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BBBEJAEHUE

TloxXobT NPH 3710KAYECTBEHUTE COIMAHU TYMOPH € KOMIUIeKCeH. [Ipuara ce XupypriuyHo, JIb4€BO U JEKapCTBEHO jieueHue. MH-
JMBHyalHaTa MOCJIEI0BATeIHOCT Ha TE3H Moaxoau ce ompenens or OHkonorunyHa komucus (Tymopen 0opn), B chCTaBa Ha KOATO
BIIM3AT JIEKapH C Pa3iIHMYHN CHENHATHOCTH. CHCTEMHOTO JISKAPCTBEHO JICUCHUE € YTBBPJCH MOAXOM, Hape] C JAPYrHTe JBa OCHOBHU
MeToza (Xupyprus, rpuenederne). Okono 60-70% ot GostHUTE pa3BUBAT JOKAIHH PELUIUBU H/UIM JAJICYHU METacTa3H, HE3aBUCHMO
OT JIOKQJTHOTO PAJNKAIHO JEeUEeHHE Ha ITbPBUYHMS TyMOp. KOHKpPETHHMAT JTeKapCTBeH PEXUM 3aIBIDKATEIHO ce 00CHKAa U IIprueMa Ha
OHKOJIOTUYHA KOMHUCHS MO0 XUMHOTEpaIis U ce MPOTOKOJIMPA CIIOpE] HOPMATHBUTE HAa MEIUIMHCKHUS CTaHAApT Ha CHEIHaIHOCTTa
»MeIuInuHCKa OHKOJIOTH . PakbT ce mpuema 3a CHCTEMHa OOJIeCT, KOSTO YJITHMMATHBHO IOCTaBS HEOOXOAMMOCTTa OT CHCTEMHO
JIeKapCTBe- HO JICUEHHE IPH MHIUKAIWK. Ha chBpeMeHHUs eram OT pa3BUTHE Ha KIMHHYHATA OHKOJIOTHS JICKAPCTBEHOTO JICUCHHE
(MeIMIMHCKA OHKOJIOTHS) THPIH Hali-0bp30 pa3BuTHE. BB3MOKHOCTHTE My HEPEKBCHATO ce 000raTsaBaT ¢ HOBU (hapMaKOJIOTUYHU U
OMOJIOTNYHHM JIeKapCTBa, BOJCIIM 10 MOA00psBaHEe Ha TepaneBTHYHUTE pe3ynTaTd. C TOBa pacTe OTTOBOPHOCTTA HA MEAUIMHCKHTE
OHKOJIO3M (XH- MHOTEpAIIEeBTH) 3a N300p Ha JICYeHNE C Hal-BICOKA €(EKTHBHOCT U C MO-MaJIKa TOKCHYHOCT. JIeKapCcTBEHOTO JIeUueHUE
(o TpaauIMsA HAPUYAHO XMMHUOTEpANus) ce Ha3Ha4aBa, IpHiara | mpociie/siBa caMo OT MEIHIMHCKU OHKOJIO3H (XHUMHOTEpAIeBTH),
paboTen B CICHUAIM3UPAHU CTPYKTYPH (KJIMHUKH WM OTACNICHHUS 110 MEAMIMHCKA OHKOJOTMS) M IO3HABAI[d MHOTO J100pe
(hapMaKoJIOTUUHHUTE XapaKTEPHCTHKU Ha IPOTUBOTYMOPHUTE JIEKAPCTBA M TEXHUS TOKCHKOJIOTHYEH Ipodut. JIekapCcTBEHOTO JIeueHne
HaMHpa TMPWIOKEHHE B pPa3IMYHH cTaauu Ha Oonectra: (1) agioBaHTHO — ClEA PAAUKAIHO JIOKAJTHO JICYCHHE HA ITbPBUYCH
3JI0Ka4eCTBEH TYMOP; BOAH 110 HapacTBaHe Ha Oposl Ha M3JIeKyBaHUTE OOJIHU U IO yIbIDKaBaHE HA NPEKUBIEMOCTTa 0€3 porpecus Ha
GonectTa; (2) HEOANIOBAHTHO — NPEAN JIOKAITHO PaJMKAIHO JEUYCHHE Ha IbPBUUCH 3JI0KaUECTBEH TYMOp; II03BOJIsIBA M3BBPIIBAHE HA
OpraHOCHXpaHsBAIM ONEPAUK IPHU KAPLHMHOM HAa I'bPJA, PEKTYM M JIAPHHKC; NPEBPBILA JIOKATHO aBaHCHPAIUTE HEOHNEePaOWIHU
TYMOpH B ONEpaOWIIHU ¥ [1aBa BB3MOXK- HOCT 3a I'BJIHO M3JIeKyBaHE (KapLMHOM Ha T'bpJa, MMHKOYCH MEXyp, mpocrara u ap.); (3)
MaJMaTHBHO — NPH MeTacTa3upaia O0JIeCT; IIPU TYMOPH, BUCOKOYYBCTBUTEIHH KbM LUTOCTATHYHO JICYCHUE, BOJM JI0 TpaHa PEMHCHS
Ha roJisma gact ot 6osaute (90% mpu Tpodo6- nactHa Gonect, 75% npu TeCTUKYIapHH TyMOpH, Haj 20% 1pu 0OBapHAIICH KAPIIMHOM).
JlekapcTBeHO JIeueHHE HE ce IpHJIara Ipy CHiIHO yBpeaeHo o61o cecrosuue (ECOG mepdopmanc craryc — PS) u HapymeHa GpyHkms
Ha NApeHXUMHH OpraHu (KOCTeH MO3bK, 4epeH apo0, 0s0penu). Bp3 ocHOBa Ha COOCTBEH KIMHUYEH ONMUT M B MHTEPEC Ha MAlUCHTA,
MEJMIMHCKUTE OHKOJO3M MOTaT Ja MOAMU(UIHUPAT OTACIHM CXEMH I J030BH PEKHMH, IMOCTHIIBAWKH HMHIMBUIYAIU3UPAHO U
OanaHcupaHo B JafeHH crenuuyHu cuTyanuu. [IpuiioxeHneTo Ha peauiia IPOTHBOTYMOPHH JIeKapcTBa ce 0a3upa Ha KIACHYECKH-
TE MO3HAHMS HA MEIHIMHCKUTE OHKOJIO3H, BBIPEKH Ye KPATKUTE XapaKTePUCTHKH Ha MO-CTApHUTE JIEKAPCTBEHHU TPOJYKTH HE BUHATH
0Tpa3sBaT IIBJIHUS 00eM Ha TepareBTHYHATa UM aKTUBHOCT. [loBe4eTo ChBpEeMEHHH IPOTHBOTYMOPHH KOMOMHAIIMY HITH MOHOTEPAINH
ce mpuiiarat Bb3 OCHOBA HA KJIIMHWYHH W3IHUTBAHHS, TIOKa3aId JTOCTOBEPHOCT. VI3M0I3BaHETO HAa HACTOSIIIMTE CTAHAAPTH 32 CHCTEMHO
JIEKapCTBEHO JICYCHHE € He0OXO0MMO, 3a J1a ce OCUTYpHU eeKTHBHA M YHH(HUIMpaHA Tepanus Ha BCHYKH pakoBoGoiHM B Bwirapus,
HE3aBUCHUMO B KOE CIICLHAIM3UPAHO OHKOJIOIMYHO JIeueOHO 3aBe/IeHHe ce JIeKyBaT. HacTosIuTe MeIMIIMHCKU CTaHAaPTH Ca H3TOTBEHH
no Ocma penakuust Ha TNM crajgupaiara cucrema. I[IpociensBaHeTo Ha OHKOJOTHYHO OOJHH, 3aBbPILIMIN KOMIUIEKCHO JICUCHHE, Ce
M3BBPIIBA OT CMEHUAIUCTH B OHKOJIOTMYHHTE JIeueOHH 3aBe/ieHus Ha PemyOiuka Brirapus criopes JToKalu3alusaTa 1 cTaaus Ha 60-
aectTa. B HacTosmUTe CTaHIAPTH MPOCIESABAHETO HA OCHOBHUTE BHJIOBE 3JI0KAUECTBEHH TyMOPH (OCHOBHA YacT Ha JUCNAHCEPHOTO
HaOIIOICHNE) € IPECTaBeHO B TaOJIMYEH BUJI, OCOYBAIIl BUJ U BPEME Ha KOHTPOJIHH H3CieBaHus. JJOITBIHUTENHO ce T0CoYBaT 00-
MIONIPUETHTE KPUTEPHHN 3a OLIEHKA Ha JieueOHus eeKT npu conuauan Tymopu (Response evaluation criteria in solid tumors, RECIST).
B cranmaptute ce MpeACTSABAT aIrOPUTMH 3a KOHTPOJ Ha OHKOJIOTMYHaTa 00JKa. Pa3enbT BKIII0YBa OHKOJIOTHYHO OOJTHH ChC COUIHH
Tymopu Hacrosure CTaHAapTH BKIIOYBAT aJITOPHTMH 32 MOBEACHUE IIPU OCTPH aJCPrUYHM W WHQY3HOHHM DPEaKLHH, Ipu
eKCTpaBa3aliiss Ha IPOTHBOTYMOPHH JIEKapCTBA, BEHO3EH TPOMEMOONM3bM, XeMoparnyHa jauare3a, JPYrH TOKCHYHOCTH H
yciokHeHus1.. CBETOBHUTE CTaHAAPTH 32 JEUECHHE Ha 3J0KAYECTBEHH TYMOPH CE aKTyalU3HpaT MepHo- JUIHO CIIeA MEKIYHAPOIHN
pPaHIOMU3MPAHN KIMHUYHU H3MUTBAHHUS W CleHUaIu3upaHd (opymu. Pasimkute B OTHACIHHTE CTPaHH Ca B 3aBHCHMOCT OT
MKOHOMHUYECKOTO UM ChCTOSTHHE M OF0JDKETa Ha 37]paBHOOCHTYPUTEITHUTE CHCTEMHU.

benexku:

(i) sexapcTBEHM MPOJYKTH W/HIIK PEXKUMH, OCOUYCHH 3a ONpe/IeieHa HHIMKAIUI U MApKUPAHHU ChC 3HAK [*], ca 0/10- OpeHu ot
EBporeiickara arenmus no nekapcrBata (EMA) n M3neiautenHaTa arennus mo sekaperBara (MAJT), Bxmovenu ca B [lo-
sutuBHUA JekapcTBeH cnuchbk (I1JIC) ma HanmmoHanmHus CHbBET MO LEHM M penMOYpCHpaHe Ha JISKAPCTBEHH IPOIYKTH
(HCLIPJIIT) ¢ mpezacTosIo BKIIOYBAHE B CIHCHKA C JIEKApCTBEHNTE IMPOAYKTH, KouTo HarnnonannaTa 31paBHOOCHTYpHUTEITHA
kaca (H30K) 3amnamra;

(if) ;mexapcTBEHU MPOIYKTH W/WIH PEKUMHU, IIOCOYESHH 3a OIpeJIelicHa HHANKAIINS M MAPKUPAHHU ChC 3HAK [**], ca omobpeHn ot
EMA u UAJI ¢ npencrosimo Bkiatousane B [1JIC wa HCLPJIIT,

3aovenexcka:

JleuenueTo ¢ HepaspelleHN 3a yHoTpeba JIeKapCTBEHH MPOIYKTH ce U3BBPIIBA IIPH YCIOBHATA U 10 pex, onpenenenu ¢ Hapenba Ne 10 ot
17 nHoemBpu 2011 r. 3a ycnoBusATa U pefa 3a JIeueHUe ¢ HepaspelleHu 3a yrnorpeda B Penybnuka briarapus nexkapcTBeHH MPOAYKTH, KAKTO U
3a YCIIOBHATA M PeAa 3a BKJIIOYBAHE, IPOMEHM, W3KJIIOUBAaHE M OCTaBKa Ha JICKAPCTBEHH HPOIYKTH OT CIIMCHKA MO Wi. 266a, anl. 2 oT
3akoHa 3a JIEKapCTBEHHUTE MPOJAYKTH B XyMmMaHHata Mmeguuuna (o6H. [IB 6p.95 ot 2.12. 2011r., mom. [IB 6p.24 or 12.03. 2013r.) na
MMHHCTBPA Ha 3paBeOa3BaHeTo.
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II'bPBUYHU MO3'bYHU TYMOPHU

310KauecTBEHUTE TIIHATHU TyMOPHU ca MPHOIH3UTETHO 70% OT BCHYKU IbPBHYHU MO3BYHH TYMOPH IIPU Bh3pacTHU. CBBP3aHHU ca C BUCOKA
3a00J5IEMOCT U BHCOKAa CMBPTHOCT, KaTO CpeJHaTa MpPEXHUBAEMOCT IpH MalMeHTUTe ¢ ramobnactom e 12-15 mecema, a mpu Te3u c
QHAIUIACTMYHHU TJIMATHU TyMopu - 2-5 roxunu. I'mmoOnacromure ca npubmmsurenHo 60-70% OT BCHYKM 3JI0KaUECTBEHH TJHOMH.
Actpouutomute mpexacraBusBar 10-15%, aHammacTUYHUTE OJIMIOASHIAPOTIMOMH M oiuroactpouutoMu - 10%, aHaracTHYHHTE
SIIEHIMMOMH U TaHTJINOMH — OCTaHAJIUTE.

CpeznHara BB3pacT Ha ITOCTABsHE HA IarHO3aTa IPH IIIHOOIacToMATe € 64 TOANHH, a IPH aHAIUTACTUYHHUTE TTTHOMH — 45 TOIUHN.
3abossieMoCTTa PH MBXKETe YMEPEHO IPEBUINIaBa Ta3H MPH KEHCKHUS IO,

JleueHHETO € KOMIUIEKCHO, BOZIEINA € POISITa Ha OIIEPaTHBHOTO M JIbYEICUCHHUE.

XumuoTepanus ce mpuiara Opd rimoMu oT cremeH IIl (aHammacTHYHM acTPOLMTOMH W OJMTOASHIPOTIMOMH) U cremneH IV (ramob
nactomu) no CBertoBHa 3apaBHa opranmsaius (WHO). Ilpu nuckocrenennu (cremed II) ramomu (MHOGHUITpaTHBHH acTPOLUTOMH H
OJIMTOZICHPOTIIMOMH) JIMIICBAT JOKAa3aTeNCTBA 3a MOJ3a OT XxuMuoTepanus. KaTo MporHocTuueH Mapkep ce MpernopbyuBa H3CIEIBAHE HA
1p/19g-cratyc.

I. AAIOBAaHTHaA XUMHOTEpanuda

1. CbyeTaHo xumuonbyenederne ¢ Temozolomide — 75 mg/m?P.0. 6 ceamuum. Cnep, noyumnska oT 4 ceaMmum JIeHEHNETO NPO-
Abnxasa ¢ Temozolomide — 150 mg/m? aHesHo P.O., aHu 1-5, 32 MbpBUM Kypc, a nocieasalimTe ot 2-pu Ao 12-u kypc — 200
mg/m?2npe3 28 aHu, T.e. npoBexaat ce o6wo 12 Kypca. ToBa e cTaHAapPT B IUEHNETO Ha naumeHTu ¢ ranobnaactom o 70
r. Bb3pacT, KaKTo U Te3u Hag 70 r., KOUTO HAMAT NPOTMBOMOKa3aHUA

2. Temozolomide cnep camoctosTenHo nbuenedeHme —150-200 mg/m? gHesHo P.O., aHu 1-5, npes 28 aHu (6 Kypca).

3. PCV (6 Kypca npeau unu cneg nvyenedenve) (npu tymopm ¢ 1p/19q-
Koaeneuws) Procarbazine — 2 x 100 mg/m?P.0., aeH 2-11
Lomustine — 100 mg/m?P.0., aeH 1 Vincristine — 1.5 mg/m?1.V., aeH 1

MoemopeHue npe3 42 OHu.

4. AHannacTM4YeH acTPOLLMTOM, OZIMFOACTPOLMUTOM U ONIUFOAEHAPOIINOM (CTeneH
IIl no C30).

Cnep onepaTUMBHO OTCTPAHABAHE, CTAHAAPTBLT e AbyveTepanua o 60 Gy.

lpenopvysa ce u KombuHayusma PVC:

1. XuMHUOTepanus Npy penyuiuB

1. Temozolomide — 150-200 mg/m? gHeBHo P.O., aum 1-5, go nporpecus. Mpu peumamne Ha 6o0secTTa U HenpoBeXKAaHa
npeam ToBa Tepanua ¢ Temozolomide, camo cnep, peonepauus.

.PCV (BMx T.13).

. Lomustine — 100 mg/m?P.0., aeH 1, npe3 42-60 aHw.

. Carmustine — 80 (200) mg/m?21.V., axn 1-3 (aeH 1), npes 42-60 gHw.

.Irinotecan
MosmopeHue npe3 14 oHu.

a b~ wN

METACTATUYHU MO3'b9YHHU TYMOPH

HpI/I BB3MOKHOCT C€ IIPOBEKJIa ONEPATHUBHO OTCTPAHSABAHE HA TyMOpPa, ITOCICABAHO OT JIbYCICUCHHUC

Xumuorepanus ce 00CHXKIa MNpU HEepe3eKTaOMIHH MHOKECTBEHHM METAacTa3d OT KaplHMHOM Ha Tbpjaa, Osu1 ApoO, MelaHoM U Jp.
3abIDKUTEITHO YCIIOBHUE € 100po 00mmo ceerostaue (mbpdopManc cratyc, PS).

1. CuctemHa Tepanua cnopeg BuAa Ha MbPBUYHMA TYMOP.
2.  Lomustine — 100 mg/m2 P.O., aeH 1, npes 42-60 gHu.
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3. Carmustine — 80 (200) mg/m2 I.V., auun 1-3 (aeH 1), npes 42-60 aHu.

KAPIIMHOMU HA I'/IABA M IINA

I110CKOKIETHYHUAT KapIMWHOM Ha Ij1aBaTa U IIuATa € XETEPOTreHHO 336OHHBaHC, XapaxkTepusupamo ¢€ ¢ KOMIUIEKCHH KIIMHUYHU U
NaTOJIOTUYHU IIPOSIBU. Hpe,Z[CTaBJISIBa HpI/I6J'[I/ISI/IT€J'IHO 90% oT BcHukH BHUJIOBE paK Ha rjlaBaTta u musrTa.

Mpxete OonenyBat no-4yecto. ChOTHOIICHUETO MBXXE:KEHH Bapupa oT 2:1 10 4:1 B pa3nu4Hu pETHOHH Ha CBETA.

JledeHueTo Ha 370Ka4eCTBEHUTE TYMOPH Ha IJlaBaTa M IIHATa € KOMIUIEKCHO — ONIEPaTUBHO, JIbYEIeUeHHE, IMTOCTaTHYHA U TapreTHa
Tepanusi.

I. HasodapuHreassHu KapuuHOMH

I.A. HeoagoBaHTHa XHMHUOTEepanus
1 Bcraguii lll u IVA, B ce npoBexKaa CbY4eTaHO XMMMUOTbYEeYeH e,

Cisplatin + Fluorouracil Cisplatin
—50 mg/m?1.V., geH 1

Fluorouracil — 500 mg/m?1.V., auun 1-5 (1-8a n 4-Ta ceamuLLa Ha byesiedeHme).

2. MoHoTtepanus c Cisplatin wan Fluorouracil

(i) Cisplatin —40 mg/m?21.V., geH 1 (Ha BcAKA ceammuua OT bYeNeyeHneTo).

(ii) Fluorouracil — 500 mg/m?1.V., aHu 1-5 (1-Ba v 4-Ta cegMmLa Ha NbYeeyeHneTo).

CamocTosATe/IHaTa HeO0aAOBAHTHA (MHAYKLMOHHA) XMMMOTEPANUA BKNKOUYBA CIEAHUTE PEXKUMM:
1 Cisplatin + Fluorouracil + Docetaxel (Npy NNOCKOKAETbYEH KapLMHOM)
Cisplatin — 75-100 mg/m?1.V., geH 1
Fluorouracil — 500-750 mg/m?1.V. 2-4yacoBa nHoy3sus, gHun 1-5
Docetaxel — 75 mg/m?1.V., neH 1
loemopeHue npe3 28 OHu.
2. Cisplatin + Fluorouracil
Cisplatin — 75-100 mg/m?1.V., aeH 1
Fluorouracil — 500-750 mg/m?1.V. 2-4yacosa nHoy3msa, aHun 1-5
MosmopeHue npe3 28 OHU
3. Paclitaxel + Cisplatin + Fluorouracil (Docetaxel>Paclitaxel)
Paclitaxel — 135 -175 mg/m2 i.v. 1 deH
Cisplatin — 75 -100 mg/m2 i.v. 1 0eH
Fluorouracil — 1000 mg/m2/0H i.v. 2-4yacoea uH@ysus 1-5 deH

MosmopeHue npe3 3 cedmuyu.
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Hpednoquma ce rpu HernoHocUMoCm Koem Docetaxel u #enaHue 3a 8KAOYBAHE HO MAKCAHU.

1.B. AA0OBaHTHA XUMHOTEpANIUA

Mpwnara ce: (i) cnep pagrKkanaHo onepaTMBHO nedveHue u (ii) cnea nposeaeHo aedUHUTUBHO NbyenedeHune npy 60aHM B ctaguii il

1 Cisplatin + Fluorouracil Cisplatin — 100 mg/m?1.V., aeH 1 Fluorouracil —
500-1000 mg/m?LV. npogbmkutenta nudysusa, aeH 1-4 losmopeHue
npe3 28 OHu.
2 Paclitaxel + Cisplatin
Paclitaxel — 175 mg/m?1.V., aeH 1 Cisplatin — 75 mg/m?1.V., aeH 1
3. lMosmopeHue npe3 21 0Hu. Ifosfamide/Mesna + Paclitaxel + Cisplatin
Ifosfamide 1000 mg/m?/aHeBHo V., aeH 1-3
Mesna — 400 mg/m?21.V., B uacose 0, 4 u 8 cnep HavyanoTo Ha ifosfamide Paclitaxel — 175 mg/m?1.V., aeH 1
Cisplatin — 60 mg/m?1.V., neH 1
(Carboplatin AUC 4-6 1.V. 30-MmUHYyTHa UHY3MA)

MoemopeHue npe3 21-28 OHu.

1.C. Peummsnpa.na WJIM MeTacTaTU4YHa 60J1eCT

XummnoTepanus ce nposexaa npy 60aHM ¢ go6po 0bwwo cbetosHue (PS), KaTo Bogewm ca naatmHa-6asmpaHy peskumun. [pyru
aKTMBHM neKapcTtBa ca: paclitaxel, docetaxel, ifosfamide, epirubicin, metothrexate, bleomycin, KouTo ce npunarat camocTOATENIHO
WM B KOMBUHALMA.

I1. IIJIOCKOK/IeThYHH KapOoyuHOMMH Ha IyiaBa MU WA

JleyeHneTo ce NpoBeXAa OT MyNTUANCLUMNANHAPEH ekun. MauneHTsbT TpAbBa Aa 6bae ¢ KopurpaH HYTPUTUBEH CTaTyC, NOAABLP-
’KaH no Bpeme Ha UANOTO fieyeHue. Npean neveHne ce U3BbPLLBA AeHTaNHa pexabuanTauma. NMpu opodapuHreanHn KapumHomu e
npenopaymTenHo uscnensaHe Ha pl6/HPV-cTatyc.

11.A. HeoaaroBaHTHA XUMHOTEpaNnuAa

Mpunara ce NpU NOKaAHO aBaHCWMpas KapLuMHOM Ha NapUHKC, XMnodapuvHKC M OpOdOPMHKC C LN OpraHoCbXpaHABaLla
onepauusa. MeToabT He e CTaHZApT M TpAbBa Aa ce CboOPasM C aHAaTOMWMYHOTO PasnosoXxeHue, obuwo cbcTosiHne (PS) u
WHAMBUAYANHO NpeLmsmpaHe .

1 TPF
Docetaxel — 75 mg/m?1.V., neH 1
Cisplatin — 75 mg/m?1.V., aeH 1
Fluorouracil — 750 mg/m?1.V. 2-4acosa uHby3us, aHm 1-5

MosmopeHue npe3 28 OHU.

2. Cisplatin + Fluorouracil Cisplatin
—100 mg/m?1.V., geH 1

Fluorouracil — 500-1000 npoabaxutenHa nHoysus, axum 1-4
loemopeHue npe3 28 OHU.
3. Paclitaxel + Cisplatin + Fluorouracil

Paclitaxel — 135-175 mg/m?1.V., geH 1
Cisplatin — 75-100 mg/m?21.V., geH 1
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Fluorouracil — 500-750 mg/m?1.V. 2-yacosa uHoy3us, gHK 1-5

MosemopeHue npe3 21-28 OHu.

11.B. AAloBaHTHA XUMHUOTEpANUuA

Mpwunara ce: (i) cneq pafvKanaHO ONepaTUBHO /IeYeHNE M HEBB3MOXKHOCT 33 Moc/aesBallo abyenedyenue u (i) cneg nposeaeHo
aedu- HUTMBHO nbyenedeHue npu 6onHK B cTaguia lll. U3nonssat ce pexkumm ot T. LA,

11.C. ChUueTaHO XUMHOJIbYE/IeUeHH e

Mpwunara ce KaTto AePUHUTUBHO MU CEA0NEePaTUBHO eYEeHNE NPU SIOKANHO aBaHcUpan KapumHom (T3-4 NO-1 nam Tecako N2-3)
1 8o6po 0610 cberoaHwme (PS).

1
2
3

Cisplatin —75-100 mg/m?1.V., aHun 1, 22 n 43 (no-A06bp IOKOPErMoHaieH KOHTPO CPSAMO CEAMMUYHO NMPUIOKEHME).
Cisplatin — 30-40 mg/m?1.V., aeH 1, npes 7 axu, 5-7 ceamunum (KomynatmsHa gosa — 200 mg/m?).

Cetuximab — 400 mg/m?1.V., eaHa cegmmua Npeam CTapta Ha ibyesiedeHneTo, nocieasaHo ot 250 mg/m?2LV. ceamuyHo
(6-7 ceamuum). Ha nsbop npu HPV-No3nTUBHU NIOCKOKNETBYHU OpOdapUHTeanHu TYMOpHU.

Cisplatin + Fluorouracil Cisplatin

—50 mg/m?L.V., geH 1

Fluorouracil — 500 mg/m?1.V., aun 1-5 (1-8a 1 4-Ta ceagmuLLa Ha SibYesiedeHneTo).

11.D. I TMHUA XHUMHUOTEpANUAd NpU peuquaAuBHUpaJid HJINK MeTaCTaTUIHa 6oJiect

1

w

Cisplatin + Fluorouracil Cisplatin
—100 mg/m?1.V., neH 1

Fluorouracil — 500-1000 mg/m?21.V., gxn 1-5
MosmopeHue npe3 28 OHuU.

Metothrexate — 40 mg/m?|.M., BeAHbBK CEAMUYHO 10 NPOrpecus.
Bleomycin — 30 mg obwa go3a .M., 2 b1 ceMUYHO 33 8 NOCNeL0BaTE/IHN CEAMULM.
Epirubicin + Bleomycin + Cyclophosphamide (npv numdoenutennom)

Epirubicin — 50 mg/m?1.V., geH 1
Bleomycin — 30 mg obwa gosa l.V., avn 1, 8 n 15
Cyclophosphamide — 600 mg/m?1.V., aHn 11 8
MoemopeHue npe3 21 OHuU.
Cetuximab + Cisplatin + Fluorouracil Cisplatin
—100 mg/m?1.V., aeH 1 Fluorouracil — 500 -
1000 mg/m?L.V., aHn 1-4
Cetuximab — 400 mg/m?1.V., nocneggaHa ot 250 mg/m?1.V. ceammnyHo
MosmopeHue npe3 21 OHu.
6. Cisplatin + Docetaxel
Cisplatin — 75 mg/m?L.V., aeH 1
Docetaxel — 75 mg/m?1.V., geH 1

loemopeHue npe3 21 OHu.

1. Cisplatin + Gemcitabine
Cisplatin — 80 mg/m?1.V., geH 1

Gemcitabine — 1000 mg/m?1.V., aHn 1 n 8
MosmopeHue npe3 21 oHu (4-6 Kypca).

8 Fluorouracil + Vincristine Fluorouracil —
500 mg/m?1.V., gHn 1-5 Vincristine — 2
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mg TOT LV., aeH 1 lToemopeHue npe3
28 OHuU.
9. Docetaxel
Docetaxel 100 mg/m2i.v. 10eH 0o
MOKCUYHOCM UAU npoepecus
MoemopeHue npe3 3-4 ceOmuyu.

10. Cetuximab 400 mg/m2 i.v. Hacuwawa
do3a, nocnedsaHa om 250 mg/m2 i.v.
ceOMuYHo, cbyemano ¢ Carboplatin unau
Cisplatin, koeamo ce oyaksa
4yyscmeumesnHoCm KoM nAamuHo8u
npenapamu

IL.E. Il IMHUA cUCTeMHaA Tepanus

1 Nivolumab** -3 mg/kg |.V., npes 14 gHu (Npun nporpecua cnep noseye ot 6 meceua cied nocaegHa 4o3a Ha naatnHa-
6a- 3upaHa Tepanusa).
2 Pembrolizumab** — 200 mg .V. npe3 21 aHu.

KAPIHMHOM HA HIMTOBUAHA KJ/IE3A

KapunMHOMDBT Ha WUTOBUAHATA XJ/e3a npeactaBnasa 91% OT BCUUKM eHAOKPUHHU TYyMOpU U 1% OT BCUYUKMK
OHKO/I0rMYHM 3abonaBaHMe Npu Bb3pacTHU. Cpella ce No- YecTo NPU }KEHUTE U OTHOLLUEHMETO KEHU:MbXKE e
4:1. Hali-yecTo cpellaH e nanunapHuaT KapumHom (60%-75%). C no-anKka yectota ca GONNKYNAPHUAT,
MeAyIAaPHUAT U aHaNaCTUYEH KapuMHOM. JTe4eHMETO € KOMIMJIEKCHO — ONepaTMBHA MHTEPBEHLMUA,

pagunoiioatepanma, TMPO3UHKUHA3HU MHXMBUTOPU, XMMUOTEpPaNus.

1. MpuuenHo neverHne:

3a Pe3UCTEHTHM Ha JIeYeHMEe C PaSMOoN0L Ce CYMTaT CAeAHUTE NALMEHTHM C AudbepeHumpaH nanunapeH, GoanKyaapeH nam
Hurthle-kneTbyeH KapumHOM, NOKaNHO aBaHCMpPaa UM MeTacTaTUueH

1. NaymeHTn, He NOKa3aan aKTUBHOCT Ha 1311 BKAKOYBaAHE NPU AMArHOCTUYHO CKaHMpPaHe nan nporpecupanu go 14
meceua cnepn Tepanua ¢ paguo-iog, (RAI).

2. NaumeHTn, nonyumnm obwa gosa npu RAI >600 mCi 1 n3aBUAM HOBa Ne3uma cned nocnegHarta gosa 131-1 npean 14
meceL, oT npuema I.

3. MNaumeHTn ¢ f,O6pPO BKAtOYBAHE Ha 1311 Npu AMArHOCTUYEH CKEH, KOMTO Ca MOJy4YnUIM TepanesTMyHa Ao3a RAl Hag 100
mCi, Ho nporpecupart npegu 14-a meceu,

4. Mpu, pedpakTepeH Ha pagnoaKkTMBEH 04, ce M3NoN3BaT cnesHuTe nsbopu:

(i) Sorafenib —2 x 400 mg P.O. AHEBHO, A0 NPOrpecus Nan HenpMemanBa TOKCUYHOCT.
(i) Lenvatinib** —24 mg P.O. aHeBHO; Npean Uau cnes Tepanua C TUPO3UH-KMHA3HU UHXUBLWITOPMU.

1 an HepeseKTa6w1eH JIOKA/IHO aBaHCMpPan UAn meTactaTudeH megynapeH KapumHom ce M3NoN3BaT cnegHuTe

nsbopu: (i) Vandetanib** —300 mg P.O. gHEBHO, A0 NPOrpecus AN HenpUemamBa TOKCUYHOCT.

(i) Cabozantinib** —140 mg P.O. gHeBHO, A0 NPOrpecus AN HenpuemanBa TOKCUYHOCT.

2. Cnepf npeueHKa MOXKe 4a ce Hanpasu ONuUT 3a LLUTOTOKCMYHO NeYyeHne ¢ KombuHaumm, cbabpikawm Paclitaxel, Cisplatin,
Epirubicin, Doxorubicin
(i) Doxorubicin moHoTepanua
Doxorubicin 75 mg/m2 i.v. aeH 1npes 3 ceamunum, MakcMMym 3 UMKbAA
mnmn
Doxorubicin 15 mg/m2 cegmnyHo
[o 8-16 uuKkbna

(i) Doxorubicin / Cisplatin
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Doxorubicin 60 mg/m2i.v. aeHl
Cisplatin 40 mg/m2 i.v. aeHl
Ha Bcekn 3-4 cegmmum, 40 TOKCUYHOCT UM Nporpecus

(iii) Paclitaxel moHoTepanus

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

Ha Bceku 3-4 ceamMUUM [0 TOKCUYHOCT UM Nporpecus
nnan

Paclitaxel 225 mg/m2i.v. B aeHl

Ha Bceku 3 ceaAmMMUM A0 TOKCUYHOCT UK Nporpecus

KAPLIMHOM HA I'bPJIA

CUCTEMHOTO 1IEKAPCTBEHO JIeYEHUE BK/IOUBA XMMMOTEPaNuUa U/Uin eHA0KPUHHA Tepanus npu 60IHU C XOPMOH-peL,enTop-no3u-
TMBHM Tymopw (ER+ n/unu PgR+) 1 npuuesnHo (TapretHo) nedeHne Npu MHAMUMPaHU 60HM C yTOuHeHM 61uomapkepu. JlekapcTBeHOTO
NleyeHne ce npuaara Kato afloBaHTHO NPW PagMKasHO onepupaHu 6OIHU C paHeH KapuMHOM. ALIOBaHTHA Tepanua ce NpoBexKaa
cnopes KputepuuTe Ha nocnegHus St. Gallen koHceHcyc. HeoaatoBaHTHa XMmMoTepanua ce npuaara:

(i) npean onepaTMBHO JsliedeHMe Ha TyYMOPU C LA HamansBaHe Ha pasmepuTe MM M Cb3daBaHe Ha YCIOBMA 3a
OpraHoOCbXpaHABaLLLa- onepaLlus;

(ii) npu nokanHo aBaHcupanu Tymopu (cTagmii llIA) ¢ Len CBOEBPEeMEHHO /leueHne Ha MUKPOMETACTasn U Cb3aaBaHe Ha TeXHMU-
YeCcKM yCIoBMA 33 MNO-NECHO ONepaTUBHO neveHwue; (iii) npu HeonepabuaHu NOKAaNHO aBaHcupanu Tymopw (ctagum 1B, C), BkA. npu
MHPAaMaTOpPEH KapLMHOM, C LLesl HAMaNsABaHe Ha pa3mepuTe U Cb3LaBaHe Ha YC/0BMA 33 pafMKaaHa onepaumsa unmn edUHUTUBHO
Nb- YeneyeHue. CUCTEMHOTO JIEKAPCTBEHO JIeYeHWe e [1aBeH TepaneBTUYeH MeToZ Npu MeTacTaTuyHa 6onecT, BoAW 40 KNAMHUYHM
pemucum B 60-75%, 3HaUNTENHO HaMansiBa CUMNTOMUTE, CBbP3aHM € 6onecTTa, U NoA0OPABA KAYECTBOTO Ha XKMBOT.

I. HeoaaloBaHTHA CUCTEMHA Tepanuda

3anoyBa 3a4b/IKUTENHO cned MopdOIorMYHO BepudmLmMpaHe Ha Tymopa, usciensaHe Ha peuentopeH cratyc (ER, PgR n HER2)m
Mb/IHO KNMHUYHO CTaaMpaHe. M3non3Bsat ce pexxmmm KaTo npu aatoBaHTHA XMMMOTEPanus.

1 CEF
Fluorouracil — 500 mg/m?1.V., geH 1 Epirubicin — 90 mg/m?1.V., geH 1
Cyclophosphamide — 500 mg/m?1.V., geH 1
losmopeHue npe3 21 dHu, 0bwo 4-6 Kypca.
MpY NPOTMBOMOKA3aHWA UM PE3UCTEHTHOCT KbM aHTPALMKINHM — MOHOTEPANuA ¢ TakcaHu (4-6 Kypca).
2 EC-T
Epirubicin — 75 mg/m21.V., neH 1
Cyclophosphamide — 600 mg/m?1.V., neH 1
MosmopeHue npe3 21 OHu; NpoBeXAaT ce 4 Kypca, nocnessaHu ot
Docetaxel — 75 mg/m?1.V., aeH 1, npes 21 aHu, 4 Kypca, nam
Paclitaxel — 80 mg/m?21.V., ceamunuHo, 12 ceamuupm.
3. T-EC (Ha3HayaBa ce Npu XOPMOH-peLenTop-no3ntnueeH, HER2-HeraTMBeH KapLMHOM)
Paclitaxel — 175 mg/m?1.V., aeH 1
MosmopeHue npe3 21 0Hu, 4 Kypca;
Epirubicine — 90 mg/m?1.V., aeH 1 Ciclophosphamide — 600 mg/m?1.V., geH 1

losemopeHue npe3 21 dHu, 4 Kypca.
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4. Paclitaxel + Carboplatin (npv TpOMHOHEraTUBEH KapLMHOM)
Paclitaxel — 80 mg/m?1.V. ceamuuHo, 12 ceammum
Carboplatin AUC 4-6 |.V., neH 1

losmopeHue npe3 21 OHu.
5. Tpu XOpMOH-peLLenTop-no3nTUBHM TYMOPM C MPOTUBOMNOKA3aHUA 33 XMMMUOTepanua ce NpoBexaa Tepanua ¢ Tamoxifen
WY apoMaTasHu UHXMBbUTopK — 4-6 meceua.

6. Mpu HER2-NO3UTUBHMU TYyMOpPU:

(i) Trastuzumab (no6aseH Kbm NpoBexxaaHaTa xumuoTepanus) — 8 mg/kg LV. HaToBapBalya 4033, nocnessaHa oT 6
mg/ kg L.V. npe3 21 aHu, uamn pukcmupaHa gosa ot 600 mg S.C. npe3 21 AHKU; KOMBUHAUMATA He ce npuaara ¢
QHTPaLM- KMHWU, OCBEH B KIMHUYHW U3NUTBAHUSA;

(ii) Pertuzumab + Trastuzumab + Docetaxel
Pertuzumab — 840 mg |.V., nocnegsaH ot 420 mg I.V., geH 1
Trastuzumab — 8 mg/kg HaToBapBalla f03a, nocneasaHa ot 6 mg/kg, aex 1
Docetaxel — 75 mg/m? (ao 100 mg/m?) I.V., geH 1

MoemopeHue npe3 21 OHu.

Xvpypruata ce nocnessa oT aflosaHTHa Tepanua: FE, C (3 kypca npes 21 aHu) (sux IIDii), nocneasann ot
Trastuzumab |.V. nuan ¢puKkempara gosa ot 600 mg S.C. npe3 21 aHu, 14 Kypca.

7. TepaneBTUYHUAT OTFOBOP Ce OLEHABA Ces YeTupu Kypca. Mpu nporpecus Ha NbpPBUYHO onepabuieH Tymop (B xoaa Ha
HeoaAtoBaHTHa XMMMOTEPanus) ce MPeMUHaBa KbM ONEPATUBHO JIeYEHWNE; NPY CTaLMOHUPAHE Ha MbPBUYHUSA TYMOP Ce
npemnHaBa KbM OnepaTMBHO le4eHne ciej HeoaAoBaHTHa XummnoTepanua ot 4-6 Kypca.

8 Tpwu cTagmit llIC ce npunara onepaTMBHO SIe4eHe CaMo NPU MbJIHA PEMMUCUSA Ha CYNPaKNaBUKYyNaPHU IMMOHU Bb3K. B
NPOTUBEH C/ly4yali ce NpoBexaa AePUHUTUBHO NbyenieyeHue.

Il. AAIOBAaHTHA CUCTEMHa Tepanuda

JleyeHneTo ce NpenopbyBa, aKO Ce OYaKBa OTHOCMTE/NIHO HaMa/ieHWe Ha onpeaeneHus PUCK OT PeuuauB U CMBPT Mpu
NPUEMIMBO HMBO Ha HEXEeNaHW NEKapCTBEHU peakumun. M360opbT Ha MEeToZ 3a CMCTEMHO /IEKAPCTBEHO JieyeHue (XMmuoTepanus
/WM eHOOKPUHHA Tepanus, U/vamn NPULEIHO fleyeHne) ce 0CHOBaBa Ha Ha/MuMe Ha peamua NPOrHOCTUYHM GaKTOpPK: roNeMmHa Ha
MbPBUYEH TYMOP, aHTaKMpaHe Ha aKCWAAPHM AMMOHU BbB3W, XUCTONOTUYEH BUA, CTeneH Ha audepeHumauma (G), ctaTyc Ha
ectporeHHun (ER), npo- rectepoHoBu (PgR) n HER2-peuenTopu, nponudepatnseH Ki-67-uHgekc (noa vam Hag 15-20%), Bb3pacT,
06wo cberosHue (PS) u npuapy:kasawm 6onectn (Tabsa. 1). Tymopu, Kouto He ekcnpecupat ER/PgR, ce npuemar 3a eHAOKPUHHO
HEeYyBCTBUTENIHW; NPU TAX CPeacTBO Ha M3bop e camo xumuoTepanua. Kato 4ONbAHEHME KbM XMMMO- U EHAOKPUHHA Tepanua npu
cBpbxekcnpecus Ha HER2 ce nob6aBa agtoBaHTHO neveHue ¢ Trastusumab.

Cnopeg, p1cka 3a nporpecus Ha 6onecTTa nauneHTUTe ¢ onepabuneH KapLMHOM ce pasfenaT Ha Tpu Kateropun (Taba. 1).

Cnopepg, 61onorMyHMTE NOATUNOBE Ha KapuMHOMa (ymunHaneH A, nymmnHaneH B, HenymuHaneH, 6asanonaeH n ap.) cuctemHaTa
afloBaHTHa Tepanus ce geduHMpa B WecT Kateropuu (Taba. 2).

Tabauua 1. OueHKa Ha pUCK NPU KapuMHOM Ha MbpAa.

HeraTvBHW IMMOHM BB3IM U BCUYKM OT CIeAHUTE NPU3HALM:
e Tymop<2cm
°G1

¢ Jlunca Ha pa3npocTpaHeHa NepuTymopHa cbJ0Ba UHBA3UA MOPHU emb0on
HUCBK pHcK pasnpoctp puTyMmOp il (tymop )
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* Jlunca Ha cBpbxeKcnpecna Ha HER2
* Hannuume Ha ER n/unum PgR ekcnpecusn

* Bb3pacTt 2 35 rogmHu

HeratusHu AMMOHM BH3IM U NOHE €4UH OT CneaHuTe
npusHaum:

* Tymop > 2 cm
*G2-3

CpeaeH puck
* Hannuume Ha cepbxekcnpecua Ha HER2
* /lunca Ha ER u/unm PgR ekcnpecus

* Bb3pacTt < 35 rogmHu

* Hannuume Ha pasnpocTpaHeHa NepuTyMmopHa CbA0Ba MHBa3UA (TYMOPHU emb01u)

cBpbxeKkcnpecma Ha HER2

* > 4 NO3NTUBHU IMMOHU BH3U
BUcoK puck

* 1-3 NO3UTUBHM IMMPHM BB3M C innca Ha ER n/man PgR ekcnpecus, Mam c Haanume Ha

Ta6auua 2. BUonorMyHU noaTUNOBE: AePUHULUA U Tepanus.

KnuHuKonatonormyHa

aeduHnumuna

MopTunose Tepanua

benexkku 3a TepanuAaTa

ER+ n/unn PgR+, HER2-He-
raTmeeH, HUCHK Ki-67 (<
NymuHaneH A Camo eHAOKPWMHHA Tepanusa

15-20%)

HAKoM n3nckeaTt uuTocTaTuum

(BVICOK HOAaNeH CtatyCc uav ap.

KpUTEPUM 33 PUCK)

ER+ u/unn PgR+, HER2 Hera-
TUBEH, BUCOK Ki-67

EHOOKPUHHA * uMTOCTaTMYHA
JlymnHaneH B

Tepanua
(HER2-HeraTuBeH)

BkntouBaHe v BUA, Ha LMTOCTa-
TMUM cnopen HMBO Ha XOpMoO-
HaJ/IHa ekcnpecuna n puck

ER+ n/unn PgR+, BCcAKaKbe
Ki-67, HER2-no3nTtuseH

LinTocTtatnyHa + aHTU-

HER2 + eHOOKPUHHA Tepanusa
JlymuHaneH B AoKp P

(HER2-no3utmBeH)

Jinnceat gaHHW, NoaKpenaLm
OTKa3s OT uMTOoCTaTML M

HER2-no3uTuBEH, INNCca Ha
ER n PgR

LinTocTtatnyHa + aHTU-

HER2 nosutuseH HER2 Tepanua

MpY MHOTO HUCBHK pUCK (pTla

W HeraTMBEH HOZA/eH CTaTyc)

MOXe Aa ce npocnennsa b6es
CUCTEeMHa Tepanua
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(HenymuHaneH)

basasnongeH, TpoliHO Jlnnca Ha ER n PgR,
HeraTMBeH (gyKTaneH) HER2-HeraTtnseH

LnToctatnyHa Tepanusa

CneunanHu XMcTonoruny-
HU nogtnnose

A. XopmoHO4YyBCTBUTE-
neH (KpubpmnoopmeH,
TybynapeH 1 MyLMHO3EH)

b. XopmoOHOHeuyBCTBM- MeaynapHUAT nageHOUAHO-

TeneH (anoKpuHeH, KUCTUYHUAT KapuMHOMMoOTraT

meanynapeH, age- EHOOKpUHHA Tepanua 6e3 uMToCTaTULM, aKo ca C
LMTocTaTMyHa Tepanua HeraTMBEH HOZA/IeH CTaTyC

HOUA-KUCTUYEH U
MeTaI'IﬂaCTMLIeH)

1LA. EHAOKpHHHa dJI0BAHTHA Tepanus

1

2

Tymopwm ¢ 2 1% ekcnpecus Ha ER nam PgR 1 TakmnBa C HECUTYPEH XOPMOHA/IEH CTaTyC Ce Mpuemart 3a eH40KPUHHO YyBCT-
BUTE/IHW U NOANEXKAT Ha eHAOKPUHHA Tepanusa B 06emMa Ha KOMIIEKCHO /leYeHue.
Mpu npemeHonay3asH1 NauMeHTU CTaHAAPTHOTO NETIOAMILHO IeYeHME BK/IHOYBA:

(i) Tamoxifen — 20 mg aHesHo P.O. (camocToATeNIHO UM B KOMBUHaLMa ¢ LHRH-aroHucT). Mpy BUCOK PUCK 33 peLu-
ave Tamoxifen ce npunara geceT roamHu

(ii) Exemestane — 25 mg P.O. aHeBHO, KOMBUHMPaH ¢ LHRH-aroHUCT (Mpu BUCOK pUCK 3a peuunamns).

Mpw oyKTaneH KapumHom in situ (DCIS) ce HasHa4aBa 3aAb/IKMTENHO NeTroauweH Tamoxifen v ce KOMBUHMPA C byene-
YyeHue —42.5-50.4 Gy. Mpu DCIS y noctmeHonay3anHu ce npeagnoynta Anastrozole — 1 mg P.O. gHeBHO.

OsapuanHaTta abnauma ce noctura ypes LHRH-aroHucT nam xupypruyro. LHRH-aroHncTwT TpAbBa Aa ce npunara ot 2 4o
5 roguHK, BbNpeKM Ye onTUManHaTa My NPOABLAXKUTEIHOCT HE € KaTeropu4HO yTo4yHeHa. Mpu npemeHonay3anHu na-
LMEHTU He ce npunara KombrHmpaHe Ha LHRH-aroHUCT 1 apomaTaseH MHXMBUTOP, KaKTO M CaMOCTOATENIeH apoMaTaseH
UHxnbutop. Tamoxifen He TpAbBa Aa ce npuaara e4HOBPEMEHHO C XMMMOTEPANUA, AOKATO Hal-A06pOTO cbyeTaHue Ha
LHRH-aroHu1cT (e4HOBPEMEHHO WM NOCNEeABALLO XMMUOTEPANUs) € HEYTOYHEHO.

Mpu nocTmeHoMnaysasHW NauMeHTM 3a NbpBM M360pP ce NpeanoynTa apomaTtaseH MHXMOBUTOP B MpoAb/XKEHME HA neT
rogu- HW. 3a naumeHT, NekysaHu 2-3 roauHu ¢ Tamoxifen 20 mr/aH n.o. ce npenopbyBa, MPEBKAOYBAHE KbM
Exemestane 25 mr/ aH — go 5 r. Oco6eHo ¢ No3nTUBEH HogdaneH crtaTyc. OnTMmanHaTta npoabaKmTenHoct 4o 10 r Ha
neyeHuneto ¢ Tamoxifen u npu nocnegosatenHa tepanusa AU- Tamoxifen nam Tamoxifen-AU

11.B. Tepanus c 6udpocpoHaTu

MauneHTH, NeKyBaLLM Ce C apomaTasHM UHXMBUTOPHU, TpA6Ba Aa NosydasaT cynaemeHTaums ¢ BuTaMuH D 1 Kanuuit. Mpenopbysa
ce uscnefiBaHe 3a KOCTHA NAbTHOCT — DEXA (dual X-ray abcopumomeTpus) n npu ocTeonoposa ce NpenopbyBa CBOEBPEMEHHO Neye-
Hue. BudocdoHaTUTe npeanasBaT cKeseTa OT KOCTHA 3aryba Npu NauMeHTU C ATPOTeHHa MpeAeBpemMeHHa MeHonaysa U npu
MOCTMe- HOMay3a/IHU NaUMEHTH Ha JiedeHne C apoMaTasHN UHXMBUTOPU.

11.C. Buosiorn4Ha Tepanus NpU KOCTHA 3ary6a

MauneHTn ¢ paHeH KapuMHOM Ha rbpAa, NPoBeXJaliM aAt0BaHTHA eHA0KPUHHA TepanuaA, ce CYMTaT 3a NOCTMEHONay3anHn 1 ¢
MOBULLEH PUCK OT KOCTHU $paKTypu, 0cOBEeHO TpeTUpPaHUTE C apoMaTasHu MHXMBUTOPU. Cnep cenekumsa U NpeLeHKa oT NeKyBalLms
MeAMLMHCKM OHKOJIOT Te3M C/lydyan NoasiexkaTt Ha siedeHune 3a 3aryba Ha KocTHa maca ¢ Denosumab — 60 mg S.C. npe3 6 meceua,
KaKTO KEHM C NOCTMeHOoMNay3aHa ocTeonoposa 6e3 KapunHOM Ha rbpaa. OLeHKa Ha KOCTHaTa MIbTHOCT ce nposexaa ¢ DEXA (dual
X-ray abcopumomeTpusa) npesm 3anoysaHe Ha eHAOKPWHHA Tepanua U ce NPOCNeAABa B X04a Ha /iedeHneTo. Mpu usbop Ha neveHune
¢ Denosumab ce B3emaT npeaBuA KakTo KOCTHAaTa MWMHeEpanHa MAbTHOCT (CTOWHOCTM Ha T-score), Taka U pUCKOBUTE GaKTOpu OT

20



CTpaHa Ha nauueHTa. lpwn onpegendaHe Ha WHAMKauuuTe 3a 6ronormyHa Tepanua OoT MegUUMHCKM OHKOM0r sieYeHUeTo Ha
nognexkaulata octe- onopo3a ce nposeXxga oT EHAOKPUHOIOT UIX peBMaTo/10r.

11.D. AArOBaHTHA XUMHUOTEpANUuA

1 Tpu cpegeH pUCK C HeraTMBeH HoganeH
cTatyc: (i) EC

Epirubicin — 90 mg/m?21.V., aeH 1 Cyclophosphamide — 600 mg/m?1.V., geH 1
MoemopeHue npe3 21 0Hu (6 Kypca).
(i) FEC,,
Fluorouracil — 500 mg/m?1.V., geH 1
Epirubicin —90 mg/m?21.V., neH 1
Cyclophosphamide — 500 mg/m?1.V., aeH 1
MoemopeHue npe3 21 0Hu (6 Kypca).

(iii) Docetaxel + Cyclophosphamide
Docetaxel — 75 mg/m?1.V., aeH 1
Cyclophosphamide — 600 mg/m?1.V., aeH 1
MosmopeHue npe3 21 dHu (6 Kypca).

(iv) CMF
Cyclophosphamide — 600 mg/m?L.V., geH 1
Metothrexate — 40 mg/m?L.V., geH 1

Fluorouracil — 600 mg/m?1.V., geH 1
MosmopeHue npe3 28 dHu (6 Kypca).

(v)Epirubicin, nocneasaH ot CMF:
Epirubicin 100 mg/m2i.v. D.1

Mosmaps ce Ha 3 ceOmuyu - 4 Kypca,
nocneaBaH oT:

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

Moemaps ce Ha 3 cedmuuyu - 4 Kypca

(Vi)AC
Doxorubicin 60 mg/m2 i.v. D.1
Cyclophosphamide 600 mg/m2 i.v. D.1

Moemaps ce Ha 3 cedOmuuyu - 4 Kypca

2. Tlpu BUCOK pUCK M1 cBpbXeKcnpecus Ha HER2,
He3aBMCMMO OT HOAA/IeH CTATyC:

(i) EC-T

Epirubicin — 90 mg/m?1.V., geH 1
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Cyclophosphamide — 600 mg/m?L.V., geH 1
MosmopeHue npe3 21 0Hu (3-4 Kypca), NocneBaHu oT:

Paclitaxel — 175 mg/m?1.V. npe3 3 ceamunup (3 nam 4 kypca) uam 80mg/m? cegmmyuHo (12 nocnenosaTesniHm cegmm-
um), unmn Docetaxel =100 mg/m? npe3 21 aHu (3 nam 4 kypca).

(i) TEC
Docetaxel — 75 mg/m?1.V., geH 1
Epirubicin — 60 mg/m?1.V., geH 1

Cyclophosphamide — 600 mg/m?1.V., geH 1
MoemopeHue npe3 21 0Hu (6 Kypca).

(iii) AC/EC, nocnensan ot Paclitaxel - dose-dense
mepanus (neyeHue cvce "cebcmasaHe" Ha do3ume):

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

Cyclophosphamide 600 mg/m2 i.v. D.1

Moemaps ce Ha 2 cedOmuuyu ¢ G-CSF - 4 Kypca; npu
HeroHocumocm - Ha 3 ceOmMuyu,

cned moea
Paclitaxel moHomepanusa — 12 uHgpy3uu

Paclitaxel 80 - 100 mg/m2 i.v. ceOmuyHo
(edHouyacosa uHgy3us) c nodzomoska

Dexamethasone: 12+12+8 mg i.m. /i.v.+
H1 6nokep + Anepeo3aH /AHMuUAnEpP3uH
u.m.

(iii) Mpu NpoTMBONOKa3aHMA 3a NpUAaraHe Ha aHTPALMKAMHM Ce MPOBeXAaT 6 Kypca moHoTepanua ¢ Docetaxel — 100
mg/m?npe3s 21 aHu.

Mpwv nauneHTn cbe cBpbxekcnpecua Ha HER2 ce npoBexaa nevenue ¢ Trastuzumab. He ce npunara npyv Tymopu no-man-
Kn oT 0.5 cm 1 HeraTMBEH HOAANEH CTaTyC, C BUCOKO NOIOKUTENHU XOPMOHAIHW PeLenTopu (BUCOK OTroBop), € dpak-
LMA Ha U3TNackBaHe Ha nsaBa Kamepa (LVEF) nog 50% 1 cbC 3HaUMMa CbpAedyHOCHhA0Ba KOoMmopbuaHocT. MpunaraHe Ha
Trastuzumab 3aefHO C eHOOKPUHHA aflOBaHTHa Tepanua 6e3 XxMmuoTepanus He e NoAKPeneHo C AOoKasaTenctsa oT
KNN- HUYHW U3NUTBaHKUA. J/leyeHneTo 3anoysa:

(i) cnem npuknlouBaHe Ha xuMmmoTepanua — Trastuzumab 3a eAHa roavHa ¢ HaToBapBalla Ao03a 8 mg/kg, nocneasaHa
oT 6 mg/kg npes 21 aHu;

(ii) 3aeaHo c Takcanm — Trastuzumab c HaToBapBaulla Ao3a 4 mg/kg, nocnensaHa ot 2 mg/kg ceamnyHo A0
3aBbpLIBaHe HAa XMMUOTEPaNuMATa, Caes KoeTo ce npuaara npes 21 4HK 3a eaHa roguHa.

(iii) Trastuzumab — dpuKkcmpaHa gosa ot 600 mg S.C., npes 21 aHu; (iv)

Pertuzumab** + Trastuzumab

Pertuzumab — 840 mg |.V. HaToBapBaLla A03a, nocneasaH ot 420 mg V., aeH 1
Trastuzumab — 8 mg/kg HaToBapBala f03a, nocnesBaHa ot 6 mg/kg, aeH 1
MNoBTopeHue npe3 21 aHK, egHa roanHa.
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(v) Carboplatin + Docetaxel + Trastuzumab
Carboplatin AUC 4-6 I.V., neH 1
Docetaxel — 75 mg/m?1.V., oeH 1

Trastuzumab — 8 mg/kg HaToBapBaLia A03a, nocieasaHa ot 6 mg/kg, aeH 1
MNosTopeHue npes 21 aHu, nog npoTteKkuna Ha G-CSF.

4. MNpw 601HM 6e3 edeKT OT HEOaAOBAHTHA XMMMOTEPANUA C AaHTPALMKIANHM:
Docetaxel — 100 mg/m?npe3 21 gHu (6 Kypca).
5 Tpu 60AHM C TPOMHOHEraTMBEH KapUMHOM J/IMMNCBA CTAaHAAPTEH PEXMM Ha fieyeHue. MKesaTenHo e M3nosi3BaHe Ha

CXeMMU, CbAbPNKAWM NAATUHOBU KOOPAMHAUMOHHM KOMMNEKCU, KaKTO M MpenopbyaHuTe oT nocnegHua St. Gallen
KOHCEeHcyC.

I11. CucTreMHa Tepanuda NNIpu penuaAuBUpa/ia HJIN MeTaCTaTU4YHa 6oJ1ec

Mpy XOPMOH-peLEenTop NO3UTUBHM TYMOPM, IMNCa Ha BUCLLEPA/IHM MeTacTasu, HenoCpPeACTBeHO 3acTPaLlaBallm XMBoTa
(BMcuepanHa Kpu3a), NocT- meHonaysanHu 60HKU, NpemeHonay3anHu 60HM CaMo € KOCTHU MeTacTasu U NpexknBaemocT 6e3
nporpecus Hag ABe roAVHU cies onepaLms 1e4eHeTo 3anoysa C eHAOKPUHHA Tepanus, CamoCToATENHA AW KOMBUHMpPaHa C
TapreTeH areHT. OCBEH aKo He ce Hab1toAaBa UM UMa CbMHEHWE UK AOKa3aHa eHA0KPUHHA PE3UCTEHTHOCT.

MpepnoyntaHata nbpsa AMHUA ET 32 nocTMeHonay3anHu KeHn 3aBUCK OT TUMa M NPOAB/IKUTENHOCTTA Ha agtoBaHTHaTa ET, a
KaKTO M OT BPEMETO, U3MMHAJIO OT Kpas Ha aftoBaHTHaTa ET.

Mpu Aannca Ha epeKT OT NOHe ABe IMHUKN eHA0KPUHHA Tepanusa uav npu 6bp30 nporpecupatlo 3abonssaHe, N1e4eHNETo
npoAb/Kaga C LMToCTaTUYHa Tepanus.

M360pbT ce 0OCHOBaBa Ha OLeHKa Ha rpyna ot daktopu (Tabs. 3).

Tabnumua 3. dakTopu 3a oLEHKa Ha meTacTaTUiYeH KapuMHOM Ha rbpaa.

daKTopH, cBbP3aHU ¢ 6onectta ®daKTopK, CBbP3aHU C NaLUEHTa

Mpesknssiemoct 6e3 nporpecus (MNBM) MpepnoynTaHnAa Ha nauneHTa

MNpeauwWwHO neyeHne 1 OTTOBOPU OT HEro BuonornyHa sv3pact

Buonornynu daktopm (ER, PgR, HER2) MeHonaysaneH craTtyc

Bpoii U MACTO Ha MmeTacTasu KomopbuaHoct u PS

HyAa oT 6bp3 KOHTPO Ha BonecTTa/cumnTomute CoLManHOMKOHOMMUYECKMU U NCUXONOTUYHU paKTopK
[ocTbMNHO NeyeHmne B cTpaHaTa
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A 1JMHUA eHJOKPUHHA Tepanus

1

Tamoxifen — 20 mg P.O. AHEBHO — Npu Npe- U NOCTMeHoMnay3anHu 601HM, HeNnpoBeXKAAM afOBaHTHA XOPMOHOTepanuA
¢ Tamoxifen; npn npuemanun Tamoxifen, ako peunamBbT e cnep npexunsaemoct 6e3 6onect Hag 12 meceua, nevyeHneTo
MOMKe Aa Npoab/mku ¢ Tamoxifen.

ApomaTaseH UHXMBUTOP (HecTeponaeH UM cTeponaeH) — Nnpu NocTMeHonaysanHu 60aHM ¢ peumans Ha 6onectta cneg,
afiloBaHTHA eHAOKPUHHA Tepanua Uan Npy NPoTMBONOKa3aHuAa 3a Tamoxifen.

Fulvestrant — 500 mg |.M. npe3 28 gHX — Npu NocTMeHonay3anaHn 601HM 6e3 nNpeawecTBallia eHAOKPUHHA Tepanus uam
C peunamBHa 6onectra cnep afloBaHTHa €HAOKPWMHHA TepanuaA C aHTUECTPOreH (CeNleKTUBEH ecTporeH-peLenTopeH
MoZAy- 1aTOp WM apomaTaseH MHXMBUTop).

Palbociclib (125 mg P.O. gHeBHo, 21 aHuW, 7 gHW nay3a) + Fulvestrant (500 mg I.M. npe3 28 gHu) — npu npe-** (Ha doHa
Ha LHRH-aroHu1cT) 1 noctmeHonaysanHu nauneHTy 6es3 npealuectsalla cCMCTeMHa Tepanusa 3a aBaHcmpana 6onecr.
OBapwuanHa abnaums (LHRH-aroHUcT uam xmpyprudHa) naoc eHA0KPUHHA Tepanua Kato Npy NOCTMEHOMay3alHW KeHn

— Npu NpemeHonaysasHn 601HW; NpU NpemeHonay3anHKu, Henoay4YaBanu agtoBaHTeH Tamoxifen, nav npu
npekpaTaBaHe Ha Tepanua ¢ Tamoxifen 3a noseye oT 12 Meceua ce NpeanoYnTa MoHoTepanus ¢ Tamoxifen.

Everolimus (10 mg P.O. gHeBHO) + Exemestane (25 mg P.O. gHEBHO) — NpX NOCTMEHONay3aaHN NauMeHTH cnes aaloBaHT-
HO NeYyeHne C HeCcTePoOUAHN apoMaTasHu MHXMbuUTopu nnm Tamoxifen.

Palbociclib (125 mg P.O. gHesHo, 21 aHwW, 7 aHv naysa) + Letrozole (2.5 mg P.O. gHeBHO) — npu npe/nepu- (Ha GoHa Ha
LHRH-aroHm1cT) M nocTMeHonaysanHu naumeHTn 6e3 npeawectsalla cMCTeMHa Tepanus 3a aBaHcupana 6osecr.
Ribociclib** (600 mg P.O. gHeBHO, 21 AHK, 7 AHW Nay3a) + apomaTa3eH UHXMBUTOP — NPY NOCTMEHONAy3a/HU NAUNEHTH
6e3 npeawecTsalla eHAOKPUHHA Tepanums.

Il 1IMHUA eHAO0KPUHHA Tepanus

Cnep, | nvHus ¢ Tamoxifen ce NpeBK/OYBA HAa apoMaTaseH UHXMBUTOpP unu Fulvestrant.

Cnep, | ’MHUA € HECTEPOUAHM apOMaTa3HU MHXMBUTOPK ce NpeBKAOYBa Ha Exemestane wnu Tamoxifen.

Mpu nocTMeHonay3anHu NnaumeHTn cnes | IMHWUA C HeCTEPOUAHN apPOMaTa3HU MHXMBUTOPKU UK cneg, | NMHUA XMMKoTep-
nusA C Noc/iefBall, apoMaTaseH MHXMBUTOP 1 Mporpecus ce NpeskAoYBa Ha Everolimus (10 mg P.O. aHeBHO) + Exemestane
(25 mg P.O. gHeBHO).

Mpu npe- (Ha poHa Ha LHRH-aroHMCT) M nocTMeHonay3anHW NaLMeHTH, Nporpecupany cies npeawecrsalla eHa0KpPUH-
Ha Tepanusa ce npeskAtouBa Ha Palbociclib (125 mg P.O. gHeBHO, 21 aHK, 7 gHU nay3a) + Fulvestrant (500 mg I.M. npe3
28 aHun).

Cnep, | "MHMUA € apomaTasHU MHXMBUTOPU MOMKe Aa ce U3NoA3BaT rectareHn (Medroxyprogesterone Acetate, Megestrol

acetate).

Mpuv nporpecus Ha 6bonectTa cneg, Il NMHUA eHAOKPUHHA TepanuaA ce Npuaarat aHAPOreHN AN APYrK OT U3MNON3BaHUTE
NleKapcTBeHM NPoAyKTK, 6e3 fa UMa CTaHAAPT OT KAMHUYHM U3NUTBaHKA. [pyn ycTaHOBABAHE HA XOPMOHA/IHA Pe3UCTEHT-
HOCT ce 06CBHXKAAT Bb3MOMKHOCTU 33 XMMMUOTEPANUA UAM y4acTMe B KAMHWYHO U3NUTBaHe. E4HOBpPeMeHHO npunaraHe
Ha XMMMO- U EHAOKPUHHA Tepanua He ce npenopbyBa. Mpu KONO3UTUBHM MALMEHTU (XOPMOH-PEeLLenTop NMO3UTUBHU U
HER2-cBpbXeKcnpecus) KbM eHAOKPUHHATA TepanuaTa moxke Aa ce fobasun aHTM-HER2 neueHue:

(i) Trastuzumab (2 mg/kg 1.V. ceamunuHo, cnen eaHoKpaTHa HaToBapBsalla go3a ot 4 mg/kg) + Anastrozole (1 mg P.O.
[AHEBHO) — MPWU NOCTMEHOMNay3aaHM NaLMeHTH;

(ii) Lapatinib (1500 mg P.O. aHeBHO) + Letrozol (2.5 mg P.O. gHeBHO) — Npu NOCTMEHOMNay3aHM NaLUeHTH.

C. I mmHusa xummorepanua npu HER2-HeraTuBHM najMeHTH, HENoJiy4aBa/y aAl0BaHTHUA

1

AHTPALUK/INHHA

EC

Epirubicin — 90 mg/m?1.V., geH 1
Cyclophosphamide — 600 mg/m?L.V., geH 1
MoemopeHue npe3 21 OHu.

CEF

90

Fluorouracil — 500 mg/m?1.V., geH 1

Epirubicin —90 mg/m?21.V., aeH 1

Cyclophosphamide — 500 mg/m?1.V., aeH 1

MosmopeHue npe3 21 OHu, noa npoTekumsa Ha G-CSF.
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CEF

120

Fluorouracil — 500 mg/m?1.V., geH 1

Epirubicin — 120 mg/m?1.V., aeH 1 Cyclophosphamide
— 500 mg/m?1.V., aeH 1 MosmopeHue npe3 21 OHu,
nog, npotekuma Ha G-CSF.

Liposomal Doxorubicin + Cyclophosphamide
Liposomal Doxorubicin — 60-75 mg/m?1.V., aeH 1
Cyclophosphamide — 600 mg/m?1.V., geH 1
MoemopeHue npe3 21 0HuU.

ED

Epirubicin — 50 mg/m?L.V., aeH 1
Docetaxel — 75 mg/m?1.V., aeH 1
MoemopeHue npe3 21 OHu.

Epirubicin + Paclitaxel Epirubicin —
50 mg/m?L.V., aeH 1 Paclitaxel —
175 mg/m?21.V., aeH 1
MoemopeHue npe3 21 OHu.
Docetaxel + Cyclophosphamide

Docetaxel — 75mg/m?1.V., geH 1

Cyclophosphamide — 600 mg/m?L.V., geH 1
MosmopeHue npe3 21 0Hu, nop npoTekuns Ha G-CSF.
NAV + FU + FA

Vinorelbine — 25 mg/m?1.V., aHn 1 n 8
Fluorouracil — 450 mg/m?1.V., aHun 1-5
Leucovorin — 50 mg/m?1.V., axun 1-5
MosmopeHue npe3 21 OHu.

CMF
Cyclophosphamide — 100 mg/m?P.0O. aHesHo, aHun 1-14

Metothrexate — 40 mg/m?L.V., geH 1
Fluorouracil — 500 mg/m?1.V., geH 1
MosmopeHue npe3 28 OHu (6 Kypca).

CMF

Cyclophosphamide — 600 mg/m?L.V., aeH 1
Metothrexatee — 40 mg/m?L.V., aeH 1
Fluorouracil — 600 mg/m?1.V., aeH 1
MoemopeHue npe3 21 OHu (6 Kypca).

np. I maua XUMHUOTEpANHUA IPU NALMEHTH, NOJIYy4YaBaJIX AAI0BAHTHH dHTPAIUK/IMHHA

1 Cisplatin + Docetaxel

Cisplatin — 60 mg/m?1.V., aeH 1
Docetaxel — 75 mg/m?1.V., geH 1
MoemopeHue npe3 21 OHu.

Cisplatin + Fluorouracil

Cisplatin — 20 mg/m?1.V., axn 1-3 Fluorouracil
— 450 mg/m?21.V., auu 1-3 lloemopeHue npe3
28 OHu.

Paclitaxel + Carboplatin Paclitaxel
- 175 mg/m?1L.V., peH 1
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Carboplatin AUC4-6 |.V., peH 1

MosmopeHue npe3 21 OHu.

Paclitaxel + Cisplatin

Paclitaxel — 175 mg/m?1.V., geH 1 Cisplatin — 60 mg/m?1.V., aeH 1
MoemopeHue npe3 21 OHu.

Docetaxel + Cyclophosphamide

Docetaxel — 75 mg/m?21.V., oeH 1

Cyclophosphamide — 600 mg/m?L.V., geH 1

MosmopeHue npe3 21 dHu, noA, npoTekuns Ha G-CSF.

6. Paclitaxel + Gemcitabine
Paclitaxel — 175 mg/m?L.V., geH 1

Gemcitabine — 1250 mg/m?1.V., aHn 1 n 8
losemopeHue npe3 21 OHu.

7. Docetaxel + Capecitabine
Docetaxel — 75 mg/m?1.V., aeH 1

Capecitabine — 2000-2500 mg/m?P.0. gHesHo, AHu 1-14
osemopeHue npe3 21 OHu.
8 NAV+FU +FA+ CDDP
Vinorelbine — 25 mg/m?1.V., aun 1 n 8
Fluorouracil — 450 mg/m?1.V., gHn 1-3 (5)
Leucovorin — 50 mg/m2L.V., gxn 1-3 (5)
Cisplatin — 20 mg/m?1.V., gHu 1-3 (5)
MosmopeHue npe3 28 OHu.

9. Vinorelbine + Capecitabine
Vinorelbine — 20 mg/m?L.V., gHn 1 n 8

Capecitabine — 1600 mg/m?P.0. gHeBHo, aHun 1-14
loemopeHue npe3 21 OHu.

10. Paclitaxel + Bevacizumab
Paclitaxel — 90 mg/m?21.V., ann 1, 8 n 15
Bevacizumab — 10 mg/kg |.V. npes 2 ceammum (15 mg/kg I.V. npe3 21 aHu)
MosmopeHue npe3 28 OHu.

11 Vinblastin + Mitomycin C
Vinblastin — 10 mg TOT I.V., aeH 11 8
Mitomycin C— 8 mg/m?, geH 1
loemopeHue npe3 21 OHu.

12 Vincristine + Fluorouracil + FA

Vincristine —2 mg TOT .V, geH 1

Fluorouracil — 450 mg/m?L.V. npogbaxutenHa nHoysus, aHm 1-3
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13

e XPIMPIOTepal'lPlﬂ MNPpHA PE3UCTEHTHOCT HA AHTPALUUK/IMHA U TAKCAHHU

1

Leucovorin — 50 mg/m?1.V., gHu 1-3
losmopeHue npe3 28 OHu.

MoHoTepanusa

(i) Docetaxel —100 mg/m?1.V., geH 1
losemopeHue npe3 21 OHu.

(ii) Paclitaxel — 80 mg/m?21.V. cegmmuHo.

Capecitabine + Bevacizumab
Capecitabine — 2000 mg/m?P.0. aHeBHoO, AHK 1-14

+ Bevacizumab — 15 mg/kg |.V., pen 1

MosemopeHue npe3 21 OHU (cxemaTa He ce Npuaara Npu Beye NeKyBaHW C aHTPALMKAMHN U TaKCaHW npes nocaegHuTe 12

meceua).
Eribulin mesylate — 1.23 mg/m21.V.,0eH 11 8

MosmopeHue npe3 21 OHu.

Vinorelbine — 30 mg/m?1.V., gHu 1, 8, 15 (noBTopeHue npes 4 ceamunum) uam gum 1 m 8 (nostopermne npes 21 aHu).

Vinorelbine + Gemcitabine

Vinorelbine — 25 mg/m?L.V., ain 1 n 15

Gemcitabine — 1000 mg/m?1.V., aHun 1 n 15

MosmopeHue npe3 21 OHu.

Vinblastin + Mitomycin C

Vinblastin — 10 mg TOT L.V., geH 1 n 8 Mitomycin C — 6-8 mg/m?, geH 1
MosmopeHue npe3 21 OHu.

Vincristine + Ifosfamide/Mesna + Cisplatin

Vincristine —2 mg TOT I.V., peH 1

Ifosfamide — 1000 mg/m?21.V., gHn 1-3

Mesna — 400 mg/m?1.V. B yacose 0, 4 1 8 ciea Ha4vanoTo Ha ifosfamide
Cisplatin — 25 mg/m?1.V., gHu 1-3

loemopeHue npe3 21 OHu.

Capecitabine + Ixabepilone**

Capecitabine — 2000 mg/m?P.0. gHeBHo, aHun 1-14
Ixabepilone — 40 mg/kg |.V., neH 1

loemopeHue npe3 21 OHu.
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I, MeTpOHOMHA XMMHOTEepanus
1 Cyclophosphamide — 50 mg o6wa ao3a P.O. 4HEBHO — CAMOCTOATENIHO AW NpU N36paHn 60NHK B KOMBMHaUMSA C

Metothrexate —5 mg P.O., 4Hn 1 1 2 OT BcAKa ceamumLa, A0 HENPUEM/IMBA TOKCUYHOCT UK Nporpecus.
MoraT fga ce U3nNon3BaT BCUYKM APYTN PEXMMU, KOUTO HE ca NPUAAraHn Npu CbOTBETEH NALUEHT.

2. Cyclophosphamide + Metothrexate
Cyclophosphamide — 50 mg P.O. aHeBHO

Metothrexate — 2.5 mg P.O. aHeBHO, gHM 1 1 4
MosmopeHue npe3 21 OHu.

3. Cyclophosphamide — 2 x 50 mg P.O. aHeBHoO, AHK 1-14, noBTOpeHue npes 21 aHu.
4. Capecitabine — 2 x 828 mg/m?P.0. aHeBHO, AHW 1-14, noBTOpeHue npes 21 aHu.

NG XuMHOTepanuAa npu cBpbxekcnpecusa Ha HER2

Mpwnara ce nbpsa nMHMA Nnpy HER2-nonoKMUTeNHM, MeTacTasnpanm AN TOKaAHO peLyanBMpani naumMeHTu, He Noay4yasanm npea-
wecTtBawa aHTM-HER2 Tepanua 3a meTactasumpana bonecr.

1 Docetaxel + Trastuzumab + Pertuzumab
Docetaxel — 75 mg/m?1.V., aeH 1 (6
Kypca)

Trastuzumab — 8 mg/kg, 6 mg/kg |.V., aeH 1 (a0 nporpecus)
Pertuzumab — 840 mg (HaToBapBala 03a), 420 mg (nogabprKala aosa Ao nporpecus) L.V., geH 1
MoemopeHue npe3 21 OHu.

2 Paclitaxel + Trastuzumab
Paclitaxel — 175 mg/m?L.V., geH 1
Trastuzumab — 2 mg/kg 1.V. ceamnyHo, cnes egHOKpaTHa HaToBapBalLa 4o3a oT 4 mg/kg
MoemopeHue npe3 21 OHu (6-8 Kypca).

3. Docetaxel + Trastuzumab
Docetaxel — 75 mg/kg I.V., geH 1
Trastuzumab — 2 mg/kg I.V. ceamnyHo, cnen eaHOKpaTHa HaToBapBealua Ao3a ot 4 mg/kg
MoemopeHue npe3 21 OHu (6-8 Kypca).

4. Vinorelbine + Trastuzumab
Vinorelbine —30 mg/m21.V. g1 1, 8 15 uam gHn 1 n 8
Trastuzumab — 2 mg/kg 1.V. ceamnyHo, cnen egHOKpaTHa HaToBapBalla Ao3a oT 4 mg/kg
MosmopeHue npe3 21-28 OHu.

5. Capecitabine + Trastuzumab
Capecitabine — 2500 mg/m?P.0. gHeBHo, aHu 1-14
Trastuzumab — 2 mg/kg 1.V. ceamnyHo, cnes egHOKpaTHa HaToBapBalla Ao3a oT 4 mg/kg
MoemopeHue npe3 21 OHu.

6. Lapatinib (1500 mg P.O. AHEBHO) NAtOC apomMaTaszeH UHXMBUTOP — MPU MOCTMEHONAY3aNHWN KEHU C XOPMOH-peLLenTop

NO3NUTUBHA MeTacTaTU4Ha 60}18CT, HEeKyBaHMW npegn TOBa C Trastuzumab wnu apomaTaseH VIHXM6VITOp,
NPOTUBONOKa3aHN B MOMEHTA 3a XMMMnoTepanua.

7. Mpu nporpecus B xo4a Ha fievyeHue ¢ Trastuzumab, BKAKOYUTENHO C aHTPALMKANHY U TaKCaHK:
(i) Trastuzumab emtansine (T-DM1) - 3.6 mg/kg L.V,

MosmopeHue npe3 21 OHu.



(ii) Lapatinib + Capecitabine
Lapatinib — 1250 mg P.O. aHeBHO, AHKM 1-21

Capecitabine — 2000 mg/m?P.0. aHeBHO, AHK 1-14
MosemopeHue npe3 21 OHuU.

(iii) Lapatinib + Letrozole (npn noctTmeHonaysanaHu NauneHTH)
Lapatinib — 1500 mg P.O. aHeBHoO Letrozole — 2.5 mg P.O. AHEBHO

Mpoabnkasa 4o nporpecus.
(iv) Trastuzumab + Lapatinib (+ apomaTtaseH MHXxMbUTOP)

Lapatinib — 1000 mg P.O. aHeBHO

Trastuzumab — HaToBapBala ao3a 4 mg/kg V., nocneasaHa ot 2 mg/kg
ceamuyHo Mpoabakasa 4o nporpecus.

(iv) Cnep nporpecus oT ae nnu noseye aHTU-HER-2 Tepanuu ce npeBKatoYBa Ha Trastuzumab emtansine (T-DM1)-3.6
mg/kg |.V., nosTopeHue npes 21 aHu.

8 Korato He ce npunara Trastuzumab, ce U3NON3BAT BCUYKM PEXMMU 33 MeTacTaTuyHa B6onect 6e3 CMF.

Mpn meTactatnyHa HER2-no3ntneHa 6onect Trastuzumab moxKe Aa ce Nnpuaara v B TpMCEAMMYEH UMKBA. [pn nporpecus Ha poHa
Ha Trastuzumab ce NPOMeHs caMo CbMbTCTBALLATA XMMUOTepanusa. Mpu BCUUKM TepaneBTUUYHU PEXMMU, CbabpKawm Trastuzumab,
TOW MOXe ga ce npuaara Kakto LV. (npe3 21 gHu nam cegmmyHo), Taka u S.C. BbB duKcupaHa gosa ot 600 mg npes 21 gHu.

IH XUMHOTepanus NpH TPOHOHEraTUBEH KapIMHOM

Mpu peuname cnes afoBaHTHa aHTPALMKANH-6a3MpaHa XMMMOTEPanua KaTo CTaH4APTHO JieYeHne ce npuaara TakcaH-6asupana |
NNHUA XMuMmroTepanua. Mpu nporpecus caeg, aHTPaLMKAMHU U/MAK TaKCaHK ce NpenopbyBa:

(i) Eribulin mesylate —1.23 mg/m?1.V., neH 1 n 8, npes 21 aHu;
(ii) Cisplatin + Gemcitabine;

(iii) Carboplatin — AUC6 I.V., nog, npotekuma Ha G-CSF;
(iv) Carboplatin — AUCS 1.V. + Docetaxel — 100 mg/m?1.V., npe3 21 gHu, nog, npoTekums Ha G-CSF.
Bu morno aa aa ce obcbam NPUIOKEHWE Ha: BUHKA anakanongm, Irinotecane, Mitomycin C, Ixabepilone**

Cnepn afiloBaHTHa Tepanua 6e3 aHTPaLMKAMHU MOTaT fa Ce NPUIOXKAT BCUUKMU PEXUMMU, BKA. NNaTUHa-6a3npaHm, Tbil KaTo IMncea
CTaHAAPTHM NPEnopPbKU.

IV. XuMuoTepanua npv uH¢piaMmaToOpeH KapuuHOM (KapIiMHOMAaTO3€H MAaCTHUT)

JleyeHneTo 3anoyYBa C XMMMOTEPANUA MO PEXUMM, BKAtOYEeHM B T. IIl. TTpu MbaHA KAMHUYHA PEMUCKA ce NPOoBeXaa AePUHUTUBHO
NbyeneyeHune, a Npu OTAE/NHW CAyvyau — ONepaTMBHO NeYyeHue C NocneBallo AbyenedeHue. Mpu XOPMOH-peLenTop-no3UTUBHM
TYMOPY MOXKe Aja ce Npuaara eHAO0KPUHHA Tepanus. Mpu npeMeHonay3aaHu }XeHN C XOPMOH-PELLENTOP NMO3UTUBEH CTATyC ce Npuaara
oBapuas- Ha cynpecus (N1eKapcTBEHa UK XMPYPTUyHa).

V. KapuvuHOM Ha rbpja npyu MbxKe

JleyeHneTo e aHaNOTMYHO Ha KapLMHOM Ha rbpaa Npw KeHu. NMpu eHAOKPUHHA Tepanus ¢ apomaTasHu MHXMBUTOpU ce fobaBA
LHRH-aroHucT.
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MAJIMTHEH TUMOM U TUMYCEH KAPIIUHOM

TUMOMDBT Y TUMOKAPLMHOMDBT Ca eNUTEIHN TYMOPU, NMPOU3NE3/IM OT TYMOPHM KNETKM OT eNUTEIHUTE KOMMOHEHTU Ha TUMyca.
MaToreHesaTta Ha enuUTeIHUTE TYMOPW Ha TUMyCa OCTaBa Hen3secTHa. CbobLaBaHM ca C/lydam Ha NoaBaTa UM Caeg, NbyenedyeHune Ha
rpbaHaTa obnact, cnes UMyHOCYNnpecuBHa Tepanua No NoBoA OpraHHa TPaHCNAaHTaumA. FeHeTUYHM pUCKOBM GAKTOPU, KaTo
MHorKecTBeHa EHAOKpUHHA Heonnasua tmn 1 (MEN1), Cblio MMaT OTHOLLIEHWE KbM Pa3BUTUETO HAa TUMOM U TUMOKaPL,MHOM.

XvmuoTepanua ce npunara npu HepesekTabuiHa UM meTacTaTuyHa 60/1ecT, @ NpU TUMYCEH KapLMHOM — C/IelONepPaTUBHO,
0610 4-6 Kypca.

1 Cyclophosphamide + Epirubicin + Cisplatin
Cyclophosphamide — 500 mg/m?1.V., geH 1
Epirubicin — 75 mg/m?1.V., geH 1
Cisplatin — 80 mg/m?21.V., aeH 1
MosmopeHue npe3 21 OHu.

2. Etoposide + Ifosfamide + Cisplatin
Etoposide — 75 mg/m?21L.V., aHn 1-4
Ifosfamide — 1200 mg/m?21.V., gHn 1-4
Cisplatin — 20 mg/m?L.V., aHn 1-4
MosmopeHue npe3 21 OHu.

3. Etoposide + Cisplatin
Etoposide — 120 mg/m?1.V., gHn 1-3
Cisplatin — 60 mg/m?1.V., neH 1

MosmopeHue npe3 21 OHu.

4. Carboplatin + Paclitaxel
Carboplatin AUC6 L.V., peH 1

Paclitaxel — 225 mg/m?, neH 1, noa npotekums Ha G-CSF

osemopeHue npe3 21 OHu.

5. viP

Etoposide 100 mg/m2/d i.v. e deH 1-3

Ifosfamide 1500 mg/m2/d i.v. e dex 1-3

Uromitexan 60% om do3zama Ha Ifosfamide i.v. bolus Ha 0,4,8 4ac e OeH 1-3

Cisplatin 30 mg/m2/d i.v. e deH 1- 3

Methylprednisolon 80 mg/d p.o. e der 1-3

Mposexdam ce npe3 21 0HuU 3o 3 YuKbAA, N0C1ed8aHU OM /I0KA/HO feveHue
6. PAC

Cisplatin 50 mg/m2 i.v. e deH 1

Doxorubicin 50 mg/m2 i.v. bolus e deH 1

Cyclophosphamide 500mg/m?2 i.v. bolus e deH 1



MosmopeHue npe3 21 0Hu, 2-4 YuKvAa, Nocaed8aHu om Ab4yemepanus uau onepamusHo nevyeHue

KAPLIMHOM HA BSLJI IPOB

PakbT Ha 6enute gpobose e BoAeLLa NPUYMHA 33 CMBPT OT 3/10Ka4YeCTBEHU 3ab0NABAHUA B CBETOBEH
Malab. CBeToBHATa 34paBHA OpPraHM3auna e suncauna, Ye B 6baelle CMbPTHOCTTA OT pak Ha bennTte apobose
e NpoAb/irKaBa Aa ce NOKayBa, rM1aBHO B pe3y/iTaT Ha yBesiMdaBaHe Ha TIOTIOHONYyLWeHeTo. ALEHOKapLUHOMDBT €
Hal-4ecTUAT XuctonormyeH BapuaHT (38.5%), cneaBaH OT NJIOCKOKAETbYHMA  KapuuHom (20.0%) u
€0POKNETbYHUA KapuuHom (2.9%). JledeHMEeTO e KOMIJIEKCHO — OMepaTUBHO, AbyeTepanus, LUTOCTaTU4Ta,
TapretHa U umyHotepanusa. Mpu apebHokNeTbYHUA OGenoapobeH KapuMHOM BoOAeWa POAA MMaT Jbye- U
XMmuoTepanuATa. Hanocnegbk MyHoTepanuATa CblLO HaB/M3a B Jle4eHWETO Ha TO3M MopdONOrMiYeH BapuaHT
Ha 6enoapobeH KapuUMHOM, HO CaMO B PaMKMTE Ha KAMHUYHW NPOYyYBaHUA.

l. Heﬂp86HOK.}IeT’b‘leH KapouHOM

I.A. HeoaaoBaHTHaA xuMmuoTtepanus (3-4 Kypca)
O6cbkaa ce npu ctaguii IHA (N2).

1 Cisplatin + Vinorelbine
Cisplatin —50 mg/m?L.V., a1 1 n 8
Vinorelbine — 25 mg/m?21.V., aun 1, 8, 15
osemopeHue npe3 28 OHu.

2. Carboplatin + Paclitaxel
Carboplatin AUC4-6 |.V., neH 1

Paclitaxel — 200 mg/m?1.V., peH 1
MosmopeHue npe3 21 OHu.

1.B. AAWBaAHTHA XUMHUOTepanuAa (4 Kypca)
O6cbaa ce npu ctaguii IB (c Tymop >4 cm), 1 v 11IAN2

3. Cisplatin + Vinorelbine
Cisplatin — 50 mg/m2L.V., gHn 1 n 8 (uan 75 mg/m?1.V., aeH 1)
Vinorelbine — 25 mg/m?L.V., aHn 1, 8 n 15
loemopeHue npe3 28 OHu.
4. Cisplatin + Paclitaxel
Cisplatin — 75 mg/m?L.V. geH 1

Paclitaxel — 175 mg/m?1.V. geH 1
losemopeHue npe3 21 OHu.
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I.C. II'bpBa JIMHUA TapreTHA TepaNus

Mpwunara ce B ctaguii [11B v IV npy BCUYKM NAUMEHTM C AOKYMEHTMPAHM aKTUBUPALLM MyTaLLMM, HEJIEKYBaHW Npeam TOBa (C U3K/to- YeHue
Ha osimertinib) ¢ EGFR- nau ALK/ROS1-nHxnbutopwu.

5. NeyeHune c EGFR-TUPO3NHKMHA3HN MHXMBUTOPU; HAa3HaYaBa ce Npu TYMOpM ¢ akTuemupawm EGFR-myTaumm — ek3oH 19-

aeneuna u/vam eksoH 21-myTtauma, UAeHTMOUMUMPAHM OT XMCTONOTMYHA U LMUTONOMMYHA BMoncumM UaM OT KpbBHa/
naasmeHa npoba (TeyHa 6Guoncms, camo NPy HEBb3MOXKHOCT 33 TbKaHHa).

(i) Afatinib —40 mg P.O. oHeBHO, 40 Nporpecus.
(ii) Erlotinib — 150 mg P.O. aoHeBHO, 40 Nporpecus.
(iii) Erlotinib + Bevacizumab

Erlotinib — 150 mg P.O. aHeBHO, gHu 1-21
Bevacizumab — 15 mg/kg I.V., aeH 1

losmopeHue npe3 21 0HuU, A0 NpPOrpecus.
(iv) Gefitinib —250 mg P.O. gHeBHO, A0 Nporpecus.

(v) Osimertinib — 80 mg P.O. gHeBHO, A0 nporpecus (npu Tymopm ¢ T790M-myTaums, cbc/6e3 AOKYMEHTUPAHU aKTK-
Bupawm EGFR-myTauun).

6. NeuyeHue c ALK/ROS1-uHxubuTop (npu tymopwu c ALK- 1 ROS1-npeHapeskaaHe cnes sannampar ALK/ROS1 IHC- unu FISH-
TecT)

(i) Crizotinib — 2 x 250 mg P.O. gHeBHO, A0 Nporpecus.
(i) Ceritinib** — 750 mg P.O. gHeBHO, 40 Nporpecus.

7. NeueHwue c BRAF- u MEK-uHxnbutopu (npu Tymopwu ¢ BRAF V60OE-myTauus)

Dabrafenib** + Trametinib**
Dabrafenib** — 2 x 150 mg P.O. aHeBHO
Trametinib** —2 mg P.O. aHeBHO
Mpoabnkasa Ao nporpecusa.

I.D. 1 TMHUA UMyHOTepanus

Mpwunara ce npu ctaguii I1IB n V.

Pembrolizumab—200 mg|.V., AeH 1 (Mpy NI0CKOKNETbYEH M HENIOCKOKAEeTbYeH noaTun ¢ PD-L1-ekcnpecus 2 50% oT TymopHuUTe
KNneTku). lMoemopeHue npes 21 0Hu

I'Ipo,a,bnmasa A0 nporpecna nam Henpuem/simea TOKCUYHOCT.

I.LE. 1 1MHUA xXuMuoTepanus (4-6 Kypca)

Mpwunara ce npu ctaguii IIIB w IV. NMpunaraHeto i npu HeonepabuneH ctaauii IIIA Hanara cneg TepaneBTUYeH OTrOBOP CbC CHU-
KeHue Ha cTaamA obcbkaaHe Ha ONepaTUBHO NeveHme.

1 Cisplatin (Carboplatin) + Gemcitabine + Bevacizumab
Cisplatin — 75-80 mg/m?21.V. (Carboplatin AUC5), aeH 1
Gemcitabine — 1200-1250 mg/m?2L.V., aHn 1 n 8

+ Bevacizumab — 7.5 mg/kg I.V., aeH 1 (no6aBAa ce npu HEMNOCKOKAETbYEH MOATUM U NPOABLANKABA KaTo
noAAbprKalla Tepanua 4o nporpecus)
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MosmopeHue npe3 21 OHu.
2. Carboplatin + Paclitaxel + Bevacizumab
Carboplatin AUC6 LV., aeH 1 Paclitaxel
— 175 mg/m2L.V., aen 1

+ Bevacizumab — 15 mg/kg |.V., aeH 1 (no6aBs ce npu HENJIOCKOK/AETbYEH MOATUM U NPOABLAKABA KaTo
noaAbpialla Tepanva 4o nporpecusa)

MosmopeHue npe3 21 0Hu, noA, npoTekuns Ha G-CSF.

3. Cisplatin + Vinorelbine Cisplatin
—75mg/m?LV., geH 1

Vinorelbine — 25 mg/m?L.V., avn 1 n 8
MoemopeHue npe3 21 OHu.
4. Cisplatin (Carboplatin) + Pemetrexed (npy HENJOCKOKAETbYEH MNOATHM)
Cisplatin — 75 mg/m?1.V. (Carboplatin AUC5), aeH 1
Pemetrexed — 500 mg/m?1.V., aeH 1
MoemopeHue npe3 21 OHu.
5 MIC
Mitomycin C—6 mg/m?1.V., geH 1
Ifosfamide — 3000 mg/m?21.V. 3-4acoBa uHoysmsa, aeH 1
Cisplatin — 50 mg/m?1.V., neH 1
Mesna — 600 mg/m?1.V., aeH 1, B uacose 0, 4 n 8 oT UHY3uATa Ha ifosfamide (cxemaTa moxke Aa ce moamMdULMpa KaTo
Mitomycin C ce 3amenu c Vincristine —2 mg TOT L.V., aeH 1, unu Vinblastine — 10 mg TOT L.V., aeH 1)
MoemopeHue npe3 21 OHuU.

6. Paclitaxel + Gemcitabine
Paclitaxel — 200 mg/m?L.V., geH 1

Gemcitabine — 1000 mg/m?1.V., aHn 1 n 8
MosemopeHue npe3 21 OHu.
1. Paclitaxel + Vinorelbine
Paclitaxel — 80 mg/m?1.V., aun 1, 8 n 15
Vinorelbine — 22.5 mg/m?L.V., atn 1, 8 n 15
loemopeHue npe3 28 OHu.
8 Necitumumab** + Gemcitabine + Cisplatine (Npu NNOCKOKNeTbYeH noaTMn B cTaauii IV)
Necitumumab** —-800 mg I.V., aeH 1, 8
Gemcitabine — 1250 mg/m?1.V. aeH 1, 8

Cisplatin — 75 mg/m?L.V. geH 1
losemopeHue npe3 21 OHu.

Mpwv Bb3pacTHM NaumeHTH 1 npu 601HKM ¢ PS 2 (no ECOG) ce npoBekaa MOHOXMMMOTEPANKA.

1 Vinorelbine — 25-30 mg/m?L.V.,, aHn 1, 8 n 15



MosmopeHue npe3 28 OHu.

2 Gemcitabine — 1250 mg/m?1.V., aHn 11 8
losemopeHue npe3 21 OHu.

3. Paclitaxel — 175 mg/m?21.V., aeH 1

losemopeHue npe3 21 OHu.

I.F. MoaabpiKalia CHCTEMHa Tepanus

EdeKTMBHOCTTA Ha NoALbPIKALLATA TEPANMA He e KaTeropuyHoO AoKasaHa U He e cTaHAapT. O6cbXAaa ce Npy OTYMTaHe Ha IMnca Ha

nporpecun cies Hai-manko 4 Kypca ot | IMHKA U ce NPoAbKaBa L0 Nporpecus.

MpeBKAtouBaHe Ha Erlotinib — 150 mg P.O. aHEBHO (Npu Tymopu ¢ akTuBMpaluym EGFR-myTaumm).

3ano4saHe Ha HezabaseH Docetaxel — 75 mg/m?L.V., aeH 1, npes 21 axu.
MpoabnkasaHe Ha Bevacizumab (Buxk 1.V1, 2).
MpoabnrkaBaHe Ha Bevacizumab c gobaesHe Ha Erlotinib — 150 mg P.O. gHeBHO (Npw cenekTMpaHun 6o0HK).

g~ 0N P

1.G. CbhyeTaHO XMMHOJIbUYE/IeUeHue
Mpunara ce npu ctaguia IHIA (T1-2 N2 1 T3 N2) n llIB (T4 NO-1 1 T1-3 N3).

1 MoHotepanus c Cisplatin
Cisplatin — 50 mg/m?L.V., gHn 1, 8, 29 1 36
2. Cisplatin + Etoposide
Cisplatin — 50 mg/m?1.V., gHn 1, 8, 29 1 36
Etoposide — 50 mg/m?1.V., auun 1-5 n 29-33.
3. Cisplatin + Vinblastine (nnv Vincristine)
Cisplatin — 100 mg/m?1.V., aun 1 1 29
Vinblastine — 5 mg/m?1.V. ceamnuHo, 5 nopeaHu ceammum unm Vincristine 2 mg TOT LV. ceaMUYHO, 5 nopeaHu ceamuum.

4. Cisplatin + Vinorelbine Cisplatin
—80 mg/m?L.V., peH 1

Vinorelbine — 15 mg/m?1.V., aun 1 n 8
loemopeHue npe3 21 OHu.

5. Paclitaxel + Carboplatin
Paclitaxel — 40 mg/m?21.V., geH 1
Carboplatin — AUC2 L.V., peH 1
MosmopeHue npe3 7 0Hu (6 ceammnum).

6. KoHconuaupaua tepanua c Paclitaxel + Carboplatin (2 kypca)

Paclitaxel — 200 mg/m?1.V., geH 1

MpoabaskasaHe UK NpeBKAtoYBaHe Ha Pemetrexed — 500 mg/m?L.V., aeH 1, npe3 21 aHu (NpY HENJIOCKOK/IeTbYEH NoATMN).
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Carboplatin — AUC6 I.V., aeH 1

lNosmopeHue npe3 21 Hu, noA npoTekums Ha G-CSF.

ILH. Il TMHUA CUCTEeMHa Tepanus

1 Pembrolizumab — 2 mg/kg |.V., aeH 1 (Npy N1OCKOKNETbYEH M HENIOCKOKAeTbYeH noatun ¢ PD-L1-ekcnpecus > 1% ot
TYMOPHUTE KNETKM).

lNosmopeHue npe3 21 dHu. NMpoabnxkasa A0 NPOrpecUsa NI HENPUEM/IMBA TOKCUYHOCT.
2. Docetaxel + Ramucirumab (Npy NNOCKOKNETbYEH U HEMIOCKOKETbYEH NOATHM)
Docetaxel — 75 mg/m?1.V., aen 1 Ramucirumab — 10 mg/kg I.V., aeH 1
loemopeHue npe3 21 OHu.
3 Docetaxel —75 mg/m?LV., geH 1
MoemopeHue npe3 21 OHuU.

4. Pemetrexed (npu HennockokneTbueH noarun) — 500 mg/m?LV., aeH 1

MoemopeHue npe3 21 OHuU.

5. Erlotinib—150 mg P.O. gHeBHO, go nporpecus (npy EGFR WT Tymopw, HETpeTUpaHu C TMPO3UH-KMHA3HWU MHXMBUTOPK).

6. Afatinib — 40 mg P.O. aHeBHO, A0 Nporpecus (NP NAOCKOKAETbYEH NOATUN, NPOrpecupan cnea niatmHa-6asupana
XMMUOTEpPaNUS).

1. Gefitinib—250 mg P.O. aHeBHo, Ao nporpecus (npu EGFR-myTupanv Tymopu, HETPETUPAHU C TUPO3UH-KMHA3HU MHXMBUTOPH).

8 Mpu nporpecusa Ha EGFR-myT1panu TyMopw, TPETUPAHU Ha | IMHWA C TMPO3MH-KMHA3HM MHXMBUTOPK, Ce Npuaara
Il NMHMA ¢ NNaTUHa-6a3MpaHa XMMKUoTepanus.
9. Crizotinib — 2 x 250 mg P.O. gHeBHO, A0 nporpecua (npu Tymopu ¢ ALK/ROS1-npeHapekgaHe, nporpecmpanu
cnep npeflecTsalla naaTMHa-6asunpaHa Tepanums).
10. Ceritinib** — 750 mg aHesHo P.O. (npu Tymopm ¢ ALK/ROS1-npeHapexaaHe, nporpecupanu cnea Crizotinib)
11 Alectinib** — 2 x 300 mg P.O. gHeBHO, Ao nporpecua (npu Tymopu ¢ ALK/ROS1-npeHapekgaHe, nporpecupanmcnes,

Crizotinib).

12 Osimertinib — 80 mg P.O. gHeBHO (Npu TyMOpU C akTMBMpaLm EGFR-myTaunm, nporpecupany cneg TMPO3unH-
KUHA3HWU MHXMBUTOPU ¢ BTOpUYHA T790M-myTaums).

13. DocN (npu HeNAOCKOKNETbYEH NoaTMN)

Docetaxel — 75 mg/m?1.V. 1 geH

Nintedanib** — 2 x 200 mg P.O. aHu 2-21 (NnpoAbaykasa KaTo NOALbP}KaALLA Tepanus A0 Nporpecus)

MosmopeHue npe3 21 OHu.

14. Nivolumab** — 3 mg/kg I.V., neH 1

MosmopeHue npe3 14 OHu. NpoabaxKasa 40 NPOrpecus Un HenpuemamBa TOKCUUYHOCT.

15. Atezolizumab* — 1200 mg I.V., aeH 1, npe3 21 gHu. Mpoabakasa A0 NPOrpecusa UamM HenpUemManMBa TOKCUYHOCT.

III TMHMA CUCTEeMHa Tepalus ciopej npejuiecTBallo JeyeHue
1 Docetaxel —75 mg/m?L.V., oeH 1

MosmopeHue npe3 21 OHu.

2. Erlotinib — 150 mg P.O. aHeBHO, 80 Nporpecus (ciea npealiecTsalla XummoTepanus).
3. Gefitinib — 250 mg P.O. aHeBHO, A0 nNporpecus (Npu TYMOopK C akTMBMpaLm EGFR-myTaumm).
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1. [ipeOHOK/IeThbY€H KapIMHOM

ILA. I TMHUSA XMMUOTepanus (4 Kypca; Ipu OTTOBOP — A0 6 Kypca)

1 OepaHuu4eH cmaduii (LD)

MpoBexaa ce XMmmoTepanusa u paHHo (cneg Kypc 1-3) TopakasHo nbyeneyeHume.
1 Cisplatin (Carboplatin) + Etoposide
Cisplatin — 60 mg/m?(Carboplatin AUC5-6) L.V., geH 1
Etoposide — 120 mg/m?1.V., aHn 1-3
MoemopeHue npe3 21 OHu.
2. Cisplatin + Etoposide
Cisplatin — 25 mg/m?L.V., aHn 1-3

Etoposide — 100 mg/m?1.V., gxn 1-3
MoemopeHue npe3 21 OHu.

2 Paznpocmpanen cmaduii (ED)
1 Cisplatin (Carboplatin) + Etoposide

Cisplatin — 75 mg/m?(Carboplatin AUC6) I.V., aeH 1
Etoposide — 100 mg/m?1.V., gHu 1-3
MoemopeHue npe3 21 OHu.
2 IP
Irinotecan — 65-80 mg/m?L.V., gHn 1 n 8
Cisplatin — 30-40 mg/m?1.V., gHn 1 n 8

MosmopeHue npe3 21 OHu.

3. Irinotecan + Carboplatin
Irinotecan 175 mg/m2i.v. e deH 1
Carboplatin  AUC=4 i.v. 8 deH 1
Mosmaps ce npe3 3 cedmuyu (4 Kypca)
4. CEV
Cyclophosphamide — 1000 mg/m?1.V., geH 1
Epirubicin — 50 mg/m?1.V., geH 1
Vincristine — 1.4 mg/m?(makc. obwwa go3a 2 mg) I.V., geH 1

MoemopeHue npe3 21 OHu.
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5. (V)-ICE
Carboplatin 300 mg/m”i.v. B geH 1
Ifosfamide 5000 mg/m2 i.v. (24 yacoBa nHoy3usa) B aeH 1 c Uromitexan yponpoTtekuus
Etoposide 120 mg/m2 i.v.BaeH 1+2n
240 mg/m2 nepopasnHo, B AeH 3 nan
180 mg/m’i.v. B feH 1+2
Vincristine  0.5-1.0 mgi.v. B geH 15 naun 14

MoBTaps ce npes 3-4 ceamuum (6 Kypca)

6. VIP
Etoposide 75 mg/m2 i.v.B gHu 1-4
Ifosfamide 1200 mg/m2 i.v. B gHu 1-4 ¢ Uromitexan yponpoTtekuus
Cisplatin 20 mg/m?i.v. B gHu 1-4
MoBTaps ce npes 3 cegmunum (4 Kypca)

11.B. II IMHUA XMMHOTepanus

1 IlIpu npozpecus do 3 meceya caed kpas Ha I auHus
1 CEV (ako | nMHuA e EP)

Cyclophosphamide — 1000 mg/m?1.V., geH 1
Epirubicin — 50 mg/m?1.V., geH 1
Vincristine — 1.4 mg/m?(makc. obwa fosa 2 mg) 1.V., geH 1
MosemopeHue npe3 21 OHu.
2. Ifosfamide/Mesna + Vincristine
Ifosfamide — 3000 mg/m? B 24-yacoBa UHY3nA, aeH 1
Mesna — 400 mg/m?1.V., B yacose 0, 4 n 8 cnea HayanoTo Ha ifosfamide

Vincristine — 1.4 mg/m?(makc. obuia go3a 2 mg) L.V., aeH 1
MosmopeHue npe3 21 OHu.

2. IIpu npozpecusi om 3 do 6 meceya caed Kpas Ha I AuHUA
1 MoHotepanus c Topotecan — 1.5 mg/m?L.V., aHn 1-5

MosmopeHue npe3 21 OHu.

2 MoHoTtepanus c Topotecan — 2.3 mg/m?P.0., gHn 1-5
loemopeHue npe3 21 OHu.

3 MoHotepanus c Amrubicin** — 40 mg/m?L.V., aHn 1-3

loemopeHue npe3 21 OHu.



3. IIpu npozpecus c1ed nogeue om 6 meceya om Kpas Ha I aunus

Mpwunara ce pexum ot | AMHKA.

MAJIMTHEH IIVIEBPAJIEH ME30OTEJIMOM

MasiMrHeHuaT me3oTennom e paako 3abonssare. Cpelua ce 5 NbTH NO-YECTO Y MbXKe, KOETO e CBbP3aHO C NPUIOXKEHMETO Ha
a36ecT B CTPOMTE/ICTBOTO, BOEHHATa NPOMMULLIEHOCT, Pa3/IMyHM NPOU3BOACTBA. J/Ie4eHMETO e KoMMNIeKcHo. Hanocneabk
CbBpPeMeHHU nevebHU NoAX0AM, KaTo TapreTHa Tepanua U UMyHOTepanwusa, ce U3NUTBaT NPUMaIMTHEH Me30TEe/IMOM B PAMKUTE Ha
KAVUHWUYHM NPOYYBaHMA.

Mpu Hann4ymMe Ha cMMNTOMaTUYeH NeBpaneH U3INB ce NpenopbYBa TalK-N1eBpoaesa Npeam XMmmoTepanuma.

1 Cisplatin + Pemetrexed + Bevacizumab
Pemetrexed — 500 mg/m2 I.V., deH 1 Cisplatin — 80 mg/m2 I.V., deH 1
+ Bevacizumab — 15 mg/kg I.V., deH 1

osemopeHue npe3 21 OHu.

2. Cyclophosphamide + Epirubicin + Cisplatin
Cyclophosphamide — 500 mg/m?1.V., aeH 1
Epirubicin — 50 mg/m?21LV., neH 1
Cisplatin — 80 mg/m?L.V., geH 1
MosemopeHue npe3 21 OHu.
3. Pemetrexed + Gemcitabine
Pemetrexed 500 mg/m2 i.v. (10 MuHymHa uHgy3us) e deH 8
Gemcitabine 1250 mg/m2 i.v. (30 MuHymHa uHey3us) 8 OHu 1 u 8
4. Kamo moHomepanusa mozam 0a 6v0am npunaezaHu naamuHo8u aHano3u, Doxorubicin u HAKou aHMumemaboaumu

(Metothrexate, Pemetrexed).
5. Kato Il nvHua moraT ga 6baat npunaranu Vinorelbine inn Gemcitabine.

(i)Cyclophosphamide + Epirubicin + Cisplatin
Cyclophosphamide 500 mg/m2 i.v. 8 deH 1
Epirubicin 75 mg/m2i.v. e deH 1

Cisplatin 80 mg/m2i.v. 8 deH 1
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KAPIOIMHOM HA XPAHOITIPOBO/J,

PakbT Ha XpaHOMPOBOAA 3aeMa AeBEeTO MACTO MO YeCcToTa Cpes, OHKO0rMYHMTe 3a601ABaHNSA, KaTo eAHOBPEMEHHO C TOBA € LWecTa
Hal-4yecTa NPMYMHA 33 CMBPT OT Heonasua B ceeTa. CpeaHaTa obuia 5-roguiliHa NpeXKMBAemMOoCT Bapupa mexay 15-25%, B EBpona
focTura easa 12%. 3a pasanka OT MHOTO pyri 3/10KaYecTBeHn 3abo1sBaHNA, CBETOBHATA YeCcToTa No 3ab019emMoCT MU CMbPTHOCT

OT Ta3un bosect nocteneHHO HapacTBa.

Halt-4yectute XMCTONOTMYHM BapMaHTK ca NJIOCKOKNETbYEH M aAeHOKAPLMHOM, KOMTO 0610 cbeTaBnasat 61130 90 % oT BCUUYKK
C/ly4am Ha KapuMHOM Ha e3odara.

JleyeHNeTo e KOMMNIEKCHO — onepaTtuBHO, NbYyesiev4eHne, NbHexmmmnoTepanma, KOM6VIHVIpaHa XMMUoTepanua, Npu NOKasaHnA —
TapreTHa Tepanua.

I. HeoaaloBaHTaHO XMMHOJ/IbYe/IeYeHu e

Mpwnara ce Npu cenekTMpaHu 6ONHM C KOHTPO/ Ha XemonoesaTa, BKA. U ¢ nogKkpena oT G-CSF. Heobxoaumo ycnosue e fobpo
o6wwo cberosaHme (PS).

Cisplatin + Fluorouracil + nv4eneyeHue

Cisplatin — 50 mg/m?L.V., agun 1, 15 n 29

Leucovorin — 500 mg/m?1.V. B 2-4acosa uHoysusa, aHmn 1, 8, 15, 22,29 1 36
Fluorouracil — 1000-2000 mg/m?1.V. B 24-yacoBa UHdy3ua, auu 1, 8, 15, 22, 29 u 36.
nm

HucnaamuH+5 ®nayopoypayun +/TvyeneveHue

HucnnamuH 75 me/m2 u.s. (30 MuH.)1 OeH

5 ®nyopoypayun 1000 me/m2  u.e.(npodvaxumenHa uHgp.) 1-4 deH
Moemaps ce Ha 1,5,9, u 13 cedmuuya

JTeyemepanus 50,4 Gy e 28 ¢ppakyuu

nnm

HucnaamuH+5®ayopoypayun + /TvyeneveHue

Hucnnamu+ 100 me/m2 u.8.(30 MuH.) 1 0eH

5 @®ayopoypayun 1000 me/m2  u.e.(npodvarcumenHa uHg.) 1-4 0eH

1 u 5 cedmuuya (paduomepanuama 3anoysa Ha 0. 29)

JTeyemepanus 50,4 Gy e 28 ¢ppakyuu Hao 5.5 cedmuyu

nm

HucnnamuH+5®nayopoypayun + /lvyeneyeHue

Hucnaamun 80 me/m2 u.s. 1 deH
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5 ®ayopoypauyun 1000 me/m2 u.s.(npodvaxcumenHa uHg.) 1-4 deH
Ja ce noemapsa eceku mpu cedmuyu (2 YuKkva). Bmopu yuKba eOHoBPEMEHHO C:

JTvyemepanusa 35 Gy e 15 ¢ppakyuu Hao 3 cedmuyu, 3arnoYsauju Ha
OeH 22

3a emopus yuKkwva — 4 cedomuya, 0o3ama Ha 5 Gayopoypayusn ce Hamanasa Ha 800 mz/m2
nm

laknumakcen+lucnaamuH+/Tv4yenevyeHue

Maknumakcen 60 me/m2 u.e.(34. uHe.) 1,8,15,22 deH

HucnnamuH 75 me/m2  u.8.(24. uHe.)1 OeH

C nookperna om GCSF

Jleyemepanua 45 Gy eve ppakyuu om 1,5 Gy 1-5,8-12,15-19 0eH
080 Mbmu OHe8Ho

nnm
Maknumakcen+KapbonaamuH+avyeneyeHue

Makaumakcen 50 me/m2 u.s.(14. uHep.) 1,8,15,22,29 deH
Kap6onaamuH AUC=2 u.e.(14. uHe.) 1,8,15,22,29 deH
EdHospemeHHO c:./Tevemepanua 41,4 Gy eve ¢ppakyuu om 1,8 Gy

3anoysa om 10eH no 5 ¢hpakyuu ceOMuUYHO

1. HCOAIOBaHTHa XHUMHUOTEpAaINuda (4 Kypca)
Mpwunara ce npu ctaamin cTIN, cT2N1, cT3NO/N1 nam cT4NO/N1.

Cisplatin + Fluorouracil
Cisplatin —75-100 mg/m?1.V., aeH 1
Fluorouracil — 1000 mg/m?1.V. B 24-yacoBa UHdy3usa, aHn 1-4

MosmopeHue npe3 21 OHu.

I1l. AAYOBaHTHa XUMHUOTEpanuda
Mpwnara ce NpU XMCTONOMUA 3a aZeHOKapLMHOM v pN+. [PK NAOCKOKAETbYEH KapLMHOM HAMA JO0Ka3aH edeKT. JleyeHneTo ce
o6CcbKAa NMPY cenekTpaHn 6oNHK.

1 Cisplatin + Paclitaxel

Cisplatin — 75 mg/m?1.V., geH 1
Paclitaxel — 175 mg/m?1.V., geH 1
MosmopeHue npes 21 0Hu (3 Kypca).



2. Carboplatin + Paclitaxel Carboplatin
AUC4, neH 1 Paclitaxel — 175 mg/m?
I.V., aeH 1 MMoemopeHue npe3 21
OHu (4 rypca).

3. Cisplatin + Irinotecan
Cisplatin —30 mg/m?1.V., gnn 1 n 8

Irinotecan — 85 mg/m?1.V., gHn 11 8

MosmopeHue npe3 21 0Hu (3 Kypca).

V. XHMHOTepaHl/IH IpHu MeTaCTaTU4YHa 6oJiect

Mpunara npu cenekTMpaHu naumeHtn ¢ PS 0-1 n 6e3 komopbuaHocT.

1 Cisplatin + Fluorouracil Cisplatin
—75mg/m?2L.V., gen 1

Fluorouracil — 500-1000 mg/m?21.V. ¢ MHdY3MOHEH peskum, aHu 1-4
MoemopeHue npe3 28 OHU.
2. Cisplatin + Irinotecan
Cisplatin — 75 mg/m?1.V., geH 1
Irinotecan — 180 mg/m?21.V., aeH 1
MosmopeHue npe3 28 OHuU.
3. Irinotecan + Fluorouracil Irinotecan
—180 mg/m?1.V., aeH 1 Leucovorin
—125mg/m?1.V,, geH 1
Fluorouracil — 400 mg/m?1.V. 6onyc, aeH 1

MoemopeHue npe3 14 0Hu

4. EnupybuyuH+LucnaamurH+5®ayopoypayun (ECF)
EnupybuyuH 50 me/m2 u.s.(6onyc) 1 0eH
Uucnaamu+ 60me/m2/d  u.e.(6osnyc) 1 0eH
5 ®nyopoypauun 200me/m2/0 u.e.(npodbvax. uHg.) 1-21 deH

Mosmaps ce Ha 3 cedmuyu

V. Il 1TMHMA XUMHOTepanua

1 Docetaxel—75 mg/m?LV. geH 1, nostopeHue npes 21 gHu (a0 6 Kypca). Mpuaara ce Npu XMCTONOMMSA 3a aAEHOKaPLMHOM
W nporpecus cnes > 6 meceua ciea XMmuoTepanusa ¢ naaTuHa/bayoponuprmMuanHOBY PEXRUMU.
2 Paclitaxel — 80 mg/m?1.V. guun 1, 8 u 15, noBTopeHue npes 28 AHK (40 6 Kypca).



KAPIIMHOM HA CTOMAX

PaKbT Ha CTOMaxa e Ha WecTo MACTO Mo YecToTa nNpu mbxeTe (5.5%) 1 Ha ocmo mAcTo npu xeHuTe (4.1%). Toli npeacTasnnsa 4.8 % ot
BCUYKM 3/10Ka4ecTBeHUN 3a601ABaHUA NPU ABaTa No/a. 3acAra NO-4eCcTo Mb¥Ke B No-HanpeaHana Bb3pacT U ¢ damuaHa obpemeHeHoCT.
CpepHaTa Bb3pacT Ha AuarHoctTuumpaHe e 65-69 roanHun. MbxkeTe 3ab6014B8aT 2 MbTM NO-YECTO OT XKeHuTe. Pasnnumnsa coblyectsyBaT cnopes,
pacaTta 1 reorpadckoTo pasnonoxkeHue. Taka Hanpumep Hal-BMCOKa e yecToTaTa B M3TouHa Asus, HOxHa Amepuka u U3TouHa EBpona u
Han-HucKa B CALL n 3anagHa Espona.

JleyeHNeTo e KOMMIEKCHO — ONepaTUBHO, LUTOCTAaTUYHA U TapreTHa Tepanua B 3aBUCMMOCT OT 6uonornaTa Ha TYMOpPa, nbyeneyeHne npu
NOKa3aHuA.

I. [leppuonepaTUBHA XMMUOTEpPaNUs

Mpunara ce npu ¢/pT2 N+ 1 ¢/pT3-4 NBcAKo. BKouBa HeoaAtoBaHTaHa XMMMUOTepanus ¢ niatnHa v payoponupumnamH ( 3-4 Kypca),
nocnezBaHa oT XMpypruyHo nevenue u Cisplatin-6asmpaHa agloBaHTHa xumuoTepanua (3-4 kypca). NMopaan ToBa, Ye NPUNONKEHNETO Ha
KaneunTtabuH He U3NCKBa Ha/IMuMeE Ha LieHTPpasieH BEHO3EH KaTeTbp M e CbC CbNocTaBMMa eduKacHOCT cnpamo 5-dY 3a neyeHune Ha
aBaHcupano 3abonasaHe, KaneumTabuH — CbAbPIKALLM PEXKMMM CbLLO MOraT Aa 6bAaT NpeasioKeH nepronepaTmBHo

1 ECF
Epirubicine — 50 mg/m?1.V., geH 1
Cisplatin — 60 mg/m?1.V., geH 1
Fluorouracil — 200 mg/m?1.V. 24-4yacosa UHdpy3us, aHu 1-5
MosmopeHue npe3 21 dHu (3 Kypca).
2. DCF
Docetaxel — 75 mg/m?1.V., geH 1
Cisplatin — 75 mg/m?L.V., neH 1
Fluorouracil — 750 mg/m?1.V. 24-yacoBa UHdy3ua, gHn 1-5
MoemopeHue npe3 21 0Hu (4 Kypca).
3 XelOx
Capecitabine — 2000 mg P.O. OHesHo, OHU 1-14

Oxaliplatin — 100-130 mg/m2 I.V. 6onyc, deH 1

MoemopeHue npe3 21 OHu.

Kom6uHupaHo XumuonbueneueHue

1. 5-FU + folinic acid +nvyeneyeHue
5-FU 425mg/m2/d i.v. deH 1-5
Folinic acid 20 mg/m2 i.v.0eH 1-5

Ja ce nposexda npedu Uukva 1 u caed yukva 2 KOMBUHUPAHO XumuonbyeneyeHue.Mexdy yukaume uma 1 mecey,
naysa.
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2. 5-FU 400 mg/m2/d i.v. deH 1-4, 33-35
Folinic acid 20 mg/m2 i.v. deH 1-4, 33-35

Radiation 180 cGy/d 5d/3a ceomuya x5 momanHo 4500cGy

3. 5-FU + folinic acid + cisplatin + nv4yenevyeHu
5-FU 2000 mg/ m2 i.v.(24 h inf) OeH 1
Folinic acid 500 mg/m2 i.v. (2 hinf) deH 1
Cisplatin 50 mg/m2 i.v. deH 1, 15,29

lposexda ce ceOMUYHO 3a 6 ceOmMuUyU, NocaedsaHo om 2-cedmuyHa nay3sa. Mvpsusam Kypc XT ce nposexcda npeou
XUMUOMbYeneyeHUemo, 8mopusm Kypc 3ano4yea 2 ceGMuyu cned nvyenedeHuemo.

45 Gy ¢paky. x 1.8 Gy 5 0HU cedmuyHo x 5

5-FU 225 mg/m2i.v. (24h inf)  OHesHO npe3 8cuYKU OHU HA fbYeneveHue

4. Cisplatin + capecitabine + nvyeneyeHue
Cisplatin 60 mg/ m2 i.v. OeH 1
Capecitabine 1000 mg/m2 (b.i.d) p.o. dex 1-14
Mosmaps ce Ha sceKu 3 cedmuyu (2 Kypca).
MocnedsaHo om nvyeneyeHue
45 Gy ¢ppaky. x 1.8 Gy/ 5 OHU cedMUYHO x 5
Capecitabine 825 mg/m2(b.i.d) p.o He8HO npe3 8cuYKU OHU HA ibYesnevYeHue
MocneggaHo oT
Cisplatin 60 mg/m2 i.v. deH 1
Capecitabine 1000 mg/m2 (b.i.d) p.o. deH 1-14

Mosmaps ce Ha eceku 3 cedmuyu (2 Kypca).

1. XuMHOTepanus Npy JIOKaJIHO aBaHCUpaJia ¥/WIM MeTacTaTU4HaA 60J1eCT

Mpu meTacTaTMyYHa 6onecT xumuoTepanus ce npuaara npy 601U B 406p0o 0610 cbeTosHMe (PS). Mpu ageHOoKapLUMHOM Ha CTOMaxa
1 ractpoesogarvasHata Bpb3Ka e npenopbyunTesiHo nscnessaHe 3a HER2-ekcnpecus (upes in situ cpebbpHa xubpuamsaums, SISH).

1 ECF

Epirubicin — 50 mg/m?1.V., aeH 1 Cisplatin
— 60 mg/m?l1.V., aeH 1 Fluorouracil — 500
mg/m?21.V., aumn 1-5 MNosmopeHue npe3 28
OHU.

2 ELF

43



Etoposide — 100 mg/m?1.V., aHn 1-3
Leucovorin — 30 mg/m?1.V., axmn 1-3
Fluorouracil — 500 mg/m?1.V., axmn 1-3
loemopeHue npe3 28 OHU.

3. Etoposide + Epirubicine + Fluorouracil
Etoposide — 100 mg/m?1.V., gHn 1-3
Epirubicin — 50 mg/m?1.V., geH 1
Fluorouracil — 500 mg/m?1.V., gHn 1-3
osmopeHue npe3 21 OHu.
4. Capecitabine + Cisplatin
Capecitabine — 2000 mg/m?P.0. aHeBHO, AHK 1-14
Cisplatin — 60 mg/m?1.V., neH 1
losemopeHue npe3 21 OHu.
Benexcka: AKo KbM pexkuma ce npubasu Epirubicin, npenopbyBaHa Ao3a Ha Capecitabine e 1250 mg/m?P.0. aHesHO.
5. Oxaliplatin + Epirubicin + Fluorouracil
Oxaliplatin — 85 mg/m?1.V., geH 1
Epirubicin — 50 mg/m?2L.V., aeH 1
Fluorouracil — 300 mg/m?21.V., aHn 1-5
MosmopeHue npe3 28 dHuU.
6. EOX
Epirubicin — 50 mg/m?1.V., aeH 1
Oxaliplatin — 85 mg/m?1.V., aeH 1
Capecitabine — 1250 mg/m?P.0. aHesHo, AHM 1-21 (npu cenekTmpanun 60aHu gHu 1-14)
MosmopeHue npe3 21 OHu.
7. ECX
Epirubicin — 50 mg/m?1.V., neH 1
Cisplatin — 60 mg/m?L.V., geH 1
Capecitabine — 1250 mg/m?P.0. gHeBHoO, aAHM 1-21
MosmopeHue npe3 21 OHu.
8. EOF
Epirubicin — 50 mg/m?21.V., aeH 1 Oxaliplatin
—130 mg/m?1.V., aeH 1 Fluorouracil — 500
mg/m?L.V., gHn 1-5 lNoemopeHue npe3 21
OHu.
9. DCF
Docetaxel — 75 mg/m?1.V., neH 1
Cisplatin — 75 mg/m?L.V., geH 1
Fluorouracil — 750 mg/m?1.V., gHn 1-5

losemopeHue npe3 21 OHu.

10. Tegafur/gimeracil/oteracil + Cisplatin
Cisplatin — 75 mg/m?, peH 1

Tegafur/gimeracil/oteracil — 2 x 25 mg/m?P.0. aHesHo (Man cpeaHo 80 mg AHeBHO), AHn 1-21
MosmopeHue npe3 21 oHu (06wo fo 6 Kypca).

11 FCT (npw cepbxekcnpecus Ha HER2) Fluorouracil —
800 mg/m?1.V., gHu 1-5 nnan Capecitabine — 2000
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mg/m?P.0. gHesHo, aHu 1-14 Cisplatin — 80 mg/m?
V., pen 1

Trastuzumab — 8 mg/kg (mbpeu uukba), cneg ToBa — 6 mg/kg L.V., geH 1

MosemopeHue npe3 21 0HU (8,0 NPOrpecus UM HempUemanBa TOKCUYHOCT).

1. Il ¥ mocsieABaLM IMHUM XMMUOTepanus (MpPH XMCTOJIOTUSA 3a
aJleHOKapIUHOM)

1 Ramucirumab + Paclitaxel Ramucirumab
-8 mg/kg LV., aHn 1, 15 Paclitaxel — 80
mg/m?L.V., auun 1, 8 u 15 [ToemopeHue
npe3 28 OHu.
2. Irinotecan + Cisplatin
Irinotecan — 65 mg/m?1.V., gin 1, 8 n 15
Cisplatin —30 mg/m2L.V., aHn 1, 8 n 15
losemopeHue npe3 28 OHu.
3. FOLFIRI
Irinotecan — 180 mg/m?21.V. 30-MuHyTHa UHPY3MsA, AeH 1
Leucovorin — 400 mg/m?1.V. 2-4yacosa nHoy3ua, geH 1
Fluorouracil — 400 mg/m?1.V. 6oayc, aeH 1
Fluorouracil — 2400 mg/m?1.V. 46-yacosa nHoy3us
losmopeHue npe3 14 dHu.
4. Docetaxel — 75 mg/m?1.V., oeH 1
MosmopeHue npe3 21 oHu (8o 6 Kypca).
Mpu nporpecus cneg, 6 1 noBeye meceLa caeg XMmmoTtepanus ¢ naatmHa/GayoponmprMmmuanHOBY PEKUMM.
5. Paclitaxel — 80 mg/m?1.V., gHn 1, 8 n 15
MosemopeHue npe3 28 OHu.

6. Irinotecan — 150 mg/m?1.V., aun 1 n 15

MosmopeHue npe3 28 OHU.

7. ILF/IF

Irinotecan 80 mg/ m2 i.v.(30-90 muH uH¢p. deH 1
Folinic acid 500 mg/m2 i.v. (1-2 4 uHg) OeH 1
5-Fu 2000 mg/m2/d i.v. (22-24 4 uHe.) deH 1

LluKbem ce noemapsA Ha 8ceku 6 cedmuyu, nocaedsaH om 1-2 ceOMuUYHa Mo4usK

8. Ramucirumab — 8 mg/kg I.V., 0eH 1
MoemopeHue npe3 14 0HuU, [0 NpPorpecus.

Cnep, nporpecua Ha NAaTMHA + GAYOPONMPUMUANHM U MPY NALMEHTK, NPU KOUTO KOMBUHaLMA ¢ Paclitaxel He e noaxoasLua.
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9. Paclitaxel + Cisplatin
Paclitaxel — 100 mg/m2L.V., gHn 1n 8
Cisplatin —30 mg/m?L.V., gHn 1n 8

MoemopeHue npe3 21 OHu.

10. Mitomycin C + Fluorouracil

Mitomycin C—8-10 mg/m?21L.V., aeH 1, npes Kypc
Fluorouracil — 800 mg/m?1.V., gHn 1-3
MosmopeHue npe3 21 OHu.

AJEHOKAPIIMHOM HA ITAHKPEAC

l. Heoa/:uoBaHTHa XUMHUOTEpanuAa

Mpunara ce Npu cenekTMpaHu NaLMeHTU C rPaHUYHO Pe3eKTabuneH CTaauii C Len CHUXKEHWE Ha CTagua M Bb3MOXKHOCT 3a RO-pe-
3eKuma.

Gemcitabine — 1000 mg/m?1.V., gHn 1, 8 n 15

osmopeHue npe3 28 dHu (4-6 Kypca).

Gem/Cis
Gemcitabin 1000 mg/m2i.v. e deH 1u 15
Cisplatin 25 uau 50 mg/m2i.v. e dex 1u 15

MosmopeHue npe3 28 0HU

FOLFIRINOX
Oxaliplatina 85 mg/m2i.v. e deH 1ul5
Irinotecan 180 mg/m2 i.v. e derH 1 ul5
Calcium folinate 400 mg/m2 i.v. 2-yacosea uHgy3us e 0eH 1 u 15
5 FU 400 mg/m2 i.v. bolus 6 deH 1uls
5 FU 2400 mg/m2 i.v. 46- yacosa uHgpy3ua e deH 1u 15
MosmopeHue npe3 29 OHU 00 6 YuKbAa

Mod 3awyumama Ha GCSF.
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1. AA]OBaHTHa XUMHUOTEpanuda

Mpunara ce cnefonepaTMBHO NPU NaLMeHTH B cTaguit pl u pllA, KOMTO He ca NPOBEXKAANN HEOALOBAHTHA Tepanus.

1

Gemcitabine — 1000 mg/m?1.V., aHun 1, 8 n 15

MoemopeHue npe3 28 0Hu (6 Kypca).

1. Tepamm npu HBpGSGKTaﬁﬂﬂHa U MeTacTaTHU4YHa 60J1ecT

A XumuoTtepanus npu ctaguii IIB u 111

1

2

Gemcitabine — 1000 mg/m?L.V. cegmuyuHo (7 Kypca), nocneasaH ot 7-aHeBHa NoYMBKa; cies tosa — 1000 mg/m?21.V., aHu
1, 8 u 15 (moemopeHue npes 28 0Hu).
Mayo Clinic (6-8 Kypca)

Leucovorin — 20 mg/m?1.V., axn 1-5 Fluorouracil
—425 mg/m?1.V., aHn 1-5 MMosmopeHue npes 28
OHu.

8. CpbyeTaHO XMMHOJIbUYesiedyeHue npu ctaguii 1IB u 111

1
2

Gemcitabine — 400 mg/m?L.V. ceamnyHo (7 ceammum).
Cisplatin + Fluorouracil

Cisplatin — 20 mg/m?1.V., agxn 1-5, 1-8a 1 5-Ta ceammua

Fluorouracil — 300 mg/m?1.V., gHn 1-5, 6 ceammuu.

NC. XumMuoTepanus Npu MeTacTaTU4Ha 6oJect (craaui IV)
1 FOLFIRINOX

Oxaliplatin — 85 mg/m?1.V., geH 1

Irinotecan — 180 mg/m?1.V., aeH 1

Leucovorin — 400 mg/m?1.V., aeH 1

5-Fluorouracil — 400 mg/m?1.V. 6onyc, geH 1

5-Fluorouracil — 2400 mg/m?1.V. 46-4acoBa nHoy3Ma 3aabakuTenHa nogkpena ¢ G-CSF
MosmopeHue npe3 14 dHu (6 meceua).

Gemcitabine + Erlotinib

Gemcitabine — 1000 mg/m?21.V. ceamuuHo (7 Kypca), nocsessaH oT efHa ceamuLLa NoYmBKa; caeg Tosa — 1000 mg/m?
I.V., gHn 1,8 n 15

Erlotinib — 100 mg P.O. aHeBHO, AHK 1-28 (Npoab/xKaBa 40 nporpecus)
MosmopeHue npe3 28 OHU.

Gemcitabine — 1000 mg/m?1.V. cegmuuHo (7 Kypca), nocseasaH oT eaHa ceamuua NoumeKa; cneg tosa — 1000
mg/m?L.V.,, aun 1, 8 u 15

MosmopeHue npe3 28 OHU.
4. GEMOX % Erlotinib
Gemcitabine — 1000 mg/m?1.V., gHn 1 n 8

Oxaliplatine — 100 mg/m?1.V., aeH 2
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+ Erlotinib — 100 mg P.O. aHeBHO, AHKM 1-21 (NpoabaxKasa 4o nporpecus)
losmopeHue npe3 21 OHu.

5 FOLFIRI

Irinotecan — 180 mg/m?1.V. 30-MmuHyTHa nHy3ms, geH 1
Leucovorin — 400 mg/m?1.V. 2-4yacosa nHoy3ua, aeH 1
Fluorouracil — 400 mg/m?1.V. 6onyc, aeH 1

Fluorouracil — 2400 mg/m?1.V. 46-4acosa nHdy3usa
losmopeHue npe3 14 dHu.

6. Mayo Clinic (6-8 kypca) (Bux T. IIl.A.).
7. Nab-Paclitaxel + Gemcitabine

(npenopvusa ce npu sucoka SPARC-ekcripecus,
Kopenupawa ¢ peaucmeHmHocm kom Gemcitabine)
Nab-paclitaxel- 125 mg/m2 I.V., 0Hu 1, 8 u
15Gemcitabine — 1000 mg/m2 I.V., 0Hu 1, 8 u
15MosmopeHue npe3 28 OHu.

8 Gemcitabine + Capecitabine
Gemcitabine — 1000 mg/m?1.V., ann 1, 8 n 15

Capecitabine — 1500 mg/m?P.0. gHesHo, aHun 1-14
losemopeHue npe3 28 dHu (6 Kypca).

np. Il 1MHUA XMMHOTEpanusa
1 Fluorouracil + Oxaliplatin

Oxaliplatin — 50 mg/m?1.V., geH 1
Leucovorin — 400 mg/m?1.V. 6onyc, aeH 1
Fluorouracil — 500 mg/m?1.V. eaHo4acosa uHobysms, aeH 1
MosmopeHue npe3 7 0Hu (12 Kkypca).
2 Liposomal Irinotecan** + Fluorouracil
Liposomal Irinotecan** — 70 mg/m?1.V., aeH 1
Leucovorin — 400 mg/m?1.V. 6onyc, aeH 1

Fluorouracil — 2400 mg/m?1.V. B 46-yacasa UHdy3usa, geH 1

MosmopeHue npe3 21 OHu.

XENTIATOLEJIYJIAPEH KAPHUHOM

XenaToLenynapHUAT pak e Hal-4ecTUAT NbPBUYEH TYMOP Ha YepHUA Apob. Mma 6bp3a eBotoLMA M NoLla NporHo3a. Hai-BMcoka
e yectotata my B AdppuKa u tOromnstouHa Asua. YectotaTa My Bapupa B 3aBUCMMOCT OT Pa3npoCTPaHEHMETO Ha XenaTUTHUTE BUPYCH
B n C. MbkeTe 6oneayBat 3-8 MbTU No-4ecTo.

I. HayasiHa cucreMHa Tepalnuda
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Mpunara ce npu HeonepabuaHa Uan metactaTtnyHa b6onect B ctagmii C no BCLC-knacudukauma nam knac A n B no Child-Pugh.
MPUIOXKEHNETO Ha KOHBEHLMOHA/NHA XMMMOTEPANWA € OrpaHM4YeHO MOpajau BUCOKA PE3MCTEHTHOCT, HapylleHa 4epHoApobHa
bYHKLMA M NPpUAPYHKABALLM XPOHMYHM YepHOAPO6HU 6onecTun (xenaTuT u/mam umposa).

1 Sorafenib — 800 mg P.O. aHeBHO, A0 Nporpecus.
2. Epirubicin —75 mg/m?1.V., geH 1

losemopeHue npe3 21 OHu.

3. Cisplatin + Fluorouracil + Epirubicin
Cisplatin — 80 mg/m?L.V., geH 1
Fluorouracil — 600 mg/m2|.V., aHn 1 n 8
Epirubicin — 40 mg/m?21.V., gHn 2 n 3
loemopeHue npe3 21 0Hu.
4. Cisplatin + Fluorouracil + Vincristine
Cisplatin — 90 mg/m?1.V., aeH 1 Fluorouracil
— 600 mg/m?LV. 6onyc, aeH 2 Vincristine —
1.4 mg/m?1.V., aeH 2 MoemopeHue npe3 21
OHuU.
5 Cnepn HeoaatoBaHTHA Tepanus, AoBeNa A0 ONePabUNHOCT HAa MbPBUYHUA TYMOP, C/IeA0NEPATUBHO Ce NpuaaraT olle
4 Kypca XMmnoTepanus No Cbluma pexxum. MHTpaapTepuanHa XummnoTepanus He ce npenopbysa.

1. TpancapTepuaaHa xemoemo6oiu3anus (TACE)

Mpunara ce npu HepeseKkTabuaHa (MynTMHoaynapHa) 6onect B ctaanin B no BCLC-knacuduKaums. M3BbpLuBa ce Han-4ecTo C
AHTPAUMKINHMY,

Mitomycin C unn pagnodapmaLeBTUK.

1. I TMHUA cUCTeMHa Tepanus
1 FOLFOX4

Oxaliplatin — 85 mg/m?1.V. 2-yacosa nHoy3sus, aeH 1
Leucovorin — 200 mg/m?1.V. 2-yacosa UHdy3ua, aHmM 11 2
Fluorouracil — 400 mg/m?1.V. 6onyc, aHn 1 v 2
Fluorouracil — 600 mg/m?1.V. 22-4acosa uHdy3us, aHn 1 v 2
MosmopeHue npe3 14 oHu.
2. Regorafenib** — 160 mg P.O. aHeBHO, gHK 1-21

MosmopeHue npe3 28 OHU.

BUJIMAPEH KAPIIMHOM

KapLMHOMDBT Ha KAbUYHUA Mexyp npeactasansa 1 40 4% OT BCUUKM KapLMHOMMU. KapuMHOMBT Ha XAbUYHWUA Mexyp Mma ocobeHo
reorpadcKo pasnpocTpaHeHue - YecTo cpellaH e B LieHTpanHa v KOxkHa AmepuKa, CeBepHa MHausA, finoHus, LieHTpanHa u U3TouHa
EBpona. 3a60/19BaHETO ce cpeLua No-4ecTo 1 B onpeaesieHn eTHUYECKU TPYNK, KaTo Hanpumep HaTUBHUTE aMePUKAHCKM MHANAHLM U
NaTMHOaMepUKaHUMTe. KbM HacTOALLMA MOMEHT eAMHCTBEHATA aNTepPHATMBA 33 PAAMKAIHO SIeYeHNe Ha TO3M paK e XMpypruyHaTta
pesekuusa. lopu 1 crel pagnKanHo fiedeHre 5-roguiuHaTa npexmnBaemocT He Hagsuwwasa 20%.
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Bkntousa KapUMHOM Ha eKCTpaxenaTa/IHN XIbYHU NbTULLA, XKADBYEH MeXYP U XONaHTMOKapLUMHOM.

l. AAI{)BaHTHa XUMHUOTEpaANIuA

Mpwunara ce cnep, nedebHa xmpyprus ¢ RO- uam R1-pesekuyms.

1. IauHUA XHUMHUOTEpanuAa

1 Gemcitabin — 800-1000 m2/m2 30 muH 1,8,15 deH
losemaps ce Ha 4 cedmuyu , nocnedsaHo om 15 OHesHa naysa

2. 5-®Y -500 m2/m2/0 1-5deH unu 600 me/m2 1,8,15 deH
3. GEMCIS

Gemcitabine — 1000 mg/m?1.V., ann 1 n 8

Cisplatin — 25 mg/m?1.V., gin 1 n 8

MosmopeHue npe3 21 aHu.

4. GEMOX

Gemcitabine — 1000 mg/m?1.V., aHn 1 1 8
Oxaliplatine — 100 mg/m?1.V. aeH 2
MoemopeHue npe3 21 OHu.

5 EFC
Epirubicin 50me/m2 i.v  10eH

Cisplatin 60 m2/m2i.v 10eH
5-FU 200 me/m2 nocmosHHa uHg. 244

Mosmaps ce Ha 3 cedmuyu

6. PEFG
Cisplatin 40 me/m2 i.v 1 deH
Epirubicin 40 me/m2 i.v 1 deH
5-FU 200m2/m2/0H npodvaxcumenHa uHgysua iv 1-28 deH
Gemcitabine 600 mm/m2 1 yac iv 1, 8 0eH

Mosmaps ce Ha 4 ceOmuyu

1. Il TMHUA XUMHUOTEpanua

mMFOLFOX6 (npunara ce npu cenektmpaHu naumeHTu ¢ 4obsbp PS)
Leucovorin — 400 mg/m?1.V. 2-yacoBa MHy3ua, geH 1

Oxaliplatin — 85 mg/m?1.V. 2-4yacoBa nHoy3us, geH 1
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5-Fluorouracil — 400 mg/m?1.V. 6oayc, 10-15 min., geH 1, 2
5-Fluorouracil — 1200 mg/m?1.V. 24-4acosa uHdy3us, aeH 1, 2

losemopeHue npe3 21 OHu.

KAPIUMHOM HA BbBPEK

BbbpeyYHOKNETbYHMAT KapumnHom (BKK) e pagKko cpeltaH Tymop, € yectoTa mexay 3-5% OT 3/10KayecTBeHUTe HOBOO6pasyBaHUA y
BB3PaCTHM, BKAIOYBALL, U YPOTENIMANHUA KapLMHOM. TOM e Ha CeiMO MACTO MO YeCToTa Y MbXKeTe U Ha AieceTo MACTO No YecToTa OT
BCUYKM 3/10Ka4YeCTBEHN TYMOPWU Npu KeHuTe. Hain-3acerHaTarta Bb3pacT e 55-75 roauHu. Mpu noctaBAHe Ha guarHosarta okono 20%-
30% oT 6osHMTE ca B MeTacTasnpan CTaguii.

BKK ce cpewa c okos10 50% No-4ecTo Npy Mb}Ke, OTKOJIKOTO MPU KeHU. Bb3HMKBA 0BMKHOBEHO Mexay 6-TO U 8-M0 geceTuneTue,
KaTo cpegHaTa Bb3pacT e 64 r. [lnarHoctuumpa ce u B 4ocTa NO-M1a4a Bb3pacT.

Bb3moxkHOCTUTE Ha CbBpemMeHHaTa TapreTHa TepanuAa npomeHnxa CbLlecTBeHo neyebHUTE pe3yntatn Nnpu To0Ba 3abonaBaHe.

l. B'Bﬁpe‘lHOKJIeT'b‘leH KapouHOM

Hali-uecT XMcToNOorMYeH NOATUN € CBET/IOKNETbYHUAT KapuMHOM. py Hepe3seKTabuHa, MeTacTaTUYHa UK peuuansmupana
6os1ecT ce npunaraT PasIMYHU PEXKUMU Ha NEKAPCTBEHO NeYeHue.

ANropuTbMm 3a CUCTEMHA Tepanua Ha meTtactrasupan BKK B 3aBMcumocT oT pucKoBaTa rpyna v npeALuecrsawiaTta Tepanusa

CeemsoknumvyeH 6vbpeyeH KapyuHom

Mvpea nuHUA mepanus Hucok u mexcOuHeH pucK Bucok puck
CraHgapt Sunitinib, Bevacizumab+IFN Tensirolimus
Pazopanib
Oonuwna Bucoku ausu IL2, Sorafenib, Sunitinib, Sorefenib,
Bevacizumab+Hucku gosu IFN Pazopanib
Bmopa nuHua mepanua Cneod YyumoKuHuU Cneo TKI
CTaHaapT Axitinib, Sorafenib,Pazopanib Nivolumab, Cabozantinib
Onuusa Sunitinib Axitinib, Everolimus
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Tpema nAuHua mepanua

CraHpapT Cneo TKI: Cned TKI, Nivolumab:
Nivolumab ,Cabozantinib Cabozantinib

Onuus Everolimus Axititnib, Everolimus

CraHpapT Cned TKI ,mTOR: Cned TKI, Cabozantinib:
Sorafenib, Nivolumab, Nivolumab

Cabozantinib
Onuus Opyrun TKI Everolimus, Axititnib,
LA, 1inHuA
1 Pazopanib — 800 mg P.O. aHeBHO, A0 Nporpecus (Npy HUCHK 1 cpegeH puck no MSKCC).

Sunitinib — 50 mg P.O. aHeBHO, 28 AHU 1 14 AHM No4mMBKa (Mamn 14 aHW Tepanua 1 7 AHWM NOYMBKa cropesnoHOCUMOCT-
Ta), f0 nporpecus (Npu HUCHK U cpegeH puck no MSKCC).

Sorafenib — 800 mg P.O. gHeBHO, A0 Nporpecus; u3bupa ce Npu Bb3pacT Hag, 65 roanHn, KOMopObUAHOCT (CbpAeUHM
60/1eCTU 1 LUMTOBMAHA NATONOTUA), MO3bYHM METACTa3un, 3aXapeH AMabeT 1 XUCTONOTMYEH NOATUN, Pa3/IMYEH OT CBET/IO-
KNeTbYeH.

Temsirolimus — 25 mg |.V. ceamunyHo, fo nporpecus (Npu BUCOK puck no MSKCC).

Interferon-alpha — 3 x 3 mUl go 3 x 9 mUI S.C. ceammnyHo.

Interferon-alpha + Bevacizumab (npn HUCBK 1 cpeaeH puck no MSKCC)

Interferon-alpha — 3 x 3 mUl go 3 x 9 mUI S.C. cegmnyHo. Bevacizumab

—10 mg/kg I.V. Ha 14 gHu.

Epirubicin + Gemcitabine (Npu HECBETNOK/ETbYHA XMCTOIOMUA CbC CAPKOMATONAHA CbCTaBKA MM NPOU3XOZ, OT ypoTena
Ha nereHyerTo)

Epirubicin — 75 mg/m?1.V., geH 1
Gemcitabine — 1500 mg/m?1.V., geH 1
MosmopeHue npe3 14 oHu (po nporpecus) (c nogkpena ot G-CSF).

Medroxyprogesterone Acetate — 500 mg P.O. npes geH. Mpu naumneHTH ¢ u3paseHa KOMopPBUAHOCT u/vnm
HanpegHana Bb3pacT.
Megestrol acetate — 160 mg P.O. npe3 aeH. Mpu NaumMeHTU c n3paseHa KOMOPOUAHOCT M/MNKn HanpeaHana Bb3PacT.

II 1MHnAa

1 Axitinib — 10 mg P.O. gHeBHO, A0 nporpecua (cnes NpeaLecTsallo NeYeHne ¢ TMPO3UH-KMHA3HU MHXMBUTOPU UK

LM- TOKMHM). Mpun £06pa NOHOCMMOCT A03aTa MOKe Aa ce yBeamun 1o 20 mg P.O. aHeBHO.

Sunitinib — 50 mg P.O. aHeBHO, 28 AHW U 14 AHW NOYMBKA, JO NpOrpecus (cies NpeaLecTBallo Ie4eHne C LUTOKUHM).

3. Sorafenib — 800 mg P.O. aHeBHO, A0 Nporpecua (cnea NpeawecTsaLlo AevyeHme ¢ LUTOKUHU UK TUPO3UH-KUHA3HU
WH- XnbuTopu).

4. Pazopanib — 800 mg P.O. gHeBHO, A0 Nporpecus (cnes npealwecTsallo 1e4eHne C LUTOKUHM).

Everolimus — 10 mg P.O. gHeBHO, 0 nporpecua (cnes npeawecTBallo AeYeHne ¢ TMPO3UH-KMHA3HU MHXMBUTOPH).

N

)]

6. Nivolumab** —3 mg/kg I.V., npe3 14 aHu, A0 nporpecus.

Mpu nporpecus Ha BTopa IMHKUA Npu 6onHM B 406pO 0610 cbeToAHMeE (PS) moraT aa ce Umart NpeABuA IeKapcTBaTa oT MbpBa JIMHUA.

1. IIpexoAHOK/JIeThY€H KapIUHOM

I'IpvmaraT Ce UMTOCTAaTUYHU PEXMMMU KaTo NPU KapuUMHOM Ha MUKOYEH mexyp.
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KAPIIMHOM HA JEBEJIO U ITIPABO YEPBO

KonopekTtanHuat KapumHom (KPK) npu MbKeTe U KeHuTe ce HapeKaa CbOTBETHO Ha BTOPO M TPETO MACTO Mo YecToTa Ha
OHKO/I0rMYHUTE 3a60/1IBaHNA, KaTO MO TO3M HaYMH CbCTaBAsABa 0K010 10% oT obuiaTa TYMOpHa NaToNorMa B CBETOBEH Maluab.
3abonsemocTTa OT paK Ha Ae6enoTo YepBo e NO-BUCOKA CPes, MbKKMUA MO, KaTo CbOTHOLIEHWETO Mbe/KeHu e 1,4/1. Tymopu ¢
TaKaBa /IoKa/M3auma BCAKa rogmMHa oTHeMaT Xu1BoTa Ha noseye oT 600 000 ayww (8% oT obLiaTta OHKONOTMYHA CMBPTHOCT), KOETO
oTpexaa Ha KPK yeTBbpTaTa No3unuma KaTo NpuyYmMHa 32 CMbPT, CBbP3aHa C paK. PUCKBT OT Bb3HWKBaHe Ha 3ab601saBaHeTO HapacTea
C Hanpe/BaHe Ha Bb3pacTTa, CBbP3aH e C peauLa reHeTUYHU GakTopu, C XPOHUYHM Bb3MNaAUTENHU 3a601aBaHMA Ha AebenoTo
4YepBo, OT 3HAYEHMNE e HAUYMHBT Ha XpaHeHe, ynoTpebaTta Ha anKoxon v ap.

I. HeoaAl0BAHTHO XUMHOJIbYE/IeYeHU e IpHA KapOoWuHOM Ha IMIPpaBO Y€pPBO

Mpwunara ce Nnpu NoKaAHO aBaHcMpan KapunHom (cT3-4 nnm cN1-2) n ce cbyeTaBa C byesiedeHme.

1 Capecitabine — 1600 mg/m?P.0. gHeBHO, aHW 1-33 (B AHMTE C TbYeneyeHmne).
2. Fluorouracil —350 mg/m?21.V., axn 1-2, 29-31.
3. 5-FU + Oxaliplatin +/1T
5-FU 250 mg/m2/d i.v. npodvaxcumenHa uHgpy3sus no epeme Ha /1T 1-14/],22-35 /]
Oxaliplatin 50mg/m2 i.v. 2 yacosa uHgpy3us 1,8,22,29 /]
JIT 50.4 Gy 1.8 Gy- 5 dHu 8 cedmuyama-28 hpakyuu
4. Mitomycin C—8-10 mg/m?L.V., B AHWUTE Ha NbyesiedeHne (CpeacTBo Ha M360p NpuW aHaNeH KapLMHOM)

* Fluorouracil.

1. AA]OBaHTHa XUMHUOTEpanud NIpu KapayuHOM Ha Aeﬁeno H IIpaBO 4Y€pBO

Mpwunara ce B cTaguit |l n B HAKOM cnydau Ha ctaguii |l: T4, HuckoaudepeHumpaH Tymop (G3), HUCKa CTeneH Ha MUKpOCcaTenTHa
HectabunHoct (MSI-L/pMMR), uneyc, nepdopaums, UscneasaHn no-manko ot 12 AMMOHM Bb3/M, Cb0Ba M NEPUHEBPaHa MHBaA3NA,
BMCOKM HMBa Ha CEA. Mpn KapuyHOM Ha NpaBo YepBo ce npunara B ctaguii [l nlll.

Mo npaBuio aaoBaHTHa XMMMOTepanua Npoabakasa 6 meceua (npu pT4 n/mam pN2), Ho Npu HUCHK puck (pT1-3 pN1) moxe Aa
ce CbKpTM A0 3 mecela.

1 Mayo Clinic (3-6 kypca
Leucovorin — 20 mg/m?1.V., gHu 1-5
Fluorouracil — 425 mg/m?L.V. 6oayc, aumn 1-5
losmopeHue npe3 28 OHuU.

2. De Gramont (6-12 BnauBaHua, 3-6 Kypca)
Leucovorin — 200 mg/m?1.V. 2-yacosa UHdy3ua, aHM 1 1 2
Fluorouracil — 400 mg/m?1.V. 6oayc, aHn 1 1 2
Fluorouracil — 600 mg/m?21.V. 22-yacoBa UHdy3usa, aHN 1 n 2
loemopeHue npe3 14 oHu.

3. FOLFOX4 (6-12 BnauBaHua, 3-6 Kypca)
Oxaliplatin — 85 mg/m?1.V. 2-4acoBa nHoysus, geH 1
Leucovorin — 200 mg/m?1.V. 2-yacosa UHdy3ua, aHmM 1 1 2

Fluorouracil — 400 mg/m?1.V. 6onyc, aHn 1 n 2
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Fluorouracil — 600 mg/m?1.V. 22-yacosa MHoy3us, gHN 1 n 2
losemopeHue npe3 14 oHu.
4. XELOX
Capecitabine — 2000 mg P.O. gHeBHO, AHM 1-14
Oxaliplatin — 130 mg/m?1.V. 6onyc
losmopeHue npe3 21 OHu.

5. Capecitabine — 2500 mg/m?P.0. aHeBHo, AHKn 1-14

losemopeHue npe3 21 dHu (4-8 Kypca).

I1. BropuyHa npeBeHuusa npu craguu I-111
Aspirin —200 mg P.O. gHeBHoO.

IV. | TMHUA XMMHOTepanuA (IpU MeTacTaTU4YHa 60J1eCT)

JleyeHneTo M3NCKBa NpeaBapuTeNEH reHeTUYeH aHams 3a onpegensHe Ha RAS (KRAS n NRAS) cTaTyc B onvTHa nabopatopusa upes

Ba/vampaHa MeToamKa 3a oTKpmBaHe Ha KRAS (ek3oHu 2, 3 1 4) n NRAS (ek3oHu 2, 3 1 4) myTauumu.

1 De Gramont (Bux T.11)
2 Mayo Clinic (Bux T. 1)

3. FOLFOX + Panitumumab (npu Tymopu c RASWT)
FOLFOX4, 6 (Buk 1. 11)

Panitumumab — 6 mg/kg I.V., nex 1
losmopeHue npe3 14 dHu.

4. FOLFOX4 * Bevacizumab

FOLFOX4 (Bux T. 11)

+ Bevacizumab — 5 mg/kg I.V., aeH 1

MosmopeHue npe3 14 oHu.

MpunoxeHue Ha Bevacizumab ce NpenopbyBa U ces MbpBa NPOrpecus Ha KOMBUHaLMATa My C XMMUOTEPaNeBTUYEH
peXunm oT | NMHKA, T.€. NOKa3aH e 3a NPOoAbAKaBaHE B KOMBMHALMA C XMMUOTEPANEBTUYEH PeXMUM OT Il AnHUSA;

npeno- pbyBa Ce 1e4eHNEeTo C Bevacizumab Aa NpoabXKM A0 nporpecua.

5. FOLFOX4 + Cetuximab (npu Tymopu c RAS WT)
Oxaliplatin — 85 mg/m?1.V. 2-4yacosa nHoy3susa, aeH 1
Leucovorin — 200 mg/m?1.V. 2-yacoBa nHoy3usa, aHn 1
1 2 Fluorouracil — 400 mg/m?1.V. 6oayc, aHm 1 m 2
Fluorouracil — 600 mg/m?21.V. 22-yacoBa UHdy3ua, aHn 1 n 2
MosmopeHue npe3 2 cedomuyu
+ Cetuximab — 400 mg/m?1.V. nocneasaHo ot 250 mg/m?1.V. ceammuHo, nnm 500 mg/m?1.V. aeH 1
MoemopeHue npe3 14 0Hu.
6. FOLFOX6
Oxaliplatin — 100 mg/m?1.V. 2-yacosa nHoy3ua, geH 1

Leucovorin — 400 mg/m?1.V. 2-yacoBa UHdy3ua, geH 1
Fluorouracil — 400 mg/m?1.V. 6onyc, aeH 1 Fluorouracil
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— 2400 mg/m?1.V. 46-yacosa UHdy3ua MosmopeHue
npes 14 OHu.

7. FOLFOX7

Oxaliplatin — 130 mg/m?1.V. 2-4acoBa MH}y3ua, geH 1
Leucovorin — 400 mg/m?1.V. 2-yacoBa MHdy3ua, aeH 1
Fluorouracil — 400 mg/m?1.V. 6onyc, aeH 1 Fluorouracil
— 2400 mg/m?1.V. 46-yacoBa nHoy3na lloesmopeHue
npes 14-21 OHu..

8. FOLFIRI + Cetuximab (npu Tymopu ¢ RAS WT; pexxnm Ha M360p npu TYMOpPK C NbPBUYHA IOKANN3aLMA B 1AB
KonoH) FOLFIRI (BMx T.9)

+ Cetuximab — 400 mg/m?1.V. nocneasaHo ot 250 mg/m?21.V. ceammnuro, nam 500 mg/m?1.V. geH 1
MosTopeHue npes 14 aHu.

9. FOLFIRI + Panitumumab (npu Tymopwu c RAS WT)
Irinotecan — 180 mg/m?1.V. 30-mu1HyTHa MHbY3UA,
neH 1 Leucovorin — 400 mg/m?1.V. 2-4acosa
nHdy3ua, aeH 1 Fluorouracil — 400 mg/m?1.V. 6onyc,
neH 1

Fluorouracil — 2400 mg/m?1.V. 46-yacoBa nHdy3us

+ Panitumumab — 6 mg/kg I.V., aeH 1

MoemopeHue npe3 14 OHu.

10. FOLFIRI + Bevacizumab

FOLFIRI (Bu»k 7. 9)

+ Bevacizumab — 5 mg/kg I.V., neH 1

MosmopeHue npe3 14 OHu.

MpunoxeHve Ha Bevacizumab ce npenopbysa U c/es MbpBa NPOrpecus Ha KOMBUHaLMATa My C XMMUOTEPaneBTUYEH
PEXMM OT | INHUA, T.€. NOKa3aH e 3a NPoAb/XKaBaHe B KOMBMHALMA C XMMUOTEPaneBTUYEH pPesknm oT Il InHus;
npeno- pbyBa ce sieyeHneTo ¢ Bevacizumab fa npoabaKu A0 Nporpecus.

11 FOLFOXIRI + Bevacizumab
Irinotecan — 165 mg/m?L.V. geH
1 Oxaliplatin — 85 mg/m?21.V.
neH 1 Leucovorin — 400 mg/m?
LV.pen 1
5-Fluorouracil — 1600 mg/m?24-vyacosa .V. nHdysus, aeH 1, 2
+ Bevacizumab — 5 mg/kg |.V., npu npoTtekunsa c G-CSF.
MosmopeHue npe3 14 0Hu, 6 meceLa.
12. IFL £ Bevacizumab
Irinotecan — 125 mg/m?1.V., gHn 1, 8, 151 22
Leucovorin —20 mg/m2L.V., aHn 1, 8, 151 22
Fluorouracil — 500 mg/m?1.V., aHn 1, 8, 151 22
Bevacizumab — 5 mg/kg I.V., aHn 1 n 15
MoemopeHue npe3 42 OHu.
MpunokeHune Ha Bevacizumab ce npenopbyBa U Caes NbpBa NPOrpecus Ha KOMBUHALMATA My C XMMUOTepaneBTUYEH

PEXMM OT | IMHMA, T.e. NOKa3aH e 3a NPoAb/KaBaHe B KOMBMHALMA C XMMMOTEPaNeBTUYeH pexum oT || AinHus;
npeno- pbyBa ce sieYeHneTo ¢ Bevacizumab fa npoabaKu Ao nporpecus.
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13. CapeOX + Bevacizumab
Oxaliplatin — 130 mg/m?L.V.,
neH 1

Capecitabine — 2000 mg/m?P.0. gHeBHo, aHK 1-14
+ Bevacizumab — 7.5 mg/kg I.V., geH 1
MoemopeHue npe3 21 OHu.
14. CaplRI £ Bevacizumab
Irinotecan — 200-250 mg/m?L.V., geH 1 (80 mg/m2L.V., aHn 1 n 8)
Capecitabine — 1500-2000 mg/m?P.0. aHeBHO, AHK 1-14
+ Bevacizumab — 7.5 mg/kg I.V., aeH 1
MosmopeHue npe3 21 OHu.

Benexcka: MNpw nobassaHe Ha Bevacizumab Kbm pesxkuma fgo3ata Ha Irinotecan e 200 mg/m?, a Ha Capecitabine — 1600
mg/m?.

15. Capecitabine — 2500 mg/m?P.0. agHeBHO, AHK 1-14
losmopeHue npe3 21 0Hu

16. Cetuximab- v Irinotecan-6a3upaHu pexxumu.
17. Mitomycin C + Fluorouracil

Mitomycin C—8 mg/m?1.V., aeH 1 (npe3 42 gHun)

Fluorouracil — 425 mg/m?1.V., gHu 1-5 (npe3 3 ceamunum).

v. HNoaabpxalna repanusa

HasHauaBa ce npu meTacTaTMyeH KONopeKTasieH KapurHom 6e3 nporpecus caegd | nuuHus.

1 Capecitabin + Bevacizumab
Bevacizumab — 7.5 mg/kg L.V. geH 1
Capecitabine — 2000 mg/m?P.0. neH1-
14 MosmopeHue npe3 21 OHu, [0
nporpecus.
2. Bevacizumab + 5FU/
Bevacizumab — 5 mg/kg 30 -90 muH. i.v. deH 1
Leucovorin 200 mg/m2 i.v., 2 yacoea uHegy3us, OHU 1 u 2
Fluorouracil 600mg/m2 i.v., 22-yacoea uHgy3us, o0Hul u 2

MosmopeHue Ha 2 cedmuyu

3. Cetuximab (npv Tymopu ¢ RAS WT) — 250 mg/m?2L.V. ceamuuHo nnm 500 mg/m?1.V. npe3 14 aHun ao nporpecus.

VI. Il TMHUA XUMHOTepanusa

1 Cnep FOLFOX ce npeskntoysa Ha FOLFIRI + Bevacizumab wnu CaplRI + Bevacizumab.
2. Cnep FOLFIRI ce npeBktouBa Ha FOLFOX * Bevacizumab wnn CapeOX + Bevacizumab.

3. Irinotecan + Cetuximab (npu Tymopu ¢ RAS WT, nporpecmpanu B xoaa Ha Irinotecan-6asupaH pexkum uam go 3
meceua ciej Hero)

Irinotecan — 180 mg/m?1.V., aeH 1

Cetuximab — 400 mg/m?1.V. nocnegsaHo ot 250 mg/m?1.V. ceamnuHo, nam 500 mg/m?1.V., geH 1
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MosmopeHue npe3 14 OHu.

4. FOLFIRI + Panitumumab (npu Tymopu c RAS
WT) FOLFIRI (Bu 1. 1V.9)

Panitumumab — 6 mg/kg I.V., aeH 1
losmopeHue npe3 14 dHu.

5. FOLFIRI + Aflibercept (cneg Oxaliplatin-6asupana |
nnHnsa) FOLFIRI (Busk 1. 1V.9)

Aflibercept — 4 mg/kg I.V.
losemopHue npe3 14 0Hu.

6. FOLFIRI + Ramucirumab (cneg | nuHusa ¢ Bevacizumab, Oxaliplatin uam
dnyoponupummnamH) FOLFIRI (BusK T. 1V.9)

Ramucirumab — 8 mg/kg I.V. geH 1

losemopeHue npe3 14 oHu.

7. Mitomycin C + Fluorouracil

Mitomycin C—8 mg/m?1.V., aeH 1 (npe3 42 axn) Fluorouracil — 425 mg/m?2L.V., auun 1-5
MosmopeHue npe3 21 OHu.

8. Cetuximab (npv Tymopu ¢ RAS WT, cnea Oxaliplatin- uam Irinotecan-6a3supaxa | AMHuna) — 250 mg/m?21.V.
ceamuyHo uam 500 mg/m21.V., aeH 1

losmopeHue npe3 14 dHu.

9. MpKW CUHXPOHHMU U METAXPOHHM YEePHOAPOOHN MeTacTasm ce NPoBeXKAa NpesonepaTMBHA XMMNOTEPANUSA C LLen
KOHBEp- CUsi KbM pe3eKkTabunHocT. NMpeanounTa ce 4-meceyHo npuioxkeHne Ha FOLFOX4.

Vii. IIl ¥ mopeaHa IMHUA CUCTEMHA Tepanus

Mpwnara ce npu nogbdpaHun 601HM B 406p0 0610 cbeToAHME (PS) cnopes npeaxoaHo nedeHue (ches GayoponupumMmuanH-,
Oxaliplatin- wnv Irinotecan-cbabpiKaliy PexMmMm) 1 BUONOMMUYHA XapaKTepUCTUKa Ha Tymopa.

5. Panitumumab (npun Tymopu ¢ RAS WT) — 6 mg/kg L.V., npes 14 aHu.
6. Cetuximab (npv Tymopm ¢ RAS WT) —400 mg/m?L.V. geH 1, nocneasaHo ot 250 mg/m?1.V. cegmuyHo uam 500 mg/m?

I.V. pen 1
MosmopeHue npe3 14 OHu.
7. Regorafenib** — 160 mg P.O. aHeBHO, gHK 1-21
MosmopeHue npe3 28 OHu.
8 Trifluridine/tipiracil* — 2 x 35 mg/m? (He noseye ot 80 mg Ha go3a) P.0. aHeBHO, AHK 1-5 1 8-12
MosmopeHue npe3 28 OHu.

9. Mpwunarat ce MoHOTEpPaNUK AW Pa3nMYHK KoMBuHauuu ¢ Capecitabine, Mitomycin C, Fluorouracil/Leucovorin,
Oxaliplatin, Irinotecan.
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KAPIIMHOM HA AHYC

I. /IbuexumMuojie4yeHue INpH JIOKAJIN3UPAH KAPIITHHOM

Fluorouracil + Mitomycin C
Fluorouracil — 500-1000 mg/m?1.V., npoabaskuTenHa nHdysus, gHm 1-4 n 29-32

Mitomycin C— 10 mg/m?L.V. 6onyc, aHu 1 n 29.

Mitomycin C + Cisplatin + 5-FU + /IT

Mitomycin C 12 mg/m2 i.v. obua do3a 20 mg deH 1

Cisplatin 60mg/m2iv. 1-29 /1

5-FU 1000 mg /m2/d i.v. npodvaxcumenHa uHgysua 1-4 der Ha 1 cedmuuya u 29-32 deH

JIT 50.4 Gy 28 0Hu

Mitomycin C + Cisplatin + /IT
Cisplatin 25 mg/m2iv 1,8,1522 /1
Mitomycin C 10 mg/m2 i.v. 14

JIT 36 Gy 20 ¢ppakyuu

Cned 2 ceOMmuyu nocaedsaHo om
Cisplatin 25mg/m2i.v. 43,50,57 [
Mitomycin C 10 mg/m?2 i.v.43/]

JIT 23.4 Gy 13 ¢hpakyuu

II. XMMUOTepanus Npu MeTacTaTu4Ha 60/1eCT

Cisplatin + Fluorouracil
Fluorouracil — 500-1000 mg/m?1.V., gHn 1-5
Cisplatin — 100 mg/m?1.V., npoabaxkutenHa nHoysus, aeH 2

MosmopeHue npe3 28 OHu.
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HEBPOEHAOKPWUHHU TYMOPH

MpeacTaBasgaT rpyna oT TYMOPU C Pas/inyHa JIOKaAN3aLmMa U KAMHUYHO NpoTUYaHe. BKtouBa cnegHuTe BUAOBE: KapLUUHOUAHM,
naHKpeacHW, oT HagbbbpeuHa nesa, dpeoxpomounTom/MaparaHrAMOM, HUCKO AudepeHuMpaH/apebHOKNeTbYEH, MYyATUMNIEHA
€HJL0- KPUHHa Heonnasua Tun 1 v tun 2, Merkel-kneTbyYeH KapuMHOM U HEBPOEHAOKPUHEH C HEU3BECTEH NPOU3XOA,

JlekapcTBeHOTO fiedeHne Ha meTacTasmpanute HET ce onpeaens oT NPOrHOCTUMHUTE XapaKTepPUCTUKKU Ha Tymopa. M360pbT Ha
TepanuATa 3aBUCUM OT CTeneHTa Ha TymopHa audepeHumaumsa (G), nponudbepaTmBHaTa akTMBHOCT (Ki 67%) u cTeneHTa Ha
pa3npocTpaHeHne Ha MmeTacTaTMYHUA Npouec (TYMOpHUA obem).

Mpu pagukanHo onepupaHu Tymopu 6e3 06pasHU U BUOXMMUYHM OaHHM 33 NEPCUCTEHUMUA HE Ce MPOBeXAa afAtoBaHTHO
neyenune. Mpu BucokoamdbepeHumpaumte (G1l) Tymopu 6uoOTepanmaTa CbC COMATOCTOTMHOBM aHanosn (CCA) OkTtpeotupg -
Sandostatin LAR, KakTo 1 c Lanreotide, Lanreotide Autogel (HeperucTpupaHu B Bbarapus) e nedyeHuMe Kato MOHoTepanus npu
6aBHOHapACTBaLLM TYMOPU B MeTacTaTUyeH cTaauii. COMaToCTaTUHOBUTE aHan03u ¢ 6bp30 AeNCTBME U YAB/IKEHO 0CBOOOXKAaBaHe
Ca OCHOBHM MPU JIe4EHNETO Ha KapLMHOUAHMA CUHAPOM U B C/lyHauTe Ha NpegonepaTMBHA NOATOTOBKA Ha dyHKUMOHMpalwm HET. B
cnydyauTe Ha paHHa nporpecusa (<6 mec.) XMumuoTepanuATa € OCHOBEH MeTo Ha u3bop. KombuHupaHata 6uosnornyHa Tepanua
(Sandostatin LAR ) u TapreTHa Tepanus ce npegnoyvTa npu Tymopu c no-6asHa nporpecus.

XvmunoTtepanuaATa ce npenopbysa npu metactasmpanm HET G2 n HET G3, He3asucumo oT nokanusaumata n npu Ki 67% Hag 2% .
He ce npenopbuBa Npu Knacnyeckute KapumHonamn G1 nopagm TepanesTnyeH otrosop nog 15%.

TapreTHWTe Tepanuu CblO HaMMUPAT NPUNOKEHME B CUCTEMHOTO NedeHne Ha HET. KanHuuHa edeKTMBHOCT TyK ca MoKasasu
MTOR MHXMBUTOPBT Everolimus n MynTUKMHA3HUAT MHXMBUTOp Sunitinib

I. XuMHOTepanus Npy HeMeTacTaTU4Ha 60J1eCT

I.A. KapuuHOUAHHU TyMOpH

XumunoTepanus ce obcbxaa Npy BpoHxManHa v TUMyCHa Iokanusauusa. Mpunara ce cnes, peseKkums Ha TMUMYCHU TYMOPWU C IoKope-
TMOHAIHO Pa3npoCTpaHeHue 1 Npu BPOHXMANHM TYMOPU C HUCKA CTeneH Ha audbepeHumauma — G2 n G3.

1. Cisplatin (Carboplatin) + Etoposide
Cisplatin — 60 mg/m?(Carboplatin AUC4-5) I.V., neH 1
Etoposide — 100 mg/m?1.V., aHn 1-3

MoemopeHue npe3 21 OHuU.

I.8. HeBpOEHAOKPUHHY TYMOPH OT HaJAG'bGpeYHa xie3a

XumuoTepanua ce npunara cnef onepaums Ha agpeHaneH KapumMHOM C HUCKa cTeneH Ha andepeHumaums — G2 n G3 uam npu Heo-
nepabuneH TYMop, HE3aBUCUMO OT CTeMNeHTa Ha AndepeHumaums.

1. O-P-DDD (Mitotane, lysodren) —2 g P.O. gHeBHO, yBean4yasaHe A0 4-6 g P.O. gHeBHO (MMHMMYM 3 Meceua); NPy XOPMo-
HOAKTUBHM TYMOPU C NPOABU Ha CUMNTOMATUKA.

I.C. PeoxpoMOLIMTOM/MIaparaHrjauoM

He ce npoBexaa xumuoTepanus.

I.D. HuckogudepeHUMpPaHU TYMOPH WIH APeOGHOK/IEeThY€EH (He6e0Ap06€eH) KapIIMHOM

Cnea xMpyprus uam npu HeonepabuaeH Tymop ce npuaara XMMMoTepanus Kato 3a ApebHOKAeTbYeH KapLnHOM Ha 6an apob,
Cbye- TaHa UM He C ibyeneyeHme.

Cisplatin + Etoposide
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Cisplatin — 60 mg/m?(Carboplatin AUC5-6) |.V., geH 1
Etoposide — 120 mg/m?L.V., gHn 1-3

losemopeHue npe3 21 OHu.

|.E. My.)'lTI/Il'lJIeHa C€HAOKPHUHHA HEOIlJIa3ud THUII 1

XvmuoTepanus ce Nnpuaara c/ieg, HenbaHa pesekuuns Ha xunoduseH Tymop ¢ ACTH-3aBucMm cuHApom Ha Cushing.

1 Ketoconazole — 200-450 mg P.O. aHeBHO A0 1200 mg gHEBHO.

2. O-P-DDD (Mitotane, lysodren) — 2 g P.O. aHeBHO, yBennyaBaHe Ao 4-6 g P.O. AHEBHO NPU MOHUTOPMpPAHE Ha NAa3MeHu-
Te HMBa (MMHUMYM 3 Mecela).

I.F. My.)ITI/Il'lJIEHa C€HAOKPHUHHA HEOIlJIa3ud THUII 2

Mpu Hannume Ha GEOXPOMOLMTOM C/ef, Pe3eKLMa ce npuiara abuenederHme v anda-61okaaa.

1. XHMHOTepaHI/IH Inpu MeTaCTaTU4YHa 6oJiect

LA, KapuumHOMAHU TYMOpH

1 HasHauaga ce Octreotide, HE3aBMCMMO OT HaNMUYME UM OTCHCTBME Ha KapLUUHOMAEH CUHAPOM (MpW TyMmopK C
NpOM13X0A OT XpaHOCMUAATENEH TPAKT 1 6an Apob):

Octreotide LAR — 30 mg |.M. (moemopeHue npe3 28 0Hu).
2. MoHoTepanusa ¢ Everolimus** — 10 mg P.O. aHeBHO (Npu KapuMHoUaHM Tymopu ¢ 6enoapobeH Npounsxoa,).
3. Mpuv Hanuume Ha BUCLLEPATHU MeTacTasu (YepeH Apob, meseHTepPUanHN AMMOHU Bb3/M) AOMBAHUTENHO Ce 0bChKAaT

4-6 Kypca xumuoTepanus:

(i) Dacarbazine — 1000 mg/m?1.V., deH 1
losmopeHue npe3 3 ceOmuyu.

(i) FDE

5-Fu 500 mg/m2 i.v.1003 0deH
Dacarbazine 200 mg/m2 i.v. 10 3 deH
Epirubicin30 mg/m2 i.v.1 003 deH
Mpe3 3 cegm. makc. 9 Kypca

(iii) Capectabine.

(iv) Temozolomide.

11.B. HeBPOEHﬁ[OKpI/IHHH TYMOPH HAa XPAHOCMMWJIATEJIEH TPAKT

1 MoHoTepanua c Octreotide LAR — 30 mg |.M., npe3 28 AHu (Npu YpeBHM Tymopu).

MoHoTepanus ¢ Everolimus — 10 mg P.O. AHeBHO (Npu HEBPOEHAO0KPUHHM TYMOPU C MAHKPEACEH UM YpEBEH NPOM3XO0A).
3. Octreotide LAR + Everolimus (npv HEBPOEHAOKPUHHMU NAaHKPEaCHM TyMopH).

N

Octreotide LAR —30 mg |.M.

Everolimus — 10 mg P.O. gHeBHO, gHK 1-28



MosmopeHue npe3 28 OHu.

4. Mpw nporpecus Ha Octreotide LAR v Hannume Ha BUCL,EPAIHN METACcTasm ce 06CbXKAaT ceaHnTe

nsbopwu: (i) Sunitinib —37.5 mg P.O. agHeBHO, 6€3 TepaneBTUYHM Nay3u 40 Nporpecus.

(ii) Everolimus — 10 mg P.O. gHeBHO, 4,0 Nporpecus.
(iii) Octreotide LAR + Everolimus
Octreotide LAR —30 mg |.M.
Everolimus — 10 mg P.O. aHeBHO, gHu 1-28
losmopeHue npe3 28 OHu.

(iv) Everolimus —10 mg P.O. gHeBHoO.

5 Mpwv Hannume Ha BUCLEPaAsIHU METACTasn AOMbAHUTENHO ce 06CbKaaT 4-6 Kypca
xumuoTepanus: (i) Cisplatin + Etoposide * Epirubicin

Etoposide — 130 mg/m?1.V., gHn 1-3
Cisplatin — 45 mg/m?1.V., axn 2-3

* Epirubicin —90 mg/m?1.V., aeH 1
MosmopeHue npe3 21 OHu.

Capectabine.
11.C. BTopa JIMHUA IPA ME€TACTATUYHH HEBPOCHAOKPUHHHU TYMOPH

I.D. HeBpoeHAOKPWHHM TYMOPH OT HaAGbOpeYHa xJie3a

XumunoTepanua ce Npuaara cnej, pesekums Ha MbpPBUYEH agpeHasieH KapLMHOM M Ha MeTacTasun uam 6e3 Haanume Ha XMpyprvsa.
1 Cisplatin + Etoposide * Epirubicin
Cisplatin — 40 mg/m?(Carboplatin AUC5-6) L.V., gHn 2 n 9

Etoposide — 100 mg/m?L.V., aHn 5-7
Epirubicin — 30 mg/m?1.V., aHm 1 n 8
osemopeHue npe3 28 OHu.

2. O-P-DDD (Mitotane, lysodren) — 2 g P.O. aHeBHO, yBenn4yaBaHe o 4-6 g P.O. AHEBHO NPU MOHUTOPMPAHE HA NAA3MeHU-
Te HMBa (MMHMMYM 3 mecela).

loemopeHue npe3 28 OHu.

ILE.  ®eoXpoMOIMTOM/MaparaHrJIMoM

Ob6cbkaat ce 4-6 Kypca xumuoTepanums.
Cyclophosphamide + Vincristine +
Dacarbazine Cyclophosphamide — 750 mg/m?
I.V., aeH 1 Vincristine — 1.4 mg/m?21.V., geH 1
Dacarbazine — 600 mg/m?21.V., aHn 1 m 2

MoemopeHue npe3 21 OHu.

ILF. HuckoaudepeHnyipanu TYMOPH WIH APeGHOK/IeTbY€eH (HeGea0Ap06eH) KapLUHOM

XumuoTepanus ce HazHayasa cnopes, npasuaaTa npu ApebHOKNeTbYEH KapLumHOM Ha 65 Apob.

I.G. MyJjaTUIUIeHa eHJOKPUHHA HeollIa3us Tull 1 ¥ Tium 2

O6c1:>4<,u,a ce XMMnoTepanuma cnopen NbpBUYHATA /IOKa/IM3aUMA Ha CbOTBETHUA METAaCTaTU4YeH TYMmop.
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KAPIIMHOM HA ANYHUK, ®PATONTUEBA TPbBA U IHPBUYEH
INEPUTOHEAJIEH KAPIHMHOM

OBapManHUAT KapPLUUHOM e LIEeCTUAT Hal-4ecT 3/10Ka4YecTBEH TYMOp cpes, eHuTe B EBpona, c Hag, 65 000 HoBm caydyam npes 2012
r. EBpona e cpeg pervoHuTe C Hal-BMCOK BPOM HOBW C/lyyau OT OBapuaneH KapuuHOm B cBeTa. 3abonsaemocTTa € No-BMCOKa B
N3TOYHWUTE U ceBepHU EBpoNerickn CTpaHu, Hali-HUCKa e B H0XKHOEBpONencKuTe.

Y Hac oBapuanHuAT KapumHom (OK) e cblio wecTr no YecToTa cpes, 3/10KaYecTBEHUTE TYMOpPU Npu XeHu. 3a 2013 r HoBuTe
cnyyamn Habpossart 775.

OBapuanHMAT KapuMHOM € BOAELLA MPUYMHA 32 CMbBPT OT 3/10KaYecTBeHW 3a60NABAHUA Ha KEHCKUTE reHuTanuun. B bbarapus
OK0N0 421 eHn ymmpaT roauLLIHO C Ta3n AnarHosa. lMeTroamiHaTta NpeXmnsaemocT no ctagumn e cbotsetHo: 90% - | ct, 70% - 1l cT,
39% - Ill cT., 17% - IV cT. 3a cbkaneHne okono 64% ot bonHUTE y Hac ce AMarHOCTMLMPAT B aBaHCUpan CTagui.

C HaBnusaHeTo Ha PARP-UHXMOUTOPWUTE B KAMHWYHATA MPaKTWKA, Bb3MOXKHOCTUTE HA NEKAPCTBEHOTO JiedeHue Npu To3u
3/10Ka4ecTBEH TyMop ce nogobpuxa sHaYnTenHo.

XumunoTepanua ce nposexaa Kato: (i) afloBaHTHA MNpU paguKanHo onepupaHn 60aHM (BKA. CbC CUCTEMHa Ta3oBa M
napaaoprasHa AMmbaaeHekTomus), (i) HeoaaoBaHTHA — NPU JIOKANIHO aBaHCMpPaAM MHonepabunHmn 6oHM U (iii) TepaneBTMYHa —
npv metactatuyHa bonecr.

AploBaHTHa XMMMOTepanua He ce NpoBexaa B cTaguit IA, B ¢ BucokoandepeHumpann Tymopm (G1) v xmuctonorusa, pasnmyHa ot
CBET/IOKNIeTbYEH KapLMHOM.

I. HeoaaroBaHTHA XUMHOTEpaNnuAa

HasHayaga ce npu FIGO cTraguii lIIC u IV.

1 Carboplatin + Paclitaxel
Carboplatin — AUC4-6 L.V., peH 1
Paclitaxel — 175 mg/m?L.V., aeH 1
MoemopeHue npe3 21 0Hu.
2 Paclitaxel + Carboplatin + Bevacizumab
Paclitaxel 175 mg/m2 iv. 34. Hg OeH 1
Carboplatin AUC 4-6 iv. deH 1
Bevacizumab 15 m2/kzi.v. OeH 1
3. Carboplatin + Docetaxel (npn HenoHocmocT KbM Paclitaxel)
Carboplatin — AUC4-6 |.V., peH 1

Docetaxel — 75 mg/m?21.V., neH 1

MosmopeHue npe3 21 OHu.

1. AﬂlOBaHTHa XUMHUOTEepanusa

1ILA. IIpu ctapui IA, B (yMmepeHo A0 nuckoaudepeHuupaHu Tymopu - G2-3)
MoHoTepanus ¢ Carboplatin AUC6 (Cisplatin — 100 mg/m?) I.V., aeH 1

MosmopeHue npe3 21 dHu (4-6 Kypca).

11.B. Ilpu craaui IC u I1A (6 Kypca)

B Ta3n KaTeropma ce BKAOYBA U XUCTOIOTMUA HA CBET/IOKNETbYEH KapLMHOM.

1 MoHotepanusa c Carboplatin AUC6 LV. (Cisplatin — 100 mg/m?) |.V.

MosmopeHue npe3 3 cedmuyu.



2 Carboplatin (Cisplatin) + Paclitaxel
Carboplatin AUC4-6 LV. (Cisplatin — 75 mg/m?1.V.), aen 1
Paclitaxel — 175 (135 mg/m?) mg/m?L.V., geH 1
MoemopeHue npe3 21 OHu.

3 CP
Cyclophosphamide — 600 mg/m?1.V., aeH 1
Cisplatin — 75 mg/m?1.V., aeH 2
MosmopeHue npe3 21 OHu.
benexka: NMpu 601HM € HapyLlweHa 6bbpeyHa GyHKLMA K CbC cbpaevHocbaoBa 6onect Cisplatin ce 3ameHs ¢
Carboplatin.

4. CarboC
Carboplatin AUC 4-6 I.V., peH 1

Cyclophosphamide — 600 mg/m?1.V., aeH 1
MoemopeHue npe3 21 OHuU.

. I 1uHuA XUMHUOTEpanuAa

MpoBsexaa ce Npy MbPBUYHO aBaHcupana 6onect (ctagmit IB-IV) u/unm cneg makcumanHa/onTumanHa BTOpUYHA
LMTOPEAYKTUBHA XMPYPTUsa (MUMHUMYM 6 Kypca).

1 Carboplatin (Cisplatin) + Paclitaxel
Carboplatin AUC4-6 (Cisplatin — 75 mg/m?) I.V., aeH 1
Paclitaxel — 175 mg/m?3-yacoBa UHdY3ua, geH 1 (Mam ceammnUHO npunoxkeHune Ha Paclitaxel — 80 mg/m?)
MoemopeHue npe3 21 OHu.
2 Carboplatin + Paclitaxel + Bevacizumab
Carboplatin — AUC6 I.V., neH 1 Paclitaxel
—175 mg/m?1.V.,, peH 1
Bevacizumab — 15 mg/kg I.V., neH 1 (neyeHneto c Bevacizumab npoabnxkasa 15 meceua)

MosmopeHue npe3 21 dHu (6 Kypca).

3 MoHoTepanus npu 60/1HM C NPOTUBOMOKa3aHMWsA 3a
TakcaHu: (i) Cisplatin — 100 mg/m?L.V. npe3 21 gHu.

(i) Carboplatin AUC6 I.V. npe3 21 aHu.

(iii) Cyclophosphamide —100-150 mg P.O. aHeBHO, gHW 1-25, npe3 28 aHu.

Iv. Il TMHUA XUMHUOTEepanusa

VA [Ipu nporpecusi Ha 60JiecTTa Haj 6 Mecela cjieJ, XHMUOTepanus, CbAbpKamia paclitaxel

I'Ipvmara Ce CbLWUAT pexnm.

V8. IIpu nporpecus Ha 60/1eCcTTa Haj, 6 Mecena cjieJi XHMUOTEPaNNs, HeChbpKala

Paclitaxel
1 Cisplatin + Paclitaxel (Bu T. 1).



2. Carboplatin + Gemcitabine
Carboplatin AUC4 LV., peH 1

Gemcitabine — 800 mg/m2L.V., aHn 1 n 8

losmopeHue npe3 21 OHu.

vC. Ipu nporpecus Ha 60s1ecTTa Haj, 6 Mecena cJiefi JiedeHHe C IVIATUHA-6a3upaH pexum

1 Carboplatin + Gemcitabine + Bevacizumab
Carboplatin AUC4 LV., neH 1 Gemcitabine
— 1000 mg/m?1.V., aHun 1 n 8 Bevacizumab
— 15 mg/kg I.V., neH 1 MMoemopeHue npes
21 0Hu (po nporpecus).

2. Etoposide + Epirubicin
Etoposide — 100 mg/m?1.V., gHn 1-3
Epirubicin — 60 mg/m?1.V., oeH 1
osemopeHue npe3 21 OHu.

3. Ifosfamide + Paclitaxel
Ifosfamide — 1500 mg/m?1.V., aun 1-3

Mesna — 400 mg/m?1.V., B yacose 0, 4 n 8 cnea Hayanoto Ha ifosfamide
Paclitaxel — 175 mg/m?1.V., aeH 1

losmopeHue npe3 28 dHu.
4. Etoposide + Ifosfamide/Mesna
Etoposide — 100 mg/m?21.V., aHn 1-3
Ifosfamide — 1000 mg/m?L.V., gxu 1-3
Mesna — 400 mg/m?1.V., B yacose 0, 4 n 8 cneg HayanoTo Ha ifosfamide
losmopeHue npe3 28 OHuU.
5. MoHoTepanus ¢ Olaparib — 2 x 400 mg P.O. aHeBHO, A0 Nporpecus. HazHayasa ce Npu Nb/iHa UAM NapLyManHa
pemMm1cHsa Ha CepO3eH NaTUHa-YyBCTBUTEIEH OBapMasieH KapLMHOM C FepMUHATUBHU UM comaTuuH BRCA1/2-
MyTauuu.

6. MoHoTepanus ¢ Niraparib** — 300 mg P.O. AHeBHO, A0 Nporpecus. HasHayaBa ce Npu Nb/iHa UAK NapuyanHa pemmncusa
Ha cepo3eH NJaTMHa-YyBCTBUTEIEH OBapMaieH KapuMHOM C repMMUHATUBHU UM COMATUYHN BRCAL/2-myTaunm.

IvD. Ilpu nporpecus Ha 60J1ecTTa NIOA, 6 Mecena cjeJ XMMHOTepanusi, HeCbhAbp Kalla
Paclitaxel

Mpunara ce Paclitaxel — 175 mg/m?1.V. (moemopeHue npe3 21 dHu) nnu Paclitaxel — 80 mg/m?1.V., ann 1, 8, 15 v 22 npes 28 aHu
+ Bevacizumab — 10 mg/kg |.V. npes 14 gHu (4o nporpecus).

Benexka: Mpun 6oNecT, pesucTeHTHa Ha nnatuHa-6asvpaHm peskumm n/vav Paclitaxel, morat ga ce BK/IOYBAT M IEKAPCTBEHM MPO-
AyKTU noZ dopma Ha moHoTepanus, 6e3 CblLecTBEHA Pa3/IMKa B ePpeKTUBHOCTTA, HO C Pa3/INKa B TOKCUYHUA Npodu.

IVE. IIpu nporpecusi Ha 60J1ecTTa NIOJ, 6 Mecena cjieJ, XUuMHoTepanus, cbAbpKaia Paclitaxel
1 Topotecan — 1-1.5 mg/m?L.V., gHn 1-5

MosmopeHue npe3 21 OHu.

2 Ifosfamide — 1000 mg/m?21.V., aHu 1-5, 1 Mesna — 400 mg/m?1.V., 8 uacose 0, 4 u 8 cnep, HayanoTo Ha Ifosfamide
MosmopeHue npe3 28 OHu.

3. Etoposide — 100 mg/m?LV., auun 1-5
loemopeHue npe3 28 OHu.

4. Cyclophosphamide — 100-150 mg P.O. gHeBHO, AHM 1-25
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MosmopeHue npe3 28 OHu.

5. Vinorelbine — 25 mg/m?L.V., ann 1 n 8
losemopeHue npe3 21 OHu.

6. Gemcitabine — 800-1250 mg/m?21.V., aHn 1 n 8 (15)
loemopeHue npe3 28 OHu.

7. Topotecan + Bevacizumab
Topotecan —4 mg/m?1.V., aHn 1,8 n 15
Bevacizumab — 10 mg/kg I.V., gHn 1 n 15
MosmopeHue npe3 28 OHu (8,0 nporpecus).

8. Carboplatin + Doxorubicin (PLD)**
Carboplatin AUC5 LV., peH 1 PLD**

—30mg/m? geH 1

losmopeHue npe3 28 dHu (6 uMKbAA).

KAPIODMUHOM HA EHAOMETPUYM

B pa3BuTMTE CTPaHW PaKbT HA MATKaTa € HaW-4ecTo CPeLLaHOTO MMHEKO/IOTMYHO 3/10KavecTBeHo 3abonsBaHe. ExkerogHo B
EBponeiickuna cblo3 ce pernctpmpaT okono 100 000 HOBM cyyas ¢ eHAOMeTpUaneH KapunHom. Moseye ot 90% OT cayyYauTe € pakK Ha
eHAoMeTPUYyMa Ce AMArHOCTUUMPAT NpK XeHu Hag 50-roguiiHa Bb3pacT, CbC cpefHa Bb3pacT Npu guarHocTuumpaHe 63-roanHu.
Okono 4% OT KeHuTe C paK Ha eHAOMeTpuyma ca no-maagau ot 40 roAMHU U MHOTO OT TAX BCE OLLE KeaAT Aa 3anas3AaT cBoATa
depTunHocT. Mo-ronamara 4acT OT c/lyyauTe C eHAOMETPUaNeH pak ce AuarHocTMumpat paHo (80% B ctaguii 1), ¢ 5-roauiwHa
npexuneaemoct Hag 95%.

OcHoBeH neyebeH MeTo4 € XMPYPrUYHUAT — NanapoxnucTtepekTomma C ABYCTPaHHA agHEKCEKTOMMUA. JTbyeneyeHneto uma
BoJella po/sA KaTo aAloBaHTEH meTond B TepaneBTUYHOTO nosegeHue Npu paka Ha MATOYHOTO TANO. CragmAaTt Ha 3abonsasaHeTo

onpepena obema Ha nbyenievyeHneTo 1 U3Noa3BaHaTa TEXHMKA.

[Job6aBaHETO Ha aftoBAHTHA XMMWMOTEPANUs KbM HA3HAYEHO SbYesieveHne Npu eHAOMETPOUAEH TUM KapuuHom Il cTaguid,
nopo6bpsBa CTaTUCTUYECKM 3HAUMMO CBODOOAHATA OT NPOrpecus NPeXnKAemMocT 1 obuiaTa 5-roguiiHa NpexKMBAemocT.

an Heonepa6w1eH IOKa/ZIHO aBaHCMpPan KapuMHOM U NpU MeTacTasunpano 3abonABaHe Bojela posaAa MmMa CUCTEMHOTO
NNeKapCTBeEHO ne4yeHne.

l. AAIOBaHTHa XHUMHUOTepanuAa
1 Carboplatin (Cisplatin) + Paclitaxel
Carboplatin AUC4-6 (Cisplatin — 60 mg/m2) I.V., deH 1
Paclitaxel — 175 mg/m2 I.V., deH 1

MoemopeHue npe3 21 0HU

1. XHMI/IOTepaHI/IH IIpHu MeTaCTaTU4YHa 0o0J1eCT
2. Epirubicin + Cisplatin

Epirubicin — 60 mg/m?21.V., aen 1 Cisplatin — 75 mg/m?1.V., geH 1

MosmopeHue npe3 21 OHU
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3. Carboplatin (Cisplatin) + Paclitaxel
Carboplatin AUC4-6 (Cisplatin — 60 mg/m?) I.V., aeH 1
Paclitaxel — 175 mg/m?L.V., geH 1
MosmopeHue npe3 21 0HU
4. Ifosfamide/Mesna + Cisplatin
Ifosfamide — 2000 mg/m?1.V., aeH 1, 12-4yacoBa nHoU3MA

Mesna — 800 mg/m?1.V., B uacose 0, 4 u 8 cnep, HauyanoTo Ha ifosfamide
Cisplatin — 50 mg/m?L.V., geH 1

MosmopeHue npe3 21 0Hu (6 Kypca).

5 Moxe Aa ce NPUN0KNU MOHOTEpPannA C aHTPAUNKAUHU NN TaKCaHWU.

1. JIeKapCTBeHI/I KOMﬁl/IHaI[l/II/l, NpUujiaraH Npyu KapuuHOCAPpKOMH
1 Paclitaxel +Carboplatin

Paclitaxel 175 mg/m2 iv. D1
Carboplatin AUC6 iv. D1
2. Paclitaxel +Ifosfamid
Paclitaxel 135mg/m2 i.v. 3a 3 yaca D1
Ifosfamide 1.6g/m2/D i.v. (pedyyupaHa do 1.2g/m2/ ako nayueHmvm e noay4un npedeapumepHo av4emepanus) DI1-3.

MosmopeHue Ha 3 cedmuyu 00 8 YUKbAQ.

3. Cisplatin + Ifosfamide
Cisplatin 20mg/m2/D i.v. + Ifosfamide 1.5g/m2/d i.v. 3a 1 yac D1-4
Mesna 120mg/m2 i.v. bolus 3a 15 muHymu (Hamoeapsawia do3a) D1

Mesna 1.5g/m2/d npodvarcumenHa uH@ysus D 1-4

4. Cisplatin
Cisplatin 50 mg/m2 i.v. D1

MosmopeHue Ha eceku 3 cedmuyu.

5. Carboplatin
Carboplatin 400 mg/m2 i.v./D1

MoemopeHue Ha eceku 3 cedmuyu.

6. Paclitaxel 110-200mg/m2 i.v. D1

MosmopeHue Ha eceku 3 ceomuyu.
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7. Topotecan
Topotecan 1.2-1.5mg/m2/d i.v. D1-5

lMosmopeHue Ha sceku 3 cedmuyu.

8. Docetaxel
Mpunaaa ce npu NpomusonokaszaHus 3a aeveHue c Paclitaxel
Docetaxel 36mg/m2 3a 1w4ac, i.v. D1,8, u 15

MosmopeHue Ha eceKku 4 cedmuyu.

9. Ifosfamide
Ifosfamide 2g/m2/d i.v. + mesna 2g i.v. 8 Ha4yasnomo 15 muHymu npedu uHgy3uama Ha ifosfamide - D1 - 3

MoemopeHue Ha 3 ceOMuUyU .

IV. XopMOHOTepanus

AAOBaHTHA XOPMOHOTEpPaNuA He Ce MPoBeXAa. XopMoHoTepanusa ce npuaara npu 60aHuU ¢ gudoepeHumnpanmn tymopu (G1), c noko-
pervioHasneH peuuane M/uav ganedHun metactasu. EGeKTbT Ha NeyeHMeTo ce onpenens OT HajuyMe Ha CTePOMAHM peuenTopu B
TYMOpa, NOpaaM KOETo ce NPenopbyBa MMYHOXMCTOXMMUYHO U3CeaBaHe.

Medroxyprogesterone Acetate — 1000 mg P.O. aHeBHo (10 aHM HacuwaHe); cnea toBa — 500 mg P.O. 3 NbTU CeAMUYHO — CaMOCTOA-
TENHO UK B KOMBbUHauma ¢ Tamoxifen — 40 mg P.O. AHeBHO.

CapKoMu Ha MaTOYHOTO TAJIO

MaTtoyHuTe capKomu 0b6XxBallaT NO-Masiko oT 1% OT 3/10KayecTBEHUTE TMHEKONOTUYHMU
3abonssaHMA M oT 2% A0 5% OT BCUUKM 310KayecTBeHn 3abonaBaHNA Ha maTKaTa.
JleyeHuneTo Npu NoKanusnpaHo 3abonsasaHe e onepaTMBHO. /lbueneyeHneTo He e CTaHaApPT —
NpoBeXKAa Ce camo Npu onpegeneHy NoKasaHus. JIokasHO aBaHCUpanuTe, HeonepabuiHU, KaKTo
M MeTacTasupanuTe TYMOPU NOAJNIENKAT Ha CUCTEMHO JIEKAPCTBEHO /IeYEHNE — XOPMOHAHA
Tepanua nNpu onpeaeneHn XMCcToNorMYHM TUMOBE U LLUTOCTAaTUYHO nedeHune. LintoctatnuHoto
NleyeHne He ce pas3iMyaBa CbLUECTBEHO OT TOBA NPW OCTAHA/IUTE MEKOTbKAaHHWN CapKOMMU.
MoBeue AaHHK 33 eNNZEMNON0rMATa, NaTOMOPGONOTMYHMUTE 0COBEHOCTU, PUCKOBUTE PaKTopy,
CbBPEMEHHO CTaZiMpaHe 1 ledeHue We oTkpueTe B ,,MeamumHcKka oHkonorns”, 2018, Tom I, cTp.

428-432.
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Leiomyosarcoma

1. Gemcitabine 900mg/m2 i.v. 30 90 muHymu D 1u 8,
cnedsaH om Docetaxel 100mg/m2 i.v. 3a 60 muHymu - DS,
cnedsaH om
lpaHynoyumeH KonoHuo-cmumynupau, pakmop (G-CSF) 150u/m2 s.c. D 9-15
unu Pegfilgrastim 6mg s.c. D 9 uau 10.
MosmopeHue Ha 3 ceOmuyu 00 MPozpecus Uau MNPoAsa Ha MOKCUYHOCM.
MayueHmu, nonyyunu npedsapumenHo Ab4emepanusa 30 masad, noay4aeam

do3u gemcitabine 675mg/m2 i.v. u docetaxel 75 mg/m2 i.v.

2. Doxorubicin 50mg/m2 3a 15 muxymu D1,
nocnedsard om Ifosfamide 5g/m2 upe3 24 yacoea uHgy3us i.v.
¢ Mesna 6g/m2 e 36 yacoea uHgpy3us i.v.

losmopeHue Ha 3 cedmuyu.

3. Doxorubicin 60 mg/m2 iv. D1
Dacarbazine 750mg/m2 i.v. upes uHghy3us 3a 96 yaca D1 do 4

losmopeHue Ha 3 cedmuyu.

4. Gemcitabine 10mg/m2/muH i.v. 3a 180 muHymu D 1, nocnedeaH om
Dacarbazine 500mg/m2 i.v. 3a 20 muHymu eceku 2 cedmuyu 0o obwjo 12 yukvaa.

Mosmaps ce Ha eceku 2 cedmuyu 0o obwo 12 yukwvaa.

5. Vinorelbine 25mg/m2 i.v. 3a 10 muHymu D 1 u 8, nocnedsaHo om
Gemcitabine 800 mg/m2 i.v. 3a 90 min.
loemopeHue Ha 3 ceOmuyu.

Mo;—loxumuomepanug

6. Ifosfamide 2g/m2/d i.v. + Mesna 2g i.v 8 Ha4asnomo 15 muHymu npeou uHgy3uama Ha ifosfamide - D1-3
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MosmopeHue Ha 3 ceOmuyu .

7. Dacarbazine 1200 mg/m2 i.v. 3a 20 muHymu - D1

MosmopeHue Ha 3 ceOMuyu 00 MAKCUMyM 8 YUKbAQ.

8. Doxorubicin 75mg/m2iv. bolus - D 1

lMosemopeHue Ha 31 OHu.

9. Epirubicin 75mg/m2 i.v. bolus - D1

losmopeHue Ha 3 cedmuyu.

10. Gemcitabine 1,000mg/m2 iv.D 1, 8 ul5

losemopeHue Ha 4 cedmuyu.

Ifosfamide 1.5gm/m2 i.v. excedHesHo ¢ Mesna D130 5

11. Vinorelbine 30mg/m2 D1u8

losmopeHue Ha 3 cedmuyu.

12. Docetaxel 36 mg/m2 iv. 3a1uac D 1,8, u 15

MosmopeHue Ha 4 cedmuyu.

TPOPOBJ/IACTHA BOJIECT

FectaumoHHaTa TpodobnacTHa 6onect obeanHnasa rpyna 3a6oasaBaHmMA, CBbP3aHU C TYMOPU, KOUTO Ce pa3BMBaT OT
TpodobnacTHM KNETKM B NIaLEHTaTa No Bpeme Ha bpeMeHHOCTTa. He3aBMCUMO OT HUCKaTa CU YecToTa — No-Masko oT 1% oT
TMHEKOIOrMYHUTE TYMOPMU, TA NPEACTaBAABA 3HaUUTENIeH UHTepecC Nopaamn MHOro A06puTe nedebHU pe3yaTaTv y MAagm XKeHu B
penpoAyKTMBHa Bb3pacT. YeTupuTe BUAA Ha recTalumoHHa TpodobaacTHa 6oecT BKAKOYBAT: Mb/IHA MOA XMAATUTO3a - NPU Hes He ce
HabnoaaBaT NIOAHM U NNALEHTAPHM YacTK, YacTMYHA  MOJIa XMAATUTO3a., KOUTO CbOTBETHO Ce PasfenaT Ha HEeWHBasMBHA U MHBA3MBHA
MO/Ia , ¥ XOPUOKApLMHOM. MHBa3MBHATa MOAa € Mb/IHa MO1Ia — UMa AeCTPYKTUBEH CTPOEXK U MHBA3MPa MYCKY/IHUA C/I0M Ha MaTo4YHaTa
CTeHa.

XOpPUOKAPUMHOMDBT € pAAbK arpecuseH TYMop, NpPousxXoxaall ot TpodobnactHms enuten., Hali-yect e go 35 r. Bb3pacT. Yecto npeau
HEero e MMasno rpo3goBuaHa bpemeHHOCT, naaLeHTapHU TPodobNaCTHM TyMOpU 1 enuTenonaHn TpodobaacTHU Tymopu, KOUTO ca
MHBA3MBHM M ca HapuyaHu MectayoHHa TpodobnacTHa Heonnasma (GTN). YectotaTa Ha Moia XMAATUTO3a e No-manko oT 10 Ha 1000
H6pemMeHHOCTH.
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CbrnacHo npenopbkuTe Ha FIGO, cnes eBakyvpaHe Ha Mo/a XMAaTnaosa, avardosata GTN (rectaumoHHa TpodobiacTHa Heoniasms ) ce

nocTasA npu:

3aZbpiKaHe cToHocTUTe Ha 6eta UXTI (HCG — YyoBeLLKM XOPUOroHagoTPONMH) Ha eAHO HMBO Hag, 3 ceamuum

nokauysaHe ¢ Hag, 10% Ha cToiHOCTMTe Ha 6eTa YXT B pamkuTe Ha 2 -4 cegmunum

3a4bpyKaHe Ha CTOMHOCTU Ha 6eTa UXT Hag HopmaTa 6 mecela cineg, eBakyaums Ha monaTa

XWCTONIOTMYHO LO0Ka3aH XOPUOKAPLMHOM, NaaLeHTapeH TpodobaacTeH Tymop, v enutenongeH TpodpobiacteH Tymop

AanevyHo meTacCTa3npaHe

B gonb/iHEHME KbM aHAaTOMWYHOTO CTaAMpaHe ce npuaara TOYKOBa CMCTeMa, BKItOYBaLA 19 NpOrHOCTUYHMU (baKTopa 3a OL,EeHKa Ha pUCKa

1 NPOrHO3MpPaHe OTroBOPA KbM XMMUOTepanus. MauneHTKN € N0-Masiko OT 7 TOYKM MMAT HUCHK PUCK OT Pa3BUTME Ha PE3UCTEHTHOCT KbM

le4eHNeTo M 0BMKHOBEHO Ce NocTura pemuncmna ¢ moHoTepanua. Bucokopuckosute 601HM noanexart Ha KOM6I/IHVIpaHO neyenue. Han-
rofifimMa TeXXecT MMa HUBOTO Ha beTa YXT, TYMOpPHUAT pasmep, 6pOﬂT N NOKaNn3aunATa Ha MmeTactasuTe

ModudguyupaHa npoeHocCMu4YHa mo4vkoea cucmema Ha C30, adanmupaHa Kem FIGO

PuckoB ¢aKrop Toukn 0 Touku 1 TOYKM 2 Touku 4
Bb3pact <40y >40y — _
MpeawecTBalla bpemeHHOCT mona AbopT Term —

Meceuu oT HayanoTo Ha bpemeHHocTTa ||< 4 4-6 7-12 >12
MpeaneyebHu cT-TM Ha hCG* <10° 10° -10* 10*-10° >10°
Haii-ronam TymopeH p-p/Bka.maTtkata/ ||<3 cm 3-4cm 25cm —

MeTacTasu Ban ppob Cneska, 6b6peumn ||FU TpakT YepeH Apob Mmo3bK
Bpolt meTacTasu — 1-4 5-8 >8

Heycnex ot npegwectsala XT — — MOHOTepanus 22 yMUTOCTaTUKA
*hCG = human chorionic gonadotropin

i Pesyntat 0-6 = HUCBK pUCK Pe3yntaT 27 = BUCOK pUCK

XumunoTepanuaTta e Halhi — epeKTUBHUAT MeToZ, Ha eveHne npu 6onHuTe ¢ GTN. MpoueHTLT Ha U3neKyBaHe goctura 100 % npwu
Huckopuckosute 1 80-90 % Npu BUCOKOPUCKOBUTE MALMEHTKMU.

I. J/ledeHH e IPU HUCBK PUCK

1 Metothrexate — 40 mg/m?1.M. ceammnuHo, A0 HopmanusunpaHe Ha hCGT.

2. Metothrexate + Leucovorin
Metothrexate — 1 mg/kg .M., aun 1, 3,5u 7

Leucovorin —0.1 mg/kg I.V., aHn 2, 4,6, 8

MoemopeHue npe3 21 0Hu (8,0 HopmanusupaHe Ha hCGT).
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II. JledeHHEe MPU BUCOK PUCK
EMA-CO

Metothrexate — 100 mg/m?1.V. eaHoyacosa UHPY3ms, aeH 1
Metothrexate — 200 mg/m?1.V. 24-yacosa nHby3ua, aeH 2

Leucovorin — 15 mg/m?1.V. npe3 6 yaca (8 4o3un) ot yac 16 cneg 3anoyBaHe Ha 24-4acosaTa UHY3mMa c Metothrexate Etoposide —
100 mg/m2L.V., aHm 1 n 2

Dactinomycin — 0.5 mg L.V., aun 1 n 2 Cyclophosphamide — 600 mg/m?I1.V., aeH 8 Vincristine — 1 mg/m?1.V., aeH 8

losmopeHue npe3 28 dHu (p,0 HopmanusupaHe Ha hCGT).

CnacutenHa XumuoTtepanua npu BUCOKOPUCKOBU NaUNEHTU
EP-EMA

EP

Etoposide 150mg/m2 i.v. 30 MuH. uHep. deH 1

Cisplatin 3x25mg/m2 i.v. 4 4. uHg. OeH 1

EMA

Etoposide 100mg/m2 i.v. 30 MuH. uH¢ deH 1

Methotrexate 300mg/m2 i.v. 12 4. uHg OeH 1

Dactinomycin 0,5 mg i.v. 6onycdeH 1

Ca folinate 15 mg 2X 0H p.o/i.m npe3 124 deH 1u 3
Hay4asno - 24y4. cned HA4Yasa0MO HA MemompeKcama.

AnmepHpawio npunoxeHue Ha 08eme KOMOUHAUUU Mpe3 ceOMUYHU UHMepsanu.

TP/TE

P

Paclitaxel 135 mg/m2 i.v., 3-uacoea uHgy3usa OeH 1
Cisplatin 60 mg/m2, 3-yacoea uHgpy3ua OeH 1
AimepHUPAW4O NpUoHeHUe C:

TE

Etoposide 150 mg/m2 i.v. 1-yacoea uHgy3us OeH 15



Paclitaxel 135 mg/m2 i.v., 3-yacosea uHgy3us deH 15

JleyeHuemo ce npeycmaHoeAsa npu HopmanusupaHe Ha 6ema YXI 3a 8 ceomuyu

KAPLIMHOM HA MATOYHA IIUMKA

PaKkbT Ha MaTOYHATA LWKIKA € Ha YEeTBBPTO MACTO MO YeCcToTa NPU KeHUTe U NpeacTaBnnBa 7.2% OT BCUYKM 3/10KAYECTBEHM
3abonaABaHMA npu TAX. 3ab60NAEmMOCTTa M CMBPTHOCTTA OT PaK HAa MaATOYHaTa LWKMIMKA ce yBenuyasaT ¢ 2.6% u ¢ 1.7%
CpefHOroAMWHO, CboTBETHO.3a60/19€MOCTTa HapacTBa C HanpeABaHe Ha Bb3pacTTa cnes 25 roguHn 1 focTura cBoa nNuK npu 50-
54 roguLWHNTE XKeHW.

HeoazloBaHTHa XMMMOTEPANUA He e CTaHAAPTHO nedeHne. Moxe Aa ce NpUAoXKK Npu oTaenHu 6oaHM No npeueHKa. Mpu
IOKANHO aBaHcupana 6onecT cnefonepaTtMBHOTO — AbYesievyeHWe ce  nposexga eaHoBpemeHHo ¢ Cisplatin Kato

pagmoceHcnbunmusatop (40 mg/ m2  ceammuHo, 4-6 ceamuum). Mpu HeonepabuaHu 60AHU ce MPOBEXKAA CbLLO CbyeTaHO
XUMUOBYENIeYEeHME.

Mpu meTactaTMuHa 601ECT ce npuiara CaMocToATEIHAa XMMMOTEpanus.

1 Cisplatin (Carboplatin) + Paclitaxel + Bevacizumab
Cisplatin — 50 mg/m?(Carboplatin AUC5) LV., aeH 1
Paclitaxel — 135-175 mg/m?L.V., aeH 1
Bevacizumab — 15 mg/kg I.V., geH 1
MosmopeHue npe3 21 0HuU, A0 NpPOrpecus.

2 BOMP
Bleomycin — 15 mg |.V. B 96-4acoBa nHoy3un
Vincristine — 1 mg/m?1.V., neH 1
Cisplatin — 60 mg/m?1.V., neH 2
Mitomycin C—8 mg/m?1.V., aeH 4 (npes 42 gHwn)
MosmopeHue npe3 21 OHu.

3. Cisplatin + Ifosfamide
Cisplatin — 75 mg/m?L.V., geH 1
Ifosfamide — 2000 mg/m?21.V., axn 1-3
Mesna — 400 mg/m?1.V. B yacose 0, 4 1 8 ciies, Ha4anoTo Ha ifosfamide
MosmopeHue npe3 21 OHu.
4. Cisplatin + Etoposide
Cisplatin — 20 mg/m?1.V., geH 1-3
Etoposide — 100 mg/m?L.V., geH 1-3
loemopeHue npe3 21 OHu.
5. Cisplatin + Gemcitabine

Cisplatin —30 mg/m?1.V., aen 11 8

Gemcitabine — 800 mg/m2l.V., neH 11 8
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MosmopeHue npe3 28 OHu.

6. Fluorouracil + Mitomycin C Fluorouracil —
500 mg/m?1.V., aumn 1-3 Mitomycin C— 8
mg/m?21.V., npes 42 aHuu lloemopeHue
npe3 21 OHu.

7. Cisplatin + Topotecan

Cisplatin — 50 mg/m?1.V., geH 1 Topotecan — 0.75 mg/m?1.V., gHu 1-3
losmopeHue npe3 21 OHu.

8 Topotecan + Paclitaxel + Bevacizumab
Topotecan —0.75 mg/m?1.V., aeH 1-3
Paclitaxel — 175 mg/m?1LV., aeH 1
Bevacizumab — 15 mg/kg I.V., geH 1
losmopeHue npe3 21 dHu, Ao
nporpecus

9. Bleomycin + Ifosfamide + Cisplatin Bleomycin
—30 mg obwa gosa I.M., anu 1 v 8 Ifosfamide
—1000 mg/m21.V., aHn 1-3

Mesna — 400 mg/m?1.V. 8 yacose 0, 4 1 8 ciieq Ha4anoTo Ha ifosfamide
Cisplatin — 25 mg/m?21.V., aHu 1-3

MosmopeHue npe3 21 OHu.

1. Cisplatin
Cisplatin 50 0o 75 mg/m2 i.v. deHl
MosmopeHue npe3 mpu ceOMuyu

2. Carboplatin
Carboplatin AUC 5-6 3a okos10 60 MuH. i.v. OeH1
MosmopeHue npe3 21 unu 28 OHU 80 Npozpecus uau MOKCUYHOCM

3. Paclitaxel moHomepanus
Paclitaxel 250mg/m2 i.v 3a 3 yaca caed cmaHdapmHa nodzomoska ¢ [ekcamemasoH, H1 u H2 6a0kep
losmopeHue npe3 21 uau 28 0HU 00 npoapecus usau MOKCUYHOCM

CamocToATe/IHa aKTUBHOCT NpKU NpeTpeTMpaHy 60aHN MMa M moHoTepanusa c: Ifosfamide, Gemcitabine, Vinorelbine, Fluorouracil.
I. ChueTaHO XUMHOJIbYE/IedeHue
Mpunara ce HEOAAIOBAHTHA, aAOBAHTHA U | IMHMA XMMMOTEpanuA (Npu meTacTaTuyHa 6osecT).

1 Cisplatin — 40 mg/m?21.V., aeH 1, Ha BcAKa ceamumua oT ibuenedeHneTo (6 Kypca).
2 Mitomycin C—4 mg/m?LV., geH 1, 20

3/IOKAYECTBEHU TYMOPU HA BATUHA

310KayecTBEHUTE TYMOPU Ha BarMHaTa 61BaT MbPBUYHU M METACTaTUYHU OT CbCEAHMN UK AaNeYHU OpraHu. MbpBUYHMTE NPOU3XOXKAAT
eMHCTBEHO OT BNaranuueTo, 6e3 yyactmeTo Ha portio vaginalis colli uteri npokcMmanHo unun Bynsata aucranHo. NpubansutenHo 80% ot
3/10KaYeCcTBeHUTE BarMHaHN HEOMN1a3nuM ca MeTacTaTUYHK, NPegUMMHO OT 3/I0KaYeCcTBEHM TYMOPM Ha LWMIMKaTa Ha MaTKaTa uan
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eHpomeTpuyma. KapuuHomuTe Ha BAaraiunLLeTo ca peaKu TYMOpH, NPeACTaBAfBaT OKONO 1% OT 3/10Ka4ecTBEHUTE TYMOPU Ha eHCKUTe
MoJI0BU OpraHu.

JNleyeHMETO e KOMMIEKCHO, C MPUOPUTET Ha XMPYPrUYHOTO U TbYENEYEHMeE.

LiuTocTaTMuHa Tepanus ce npuaara npy gucemmHauma Ha 3a60198aHETO B 4aeYHM OpraHM UK (No-psAaAKo) Npu IOKaAHO aBaHcMpan
HeonepabuieH Tymop. JlekapcTBeHUTE KOMBUHaLMK ce NPUNOKPUBAT C Te3M, NpUAaraHy NPy KapLMHOM Ha MaTOYHaTa LWKiMKa.

1. Cisplatin
Cisplatin 50 unu 100mg/m2 i.v. (1 uyacoea uHgpy3us) 1 deH

lMosmopeHue Ha sceku 3 cedmuyu

2. Cisplatin + Vinorelbine
Cisplatin  80mg/m2 i.v. OeH 1

Vinorelbine 25 mg/m2 i.v. deH 1u 8

lMosmopeHue Ha sceku 3 cedmuyu

3. Cisplatin + nvyeneyeHue
Cisplatin  40mg/m2 (makcumym 70 mg/m2) i.v. ceOMuYHO
30e0Ho ¢ nbdyemepanus - pparkyuu 1,8Gy/d e d 1-5 (makcumym 3a 7 cedmuyu),

0o 00/] 57,6 Gy 8 32 ¢ppakyuu 3a obemHo 3a60n78aHe

4. Cisplatin + 5-FU
Cisplatin 4 mg/m2/d i.v. - npodvaxumenHa uHgy3usa D 100 4
5FU 250 mg/m2/d i.v. - npodvaxcumenHa uHgysus D 1 0o 4

MosmopeHue excecedmuyHo ( x4) narc cumyamarHHa nvdemepanus 40-50 Gy, 2Gy Ha pakyus.

3n0KayecTBEHM TYMOPU Ha By/aiBaTa

3n0KayecTBEHUTE HOBOOBGPA3yBaHMA Ha BY/BaTa Ca CPABHUTEHO PAAKO cpellaHu 3a601aBaHusA (3-5% OT reHUTanumuTe KapLumHoMM),
KaTo cpegHaTa Bb3pacT Ha 3a6osenunte e 65 roamHun 1 easa 5% OT NauMeHTUTe ca BbB Bb3PacT Npean MeHonaysa.
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FfonemuTe CpamHM YCTHU Ca Hal-4ecTOTO MACTO Ha M35Ba HA BY/IBAPHMUA KapLMHOM M CbCTaBAABAT OKo0 50% oT cnyyamTe. ObxBawaHeTo
Ha Ma/IKUTe CPAMHM YCTHU e 0KoNo 15% - 20% oT cnyvante. KamtopsbT 1 bapToanHosuTe Xnesum ca no-pagKo aHraxmpaHu. Okono 90% ot
BY/IBAPHUTE KAaPLMHOMM Ca NIOCKOKIETbYHM.

MpenopbynTeIHN NEeKapCTBEHU NPOAYKTU U KOM6VIH3LIMVI OT TAX 3a /ie4eHMe Ha paK Ha By/iBaTa

BK/1t0YBaT ce pa3nyHM KOMBUHaLMK oT 5-dpayopoypaumn (5-FU), umcnnatmi, MuToMnumH- C, an 61e0MULMH, eKCTPanoanpaHun ot
PEeXMMM, U3MNON3BAHM 3 aHAZIEH UM NJIOCKOKETBbYEH paK Ha WWIAKATa Ha MaTKaTa (BMXK TaM), KaKTo u:

l. Cisplatin
Cisplatin 50 unu 100mg/m2 i.v. (1 yacosea uHgy3us) deH 1

lMosmopeHue Ha sceku 3 cedmuyu

1. Cisplatin + Vinorelbine
Cisplatin  80mg/m2 i.v. deH 1,
Vinorelbine 25 mg/m2 i.v.0eH 1u 8

lMosmopeHue Ha sceku 3 cedmuyu

1. Cisplatin + nvyenevyeHue
Cisplatin  40mg/m2 (makcumym 70 mg/m2) i.v. cedOmMuyHo
30e0H0 ¢ nvdyemepanus - ppakyuu 1,8Gy/d e d 1-5 (makcumym 3a 7 cedmuyu),

0o 00/4] 57,6 Gy e 32 ¢ppakyuu 3a obemHo 3abonasaHe

V. Cisplatin + 5-FU
Cisplatin 4 mg/m2/d i.v. - npodvaxcumenHa uHgy3usa D 100 4
5FU 250 mg/m2/d i.v. - npodvaxcumenHa uHgysus D 1 0o 4

MosmopeHue excecedmuyHo ( x4) naroc cumyamarHHa nvyemepanus 40-50 Gy, 2Gy Ha ¢pakyus.

KAPIOUHOM HA IIMKOYEH MEXYP

ToBa e 3abonaBaHe NpPeaVMHO NpPU Bb3PACTHU MbXKe - mexay 60 n 80-roguiiHa Bb3pacT, cpesHa Bb3pacT 73 r. Hanvue ca
ocobeHoCTM B reorpadcKoTo pasnpesesieHne Ha 3abonsBaHETO — MO-4YecTo ce cpelia B cTpaHuTe oT Cpeam3eMHOMOPCKUA PErnoH,
KaKTO M B HAKOM paioHu Ha CALL, KbaeTo WwucTto3ommasaTta e no-pasnpoctpaHeHa. Cpewa ce no-4yecto y 6env MHANMBUAM, OTKONKOTO
y YepHM nuau asmaTum. B EBponeiickua cbio3 3abonsemoctra e 19.5/100 000 roauiwHo, cmbpTHOCTTa — 7.9/100 000 rogmiuHo, KaTo
75% oT 6onHUTE ca Haf 65 . Bb3pacT.
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I. HemHBa3WBeH KapIiUHOM

Cnopeg, p1cka oT nporpecus 60aHUTe ce pa3fenaT Ha caegHuTe rpynu: (1) HUCHK PUCK — eAMHUYEH TYMOP C pasmepu nog 3 cm B8
AMamMeTbP U € BUCOKA andepeHumnaumsa (G1); (2) BUCOK pUCK — MyATUHOKANHU UK YECTO PeLmManBMpaLLY TYMOPU, Hag 3 cm B gname-
Tbp, HUCKO andepeHumnpanu (G3), nam KapumHom in situ; (3) cpefieH pUCK — BCUYKM OCTaHa N,

1 Cnep tpaHcypeTpanHa pesekums (TUR) Npu HUCHK, CpeseH UM BUCOK PUCK 3ab/IKUTE/IHO Ce NPOoBeXaa eAHOKpaTHa
MHTpaBe3nKanHa one shot Tepanua ¢ Mitomycin C— 40 mg (20 mg npu HUCBK PUCK) unu ¢ Epirubicin —50mg.

2. Tlpy HUCBK pUCK ciel one shot TepanuaTa ce Npuaara agOBaHTHa MHTPaBe3nKanHa Tepanua ¢ Mitomycin C— 20 mg
mnu c Epirubicin — 50 mg, BK/toYBaLLa 6 exxecegMunuHm, nocneasanu ot 10 (6 3a Epirubicin) exxemeceuyHu anamKaumu.

3. Tpu cpepeH 1 BUCOK pUCK cnea one shot TepanuaATa ce Npuaara aAloBaHTHA MHTPABe3MKanHa Tepanua c Mitomycin C—
40 mg vnu c Epirubicin — 50 mg, BKNtoYBaLa 6 exxecegMuyHu, nocneasanm ot 10 (6 3a Epirubicin) exxemeceyHn
anankauuu.

4. Tpu cenekTnpaHm 60aHM C BUCOK pUck (in situ high grade) ce nposeskaa UHTpaBe3nKanHa MMyHoTepnanus ¢ BCG —37.5
mg cegMMYHO (6 ceamuLLm), NocneaBaHO OT NOAABPKALLO NPUIOKEHWE Ha 3 MHCTUAALMK Npe3 cegMmuLa Ha 3-TH, 6-Tn,
12- ™, 18-n, 24-111, 30-TM 1 36-TM MeceL,. [IPOTMBOMNOKAa3aHa e NPY NO3UTUBEH KOXKEH TYGEepPKY/IMHOB TecT (= 10 mm).

1. XI/IMI/IOTepaHI/IH NP HHBA3UBEH KapIHUHOM

Mpunara ce HEOAAIOBAHTHA, aAOBAHTHA U | IMHMA XMMMOTEpaNWA (NpU meTacTaTuyHa bosecT).

5 M-VEC
Metothrexate — 30 mg/m21.M., aun 1, 15 1 22
Vinblastine — 3 mg/m?21.V., ann 1, 15 1 22
Epirubicin — 50 mg/m?21.V., geH 1 Cisplatin — 60 mg/m?1.V. geH 1
MosmopeHue npe3 28 OHu.
6. GEMCIS
Gemcitabine — 1000 mg/m?1.V., ann 1, 8 n 15
Cisplatin — 75 mg/m?21.V., neH 1
losemopeHue npe3 28 OHu.
7. MVC
Metothrexate — 30 mg/m?|.M., gHn 11 8
Vinblastine — 4 mg/m?1.V., aHn 1 n 8
Cisplatin — 75 mg/m?1.V., aeH 2
MosmopeHue npe3 28 OHuU.
8. Epirubicine + Etoposide Epirubicine
—50 mg/m?1.V., geH 1 Etoposide —
100 mg/m?L.V., aeH 1-3
MoemopeHue npe3 21 0Hu.
9. Paclitaxel + Cisplatin Paclitaxel
-175mglV., gen 1
Cisplatin —75 mg/ m2 L.V., geH 1
MoemopeHue npe3 21 OHu.
10. Gemicitabin + Paclitaxel
Gemicitabin — 1000 mg/m?1.V., neH 1, 8

Paclitaxel — 175 mg L.V., aeH 1
MosmopeHue npe3 21 OHu.
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11 Gemcitabine — 1000 mg/m?1.V., aHn 1, 8 n 15
MosmopeHue npe3 28 OHu.
12 Carboplatin AUC6 L.V.

MoemopeHue npe3 21 OHuU.

13 ITP
Paclitaxel 200 mg/m2 i.v. 8 0eH 1
Cisplatin 70 mg/m2 i.v. 8 deH 1
Ifosfamide 1500 mg/m2/0HesHo i.v. 8 OHU 1-3, ¢ Uromitexan yponpomeKkyus

lMosemaps ce npe3 3-4 cedmuyu (c G-CSF nodkpena) (makcumaneH bpoli 6 Kypca)

14. Gemcitabine + Carboplatin + Docetaxel (GCD)
Gemcitabine 1000 mg/m2i.v.80Hulu8
Carboplatin AUC=5iv.80eH 1
Docetaxel 70 mg/m2 i.v. 8 deH 1

losmaps ce npe3 3 cedmuyu

1. I 1MHUA cucTeMHa Tepanuda
1 Pembrolizumab 200 me IV npe3 21 0Hu

Mpu nayueHmu HenodxodAwu 3a naamuHa 6a3upaHa mepanus

Iv. Il 1TMHUA cUCTeMHa Tepanus
1 Pembrolizumab —200 mg V., aeH 1.

MosmopeHue npe3 21 dHU, A0 NPOTPECUA UAKN HENPUEMANBA TOKCUYHOCT.
2. Nivolumab** —3 mg/kg |.V., neH 1.

MosmopeHue npe3 14 dHU, A0 NPOTPECUA UAKN HENPUEMAMBA TOKCUYHOCT.
3. Atezolizumab** — 1200 mg I.V., geH 1.

lNosmopeHue npe3 3 cea/wuuu, A0 nporpecna nan Henpmuem/simBa TOKCUMYHOCT.

77



KAPIOIMHOM HA ITPOCTATHA XKJIE3A

Mo gaHHM Ha HaumoHanHua pakos pernctbp 3a 2013 roa., B bBbarapua npoCcTaTHUAT KapLUHOM e Ha BTOPO MACTO Cnef, paka Ha
6enna apob v npeacrasnasa 17.0% OT BCUUYKM 3710KavecTBeHM 3abonasaHmna npu Tax. MK e netata Hall-yecTa NpMUYMHA 3a CMBPT NpU
mbxeTe B ceeta (WHO 2016).

3a nocneanute 30 roguHu B Bbrapus yectoTata e HapacHana ot 9/100 000 3a 1981r. Ha 21.73 /100 000 3a 2013r. Mpe3 2013 r. ce
HabnoAaBa PA3bK CKOK Ha 3abonsemocTTa, HabatogaBaH Npes NpeaxoaHUTe ABe roAvHW, Hal-BEPOATHO Ab/XKaL, ce Ha NnofobpeHa

ANArHoCTUKa.

I. JleyeHH e HA JIOKAJTU3UPAH KapLHHOM — T1-2

1 Mertog Ha n3bop e onepaTUBHO NeYeHUe (pafiMKanHa NPOCTaTEKTOMUSA) MU AePUHUTUBHO TbYeneyeHme.

2. OTCpoYeHO NeyeHne (M34aKkBaTeNHO HabAEHUE UM aKTUBHO NpocneaaBaHe) — Npy 60/HU C HUCHK PUCK U
NPOTUBO- NOKa3aHUA 3a pafuKaHO IeHeHNe AN NPU NALMEHTU, OTKA3BaLUW NeveHme.

3. JlekapcTBeHa KacTpauma ¢ nocnesBallo HabaaeHne, ako ca Haauue NPOTUBOMNOKa3aHWA 32 ONepaTUBHO ieYeHne nan
33 AeOMHUTUBHO TbYeNeYeHMe.

1. J/ledeHHe HaA JIOKAJIHO aBaHcHpas KapuuHoMm - T3N1, T4NO

1 HeoaatoBaHTHa XopmoHoTepanusa. JIuncea AoKasaHa epeKTUBHOCT. Bktousa KacTpauua (c LHRH-aroHucT nnm xupyp-
TMYHA) £ aHTUAHAPOreH B TeYeHUe Ha 3-5 mecelia Npeay A4eGUHUTUBHO leyeHme.

2. AptoBaHTHa xopmoHoTepanus. MNpoBexaa ce cnes AePUHUTUBHO AbUesiedeHre B NpoabaKkeHne Ha 18 meceua.

3. AaoBaHTHO nbyexopmoHonedeHue. NMpoBexaa ce cnef paaukanHa npoctaTekTomuma. XopmoHoTepanuaTta (LHRH-aro-
HWUCT + aHTUAHAPOreH) CTapTMpPa He3abaBHO caes, XMpypruata u 3 meceua npeay nbyeneyeHneTo; Npoabaxkasa o 18
meceua.

4. MaumeHTH, NpoBEXAALLM AHTUAHAPOTEHHA Tepanus, No UHAMBUAYANU3MPAHA NPeLLeHKa Ha MeAULMHCKU OHKooT
morart fa 6bAaT HacoYeHU KbM eHA0KPUHONOT UM PEBMATOON 33 JleveHue Npu 3aryba Ha KocTHa maca ¢ Denosumab —
60 mg

S.C. npe3 6 meceua (120 mg roanwHo). OueHKa Ha KOCTHaTa NABTHOCT (OCTEOAEHCUTOMETPUA) ce NpoBeXAa Npeau 3a-
noysBaHe Ha XOpMOHOTepanuaA 1 ce NpocaeanBa B Xo4a Ha NeveHneTo. Mpu HasHavaBaHe Ha Denosumab ce B3emat
npeasua KakTo CTOMHOCTUTE 32 KOCTHA MMHepaHa NAbTHOCT (T-score), Taka 1 puckoBuTe GaKTopM Ha naumeHTa.

1. J/ledeHHue HA XOPMOHOYYBCTBUTE/IHA M€TAaCTATHYIHA 6oJiecT

1 HasHauaBa ce aHAporeH-noTMcKawa Tepanua (ADT), BK/IOYBALLA XMPYPIUYHA AN MeAMKAaMeHTO3Ha KacTpauma ¢ LHRH-
AroHMCT.

2. Tpu nporpecus ce Ha3Ha4YaBaT aHTUAHAPOreHM 33 MaKCMMasHa aHaporeHHa 610Kkaaa, T.e. Kbm LHRH-aroHucTa ce fo6ass
aHTWaHApOreH (HecTepouaeH NN CTepounaeH) oT NbpBa reHepaumn:

(i) Bicalutamide — 50 mg P.O. gHeBHO.
(ii) Flutamide —3 x 250 mg P.O. gHeBHoO.

(iii) Ciproterone —300 mg I.M. (npe3 10 aHun) uam ot 2-6 x 50 mg P.O. gHeBHO.

3. MaKcumanHa aHaporeHHa 610Kaga ce npenopbysa Npu BUCLEPaIHM MeTacTasu:
(i) xnpypruyHa KacTpauma + HecTepouaeH aHTMaHAporeH (Bicalutamide wnv Flutamide);

(i) LHRH-aroHuCT + HecTepouaeH aHTMaHaporeH (Bicalutamide wav Flutamide).
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4. Abiraterone acetate (+ Prednisolone) + ADT. HazHayaBa ce Npu XOPMOHOYYBCTBUTE/IHA MeTacTaTU4YHa 60/1ecT € BU- COK
PWCK — HanMume Ha NoHe 2 oT cieaHuTe 3 puckosm dakTopa: (i) oueHka no Gleason = 8, (ii) HannuMe Ha = 3 KOCTHU
meTacTtaswy, (iii) HannMumne Ha meprMK BUCLLEPASIHM MeTacTasm (6e3 AMmbHM Bb3K).

Abiraterone acetate — 1000 mg P.O. gHeBHO
Prednisolone —2 x 5 mg P.O. aHeBHO

ADT (LHRH-aroHuCcT + aHApOreH-peuenTopeH aHTaroHUCT).

5. XumwnoxopmoHanHo neyenHue c Docetaxel + ADT. HazHayaBa ce npu BUCOKOOBEeMHa NbpPBUYHO MeTacTaTUdHa bonecT —
Ha/nyme Ha BUCLLePasIHU METACcTasm U/Uamn 2 4 KOCTHU MeTacTasu.

Docetaxel — 75 mg/m?1.V. geH 1
Prednisolone — 2 x 5 mg P.O. gHeBHO geH 1-21
MosmopeHue npe3 21 dHu (6 Kypca).

CrapTupa B paMKuTe Ha 4 mecel,a OT HayanoTo Ha ADT.

Iv. J/ledeHHue HA KacTpauuAaA-pe3uCTEHTEH KapOUHOM

KpuTepunute 3a nporpecus Ha NpocTaTeH KapuuHom ca cnegHute: (1) cnen pagunkanHa npocratektomma — PSA > 0.2 ng/mL (Ha 3-
6-u meceu); (2) cneg AedUHUTUBHO MbuesedeHne — nokaysaHe Ha PSA ¢ > 2 ng/mL Hag Hagupa (Ha 12-18-u mecew); (3) cheg xopmo-
HoTepanus: (i) KaCTPALLMOHHM CePYMHM HMBA Ha TecTocTepoH (nog 1.7 nmol/L); (i) Tpu nocnegosaTenHu nokauBaHus Ha cepymeH PSA
npes eaHa ceammLa, NOKasBally B ABe OT M3CNeBaHUATa YBeIMYEHNE CNPAMO Hall-HMUCKaTa CTOMHOCT ¢ 50% un PSA Hag, 2 ng/mL; (iii)
CNMpaHe Ha fiedeHue C aHTMAHAPOreH 3a MNoHe 4YyeTupu ceamuum npu Flutamide v 3a wect ceamuumn npu Bicalutamide; (iv)
nporpecus Ha PSA, He3aBMCMMO OT NocneBalla XopMoHoTepanusa. JleyeHUeTo Ha KacTpauma-pedpakTepeH NpocTaTeH KapuuHOM ce
npoBseXKaa Ha GoHa Ha HeMpecTaHHa aHApPoreHHa genpueauns ¢ LHRH-aronumcr.

VA JleueHue npeau Docetaxel
1 Enzalutamide — 160 mg P.O. aHeBHO (A0 nporpecus).
2. Abiraterone acetate + Prednisolone

Abiraterone acetate — 1000 mg P.O.
AHEBHO

Prednisolone —2 x 5 mg P.O. gHeBHO (£0 nporpecwus).

3. CmsHa Ha dHTUAH4POreHa nnun fe4yeHune c:

(i) Medroxyprogesterone Acetate — 1000 mg P.O aHesHo 30 aHu, cnes ToBa — 500 mg P.O. 3 nbTM ceaAMUYHO;
(ii) Prednisolone —20 mg P.O. AHEBHO (NpW1 NPOTUBOMNOKA3aHMA 33 XMMUOTepanus).

NVB. 1 1mHuMs XUMHUOTEPpaANuda

1 Docetaxel + Prednisolone
Docetaxel — 75 mg/m?1.V., neH 1

Prednisolone — 2 x 5 mg P.O. gHeBHO, gHK 1-21
MosmopeHue npe3 21 oHu (8-10 Kypca).
(nHTepmuTeHTeH Docetaxel ¢ 4 Kypca 1 oueHKa npes 3 mecela e HOHMHbEPMOPUTU CNPAMO HenpeKbcHaT Docetaxel).

2. Mitoxantrone + Prednisolone
Mitoxantrone — 12 mg/m?2LV., geH 1

Prednisolone 2 x 5 mg P.O. gHeBHO, aHM 1-21
loemopeHue npe3 21 OHu.

3. Vinorelbine + Prednisolone
Vinorelbine — 30 mg/m?1.V., geH 1
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Prednisolone — 2 x 5 mg P.O. gHeBHO, gHKX 1-15
losemopeHue npe3 21 OHu.
4. Cisplatin + Etoposide (npy ApebHOKNeTbYHA KOMMOHEHTA)

Cisplatin — 75 mg/m?L.V., geH 1
Etoposide — 100 mg/m?L.V., gHn 1-3
loemopeHue npe3 21 OHu.

5. Mpu nocturaHe Ha Bpeme A0 nporpecus Hag 3 meceua cnef Docetaxel moske fa ce npuaoxKu oTHoBo Docetaxel.

VC. JleueHue Ha Docetaxel-pe3ucreHTeH KapIUHOM

MporpecusTa ce aebuHMpa CbC cneaHuTe Kputepun: (1) HapacteaHe Ha PSA ¢ 50% (noHe > 4 ng/ml) Hag cepymHUA Haaup cnea,
HenpekbcHaT Docetaxel; (2) paguonorvyHa nporpecus, otyeteHa no RECIST; (3) cumnTtomHa nporpecus.

1 Cabazitaxel + Prednisolone
Cabazitaxel — 20-25 mg/m?L.V. geH 1

Prednisolone — 2 x 5 mg aHesHo P.O. geH 1-21
losemopeHue npe3 21 OHu.

Mpu nocTuraHe Ha Bpeme A0 Nporpecus Hag, 3 meceua cnef Cabazitaxel moxe fa ce npunoxu otHoBo Cabazitaxel.

2. Enzalutamide — 160 mg P.O. aHeBHO (A0 nporpecus).

3. Abiraterone acetate + Prednisolone
Abiraterone — 1000 mg P.O. gHeBHO

Prednisolone —2 x 5 mg P.O. gHeBHO (40 nporpecwus).

v. KacTpauusi-pe3aucTeHTeH NPOCTaTeH KapIUHOM C MeTaCTaTUYHA KOCTHa

6oJiecT

1 Radium-223** — 55 kBqg/kg, npes 28 aHu (6 anavkauum).
2. budocooHaTtn unm Denosumab.

KAPIODMHOM HA TECTHUC

3710KauecTBeHUTE TYMOPW Ha TecTucuTe ca easa 1% oT 3n10KauecTBeHWTe 3a60/MABaHWUA NPU Mb¥KETe, HO Te ca Hali-4ecToTo
HoBOO6pa3yBaHuWe, 3acArallo Bb3pacToBaTa rpyna mexay 15 n 35 roguHu 1 ca egHa OT Hal-pas3nNpPOCTPaHeHUTe MPUYMHMU 33
CMBPT OT 3/10KaYecTBeHW 3a60/n1ABaHUA B Ta3W Bb3PACT. XapaKTepusMpaT ce C BMCOKA /ibYe- M XMMMUOYYBCTBUTE/HOCT.
YcTaHOBEHM ca peauLa reHeTUYHM aHOMaIMK, KOUTO ca PUCKOB daKTop 3a pa3suTMe Ha 3abonssaHeTo.

TyMOp'bT € repMMUHATUBHOK/IETBYEH. Cnope,u, XUCTONOrNM4YHNA MYy BUA Cce ,Cl,ed)MHMpaT Ase rpynnt — CEMMHOMHU N HECEMUHOMHM
TYMOpPMU. an 6OIIHVI, KOUTO We nposBexXxaatT XMmuoTepanma nam nbv4yeneyvyeHue, TpH6Ba Aa ce obmucan KPUOKOHCepBaumAa Ha
cnepma npeau 3anoyBaHe Ha neyeHune.

I. CeMMHOMHM TYMOPH

JleyeHne Ha ceMMHOMHUTE TYMOpPM Ha TecTucuTe B cTagnit | (IA. 1B u ls)

OKo/s10 80% OT CEMUHOMHUTE Tymopu ca B | CT. ¢ npexusaemoct > 99%, He3aBMCUMO OT M3bpaHaTa cTpaTerna (neveHve nau
HabntogeHWe). AKTMBHOTO afiloBaHTHO sieyeHne Tpabsa Aa ce M36ArBa U 4a ce 3aMeHs C akTUBHO HabntogeHue. Kbm netata
roavHa cneg abnaumAata Ha TYMOpa, PUCKLT OT PeuMauBM e CboTBeTHO 12%, 16% u 32% npu 60AHW, NPU KOUTO AMNCBaT
pvckoBU GaKTOpU, HaNuLe e eivH OT TAX, UK ca Haauue 1 ABaTa (Tymop > 4cM. M MHBA3WA Ha peTe Tectuc). Camo B cayvauTe,
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KOraTo e HeBb3MOXHO edeKTUBHO HabilogeHue, ce npunara wam KapbonnatuHa 1 Kypc (AUC =7) uau agloBaHTHa
pagunoTepanusa (20Gy). 3a npeanoyYnTaHe e NPOBEXAAHE HA XMMUOTEPanus.

JleyeHne Ha cCEeMMHOMHUTE TYMOPM Ha TecTucuTe B cTaauu lIA, IIB

Mo-ronsimata 4acT OT nayMeHTUTe C nogauadparmanHa napaaopranHa u/Mamn Tasosa ageHonatMa < 5 cm ce nekysaT camo C
paauoTtepanus (30-36 Gy). AnTepHaTMBa Ha NeYeHMETo e cucTteMHa xumunotepanus (PEB x 3, cpewy PE x 4) B cnyyauTte, KoraTto
MMa NPOTMBOMNOKAa3aHWA 3a MpoBexpaHe Ha paauoTtepanusa. KombUHWMpaHaTa XMMMOTepanua e CBbp3aHa C MO-BMCOKA
TOKCUMYHOCT, HO C MO-MafbK PUCK OT Bb3HUKBAHE HA BTOPUYHU TYMOPMU.

JleyeHne Ha CEMUHOMHUTE TYMOpPW Ha TecTucuTe B ctagum lIC, 1l

B ctraguii Il C, peTponeputoHeanHnTe NMMQHU B3NN Ca C MaKCMManeH TpaH3Bep3asieH AuameTbp Hag 5 cm. B cayvaute ¢
nobpa nporHo3a Ha 3abonfBaHeTo, NaLMEeHTUTE MPOBEXAAT CTaHZAPTHA xumuoTepanua (3kypca PEB). Mpu 60nHM ¢
NPOTMBOMOKAa3aHWA 3a siedeHune ¢ Bleomycin - 4 kypca PE. AKo cneg xumunoTepanuaTa ocTaTbyHaTa TYMOPHA maca e 3 cm uam
no-masika u CT Ha KOPEMHU OpraHn e HoOpMasaHa, NaLMEHTUTE OCTaBaT Ha aKTMBHO HabstoaeHue. MNpu npubansutenHo 25% ot
CnyyauTe ocTaTbyHaTa TYMOPHa mMaca c/ief XumumoTtepanuaTa e no-ronama oT 3 cm. B Te3un ciyyam ca Bb3MOXKHU cnegHute 3
nogxopa:

1. OnepaTtnBHO OTCTPaHsABaHe Ha OCTAaTbYHWUTE MACK .

2. Pagmnotepanus

3. HabnopgeHne

MauueHTMTe B cTaguii Il - CbC CEMWMHOM Ha TECTUC WM CEMUHOM (EKCTParoHaZeH), NpoBeXAaT CTaHAAPTHUTE

XMMUOTEPANEBTUYHN PEXMMM, KAKTO MPU MNALMEHTUTE C HECEMMHOMHU TYMOPM B PUCKOB cTaTyc. 90% OT nauueHTUTe C
aBaHCMpPanM CEMMHOMHM TYMOPU Ce JIEKYBaT YCMNELHO C KOMBUHMpPaHa xumuoTepanus, cbabprKala Cisplatin.

I.A. XuMuoTepanus npy craguu I

MpoBexaa ce aAloBaHTHA XMMMOTEPANMSA, aKo He e OCbLLECTBEHO SbyeneyeHme (M360p Ha eanH OT ABaTa METOAa).

1 EP (2 kypca)

Etoposide — 100 mg/m?21.V., aHn 1-5
Cisplatin — 20 mg/m?L.V., gHn 1-5
MoemopeHue npe3 28 OHu.

2. Carboplatin AUC7 |.V. eaHOKpaTHO.

Cnpsimo nokasaTesia 06Lia NPeKMBAEMOCT eMH LMK/ ce paBHABA Ha nbyesiedeHne ¢ 30 Gy Npu NaLMeHTH CbC CPeLeH U HUCHK
PYCK; CblLecTBYBa NOBULLEH PUCK OT BTOPUYHA HEOMNA3MsA, MHAYLMPaHa OT byesiedeHume.

1.B. XumuoTtepanus npu craguii lIA, B u HenpoBeaeHO rbYeieYeHre
BEP (3 Kypca)

Bleomycin —30 mg TOT I.M., gHn 2,9 1 16

Etoposide — 100 mg/m?1.V., gHn 1-5 Cisplatin — 20 mg/m?1.V., axu 1-5
MosTopeHue npes 28 AHu (c nogkpena oT G-CSF).

Benexka: Bleomycin moxe fa He ce npunara npu 60nHu Hag 40-roamwHa Bb3PacT UK € HapyLweHa 6enoapobHa dyHKLMA
nopaam No-BMUCOK PUCK OT MHEBMOHUTK. Mpu Te3n NnaumeHTH e ymecTeH pexkum EP (4 kypca) (Buk T. 1LA.).

1.C. XumuoTepanusa npu cragui I1C-1V

1 BEP (4 kypca) (Bux T.1.B.).
2 EP (4 rypca) (BWx T. LA.).
3. Etoposide + Cisplatin + Bleomycin Etoposide — 100 mg/m?1.V., gHun 1-5



Cisplatin — 50 mg/m?1.V., gHn 1-2

+ Bleomycin —30 mg TOT I.M., ann 1, 8 n 15 (camo 3a ctaguii IIC, IIl)
MoemopeHue npe3 28 OHuU.

TIP

Paclitaxel — 250 mg/m?1.V. B 24-4acoBa MHoy3uA, aeH 1

Ifosfamide — 1500 mg/m?1.V., gHn 2-5

Mesna — 500 mg/m?21.V., B uacose 0, 4 n 8 oT Ha4anoTo Ha ifosfamide
Cisplatin — 25 mg/m?L.V., gHn 2-5

MoemopeHue npe3 28 0HuU (Npw npoTekumsa ot G-CSF).

HpPl pe3naya’sieH TYMoOp cjiej Jibie/IedeHUue

Mpw pesngyaneH Tymop noa 3 cm ce Nnpuaara akTMBHO HabaaeHue.

Mpu pesnayaneH Tymop Hag 3 cm ce Npuaara XMpypruyHo nedeHune, nocaeasaHo ot BEP (3 Kypca), ako XMCTOA0rMYHOTO

n3cnegBaHe Nokassa Ha/MdMe Ha 3/10Ka4eCTBEH TYMOP.

CnacuTe/IHA XMMHOTepanus Npy pe3uCTEHTHU TYMOPH

PEI

Cisplatin — 20 mg/m?1.V., gHn 1-5

Etoposide — 75 mg/m?L.V., auu 1-5

Ifosfamide — 1200 mg/m?|.V. gxm 1-5

Mesna — 400 mg/m?1.V., B uacose 0, 4 # 8 OT Ha4an0To Ha ifosfamide
MosmopeHue npe3 28 OHuU.

VelP

Vinblastine — 6 mg/m?1.V., aHn 1 n 2

Ifosfamide — 1000 mg/m?21.V., aumn 1-5

Mesna — 400 mg/m?1.V., B yacose 0, 4 1 8 OT Ha4yanoTo Ha ifosfamide
Cisplatin — 20 mg/m?1.V., aHn 1-5

MosmopeHue npe3 28 OHuU.

TIP

Paclitaxel — 250 mg/m?1.V. B 24-yacoBa uHby3usa, aeH 1
Ifosfamide — 1500 mg/m?21.V., axuun 2-5

Mesna — 500 mg/m?1.V., B uacose 0, 4 1 8 OT Ha4an0To Ha ifosfamide
Cisplatin — 25 mg/m?L.V., gHn 2-5

MoemopeHue npe3 28 OHu (Npu npoTtekuma ot G-CSF).
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1. HeceMUHOMHM TYMOPH

MpenopbyBa ce fIedeHme OT MeANLMHCKM OHKO/I03M C ONUT B IEYEHNETO Ha KapLUMHOM Ha TeCTUC. BoIHUTe, Nnoa/iexkalm Ha
XMMUOTEPaA- NUA, Ce pPasaenaT Ha NOArpynu cnopes pucka ot nporpecua: (1) gobpa nporHosa — AFP noa 1000 ng/ml, hCGT nog,
5000 IU/ ml, LDH nog 1.5 x ropHa HopmanHa rpaHuua (FHI), 6e3 nbpBuueH Tymop B meanactTuHym, 6es apyru sucuepanHm (ocseH
6enoapobHu) metactasu; (2) cpeaHa nporHosa — AFP mexay 1000 1 10000 ng/ml, hCGT mexay 5000 1 50000 Ul/ml, LDH mexay
1.5 1 10 nbTM Hag HopmaTa, 6e3 NbpBMYEH Ty- MOP B MeanacTUHym, 6e3 apyru BucuepasnHm (ocseH 6enogpobHun) metactasuy; (3)
niowa nporHosa — AFP Hag 10000 ng/ml, hCGT Hag 50000 Ul/ml, LDH Hag 10 nbTv Hag HOpmaTa, MbpBUYEH TYMOpP B
MeAMacTUHYM, HasiuMe Ha ApYrv BUCLEPaIHN MeTacTasu (ocseH 6enoapobHu).

JleyeHre Ha HECEMMHOMHMUTE TYMOPU Ha TecTUcuTe B cTaami |
MporHo3aTta Ha 6osHUTE B | CT.e OT/IMYHA, HE3aBUCUMO OT U3BPaHUA METOA-

Hab/toAeHUE UM aKTUBHO fledyeHune. M360pbT TpsibBa Aa ce HanpaBu MHAUBUAYANHO, B 3aBUCUMOCT OT OCTPaTa U KbCHa
TOKCUYHOCT, NpeanoYnMTaHmATa Ha 601HMA U HEOBXOAMMOCTTA OT 3ana3BaHe Ha pepTUAHOCTTa. [penopbyBa ce CbxpaHsaBaHe Ha
cnepma B TbKaHHa H6aHKa nNpeau Aa ce NpeMmnHe KbM aKTUBHO IeYeHMeE.

PeTponeputoHeanHaTa inmooHoaynapHa ancekuma (RPLND) B | cT. (HUCBK M BUCOK PUCK) Ce Npuiara U3KIUYNTENHO PALKO, CaMO
KoraTto Habnto4eHMETO AN aAt0BAaHTHATA XMMMOTEpPanuA ce 0TKa3BaT OT NALMeHTa Mo IMYHU NPUYMHA. TO3U BUA ONepaTMBHA
MHTEPBEHLMA ce NpoBexaa oT onuTeH xupypr. Ypes RPLND HamanABa pUCKbT OT peumansm, HO OCTaBa PUCK OT NoABa Ha
6enoapobHN meTacTasu.

MaumeHTV B cTaguit | Ha HECEMUHOMEH TeCTUKyNapeH Tymop 6e3 iMmdHa 1 CbA0Ba MHBA3MA, HOPMATHU CEPYMHU MapKepw,
HopmanHa CT Ha KOPEMHM OpraHu U rPbAEH KoL, MOraT @ OCTaHaT Ha aKTUBHO Hab/toaeHWe. AKO NPOBEXKAAHETO HA aKTUBHO
HabnaeHWe e HeBb3IMOXKHO, ce npunaraT 2 Kypca PEB.

Cnopep ESMO-2016r. onpesensiLo cTeneHTa Ha puck e iumdHaTa U CbA0Ba MHBA3MA U NPK | CT —BUCOK PUCK M3XOABT € e4HaAKDBB C
HabntogeHue unm 2 kypca PEB - 98% npexunBaemocT.

Mpu naumeHT B | KAMHUYEH CTagui PUCKBT OT TAACHK B 3abonAaBaHeTo e okono 25% - B Te3un cayvam 6oaHUTE ce nekysaT ¢ 3
Kypca PEB nau 4kypca PE npy npoTMBONOKa3aHWA 3a npunaraHe Ha Bleomycin.

JleyeHne Ha HeceMMHOMHUTe TYmopwu Ha TectucuTe BbB A, Il B ctagumn

JleyeHureTo Ha NaumeHTUTe BB IIA cTaguit ce onpesens oT HUBOTO HA TYMOPHUTE MapKepu. Korato TYMOpHUTE MapKepu ca
NoBULLEHU, MALUEHTUTE NPOBEXKAAT XMMMOTepanua. Korato TYMOpHUTE MapKepu ca HeraTUBHU, € Bb3MOXKHO NpoBexaaHe Ha
RPLND nnm HabnwogeHue Ha BCEKM 6 cegmuLun.

JNleyeHuneTo Ha nauneHTUTe BLHB |IB CTaAMl)‘I CblLO Ce onpenena B 3aBUCUMMOCT OT HUBOTO Ha TYMOPHUTE MapKepu.

Mpv HEeraTMBHM CEPYMHU MapKepy U IMMOHU MeTacTasu No Xoaa Ha IMMPHUA ApeHax, naumeHTUuTe nognexat uam Ha RPLND ¢
aftoBaHTHA xMmuoTepanusa 2 kypca PEB, uamn cuctemHa xumuotepanus: PE — 4 kypca uam PEB — 3 uukbAa, cnep Koeto ce obcbkaa
HeobxoammocTtTa oT RPLND. Mpu myntunaeHy ammeHM MeTacTasm ce NpoBeXaa CUCTEMHA XMMuoTepanusa. Mpu NoBuLLEHN
TYMOPHU MapKepK ce NpoBeXAa XMMUOTepanua, KakTo Npu nauueHTu ¢ 4obpa nporHosa Ha 3abonssaHeTo — 4 unkbaa PE nam 3
uukbna PEB c nocneaBaua RPLND, ako ce yctaHoBaBaT CT gaHHM 3a ocTaTbyHa AnmbageHonaTus.

XnmunoTtepanua npu aBaHCUpPano 3abonasaHe
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MauneHTtHTe cbe cTagmm lIC u Il noanexat Ha cucTemHa xumuoTepanua. MaumeHTUTe B HaNpeAHan cTaauii Ha 3abonasaHeTo ce
KaTeropmsupart KaTo nauuneHT c gobpa, cpefHO f06pa 1 sowwa NPorHo3a (NporHocTMyHa kKnacudukauma ot 1997 r Ha International
Germ Cell Cancer Collaborative Group).

MaymeHTHTe B cTaani IIC moraT ga 6baaT KaTeropusnpaHm ¢ fobpa, cpeaHo fobpa 1 olwa NPOrHo3a B 3aBUCMMOCT OT HUBOTO Ha
TYMOpPHUTE MapKepw. MpoBexaa ce cTaHgapTHaTa xumuoTtepanus (3 Kypca PEB nau 4 kypca PE), ako cnes xumuoTtepanuaTta uma
ocTaTbyHa TYMOpPHa maca, ce npenopbysa RPLND. AKo TyMOpHUTE MapKepu cnes XxmummnoTepanuata ce Hopmaansumpart n npu CT He
Ce YyCTaHOBABAT OCTaTb4yHM pOpMaLLUK, NALUMEHTUTE MOraT a OCTaHaT Ha HabilogeHuve.

MaumeHTH ¢ obpa nporHosa (1A cTagnit HECEMUHOMHM TYMOPH)

MaymeHTUTE C fOBpPa NPOrHo3a Ha 3a601ABaHETO NOA/IEKAT Ha CTAHAAPTHUTE XMMUOTEPANEBTUYHN peXumM — 3 unkbaa PEB nam
4 unkbna PE, c KoeTo ce noctura obbp nevebeH pesyntat 8 90% oT cnyyamTe. AKO NaLUMEHTUTE MMAT OCTaTbyYHU GOpMaL MK cnes,
nposeseHaTa XMMMOTepPanusa, ¢ HOPMasHU CTOMHOCTU HA TYMOPHU MapKepK, NOA/1eKaT Ha ONepaTUBHO OTCTPaHABaHE Ha
TYMOPHUTE Macu.

XMCTONOMMYHOTO M3CNEeBaHE Ha OCTAaTbYHUTE TYMOPHMU Macu MOXKe Aa NoKaxe B NpnbamsuntenHo 45% Hekposa u ¢pnbposa, B
npnbansutenHo 45% - pobpokayectseH Tepatom 1 B 10 - 15% - nepcucTMpaHe Ha KapumnHoma. B Te3m ciyyam ce npunarar 2
KOHCOMAMPALLM Kypca XMMUOTepanus ¢ KombuHauma VIP.

MaumeHTn cbe cpeaHo aobpa (1B ctagmin) n nowa (IIC ctaguii) nporHosa

MaumeHTUTe CbC cpeaHo fobpa NporHo3a Ha 3a60/1ABaHETO OTTOBAPAT Ha CTAHAAPTHUTE CXEMU HA XMMMOTEPanua B
npnbansutenHo 80% oT cnyyanTe, a Te3W € Iola NPOrHo3a — B NpubamsuTenHo 60%. MauneHTUTe B TE€3U CTaAMM Ha 3ab0NABAHETO
noanexar Ha 4 kypca xumuoTtepanusa (PEB) unn 4 kypca PEI=VIP. Cneg npoBeXKAaHETO Ha KypcoBeTe XMMuoTepanus, ako
peHTreHorpadCKM ce fOKaxKe MbJIHA KNIMHUYHA PEMUCKA C HOPMAJTHU CTOMHOCTM Ha TYMOPHW MapKepw, NaLMeHTUTe OCTaBaT Ha
AVHAaMMYHO HabnoaeHue.

B cnyyamTe Ha ocTaTbyHa GOpMaLLMsA NPY Bb3MOXKHOCT ce 06CbXK/Aa ONepaTUBHOTO I OTCTPaHABaHe, KaTo ce 3anoysa ¢ RPLND,
c/lef, KOeTo ce peseumpar ocTaTbuyHuTe fesunn 8 6enmns apob.

B cnyyauTe Ha noBulLaBaHe Ha TYMOPHUTE MapKepu caes eYeHne Uav npy nporpecus Ha 3abonsasaHeTo, Npu NauueHTUTe ce
nposexaa “salvage” xummnotepanus (TIP, CE, TI-CE, VelP, VIP) unu BKAtoYBaHe B KNMHUYHWU NPOYYBaHUA.

PagnoTtepanua npy HECEMMHOMHM TYMOPW Ha TeCTUCUTE Ce Npuaara npu NoKasaHUA 3a MO3bYHU U KOCTHU MeTacTasu.

JlekapcTBeHU peXxumu

1A HpI/I CTa}II/Iﬁ 16e3 CbA0BA HHBA3HUA U C HOPDMAJIHU CJIeAO0NE€EPATHBHU TYMOPHHA MapKepH

AZ0OBaHTHA XMMMOTEPANuMA He ce NPOBEX/Ja MU He Ce NpernopbyBa peTponepuToHeasHa ﬂMMd)Ha Auncexkuma.

11.B. IIpu ctaauii I cbc cba0Ba UHBA3USA

MpoBexaa ce afitoBaHTHa XMMMoTepanua ¢ pexkum BEP (Bux T. I.B.) (2 Kypca).

I.C. ITIpu ctagmii 1IA, B

MpenopbyBa ce peTponepuToHeasHa IMMdHA AMCEKLMSA, NOCNeABaHa OT aZl0BaHTHA XMMMOTepanus ¢ pexkum BEP (B T.1.B.) (2 kypca).

11.D. IIpu HeonepaGU/IHU 60THU B cTaaui II, npu craguii 11l u IV
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MpoBexaa ce XxummoTepanusa cnopes nporHosara Ha 6osiecTTa.
1 Npwu pobpa nporHosa:
(i) BEP (3 kypca) (B T. 1.B.).

(ii) EP (3 Kypca) (B T. LLA.).
(iii) PVB

Cisplatin — 20 mg/m?1.V., gHn 1-5

Vinblastine — 6 mg/m?1.V., aHn 1 n 2

Bleomycin — 30 mg obwa gosa l.M., aHn 2,9 n 16
loemopeHue npe3 28 0Hu (3 Kypca).

2. Tpu cpegHa unu aola NporHosa:
(i) BEP (4 rypca) (v T.1.B.).
(ii) EP (4 rypca) (B T.1.B.).
(iii) PVB (4 kypca) (Bux T.11.D.1.).

ILE. CmacuTeJIHa XUMHUOTEPpAINUA IPHU PE3UCTEHTHU TYMOPH
1 PEI (BT LE.).
2. VelP (s 1. L.E.).
3 TIP (BuxT.L.E.)
4. GEMOX

Gemcitabine — 1000 mg/m?1.V., aHn 1 n 8
Oxaliplatine — 150 mg/m?1.V., aeH 2
losmopeHue npe3 21 OHu..

I1l. EKCTparoHagHU TepaTOKapIUHOMHU

XVIMVIOTepaI'IEBTVILIHVITe PeXnmmn Ca Kato Npu KapuymHOM Ha TeCTUC.

KAPIOMHOM HA IIEHUC

XnumunoTtepanusa ce npuaara npu NOKaAHO aBaHCMpPana UAM meTactaTuyHa 6onecr.

1 Cisplatin + Paclitaxel + Fluorouracil
Cisplatin — 75 mg/m?1.V., geH 1

Paclitaxel — 175 mg/m?(Docetaxel — 75 mg/m?) I.V., aeH 1
Fluorouracil — 750 mg/m?1.V. 96-4acoBa BeHO3Ha UHY3UA
MosmopeHue npe3 21 OHu.

2 Cyclophosphamide + Bleomycin

Cyclophosphamide — 250 mg/m?1.V., auun 1-5
Bleomycin - 30 mg o6wa gosa .M., 2 nbT1 ceaAMUYHO
loemopeHue npe3 28 OHu.

3 Cisplatin + Metothrexate + Bleomycin
Cisplatin — 75 mg/m?L.V., geH 1
Metothrexate — 25 mg/m?L.V., avn 1 n 8
Bleomycin — 10 mg/m?1.V., avn 11 8
MosmopeHue npe3 28 OHU.

4. Cyclophosphamide + Cisplatin + Vincristine
Cyclophosphamide — 250 mg/m?1.V., gHn 1-5



Cisplatin — 25 mg/m?1.V., aHu 2-4 Vincristine
—1mg/m?LV., aHn 1 n 7 lloemopeHue npe3
28 OHuU.

5. Cisplatin + Mitomycin C

Cisplatin — 20 mg/m?L.V., geH 1-3
Mitomycin C—4 mg/m?1.V., geH 1

lMosmopeHue npe3 28 0HU, NpU CTPOro MOHUTOPUPAHE Ha XemonoesarTa.

CAPKOM HA KAPOSI

1 CYVADIC

Cyclophosphamide — 500 mg/m?L.V., geH 1
Vincristine — 1.4 mg/m?1.V., aeH 1
Epirubicin —70 mg/m?21.V., aeH 1
Dacarbazine — 400 mg/m?1.V., aHun 1-3
MoemopeHue npe3 21 OHu.

2 Paclitaxel — 135 mg/m?1.V., aeH 1, noBTOpeHue npes 3 ceamuum
nnm 100 mg/m?1.V., aeH 1, nosTopeHue npes 2 ceamuumn.
3 Interferon-alpha —3 mUI S.C. AHeBHO, KOMBUHUPaAH C buenedeHmne (10 gHu).

£

Interferon-alpha — 3 x 3 mUI S.C. ceamuuHo (12 meceua).
5. Doxorubicin (PLD)** — 20 mg/m?L.V., aeH 1, npe314-21 axu (npu naumeHtv ¢ AIDS 1 ¢ HUCHK 6poit Ha CD4+ T-1mum-
doumntn).

CAPKOMUH HA MEKHU TbKAHH

CapKomuTe Ha MeKUTe TbKaHU NpeaCcTaBAABaT OKONO 1 % OT BCUYKM 3/10Ka4YeCTBEHM TYMOPU Y Bb3PaCTHU 1 0Kono 15 % ot tesm y
peua. CpegHata 5-roguiiHa npexxmsaemocT Bapupa ot 60% ao 80% npu Bb3pacTHu U 75% npu geua, B 3aBUCUMOCT OT
andepeHuMaLma, XMCTONOrMYEH BaPUAHT, pa3mep, 10Kaan3aLma, pa3npocTpaHeHe Ha TYMopa.

CapKOMMUTE Ha MEKMTE TbKaHM MOraT [ia Bb3HMKHAT BbB BCMUKM 061aCTV Ha TANOTO, HO Hall-4ecTu ca Te3un B 061acTTa Ha A0/HM
KpatHuum (40.5%), rpbaeH Kow (17.5%), ropHu KpaHuum (16.5%), peTponeputoHeanHo npocTpaHcTeo (13.3), BbTpelHn opraHm
(8.0%), B 0bnactTa Ha rnasa 1 wua (4.0%).

CuctemHa Tepanua ce npunnara npu HeonepaﬁmnHa WU MeTacTaTyHa bonecr.

l. MOHOXI/IMI/IOTepaHPIH

1 Doxorubicin — 75 mg/m?unu Epirubicin — 90 mg/m?8 72-yacosa L.V. nuudysusa
MosmopeHue npe3 21 OHu.

2 Epirubicin —80-120 mg/m?L.V., geH 1
MosmopeHue npe3 21 OHu.

3 Paclitaxel — 135-175 mg/m?1.V., geH 1

MosmopeHue npe3 21 OHU.
4. Ifosfamide 3.0 g/m2 i.v. — 44acosa u.se. uHgpy3us deH 1 0o 3
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Mesna 400 me/m2 u.s. Ha 0, 4 u 8mu yac u.s.

losemaps ce npe3 21 OHU

1. KoMGMHMpaHa XUMUOTEepanus

1LA. I ITMHUA
1 Epirubicin + Ifosfamide

Epirubicin — 60 mg/m?21.V., aHn 1 n 2
Ifosfamide — 1800 mg/m?L.V., auu 1-5
Mesna — 400 mg/m?21.V., B uacose 0, 4 u 8 cnea, Ha4yanoTo Ha ifosfamide
MoemopeHue npe3 28 OHU.
2. Vincristine + Cisplatin + Ifosfamide
Vincristine — 2 mg obuwa posa l.V., geH 1
Cisplatin — 20 mg/m?L.V., gHn 1-5
Ifosfamide — 1500 mg/m?1.V., aHun 1-5
Mesna — 400 mg/m?21.V. B yuacose 0, 4 1 8 cnen HavanoTo Ha ifosfamide
MoemopeHue npe3 28 OHuU.
3. Gemcitabine + Docetaxel
Gemcitabine — 675 mg/m?1.V., aHn 1 n 8
Docetaxel — 75 mg/m?1.V., oeH 8
MosmopeHue npe3 21 OHu.
4. CYVADIC
Cyclophosphamide — 500 mg/m?L.V., geH 1
Vincristine — 1.4 mg/m?1.V., aeH 1
Epirubicin — 70 mg/m?1.V., geH 1
Dacarbazine — 400 mg/m?1.V., aHn 1-3
MosmopeHue npe3 21 OHu.
5. Olaratumab + Doxorubicine (Epirubicin)
Olaratumab — 15 mg/kg I.V., agHn 1 n 8
Doxorubicine — 75 mg/m? (Epirubicin — 90 mg/m?) I.V., neH 1

MoemopeHue npe3 21 OHu.

MpoBexkaart ce 8 Kypca, NocneaBaHy OT NOALbPXKALLO NpuiokeHue Ha Olaratumab po nporpecus.

6. MAID
Doxorubicin 20 mg/m2 u.s. (5 0o 20 muHymHa uHepy3sus) deH 1 0o 3
Dacarbazine 300 mg/m2 u.e. (1yacoea uHgy3us) deH 1 do 3
Ifosfamide 2500 mg/m2 dHesHo u.8. (3yacosa uHgy3sus) dex 100 3
Mesna 400 mg/m2 u.e. Ha 0, 4 u 8 yac
Mosmaps ce npe3 3 ceOmuyu — 6 Kypca

7. XviMnOTepaneBTUYHUTE PEXMMM MOTaT Aa Ce MPUAaraT B HE0ALOBAHTEH aCNeKT NPU NOTEHLMAIHO Pe3eKTabuaHN TymMo-
pv (cTaguid I, 11).



11.B. Il 1MHUA

1 Pazopanib —800 mg P.O. OHesHo (He ce npusaaaa npu AUNOCapKomu).
2. Trabectedin* — 1.5 mg/m?1.V. 24-yacoBa UHPy3ms, aeH 1 (Npu IMNOCaPKOM M IeMOMMOCAPKOM Npu Nporpecus
cnep, aHTpauuKkAnH-Ifosfamide cbabpKawm pexxumm)
losmopeHue npe3 21 OHu.
3. Eribulin mesylate —1.4 mg/m?L.V., aHn 1 1 8 (NpK1 IMNOCAPKOM C NPOrPeCUs cied aHTPALMKANH-CbAbPMKALLM PEKUMM)
losmopeHue npe3 21 OHu.
4. Cisplatin + Actinomycin D** Cisplatin — 75 mg/m?1.V., nex 1
Actinomycin D**-0.5 mg I.V., aHn 1 n 2
losemopeHue npe3 28 OHu.
5. Cisplatin + Mitomycin C * Cyclophosphamide
Cisplatin — 20 mg/m?1.V., axn 1-3
Mitomycin C—10 mg TOT I.V., geH 1, npe3 42 gHu
Cyclophosphamide — 500 mg/m?1.V, aeH 1 (B Kypcosete 6e3 Mitomycin C)

MosmopeHue npe3 21 OHu.

OCTEOCAPKOMH

MbpBUYHMTE 3/10KAYECTBEHM KOCTHU TYMOPM NpeacTaBnasat okoo 0,3 % OT BCUYKM 3/10KayecTBeHn HoBoo6pasyBaHus. B
3aBMCHMMOCT OT TbKaHWTE, OT KOUTO MPOU3XOXKAAT Te Ce Pa3feNaT Ha: OCTE0CAaPKOMM (C Npomusxos oT ocTeobnacTtuTe),
XOHAPOCAPKOMM (C MPOU3X0A, OT XPYLLAIHA TbKaH) M MPUMUTUBHU HEBPOEKTOAEPMATHM TYMOPU, HAPUUYaHM OLLE CAPKOMMU Ha
FOuWHT (c HeAceH npousxoa). TyK cnagat v Apyry peaku TYMOPK Ha KOCTUTE, KaTo aAamMaHTMHOM, ManurHeH pubpobnacteH
XMCTMOLMTOM Ha KOCTTA M MaJIMrHEH TMIaHTOK/IeTbYEH TYMOP Ha KOCTUTE.

Kbm KOoCTHUTE TYMOPU Ce OTHACAT U NbPBUYHHUTE ,D,O6pOKa‘-leCTBeHM TYMOPU Ha KOCTUTE, KaKTO U BTOPUYHU (METaCTaTW—IHM)
KOCTHU TYMOPU — MeTacTaTUu4Ha KOCTHa 6onecr.

Hal-yecT e ocTeocapKombT, cpella ce Hain-yecTo y nogpacteawym (15-19 roa.). B Tasm Bb3pacT ocTeocapkoMuTe CbCTaBNABaT
noseye oT 10% OT BCUYKM CONUAHU TYMOPU. CbOTHOLLEHNETO MbXKe:KeHn e 1.4 1 1.

Te3n TYMOpUW Bb3HUKBAT B NMeprosa Ha Cb3psiBaHe Ha OpraHM3ma, KOrato ce OT4MTa MaKCMMa/leH pacTeX Ha CKeseTa, pecn.
BMCOKa NpoandepaTrBHa aKTUBHOCT Ha 0CTe061aCTUTE; BTOPUAT MUK € KbM 60-roauiiHa Bb3pacT. Jpyri puckosu dakTopm 3a
nosiBa Ha Te3n TYMOPU Ca TbYEBU Bb3AENCTBUSA, KaKTO U pammuiHa 06pemeHeHOCT.

JlekapCTBEHO NeyeHne ce U3BbPLLBA CaMO B LLeHTPOBE CbC CbOTBETHW Bb3MOMKHOCTU.

I. XumMmHoTepanusa npu capkom Ha Ewing
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1 Vincristine + Ifosfamide + Epirubicin + Etoposide Vincristine
— 1.5 mg/m?(06wa gosa 2 mg) L.V. 6onyc, aex 1 Ifosfamide
—3000 mg/m?L.V. 3-yacoBa UHPy3musa, aHn 1-3

Mesna — 400 mg/m?1.V., B yuacose 0, 4 n 8 cnep Ha4anoTo Ha ifosfamide
Epirubicin — 30 mg/m?1.V. 4-4acoBa nHoysms, aHmn 1-3

Etoposide — 150 mg/m?1.V. 2-4acosa uHoysusa, aHm 1-3
losemopeHue npe3 21 dHu (c nogkpena ot G-CSF).

2 Ifosfamide + Carboplatine + Etoposide
Ifosfamide — 1800 mg/m?21.V., gHn 1-5

Mesna — 400 mg/m?1.V., B yacose 0, 4 n 8 cneg HayanoTo Ha ifosfamide
Carboplatin — 400 mg/m?2L.V., ann 1 n 2

Etoposide — 100 mg/m?1.V., gHun 1-5
MosmopeHue npe3 21 oHu (c noakpena ot G-CSF).
3 VEC/IE
Vincristine — 1.5 mg/m? (o6wa nosa 2 mg) I.V. 6onyc, aeH 1
Cyclophosphamide — 600 mg/m?1.V., oeH 1
Epirubicin — 75 mg/m?21.V., neH 1 antepHupalo c: Etoposide — 100 mg/m?21.V., aumn 1-3
Ifosfamide — 1500 mg/m?1.V., gHn 1-3
Mesna — 400 mg/m?1.V., B yacose 0, 4 n 8 cnea HayanoTo Ha ifosfamide

MosmopeHue npe3 21 oHu (c noakpena ot G-CSF).

Xumunotepanua npu octeocapkom

4. MAP
Cisplatin 60 mg/m2/ 0H /4 4 uHeghy3us/ Ha deH 1 u 2 (04 120 mg/m 2), cedmuya 1u 6
Doxorubicin 37.5 mg/m2 u.e. Ha deH 1 u 2 (04 75 mg/m 2) ,cedmuua 1u 6,
cnedsaHu 3 cedmuuyu csied mosa om:

Methotrexate (MTX) 12,000 mg/m 2 u.s. 3a 4-6 yaca Ha deH 1+ / Leucovorin 15 mg IV, cmapmupaliiku 24 h caed
Hayanomo Ha MTX u cnedeHe Ha MemompeKkcamemuama 0okamo He cmate < 0,1 mM. (cedmuya 4, 5, 9 u 10)

losemaps ce 00 4 yuKvaa

5. ICE
Cisplatin 100 mg/m2 u.e. 3a 2 h Ha deH 1
Epirubicin 90 mg/m2 u.e. 3a 15 min Ha deH 1

Ifosfamide 2000 mg/m2/ deH IV 3a 4 h Ha OHu 2 3o 4, 3aedHo ¢ Mesna 2000 mg/m2/deH u.e.3a 4 h Ha OHuU 2 o 4 (
momanHa do3a: 6000 mg/m?2)

Moemaps ce npe3 3-4 cedmuuu ( 6 Kypca, 3 Kypca npeo u 3 Kypca cnedonepamusHo)



6 .Ifosfamid + Etoposide
Ifosfamid 3000 me/m2 u.s. (34acosa uHepy3us) deH 1 00 4
Mesna 3600 mg/m 2/ 0eH u.8. npodbaxumesnHa uHgy3us Ha OHU 1 0o 4
Etoposide 75 me/m2 u.s. (14acosa uHgpy3us) oeH 1 0o 4

lMoemaps ce npe3 3-4 cedmuyu (2 Kypca)

7.Gemcitabine + Docetaxel

Gemcitabine 675 me/m2 u.8. (90MuH. uHegy3ua) deH 1u 8
Docetaxel 75 do 100 me/m2 u.e. (14acosa uHg.) deH 8

lMosmaps ce npe3 3 cedmuyu

8.Cyclophosphamide + Topotecan
Cyclophosphamide 250 mg/m2 u.e. 3a 30 min /0H Ha OHuU 1 o 5
Topotecan 0.75 mg/m2 u.e. 3a 30 min /OH Ha 0HuU 1 00 5

Moemaps ce npe3 3 cedmuyu, 3a 12 — 14 yukwvaa

IFTACTPOUMHTECTUHAJIHUA CTPOMAJIHU TYMOPH

FacTpouHTECTUHaNHUTE cTopMmanHn Tymopu (TUCT) ca pefikM Me3eHXMMHU TYMOPW C MPOU3XOA, OT FaCTPOUHTECTUHANHUA TPAKT
(TUT) cbe cneumdmnyHa XMCTONOMMYHA XapaKTepuCTUKa. ToBa ca Hall-4ecTo cpeLaHmTe Me3eHXMMHU Tymopu Ha TUT, Bb3HMKBaLWM cnes,
myTaumsa 8 KIT-TUPO3MH KMHA3HUA peuenTtop u/vav B peuenTtopa Ha TPOMBOUMTHUA pacTexkeH dakTtop anda (PDGFR-alfa). AnarHosata
ce MocTaBA UMy- HOXMCTOXMMUYHO Bb3 OCHOBA Ha EKCMpecus Ha CrneuMdUuyHM peuenTopu U ce onpeaensaT CTENEHU Ha PUCK (HUCHK,
CpefeH 1 BUCOK 3acAraTt NpeArMHO Bb3PacTHM OKOJO NeTaTa AeKasa, Ho MoraT Aa ce Habao4aBaT U BbB BCUYKM BH3PaCcTOBU rpynu.

I'MCT morat aa ce pa3BMAT HAaBCAKbAE B CTOMALLHOYpeBHMA TPaKT. Okono 60-70% oT cnyyamTe ca I0Kann3mMpaHu B cTomaxa, 20-
30% - TbHKO 4epBO; NO-ManKo oT 10% - XpaHONPOBOA, KOJIOH, PEKTYM.

Mpunara ce TapreTHa Tepanus.

|. AAIOBAaHTHA Tepanus

Mpunara ce npu onepupanu 6onnHn (RO- 1 R1-pe3eKums) cbeC cpeseH U ¢ BUCOK PUCK: TYMOpeH AnameTsbp > 10 cm, 6poit Ha Mu-
To3un > 10/50 HPF, TymopeH anameTbp > 5 cm natoc 6poit Ha mutosu > 5/50 HPF, cnoHTaHHa MAKM XMpyprudHa pynTypa. HasHauasa ce
n cnep, R2-pesekums 3a CPoK OT 3 roguHu. MpenopbynTesieH € MoeKyApHO-NaToornyeH aHanmns 3a c-KIT (eK30H 9- n ek3oH 11-
MyTaums).

Imatinib — 400 mg P.O. aHesHo (800 mg gHeBHo npu c-KIT ek30H 9-myTaums). Mpunara ce 3 roguHu.
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1. I 1uHusa

MpenopbunTeneH e MonekyaspHonaTonormyeH aHanms 3a c-KIT (ek30H 9- u ek3oH 11-myTauma) u PDGFRA D842V-myTaums.

Imatinib — 400 mg P.O. gHeBHO, Ao nporpecua (800 mg aHeBHO Npw c-KIT ek30H 9-myTaums). NMpunara ce go nporpecus.

. Il inauA
1 Imatinib — 800 mg P.O. gHeBHO (80 nporpecus).

2. Sunitinib — 50 mg P.O. aHeBHO, 28 AHW 1 14 AHU noymBKa, uam 37.5 mg P.O. aHeBHO, 6e3 npeKkbcBaHe (40 nporpecusa).

Iv. III tuHuA
Regorafenib — 160 mg P.O. agHeBHO (g0 nporpecus).

MAJIMTHEH MEJIAHOM

l. A,Z[IOBaHTHa Tepalnuda

1 WmyHoTepanusa c Interferon-alpha — 3 x 3 mlU (2 x 10 mIU) S.C. cegmnuHo, 12 meceua. MpoBekaa ce Npu NaumeHTu ¢
KOXKEH MeNaHoOM C BUCOK PUCK 3a NosBa Ha peuunamnsu: ctagunit llb/N1 (aebennHa no Breslow > 2.01 mm u cxucrono-
rMYyHa ynuepauma Ha NbpBMYHATa ne3uns = 1 mm).

2. TMpu nokanHo aBaHcmpana 60ecT ¢ KAMHUYHO NO3UTUBHU CATENIUTHU UM UHTPAH3UTHU IMMdHM Bb3K (cTagui Ill) ce
npunara Nb/Ha TepanesTMYHa IMMdHa AMCEKLMSA, NocneaBaHa OT umyHoTepanus ¢ Interferon-alpha —3 x 3 mIU (2 x 10
mlU) S.C. ceamunuHo, 12 meceua. Mpu BUCOK PUCK Ce 06CbKAA NbUenedeHme Ha AMMPHNA PETUOH.

3. Mpuctaguit lll 6e3 nbaHa peseKkums ce Npuaara MHTpase3nMoHa Ha Tepanus, MbyenedeHme Uam 4pyrv perMoHaaHu onuum.

4. Npw ctagnii 1l ¢ KAMHUYHO NO3UTUBHM IMMOHM BH3/U (BUCOK PUCK) MOKE 4a Ce NPUIOXKM aftoBaHTHa BuoxmmuoTepa-
nus, NPY KOATO KbM MMyHOTepanuaTa c Interferon-alpha —3 x 3 mlU (2 x 10 mlU) S.C. ceamunuHo, ce f06aBAT KypcoBe ¢
LUMTOTOKCUYEH areHT:

(i) Dacarbazine —250 mg/m?21.V., gHu 1-3
MoemopeHue npe3 28 dHu, [0 6 Kypca.
(i) Cisplatin —80-100 mg/m?1.V., aeH 1

MosmopeHue npe3 28 dHu, fo 4 Kypca.

1. CMCTeMHa Tepanusa Npyu pequJuBUpaia U MeTacTaTU4YHa 60J1eCT

I1.A. TapreTHa Tepanus

| nnHKnA Tepanua npu BRAF V600-myTupanu Tfymopu

1 Vemurafenib —2 x 960 mg P.O. aHeBHO, A0 Nporpecus.
2. Dabrafenib — 2 x 150 mg P.O. AHeBHO, 40 Nporpecus.
3. Dabrafenib + Trametinib**

Dabrafenib — 2 x 150 mg P.O. gHeBHO

Trametinib** — 2 mg P.O. gHeBHO

Mpoovaxcasa 0o npozpecus.
4. Vemurafenib + Cobimetinib**

Vemurafenib — 2 x 960 mg gHesHo P.O., gHu 1-28
Cobimetinib** — 60 mg gHesHo P.O., gHn 1-21
MosemopeHue npe3 28 OHU, [0 NPOrpecus.

5. Nivolumab -3 mg/kg L.V., npes 14 aHu, go nporpecus.
6. Pembrolizumab — 2 mg/kg V. npes 21 aHu, o nporpecus
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7. . Ipilimumab 3 mg/kgi.v. 3a90 min.
[lo nporpecvsa navM HeCbBMeCTUMA TOKCMYHOCT

| NMHWA TepanuAa ¢ UMYHHU YEKNOWHT-UHXMBuTOopK npu BRAF WT Tymopu

1 Pembrolizumab — 2 mg/kg |.V. npe3 21 aHu, Ao nporpecus.

N

Nivolumab — 3 mg/kg I.V., npe3 14 aHu, A0 nporpecus.

3 Ipilimumab — 3 mg/kg |.V.; nHayKumaTa BKAtoUBa 4 Kypca npes 21 gHu; LuAnoTo neveHune Tpabsa Aa ce npunoxku go 16-ta
ceAmMLa cneg NbpsaTa f4o3a.
4. Nivolumab +
IpilimumabNivolumab — 1 mg/kg
L.V., aeH 1 Ipilimumab — 3 mg/kg
I.V., nen 1 MMoemopeHue npe3 21
OHU.

Il "(MHKWA TapreTHa Tepanna

1 Cnep nporpecus Ha BRAF-MHXMBUTOP UM Ha KOMBUHaLMA oT BRAF + MEK-uHxnMbuTop ce npeskaouBa KbM PD-1-uH-
xmbuTtop.
2. Cnep nporpecus Ha CTLA-MHXMBUTOP ce NpeBKAoYBa KbM PD-1-uHxnbutop.

3. Mpu akpanHM U MyKO3HU MenaHomm cbe c-KIT-myTaums ce obebkaa Imatinib — 2 x 400 mg P.O. gHeBHoO.

11.B. XuMuoTepanusa

I'Ipvmara Ce KaTo BTOpPa IMHNA NN KaTO Cy6C€KBeHLI|Ma/1Ha Tepanua, Korato ca ns4vyepnaHn Bb3MOXKHOCTUTE Ha BRAF- 1 MyHHUTE
l1€KI'IOVIHT-l/IHXl/I6l4TOpVI.

1 Carboplatin + Paclitaxel
Carboplatin—AUC4 V., peH 1
Paclitaxel - 175 mg/m?L.V., neH 1
MoemopeHue npe3 21 dHuU.

2 CVD
Dacarbazine — 800 mg/m?1.V., aeH 1
Cisplatin — 25 mg/m?L.V., gHn 2,3 n 4
Vinblastine — 1 mg/m?I.V., gun 2,3 n 4
MoemopeHue npe3 21 OHu.

3. Cisplatin + Gemcitabin

Cisplatin — 40 mg/m2L.V., aHn 1n 8
Gemcitabin — 1000 mg/m?1.V., aHn 1 n 8

MosmopeHue npe3 21 OHu.
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KAPIIMHOM HA KO?KA

3a60/19eMOCTTa OT 3/10KaYeCTBEHUTE TYMOPU Ha KOXKaTa e eZHa OT Hal-BUCOKUTE B cBeTa M B Bbarapua. Cnopes HaumoHanHus
Pakos Peructbp (HPP), Codusa, npes 2013 r. e umano 4791 Hosm cnyyas, 12.9% oT BCUUKM 3/10KaYecTBeHN HOBoobpasysaHus (36 825).

I. TapreTHa Tepanus

Vismodegib — 150 mg P.O. aHeBHo. Mpwunara ce npu N0KaaHO aBaHCcMpan 6a3ouenynapeH KOXKeH KapuuMHOM, Henoaxoaauy, 3a
XMPYP- TUA UAN NbYenedeHne, Uan Npyu meTactatuyHa bonecr.

Il. XuMuoTepanus

LInToTOKCMYHATa Tepanusa He e cTaHgapT. MNpunara ce pAAKO NPY IOKANHO aBaHCUMpPan AU meTactaTuueH Merkel-kneTbyeH KapLm-
HOM; M3MON3BAT Ce pPeXMMM KaTo Npu ApebHoKneTbueH 6enogpobeH kKapumHom: Cisplatin (Carboplatin) + Etoposide, Topotecan nnn
CAV (B KapumHom Ha 6an apob, OpebHOKNeTbYeH KapLuMHOM).

Mpun NOKaNHO aBaHCMpPasa UM METacTasnpasl NIOCKOK/IETbYEH KOXKEH KapLMHOM, BKIHOUYUTE/THO KapLMHOM Ha BY/1Ba, FOpHa U
[0J/1HA YCTHA, XMMMOTepanus ce 06CbKAa PALKO B MOCOYEHUTE NO-A0/Y Bb3MOXKHMU M360pU.

1 Cyclophosphamide + Bleomycin
Cyclophosphamide — 250 mg/m?1.V., gHn 1-5

Bleomycin — 30 mg obwa fo3a I.M., 2 nbTM cegMU4HO
losemopeHue npe3 28 OHu.

2 Cyclophosphamide + Cisplatin
Cyclophosphamide — 250 mg/m?1.V., gHn 1-5
Cisplatin — 25 mg/m? V., aHu 2-4
losemopeHue npe3 21 OHu.

3. Cisplatin + Fluorouracil Cisplatin
—100 mg/m?1.V., aeH 1

Fluorouracil — 1000 mg/m?1.V., aHn 1-5
losemopeHue npe3 28 OHu.
4. Paclitaxel + Cisplatin

Paclitaxel — 175 mg/m?1.V., aeH 1
Cisplatin — 75 mg/m?L.V., geH 1
MosmopeHue npe3 21 OHu.

5. Carboplatin + Paclitaxel
Carboplatin AUC4 LV., peH 1
Paclitaxel — 175 mg/m?L.V., aeH 1
MosmopeHue npe3 21 OHuu.

6. Cisplatin + Cyclophosphamide

Cisplatin — 75 mg/m?L.V., geH 1
Cyclophosphamide — 100 mg/m?P.0., aHun 1-10
losemopeHue npe3 21 OHu.

1. [IpeBeHI s HA HEMEJIAHOMHHU KOXKHHU TYMOPH NIPU UMYHOCYNIPpECUPAHU

NalfuEeHTH
Nicotinamide — 2 x 500 mg P.O. agHeBHoO.
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Mepkenos Tymop (MT)

Tymop oT kneTkute Ha Merkel (HeBpo-eHAOKPMHEH NpPOK3X0A) e paaKo 3abonasaHe ¢ noBuLwasalla ce 3abonesaemoct. MpuunHasa ce
oT nonnoma supyc — Merkel cell polyoma virus (MCPyV). Mpu MT e oT 3HauyeHne aebennHaTa Ha Tymopa, Habnto[aBaT ce MHTPAH3UTHU
MmeTacTasu, npernopbvysa ce 6MONCUA Ha CTPAXKEBUA Bb3E U ClefonepaTMBHA bYeTepanma 3a 10KO-permoHaneH KoHTpos. NMporHosata e
no-aowa gopu n ot MM.

CTaHZapTHO NeyeHre Npu XeMaToreHHa AuceMmnHauma e kapbonnaTuHa (MAn uMc-nnaTMHa) ¢ eTonosua,

MpeacTon pernctpaLms Ha UMyHoTepanus ¢ aHTU-PD1 n aHTK-PD L1 aHTuTena Avelumab, Pembrolizumab Nivolumab, koaTo aasa mHoro
[06pu pesyataTu.

Iv. UMyHOTepanusa

Avelumab** — 10 mg/kg |.V., npe3 14 gHu. NMpunara ce npu meTtactatmueH Merkel-kneTbueH KapuuHOM.

KAPIODMHOM C HEM3BECTEH ITPOU3X0/]

M360pbT Ha LUTOCTATUUEH PEXMM CE OCHOBABa Ha XMCTONOMMYHMA BMA HA MeTacTasute. XMmuoTepanus ce npuaara npu 6011 B
£06po 06uwo cberosHue (PS). Mpu HEBPOEHAOKPUMHHM TYMOPWU C HEM3BECTEH MPOM3XOL Ce Mpuiara J/leyeHne KakTo npwu
racTpoOeHTEPO- NaHKPeacHN HEBPOEHAOKPUHHM TYMOpPU (BMXK HeBpoeHLOKPUHHM Tymopu, T.I1.B.).

1 Cisplatin + Etoposide
Cisplatin — 75 mg/m?21.V., neH 1
Etoposide — 200 mg obwa posa l.V., gHu 1-3
osemopeHue npe3 28 OHu.

2 Cisplatin + Epirubicin +
Fluorouracil Cisplatin — 75
mg/m?L.V., aeH 1 Epirubicin —
50 mg/m?L.V., geH 1
Fluorouracil — 500 mg/m?1.V.,
nHu 1-3 [loemopeHue npe3
21 0Hu.

3. Cisplatin + Gemcitabine
Cisplatin — 75 mg/m?L.V., neH
1

Gemcitabine — 1000 mg/m?1.V., gHn 1 n 8
MosmopeHue npe3 21 OHu.

4. Paclitaxel + Carboplatin
Paclitaxel — 200 mg/m?1.V., aeH
1 Carboplatin AUC6 LV., neH 1
MosmopeHue npe3 21 OHu.

5. Paclitaxel + Fluorouracil + Cisplatin
Paclitaxel — 175 mg/m?1LV., aeH 1
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Fluorouracil — 500 mg/m?1.V. npogbixuTtenHa nHoysms, aeH 1
Cisplatin — 100 mg/m?1.V., aeH 2
MosmopeHue npe3 21 OHu.

6. Carboplatin + Docetaxel
Carboplatin AUC5 LV., peH 1
Docetaxel — 75 mg/m?1.V., aeH
1 MosmopeHue npes 21 OHu.

7. lIrinotecan + Oxaliplatin
Irinotecan — 160 mg/m?21.V., aex
1 Oxaliplatin — 80 mg/m?21.V.,
neH 1 [loemopeHue npe3 21
OHuU.

8 CAPOX

Capecitabine — 2000 mg/m?P.0., auun 1-14
Oxaliplatin — 80 mg/m?L.V., geH 1
MoemopeHue npe3 21 OHu.

9. Fluorouracil + Mitomycin C

Fluorouracil — 500 mg/m?1.V. bolus, 3 nocnegosaTtenHu gHK
Mitomycin C—10 mg TOT I.V., geH 1, npe3 42 aHun
MoemopeHue npe3 21 OHu.

INOBEAEHUE ITPU METACTATUYHA KOCTHA BOJIECT U 3AT'YBA HA KOCTHA
MACA

B cKeseTa Hali-4ecTo mMeTacTasupa KapumHOM Ha rbpaa, npocTaTHa kaesa, 6an Apob, 6bbpek u ap. Bodelo e ne4eHneTo Ha
Mbp- BUYHUA TYMOP (XMMMOTepanus, XopmoHoTepanua W Ap.). 3a NpegoTBpaTABaHE Ha YCNOMKHEHMA OT KOCTHM MeTacTasu
(naTonornyHn dpakTypu, Komnpecua Ha rpbbHaYeH MO3bK, XMnepkaaumemma u ap.) ce npunarat 6udocdoHaTM M 6GMONOTMYHK
nekapctsa. Mpu neye- HMe ¢ Denozumab v3cneaBaHe Ha CEPYMHO HMBO Ha KPeaTUHUH He ce Hanara.

I. /leyeHHUe HA TYMOPp-UHAYIHPAHA XUIIEePKAJILIUEMUA

Zoledronate — 4 mg I.V. 15-mnHyTHa uHbYy3umA.

1. J/ledeHHe HA KOCTHU MeTacTa3u

Mpean BcAKa MHOY3MA Ha BudochoHaT ce nscnenBa CEPYMHO HUBO Ha KanuWii U KpeaTUHUH. BeHo3HUTe MHdY3uKM Ha budocdo-
HaTK ce NpasAT npes3 3-4 ceamunum.

I1.A. KocTHM MeTacTa3y OT KapUMHOM Harbpja
1 Denosumab — 120 mg S.C., npe3 28 aHw.
2. Zoledronate — 4 mg L.V. 15-MUHyTHa UHY3Ms, npe3 28 AHW.

11.B. KocTHM MeTacTa3u OT KapIMHOM Ha IIpocTaTa
1 Denosumab — 120 mg S.C., npe3 28 aHw.
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2. Zoledronate — 4 mg L.V. 15-MUHyTHa UHY3MsA, npes 28 aHW.
3. Radium-223* — 55 kBq/kg, npes 28 aHu (6 anaukaumm).

11.C. KocTHH MeTacTa3u oT APYra COJIMAHU TYMOPH
1 Denosumab — 120 mg S.C., npe3 28 aHw.
2. Zoledronate — 4 mg L.V. 15-MUHyTHa UHPY3MA, npes 28 AHW.

Mpu NaumeHT, NPoBeEXKAaLLM EHAOKPUHHA TEPanMA 33 KapLMHOM Ha Mbpaa UM aHAPOreH-noTMUCKalla Tepanus 3a KapumMHOM Ha
npocTaTa, € Ha/MLe PUCK OT 3aryba Ha KOCTHA Maca U MOKe A3 ce NMPUIoKK BuonornyHa tepanua c Denosumab — 2 nbTv no 60 mg

S.C. rogmwHo (npes 6 meceua).

I1l. PAAMOHYK/IMAHA Tepanus

M3nonssa ce Samarium-153* n Radium-223*.

ITPABWUJIA 3A IIPUJIATAHE HA TPAHYJIOUUTEH KOJIOHUCTUMYJINPAILL
OAKTOP

I. IpopU/IaKTUYHO NPUJIOKEHHUE HA TPAHYJIOLMTEH KOJIOHUCTUMYJIUpaly, paKTop
(G-CSF)

Llenta my e ga pegyumpa yectoTata Ha ¢pebpuiHa HeyTponeHus, MHAYLMPAHA OT XMMUOTEpPanus.

|.1. OueHKa Ha pucK 3a ¢pebpunHa HeyTponeHua (PH) (13BbpLUBA Ce Npeayn BCEKM XMMUOTEPANEBTUYEH Kypc): (a) pUCKoBK
baKTopK, CBbP3aHMN C XMMMOTEPANeBTUYHUA pexkum (XTP): (i) ctaHaapTHm XTP: 2 20%, 10-20%, < 10% (Bu:k Mpunoske- Hue
A); (ii) ;O30BONABTHM 1 A030BOMHTEH3UBHU XTP (BMX MpunoxkeHue B); (6) puckoBu GpakTopu, CBbP3aHM C NaLMeHTa:

(i) Bb3pact Hag 65 roguHu; (ii) HanpeaHan ctaguii Ha 6onectTa; (iii) Npeaxoxaawm enmsoam Ha ®H; (iv) HeusnonssaH
nocera G-CSF; (v) 6e3 aHTbMoTnyHa npodunaktuka; (vi) now nbpbopmaHc/xpaHuteneH cratyc; (vii) yspeaera 6b6pey-
Ha, YepHOAPOBHA MK CbPAEYHOCHA0BA GYHKUMS; (B) Len Ha TepanuaATa: (i) noTeHumanHo neyebHa/aaoBaHTHa; (ii)
yAb/- }KaBallla npexunsaemocTTa; (iii) naanaTmsHa.

1.2. NpenopbKu 3a npunoxKeHune Ha G-CSF: (1) He ce npunara npu XTP ¢ puck 3a ®H < 10%; (2) npunara ce npu XTP ¢ pucK 3a
®H > 20%,; (3) npunara ce npu XTP ¢ puck 3a PH 10-20%, KoraTo Bb3pacTTa e Hag, 65 roanuu; (4) obebkaa ce npu XTP ¢
puck 3a PH 10-20%, KoraTo ca HanuLe OcTaHaAUTe PUCKOBU GaKTOpK, CBbP3aHU ¢ NaumeHTa; (5) obcbxaa ce npu
aAtOBAHTHU UM YABAKABALLM NPEXKMBAEMOCTTA A030BONABTHU UAN [030BO-MHTEH3MBHM XTP, KOraTo pegyKumsaTa Ha
WMHTEH3WBHOCTTA € CBbP3aHa C B/IOWaBaHe Ha NporHosaTa.

Il. TepanneBTH4YHO nnpuioKenue Ha G-CSF

Llenta my e fia pegyumpa YyectoTata Ha MHOEKLMO3HOCBbP3aHN YCAOXKHEeHUA npu GH.

Mpenopbku 3a npunoxeHne Ha G-CSF: (1) npoabakaBa ce Mpu NALMEHTU CbC 3aN0OYHATO NPODUNAKTUYHO MPUIONKEHUE Ha
Filgrastim wnn Lenograstim; (2) npu nauneHTW, nonyy4asanu Pegfilgrastim, ce npogbaxasa c Filgrastim; (3) npy nauyeHTH, He no-
nyyasanu npodunakTnyHo G-CSF: (a) obcbkAaHe Ha NMPUIOXKeHUE NPU PUCKOBU GaKTOPU 33 MHPEKLMO3HM YCNOXKHEHUA MU oL
KAMHUYEH U3XOZ4: CEMCUC, Bb3PAcCT > 65 rognHun, abcontoteH HeyTpoduneH 6poit (AHB) < 0.1 G/I, o4akBaHa NPOLBLAKUTENHOCT Ha
HeyTponeHus >10 AHWU, MTHEBMOHUA, UHBA3UBHA QyHrManHa MHEKLUA, APYTY KIUHUYHO AOKYMEHTUPAHU MHEKLMK, Hauano Ha de-
6punutet B 6onHMLA; (6) HE ce Npuaara NpU oCTaHaNUTE NALMEHTU.

1. U360p Ha G-CSF 3a npoduiakTuka u jieuenue Ha PH

(1) Filgrastim: pHeBHa no3a — 5 mcg/kg S.C. 40 NOCTHaAMPHO Bb3CTaHOBABaHe Ha AHB 1 40 HOpMmanHo MK 6AK13KO 0 HOPMATHOTO
HWBO; Hayvano — 24-72 yaca cnep Kpas Ha XTP; (2) Pegfilgrastim (HamansaBaHe yecToTaTa Ha HEYTPONEHUATA U NPeAOTBPaATABaHE Ha de-
6puaHa HeyTponeHus): eAHOKpaTHa Ao3a — 6 mg S.C. 3a eAMH Kypc Ha edeHune; Havano — Ao 24 yaca cnef Kpaa Ha XT. (3) Lipegfilgrastim
(camo 3a npodunakTMKa): eaHoKpaTHa f03a — 6 mg S.C. 3a eAnH Kypc Ha edeHne; Hadvano — Ao 24 yaca cneg Kpas Ha XT.
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INOBEAEHMUE IIPU ®EBPUJIHA HEYTPOIIEHUA

I. OCHOBHHU NOHATHUA U JePUHULIIUU

I.LA. debpunHa HeyTponeHusa (OH): noBMweHa akcunapHa TemnepaTypa Hag 38.0° C B npoabakeHue > 1 yac, abcontoteH
HeyTpoduaeH 6poit (AHB) < 0.5 G/l nnn < 1.0 G/I c TeHaeHUMA 3a HamanasaHe noga 0.5 G/| B cneagawmTe 48yaca.

1.B. MuKpobuonornyHo foKymeHTMpaHa nHbekuma: (1) MHbeKumaA B KpbBTa, NpUYMHEHa OT bakTepun (baktepruemmns) nnm
byHM (dyHremus), 6e3 ngeHtTndurumpaH nHbekumoseH Gokyc; (2) MUKPOBUONOTMUYHO AOKA3aHO MACTO Ha UHPEKLMA.

1.C. KAuHU4YHO AoKyMeHTMpaHa HbeKums: GebpuanTeT C ACHO JIOKaAN3MPaHO KAMHUYHO A0Ka3aTe/ICTBO 3a MHdeKuMs,
6e3 naeHTUPUUMpPaH NPUYNHUTEN.

1.D. ®debpunutet c HesaceH npounsxos: Gebpmuantet 6€3 KAMHUYHO AN MUKPOBUONOTMYHO A0KA3aTeICTBO Ha UHEKLMA.

Il. Haya/iHa KJIMHUYHA OI€HKa

I1.LA. AHamHesa v 06eKT1BHO n3cneasaHe: (1) mecta Ha nepudepeH BEHO3EH MbT U/UKN LeHTpasieH BeHo3eH KateTbp (LBK); (2)
KOKa, HOKbTHO NIoxKe; (3) 6an Apob un cnHycK; (4) ycTHa KyxmHa, papuHKC, XpaHOMPOBOA, YepBa, pekTym; (5) nepusaru-
HasHa/nepupeKkTanHa 0b1acT, aHyc.

11.B. JonbaHutenHa uHdopmaumsa: (1) KomopbuaHu cbeToaHUs; (2) MHTEPBAN OT NocAefHa XMMUoTepanus; (3) Nnpeaxoxaalla
OOKyMeHTUpaHa nHobekums; (4) nocnegHa aHTUMUMKpPoBHa Tepanua/npodunakTuka; (5) meankament; (6) HIV-cratyc; (7)
KOHTaKT ¢ 60/1HM C NO406HM CUMNTOMM, OMALLHW XUBOTHKU, BONHK OT TybepKyn03a; (8) nbTyBaHe; (9) nocneaHa TpaH-
chy3ma Ha BruonpoayKTu.

11.C. NabopaTtopHu/obpasHu nscneasaHus: (1) KpbBHa KapTuHa, AudepeHLManHo bpoeHe, cepymHa ypes, KpeaTUHUH, eNeKTpo-
TN, aMUHOTPaHCcaMMHasn, bunnpy6uH, C-peakTMBEH NPOTEUH; (2) obcbkaaHe 3a peHTreHorpadus Ha 6an apob, ypuHeH
aHaNu3 1 nyncokcumeTpus; (3) peHTreHorpadus Ha 6an Apob Npu pecnMpaTopHU CUMNTOMM.

11.D. Mukpo6uonorusa: (1) xemokyntypa (6aktepmanHa u dpyHrnanHa) oT noHe Ase mecta: nepudepHa seHa + LIBK (ot Bcekn
nymeH), aAse nepudepHn BeHu, Asa LBK; (2) ypoKyaTypa (Npy cMMNTOMM, KaTeTbp UM abHOPMeEH ypuHeH aHanus); (3)
nscnenBaHua cnopes MAactoTo Ha uHdekums: (a) gnapus — Clostridium difficile; (6) koxa — acnupat/6uoncus ot nesnu; ()
Bb3MaseHns Mo Koxa oT uram nam LiBK — ob6cbkaaHe 3a GyHrManHu/MmmnkobakTepun nscaessaHus.

11.E. Bupyconorus: (1) npu Be3unKyapHW/yaLepo3HU /InraBuuHm esvu; (2) npu pecnmpatopHy CUMNTOMM OTIbP/10/Ha30papuHKC.

1. Haya/THO eMIMPUYHO aHTHOUOTUYHO JiedeHue (ABJI)

3a fgeTainu, cebpsaHm ¢ M3bopa Ha aHTUBUOTUYHO NedeHmne, BUXK MpunoxeHne 2.

A ®dakTopu 3a n3bop: (1) oueHKa Ha MHOEKLMO3HUA pUCK (BUXK. m. IV); (2) Hali-4ecTV NOTEHLMANHN NATOTeHW, BK/. aHTU-
B6UOTUK-PE3UCTEHTHM, NPOAYLMPALLY LUMPOKOCNEKTbPHW 6eTa-nakTamasu (ESBL), vancomycin-pe3mcTeHTHN EHTEPOKOKM
(VRE); (3) KonoHu3aumsa unv npeaxoxaawa nHoekuma c methicillin-pesuncrenten S. aureus (MRSA); (4) macto Ha nHdeK-
umsa; (5) mectHa 60/1HMYHA aHTMBMOTUYHA PE3UCTEHTHOCT; (6) opraHHa ancdyHKLMA/NeKkapcTBeHa aneprus; (7) npeaxoxmaa-
WA aHTMBMOTMYHa Tepanus/ NPodUNAKTUKA; (8) BaKTEPMUMAHOCT, LUMPOK CMEKTbP, aHTUMNCEBAOMOHACHO NOKPUBaHE.

lIB. NHTpaBeHo3Ha MoHOTepanus: cefepime, ceftazidime, imipenem/ cilastatin, meropenem, piperacillin/tazobactam.

IC. MHTpaBeHO3Ha KOMBUHMPaHa Tepanusa: (1) aMUHOTMKO3UA+ AHTUNCEBLOMOHACEH NEHULMAMH + 6eTa-NaKTamaseH
MHXMBU- TOP MK LUIMPOKOCTEKTbPEH LedanocnopuH (cefepime, ceftazidime); (2) ciprofloxacin + aHTUNceBaOMOHaceH
NeHULMANH.

lID. OpanHa KombUHMpaHa Tepanua Npu HUCBK puck: (1) ciprofloxacin + amoxicillin/clavulanate (npw neHMUMAMHOBa aneprus

— ciprofloxacin + clindamycin); (2) He ce npenopbyBa opasieH aHTUBUOTUK cnel NPOGUNAKTUKA C XUHOJIOH.

Iv. HauaJ/iHa olleHKa Ha I/IH(l)EKI.U/IOBEH PHUCK

BMCOK PUCK e HanuLLe NPU BCEKM efiMH OT CNeHUTe PUCKOBU dakTopu:

(A) Puckosu dakTopm: (i) Hayano Ha debpunuteT B 6OAHWUYHK ycnoBus; (i) CUTHUGMKAHTHA KOMOPBUAHOCT UM KIMHWYHA HecTa-
6unHocr; (iii) ouakBaHa NPOAbLAKUTENHA TeXKKA HeyTponeHus: AHB < 0.1 G/l u > 7 aHwn?; (iv) YepHoapobHa guchyHKUMA (NeTKpaTHO
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3aBULLIEHN aMMHOTPaHCcaMUHa3n); (v) 6bbpedHa ancdyHKLMA (KpeaTMHUHOB KAnpbHC < 30 ml/min); (vi) nMnca Ha KoHTpoa/nporpecus
Ha ocHoBHaTa bosecT; (vii) THEBMOHUA UK APYIY CEPUO3HU MHPEKLMMU; (Viii)) MyKO3UTK 3-4 cTeneH.

Mnn MASCC Risk Index < 21 (suxc lMpunoxceHue B).

(B) MsacTo v BMA, Ha NedeHne: BOAHMLA C MHTPAaBEHO3HA Tepanus.

HUCBK pUCK e HanuLLe NpY NPU HaMYMe Ha BCUYKKM PUCKOBU GaKTopu:

(A) Puckosu daktopu: (i) ambynatopHo Hayano Ha ¢pebpuauteT; (ii) AMNca Ha KomopbMAHOCT, Hanarawia XocNnUTaAn3auusa Uan
aKTUBHO HaboaeHue; (iii) oyakBaHa KpaTKa TexKa HeyTponeHus: AHB < 0.1 G/I 3a < 7 gHu; (iv) ob6bp nbpdopmaHc ctaTyc (ECOG 0-
1); (v) yuepHOApO6Ha PYHKLMA C < TPUKPATHO 3aBULLEHN aMUHOTPaHcdepasu; (vi) HopmanHa 6bbpeuHa GyHKUMSA.

Mnn MASCC Risk Index = 21 (suc lpunoxeHue B).

(B) MscTo 1 Bua Ha nedenue: (i) 6ONHMLA C MHTPAaBEHO3HA MM CEKBEHLMaAHa UHTpaBeHo3Ha/opasHa Tepanus; (i) 6oaHMua ¢
opasnHa Tepanus; (iii) ob6cbskaaHe Ha amby1aTOPHO-KIMHUYHA UM AOMALLHA TEPanuUs 3a CeNEKTUPAHN NALMEHTU C HUCHK PUCK, NMPK
afeKBaTHa U3BBbHOONHMYHA MHOpPACTPYKTYypa (ycnosusa).

V. JombJIHUTE/ITHU HAYa/IHU U3C/IeJBaHUA U Tepanuda

3a pgeTaiinn, cebp3aHu ¢ M3bopa Ha aHTMBUOTUYHO fiedeHne, BUK Mpunoskerue I.

V.A.

V.B.

V.C.

V.D.

V.E.

V.F.

V.G.

V.H.

OpanHa myKo3sa: (a) Npu HEKPOTUYHK yauepaumu: (i) uscneasaHma: nocaska 3a HSV 1 rbbu, buoncus
Ha CYCNeKTHW 3a naeceHn nesnu; (ii) neyeHmne: obcbikagaHe 3a aHTU-HSV nan cuctemHa aHTUdyHranHa
Tepanus; (6) npu coop: fluconazole (nbpBa AMHUA) nan voriconazole (npu pedpakTepHocT); (B) npm
BEe3UKyNapHu nesuu: (i) uscneagsaHma: nocaska 3a HSV u VZV; (ii) neyenne: aHTu-HSV Tepanus.
XpaHonpoBsoa: (a) npu peTpocTepHanHa 6onka, aucharua/oanHo-dparus: (i) M3cneasaHus: NOCABKa 3a
rvbu; (ii) neyeHue (cnopen Hann-yme Ha coop UaM nepuopaneH xepnec): fluconazole (Mbpsa AMHKUA) U
voriconazole (npu pedpakTepHocT) unu acyclovir (npm Bucok puck sa CMV — ganciclovir nunm foscarnet).
CuHycu: (a) npu 60sKa, nepuopbuTaneH LenynmT, HOCHU yauepauumn, e4HOCTPaHHO cbii3oTeyeHe: (i)
nscneasanua: CT/ opbutanHa MRI, oTopuHonapuHronornyeH/optaamonornyeH nperie, nocsaBka Ha
cekper; (i) neyeHme: vancomycin (npu nepnopbuTaneH uenynut), amphotericin B (npu BUCOK pUCK 1
CT/MRI-cycnekuma 3a acneprmuaosa Uam MyKopMmnkosa).

KopemHa 6osKa: (i) uscneapanuma: abgommHanta CT unum exorpadus, cepymua AP,
aMMHOTpaHcaMUHasn, bunmpybuH, amu- nasa, nMnasa; (i) neueHme: metronidazole (npu cycnekTeH C.
difficile).

MepupekTanHa 60nKa: (i) nepMpeKkTanHo uscneapaxe; (ii) neyeHune: obcbKaaHe Ha EHTEPOKOKOBA
NHdeKLMA, ceaalm 6aHN, MEKN M3NParKHEHNUA.

Onapus: (i) uscneasaHus: Konpokyntypa 3a C. difficile; (ii) neueHne: opaneH metronidazole (oo
pesynTart 3a cycnekTeH C. difficile).

BeHO3HM ycTpoiicTBa: (a) npu Bb3naseHMe Ha BXxoa/usxoa Ha urna (katetsp): (i) M3cnensaHus:
HaTPUBKA MW APEHAK 3@ NO- CABKA, XEMOKY/ITYpa OT BCEKM U3x0z; (ii) neyeHune: vancomycin (HayanHo
WAKW NPW Mnca Ha oTroBop cnepq 48 vaca); (6) npu TyHenHa nHdekuus: (i) UscnegBaHMA: XeMOKYATypa
OT BCeKM un3xog; (ii) neyeHmne: npemectseHe Ha KaTeTbpa, vancomycin.

BenoapobHu nHGUATPaTK: (i) U3cnenBaHMA: XEMOKYNTYPA M NOCABKA Ha XpayKa, Hasa/iHa NOCABKaA, TecT
3a Legionella, cepymeH ranaktomaHaH nam 6eta-rioKaH TecT (Mpu BUCOK PUCK 3a acneprnnosa),
obcbKaaHe 3a 6poHxoanseonapeH na- Bax, CT Ha rpbaeH Kouu; (i) neyeHune: azitromycin nnu
pecnnpaTopeH GbAyOPOXMHOJIOH (NPW CycneKTHa aTUNUYHa NHEeB- MOHMA), vancomycin uau linezolid
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(npu cycnekTHa nHbekuma c MRSA), obcbkaaHe 3a G-CSF, nneceH-aKTUBHU aHTU- GYHIMANHU areHTu
(npwn BUCOK puck 3a acneprunosa), TMP-SMX (npu puck 3a nHpekuma c Pneumocystis jirovecii).

V.I. Uenynautu: (i) uscnepsanus: obcbaaHe 3a NOCABKa OT acnupat uam buoncwus; (ii) neyeHue:
obcbKaaHe 3a vancomycin.

V.J. Panu: (i) uscneasanus: nocaska; (ii) neyeHune: obcbKaaHe 3a vancomycin.

V.K. Be3nKynosHu nesuu: (i) MacneasaHua: acnupauma unm ckpan 3a VZV uam HSV; (ii) neveHue:
obcbKaaHe 3a acyclovir.

V.L. AncemMuHUpaHM Nanyam uam gpyrm nesuu: (i) uscneasaHus: acnupa-ums nam buoncma 3a
MUKpobuonorus (baktepun, mbu, mukobaktepun) u xuctonorus; (ii) nedyeHune: obcbaaHe 3a
vancomycin uiuv 3a nneceH-akTMBHA aHTUdYHIMaNHa Tepanus (Npu BUCOK PUCK).

V.M.CMMNTOMM OT YpUHapeH TPaKT: (i) uscneaBaHua: ypuHeH aHanus, ypoKynTypa; (ii) neyeHue: cneg,
naeHTUdMLUMpPaHe Ha NaToreH.

V.N. CumnTtomu ot LIHC: (i) uscnegsaHus: KoHcynT ¢ nHdekumonuct, CT u/unm MRI, nymbanHa nyHKUuMA,
KOHCYANT C HEB- ponor; (ii) 1eyeHne: Npu cycnekTeH MeHUHIUT — 6eTa-naktamu (cefepime, ceftazidime,
meropenem) + vancomycin + ampicillin; npu cycnekten eHuedanut — acyclovir (10-12 mg/kg 3 nbtn
AHEBHO), XnapaTtaumnsa, MOHUTOpUpPaHe Ha BbbpeyHa GpyHKUMS.

1 TpynaTa e c NnoTeHuManHa HeppPOTOKCMYHOCT, HaMaNABaLLA Ype3 eHOKPATHO MPUIOKEHWNE, OCBEH B C/Iy4an C MEHWUHTUT AN eHA0KapAUT.

2 PuckoB GaKkTOp Npu NaLMEHTM C MHOTO KypcoBE Ha MM1esIoCynpecnBHa XMMMOTEPanua, C MeTacTaTUyHa KOCTHa 60/1ecT, MbyenevyeHme Ha MaabK
Tas, rpbbHaYeH cTbAb UM AbATU KOCTH.

V1. O eHKa Ha 0OTTroBOpa KbM eMIUpU4YHO ABJI

OcbliectBaBa ce Ha 72-120-u vyac.

1. OtroBopuaun naumeHTu: (a) HamanseaHe Ha debpunuteta; (6) cumnToMum Ha MHbEKUMA Be3 MPoMsAHA UM HamanaBaluu; (B)
CcTabunHa xeMoanHaMUKa.

2. HeoTroBopw/aM NauMeHTu: (a) NnepcucTmpalLLl UamM MHTepMUTEHTEH GebpunuterT; (6) cMMNTOMK Ha UHDEKUMA 6e3 noaobpe-
HUe; (B) XeMoAMHaMUYHA HeCTabUAHOCT; (r) NepcucTUpPaLLY NONOKU-TENHU XEMOKYATYPU.

Vvii.IloBeageHHue Npu OTroBOP KbM eMIUPUYHO ABJI

1. MnaHwupa ce Ha 72-120-un vac.

2. OCHOBHM NpUHUMMK: (a) NpoZbAXKaBa emnupuyHOTO ABJT; (6) Npu cTapT ¢ ,noaxoaaw” vancomycin 1e4eHneTo Npoab-
»aBa; (B) aHTMBUMOTUUYHMAT pexknm npoabaxkasa 4o AHB > 0.5 G/ 1 npoabaxKaBalLo noKayBaHe.

MpoabaKMTENHOCT Ha ABJT Npy AOKYMEHTUPaHU MHdeKUMK: (a) HayanHoTo ABJ/1 npoabaxkasa 4o gocturaHe Ha AHB > 0.5 G/I u
npoab/KaBalo nokauysaHe; (6) ABJl ce wuHaAMBMAyanusuMpa Ha 6asata Ha: HeyTPoOUAHO BbB3CTAHOBABAHe, 6bp3vMHa Ha
HOpManu3MpaHe Ha TemnepaTtypaTa, CneuMdUYHO MACTO Ha MHOEKLMA, naToreH, KOMopbuaHocT; (B) BpemeTpaeHe Ha ABJ1 npwu
OOKYMeHTUPaHu nHbeK- umm: (i) Ha Koxa/MeKM TbKaHu — 7-14 aHu; (ii) HeycnoxHeHa 6akTepmemms: ¢ Gram (—) natorenn — 10-14
AHK, ¢ Gram (+) natoreHu

—7-14 nHu, cbe S. aureus — NoHe 2 ceAMULM Cnef, NbpPBa HEraTUBHA XEMOKYTYpa M HOpMasHa TpaHcesodareanHa exokapamorpama, ¢
6y — noHe 2 ceamuum cneq, nbpea HeraTMBHa XeMoKkyATypa; (iii) cuHymTtn — 10-21 gHu; (iv) 6bakTepmanHa nHeBMmoHMA — 10-21 aHu;

(v) dyHrnanum nudekuymm: ¢ Candida — noHe 2 cegmunum cies MbpBa HEraTMBHA XEMOKYATYpPa, ¢ naecenu (Aspergillus) — muHumym 12
ceamuum; (vi) BupycHm nudekumm (HSV/VZV) — 7-10 gHu.

MpoabaskuTenHoct Ha ABJ1 npu ¢ebpuanTeT c HeAaceH npounsxoa: (a) npu gocturaHe Ha AHB = 0.5 G/I ce npekbcsa; (6) npu AHB
0.5 G/I: (i) npogbAXKaBa 40 Bb3CTAHOBABAHE Ha HeyTponeHusaTa uau (ii) npeBKAoYBaHe Ha OpaiHM aHTMBMOTULM A0 Bb3CTAHOBABaHE
Ha HeyTponeHuaTa (ciprofloxacin — 500 mg Bcekn 8 yaca + amoxicillin/clavulanate — 500 mg Bceku 8 yaca), uam (iii) obcbkaaHe 3a
npekbcBaHe cnef 7-14 aHW Npy KAMHWYHA CTaBUAHOCT.
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VIIL. IloBeaeHMe NPU JIMIICA HA OTTOBOP KbM eMIIMPpU4YHO ABJI

MnaHupa ce Ha 72-120-u yac.

debpuanteT ¢ HeaceH npousxoa: (a) ctabuaHu naumeHTu: (i) NpoabAXKaBa aHTUBaKTepuanHo fedeHue; (ii) obcbaaHe 3a aHTU-
¢dyHrManHa Tepanusa ¢ akTUBHOCT cpewy naeceHu (npu pebpunutet = 4 aHn cneg emnupuyHo ABJ); (6) HecTabua- HU NaupeHTH:
(i) wrpoKkocneKkTbpHO NOKpUBaHE (N0 KAMHWMYHM UHAMKAUMWM) HA aHaepobwu, pesncTeHTHU Gram (—) u Gram (+) naTtorenu; (ii)
obcbaaHe 3a G-CSF; (iii) nokpueaHe 3a Candida; (iii) o6cbxaaHe 3a aHTUdYHIMANHA Tepanua C aKTUB- HOCT cpelly naeceHu (npm
bebpunutet 2 4 gHu cneg emnupuyHo ABN).

[oKymeHTMpaHa MHbeKkums: (a) NpeueHKa 3a Hali-noaxoaalm aHTMbnotTnuum (6asmpaHo Ha MMkpobuosorus); (6) obcbkaa- He 3a
G-CSF.

IX. AM6y.IIaT0pHO JICYEHHUE Ha INIAJUEHTU C HUCBK PUCK

1. TlpeueHka 3a nposexaaHe: (a) o6ekTMBHO n3cneasaHe; (6) oueHka Ha nabopaTopHu n3cnenBaHuA; (B) OLLeHKa Ha
CoUMaNHM KPUTEPUM 33 AOMALLHO /IeYEHME: Cbl/IacMe Ha NauMeHTa, Haanume Ha 24-4acoBu AOMALLHU TPUKM, AOMaLLEH
TenedoH, ne- CeH AOCTbN MPU CNELIHOCT, afeKBaTHWU A4OMALIHW YCN0BUSA, AUCTaHLMA OKOO 1 4ac OT MEAUUMHCKM LLEHTbP
WU NeKapcKku KabuHerT; (r) oueHKa 3a opanHo ABJ1: 6e3 noBpbLiaHe v rageHe, TonepupaHe Ha OpasHN MegUKaMeHTH,
6e3 npeaxoxkaalla npodunakTKa ¢ GayOPOXMHONOHM.

2. HauasHa oueHKa (C KpaTbK NpecTon B 601HNLA, eKAPCKM KaBUHET nam BKbLUM 3a 2-12 yaca): (a) NOTBBbPKAEHNE HA HUCHK
puck; (6) npunaraHe Ha nbpea go3a ot ABJ1 n HabnaaBaHe 3a peaKkuus; (B) naaHMpaHe 3a M3NUCBAHE M AOMALIHO
Habnto- aeHue; (r) obyyeHne Ha NaumeHTa; (4) npeaocTaBAHe Ha TenepoHHa AOMallHa Bpb3Ka 3a 12-24 yaca.

3. TepaneBTuYHM U3bopu: (a) UHTPABEHO3HU aHTUBMOTULM B OMa; (6) egHOKpaTEH AbArOAENCTBaALY, MHTPABEHO3EH areHT

4. +opanHa Tepanus: (i) B 4oma, (ii) B KabuHeTa; (B) camo opanHa Tepanus (ako He e NpPoBeXAaHa XMHOA0HOoBa Npodu-
nakTuka): (i) 500 mg ciprofloxacin Ha 8 yaca + 500 mg amoxilillin/clavulanate Ha 8 uaca; (ii) Apyrv opanHu pexummn —
levofloxacin.

5. HabntoaeHue: (a) exxegHEBHO MOHUTOPUpPAHE (0T MeaULMHCKO anue); (6) exxeaHeseH du3nKaneH npernes, (B KAMHMUKa
WM AOMaLHa BKU3UTA): (i) Npe3 nbpBMTe 72 Yaca — 3a OLEHKA Ha OTrOBOPa, TOKCMYHOCT M KbMMaaibHC; (ii) npu otrosop
—ypes exefHEBHO TesledOHHO Npoc/ieasnBaHe.

6. TpuunHK 3a BpbLLaHe B 60HMLA: () NONOKUTUAHM KYATYpU; (6) HOBM cMMNTOMMU; (B) NepcUCTUpaHe UaM Bb3CTaHOBABA-
He Ha ¢ebpuanTeT Ha 3-5-u AeH; (r) HEBB3MOXKHOCT 3a NpoabAKaBaHe Ha ABJT (opaneH MHToNEpaHC).

X. AHTHOGaKTepuasHA NPOoPUIAKTUKA IPU HEYTPONEHUA

ObcbkaaHe 3a pecnupatopHu xuHonoHu (levofloxacin, ciprofloxacin) npy o4akBaHa NPOABAKUTENHOCT Ha HeyTponeHua (AHB <

1.0 G/I) noseue o1 7 AHW.

INOBEAEHHUE ITPU KAPHUHOM-CBBHbP3AHA AHEMMUA

AHemMATa e 4YecTo cpewaH CMHAPOM NPV MaAUMEHTU CbC 3/10KaYeCTBEHWM COAMAHM Tymopu. CbBPEMEHHOTO J/ieyeHue e C
eputpono- eTuH — Darbepoetin, Erythropoietin-alpha w Erythropoietin-beta. OCHOBHM UeAW Ha JfleyeHMeTo ca: nopobpsasaHe
KauecTBOTO Ha KMBOT M NpenoTBpaTaABaHe Ha XemMoTpaHcdysuuTe. HAKOM AOMBAHUTENHW MPUYMHU 32 AHEMMUA, KaTo KeneseH
4edULnT, KbpBeHE, XpaHUTeNeH AeduuMT Uan xemonunsa, Tpabsa ga 6baat KopurnpaHu npegyu nedenune c Erythropoietin. Mpu
MaLMeHTU CbC COIMAHM 3/10KAYECTBEHM TYMOPU Ha XMMMO-U/UNK TbuenedeHne TepanuaTa c Erythropoietin Tpsabsa Aa 3ano4He npm
CTOMHOCTM Ha xemornobuH (Hb) 90-110 g/I.
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1 Mpu naumeHT c aHeMms, CBbP3aHa CbC 3/10KaYECTBEHM COMAHN TYMOPU, KOUTO HE Ca Ha XMMMO- U/UNKN TbyenieyeHmne,
TepanusTa c Erythropoietin Tpabsa ga 3anoyHe npu HMBa Ha Hb 90-110 g/l u cumnTomm Ha aHemus.

2 Tlpy naumMeHT c aHeMusA e HeobX0AMMO MPOBEXKAAHE HA XeMoTpaHchy3umM Npeau 3anoyBaHe Ha XMMUOTEpanua 3a
LOCTU- FaHe Ha }KenaHuTe CTOMHOCTM Ha Hb.

3. TMpu NaLMEHTU C HUCKO CEPYMHO }KEeNA30 ce NPenopbyBa NPUIOKEHNE Ha BEHO3EH Xee3eH npenapar 4o AocTuraHe
Ha HOPMa/HW CTOMHOCTM Ha TOTa/IEH KeNa30CcBbp3BaLy, KanaumteT (THKCK).

4. He ce npenopbyBa NpodunakTMUYHO npunoxkeHue Ha Erythropoietin 3a npeseHUMA Ha aHeEMUA NPU NALUEHTU C
NPeACTo- Ala XMMMUO- U/UIN NbUEIeYeHNe U C HOPMaAJIHM CTOMHOCTU Ha Hb npu 3anousaHe Ha neveHme.

5. JledyeHMeTo npoab/ixasa A0 AOCTUraHe M NoaabpskaHe Ha cToiHocT Ha Hb < 120 g/l u nogobpeHve Ha CUMNTOMUTE Ha
aHemus. Mpu gocTuraHe Ha HOpPManHU cToHOCTU Ha Hb fo3aTa ce Hamanaga Ypes TUTpUpaHe.

6. Erythropoietin ce npunara eaHoKkpatHo cegmmyHo B 4031 30 000 U nam 3 nbTv no 10 000 U. He ce npenopbysa
M3MOAN3- BaHe Ha BUCOKM Ha4YasHu go3u. Mpu usnonssaHe Ha Darbepoetin ce npunara gosa 2.25 mcg/kg (150 mcg)
ceaMUYHO UIKn

6.25 mcg/kg (300, 500 mcg) Ha 3 ceaMuLM, CUHXPOHHO C Kypca XMmuoTepanus.

INOBEAEHUE ITPU TACTPOUHTECTUHAJIHA TOKCUYHOCT

JIuraBUYHA TOKCMYHOCT - OpasieH MyKO3UT (CTOMaTu1T)
Mopazau BMCOKaTa cu npoandepaTMBHa akTUBHOCT,MyKO3HMA enuTen Ha anrasnuata Ha M'MT e ocobeHo YyBCTBUTENIEH Ha
LENCTBMETO HA LUUTOCTAaTUYHUTE areHTU W HAKOW TapreTHU moaekyau, kato Cetuximab.Hal-yecTo ce 3acarat avrasuumTe Ha

yCTHUTE,By3uTe ,MeKoTo HebLe,Nosa Ha yCTHaTa KyxMHa M BeHTpaiHaTa NOBbPXHOCT Ha e31Ka.llporpecnBHOTO yBpexaaHe
Ha IMraBMLaTa Ha YCTHaTa KyXMHa M HOCOT/TbTKaTa BOAM [0 EPUTEM,eAeM,aTpodUA U B TEXKKUTE C/yYan 40 yauepaumm.

MpodunakTnka U NeueHne Ha CTOMaTUT

CTOMaTUTBLT MOXe Aa 6ble BXxoAHa BpaTa Ha NPUYMHUTEN Ha UHOEKLUMM / NaumeHTHUTe C OpaneH MYKO3UT ca Y4ecTo
HEeyTPONEHNYHM 1 TPOMBOLMUTONEHNYHM Y MUEHETO Ha 3bOU MOKE Aa NPUYMHU KbPBEHE OT BEHLMTE, U Aa A0Bese [0
npexoaHa 6aktepnemus/. YecTo ce yCa0XKHABa OT MbOUYHU HPEKLUM.

v" MueHe Ha 3b61Te C MeKa YeTKa C/ief, BCAKO XpaHeHe 1 Npeau faraHe Beyep; NpaBeHe Ha raprapa ¢ AesvHdeKumpam
pa3TBOPU, TOMM CONEBU PA3CTBOPM,HANMP. NaiiKka,CMpaa/ivKa.

v" YectoTo npoOMKMBaHe C Pa3TBOP Ha HAaTpMeB XN10pUA NoMara 3a 3anasBaHe Ha 1UraBnLaTa B/a1aXXHa, HaMma/ZiAiBa BTBbPAABAHETO Ha
CeKpeTu, U yCnokoAaBsa Bb3najsieHaTa imrasmua

v" HuWKaKbB a/IKOXON/HUKOTVH N0 BpeME Ha XMMUOTepanusa 1 byenedeHue.
XpaHa 6efHa Ha KMCeNnHU, MeKa, cmaaHa(nope)
v' KpuoTepanus c KybueTa fieq /naumeHTmTe TpAabBsa Aa cmydaT KybueTa nes B Npoab/keHne Ha 30 MUHYTM Npeam 1 Nno Bpeme Ha
NMHOY3UA Ha xMuMmMoTepanus/ epeKTUBHO HaMaABa NOABaTa M TEKECTTa HA MYKO3UT MPY NaLMeHTH, MOA/NOMKEHM Ha
XxvmuoTepanusa ¢ bonyc 5-gpayopoypaunn u mendanaH.

4 Nla3epHa Tepanuna 3a npeaoTBpaTABaHe U ynpaBaeHWe Ha OpasieH MYKO3UT, HO U3MNON3BAaHETO ne orpaHu4eHo.

v' JleyeHue Ha Nogo03MpaHa KaHAMA03a. aHTUMUKOTUYHO NledeHune ¢ pa3TBop Ha amdboTepuumH B 4x5mn cycnensusa , Fluconazole
1x200Mmr nep oc

v' BoJIKa Npu NauMeHTn ¢ opaneH MyKo3uT- okanHu/ Lidocain spray/ , cuctemun aHanretmum,HCNBC. Mpu mHoro cuaHa 6onka ce
npenopbsbyYBaT ONMoOnaM.

v TapeHTepanHo XxpaHeHe npu 13paseH CTOMaTUT Uaun esodarut

MpodunakTUKa Ha rageHeTo U NOBPBLLAHETO NPU XMMUOTEPANUA
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[ageHeTo ,NoBPbLLAHETO U AMapuATa Ca e4HM OT HAW-TPEBOXKHUTE CUMNTOMM 3a BONHKUA.AKO He ce NoATUCHAT
edeKTUBHO,BOAAT 0 TEXKKMN YCNOKHEHUA-AeXNAPaTALLUA,eNeKTPOIUTEH AMCcHanaHc,BNOWEHO 06LLO CbCTOAHUE, OTAraHe
Ha NleYeHneTo ,peayKumMa Ha [03U U HUCKA eDEKTUBHOCT Ha /IeYEHMETO.

Pasnunyasat ce HAkonko supa UXTITI:

e OcTpo — Bb3HMKBA B NbpBUTE 24 4 cieg XMmuoTepanuaTa

L4 OTcpoquo — NoABABa Ce Ha BTOpUA AeH U/IN NO-KbCHO

L4 Ped)paKTepHo — NoABABA Ce€ HE3aBUCMMO OT NpoBeXAaHaTa aHTUEMETUYHA Tepanna

e [lpeaBapuTenHo — NosBaBa Ce NPeay HavanoTo Ha IedeHNeTo 1 OBUKHOBEHO e pe3ynTaT oT HeedbeKTUBHO NOTUCKaHe Ha Te3n
CUMNTOMM MpPY NPeALecTBaLLO feveHne

OcBeH OT NpoBeXKaaHaTa /IekapCTBeHa Tepanua, Te MoraT A4a ce NPOBOKMPAT M ATPOreHHO, OT ibYeTepanusa, BCAeACTBME Ha

aHecTesuns Npu onepaTMBHA MHTEPBEHLMA, MOTaT [a Ce Ab/XKaT U Ha camoTo 3abonisBaHe.

MexaHn3MuTe Ha rafleHeTo U NOBPbBLLAHETO BKKOYBAT A4Ba NbTA — NepudepeH 1 LLeHTpaneH.

v' LleHTpaneH NbT - BK/IKOYBAHE Ha 3a/iH1A BarycoB pedieKkc upes:

L4 Ad)epeHTHM CUTHaNN OT Pa3K/IOHEHMUATA Ha Ha N.vagus B CTOMalUHaTa U YpeBHaTa IUraBuLa B Pe3ynTaTt Ha NOCTbNUAN

ApasHMTENM TamM KbM LLeHTbpa Ha nospbluaHeTo ( nucleus tractus solitarii) B Mo3b4YHKMA cTBOA.

e AKTMBMpaHe Ha XxemopeL,enTopHaTa TpurepHa 3oHa (XPT3) B 4eTBbPTM MO3bYEH BEHTPUKY/,KOATO € B NPAK KOHTAKT C
nepudepHoTo KpbBOObOPBLLEHNE. HeBpomeagmaTopuTe Ha XPT3, KOUTO UrPaAAT POAA B NOBPBLLAHETO ca
aUETUNXONMH,A0NAaMUH, XUCTaMKH, GABA, cepoTOHUH, cybcTaHLMA P, KaKTO U CbOTBETHUTE UM PELLENTOPMU.

e  EdepeHTHM BarycoBM CUrHaaM KbM XpaHOMpPOBOAA, CTOMaxa, YpeBHaTa iMraesvua, HeBPOHM B Avadparmara,
ABTOHOMHM ePEPEHTHU CUrHAMM KbM CbPLLETO, AUXATESIHUTE MbTULLA, C/IIOHYEHWUTE XK/1e3M, KoXKaTa, KoeTo obsacHABa
rnosiBata Ha MPOAPOMA/IHU CUMMTOMM Ha aKTa Ha NOBPbLLAHETO.

V' TepudepHUAT NbT ce aKTUBMPA, KOraTo onpeaeseH ApasHUTeN, B CyYas LIMTOCTaTUK, CTUMY/IMPa EHTePOXPOMadUHHUTE KAETKK
B FOPHMSA eTaXk Ha raCTPOMHTECTUHANHWA TPAKT, OTAENA Ce CEPOTOHUH, KOMTO ce cBbp3Ba ¢ 5-HT3 peuenTopumTe 1 Ypes Barycosu
HEPBHW Pa3K/IOHEHUA M3MpPaLLa EMETUYHN MMMY/ICU AUPEKTHO A0 LeHTbPa Ha NOBPbLLAHETO MU MHANPEKTHO Ypes
XemopeLenTopHaTa TpurepHa 3oHa.

Fpynun uurocramu,u/ 6uonornyHn areHTn, B 3aBUCUMOCT OT eMeTOoreHHUA NoTeHuunan u npeseHumnAa Ha ropHo-

AUCnenTUYHUA cuHapom|[9]

Bucok (>90%) CpegeH (30% - Hucobk (10%-30%) MuHumaneH
90%)

5HT -3 5HT -3 aHTaroHucr (<10%)

aHTaroHucT+apre S5HT -3

pitant+ aHTaroHuct+Dexa He ce
methasone npunarar

dexamethasone

Carmustine>250 Altretamine Abraxane Aflibercept

mg/ m?

Cisplatin Amifostine  >300 Amifostine <300 Alectinib

mg/m?2

mg/m?2

Cyclophosphamid Azacytidine Cabazitaxel Asparaginase
e>1500 mg/m2
Cyclophosphamid Bortezomib Capecitabine Bevacizumab
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e/Doxorubicin

Cyclophosphamid Carboplatin Cetuximab Bleomycin
e/Epirubicin
Cytarabine >/=2 Carmustine <250 Cytarabine 100-200 Busulfan

g/m’

mg/m2

mg/m2

Dacarbazine

Cyclophosphamid
e <1500 mg/m2

Docetaxel

Cabozantinib

Dactinomycin Cyclophosphamid Doxorubicin<20 Ceritinib
e p.o. mg/mz
Lomustine Cytarabine Liposomal Chlorambucil
Doxorubicin
Mechlorethamin Daunorubicine Eribulin mesylate Cladribine
e
Procarbazine Dextrazoxane Etoposide i.v. Cobimetinib
Streptozocin Doxorubicin  >20 Fludarabine Crizotinib
mg/m2
Epirubicin Fluorouracil Dabrafenib
Etoposide p.o. Gemcitabine Dasatinib
Idarubicin Lapatinib Erlotinib
Ifosfamide Methotrexate <250 Everolimus
mg/m?2
Imatinib Mitomycin Gefitinib
Irinotecan Mitoxantrone <12 Fludarabine
mg/m?2
Melphalan Paclitaxel Hydroxyurea
Methotrexate Panitumumab Interferon
>250 mg/m2
Mitoxantrone >12 Rituximab Ipilimumab
mg/m2
Oxaliplatin Temsirolimus Melphalan
Pemetrexed Teniposide Mercaptopurin
e
Temozolomide Thiotepa Mesna
Topotecan Methotrexate
<50 mg/m2
Trifluridine/tipiracil Nivolumab
Vinorelbine Olaparib
Vorinostat Osimertinib
Palbociclib
Pazopanib
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Pembrolizuma
b

Pertuzumab

Regorafenib

Sorafenib

Sunitinib

Thalidomid

Thioguanine

Trametinib

Trastuzumab

Vandetanib

Vemurafenib

Vinblastine

Vincristine

vV ¥V YV V VY V

OcHOBHM NpaBuia 3a aHTUEMETUYHa Tepanua:

L4 Jo3npaHe —3anoysa ce Hal-MankaTa ef.bEKTVIBHa A03a 3a CbOTBETHATa Tepanuna

o l/|360p Ha aHTUEMETUK — 6a3wpa Ce Ha eMeToreHHMA PUCK OT npoBeXXaaHaTa NPy KOHKPETHUA NaUneHT TepanunA. CbrnacHo

npenopbkute Ha MASCC n ESMO:
- Mpu nunca Ha NK1 peuenTopeH aHTaroHUCT, 3a NpeAnoYnTaHe e
npuaoKeHue Ha ManoHoceTpoH

e OTXBbp/AAHE Ha APYrK NPUYMHK 3a rafeHe 1 NOBPbLLAHE: XMNEePTOHNYHA KpU3a, YpeBHa 0BCTPYKLUMA, MO3bYHU MeTacTasu,
npobnemu c BecTMbynapHua anapat, eNeKTpoNnTeH AncbanaHc, ypemua, apyrm nekapctea (onnonam, aHTmbrnotuum),
NcMXodU3MONOTMYHN NPUYMHK (TPEBOXKHOCT).
Mpu NpoBexaaHe Ha bYeTepanma Cbllo TPAGBaA Aa ce NPeLLeHM PUCKa OT emeToreHeH edeKT Ha NpuaaraHaTta fo3a u

o06nacTTa, KoATO ce 061bYBa. BbB BCMUKM Cyyaun ce Hanara npodunaktuka ¢ 5-HT3 peuentopeH aHTaroHUCT Npeau BCaKa
dpakums, cbe uam bes gobassaHe Ha AEKCAMEeTas3oH.

FapeHe u nospbliaHe npu 601HM C HanpegHano 3/10Ka4ecTtBeHo 3abonnaBaHe

Hai-yecTo B TO3M CTa,EI,VIVI Ha 3abonABaHeTo rageHeTo M NoBpbLAHETO Ca OﬁyCl‘IOBeHVI OT MHOTO (baKTOpM, KOeTo
onpegena n npeanoyYnTaHNATA KbM eAnH NN OPpYr aHTUEMETUK —

HapyLleH MOTUAUTET Ha CTOMaxa (MeToknonpamua),
xenaTomeranus,

KOHCTMMALMA,

npuem Ha onvounau,

NOBUWLLEHO BbTPEYEpPEnHO HansaraHe (AeKcameTasoH),

upeBHa 06CTPYKLMA (CKOMOAAMMH U OKTPEOTUA Npu 06UNHA YPEBHA CEKPELLMA M HEBB3MOMKHOCT 33 OnepaTuBHa UHTepBeHuuaA)[10].
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NK1 peuentopHUTe aHTarOHUCTK He ce NpuaaraTt B Te3u Cayvyan Nopaamy BUCOKATa UM LieHa.

AHTMEMETUUM :

CepoTOHWHOBY PEeLenTOPHU aHTAaroHUCTU-CEPOTOHUHBT Ce CEKPETUPA OT EHTEPOXPOMADUHHUTE KNETKM B FOPHUTE OTAENU
Ha [UT 1 e OTrOBOpPEH 3a NOBPBLLAHETO,CTUMYINPA NEPUCTANTUKATA U CEKPETOPHUTE pedaeKcH.

1. 5HT-3 aHTaroHucTn

LUTOCTAaTUYHaA Tepanua, NOCTonepaTtMuBHO N N"b4eBOUHAYUMPAHO rageHe U nospbllaHe

° CeneKktnsHu 5-HT3 aHTaroHucTu:

MNpunarar ce 30 min npean xumuoTepanusa, NPoAb/XKaBa N0 Bpeme Ha XT U HAKONIKO AHU C/ied, PUK/IIOYBAHETO Ha

HANP: rnaBo6onue, "flush", npexogHo pasaBuKBaHe Ha CEPYMHUTE TpaHCAMMHA3M, 3aneK, yabaxkaBaHe Ha QT nHTepBan.

Ondansetron hydrochloride:

»  2x8 mg per os/ i.v./i.m. MakcMumanHata fo3a 3a 244. e 32mg/aH, 1-5 aeH

EAHOKpaTHa Ao03a no- ronsma ot 16mg 8 50-100mn 0,9% NaCl 3a MUHUMYM 15 MUH. BHUMOHMe! [Jo303aBUCHMO
yBennyeHue Ha QT nHTepBana

Granisetron hydrochloride:

» i.v.1-3 mg (10-40 ug / kr) 6aBHa MHTPABEHO3HA MHMKEKLMA UV UHTPaBEHO3HA MHDY3MA paspeskaa 1 ce npunara B
npoabAKeHWe Ha 5 MMHYTU. PasTBopbT TpAbBa Aa ce paspeam A0 5 MF Ha MUAUAUTDBP.

MaKcmMmanHata go3a 3a 244. He Tpabea Aa HagBuwasa 9Img

»  peros-1mg 2x AHeBHO uan 2 mg 1x AHeBHO A0 1 ceamuua cne nbyeTtepanua uam xumuoTtepanus. MbpsaTta gosa Kytril Tpabsa
[a ce npunara B pamkute Ha 1h npeau .Ha4an0To Ha NeyeHmeTo.

Palonosetron hydrochloride /npeaoTtsparasaHe Ha rageHe 1 NoBpbLIAHE, CBbP3aHO C XMMUOTepanua/:

» 250 muKporpama egHoKpaTHO 6onyc 3a 30 cekyHaM

» 500 muKporpama egHoKpaTHO nep oc 1h npeam xummoTtepanusTa

Dolasetron Mesylate —~Anzemet / npegoTepaTaBa rageHe 1 NOBPbLLAHE MHAYLMPAHKU OT XMMUOTEPanua,nocTonepaTuBHO
rageHe v nospbliaHe/

» 1,8 mg/kg eamHuyHa i.v.go3a
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Tropisetron (Navoban) amp. 5 mg -3a npegoTepaTABaHe Ha rageHe 1 NOBpbLAHe MHAYLMPAHM OT XMMUOTEPANUS.

n ce npunarat eguH NbvT AHEBHO.

5 mg/aH. nHTpaseHo3Ha nHy3ua paspeaeH B 100 mn. 0,9% NaCl nnm 5% p-p Ha Ftoko3a.

Hecenektnehuu 5-HT3 peuenTopHU aHTarOHUCTU-TE Ce CBBP3BAT U C APYTU PELenTOPU-40NaMUH 2,X0NMHEPTUYHU UAN XUCTaMMUH

1 peuentopu.ToBa BOAM 40 NOBULLIABAHE HA aHTUEMETUYHATA UM ePEeKTUBHOCT.Te MMaT AbAblr NONYKUBOT / 20-50 yaca /

2. NK1 peuentopeH aHTaroHucT: ymepeHo CYPA50 3A4 HxMbuUTop, 1 egHOBpeMeHHO npunoxeHune ¢ CYP450 3A4
cybcTpaTi moraT Aa NoBMLLIAT TOKCUYHOCT. He ce npenopbyBa 3a ynotpeba ¢ unknobocdamua-cbabpiKaliy cxemm nam
CXEeMM Ha JoueTaKcen; U gsaTta ce metabonmsmpat ot CYPA50 3A4 , KOeTo e NpeAnocTaBKa 3@ AOMb/HUTEIHA TOKCUYHOCT.

Oen 1 [eH 2 [eH 3
Aprepitant / 125mr opanHo/ 80 mr 80 mr
opanHo / opanto/
Fosaprepitant 150mr i.v. 32 30MuH
HE HE
Dexamethasone 12 mr opanHo HUTO eAnH Huto EanH
5-HT 3 aHTaroHUcTn CraHpapTHa Ao3a HUTO eAnH Huto EanH

oT5-HT;
AHTAroHUCTn

3. Koptukocrepounam / nucleus tractus solitarius, 5-HT3 aHTaroHucr/.

LUUTOCTAaTUYHa TepanuAa,

nainaTMBHUTE TPUXKN

nocrtonepaTtueHoO n

NTbYEBOMHAYLMPAHO rafeHe 1 nosBpbluaHe

» Dexamethasone 2x8mgi.v./i.m.; 20 mgi.v.HenocpeacteeHo npeam XT

4. lonam1HOBM PeLLeNTOPHN aHTAarOHUCTU: C epeKT BbPXY AONAMUHOBUTE 2 1 3 peL.enTopu.

Metoclopramide /aHTaroHUCT Ha fonamuH-2 peuentopute, ciab 5-HT3 peuentopeH aHTaroHUCT, cenekTueeH 5-HT4

peuenTopeH aHTa I'OHMCT/ :

»  [03a:10-20mg i.m./i.v. 6aBHo 1/2h npeamn XT n npu He06X0AMMOCT MOBTOPEHME Ha 6h

H/P: EKCTpaI'IMpaN\M,CI‘HM CMMNOTOMM: OCTPa ANUCTOHUA, ANCKNHE3NA, NAPKUHCOHOB CMHAPOM, aKaTU3uA, cnen npunaraHe
Ha €HOKPAaTHU 403U MeTOoKaonpamua, ocobeHo npu maagun xXopa.

AHTNAOT: Akineton 5mg i.v. 6aBHO

Chlorpromazine

»  25mg/mlamp. — 1 ma/4 Npu CTPOT KOHTPOJ Ha KPbBHOTO HanAraHe!
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Haloperidol - noctonepatnsHo rageHe

1,5-3mg per os/ s.c. Beyep

Droperidol cbL0 ce M3n0n3Ba 3a JIeYEHWE Ha NOCTONEPATUBHO rafleHe U NOBPbLUAHE.

5. MyckapnHOBU XONMHEPTUYHU U XUCTAMUHOBU PeLL.enTOPHU aHTaroHUCTU

Mpu HapyweHun BbB BecTMBynapHMa anapat

Dimenhydrinat 50mg tab.

6. AAlOBaHTH, NPUAAraHn C aHTUemMeTuumTe :

npv pedpakTepHU Ha eYeHne rajeHe 1 NoBpbLiaHe B KOMBUHAUWA C aHTUEMETU LM

Gabapentin — aHasior Ha rama-aMMHOBYTMPOBAaTa KMCE/IMHA C pesakcmpaly, NOTUCKaLL, TPEBOKHOCTTa M aHTUKOHBY/ICMBEH
edpek

> 300 mg 2-3 nbTM AHEBHO - 2 AHM NPeau 3anoysaHe Ha XMmuoTtepanuaTa 1 1 ceammua cneq Tosa, [8).

Olanzapine - aTMNMYeH aHTUNCUXOTUK, C AHTUXONIMHEPTMYHM edeKTU 1 TapreTnpall, MHOXecTBo peuentopu B LHC,
BK/OUUTENHO M 5HT-3.

» 10 mg BeAHbX AHEBHO, 3aM0oYBalik1 OT MbPBU AEH Ha XMMMOTEPANEBTUYHMA LMK U NPOAB/MKABANKM OLLe 3 AHM cnef Kpas
my. [15]

bensoguasenuHu- Lorazepam u gp.- Ipy NCUXOreHHA HAaCN0MKa M aHTULMNATOPHO NOBPbLLAHE: OT AEHA Npeam A0 AeHA
cnes XMMMoTepaneBTUYHMA LUKbA. [16]

Awvapua

MpefcTaBnsABa yCAOKHEHME OT iedeHneTo npu 50%-80% OT OHKONOTMYHO BONHWTE, KOUTO MPOBEXKAAT NbUeTepanus Ha
TasoBara 061acT, XMmuoTepanua ¢ GyoponupUMUANHM, AW MOAYYaBaT TUPO3UH-KUHA3HN UHXMBUTOPMU.

ﬂ,MapMﬂTa € A030/IMMUTUPALLL.a TOKCUYHOCT, ocobeHo npu KOM6VIHl4paHl/I pexumu.

3
3a AAnapusa ce roBOpU, KOraTo U3XOMKAaHWATa ca NoBeye OT 3 IHEBHO, HaAxXBbPAT 300 cm”/enuson n cbabpskaT >70% Boaa

[a1).

CbrnacHo cuctemaTta 3a rpaamMpaHe Ha HexkenaHuTe iekapcTeeHn peakumm Ha National Cancer Institute, Anapuarta 6usa:

creneH 1 (<4 gedekauunmn aHeBHO);
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cTeneH 2 (4-6 pedekaunm 4HEBHO CbC CNELIHOCT);

cteneH 3 (>7 pedekaunn gHEBHO, MHKOHTUHEHLUMA, U.B. OBOAHABAHE >24 4, U3NCKBA XOCMUTAaNN3aLma);

cTeneH 4 — »MBOTO3acTpaLlaBaLlo CbCTOAHUE, XeMOAMHAaMUYeH Konanc.

Halt-yecto amMapus Bb3HWKBA Npu neveHue c: 5-OY, kaneuntabuH, TONOM3oMepasHN MHXUBUTOPK, TaKCaHW, EPAOTUHMG,

redpuTMHnG, copadeHnb, CYHUTUHND, UMATUHNG, eBEPOANMMYC U KOMBUHALMK OT TAX.

MNpeanonaraemu mexaHU3Mu Ha Bb3HMKBaHe Ha AUapuUATa, YeCToTa NPU NPOTUBOTYMOPHO Nle4yeHne

JlekapcTBeH NpoAyKT

MexaHun3bm

YecToTa, Bpeme 3a
nossa

Fluoropyrimidines:

5-FU

Capecitabine

MoTnckaHe B MMTO3a Ha
KNEeTKUTE Ha
enuTenHuTe KpUnTH,
KOeTo BOAM A0
HapyLweH banaHc
MeXay CeKpeLmnaTa v
abcopbumaATta B TbHKOTO
YyepBso

Mpu okono 50% ot
601HUTE, NOoNyYaBaLLK

5-FU — cegmmnyHmn
BAMBaHUA. MNpun
noJIoBMHATa OT TAX ce
Hanara napeHTepanHa
xvapataumna

TononsomepasHu OcTpo Havano — OcTpo Havano — npu
NHXMBUTOPU: XOJIMHEPrUYHU oKono 80% oT 6onHUTE
CBOWCTBA ce HabnoaaBaT ekN 40
YMEPEHO TEXKKM
OTcpoyeHa nosasa — cumntomu; npu 10% -
Irinotecan OEKOHIornpaHe Ha TEXKM
meTabonuTa Ha CPT —
SN-38 rntokypoHug, ot
ypeBHU bakTepum,
KOEeTOo No3B0/IABA OTcpoyeHa nosasa — npu
OVPEKTHO Bb3aencTeme 0Kon0 60% - 87% oT
BbPXY YPEBHUA ENUTEN; b6onHuTe
MHAYyUMpaHa oT
MeAnKameHTa
npoAayKLumsa Ha
NPOVHGNAAMATOPHU
LUTOKUHM
TaKkcaHu — MpeansBmKBa ncxemus Okono 25% ot bonHuTe,
Ha aebenoto Yepso cnabo n3paseHa
ypes:
Docetaxel -OUpPeKTeH edeKT BbpXy
enuTena (Hekpos3a)
-aHTUaHrMoreHeH ebekT
Erlotinib HesiceH mexaHu3bm, 40% - 60% oT 6onHUTe,
MoXKe 6u urpae pona PALKO e TeXKa
noTuckaHeTo Ha EGFR,
KOEeTo NoB/AnABa
Gefitinib CeKpeumnaTa Ha xao0puam

(nosuweHaTa cekpeums
Ha X10p1amn BoAM A0
MOHWXeHa HaTpuesa
abcopbums)
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Sorafenib HesiceH 30%-40% oT 6onHuTE,
5% - TexKKa cTeneH

Sunitinib HesiceH 40% - 53% ot 60oaHUTE,
3%-5% - TeXKKa cTeneH

Imatinib C-Kit uHxnbupaHe 8 30% - 50% oT 6bonHuUTE,
YpeBHUTE KNETKM Ha 1%-5% Texkka cTeneH
Cajal, gupekTHo
yBpexaaHe Ha
ypeBHaTa MyKo3a

mTOR nHxMbuTop HapyweHa ypeBHa 30% oT 6oNHUTE, PAAKO
MUKpodopa TEXKa

Everolimus
Manabcopbuus

NeyeHne

» Mpobuotnumte Mmat GnaronpuaTeH edeKT 3a MMHUMU3KUPaHe Ha edeKTUTe Ha 5-DY.
»  Loperamide hydrochloride — HayanHa go3a 4 mg, nocneasaHa oT 2 mg Ha Bceku 4 h. Ao npeycTaHoBABaHe Ha AMapuATa.
»  AKo AvapusaTa He ce oBnagee npes nbpsute 12 — 24h,
Loperamide hydrochloride ce HazHauyaBa B N0-BUCOKM A03M — 2 mg Ha Bceku 2h (go 24 h).
» Octreotide e nokasaH 3a BTOpa /IMHUA NeYeHne Npu pedpakTepHU Anapuun.
Mpunara ce no 100 — 150 MKr - 3X AHEBHO s.C, uan 25-50 mKr/h i.v.

AfeKkBaTHaTa Xnapartauuna, KopurmpaHe Ha enekTpoanTHUA AMC6aJ’IaHC, AneTa, Ca HeM3MeHHa 4acT OT TepaneBTUYHUTE
MEPKKM Npu neveHne Ha Anapua.

CBBbP3AHA C XUMHUOTEPAIINA KAPAUOTOKCUYHOCT

CbpaeyHata AMCOYHKUMA cnel MPOBEAEHO JiedeHMe Npu MauMeHTV C KapuuvHOM e u3BecTHa ouwie oT 1960 roguHa cneg
LUMPOKOTO HaB/M3aHe Ha aHTPaUMKAMHMTE B OHKoMoruata. CbpaeyHaTa HeLOCTAaTbYHOCT, peanusvpaHa cief JeyeHue C
QHTPALMKIMHM € LUIMPOKO M3BECTHA KaTo CTpaHuueH edeKT. Mpe3 nocneaHuTe roguHu 6axa BbBeAeHM PasiMyHu CTpaTernm 3a oLeHKa
Ha KapAMO-TOKCMYHOCT, HSAKOM OT KOUTO 6AXa OTXBbP/JEHW, HO KaTo MPUIOKUMM B eKeLHEBHATa MNPaKTMKa Ce HaloXKuxa
MOHUTOPUPAHE Ha OLleHKaTa Ha NneBO- KamepHata (/1K) ¢pakuma Ha w3TnackBaHe (®U%) oT obpasHaTa AMArHOCTMKA M
eHAOMMOKapaHaTa 6uoncua. MopaaM MHBA3MBHOTO ecTecTBO Ha nocsiegHata, JIK ®U % ce oKkasa OT 0cobeHO 3HadeHue B
KAMHUYHOTO Npoc/easBaHe Ha nauneHTuTe. HanpeagsaHeTo Ha exokapauorpadusaTa 8 o61acTta Ha HOBUTE HEMHBA3WBHM METOAM 3a
oueHKa Ha JIK OyHKUMA HanoKM npepasrnepaHe Ha HafekHoc- TTa Ha JIK ®U% oT aBypasmepHa KOHBEHLMOHa/lHa
exokapavorpadusa Kato 06eKTUBEH METOZ, 3a OLLeHKa Ha KapAMOTOKCUYHOCT.

Onpe,u,eneHme 3a KapAMOTOKCUYHOCT, CBbP3aHa C Xummnotepanma

CBbp3aHaTa € XMMUOTepanusa KapamoTokcuyHocT ( CXKT) ce onpeaena Kato HamanasaHe Ha JIK ®U % c noseyve ot 10 % npwu
CTOMHOCTU < 53 % ( HopmanHa pedepeHTHa CTOMHOCT 3a BypasmepHa exokapauorpadus ) NoTBbPAEHO OT NOBTOPHU U3MepPBaHUA.
MoBTOPHMTE M3MEpPBaHMA Ce OCbLLECTBABAT OT 2 40 3 ceAMMLM Cnel, MbPBOHAYaNHO yCTaHOBEeHaTa noHmxeHa JIK ®N%. PeayumpaHaTa
NIK ®U % ce KaTeropumsmpa KaTto CMMNTOMATU4YHa , aCUMNTOMAaTUYHa UK peBep3nbenHa .

CXKT ce knacudumumpa Kato :
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e Tun |- xapaKTepeH 3a rpynarta Ha aHTPaUMKAUHNUTE, KOATa e CBbp3aHa C [,03aTa,b BOAM A0 KAETbYHa anonTosa v e Heobpatuma
Ha KNEeTbYHO HMBO. PaHHOTO 1 YCTAHOBABAHE W JIeYEHME Ca CBBP3aHU C NpeBeHUMATa Ha JIK pemogenvpaHe, KakTo 1 nporpe-
cuATa i 40 CbpAevHa HegoCTaTbYHOCT.

e Tun Il - xapakTepHa 3a Trastuzumab, He ce BAWsie OT NPW/IOXKEHATa 4033 U CAMOCTOATE/NIHO MPUIOXKEHU He BOAAT A0

KneTbyHa anonto3a. CXKT e yecTto obpaTma, HO MOpaamM YeCcTo NpeaxoXxaalla Tepanua ¢ areHTy ot Tun |, ce npegnonara, ye
NpU Te3U PEXUMU Ha neveHune Tun Il areHTUTe 3a4b1604aBaT KNETbYHATA anonTo3a OLLe B MOMEHTA Ha MPUIONKEHUETO UM.

Exokapanorpadcka oueHKa Ha CbpAeyHaTa GyHKUMA U MopPOaornsa Npu NaLMeHTU C KapumMHOM
1. JIK cuctonHa dpyHKLmMA

Exokapamorpadmata e MeToZ Ha M360p 3a OLLeHKa Ha NaUMEHTH C KapLMHOM — Npeau , No Bpeme U cnes, npukatoUYBaHe Ha

TepanusaTa.

* M3nckBaHeTo 3a M3mepBaHe Ha JIK PU% Tpabea Aa 6bae OCHLLECTBEH C Hal-[,06pUsA MeToA, Bb3MOXKEH 3a exoKapamorpadckaTta

nabopaTtopua (TpunsamepHaTa exokapamorpadus e 3a npeanodmntaHe )

e [lpy M3non3BaHe Ha ABypa3sMepHaTa exokapanorpadpusa ce npeanoumnta metos Ha CUMNCHH OT anMKaaHa No3nLmA ABYKYXMHEH

cpes.

o JIK ®N% TpsbBa Aa ce KOMbBMHMpPa ¢ n3uncaasaHe Ha wall motion nHaekc. ( WMSI)

e [lpy HEBB3IMOKHOCT 3a OLLeHKa Ha rnobaneH NoHrMTyguHaneH ctpeiiH (GLS) ot speckle tracking exokapauorpadusTa, ce npe-
NnopbYBa KO/IMYECTBEHA OLeHKa Ha rnobanHaTta JIK NoHrMTyaAMHanHa GyHKUmA ypes M- mog exokapauorpaduata — npemectsa-
He Ha MUTpasieH KnaneH npbcteH — MAPCE Mau uam nuKosa cUCTONHa cKopocT (s’) oT TDI

o JIK ®UN % oueHeHa OT ABypasmepHaTa exoKkapamorpaduma 4ecTo e HeAoCTaTbyHa 3a OLEHKa Ha MaskuTe NpomeHu B JIK KoH-
TPaKTUAHOCT.

2. AnactonHa pyHKuma
e Hes3aBWCMMO, Ye NapameTpuTe 3a OLEHKa Ha AMacTonHaTa GyHKUMA Ha JIK HAMAT NPOrHOCTMYHA CTOMHOCT NO OTHOLWIEHME Ha
KapAMOTOKCUMYHOCTTA, OLLeHKaTa Ha AuacTonHata ¢yHKUMA ce M3No/3Ba 33 rpafMpaHe Ha TeKecTTa Ha AMacTosiHaTa
AMCOYHK- LMA, KaKTO M onpeaenaHe Ha HanaraHeTo Ha Nb/HeHe Ha JIK npu Te3n naumeHTu.

3. dyHKUMA Ha gACHA Kamepa.

e AHanu3bT Ha K aucdyHKUMA NpY NaumMeHTUTe caed XMMMoTepanmsa HAMa NPOrHUCTUYEH XapaKTep, HO KoiMYecTBeHaTa oLeH-
Ka Ha AeCHWUTE KyXMHU U GYHKLMA ce NpociesaBa Npu BbBIMYAHE Ha [IK B CUCTEMHMSA NPOLLEC HAa OHKOIOTMYHOTO 3abonABaHe.

4. KnanHu 6onectu .

° C'bp,ﬂ,e‘-lHMTe Knanun ce aHaansmnpart c ocobeHo BHMMaHue npuv NauneHTUTe Ha XemoTepanua.
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MauMeHTH C yCTaHOBEHW HACTLMNUIM MPOMEHM B KNaNHMA anapaT no Bpeme Ha XeMoTepanua ce pe -aHaan3mpar no Bpeme Ha
Lenva Nepuog, Ha edeHne v cnes NpUKAYBaHE Ha Kypca OT XemMoTepanusa , KaTo ce NpocaeansaT pasmepu U rpagueHTH Ha
CTe- HOTUYEH OTBOP, CTEMEH Ha K/anHa peryprutaumsa . YectoTa Ha peryaspHuTe npernesmn ce ocblecTBaBa B 3aBUCMMOCT OT
CTe- MeHTa Ha 3acAraHe Ha K/aanHua anapat cnopes PbkosoacteaTa Ha EBponeiickata acoumaums no obpasHa AMarHOCTMKa
(2014).

5. NMepukapgHa 6onecr.

Hanuune Ha nepukapgHa 60necT Npu MaLMEHTUTE C KapLMHOM Ce acouMupa C HaAMYHM CbPAEYHM MeTacTasu uam B
CNefcTBME Ha NpoBeseHa xemoTepanua / paguoTtepanus.

CreneHHa Ha NepuKapaHUA U3/IMB Ce ONpeaensa KOIMYECTBEHO 1 ce KBannbuumpa cnopes NnpoBeLeHUTe CTaHaapTH.

e Exokapgmorpadckute n Jonnep MeToam 3a OLeHKa Ha HaMume Ha TamnoHaza TpabBa 4a ce aHaM3NPaT BHUMATENHO,
0CcO6EHO NPU HaMUMeE Ha MasIMTHeHa reHesa Ha NepuKapaHUA U3/UB.

e AMP ce npuaara npv NaLMeHTH 3a OLLEHKa Ha BEPOATEH MbPBUYEH MPOLLEC, aHFAXXMPaLL, NepuKapaa, KakTo 1 3a otandepeH-
LMpaHe OT KOHCTPUKTUBEH NEePUKAPAUT, Cled eKCnepTHa exokapamorpadcka oLeHKa.

6. TpunsmepHa exokapguorpadua (3DE )

3DE e npegnountaH meto 3a aHanvM3 U MOHUTOpUpaHe Ha JIK GyHKUMA NpY NaumneHTH cies xemoTepanua v Npu CbMHEHUe
3a CXKT. MpeanmcTBoTo € B No-40bpua 06pas 1 NoBTOPAEMOCT Ha pe3yaTaTute Npu moHMTopmupaHaTa ¢ 3DE JIKON%.

OcbLUecTBABa Ce OT eKcnepTi 1 gobpe TpeHpaHU B TpUM3MepHaTa exoKkapamorpadus cneumanncTv —Kap4amonosm, IMMnTU-
paLLo 06CTOATENCTBO € U3UCKBAHETO 3a 406PO KayecTBO Ha aHWUAM3UpaHUA o6pas, KoeTo TpabBa A4a ce Uma B Npeasua npu
NauMeHTUTE C OHKOIOTMYHM 3a601BaHMA.

7. KoHTpacTHa exokapauorpadus

MPUNOXKEHNETO HA KOHTPACTHaTa exoKapguorpadua Hamupa NOTEHUMAN NMPU NPU NAUMEHTUTE cies, XemoTepanusa npwu
HeAocC- TaTbYyHO A06BP 06pa3 Ha aHaNM3MpPaHU cermeHTU Ha JIK.

CbrnacHo nocnegHuTe PbkosocTea (2013) ce npenopbyBa M3MNosi3BaHe Ha KOHTPACT Npu Hegobpo n3obpassasaHe Ha NoHe 2
CbCeAHWN CErMeHTa OT anuKaiHa No3unuus.

KoHpacTHaTa exokapamorpadus He ce npenopbysa npu 3DE 3a npocnegasaHe Ha NauneHTUTe cies XxemoTepanus.

8. Ctpec exokapauorpadpus.

Ctpec exokapauorpaduata ce npenopbyBa Mpu NaLMEHTU C NOTEHUMaNHa UM BepuATHa KopoHapHa 6onect, Korato
KOHBELMO- Ha/HaTa exokapanorpadua e HelOCTaTbuyHO WKW HeWHTepnpeTepyema npu NauueHTV, NPOBEXAANN IeYeHne C
areHTu, KOUTO MOraT Aa MPUYMHAT KopoHapHa ucxemus ( fluorouacil, Bevacizumab, Sorafenib, Sunitinib)

CTpec exokapanorpadpusaTa ce npenopbyBa CbLLO U 33 OLLEeHKA Ha KOHTPaKTUIHMA pe3epBs Ha JIK npu nauymeHTn cbe CXKT.

9. OueHKa Ha cybknuHuuHa JIK auchyHKuma .

PeayuupaHata JIK ®U % cnen 6asoBaTa exokapauorpadus UAM Npu NauMeHTU cnep, NPUAOXKEeHUE Ha AaHTPAKLUUKAUHU e
CBbP- 3aHA C BUCOK PUCK OT CbPAEYHO CbA0BU UHLUAEHTH.

Hesasucumo YCTaHOBEHaTa OTﬂ,OI'I}'Iep N TbKaHEH ,El,onnep Ha4a/iHa ANaCTO/1Ha AMC(I)\/HKLI,MH npu nauneHTUTe Ha XxemoTepanus,
TA HE BUHArn moxe ga 6'bp,e NPOrHOCTUYHaA NO OTHOWEHUTE Ha CXKT.

MwuokapaHaTta gebopmauusa (strain) aHanmMsmpaHa oT ABypa3mepHa exokapauorpadusa upes metoga Ha Speckle tracking e
npea- NOYUTaH MeTOA, Ha aHaW3, YTBbPAEH B KAMHUYHATA MPAKTMKA, BKAOUMTEHO U NPU NpoCaesAaBaHe Ha NMAaLMEHTU Cnes,
Xemo- Tepanus.

FNo6aNHUAT NOHTUTYAUHANEH CTPEH e ONTUMAIHUAT NapamMeTbp 3a aHa/IM3 Ha pPaHHa cybkAnHMYHA JIK auchyHKUMS .

MpenopbyBa ce wW3cne3BaHUATa Ha CTpeiiHa MO BPeme Ha XemoTepanua Aa Ce CbMOCTaBAT C MbPBOHAYANHMA
NOHTUTYAMHANEH CTpelH npeau CcTapTMpaHe Ha JedeHueTo. [1puM NauMeHTUM C Ha/ludeH MbpBOHadaneH rnobaneH
NIOHTUTYAMHANEH CTPeiH , pe- NaTUBHATA PeAyKLMA B X0A4a Ha XemoTepanus ¢ < 8% NoAneaT Ha pefoBHO npocieassaHe
,KaKTO 1 CTOMHOCTU Ha rnobasieH CTpenH peayumpann ¢ > 15% oT mbpBOHAYaHaTa Ce CYMTAT 33 NATOIOTUYHW.
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e [lpu nocneassaHe Ha NaLMEHTUTE C KapLMHOM MO OTHOLLIEHUWE Ha NOKasaTenuTe 3a MMoKapAHa AedopmaLms ce npenopbysa
OCBLLECTBAHETO UM Aa 6bae Ha eaHa M Cblua exokapanorpadcka mawmnHa unm off-line aHannsbT aa 6bae ¢ eanH codtyep. B
npoToKona ce oT6ensa3Bat AHUTE Npeam U caes xemoTepanus, MopAAbK Ha Kypca, KOMTO NaumeTbT NpeMrMHaBa.

e [lOBULIEHMAT TPOMOHUH NO BPpEME Ha KapAMOTOKCUYHA XemoTepanua e Nnpu3sHak 3a paHHa CXKT.

e 33 pa3nMKa OT TPOMOHMHA, OLEHKaTa M aHanu3a Ha pro-BNP uma oTHOweHMe noBeye KbM OLLEHKA Ha CTeneHHa Ha
HaNAraHeTo Ha Nb/HeHe Ha JIK, OTKONKOTO 3a aHanm3 Ha CXKT.

10. MpunoxeHune Ha gpyrute o6pasHU AUarHOCTUKA 3a aHanu3 Ha CXKT.

e QOueHkaTa Ha JIK ®N% ¢ MUGA e ¢ BUKOKa penpoayKTMBHOCT, Ha NMOpaan HaaM4yMeTo Ha AONbJAHUTENHA pagMaLMHHA HATO-
BAPEHOCT Ha MaUMeHTUTE e IMMUTUPaHA B OHKONOTMATA, NPEeAMMHO 33 OLEHKa Ha nepuKapaHa 60necT, BbBAMYAHE Ha
KNaneH anapart v oueHka Ha K dyHKumA .

e [IpUNOKEHMETO HA rama-KamepuTe KaTo HeMHBa3MBEH MeTOZ 3a OueHKa Ha JIK ¢yHKuMa e Bce owe B Npouec Ha
CTaHAApTU3U- paHe.

e CbpaeyHuat AMP e 3naTeH cTaHAApPT 3a oueHKa Ha JIK u 1K 06emu 1 JIK ®N%. OCHOBHOTO OrpaHMYeHME e AOCTbNHOCTTa A0
MeTOAMKaTa 1 BCe OlLle He0CTaTbyHO 0byyeH nepcoHasn, paboTely B Ta3n obnacT. MpenopbyBa ce Npu NPEKbCHATO NevyeHne ¢
areHTW C BUCOK PUCK 33 KapAMOTOKCUYHOCT, KOraTo pesyiTaTuTe OT ABYpPa3MepHaTa exokapanorpadus ca He3aZLo0BOIMTENHU
32 IKON % .

e [lpenopbyBa ce Npy NPOCNeAABAHETO Ha MALMEHTUTE 4a CE M3M0/13Ba e4HA U CbLLLa TEXHMKA NPK oLueHKa Ha JIK dyHKumsa ¢ AMP.
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INOBEAEHHUE ITPU OCTPU AJIEPTUYHU U UH®Y3UOHHHU PEAKIIUHU OT
ITAPEHTEPAJIHO ITIPUJIO2KEHUE HA ITPOTUBOTYMOPHMU JIEKAPCTBA

OnpegeneHue. OcTpuTe aNepruyHm peakumm B MeauumHCcKaTa OHKoorma ce gedmMHMPaT KaTo PeaKkLmm Ha CBPbXYyBCTBUTEHOCT
(PCY) oT MMmyHeH Tun. Pa3nMyaBaT ce OT ocTpUTe UHPY3MOHHM peakuun (OUP), KOUTO ce Ab/KAT UM Ha HENOHOCMMOCT (NpeaBUan-
MW, NPU HOPMAJIHO A03MpaHe, nopaan GapmMaKkoNorMyHa aKTUBHOCT Ha JIEKAPCTBOTO), MM Ha MOMOCUMHKpasua (Henpeasuavmu,
nopaau MHAMBUAYANHO MpPeLpa3noNoKeHne, Hanp. eHsumeH gedekt). OT KAMHMYHA rnefHa TOYKa e no-yaobHo Aa ce M3nonssa
obuy, TepmuH

— PCY/OWUP, Ho BMHaru TpsabBa fAa ce pasrpaHUYaBaT CiegHNTe ABOMKN KaTeropmm: NeKapcTBeHa aneprusa — Ncesaoaneprus, peakums
™n | — peakuma in IV, aHadunakecna — aHadunakTonaHa peakuma.

MaToreHe3a M KAMHUYHO npepcTaBAHe. B matoreHesaTta Ha PCY y4yacTBaT HAKOM TUMOBE Ha MMYHHW peakuuu (no Gell and
Coombs), Ho npean Bcvyko !N | (meanmpaHa ot IgE) n Tmn IV (KNneTbYHO-MeaMmMpaHa, € y4yacTue Ha LUMTOKMHU U KOMMNIEMEHT).
Cnopep, EBponeiickaTta mpeska 3a nekapcteeHa aneprus (ENDA) PCY ce knacubuumpat Ha HEeNocpeaCcTBEHN M OnocpeacTBeHn. Heno-
cpeacTBeHnTe PCY Bb3HMKBAT 40 €4MH Yac OT HAYaNOTO Ha MPUIONKEHMETO U CE AEMOHCTPMPAT KNMHUYHO KaTo YPTUKAPUA, aHTUOELEM,
PUHUT, KOHIOHKTMBUT, MM BPOHXOCMNAa3bM; OMOCPEACTBEHUTE ce MaHWbECTMPAT caes noBeye OT eAMH Yac U BKAKOYBAT NPeaVMHO
KOX- HM CMMMITOMM (MaKy/ionanyso3eH o6puB, BacKyAUTW, TOKCMYHA enUAEpMasnHa HeKpos3a, CMHAPOM Ha Stevens-Johnson) u
eo3nHoounua. Texectta Ha PCY ce knacuduumpa B net cteneHu: (i) cteneH 1 (neka) — noKasHa peakums, NPEXo4HO 3ayepBsBaHe,
nekapcTBeHa Tpecka o 382 C; (ii) cteneH 2 (ymepeHa) — 3auepBsiBaHe, ek BpoHxocnasbm, 06puB, ypTUKapKA, 3a4yX, NeKapCcTBeHa
Tpecka Hag, 382 C; (iii) cteneH 3 (TeKa) — cpeiHO M3pa3eH BPOHXOCNA3bm, TEXKKA IOKAIHA peakums, cepymHa bonect, anepruyeH
OTOK/aHrnoeaem, ap- TepuanHa xunotoHus; (iv) ctenex 4 (KkusoTosacTpalasalia) — aHadunakcus; (v) cteneH 5 — cmbpT. Puckosu
¢dakTopn 3a PCY ca noB- TOPHO MPU/IOXKEHME Ha aHTUTYMOPHO NIEKApCTBO, NpPeapasno/fiokeHne (atonusa) M aHamHesa (BKA. U
bamunHa) 3a nekapcTeeHa aneprus.

MNpemeguKkauua u/mnm npeeeHuma. Ha (Tabs. 1) e npefcTaBeHa YectoTaTta, naToreHasarta M KJAMHUYHOTO NpoTUYaHe Ha PCY ot
Hal-4ecTo U3MNON3BAHUTE LIUTOTOKCUYHN U MOHOK/IOHAHWM MPOTMBOTYMOPHU NIEKAPCTBA, 3ae4HO C NpenopbyBaHaTa npemeamKauma
WV NpeBeHLmA.

TepaneBTHMYHO noBepeHue. MoseaeHneto npu PCY/OUP nU3ncKBa creaHUTe ceaem 3a4bKMTENHN CThMKK: (i) cnnpaHe Ha MHY-
3uATa; (i) onpeaenaHe Ha HANBbAHEHOCT Ha My/ca U CUCTOIMYHO apTepuanHo Hansa-raHe (> 90 mm Hg); (iii) nocTaBaHe Ha NauueHTa B
NnosioKeHWe nerHan no rpbvb (ako AMncea 3ag4yx U noBpbliaHe); (iv) Npu TexKa cTeneH — BPb3Ka C peaHMmMaTop U BK/IOYBAHE HA
epinephrine; (v) nogabprkaHe Ha NPOXOAMMM AMXaTesIHM MbTULLA, OBCbKAAHe HA Ha3anHa KucnopogoTtepanus; (Vi) MOHUTOpUpaHe
Ha JKM3HEHMTe MnoKasaTeNM npe3 ABe MUHYTU A0 [AOCTUraHe Ha M3XOAHW (HOPManHW) CTOMHOCTW; (Vii) AOKYMeHTMpaHe Ha
MeponpUATUATA B UCTOPUATA Ha 3aboNABaHETO.

JNlekapctBeHa geceHcmbunmsauma. O6cbxaa ce cneg peructpupaHe Ha PCH/OUP. Mpunara ce camo npu PCY, meanupana ot IgE.
MaToreHeTUYHO ce Len AeceHCMbunmnsaLma Ha MacToLUTUTE, KOATO OCUTYPABA CbCTOAHME Ha JIeKapCcTBeH TosepaHc. MocneaHuaT
06a- ye e 06paTMM. KAMHUYHOTO MPaKTUKyBaHE Ha /IEKapCTBEHA AECeHCMbUAM3aLmMA e MyNTUANCUMNANHAPEH NPOLLEC U U3UCKBA
HasMumMe Ha onuTeH anepronor. [punara ce B [ABe Pa3sHOBMAHOCTU: KOHBEHUMOHANAHA W NeKapcTBeHocneunduyHa.
NekapctBeHocneundmyHaTa M3NOA3BA OMPOCTEHM CTAHAAPTHM CXEMM 33 MPUAPYKaBalla MeanKauma, KakBaTo e Tasn 3a paclitaxel
Hanpumep.

KoHBeHUMOHaNHaTa eceHcMbuamsaumsa ce ocbLLEeCcTBABA Ype3 NOKayYBaHe Ha T.Hap. MHTPABEHO3HA CKOPOCT Ha MHOY3KA (Kin), Kos-
TO e dapMaKoKMHEeTUYeH NokasaTten. [leduHMpa ca KaTo KenaHa CKopPOoCT (B MUAUAMTPU 3a YacC UM KanKK 38 MUHYTA), MPU KOATO e4HO
NlekapcTBo TpA6Ba fa ce npuiara 3a NOCTUraHe Ha PAaBHOBECHO CbCTOAHWE Ha ¢OWMKCMpaHa [f03a C [OKasaHa TepanesBTUYHA
edeKTMBHOCT. M3uyncnnBa ce KaTo CTalMOHapHa KOHLLeHTpauua B naasmarta (Css), ymHoxeHa no kanpbHca (Cl): Kin = Css x Cl.

Tabnuua 1. NMaToreHeTUYHO U KAMHWYHO NpeacTaBeHe Ha aNeprmyHm U MHOY3MOHHM peakL MM OT Hal-4ecTo
N3MN03BaHMN MapeHTepasHM NPOTUBOTYMOPHM ieKapcTea (no M. Joerger, ESMO 2016).
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YecroTa Ha KnuHunuHo Mpemeaunkaumn
NekapcrBa MatoreHesa Ha PCY P AnKauma/ O6¢cbxpaHe
PCY npepacrassaHe npeseHuma
LiuToToKCUUYHMU
NaatnHoBM conn
06 6u-
Neka —0.4%, MuHyTK cnep Havano Ha ChHAAHE Ha eceHcnbu
/IM3aumA, ako NEeKapCcTBOTO
. . TEXKA MHY3MA, 0BUKHUBEHO i
Cisplatin NmyHHa peakuus Tvn | cnen s 6 Kypca. - € OCHOBHO; KOXeH TecT He e
_0.8%. (V). HajexaeH.
M
YmepeHa VHYTA A0 ASH CNEA, H1/H2 - 6n10Kkepw, MpeBKAtOYBaHE KbM
Havyano Ha UHy3us, . .
ot 6 8 KOPTMKOCTEpOUam Cisplatin npv TexKku cny-
Carboplatin —19%, VimyHHa peakuua Tun | ODMIKHOBEHO Cheq, , 6aBHa MHPy3uA. Yau; HageXaeH KoXKeH TecT.
(V). Kypca.
Texka —2%.
YmepeHa MMYHHA peaKLMA TN MWHYTK cnep Havyano Ha H1/H2 - 610kepy, OundepeHunpare mexay
L) nHbY3UA, 06MKHOBEHO KOPTMKOCTEpOnam 0OCTpa HEBPOTOKCUYHOCT U
Oxaliplatin —25%, ' cnep 7-8 Kypca. , 6aBHa MHDY3MA. PCY; HagexAaeH KoxeH TecT.
Texka —1%.
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MNepopa-
nendexamethason
e (-12/-6 vaca),
BeHo3eH H1
30%/< 4% OcBoboxkaaBaHe Ha OundepeHunpaHe mex-
XUCTaMUH, nH2-6nokep (-30 ay PCY ot TakcaH naun
npu npeau3BMKaHo oT MUH.); ToUAHes- naatTMHa Npy KOMBUHK-
naumeH- i pastBopuTen (He IgE); Mbpsyu MUHYTY OT MHdY- Ha npeseHuma ¢ paHe; NpeBKAlOYBaHE
3uA, NbPBU 2 Kypca. ;
6e3/cbe KpbCTOCaHa peakTUBHOCT ’ KbMm nab-Paclitaxel.
Takcarn dexamethasone
npemeguKa-
TER -90%. npu
Docetaxel.
MbpBUYHO Npean3BUKAHO
MNoaoduno P PeA
OT pa3TBOPUTEN; BUCOKA
6-41% KPBCTOCaHa PEaKTUBHOCT. - BagHa UHbY3Ns.
- TOKCUHU
AHTpaUUK- MmyHHa peakuma tun | MNpeBkaoYBaHe Kbm
pay - Y peaku JIeKn KOXHM CUMNTOMW. baBHa nHbysuma. P L
JIMHK (V). nunosomasnen doxorubicin.
HAakonko aHu cnep, npu-
Peakn, HO A Anp
NIOYKEHWUE — OCTHP NHEB-
NOTEHUMANHO
AHTUdONATU TENKN MMyHHa peakuma tvn | MOHWT, OCTpa YepHOA- - -
(V). pobHa HeaoCTaTbYHOCT.
Metothrexatee
MoHOKNOHaNHKM aHTUTENa
MpekpaTtasaH O6cbKaaHe Ha AeceHcu-
e Ha 6unnsauma unm nsbar-
Xvmepuunu, xyma- | 1-40%, npe- Anepruuna (IgE), Mo Bpeme Ha mbpsa nHdysuaTa, BaHe; NPeBK/IloYBaHe oT
HW3UPaHW, MBJHO AVMHO  npun HeanepruiHa anavKkauma —6bpoHxocna- npunaraHe Ha BEHO3EH KbM MOAKOXKEH
XYMaHU3UpaHu, AHTU-MULLN. (UMTOKMH- 3bM, 33yX, apTepuanHa paracetamol n Trastuzumab wan mexay
AHTU-MULIN MeaunpaHa). XWUNOTOHUA. Cetuximab-
H2-6n0Kep; 6aBHa Panitumumab.
NHy3MA.

INOBEAEHHUE ITPU EKCTPABA3ALIMA HA TIPOTUBOTYMOPHHU JIEKAPCTBA

Onpe,qenel-me. EKCTpaBa3aLI,MﬂTa Ha NapeHTepasHn NPOTUBOTYMOPHU Pa3TBoOpU ce ,Cl,ed)VIHl/Ipa KaTO MHUMOEHTHO MU3TUYaAHE Ha
ne- KapCTBeHO BeLwecTBO OT TEXHUHECKM onpegeneHnAa My ydacTbK (BeHa) B OKOJIHUTE TbKaHWK, I'IpVIHVIHﬂBaVIKVI yBpexaaHua. B

3aBUCMMOCT OT XMMNYECKUA CbCTaB Ha €KCTpaBa3aTa CTeNeHTa Ha TbKaHHU HapylweHUA MOXKe [a Bapupa OT JiIeKa KOXKHa peakuma 40
TeXKa HeKpOo3a.

Tunose ekcTpaBasauumu. Cropes, NoTeHLUMana cv Aa NPUUMHABAT YBPEXKAaHe Ha TbKaHUTE MPOTMBOTYMOPHUTE eKapcTBa ce rpy-
nMUpaT B TPW KaTeropum: HeBE3UKaHTW, WMPUTAHTU U Be3UKaHTU. HeesukaHTute (bleomycin, gemcitabine, Metothrexatee,
pemetrexed, MOHOK/IOHAaIHW aHTUTENA) HE MPUYMHABAT yALepauun, paLKo BOAAT A0 OCTpa peakuyMs UM nporpecvpalla Hekposa.
MputaHTUTe, OT cBOA cTpaHa (etoposide, cyclophosphamide, 5-fluorouracil, ifosfamide, carmustine, dacarbazine, mitoxantrone,
cisplatin, carboplatin, oxaliplatin), npuunHaBaT camo 60/Ka B MACTOTO Ha UHXXEKTMpaHe W BeHaTa (CbC nau 6e3 Bb3naneHue), HO B
MHOTFO ro/IIMO KO/IMYECTBO MOraT @ UMaT U y/LeporeHeH noteHuman. BeankaHtute (aHTPaUMKAMHK, ankuanpally areHTu, BUHKa
aZKaNoUAM M TaKCaHMU) NPU- YMHABAT BE3UKYAU, Pa3A3BABAHUA U YeCTo ce MaHUdecTUpaT ¢ No-CepuosHU CTPaHWUYHKU edeKTn Ha
TbKaHHa AeCTPYKLMA U HEKPO3a.
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KnuHuuHo npepacraBaHe. HayanHuTe CMMNTOMM Ha eKcTpaBasauma ce MaHudecTMpaT BegHara cies HapylleHue Ha LeaocTTa Ha
KPbBOHOCEH CbA,. B 3aBMCMMOCT OT areHTa npusHaumte ca guckomdopt nam 60/Ka, KOATO Bapupa OT fieKa 40 cusHa (M3rapsawa) u
MO3Ke [a ce noc/neasa OT 3ayepssBaHe U JloKaneH OTok. EBo/ouMATa Ha Hava/sHUTE CUMNTOMM Ce Pas3NnYaBa 3HAYUTEIHO MpuU
MPUTAHTU U BE3UKAHTU: NOCNEAHWUTE MMAT NOTEHLMAN 33 CEPUO3HM TbKaHHU YBPEXKAAHWSA, 3anouBalluy ¢ Bb3naaeHue U Be3UKY/IU U
nporpecnpaLLyn 4o A3BM U HEKPOTUYHM NIe3UN.

TepaneBTHMYHO noBegeHue. MNpn perncTprpaHe Ha ekcTpasasauma He3abaBHO ce 3aNo4YBaT MEPONPUATUA MO aATOPUTBM, BK/KOY-
Baw, 15 cTbnku.

10,
1
12

13

Cnpu He3abaBHO UHY3UATA/MHKEKLMATA; OCTaBU BEHO3HUA LOCTbLMN HA MACTOTO My.

YBefoMu ivLe € onNuT B 60PaBEHETO C LIUTOCTATULM.

[ocTaBu CTEPUNHU PbKaABULMU.

PasuneHn MHPY3MOHHATA CUCTEMA UM CMIPUHLOBKA OT BEHO3HMA AOCTbN (BEHOKAT, UINa).

MapKupalt MACTOTO Ha eKCTpaBasaLuma ¢ BOAOYCTOMYMB MapKep.

CbuyneHun neTkybMKoBa CNPUHLLOBKA KbM BEHO3HMWA AOCTHM M acnupupalt oT LUMTOCTATUKA, KOJIKOTO € Bb3MOXKHO. He yn-
paxHABAM HATUCK BbpXy 0BNACTTa Ha eKCTpaBasalumaA, AOKATO Npasuw ToBa. Mmal Ha pa3nonoXKeHue AONbAHUTENHA
CMPUHLOBKA 1 CbA, 32 MHPEKTUPAHM OTNAaAbLUN. 3aTBOPY BEHO3HUSA AOCTBN C TaNnMyKaTa my.

C eAHOKYOMKOBaA CMPUHLLOBKA acnnpupan BCUYKM NoAYyTUHKU, 06pa3yBaHKW B 061acTTa Ha eKcTpaBasaumaTa. M3nonssam
HOBA CTEpPWU/IHA UrNa 3a BCAKO yboxKaaHe.

MoBAUTHM M MMOBMAM3MPaAl 3acerHaTa KpamHMK.

KoHcyntupait ce ¢ Tabaunuata 3a cneunduyHute aHTMaotn (Taba. 1,). MpuaoXun aHTUAO0Ta Npe3 BEHO3HUA A0CTbM, ako
olLe e Ha MACTOTO My. AKO BEHO3HUAT JOCTHIM € CHET, UM aKO € NOKA3aHO MHOUATPUpPaHE Ha NOPa3eHuaA y4acTbK, NpuUIo-
KM aHTUA0TA NOAKOXKHO B 3B€34000pasHa popma — oT nepudepusaTa KbM LeHTbPa Ha 061acTTa Ha eKcTpaBasaLms.

AKO e Hanvue cnab KoXKeH epuTem, MPUIOKM ABa MbTU AHEBHO Hama3sBaHe ¢ Hydrocortisone 1% Kpem.

MOKpKI1 y4acTbKa Ha EKCTPaBa3aLMA CbC CTEPUIHA MAPAA U A GUKCMpalt ¢ 1eBKoNaacT.

C M3KNI0YEeHMe Ha eKCcTpaBasaLMu OT BUHKA ankasonau, B NPOAb/KEHME HA TPU AHW MOCTaBAM BbPXY NOpPa3eHus y4acTbK
naket4ye c neq,—4 NbTv AHEBHO 3a NO 15 MUHYTW.

B cnyyaii Ha ekcTpaBasauma OT BUHKa-ankanonam v Etoposide noctaBu Bbpxy Nopa3eHnsa y4acTbK NakeTye ¢ Tonia BoAa

— eIHOKPATHO B MPOAb/IKEHNE Ha 60 MUHYTK.

14
15

[loKymeHTMpal eKcTpaBasaumaTa B UCTOPUATA Ha 3abonaBaHe.
BHMMaTesIHO HabAto4aBal MACTOTO Ha EKCTPaBa3aLyMs M NPK NosBa Ha TbKaHHA HEKPO3a KOHCYATMPal C NAacTUYeH Xu- pypr
3a 0NepaTMBHO OTCTPaHABAHE HAa HEKPOTUYHWUTE ThKaHW.

Tabnuua 1. CneunduUyHM aHTMAOTU NPU eKCTpaBa3auma Ha untoctatnum (no Y. Wengstrom et al., Extravasation

Guidelines 2015).

Mitoxantrone

LinTocTtatnk AHTMAOT
Cisplatin 1. Npunaraii 14 aHu komnpecu ¢ Dimethyl sulphoxide 99% (DMSO) cbc cTepuieH namyk Ha Bceku 4 yaca.
Doxorubicine
Epirubicine 2. Npwunarait 3 gHu dexrazoxane (Savene) I.V.— 1000 mg/m? aex 1, 2 1 500 mg/m? neH 3.
Ifosfamide
Mitomycin-C 3. Npunaralt NOKaNHO OXNaXKAaHe 3a yCNoKoeHue Ha boakaTa.

4. Mpw ynuepauma npunoxku granulocyte colony-stimulating factor (G-CSF) — no 1 ¢nakoH ceammnyHo S.C.
(3 ceammum).
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Etoposide
Vinblastine
Vincristine 1. MHdunTpmpalt yyactbka cbe 150 IU Hyaluronidase.
Vinorelbine
2. NocTasAi nakeTye ¢ Tonsia Boga 4 NbT AHEBHO 3a N0 20 MUHYTHK.
Carmustine
Docc.ataxel 1. MHdunTpmpalt yyactbka cbe 150 IU Hyaluronidase.
Paclitaxel
2. Mpwunarait NoKaAHO OxNaxgaHe 3a yCrokoeHue Ha 6onkaTa.
Carboplatin
Cyclophosphamide
Dacarbazine " “ 5 ml Sodium thiosulfate (0.16 M
Oxaliplatin HoUATpUpan yyacTbKa ¢ 5 ml Sodium thiosulfate (0. pasTBop).

INOBEAEHUE ITPU BEHO3EH TPOMBOEMBOJIU3'BM

Ennaemunonorusa

BeHo3HMAT Tpomboemb01M3bm (BTE) e egHa OT Hali-BaXKHWUTE NPUUYMHM 33 3a601€BaEMOCT U CMbPTHOCT NPU OHKONOTUYHUTE
nauueHTu. [igeroamiiHata KymyaaTuBHa BepoATHOCT 3a BTE e mexkay 0,8 u 8%.

* Hali-BMCOKa egHOrogmMLIHa BepoATHOCT 32 BTE umaTt nauumeHTUTe ¢ aBaHCcMpano 3abonsBaHe Ha MO3bKa, benna apob, maTKaTa,
NUKOYHUA Mexyp, NaHKpeaca, cTomaxa u 6bvbpeuuTe.

® YectoTaTta Ha BTE npu meTactasmpano 3abonsasaHe e 4 0 13 nbTM NO-BUCOKaA, CPaBHEHA C JIOKaIM3MpaHo 3abonasaHe.
® PucKbT 3a peumamsmpalta BTE e Hall-BUCOK Npes3 nbpBUTe MeceLm cies NocTaBaHe Ha guarHosara.
¢ [1o Bpeme Ha XMMMOTEPANNA OHKONIOFMYHUTE NALMEHTN UMAT 7 NbTU NO-BUCOK pPUCK 3a BTE, cpaBHEHO ¢ ocTaHanWUTe NaLmeHTu.

o OHKO/IOTMYHUTE NAUMEHTM MMAT 3 MbTU NO-BUCOK PUCK 3a peuunamns Ha BTE, cpaBHeHO ¢ ocTaHanuTe naumeHTtn.5,4% ot
XOCMUTaAN3NPaHMTE NaumMeHTH, NpocieseHu 3a 8-roguiieH nepuog, passusar BTE.

® OK0/10 25% OT BCUYKM OHKONIOTUYHM NALMEHTN MMAT TPOMBOTUYEH MHLMAEHT B X042 Ha 3abonfBaHeTo.
e Okoso 10% oT nauueHTUTe ¢ uamMonatuyHa BTE ce agnarHocTuumpar c pak B cnegpawmte 1 oo 2 roguHu.

¢ MaumeHTMTe Ha NevyeHne C aHTUAHTUOTeHHU MeguKaMeHTH (6eBaunsymab, Tanmaomua, 1eHanMaoMmna) PUCKbLT OT TPOMbBO3M e
penaTMBHO NOBULIEH, KaTo Npu 6esaumsymab goctnra 33%. MaumeHTMTe C pak Ha MEeYHaTa X1e3a, KOMTO Nosly4aBaT TaMoKcUdeH,
umart 1,5 go 7,1 nbT1 No-BUCOK PUCK OT TpombOo3a.

KAMHUYHU PUCKOBM haKTOPW M TOUKOB NPeauKaTUBEH MoAesN
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Ha cBbp3aHa ¢ xumunoTepanus BTE npu ambynatopHu naumeHtn (no Khorana)

PuckoBu dakTopu cnopes TYMopHaTa N0KaAn3auma:

1. MHOro BUCOK pUCK (cTomax, naHKpeac) — score 2.

2.  Bucok puck (6an gpo6, numdom, rMHEKONOTMYHN U yporeHUTanHU Heonnasum) - score 1.
3.  HWCBK pUCK (Mbpaa, KoNopeKTaseH KapumMHOM; r1aBa U Wwus) - score 1.
XemaToNorMyHM 1 CBBbP3aHWM C NauMeHTa PUCKOBU daKkTopu:

1. Tpomboumntu npeam xumuotepanusa =350 I'/n - score 1.

2. XemornobuH noa 100 r/n v/vav npunoskeHme Ha epuTPONoeTuH - score 1.

3. JleBKouuMTM npeam xumuotepanusa Hag 111/n - score 1.

4. BMI (body mass index) = 35 - score 1.

Puckosu rpynu — ToukoBa cuctema Ha Khorana v yectota Ha cumnTomaTnyHa BTE:
1. HwucobK puck - score 0: yectoTa 0,3-1,5%.

2. WHTepmegmepeH puUCK - score 1 nam 2: yectoTa 1,8-4,8%.

3. BwcoOK puck - score 2 3: yectoTa Ha 6,7-12,9%.

[OunarHocTuka Ha abn6oKaTta BeHO3Ha Tpomb03a u Ha 6enogpobHara

Tpomb6oemb0onMA — NPUHLMNKN

[narHosata Ha gbnbokaTta BeHo3Ha Tpombo3a (ABT) u 6enoppobHata Tpomboembonua (BTE) ce ocHoBaBa rMaBHO Ha KAMHUYHUTE
[JaHHU, uscneasaHeto 3a D-aMmepu 1 obpasHaTa AUMarHoCTUKa.

KntovyoBa 3a goKaseaHeTo Ha [BT u BTE e o6pasHaTa AnarHoctuka.

YNTpa3BYKOBOTO M3CNeABAHE € 3/1aTeH CTaHA4aPT B AMarHocTuKaTta Ha BT c yyscTBuTenHocT 89 go 100% u cneumduyHocT 86 Ao
100%, ocobeHo npu NPOKCUMANHW IOKaU3aLUN.

KomntoTbp TomorpadckaTa BeHorpadus e apyra AMarHoCcTUYHa ONLMSA, HO TA He € MbpBu M360p Nopaan MHBA3MBHOCTTA U PUCKA OT
M3MN0/13BaHETO Ha MOA4EH KOHTpAcT. MarHMTHope3oHacHaTa BeHorpadusa NnpeaocTass OTANYHA BU3yanu3aUmMa Ha BEHUTE B MasKus
Tas3, HO € HeOCTbMHA M CKbMa.

BeHTUNALMOHHO-Nepdy3noHHaTa cuuHTUrpadus Ha 6envTe gpobose 1 NyAMOHaNHaTa aHrMorpadua UrpanT AMArHOCTMYHA POAA, HO
BEYE Ce U3MECTBAT OT HOBU TEXHUKM.

XenuKc KoMmnioTbpHaTa Ny/IMOHaNHaTa aHr1orpadums e AMarHocTuyeH Tect Ha usbop npum BTE.

CnepfBa Aa ce ma npeasus, Ye NoOKUTENEH TecT 3a D-agumepu Mode A3 Mma Npu Heonnasus, AMCEMUHMPAHA MHTPaBa3asiHa
Koarynaums, 6pemeHHOCT, MHbEKLMA U NOCTONEPaTUBHO.
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Wells ToukoBa cucTemMa — AMarHOCTUYHM KIMHUYHK KpuTepuu 3a BTE:

1. KAMHWYHM AaHHK:

e AHamHe3a 3a npegxogHa bTE nam BTE: score 1,5

¢ CbpaeyHa yectoTta = 100 ygapa/muH: score 1,5

* Xvpypruyecka MHTEPBEHLMA UAM UMOBUAM3auMA Npe3 nocnegHuTe 4 ceammum: score 1,5
* XemonTtusa: score 1

® AKTMBHa Heonnasua: score 1

o KIMHUYHU AaHHM 32 AbA6OKa BeHo3Ha Tpombo3a ([BT): score 3
e ANTepHaTUBHA AMArHo3a ¢ N0-Masika BepoATHOCT 3a bTE: score 3
2. KnnHunyHa sepoATHocT 3a BTE:

e gepoaTHa BTE: score > 4

® He-BepoATHa BTE: score <4

3. TpaAMUMOHHA OLEHKa Ha BEPOATHOCTUTE:

® Bucoka: score >6

e CpegHa: score 2-6

® Hucka: score <2

MaumeHTUTE CbC score 24 umat 28 go 52% 3a BETE. TakuBa naumeHTH ce uscnenBat c Noaxo4AWa obpasHa AMArHoCTMKa, a
nauueHTUTe C HUCBK score TpAbBa Aa ce cTpatuduumMpaT ¢ TectBaHe 3a D-gumepw.

NPO®UNAKTUKA HA BEHO3HATA TPOMBOEMBO/1INA

[Ba TepaneBTUYHM NOAX0AA 33 NnepMonepaTMBHa npodpunakTnka Ha BTE:

1) MedukameHmo3Ha npoduaaKmMuUKa ¢ HUCKOMOEKYseH, HeghpaKyUOHUPAH XenapuH uau gpoHAanapuHyKc.
2) MexaHu4yHa mpombonpogunakmuxa.

Hanocnenbk orpaHMYeHO NPUNOXKEHNE HaMUpPaT HAKOU HOBU I/IHXM6I/ITOpVI Ha d)aKTOp Xa v AUpPEeKTHU VIHXVI6I/ITOpI/I Ha
FIpOTpOM6VIHa. Te Tpﬂ6Ba Aa ce npunarat BHUMATENHO, 3alLO0TO 3acera HAMaT aHTUA0TKU. [JoHAKbae U3KAoYeHue e pMBapOKca6aH,
YyniTo ed)eKT 4YaCTUYHO Ce noBaAuABa OT I'IpOTpOM6MHOB nNnasmeH KOHUEeHTpaT.

MEANMKAMEHTO3HA NEPMONEPATUBHA MPODPUNAKTUKA

HA BEHO3HA TPOMBOEMBO/IUA NPU OHKOJIOTMYHU NALUUEHTU
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MepuonepatneHa npodpunakTuKka

JonbaHWUTeNHN pUcKoBK dakTopu 3a Tpomb03a 1 BTE, 0cBEH camoTo HeonacTMYHo 3abonABaHe, ca HanpeaHaaa Bb3pacT,
NpPOAbANKUTENHA UMOBUIN3aLMSA, 3aT/TLCTABAHE U NOCTaBEH LLEeHTPasIeH BEHO3EH KaTeTbp.

MepuonepaTnBHaTa NpodMNaKTMKa C XenapuH HamansaBea YectotaTta Ha BTE no 13,6%, cpaBHeHO ¢ HenpoduaakTUpaHuTe —
30,6%.

HucKomoneKynHume xenapuHu ce npuemam 3ad Mbpeu u3bop Ha neveHue.
AHaNOrMYHM pe3ynTaT ce Noay4aBaT ¢ HeppaKLUMOHMUPaAH XenapuH u GoHAANapUHYKC.

Mpw OHKOIOrMYHM NALMEHTU, NOAJ/I0KEHWN Ha FO/IAMA ONePaTUBHA MHTEPBEHLMA, NPOPUIAKTUKATA C XENAPUH € UMNEPATUBHO
npenopbyYnTeNHA.

Jlo3upoeka e nepuonepamueHus nepuood

MpunoxKeHneTo Ha HUCKOMOJIEKYIEH XeMapuH cTapTupa 1 Ao 2 yaca npeau onepauuaTa.

Mpu abgoMrHaNHa XMpPYprma € BUCOK pUCK 3a BTE BeuepTa npean onepaumaTa ce NpaBu egHOKPATHa BUCOKA A03a.
MbpBaTa 4033 HUCKOMOJIEKY/IEH XENapWUH ces onepaumaATa ce npasu 4 oo 8 yaca cneg Kpas n.
HedpakuMoHMpaHMAT xenapuH ce Npasu B go3a 5000 E s.c. 3 nbTu gHeBHoO.

MpodvaxcumenHocm Ha nepuonepamuseHama npoguaakmukama

Cnep, nanapoToMusA, NanapoCKONMA, TOPAKOTOMMA UAN TOPAKOCKONUA, NPOAb/XKMAA Hag 30 MUHYTM ce nposexaa noHe 10 aHK
nocTonepaTMeHa NPoPpuUAAKTUKA C HUCKOMONEKYNEH XenapwH. MNPy NaLMEeHTU C eNeKTUBHA roNAMa KOPeMHA AU XMPYypruydecka
UHTEpPBEHUMA B Ma/IKMA Ta3 — A0 1 mecel, noctonepaTtnBHa I'IpOd)VInaKTVIKa C HUCKOMO/IEKY/IEH XenapuH.

Mpodunaktuka Ha BTE npu xocnutanmsmpaHu naymeHTm

Mpu nexaio 601HM C OCTPU MEAULMHCKMN YCNOXKHEHNA Ce Npenopbysa NPodUNaKTMKA C HUICKOMOJIEKYNEH XenapuH,
HedpPaKLMOHMPaH XenapuH Uan GoHaanapuHyKc.

Mpodunaktuka npym ambynaTopHU NALMEHTH HA NAIMATMBHA XMMUOTEPaNUA

npu NOKaNHO aBaHCUPaIoO MM MeTacTasmpano 3abonasaHe

PyTMHHaTa TpOM6OI‘IpO¢VII]aKTVIKa Ha NaUMEeHTU C aBaHCMpPan pak, nposexxaaln XuMmmnoTepanua, He ce npenopbyBa. Ta moxke ga ce
Uma npeasuna npu aM6y/'|aTOpHM nauneHTn C BUCOK PUCK.

MauuneHTuTe € PaK Ha NaHKpeaca 1 Ha 6enuns ,Cl,p06 MMaT NO-BUCOKa BEPOATHOCT 3a TpOM6OEM60}1VI‘-IeH MHUMAOEHT, OTKO/IKOTO Te3n C
paK Ha rbpAaTa, CTOMALlWHOYPEBHUA TPAKT, OBapUMUTE UK Ha rnasa v WnA. MNpu Tasm rpyna naumeHTn NpuIoKeHNeTo Ha
HUCKOMOJIEKY/IEH XEMAPUH MOXKe Oa € OT No/i3a.
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Mpw nauneHTN ¢ meTacTasupan pak Ha rbpaarta, NoayyYaBally XMMUOTePanusa, NPUIOKEHNETO Ha MHOTO HUCKU 403U CUHTPOM 33
nopabprkaHe ctoiHoctTute Ha INR mexay 1,3 1 1,9 curHuduKaHTHO Hamanaga pucKa oT BTE.

npOCbMIIaKTVIKa npu naumMeHTH, nonyyasailym agloBaHTHa XumuoTepanuma

u/vnmn xopmoHoTepanus

He ce npenopbysa nposexaaHe Ha Tpomb6onpodunakTmKa.

NpodunakTnka Npu NaLUEHTH C LLeHTPaNeH BEHO3€eH KaTeTbp

He ce npenopbyBa pyTMHHOTO NpOBEXKAAHE HAa TpoMmbonpoduUnaKkTUKa.

MEANKAMEHTU U CTAHOAPTHU 03U 3A TPOMBOMNPO®UNAKTUKA

NPU XOCNMUTANIUSUPAHU U AMBYJIATOPHU NALMEHTU

HuckomonekynHu xenapuHu

Dalteparin

CraHgapTtHa go3sa: 5000 IU s.c. BeaHDbX AHEBHO;

[o3a npu 3aTabeTtaBaHe (BMI240): moxe aa ce o6cbam 7500 1U s.c. BeAHBbXK AHEBHO
Enoxaparin

CraHpgapTtHa go3a: 5000 IU s.c. BeaHDBXK AHEBHO;

[o3a npu 3aTabeTaBaHe (BMI240): moxe aa ce o6cbam 7500 1U s.c. BeAHBbXK AHEBHO
Nadroparin

CraHpapTHa go3a: 2850-3800 IU s.c. BeAHBX AHEBHO;

[o3a npu Bucok puck: 5700 IU s.c. BeAHDBXK AHEBHO

Reviparin

CraHpapTtHa go3a: 1432 |U s.c. BeAHDBX AHEBHO

HedpaKunoHnpaHu xenapuHm
Heparin

CraHgapTtHa go3sa: 5000 1U s.c. Ha 8 go 12 vaca;
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[o3a npu 3ataberaBaHe (BMI240): moske aa ce o6cbam 7500 IU s.c. Ha 8 yaca

NHAMPEKTHU MHXM6UTOPK Ha daKTop Xa

Fondaparinux

CraHgapTtHa gosa: 2,5 mr s.c. BegHbXK AHEBHO;

[o3a npu 3atabeTABaHe (BMI=40): moxe aa ce 06cbam 5 Mr s.C. BEAHDBK SHEBHO
Rivaroxaban

CraHpgapTtHa gosa: 2,5 mr 2 nbTy gHeBHO

Apixaban

CraHpapTHa Aosa: 2,5 mr 2 nbTU AHEBHO

[OnpeKTHU MHXMBUTOPU Ha NPOTPOM6BMHa

Dabigatran

CraHpapTtHa gosa: 150 mr 2 nbT¥ AHEeBHO

AHTaroH1cTu Ha BuTamuH K

Acenocoumarol

Jo3unposKa cnopeg ctoitHocTMTe Ha INR

AHTMKOArynauma u NporHo3a Npu nayueHTUTe ¢ pak

HAma AaHHK, KOMTO Aa NPenopbYBaAT NPOBEXKAAHETO Ha aHTMKOAryaauma ¢ uea nogobpsasaHe NporHo3arta Ha OHKONOTMYHOTO
3abonaBaHe.

MexaHuuyHa Tpom6onpodurnakTka
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Komnpecupaluym Yopanu v ypeam 3a MUHTEPMUTUPALLLA NMHEBMATUYHA KOMNPecUs MoxKe Aa 6baat o6aBeHn KbM MegMKaMmeHTo3HaTa
NpoduNaKTMKa, HO He M Aa Ca KaTo MOHOTEPaNMA, OCBEH KOraTo MeAMKaMeHTO3HaTa NPoduAaKTUKa e NPOTMBOMNOKa3aHa nopaam
aKTUBHM Xemoparuu.

AbcoaromHuU NPOomMuUeonoKAa3aHUA 3d MEXAHUYHA NPOdUAaKMUKA:
AKTUBHa Abn60Ka BeHO3Ha TPOM6B03a; TeXKKa apTepuanHa MHCydUUMEHUMS.
OmHocumesnHu NPOMUBONOKA3AHUS 30 MEXAHUYHA:

O6LWMpeH XeMaTOM; KOXHM paHu 1 yauepaumu; Tpombouutonerms nog 20 I/a uav netexuu; ymepeHa aptepuanHa

nHcyobuumeHumns; nepudepHa HeBponaTus.

NEYEHUE HA ABb/IBOKATA BEHO3HATA TPOMBO3A U HA BENNOAPOBHATA TPOMBOEMBO/IUA BE3 XEMOANHAMUYHU
HAPYLWIEHUA

APU NAUMEHTU CbC CONNAHU TYMOPU

JleyeHue Ha ocTbp enusop Ha ABT u BTE

Mpu cayyaume Ha BT u BTE 6e3 xeMOOUHAMUYHU NPOABU KAMO CMAHAAPMHO ce Npusaadaa UHUYUAAHa napeHmepanHa
aHmMuKodazyaayus ¢ XxerndapuHos npenapam.

Mpunara ce HUCKOMOEKY/IEH XENAPUH MU HeNpPeKbCHaTa BEHO3HA MHOY3MA Ha HepPaKLUMOHMPAH XenapyH B [03a, CbobpasHo
TenecHoTo Terno. ToBa fiedeHne NpoAb/IXKaBa B Nb/HA 4,03a 33 CPOK OT NoHe 5 AHM 1 ce cnupa cneg AoCTUraHe HA MbAHa
aHTUKoarynauma (INR 2,0-3,0) B noHe 2 nocnegoBaTenHu gHU. AKO ce NpeaBMKAa NOAAbPKALLOTO ledeHune aa 6bae c opaneH
AHTUKOAryNnaHT, TO CTapTUPa OT AeHA Ha NPUIOXKEHUETO Ha XenapuH.

JNleyeHmneTo ¢ HedpaKLMOHMPaH XenapuH 3anoysa ¢ 60ycHa 4033, Noc/ieABaHa OT HenpeKkbcHaTa 24-yacoBa MHOY3MA ¢ Len
OO0CTUraHe M NoAAbPXKaHEe CTOMHOCTUTE Ha aKTMBMPAHOTO NapumManHo TpombonnactuHoso Bpeme (aPTT) 1,5 Ao 2,5 nbTu Hag,
HopMara.

NeyeHuneto c VIHXVI6VITOpa Ha C')aKTOp Xa dJOH,CI,aI'IapMHyKC ec erVIKaCHOCT dHa/I0rM4YHa Ha HUCKOMOANEKYNTHUTE U Hed)paKLl,MOHMpaHVI
XenapuHu.

Mpu ambynamopHume nayueHmu 60AWUHCMB0OMO OM NPOYY8AHUAMA CO4AM HePAKYUOHUPAHUMeE XenapuHU Kamo nbpeu
u3bop Ha neveHue.

MEANKAMEHTU U CTAHOAPTHU 03U

3A NEYEHUE HA BEHO3HA TPOMBOEMBONUA
HuckomonekynHu xenapuHu

Dalteparin

[o3a: 200 IU/Kr s.c. BeAHDBXK AHEBHO

Enoxaparin
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Ho3a: 100 IU/Kr s.c. Ha 12 vyaca

Nadroparin

[o3a: 3800-8550 IU (86 IU/Kr) s.c. 2 nbTW AHEBHO
Reviparin

[o3a: 2863-5153 1U (143 IU/kr, Ho He noseye oT 10307 IU) s.c. BeAHBX AHEBHO

HedpakunoHnpaHu xenapuHu
Heparin
[osa - BeHo3HO: 80 |U/Kr HaToBapBalya 4033, cned koeto 18 IU/kr/uac

[o3a - noakoxHo: 333 IU/Kr HaToBapBalla 4033, cnea Koeto 250 IU/kr Ha 12 yaca

WUHAanpeKTHN nHxnbutopm Ha dpaktop Xa

Fondaparinux

CTaHaapTHa fo3a: 5 mr (<50 Kr), 7,5 mr (50-100 kr), 10 mr (>100 Kr) s.c. BeAHBXK AHEBHO
MpuY NPOTMBOMOKA3aHWA UM OTKA3 OT HUCKOMOIEKYIHW xenapuHu 1 fondaparinux:
Rivaroxaban

CraHgapTtHa gosa: 2,5 mr opanHo 2 nbTn AHEBHO

Apixaban

CraHpapTHa go3a: 2,5 mr opasHo 2 NbTu AHEBHO

[OVpPeKTHU MHXM6UTOPKU Ha NPOTPOMBUHA
Dabigatran

CraHgapTtHa go3a: 150 mr opanHo 2 NbTu AHEBHO

MpoabvnxkutenHa nogabpiKala Tepanma cnea HULManHa tepanua Ha BT u BTE

HavyanHama ¢asa Ha neyeHue ce nocnedea om nNpusaoHeHUEe HA OPasneH AHMUKOA2yAAHM dHMAaz2oHUCcm Ha aumamuH K
(cunmpom) 3a cpok om 3 do 6 meceya c noddvpiaHe mepaneemuyHo HU8o Ha INR mexdy 2,0 u 3,0. NMpoAbNKUTENHOCTTA HA
JleYeHMEeTO 3aBUCHU OT TeXKecTTa Ha BTE, pucka oT peunamBs, pUCKa OT KPbBOU3/IMB, HAaUMHA Ha XKMBOT U aNTePHATUBHUTE Tepanuu,
KaTo HMCKa [,03a CUHTPOM, acnupuH UM HOBUTE OPaJIHX aHTUKOArynaHTU. BUCOKOPUCKOBM ca NaLuMeHTUTE C MHOMKECTBEHM enn3oam
Ha BTE; nosBa Ha Tpom6 No Bpeme Ha aHTUKOAryaauums; passutie Ha aHTMdochoNMNUAHM aHTUTeNa; AedULMT Ha NPOTEUH S,
npoTtenH C M aHTUTPOMBMH; XOMO3UrOTHa MyTaLmMa Ha dakTop V Leiden n cbueTaHa MyTauusa Ha xeTepo3suroTeH daktop V Leiden ¢
MyTauus Ha NPOTPOMBUHOBUA reH.
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JleueHuemo cbc cuHmpom 3anoyed 0o 24 yaca caed Nbpeama 003d XenapuH.

CnepnBa fia ce Umat npeasua LWnpokute GaykTyaumm Ha INR npu nekapcTBeHM B3aMMOAENCTBUA, MaTHYTPULMA U YepHOApOo6Ha
OUNCOYHKLMA.

Kopekuua Ha go3ata cuHTpom cnopeg INR (cxema)

INR<2,0: nokauBaHe ¢ 10-15%; koHTponeH INR go 1 ceammua

INR 3,1-3,5: HamaneHwue ¢ 0-10%; koHTponeH INR go 2 ceammum

INR 3,6-4,0: nponyckaHe Ha 0-1 go3a, HamaneHue ¢ 10-15%; koHTponeH INR go 1 ceamumua

INR 4,1-8,9: nponyckaHe Ha 0-2 031, HamaneHue ¢ 10-15% +/— sutamuH K 2,5 mr per os; KoHTposieH INR a0 2 gHu

INR>9,0: nponycKkaHe Ha 2 A03Kn, HamaneHue ¢ 15-20% + ButamuH K 2,5-5 mr per os; koHTponeH INR Ha cneagawms aeH

ANTepHaTMBHA MPOADBMKUTENHA NOAADbPXKALLA Tepanua:

1) HuckomonekyneH xenapuH e 003a 75-80% om uHuyuaaHama (Hanpumep eHokcanapuH 150 E/Kr s.c. BeAHbX AHEBHO) B
npogbaKkeHme Ha 6 meceua npu TapreT INR 2,5 e ¢ BUCOKa epeKkTUBHOCT. CxemaTa ce NpenopbyBa Npu Hy»KAa OT NPOAb/XKUTENHA
aHTUKOarynauma.

2) AHmuKoazaynayus ¢ HUCKa UHmeH3usHocm (cunmpom) c Tapret INR 1,5-2,0.

3) AcnupuH (100 mr cneg, 6 mecel,a aHTUKoarynaums).

MpoAbMKNTENHOCT HA NOAAbPKALLATA Tepanua

CueHapwuii 1. Mpu NauMeHTU € paK Ha rbpAaTa Ha afiloBaHTHa TepanuaA C TaMOKCMeH ce npenopbyBa 3aMecTBaHe Ha TaMOKcudeHa ¢
apomataseH MHxMbuTop. Mpu TakMBa CayYan MOKe Aa ce MMa NPeaBUA NPOABINKUTENHO SledeHne 3a 6 MeceL,a C HUCKOMOJIEKY/IeH
XenapuH B ao3a 75-80% ot HavanHara.

CueHapuii 2. Mpy NauMEHTM Ha aAt0BAHTHA XMMMOTEPANUA MOXKE Aa Ce UMA NpeaBua NPOABL/IKUTENHO ledeHune 3a 6 mecela ¢
HUCKOMOJIEKYNEH XenapuH B f03a 75-80% OT HayanHarta.

CueHapwuii 3. Mpy NaLMeHTH ¢ NOCTUrHaTa MbAHA PEMUCKA Ha NOTEHLMANHO M3Neunmo 3abonaBaHe (Hanpumep repMUHATUBEH PaK)
MOMKe Ja Ce UMa Npeasus NPOLbKUTEIHO le4eHe 3a 6 MeceLia C HICKOMOJIEKY/IEH XenapwH B A03a 75-80% oT HavanHarta. Mpu
nauMeHTH ¢ metacTasupano 3abonssaHe, NoONy4YaBaLlyM HEOAAIOBAHTHA XMMMOTepanus (HanpUMep KONOPeKTaNeH pak ¢
NOTEHLUMANHO pe3eKTabunHu YepHoapobHM meTacTasu), pucka oT BTE ce onpesens nHAMBUAYaNHO.

CueHapuﬁ 4. an naunMeHTn ¢ metactasmpano 3abonaBaHe Ha NasMaTUBHa XMMUOTEPANUA, KaKTO U NPU NOCTUTHANINTE Nb/IHA
pemMmuncuma, Ho C BUCOK PUCK OT peumnans, chegBa CbBMeECTHO C NalMeHTa Aa ce 06C'b,£l,l/1 HenpekKbCHaTa aHTUKOoarynauua.

AHTUKOArynaHTHa Tepanua npu peunams Ha BTE

ALeKBaTHO aHTMKOAryMpaHuTe naumeHTH ¢ peumams Ha BTE Tpabsa aa 6baat u3cnegsaHm 3a nporpecus Ha 3a6onasaHeTo.
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MauMeHTV Ha NPOLBLIKUTENNHA AHTUKOATYTaLUMSA C aHTAarOHUCT Ha BUTaMUKH K, Kouto nony4at peumave Ha BTE npu cybTepaneBTUYHM
HuBa Ha INR, TpabBa ga npoBeaaTt NOBTOPHO eYeHMe C HepPaKLMOHMPAH UAM HUCKOMOEKYIEH XENAapWH 40 NOCTUraHe cTabuneH
INR mexxay 2,0 1 3,0.

KoraTo HacTbnu peumnams Ha BTE npu agekBaTHO TepaneBTUYHO HMBO Ha INR, TpAbBa aa ce npemuHe Ha Apyr TUN aHTUKOarynaums,
Hanpumep s.C. HeppaKLMOHUPaH XenapuH ¢ nogabpKaHe TepanesTMyHo aPTT mexay 1,5 1 2,5 nnm HUCKOMONEKYNEH XENAPUH B
[03a cnopeg, TeNecHOTO Tern10. ANTepHaTMBa e NoKayBaHe A03aTa Ha aHTaroHMCT Ha BUTamuH K ¢ TapreT 3,5.

MbAHa 4033 HUCKOMOEKYIeH XenapuH (Hanpumep aantenapuH 200 E/Kr BegHbX AHEBHO) MOXe A4a ce MMa Npeasu Npu nauneHTu
Ha NPOAB/IKUTENHA Tepanua ¢ peayLunpaHn 403U HUCKOMOJIEKYIEH XeMaPWH UAN aHTaroHUCT Ha BUTamuH K.

npom BOMOKa3aHUA 3a aHTUKOaryaaumsa

AB6CONOTHU NPOTUBONOKA3aAHUA: aKTUBEH MO3bYEH KPbBOU3NNB, XEMOPArMyHM metactasun B LLHC; akTMBEH KPbBOU3NNB, M3UCKBALL,
Hag 2 xemoTpaHcoy3um 3a 24 yaca.

OTHOCUTENIHN NPOTUBOMOKA3aHUA: XPOHUYEH KAMHUYHO 3HAYMM KPbBOM3/NB, MPOAL/AKUA Hag 48 Yaca; aKTUBEH HEKOHTPOIMPaH
KpbBOM3AMB; TpombouuToneHnsa nog 50 I'/n; TexKa guchyHKUMA Ha TpombounuTuTe (Ypemmsa, MeguKkaMeHTU, MMeaoancniasms);
B6PEeMEHHOCT, HACKOPO NPOoBeAEHa OnepaLus C BUCOK PUCK 3a KbpPBEHE; NPUAPY»KaBalla XeMoparmiHa KoaryionaTtus; BUCOK PUCK OT
TpaBma Ha rnaBaTa; AymbanHa nyHKumMa; metactasu B LHC; MHTpaKpaHWanHW UAK CIMHANHMW N1€3UU C BUCOK PUCK 33 KPbBOW3/IUB;
NepuKapauT; akTUBHA NeNTUYHA MW racTPOMHTECTMHAIHA YALLEPaALMA; TEXKKA HEKOHTPOIMPaHa UM MaZIUFHEHA XMNEPTOHUS;
NPOAb/IKUTENHA aHTUarperaHTHa Tepanums.

06wWwu cbobparxkeHUA NpuU Ie4eHUe C HUCKOMOJIEKY/IHU XenapuHu U GoHAaNapuHyKC

HucKoMonekynHUTe xenapuHun n GoHAANAPUHYKC Ce U3NDBYBAT CaMo npe3 6bbpeumnTe U MOXKe Aa AaLaT 3HaUUTENEH KYMyNaTUBEH
edeKT Npu KpeaTMHMHOB KAMPbHC nog 30 ma/MuH. MNpY NauMeHTU C KPEaTUHUHOB KANPBHC Nog, 25-30 Ma/MKWH, noayyasalm
HUCKOMOJIEKY/IEH XEeNAaPUH UAKN BeHO3eH HedpaKLIMOHMPaH XeNapUH, ce NPernopbyBa PeayKUMa UAK paspekaaHe Ha f03uTe 1
AKTUBHO MOHUTOPMpPAHE Ha aHTU-Xa-aKTUBHOCTTA.

Mpu nauneHTn ¢ Terno Hag 120 1 nog 60 Kr 4a ce ma NpeasBua, MOHUTOPUPAHE Ha aHTM-Xa-aKTMBHOCTTA cnej TpeTaTa Ao3a.

XenapuH nHayumpaHa TpOM60LJ,VITOI'IeHl/IFI Aa ce uma npeasu npm cnag Ha TpOM6OLI,I/ITl4TEZ KOHTPOA Ha KpbBHATa KapTWHa Ha 7.4€eH,
a NpPU ekcnosnumnAa Ha XxenapuH npes nocnegHuTte 3 meceua — Ha 3.4eH.

MpunoxkeHue Ha vena cava punTLp

dunTbp Ha vena cava inferior moxe Aa ce MMa nNpeasua NPy NaumMeHTy ¢ peunamempalwa 6enoapobHa emb6oamaA, NpoBeK4aLLM
afleKBaTHa aHTMKOArynauma Uav npu KOHTPaMHAMKaLLMM 33 aHTUKOAryNaHTHa Tepanua (Hanpumep akTUBHO KbpBeHe UK AbA6oKa
XenapvH MHAYyUMpaHa TpoMmboumToneHns). KoraTo pucKbT OT KPbBOU3AMB Ce peayumpa, NaLmeHTuTe ¢ vena cava GuaTup Tpsabea fa
3amMoyYyHaT UM Bb3CTaHOBAT aHTUKOAryNaHTHaTa Tepanums ¢ Lea NpoduaakT1Ka Ha Aba6oKa Tpomb03a Ha AOAHUTE KpalnHULM.

PenatMBHM NPOTMBOMNOKa3aHMA: HaNUME Ha TPOMO MeXK Ay MACTOTO Ha BEHO3€eH A0CTbM U MACTOTO Ha PasrpblyaHe, NpeacToALLM
cucTemHa Tpomb0on3a, XMpypruyecka eMboN1eKTOMMUA UK NMyIMOHaIHA TPOMBaPTEPEKTOMMA; NALMEHTU HA TepaneBTUYHa
aHTMKoarynaumsa; npegcroaw, MRI.
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NEYEHUE HA OCTBHP ENKU30A4 C TPOMBOJIU3A

WUHaukauum 3a Tpomb6onumsa

e }KnpoTo3acTpallasala ocTpa NpokcumanHa BT

e OcTpa BT c onacHOCT OT raHrpeHa Ha KpamHuK

e CumnTomaTnyHa unnodpemopanHa Tpombosa

e MacuBHa }KMBOTO3acTpalwasalLad bTE (TexKa AecHOKamepHa ancdyHKLMA)

* NHTecTMHaNHa BeHO3HA TPomMB03a C BUCOK PUCK OT UCXeMUA

AB6CONOTHU KOHTPaUHANKALMM 32 Tpomboan3a

® AHaMHe3a 32 XeMoparnyeH UHCYNT U UHCYAT C HEU3BECTHA NPUYMHA

® IHTpaKpaHWaneH Tymop

® MicxemuyeH MHCYNT npe3 nocnegHute 3 meceua

* AHamHe3a 3a TeXKKa TpaBMa, onepaTMBHA MHTEPBEHLMA UAM TPAaBMA Ha F1aBaTa npes nocnegHute 3 ceamuum
e Tpomb6oumTn nog 100 I/n

® AKTUBEH KpPbBOU3/INB

i XeMOpaquHa Aaunartesa

PenaTMBHM KOHTpanHAMKauumM 3a Tpombonunsa

e Bb3pact Hag 75 roanHu

® bpemeHHOCT UM MbpBa ceamuLa Cnes parkaaHe

® HeBb3MOXHOCT 32 KOMNPeCcKsa Ha NYHKUMOHHUTE MecTa

e PeaHnmaums no noBoA Ha TpaBmMa

® PedpaKTepHa XMNepToHUA (CUCTONIMYHO HanAraHe Hag 180 mm, AMAcTONMYHO HanaraHe Hag 100 mm)
¢ HanpeaHano yepHoapobHo 3abonasaHe

* NHbEKLMO3eH eHaoKapANT

e [aCTPOMHTECTUHANEH KPBbBOM3AUB Npe3 nocneaHuTe 3 meceua

® OyaKkBaHa npexxunsaemocTt nog, 1 roanHa

TPOMBOJIUTUYHA TEPANUA
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TpOMGOﬂMTMHHaTa Tepanma MmoXe Aa ce npaseae nocpeacrtsom BeHO3Ha VIH(by?Mﬂ WU C KaTETbPHU TEXHUKKU NapanesiHoO C
MeXaHU4YHa TpOM6eKTOMVIﬂ.

3a noTBbPXKAABaHE Ha pe3ynTaTa c/ied npolesypaTa ce npenopbysa BeHorpadus.

Tpom6onutuuHa Tepanusa npu BT

o Alteplase (Actilyse, tPA): dnakoHu no 20 n 50 mr; go3a 0,5-1,0 mr/uac BeHO3HO
* Reteplase (Rapilysin): dnakonu no 10 U; gosa 0,25-0,75 E/4ac BeHO3HO

e Streptokinase (Streptase) — dnakoHu no 100000, 250000, 750000, 1000000 1 1500000 IU; STPase - ¢pnakoHu no 1500000 IU):
CTapTupa ce ¢ HaToBapBawa Ao3a 250 000 1U 3a 30 muHYTK, cneq, KoeTo ce NpoAb/KaBa € noaabpxawa aosa ot 100 000 IU Ha vac
72 yaca)

¢ Urokinase (Ukidan): ¢nakoHn no 5000, 25000, 100000, 500000 1 1000000 |U;

n03a 200000 IU Kato 6aBHa MHOY3mMa (15-30 muHyTH), cnep tosa 100000 U / h 3a 24-72 yaca KaTo HenpekbcHaTta nepdysus.

Tpom6onutuuHa Tepanua npm bTE

o Alteplase ce cuuma 3a Hali-ecpekmusHomo mpomboaumuyHo cpedcmeo. Npunara ce B fo3a 100 mr BeHO3HO 3a 2 yaca. [lo3a oT
50 mr moxe ga e noaxoAALwa Npyu NALMEHTN Hag, 75 roanHu, XMpypruyHa MHTEpPBEHLMA B NOCAEAHUA Mecel, UM BUCOK PUCK OT
KPbBOW3/NMB.

Mo-KpaTKa MHOY3MA 38 OKO/IO 15 MUHYTU M MaKCUMasiHa A03a 0Koo 0,6 mr/Kr (makcumym Ao 50 mr), moxe Aa ce U3no/i3sa B
CMeLwHn CUTyaLmm — KapgMonyIMOHaHa PecycumnTaums.

e Streptokinase 250 000 IU kaTo HaToBapBalla [03a B mbpaute 30 MUHYTH, cies KoeTo MHdy3una 100 000/yac 3a 24 yaca (72 yaca
npv cbnbTcTBawa A4BT)

® Urokinase (Ukidan): no3a ot 300 000 IU ce npunara B 6aBHa BeHO3Ha MHOY3MA (15-30 MUHYTK), NOCNeABaHO OT HEMpeKbCHaTa
nepoysus 8 o3a 250 000 IU / h 8 npoabmxkeHve Ha 12 yaca

» Tenecteplase (Metalyse) — dnakoHun no 40mr 8000 U: go3sa 0,25-0,5 mr BEHO3HO

* KamemvpHa mpom60oau3a nod exoepaghcku KOHMPO e TepanesBTUYHa ONuuMA NpU NaumeHTn ¢ 250% 3anywsaHe oT TPOMb B
efiHaTa uau AseTe rnaBHM benoapobHu apTepumn nnmn nobapHu 6enoapobHM apTepumn 1 AaHHKU 3a AeCHOKamepHa AUCYHKLUUA.
Mpoeexaa ce MHOY3MA Ha alteplase cbe ckopocT 1 mr/uac npes KateTbpa MAK 2 mr/yac npm asycrpaHHa BTE o o6wa fo3a 24 mr.
NHoy3uATa npes eguH KaTeTbp Npoabakasa 24 yaca, a npes ABa KaTeTbpa - 12 yaca.

NEYEHUE HA XEMOPATUU, CBbP3AHU C AHTUKOATY/TIAHTHA TEPANUA

KpbBocnupaim meamKameHTU 1 KPbBHU NPOAYKTH

ButamuH K
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Ao3a: 1-10 Mmr BeHO3HO UAKN NepopasnHo.

KomeHnmapu: NHdy3npa ce 3a 20-30 MUHYTH, HEXeNnaHUTe peakumm ca peaku. EbekTsT HacTbnBa cnes 6 Yaca npy BeHo3eH u 24
Yaca cneg nepopasieH npuem. flonemute 403N MOXe Aa NPUYMHAT PE3UCTEHTHOCT KbM CUHTPOM NPV NOAHOBABAHE Ha IeYeHMeTo.
He ce npenopbyBa MYCKY/HO MW NOAKOXKHO MPUIOKEHME.

NpotamuHcyndar
Ao3a: 12,5-50 mr BeHO3HO.

Komenmapu: MNpean3BrKBa NbAHO HeyTpanusvpaHe Ha HedpakLMoHMpPaHusa 1 60-80% Ha HUCKOMOIEKYIHUA XenapuH. HAma edekT
npu nedyexme c fondaparinux.

TpombouuTeH KOHLeHTpaT
Ao3a: 1 abepesHa eanHULA UK 5-8 eANHULM OT UANa KPbB.

KomeHmapu: NMpunara ce npy NaumMeHTU ¢ aHTMarperaHTHa tepanusa. TpombounTtute ce nokaysat ¢ Ao 30 /. TapreTHuaT
TpombouunTeH bpoit Bapupa.

MpsAcHo 3ampaseHa nnasma
Aosza: 10-30 ma/kr.

KomeHmapu: 3amecTBa BCMYKM GaKTOPKU HA KOaryiaumaTa, HoO He MoKe Aa NOCTUIHe Mb/IHa KopeKuua. XemocTaszata 0bMKHOBEHO
M3MCKBA HMBA Ha KoarynaumMoHHuUTe dpakTtopu okoso 30%. Paktop IX morke aa gocturHe camo Ao 20%. KpaTbK NONYKMBOT, MOXKe Aa
M3MCKBa NOBTOPHA A03a cnef 6 yaca. ma ronam obem 1 mosKe fa ca HY»KHW YacoBe 3a 3aTOMNAHETO U BAIMBAHETO .

NpoTpomb6uHOB KOMNAeKc KoHueHTpaT (PCC)
Ao3za: 25-50 E/kr.

KomeHnmapu: Bbp3a 1 nbsHa Kopekuma Ha INR npu nekyBaHW CbC CUHTPOM NauueHTU. ManbK MHpy3noHeH obem 3a 10-30 mUHYTH.
Puck oT Tpom603n 1,4%. KoHTpanHANUMPaAH NPy aHaMHe3a 3a XenapuH UHAyuupaHa TpombouuToneHuns. KpatbK NoNyKUBOT, MOXKe
[a U3MCKBa NOBTOPHA A03a ce 6 Yaca. [la ce ma npeasua, npscHO3ampaseHa naasma, ako ce nonssa 3-pakropeH PCC.

PekombuHaHTeH dakrtop Vlla (rFVila, Novoseven)
Aosza: 15-90 mkr/kr.

KomeHmapu: Bbp3a MHY3MA Ha manbk o6em. Bbp3a 1 NbHa KopeKuma Ha INR npu neKyBaHM CbC CUHTPOM MALMEHTU, HO MOXKe A3
He Cnpe XxemoparuaTa, 3aloTo 3amecTBa camo ¢akTop Vlla. Puck ot Tpomb603a 5-10%. KpaTbK NONYKMBOT, MOXKe Aa U3UCKBA
NoBTOPHa A03a cnen 2 yaca.

AMWHOKaNpPoOHOBA KUceanHa
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Ao3za: 4-5 ri.v./per os 3a 1 4yac, nocne no 1r/yac Ha 8 Yaca (MakcumanHa Ao3a 24 r/24 yaca). KomeHmapu: Moxe 4a NOBULLIM PUCKA

oT TpoM603a. Moke fa Kymy/iMpa npuy naumeHTn ¢ 6bbpeyHa HeAOCTaTbYHOCT — PeAyKLMA HAa HAaTOBapBaLlaTa 4033 UM CKOPOCTTa

Ha MHOY3MA. BHUMaHMe uan n3bArsaHe Npu XeMaTypus OT FOPHUTE NMUKOYHU MbTULLA.

TpaHekcamoBa KucenvHa
Ao3a: 1300 mr per 0s Ha 8 yaca.

KomeHmapu: UHamKauma npu meHoparus. Apyrute nHankaumm ca off label.

MpunoxeHue Nel: NekapcrBeHu popmu Ha peructpupaHute B P bbarapua Haii-uecto ynotpe6asaHu npenapartu 3a
aHTUKoArynauusa

HUCKOMOANEKY/THU XENAPUHU

(akTmBHOCT B IU anti-Xa)

Dalteparin

Fragmin:

cnpuHuoBku no 0,2 mn 2500 1U; 0,2 mn 5000 1U; 0,3 mn 7500 1U; 0,4 mn 10000 1U;
0,5 mn 12500 1U; 0,6 mn 15000 IU; 0,72 mn 18000 U

amnynu no 2,0 ma 10000 1U

¢dnakoHu no 4,0 mn 25000 U

Nadroparin

Fraxiparine:

cnpuHuoBku no 0,2 ma 1900 1U; 0,3 mn 2850 IU; 0,4 mn 3800 1U; 0,6 mn 5700 1U;
0,8 mn 7600 IU; 1,0 mn 9500 I1U

Fraxiparine forte:

cnpuHyoBku no 0,6 mn 11400 1U; 0,8 ma 15000 1U; 1,0 mn 19000 IU

Fraxiparine multi:

¢dnakoHu no 5,0 mn 47500 IU

Enoxaparin

Clexane:

cnpuHyoBku no 0,2 ma 2000 1U, 20 mr; 0,4 ma 4000 1U, 40 mr; 0,6 ma 6000 1U, 60 mr; 0,8 mn 8000 U, 80 mr

¢dnakoHu no 3,0 mn 30000 IU, 300 mr
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Crusia:

cnpuHuoBku no 0,2 ma 2000 1U; 0,4 mn 4000 IU; 0,6 mn 6000 1U; 0,8 mn 8000 1U;
1,0 mn 10000 1U

Losmina:

cnpuHuoBku no 0,2 ma 2000 1U; 0,4 mn 4000 IU; 0,6 mn 6000 1U; 0,8 mn 8000 1U;
1,0 mn 10000 1U

Reviparin

Clivarin:

cnpuHuoBku no 0,25 mn 1432 1U; 0,6 mna 3436 1U; 0,9 mn 5153 1U; 1,0 mn 5726 1U
Clivarin pen:

MHuorogososu nucankm no 3,0 mn 17178 IU u ; 6,0 mn 34356 1U

HE®PAKLUMOHUPAH XENAPUH
Heparin

Heparin natrium:

¢dnakoHu no 5,0 mn 25000 U
Heparin WZF:

¢nakonHu no 5,0 mn 25000 IU

AHTATOHUCTU HA BUTAMWH K
Acenocoumarol
Sintrom:

Tabnetku no 4 mr

WHAWPEKTHN UHXUBUTOPU HA ®AKTOP Xa
Fondaparinux

Arixtra:

cnpuHyosku 0,3 ma 1,5 mr; 0,5 mn 2,5 mr; 0,6 mn 7,5 mr
Rivaroxaban

Xarelto:

Tabnetku no 2,5 mr

131



Apixaban
Eliquis:

Tabnetku no 2,5 mr

AWPEKTHU UHXUBUTOPU HA NPOTPOMBUHA
Dabigatran
Pradaxa:

Kancyam no 75 v 110 mr

INOBEAEHHUE ITPU XEMOPAI'MYHA AUATE3A

MpY OHKONOFMYHMTE NALMEHTU MOTaT Aa HACTLAAT PA3/IMYHU XEMOPArMYHN YCAOMKHEHNA, YNATO YeCcToTa NpU HanpeaHano
3abonsasaHe goctura 6-10%. TekecTTa UM BapMpa OT OTKAOHEHMSA B 1abopaTopHUTE NOKa3aTe v A0 3aCTpallaBally KUBOTa
KpbBOM3nueK. MpUUnHABAT ce OT camoTo 3ab6o/1fBaHe (AMPEKTHa CbA0Ba UHBA3MA UAKN NapaHeonIacTuueH edeKT), yCIOoKHEHUsA OT
NleYeHMETO AN NOPASM APYTY HEMAAUTHEHWN daKTOPM.

U3CNEABAHE HA OHKOJIOTM4EH NAUMUEHT C KPbBOM3NIUB

MbpBaTa CTbNKa e neTannHo npoy4yBaHe Ha OHKONOrM4YHaTa aHamMmHe3a U 0cobeHo Ha HaCKopo NpoBefeHOTOo siedeHune. lNosueHo
BHMUMaHUe e HeO6XOAMMO, KOraTo xemoparmyHata amartesa e MHMUKManHa npoAasa.

OcHOBHM NabopaTopHU TeCTOBE

¢ [poTpombuHOBO Bpeme (PT)

e International normalized ratio (INR)

* AKTMBMPAHO NapumanHo TpombonnacTuHoso sBpeme (aPTT)
* TpombouunTeH 6poit

*» dubpuHoreH

MH'repnpe'rau,uﬂ Ha KoarynauMoHHUTe TecToBe — OCHOBHU naﬁopa'ropl-m KOHCTesnauuu

1. UsonunpaHo nosuwweHmne Ha PT/INR. NMokasaTtesnHo e 3a geduumt Ha daktop VII:
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* 3arybu Ha dpakTop VIl B eKCTpaLLelyNapHU U eKCTpaBasaiHM NPOCTPAHCTBA (OTOLM, acuuT, naespaneH usnme — T.H. third spacing) u
NoOBMLIEHA KOHCYMaLMA, Hanpyumep Npu AMCEMUHUPAHA MHTPaBa3aaHa Koarynaumsa (OMK)

¢ HapyuweHa yepHoapobHa GpyHKLMA NpM meTacTasn B YepHUA Apob Uan XpPOHMYHO YepHOAPOo6HO 3abonaBaHe

e NledpnumnT Ha BUTaMUH K: neyeHure ¢ aHTaroHUCT Ha BUTamMuH K; manHyTpuuma

e Cencuc

2. U3onmnpaHo nosuieHue Ha aPTT. MokasaTesHo e 3a M30anpaH AedULMT Ha HAKOM KoarynauMoHHN dpakTopu:

* N3onmnpaH gedpuumt nam nuxmbutop (daktopm VIII, IX, XI, XIl; KOHTaKkTeH paKTOp, NPEKaNNKPENH, BUCOKOMOIEKYEH KUHUHOTEH)
* Hannume Ha nynyceH aHTMKOArynaHT

¢ /leyeHune c xenapuH

3. CbyertaHo nosuiweHue Ha PT/INR v aPTT. [oKasaTesiHO e 338 MHOXECTBEH WM M30/MpaH AebULUT Ha HAKOM KOary/aumoHHM
dakTopu U Ha xnunodmbprHoreHemus:

* MHoOKecTBeH AedUUNT NPU XPOHUYHO YepHoApobHo 3abonasaHe n ANK

¢ MN3onmpaH aeduumt unm Hanuume Ha cneunduueH nHxnbuTop (daktopu X, V nam )
® XeMaToKpUT >60% (XEMOKOHLLEHTPaLUMA) UM XeMoanUNyLmA

* BUCOKM XenapuvHOBM HNBA

* TeXkbK 4ednumT Ha BUTaMuH K

* XunopunbpuHoreHemms <0,5-0,8 r/n, anconbpuHoreHeMms 1 gucnpoTeMHeMUA

4. TpombouunTeH bpoit Mpu TpoMbOLMTONEHNA 334 bIKUTENHO TPAGBA A3
ce HanpasW KpbBHA HAaTPMBKa 3a TbPCEHE Ha TPOMBOLMTHM arperati, KOMTO Ca NPUYMHA 3a TbKINBU pe3ynTaTi. HaTpuekara ce
M3cnenBa v 3a HaiMume Ha WU3oUmMTK - MapKep 3a TpoMboTMYHA MMKpoaHruonaTtua (TMA).

Mpu OTCHCTBME Ha CKOPOLLIHA XMMKoTepanusa andepeHumanHaTa AnarH03a Ha TesKKaTa usonmpara tpombouutonenus (nog 10 G/1)
OCHOBHO BK/IHOYBA UMYHHa TPOMOOLIMTONEHMA, MEANKAMEHTO3HO MHAYUMPaHATa TpoMbBoUMTONEHMA U NOCTPaHCPY3NOHHa Nypnypa.

5. U3cnepgaHus npy TpomoboumMTHA AMCOHYHKUMA 1 noBuweHa ubpuHoAU3a

MpoBexaat ce cneunanmsnpaHmn XeMmoCTasHN TecToBe: u3cnessaHe Ha TpomboumuTHaTa GyHUMA (Hanpumep ¢ aBToaHaAU3aTop TUN
PFA1000), eyrnobynuHos TecT, Tpomboenactorpadus u onpesensHe H1BaTa Ha paKTOpUTE Ha KPBBOCHCUPBAHETO.

XEMOPATUYHA ANATE3A NPU AEPEKTU B KOATYZIALUMATA

ﬂ,MCEMMHMpaHa MHTPaBa3a/iHa Koaryaauuna

[dncemmHupaHaTa MHTpaBasassHa Koarynauma (AMK) e yecto ycnoxKHeHne Npu OHKOAOTMYHM NauneHTU. KAMHUYHKUTE n3asm Ha UK
ce Ab/IKAT Ha HecboTBETHATa TPOMBUHOBA aKTUBALMA, KOATO BOAM 40!

¢ [peBpbLyaHe Ha pubpmMHoreHa BbB GUBPUH

® AKTUBALMA U KOHCYMALMA HA TPOMBOLMTH
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o AKTMBauMA Ha ¢pakTopu V u VIl
® AKTMBaUMA Ha NpoTenH C 1 pasrpaxkaaHe Ha ¢aktopu Va u Vllla
® AKTMBALMA Ha eHAOTeNIHUTE KNETKN

® EKkcuecuBHa ¢pmMbpuHonusa

NabopaTopHa HaxoakKa

TpomboUNTHUAT Bpoii 0BUKHOBEHO € HaMaseH, HO NPU XPOHMYHKUTE dopmu Ha VK mosKe Aa e HopmasneH. CepyMHUAT GUbpUHoreH
npu octbp AUK e HamaneH, Ho Npu xpoHuyeH UK moxe aa e B ,,Hopma”. OT 6a3UCHUTE XeMOCTa3HW M3ceaBaHuUA
TPOMOOUUTONEHMATA € HAW-YYBCTBUTENIHUA CKPUHUT TecT. Hal-cneunduueH Tect 3a AANK e HMBOTO Ha D-anmepu.

XemoparuyeH sapuaHT Ha UK

Bbnpekn MHWULMANHMA NPOLLEC HA aKTUBMPaHA Koaryaaums, TPoMbouMToNeHUATa U nosuLweHaTa GnbpUHOAM3a YeCcTo NPUYMHABAT
KpbBousanen. TunuueH npumep Ha AWK c ekcuecusHa dpubpuHOAMN3a ce HabaoAaBa NPU NPOCTaTEH a4EHOM.

XemoparunyeH BapunaHT Ha JUK e cycnekTeH npu NaumeHTU C eKCLLeCMBHA UAM HECbOTBETCTBALLA HAa MHBA3MBHAaTa npoueaypa
xemoparusa. Mpu Texbk ANK 06nkHoBeHo aPTT 1 PT ca NoBMLIEHM, HO MOKE Aa Ca M HOPMaaHW NPU XpOHUYHKUTE dopmu. aPTT npu
TeXbK ocTbp ANK moxe aa e ckbceHo.

TpomboTuyeH BapnaHT Ha UK

MpeacTaBassa cbyeTaHWE Ha ekcuecnsHa TPomb03a NPy OHKoIorMYeH naumeHT ¢ UK — cuHapom Ha Trousseau. O6WMpHO
apTepuasHoO M BeHO3HO TpomboobpasysaHe ce Habao4aBa YeCTo M 06MYANHO e pedpPaKTepHO Ha eyeHMe CbC CUHTPOM.
MauneHTUTE MOXKe 4a UMaT HETPOMBOTUYEH EHAO0KAPAMT U MHOXECTBEHA eMbous.

NeyeHne Ha ONK npy OHKONOTMYHM NALMEHTHU

M3KNIOYMTENHO BaXKHO € JIeYEHUETO Ha a NOAJENKALLOTO OHKONOTMYHO 3abonsABaHe.

an Hama/zieHun d)aKTOpVI Ha KPbBOCbCUPBAHE N HAaCTbNUA KPBbBOU3/INB Ce NpOoBeXAa 3aMecCTBaHe Ha lCIﬁd)l’lLl,MTHMTe d)aKTOpM.

Hacoku 3a 3amectutenHa tepanua npu UK cnopes KpbBHaTa KapTUHA U PYTUHHUTE KOAry/lallMoOHHU TecToBe:

MokasaTen TepaneBTMYHO NoBeaeHMe

Xemamokpum nod 21% TpaHcdy3na Ha epUTPOLIUTEH KOHLLEHTpaT

dubpuHoeeH nod 1,5 g/l TpaHcdysuma Ha 10 E Kpuonpeumnurat

Tpombouyumu noo 50-75 G/I TpaHcdysuma Ha 1 TpomboLMTEH KOHLEHTpAT oT adepesa nam 6 1o 8 caka

OoT eAUHNYHN OO0HOPK

INR>2,0 u yOvnxeHo aPTT TpaHcdysma Ha 2 o 4 E npAcHo 3ampaseH niasma
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XenapuHoBa Tepanus

Mpeaguxaa ce Npu NaumeHTUTe ¢ TPOMBOTUYEH BapnaHT Ha UK. B cnyyanTte, Korato naumeHTbT M3MCKBA YeCTO 3aMecTBaHe Ha
AeduumTHUTe GaKkTOpK (HaNnpMMep NpPKU NPOCTaTeH U CTOMALLEH afeHOKapLUMHOM), MOHAKOra MoXe BHUMATE/IHO A3 Ce M3MNoA3Ba
XenapwH ¢ Len HamaneHune Ha TpaHchy3MoHHATa 3aBUCMMOCT. 32 MOHUTOPUPAHE Ha aHTMKoarynaumuata emecto aPTT Tpabsa aa ce
n3cnenBat cneunduUUHMUTE HUBA Ha XeNapwmH.

Npuao6buta 6onect Ha von Willebrand

Mpuaobuta 6onect Ha von Willebrand (VWD) ce cpelia npeaMmHo Npy MasiMrHEHU XeMonaThK, HO NOHAKOra ce Habtgasa npu
TymopuTe Ha Wilms, KaKTO 1 Npu IeYeHME C HAKOU MeAMKAaMEHTH, KaTo LMNpodIoKcaLumH. Hail-yecTute cMMNTOMM Ca MyKO3HM
KPbBOWU3NMBM (YECTO ENUCTAKCUC WU FAaCTPOMHTECTUHANEH KPbBOU3NUB) U ANdY3HO NPOCMYKBaHE Ha XMPYPrMYHUTE PaHu ¢ KpbB. PT
1 aAPTT 06MKHOBEHO Ca yAb/KEHM.

Mpu VWD tvn | TotanHmat von Willebrand npoTtenH e HamaneH, npu VWD Tvn Il ma 3aryb6a Ha MyATUMEPU C BUCOKO MOJIEKY/THO
Terno (HMWM).

JleyeHune

[e3monpecnHbT e epeKTUBEH NPM MHOTO NauueHTy, npegmmHo ¢ VWD Tun |, Ho yecto 06eMbT M NPOABL/IKUTENHOCTTa Ha OTrOBOPA
ca orpaHuyeHu. MNpu NeKn 1 cpeHO TEXKN KPbBOU3NNBU KOMBUHUPAHETO C aHTUGUOPUHOANTULM € NONEe3HO. [TPU TEXKKM
KPBbBOM3/IMBU € NOKa3aH KOMBUMHUPAH KOHLeHTpaT oT dakTop VIII u dakTopa Ha von Willebrand (VWF:RCo). Mpu MHOTO TEXKM
KPbBOU3NNBM, KOUTO He ce nosauasaT oT VWF:RCo naun npu xunBoTo3annasall, KpbBOM3/IMB € NoKasaH pekombrHaHTeH daktop Vlla
(rFVIla).

JleueHue c pesmonpecuH

MeankameHT [o3a

Desmopressin - BeHO3eH 0,3 mcg/kgi.v. 3a 15-30 muHyTM* Ha 12-24 yaca

150 mcg (1 BnpbcKkBaHe) — nauneHTn nog, 50 kg**
Desmopressin - nHTpaHa3aneH 150 mcg (2 BnpbCKBaHrsS) — nauumeHTV Hag 50 kg**

Ha 12-24 yaca

* MpeponepatueHo 30 MUHYTU Npeam NpoueaypaTta

** MpefonepaTnBHO 2 Yaca Npeau npouesypata

NeyeHne c KOM6MHUPaAH KoHUEHTpaT oT ¢pakrop VIII u pakrop Ha von Willebrand
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MepgunkameHT [o3a

VWEF:RCo 40-80 IU /kg i.v. Ha 8-12 vyaca

JNleyeHune c KOMBUHMpPaAH KoHLUeHTpaT oT ¢pakTop VIII u dpakTop Ha von Willebrand

MeankameHT Josa

VWF:RCo 40-80 IU /kgi.v. Ha 8-12 vaca

JleyeHune Ha MHOTO TEXKM U pedpaKTepPHU KpbBOM3AUBY Npu Npuaocbuta VWD 1 npuaobutn nHxmbutopmu Ha dpakrtop VIl ¢
pekombuHaHTeH daktop Vlla

MeankameHT [osa

rFVila 90 mcg/kg i.v. 6onyc*

* HeobX04MMOCTTa OT C/le4BalLa A03a M MHTEPBAa Ha MPUNOKEHUE Ce ONPEeLENAT cnopes, KAMHUYHUTE 06CToATeNCTBA

Mpuaobutn uHxnbuTopm Ha dpakrop Vil

OednuntbT Ha dakTop VIII nopagm pasBuMTUE HA aBTOAHTUTENA € Hal-YeCTUAT NPUL06UT AedUUMT Ha KoarynaumoHHN GakTopu npu
Bb3PACTHM NaLMEHTH C paK.

3a Pa3NnNKa OT KOHFreHUTanHaTa XeMOCbM}'IMﬂ, nauneHTuTe C I'IpVI,CLOﬁVITVI VIHXl46l/ITOpM 4YeCTO MMaAT eKXMMO3U, NOKpMBaLLU O6LLIMpHVI
30HM Ha TANOTO U MOXe a UMAT MaCUBHU MYCKYZTHU U MEKOTbKAaHHN KPBHBOU3UBU.

M3cnenBaHeEToO Ha XeMOCTa3aTa NOKa3Ba yAb/MKeHo aPTT, NONOKUTENEeH CKPUHUHT TECT 38 MHXMBUTOP U HUCKM HUBA Ha dakTop VIII.

MPY TESKKM M KMBOTO3aMNNALLBALLM KPbBOU3NNBU PeKOMBUHAHTHUAT dakTop Vlla (rFVila ) e cpeactso Ha n3bop B A03a 90 mcg/kg Ha
BCEKM 2 A0 3 yaca A0 cNMpaHe Ha KPbBOM3UBA.

3a eNMMHWHMPaHe Ha aBTOAHTUTEIaTa KOPTUKOCTEPOMAUTE Ce CPeACTBO OT MbPBU M3BOP, KaTo MOXKe Aa ce KOMBUHMPAT C
umknodpochamma n puTyKcMmab.

JleyeHneTo Ha TOBa CbCTOAHUE TpFI6Ba Aa ce nposeae npegu ronemm UHBasMBHU npoueaypu, 3aloTo yCnewHOTOo ie4eHne Ha
TYMOpPa He BOAU 00 eNMMUHUPAHE Ha MHXVIGMTOPMTG.

HapyluieHua B KoarynaumaTa, cBbp3aHu ¢ MeAUKaMeHTH

HapyweHua B KoarynaumaTa, Cb4yeTaHU C XeMoIn3a

MoraT fa ce pa3BuWAT caeg, NpUAoKeHUe Ha LLedanocnopuHM OT BTOpa M TpeTa reHepauus, ocobeHo LedoTeTaH U LedTPUaKCoH, HO
ca HablogaBaHM v NpKU neveHne ¢ KapbonnatnHa M oKkcanunaaTMHa.CBbpP3aHUAT ¢ LedanocnopmHM CUHAPOM HacTbnea 7 4o 10 gHu
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OT HAa4YaNoTo Ha SleyeHne, NOHAKOra U Camo cnepj eaHa A03a. HacTbnBa TeXXKa XeMo/in3a C MO3UTUBEH TECT Ha COOI’an, XUNOTOHUA U

OUK. YecTto cbCcTOAHMETO Ce NpMema 3a cencuc, naumeHTa ce peeKkcnoHupa Ha u,ed)anocnopMH, KOETO B/aoWaBa KIMHNUYHATA KapTUHa.

M3xoabT YecTo e paTtaneH Nnopasm HacTbNBaHE HA MAacMBHA XeMO/M3a U TpoMb603a. MNauueHTUTE MOXKe Aa OTFOBOPAT Ha arpecusHa

Tepanua c I'I}133M006MeH, Anannsa n KOpTUKoCTepongu.

HapyleHus B KoaryaauunaTa, CBbP3aHu ¢ TapreTHa Tepanus
C MHXMbUTOpK Ha VEGF (6eBaunsymab, copadeHnb, CyHUTUHUG 1 Ap.), TUPO3UHKMHA3HU MHXMBUTOPU U MHXMBUTOPK Ha BTK.

HabntoaasaHu ca HapylieHMs B KoarynauusaTta npu eyeHune

XEMOPATUYHA ANATE3A NPU HAPYLLEHWA HA TPOMBOLMTHUA EPOIA

N TPOMBOLUUTHATA ®YHKLUA

TpombouutoneHua

MNmyHHa TpombouunToneHua

MmyHHaTa TpombouuntoneHmsa (UTM) 0BMKHOBEHO e YCNOXKHEHUE NPU XPOHUYHATa AMMPOUNTHA neBkemua, immdomuTe n bonectta

Ha Hodgkin, Ho ce cpewa 1 npu conngHu Tymopu. Ta MOXKe 4@ HACTbNM NPean OHKOIOMMYHOTO 3abosABaHe, NO BpeMe Ha
3a601ABaHETO, KAKTO U TOAMHU Ces NOCTUIaHe Ha peEMUCHUA.

[OunarHosata Ha UTM no coblectso e diagnosis per exclusionem. OcobeHo BarkHa e noApobHaTa IeKapcTBEHa aHaMHe3a.
uBoTo3acTpalaBalla xemoparus e HeobuyaiHa npu TpomboLmMTn Hag, 10 G/, ocBeH Npu Nnpuapy*Kasalia KoaryaonaTus, 4pyr

CbMbTCTBALL, KQbBOU3NUB NN APYTrO PUCKOBO CbMbBTCTBALWLO 3abonnasaHe. MbpBuYHa Tepanua 0bMKHOBEHO Ca KOpPTUKOCTeponauTe.

Mpu pedpakTepHa Ha KopTUKocTepouamn UTI ¢ Teskka TpomboumtoneHus (nog 10 G/1), KoATo 3anallBa *MBOTa Ha NaLMeHTa, e
NoKasaHo Tepanusa C MHTPAaBEHO3eH UMYHOTNOBYAUH AWM eANHMYHA MHTPAaBEHO3HA A,03a HA aHTK-D aHTUTANO Npu Rh-no3uTneHM
nauyeHTn npean cnieHekTomuna. Ha ToBa sieyeHne B pamkuTe Ha 24 o 48 yaca oTroBapAT Hag 80% OT naumeHTUTe.

KanHnyHoto npoTHnYaHe Ha WUTIM yecTo e HE3aBMCMMO OT XOAa Ha NoAg/exallaTa Heonnasuma.

MbpBa AMHUA Ha IeYeHne NPU TEXKKa XKusoTosannawsawa UTN

MepukameHT CraHpapTHa go3a
MemunnpeoHU30/0H 1-1,5 mg/kg i.v. AHEBHO C racTponpoOTEKTOP
Jexkcamema3soH 40 mg i.v. 4HEeBHO C racTPONpPOTEKTOP

3a 4 gHu BCceKkn 2-4 ceamnum, B 1-4 ymkbaa

BeHo3eH Hecrieyugu4eH UMyHo2106yauH

0,4 g/kg i.v. gHeBHO 3a 5 gHK
nUnm

i.v. uHdysma Ha 1 g/kg/gHeBHo 3a 1-2 AHK

BeHo3zeH aHMu-D umyHoznobynuH

50-75 mcg/kg i.v. uHdy3un
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MeanKaMeHTO3HO MHAYUMpPaHa TpoMboumuToNneHun

TuUnMYHO HacTbnea 1 40 3 cegMuUM Cnes BKAOYBAHETO Ha HOB MeAMKaMEHT. [IpMeMbT Ha CycnekTHUA MeauKameHT TpAabBa BeHara
Oa 6bae npeycTaHoBEH. AKO eNM304bT HacTbMNBa C/1ed MPUEM Ha HAKOJIKO HOBU MeAMKaMeHTa, Hail-406puAT Noaxo4, e Aa ce cnpe
TO3M, KOWTO Hal-4ecTo e CBbP3aH ¢ TpombouuToneHus. Npu cneLHn CbCTOAHMA NOAXOAbT € KAaKTO NP UMYHHATa
TpoM6OUMTONEHNA, HO HAa-YeCTO MaLMEHTUTE Ce Bb3CTaHOBABAT C/1e4, €/IMMUHUPAHETO Ha MeAMKaMeHTa OT OpraHM3ma.

MeauKamMeHTH, MPUUMHABALLM TPOMBOLUTONEHWUA NPU OHKONOTUYHM NALUEHTH:

® IpuHOTEeKaH

e XenapuH

® AHTMOMOTUUM: amPOTEPULMH B, BAHKOMULMH, METULMAWH, TUNEPALINH, PUPaMMULUH, TPUMETONPUM-Cy1damMmeTOKCa3on
® AHTaroHUcTU Ha ravkonpoTeu lib / [lla: abumkcumab, TpodubaH, entudubatmg,

® H2-610Kepu: CUMETUAMNH, PaHUTUANH

* HectepongHu npoTMBOBbB3MNANNTENHUN CPeACTBa

® PasHu: aueTamuHodeH, KapbamasenuH, XMapoxaopTnasng, XMHUH

NoctpaHcdysmnoHHa nypnypa

KNMHUYHO Ce NposABABa C TEXKKM KPbBOM3/IMBM, HacTbnBallum 1 40 2 ceamuum cnea npesvBaHe Ha KpbBEH NPOAYKT. NauneHTuTe ca
XOMO3MUIOTHM 33 MUHOPEH cneuuduyeH TPOMBOUNUTEH aHTUIEH M UMAT aHTUTENA Hall-4ecTo KbM TPOMBOUNUTHUA aHTUreH PLAL.

Kntoy KbM AMarHo3aTa e HacTbNBAHETO Ha TPOMBOUUTONEHMA MPU NALMEHT, TUMIMYHO NPU XKeHa, cnes TpaHcdy3ma Ha epuUTpoLUTEH
AW TPOMBOLMTEH KOHLEHTPAT B nocieaHuTe 7 4o 10 gHu. JledeHUeTo ce NPoBEeXKAa C MHTPAaBEHO3eH UMYHOTN0BYANH U
nnasmadepesa. Mpu nocnegpalla HeobxoAMMOCT OT TpaHCcdy3MA HAa TPOMBOLMTU NPenopPbYNTENHO € Aa ce noabupat PLAL-
HeraTMBHW TPOMBOLMTH, KOETO 3aTPyAHABA TpaHCHY3NOHHATa Tepanums.

XenapuH nHayumpaHa TpomboumToneHus

XenapuH nHayumpaHata TpomboumToneHms (XMUT) ce AbaxKu Ha obpasyBaHMUTE aHTUTENA CPpeLly KOMMIEeKca XxenapuH-TpomboLmTeH
daKkTop 4, KoeTo BoaM A0 TPOMOBOLMTHA U MOHOLMTHA aKTUBaLMA U TPOM603u. XUT e obmnyaitHa Npu OHKONOTMYHUTE NALUEHTU U €
CBbP3aHa TEXKN TPOMBOTUYHM ycnoXKHeHMA. YecToTaTta Ha XUT npu neyeHune ¢ HedpaKLMOHUPaH xenapuH e 1 o 5%, a npu neveHve
C HUCKOMONEKYNEH xenapuH — nog 1%. Hactbnea o6nkHoBeHo 4 Ao 10 AHM cnef Ha4yanoTo Ha IeveHre, HO NOHAKOra TO3M CPOK ce
yabakasa go 100 gHu.

KnnHnyHo XUT NPOTUYHA C BEHO3HU UK apTepUuanHu TpOM603M N KOXXHU HEKPO3M Ha MeCTaTa Ha NOAKOXHa an/IMKauunAa Ha
XenapuH. MNetexuun n apyru 6enesn Ha MYKO3HU U KOXHU Xemoparnm He ce Ha6m0p,aBaT. Bb3moxKHM ca aHad)VIl]aKTVILIHM peakuun ao
30 MUWHYTU NPpU BEHO3EH 6OI1YC NN NOAKOXKHA UHMKEKLMNA Ha XeENaPUH.

XUT e cycneKkTHa nNpu BHe3aneH cnag, Ha TpombouuTtnTe ¢ Hag 50% nav npu cnag Ha Tpombouutute noa 100 G/l npu nevenme ¢
XeMnapuH U B OTCbCTBME HA aNTEPHATUBHM NPUUYNHM 38 TPOMBOUMTONEHNA. [IMarHOCTUYHM XeMOCTa3HU TecTose ca ELISA 3a
naToreHHM aHTMTENa cpely TpombouuTeH dakTop 4, TecT 3a TPOMBOUMTHA aKTMBALMA M TeCT 3a TPOMBOLMTHA arperaums.
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JNleyeHune n npodpuNaKTMKA Ha XenapuH MHAYLMpPaHaTa TpombouuToneHus

MeankameHT Jlo3npoBsKa
Argatroban — mepanesmuyHa do3a 2 mcg/kg/MmuH i.v. uHdy3sna*
Fondaparinux — mepaneemu4Ha do3a 7,5 mg/kg s.c. aHeBHO

(nog 50 kg - 5 mg/kg; Haa 100 kg - 10 mg/kg)

Fondaparinux — npogpunakmu4Ha 0o3a 2 mg/kg s.c. AHeBHO
Dabigatran 150 mg p.o. 2 NbTU AHEBHO
Rivaroxaban 2,5 mg p.o. 2 NbTN gHEBHO
Apixaban 2,5 mg p.o. 2 NbTn AHEBHO

* Nosa npu aPTT 1,5 oo 3 nbTv Hag HopmaTa; HamaneHue Ha go3sata Ao 0,5 mcg/kg/muH npum Texko yepHoapobHO 3abonssaHe. Mpu
CUCTEMHA MYy/ITUOPraHHa HeOCTaTbYHOCT f03aTa ce Hamansea Ao 1,0 meg/kg/muH.

TpPOM6OTUYHU MUKPOAHTUONATUM

TpomboTUYHaA MUKpoaHrnonaTtma (TMA) no Tmna Ha TpomboTUYHA TpoMmbouuToneHMYHa nypnypa (TTP) u XeMOAUTUKO-ypeMUYeH
cuHgpom (XYC) e cycnekTHa npu BCAKa KOMBMHALMA OT TPOMBOLMTONEHUSA, MUKPOAHTMONATUYHA XeMOIMTMYHA aHemMUA (Hannumne Ha
LUM30UMUTU M XeMOIM3a) M OpraHHa yepeda (Halt-yecTo Ha 6b6peun, YepHeH Apo6 M/MaM MO3bK). MNaunreHTUTe MoxKe 4a UmaT
HEBPOJIOTMYHA CUMNTOMATUKa, KaTo r1aBobosine, 06bpKBaHE, MbPYOBE UK UHCYAT. TpoMBOLMTONEHMATa Bapupa OT MMHUMAHA A0
eKCTPeMHO TexKa. LDH e nosuweHa, a XanTorno6UHbT — MOHUMKEH MW AnncBall,. MHOro oT naumMeHTUTe MMat NpuaobuT aedpuumt Ha
ADAMTS13. HenekyBaHaTa TTP e ¢paTanHo 3abonasaHe cbc cMbpTHOCT 95 f0 100% npean BbBeXAaHe Ha nnasmadepesarTa.
MoHacToAwem n1asmoobmeHHaTa niasmadepesa e KpaibrbleH KAMbK B ieyeHneTo Ha TTP, KaTo cMbpTHOCTTa nagHa nog 20%. Mpwu
HEBb3MOXHOCT 3a Niasmadepesa ce TpaHcdy3mpa NPACHO 3aMmpaseHa niasma B fo3a 15-30 ml/kg aHesHo. MapanenHoTo
NPUNOXKEHNE Ha UMYHOCYNpecus (KOPTUKOCTEPOUAUN, BUHKPUCTUH) MM HA PUTYKCMMAB YeCcTo BOAM 4,0 NPOABAKUTENHN PEMUCUN.

Mpu oHKoNOrMYHM NauneHTM TMA e Hall-4ecTa Npu MmeTacTaTUYHUTE CONUAHM TYMOPU, NPU KOCTHOMO3BYHM U 6enoapobHu
meTacTtasu. M1a3mMoobMeHBT NpU TakMBa NaLMEHTU He e edpekTnBeH, HO TMA moxKe Aa ce NoB/aWAe, aKo TYMOPBT OTroBapA Ha
Tepanua.

MeAnKaMeHTO3HO CBbp3aHa TPOMBOTMYHA MUKpPOAHIrMonaTusa

CuHapom Ha TMA moke @ YCNOXKHU IeYEHUNETO C:

e [emumTabuH

e MutomuumH C

® MHXMBUTOPU Ha Ka/ILMHEBPUHA: LLUKAOCMOPUH, TAKPOJIMMYC, BOKNOCNOPUH

* TUeHONMPUANHOBU aHTHArpPeraHTN: TUKAONUAMH, Knonugorpen
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MoHacToAWeM OT uuTocTaTuumUTe Hai-yecto TMA npuumHsasa remumntabunst (0,1 40 1%). TMA 06MKHOBEHO Ce NpeaLwecTBa OT TEXKA
XMnepToHua. AcoummpaHata c remumTabuH TMA morKe @ e OTCPOYEHa, @ CbCTOAHMETO YeCcTo e pedpaKTePHO Ha Tepanusa Uam
¢datanHo. MpUoKeHUETo Ha NN1a3MoobMeH e NPoTUBOPeUnBO. MMa CbobLeHUs 33 NOBAMABAHE OT MHXMBUTOPA Ha KOMMNIeMeHT
eKynmsymab.

TMA morKe 4a yC/I0OXKHW aBTO/I0XHATA M afIoreHHa CTBO/I0OBOK/1I€TbYHA TPAHCN/AHTaLMA.

TPAHC®Y3NA HA TPOMBOLIUTHN KOHLUEHTPATH

MNP OHKONOTMYHU NALUMEHTU

Bb3npueTo e, Ye Npu cTabuaHu NaumeHTH TpaHcdy3MOHHMAT nNpar 3a TpomboumuTn e 10 G/I, KoeTo peayLmpa pyUcKa OT TEXKBK
KpbBOM3/MB. TpaHCPY3NOHHMAT Npar ce moguduumpa cnopes KIMHUYHUTE 06CTOATENCTBA M NPUAPYKABalLUTe 3abonaBaHuUA.
ObuuaitHaTa ao3a e 5 unm 6 E TpombouMTEH KOHUEHTPAT OT eANHUYHU goHopU uan 1 E TpomboumTn oT adepesa. TeopeTuyHo
TaKkaBa 403a MOXKe fa NoKaum TpomboumTmTe ¢ 50 £0 70 G/I, HO YecTo OTrOBOPBLT CE KOMNPOMETMPA OT CbMNBTCTBALLO 3a60/ABaHe
W KPbBOMU3/IMB.

Tpom6ouuTtHa pedpakTepHOCT

MauMeHTH, NPy KOMTO Ce OYaKBa /IO OTroBOp, TPAOBA Aa ce u3cneasat 15 MUHYTU cnel TpombouuTHaTa TpaHcdy3umaA. AKo HAMaA
nokaysaHe Ha TpoMboUUTUTE MAK TO € MUHUMaNHO (nog 20 G/1), BepoAaTHO ce Kacae 3a TpomboumMTHa pedpakTepHOCT. Mpu Ao06bP
oTroBop cneg, 15 MrHyTH, HO Noww cnep 24 Yaca BEPOATHO He ce Kacae 3a pedpaKTepHOCT, a 3a KOHcymaums, debpunuteT, cencuc,
MeZMKaMEHTO3HO NoBAUABaHE UAK cnineHomeranua. NMpu Haanume Ha HLA aHTUTena (anonMmyHu3aums) moxe aa ce TpaHcdysmpat
HLA-cbBMecTMM TPOMBOLMTH, HO TOBA € TPYAHO A0CTbMNHO M HeedeKTBHO B 20 Ao 70% oT ciyyanTe. MoxKe Aa ce TbpcAT
KPbCTOCAHO CbBMECTUMM TPOMOBOLUTU, HO TOBA HE BUHATU € Bb3MOXKHO.

CnewwHn MepKu Npyu TPOM6OLMTHA aIOMMYHM3aUMNA U peppaKkTepHOCT

Msapka KomeHTap

TopceHe Ha Opyau MPU4YUHU 30 MPOMOOUUMOneHuUs M3cnepBaHe 3a XUT, meankameHTn u ap.

MpoabnxkutenHa TpaHcoysma (Hag 4-6 yaca)
TpombouyumeH “drip” Ha 1E TpomboumUTEH KOHLEHTpAT

mnu 1E oT adepesa Ha 6 yaca

E-GMUHOKArNpoHoea KuceauHa 4-5 g i.v./per os 3a 1 uac, nocse no 1 g/4ac Ha 8 yaca
(makcumanHo 24 g/24 yaca).

TpaHeKkcamosa KucenuHa 10 mg/kg per os Ha 8 yaca

Mpu 3annawBaLy }XMBOTA KPbBOM3IMBM MOXKe Aa ce Nnpunoxu rVila.

Mpu TpomboLMTHA pedpaKTEPHOCT C apTepUanHeH KPbBOU3AUB MMa CbobLLLEHMA 33 MOBAMUABaHE OT aHTMorpadcka MHTpaapTepmanHa
TpaHcdy3na Ha TPOMBOLMTH.
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KOHTPOJI HA OHKOJIOI'MYHA BOJIKA ITPHU COJIMAHU TYMOPHU U
MAJIMTHEHU XEMOIIATHUHU3

I. EnMmaeMuosiorus

Mo cTaTUCTUYeCKN gaHHK Ha CBeToBHaTa 34paBHa opraHusauma (WHO, C30) ot 2008 r. B cBeTa ca ycTaHOBeHM HoBK 12 667 470
CNy4an Ha OHKO/I0rMYHK BonecTu. Cnopes HaumoHanHUA pakos perncTbp npes 2009 r. 8 Bbarapua ca yctaHoBeHW 34 712 HOBM cayYas,
KaTo KoepUUMEeHTBT Ha HapacTBaHe e 1.5 B cpaBHeHMe ¢ 1993 1. YecToTaTa Ha OHKOMIOrMYHATa 60/1Ka NPK PasIMYHKM NOKaNAN3aLUK U
cTaguun Ha bonecTTa AOKasBaT PasAnyMA, 3aBUCELLM OT BUJ Ha KapLMHOM, NPOBEXAAHO NMPOTUBOTYMOPHO /ledeHne 1 cTaguin. Ako
59% oT 60nHWUTE C NPOTUBOTYMOPHO NevyeHne u3nuteaT 6osKa, cnep 3aBbpluBaHeTo My TA e Haauue camo npu 33% ot Tax. C
HanpegaBaHe Ha 6bonecTTa HapacTBa 6poAT Ha 60aHM, Npu KOMTO 6oNKaTa e BOAeLLO onnakBaHe — 69% OT MauMeHTU ¢ MeTacTaTMyHa
6onect n3nuTeaTt 60/1Ka M TA e BOAELLO OMnaKksaHe Npu Hag 95% oT 60/1HMTE B NOCNEAHUTE CEAMULM U AHUW HA KUBOTA MM. Bbripeku
TOBa NPOYYBaHMA OT peaumLa eBPOoneincKkM CTpaHn AoKasBeaT, Ye 6osikaTa He e NeKyBaHa afgeKBaTHO Npu 56-82.3% oT ciyyauTe.

OueHKaTa 1 neyeHMeTo Ha 6o/KaTa, M3NUTBAHA OT NALMEHTM C OHKONOTMYHKN BONECTU, € OT MbPBOCTENEHHO 3HAYEHUE BbB BCEKM
CTaguii Ha bonectTa. Bbnpeku ToBa Ta NpoAb/KaBa A3 6bae HealeKBaTHO KOHTPO/IMPAHa U IeKyBaHa.

1. Knacudpukanusa Ha OHKOJIOTMYHA 60JIKa

OHKoslorMyHaTa 60/1Ka ce pasgens no cnegHunte npusHaum: (1) cnopes NPoOTMUAHETO BbB BPEMETO, T.€. KnacudurKaums no Bpeme;

(2) cnopes NaToNOrMYHU NPOMEHM, YYACTBALLM BB GOPMMPAHETO U Bb3NPUEMAHETO, T.€. KacudmrKaLms no natodusmnonornyeH
mexa- HM3bMm; (3) cnopes NpMYMHK, AOBEAN 40 Bb3HMKBAHE, T.e. KnacudurKauma cnopes eTMONOrMYHa NprMYmHa.

3 Pa3fenbT e KOHCEHCYCHO CTaHOBMLLE Ha Bb/Irapcko OHKONOTMYHO HAYYHO APYSKECTBO M Bbrapcko Hay4HO MeAULIMHCKO APYYKECTBO MO KAMHWUYHA
1 TpaHCPY3MOHHA XEMaTONOTUA.

I1.A. Knacudukanus no Bpeme

OcTtpa 60AKa. Hail-4ecTo ce AbAKM Ha OCTPO HACTLMNWUIO HapaHsABaHe UAK 6ONEeCT U MMa ACHO U Aobpe onpegeneHo Havasno. B
Mo- BEYETO C/lydau e OrpaHuMuyeHa BbB BPEMETO M MPOAb/XKABA L0 WM3/EeKyBaHeTo. XapaKTepusupa ce CbC CBPbXAaKTUBHOCT Ha
CMMMNaTUKOBMA OTAE/ Ha BereTaTMBHaTa HEPBHA CUCTEMA — TaxMKapaMA, TaxunHes, U3NoTaBaHe, XMnepToHus, npebnegHsasaHe Ha
KOKaTa, pasLimpeHu 3eHnLmn 1 ap. Npy OHKOMIOTMYHM NaLmMeHTM ocTpaTta 6oJIKa ce Bb3nprema KaTo T1acbK Ha OCHOBHaTa 6osiecT.

XpoHuuHa 601Ka. Mpu Hes IMNCBa OTK/IHOYBALL, MOMEHT M NPOAb/XKaBa NOBeYeE OT ABe CeAMMULLM. XapaKTepusumpa ce C NoCTeneHHo
pa3BUTME, TPYAHO ONpPeAe/lMMO Hayaso W HeMpeKbCHAaTO HapacTBalla MHTEH3MBHOCT. XPOHMYHATa BO/Ka HAMA 3alMTHa Pons.
CMMM- TOMM Ha CBPBXTOHYC HAa CMMMATMKOBATa HEpBHAa CMCTEMA He Ca TUMWYHKM 3a XpOoHM4YHaTa 6onka. Bogewwm ca genpecwus,
OTUY}KIEHME, NPOMEHM B IMYHOCTTA, 6E3CbHME, aHOPEKCKSA, anaTua 1 fieTaprus. B noBeyeTo cayy4an XpoHuyHaTa 60siKa e u3pas Ha
nporpecus Ha 60/1ecTTa, BAOLWEHa NPOrHO3a M HamasieHaTa NPOAB/IKUTENHOCT Ha KUBOT.

WHumpaeHTHa (npobuBHa) 60nKa. TA e NpMCTbN Ha enu3oAnYHa, MHUMAEHTHa 60/Ka, KoATo ,NpobuBa” 406POTO OCHOBHO 06e3-
6onsBaHe. M3-UCKBaHe 3a MHUMAEHTHa 60/IKa e Ha/nuMe Ha OCHOBHA TaKaBa, KOATO € KOHTPO/IMpaHa C pefloBeH Mpuvem Ha
onvouaHu aHanretvum. MNpobusHaTa 6ONKA 3HAUMTENHO BJ/IOLIABA KAayecTBOTO Ha KMBOT M BOAWM A0 HapacTBaHe Ha o6WoTo
CTpagaHue.

11.B. KJIaCl/I(l)I/IKaIU/Iﬂ nmo naTocl)nsnonornqu MEXaHHUu3bM

HouuuenteHa 60aKa. MosydaBa ce MpU MeXaHWYHO, TEPMUYHO MU XMMWYHO APasHeHe Ha TePMMHAZIHUTE OKOHYaHMA Ha
CETMBHWU HEPBMU U Ha cneuuduyHn peLenTopu 3a 60aKa (HOLMLENTOPM), PAa3NONOKEHU B TbKaHU U OpraHuTe. HepBHWUTE MbTULLA,
npoBeXAaluy uMmnyncuTe 3a 60/Ka, ca UHTAaKTHW. B 3aBMCMMOCT OT pa3nooXKEHUETO Ha HoumuenTopuTe 6osKaTa ce pasgens Ha: (i)
COMaTMYHa (B KOXKa, NOAKOXKME, GacLmm, MyCKYaU, CyXOXMANA U nepuocT); (i) BUcLepanHa (BbB BbTPELIHM OpraHu).

HeBponaTuyHa 60/1Ka. [Lb/xKK ce Ha yBpexKaaHe Ha nepudepHn AN LEeHTPaSHU HEPBHU CTPYKTYPU. KAMHUYHO ce NposBsaBa KaTo
napeHe, TPbMNHEHe, CTPe/IKaHe (eNEKTPUYECKM TOK) MM MPaBYyUYKaHe (NpoboxkaaHe ¢ Urn) B 30HU Ha NPOMeHeHa CeTUBHOCT. B 3aBu-
CUMOCT OT aHraXKMpaHuTe HepBHU CTPYKTYpK 6umBa: (i) ueHTpanHa (cTpykTypuTe Ha LIHC); (ii) nepudepHa (nepudepHn cTpyKTypu Ha
HEepPBHM CN/IETEHNA N OTAENHU HEPBU).
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CumnaTukoBa 60/Ka. Ta e cneAcTBUE Ha yBpeKaaHe Ha TbKaHW U MHePBMPaLLMTE T’M CUMNATUKOBU HepBU. BoHKUTe ce onnakear ot
napewa 6onka v anoguuus, nogobHa Ha AeadepeHTHaTa 60JiKa, HO C MPOMEHEHA CMMMATMKOBA GYHKLUMA B 3acCerHatute 30HU —
BAa30MO- TOPHWU NpomeHu (3auepsasaHe, nobneaHsBaHe, OTOK, Pa3/iMKa B TeMnepaTypa, CbA0BM MOTOPHU U TPOGUUHM NPOMEHM).
Hali-uecTo ce cpeLua npu 310Ka4eCTBEHM TYMOPU B MasbK Ta3 U METACTasu B WUNHU IMMOHU Bb3/N.

I1.C. ETMo/IOTHYHA KJIacupuKanms

OHKonornyHata 6oKa ce pasgens Ha: (i) npeamssBMKaHa oT camaTa 6onect (MHOUATPaALMA OT TYMOP Ha OKOJIHM TbKaHW M OpraHu,
NPUTHUCKAHE U MPOPACTBaHE KbM HEPBHU OKOHYAHUA, HEPBU U HEPBHU CMJIETEHUA, 3aNyLIBAHE M Pa3TAraHe Ha KyXu opraHu, fecTpyk-
LMA 1 paspylaBaHe Ha TbKaHW); (i) cBbp3aHa ¢ neveHve Ha 6onecTTa (AUMarHOCTUYHU Npoueaypy, ONePaTUBHO M NPOTUBOTYMOPHO
neuenwue); (iii) cnepcTere Ha 6onecTTa, HO HenpeaM3BKKaHa OT camuA Tymop (Npu 3anek, Npean3BKKaH OT onMouam, mrnodacLmanHmn
60nKM, pednykc-esodarnT, cnasmm Ha TNUKOYEH Mexyp cies KaTeTepusauus, nocTxepnetuyHa Hespanrua u ap.); (iv)
HenpeaM3BMKaHa U HECBbP3aHa C TYMOpa M IeYeHMeTo My (CbLLEecTBYBaLLM apTPUTU U apTPONaTUM, UCXeMUYHA BOIECT Ha Cbp-LLEeTO,
nepudepHn cbaoBm bonectu u ap.).

I11. OILleHKa Ha NalMeHTH C OHKOJIOTUYHa 60JIKa

Ha Tabs. 1 ca nokasaHu npaBuaaTta 3a TOYHA U Mb/HA OLLEHKa Ha NALMEHT C OHKOMOrMYHa 60/Ka. MbpBa M Hall-BasKHA CTbMKa
KbM epeKTUBHO U UHAMBUAYANN3MPAHO NeYeHMe e NPaBUIHA U PeaoBHA CaMOOLEHKA, M3BbPLUBAHA OT BOAHMA U AOK/AaABaHA Ha
NIEKYBALLMA €KMM, 33 MHTEH3MBHOCT M XapaKTep Ha M3nuTBaHa 60/Ka M edeKTMBHOCT OT MPOBEXKAAHO jedyeHue. Hali-yecto ce
M3M0/13BaT CTaHAap- TM3MpaHu ckanu: (i) BepbanHa ckana 3a oueHKa (Verbal Rating Scale, VRS), (ii) LnudpoBa ckana 3a oueHKa
(Numerical Rating Scale, NRS) wu (iii) BusyanHo-aHanorosa ckana (Visual Analog Scale, VAS). MNpenopbyBa ce MHTEH3MBHOCTTA Ha
6onKaTa M pesynTaTMTe OT MpPO-BEXKAAHOTO JIeYeHWe fAa Ce OLEeHABaT PefoBHO KaTo Ce M3Mo/3Ba €4HA OT MNOCOYEHWUTe
CTaHAAPTU3MpPaHM cKanu. MpenopbyBa Ce U3CAeABaHe-TO Ha BCUYKM KOMMOHEHTU, M3rpaxgaliv v noBAMSABaLM M3NUTBAHOTO OT
nauMeHTa cTpajaHue, Hanpymep NCMXOCOLManeH AUCTPEC, Aa Ce B3eMaT NpeaBua, v 4a 6b4aTt NpaBuIHO OLEHEHN.

Tabnumua 1. NMpasuna 3a OLEHKa Ha OHKOIOTMYEH NaumMeHT ¢ 60Ka.

OueHKa 1 NoBTOPHa OLeHKa Ha 60J1Ka

MpWYnHK, Hauyano, BUA, MACTO, NPOLB/IKUTENHOCT, UHTEH3UBHOCT, 06/1eKYaBaHE M BPEMEBW XapaKTePUCTUKM HA U3NUTBaHa HoJIKa.

Hannuune Ha oTkAtoUBaLLM d)aKTOpVI, 6ene3|4, 3Hauu 1 CUMNTOMMU, CBbP3aHU U NPOU3TUYALLU OT 6onkKarta.

Mpwunaranu aHanreTnum, TAXHa ed)eKTVIBHOCT M cNocobHOCT Ha 60HUA Aa To/iepupa Ha3sHa4eHo ievyeHune.

OueHKa n NOBTOPHA OUEHKa Ha NauneHT

OueHKa Ha KAMHUYEH CTaTyC Ype3 06LL0MeaNLIMHCKU KNMHWUYEH U CeLManu3npaH HeBPOIOTUYEH Npernes,
cneymoUYHN AMarHoCTMYHKU (0bpasHKM, BUOXMMUYHK U NabopPaTOPHU) U3CNeLBaHUS.

Hannune nnun BnmaHme Ha 6onkata BbpXy eXXeaHeBUETO Ha NaumneHTa — pa60TOCI‘|OCO6HOCT, coumaneH XnBoT, CbH,
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NO4YnBKa, aneTuT, CeKcyasiHa ro4HOCT U HaCcTpoeHue.

BAnsHMe Ha OHKo/IorMYHaTa 60aecT 1 fe4eHneTo i BbpPXy ¢WI3VI‘-IeCKOTO, NCUXO/ZTIOTNYECKOTO U COLUMANHOTO CbCTOAHME Ha 60NHUA.

Ha/IM4YMeTo Ha CUyunagHn MUCIU U naen, Ka4eCTBo Ha XKUBOT, AYXOBHU HYX AU U TPEBOTN.

Hanuune Ha 6onHornegay (nuMue, Hal-yecTo Y/eH Ha CeMEeNCTBOTO, aHraXKMPaHO C TPUXKKM 3a BO/IHMA), NCUXONOTUYEH
cTaTyC, CTeneH Ha OCBeAOMEHOCT 3a 60/1eCcTTa, HaMuMe UM OTCHCTBME Ha TPEBOMKHOCT M Aenpecus; coumanHa cpena,

WUIN OTCHCTBUE HA CUHAPOMMU, XaPaKTEPHU 3@ OHKOJIOTUYHA 60/1Ka.

Hannyme v MHTEH3UBHOCT Ha 68116314, d)VISVI‘-IECKVI M eMOUMOHANTHU CUMNTOMMU, CBbP3aHU C OHKO/IOTUYHATa 60/16CT, Hann4yumne

OueHKa Ha 0610 cbeTosiHue (MbpdopmaHc cTaTyc).

CrneuuasnHo ce pasnuTBa 3a Ha/MuMe Ha onMonaodpobus (oLeHsABa ce CKNOHHOCT Ha 60NHMA Aa CNa3Ba Ha3HAYeHo
aHaNreTM4YHo nedyeHue).

JlekyBawmAT nekap TpA6Ba 4a OLEHU M NPU HY}KAa Aa NPEOLEHN Bb3MOXHOCTUTE U CMOCOBHOCTUTE CU 4@ KOMYHUKMPA
1 MHGOPMMPaA NALMEHTA U CEMECTBOTO MY.

M3acHABaHEe Ha HYXXAUTe Ha 60/HMA U CEMENCTBOTO my.

Tabamua 2. MexayHapoaHu BaiMaupaHu MHCTPYMEHTM 3a OLleHKa Ha 60/1Ka.

Me3KayHapoAHU BaNMAUPAHU CKaNuU

BusyanHa aHanorosa ckana

Hama 6osKa | | HenoHocuma 6onka 10 cm

BEPBAMTHA CKAMA ..o s nee s

HAMA BOMTKA.cnvieeiieeiieeieeeie ettt e et e saee e snaeennee e 0
IMHOTO JIEKQ@...ciiiiiiiiiiei it 1
JIEKA et 2
YMEPEHQ ...ceutieiiieeieeiee sttt st st 3
CUNHA (MHTEH3MBHA) wveeveeeerieeieeereeeireeveesveesreeereesaneeeseesanes 4
MHOTO CUTHA (HEMOHOCUMA) .vvvieerieciieeieeeve et eree e 5

Lindposa ckana

Hsama 60nka 0123456789 10 HenoHocuma 6onka
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V. le/IHI.lI/Il'[I/l 3a JIeYyeHH e HAa OHKOJIOTUYHA 60JIKa

MpenopbyBa ce 6oaHUTE ga 6bAAT MHGOPMMPAHM 33 Bb3MOXKHA NoABa Ha 60/IKa M 3a MeToAuMTe Ha HEeMHOTO neveHue. Te Tpabea
[a 6baaT oKypakaBaHu Aa UrpanT aKTMBHA PO/IA B JIEYEHUETO Ha U3NMUTBAHaTa OT TAX HoJIKa.

CbKpaueHus: ban NRS — LindpoBsa ckana 3a oueHka; C30 — CBeToBHa 34paBHa opraHusauma; HCMBC — HecTepouaHWM NPOTMBO-
Bb3Na/IMTENIHU CPEeACTBa.

Mpu neyeHune Ha XxpoHUYHa BOJIKa e NPEnopPbYMTE/IHO aHANTETULMTE 4@ Ce HAa3HAYaBaT U NPMEemMart OT PeLOBHO ,,MO YaCOBHUK”.
He ce npenopbyBa NpMeMaHeTo Ha aHareTUYHUTE IeKapcTBa 4a 6bae ,Npu Hy:Kaa”.

MpremaHeTo Ha aHaAreTMYHKU SIeKapcTBa Npes ycTaTta ce NpenopbyBa KaTo METo, Ha NPbB l4360p.

MosBaTta Ha NpobuBHa OHKoOrMYHa 60/1Ka TPA6Ba Aa ce oYaKsa M NPeaABuKAa. 3a LeTa ce NpenopbyBa HasHayaBaHe Ha T.Hap.

,CnacuTenHa fo3a” 06e3601aBaly, MeAVKaMeHT, KOATO Aa ce npuaara npu Heobxo4MMoCT, M3BbH 0B6MYAMHOTO aHANTETUYHO IeYeHMe.

V. /lo3a, BUA M BT HA NIpUEeMaHEe HAd dHAJITETHYHH JICKAPCTBA

BuabT M f03aTa Ha iekapcTBaTa 3aBUCAT OT MHTEH3MBHOCTTA Ha 6onkaTa (Tabs. 3) v Tpabsa ga 6baaT KopurupaHu, 3a A4a ce Nosyym
b6anaHc mexay obseKkyaBaHe M MOABa HA HeXenaHu cTpaHuYHWU edekTu. ,CnacuTenHaTta f03a”, KOATO ce HasHayasa B C/y4al Ha
HY)KAa, Ce NojsyyaBa OT MOAXOAALLO U3YMC/IEeHa AHEBHa A03a. ANTepHaTMBa Ha Opa/iHUA MbT 33 NpwaaraHe Tpsabsa fa ce Tbpcu
TOraBa, Korato 60O/HWUTE HEe ca B CbCTOAHME Aa NPMEMmaT aHaAreTUUM MopaanM HEKOHTPO/MPaHO NOB-pbliaHe, avcdarusa, YpeBHa
HenpOXOAMMOCT, KOT- HUTUBHW HapyLeHWs, CTPaHWYHM ebeKTH M B ClyYau, KOraTo e Ha/iuue NoWw KOHTPOA Ha 6oKaTa U ce Hanara
YCKOPEHO TUTPUPaHE Ha fo3aTa.

Tabnuua 3. KateropusmpaHe Ha OHKONOrMYHA 60/1Ka M U360p Ha NPaBUIEH aHANTETHK.

AHanretTuyHa crbnba UHTeH3uBHOCT Ha 60onKaTa

Ha C30 (ouenka no NRS) AHanreTMK Ha usbop

MbpBO cTBMNANO
(neka 6onka)

<3/10 Paracetamol nan HCMBC
BTopo cTbnano Cnab onunowng, + paracetamol
3-6/10 n/van HCNBC
(neka Kbm ymepeHo MHTeH3MBHa 60/1Ka) -6/
TpeTo cTbnano
CUTHM OMUOWIHM aHANTeTULM +
(YMEPEHa KbM CUAHA W 56/10 paracetamol n/van HCMNBC

HenoHocMma 60sKa)

MpenopbUMTENIHO € /IEKAapCTBEHOTO JleYeHMe Ha OHKOo/IorMYHa 60/Ka Aa 3amoyHe C aHaAreTMYeH MeAMKamMeHT, MoKasaH oT
aHanre- TMYHaTa cTbn6a Ha C30, KaTo NOAXOASALL 32 MHTEH3MBHOCTTA 1.

3a NleyeHne U KOHTPOJ Ha Nieka BoJIKa ce NpenopbYBaT HEOMMOWUAHW aHaAreTUUM Kato paracetamol (acetaminophen) nnn HCMBC.
MpunaraHe Ha HCMBC 3HaunTenHO NpeBb3xoxaa naauebo npu efHOKPATHO NpuaoKeHue. Hama fokasaTencTsa, NOAKpenAWwm npe-
Bb3XOACTBO Ha eAWH WAn Apyr npeactasuten Ha HCMBC no oTHOLWeHWe Ha aHanreTudeH epekT naun besonacHocTTa. MpoabakuTenHa
ynotpeba Ha HCMBC nnun Ha umknooKkcureHasa-2 (COX-2) cenekTMBHeH MHXMBUTOP Hanara BHUMATE/NIHO U NMepuoanyYHO npocaeansa-
He NopaAu Bb3MOXKHOCT OT MOsABa Ha TOKCUYHOCT KaTo KbPBEHE OT raCTPOUHTECTUHAHUA TPAKT, TPOMBOLMTHA AUCchYHKLMA 1 6bOpey-
Ha HegocCTaTbYHOCT. Bbobue paracetamol n/van HCMBC ca ebeKTMBHU Npu NedeHre Ha 60/1Ka OT BCAKAKBA MHTEH3MBHOCT NoHe 3a
KpaTKo Bpeme 1 Npu iMncata Ha NPOTUBOMNOKA3aHMWA.
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BonHKM ¢ ymepeHa 60/Ka ce nNeKkyBaT C KOMBUHUPAHN MeAMKaMEHTH, CbAbpiKalM Halt-yecTo paracetamol, acetysal nan HCMBC n
cnab 6bp30 AencTBaLl, ONUMOMAEH aHaANreTUK, Kato codeine, dihydrocodeine, tramadol nnv propoxyphen (Taba. 4, 5). Npu ynotpebaTa
Ha MeAMKaMEeHTM OT BTOPO CTbMNas0 Ha aHaAreTMyHata cTb/iba Ha C30 MMa HAKO/IKO CMOPHM acnekTa. Ha MbpBO MACTO Ce KPUTUKYBA
iMncaTa Ha KaTeropuyHu [okasaTencTBa 3a epeKTUBHOCT Ha cnabu onvouaun. [pyro orpaHUYeHWe e T.Hap. TaBaH Ha [03aTa,
HaABWLIa- BaHETO Ha KOATO He BOAM A0 nofobpAsaHe Ha aHaNresnATa, HO A0 3HAYMTE/IHO HAPaCTBAHE HA HeXeNaHU CTPaHUYHM
edekT. MHOro aBTOpU NpeanaraT oTnagaHeTo Ha BTOPO CTbMNaso 32 CMeTKa Ha No-paHHO NpuiaraHe Ha morphine B No-Mankuao3su.

Tabnuua 4. N36paHm HCIMBC, npuaoxmmm 3a iedeHne Ha OHKoaorM4Ha 60aKa — nbpBo cTbnano Ha C30.

LLinpoKo pasnpocTpaHeHn-

Bpeme go Hayano

Ha aeicreme

MaKkcumanHa gHeBHa

OpPMM U Fpamax 03a
Bewiectso bop P (MuHYTH) MpeaynpexaeHus A
Acetaminophe Tabn., cynysuTtopum 500-1000
15-30 XenaToTOKCUYHOCT 4 x 1000 mg
n mg
(paracetamol)
TMT TOKCUYHOCT, anep- rms,
NHXMBUTOP Ha
Acetysal Ta6n. 500-1000 mg 15-30 TpOMbOUMTH, 3 x 1000 mg
Ta6n. 200-400-600 mg,
4 x 600 mg; 3 x 800
Ibuprofen 800 mg ¢ MoandULMPaHO 15-30; 120+ TUT 1 peHanHa me
0cBObOOXKAaBaHE, TOMMKAIHU TOKCUYHOCT MoAMGUUAPaHO
renose ocBoboXaaBaHe
Tabn. 25-75 mg; Tabn. 100- FUT 1 beHanHa 4 %75 ma:
150-200 mg ¢ MoANPpULMpPaHO P &
TOKCUYHOCT
Ketoprofen ocBoboKaaBaHe 30+ 2x200 mg
Tabn. 25-50-75 mg; Tabn.
TUT n 6bb6peuHa 4 x 50 mg;
100 mg c
. MOAMULMPaHO 30-120 TOKCUYHOCT
Diclofenac il unp - 2 x 100 mg
nencteme
. . TMT ToKcMyHOCT 6b6peyHa
Mefenamic Acid | Kanc. 250-500 mg 30+ 4 x 500 mg
TOKCUYHOCT
T n 6b6peyHa
Naproxen Tabn. 250-375-500 mg 30+ 2 x 500 mg
TOKCUYHOCT
T'NT n HeEPPOTOKCUYHOCT,
Tabn. 500 mg; con. 500 mg/ P
IEBKOMEHUA U arpaHyaoum-
. ml; amn. 1000 mg/2 ml
Metamizole* 15-30 T033, cMHApOMm Ha Lyell 4-6 x 500-1000 mg

* Metamizole He e 4acT oT npasunata Ha ESMO; TM1T — ractponHTecTnHaneH TpakT; C30 — CBeTOBHA 34paBHa OpraHu3auma

Tabnuua 5. CpaBHeHUe Ha U36paHM ONMOUAHM AHANITETULM OT BTOPO CTbMAJI0 Ha aHaNreTMYHaTa crbnba Ha C30.
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OTHOCUTenHa edek- Mpogbnxe- MakcumanHa | CraproBa gosa 6e3
TUBHOCT CNPAMO HUue Ha epeKT | AHeBHa Ao03a npeaBapuTenHa
Bewectso ®opmu 1 rpamax morphine (yacose) noAroToBKa
MoaunduumpaHo ocBoboX-
Dihydrocodeine Aasake Tabn. 60-90-120 mg 0.17 12 240 mg 60-120 mg
Codeine Tabn. 15-30-60 mg 0.1-0.2 4-6 360 mg 15-60 mg
Kanku 100 mg/ml; Ta6n.
50 mg; moguouumpaHo
ocBoboxpaaBaHe 2-4 400 mg
Tramadol 0.1-0.2 50-100 mg
100-150-200 mg 12 400 mg

3a fleka 40 ymepeHa MO MHTEH3UBHOCT OHKO/I0rMYHA 6OJ/IKa ce mpenopbyBa NpuaaraHe Ha €n1abv ONMOMAHM aHanreTMun B
KombuHa- ums ¢ paracetamol n/wnn HCMNBC. Kato antepHaTMBa Ha ciabute onnonam BAM3aT B CbObpaXKeHUe npunaraHe Ha Masiku
031 CUNHW ONUOMAHM aHanreTUumM B KombuHauma ca HCMBC u/vwan paracetamol.

CunHuTe onMonaHu aHanretuum (Tabs. 6) ca B OCHOBATa Ha IEKAPCTBEHOTO /IeYeHMe Ha MHTEH3MBHA OHKOIorMYHa 60Ka. Hall-yec-
TO u3nons-eaHu B EBpona ca morphine, methadone, oxycodone, hydromorphone, fentanyl, alfentanil, buprenophine, heroine
levorphanol v oxymorphone. Hama ybeguTenHu gokasaTesicTBa 3a NPEBb3XOACTBO Ha APYrUTe ONMMOUAHN aHanreTuum Hag morphine
Mo OTHOLEeHMe Ha eHEeKTUBHOCT U MOHOCMMOCT.

Ta6nv|u,a 6. CpaBHeHme Ha M36paHM onnonagHun aHanreTnmymn, n3nos3BaHu 3a ie4yeHme Ha MHTeEH3MBHaA 6osKa (TpETO

CTbNano Ha aHaAreTMyHaTa cTbnba Ha C30).

n a OTHOCUTENHa CrapToBa fo3a 6e3
'bT H
edeKTUBHOCT cnpamo npepBapuTenHa
npunaraHe .
Beu.|,ec1'Bo opaneH morphme MakcumanHa AHEeBHa Ao03a noAaroToBKa
Morphine sulfate OpaneH 1 bes ropHa rpaHuua® 20-40 mg
Morphine .V, S.C. 3 bes ropHa rpaHuua® 5-10 mg
Oxycodone OpaneH 1.5-2 bes ropHa rpaHmua® 20 mg
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Hydromorphone OpaneH 7.5 bes ropHa rpaHuua® 8mg
TpaHcaepmaneH Fentanyl | TOC +4¢ be3 ropHa rpaHmua® 12 mcg/h
Buprenophine OpaneH 75 4 mg 0.4 mg
Buprenophine 1.V. 100 3mg 0.3-0.6 mg
Buprenophine

TpaHCAePMAaneH TAC +4c 140 mcg/h 17.5-35 mcg/h
Methadone OpaneH 4-8-12¢ bes ropHa rpaHmua® 10 mg

Nic Morphine OpaneH 1 20 mg 5mg

Nic Morphine I.V. 3 20 mg 5mg

? OTHOCUTEIHATa ed)eKTMBHOCT Bapupa 3Ha4YNTENTHO B OaHHMN, I'IOﬁJ'IMKyBaHM B INTepaTypaTa U mexkay otaenHUTe NnauneHTn. ToBa Hanara
npemMmmnHaBaHe OT eAUH onnuoua KbM APYr Aa Ce U3BBbPLUBA BHMMATENTHO U NPpU peayunpaHe Ha 403aTa Ha HOBOHa3Ha4yeHWA onnona.

® MaKCMMaHaTa A403a 3aBUCK OT Pa3BUTMETO Ha Taxubunakcus
©Kankyampa ce ¢ KoHsepcusa oT mg/d 8 meg/h.

YHe e obnyaitHo aa 6bae M3NoN3BaH KaTo MbPBM ONMOUAEH aHanreTvk. MNpeanoxeHata fo3a oT 12 mcg/h oTrosaps Ha fo3a oT 30 mg
opasnieH morphine sulfate 3a geH. ¢ bakTop 3a NpensumcaaBaHe = 4 3a AHeBHa 403a Ha opaneH morphine nog 90 mg/24h, daktop Ha

KoBepcua

= 8 Npu AHEeBHa 403a Ha opaneH morphine 90-300 mg/24h 1 dakTop Ha npeunsyncansaHe 12 nNpu AHeBHa A03a Ha opaneH morphine Hag,

300

mg/24h.

3a neyeHne Ha MHTeH3MBHA OHKO/I0MMYHa 60Ka KaTo MeOUKaMEHT Ha MbpPBU l/l360p ce npenopb4Ba OpaneH morphine.

Mpu NauMeHTH, NpU KOWUTO e Heobxoaumo 6bpP30 TUTPUpPaHe Ha [03aTa, Ce NPeAnoYnTa NapeHTepaseH MbT Ha NPUIOKEHWE —
cy6- KyTaHeH U/unu BeHo3eH. MpU NapeHTepasHO MPWIOXKeHWE eKBMAHaNreTW4yHaTa AHEBHAa A03a e paBHa Ha efHa TpeTa OT
npuemaxata npes ycrarta. py npemvHaBaHe OT OPaiHO KbM MapeHTepasHO MPW/IOXKeHue AHeBHATa A03a Ha opaneH morphine
TpabBa Aa ce pasgeny Ha TpW, 3a Aa ce NOoAyYM AHeBHATa eKBMAHAAreTUYHa MapeHTepasiHa [033, HO MOXe A3 Ce HaJIoXM
[OMb/HUTEIHO TUTPUPAHE KAaKTO B MOCOKA KbM YBENMYABaHE, Taka U 06paTHoO.
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Mpu KoHBepcKA OT OpaneH KbM napeHTepasneH morphine ce npenopbyBa OTHOCMTE/NHATa eKBMAHAAreTMyHa Mol 43 Bapupa
mexay 1:2 n 1:3. CunHuTe onmonam morat Aa ce KoMbMHMPaT 1 Aa ce npuaarat e4HOBPEMEHHO C HEOMMOUAHN aHaNreTMum (Nbpso
cTbnano ot ctbnbaTta Ha C30).

Mpu Hannume Ha yBpeaeHa 6bbpeyuHa GyHKLMA ONMOMAHUTE aHANTeTULM CNesBa Aa Ce NpuaaraT BHUMaTENHO Npy peayumpaHa
0033 U yAbAKEH MHTepBan. Hait-6esonaceH e buprenophine v e onnonaeH aHanreTMk Ha U3bop Npu 60HM C XPOHUYHA
6b6peyHa

HegoCTaTbYyHOCT OT cTeneH IV (ouaksaHa rnomepynHa ¢uatpayms nog 30 ml/min).

OnvoungHaTta poTauma (NpemuHaBaHe OT eAuH ONMoMA KbM ApYyr OT CbLWOTO aHaArTeTMYHO CTbMNasno) e Npuiom, uenaw, aa
noaobpu KoHTpona Ha 60/1kata U/Uan Aa Bb3CTaHOBM NOHOCMMOCTTa KbM MeAMKameHTa (MeAMKaMeHTO3eH TonepaHc). Hesasmucmo
Yye nunceat ybeguTeNHU faHHKM, NOAKPENALM OnNuoMAHATa PoTaumAa, NPEeMMHABAHETO OT eAWMH ONWOMZA KbM APYr e yTBbpAeHa
KAMHWMYHA NPaKTUKa.

VI. I/IHTepBaJII/I Ha NMpuJjiaraHe U TUTPUPAHE Ha 4034

[lo3nTe Ha onNMOMAHUTE aHANTETULM Ce TUTPMPAT TaKa, Yye Aa Ce MOCTUTHE MaKCMManHo 6bp3 KenaH edekTt. TUTpuUpaHeTo e
npoLec, Npu KOWTO fo3aTa ce NpomeHsa 6bp30 C Len Aa ce onpeenn Tasu, NpU KOA-TO ce NocTura Hal-406bp aHanreTnyeH edexrt
Npu NPYEM- IMBU HUBO Ha HEXENaHU CTpaHUYHU edpekTu (Taba. 6).

CncuTenHaTa A03a 3@ KOHTPO/ Ha NpobusBHa 6osika obuyaliHo ce paBHABA Ha 10-15% oT oblwaTa AHEBHa [03a Ha ONUOUAHUSA
aHan- reTuk. B cayyait, ye ca HeobxooMMM NoBeYe OT YETMPM CMACUTENHM 403U 33 Ae-HOHOLWMe, CeABa Aa Ce peBMn3Mpa U agantupa
623308070 0be3bonaBaHe ¢ 6HaBHO AelCTBALWM onMonan. 3a NOCTUIaHe Ha KOHTPOA Hag NpobusHa H6o/Ka ce npeanoYnTaT oNUoOUAHU
aHanreTMuUM ¢ 6vP30 HaYaNHO AENCTBME M KpaTKa NPOABMAKUTENHOCT Ha edeKkTa. Cnes 3aBbpluBaHe Ha Nepuosa Ha TUTPUpPaHe ce
npemMunHaBa KbM NpuaaraHe Ha 6aBHO AeNCTBALLM ONMUOUAN.

MpenopbyBa Ce€ MHAMBMAYa/NHOTO TUTPMPaHe Ha AHEBHA aHaAreTMyHa [03a 4a Ce M3BbpLBA 4ype3 npuaaraHe Ha 6bp30
AencTealy, (KOHBeHUMOHaneH) morphine npu cnassaHe Ha MHTEPBAANTE HA HETOBOTO MPUEMaHe — Ha BCeKM 4 yaca, a CbLLo U Aa ce
npeasuanM U OCUrypu T.Hap. clacu-TeNHa [03a aHaAreTUK (KoATO Aa ce mpuaara Ha BCEKWM 4ac) 3a neyeHne Ha npobusHa BosKa.
[lo3aTa Ha pefjoBHO NpvemaHuna 6aBHO AeicTBaLy, (C KOHTPOMPaAHO BbB BpeMeTo 0cBoboKAaBaHe) onvona Tpabea Aa ce onpeaenu,
KaTo ce B3emarT npeaBuz 06LWOoTO KOANYECTBO ONMOUAEH aHANTETUK, NPUIOXKEH KaTo CMacuMTeNHU 403U Npu nossaTta Ha Npobus-Ha
6onKa.

VIl. JledueHH e HA CTpaHHUYIHH e(l)eKTl/l Ha OITMOMAHO JICYCHHUE

MpU XPOHMYHO OMMOUAHO SleYeHne ce HabNAABAT Pa3IMYHM CTPAHUYHU edEeKTM KaTo 3anekK, rageHe, NoBpbLLaHe, PeTeHUMA Ha
YypUHaTa, NpypuTyC, TOKCUYHOCT MO OTHOLIEHWE Ha LLeHTpasIHa HePBHA CUCTeMa, U3passABalla Ce B CbH/IMBOCT, KOTHUTUBHU Hapylue-
HWA, OObpPKBaHe, Xa/lOUMHALMK, MUOKJOHWYHM TbPYOBE M Xunepanresus. HamanssaHeTo Ha f[o03aTa MoXe fa o0bnekun
pedpaKTepHUTE Ha NeYyeHne CTPAHUYHN edeKTU. PelyKLUMATA 1 MOXKe [ia Ce OCbLLECTBM UM Ypes NpuaaraHe Ha Ko-aHaAreTuLUm, uam
C MpuaaraHe Ha anTepHaTMBEH MOAXOA Ha SiedeHne — NpoBeKaaHe Ha HepBeH 610K UM nbyesnedeHue. [pyrn ctpaterny BKAOYBaT
NPOABANKMUTENHO- TO MPUAaraHe Ha aHTUEMETMLM (Npy NOBPbBLLAHE), NAKCAaTUBHM CPeacTBa (nNpw 3anek), ronemu TPaHKBUAM3ATOPU
(npn 0bbpKBaAHE) M NCUXOCTUMYNAHTM (NPU CbHAMBOCT). naloxone e KpaT-Ko AeicTBaly, BEHO3eH ONMOUAEH AHTAaroHUCT, KOMTO e B
CbCTOsIHME 6bP30 Aa aHTaroHW3npPa edpeKTa U CUMNTOMUTE NPU CBPBXA03MPAHE Ha ONUOUAEH aHANTETUK.

VIII. JIbdyesieueHUue

JTbyeneyeHnetTo mma CI'IeLI,VId)l/I‘-lHa M BaXHa pona npu obnekyaBaHe Ha 60/'IKM, npegnsBMKaHM OT KOCTHU MeTacCTasu, npu
npemax- BaHe Ha TYMOPHa KOMMPEeCUA BbpPXy HEPBHU CTPYKTYPU U NPU MO3bYHM MeTacTasu. lpunaraHeTo Ha pafnmouns3oTonu 3a
KOHTPO/1 HAa OHKOJ/IOrM4YHa 6osKa e ed)eKTl/IBHO NPU KOCTHMU MeTacCTa3sn OT pakK Ha MJ1IeYHa XK/e3a n 6enop,po6eH pak.

Mpw BcAKa TPyAHA 32 KOHTPOA C IeKapcTBa 60/1Ka OT KOCTHWM METaCcTasu ce NPenopbYBaA KOHCYAT C IbYeTeparnesT 3a NpoBexaaHe Ha
EKCTPAKOPMOpPaNHO NbYeNeyeHre U MPUNOXKEHUE Ha PaAVOoN30TONMK.
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IX. [IpuioxkeHre Ha 6MPpocPoHATH IPHU KOCTHA 60OJIKA

BudocdpoHaTMTe ca YacT OT CTaHAapPTHaTa Tepanusa 3a JieYeHne Ha XMMNepKaaLemM1s 1 3a NPeaoTBpaTABaHe Ha CKesleT- CBbp3aHuTe yc-
JIOXKHEHMA NPU OHKOIOMMYHK 6onecTn. Mima foCTaTbyHO A0Ka3aTecTBa B Nogxpena Ha 06e36011aBalL, eGeKT npu NaumeHTV ¢ KoctTHa 6oska
B CNEACTBME HAa METacTasn B KOCTW. Bbnpeku ToBa HasHayaBaHETO MM He TpsabBa fa ce Npuema KaTo anTepHAaTMBHO HAa /leyeHue C
aHanretTMun. budocdoHaTUTE ce NPEnopPbYBAT KaTo YacT OT TEPANEBTUYHMA PEXKUM NPU NALMEHTU CbC UM 6e3 6oKa OT meTacTaTuyHa
KOCTHa bonecT.

X. JleueHHe HAa HEBPONMATUYHA U Pe3UCTEHTHA GOJIKa

Korato 6onKaTa He ce KOHTpo/iMpa edEeKTUBHO C NMOMOLLTA Ha MEAMKAMEHTO3HM CPeacTBa, MOXe Aa ObAe NOBAUAHWM OT
npuaaraHe Ha WHBA3WBHU AHECTE3WOJIOTMYHM WM HEBPOXMPYPrnUyYeckn metoau. OrpaHuueH Gpoit AoKasaTencrsa nogkpensat
npuaaraHeTo Ha cy- baHecTeTMYHW 03K ketamine npu HenoHocuma 60sKa. HeBponaTuyHa 60/Ka MOXe [a He Ce KOHTposvpa
edeKTMBHO camo C NOMOLLTA Ha ONUOUAHWU aHANTETULN. TPULMKANYHN aHTUAENPECAHTU U NPOTUBOENUAENTUYHN NeKAPCTBA CbLUO
morat ga 6baat edeKkTMBHU. PonATa Ha aHTUKOHBYJICAHTU NPW Ie4eHNeTo Ha HeBponaTUiHa H6o/iKa BU3Mpa MACTO Ha gabapentine v
APpYrM npeacTaBuTeNM OT Tasu rpyna. HeonuougHw wAM ONMOMAHW aHanreTMuy Morat Aa ce KOMOMHMPAT C TPULMKANYHU
aHTUAenpecaHTM U/ UAn ¢ aHTUKoHBYACAHTU (Taba. 7). Mpu NpUTUCKaHe Ha HEpPBHU CTPYKTypu Ao6bp edekT ce nonyyasa ot
npuaaraHe Ha ctepouan. Lidocaine v Herosua opaneH aHanor mexiletine ca no-epekTMBHU B cpaBHEHMe ¢ Naauebo Npu HamanasaHe
Ha MHTEH3WMBHOCT Ha HeBponaTn4yHabonka.

Mpu 60/1HK ¢ HEBpoNaTUYHA B0/IKa ce NpenopbyBa IEYEHNE WU C TPULMKINYEH aHTUAENPECAHT UM C aHTUKOHBY/ICAHT NpU MO-
HUTOPUPAHE 33 PAa3BUTUETO Ha HEXKENAHU CTPaHUYHU edeKTH.

Ta6m/|u,a 7. M36paHM A4OBAHTHN MEANKAMEHTU 3a 1IeHeEHNE Ha HEBPOMNATUYHA 6osKa.

Bewectso “’"p;’:;:zs:‘:::::;e““ Nekapcrsena rpyna C:::::B“:: Bap“"a:;:"( :1:;'““”“
Amitriptyline Tabn. 25-50 mg AHTMAENpecaHT +++ 50-200
Clomipramine Tabn. 10- 75 mg AHTMAEnpecaHT (+) 50-200
Nortriptyline Tabn. 10-25 mg AHTUAENpPECAHT + 50-22
Fiuoxetine Tabn. 20 mg AHTMAEnpecaHT + 20-80
Duloxetine Tabn. 30-60 mg AHTMAENpecaH + 60-120
Carbamazepine Tabn. 200-400 mg AHTUKOHBYNCAHT + 400-1600
Gabapentin Tabn. 200-300-400-800 mg AHTMENUNENTUK + 900-3600
Pregabalin Tabn. 25-50-75-100-150-200-300 mg AHTMENUNENTUK + 150-600
Haloperidol Kanku, Tabn., ampynm Hesponentuk + 3-20
Chlorpromazine Kanku, Tabn., amnynu, cynysmtopum Hesponentuk + 25-200
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XI. Pe¢ppakTepHa 60/1Ka B Kpas HA >KMBOTaA

Okono 53-70% oT naumeHTUTe ¢ 60/1Ka U3UCKBAT NPOMSAHA Ha MbTA Ha NPUAAraHe Ha ONMOUAHU aHANTeTULM B MOCNELHUTE MECeLU
1 YacoBe Npeam HacTbMNBaHETO Ha CMbPTTa. Torasa 6osikaTa ce onpesens Kato pedpakTepHa (TpyaHa 3a nedeHue). B Tasm cutyaums
NaanaTMBHOTO ceaupaHe moxe Aa 6bae eArHCTBEHA Bb3MOYKHOCT. YecTo npunaraHm MeAvKaMeHTU ca ONMUOUAHW aHaNreTULM, HeB-
ponentuum, 6eHsogmasenunHu, 6apbutypatn u propofol. Hanara ce TUTpUpaHe Ha Ao3aTa. 3a4b/KUTE/IHA € HENPEeKbCHaTa OLLeHKa
Ha M3NWUTBAHOTO OT 6OHMA CTPajaHWe No Bpeme Ha NpoLeca Ha ceaupaHe.

OLEHKA HA JIEYEBEH E®EKT TP CUCTEMHA IIPOTUBOTYMOPHA
TEPAIIUA

OugeHKaTta Ha nevyebHUA OTrOBOP MPW 3/10KAaYECTBEHU COMMAHU TYMOPU Ce OCbLLECTBABA B YeTUpU KaTeropwu: (1) mbaHa pe-
mucua (CR), (2) yactnyHa pemucua (PR), (3) ctabunHa 6onect (SD) u (4) nporpecupawa 6onect (PD). AeduHmpaHeto Ha Tesu
KaTeropuu cTaBa Mo CTaHAApPTM3MpPaH anropuTbMm, M3paboTeH oT EBponeiickata opraHuWsaumsa 3a M3CAeABaHE M JIeYEHUE Ha paka
(EORTC), Hauuo- HanHua pakoB MHCTUTYT Ha CALL (NCI) u HaumoHanHWA pakoB MHCTUTYT Ha KaHapgckaTta rpyna 3a KAMHWYHK
MN3NUTBAHUA.

[OKyMeHTBT, HapeyeH KpuTepumu 3a oLeHKa Ha oTroBopa npu conuaHu Tymopwm (RECIST 1.1), ce M3non3sa B NOCAegHOTO My OCb-
BpemeHaABaHe oT AHyapu 2009 r.

I. YcioBuA 3a 06pa3Ha AUATHOCTHUKA NIPH OICHKA HA JedyebeH e(])eKT

3a oueHKa Ha leyebeH edeKT ce M3M0/3BaT HAKOM TEXHUKM 33 06pasHa guarHosa: Komnotbp-Ttomorpadus (KT), A4peHOMarHnTHo-
pesoHaHcHa Tomorpadus (AMP), no3MTpoHeMUCMOHHa TOMO-rpadusa/komnioTbp-Ttomorpadus (PET/CT) 1 MHOTO pAAKO — KOHBEHLMO-
Ha/lHa peHTreHoBa rpadusa (Npu pak Ha 6an 4pob).

Mpu xenaTouesnynapeH pak, KakTo M TemopoTporneH paauodap-mauesTvk (Octreoscan) B ycnoBMATa Ha rama CheKkT. U
HEBPOEH/0- KPMHHM TYMOPU Ce NPenopbyBa oLeHKa ¢ TpudasHa KT.

OcobeHo BHMMaHWe ce obpblla Ha Cly4an, KoraTo efHa U Cblla TYMOPHA /1e3UA MOXKe Aa U3rnexaa ¢ pasnyeH pasmep Uaun ot
pasnnyeH TvMN. ToBa 61 MOrNo Aa ce Cyyn, KOraTo M3MEePBAHETO Ha NPULLE/IHM JIe3UN Ce OCbLLEeCTBABA C 06pa3Ha TeXHMKaA, pa3nyHa
OT NpeALwecTBaLlaTa, Uav Npu HeNpPULLEIHU NEe3UN.

AKO Npu MbpBOHAYaNHO BepubMLMpaHe Ha JafeHa TYMOPHA JIOKa-M3auua e [OKasaHa AMarHOCTMYHA CTOMHOCT Ha KT,
OCbLLECT- BeHa KaTto yacT ot PET/CT, no-HaTtaTbK 3a u3mepsaHua no RECIST moxe Aa ce u3nonssa camocrosaTesnHa KT.

MeToabT Ha AMP npuTexkaBa OT/IMYEH KOHTPACT, NPOCTPAHCTBEHA U BpemMeBa pe3ostouma, obaye CbAbpiKa MHOro nokasartenu,
KOWTO 3HAaYMTENHO NOB/IMABAT BbPXY KA4eCcTBOTO Ha M306parke-HMETO, BUAMMOCTTA Ha Ie3MATa U M3MepBaHeTo i. He ce npenopbysa
AMP npu Tymopwu Ha rpbAeH KoLu.

1. U3X0AHO M3MepBaHe HA TYMOPH

Mpeayn 3anoyBaHe Ha NeyeHe TYMOPHUTE fe3un TpsAabea Aa 6bAaT TOUHO U3MEpPeHU C NMoHe eaunH pasmep (oTbensassa ce Haii-
OBATUAT AUaMeTbP B PaBHWHATA HAa M3MepBaHe) C MMHMMaNHa BeAndmHa oT: (i) 10 mm Ha KT (He3aBMCMMO OT TMMa Ha CKeHepa) u
AMP (He no-manKo oT ABa cpe3a U MUHUMYM oT 10 mm); (ii) 20 mm Ha KOHBEHLMOHaNHA peHTreHoBa rpadua (ako nesnaTa e ACHO
onpefeneHa 1 e 3a06MKoNeHa OT aepupaH 6san apob). Ha-abaruTte guameTpu ce cymmpart B T.Hap. cbop OT Hal-AbATU AuameTpu
(SLD).

I1.A. Heusmepumu jie3umn

TYMOpPHUTE NEe3nMM Cce CYMTAT 33 HEUIMepWMW, aKo BKAOYBAT: (i) NenTOMeHWHreanHu 60NecTH, acuuT, NAeBpaneH Uau
nepuvKapaeH W3ivB, Bb3MaAUTENeH Pak Ha rbpga, AMMOaHrMT Ha Koxa wuan 6an apob, abaomuHasHM macu (KopemHa
opraHomeranus, onpegeneHa GU3MKaAHO, KOATO HEe MOKe 4a Ce U3MEePU C Bb3Npom3BoaMMM o6pasHM TexHUKM); (ii) oTcTpaHeHn
KOCTHW U KUCTUYHM Ne3uu; (iii) ;obaBeHa opraHomeranus.

11.B. OneHKa Ha IUM(HU Bb3/IU

3a oueHKa Ha iMmdeH Bb3en ce popmyaupart cnegHuTe onpegenerma: (i) HopmaneH — Kbca oc < 10 mm; (ii) namepum (npuue-
NeH) — Kkbca oc 2 15 mm; (iii) Henamepumm — kbca oc 10-15 mm. MpuULEeNHUAT B3 Ce U3MepBa No KbcaTa oc (NepneHAnKyAapHa Ha
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Hal-gbATUA OMAMeTbp), KOATO e Mo-Bb3NpPOM3BOAMMA WM MpefcKasBalla 3a 3/10-KayectBeHa 6osiecT. KbcuTe ocv Ha npuuenHuTe
AMmHM Bb3AU moraT aa 6baat fobaseHn Kbm SLD.

11.C. U3MepBaHe Ha KOCTHHM JIe3UH

JINTUYHM KOCTHM N1e3nn € pasrpaHnYMma MeKoTbKaHHa CbCTaB-Ka, oueHeHn ¢ KT nam AMP, moxe aa ce cumTaT 3a U3SMepumm, ako
MEKOTbKaHHaTa KOMMOHEHTa OTroBapA Ha AepUHULMATA 33 M3MEPUMMOCT, OnucaHa no-rope. bnacTHUTE KOCTHM ne3un ca
HEU3MEPUMMU.

11.D. KuCTHYHMU J1e3Uun

JNle3nn, oTroBapALLM Ha peHTreHorpadCKu KpUTEPMM 3a MPOCTM KUCTK, He TpABBa A4a ce pasr/ieskaa KaTo 3/10KaYecTBeHn (HUTO 13-
MepVMMU, HUTO Heusmepumu). HeonpeneneHoTo peHTreHorpad-cKo onucaHue 3a ,KUcTU” cnepsa fa ce npvema 3a Hensmepumu
ne3un. Haxoakarta 3a ,KMCTMYHA Nne3na”, cUMTaHa 3a KMUCTMYHA Me-TacTasa, MOXKe [a ce Onpeaenu 3a U3MepuMma, ako OTroBaps Ha
onpee- IeHMETO 3a N3MEPMMOCT. BbrpeKn ToBa ako Npu eAnH U Cbly, MaLMEHT € Ha/MLE U HEKMCTMYHA 1e3u1sa, nocneaHaTa Tpsabea
na 6bae npegnoyeTeHa 3a 06EKT Ha OLLEeHKa.

IL.E. /le3un, npeaBapuTe/IHO TPETUPAHHU JIOKAJTHO

TYMOpPHM Ne3nu, pasnosioxKeHn B NpesBapuTesiHo 061buBaHa 061acT Uam B 061acT, NOANONKEHA HA Pa3/IMYHU JIOKOPErMOHAIHN
Tepanuu, 06MKHOBEHO He Ce CYMTAT 3a MU3MEePUMM, OCBEH aKO He e JOoKa3aHa Nporpecus 8 TaX.

II.F. Jle3uu, TBbpA€ MaJIK! 3a U3MEpPBaAHEe

BCWYKM NpuLenHU nesun (HoganHN U HEHOAANHK), OTYETEHM NPeAM HavanoTo Ha AeyeHneTo, TpAbBa Aa 6bAAT aKTyasIHO U3Mep-
BaHW NPy BCAKA NOCNeABaLLa OLEHKa, 40PM KOrato ca MHOTO Masikv (Hanpumep 2 mm). Obaye ako npu KT-u3cnegsaHe npuuenHuTe
le31n ca TO/IKOBA CNabu M HEACHM, Ye PEHTTEHONOMbT HE MOXKEe 4a ONpeAenu TOYEH Pasmep M M OMNUCBa KaTo ,TBBPAE MasKu 33
n3mep- BaHe”, Te no noapasbupaHe TpsbBa Aa 6bAaT NPMETM CbC CTOMHOCT 5 mm.

11.G. ®parMeHTHPaHU U KOHQJIYUPALILH JIE3UU

KoraTo HeHoZanHu nesun ca GparmeHTUpaHu, TpAbBa A4a Ce Cy-MUPaT HAW-AbATUTE AMAMETPU Ha OTAEeNHUTe dparmeHTH, 3a Aa
ce nsumcam cbopsbT Ha NpuuenHaTta nesuns. Mo CblMA HaYMH, KOraTo ne3unte KoHAynpaT, namepsa ce c6OpPbT OT AUaMeTpUTe Ha
BCAKA OTAENHA Nle3na. AKO Nne3uute ce CAMBAT TaKa, Ye ca Hepas/IMuMMK, BEKTOPBT Ha Hal-AbATUA AvameTbp 6 cnepsano aa
WNOCTPUPA MaKCUMaIHUA MAMETDBP Ha ,cnAaTaTta nesms”.

1. AOKYMCHTI/IpaHe HAd U3XO0AHH NIPULEC/THH JIE3UHU

3a npuuenHu cneasa Aa 6b4aT onpefeneHn Hai-MHOro 0 MeT e3un (MakcMMym Mo [iBe Ie3MKn 33 OpraH), KoMTo ce npyvemart
KaTo MpeAcTaBUTENHM 3@ BCUYKM Y4acTBaLLM opraHu. OT Tax ce usuucnsasa SLD. B HAKOM cayyaun Hal-ronamara ie3us He ce Noanasa
Ha BbB3MPOM3BOAMMO W3MepBaHe M Toraea ce w3bupa cnepgaliata Mo roNEMMHA J/1e3us, KOATO MOMXKe [a ce OLeHsBa
Bb3MNPOM3BOAMMO.

IV. JOKyMeHTHpaHe Ha HeNpUIe/JTHU JIe3UHU

Bb3MOXHO € Aa 6bAaT ONMCaHW MHOMECTBO HEMpPULEIHN N1€3UN, aHTaXKUPALLM efIMH 1 Cbl OpraH noj ¢opma Ha eAVHCTBEH
06L, 06eKT (Hanpumep ,,HAKONKO YroNemeHU TazoBn AIMMOHU Bb3ANU” AU ,MHOXKECTBEHWN YepHOAPO6HU MeTacTasn”).

V. HoBmu jie3uun

OTKpMBaHeTO Ha HOBU fie3nun Tpﬂ6Ba Aa 6'b,£||e HeABYCMUCNEHO, T.e. Aa He Ce Ab/1IXKAT Ha Pa3/IMKMN B CKaHMpaLUTe TEXHUKHN, Ha
CMAHa B O6pa3HMTe nogxoan UanM Ha HETYMOPHU U3MEHEHUA. ToBa e ocobeHo Ba*HO, KOrato usxogHuTe npuuenHn nesmm nokaseat
4aCTUYHaA AN Nb/IHA PeEMUCUA. BCUYKM CbMHUTENHM cnydau Tpﬂ6Ba Aa 6'b,CI|aT NOBTOPHO OLEeHABAHW. He,u,sycmmcneHm HOBU N1e3nn Ca
Te3n, KouUTo ce Ha6/1}0,ﬂ,aBaT B aHAaTOMMUYHa 06llaCT, He3acerHata B Ha4a/1I0TO Ha /Ie4eHUeTo.

AKO Npu yCTaHOBABAHE Ha YacTU4YHA pemucua uan ctabunHa 6onect fafeHa Ne3vs M3yesBa M ce NosABABa OTHOBO B MO-KbCHO
Bpe- me, TA TpAbBa Aa NpoAb/IKM Aa 6bae U3mepsaHa. B To3u c/y-yail OTrOBOPBT LLE 3aBUCK OT CbCTOAHMETO Ha APYrU se3uu, a
pasmepbT Ha BbNpOCHaTa fe3us Tpabea Aa 6bae BkAtoueH B SLD. Mpu oTunTaHe Ha MbAHA pemucus NOBTOPHATa NosBa Ha se3us ce
cuMTa 3a nporpecus. B 4eiMCTBUTENIHOCT NOBEYeTO /ie3nun He ,M34e3BaT”, a He MoraT [a ce B13yanusupar, 3al0To ca U3BbH pasaenu-
Te/HaTa cnocobHOCT Ha M306pasnBalLaTa TEXHUKA.
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VI. Onpeaene}me 3a II'bJ/IHA 1 YaCTHUYHA pEMHUCUA

Mpn HanMume Ha U3XOA4HW MPULLENHWN ie3un NbaHa pemucun (CR) ce npvema Torasa, KOraTo ce yA0CTOBEPU TAXHOTO MbJHO U3-
yes-BaHe. BCMUKM NAaTONOMMYHKU NMMOHM BB3M (HE3aBUCUMO Aann ca 0BeKT, nan He) TpAbBa 4@ NOKA3BaT CHUMKEHME Ha KbcaTa ocC

4o
<10 mm (cbopbT HE moxKe Aa b6bae 0, aKo MMa NPULLENHN Bb3N).

Mpu Hannume Ha U3Xo4HM HenpuuenHun nesmm CR ce npMema Torasa, KOraTo ce yA0CTOBEPU TAXHOTO Mb/HO M3Ye3BaHEe U HopMa-
IM3MpaHe Ha CEPYMHOTO HMBO Ha TYMOPHUTE MapKkepn. HeobXxoaMMO e BCUYKM IMMHM Bb3AM A3 Ca C HenaToorMyeH pasmep (Kbca
oc< 10 mm).

YactuuHa pemucusa (PR) ce aedurHMpa KaTo cHMKeHMe Ha SLD Ha u3xoa-HuTe npuuentHun nesmm = 30%.

KoraTo nuncea PR 1 HAMa nporpecus, ne4ebHUAT OTroBOp ce onpeaens KaTo cTabuiHa 6onect (SD): nepcuctmpaHe Ha egHa Uau
roseye NPULENHN (MU HENPULLETHK) Ne3UnN U/UNK NOALbPNKAHE Ha HUBO Ha TYMOPEH MapKep Hag, HOPMaJIHM FPpaHnLM.

VIi.OnpeaesieHUe 3a Iporpecupama 60Jiect

MpY Hannume Ha U3XO4HW NPULLENHWN Ne3un nporpecupalla 6onect (PD) ce npuema Torasa, KoraTo e Haauvue yseanyeHue Ha SLD >
20% cnpamo Hagmpa (Hal-HUCKKUA cbop OT AMAMETPU, USMEPEH OT HayasoToO Ha JIEYEHMETO) U HApaCTBAaHE MUHMMYM C 5 mm Hazg
Hero. KoraTo c6opbT € MHOro MasibK, HapacTBaHe B PaMKUTE Ha A0-MYCTMMA PeLlKa B M3MepBaHeTo (2-3 mm) moxe Aa foseae 40
yBennye- Hue ¢ 20%. 3aToBa ce Hanara gepuHUpaHe Ha NOHATUETO HeABYCMWUC/IEHA mporpecus. HegBycmucieHa nporpecus Ha
CbLUECTBYBALUM HENPULLEHM 1e31Kn ce onpeaens Torasa, KaraTo:

(i) obwoTo BAOWABaHEe Ha 60NECTTa € TO/IKOBA 3HAYMTEHO, Ye AOPU NPU Hasnume Ha SD uan PR B npuuenHuTe nesuu, obwumat
TYMOPEH TOBap e yBe/MYEH [LOCTaTbyHO, 33 Aa Ce Ha/IoXKM Npe-KpaTaBaHe Ha nedyeHueTo; (ii) npu Amvnca Ha Mamepuma bonect
Npome- HUTE B HEM3MEPUMUTE SIE3UN Ca CPAaBHUMM C UISMEPUMO Hapa-CTBaHE M M3MCKBAT NprMemaHe Ha nporpecus; (iii) npumep 3a
TaKo-Ba HapacTBaHe e yBe/MYeHMe Ha NAeBpaseH M3uB oT ,cnean” Ao ,ronam”, KoeTo NpeacTaBifBa HapacTBaHe Ha Ha/MYHUA
NMMOAHTUT OT IOKAIM3NPaH 40 LWMPOKO Pa3npoCTpaHeH.

VIIL. Ouenka ¢ PET/CT

lMoHAKOra e ymecTHO nMpu oueHKa Ha nporpecusa ga ce nsnonssa FDG-PET, kato gonbnHeHune Ha KT. HeratmsHa HavanHa PET c
nonoxutenHa PET npu npocneassaHe e KpUTEPUI 33 Nporpecus, oCHoBaHa Ha HoBa ne3us. Jlunca Ha PET-uscnessaHe npegu
neyeHune u nonoxutenHa PET npu npocneaasaHe nokassa ciefHUTE Bb3MOXKHOCTH:

(i) ako nonoxwmTenHa PET npu npocnegasaHe CbOTBETCTBA HA HOBA JIOKaM3aLMA Ha bonecTTa, ToBa e nporpecus; (ii) ako nono-xu-
TenHa PET npv npocnepasaHe He NOTBBbPXKAABA HOBA JIOKAaAU3auma Ha bonectta, Heobxoammo e gonbvaHuTenHo KT-uscnepsaHe, 3a
[a ce onpegenv Aann MMa UCTUHCKa Mporpecus B AageHa obnacT (ako e Taka, AaTa Ha nporpecvs e 6bae Aatata Ha MbpsBaTa
abHopmHa PET); (iii) nporpecua nuncea, ako nosnoxutenHa PET npu npocneaasaHe OTroBapsA Ha NpeaBapuTesIHO CbliecTByBalla
NOKanM3auma Ha 6onecTTa, KOATO He NporpecMpa Ha aHaTOMUYHO M306parkeHme.

IX. JIunca Ha oLleHKa

Korato nuncea 06paaHo n3mepBaHe B onpeaesieH MOMEHT OT Bpeme, NaunmeHTbT VI/VIﬂl/I neyebHUAT etbeKT Cce Karteropmsunpar
KaTO HeoLeHeHU (NE). AKo ca HanpaBeHn namepsBaHMA CaMO Ha 4acT OT /iesunTe, CAy4aAaT CblOo Ce CYMUTa 3a HeoueHeH, OCBEH aKo
CbLlecCT- ByBa y6e,a,MTe/1eH dApPrymeHT, 4ye NPUHOCHT Ha AuncealiMTe M3mepBaHMA HAMA Oa NPOMEHU OLUEHKaTa Ha OTroBopa 3a
AafeHNA MOMEHT OT Bpeme.

ObLIU NNPETTIOPBKH B JIEYHEHUETO HA OHKOJIOTMYHO BOJIHHU
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MpefBUA MHOXKECTBEHUTE MapeHTepasHU MaHWnynauMu, 3a nofobpsBaHe Ha KayecTBOTO HA KMBOT Ha MaUMeEHTUTE M 3a
ynecHsasaHe Ha paboTaTa Ha MEAULMHCKMA NepcoHan NpenopbYnTeIHO € MOCTaBsAHE Ha MOCTOAHEH BEHO3€eH KaTeTbp (nopTakar), 3a
KOETO e YMECTHO Ja Ce ocurypu prHaHcMpaHe oT HaumMoHanHaTa 3gpaBHoOCHUIypUTesiHa Kaca (H30K).

Mpyn BCUYKM 6O/THU, 332 KOUTO CbLLECTBYBA Bb3MOMKHOCT, CE NPENOPbYBA BKAOYBAHE B KAMHWUYHU U3NUTBAHUA, KOETO € NPMeTo B
Lenua CBAT KaTo HAuMH Ha NeyebHo noseseHue. BKAOUEHUTE NaUMeHTN Noy4aBaT Hal-406pK rPUXKM M NO OTHOLIEHME Ha npocae-
AABaHe, U No OTHOLWeHWe Ha NeyeHne — GaKTK, Bb3npueTn B EBponeicku cbtos u CALL. B To3M cMucCb/, TOBa ca Hal-06rpusKeHuTe
MauveHT B KAMHWYHATA OHKOJ/IOMWA, Tbil KaTo Ca OCUTypeHU C Hail-gobpo duMHaHCUpaHe 3a AOMbAHUTENIHU U3CNEABaHMA U C Hal-
[06pY CTaHAAPTHU PEXMMM 33 CbOTBETHATA JIoKaAM3aums.

Mpu HAKOU peaKu NOKaNU3aLunmn, KOUTO He ce BU3MpPaT B Me-AULNHCKUTE CTaHAAPTU, Ce M3MN0A3BaT JIeKapCTBEHU MPOAYKTU U pe-
HKUMU, A0Ka3anun ed)eKTMBHOC'I'I'a CU B KNIMHMNYHATA NPaKTUKa. 3aToBa cucTemHaTa AHTUTYMOPHa TepanuAa 3a4b/IKUTENHO Tpﬂ6Ba Aa
ce nposexaa Camo B cneunanmsnmpaH OHKO/IOTMYHM 3BE€HA M CaMO OT CneumnaamncT CbC CbOT-BETHA KBalWId)VIKaLI,VIFI 1 OnuT.

Mpu peauua NOKanM3auMm CblecTByBaT BanvAMPaHW NPeauK-TUBHM BGUOMapKepu, KOWUTO WMHAMBUAYANU3MpaT NeYeHUeTo.
Mpeno- pbYMTENHO € PYTUHHOTO UM M3CNeaBaHe, Tbil KaTo 6e3 TAX € HEBb3MOXKHO MpuaaraHe Ha Hal-epeKTUBHUTE TepaneBTUYHM
anroputmu. C ornes onTMMM3MPAHE U KOHTPON BbPXY TOBA CKbMO CTPYBALLO /IeYEHWE € YMECTHO M3C/IeABaHeTo Ha NPeaUKTUBHM
brvomapKepu Aa ce U3BbPLLBA B onpeaeneHu pepepeHTHU nabopaTopum 1 ga ce duHaHcMpa oT broaxkeTta Ha H30K.

NNPOCJIEAABAHE HA BOJIHU CbC 3/IOKAYECTBEHHU COJIMZAHU TYMOPH

MpocnepaBaHETO Ha NaUMEHTU CbC 310KAYECTBEHM COMAHN TYMOPU BK/OYBA CaegHWTe KaTeropumu: (1) HoBogMarHoCTULMpPaHm
60MHN B paHeH CTafui, MPOBEAM XMPYPrMYHO JIeYeHWe W 3aBbpLUIMAM ALIOBAHTHA XMMMUOTepanua u/uam nvyenevexuve; (2)
HOBOAMAr- HOCTUUMPAHU 60/1HU B aBaHCUpan crap,wﬁ, nposenan IMHUU Ha CUCTeMHa TepanuAa VI/VIHVI nbyeneyeHne Cc OT4YNTaHeE Ha
ctabunHa 6osect uam pemucus; (3) HOBOAMArHOCTULMPAHU BONHU C PaHEH WMAKM aBaHCUpPan CTaauii, NpoBexKaawy ambynaTtopHo
neyeHune (6MoN0rMYHO, EHAOKPUHHO, MMYHOTepanua u ap.); (4) 6oNHM ¢ TepMUHANHKM CTaamM Ha 6onecTTa, MoKasaHM caMo 3a Hal-
£06pKu NoALbPMKALWM TPUNKK (NasMaTMBHA Tepanua npu HeobxogumocT). lNpocnefdaBaHeTo ce OCbLEeCTBABA OT CMELManncTu,
paboTeLm B pasAnYHMUTE KAaTEropMM OHKOAOMMYHK NeyebHu 3aBegeHmnsa. CbCTOM ce OT NepUOSUYHM KOHTPOAHW npernegy (BU3uTK),
BK/IIOYBALLM CheuuMdUYHM MaKeTW OT KOHTPONHM u3cnegBaHus. M3cnegaHuaTa Npu pasavyHUTE /IOKAZM3auMM Ha COMMAHM
3/10KaYeCcTBEHM TYMOPU U MepuoanTe, Mpe3 KoM- TO BCAKO OT TAX Ce peanu3unpa, ca M3/0XKeHM no-gony B TabnvuHa dopma.
MocoyeHWTe anropuTMM Ha NpocnefsBaHe He ca 3aA4b/KWM- TeSHW, UMAT NPEnopbuMTEsIeH XapaKTep M BUHArM moraTt Aa ce
MoauduLMpaT cnopes cneuuduKaTta Ha naumeHTa u HerosaTa 6osecT.

JNlokanusauma — uscnepsaHua Mepunopa Ha KOHTPONHU BU3UTH
KapuuHom Ha rnaBa u wusa

- AHamHe3a v Ppu3nKanHoO uscneasaHe 2 meceua

- PeHTreHorpama Ha cuHycu/rpbaeH Kol 2 meceua

- CT Ha cuHycK, rpbAeH KoLl Mpun HeobxopMmocT

- SPECT/CT(KocTHa cumHTUrpadms) 12 meceua 3a NbpBUTE 5 rOANHU
-PET/CT 12 meceu,a 3a NbpBUTE 5 rOANHU
- MRT Mpu HeobxoaMMOCT

- KpbBHa KapTuHa 2 meceua

- ASAT, ALAT 2 meceua
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- Cep. ypes, KpeaTuHWH 2 meceua
- Cep. 06w, npoTenH 6 meceua
- Cep. TMpeoTponeH xopmoH (TSH) 6 meceua
KapuuHom Ha rbpaa

- AHamHe3a 1 GU3NKaNHO UscneasaHe 6 meceua
- PeHTreHorpama Ha rpbAeH Kow 6 meceua
- CoHorpadua Ha KOPeMHU opraHu 6 meceua

- PET/CT

12 meceua 3a nbpBUTE 5 rOANHU

- CT Ha rpbAeH Kow 1 KOpeMHW opraHu

12 meceua 3a nbpBUTE 5 rOgMHN

- SPECT/CT 12 meceua 3a nbpBUTE 5 rOgMHN
- MRT Mpn HeobxoaMMOCT
- Mamorpadwus 1 roanHa

- TymopeH mapkep CA 15-3 6 meceua

- KpbBHa KapTuHa 6 meceua

- ASAT, ALAT 6 meceua

- Cep. ypes, KpeaTUHWH 6 meceua

- Cep. 06w, NpoTeunH 6 meceua

- KoHcynT runekonor 6 meceua
KapuuHom Ha 6an apo6

- AHamHe3a v PpM3nKanHO uscneaBaHe 2 meceua

- PeHTreHorpama Ha rpbaeH Kow

an CMMNTOMATUKa

- CoHorpacdus Ha KOPEMHU OpraHu

2 meceua

- PET/CT

12 meceu,a 3a nbpBUTE 5 rOANHU

- CT Ha rpbAeH Kol 1 abgomeH

12 meceua 3a nbpBUTE 5 rOANHU

- SPECT/CT

12 meceua 3a NbpBUTE 5 rOANHU

- MRT

Mpu HeobxoaMMmocCT
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Nokanusauma — uscneasaHus

Hepuop, Ha KOHTPO/IHU BU3UTHU

- KpbBHa KapTuHa 2 meceua
- ASAT, ALAT 2 meceua
- Cep. ypes, KpeaTUHUH 2 meceua
- Cep. 06 NpoTenH 4 meceua
KapuuHom Ha xpaHonpoBop,

- AHamHe3a 1 PU3NKaNHO nscneasaHe 6 meceua
- PeHTreHorpama Ha rpbaeH KoLl 6 meceua

- PubpoonTnyHa esodaroracTpockonus

MNpun HeobxogMmocT

- CT Ha rpbAeH Kol, abgomeH

12 meceua 3a nbpBuUTE 5 rOAUHMU

- KocTHa cumHTtUrpadmsa

Mpun HeobxoaMmocT

- MRT

Mpu HeobxoaMmocT

KapuuHom Ha ctomax

- AHamHe3a 1 pM3nKanHo nscneapaHe 4 meceua
- PeHTreHorpama Ha rpbeH KoLl 4 meceua
- CoHorpadusa Ha KOpeMHU OpraHu 4 meceua

- PET/CT

12 meceua 3a nbpeuTe 5 roanHu

- CT Ha rpbAeH Kolw, abgomeH

12 meceua 3a nbpBuTe 5 roanHu

- KocTHa cupmHTtUrpadmsa

Mpun HeobxoaMmocCT

- MRT Mpu HeobxoanmocT
- Esodaroractpockonus 1 roanHa
- KpbBHa KapTuHa 4 meceua
- Cep. BuTamnH B, 1roaunHa
- ASAT, ALAT 4 meceua
- Cep. ypesd, KpeaTUHWH 4 meceua
- Cep. 06w, npoTenH 4 meceua

XenatobunamnapeH KapumMHOmMm
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- AHamHe3a 1 pu3nKanHo nscnespaHe 3 meceua
- CoHorpaduma Ha KOPeMHU opraHu 3 meceua
- PeHTreHorpama Ha rpbaeH Kow 6 meceua

- CT Ha rpbAeH Kow, abaomeH

12 meceua 3a nbpBuTe 5 roanHu

- KocTtHa cumHTurpadusa

Mpu HeobxoanmocT

- MRT Mpw HeobxoanmocT
- TymopeH mapkep AFP 3 meceua
- KpbBHa KapTuHa 3 meceua
- ASAT, ALAT 3 meceua
- Cep. 6unnpy6bumH (06L, AMpPEKTEH) 3 meceua
- Cep. ypes, KpeaTuHMH 3 meceua
- Cep. 06w, npoTenH 3 meceua
AL eHOKapLMHOM Ha NaHKpeac

- AHamHe3a 1 p13nKanHo nscnesBaHe 4 meceua
- CoHorpadua Ha KopeMHU opraHu 4 meceua
- CT Ha rpbAeH Kolw, abgomeH 6 meceua

- KocTHa cumHTurpadpuma

Mpun HeobxogMmocT

- MRT Mpun HeobxogMmocT
- TymopeH mapkep CA 19-9 6 meceua
- KpbBHa KapTuHa 4 meceua
- Cep. rntokosa 4 meceua
- ASAT, ALAT 4 meceua
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Jlokanusauyma — uscnepBaHua

I'Iepuo,q Ha KOHTPOJ/IHU BU3UTU

- Cep. 6unupybumH (061, ANpPEKTeH) 4 meceua
- Cep. ypes, KpeaTUHWH 4 meceua
- Cep. 06w, NnpoTenH 4 meceua
KapuuHom Ha 6b6pek

- AHamHe3a 1 GU3NKaNHO UscneasaHe 4 meceua
- CoHorpadua Ha KOpeMHU opraHu 4 meceua
- PeHTreHorpama Ha rpbaeH Ko 6 meceu,a

- CT Ha rpbAeH Kow, abaomeH, Ta3

HenocpeacTBeHO cieaonepaTMBHO, MeXay 2-6 mecel, oT
onepauusa- Ta U cnes ToBa Ha BCeKM 6 mecela

- SPECT/CT 12 meceua 3a nbpBUTE 5 rOgMHN
- MRT Mpw HeobxogMMoOCT
- TymopeH mapkep LDH 6 meceua

- KpbBHa KapTuHa 4 meceua

- ASAT, ALAT 4 meceua

- Cep. ypes, KpeaTUHWH 4 meceua

- Cep. 06w, NpoTeunH 4 meceua

- CepyMeH Kanuui 6 meceua
KapuuHom Ha gebeno u npaso 4yepeBo

- AHamHe3a v Ppu3nKanHoO uscneasaHe 4 meceua

- PeHTreHorpama Ha rpbAeH Kol 12 meceua

- CoHorpadua Ha KOpeMHU OpraHu 4 meceua

- CT Ha rpbAeH Kow, abaomeH, Ta3 6 meceua

- KocTHa cumHTurpadusa

Mpu HeobxoaMmocT

- MRT Mpu HeobxoaMMOCT
- KonoHockonusa 1roanHa
- TymopeH mapkep CEA nam CA 19-9 4 meceua
- KpbBHa KapTuHa 4 meceua
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- ASAT, ALAT 4 meceua
- Cep. ypes, KpeaTUHWH 4 meceua
- Cep. 06 NnpoTenH 4 meceua
KapunHom Ha AWYHUK

- AHamHe3a v Ppu3nKanHO uscneaBaHe 1 ropmnHa
- PeHTreHorpama Ha rpbAeH Kol 1 ropmnHa
- CoHorpadua Ha KOpeMHU OpraHu 3 meceua
- CT Ha rpbAeH Kow, abaomeH, Ta3 6 meceua

- KocTHa cumHTurpaduma

Mpw HeobxogMMoOCT

- MRT Mpn HeobxogMMoOCT
- TymopeH mapkep CA 125 3 meceua

- KpbBHa KapTuHa 3 meceua

- ASAT, ALAT 3 meceua

- Cep. ypes, KpeaTUHWUH 3 meceua

- Cep. 06w, npoTenH 6 meceua
KapuuHOM Ha MaToYHa WKiiKa U eHAOMETPUYM

- AHamHe3a 1 GU3NKaNHO UscneaBaHe 1 roanHa

- PeHTreHorpama Ha rpbaeH Ko 1 roanHa

- CoHorpadus Ha KOPEMHM OpraHn 3 meceua

- PET/CT

12 meceua 3a NbpBUTE 5 rOANHU

Jlokanusauma — nscneaBaHuns

I'Iepmo,a, Ha KOHTPO/IHU BU3UTU

- CT Ha rpbAeH Kow, abaomeH, Ta3

6 meceua
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Nokanusauma — uscneasaHus

Hepuop, Ha KOHTPO/IHU BU3UTHU

- KocTtHa cumHTurpadua

12 meceua 3a nbpBuTe 5 roanHu

- MRT Mpu HeobxoanmocT
- KoHcynT ruHekonor 6 meceua
- UnToHamasKa (Pap-Tecr) 6 meceua

- Unctockonua/npoctockonusa

Mpu HeobxoaMmocT

- KpbBHa KapTuHa 6 meceua
- ASAT, ALAT 6 meceua
- Cep. ypes, KpeaTuHMH 6 meceua
- Cep. 06w, npoTenH 6 meceua
KapuuHom Ha nuKkoyeH mexyp

- AHamHe3a 1 pu13nKanHo nscnesBaHe 3 meceua
- CoHorpadua Ha KopeMHM OpraHu 3 meceua
- PeHTreHorpama Ha rpbaeH Kol 6 meceua
- KoHcynT yponor 3 meceua
- Uucrockonua 3 meceua
- MexypHa umtonorus/6uoncus 3 meceua
- YpuHapHa umtonorua 6 meceua

- CT Ha rpbAeH Ko, abaomeH, Ta3

Mpun HeobxogMmocT

- KoctHa cumHTurpadun

Mpu HeobxoaMmocT

- MRT Mpu HeobxoanmocT
- KpbBHa KapTuHa 3 meceua

- ASAT, ALAT 3 meceua

- Cep. ypes, KpeaTuHUH 3 meceua

- Cep. 06w NpoTenH 6 meceua
KapuuHom Ha npoctaTtHa ¥nesa U Tectuc

- AHamHe3a 1 d13nKanHo uscneaBaHe 3 meceua
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- CoHorpadua Ha KOopeMHM OpraHu 3 meceua

- PeHTreHorpama Ha rpbaeH Kow 12 meceua

- KoHcynTt yponor 6 meceua

- CT Ha rpbaeH Kow, abgomeH, Ta3 6 meceua

- SPECT/CT 12 meceua 3a nMbpsuTE 5 rognHN
- MRT Mpw HeobxoanmocT
- TymopeH mapKkep PSA 3 meceua

- TymopeH mapKkep AFP 3 meceua

- TymopeH mapkep beta-hCG 3 meceua

- TymopeH mapkep LDH 3 meceua

- KpbBHa KapTuHa 3 meceua

- ASAT, ALAT 3 meceua

- Cep. ypes, KpeaTuHUH 3 meceua

- Cep. 06w, npoTenH 6 meceua

Nerenpa: SPECT/CT; PET/CT; CT — komnioTbp-Tomorpadus; MRT —marHuTHope3oHaHcHa Tomorpadus; LDH — naktaT-aexvaporeHasa; ASAT

- acnapTaT-aMMHOTpchdJepaaa;

ALAT

anaHuH-amuHoTpaHcoepasa; CAE —  KapuuHoembpuoHaneH

npocratocneumduyeH aHtTureH; AFP — anda-detonpotenH; hCG — YoBeLIKM XOPUOH-TOHALOTPOMNMH

dHTUrEeH;

PSA
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NNPUJIOKEHHUA

A. MASCC (Multinational Association of Supportive Care in Cancer) ToukoBa cuctema/mopgen 3a oueHKa Ha PUCK OT UH-
dekuum.

Kputepun Toukm
CTeneH Ha yBpexaaHe

- 6e3 uAn nekn cumnTomm 5

- CpeaHN CMMITOMMU 3
bes xunotoHua 5
be3 XObb 4
bes npegxoxkpawa dyHrmanHa nHpekumna 4
bes pexugpartauna 3
AmbBynaTopHo Havyano 3
Bb3pacT < 60 rognHm 2

B. AHTUGaKTepuanHu nekapcrsa
1. MNpu Gram-NO3UTUBHM NATOreHw.

Vancomycin 15 mg/kg I.V. Bcekn 12 vaca

Teicoplanin 400 mg I.V. egHokpaTHO (MbpBK AeH 2 x 400 mg)
Linezolid 600 mg P.0O./I.V. Bcekun 12 yaca

Daptomycin 4-6 mg/kg L.V.

Quinupristin/Dalfopristin 7.5 mg/kg Bcekun 8 vaca
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2. LUMpOKOCneKT'prM NIeKapcTBa U TaKMBa 3a KOMGMHMpaHO nevyeHue.

Cefepime 2 g l.V. Bcekn 8 yaca
Ceftazidime 2 g I.V. Bcekun 8 yaca
Ceftriaxone 2 g/aHeBHO

Imipenem/cilastatin

500 mg I.V. Bcekun 6 yaca

Meropenem

1gl.V.Bcekn 8 yaca (2 g I.V. Bcekun 8 yaca 3a MEHUHIUT)

Piperacillin/Tazobactam

4.5g|.V. BceKkn 6 yaca

Ciprofloxacin

500-750 mg P.O. Bcekun 12 yaca namn 400 mg I.V. Bcekun 8-12 yaca

Levofloxacin

500-750 mg P.O. uau I.V. gHeBHO

Clindamycin

600 mg P.O. Bcekn 8 yaca

Amoxicillin/Clavulanate

1000 mg P.O. Bcekun 12 yaca

AMUHOIINKO3NAN
HauanHa go3a 2 mg/kg, nocneasana ot 1.7 mg/kg scekun 8 vaca;
- Gentamycin 3-5 mg/kg B KpaTKa nHoy3ma 3a 30-60 min/gHeBHO
HavanHa go3a 2 mg/kg, nocneasana ot 1.7 mg/kg Bcekn 8 yaca;
- Tobramycin 3-5 mg/kg B KpaTKa nHoy3ma 3a 30-60 min/gHeBHO
7.5 mg/kg Bcekn 12 h; 15 mg/kg (makc. 1.5 g/aHeBHO) B KpaTKa MHPy3ua 3a 30-60 min/
- Amikacin BEAHBXK AHEBHO

Metronidazole

7.5 mg/kg I.V. Bcekn 6 h; 250-750 mg/aHeBHO Ha 3 npuema

Azitromycin

0.5 g/aHesHo I.V.; 0.5 g P.O. nbpeu geH, nocneasaHo ot 0.25 g/aHeBHO

Trimetoprim/sulfamethoxazole

20 mg/kg (TMP) I.V./P.0O. Ha 6 yaca npu Pneumocystis jiroveci nHeBMOHUA

(TMP/SMX)
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3. AHTUdYHranHu neKkapcrea

Asonu
Fluconazole 400-800 mg/aHesHo I.V./P.O.
200 mg I.V. Bcekun 12 vaca x 4 go3u, nocneasaro ot 200 mg/aHeBHO;
Itraconazole 400 mg/aHesHo P.O.
6 mg/kg 1.V. Bcekn 12 yaca x 2 no3u, nocnegsaHo ot 4 mg/kg scekn 12 vaca;
Voriconazole 200 mg/anHesHo P.O.
Mpodunaktnka: 3 x 200 mg P.0O.; Cnacsasala Tepanua: 4 x 200 mg P.O.,
nocnegsaHa ot 2 x 400 mg P.O.
Posaconazole

AmdoTtepuumH B

Amphotericin B desoxycholate

0.5-1.5 mg/kg/aHeBHO

Liposomal amphotericin B

3 mg/kg gHeBHO

Amphotericin B lipid complex

5 mg/kg AHeBHO Npu MHBA3UBHA NaeceH-UHbeKLUA

EXMHOKaHaUHU
Caspofungin 70 mg |.V., nocneasaHo ot 50 mg/aHesHo |.V.; npu acneprmunosa 70 mg/ aHesHo L.V.
Micafungin 100 mg/pHesHo I.V. npu KaHauaemus v 50 mg/gHesHo 1.V. 3a npodunaktmka

4. AHTUBMPYCHU NneKapcTBa

Acyclovir

5-10 mg/kg I.V. Bcekn 8 yaca; 200-800 mg P.O. 2-5 nbTH gHEBHO

Valacyclovir

500-1000 mg Bcekun 12 nnm 8 yaca

Famyclovir

500 mg Bcekun 12 namn 8 yaca
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