ue
MPUHOCHT Ha JIMIICBALIUTE M3MEPBAHUS HsIMa Ja MPOMEHM OIIEHKaTa Ha OTrOBOpa 3a JaJCHUs
MOMEHT OT BpEME.



49. OblIN NPEINIOPBKHU B JIEHEHUETO HA OHKOJIOI'MYHO
BOJIHA

[IpenBum MHOXECTBEHUTE IMAPCHTEPAIHM MAHWITYJIAIMU, 32 TOJ00psBaHE Ha KayecTBOTO Ha
KUBOT Ha TAalMeHTUTEe M 3a YJecHsABaHe Ha paboTara Ha MEAMIMHCKHUS IEPCOHAT
MPENOPBHYUTEITHO € TIOCTABSHE HA TIOCTOSIHEH BEHO3EH KaTeThp (IOpTaKaT), 3a KOETO € YMECTHO
na ce ocurypu puHancupane ot Harmonannara 3apaBHoocuryputenaa kaca (H30K).

[Ipu Bcuuku 00JIHU, 332 KOUTO CHILIECTBYBA Bb3MOXKHOCT, CE IIPENOPHUYBA BKIIOYBAHE B KIIMHUYHU
W3MHUTBAHUS, KOCTO € MPHETO B IENIHsI CBAT KaTO HAYWH Ha JiedeOHO MoBeeHUE. BritoueHuTe
MAMEHTH MOJIy4yaBatT Hail-100pu IPIKU U 110 OTHOLICHHE Ha MPOCIeAsiBaHe, U 110 OTHOILIEHUE Ha
nedyeHue — Qaxtu, Bp3npuetd B EBpomeiicku cpio3 u CAILl. B To3u cMuchwi, ToBa ca Haid-
OOTrpHIKEHUTE MAlMEHTH B KIMHUYHATA OHKOJIOTHS, ThH KaTO ca OCUTYPEHH C Hail- 1006po
(¢buHaHCUpaHe 3a JONMBJIHUTEIHH W3CJICIBAHHUS W C Hal- JOOpPH CTaHIAPTHH PEXKUMH 32
ChOTBETHATA JIOKAIHU3AIIHSL.

IIpu HAKOM peaKH JIOKAIU3ALKUH, KOUTO HE CE BUSUPAT B MEAULIMHCKUTE CTAHIAPTH, CE U3I10JI3BAT
JIEKapCTBEHU POAYKTHU U PEXKUMH, 10Ka3aIU €(EKTUBHOCTTA CU B KIIMHUYHATA PAKTHKA. 3aTOBa
CHUCTEMHaTa AaHTUTYMOpHAa Tepamus 3aIb/DKUTENHO TpsAOBa Ja ce IMpoBeXJIa caMo B
CTeNUAIN3UPAHA OHKOJIOTHYHH 3B€HA M CAMO OT CIEIHAINCTH ChC ChOTBETHA KBAMU(DUKALUS U
OIIUT.

[Ipu penmia nOKamU3alMK CHINECTBYBAT BATUAMPAHU NPECIUKTUBHU OHOMApKEpH, KOUTO
WHIMBUYaJIM3UpaT JeueHreTo. [IpernopbunuTesIHO € PyTHHHOTO UM H3CIIe/IBaHe, Thil KaTo 0e3
TAX € HEBB3MOXHO TpHJAraHe Ha Haii-e(peKTHBHUTE TeparneBTHYHU anroputmu. C orien
ONTUMU3UPAHE M KOHTPOJ BBPXY TOBA CKBIIO CTPYBAIIO JICYCHUE € YMECTHO HM3CICIBAHETO Ha
MPEIMKTUBHA OMOMAapKepH Jia ce M3BBPIIBA B ONpeAeiicHH pedepeHTHH TabopaTopuu U J1a ce
dbunancupa ot 6ro0mxera Ha H3OK.

I[TPOBEXXJIAHE HA M3YEPIIATEJIHO TEHOMHO ITPOOUIIMPAHE HA BOJIHU CBHC
3JIOKAYECTBEHU COJIMJIHU TYMOPU

1. U3BbpuiBaHe Ha MpefaHAIMTHYHA 00paboTKa Ha OMOJIOTHYEH MaTepuan (TyMOpHa ThKaH), €
n3zonupane Ha JIHK u npoBexnane Ha cienBaiiio nokoJeHne reHOMHO CEKBEHUPaHe ¢ XUOPUHO
yJaBsiHE, C Bb3MOXHOCT 32 €IHOBPEMEHHO OTKpUBAaHE HAa YETHPHUTE TUIA KIMHUYHO 3HAYMMHU
T€HOMHHU alTepalyy, U B JONbJIHEHUE Ha MHUKpocartenuTHa HectadmiHoct (MSI) u Tymopen
myTanoHeH ToBap (TMB):

1.1. 6a3oBu 3amectBanus (myrtauuu), Harp. BRAF, BRCA1, BRCA2, KRAS, NRAS, EGFR
T790M, EGFR ex3on 21 (L858R) myrarnuu;

1.2. BMbKkBanus u genenuu, Harp. EGFR ex3on 19 nenenuun, EGFR ex3on 20 uncepuuy;
1.3. npomenu B 6post Ha KonusTa, Hanp. HER2 amnmuduxkanus;

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 TIPU HEBB3MOXKHOCT 3a TMpoBexkaaHe Ha Ouorcus. [IpoBexmaHe Ha clieaBaIio
MOKOJICHWE TE€HOMHO CEKBEHUpaHE C XHOPHUIHO YJIaBsiHEe, C BB3MOXKHOCT 3a €IHOBPEMEHHO
OTKPHMBAHE HA YETHUPUTE THMA KIMHUYHO 3HAYMMH T€HOMHHU alTepalud, U B JOMBIHEHHE Ha
MUKpocaTeauTHa HecTabmiHocT (MSI):



2.1. 6a3oBu 3amectBanus (myranum), Hanp. BRAF, BRCA1, BRCA2, KRAS, NRAS, EGFR
T790M, EGFR ex3on 21 (L858R) myrauuu;

2.2. BMbKkBanus u faenenuu, Hanp. EGFR ex3on 19 nenenuu, EGFR ex3on 20 uncepiny;
2.3. mpoMeHHu B Opost Ha konuATa, Harp. HER2 ammmudukanms;

2.4. rennu npenapexaanus, Hanp. Hanp. ALK, ROS1 npenapexnanus;

2.5. craryc Ha MuKpocatenuTHa HectaduaHocT (MSI).

3. JlokyMeHTHpaHe U TpENOCTaBIHE HA pPE3YyITaTUTE OT NPOBEIEHOTO U3CJIEABAaHE Ha
MAIUEHTa/MEIUIIUHCKUS CTICIIHAUCT B TOJKpENa Ha B3EMAHETO HA PEIICHUS 3a JICYCHUE —
MpenocTaBsiHe Ha WHQOpMAIUs 3a TeHOMHHS MPO(UI HAa TAIMEHT, KaKTO M 3a CBBHP3aHUTE
TapreTHU Tepanuu U UMyHOTEPAIHH.

[TpoBexxIaHEeTO HA M3UEPIIATEIIHOTO TEHOMHO NMPO(UIMpaHe € BayKHA CTHIIKA HAIpell, Thil KaTo
JlaBa JIOCTBI 710 HH(pOpMAIHs 32 TCHOMHHUS NMPO(UIT Ha MallMeHTa Ha TOCTABYUIIUTE HA 3ApaBHU
TPWXKU B €IWH JOKJIAJ, MO3BOJISIBA W30ATBAHETO HA AyOJMpaiiu OMOIICUU U YJICCHSIBA OBpP3US
JOCTBIT 10 MHOBATHBHU MEIUIIUHCKH TEXHOJIOTUH.

HaI_II/IGHTI/ITe rnojryyar H0-6T:>p3 U HaBpCMCHCH JOCTBII JO HMHOBATHBHU TCXHOJIOTHMH, KOHTO
ocurypsBar HO-e(beKTI/IBHa JAUAardHoCTUKa M JICUCHUC Ha )XMBOTO3acTpallaBaliy 1jin HCO6paTI/IMO
HWHBAJIWIU3UpPAIIA 3360J’I$IB8.HI/I$I, 34 KOUTO HiIMa 01[06peHo JICUCHHUC, WJIM KOMUTO IIpeajarart
SHAYUTCIHHU NPCAUMCTBA NPC CbIICCTBYBAIUTEC 0Il06p€HI/I AJITCPHATHUBU.



50. NPOCJUIEASIBAHE HA BOJIHU CBHC 3JIOKAYECTBEHU
COJIMJIHHU TYMOPH

[IpocnensBaHneTo Ha TAIMEHTH CBhC 3JI0KAYECTBEHH COJMIHUA TYMOPH BKIIOYBA CIICIHUTE
kareropu: (1) HOBOJUArHOCTHIIMPAHU OOJTHU B PAHEH CTAAHA, IPOBEIH XUPYPTHUHO JICUCHUE H
3aBBPIIMIIY aJI0OBAHTHA XUMUOTEPAIHs U/WIH TbyesiedeHue; (2) HOBOAUArHOCTUIIMPAHU OOTHU B
aBaHCUPAJ CTAJWi, IPOBEIH JUHUU HA CUCTEMHA TEpanusl W/WIH ThUEICUCHUE C OTYMTAHE Ha
cTtabwiHa OoJiecT Wiu peMucus; (3) HOBOJUMArHOCTUIIMPAHU OOJTHU C paHEH WM aBaHCHUpPAI
CTa/INiA, TIPOBEXKIAIIHN aMOyIaTOPHO JieueHUe (OMOJIOTUYHO, EHIOKPUHHO, UMYHOTEpAIHUs U Jp. );
(4) 6oHM ¢ TEpMUHAIHU CTAaauU Ha OOJIeCTTa, MOKa3aHMW Camo 3a Hai- JOOpH MOAIbPKAIIN
rpwku (TaJMaTUBHA Tepanus Tpu Heobxomumoct). IIpocnensBaHeTo ce OCBIIECTBSIBA OT
CHEIHAIIMCTH, pa0OTEIH B pa3IMYHUTE KATETOPUU OHKOJIOTHYHU JiedueOHU 3aBeeHus. CbhCTou ce
OT TIEPUOIUYHU KOHTPOJIHH TPErJie v (BU3UTH ), BKIIFOUBAIIH CHICITU(PUIHN TAKETH OT KOHTPOIIHU
uscnenBanus. M3cienBaHusita Npu pa3iMyHUTE JIOKAJIM3aUU Ha COJMIHU 3JI0KAa4eCTBEHU
TYMOPH U TICPUOJIUTE, ITPE3 KOUTO BCSIKO OT TAX CE peall3upa, ca U3JI0KEHH M0-I0JIy B TAOJIUIHA
dopma. [TocoueHnuTe anropuTMH Ha MPOCIEAIBaHE HE ca 3aAb/DKUTEITHU, UMaT IPErnopbYUTENeH
XapaKTep W BUHATH MOTAT Jia ce Moau(uIMpar criopen crnenudukaTa Ha MAlMeHTa U HeroBara
OoJtecr.

Jlokanu3sanus — n3CJIeABaHUSL | Tlepros1 HA KOHTPOJIHU BH3UTH

Kapuunom Ha riaBa u mmust

AHaMHe3a U GU3HUKAIHO U3CIIe/IBaHe

| 2 mecena

PeHTreHorpaMa Ha CI/IHyCI/I/rp’bI[eH KOII

2 Mecena

CT Ha cuHycH, TPBJIEH KOIII

ITpu HeoOxoaUMOCT

SPECT/CT(KoctHa cuuHTHrpadms)

12 mecena 3a mbpBUTE 5 TOAUHU

PET /CT

12 mecena 3a mbpBUTE S TOAMHU

MRT [Tpu HEoOXOAMMOCT
KpbBHa KapTHHA 2 mecena
ASAT, ALAT 2 Mecelia
Cep. ypest, KpeaTHHUH 2 Mecena
Cep. 0611 mpoTenH 6 mecena
Cep. TupeorponeH xopmon (TSH) 6 mecera

Kapuunom Ha repaa

AHamHe3a U GU3UKAIHO U3CIIeBaHe 6 mecena
Pentrenorpama Ha rpbJieH KOII 6 mecena
CoHorpadus Ha KOpEMHU OpraHu 6 mecena

PET/CT

12 mecerna 3a mbpBUTE 5 TOAMHU

CT Ha rpb/JieH KOl ¥ KOPEMHHU OpraHu

12 mecerna 3a mbpBUTE S TOAUHU

SPECT/CT

12 mecerna 3a mbpBUTE 5 TOAUHU

MRT [Tpu HeoOXoaMMOCT
Mawmorpadust 1 roguna
Tymopen mapkep CA 15-3 6 mecena
KpbBHa kapTHHA 6 mecena
ASAT, ALAT 6 Mecema
Cep. ypest, KpeaTHHUH 6 mecena




Cep. o011 mpoTenH

6 Mecerna

KOHC}/J’IT THUHEKOJIOr

6 Mecena

Kapuunom Ha 0511 1po0

AHamHe3a 1 GU3UKAIHO U3CIIEBAHE 2 mecena
Pentrenorpama Ha rpbpaeH KOLI IIpu cumnromaTuka
Conorpadus Ha KOpEMHU OpraHu 2 mecena

PET/CT

12 mecena 3a mppBUTE S5 TOJUHU

CT nHa rpbaeH Kol 1 abIOMEH

12 mecena 3a mbpBUTE S TOAMHU

SPECT/CT

12 mecena 3a mppBUTE 5 TOAUHU

MRT [Tpu HEoOXOAMMOCT
KpbBHa KapTHHA 2 mecena
ASAT, ALAT 2 Mecena
Cep. ypes, KpeaTHHUH 2 mecena
Cep. 0611 poTenH 4 mecena

Kapuunom Ha XpaHONIPOBOJ

AHaMHe3a n (1)I/ISI/IKaJ'IHO HU3CJIICABAHC

6 Mecena

PGHTFCHOI‘paMa Ha I'pbACH KOII

6 Mecera

dubpoonTudHa e30(haroracTpoCKOHsI

ITpu HeoOxoaUMOCT

CT na rpwaeH koii, abloMeH

12 mecena 3a mbpBUTE S5 TOJIMHU

Koctha cuiunTturpadus

ITpu HEOOXOAMMOCT

MRT

ITpu HeoOxoaUMOCT

Kapuunom Ha cTromax

AHaMHe3a U GU3HUKAIHO U3CIIe/IBaHe 4 mecena
PenTrenorpama Ha rpbpJieH KOIII 4 mecena
Conorpadusi Ha KOpEMHU OpTraHu 4 mecena

PET/CT

12 mecena 3a mbpBUTE 5 TOAMHU

CT na rppaeH ko, abloMeH

12 mecerna 3a mbpBUTE S TOAUHU

KoctHa cuuHTUrpadus

ITpu HEoOxOoaUMOCT

MRT [Tpu HEoOXOAMMOCT
E3odaroracrpockomnus 1 roguna
KpbBHa KapTHHA 4 mecerna
Cep. Butamuu B12 1 roguna
ASAT, ALAT 4 mecerna
Cep. ypest, KpeaTUHUH 4 mecena
Cep. 0611 poTenH 4 mecerna

XenaTo0uJmapeH KapuuHOM

AHamHe3a 1 GU3UKAITHO U3CIIeBaHe 3 mecena
CoHorpadus Ha KOpEMHU OpraHu 3 mecena
Pentrenorpama Ha rpbJieH KOII 6 mecena

CT na rppaeH ko, abIoMeH

12 mecerna 3a mbpBUTE S TOAMHU

KocTHa cuunTHurpadus

[Tpu HEOOXOAMMOCT

MRT

[Tpu HEOOXOAMMOCT




Tymopen mapkep AFP 3 Mecerna
KpbBHa KapTHHA 3 mecena
ASAT, ALAT 3 Mecela
Cep. OmnupyOuH (0011, TUPEKTEH) 3 Mecena
Cep. ypest, KpeaTHHUH 3 mecena
Cep. o011 poTeHH 3 Mecena

AIeHOKAPIMHOM HA MaHKpeac

AnamHe3a 1 GU3UKATHO U3CIIEBaHE 4 mecena
Conorpadusi Ha KOpEMHH OpTaHH 4 mecena
CT Ha rpbpaeH ko, aboMeH 6 mecena

Koctna cuunturpadus

[Tpu HEOOXOAMMOCT

MRT

ITpu HeoOxoaUMOCT

Tymopen mapkep CA 19-9 6 mecena
KpbBHa KapTHHA 4 mecena
Cep. rmtoko3a 4 mecena
ASAT, ALAT 4 mecena
Cep. OunnpyOuH (00111, TUPEKTEH) 4 mecena
Cep. ypesi, KpeaTUHUH 4 mecena
Cep. o011 mpoTerH 4 mecena

Kapuunom Ha 660pek

AHaMHe3a U (U3HUKAJIHO U3CIIe/IBaHe 4 mecena
Conorpadust Ha KOpEMHU OpraHu 4 mecena
PenTrenorpama Ha rpbpJieH KOIII 6 mecena

CT nHa rpbaeH ko, abJoMeH, Ta3

HenocpencteeHo creonepaTuBHO, MEXIY 2-
6 Mecell OT olepamnus- Ta U CJIe]] TOBa Ha
BCeKH 6 mMecera

SPECT/CT 12 mecerna 3a mbpBUTE 5 TOAUHU
MRT [Tpu HEoOXOAMMOCT

Tymopen mapkep LDH 6 mecena

KpbBHa KapTHHA 4 mecerna

ASAT, ALAT 4 mecena

Cep. ypesi, KpeaTUHUH 4 mecena

Cep. 0611 mpoTenH 4 mecerna

CepyMeH Kamui 6 Mecera

Kapuunom Ha 1e6ejio u npaBo 4epBo

AnamHe3a 1 (U3UKAITHO U3CIICIBAHE 4 mecera
PentrenorpamMa Ha rpbJeH KOII 12 mecema
Conorpadus Ha KOpEMHH OpTaHU 4 mecena
CT na rpbaeH ko, aboMeH, Ta3 6 mecena

KocTha cuunTturpadus

[Tpu HEOOXOAMMOCT

MRT [Tpu HeoOXoaMMOCT
Kononockomnust 1 ronuna
Tymopen mapkep CEA wm CA 19-9 4 mecena
KpbBHa kapTHHa 4 mecena




ASAT, ALAT 4 mecena
Cep. ypesi, KpeaTUHUH 4 mecena
Cep. o011 poTeHH 4 mecena

Kapuunom Ha siiuHUK

AnamHe3a 1 GU3UKATHO U3CIIEBaHE 1 roguna
PenTreHorpama Ha rpbJieH KOLI 1 ronuna
Conorpadus Ha KOpEMHU OpraHu 3 mecena
CT Ha rpbpJeH Ko, abI0MeH, 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. ypes, KpeaTHHUH 3 mecena
Cep. o011 mpoTenH 6 Mecera

KapuuHom Ha MaTOYHA HIKMIKA ¥ €eHIOMETPHUYM

AHaMHe3a U GU3HUKAIIHO U3CTIe/IBaHe 1 roguna
Pentrenorpama Ha rpbIeH KOIII 1 roguna
Conorpadus Ha KOpEMHU OpraHu 3 Mecenia

PET/CT

12 mecena 3a mbpBUTE 5 TOAMHU

CT na rpbaeH Ko, abJoMeH, Ta3

6 Mecera

KoctHa cuiunTturpadus

12 mecena 3a mbpBUTE S5 TOJIMHU

MRT

ITpu HeoOxoaUMOCT

Koncynt runekosor 6 mecena
[{uronamaska (Pap-tecr) 6 mecena
[{ucTocKonus/mpOCTOCKONHS ITpu HeoOxoaUMOCT
KpbBHa kapTHHA 6 mecena
ASAT, ALAT 6 mecena
Cep. ypest, KpeaTHHUH 6 mecena
Cep. 0611 mpoTenH 6 mecena

KapuuHom Ha nMKo4YeH Mexyp

AHaMHe3a U GU3HKAIHO U3CIIe/IBaHe 3 mecena
Conorpadust Ha KOpEMHH OpTaHH 3 mecena
PenTreHorpama Ha rpbeH KOII 6 mecena
Koncynt yposor 3 mecena
[{ucrockonus 3 mecena
MexypHa UTOIIOTHSI/OUOTICHS 3 mecena
YpuHapHa UTOJIOTHS 6 mecena

CT nHa rpwaeH ko, abJoMeH, Ta3

[Tpu HEOOXOAMMOCT

KocTha cuunTturpadus

[Tpu HEOOXOAMMOCT

MRT [Tpu HeoOXoaMMOCT
KpbBHa KapTHHA 3 Mecenia
ASAT, ALAT 3 Mecena
Cep. ypes, KpeaTHHUH 3 Mecenia




Cep. 06w mpoTenH | 6 Mecena
Kapuunom Ha npocTaTHa KJjie3a H TeCTHC

AHamHe3a U PU3UKATHO U3CIICBAHE 3 mecena

Conorpadusi Ha KOpEMHH OpPTaHH 3 mecena

PenTreHorpama Ha rpbJeH KOIII 12 mecena

Koncynr yposnor 6 mecena

CT Ha rpbpJeH Ko, abI0MeH, Ta3 6 mecena

SPECT/CT 12 mecera 3a mppBUTE 5 TOIUHK

MRT [Tpu HEOOXOAMMOCT

Tymopen mapkep PSA 3 mecena

Tymopen mapkep AFP 3 mecena

Tymopen mapkep beta-hCG 3 mecerna

Tymopen mapkep LDH 3 Mmecena

KpbBHa KapTHHA 3 mecena

ASAT, ALAT 3 Mecela

Cep. ypesi, KpeaTHHHH 3 mecena

Cep. o011 mpoTerH 6 Mecena

Jlerenpa: SPECT/CT; PET/CT; CT — kommioTsp-romorpadusi; MRT — MarHuTHOpEe30HAHCHA
tomorpadust; LDH — nakrar-nexuaporenasa; ASAT — acnaprar-amuHotpancdepasza; ALAT

— ananmH-amuHOTpaHcdepaza; CAE —  kapumHoemOpwoHaneH  aHtureH; PSA  —
npocrarocrenuduueH anturen; AFP — anda-dperonporenn; hCG — dYoBelmKH XOpHOH-
TOHA/IOTPOIIHH.



51. HPUJIOKEHUA

MASCC (Multinational Association of Supportive Care in Cancer) ToukoBa cuctemMa/MO€e 3a

OLCHKA HAa PHUCK OT UH- (bCKHI/II/I.

Kpurtepun

Touxkn

CrerneH Ha yBpexiaHe

e (0€3 WU JIEKA CUMIITOMHU

® Cp€AHHU CUMIITOMU

be3 xunoronus

be3z XOBb

bes npenxoxama ¢pyHruanaa nHpEKIus

be3 nexuapararus

AMOynaTOpHO HaYaJIo

Br3pact < 60 roguan

NWW s MAOHW Ol

AHTI/I6aKTCpI/IaHHI/I JICKapCTBa IIpu Gram-no3uTUBHU MMaTOIEHH.

e Vancomycin 15 mg/kg I.V. Bceku 12 yaca
e Teicoplanin 400 mg I.V. ennokpatho (epBu jaeH 2 x 400 mg)

e Linezolid
e Daptomycin 4-6 mg/kg I.V.
e Quinupristin/Dalfopristin

600 mg P.O./1.V. Bceku 12 yaca

7.5 mg/kg Bceku 8 yaca

IupoKocIeKTbPHH JIEKAPCTBA H TAKMBA 32 KOMOMHHMPAHO JIeYeHHUE.

Cefepime 2 g 1.V. Bceku 8 yaca

Ceftazidime 2 g I.V. Bceku 8 yaca

Ceftriaxone 2 g/ITHEBHO

Imipenem/cilastatin 500 mg L. V. Bceku 6 gaca

Meropenem 1g1.V. Bceku 8 yaca (2 g |.V. Bceku 8 uaca

32 MEHUHTHUT)

Piperacillin/Tazobactam

4.5 g |.V. Bcexu 6 gaca

Ciprofloxacin

500-750 mg P.O. Bceku 12 gaca unu 400 mg
I.V. Bcekn 8-12 gaca

Levofloxacin

500-750 mg P.O. wu |.V. nHeBHO

Clindamycin

600 mg P.O. Bceku 8 uaca

Amoxicillin/Clavulanate

1000 mg P.O. Bceku 12 gaca

AMMHOTJIMKO3HIU

e Gentamycin

HavayHa j103a 2 mg/Kg, mociensana ot 1.7
mg/kg Bceku § yaca;

3-5 mg/kg B kparka uapy3us 3a 30-60
min/JTHEBHO




e Tobramycin HavaHa 103a 2 mg/kg, nociensana ot 1.7
mg/kg Bceku 8 yaca;
3-5mg/kg B kpaTka undysus 3a 30-60
min/IHEBHO
e Amikacin 7.5 mg/kg Bcexu 12 h; 15 mg/kg (maxc. 1.5

g/mHeBHO) B KpaTka nHdys3us 3a 30-60 min/
BEIIHBXK JTHEBHO

Metronidazole

75 mgkg IV. Becekn 6 h; 250-750

Mmg/AHEBHO Ha 3 mpuema

Azitromycin

0.5 g/mueBno 1.V.; 0.5 g P.O. mbpBH niew,
nociensado ot 0.25 g/mHeBHO

Trimetoprim/sulfamethoxazole (TMP/SMX)

20 mg/kg (TMP) I.V./P.O. Ha 6 yaca nipu
Pneumocystis jiroveci maeBMoHuUs

AHTH(YHTaTHH JeKapcTBa

A3zom

Fluconazole

400-800 mg/nuesno 1.V./P.O.

Itraconazole

200 mg I.V. Bceku 12 yaca % 4 no3w,
nocneaBano ot 200 mg/aHEBHO;

400 mg/nueBHo P.O.

Voriconazole

6 mg/kg 1.V. Bceku 12 yaca x 2 no3u,
nociensano ot 4 mg/kg Bcexku 12 gaca;

200 mg/nuesHo P.O.

Posaconazole

[Tpopwmnaktuka: 3 2000 mg P.O,
CrnacsiBamna tepanusi: 4 x 200 mg P.O.,,
nocneasana ot 2 x 400 mg P.O.

X

Amdpore

punuH B

Amphotericin B desoxycholate

0.5-1.5 mg/kg/nueBHo

Liposomal amphotericin B

3 mg/kg nHeBHO

Amphotericin B lipid complex

5 mg/Kg qHEeBHO MpH MHBAa3HWBHA TLICCEH-
UH(EKIus

ExuHoKkaHIUuHH

Caspofungin

70 mg 1.V., nocneasano ot 50 mg/nHeBHO
I.V.; mpu acniepruiosa 70 mg/ qaesno 1.V.

Micafungin

100 mg/auesHo |.V. npu kanaunemus u 50
mg/nHeBHo 1. V. 3a npodunakTrka




AHTHUBHMDYCHM JICKADCTBA

e Acyclovir 5-10 mg/kg I.V. Bceku 8 vaca; 200-800 mg P.O. 2-5 mbTH AHEBHO
e Valacyclovir 500-1000 mg Bceku 12 nam 8 yaca
e Famyclovir 500 mg Bceku 12 mim 8 yaca™



