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BBbBEJAEHUE

[TonxoabT MpuU 3710KAYECTBEHUTE COJIMIHU TYMOpHU € KomIiuiekceH. [Ipunara ce Xxupyprudo,
JTBUEBO U JIEKAPCTBEHO JieueHHe. MHauBuayanHaTa MOCIEAOBATETHOCT Ha TE3M MOJIXOIU Ce
onpenens ot OnkonornyHa komucus (TymopeH Oopa), B chCcTaBa Ha KOSITO BIW3AT JICKApH C
pasnuyHu crenuanHocTd. CHUCTEMHOTO JIEKapCTBEHO JIEUCHHME € YTBBPAEH IOAXOJ, Hapen ¢
JpyTUTe IBa OCHOBHU MeToJa (Xupyprus, apuenedenue). Oxomno 60-70% ot GosHUTE pa3BUBAT
JIOKAJIHU PELUIMBU W/WIM JTaIeYHU METAcTa3H, HE3aBUCUMO OT JIOKAJTHOTO PaJuKaIHO JeUeHHE
Ha IbPBUYHUSA TyMOpP. KOHKPETHHAT JIEKapCTBEH PEKUM 33aIBbIDKUTEIHO ce 00CHKIa U IpuemMa
Ha OHKOJIOTUYHA KOMHCHUS IO XHMHOTEpamusi U C€ IMPOTOKOJIMpA CIOpPE] HOPMAaTUBUTE Ha
MEIUIMHCKHUS CTaHIapT Ha CHELMATHOCTTA ,,MeIUINHCKAa OHKOJIOTHS .

PakbpT ce mpuema 3a cucTeMHa 0OJecT, KOATO YJITHUMATHBHO IOCTaBsi HEOOXOAMMOCTTa OT
CUCTEMHO JIEKapCTBEHO JedeHue. Ha chBpeMeHHMsI eTam OT pa3BUTHE Ha KIMHUYHATA
OHKOJIOTHUSI JIEKAPCTBEHOTO JIeYeHUE (MEAMLIMHCKA OHKOJIOTHS) ThPIU HaW-OBP30 pa3BHUTHE.
Bb3MokHOCTUTE My HENPEKBbCHATO C€ 00OrarsBaT ¢ HOBHU (PApMaKOJOTMUHU U OHMOJIOTMYHHU
JeKapcTBa, BOJEIIM JO TOA0OpsBaHE Ha TepaneBTHMYHUTE pe3yntatu. C ToBa pacrte
OTIOBOPHOCTTa Ha MEAUIUHCKUTE OHKOJIO3M (XMMHOTEpAneBTH) 3a W300p Ha JEeYeHHe C Haii-
BUCOKAa €(EKTUBHOCT M C IO-MajJKa TOKCHYHOCT. JIeKapCTBEHOTO JiedyeHue (IO TpaauLus
HapUuyaHO XMMMOTEpaIus) C€ Ha3HayaBa, IpUjara M IpocieasBa caMO OT MEAUIMHCKH
OHKOJIO3M (XMMHOTEpANeBTH), padOTeUI B CHEUUAIU3UPAHU CTPYKTYpU (KIMHUKH WU
OTACNICHHUST 10 MEIWIMHCKA OHKOJIOTHS) M IO3HABAIM MHOTO J00pe (apMaKOIOTHYHUTE
XapaKTEePUCTUKH Ha IPOTUBOTYMOPHUTE JIEKAPCTBA M TEXHUS TOKCUKOJIOTUYEH TIPOQUII.

.HCKapCTBCHOTO JICHCHHUEC HaMUpa MMPUIIOKECHUC B PA3JIMYHU CTaJUN HA bonecrra:

(1) agroBaHTHO — CIIe/l PaIMKAIHO JIOKAJTHO JICYCHHE Ha IMbPBUYCH 3JI0KAYECTBEH TYMOp; BOIU
70 HapacTBaHe Ha Oposi Ha W3JIEKYBaHUTE OOJIHM W /0 YIb/DKaBaHE Ha MPEKUBIEMOCTTa 0€3
nporpecus Ha 00JIeCTTa;

(2) HEOAqIOBAHTHO — MpPEAM JIOKATHO PaJMKAJIHO JIEYeHHE Ha MbPBUYEH 3JI0KAYECTBEH TYMOD;
MO3BOJISIBA U3BBPILBAHE HA OPTaHOCHXPAHSBAILY ONEPALNU NPU KAPIUHOM Ha T'bpAa, PEKTYM U
JApUHKC; MPEBPhIIA JOKAIHO aBaHCHpAIUTE HeonepaOWuIHUM TyMOPH B ONEpaOMIHU U JlaBa
BB3MOXK- HOCT 3a ITBJIHO U3JIeKyBaHe (KaplIMHOM Ha I'bp/a, TUKOYEH MEXyp, IpocTaTa u ap.);

(3) manmmaTMBHO — TpU MeTacTa3upayia OoOJecT; NMPU TYMOPH, BHUCOKOUYBCTBUTEIHH KBbM
LIUTOCTaTUYHO JICYEHHE, BOJAU 1O TpaiHa peMHucHs Ha rojsMa yact oT Oomnute (90% mpu
tpodobitactHa Oostect, 75% Tpu TeCTHKYIApHHA TyMOpPH, Ha 20% mpu oBapuaicH KapIuHOM).

JlekapcTBeHO JeYeHME HE Ce mpwiara Npu CWIHO YyBpeneHo ob6mo cberosaue (ECOG
mpppopmanc cratyc — PS) m Hapymena (yHKIHS Ha TMapeHXUMHH OpPraHu (KOCTEH MO3BK,
yepeH apo0, 0p0penn). Bp3 ocHOBa Ha COOCTBEH KJIMHHYEH OMMT M B MHTEPEC HA MAIlMEHTA,
MEIUIMHCKUTE OHKOJIO3W MOraT Ja MOJUGUIMpPAT OTIACIHM CXEMHU WIH JO030BH DPEKHMH,
MOCTHIBAWKK HWHAMBUIyAIU3UPAHO M OallaHCUPAaHO B JaJeHU CHeUu(UYHH CUTyaluu.
[TpunokeHneTo Ha penuiia NPOTUBOTYMOPHHU JIEKapCTBa ce 0azupa Ha KIACHYECKUTE



MO3HAHUS HA MEIUIIMHCKUTE OHKOJIO3H, BBIPEKH Y€ KPATKUTE XapaKTEPUCTUKH Ha MO- CTapuUTe
JIEKapCTBEHH TMPOIYKTH HE BUHATH OTPA3sBAT ITBIHUSA 00EM Ha TEpareBTUYHATA UM aKTHBHOCT.
IloBeueTo chBpEMEHHM NPOTHMBOTYMOPHM KOMOMHAIMM WJIM MOHOTEpAlMM Ce€ IpuiaraT Bb3
OCHOBAa Ha KJIIMHUYHU W3MUTBaHMs, MOKa3aaM JOCTOBEpHOCT. M3Moia3BaHETO Ha HACTOSIIUTE
CTaHJApTH 32 CUCTEMHO JIEKApCTBEHO JICYEHUE € HEOOX0IMMO, 3a Jla C€ OCUTYPU ePEeKTHBHA U
yHU(UIIMpaHa Tepamuss Ha BCUYKM pakoBOOONHM B bwarapus, He3aBUCHMO B Koe
CHELUANIN3UPAHO OHKOJIOTUYHO JIedeOHO 3aBelleHHe ce JIeKyBaT. Hacrosmmre MeauIuHCKH
CTaHIAapTH ca Wu3rorBeHM  cbraacHo Ocma penakuusa Ha TNM cragupamiata cucrema.
[IpocnensBaHeTo Ha OHKOJIOTMYHO OOJIHHM, 3aBBPIIMIN KOMIUIEKCHO JIEYEHHE, C€ U3BBPILBA OT
CHEIMAJMCTH B OHKOJIOTMYHUTE JieyeOHM 3aBeneHuss Ha PemyOnuka bbwirapus cnopen
JOKanu3alMaTa W craaus Ha Oosectra. B HacrosmuTe cTaHAapTH MHPOCIEAsBAHETO Ha
OCHOBHHTE BHJIOBE 3JIOKAYECTBEHH TYMOPH (OCHOBHA YacT Ha JUCHAHCEPHOTO HAOIIOACHUE) €
IPEJCTaBeHO B TaOIMueH BUJA, IOCOYBALl BUJ M BpPEME Ha KOHTPOJIHHM H3CIICIABAHMUA.
JIODBJIHUTEIHO €€ MOCOYBAT OOLIONPHUETUTE KPUTEPUM 3a OLIEHKAa Ha JieueOHMsA e(eKT mpu
comunHu Tymopu (Response evaluation criteria in solid tumors, RECIST). B cranmaprure ce
MPEACTABST AITOPUTMH 32 KOHTPOJI HAa OHKOJIOTHYHATa 0oJka. Pa3enbT BKIIIOUBa OHKOJIOTUYHO
OO0JIHU ChC CONMMIHM TyMOpH. HacTosmre ctaHnapTy BKIIOYBAT AJITOPUTMH 32 MTOBEICHUE TIPU
OCTpH aJepruyHu W WHQY3MOHHH pEaKIUH, IpPH eKCTpaBa3alus Ha MPOTHBOTYMOPHHU
JIeKapCcTBa, BEHO3€H TPOMEMOOIM3BM, XEMOparuyHa Juare3a, Jpyrd TOKCHYHOCTH U
ycnoxxkHeHHus. CBETOBHUTE CTaHAAPTHU 3a JICYEHUE Ha 3JJ0KaYECTBEHU TyMODPH CE€ aKTyallu3upar
MNEPUOJIUYHO CIIE] MEXIYHAPOJHH PAHIOMU3UPAHU KIMHUYHU U3MUTBAHUS U CIIEUATU3UPAHU
¢dopymu. Paznukute B OTIENHUTE CTPAaHU ca B 3aBUCUMOCT OT MKOHOMUYECKOTO UM ChCTOSIHUE
u Or0/KeTa Ha 3[paBHOOCUTYPUTEITHUTE CUCTEMH.

benexxu:

1. JlekapcTBeHM NPOAYKTH, CAMOCTOATEIHO WIM B PEXUMH, TOCOYEHH 3a OIpejaesieHa
WHAMKAIUS U MapKUpaHU Che 3HAK [*], ca omobpenu ot EBporeiickara areHuus mo JekapcrBaTa
(EMA) u Usnbianurennara arennus no jekapctBara (MAJI), Bkmtouenu ca B Ilo3uTuBHUSA
nexapctBeH cruchk ([1JIC) na HannonamHus chBET 10 LIEHU U peMMOypCcHpaHe Ha JIEKapCTBEHU
npoayktu (HCLIPJIIT) ¢ mpencTosiio BKIOYBAHE B CIUCHKA C JIEKAPCTBEHUTE MPOYKTH, KOUTO
Hammonannata s3npaBHoocuryputenna kaca (H3OK) 3ammama; nekapcTBeHH MPOLYKTH
CaMOCTOSITENIHO WJIM B PEXUMH, TIOCOUEHHU 3a OIpejesieHa MHAUKAIMS U MapKHUpaHU ChC 3HAK
[**], ca omoopenn ot EMA u MAJI ¢ npencrosimo BimrouBane B [1JIC na HCIIPJIIT;

2. JleueHueTo C HepaspelleHH 3a YmoTpeda IEeKapCTBEHH MPOAYKTH C€ HU3BBPIIBA IPHU
ycIoBHsITa U 10 pef, onpeaenenu ¢ Hapen6a Ne 10 ot 17 noemBpu 2011 r. 3a ycnoBusTa u pesa
3a JIeueHHe ¢ HepaspelleHu 3a ynorpeda B PemyOnuka brirapus nekapcTBeHH NPOAYKTH, KAKTO
U 32 yCJIOBUATAa M pella 3a BKJIIOYBAHE, MPOMEHHU, M3KIIIOUBAHE U JIOCTaBKa Ha JIEKAPCTBEHU
MPOJYKTH OT CIHUCHKA IO 4. 266a, ai. 2 oT 3aKoHa 3a JICKapCTBEHUTE MPOAYKTH B XyMaHHaTa
MenunuHa (06H. [IB 6p.95 ot 2.12. 2011r., non. /IB 6p.24 ot 12.03. 2013r.) Ha MUHUCTBpPA Ha
3/IpaBeoIa3BaHeTo.
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IMPOBEXJIAHE HA U3YUEPITATEJIHO TEHOMHO ITPO®UJIMPAHE HA BOJIHU
CbC 3JIOKAYECTBEHH COJIMJTHU TYMOPH

1. 3BppmiBaHe Ha MpenaHaTuTHIHA 00paboTKa Ha OMOJIOTHYEH MaTepuall (TyMOpHa ThKaH), ¢
m3onupane Ha JIHK u mpoBexnane Ha cieBaiio mokojeHne TeHOMHO CEeKBEHUPaHe ¢ XHOPUIHO
yllaBsiHe, ¢ BH3MOXKHOCT 32 €IHOBPEMEHHO OTKpPHBAHE Ha YETHPUTE TUMA KIMHUYHO 3HAUUMU
TeHOMHHU alTepalyy, U B JOMBIHEHHE HAa MUKpocaTenuTHa HectabumHocT (MSI) u Tymopen
MyTanuoHeH ToBap (TMB):
1.1. 6a3oBu 3amectBanus (Mmytamuu), Hamp. BRAF, BRCA1l, BRCA2, KRAS, KRAS GI12C
NRAS, EGFR T790M, EGFR ex30n 21 (L858R) myTanuu;
1.2. BMbkBanus u aenenuu, Harnp. EGFR ex3on 19 nenenuu, EGFR ex3on 20 nncepiuu;
1.3. mpomenu B 6pos Ha komusiTa, Hanp. HER2 ammmdukanms;
1.4. rennn npenapexaanus, Harnp. ALK, ROS1, NTRK npenapexnanus;
1.5. cratyc Ha MukpocarenuTHa HectaOmtHOCT (MSI);
1.6. onieHka Ha TyMopeH MyTannoHeH ToBap (TMB).
2. M3BbpiIBaHe Ha MpenaHaluTUYHa 00paboTKa Ha OMOJIOrHYeH Matepuan (nepudepHa KpbB), €
u3onupaHe Ha mupkymupama TtymopHa [IHK, mpu mnamueHTH ¢ JUNCBaIia/HeIOCTaThYHA
TyMOpHa TBhKaH WM TPU HEBB3MOXKHOCT 3a MpoBekgaHe Ha Owuomcws. IlpoBexmane Ha
CIIEZIBAIIO TIOKOJICHME TEHOMHO CEKBEHHpaHEe C XHOPUAHO ylaBsiHE, C BB3MOXKHOCT 3a
€THOBPEMEHHO OTKpPHBAHE HAa YCTHPUTE THUMA KIMHUYHO 3HAYUMHU TCHOMHHU ajTepaiuu, U B
JOMTBbJIHEHWE Ha MUKpocaTeauTHa HecTtadbmiHocT (MSI):
2.1. 6a3oBu 3amectBanus (myrtamuu), Hanp. BRAF, BRCA1, BRCA2, KRAS, KRAS G12C
NRAS, EGFR T790M, EGFR ex3o0n 21 (L858R) myTtanuu;
2.2. BMbkBaHus u aenenuu, Hanp. EGFR ex3on 19 nenenuun, EGFR ex3on 20 nncepuuu;
2.3. mpomeHu B 6pos Ha komnusTa, Hanp. HER2 ammmnduxanms;
2.4. rennu npeHapexxaanus, Hamp. Hanp. ALK, ROS1 npenapexnanus;
2.5. craryc Ha MUKpocarenuTHa HectabuiHocT (MSI).
3. JlokyMeHTHpaHE€ M TMpEeAOCTaBSHE Ha pe3yJTaTUTE OT MPOBEACHOTO U3CJIENBAHE Ha
ManueHTa/MeIUIMHCKHS CHEIUAIMCT B IMOJAKpPENa Ha B3€MaHETO Ha PEIICHHUs 3a JICYCHHE —
MpelocTaBsiHe Ha MHGpopMaIus 3a TeHOMHUS Npoduia Ha MAlMEeHT, KaKTO U 3a CBbpP3aHUTE
TapreTHU Tepanuu U UMyHOTEpaIrHH.
[IpoBexxgaHeTo Ha M3YEPNATETHOTO TEHOMHO MpOo(UINpaHe € BakHA CTHIIKA HAmNpe., Thil KaTo
JaBa JOCTHI 10 HHQOpMAIHs 3a TeHOMHHS PO Ha MAIMeHTa Ha JOCTaBYMIIUTE Ha 3APaBHU
TPYWXKHU B €IMH JOKIAJ, TIO3BOJISIBA M30STBAHETO HA NyONMupanu OWOIICHH M yJIeCHSBAa Obp3us
JOCTBII 10 HHOBATUBHU MEAWIIMHCKHI TEXHOJIOTHH.
[TanmenTuTe mMONydaT TO-OBP3 M HABPEMEHEH OCTHII [0 MHOBATHBHU TEXHOJOTHH, KOUTO
OCUTYpSIBAaT MO-€(EKTUBHA JUArHOCTUKA M JICUEHUE Ha >KMBOTO3AacTpallaBallld UM HEOOpaTUMO
MHBaJUAU3UpaAII 3a00JsBaHusl, 32 KOUTO HsSMa OJOOPEHO JeUeHUe, WM KOUTO IMpejasarar
3HAYUTEJIHU IPEIUMCTBA MPe]] ChUIECTBYBAIUTE OJ00PEHU aNTepHATUBH.
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1. 'bPBUYHU MO3bYHU TYMOPHU

3J10Ka4eCTBEHUTE TJIMAJHU TyMOpH ca mnpubin3utrenHo 70% OT BCHUUKM MBbPBUYHH MO3BUYHU
TyMOpU Ipu Bb3pacTHU. CBBp3aHM ca C BHCOKa 3a00J5IEMOCT M BHUCOKAa CMBPTHOCT, KAaTO
CpelHaTa TMPEXUBIEMOCT IMPHU TMAIMEHTUTE ¢ TimoOmactoM e 12-15 mecema, a mpu Te3wW C
aHAIUIACTUYHHU TJIHAIIHU TYMOPH - 2-5 roaunu. ['muobnacromute ca npubnusutento 60-70% ot
BCUYKHM 3JIOKAYECTBEHHM TIUMOMHU. AcTpouutomure mnpencrtasisBar 10-15%, anamnactuunute
OJIUTOJICHIPOTIIMOMH M OJIUT0ACTPOLUTOMH - 10%, aHANIACTUYHUTE €NEHAUMOMU U TaHTJTMOMH
— octananute. CpenHaTa BB3pacT Ha MOCTaBSHE Ha JWArHos3ara Mmpu riHodiacTomure € 64
TOJVHY, a TIPU AHAIIACTHYHUTE TIIMOMH — 45 ToauHu. 3a00Is5eMOCTTa MPH MBKETEe YMEPEHO
IIPEBUILIABA Ta3W IPHU KEHCKUS MNoja. JleueHmeTo € KOMIUIEKCHO, BOJEINAa € poJiATa Ha
OTIEPaTUBHOTO U JTbUEJICUCHUE.

XumuoTepanusi ce mnpwiara npu rimvomu ot creneH [II (aHammacTHyHM acTpoUMTOMH U
onurofeHaporniomMu) u crened IV (rmobnactomu) mo CBeToBHa 3/paBHA OpraHMU3alMs
(WHO). Ilpu actporutomu Il crenen, kouto ca IDH-HeratuBHM, JUIICBAT JOKA3aTelICTBA 3a
MoJ3a OT aJaroBaHTHa xuMuorepanus. [Ipu Huckocrenennu rinvomu crened I IDH-no3utnBHM
aCTPOLIMTOMHU U OJIMTOACHJIPOIIMOMH, KOUTO ca mo aepuHuuus 1p/19q- mo3uTuBHM) HMa
JOKa3aTeJICTBA 34 [0JI3a OT XUMUOTEpaIusl.

1.1. AxoBaHTHa XUMHOTEepPaNUs

Crwuerano xumuonrsdenedenne ¢ Temozolomide — 75 mg/m2 P.O. 6 cenmuru. Crnen mouyuBKa OT
4 cenMuIM JIEYCHUETO TIPO- AblikaBa ¢ Temozolomide — 150 mg/m2 nuesno P.O., nuu 1- 5, 3a
IBPBU KyPC, a TocieaBamuTe oT 2-pu A0 12-u kypc — 200 mg/m?2 npe3 28 nHU, T.€. IPOBEKAAT
ce obmo 12 kypca. ToBa e craHmapT B JICYCHHWETO HA MAlMEHTH ¢ riamoOmacrom o 70 T.
BB3paCT, KakTo U Te3u Haja 70 T., KOUTO HAMAT MPOTHUBOIIOKA3AHHUS.

Temozolomide cnex camoctositenHo npuenedenue —150-200 mg/m2 muesro P.O., gam 1-5,
nipe3 28 nHu (6 Kypca).

PCYV (6 kypca npeau uiau cjie Jp4esnedenne) (mpu tymopu ¢ 1p/19q- kogesenus)

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

Anamiiactuden acrpouutom u  Quauroacrpouurom: Cren oOnepaTUBHO OTCTpaHsBaHE,
CTaHAAPTHT € ChUeTaHa Jb4Ye-xuMuoTepanus 10 60 Gy, mocieaBaHo OT alI0BaHTHA XHMHOTEPAITUS
¢ Temozolamide.

OuauroaenaporauomM (crened III mo C30) - [Ipenoprusa ce u komOuHanusta PVC:
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1.2. Xumuorepanus npu peuuius

Temozolomide — 150-200 mg/m2 nueBHo P.O., mum 1-5, no mporpecus. Ilpu penunus Ha
OonecTTa M HEMPOBEXKaHa peau ToBa Tepanus ¢ Temozolomide, camo cies peornepanusi.

PCV (Bux T. 13).

Lomustine — 100 mg/m2 P.O., nen 1, mpe3 42-60 nuu.

Carmustine — 80 (200) mg/m2 L.V., qau 1-3 (men 1), mpe3 42-60 nuu.
Irinotecan

[ToBTOpenue npe3 14 guu.
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2. METACTATUYHU MO3BbYHU TYMOPHU

HpI/I BB3MOXHOCT C€ IIPOBCKAA OINCPATHUBHO OTCTPAHABAHC HaA TyMOpa, IIOCJICABAHO OT
JIBYCIICUCHUC.

XumuoTepamnusi ce 00Chkaa MPH HEPE3EeKTAOMIHA MHOXKECTBEHH METAcTa3d OT KapIMHOM Ha
rppaa, Os1 ApoO, MemaHoM | Jp. 3aAb/KUTEIHO YCJIOBHE € J00po OOI0 ChCTOSHHE
(repdopmanc cratyc, PS).

CucremMHa TepanMs COpE] BHAA HAa ITbPBHYHHSI TYMOD.

JIObITHUTETHU ONLIMH (HE € CTaHJapT):

Lomustine — 100 mg/m2 P.O., nen 1, mpe3 42-60 nuu.

Carmustine — 80 (200) mg/m2 1.V., gau 1-3 (nen 1), npe3 42-60 guw.
Temozolomide — 150-200 mg/m2 nuesHo P.O., nau 1-5
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3. KAPHUHOMMU HA I'TABA U IUA

IIITOCKOKIETHUHHAT KapoyHOM Ha TIJjlaBaTa MW MOudATa € XCTCPOTCHHO 3360J1$[B3.H€,
XapaKTEepU3Upalo Cce€ C KOMIUIEKCHM KIMHUYHU M IaTOJNOrM4yHu nposiu. Ilpencrasissa
npuban3uTenHo 90% ot BCHYKM BUAOBE paK Ha IiaBaTa U MIHATA.

Mmbxere OonenyBaT mo-dyecto. CHOTHOLIEHHETO MBXKE:KeHH Bapupa oT 2:1 o 4:1 B
pa3IMYHU PETUOHU HA CBETA.

JleueHneTo Ha 3JI0OKAYECTBEHUTE TYMOPH Ha IrjlaBaTa M mudATa € KOMIIJICKCHO — OIICPaTUBHO,
JBYCICYCHNUEC, TUTOCTATHUYHA U TAPICTHA TCpaIlul.

3.1. Ha3zodapuHreajiHu KapuumHOMU

3.1.1.HeoaaroBaHTHA XUMHAOTEPAITHS

B cranuii I u IVA, B ce npoBexaa cbueTaHO XUMHOTbUEIICUEHUE!

Cisplatin + Fluorouracil:

Cisplatin — 50 mg/m2 1.V., nen 1

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

Mouotepanus ¢ Cisplatin wiu Fluorouracil
Cisplatin — 40 mg/m2 1.V., nen 1 (Ha Bcsika ceMHUIIa OT JIYEIICUCHHUETO).

Fluorouracil — 500 mg/m2 1.V., aau 1-5 (1-Ba u 4-Ta ceqmMuIia Ha TbUEICYCHUETO).

CamMocTosTeNIHATa _HEOa I0BaHTHA (I/IHHVKHI/IOHHa) XUMHOTCpAIIUg BKIIKOYBA CJICAHHUTC
PEIKUMMU:

Cisplatin + Fluorouracil + Docetaxel (npu miocKkokieTb4eH KapLUHOM)

Cisplatin — 75-100 mg/m2 1.V., nen 1

Fluorouracil — 500-750 mg/m2 1.V. 2-gacoBa uady3us, qau 1-5
Docetaxel — 75 mg/m2 1.V, nen 1

IToBTOpEeHue npe3 28 AHU.

Cisplatin + Fluorouracil

Cisplatin — 75-100 mg/m2 1.V., nen 1
Fluorouracil — 500-750 mg/m2 1.V. 2-gacoBa uady3us, qau 1-5
[ToBTOpeHue npe3 28 nHU

Paclitaxel + Cisplatin + Fluorouracil
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Paclitaxel — 135 -175 mg/m2 i.v. 1 nen

Cisplatin — 75 -100 mg/m2 i.v. 1 nen

Fluorouracil — 1000 mg/m2/nn i.v. 2-yacoBa undysus 1- 4 nen [loBropenue npe3 3-4 ( 3
npu uHIyKuoHHa X T, 4 npu Hepe3ekTabmiHo 3a0omsBane) cenmuiin. [Ipeamnounra ce npu
HenoHocuMocT KbM Docetaxel u jxenaHue 3a BKIIOUBaHE HA TAKCaHU.

3.1.2.AifoBaHTHA XMMHUOTEpAIUs
[Tpunara ce: (1) cinen paauKkaaIHO ONEpPaTUBHO JieueHue U (i1) ciies mpoBeaeHO 1eUHUTUBHO

npueneueHue mpu 6oaHu B ctaamii 111.

Cisplatin + Fluorouracil

Cisplatin — 100 mg/m2 I.V., nen 1
Fluorouracil — 500-1000 mg/m2 I.V. npoxbikutenHa uHdysus, aeH 1-4
[ToBTOpeHue npe3 28 aHMU.

Paclitaxel + Cisplatin

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

Ifosfamide/Mesna + Paclitaxel + Cisplatin

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

Mesna — 400 mg/m2 1.V., B wacose 0, 4 u 8 ciienq Hauanoro Ha ifosfamide
Paclitaxel — 175 mg/m2 1.V, nen 1

Cisplatin — 60 mg/m2 1.V., nen 1

(Carboplatin AUC 4-6 1.V. 30-munyTHa uHOY3H1)

[ToBTOpenue npe3 21-28 nHu.

3.1.3. PenmauBupania Wiy MertacTaTuyya 0oJiect

XuMHOTepanus ce MmpoBexa mpu 6osHu ¢ 100po obuio cecrosinue (PS), karo Bomenwm ca
iaTuHa-6a3upanu pexumu. J[pyru akTuBHH JekapceTBa ca: paclitaxel, docetaxel, ifosfamide,
epirubicin, metothrexate, bleomycin, KOUTO ce MpUJIATaT CaMOCTOSATEITHO WJIM B KOMOWHAIIHS.

3.2. II1OCKOKJIETHYHU KAPUMHOMM HA IJIaBa U LU

Jleyenuero ce mpoBexaa OT MyJNTHAUCHUIUIMHApeH ekunl. [lanueHTsT TpsiOBa na Obae c
KOpUTMpaH HyTPUTHUBEH CTaTyC, MOAIbpXKaH M0 BpeMe Ha IsUI0TO jeueHue. [lpenu neueHue
ce U3BbpLIBa JeHTanHa pexaOwintanua. [lpu  opodapuHreaqHu KapuuHOMH €
MPENOpBYUTENHO n3ciensane Ha pl6/HPV-craryc.
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3.2.1.HeamroBaHTHA XUMHOTEPAIU

[Tpunara ce mpu JOKAJIHO aBaHCUPAJl KapIIMHOM Ha JIAPUHKC, XUIMOMAPHUHKC U OPOPOPHHKC ¢
IIeJT OpraHOChXpaHsBaIma onepanus. MeToabpT He € CTaHmapT U TpsOBa Ja ce choOpasu C
AHATOMUYHOTO PA3IOJIOKEHUE HAa TyMopa, o0moro chcTostHue (PS) Ha mammenta m ga ce
MOJIX0K/1a MHIMBH/TY aJTHO.

TPF

Docetaxel — 75 mg/m2 1.V., nen 1

Cisplatin — 75 mg/m2 1.V., nen 1

Fluorouracil — 750 mg/m2 1.V. 2-4acoBa undy3us, gau 1-5
[ToBTOpenue npe3 28 nHMU.

Cisplatin + Fluorouracil

Cisplatin — 100 mg/m2 LI.V., nen 1
Fluorouracil — 1000 mg/m?2 , npoabiokuTesnHa HHpy3us,
nau 1-4; [loBropenue npe3 28 THU.

Paclitaxel + Cisplatin + Fluorouracil

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

Cisplatin — 75-100 mg/m2 I.V., nen 1

Fluorouracil — 500-750 mg/m2 1.V. 2-uacoBa uady3us, qau 1-5
[ToTOpenue npe3 21-28 guwu.

3.2.2. AnioBaHTHA XUMHUOTEPAINS

[Ipunara ce: (i) ciem paaWKa HO OINEPATHBHO JICUEHHWE W HEBH3MOKHOCT 3a IOCIJIEIBAIIO
npyeniedeHue u (i) ciiel MpoBeNeHO Ne(PUHUTHUBHO JbUesieueHrne npu OonmHu B crammid 111
N3non3sart ce pexxumu oT T. LLA.

3.2.3. CpueTaHO XUMHOOBLYEICUEHHE

[Mpunara ce karo AeUHUTHBHO HJIM CIEAONEPATHBHO JICYCHUE TIPU JIOKAIHO aBaHCUPA
kapuuHOM (T3-4 NO-1 wmm T Besiko N2-3) u mo6po 06110 ceerosinue (PS).

Cisplatin — 75-100 mg/m2 I.V., nuu 1, 22 u 43 (10o-100Bp JTOKOPETHOHATICH KOHTPOJI CIIPSIMO
CEIMUYHO MPUJIOKEHHUE).

Cisplatin — 30-40 mg/m2 L.V., nen 1, npe3 7 nuu, 5-7 ceamunu (kymynaTtuBHa g03a — 200
mg/m?2).

Cetuximab — 400 mg/m2 1.V., eqna ceamuIa mpeay cTapTa Ha JTbUSICUECHUETO, TIOCICIBAHO
or 250 mg/m2 L.V. ceamuuno (6-7 ceamuum). Meron Ha u3zbop mpu HPV-mozutuBHU
TUTOCKOKJIETHYHU OpO(apuHTEATHU TYMOPH.
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Cisplatin + Fluorouracil

Cisplatin — 50 mg/m2 1.V., nen 1
Fluorouracil — 500 mg/m2 .V., nau 1-5 (1-Ba u 4-Ta ceaAMUIIA HA JTHYCIICUCHHUETO).

3.2.4 I1bpBa JIMHWA XUMHUOTEPANUS [TPU PELMANBUPAIA WIM MeTacTaTUYHa 00JIECT

Cisplatin + Fluorouracil

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

nuu 1-4 (3a go3a 1000 mg/m2)
IToBTOpeHue npe3 28 AHU.

Metothrexate — 40 mg/m2 .M., BeqHBK CEAMHYHO JIO IPOTPECHUS.

Bleomycin — 30 mg oOuia no3a [.M., 2 nbTu ceAMHUYHO 3a 8 OCIEA0BATEIHH CEMUILIU.

Epirubicin + Bleomycin + Cyclophosphamide (mipu numdoenureniom)

Epirubicin — 50 mg/m2 I.V., nen 1

Bleomycin — 30 mg o6mia qo3a I.V., mau 1, 8 u 15
Cyclophosphamide — 600 mg/m2 I.V., nau 1 u 8
IToBTOpenue npe3 21 aHu.

Cetuximab + Cisplatin + Fluorouracil

Cisplatin — 100 mg/m2 L.V., nen 1

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

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

[Mognbpxama tepanus ciaen npuioxena XT

Cetuximab 250 mg/m2 [.V. cenMuuHO 10 IpOorpecHst

Cisplatin + Docetaxel

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

Cisplatin + Gemcitabine

Cisplatin — 80 mg/m2 1.V., nen 1
Gemcitabine — 1000 mg/m2 I.V., nau 1 u 8
[ToBTopenwue npe3 21 aau (4-6 Kypca).
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Fluorouracil + Vincristine

Fluorouracil — 500 mg/m2 I.V., nuu 1-5
Vincristine — 2mg TOT L.V, nen 1
[ToBTOpEHue npe3 28 aHMU.

Docetaxel

Docetaxel 100 mg/m2 i.v. 1 geH 70 TOKCUYHOCT WJIA TPOTPECHUS
IToBTOpenue npe3 3-4 cenmuy.

Cetuximab 400 mg/m?2 i.v. Hacumama 1o03a, nmocienBana ot 250 mg/m2 i.v. CeIMUYHO,
cpuetano ¢ Carboplatin wm Cisplatin, korato ce o4akBa YyBCTBUTEITHOCT KbM ILIATHHOBHU
npermapari.

Pembrolizumab karo monotepanus — 200 mg 1.V. Ha Bceku 3 ceagmuuu mwim 400 mg [.V. Ha
BCEKHU 6 CeIMHUIM MPUIIOKEHA KaTO MHTPAaBeHO3HA MH(Y3Us B MpoabiDkeHre Ha 30 MUHYTH 34|
JleyeHre Ha METAacTaTH4YeH WM HeonepaOuiIeH peluIuBUpaIl CKBAMO3HOKJIETHUYEH KapLUUHOM|
Ha riaBata u musata (HNSCC) mpu Be3pacThu, ynuTo Tymopu ekcripecupat PD-L1 ¢ CPS > 1
[MpogbmkaBa OO MPOrpecusi WIM HENPUEMIIMBA TOKCHUYHOCT. [IpM KIMHHUYHO CcTaOWIHY
MalMeHTH  C [bPBOHAYAIHU JaHHU 3a Mporpecus Ha 3a00JsIBAHETO € MPENOpPbUYUTEITHO
FIeYeHHETO Ja MPOBIDKH, TOKATO MPOrpecusiTa Ha 3a00JIIBaHETO HE C€ TIOTBBPAH.

Pembrolizumab — 200 mg 1.V. Ha Bceku 3 cemmunu wim 400 mg [.V. Ha Bcekn 6 ceqmuiyl
MPUJIO’KEHA KaTO MHTpPaBEHO3HAa MH(Y3Us B npoabnkeHue Ha 30 MUHYTH B KOMOHMHAIUS C
iatuHa U S-payopoypaumn (5-FU), 3a nedeHnme Ha MeTacTaTHUEH WM HeolepaOuieH|
pEIMIMBUpAIl CKBaMO3HOKJIEThUeH KapimHoM Ha riaBara u musta (HNSCC) mpu BB3pacTHH,
uuuTO TyMopHu ekcnpecupar PD-L1 ¢ CPS > 1

[TosTopenue npe3 21 aum 3a 200 mg [.V.unum nipes npe3 42 nuu 3a 400 mg 1.V.

Pembrolizumab — 200 mg I.V., nen 1 unu 400 mg 1.V., nen 1 Ha Bceku 6 cenMuiu

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

5-FU 1000 mg/m2/d 3a 4 mocnenoBaTenHu AHU., IeH |

(MakcumyM 6 nukbia c miatuia u 5-FU)

[IponbmxkaBa 10 TPOTpEecHss WM HENpUeMJINBAa TOKCUYHOCT. [lpu KiaMHHYHO CcTaOUIHMY]
MAlMeHTH C TbPBOHAYAIIHU JIaHHH 3a MPOrpecuss Ha 3a00NIBaHETO € TPENOPHUYUTETHO
TICYEHUETO J1a MPOABIIKHU, IOKATO MPOrpecusTa Ha 3a00IBaHETO HE CE MOTBBPIU.

3.2.5. Bropa JUHUS CHCTEMHA Tepanus

Nivolumab — 240 mg [.V., ipe3 14 nHu (3a Je4eHHEe HA PEKYPEHTEH WIM METaCTaTUUEH
CKBaMO3HOKJICThYEH KaplIMHOM Ha IJ1aBaTa M LIMsTA IPU Bb3PACTHU C IIPOrPECHs 10 BpeMe
Ha WIN CJIe]] TUIaTUHA-ChbpKallla TEPAIIns).

IPembrolizumab xato monotepamus — 200 mg 1.V. Ha Bceku 3 ceamuru wim 400 mg V. Ha Bceku 6
Ce/IMUIIM TPUIOKECHA KAaTO WHTPABCHO3HA WH(Y3Wsl B NpoAbDKeHHEe HAa 30 MUHYTH 3a JICUCHUC HA
PELUAMBUPAIL WM METACTATHUYCH CKBAMO3HOKIECThUCH KapuuHoM Ha rnaBata u musta (HNSCC) mpu
BB3pPACTHU, YHUTO TyMopH ekcrpecupat PD-L1 ¢ > 50% TPS u nporpecupair mo BpeMe Ha WIN CIE]]
riaTuHa-0a3upaHa XMMHOTEPAITUs
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Hpom,mKaBa A0 Iporpecus Ui HEIpUeMJIMBa TOKCUYHOCT. HpI/I KIMHUYHO CTAOUIHU NaluCHTH

MMbPBOHAYAIHA OAHHU 3a MPOrpeCcusd Ha 3a00IIIBAHETO € MIPCIOPBHUYUTCIIHO JICUCHHUCTO [da MPOABIIKH,

IMOKATO MPOrpecHsITa Ha 3a00JISIBAHETO HE CE TTOTBHP/IH.

C
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4. KAPHUHOM HA IIUTOBUIHA KJIE3A

KapuuHoMbT Ha HMTOBHIHATA *KIie3a npeacTasisiBa 91% oT BcUUKK €HIOKPUHHHU TyMOPH U
1% OT BCHYKM OHKOJIOTUYHHU 3200 sIBAHKE TIPU BBh3pacTHH. Cpelna ce mo-4ecTo MpH KEHUTE U
OTHOILIEHUETO XeHU:Mbke € 4:1. Hali-uecto cpeman e nanunapHusat kapuuHoM (60%-75%).
C mo-manka decToTa ca (ONUKYIAPHUAT, MEIYJIApPHUSAT M AaHAIUIACTUYEH KapLIUHOM.
JleyeHnETO € KOMIUIEKCHO — OTNlepaTHBHA WHTEPBEHIHS, paluOHOATEepaITus, THPO3ZUHKUHA3HU
UHXUOUTOPHU, XUMUOTEPAIIHSI.

HpnuenHo JICUCHUC:

3a pe3UCTEHTHU Ha JICUYCHHE C PaJMONO] C€ CUMTAT CICIHHUTE MAIUEeHTH ¢ AudepeHIupaH
nanunapeH, ¢onukynapen wim Hurthle-xnerbueH KapruHOM, JOKadHO aBaHCUPAT WIIH
METacTaTHYCH

[Tannentu, He Mokazanu akTUBHOCT Ha 1311 BkitOUBaHE MpH TUArHOCTUYHO CKAHMPAHE WUIU
nporpecupanu a0 14 mecena cien tepanus ¢ paguo-ion (RAI).

[MarmenTtn, momyuymnu obOma go3a npu RAI >600 mCi u u3gBHIM HOBa JE3Us Cle]
nocnenHara no3a 1311 npeau 14 mMecen; ot npuema ii.

[Tanmentn ¢ moOpo BriarouBaHe Ha 1311 mpu MUArHOCTHMYEH CKEH, KOUTO Ca IOTYYWIIH
tepaneBTryHa 1032 RAI Hax 100 mCi, HO mporpecupart npeau 14-s mecerr.

[Tpu, pedpakrepeH Ha paAMOAKTHBEH HOJ, C€ U3MOI3BAT CIACIHUTE U300PH:

Sorafenib — 2 x 400 mg P.O. nHeBHO, 10 IpOrpecHs Wik HEMPUEMIIMBA TOKCUYHOCT.

[Tpu Hepe3ekTaOWIICH JIOKATHO aBAaHCHUPAJ WM METACTATHUCH MEIyJapeH KapIMHOM Ce
U3IOJI3BAT CIEAHUTE N300pH:

Vandetanib — 300 mg P.O. aHeBHO, 10 porpecust Wik HEMTPUEMINBA TOKCUYHOCT.

** Pralsetinib xkaTro MOHOTepamusi € MOKa3aH 3a JICYCHHETO Ha BB3PACTHU M TEAHATPUIHH
ManyWeHTy Ha ¥ Hajg 12 roauHu
® C JoKaJgHO aBaHcupan uwin Meractasupain RET myTupan menynapeH kapiuHOM, KOUTO ce
HYXXJaiT OT CHUCTEMHA Tepamus Cleja IpeIIIecTBAIO JICYeHWE C THPO3MH KHHA3HY
uHxuOuTopu u HenosnyuaBanu RET uaxuburop.
® C JIOKAJIHO aBaHCHpaj WM MeTacTa3upajl pak Ha muToBuaHaTa >kie3a, RET dy3us
HOJIOKHTEJIECH, KOMTO CE HYXKJasAT OT CUCTEMHA Tepamnus ciie/l MpeaIiecTBalla ¢ THPO3HH

KruHa3eH nHXxuOuTop n HenomyyaBanu RET unxuburop.

CJ'IC,I[ MMPCUCHKAa MOXKE€ a CC€ HaIlpaBH OIHUT 34 HUTOTOKCUYHO JICUCHUC C KOM6I/IHaI_II/II/I,
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ceabpxkariu Paclitaxel, Cisplatin, Epirubicin, Doxorubicin

Doxorubicin MmoHoTepanus

Doxorubicin 75 mg/m2 i.v. aeH lnpe3 3 ceaAMHIIN, MAaKCUMYyM 3 IIUKBJIA WIH
Doxorubicin 15 mg/m2 ceaqmuano Jlo 8-16 nukbiia

Doxorubicin / Cisplatin

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

Ha Bceku 3-4 ceqmuIin, 10 TOKCHYHOCT HITH MIPOTPECHs

Paclitaxel monoTepanus

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

Ha Bceku 3-4 cenMuiiu 10 TOKCUYHOCT WIJIH MIPOTPECUS WITH
Paclitaxel 225 mg/m2 i.v. B nenl

Ha Bceku 3 ceamuniu 10 TOKCHYHOCT WA MPOTPECUs
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5. KAPLIMHOM HA I'bPJA

CHUCTEeMHOTO JIEKapCTBEHO JICUEHUE BKJIIOYBAa XUMMOTEpaNus W/WIM €HJOKpUHHA Tepamus npu
06o1HH ¢ XOpMoH-peuenTop-no3utuBHu TyMopu (ER+ w/mnu PgR+) u mpunenHo (tapretHo)
JeYyeHne MpHU WHAWLIUpPAHU OOJNHU C YTOYHEHH OMoMapkepu. JlekapCTBEHOTO JeYeHHE cCe
npusara KaTo aJl0BaHTHO IMPH PaJUKaIHO ONEPUpAHU OOJHU C paHEH KapIUHOM. AJTIOBaHTHA
Teparus ce MpoBeXk/Ia crope]] Kpurepuute Ha nocnenuus St. Gallen koncencyc. HeoamroBantHa
XMUMHUOTEPAIHs Ce MpuJjiara:

e [IpeaMd ONEPATUBHO JIEUEHHUE HA TYMOPHU C LI€J HaMalsgBaHE HAa pa3MEpUTE UM U
Ch37jaBaHE Ha yCIIOBUS 32 OPraHOChXpaHsIBalla- ONepalys;

e [IpH JIOKaNIHO aBaHcupainu Tymopu (craguii IIIA) ¢ nen cBoeBpeMEHHO JieueHHE Ha
MHUKpPOMETACTa3U U Ch3AABAHE HA TCXHU- YECKH YCIOBHS 3a MO-JIECHO ONEPATUBHO
JICYEHHUE;

e 1pu HeomepaOWwiIHM JIOKaNHO aBaHcupanu Tymopu (ctamuu 1B, C), Bki. mpm
HH(}IaMaTOPEH KapIMHOM, C LIeJI HaMaJIiBaHEe Ha pa3MEpUTE U Ch3aBAHE HA YCIOBUS
3a paJuKalHa onepauus WIM JeQUHUTUBHO Jb- dejeueHue. CHCTEMHOTO
JIEKapCTBEHO JICUEHUE € IJIaBEH TepalneBTUYEH METOJ IpU MeTacTaTUdHa OoJiecT,
BOAM [0 KIMHWYHM pemucuu B 60-75%, 3HAUMTENHO HaMassiBa CUMITOMHUTE,
CBBbp3aHU ¢ 0ojecTTa, U MOA00psABa KAUECTBOTO Ha JKUBOT.

® IIpU TYMOPH ChC CPENICH U BUCOK PHUCK;

e [Ipu ,,TpoiiHO-HEraTUBEH" paKk Ha r'bpJa MOe Ja 0bJie 00CHKIECHO NIPUIIOKEHUETO Ha
KapOOIUTaTHH C TaKCaHH.

5.1. HeoaaoBaHTHAa CHCTEMHA Tepanus

3amouBa 3aIbDKUTENIHO Cie]] MOP(OJIOTHYHO BepUpHUIMpaHEe HA TymMOpa, M3CIIEABaHE Ha
peneniroper craryc (ER, PgR u HER2)u mbiiHO kimuHMYHO cTaaupane. M3mon3BaT ce peskuMu
KaTo IpH aJlOBAaHTHA XUMHUOTCpPAIIUA.

CEF

Fluorouracil — 500 mg/m2 I.V., nen 1

Epirubicin — 90 mg/m2 L.V., gen 1

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

[ToBTopenwue npe3 21 auu, obmo 4-6 Kypca.

[Tpu mpOoTHBOTIOKA3aHUS WIIN PE3UCTEHTHOCT KbM aHTPALUKIMHNA — MOHOTEPAIHS C TAKCAHU
(4-6 kypca).

EC-T

Epirubicin — 75 mg/m2 1.V., nen 1

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

[ToBTOpenue npe3 21 aHuU; mpoBexkaatT ce 4 Kypca, MoCaeIBaHu OT
Docetaxel — 75 mg/m2 1.V., nen 1, npe3 21 nuu, 4 kypca, uiu
Paclitaxel — 80 mg/m2 I.V., cenmuuno, 12 cemmuim.
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T-EC (na3HauaBa ce npu XopMoH-perenTop-no3utuseH, HER2-neratuBen kapunHom)

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

Epirubicine — 90 mg/m2 1.V, nen 1
Ciclophosphamide — 600 mg/m2 I.V., nen 1
[ToTOpenue npe3 21 auu, 4 Kypca.

Paclitaxel + Carboplatin (mpu TpoiiHO HeraTuBeH KapLUMHOM)

Paclitaxel — 80 mg/m2 [.V. ceamuuno, 12 ceamurm
Carboplatin AUC 4-6 1.V, nen 1
[ToBTOpenue npe3 21 auu.

[Ipy XOpMOH-pENENTOP-TIO3UTUBHU TYMOPH C TPOTHUBOIOKA3aHUS 33 XUMHOTEpamus ce
npoBexaa tepanus ¢ Tamoxifen uinu apomaTtazHu HHXUOUTOPH — 4-6 Mecena.

[Ipu HER2-no3utuBHM TyMOpH:

Trastuzumab (mo6aBeH kbM TpoBexmaHata xumuorepamus) — 8 mg/kg [.V. HaroBappamia
no3a, nocineasada ot 6 mg/ kg I.V. mpe3 21 nuu, nnm puxcupana noza or 600 mg S.C. mpe3
21 nHU; KOMOMHALIKATA HE Ce MpHJIara C aHTPAIMKINHN, OCBEH B KITMHIUYHH U3ITUTBAHUS;
KomOunamus:

Pertuzumab + Trastuzumab + Docetaxel

Pertuzumab — 840 mg 1.V, nocnensan ot 420 mg V., nen 1

Trastuzumab — 8 mg/kg HatoBapBaia no03a, nociensana ot 6 mg/kg, nen 1 wnu puxkcupana
no3a ot 600 mg S.C. npe3 21 nHu

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

[ToBTOpenue npe3 21 nuu

@ukcupana komOuHams Ha Pertuzumab+Trastuzumab 3a nmoakoxHo npuitokeHue ¢ Docetaxel

Pertuzumab 1200 mg/Trastuzumab 600 mg S.C. kaTo HaroBapBaia J03a, MMOCJEABaHA OT
nogabpikaa go3a Pertuzumab 600 mg/Trastuzumab 600 mg S.C., mpe3 21 auu.

Docetaxel — 75 mg/mz, KaTo BIIOCJIENCTBHE ce moBumana 10 100 mg/mz.

AKo ce mipuiara cxema Ha JIeYeHHEe Ha OCHOBaTa Ha kapborutatuH, Docetaxel ce mpunara B 103a
75 mg/m’ mpes Les Hepros 6e3 YBeIHICHHE.

[Ipu mamueHTu, MoJydYaBalld CXeMa Ha JICYCHHE Ha OCHOBAaTa Ha aHTPAMKIWHH, (pUKcHpaHa
koMOuHanus Ha Trastuzumab+Pertuzumab TpsiOBa nma ce mpuiiara ciiejl 3aBbpIIBaHE Ha IsJlaTa
CcXE€Ma Ha JICUCHUC C aHTpaI_II/IKHI/IH.

IIpu ,, TpoiiHO-HeraTMBeH* KapIUHOM Ha I'bpJa
Pembrolizumab** 200 mg IV na Bceku 3 ceaqmuuum wm 400 mg IV Ha Bceku 6 cenmunmu, B
KOMOMHAIMSI C XUMHOTEPANusi KaTo HEOaIIOBAaHTHO JICUCHHE W CIIEA TOBa TNPOIBIDKEH Karo
MOHOTEpanus, KaTo aJI0BAaHTHO JICYEHHE CJIeJl OIepalus, 3a JCUCHNE Ha BB3PACTHU C JIOKATHO
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aBaHCHpaJl WX pPAaHCH CTaI[I/Iﬁ Ha TpOﬁHOHGFaTHBeH KapoMHOM Ha I'bpAaTa C BUCOK PHCK 3a
peuuaunB.

[Tpu HeoantOBaHTHO M aJIOBAHTHO JICYEHHE HA TPOMHOHEraTuBeH KapiuHoM Ha repaata (TNBC)
Ha MalMeHTUTe TPSIOBa Ja ce MPUIIOKU HEOaII0BAHTHO JieueHne ¢ Pembrolizumab B komOuHaIms ¢
xumuoTepanus 3a 8 no3u ot 200 mg Ha Bceku 3 ceamuuu win 4 go3u or 400 mg Ha BcekH
6 ceMUITM WM IO TIPOTpecusi Ha 3a00JSIBAHETO, KOSITO M3KIIOYBA AC(PUHUTHBHA ONEPAIUS WIH
HEMPHUEMIIUBA TOKCHUYHOCT, TIOCJIEIBAaHO OT aJIOBaHTHO JjeueHue ¢ Pembrolizumab kato
MoHoTepanust 3a 9 mosu ot 200 mg Ha Bceku 3 ceamui uinu S5 go3u oT 400 mg Ha BCekH
6 ceMUIM UK J0 PelUIUB Ha 3a00JsBaHETO WM HempueMinBa TOKcU4YHOCT. [lanuenture, npu
KOUTO ce HabmoJaBa rmporpecus Ha 3a00sBaHETO, KOSATO M3KIIIOYBA JIe(PUHUTHBHA ONEpamus WIn
HEeMpUEMJINBAa TOKCUYHOCT, CBBP3aHU C HEOAI0OBAaHTHO JieueHrne ¢ Pembrolizumab B koMOuHanus
C XUMHOTepamus, He TpsAOBa Ja TOJIy4aBaT aJalOBaHTHO JjeueHHe ¢ Pembrolizumab xato
MOHOTEpanus.

Xupyprusita ce ocjie/1Ba OT aJA0BaHTHA Tepanus

TepaneBTUYHUAT OTrOBOp C€ OLIEHsBA clie]] 4eTupu Kypca. [Ipu mporpecuss Ha MbPBUYHO
orepabusieH TymMop (B Xo0Ja Ha HEOAJIOBaHTHA XUMHUOTEpalus) c€ NpPEeMHUHaBa KbM
ONEpPAaTUBHO JIEYEHHE; MPHU CTALMOHMPAHE HAa NIBPBUYHHUS TyMOp CE€ IPEMHUHABAa KbM
ONEPAaTHUBHO JICYEHUE CJIe]] HEOAIFOBAHTHA XUMHUOTEpanus ot 4-6 Kypca.

IIpu cramgunii IIIC ce mnpunara omnepaTMBHO JIEYEHHWE CaMO IIPU IIbJIHA PEMUCUS Ha
CyIpakJIaBUKyJapHu JuM(HH BB3IM. B mpotuBeH ciyuail ce mpoBexna IeQUHUTHBHO
JIbYEIICUYCHUE.

S5.2. AaoBaHTHA CHCTEMHA Tepanus

Jleuenuero ce mpenopbuBa, aKO C€ OYaKBa OTHOCUTEIHO HAaMaJICHUE Ha ONpPEEeNIeHHs PUCK OT
peLMIUB U CMBPT MPU NMPUEMIMBO HUBO HA HEXEJIAHU JICKapCTBEHHM peakuuu. M3060pbT Ha
METOJl 32 CHCTEMHO JICKapCTBEHO JIeUeHHE (XMMHUOTEpanus W/WIM EHIAOKPHUHHA Teparus,
W/WINM TIPULIETHO JICYCHHE) Ce OCHOBAaBAa HAa HAIWYHME Ha pelulia MPOTHOCTUYHU (DaKTOpH:
rojeMHHa Ha MbPBUYEH TYMOp, aHTAKUPAHE HA aKCWJIAPHHU JUMQPHHU BbB3JIM, XUCTOJOTHYEH
Buj, crereH Ha nudepennmanus (G), cratyc Ha ecrporennu (ER), nmporecreponosu (PgR) u
HER2-penenTopu, nponudeparusen Ki-67-ungexc (nmox mwiu Hag 15-20%), Bb3pact, 001110
cectostHue (PS) m mpunpyxkaamm Oonectu (Tabm. 1). Tymopu, KOUTO HE eKCIpecHpar
ER/PgR, ce mpuemaT 3a €HJOKpPMHHO HEUYBCTBUTEJIHHU; IPU TSAX CPEICTBO Ha M300p € camo
xumuotepanus. Karo pombiaHeHHWE KbM XMMHO- M EHIOKpHUHHA Tepanus npu
cepbxekcrpecus Ha HER2 ce no6aBs agroBanTHO neuenue ¢ Trastusumab.

Crnopen pucka 3a mporpecus Ha 00JecTTa MalueHTUTE ¢ onepaduiieH KapluHOM ce pa3aemsiT
Ha Tpu kateropuu (Tabm. 1).

Crnopen OMONOTHYHUTE TOATHIIOBE HA KapuWHOMa (JyMHUHalIeH A, nayMuHaleH B,
HeJTyMUHaJeH, 0a3aJouJieH W Jp.) CUCTEMHaTa aJlOBaHTHA Tepamus ce AeduHUpa B IIECT
kareropuu (Tabu. 2).
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Tabnuna 1. OnieHka Ha pUCK MPU KapIIMHOM Ha T'bpJa.

Hucpk puck

Gl

Heratusau JII/IMq)HI/I BB3JIM U BCUYKHU OT CIICAHUTC IIPU3HALINA:
Tymop <2 cm

Jlunca Ha pa3npocTpaHeHa NEpPUTYMOPHA ChJ0BA NHBA3Us (TYMOPHHU

eMO00IIH)
Jlunca Ha cBpbxekcrnpecust Ha HER2

Hannuue Ha ER n/unu PgR excnpecus
Bo3pact > 35 roguau

Cpenen puck

HeratuBau numdHU B3I U TOHE €UH OT CIEAHUTE MPU3HAIIM:
Tymop > 2 cm
G2-3
Hannune Ha pa3npocTpaHeHa NIEpUTYMOpHA Ch/I0Ba MHBA3Us (TYMOPHH
eM00JIn)
Hanuuue Ha cBpbxekcnpecus Ha HER2
Jlunica na ER w/mmu PgR excripecust
Bo3pact < 35 rogunu

Bucok puck

1-3 mo3utnBHM TUMQHN BB31H ¢ nurica Ha ER n/mmm PgR excripecust, wm
¢ HayinuMe Ha cBpbxekcnpecus Ha HER2
> 4 MO3UTUBHU TUM(HU Bb3IIU

Tabnuma 2. buonornynu noATUnose: AEPUHULINS U TEPAIIUS.

ITonTHnoBe Knunukonarosoruuna | Tepanus Beaexkn 3a
nepUuHUAIUA TepanusaTa
Jlymunanen A ER+ wwmmm  PgR+, | Camo ennokpunna | Hsxoun U3HUCKBAT
HER2-ue- TaTUBEH, | Tepanus [IATOCTATHUIIN
Huchk Ki-67 (<15-20%) (BHCOK HOJAJIEH
cTaTyC WiId  Jp.
KPUTEPUU 32 PUCK)
Jlymunanen B | ER+ wumu  PgR+, | EHnokpunHa + | Bkirousane W BULI
(HER2-neratuBen) HER2 Hera- THBEH, | {UTOCTATUYHA Ha UTOCTATUIU
Bucok Ki-67 Tepanus CHope]l HUBO Ha
XOpMOHAITHA
EKCTIPECHsI U PUCK
Jlymunanen B | ER+ w/wmm  PgR+, | Hlutoctatnuna  + | Jlumcear JTAaHHH,

(HER2-no3uTuBeH)

BcakakbsB Ki-67, HER2-
IMO3UTUBEH

aHTH-
€H/I0KpUHHA
Tepamnus

HER2 +

MOAKpECIIAIIM OTKas3
OT UTOCTAaTUIIN

HER2 MMO3UTUBEH
(HemyMHHAJIeH)

HER2-no3uTuBeH,
nurica Ha ER u PgR

[urocratnuna  +

aHTH-
Tepanus

HER?2

[Ippy MHOro HHUCBK
puck  (pTla u
HEraTUBEH HOJAJIEH
CTaTyC) MOXeE Jia ce
npocinensisa 6e3
CUCTEMHA Teparnus
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bazanounen, Tpoitno | Jlunca Ha ER u PgR, [utocratnuna
HEraTUBEH HER2-ueratusen Tepanus
(TyKTaneH)

Crenuanau Ennoxpunna MenynapHusT
XUCTOJOTNYHU TCpanund HnaaCHOUIHO-
TIOJITHITOBE [{utocTatnyna KACTHYHUST

A. Tepanus KapuuHOMMOTaT 0e3

XOpMOHOYYBCTBHTE- LUTOCTATUIU,  aKO
neH (kpubpudopmeH, ca C HEraTueeH
TyOyJapeH u HOJAJICH CTaTyC
MYIIMHO3EH)

b.
XOpPMOHOHEUYBCTBH-
TeneH  (amoKpUHEH,
Me/TyJIapeH,
aJICHOU-KUCTUYEH U
METaIIaCTUYEH )

5.2.1 EHgokpyHHA aal0OBaHTHA TEpAINs

Tymopu ¢ > 1% exkcnpecus Ha ER mnm PgR m TakmBa ¢ HecurypeH XOpMOHaJIEH CTaTyc ce
npueMaT 3a €HJOKPMHHO YYBCTBUTEIIHM U MOAJEKAT HAa EHIAOKPUHHA Tepamus B oOema Ha
KOMILIEKCHO JICYECHHUE.

HpI/I OpeMCHOIIAY3aJIHU MAIUCHTH CTAHAAPTHOTO IICTrOAUIIHO JICHCHHUC BKIIFOYBA:

Tamoxifen — 20 mg aueBno P.O. (camocrosrenno uinn B komOunamus ¢ LHRH-aronucr).
ITpu Bucok puck 3a peuuaus Tamoxifen ce nmpuiara gecer roqMHU

Exemestane — 25 mg P.O. nueBHo, koMOuHupan ¢ LHRH-aronucT (npu BUcOK puck 3a
pEIanB).

[Tpu mykranen kapuuHOoM in situ (DCIS) ce HazHauaBa 3aABIDKUTEITHO TIETTOJUIICH
Tamoxifen u ce komOuHMpa ¢ TpueneuenHue — 42.5-50.4 Gy.

[Tpu DCIS y noctmenomnay3anuau ce npeanodynta Anastrozole — 1 mg P.O. qHeBHO.

Osapuannata abnanus ce noctura ype3 LHRH-aronucr unn xupypruuno. LHRH-aronuctsT
TpsiOBa Aa ce mpujara ot 2 710 5 roJiIMHHU, BRIIPEKU Y€ ONTHMaIHATa My MPOIBIKUTEIHOCT HE €
KaTeropu4yHo ytouyHeHa. [Ipu mpeMeHomay3aiHu NAlMeHTH HE c€ Mpuiara KOMOMHHMpaHE Ha
LHRH-aronuct u apomara3eH WHXHOWTOP, KAKTO U CaMOCTOSITEJICH apoMaTa3eH MHXUOUTOP.
Tamoxifen He TpsiOBa na ce mpuiiara €THOBPEMEHHO C XMMHOTEpanus, AOKATO Hai-m1o0poTo
cbuetanue Ha LHRH-aronuct (egHOBpeMEHHO WM TMOCIEIBAIIO XUMHOTEpamus) e
HEYTOYHEHO.

[Tpu mocTMeHomNay3aiHH MalKMeHTH 3a IbPBU M300p ce MpearnounTa apoMaTa3eH UHXUOUTOP B
MPOJBIDKEHHE Ha TET TOANHU. 3a MallMeHTH, JIeKyBaHu 2-3 roaunu ¢ Tamoxifen 20 mr/nH m.o.
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ce MpernopbuBa, MpeBKIoUBaHe KbM Exemestane 25 mr/ mH — 10 5 1. Oco0€HO ¢ TO3UTHUBEH
HoAaJleH crtaryc. OnTuManHaTa npoabLKUTEHOCT 10 10 T Ha nedeHuero ¢ Tamoxifen u mpu
nocnefoBarenHa tepanust AU- Tamoxifen unu Tamoxifen-AU

5.2.2. Tepamus ¢ budocdhonaru

[TanenTH, NEKyBamy ce ¢ apoMaTa3sHH MHXHOUTOPH, TPSOBa /a MOydyaBaT CyIUIEMEHTAIUS C
ButamuH D u kammuii. [IpenopbuBa ce uzcnensane 3a koctHa IbTHOCT — DEXA (dual X-ray
a0copunoMeTpHsl) ¥ IPHU OCTEONOPO3a CE MPENopbhUBa CBOEBPEMEHHO JiedeHue. budocdonarure
Ipeanas3BaT cKejaeTa oT KOCTHA 3ary0a py NallMeHTH ¢ ATPOTeHHa MPeXIeBpeMEHHAa MEHONIay3a
Y TIPU TIOCTMEHOTIay3aJIHU ITAMEHTH Ha JICYEHUE C apOMAaTa3HU HHXHUOUTOPH.

5.2.3. BuosiornyHa tepamnus opyu KOCTHA 3aryoa

[TanmenTn ¢ paHeH KapUMHOM Ha I'bpJa, MPOBEXKAAIIN aIIOBAaHTHA E€HIOKPUHHA TEpaIus, ce
CUHUTAT 3a TIOCTMEHOIAY3aJIHH U C TIOBUILICH PUCK OT KOCTHH (hPaKTypH, 0COOCHO TPETUPAHHTE C
apomarta3Hu MHxHOuTOpH. Cren cenekius W MpeleHKa OT JIEKyBallusg MEIULUHCKH OHKOJIOT
Te3U CIIydau MoJUIeXKaT Ha JieueHue 3a 3aryba Ha kocTHa Maca ¢ Denosumab — 60 mg S.C. npe3
6 Mecera, KakTo KEHHU € MOCTMEHOIay3aJlHa 0CTeonopo3a 6e3 KapiuHoM Ha repaa. OneHka Ha
KOoCTHaTa IIbTHOCT ce npoBexaa ¢ DEXA (dual X-ray aGcopunomerpus) rnpeau 3arnouBaHe Ha
SHJIOKpUHHA Tepamus W ce MpociensBa B XojAa Ha JiedeHueTo. llpm m30op Ha jedeHune c
Denosumab ce B3emat npenBua KaKTO KOCTHaTa MUHEpaJIHA TUTBTHOCT (CTOMHOCTH Ha T-score),
Taka M PHCKOBHUTE (aKTOpW OT CTpaHa Ha manueHTa. Ilpm ompexnensiHe Ha WHAWKAIMHATE 3a
OMONIOTHYHA Tepanmusi OT MEAUIIMHCKM OHKOJIOT JICYCHHETO Ha IMOJUIe)KaIlaTa OCTEoIopo3a ce
MPOBEX/1a OT €HJIOKPUHOJIOT MM PEBMATOJIOT.

5.2.4. AnroBaHTHA XUMHUOTEPAINS

HpI/I CpCAcH PUCK C HCTAaTUBCH HOJAAJICH CTATYC:

EC

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

FEC90

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

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

CMF

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

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

Epirubicin, nocnensan or CMF:

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

Cyclophosphamid 750 mg/m2 i.v. D.1
Methotrexate 50 mg/m2 i.v. D.1

5-FU 600 mg/m2 i.v. D.1

IToBTaps ce Ha 3 ceqmuim - 4 Kypca

AC

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

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

[ToBTaps ce Ha 3 ceamuiu - 4 Kypca

ITpu Bucok puck u cBpbxekcnpecus Ha HER2, He3aBuCcHMO OT HOJJaJIEH CTaTycC:

EC-T

Epirubicin — 90 mg/m2 L.V., gen 1
Cyclophosphamide — 600 mg/m2 1.V., nen 1
[ToBTopenwue npe3 21 aau (3-4 Kypca), mociaeaBaHu OT:

Paclitaxel — 175 mg/m2 1.V. npe3 3 cenmunu (3 wiu 4 kypca) i 80mg/m2 ceqmuuno (12
MOCJICIOBATEITHU CEAMU- 1IH ), WU
Docetaxel —100 mg/m2 mpe3 21 nuu (3 unu 4 xkypca).

TEC

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

AC/EC, nocnensan ot Paclitaxel - dose-dense Tepanus (ieueHue cbe ""crecTsiBade’ Ha
JIO3UTE):
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Doxorubicin 60 mg/m2/
Farmorubicin 90 mg/m2 i.v. D.1

Cyclophosphamide 600 mg/m2 i.v. D.1
ITosTaps ce Ha 2 cenmunu ¢ G-CSF - 4 xypca; mpu HEMOHOCUMOCT - Ha 3 CEIMHULY,
clie]] ToBa

Paclitaxel monotepanus — 12 uadys3uun

Paclitaxel 80 - 100 mg/m2 i.v. cenMuyHO (eaHO4acoBa HHGY3US) C MOATOTOBKA

Dexamethasone: 12+12+8 mg i.m. / 1.v.+ H1 Gnokep + Anepro3an /AHTHANIEP3UH U.M.

[Ipy mpoTuBOMOKa3aHUs 3a IMpWIaraHe Ha aHTPALMKIMHU CE€ MpoBeXxaar 6 Kypca
moHoTepanus ¢ Docetaxel — 100 mg/m2 npe3 21 gau.

[Tpu maumenTu cbe cBpbxekcnpecus Ha HER2 ce nposesxna neuenue ¢ Trastuzumab.

He ce mpunara npu tymopu no-manku oT 0.5 ¢m W HEraTMBEH HOJAJIEH CTAaTyC, C BHUCOKO
MOJIOKUTETHH XOPMOHAIIHU PElenToOpy (BUCOK OTTOBOp), ¢ (dpakius Ha M3TIACKBAHE Ha JisBa
kamepa (LVEF) mox 50% u cbc 3Haumma chpaedHOChAOBa KomopOumHocT. Ilpunmarane Ha
Trastuzumab 3aeHO ¢ €HJOKPUHHA aI0BAaHTHA Teparus 0e3 XUMHOTEPAINus He € MOJAKPETICHO C
JI0KA3aTeJICTBA OT KIMHUYHU W3IMHUTBAHUS.

Antu HER2- nedenuero 3anouBa 3ae1HO ¢ XUMHOTEPAIUs ¢ TAKCAHU:

Momnotepanus ¢ Trastuzumab B HaToBapBama mo3a 8 mg/kg, mocimensana or 6 mg/kg umm
Trastuzumab — ¢uxcupana mo3a ot 600 mg S.C., npe3 21 aum ce npmiara 3a 12 mecemna ot
HAYaIoTo My ;

KomoOunanusa Docetaxel + Pertuzumab + Trastuzumab IIpY MallMEHTH ¢ BUCOK PHUCK OT PELIUINB
(Bmk Tabm. 1)

Pertuzumab — 840 mg [.V. natoBapsaia no3a, nociensan ot 420 mg 1.V., nen 1 Trastuzumab —
8 mg/kg HaroBapBama 1o03a, nocieaBana ot 6 mg/kg, nen 1 mim Trastuzumab — ¢uxcupana
no3a ot 600 mg S.C., npe3 21 nuu; IloBropenue npe3 21 ngHu, eqHa roauHa

WIn

¢ukcupana komOuHarusi Ha Pertuzumab+Trastuzumab 3a TOAKOXXKHO TPHIOKEHUE -
Pertuzumab 1200 mg/Trastuzumab 600 mg S.C. kaTo HaTOBapBalia J03a, MOCIEABaHA OT
noaabppxkaia go3a Pertuzumab600 mg/Trastuzumab 600 mg S.C., npe3 21 1HU B NPOIBIKEHUE
Ha 00110 exHa roauHa (10 18 nukbIa).

Carboplatin + Docetaxel + Trastuzumab

Carboplatin AUC 4-6 1.V., nen 1 Docetaxel — 75 mg/m2 1.V, nen 1
Trastuzumab — 8 mg/kg HaroBapBaiua n03a, mocieasana ot 6 mg/kg, nex 1
[ToTOpenue npe3 21 auu, nox nporeknusa Ha G-CSF.
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I[Ipu HER2-mO3WTHBHU TAIMCHTH C OCTaThbYHO WHBA3WBHO 3a00isiBAaHE B T'bpjAaTa W/WUIU
nuMGHUTE BB3IIM Clie]] HEOaI0BaHTHA Tepamusi Ha ocHoBaTa Ha TakcaHu u HER2 — taprerna
tepanusi: Trastuzumab emtansine (T-DM1) — 3.6 mg/kg nipe3 21 gam 3a 060 14 nukbiIa

[NOAABPXKAILIO AJIOBAHTHO JIEUEHUE

Neratinib** e mokazan 3a NPOABIKUTEIIHO aIFOBAHTHO JICYCHUE HA BH3PACTHU MAIIMCHTH C paHCH
CTaauii Ha XOPMOH-PELENTOP-TMO3UTHBEH PaK Ha T'bpJaTa ChC CBPBXEKCIpECHs/aMIuTh(puKaIms
Ha HER2, xouTo ca 3aBbpIIMiIN aalOBaHTHA Tepamnus C JICKAPCTBEHU MPOAYKTH Ha Oa3aTa Ha
trastuzumab mpeau Mo-Majiko OT TOAMHA.

[IpenopwrunTennara go3a neratinib e 240 mg (mect Tadnerku ot 40 mg), MpreMaHu MEPOPATHO
BEHBK JHEBHO, HEMPEKHCHATO B MPOIBIDKEHUE HA | roanHa.

[Tpu 60:1HM 6€3 eheKT OT HeoaNIOBAHTHA XUMHOTEPANHs C aHTPALUKINHHU:

| Docetaxel — 100 mg/m2 nipe3 21 guu (6 Kypca).

HpI/I 0OIHHU C TpOﬁHOHCFaTHBCH KapOHuHOM JIMIICBA CTAaHAAPTCH PEKHUM HA aAFOBAHTHO JICUCHUC.
KaToO HAMa y6€I[I/ITCJIHI/I JaHHHU OT I[OG&BSIHCTO Ha IJIATUHOBU KOOPAWHAINOHHH KOMIIJICKCH.

A/TIOBAaHTHA Tepanus HA Bb3PACTHH MALMEHTH € MOJIOKUTEJIEH 32 XOPMOHAJIEH pelenTop
(HR), oTprnaTtesieH 3a 4oBelIKHU enuaepmaseH pacrexe pakrop 2 (HER?2), panen pak Ha
MJIEYHATA 7KJIe3a, C aHra’KMpaHe HA AKCWJIAPHH JUM(HU Bb3JIH, C BUCOK PUCK OT Pel[UInB.
BHCOKHAT pUCK OT perUIuB ce ONpeneNs OT KIMHUYHH U MaTOJOTHYHU XapaKTePUCTUKU: WK > 4
MOJIOKUTETHH akcuIapHu TuMduu BB3H (positive axillary lymph nodes, pALN), unu 1-3 pALN
¥ TIOHE €JIH OT CIICHUTE KPUTEPHHU: pa3Mep Ha TYMOpa > 5 cm WM XUCTOJIOTHYHA

CTETIEH 3.

Abemaciclib** tabl. 150 mg aBa mbTH JHEBHO NMEPOPATHO B KOMOMHAIINS C €HAOKPHUHHA TePaTIHS
10 2 TOAMHU OT HAYAJIOTO Ha JICYCHUETO WU JI0 TIPOTPECHsl UITH HETPUEMIIHBA TOKCUYHOCT.

IIpu xeHu B Ipe- WIM B NEpUMEHOIAy3a, CHJIOKpUHHATa Tepamnus ¢ apoMaTa3eH HHXUOHUTOp
TpsiOBa J1a ce KOMOMHUPA ¢ arOHUCT Ha JIyTEUMHU3HUpAIIHs XOpMOH-ocBoOok1aBai] xopMoH (LHRH
- luteinising hormone-releasing hormone).

5.3. CucremHa Tepanus Npu peuJIuBUPAIA UM METACTATHYHA 00J1eCT

IIpu XOpMOH-peLenTOp MO3UTUBHUA TYMOPH, JIUIICA HA BUCLICPAJIHA METACTa3H, HEIIOCPEACTBEHO
3acTpalllaBallld JKUBOTa (BUCIEpaAJIHA KPHU3a), MOCT-MEHOMAay3adH! OOJIHU, MPEMEHOMNay3alHu
OOJIHM caMO C KOCTHHM METAacTa3W M MPEKUBIEMOCT Oe3 mporpecuss Haja ABE TOJUHH CIIE]
oIepamnus JCYCHHETO 3arovBa C CHAOKPHHHA TEepamus, CaMOCTOSTEIHAa WM KOMOWHHpaHa C
TapreTeH areHT. OCBEH aKo He ce HaONo/aBa WM MMa ChbMHEHHE WIM JJOKAa3aHa CHIOKPHUHHA
PE3UCTEHTHOCT.

[Ipennountanarta mepBa auHus ET 3a mocTMeHomay3alHM >KEHU 3aBUCH OT THUNA U
MPOIBDKUTENIHOCTTAa Ha aaroBaHTHaTa ET, a KakTo M OT BpeMeTo, MU3MHUHAJIO OT Kpas Ha
amgroBanTtHaTta ET.

ITpu nunca Ha eQexT OT MOHE ABE JIMHUM €HIOKPUHHA Tepanus WK MpH Obp30 MPOrpecupaio
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3360J’I$IB3HC, JICYCHHUETO MPOoABJIKaBa ¢ HTUTOCTAaTUYHA TEpaIlusl.

N360pbT ce ocHOBaBa Ha OlleHKa Ha rpyna ot ¢akropu (Tabm. 3).

Tabnuna 3. dakTopu 3a olleHKa HA METACTaTHYEH KapIIMHOM Ha I'bp/Ia.

dakTopH, CBbP3aHH ¢ 0osecTTa DaKkTOpH, CBbP3aHH C NALHEHTA
[TpexxuBsiemoct 6e3 nporpecus (I1BIT) IIpennoynranus Ha ManveHTa
[IpennuiHo neyeHue u OTTOBOPHU OT HETO buonorudna Bp3pact
buonornunu pakropu (ER, PgR, HER2) Menomnay3aleH cTatyc
bpoii u msacTo Ha MeTacrasu KomopOuanoct u PS
Hyxna oT OBp3 KOHTPOJI Ha | CouMaIHOMKOHOMHUYECKHU U IICUXOJOTUYHU
0oJrecTTa/CHMITOMUTE ¢dakropu
JlocThIHO JeUeHne B CTpaHaTa

5.3.1.I1ppBa TUHUA EHOOKPUHHA TEpAIUs

Tamoxifen — 20 mg P.O. nHeBHO — mpH Npe- W NOCTMEHONAy3aJHH OOJHH, HEHPOBEKIATU
aJloBaHTHa XopMoHoTepanus ¢ Tamoxifen; npu npuemanu Tamoxifen, ako penuAUBBT € ciex
npexuBsieMocT 6e3 OostecT Hax 12 Mecena, IeYeHUEeTO MOXKe Ja MPoABIDKY ¢ Tamoxifen.

ApomaTa3eH MHXHOUTOP (HECTEPOUICH WM CTEPOHJICH) — MPU MOCTMEHONAY3adHH OOJHH C
penuauB Ha OoJecTTa clej aJlIOBaHTHA CHIOKPUHHA TEpamusl WM NPHU MPOTHBOIIOKA3aHUS 32
Tamoxifen.

Fulvestrant — 500 mg .M. npe3 28 aHM — npu MocTMEHomay3alHu 00MHN 0e3 mpe/iecTBaa
CHJIOKpUHHA Tepanusi WM C peuuIuBHA OojiecTTa ciel aJloBaHTHA EHAOKPHHHA TEparus C
aHTHUECTPOTeH (CEJIEKTUBEH €CTPOTECH-PELIENITOPEH MOAYJIATOP MM apoMaTa3eH HHXUOUTOD).

Ribociclib (600 mg P.O. nueBno, 21 gum, 7 nuu maysa) + Fulvestrant (500 mg .M. mpe3 28
JHM) KaTO HadaJHa XOpMOHAIHO Oa3upana Tepanus. [Ipu >keHHM B Tpe- WM IepuMEHOINay3a,
XOpMOHaJTHaTa Tepanws TpsioBa aa ce komOmaupa ¢ LHRH - aronucr.

Palbociclib (125 mg P.O. nueBHo, 21 num, 7 quu nay3a) + Fulvestrant (500 mg .M. mpe3 28
nHu) — npu npe- (Ha ¢ona Ha LHRH-aronuct) u mnoctmeHomay3anHM ManudeHTH Oe3
Mpe/IIecTBalla CHCTEMHA Tepamus 3a aBaHCHpaa 00JIeCT.

Abemaciclib (300 mg P.O. naeBHo, Ha 28 nuu) + Fulvestrant (500 mg [.M. npe3 28 nHu) kato
HayaJgHa XOpMOHalHO Oa3upana tepamusa. [lpu KeHnm B Tpe- WIM NEpUMEHONAy3a,
XOpMOHaTHaTa Tepanus TpsoBa 1a ce komoumaupa ¢ LHRH - aronucr.
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Osapuanna abnauus (LHRH-aronuct unm xupypruysa) mitoc eHJIOKpUHHA TEparus KaTo Npu
MIOCTMEHONAY3aJIHH KEHU:

® [IpU IpeMEeHONay3aJHU OOIHU;

® TIpU IpeMeHONay3aJHH, HeToIy4aBain aaroBanTeH Tamoxifen,

e [Ipu npekpaTsBaHe Ha Tepanus ¢ Tamoxifen 3a moseue ot 12 mecera ce npeanoynTa
MoHoTepanus ¢ Tamoxifen.

Everolimus (10 mg P.O. nueBno) + Exemestane (25 mg P.O. gHeBHO) — mpHu
MOCTMEHOMNAY3aJTHM TAIMEeHTH CJIeJ] aJIOBAaHTHO JICUEHHE C HECTCPOUIHH apoMaTa3Hu
uHxuburopu uiau Tamoxifen.

Palbociclib (125 mg P.O. nueBHo, 21 num, 7 nHW may3a) + apomMaTa3eH MHXHOUTOp — TpHU
npe/nmepu- (Ha ¢ona Ha LHRH-aroHuct) u moctMeHomnay3aiHu MAlMeHTH 0e3 MpeiecTBamia
CHCTEMHA Teparus 3a aBaHcupaia 0oiecT.

Ribociclib (600 mg P.O. nueBHo, 21 nuu, 7 AHu nay3a) + apomMaTra3eH HHXUOUTOP — IpHU Mpe-/Tiepu-
(Ha ¢pona Ha LHRH-aronucT) u moctMeHonay3aiHu MalMeHTH KaTo HavyalHa XOPMOHAIHO 0a3upaHa
TeparHs.

Abemaciclib (300 mg P.O. gueBHO, Ha 28 aHM) + AW karo HayajHa XOPMOHAIHO OasmpaHa
tepanusi. [Ipu >keHW B Tpe- WM TEPUMEHONAy3a, XOPMOHAJIHATa Tepamus TpsOBa na ce
komOunupa ¢ LHRH - aronwucr.

Alpelisib ** (300 mg P.O. nueBHo, Ha 28 nuu) +Fulvestrant — 500 mg [.M. npe3 28 quu — npu
C peruauB Ha 0OJIECTTa ClIe] alI0OBaHTHA €HIOKPUHHA Tepanus /camo npu Hamudue Ha PIK3CA
MyTalus B TYMOPHH WU B TUIA3MEHH MTPOOH Upe3 BATHIUPAH TECT/

5.3.2. Bropa J11HUS EHOOKPHUHHA TEPAIIHS

Cnen mepBa nuHMA ¢ Tamoxifen ce npeBkiouBa Ha apomaTaseH nHxuouTop win Fulvestrant.

Cren mbpBa JIMHUS ¢ HECTEPOUTHU apoMaTa3HW HHXUOMTOPH Ce NPeBKIIOYBa Ha Exemestane
nnu Tamoxifen.

Cnen nporpecus Ha IbpBa JIMHUS €HIOKpUHHA Tepanus ¢ AU, onmuure ca:

Palbociclib (125 mg P.O. nueBHo, 21 num, 7 quu may3a) + Fulvestrant (500 mg .M. mpe3 28
nHu) — npu npe- (Ha ¢ona Ha LHRH-aronuct) u mnoctmeHomay3anHM NanudeHTH Oe3
Ipe/IecTBalla CHCTEMHA Tepanus 3a aBaHCHpasa 00JIecT.

Ribociclib (600 mg P.O. nmueBHo, 21 aum, 7 mau may3a) + Fulvestrant (500 mg .M. mpe3 28
JIHM) KaTO HavajJHa XOPMOHAJIHO Oa3upaHa Tepanus. [Ipu >keHH B Mpe- WM NEpUMEHOIay3a,
XOpMOHaTHaTa Tepanus TpsoBa 1a ce komomaupa ¢ LHRH - aronucr.

Abemaciclib (150 mr P.O.aBa mbpTu qHEBHO, 28 nHU, 6e3 mpekbeBane) + Fulvestrant (500 mg
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.M. npe3 28 nHM) KaTO HaYaTHA XOPMOHAJIHO Oa3upaHa Tepanus WiId MPH JKCHH, MOTy4YaBaiu
Ipeau TOBA EHIOKpUHHA Tepanus. lIpu xeHM B mpe- WM NEpUMEHOIAay3a, XOpPMOHajIHaTa
Tepanus TpsoBa Aa ce komouaupa ¢ LHRH - aronucr.

Crnen nporpecus Ha TbpBa JIMHUS €HJOKpUHHA Tepanus ¢ Fulvestrant, onmuure ca:

Palbociclib (125 mg P.O. nueBHo, 21 nuu, 7 nHW maysa) + apomaTa3eH MHXMOUTOp — IpHU
npe/niepu- (Ha pona Ha LHRH-aronucT) n moctMeHomnay3aiHu ManueHTH O3 MpeiiecTBaia
CHCTEMHA Teparus 3a aBaHcupaia 0oiecT.

Ribociclib (600 mg P.O. nueBHo, 21 nau, 7 1HM may3a) + apomMaTa3eH HHXHOUTOP — TPHU TIpe-/TIepH-
(1a pona va LHRH-aronucT) n moctMeHomnay3ajiHu MalMeHTH KaTo HadyajlHa XOPMOHATHO Oa3upaHa
Tepanusi.

Abemaciclib (150 mr P.O.nBa mbptu nHeBHO, 28 auM, 0e3 mpekbcBane) + AWM kaTo HayanHa
XOpMOHaTHO 0a3upaHa Tepamnus Wid MPHU KEHH, MOTydaBaiu MPead TOBA SHIOKPUHHA TepaIusl.
[Ipu xeHW B mpe- WM MEPUMEHOIay3a, XOpMOHAIHATA Tepamnus TpsOBa a ce KOMOMHUpA C
LHRH - aronucr.

Alpelisib ** (300 mg P.O. nueBHo, Ha 28 num) +Fulvestrant — 500 mg [.M. npe3 28 quu — npu
OO0JIHU ¢ TpeAIecTBala eHJ0OKpUHHA MOHOTepanus /camo npu Hanmuyre Ha PIK3CA myranus B
TYMOPHH WJIU B IJIa3MEHH NTPOOH Upe3 BAIUIUPAH TECT/.

[lpy mocTMeHOmay3aJHM TAIMEHTH CJIEA IbpBa JIMHUAS C HECTEPOMIHH apoMaTa3HH
WHXUOWTOPW WIIM CIIJ IThPBa JIMHUS XMMHUOTEPIHS C TOCIEIBAIl apoMaTa3eH WHXUOHWTOpP U
nporpecus ce npeBkiatouBa Ha Everolimus (10 mg P.O. nueBno) + Exemestane (25 mg P.O.
JTHEBHO).

CJICI[ obpBa JIMHUA C apoMaTa3HU HHXI/IGI/ITOpI/I MOXEC Ja C€ HU3I0J3BaT IcCTarCcHu
(Medroxyprogesterone Acetate, Megestrol acetate).

[Tpu nporpecust Ha OGoyiecTTa Cie]] BTOpa JMHHS SHIOKPHHHA TEPAIus Ce MpUiiarat aHIpOreHU
WIA JAPYTH OT HW3IMOJI3BAHUTE JICKApPCTBEHH MPOAYKTH, 0€3 /Ja MMa CTaHIapT OT KIMHUYHU
m3nuTBaHuA. [Ipu ycTaHOBsIBaHE Ha XOPMOHAJIHA PE3UCTEHTHOCT €€ 0OCHkKAAT Bh3MOXKHOCTH 32
XUMHOTECpAIIUA WK y4aCTHUC B KIIMHUYHO M3IIUTBAHC. EI[HOBpeMeHHO npujiaraHe Ha XuMuo- 1
€H/JIOKpUHHA Tepamnus He ce npernopbuBa. IIpy KOMO3UTHBHM MAalMEHTH (XOPMOH- PELENTOP
nosutuBHU U1 HER2-cBpBXEkcmpecus) kbM eHIOKpUHHATa TepanusaTa (Hechabpxkaiia CDK4/6
WHXUOUTOP) MOke na ce nobaBu antu-HER?2 nedenwue:

e Trastuzumab (2 mg/kg 1.V. ceqmuuHo, cinen enHOKpaTHA HaTOBapBalia j03a ot 4 mg/kg)
+ Anastrozole (1 mg P.O. qHeBHO) — pH MOCTMEHOIIAY3aTHH MAIIUEHTH;

e Lapatinib (1500 mg P.O. nueBno) + Letrozol (2.5 mg P.O. nueBHO) — npu
MOCTMEHOTIAY3aTHH MAI[HCHTH.

5.3.3. IlepBa mnuaus xuMmuorepanns npu  HER2-HeratMBHM MaIMEHTH, HEMOIYVYABAIU
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AJJFTOBAHTHH aHTPANKINHHA

EC

Epirubicin — 90 mg/m2 I.V., aen 1 Cyclophosphamide — 600 mg/m2 1.V., aen 1
[ToBTOpenue npe3 21 auwm.

CEF90

Fluorouracil — 500 mg/m2 1.V., nen 1
Epirubicin — 90 mg/m2 1.V., nen 1 Cyclophosphamide — 500 mg/m2 I.V., nen 1
[ToBTOpenue npe3 21 auu, nox npotekuus Ha G-CSF.

CEF120

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

IToBTOopenue npe3 21 auu, nox nporekuus Ha G-CSF.

Liposomal Doxorubicin + Cyclophosphamide

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

ED

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

Epirubicin + Paclitaxel

Epirubicin — 50 mg/m2 1.V., nen 1 Paclitaxel — 175 mg/m2 1.V., nen 1
[ToBTOpenue npe3 21 auwm.

Docetaxel + Cyclophosphamide

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

NAV + FU + FA

Vinorelbine — 25 mg/m2 I.V., gau 1 u 8
Fluorouracil — 450 mg/m2 I.V., nau 1-5
Leucovorin — 50 mg/m2 1.V., gau 1-5
IToBTOpenue npe3 21 aHu.
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CMF

Cyclophosphamide — 100 mg/m2 P.O. naeBHo, aau 1-14
Metothrexate — 40 mg/m2 I.V., nen 1

Fluorouracil — 500 mg/m2 I.V., nen 1

[ToBTopenue npe3 28 auu (6 Kypca).

CMF

Cyclophosphamide — 600 mg/m2 1.V., nen 1 Metothrexatee — 40 mg/m2 1.V., nen 1
Fluorouracil — 600 mg/m2 I.V., nen 1
IToBTOpenue npe3 21 auu (6 Kypca).

5.3.4. IIppBa TUHUA XUMHOTEpAOHS IPU DAIIMEHTH, ITOJYYABAIN QJIOBAHTHH aHTPAIINKINHU

Cisplatin + Docetaxel

Cisplatin — 60 mg/m2 1.V., nen 1 Docetaxel — 75 mg/m2 I.V., nen 1
[ToBTOpenue npe3 21 aHu.

Cisplatin + Fluorouracil

Cisplatin — 20 mg/m2 1.V., nau 1-3
Fluorouracil — 450 mg/m2 1.V., nau 1-3
IToBTOpEeHue npe3 28 AHU.

Paclitaxel + Carboplatin

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

Paclitaxel + Cisplatin

Paclitaxel — 175 mg/m2 1.V, nen 1
Cisplatin — 60 mg/m2 1.V., nen 1
[ToBTOopenue npe3 21 auu.

Docetaxel + Cyclophosphamide

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

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

Docetaxel + Capecitabine

Docetaxel — 75 mg/m2 1.V., nen 1
Capecitabine — 2000-2500 mg/m2 P.O. nueBHo, nxu 1-14
[ToBTOpenue npe3 21 aHu.

NAV + FU + FA + CDDP

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

Vinorelbine + Capecitabine

Vinorelbine — 20 mg/m2 I.V., nau 1 u 8
Capecitabine — 1600 mg/m2 P.O. nueBHo, nuu 1-14
[ToBTOpenue npe3 21 auwm.

Paclitaxel + Bevacizumab

Paclitaxel — 90 mg/m2 L.V., qau 1, 8 u 15
Bevacizumab — 10 mg/kg 1.V. mpe3 2 ceqmumu (15 mg/kg [.V. npe3 21 nam)
[ToBTOpenue npe3 28 aHMU.

Vinblastin + Mitomycin C

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

Vincristine + Fluorouracil + FA

Vincristine — 2 mg TOT I.V., gen 1

Fluorouracil — 450 mg/m2 1.V. npoabmxutenta uadysus, 1au 1-3
Leucovorin — 50 mg/m2 1.V., naun 1-3

[ToBTOpenue npe3 28 aHMU.

MoHotrepanus

Docetaxel — 100 mg/m2 1.V., nen 1
IToBTOpenue npe3 21 aHu.
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Paclitaxel — 80 mg/m2 1.V. cenmu4Ho.

ITpu nmamuentu c¢ repmuHatuBHM BRCA1/2 myrtanumm, xouto mmat HER2 orpumarenen, HR
MO3UTUBEH JIOKAJIHO aBaHCHpal WIM METacTaTW4YeH paK Ha I'bpjara, JIEKyBaHU IPEAH TOBa C
aHTPALMKIMHU U TaKCaH, OCBEH aKo HE ca MOJIXOMSIIHU, KOUTO ca MPOrpecupay Mo BpeMe Ha WU
clle] IPeaX0AHa EHJOKPUHHA Tepanus WIK HENOIXO SN 3a €HJOKPUHHA Tepariusl.

Olaparib* tabl. - 2 x 300 mg P.O. qHeBHO, 10 Mporpecust Wik HENPUEMIINBA TOKCUYHOCT.
Talazoparib * 1 x 1 mg P.O. 1HEBHO, /10 IpOTpecHs WK HETIPHUEMITBA TOKCHYHOCT.

5.3.5. XuMuoTepanus Npu pe3NCTCHTHOCT Ha aHTPAIMKINHU U TaKCaHU

Capecitabine + Bevacizumab

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

+ Bevacizumab — 15 mg/kg 1.V., nen 1

IToBTOpenue npe3 21 aHu (cxemara He ce Ipuiiara Ipyu Beue JIEKyBaHH ¢ aHTPALUKINHU U
TaKcaHU Ipe3 mocyiequuTe 12 Mecena).

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

Vinorelbine — 30 mg/m2 1.V, nuu 1, 8, 15 (moBTOpenue npe3 4 ceamuinn) wiv 16u 1 u 8
(moBTOpeHue npe3 21 aHu).

Vinorelbine + Gemcitabine

Vinorelbine — 25 mg/m2 I.V., gau 1 u 15
Gemcitabine — 1000 mg/m2 L.V., gau 1 u 15
[ToBTOpenue npe3 21 auu.

Vinblastin + Mitomycin C

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

Vincristine + Ifosfamide/Mesna + Cisplatin

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

Mesna — 400 mg/m2 1.V. B yacose 0, 4 u § cnen Hauanoto Ha ifosfamide Cisplatin — 25
mg/m2 L.V., nau 1-3

[ToBTOpenue npe3 21 axu.

Capecitabine + Ixabepilone
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Capecitabine — 2000 mg/m2 P.O. nueBHO, nau 1-14
Ixabepilone — 40 mg/kg I.V., nen 1
[ToBTOpenue npe3 21 axu.

Nab-paclitaxel

Kato MOHOTCpAIuA € IMoOKa3aH 3a JICHCHHUEC Ha MCTACTATUYCH KapIMHOM Ha I'bpJaTa IpH Bb3paCTHU

ManuCeHTH, IMIPU KOUTO UMa HCYCIICX OT IIbpBa JIMHUA HA JICUCHUC HA MCTACTATUIHO 3a00/19BaHe

u

3a KOWTO HE € II0Ka3aHO CTAHJAPTHOTO JICYCHHE, BKIIOYBANIO aHTPANUKIMH, 260mg/m2,
MpujaraHa MTHTPABEHO3HO B MPOAbKeHHE Ha 30MUHYTH Ha BCEKU 3 CEAMUIM IO TPOTPECUS UITH

HCIIpUEMIIMBA TOKCHUYHOCT.

5.3.6. MeTpoHOMHA XUMHOTEPAIIUI

Cyclophosphamide — 50 mg ob6ma go3a P.O. nHEBHO — CaMOCTOATEHO WJIA TPU HU30paHU
00JIHY B KOMOHHAIIUA C

Metothrexate — 5 mg P.O., nau 1 1 2 OT BcsAka ceAMUIlA, 10 HEMPHUEMJIMBA TOKCUYHOCT WITH
nporpecus. Morar na ce M3MOI3BaT BCUYKHU JIPYTH PEKHMH, KOUTO HE Cca MPWIAraHu MPHU
CHOTBETEH ITAI[MEHT.

Cyclophosphamide + Metothrexate

Cyclophosphamide — 50 mg P.O. qaeBHO
Metothrexate — 2.5 mg P.O. nueBHo, 1xu 1 u 4
[ToBTOpenue npe3 21 aHu.

Cyclophosphamide — 2 x 50 mg P.O. naeBHo, nau 1-14, moBTopenwue npe3 21 aHu.
Capecitabine — 2 x 828 mg/m2 P.O. agueBHO, nau 1-14, moBTopenue npe3 21 qHu.

5.3.7. Xumuorepanud 1npu cepbpxekcapecusa Ha HER2

[Ipunara ce mnbpBa nauHUA npu HER2-nonoxutenHu, wMeractazupaid WA JIOKAJIHO

peLuUAMBHpaNM MALMEHTH, HE MOojdy4yaBalnu Impen- mectBama aHTU-HER2 Tepanus 3a

MeTacTasupalia bouecT.

Docetaxel + Trastuzumab + Pertuzumab

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

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

Pertuzumab — 840 mg (maroBapBama g03a), 420 mg (moaabpskaia m103a g0 nporpecus) I.V.,
neH 1

[ToBTOpenue npe3 21 auwm.

WK

¢dbukcupana komobuHamys Ha Pertuzumab+Trastuzumab 3a moaKkoXHO MPUITOKEHUE —
Pertuzumab 1200 mg/Trastuzumab 600 mg S.C. kato HaToBapBaIla /103a, ocjieABaHa OT
nojabpikaia no3a Pertuzumab 600 mg/Trastuzumab 600 mg S.C., npe3 21 aam 10 mporpecust
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Paclitaxel + Trastuzumab

Paclitaxel — 175 mg/m2 I.V., nen 1
Trastuzumab — 2 mg/kg 1.V. cenmuuHo, cie emHOKpaTHA HaTOBapBalia jg03a ot 4 mg/kg
IToBTOpenue npe3 21 auu (6-8 Kypca).

Docetaxel + Trastuzumab

Docetaxel — 75 mg/kg V., nen 1
Trastuzumab — 2 mg/kg [.V. cenmuuHo, ciieq1 eTHOKpaTHA HaTOBapBaiia j103a ot 4 mg/kg
[ToBTOpenue npe3 21 auu (6-8 Kypca).

Vinorelbine + Trastuzumab

Vinorelbine — 30 mg/m2 I.V. qau 1, 8 u 15 vmm qam 1 u 8
Trastuzumab — 2 mg/kg [.V. cenmuuHo, cien efHOKpaTHAa HaTOBapBaia a03a ot 4 mg/kg
[ToBTOpenue npe3 21-28 nHu.

Capecitabine + Trastuzumab

Capecitabine — 2500 mg/m2 P.O. nueBHO, nuu 1-14
Trastuzumab — 2 mg/kg 1.V. cenmuuHo, cie emHOKpaTHA HaTOBapBalia jg03a ot 4 mg/kg
IToBTOpenue npe3 21 aHu.

[Ipu nanmentu ¢ HER2+, HR+ cratyc:

Lapatinib (1500 mg P.O. nHeBHO) miitoc apoMaTa3eH HHXUOUTOP, HITH
Trastuzumab muroc apomaraseH UHXHOUTOD, UITH
Trastuzumab + pertuzumab + apomarazeH UHXHOUTOD

Bropa nunus — nipu nporpecust B Xoja Ha JICUEHUETO ¢ trastuzumab — ChAbPKAIIN PEKUMHU:

Trastuzumab emtansine (T-DM1) — 3.6 mg/kg [.V.,
[ToBTOopenue npe3 21 auu.

Lapatinib + Capecitabine

Lapatinib — 1250 mg P.O. ngueBHo, qau 1-21 Capecitabine — 2000 mg/m2 P.O. nueBHo, n1HU 1-
14
[ToBTOopenue npe3 21 auu.

Lapatinib + Letrozole (mpu noctMeHonay3ajHu NauMeHTH)
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Lapatinib — 1500 mg P.O. nqaeBHO
Letrozole — 2.5 mg P.O. aueBHO
[IpoabkaBa 10 Mmporpecusi.

Trastuzumab + Lapatinib (= apomaTa3en uHXu0UTOP)

Lapatinib — 1000 mg P.O. ngueBHO
Trastuzumab — HatoBapBaia no03a 4 mg/kg 1.V., mocnenBana ot 2 mg/kg ceamuyno.
[IpoabkaBa 10 mporpecus.

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

Korato He ce mpuiara Trastuzumab, ce W3MOi3BaT BCHUKHA PSKAMHU 3a METacTaTHYHA 0OJIeCT
o0e3 CMF.

IIpu wmeracratmuna HER2-no3utmBHa Oomect Trastuzumab wmoxe pa ce mpuiara ¥ B
TpucenMuueH nuKbI. Ilpm mporpecns Ha ¢Qona Ha Trastuzumab ce mpomeHs camo
CBIIBTCTBANATA XUMHUOTepamus. [IpM BCHYKH TEpanmeBTHYHH PEKUMH, ChIBPKALIN
Trastuzumab, Toif Moke na ce mpuiara kakro [.V. (mpe3 21 aHu wim cenmuuno), Taka u S.C.
BBB puKcHpaHa 103a oT 600 mg npe3 21 axu.

[Ipn BcHYkM TepameBTUYHU PEXHMH, Chbabpkamuy Pertuzumab+Trastuzumab 3a BeHO3HO
MPUJIOKEHHWE MOXKE Jla ce mpuiara u komOuHaius Ha Pertuzumab+Trastuzumab 3a moakoxxHo
npuioxenue ¢ (Quxcupana no3a Pertuzumab 1200 mg/Trastuzumab 600 mg S.C. kato

HaTOBapBalla 103a, MocjenBaHa OoT moaxbpxkama ao3a Pertuzumab 600 mg/Trastuzumab 600
mg S.C.*

IIpu mamuentu ¢ HepesekrabuieH uiau meractatnueH HER2-nonoxurenen pak Ha repaata,
IIOJIyYMJIM JIBE€ WM ITOBEYE MPEAIIECTBAIIN CXEMH HAa OCHOBaTa Ha aHTU-HER?2 Tepanus:

Trastuzumab deruxtecan® 5,4 mg/kg nnTpaBeHo3Ha nHGY3Us BEAHBK Ha Bceku 3 ceamuiy (21-
JTHEBEH IMKBI), 0 TPOTPecus Ha 3a00JISIBAHETO WIIM HEMPUEMIINBA TOKCUYIHOCT.

5.4. TpoiiHOHeraTuBeH KAPUHUHOM

XuMuoTepanus

[Ipu peuuauB cnex aalOBaHTHA AaHTPAUUKIMH-Oa3upaHa XUMHOTEpanus KaTo CTaHIAPTHO
JIeYeHUEe ce Tpujara TakcaH-O0asupaHa IbpBa JUHHUS Xumuotepanus. [lpu mporpecus crien
AHTPALMKINHU W/ UK TaKCaHU C€ MPenopbyBa:

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

Cisplatin + Gemcitabine;
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Carboplatin — AUC6 1.V., nox nporekius va G-CSF;

Carboplatin — AUCS L1.V. + Docetaxel — 100 mg/m2 1.V., ipe3 21 guu, nox nporekuus Ha G-
CSF. bu Moro aa 1a ce 00CchIu MPUIIOKEHNE HA: BUHKA ajakajmouau, [rinotecane, Mitomycin
C, Ixabepilone**

Crnen amroBaHTHa Tepamnusi 0€3 aHTPALMKIMHU MOTAaT Ja C€ MPHJIOXKAT BCUYKUA PEXKHUMH, BKII.
IIaTUHA-0a3upaHu, Thid KaTO JIMTICBA CTAHIAPTHU MPETIOPBKH.

Nmynotepanus

Atezolizumab' B KOMOWHAIWs ¢ nab-MAKIMTAKCE] KaTO nepBa JuHua (1L) e mokaszan 3a
JieueHHe Ha BB3PACTHU MALMEHTH C HeonepaOWiIeH JIOKAJHO aBaHCHpall WM MeTacTa3upal
TpoitHoHeraTuBeH pak Ha repaara (THPI') ¢ tymopna excnpecust Ha PD-L1 > 1%, kouTo He ca
MoJTy4yaBally MpellecTBalla XMMUOTepanus 3a MeTactazupaio 3adomnssane. [Ipenoppunrennara
no3a Atezolizumab™ e 840 mg, NPHIOKEH Upe3 MHTPABEHO3Ha MH(Y3Ms, [OCICIBAHA OT nab-
naxauTakcesa 100 mg/mz. [Ipu Bcexku 28-THEBEH IUKBI Atezolizumab® ce npuiara B IHU 1 u
15, a nab-maknurakcen B guu 1, 8 um 15. IlpenopbuBa mHalMeHTUTE Ja ce JEKyBaT C
Atezolizumab 1o mporpecust Ha 3a00JIIBaHETO UM HEKOHTPOJIUPYyEMa TOKCUYHOCT

* Pembrolizumab — 200 mg. ra Bceku 3 ceamuru uinu 400 mg Ha Bceku 6 CEAMUIM B KOMOWHAITUS
C XMMHOTEpAIvs, 3a JICYCHHE OT IbpBa JUHHUS Ha JIOKAJTHO PEIUIAMBHpAI HEONepaOUIeH WIIN
METaCTaTHMYeH TPOWHOHETAaTHBEH KapIMHOM Ha TbpJaTa TNpPU BB3PACTHU, UYHUUTO TYMOPHU
ekcnpecupar PD-L1 ¢ CPS > 10 u xouTo HE ca MONYYWIM MNPEIXOJHa XUMHUOTEpamus 3a
METaCTaTUYHO 3a00/Is1BaHE

Pembrolizumab 200 mg i.v. Ha [len 1 ot Bceku TpuceamuueH 1ukba wid 400 mg i.v. Ha [len 1 ot
BCEKH LIECTCEMHUYCH IIUKBJI B KOMOMHAIHMS C XHMUOTEPATIHS.

[IpoabikaBa 10 mporpecust UM HEMPUEMIIMBA TOKCUYHOCT. [Ipu KIMHUYHO CTaOWIIHM MallMeHTH

C TBpPBOHAYATHHM JaHHU 3a TPOrpecusi Ha 3a00JSIBAHETO € MPEMOPHUYUTEITHO JIEYCHUETO [
MPOIBIIKH, TOKATO IpOrpecusiTa Ha 3a00JIIBaHETO HE C€ TOTBBP/IH.

TapreTtHa Tepanus
[Ipu mnamuenTtu ¢ repmunatuBHd BRCA1/2 mytamuu, kouto umatr HR orpunarenen / HER2
OTPULATCIICH JIOKAJIHO aBAHCHUPAJ WU MCTACTATUYCH PAK HA I'bpAaTa, JICKYBaHU IMPCAU TOBaA C

AHTPAOUKIINHA U TaKCaH, OCBCH aKO HC Ca MOAXOJAIIN 3a TaKUBa JICUCHUAA.

Momnoteparnus ¢ Olaparib tabl. - 2 x 300 mg P.O. gaeBHO, 70 Tporpecus Wid HENPHEMIINBA
TOKCHUYHOCT.

Talazoparib * 1 x 1 mg P.O. nHeBHO, 10 nporpecus

Sacituzumab govitecan** ce npunara upe3 BeHo3Ha MHQY3UsA B IeH | U JAeH 8 OT moBTapsIl ce
IUKBI OT 3 cenMuiy. JleueHMETO MOXKE Ja MPOABDKH 10 TPOTPEcHs W/ WIM HENpHEeMIIMBa
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TOKCHUYHOCT.

5.5. HupaamaTopeH KAPUMHOM (KAPUMHOMATO3€H MACTHT)

Jleyenuero 3amouBa ¢ XMMHOTEpAIUs 110 peKUMH, BKIo4eHH B T. III. IIpu mbiana knuHu4yHA
peMucHs ce IMpoBexaa JePUHUTHBHO JIbUYEIICUEHHUE, a MPU OTICIHU CIy4au — ONEPaTUBHO
JIe4eHUe ¢ IMocieaABanlo jJpyesedeHre. [Ipn XopMOH-penenTop-no3uTUBHA TYMOPH MOXE 1a
ce mpuiara €eHAOKpuHHa Tepanus. llpm mnpemeHonays3aJlHM XEHM C XOPMOH-PELENTOP
MIO3UTHBEH CTaTyC Ce MpujIara oBapuaj- Ha cynpecus (JIeKapCTBEHa WIN XUPYPIUYHA).

5.6. KapumHoM Ha rbpJa Npu Mbke

JleueHneTo € aHaATOrMYHO Ha KapOUHOM Ha I'bpJa IIPpU KCHU.

IIpu eHnoKpHUHHA Tepanus ¢ apoMaTa3HU MHXUOMTOPH ce mpenopbuBa AodassHeTo Ha LHRH-

AroHucCT.
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6. MAJIMTHEH TUMOM U TUMYCEH KAPIHIUHOM

TuMOMBT M THUMOKAapUIMHOMBT Ca ENHUTEIHU TYMOPH, HPOM3IIE3TU OT TYMOPHH KIETKH OT
CMUTETHUTE KOMIIOHEHTH Ha THMyca. [laroreHe3ara Ha eNMMTENIHUTE TyMOPU Ha THMYCa OCTaBa
Heu3BecTHa. ChOOIIAaBaHM ca Cilydyad Ha IMOsiBaTa UM ciell JIb4elieueHUe Ha IpbJIHaTa 00JjacT,
clle[i UMYHOCYNpPECUBHA Tepamusl MO0 IMOBOJ OpraHHa TpaHCIUIAHTAlMs. [ €HEeTWYHM pPHUCKOBHU
¢bakTopu, kato MuoxxectBeHa Ennokpunna Heornasust tun 1 (MEN1), cpiio umar oTHoIIeHUe
KBbM Pa3BUTUETO HA THMOM U TUMOKApPLIMHOM.

XuMHUOTEpanus ce Mpujara npu Hepe3eKTaOuiIHa WM MeTacTaTHuHa 0oJecT, a MpH THMYCEH
KapIIMHOM — CJIeIONIEpaTHBHO, 001110 4-6 Kypca.

Cyclophosphamide + Epirubicin + Cisplatin

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

Cisplatin — 80 mg/m2 1.V., nen 1
[ToBTOpenue npe3 21 auu.

Etoposide + Ifosfamide + Cisplatin

Etoposide — 75 mg/m2 L.V., nau 1-4
Ifostamide — 1200 mg/m2 I.V., nau 1-4
Cisplatin — 20 mg/m2 1.V., nau 1-4
[ToBTOpenue npe3 21 auwm.

Etoposide + Cisplatin

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

[ToBTOopenue npe3 21 auu.

Carboplatin + Paclitaxel

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

VIP

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

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

Uromitexan 60% ot go3ata Ha Ifosfamide i.v. bolus na 0,4,8 yac B neu 1-3
Cisplatin 30 mg/m2/d i.v. B nen 1- 3

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

[TpoBexaar ce mpe3 21 mHU 10 3 UKBIA, TOCIEABAHH OT JIOKATHO JICUCHUE

PAC
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Cisplatin 50 mg/m2 i.v. B ger 1 Doxorubicin 50 mg/m2 i.v. bolus B nen 1
Cyclophosphamide 500mg/m2 i.v. bolus B nen 1

[ToBTopenue npe3 21 auu, 2-4 MUKbIA, HOCIEABAHU OT JIbUETEPANNsI UIIH ONIEPATUBHO
JIeYeHHE.
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7. KAPHUHOM HA bAJI I1POb

Pakbr Ha Oenure napoOOBe € BOJEIIa MPUYMHA 33 CMBPT OT 3JI0KAYECTBEHU 3a00JisiBaHUS B

CBCTOBCH Mama6. CseToBHaATa 3ApaBHAa OpraHu3anus € u34uciinia, 4€ B 6’I)I[CHI€ CMBPTHOCTTA OT

pak Ha OenmuTe IpoOoBe 1€ MpoAbHKaBa Jla Cce MOKayBa, TJIaBHO B pe3ysTaT Ha yBEeJIUYaBaHE Ha
TIOTIOHOIYIIEHETO. AJICHOKAPIIMHOMBT € Hal-4ecTusT XuctojorndeH BapuaHT (38.5%), cnensan
OT TUIOCKOKIeThuHUsl KapuuHoM (20.0%) u empokneTbuHusi KapuuHoM (2.9%). Jleuenuero e
KOMIUIEKCHO — OTEpaTHUBHO, TbUeTepanus, LUTOCTaTU4YTa, TapreTHa W uMyHoTepamnus. [Ipu
IpeOHOKIEeThUHUS OeoapoOeH KapIMHOM BOJENIa pOJs WMaT JbyYe- M XUMHUOTEparnusTa.

Hanocnenpk mMyHOTEpanusiTa ChIIO HaBIKM3a B JICYEHUETO HA TO3M MOP(OIOTHYEH BapHaHT Ha

6enoapo0OeH KapluHOM, HO CaMO B PAMKHTE Ha KIIMHUYHU MPOYYBaHUSI.

7.1. HeapeOHOK/IEeTHhYEH KAPLUHOM

7.1.1. HeoamroBanTHa xumuorepanus (3-4 xypca)

O6cwxnaa ce mpu craamii [ITA (N2).

Cisplatin + Vinorelbine

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

Carboplatin + Paclitaxel

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

7.1.2. AmoBantHa xumuoreparus (4 Kypca)

O6cwxna ce mpu craawmii IB (c Tymop >4 cm), I u [ITAN2

Cisplatin + Vinorelbine

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

Cisplatin + Paclitaxel

Cisplatin — 75 mg/m2 L.V. nen | Paclitaxel — 175 mg/m2 .V. nen 1 IloBropenne npe3s 21
JHU.
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AJOBAHTHO neyeHue

TapreTHa Tepanua:

Cnep, nbaHa TYMOPHA pe3eKuma Npu Bb3pacTHM NAUMEHTU C HegpebHOKNeTbYEH pakK Ha
6enute gpobose (HAPBEA) ctaguit IB-IIIA, ynnto Tymopun nmaT aeneumm B eK3oH 19 nam
cybcTuTympawm mytaumm B ek3oH 21 (L858R) Ha peuenTopa Ha enuAaepManHUA pacTeKeH
dakTop (EGFR)

* Osimertinib 80mg enHokpaTHO qHEBHO. JIeueHHETO npoabakasa 40 peuuams Ha
32601ABaHETO UNU HENPUEMINBA TOKCUYHOCT. MPOoabAXKUTENHOCT Ha 1eYeHne Haf 3 roAMHN He e
npoyysaHa.

NmyHoTepanus:
**Atezolizumab kaTo MOHOTEpamus, CJEI TbJIHA PE3eKIMs © IUIaTHHA-0a3upaHa
XUMHOTEpanus, npu Bb3pacTHu nanueHTu ¢ HJAPB/[ ¢ BUCOK pHUCK OT peluanB, YUUTO
Tymopu umat PD-L1 ekcnpecus B TymopHu kietku > 50% u xouro He ca EGFR wimn

ALK mo3utuBHH

7.1.3. IIppBa JTUHUA TapreTHA TEPAIN

[Ipunara ce B craguii [11B u [V nipu BCU4Kky marmeHT ¢ TOKYMEHTUPAHU AKTUBUPAIIU MyTalllH,
HenekyBanu npeau ToBa ¢ EGFR- mimm ALK/ROS1-uaxuburtopu.

Jleuenne ¢ EGFR-Tupo3umHKMHA3HM MHXMOWTOpHW; Ha3HauaBa c€ MPU TYMOPH C aKTUBUpAIU
EGFR-myTtanmn — ex30oH 19- nenenuss w/wim exk30H 21-myTtanus, WACHTUUIHUPAHA OT
XUCTOJIOTMYHA U IIUTOJIOTUYHA OMOIICHM WJIM OT KPhBHA/ TIa3MeHa mpoba (TedHa OMorcus, camo
MIPU HEBB3MOXKHOCT 32 ThKaHHA).

Osimertinib — 80 mg P.O. nueBHO, 10 nporpecus (HezaBucumo ot T790M-myranns)

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

Erlotinib — 150 mg P.O. nHeBHO, 10 mporpecws.

Erlotinib + Bevacizumab

Erlotinib — 150 mg P.O. nueBHo, nuu 1-21
Bevacizumab — 15 mg/kg 1.V., nen 1
[ToBTOpenue npe3 21 quu, 10 Mporpecus.

Gefitinib — 250 mg P.O. nueBHO, 10 Iporpecus.

IIbpBa auHusa taprerHa tepanusa 3a JedeHne ¢ ALK/ROS1/RET wunxuburop /caen

BAJIUMPAH TecT/
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Crizotinib — 2 x 250 mg P.O. nHEeBHO, 10 MpOTpecHsl.

Alectinib - 2 x 600 mg p.o. THEBHO [0 MpOTrpecus Ha 3a00IBaHETO UM HETIPUEMIIUBA
TOKCUYHOCT He ce n3nos3Ba npu ROSI npenapexgane

Brigatinib - 90 mg tabnerku P.O. BegHbX JHEBHO pe3 MbPBUTE 7 AHU, ciieq ToBa 180 mg
BEJHBX THEBHO.

Brigatinib e mokazan kaTo MOHOTEpamnus 3a JICYCHUE Ha Bb3PACTHH IMAIUCHTHU C MOJIOKUTENCH 3a
ALK, aBancupan HIIKPB/I, nenekyBanu npenu ToBa ¢ ALK maXuOUTOD.

*Lorlatinib 1 x 100mg P.O. nHeBHO, 10 Mporpecus Wil HENPUEMJIMBA TOKCUYHOCT 3a JICYCHUE Ha
BBH3PACTHU MALMEHTH C aBaHCUPaJ HEAPEOHOKIEThUEH KapuuHoM Ha 6enust 1pod (HIAPB/),
TTOJIOXKUTENICH 3a KMHA3a Ha aHarutacTiuaeH auMdom (ALK), kouTo mpeau ToBa HE ca JIEKyBaHH C
uaxuburop Ha ALK

Entrectinib - 600 mg p.o. BEAHBX JHEBHO 10 MPOTrpecHst Ha 3a00JSIBAHETO WM HEMPUEMIINBA
TOKCHYHOCT.

Entrectinib xatro MOHOTEpanus € MOKa3aH 3a JICUCHHE Ha HEJIEKYBaHHW JOCeTa C MHXHOMTOPH Ha
ROS1 Bw3pactu nanuentu ¢ ROSI-nonoxxutenex, aBaHcupain HeAPeOHOKIEThYEH paK Ha Oenus

apo6 (HIIPBI)

** Pralsetinib - 400 mg P.O. BenHbX THEBHO J0 POrpecHs Ha 3a00JSIBAHETO WM HEMPUEMIIHBA
TOKCHYHOCT.

Pralsetinib xaTo MOHOTepamus € TNOKa3aH 3a JICUeHHWE Ha BBH3PACTHU MALMEHTH C aBaHCHpall
HeApeOHOKIIeThUeH pak Ha Oemus npod (HIAPB), momoxurenen 3a RET ¢y3us, npeHapexmane
npu Tpanchekuus (rearranged during transfection), kouro npenu ToBa He ca jexkyBaHu ¢ RET
naxuourop. IlogOopbT Ha marnmentutre 3a jeueHue Ha RET Qysus-nosnoxurencH aBaHcHpal

HJIPB/] Tpsi6Ba 1a ce ocHOBaBa Ha BaJMAMPAH METOJ HA U3CJICABAHE.

7.1.4. IlppBa TUHUA MMYHOTEpAIUS

IIpunara ce ipu craauii IV.

Carboplatin u nab-Paclitaxel (nanoparticle albumin-bound paclitaxel) mpu BB3pacTHH C
MeTtacTaTuueH ckBamo3zeH NSCLC.

[TemOponau3ymad 200 mg IV Jlen 1 ot Bceku 21-aHeBeH 1ukba win [lemO6ponuzymad 400 mg
IV len 1 ot Bceku 42-THEBEH ITUKBIT

Kapb6omiatun AUC 6 mg/ml/min nen 1 or Bceku 21-mHeBeH LUKBA 3a 4 LUKBIA U ,
[Maxmurakcen 200 mg/m?2 Ha [len 1 ot Bceku 21-1HEBEH IUKBII 32 4 ITUKBIIA,

Wnu Nab-maknurakcen 100 mg/m2 na Jlen 1, 8 u 15 ot Bceku 21-qHeBeH HUKBI 3a 4 HUKBIA,
nocienBanu ot nemoponu3zymad 200 mg IV Ha Bcekn 3 ceamunu wim neMoponuzymad 400 mg
IV Ha Bcexku 6 cemMuI

Uleuenunero ¢ Pembrolizumab mpoabikaBa 10 Mporpecust WM HEPHEMIIHBa TOKCHYHOCT. [1pu
KIMHUYHO CTaOWJIHM MAlMEHTH C I'bPBOHAYAIHM JaHHM 3a MpOrpecus Ha 3a00JIIBaHETO €
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MPEMOPHUNTEITHO JICYCHHETO Ja MPOABIDKH, JOKATO MpOrpecusita Ha 3a00JsBaHETO HE Ce
MOTBBP/IU.
Atezolizumab kaTo MOHOTepamus € IMOKa3aH KaTO IbpBa JIMHHUS Ha JICUCHHWE HA BH3PACTHH|
MalMeHTH ¢ MeTacTa3upan HeapeOHokieThbueH pak Ha Oenmus apo6 (HJPBJ) c¢ tymopna
excupecust Ha PD-L1 > 50% tymopnu kietku (TK) wim > 10% Tymop-uHUATpUpaAIIY UMYHHY]
knetkn (MK), kouto ca 6e3 EGFR mytupan wnmn ALK-ozutnsern HIAPB/I.
[IpenoprunTennara no3za Atezolizumab e:
Atezolizumab — 1200 mg npunaranu upe3 UHTpaBeHO3HA HHQY3US Mpe3 3 CeAMUIU HITN
Atezolizumab — 840 mg mpunaranu ype3 HHTpaBEHO3HA HHPY3Us Tpe3 2 CeAMULIN HITH
Atezolizumab — 1680 mg npunaranu ype3 HHTPaBEHO3HA HHQPY3HS Mpe3 3 ceMHUIIN
[IpenoppuBa ce mnamueHTUTEe Ja ce JieKyBaT ¢ Atezolizumab no mnporpecus Hal
3a00JISIBAHETO UM HEKOHTPOJIMPYEMa TOKCUYHOCT.

[Tpu maumentu Ha 1L H/IPB/] MmonOTepanus TpsiOBa na Obaat n3bupanu 3a JIeUeHHEe Bb3 OCHOBA
Ha TymMOpHara ekcrpecus Ha PD-L1, noTBbpieHa upe3 BaaIuaupaH TeCT.

Pembrolizumab + Cisplatin (Carboplatin) + Pemetrexed (MeTacTaTH4eH HeCKBaMO3€eH
NSCLC npu Bb3pacTHu, ynnTo TyMopu HAMAT EGFR nian ALK noJsioxkureann
MYTAallUH.)

Pembrolizumab + Cisplatin (Carboplatin) + Pemetrexed (Meractatuuen meckBamo3zeH NSCLC
npu Bb3pacTHH, yuuTo Tymopu HaMaT EGFR nnn ALK nonoxxutennu MyTanuu.)

[ToBTopenne mpe3 21 mau 3a Pembrolizumab 200 mg [V.wmm mnpes mpe3 42 nHu 33
Pembrolizumab 400 mg 1. V.

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

Pemetrexed — 500 mg/m2 1.V., nen 1

Pembrolizumab — 200 mg [.V., nen 1 unu 400 mg [.V., nen 1 Ha Bceku 6 cenmMuuu

Jleuenunero ¢ Pembrolizumab mpoabikaBa 10 Mporpecus WM HENPHEMIIHBa TOKCHYHOCT. [1pn
KJIMHUYHO CTAOMJIHHM TAalMEHTH C IMbPBOHAYAIHU JaHHU 3a MpOrpecus Ha 3a00JsBaHETO ¢
NPENOPBUNTENTHO JICUYCHUETO Aa TNMPOABIDKH, JOKATO Iporpecusita Ha 3a00sBAHETO HE Ce
MOTBBP/U.

Pembrolizumab B komOnnanus ¢ Carboplatin u Paclitaxel nim B komOuHanus c
Carboplatin n nab-Paclitaxel (nanoparticle albumin-bound paclitaxel) npu Br3pacThu ¢
MmeracraTnueH ckBamo3eH NSCLC.
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IIspBa TUHUS MMYHOTEpAIIMS

[Ipuiara ce npu craauii 111B u IV.

/Atezolizumab + Bevacizumab+Paclitaxel+Carboplatin

€ MOKa3aH 3a IbPBa JIMHUS Ha JIEUYEHHE HAa Bb3PACTHU MALUEHTH C METacTa3upaj HECKBaMO3€EH
HeApeOHOKIIeThUeH pak Ha 6enust npod (HAPB/I), kouto g0 cera He ca OWiH JIEKYBaHU M UMaT
PD-L1 excnpecust mexay 1% u 49%, win yepHoapoouu metacrasu. [lpu mamuentu ¢ EGFR|
myTtupan wim ALK-nosuruBen HJIPBJI, B xomOmHamus ¢ OeBanu3yma0d, MaKJIWTaKcen U
KapOOIIaTHH € MO0Ka3aH CaMo ClIe/l HeyCleX Ha MOIXOASIIU TapreTHU Tepanuu

WNunyknuonHa ¢asa (4 kypea)

Atezolizumab - 840 mg npe3 2 ceamury, win 1 200 mg npe3 3 ceamury, win 1 680 mg npe3 4

ceqvuiu [.V.

Bevacizumab , Paclitaxel u cien ToBa Carboplatin ce npunarar npe3 3 ceqmunu
Bevacizumab — 15 mg/kg V.

Paclitaxel — 200 mg/m2 1. V.

Carboplatin AUC6 1.V.

[ToBTopenue npe3 21 aam (4 Kypca)

[Mogabpxamma ¢asza - UHIYKIUOHHOTO JIEYCHUE C€ TMOCJIeBa OT MOJIBPKAIIO JieueHue 0e3
XUMHUOTEPATTHS

Atezolizumab — 840 mg mpe3 2 cenmunu, wim 1 200 mg npe3 3 cenmuiy, wim 1 680 mg
rpe3 4 ceqmuim 1.V.
Bevacizumab 15 mg/kg 1.V npunaranu upe3 uatpaBeHo3Ha nHdy3us npe3 21 gau.

[TpernopbuBa ce ManueHTuTe Ja ce JieKyBaT ¢ Atezolizumab 1o nporpecus Ha 3a00/1IBaHETO
WJIN HEKOHTPOJIUPyeMa TOKCUYIHOCT. JleueHne cien nporpecus Ha 3a00JIsIBAHETO MOXKE J1a
ce 0OMHUCIIH IO TIpeleHKa Ha JIeKapsl.

IAtezolizumab B koMOMHAIMS ¢ nab-makIUTaKceN U KapOOIUIaTHH € MOKa3aH 3a IbpBa JIMHKS HA
leyeHue Ha BB3PACTHU MallMeHTH ¢ Meractasupain HeckBamo3zeH HJIPBJI, xouto nsmat EGFR|
myTtupan uan ALK-nonoxurenen H/IPB/I.

[To Bpeme Ha MHAYKIMOHHATa (haza mpernopbunTenHaTta qo3a Atezolizumab e 840 mg mpe3 2
ceamuny, wim 1200 mg npe3 3 cenmunm, unu 1680 mg npe3 4 ceamuiy, IPUIOKEHH UYpe3
WHTpaBEeHO3HA MH(DY3Ms, u mocnenBaHu oT nab-paclitaxel u carboplatin mpe3 Tpu ceamuIy B
MPOIbJDKEHHE Ha YETHpPU WIM IiecT nukbia. Korato ce mpunarat B €UH M CHIIM JIEH,

Atezolizumab TpsiOBa ma ce mpwiara mepBu. OcBeH ToBa, nab-paclitaxel u carboplatin ce
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npuitarat B 1au 1, 8 u 15.

Ionabprkama ¢aza - UHAYKIHOHHOTO JICUEHHUE Ce TMOCIEBa OT MOIIbPIKaIIIo JiedueHue 0e3
XHUMHUOTEPAIIHSI:
Atezolizumab — 840 mg npe3 2 cenmunm, win 1200 mg npe3 3 ceamury, win 1680 mg mpe3

4 ceaMuLIM, IPUIIOKEHH YpE3 HHTPABEHO3HA UHPY3HUS.

[IpenopbuBa ce MAMEHTUTE J1a ce JIeKyBat ¢ Atezolizumab 10 mporpecust Hiu
HEKOHTPOJIMPYyEMa TOKCHYHOCT. JIeueHue ciie/i mporpecHs Ha 3a00JIIBaHETO MOYKE J1a Ce
OOMHMCIIH TI0 TPEIICHKA Ha JIeKapsi

Nivolumab + Ipilimumab u 2 nuKbIa IaTnHA-0a3upaHa XUMOTEPAITUs € TIOKa3aH 3a IbpBa JIMHUS
Ha JICYEHHE Ha METAcTaTHYeH HeApeOHOKJIeThUEH pak Ha Oenus ApoO NpU Bb3pacTHU, YUHUTO
tymopu HaMat ceHcuOmnusupa EGFR myrtanun nnn ALK tpaHcnokanuu.

NHayKIIMOHHO eYyeHue
Nivolumab 360mg iv 3a 30 muH Ha 3 cenmui B komOuHamms ¢ Ipilimumab 1mg/kg Ha
BCceky 6 ceAMMIIM U IUIaTUHA-0a3upaHa XUMHUOTEpaIus 3a 2 Kypca mpe3 3 CeAMUILII

Toaasprkaliio JeuyeHue
Nivolumab 360mg iv 3a 30 muH Ha 3 cenmui B komOuHamms ¢ Ipilimumab 1mg/kg Ha
BCEKU 6 CeMMIIM JI0 IIPOrpecus WK 10 2 TOAUHU OT HAYAIOTO.

7.1.5. ITepBa auuusg xumuorepamnus (4-6 Kkypca)

[Tpunara ce npu craawmii I1IB u IV. [Ipunaranero i npu Heonepabunen cranuit [IIA Hanara
CJIeJ] TepareBTHYEH OTTOBOP ChC CHUKEHUE HA CTa/Iusl 00CHkK/IaHEe HA OTIEPATUBHO JICUCHHE.

Cisplatin (Carboplatin) + Gemcitabine +Bevacizumab

Cisplatin — 75-80 mg/m2 1.V. (Carboplatin AUCS), nen 1
Gemcitabine — 1200-1250 mg/m2 I.V., aau 1 u 8
+ Bevacizumab — 7.5 mg/kg L.V., nen 1(mo06aBs ce MPUHEIIOCKOKJICTBYCH  MOATHII U
MPOABIDKABA KaTO MOIbpIKAIA TeParus JOIPOTrpecHs)
[ToBTOpenue npe3 21 auu.

Carboplatin + Paclitaxel = Bevacizumab

Carboplatin AUC6 1.V, nen 1
Paclitaxel — 175 mg/m2 I.V., nen 1
+ Bevacizumab — 15 mg/kg [.V., nen 1
(mo0GaBsi ce MpHM HETUIOCKOKJIETHYCH MOATHUII M MPOABIDKABA KATO  MOJIbPIKalla Teparus
710 TIpOTpecus)
IloBTOpenue npe3 21 auu, nox nporexkuus Ha G-CSF.

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

Cisplatin (Carboplatin) + Pemetrexed (mpu Hem10CKOKJIeThY€H MOXTHIT)

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

MIC

Mitomycin C — 6 mg/m2 [.V., nen 1

Ifosfamide — 3000 mg/m2 1.V. 3-yacoBa undy3us, neH 1

Cisplatin — 50 mg/m2 1.V., nen 1

Mesna — 600 mg/m2 1.V., nen 1, B uacose 0, 4 u 8 ot undyzusra na ifosfamide (cxemara
MOJe Ja ce MoauduIIpa KaTo

Mitomycin C ce 3amenu ¢ Vincristine — 2 mg TOT 1.V, nen 1, nnu Vinblastine — 10 mg TOT
IV, nen 1

[ToBTOpenue npe3 21 guu.

Paclitaxel + Gemcitabine

Paclitaxel — 200 mg/m2 L.V., nen 1
Gemcitabine — 1000 mg/m2 L.V., gau 1 u 8
[ToBTOpenue npe3 21 auu.

Paclitaxel + Vinorelbine

Paclitaxel — 80 mg/m2 I.V., nau 1, 8 u 15
Vinorelbine — 22.5 mg/m2 V., nau 1, 8 u 15
[ToBTOpEeHue npe3 28 aHu.

[Tpu BB3pacTHu nanuentu u npu 6oxau ¢ PS 2 (mo  ECOG) ce npoBexa MOHOXUMHUOTEpATTHSI.

Vinorelbine — 25-30 mg/m2 L.V, qau 1, 8 u 15
[ToBTOpEeHue npe3 28 gHu.

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

Paclitaxel — 175 mg/m2 L.V., nen 1
[ToBTOpenue npe3 21 guu.

7.1.6 Ilogappikaliia CHCTEMHA TEpAIUs
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EdexTuBHOCTTa Ha moJAbpKaliaTa Tepamusi HE € KaTeropMyHO J0Ka3aHa W HE € CTaHAapT.
OO0chk1a ce Mpu OTUYUTAHE Ha JIUTICA HA TIPOTPECHS CIIe Hali-MaJIko 4 Kypca OT IIbpBa JIMHUS U Ce

MpoaBbIIKaBa 40 IIPOrpecusl.

[IpeBkmouBane Ha Erlotinib — 150 mg P.O. mueBno (nmpum tymopu c¢ aktuBupamm EGFR-

MyTaluH).

[MpoxpmkaBane nim npeBkioyBane Ha Pemetrexed — 500 mg/m2 1.V., nen 1, npe3 21 gau (pu

HETUTOCKOKJICTHYCH TIOJITHIT).
3amouBaHe Ha He3abaBeH Docetaxel — 75 mg/m2 1.V., nen 1, npe3 21 gau.

[TpoxwsmxaBane Ha Bevacizumab

[MpoxpmkaBane Ha Bevacizumab c¢ poGaesae Ha Erlotinib— 150 mg P.O. nueBHO (mpum

CeJIeKTHpaHu OOJIHN).

7.1.7. CpbueTaHO XUMHOOBLYEICUEHHE

Tpunara ce mpu cramuii IIA (T1-2 N2 u T3 N2) u I1IB (T4 NO-1 1 T1-3 N3).

Monorepanus ¢ Cisplatin

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

Cisplatin + Etoposide

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

Cisplatin + Vinblastine (u1u Vincristine)

Cisplatin — 100 mg/m2 I.V., mau 1 u 29
Vinblastine — 5 mg/m2 1.V. cenmuuno, 5 mopennu ceamunu uiau Vincristine 2 mg TOT 1V.
CEIMUYHO, 5 TIOPEIHHU CEAMULIH.

Cisplatin + Vinorelbine

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

Paclitaxel + Carboplatin

Paclitaxel — 40 mg/m2 1.V., nen 1 Carboplatin — AUC2 I.V., nen 1
[ToBTOpenue npe3 7 nuu (6 ceaMuin).

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

IToBTOpenue npe3 21 auu, nox nporekuus Ha G-CSF.

7.1.9. KoHcoauanpalia UMYHOTEPAIINS

[Tpunara ce npu craauii [1I HeonepaObuIHK NalMEHTH, YUETO 3a00IsIBAHE HE € TIPOTPECUPATIO CIIE]

JIBPYCXUMHUOTCPAIINA HA 0a3aTa Ha IJIaTHHA.

Monorepanus ¢ durvalumab

Durvalumab - 10 mg/kg 1.V. nen 1 (npu nauuentu ¢ PD-L1 excnipecust B > 1% oT TymopHuTe
kietkn). [loBropenue npe3 14 quu nim 1500 mg i.v. Ha 4 ceamunuu. [loBropenue npe3 14 qu.
[TpoawmkaBa 0 Mporpecust WiIK HENPUEMIIMBA TOKCUYHOCT ¢ MaKCUMAaJIHA MPOIABIKUTEIHOCT
1o 12 mecena.

Durvalumab-1500 mg 1.V. gen 1 (npu nmauuentu ¢ PD-L1 excrpecus B > 1% ot TymopHHUTE
kinetkn). IloBropenme mnpe3 28 nuu. llpoapmkaBa 10 mporpecus WM HENpUEMIIMBA

TOKCUYHOCT C MAKCUMAJIHA MPOIBIHKUTETHOCT A0 12 Mecernia.

7.1.10. Bropa JIMHHSA CHCTEMHA TepaNUsa CHOPEI OPEAIIESCTBAIIO JEUYCHHE

Pembrolizumab kato monotepanus — 200 mg [.V. na Bcexku 3 ceqmuuu unu 400 mg [.V. Ha
BcekH 6 ceaMuIM, JieH 1 (IpU MIIOCKOKIJIEThUEH U HETUIOCKOKJIEThYEH MOATHIT) IIPU Bb3PACTHU C|
nmokanHo aBa”cupan winu MeractatndeH NSCLC, uunto Tymopu ekcnpecupar PD-L1 ¢ > 1%
TPS, u Ha KOUTO € NpuiIokKEHa MOHE €JHa IPEIX0JHa XUMUOTepaneBTU4Ha cxema. [laruentu ¢
EGFR mnu ALK nojoXuTeaHM TYMOPHH MyTallMd TpsOBa ChIIO Ja ca MOJyYWIH TapreTHa)
reparusi, npenu euenue ¢ Pembrolizumab.

[IpoxbmkaBa 10 Mporpecus WM HENpUeMIUBa TOKCUYHOCT. [IpM KIMHUYHO CTaOMIIHY
MAalMEHTH ¢ MbPBOHAYAJIHMU JAHHU 3@ MpOrpecHsi Ha 3a00JSIBAHETO € MPENOPbUYUTENHO
lTeueHHeTo J1a MPOIbIDKHU, IOKATO MPOrpecusiTa Ha 3a00JIIBAHETO HE C€ TOTBBPAM.

Atezolizumab — 840 mg [.V., nen 1, npe3 14 qguu winm 1200 mg [.V., nen 1, npe3 21 nuu
nmu 1680 mg 1.V, aen 1, npe3 28 guu cnen npeamiectamia xumuorepanus. [laruenTu c
EGFR aktuupamu myTtaunu win ALK-Mo3UTHBHM TyMOPHH MyTalluM TpsiOBa ChIIO Ja ca
MOJIYYMJIM TapreTHa Tepanus npeau na noxydar Atezolizumab. [ToBTropenue npe3 2,3 uiu
4 cenMuIy, 10 3ary6a Ha KJIMHUYHA 110133 WIK HEKOHTPOJIMpYeMa TOKCHYHOCT.

Docetaxel + Ramucirumab (npu mi0ckok/JeTb4eH U HEMJIOCKOKJIEThY€eH MOATHI)

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

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

Docetaxel — 75 mg/m2 1.V, nen 1
[ToBTOpenue npe3 21 nuw.
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Pemetrexed (mpu HerutockokieTbyeH noarui) — 500 mg/m2 1.V., nen
1 IToBTOpenue npe3 21 qHu.

Erlotinib — 150 mg P.O. ngneBHo, 1o nporpecus (mpu EGFR WT Tymopu, HeTpetnpanu ¢
TUPO3UH-KMHA3HU UHXUOUTOPH).

Afatinib — 40 mg P.O. queBHO, 10 porpecus (pu MIOCKOKIETHYEH MOATHII, POrpecupat
cleq TuiaTuHa-0a3upaHa XUMUOTEpaIus).

Gefitinib — 250 mg P.O. nueBHo, 10 nporpecus (nmpu EGFR-mytupanu rymopu,
HETPETHPAHH C TUPO3UH-KUHA3HU UHXUOUTOPH).

Amivantamab** karo MoHOTepanus NMpy MAIMCHTH ¢ aKTUBUPAIIW WHIICPIIMOHHH MYTAIlMd B €K30H
20 Ha pereniTopa 3a enuaepManaus pactexxeH ¢pakrop (EGFR) ciien Heycnex Ha Tepanus Ha Oa3aTa Ha
MJIaTHHA.

[Ipunara ce B MO3UpPOBKA CHOPSMO TEJIECHOTO TErJ0 HA TalMeHTa Ha W3X0oaHo HUBO:1050mr (3
¢naxona) npu narueHTy noa SOkr u 1400mr (4 ¢grakoHa) MpH MaLMEHTH HaJl WK paBHO Ha 8OKT, KaTo
HE ca HeoOXOJMMHU KOPEKIMH Ha J[03aTa 3a TMOCJeIBalll IMPOMEHH Ha TeJecHOTO Terjo. CxemaTa Ha
MPWIOKEHUE BKIIOYBA: ceamuna 1 g0 4, BeIHBXK ceaMHyHO (0010 4 103u) Karo OT ceaMHIa S5
HaTaThK MPUIOKEHUETO MPOABIKABA HA BCEKH 2 CEAMUIIHU, KATO CE 3all0YHE B CEMUIIA 5.

JledenneTo mpoIpinKaBa 1o Mporpecus Ha 3a00IsIBAHETO WITH HETPUEMITMBA TOKCUIHOCT.

Crizotinib — 2 x 250 mg P.O. nueBHo, m0 nporpecus (npu tymopu ¢ ALK/ ROS1 -
MpeHapex1ane, Mporpecupay ciel MpeaiiecTpalla IiaTuHa-6asupana Tepamnus).

Alectinib — 2 x 600 mg P.O. nHeBHO, KaTO MOHOTEpANus 3a JIEYEHUE HA Bb3PACTHHU MALIUEHTH C
nonoxureneH 3a ALK, aBancupan HJIKPB/I, nexyBanu npenu ToBa ¢ Kpu3oTUHUO. JleueHuero|
c Alectinib TpsOBa ga TpoOIBIKM A0 Tporpecus Ha 3a00JIBAaHETO WM HETPUEMIIUBY
TOKCUYHOCT.
He ce npunara npu ROS1 npenapexnane.

Osimertinib — 80 mg P.O. nueBHO (npu Tymopu ¢ BropudHa T790M-MyTanus) 1o nporpecus.

Brigatinib - e 90 mg BeaHbx IHEBHO Mpe3 MbpBUTE 7 HU, ciie] ToBa 180 mg BeIHBK JHEBHO €
IIOKa3aH KaTo MOHOTEpanus 3a JICUCHHE Ha Bb3PaCTHU MALMEHTH € MOJIOKUTENEH 3a ALK,
aBarcupan H/IKPB/I, nexyBanu npeau ToBa ¢ KpU3OTHHHUO.

Lorlatinib 1 x 100mg P.O. nueBHo, no mnporpecust (mpu Ttymopu ¢ ALK mnpenapexnanus,
HPOrpecupaIy cie] aleKTUHUO WM LEpUTUHUO KaTo I'bpBa JIMHUS HA JIEYEHHE WIM KPU30THHUO U
moHe ome eaud ALK TKI).

** Pralsetinib - 400 mg P.O. BenHBX THEBHO /0 MpOrpecHs Ha 3a00JSBAaHETO WIM HENPUEMIINBA
TOKCHYHOCT.

Pralsetinib kaTro MOHOTEpamnus € mokas3aH 3a JeueHHEe Ha Bb3PACTHHU MALIMEHTH C aBaHCUPAT
HenpeOHoKIIeThYeH pak Ha Oenus npo6 (HJIPB/), monoxurenen 3a RET ¢y3us, npenapexnane
npu TpaHcdexus (rearranged during transfection), kouto npeau ToBa He ca JiekyBanu ¢ RET
naxuouTop. [lonGopsT Ha manmenTute 3a JedeHue Ha RET ¢y3us-monoxureneH aBancupa
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H/PB/I TpsibBa na ce ocHOBaBa Ha BAJIMAMPAH METOJ HAa U3CJICIBaHE.

*Sotorasib 960mg (8 Ttabmerkm ot 120Mr), mpueMaHd BEIHBXK MTHEBHO JO IMPOTpecHs Ha

3a00/IsBaHETO WU HeMpUueMJiiBa TOKCHYHOCT.

Sotorasib xaTo MOHOTEpanus € 0Ka3aH 3a JEUEHUE NIPU Bb3PACTHU IALIMEHTHU C aBAHCHUPAl
HeapeOHokIeThueH pak Ha 6enus apod (HAKPB/) ¢ KRAS G12C myrtanus u ¢ nporpecus Ha
3a00JIsIBAHETO CIIe]] Hall-MaJIKoO e/1Ha MPeIX0AHa JIMHU HAa CHCTEMHA Teparusl.

Hannuuero na KRAS G12C myrtanus Tpsa0Ba ga 0b/1e HOTBBPJECHO € BaJIUIUPaH TECT MPEaAU
3aroy4BaHe Ha Tepanus cbe Sotorasib.

DocN (nmpu HeMJIOCKOKJIeThY€eH MOITHII)

Docetaxel — 75 mg/m2 I.V. 1 nen

Nintedanib — 2 x 200 mg P.O. quu 2-21 (mpoabkmkaBa KaTo MOAIbpIKaIa TEpAnus 10
porpecus)

[ToBTOpenue npe3 21 guu

Nivolumab — 240 mg 1.V., npe3 14 nau (TIpu TUIOCKOKIETHhYEH M HEIIOCKOKIETHYUEH TOITUIT
ciieq] mpenxoaHa xuMuotepanust). [Ipoabikasa 10 Mporpecus Wik HENPUEMIINBA TOKCUIHOCT.

TpeTa TMHMUS CHCTEMHA TepaIHs CIOPESA IPSANICCTBAIIO JICUCHIE

Docetaxel — 75 mg/m2 1.V., nen
1 IToBTOpenue npe3 21 aHuU.

Erlotinib — 150 mg P.O. nueBHO, 10 mporpecus (ciea npeaecTBaiia XauMUOTEpanus).

Gefitinib — 250 mg P.O. nueBHO, 10 nporpecust (mpu Tymopu ¢ aktuupau EGFR-
MYyTaIlHH).

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

Amivantamab** xaTto MoHOTepamus NMpH NAlMEHTH C AKTHBHUPALIM WHIEPIHOHHM MYTAaIlMH B
ex30H 20 Ha perienitopa 3a enuaepmanHus pacrexer ¢akrop (EGFR) cinen Heycnex Ha Tepamnus Haj
0a3zara Ha IUIATHHA.

[Tpunara ce B JO3MPOBKA CIPSIMO TEJIECHOTO TErjO Ha MAalMeHTa Ha u3xoaHo HuBO:1050mr (3
¢dakona) npu nanueHTH o 80kr u 1400mr (4 ¢uakoHa) Mpu MAMEHTH HAJ WU paBHO Ha SOKT,
KaTo He ca HEeOoOXOJUMHM KOPEeKIMH Ha J03aTa 3a IOCJe[BAIlld MPOMEHH Ha TEJIECHOTO TErJo.
CxemaTa Ha MPUIOKEHHE BKJIIOYBA: cenMuua 1 a0 4, BenHBXK ceIMUYHO (0010 4 103M) KaTto OT|
CeJMMIIa 5 HATaThK MPUIIOKEHUETO MPOAbIDKaBa Ha BCEKU 2 CEIMULIM, KaTO CE 3alI0YHE B CEAMMUIIA]
S.

JledenneTo mpoabiiKaBa 10 Mporpecus Ha 3a00JIsIBAHETO HITM HETPUEMIIMBA TOKCUYIHOCT.

Pembrolizumab xato monorepanus — 200 mg 1.V. Ha Bceku 3 ceaqmuuu wiu 400 mg 1.V. Ha)
BCeKU 6 ceaAMMLH, JeH 1 (IIpH INIOCKOKIEThYEH M HEIUIOCKOKJIEThYEH MOATUII) IIPU Bb3pPacTHY|
c jokanHo aBa”cupan win mMetactatnded NSCLC, yunrto tymopu ekcnpecupar PD-L1 ¢ > 1%
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TPS, 1 Ha KOMTO € MPUJIOKEHA MTOHE €/THA IIPEIX0HAa XUMUOTEepaneBTU4HA cxema. [lannenTu ¢
EGFR umn ALK nosioxuTenHu TyYMOPHHM MyTallMM TpsOBa ChIIO Jla ca MOJTYYMIM TapreTHa
Tepanusi, mpeau jeuenue ¢ Pembrolizumab.

[IponbmkaBa 0 TPOTpecUs WM HENPUEMIIUBA TOKCHYHOCT. [IpM KIMHUYHO CTAOUITHY
MalueHTU C I'bPBOHAYAIHM JIaHHU 3a TPOrpecusi Ha 3a00JsIBAaHETO € MPENOPBHUYUTEITHO
TIEYEHUETO J1a MPOABIIKHU, J0KATO MPOrpecHsiTa Ha 3a00JIIBaHETO HE CE MOTBBP/IU.

Atezolizumab — 840 mg [.V., nen 1, npe3 14 auu wim 1200 mg 1.V., gen 1, npe3 21 nuu,
nun 1680 mg 1.V., nen 1, npe3 28 guu cien npemecTramia xumuoTepanus. [lanuentu c
EGFR axtuBupamy myrtanun uin ALK-O3UTHBHE TyMOpPHH MyTaluu TpsiOBa CHINO J1a ca
MOJIYYHJIM TapreTHA Tepanwus npeau na noiaydar Atezolizumab. ITosropenue npe3 2,3 winm 4
CeAMHIIM B 3aBUCUMOCT OT M30paHUs peXuM , A0 3aryda Ha KIMHUYHA 10332 WU
HEKOHTPOJIUPYEMa TOKCUYHOCT.

Nivolumab — 240 mg 1.V., gen 1, npe3 14 guu. kato MOHOTEpanus 3a Je€YeHUE Ha Bb3PacTHU
MaIMEeHTH C JIOKAJTHO aBaHCUPAJ WM MeTacTa3upall HeApeOHOKIEThYEH pak Ha Oenute 1poOoBe
(HIPB/I) cien mpeamecTBaia XuMAOTEPATTHSL.

[Tarmentyn ¢ EGFR aktuBupamm mytanmu wid ALK-MO3WTHBHM TyMOpPHH MyTanuu TpsiOBa
CBIIO JIa ca MOJYYMJIM TapreTHa Tepanus npeau na nomxydat Nivolumab. TloBTopenue mpes 2
CEeIMUIIH, JI0 3ary0a Ha KIIMHUYHA 110133 WIM HEKOHTPOJIUPYeMa TOKCUYHOCT.

IIpun KRAS G12C

Sotorasib* 3a MmoHoTepanus — 960 mg (8 tabnerku ot 120mg), npueManu BEIHBXK JTHEBHO,
MpU BB3PACTHH TMAIMEHTH C aBaHCHpal HeapeOHokIeThuYeH pak Ha Oenus apod (HAKPB/) c
KRAS GI12C mytammst u ¢ mporpecust Ha 3a00JIIBaHETO CJeJ Ha-MajKo €IHa MPeaXoiHa
JIMHYS Ha CUCTEMHA Teparnusl.

Hamnunero va KRAS G12C myranus tpsiOBa mga Obje MOTBBPIAEHO C BAIMIUPAH TECT MpPEau
3aroYBaHe Ha Tepamnus chc Sotorasib

7.2. JlpeOHOK/JIETbYEH KAPLMHOM

7.2.1. IlppBa nuang xumuorepanus (4 Kypca:; IIpu OTTOBOp — 10 6 Kypca)

7.2.1.1. Orpanuuen craauii (LD)

[TpoBexna ce xumuoTepanus U paHHo (cien Kypc 1-3) TopakaaHo JbUesieueHue.

Cisplatin (Carboplatin) + Etoposide

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

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

7.2.1.2. Pazupoctpanen craauii(ED)

Cisplatin (Carboplatin) + Etoposide

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

IP

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

Irinotecan + Carboplatin

Irinotecan 175 mg/m2 i.v. B nen 1
Carboplatin  AUC=4 i.v. B zieH 1
[ToBTaps ce pe3 3 cenmuin (4kypca)

CEV

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

Epirubicin — 50 mg/m2 1.V, nen 1

Vincristine — 1.4 mg/m2 (makc. obma g03a 2 mg) I.V., gen 1
[ToBTOpenue npe3 21 guu.

(V)-ICE

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

Ifosfamide 5000 mg/m2 i.v. (24 yacoBa un¢ys3us) B geH 1 ¢ Uromitexan yponpoTekuus
Etoposide 120 mg/m2 i.v. B nen 1+2 u 240 mg/m?2 nepopanuo, B 1ieH 3 wim 180 mg/m2 i.v. B
nen 1+2

Vincristine  0.5-1.0 mg 1.v. B nen 15 wiu 14 [ToBtaps ce nipe3 3-4 ceamuiu (6Kypca)

VIP

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

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

[ToBTaps ce npe3 3 cenmunu (4 Kypca)

Carboplatin+ Etoposide+ Atezolizumab:
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WNupyxumonna ¢asa (4 nuksia): Carboplatint Etoposide+ Atezolizumab
Carboplatin - AUCS 1.V., nen 1
Etoposide - 100 mg/m* I.V., nuu 1-3

Atezolizumab - 840 mg 1.V. npe3 2 ceamunm, umu 1 200 mg npe3 3 ceamunu, uau 1 680 mg

npe3 4 ceaAMHUIH, JIeH 1

Korato ce nmpunarar B enuH u ¢y JieH, Atezolizumab TpsiOBa 1a ce mpuiara mbpBH.
[Mogabpxamma daza: Atezolizumab 6e3 xumuorepanus 840 mg 1.V. npe3 2 ceqmunu, 1200 mg
npe3 3 ceamuiy win 1680 mg npe3 4 cenMHULIH.

[IpenopbuBa ce manueHTuTe aa ce JekyBaT ¢ Atezolizumab 10 nporpecust Ha 3a00IIBAHETO WK
HEKOHTPOJIMPYeMa TOKCUYHOCT.

Cisplatin/Carboplatin + Etoposide + Durvalumab™**:

Durvalumab 1500 mg B xoMOuHaius ¢ xumuoTepanus npe3 3 ceamuiu (21 gam) 3a 4 1uKbiIa,
nocneasaHo ot 1500 mg npe3 4 ceamuuu kato MoHoTepanus. [IpoabikaBa 10 mporpecus wWin
HEMpUEMIINBA TOKCUYHOCT.

7.2.2. Bropa auHUs XUMHUOTEpanus
[Ipu nmporpecust 1o 3 Mecena cien Kpasi Ha IbpBa JTUHUS

CEV (axo nbpBa aunus e EP)

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

Epirubicin — 50 mg/m2 I.V., nen 1

Vincristine — 1.4 mg/m2 (makc. obma go3a 2 mg) V., gen 1
[ToBTOpenue npe3 21 guwm.

Ifosfamide/Mesna + Vincristine

Ifosfamide — 3000 mg/m2 B 24-uacoBa uH}py3us, aeH 1

Mesna — 400 mg/m2 1.V, B wacose 0, 4 u 8 cien Hadanoro Ha ifosfamide Vincristine — 1.4
mg/m2 (makc. obma no3a 2 mg) I.V., gen 1

IToBTOpenue npe3 21 guu.

ITpu nporpecus ot 3 1o 6 Mecena cies Kpas Ha IbpBa JIMHUSA
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Mownotepanus ¢ Topotecan — 1.5 mg/m2 1.V, naul-5
[ToBTOpenue npe3 21 auu.

Momnorepanus ¢ Topotecan — 2.3 mg/m2 P.O., qau 1-5
[ToBTOpenue npe3 21 aHwm.

[Ipu nporpecust cinen moseue OoT 6 Mecena oT Kpas Ha IbpBa JuHus. [Ipunara ce pexxum ot
I'bpBa JTUHUSL.
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8. MAJIMT'HEH IVIEBPAJIEH ME3OTEJIMOM

ManurHeHusIT Me30TEIUOM € PAAKO 3a00s1BaHeE. Cpema c€ 5 IIbTHU MO-YECTO Y MBXKE, KOCTO €
CBBpP3aHO C IPUIIOKCHUCTO Ha a30ecT B CTPOUTCIICTBOTO, BOCHHATA HPOMHUIIICHOCT, PA3JIMYHU
MMPONU3BOACTBA. JledyeHneTo € KOMILIEKCHO. Hanocne;[mc CbBPCMCHHU JeueOHU noAXoaHu, Karo
TapréTHa Tepalusad U UMYHOTCpAlusd, CC U3IMUTBAT IMPUMAJIMTHCH MC30TCIIMOM B PAMKUTC Ha
KIIMHUYHH [TPOYyUYBaAHHA.

[Ipn Hanmuuue Ha CHMITOMATHUYEH IUICBPAJICH W3JIUB C€ MPENopbhbyBa TaJK-IJIEBpOJE3a MpPEau
XUMHOTEPAITHS.

Cisplatin + Pemetrexed + Bevacizumab

Pemetrexed — 500 mg/m2 1.V, nen 1 Cisplatin — 80 mg/m2 1.V, nen 1
+ Bevacizumab — 15 mg/kg I.V., nen 1
[ToBTOpenue npe3 21 auu.

Cyclophosphamide + Epirubicin + Cisplatin

Cyclophosphamide — 500 mg/m2 1.V., nen 1 Epirubicin — 50 mg/m2 I.V., nen 1
Cisplatin — 80 mg/m2 1.V., nen 1
[ToBTOpenue npe3 21 guu.

Pemetrexed + Gemcitabine

Pemetrexed 500 mg/m2 i.v. (10 munyTHa uH(Y3HU) B JIeH 8
Gemcitabine 1250 mg/m2 i.v. (30 munyTHa uHQY3us) B 1HU 1 1 8

Karo MoHoTepamust moraT na ObJaT MpuiaraHu IUIATUHOBH aHano3u, Doxorubicin u HAKoU
anTumeTabonmutu (Metothrexate, Pemetrexed).

Karo Bropa nunust Mmorat na Obaat npuiiaranu Vinorelbine winu Gemcitabine.

Cyclophosphamide + Epirubicin + Cisplatin

Cyclophosphamide 500 mg/m2 i.v. B neH 1
Epirubicin 75 mg/m2 i.v. B neH 1
Cisplatin 80 mg/m2 i.v. B ieH 1
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9. KAPHMHOM HA XPAHOITPOBO/1

PakbT Ha XpaHOMpoOBONA 3aeMa JEBETO MACTO IO YECTOTa CPEeJl OHKOJIOTHYHHUTE 3a00JIsIBAHUA,
KaTo €IHOBPEMEHHO C TOBa € IeCTa Hai-uecTa MPUYMHA 33 CMBPT OT HEOIUIa3usi B CBETa.
Cpennata o01a S-roAuIIHa MPEXUBIEMOCT Bapupa Mexay 15-25%, B EBpona noctura ensa 12%.
3a pa3nuka OT MHOTO JIPYTH 3JI0Ka4€CTBEHU 3a00JIsIBaHMsI, CBETOBHATA YECTOTA MO 3a00/I5IeMOCT U
CMBPTHOCT OT Ta3u OOJECT MOCTENEHHO HapacTBa. Haii-yecThTe XMCTONOTUYHH BapUaHTH ca
TUIOCKOKJIETHUYECH M a/IEHOKAPIIMHOM, KOUTO 00IIO0 cheTaBisBaT 01n30 90 % OT BCHYKM Cilydau Ha
KapIIMHOM Ha e3odara.

JleueHHNETO € KOMIUIEKCHO — OIIE€paTUBHO, JBUYCIICUCHUEC, JIBbUCXUMUOTECpAIIN, KOM6I/IHI/IpaHa
XUMUOTEpAIIys, Ipu IMOKAaA3aHUA — TAPIreTHA TCpallus.

9.1. HeoagoBaHTAHO XMMHOJILYe/IeYeHUE

[Tpunara ce npu cenekTHpaHu OOJIHU ¢ KOHTPOJ Ha XeMoroesaTa, BKI. U ¢ moakpena ot G- CSF.
Heob6xomumo ycnoBue e 106po 06110 cberosiaue (PS).

Cisplatin + Fluorouracil + abuyeneuenue

Cisplatin — 50 mg/m2 I.V., nau 1, 15 u 29
Leucovorin — 500 mg/m?2 I.V. B 2-uacoBa undy3us, aau 1, 8, 15, 22, 29 u 36
Fluorouracil — 1000-2000 mg/m2 1.V. B 24-gacoBa undy3us, aau 1, 8, 15, 22, 29 u 36. nnn

Hucninatun+S @ayopoypauni +JIbyesieuenue

[ucrutatua 75 mr/m2 u.B. (30 mun.)1 neH

5 ®@nyopoyparmin 1000 mr/m2 u.B.(mpoasmkutenna unag.) 1-4 nen [losraps ce Ha 1,5,9, u 13
cenMuIa

JIvuerepanus 50,4 Gy B 28 dpaxuu

WIH
HucmnaTua+S®iayopoypauumi + JInbyeseuenue

Hucmatun 100 mr/m2 u.B.(30 muH.) 1 1eH

5 ®@nyopoyparut 1000 mr/m2 u.B.(mpoabmkuTenHa nad.)1-4 nen
1 u 5 ceqmuna (paauoTepanusiTa 3amoyBa Ha 1. 29)

JIvuerepamus 50,4 Gy B 28 dpakiun Hazg 5.5 cenmunm

50048

Hucmuiiatna+SPayopoypanui + JIbueneuenue

Hucnnatun 80 mr/m2 u.B. 1 nen
5 @nyopoyparma 1000 mr/mM2 u.B.(mpoabiokutenHa uud.) 1-4 nen
Jla ce moBTapst BCEKU TPH CEAMMUITH (2 ITUKBIIA).

BTopu 1iukb1 € THOBPEMEHHO C:
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JIvuerepanus 35 Gy B 15 ¢pakuuu Hax 3 cenmuiy, 3anoYBaiy Ha.
neH 22
3a BTOpUs LUKBI — 4 cenqmuIia, no3ata Ha 5 diayopoyparun ce Hamansasa Ha 800 mr/m2

nJIn

Maxmurakcen+lucnnarun+/Inueneuenue

[Makmurakcen 60 mr/m2 u.B.(34. und.) 1,8,15,22 nen Hucnnatun 75 mr/m2 u.B.(24. uad.)l1
JeH

C noaxpena or GCSF

JIvuerepanus 45 Gy BbB ¢ppakuuu ot 1,5 Gy 1-5,8-12,15-19 nen nBa mbTH THEBHO

nJIn

IMaknurakcea+Kapéomiarnn+iabyenedenne

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

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

3amouBa OT 17eH no 5 ¢pakiuu ceIMUIHO

9.2. HeoxroBanTHa xumuorepanus (4 Kypca)

[Mpunara ce npu craguii cTINI, cT2N1, cT3NO/N1 nmm cT4NO/N1.

Cisplatin + Fluorouracil

Cisplatin — 75-100 mg/m2 1.V., nen 1
Fluorouracil — 1000 mg/m2 1.V. B 24-gacoBa undy3us, qau 1-4
[ToBTOpenue npe3 21 auu.

9.3. A1l0OBaHTHA XMMHUOTEPANUA

[Ipunara ce npu xucronorus 3a ageHokapuuHoM U pN+. [Ipu mI10CKOKIEThUEH KapUUHOM HSIMA
noka3aH edekT. JleueHnero ce 00Chxk/1a IpU CeTEKTUPAHU OOTHH.

Cisplatin + Paclitaxel

Cisplatin — 75 mg/m2 1.V., nen 1
Paclitaxel — 175 mg/m2 I.V., nen 1
IToBTOpenue npe3 21 auu (3 Kypca).

Carboplatin + Paclitaxel

Carboplatin AUCA4, nen 1
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Paclitaxel — 175 mg/m2 1.V, nen 1
[ToBTopenue npe3 21 auu (4 Kypca).

Cisplatin + Irinotecan

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

9.4. XumMuoTepanus Npu MeTacTAaTH4HA 00JIeCT

[Tpunara npu cenextupanu narueHTu ¢ PS 0-1 u 6e3 koMopOuIHOCT.

Cisplatin + Fluorouracil

Cisplatin 75 mg/m2 I.V., nen 1
Fluorouracil — 500-1000 mg/m2 1.V. ¢ uady3uoneH pexum, nau 1-4
IToBTOpEeHue npe3 28 AHU.

Cisplatin + Irinotecan

Cisplatin — 75 mg/m2 1.V., gen 1 Irinotecan — 180 mg/m2 1.V., nen 1
[ToBTOpeHue npe3 28 aHMU.

Irinotecan + Fluorouracil

Irinotecan - 180 mg/m2 I.V., nex 1
Leucovorin — 125 mg/m2 I.V., gen 1
Fluorouracil — 400 mg/m2 1.V. 6omyc, nen 1
[ToBTOpenue npe3 14 nuu

Emupyounma+Hucrnatua+5®myopoyparmn (ECF)

EnupyOounun 50 mr/m2 1.V. (6omyc) 1 aen Hucrmatun 60mr/m2/n1 1.V. (6omyc) 1 nen
5-®nyopoypaumn 200mr/m2/n V. (mpoabmxk. und.) 1-21 nen

[ToBTaps ce Ha 3 ceaMuIM

NmyHoTEepanus

Pembrolizumab — 200 mg. na Bceku 3 cenmunu win 400 mg Ha BCceku 6 ceIMUIM B KOMOMHALINSA C
TUTaTUHA U (QITyOpONTMPUMUINH-0a3upaHa XUMHOTEPAITHs, TIPUIIOKEH KaTO MHTPaBeHO3HA MHPY3Us
B IpoabkeHue Ha 30 MUHYTH 3a JeueHHe OT IbpBa JMHMS JIOKAJIHO aBaHCUpaJl HeomnepaOuieH
WIA METacTaTH4eH KapIMHOM Ha XxpaHompoBoxa wian HER-2 HeraTwBeH aqeHOKapIMHOM Ha
ractpoe3odareanHara Bpb3ka IIpH Bb3pacTHU, YUUTO TyMopHu ekcipecupar PD-L1 ¢ CPS > 10

Pembrolizumab 200 mg i.v. Ha Jlen 1 ot Bceku TpuceamuueH ukbwa wind 400 mg i.v. Ha Jlen lot
BCEKM IIECTCEIMHYEH IHMKHJI B KOMOWHAIUs C IUTAaTHHA W (IIyOpONMPUMHUAMH-0a3upaHa
XUMHUOTEpaIus
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[IpoxbmxkaBa 10 mporpecus WK HEIPUEMIINBA TOKCUYHOCT. [Ipy KIMHUYHO CTaOWIHU MallMEHTH
C TbpPBOHAUAJIHH [AaHHU 3a Tporpecusi Ha 3a00JSIBAHETO € MPENOPHUYUTENTHO JICYCHHUETO [a
MPOIBIIKH, JOKATO IPOrpecusiTa Ha 3a00JIIBaHETO HE C€ IOTBBP/IH.

9.4.1. Bropa JIMHUS XUMHOTEPAITHS

Docetaxel — 75 mg/m2 1.V. nen 1, noBtopenue npe3 21 guu (1o 6 kypca). IIpumara ce npu
XHCTOJIOTHSI 32 aJCHOKapLUUMHOM WU Iporpecus ciuex > 6 Mecena ciej XUMHUOTEpanus C
TUTaTUHA/ Iy OPOTMPUMUINHOBU PEKIMH.

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

Nivolumab** karo MoHOTepanusi € TOKa3aH 3a JICYCHHE Ha BB3PACTHH NAIMEHTH C
Hepe3eKTaOMICH aBaHCHUpaN, PELUIUBHPAIl WM MeTacTaTudeH e3odarealcH MIOCKOKICThYCH
KaplUUHOM CJIe[l TpeaiiecTBama (GayopormupuMHINH- W IUIaTHHA-0a3upaHa KOMOWHHpaHa
XUMHOTEpAIusl.

Nivolumab — 240 mg nHa Bceku 2 ceqmunu 3a 30 MUHYTH

Jlo mporpecusi Ha 3a00JISIBAHETO WITH HETPUEMIIMBA TOKCHYHOCT
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10. KAPIIMHOM HA CTOMAX

PakbT Ha cTomMaxa € Ha IIECTO MACTO MO 4YecToTa Mmpu MbxkeTe (5.5%) u Ha oCcMO MACTO NpHU
xenure (4.1%). Toit npencrasnsiBa 4.8 % OT BCUYKU 3JI0KAYECTBEHH 3a00JISIBAaHHS TMPU JBaTa
nojia. 3acsra 1mo-4ecTo MbXe B MO-HANpeaHaia Bb3pacT u ¢ GamuiaHa oOpemeHneHocT. CpenHaTta
BB3pacCT Ha JuUarHocTuuupane € 65-69 rogunu. Mpxere 3a0051BaT 2 IBTH MO- YECTO OT JKEHUTE.
Paznuuust chiiecTByBaT cropen pacata U reorpadckoTo pasmojiokeHue. Taka Hampumep Haii-
BHUCOKa € yectorara B M3rouna Asus, FOxxna Amepuka u M3rouna EBpona u nHali-uucka B CAIL u
3amanna EBpomna. JledeHHeTo € KOMIIIEKCHO — OMEPaTUBHO, IUTOCTATUYHA M TapreTHA Tepamnus B
3aBHCHMOCT OT OMOJIOTHSITAa HAa TYMOPA, JTbYeJICYCHHE NP MOKA3aHHS.

10.1. IlepuonepaTuBHA XUMHUOTEPANIUS
[Mpunara ce mpu c/pT2 N+ u c/pT3-4 NBcsako. BrimrouBa HeoadroBaHTaHA XHMHOTEPAIUS C

wiatuHa U QuryoporupumuanH ( 3-4 Kypca), mocieaBana oT xupyprudyao jedeHue u Cisplatin-
Oaszupana afroBaHTHa xumuorepanusi (3-4 xkypca). Ilopagum TOBa, Ye NPHIOKEHUETO Ha
KanenurabuH He W3UCKBAa HalM4yMe Ha IEHTPaJeH BEHO3€H KaTeThbp M € ChC ChIIOCTaBUMA
epukacHocT cupsmo 5-OVY 3a nedyeHue Ha aBaHcupaio 3abonsBaHe, KanenuraOuH — cbabpiKaly
PEKUMHU CBIIIO MOTAT J1a ObAAT NPEASIOKEHH EPUOTIEPATUBHO

ECF

Epirubicine — 50 mg/m2 L.V., gen 1

Cisplatin — 60 mg/m2 I.V., nen 1

Fluorouracil — 200 mg/m?2 1.V. 24-yacoBa undysus, nau 1-5
[ToBTopenue npe3 21 auu (3 kypca).

DCF

Docetaxel — 75 mg/m2 1.V., nen 1

Cisplatin — 75 mg/m2 1.V., nen 1

Fluorouracil — 750 mg/m2 1.V. 24-yacoBa undys3us, nau 1-5
[ToBTOpenwue npe3 21 auu (4 Kypca).

XelOx

Capecitabine — 2000 mg P.O. gueBno, nuu 1-14
Oxaliplatin — 100-130 mg/m2 1.V. Gomnyc, aen 1
[ToBTOpenue npe3 21 auu.

FLOT

Docetaxel, 50 mg/m2, nen 1

Oxaliplatin, 85 mg/m2, nen 1
Leucovorin, 200 mg/m2, aen 1
Fluorouracil, 2600 mg/m2 24 h infusion,
IToBTOopenue npe3 14 nau
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Kom6unmnpano XumuonpueneueHue

5-FU + folinic acid +iabyeneyeHue

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

Jla ce mpoBexaa mpeau UUKBI 1 ¥ ciiel HUKBA 2 KOMOMHUPAHO XUMHONIbYeNedeHne. Mexmy
IUKIUTE UMa 1 Mecerln naysa.

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

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

[IpoBexnaa ce cemMuuHO 3a 6 ceIMMUIIM, TIOCIEBAHO OT 2-ceaMuuHa nay3a. [IepBusar kypc XT ce
MPOBEXK/IA MPEIU XUMHOIBUEIICUCHUETO, BTOPUAT KypC 3arovBa 2 CEIMULIN CIIE IbYEICUCHUETO.

45 Gy ¢pakm. x 1.8 Gy 5 gHu ceAMHUYHO X 5

5-FU 225 mg/m2 i.v. (24h inf) ntHeBHO Mpe3 BCUYKU JHHU HA JIbYEIICUCHHUE.

Cisplatin + capecitabine + nmbpueneueHue

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

ITocnenBano OT AbUETICUCHUE

45 Gy ¢pakm. x 1.8 Gy/ 5 qau ceaMUIHO X 5

Capecitabine 825 mg/m2(b.i.d) p.o THEBHO Mpe3 BCUYKH JTHU HA JILYCIICUCHHE

IlocienBano ot

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

10.2. XumMuoTepanus NpH JOKAJIHO ABAHCHPAJIA H/WJIH METACTATHYHA 00J1eCT
[Tpu meTactaTiuHa O0JIeCT XUMHOTEpanus ce npuiara npu 0ogHU B 100po ob1o cectosnue (PS).

[Ipu aneHOKapIIMHOM Ha CTOMaxa M ractpoe3odaruanHara Bpb3Ka € IPenopbuUTEITHO U3CIIeBaHEe
3a HER2-excnpecus (4pes in situ cpedbspra xubpuamzanus, SISH).

67



ECF

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

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

ELF

Etoposide — 100 mg/m2 1.V., agau 1-3
Leucovorin — 30 mg/m2 1.V, nuu 1-3
Fluorouracil — 500 mg/m2 .V., nau 1-3
[ToBTOpenue npe3 28 aHU.

Etoposide + Epirubicine + Fluorouracil

Etoposide — 100 mg/m2 1.V., nau 1-3
Epirubicin — 50 mg/m2 1.V., nen 1
Fluorouracil — 500 mg/m2 1.V., nau 1-3
IToBTOpenue npe3 21 guu.

Capecitabine + Cisplatin

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

benexka: Axo kbM pexuma ce npubasu Epirubicin, mpenopbuBana 103a Ha Capecitabine e 1250
mg/m2 P.O. gHeBHO.

Oxaliplatin + Epirubicin + Fluorouracil

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

EOX

Epirubicin — 50 mg/m2 1.V., nen 1

Oxaliplatin — 85 mg/m2 [.V., nen 1

Capecitabine — 1250 mg/m2 P.O. naeBHo, nau 1-21 (pu cenexrupanu 60HU AHU 1-14)
[ToBTOpenue npe3 21 guu.

ECX

68



Epirubicin — 50 mg/m2 1.V., nen 1

Cisplatin — 60 mg/m2 I.V., nen 1

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

EOF

Epirubicin — 50 mg/m2 [.V., nen 1

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

DCF

Docetaxel — 75 mg/m2 1.V., nen 1
Cisplatin — 75 mg/m2 1.V., nen 1
Fluorouracil — 750 mg/m2 L.V., nau 1-5
[ToBTOpenue npe3 21 aguu

Tegafur/gimeracil/oteracil + Cisplatin

Cisplatin — 75 mg/m2, nen 1
Tegafur/gimeracil/oteracil — 2 x 25 mg/m2 P.O. queBno (nm cpenHo 80 mg AHEBHO), AHU 1-
21

[ToBTOopenue npe3 21 auu (06110 A0 6 Kypca).

FCT (npu cBpbxexcnpecusi Ha HER2)

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

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

Cisplatin — 80 mg/m2 1.V., nen 1

Trastuzumab — 8 mg/kg (mepBu mHUKb), caex ToBa — 6 mg/kg 1.V., nen 1
[ToBTropenue npe3 21 qHM (10 MPOrpecus WM HETPUEMITMBA TOKCUYHOCT).

FLOT

Docetaxel, 50 mg/m2, nen 1

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

10.3. Bropa n nocieaBamy JUHAH XUMHOTEPAnus (IPH XHUCTOJIOTHS 32 aJeHOKAPIMHOM)

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

Irinotecan + Cisplatin

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

FOLFIRI

Irinotecan — 180 mg/m2 1.V. 30-munyTHa MH)Y3US, neH 1
Leucovorin — 400 mg/m2 1.V. 2-yacoBa undy3wus, 1eH 1
Fluorouracil — 400 mg/m2 [.V. 6omnyc, nen 1

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

[ToBTOpenue npe3 14 quu.

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

IIpu  mporpecus  ciuen 6 U IoBe4Ye  Mecena  Clief
I1aTUHA/ PITy OpPOITMPUMHITHOBUPEKUMH.

XUMHUOTCpaIusa

Paclitaxel — 80 mg/m2 I.V., nau 1, 8 u 15
[ToBTOpenue npe3 28 gHwu.

Irinotecan — 150 mg/m2 I.V., nau 1 u 15
[ToBTOpEeHue npe3 28 aHu.

ILF/IF

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

]_II/IKTJJTI)T CC IMOBTAps Ha BCCKHU 6 CCAMUIIU, ITOCICABAH OT 1-2 CCIAMHUYHA ITIOYHMBKAa.

Ramucirumab — 8 mg/kg 1.V, nen 1 [ToBTopenue npe3 14 qau, 10 MpOrpecus.

Cnen mporpecuss Ha miatuHa + QIYOPONMPHUMHUIMHM M TPU TAIUEHTH, IPHU KOUTO

xkomOuHanums ¢ Paclitaxel He ermoaxomsmia.

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

Mitomycin C + Fluorouracil

Mitomycin C — 8-10 mg/m2 1.V., nen 1, pe3 kypc
Fluorouracil — 800 mg/m2 I.V., nau 1-3
[ToBTOpenue npe3 21 guwm.

BTopa H MocJieABAaIlM JIMHUMA TEPpANINAd

I/IMyHOTepaHHﬂ npu Heonepaﬁnneﬂ NJIA METACTATUICH KAaPIUHOM HA CTOMaX IIPHU nmporpecus cjaen
IMOHE €/IHA NMPEAX0AHA JUHUA Tepalus.

Pembrolizumab** karo monotepamus - 200 mg 1.V. Ha Bceku 3 cenmuim wim 400 mg 1.V. Ha
BCeKM 6 ceaMMLM NpU HeonepaOWIeH WM METacTaTMYeH KapIMHOM Ha CTOMaxa C BHCOKa
MuUKpocaTtenuTHa HectabuinHocT (MSI-H) wnm neguuutr B MexaHu3Ma 3a BBH3CTAaHOBSIBAaHE Ha
HecroTBeTcTBUATA Ha JIHK (AMMR), KoraTto 3a0onsiBaHeTO € Mporpecupano Mo BpeMe WU CIe]
MIOHE e/1HA MPEIX0HA TepaIHsl.

Jleuennero ¢ Pembrolizumab npoasmkaBa 10 mporpecust UM HEMpUEMIMBAa TOKCHYHOCT. [Ipu
KJIMHUYHO CTAaOMJIHM TAalMeHTH C IIbPBOHAYAJIHM JaHHM 3a Mporpecus Ha 3a00JsBaHETO ¢
IPEMOPBHUUTENTHO JICYCHUETO Ja NPOABIDKH, JOKAaTO Iporpecuira Ha 3a00JsIBAHETO HE ce
HOTBBP/N.

Trifluridine/tipiracil — 2 x 35 mg/m?2 (1e nmoBeve ot 80 mg Ha no3a) P.O. nueBHO, 1HU 1-5 1 8-12
JeH

/Tlpu MaMeHTH,KOUTO ca OWJIM Ha TTOHE 2 TUHUW XUMHUOTEpaIlus 3a HalpeIHalo 3a0osaBaHe/
[ToBTOpenue npe3 28 aHwu.
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11. AZEHOKAPIIMHOM HAITAHKPEAC

11.1. HeoaaioBaHTHA XMMHUOTEPATIHS

[Tpunara ce npu ceneKTUPaHU MAIUEHTH C TPAaHUYHO PE3EKTaOMIICH CTaIuil ¢ 1IeNT CHIKEHHE Ha
CTaaus ¥ Bb3MOXHOCT 3a RO-pe3ekius.

Gemcitabine — 1000 mg/m2 L.V, qau 1, 8 u 15
[ToBTOopenue npe3 28 auu (4-6 Kypca).

Gem/Cis

Gemcitabin 1000 mg/m2 i.v. B nen 1 u 15
Cisplatin 25 wim 50 mg/m2 i.v. B nes 1 u 15
IToBTOpenue npe3 28 nHu

FOLFIRINOX

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

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

Calcium folinate 400 mg/m2 i.v. 2-qacoBa uH}y3us B 1eH 1 u 15
5 FU 400 mg/m2 i.v. bolus B nen 1ul5

5 FU 2400 mg/m2 1.v. 46- yacoBa undy3us B ied 1 u 15
[ToBTOpenue npe3 29 auu 10 6 HUKbIA

ITox 3ammrara Ha GCSF.

11.2. Ail0oBaHTHA XUMHOTEPANTUA

[Ipunara ce cineponepatuBHO Npu mauueHTd B ctaauil pl u pllA, xouto He ca mpoBexIaIn
HEOaIOBAaHTHA TEPAITHSL.
FOLFIRINOX
Oxaliplatin — 85 mg/m2 1.V., nen 1 Irinotecan — 180 mg/m2 I.V., nen 1 Leucovorin — 400
mg/m2 L.V, nen 1
5-Fluorouracil — 400 mg/m2 1.V. 6omyc, neH 1

5-Fluorouracil — 2400 mg/m2 1.V. 46-4acoBa undy3us 3aabokutenta noakpena ¢ G-CSF
[ToBTOpenue npe3 14 nuu .

Momudunupan FOLFIRINOX
Oxaliplatina 85 mg/m2 i.v. B gen 1 ul5
Irinotecan 150 mg/m2 i.v. B nen 1 ul5

Calcium folinate 400 mg/m2 i.v. 2-4yacoBa un¢y3us B 1eH 1 u 15
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5 FU 2400 mg/m?2 i.v. 46- yacoBa undy3us B e 1 u 15
[ToBTOpenue npe3 29 nuu 10 6 HKUKbBIA
ITon 3ammrara Ha GCSF.

Momnotepanus ¢ Gemcitabine ce mpemnopbuBa J1a ce mpuiiara caMo Mpy yYBPEACHHU MaIlUeHTH.

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

11.3. Tepanusi npu Hepe3eKTA0UIHA U MeTACTATHYHA 00J1€CT

11.3.1. Xumnorepanus apu craauii [1B u 11

FOLFIRINOX

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

mg/m2 L.V, nen 1
5-Fluorouracil — 400 mg/m2 1.V. 6omyc, neH 1
5-Fluorouracil — 2400 mg/m2 1.V. 46-4acoBa undy3us 3aabokutenna noakpena ¢ G-CSF
[ToBTOpenue npe3 14 nuu .
Moau¢puunpan FOLFIRINOX
Oxaliplatina 85 mg/m2 i.v. B gen 1 ul5
Irinotecan 150 mg/m2 i.v. B nen 1 ul5
Calcium folinate 400 mg/m2 i.v. 2-4yacoBa uH(py3us B 1eH 1 u 15
5 FU 2400 mg/m?2 i.v. 46- yacoBa undpy3us B e 1 u 15
[ToBTOpenue npe3 29 nuu 10 6 MUKbIA

ITox 3ammrara va GCSF.

Mownotepanus ¢ Gemcitabine ce npemnoppyBa fa ce IMpuiiara camo Ipu YBpPeIeHH MallUeHTH.

Gemcitabine — 1000 mg/m2 1.V. ceqmuuno (7 Kypca), MocJIeIBaH OT 7-THEBHA MIOYMBKA; CIIC]T
toBa — 1000 mg/m2 1.V., nau 1, 8 u 15 (moBTOpenue npes 28 aum).

Mayo Clinic (6-8 kypca)
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Leucovorin — 20 mg/m2 1.V., nau 1-5
Fluorouracil — 425 mg/m2 I.V., nau 1-5
[ToBTOpenue npe3 28 aHMU.

Cpuerano xumuoabuenedenue npu craguit [1B u 1

Gemcitabine — 400 mg/m2 1.V. cenmuyHo (7 ceamuin).

Cisplatin + Fluorouracil

Cisplatin — 20 mg/m2 L.V., nau 1-5, 1-Ba u 5-Ta ceqmuna
Fluorouracil — 300 mg/m2 1.V., nau 1-5, 6 cenmuin.

11.3.2. XuMmuorepanus opyu Meracratuyta Oosect (craauii IV)

FOLFIRINOX

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

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

5-Fluorouracil — 2400 mg/m2 1.V. 46-uacoBa un¢y3us 3aabmkurenta noakpena ¢ G-CSF
IToBTOpenue npe3 14 nuu .

Gemcitabine + Erlotinib

Gemcitabine — 1000 mg/m2 1.V. ceqmuuno (7 Kypca), ocjieJBaH OT €Ha CeMUIIA TIOYHUBKA;
cinen toBa — 1000 mg/m2 I.V., nau 1, 8 m 15

Erlotinib — 100 mg P.O. nueBHO, muu 1-28 (mpoabkaBa 0 MPOrpecus)

[ToBTOpeHue npe3 28 aHMU.

Gemcitabine — 1000 mg/m2 1.V. ceagmuuno (7 kypca), TOCIeIBaH OT €IHA CEIMUIIA
nmounBka; cieq ToBa — 1000 mg/m2 ILV., nau 1, 8 u 15
IToBTOpEeHue npe3 28 AHU.

GEMOX = Erlotinib

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

+ Erlotinib — 100 mg P.O. nueBHO, nuu 1-21 (mpoakikaBa 10 mporpecus)
[ToBTOpenue npe3 21 aHu.

FOLFIRI
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Irinotecan — 180 mg/m2 1.V. 30-munyTHa uHby3us, 1eH |
Leucovorin — 400 mg/m2 1.V. 2-yacoBa undy3us, aeH 1
Fluorouracil — 400 mg/m2 1.V. 6omyc, nen 1

Fluorouracil — 2400 mg/m2 1.V. 46-yacoBa napy3us
[ToBTOpenue npe3 14 nuu.

Mayo Clinic (6-8 kypca)

Nab-Paclitaxel + Gemcitabine
(mpenopwuBa ce npu Brucoka SPARC-ekcnpecusi, Kopeaupaiia ¢ pe3uCTeHTHOCT KbM
Gemcitabine)

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

Gemcitabine + Capecitabine

Gemcitabine — 1000 mg/m2 I.V., gau 1, 8 u 15 Capecitabine — 1500 mg/m2 P.O. nueBHO, THU
1-14 TloBTopenue mipe3 28 quu (6 Kypca).

[Mognbpkamio neuyeHHe Ha BB3PACTHU manueHTH ¢ repmuHatuBHE BRCA1/2 myranmu, c
MeTacTaTH4eH aJeHOKapIIMHOM Ha MaHKpeaca, YUeTo 3a00JIsIBaHe HE € IPOTrpecupao cie Hai-
Majko 16 ceMUIIM JieueHUE ¢ MbpPBa JIMHKUS XUMUOTEpaITis Ha 0a3aTa Ha IJIaTHHA.
Momnotepamust Olaparib** 600 mg Tabnerku mHeBHO, P.O 1m0 mporpecusi wim HEmpHEMIIHBA
TOKCHYHOCT.

11.4. Bropa JiuHusi XMMHOTepanusi

Fluorouracil + Oxaliplatin

Oxaliplatin — 50 mg/m2 1.V, nen 1

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

Fluorouracil — 500 mg/m2 1.V. ennovyacosa uHdy3us, aeH 1
IToBTOpenue npe3 7 nuu (12 xypca).

Liposomal Irinotecan + Fluorouracil

Liposomal Irinotecan — 70 mg/m2 1.V, nen 1 Leucovorin — 400 mg/m2 1.V. 6onyc, nen 1
Fluorouracil — 2400 mg/m2 1.V. B 46-yacoBa undy3us, neH 1
[ToBTOopenue npe3 14 nHu.

Bcuuku pCKUMHU 3a MCTACTATUYHA OoitecT ce IpoBCKAAT OO HNPOrpeCHd Ha Ootectra U A0
HEIIpUEMIIMBA TOKCHUYHOCT.
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12. XEITATOHLEJYJAPEH KAPIIUHOM

XenaTouenyJapHUAT paK € Hail-ueCTUSAT MbPBUYEH TyMOp Ha uepHus Apod. Fima 6bp3a eBomronus
u Jjoma nporHosa. Haii-Bucoka e yecrorara my B Adpuka u lOromsrouna Asus. Yecrorata my
BapHUpa B 3aBUCUMOCT OT pa3lpOCTPAaHEHUETO Ha XenaTuTHUTe BUpycu B u C. Mbxxete 6onemyBaT
3-8 mbTH MO-YECTO.

12.1. HayaJjiHa cucTeMHa Tepanus

[Ipunara ce nmpu HeonepaduiaHa uiau MertactarndHa 6osect B ctaguii C mo BCLC- knacudukarus
wim knac A u B mo Child-Pugh. IlpunoxeHneTto Ha KOHBEHILMOHAJIHA XUMHOTEpamus €
OTpaHUYCHO MOPaIy BUCOKA PE3UCTEHTHOCT, HapyIIeHa YepHOAPOOHa QYHKIMS U IPUAPYKaBaIln
XPOHUYHU YEPHOAPOOHU OOJIECTH (XEMaTUT U/UIH LUPO3a).

Taprerna tepamnus

Sorafenib — 800 mg P.O. nueBHO, 10 mMporpecusi.

Lenvatinib
MpenopbuyMTenHaTa gHeBHa Ao3a Lenvatinib e:
- 8 mg (aBe Kancynu oT 4 mg), npMeMaHa BeAHbX AHEBHO NpY NaLUEHTU C TeslecHo Terno <60 kg
n
- 12 mg (Tpu Kancynu oT 4 mg), NnpuemaHa BeAHbXK AHEBHO NPU NaLMeHTN C TeNecHo Terno >60

kg.

Atezolizumab + Bevacizumab

Atezolizumab — 840 mg I.V., nen 1, npe3 14 nam

nnu 1200 mg 1.V., nen 1, npe3 21 gau

n 1680 mg 1.V, nen 1, npe3 28 auu

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

Koraro ce mpwiarar B enuH u cbinu jaeH Atezolizumab tpsOBa na ce mpwiara mpeny
Bevacizumab.

JIeuenuero ce npuiara 10 3ary6a Ha KJIMHUWYHA 110J13a UJIX HCKOHTPOJIIMPYEMa TOKCHUYHOCT.

DN
Cisplatin + Fluorouracil + Epirubicin

Cisplatin — 80 mg/m2 1.V., nen 1
Fluorouracil — 600 mg/m2 1.V., nau 1 u 8 Epirubicin — 40 mg/m2 1.V., nau 2 u 3 [ToBTOpeHne
npe3 21 nHu.
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Cisplatin + Fluorouracil + Vincristine

Cisplatin — 90 mg/m2 1.V., nen 1

IToBTOpenue npe3 21 aHu.

Fluorouracil — 600 mg/m2 1.V. 6onyc, aen 2 Vincristine -mg/m2 1.V., nen 2

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

Cnen HeoaIIOBaHTHA Tepamus, JOBeNa 10 ONEpaOMIIHOCT HAa MbPBUYHHS TyMOp, CJI€IONEePaTUBHO

ce mpuJarar oule 4 Kypca XMMHOTEpaIus 1o Chlus peskuM. MHTpaapTepuanHa XuMuoTepanust He

ce MpenopbyBa.

12.2. Tpancaprepuaana xemoemooausauusi (TACE)

[Ipunara ce mnpu HepezekTabuiaHa (MyJITHHOAYyNapHa) Ooinect B craauid B mo BCLC-

knacupukanus. V3BppmiBa ce  HAW-4eCTO C  AHTPAIUKINHH,
paanodapMaIeBTHK.

12.3. Bropa JiuHUA CHCTEMHA Tepanus

Mitomycin C wm

FOLFOX4

Oxaliplatin — 85 mg/m2 1.V. 2-yacoBa un¢ysus, neH |
Leucovorin — 200 mg/m2 1.V. 2-gacoBa undy3us, 1au 1 u 2
Fluorouracil — 400 mg/m2 1.V. Gonyc, nau 1 u 2

Fluorouracil — 600 mg/m2 1.V. 22-gacoBa nundy3us, 1au 1 u 2
[ToBTOpenue npe3 14 nuu.

Regorafenib — 160 mg P.O. aueBHo, auu 1-21
[ToBTOpeHue npe3 28 AHU.
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13. BUWJIMAPEH KAPIIMHOM

KapuuHOMBT Ha *KIIb4HMS MeXyp npeacrasisaBa 1 10 4% ot Bcuuku kapuuHoMu. KapiHOMBT Ha
KI'BUHUS MEXyp MMa 0COOEHO reorpad)cko pa3npocTpaHEHHUeE - 4ecTo cpemian € B LleHTpanna u
HOxna Awmepuka, Cesepna Mumus, SAnonus, Llentpanna u M3touna EBpomna. 3abonsBanero ce
cpella Mo-4ecTO M B OMNpPENEIeHH €THUYECKU TPYIH, KaTo HAalpUMEp HATUBHUTE aMEPUKAHCKU
WHAWAHIM M JaTHHOamMepukaHuure. KbM HacTOANIMS MOMEHT €AMHCTBEHaTa alTepHaTHUBA 3a
pajuKaJIHO JIEYEHHE Ha TO3M paK € XUpypruuHata pesexuus. Jlopu u cien paguKkanaHo JIedeHHue
S-roguuiHata npekuBIeMocT He HaaBuiana 20%.

Bxrousa KapOouHOM Ha CKCTpaxcriaTajiHnu KIIbYHHU opTHUIIA, KIBUYCH MCXYp u
XOJIAHT'MOKapIHUHOM.

13.1. AAl0OBaHTHA XUMHOTEPANTUA

[Tpunara ce cnen neuedbna xupyprus ¢ RO- i R1-pesexuust.

13.2. IIbpBa JMHUSA XUMHOTEPATIHS

Gemcitabin — 800-1000 mMr/m2 - 30 muH - 1,8,15 nen
IToBTaps ce Ha 4 cenMuLy, IOCIEABAHO OT 15 nHEBHa nay3a

5-®Y - 500 mr/m2/n 1-5 pen unu 600 mr/m2 - 1,8,15 gen

GEMCIS

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

GEMOX

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

EFC

Epirubicin 50mr/m2 i.v - 11en Cisplatin 60 mr/m2 i.v - 1 nen
5-FU 200 mr/m2 nocrostaaa uH}. 244. [loBTaps ce Ha 3 ceamuiu

PEFG
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Cisplatin 40 mr/mM2 i.v 1 nen

Epirubicin 40 mr/m2 i.v 1 nen

5-FU 200mr/m2/nu npoabsmkutenna nuadysus 1.v 1-28 nen
Gemcitabine 600 m1/M2 1 yac 1.v 1, 8 nen

[ToBTaps ce Ha 4 ceqMuLU

13.3. Bropa JJuHus1 XMMHOTEpANUs

mFOLFOX6 (npunara ce mpu ceJIeKTUPaHH MaueHTH ¢ 1006p PS)

Leucovorin — 400 mg/m?2 1.V. 2-yacoBa undy3us, aeH 1
Oxaliplatin — 85 mg/m2 1.V. 2-uacoBa undy3us, neH 1
5-Fluorouracil — 400 mg/m2 I.V. 6omayc, 10-15 min., gen 1, 2
5-Fluorouracil — 1200 mg/m2 1.V. 24-gacoBa undy3usi, neH 1, 2
[ToBTOopenue npe3 21 auu.

NmyHoTepanus npu HHONEPAOHWJIeH/ MEeTACTATHYEH CTANI

Pembrolizumab** xato monotepanus - 200 mg 1.V. na Bceku 3 cenmunu ninu 400 mg [.V. Ha
BCEKU 6 CeIMUIM NPH HeonepaOuIeH I METaCTaTUYEH KapLIMHOM Ha JKITbYHU I'BTHUINA U JKITbUYECH
MeXyp € BHCOKa MHKpocaTenuTHa HecradbunHocT (MSI-H) wnmm neduuur B MexaHusma 3a
Bb3CTaHOBsiBaHE Ha HechoTBeTCTBUATA Ha JJHK (IMMR), koraTo 3abonsiBaHeTo € mporpecupaio
10 BpEMeE WU CJIe]l IOHE €lHa MPEAXO0/IHA TepaIusl.

Jleuennero ¢ Pembrolizumab npoasmkaBa 10 mporpecuss WM HEMPHUEMIMBA TOKCHYHOCT. [Ipu
KIMHUYHO CTa0WJIHM MANMCHTH  C [bPBOHAYAIHU JaHHH 3a IPOrpecusi Ha 3a00JIIBAHETO €
NPETIOPHYUTETHO JICYCHHETO Ja MPONBIDKH, JIOKAaTO Mporpecusita Ha 3a0O0NsBaHETO HE ce
HOTBBPH.
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14. KAPIIMHOM HA BBBPEK

bropeunoknersunuar kapruHoM (BKK) e psako cpeman tymop, ¢ decrtora mexay 3-5% ot
37I0KAY€CTBEHUTE HOBOOOpa3yBaHMs y Bb3PACTHHU, BKIIOUBAI M YPOTEIUATHUS KapuuHoM. Toii e
Ha CEAMO MSCTO [0 4YEeCTOTa y MBXKETEe M Ha JIeCeTO0 MSCTO MO YeCTOTa OT BCHYKH
3JIOKQYECTBEHU TyMOpH Ipu xkeHute. Hail-3acernarara Bb3pact € 55-75 ronunu. 1Ipu nocrassHe
Ha auarnosara okoio 20%-30% ot Gomnute ca B meractazupan craauii. BKK ce cpemia ¢ okono
50% mo-uecTo MpU MBKE, OTKOJIKOTO NpH KEHU. Bb3HMKBa OOMKHOBEHO Mexay 6-To M 8-MO
JECETUIIETHE, KaTO CpeaHara Bb3pacT € 64 r. JluarHoctuiupa ce U B J0CTa MO-MJiajia Bb3pacT.
Bb3MoxkHOCTUTE Ha ChbBpEMEHHATa TapreTHa Tepamnus MPOMEHHMXA ChIIECTBEHO JieYeOHUTE
pe3ynTaTu npu ToBa 3a00IIIBaHE.

14.1. bnOpeyHOKIeThYEH KAPIIUHOM

14.1.1. AII0BAHTHA Tepanus

Pembrolizumab** karo monorepanus — 200 mg 1.V. Ha Bceku 3 cenmuuu uimu 400 mg 1.V. Ha
BCEKH 6 CeAMUIM NPWIOKEHAa KAaTO MHTPAaBEHO3Ha MH(QY3us B mpoawmkeHue Ha 30 MHHYTH,3a
aJIIOBAaHTHO JICUCHHE HAa BH3PACTHU C OBOPEYHOKIETHYCH KAPIIMHOM C MOBHUIIIEH PUCK OT PELUANB
cres HeppeKToMus, WK cliel HepPEeKTOMHUS M PE3EKINs Ha METaCTaTHYHHU JIE3UH.

[Ipu amroBaHTHO JedyeHHEe Ha OBOPEYHOKIETHUEH KapuuHOM, Pembrolizumab tpsioBa na ce
npuiara 10 pelHAMB Ha 3a0O0JsIBAHETO, HEMPUEMIIMBA TOKCHYHOCT WIIM 32 MEPUOA 10 CIHA
roauHa.

Haii-yecT XHCTONOTMYEH TMOATHI € CBETJIOKICTHUHMAT KapuuHoMm. I[lpum HepesekTabuiHa,
MeTacTaTUYHa WIM pelUIuBUpania OO0JIECT Ce TpHiaraT pa3iMuHU PEKHUMH Ha JIEKAPCTBEHO
JICYCHHUE.

14.1.2. ITepBa TUHUI

Taprerna Tepanus

e Pazopanib — 800 mg P.O. mHeBHO, M0 mporpecus (IpU HUCHK U CPENCH PHUCK IO
MSKCCO).

e Sunitinib — 50 mg P.O. nueBHo, 28 nuu u 14 nan nounBka (v 14 nHu Tepanus u 7 1HA
MOYMBKAa CHOpeJ MOHOCHUMOCTTA), A0 IMporpecus (MPU HUCBK MU CPEIeH PHUCK IO
MSKCC).

e Sorafenib — 800 mg P.O. qHeBHO, 10 porpecus; n30upa ce mpu Bh3pacT Hall 65 TOIUHH,
KOMOPOHIHOCT (ChpJeYHH OOJECTH M IIUTOBHUIHA TATOJIOTHS), MO3BUYHHM METACTa3H,
3axapeH quabeT U XUCTOIOTUYEH MOATHUII, Pa3InYeH OT CBETIIO- KIIETHYUCH.

e Temsirolimus — 25 mg [.V. ceamuuno, 10 porpecus (mpu Bucok puck no MSKCC).

e Interferon-alpha — 3 x 3 mUI no 3 x 9 mUI S.C. ceamuuno.

e Interferon-alpha + Bevacizumab (mipu Hucbk u cpeaex puck no MSKCC)

e Interferon-alpha — 3 x 3 mUI no 3 x 9 mUI S.C. ceqmuuno.

e Bevacizumab — 10 mg/kg 1.V. Ha 14 guu.
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NmyHoTEepanus

Nivolumab-+ipilimumab
Nivolumab B koMmOuHarmus ¢ ipilimumab e mokasaH 3a mbpBa JMHHUS Ha JEUEHUE HA BH3PACTHU
MAIMEeHTH ¢ aBaHCHpall ObOPEYHOKIIETHUEH KAPIIMHOM ChC CPEICH/BUCOK PHCK
Nivolumab 240 mg na Bceku 2 cenmuiiy 3a 30 MUHYTH WIH
480 mg Ha Bceku 4 cenmuuu 3a 60 MUHYTH
Ipilimumab- 1 mg/kg 3a 30 MmunyTH
Jlo mporpecusi Ha 3a00JSIBAHETO WM HEMPUEMIINBA TOKCUYHOCT

Nivolumab-+cabozantinib**
Nivolumab B komOuHamus ¢ cabozantinib e mokaszan 3a MbpBa JIMHUS Ha JICYCHUE HA BB3PACTHH
MAIUCHTH C aBaHCHPaTl ObOPECYHOKIICTHYEH KapIIUHOM.
Nivolumab 240 mg Ha Bceku 2 ceamunu 3a 30 MUHYTH UITU
480 mg Ha Bcexu 4 cenmuiy 3a 60 MUHYTH
Cabozantinib-40 mg BeTHBX THEBHO
Jlo mporpecust Ha 3a0015IBaHETO, HEMPUEMIIMBA TOKCHYHOCT WJIHM 70 24 Mecela Mpu MarueHTH 0e3
nporpecus Ha 3a00JI1BaHETO

Pembrolizumab** B xomOunammsa c Axitinib 3a jeyeHue OT m'bpBa JMHUS Ha aBaHCUpA
OBOPEYHOKIIEThYEH KapIIMHOM TP BH3PaCTHU

Pembrolizumab 200 mg [.V. Ha Bceku 3 ceamunum nin 400 mg Ha BCEKU 6 CEAMUIIN

Axitinib 5 mg P.O. nBa mbTH JHEBHO.

[Tpn manueHTH, KOUTO MOHACAT axitinib 5 mg nBa MBTH JHEBHO 3a 2 MOCIEIOBATEIHU ITMKBJIA HA
nedyenue (T.e. 6 cenmuim) 6e3 Hexenanu cpoutus > CteneH 2, CBbP3aHu ¢ JICUEHUETO ¢ axitinib u
¢ moOpe KOHTpoIMpaHO KpbBHO Hamsrane n0 < 150/90 mm Hg, e mo3BoieHO moBHIIaBaHE Ha
n03aTa aKCUTHHUO 10 7 mg aBa mbTH AHEBHO. [loBummaBaneTo Ha go3ata axitinib mo 10 mg nBa
I'BTU JTHEBHO € MO3BOJICHO TPH MpHJIaraHe Ha ChUIUTE KpUTepuu. AXitinib Moke a ce mpekparu
WIM J]a ce Hamalud A0 3 mg JBa I'bTH JHEBHO W CJIeJ TOBa 0 2 mg JBa IbTU JHEBHO 3a
OBJIaJIIBaHE HAa TOKCUYHOCTTA.

[IpoabikaBa 10 mporpecusi UIu HeNpUeMIIMBa TOKCUYHOCT. [Ipu KIMHUYHO CTAaOWIIHU MAllMeHTH
C TBpPBOHAYAJIHHM JAaHHU 3a TPOrpecusi Ha 3a00JSIBAHETO € MPEMOPHUYUTEITHO JICYCHUETO [
MPOIBIIKH, TOKATO IPpOrpecusiTa Ha 3a00JIIBaHETO HE C€ TOTBBP/IH.

Pembrolizumab** — 200 mg IV nHa Bceku 3 cenmunm wiam 400 mg 1.V. Ha Bcekn 6 cenMuiy B
KOMOMHAIMS C JIGHBAaTUHUO, 3a JICUEHUE OT MbpBa JIMHUS HA aBaHCHpan OBOPEYHOKIIETHUCH
KapIUHOM IIPH Bb3PACTHU

Pembrolizumab, — 200 mg IV na Bceku 3 ceqmuru wiu 400 mg 1. V. Ha Bceku 6 cenqmury, neH 1
JlenBatranO 20 mg nepopayiHO BEIHBXK THEBHO

[IpoabikaBa 10 mporpecusi UIu HENpUeMIINBa TOKCUYHOCT. [Ipu KIMHUYHO CTAaOWIIHU MAllMeHTH
C TBpPBOHAYATHHM JaHHU 3a TPOrpecusi Ha 3a00JIBAHETO € MPEMOPHUYUTEITHO JICYCHUETO [
MPOIBIIKH, TOKATO IPpOrpecusiTa Ha 3a00JIIBaHETO HE C€ TOTBBP/IH.

* Avelumab B xoMOuHanus ¢ axitinib e mokasaH KaTto IbpBa JIMHUS Ha JIeYeHHE Ha Bb3PacTHU MNalUEHTH C
aBaHCHpaJ OBOPEYHO-KIETHYCH KapIIMHOM.

Avelumab 800 mg, mpmiiokeHa WHTPABEHO3HO B MPOABDKCHHE Ha 60 MUHYTH, Ha BCEKH 2 CEIMUIA U

81



axitinib 5 mg - mepopanHo nBa MHTH OHEBHO (mpe3 12 yaca) cbec miam Oe3 XxpaHa, A0 HpoOrpecust Ha
3a00JIIBAHETO WM HENPUEMIINBA TOKCHYHOCT.

XuMuoTepanus

Epirubicin + Gemcitabine (mpu HECBETIOKJIEThYHA XHUCTOJIOTHS ChC CApPKOMATOWIHA
ChCTaBKa WJIM MPOU3XOJI OT YPOTEJIa Ha JIETEHYETO)

Epirubicin — 75 mg/m2 1.V., nen 1

Gemcitabine — 1500 mg/m2 .V., nen 1

[ToBTopenue npe3 14 guu (1m0 nporpecus) (¢ noakpemna ot G-CSF).

EnnokpunHa Tepamnus

Medroxyprogesterone Acetate — 500 mg P.O. npe3 aen. Ilpu manueHTH ¢ u3pazeHa
KOMOPOUWTHOCT W/WITH HampeHalla Bh3pacT.

Megestrol acetate — 160 mg P.O. npe3 aeH. Ilpu nmauueHTH ¢ u3paseHa KOMOPOUIHOCT
W/WIIM HarpeHaia Bb3pacT.

14.1.2. Bropa ¥ mocieaBaria JUHU

Axitinib — 10 mg P.O. qaeBHO, 10 porpecus (e mpe/IiecTBamio JeYeHrne ¢ THPO3UH-
KHMHA3HU WHXUOWTOPH WU ITU- TOKWHHU). [Ipn goOpa MOHOCMMOCT Jgo03aTa MOXKE Ja ce
yBenuuu 10 20 mg P.O. nHeBHO.

Sunitinib — 50 mg P.O. nueBHo, 28 nuu u 14 quu noumBka, uru 14 Onu mepanusi u 7 OHu
noyuska cnopeod NoHOcumMocmma, 10 TpOrpecust (ciea MpeAllecTBaIlO0 JIEYEHUE C
IIUTOKUHH).

Sorafenib — 800 mg P.O. mHeBHO, M0 mporpecus (Ciiel NPEIINISCTBANO JICYCHHUE C
[IUTOKWUHY WU THPO3UH-KUHA3HU UH- XHOUTOPH).

Pazopanib — 800 mg P.O. nHeBHO, n0 mporpecusi (cied MPEaIIecTBAIIO JIEYCHUE C
[IUTOKUHH).

Everolimus — 10 mg P.O. gHeBHO, m0 mporpecus (ciex MpeaIIecTBANIO JCUYCHUE C
TUPO3WH-KHHA3HU UHXUOUTOPH).

Nivolumab — 240 mg 1.V., npe3 14 muu wm 480 mg 1.V., npe3 28 maau, 10 mporpecust
W HEMPUEMJTMBA TOKCUYHOCT..

[Ipu mporpecus Ha BTOpa JuUHUS npu O00MHU B A00po o0mio cherosaue (PS) morat na ce mmar
MIPEIBU/I JICKAPCTBATA OT ITbPBA JIMHMUS.

14.2. IlpexoAHOK/IETHhYEH KAPUUHOM HA O0bOPEYHOTO JiereHye

Nmynotepanust ¢ Nivolumab 240 mg I.V., npe3 14 guu wim 480 mg L.V., npe3 28 auum, 10
nporpecus ni HCuprueMirnBa TOKCUIHOCT..

[{uTocTaTHUHM PEXKUMHU CE€ TpUIaraT KaTo Mpu KaplUHOM Ha MUKOYEH MEXYP.
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15. KAPIIMHOM HA JEBEJIO U IPABO YEPBO. KAPLHUHOM
HA TBHKOTO YEPBO

Konopekranausat kapruaom (KPK) mpu mbxeTe u KEHHTE ce HapeKia ChbOTBETHO Ha BTOPO U
TPETO MSCTO 10 Y€CTOTa HA OHKOJIOTHYHUTE 3a00JISIBAHUs, KaTO 110 TO3W HAYMH CHCTABIISIBA OKOJIO
10% ot obmaTa TymMOpHa MATOJNOTHsI B CBETOBEH Maiad. 3aboisieMocTTa OT pak Ha ae0enoTo
94epBO € TMO-BHUCOKA CPeJ MBKKHS T0JI, KaTO CHOTHOIICHHWETO MBxke/keHu ¢ 1,4/1. Tymopu ¢
TakaBa JIOKaJU3allKs BCSIKA FOJIMHA OTHEeMAT >kuBoTa Ha moBeye oT 600 000 aymm (8% ot obmiara
OHKOJIOTUYHA CMBPTHOCT), KoeTo oTpekaa Ha KPK ueTBbpTara mo3unus Kato MpuvrHa 32 CMBPT,
CBBbp3aHa ¢ pak. PUCKBT OT Bb3HHKBaHE Ha 3a00JIIBAHETO HApacTBa C HANpEeJABaHE Ha BH3PAcCTTa,
CBBp3aH € C peAnlia TeHETHYHH (PaKTOpH, ¢ XPOHUYHU BH3NATUTEITHHN 3a00JsIBaHMs Ha 1e0E0TO
YepBO, OT 3HAUYCHHUE € HAYMHBT HAa XpaHEHe, yoTpedaTa Ha aIKOXOJ U JIp.

15.1. HeoaaqioBaHTHO XMMHUOJbYeJedeHHEe NMPU KAPIHHOM Ha TMPaBo
4yepBo

ITpunara ce npu g0kajiHO aBaHcupan kapuuHoM (cT3-4 nnu cN1-2) u ce cpueraBa C JIb4eICUEHHUE.

Capecitabine — 1600 mg/m2 P.O. nueBHo, auu 1-33 (B qHHUTE C TbYEIICUCHUE).
Fluorouracil — 350 mg/m2 I.V., nau 1-2, 29-31.
5-FU + Oxaliplatin +JIT

5-FU 250 mg/m2/d i.v. npogbmxurenHa uady3us mo Bpeme Ha JIT 1-14]1 ,22-35 ]I Oxaliplatin
50mg/m2 i.v. 2 yacoBa uapy3us 1,8,22,29]]

JIT 50.4 Gy 1.8 Gy- 5 nau B cenmunata-28 gppakuuu

Mitomycin C — 8-10 mg/m2 [.V., B nHuTe Ha JTbyeliedeHue (CpPeICTBO Ha M300p MpH aHAJICH
KapIIMHOM )

+ Fluorouracil.

15.2. AxoBaHTHA XUMHOTepanus MPU KAPUUHOM Ha 1e0es10 M IPAaBO YepPBO
[Tpunara ce B craguii 11l u B Hsxou ciydau Ha ctanuit 11: T4, auckomudepenupan tymop (G3),
HUCKa CTeNeH Ha MuKpocatenuTHa HectabmmHocT (MSI-L/pMMR), uneyc, mepdopars,
M3CIEIBAaHM MTO-MaJKO OT 12 muMHU BB3IIH, ChI0BA U TIEPUHEBPAIHA HHBA3HSI, BUCOKH HUBA HA
CEA. IIpu xapuuHOM Ha mpaBo 4epBo ce npuiara B craauii 11 ulll.

[To mpaBwio amrOBaHTHA XUMHOTEpanus mpoabkaBa 6 Mecena (npu pT4 w/umm pN2), HO npu
Hucbk puck (pT1-3 pN1) moxe na ce cbkpatu 10 3Mecena.

Mayo Clinic (3-6 kypca)
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Leucovorin — 20 mg/m2 1.V, nuu 1-5
Fluorouracil — 425 mg/m2 I.V. 6onyc, nau 1-5
[ToBTOpenue npe3 28 aHU.

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

Leucovorin — 200 mg/m2 1.V. 2-gacoBa undys3us, 1au 1 u 2
Fluorouracil — 400 mg/m2 [.V. 6omnyc, aau 1 u 2

Fluorouracil — 600 mg/m2 1.V. 22-gacoBa undys3us, aau 1 u 2
[ToBTrOpenue npe3 14 guu.

FOLFOX4 (6-12 B1uBanus, 3-6 kypca)

Oxaliplatin — 85 mg/m2 1.V. 2-yacoBa undysus, nex 1 Leucovorin — 200 mg/m2 1.V. 2-
yacoBa uH(y3us, qau 1 u 2 Fluorouracil — 400 mg/m2 1.V. 6onyc, nuu 1 u 2
Fluorouracil — 600 mg/m2 1.V. 22-gacoBa undy3usi, 1au 1 u 2

[ToBTOpenue npe3 14 quu.

XELOX

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

Capecitabine — 2500 mg/m2 P.O. nueBHo, nau 1-14
[ToBTOopenue npe3 21 aau (4-8 kypca).

15.3. Bropuuna npesenuusi npu craauii I-111

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

15.4. II'bpBa TuHMA XUMHOTEepanuda (P METACTATHYHA00J1€CT)

JleyenneTo wW3MCKBa TpeABapuTENIeH reHeTHdeH aHanmu3 3a omnpenensHe Ha RAS (KRAS u
NRAS) craryc B onuTHa jabopaTopusi 4ype3 BajluaupaHa MeToauKa 3a oTkpuBaHe Ha KRAS
(ex30onHM 2, 3 u 4) u NRAS (ex3onu 2, 3 u 4) myTanuu.

De Gramont

Mayo Clinic
Komounanus FOLFOX + Panitumumab (mipu Tymopu ¢ RAS WT)

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

FOLFOX4 + Bevacizumab
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FOLFOX4

+ Bevacizumab — 5 mg/kg 1.V., nen 1

[ToBTOpenue npe3 14 guu.

[Tpunoxenne Ha Bevacizumab ce mpenopbuBa U ciie/l bpBa NPOrpecusi Ha KOMOMHAIUATA MY
C XUMHOTEPANIeBTHYCH PEKUM OT IThpBA JIMHUSA, T.€. TIOKA3aH € 3a MPOIb/HKaBaHe B KOMOMHAIINS

C XUMHOTEPANIeBTHYCH PEKUM OT BTOpa JIMHHS; MPETOPHUBA ce JIeYeHneTo ¢ Bevacizumab ma
IPOABIKY J10 IPOrPeCHsL.

FOLFOX4 + Cetuximab (mpu tymopu ¢ RAS WT) Oxaliplatin — 85 mg/m2 1.V. 2-uacosa
nHpy3us, nex 1

Leucovorin — 200 mg/m2 1.V. 2-uacoBa undy3sus, gau 1 u 2 Fluorouracil — 400 mg/m2 1.V. 6oinyc,
man 1 u 2

Fluorouracil — 600 mg/m2 [.V. 22-yacoBa undy3us, aau 1 u 2
[ToBTOpeHue npe3 2 ceamuiu

+ Cetuximab — 400 mg/m2 [.V. nmocnensano ot 250 mg/m2 I.V. ceqmuuno, miu 500 mg/m2
V. nen 1

[ToBTOpenue mpe3 14 auu.
FOLFOX6

Oxaliplatin — 100 mg/m2 1.V. 2-gacoBa un¢ysus, nes 1 Leucovorin — 400 mg/m2 L.V. 2-
yacoBa uHGy3wus, neH 1 Fluorouracil — 400 mg/m2 1.V. 6omnyc, nen 1

Fluorouracil - 2400 mg/m2 1.V. 46-uacoBa undy3us

[ToBTOopenune mpe3 14 nHu.
FOLFOX?7
Oxaliplatin — 130 mg/m2 1.V. 2-yacoBa undy3susi, aex 1

Leucovorin — 400 mg/m2 1.V. 2-uyacoBa undy3sus, aex 1 Fluorouracil — 400 mg/m2 1.V. Gomyc,
nedl

Fluorouracil - 2400 mg/m2 1.V. 46-dacoBa un¢y3us
[ToBTOpenue npe3 14-21 nuu.

FOLFIRI + Cetuximab (mpu Tymopu cRAS-WT; pexxum Ha U300p Mpu TYMOPH C IbPBUYHA
nokanu3anus B JissB KosioH) FOLFIRI

+ Cetuximab — 400 mg/m2 [.V. nocnensano ot 250 mg/m?2 I.V. ceqmuuno, miu 500 mg/m2
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I.V. neu 1.
[ToBTOpenue npe3 14 auu.

FOLFIRI + Panitumumab (npu Tymopu ¢ RAS WT)

Irinotecan — 180 mg/m2 1.V. 30-munyTtHa undy3us, e 1 Leucovorin — 400 mg/m2 1.V. 2- qacoBa
uHdys3us, aex 1 Fluorouracil — 400 mg/m2 1.V. 6omnyc, nen 1

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

+ Panitumumab — 6 mg/kg 1.V., nen 1

[ToBTOpenwue npe3 14 aHU. 10 Tporpecust

FOLFIRI + Bevacizumab

FOLFIRI

+ Bevacizumab — 5 mg/kg [.V., nen 1

IToBTOpenue npe3 14 guu.

[Tpunoxxenue Ha Bevacizumab ce npenopbsuBa u ciieq] mbpBa MpOrpecusi Ha KOMOUHAIMATA MY C
XUMHOTEPANEBTUYEH PEXHUM OT IIbPBa JUHUS, T.€. IOKa3aH € 3a MPOoAbKaBaHe B KOMOMHAIIUS C

XMMHOTEPANEeBTUYEH PEXHM OT BTOpa JHMHHUA; IpEnopbyuBa ce JedyeHuero ¢ Bevacizumab na
IIPOJIBIIKY TOIIPOrPECHSL.

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

5-Fluorouracil — 1600 mg/m2 24-yacosa I.V. undy3us, nex 1, 2

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

IFL + Bevacizumab

Irinotecan — 125 mg/m2 I.V., nuu 1, 8§, 15 u22
Leucovorin — 20 mg/m2 L.V, nau 1, 8, 15 u22
Fluorouracil — 500 mg/m2 [.V., nau 1, 8, 15 u 22
Bevacizumab — 5 mg/kg .V, mau 1 u 15
[ToBTOpenue npe3 42 gHu.

[Tpunoxxenue Ha Bevacizumab ce npenopbsuBa u ciieq; mbpBa MpOrpecusi Ha KOMOUHAIMATA MY C
XMMHOTEPANEBTUYCH PEXXHUM OT IThpBA JIMHUSA, T.€. TTOKa3aH € 3a MPOJb/DKaBaHE B KOMOWHAIIHS C
XMMHOTEPANEBTUYCH PEXHM OT BTOpa JIMHHS, NpPENopbuBa ce JiedeHHeTo ¢ Bevacizumab na
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MPOIBIKH 10 IPOrPECHSL.

CapeOX + Bevacizumab

Oxaliplatin — 130 mg/m2 1.V., nen 1

Capecitabine — 2000 mg/m?2 P.O. nueBHo, auu 1-14
+ Bevacizumab — 7.5 mg/kg 1.V., nen 1
[ToBTOpenue npe3 21 auu.

CaplIRI £+ Bevacizumab

Irinotecan — 200-250 mg/m2 I.V., aen 1 (80 mg/m2 1.V, mau 1 u 8)
Capecitabine — 1500-2000 mg/m2 P.O. nueBHo, nuu 1-14

+ Bevacizumab — 7.5 mg/kg I.V., nen 1

[ToBTOpenue npe3 21 guu.

benexka: Ilpu nobGassne Ha Bevacizumab kbM pexuma pozata Ha Irinotecan e 200 mg/m2, a Ha
Capecitabine — 1600 mg/m?2.

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

Cetuximab- u Irinotecan-6a3upanu pexxumMu

Mitomycin C + Fluorouracil

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

15.5. Hoaabp:kama Tepanus
HasnauaBa ce mpu MeTacTaTuueH KOJOPEKTAICH KapIIMHOM 0€3 MPOTpecus Cie IMbpBa JUHUS.

Capecitabin +Bevacizumab

Bevacizumab — 7.5 mg/kg 1.V. nen 1 Capecitabine — 2000 mg/m2 P.O. nenl- 14 IloBTopenue npe3
21 nHM, 10 porpecus.

Bevacizumab + 5FU/

Bevacizumab — 5 mg/kg 30 -90 muH. i.v. neH 1

Leucovorin 200 mg/m2 i.v., 2 yacoBa uHdpy3us, 10U 1 u 2

Fluorouracil 600 mg/m2 i.v. , 22-yacoBa un¢y3us, qaul u 2 [ToBTopeHne Ha 2 ceqMunu

Cetuximab (npu tymopu ¢ RAS WT) — 250 mg/m2 1.V. ceqmuuno mnu 500 mg/m2 1.V. npe3
14 nuu 1o mporpecus.
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Panitumumab (pu Tymopu ¢ RAS WT) — 6 mg/kg 1.V. npe3 14 nuu 1o nporpecwus.

I[I'bpBa MuHUS UMyHOTepanus (MpU MeTacTaTH4YHA 0J1ecT)

Pembrolizumab - 200 mg 1.V. na Bcexu 3 cenmunuu unu 400 mg 1.V. Ha Bceku 6 ceamunu, aeH 1
P BB3PACTHH 32 JICUCHHUE OT ITbPBA JIMHUS HA METACTATUYCH KOJIOPEKTAJICH KapIIMHOM C BHCOKA
MuKpocatenuTHa HectabminHocT (MSI-H) wnu nedunut B MexaHu3Ma 3a BB3CTaHOBSBAaHE Ha
HecboTBeTcTBUATA Ha JJHK (AMMR) nipu Bb3pactHu.

[IpoxbmxaBa A0 Mporpecusi WM HEMPUEMIIUBA TOKCHYHOCT. [Ipu KIMHUYHO CTAOWIIHU MAllUEHTH

C TbpPBOHAUAJIHHU [AaHHU 3a TpOrpecusi Ha 3a00JSBAHETO € MPEMNOPHUYUTEITHO JICYCHHUETO [a
MPOIBIIKH, JOKATO IPOrpecusiTa Ha 3a00JIIBaHETO HE C€ IOTBBP/IH.

15.6. Bropa jMHus XUMHOTEepaNUs
Cnen FOLFOX ce mpeBximouBa Ha FOLFIRI + Bevacizumab wiu CapIRI + Bevacizumab.

Cnen FOLFIRI ce nmpesximrouBa Ha FOLFOX + Bevacizumab ninu CapeOX + Bevacizumab.

Irinotecan + Cetuximab (mpu Tymopu ¢ RAS WT, nporpecupasu B xoaa Ha Irinotecan-
0a3upaH pexuM MU 10 3 Mecena cJjie] Hero)

Irinotecan — 180 mg/m2 I.V., nen 1

Cetuximab — 400 mg/m2 1.V. nocaensano ot 250 mg/m?2 1.V. ceamuuno, uinu 500 mg/m2
I.V., neunl

[ToBTrOpenue npe3 14 guu.

FOLFIRI + Panitumumab (npu tymopu ¢ RAS WT) FOLFIRI (Bux 1. IV.9)

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

FOLFIRI + Aflibercept (ciex Oxaliplatin-0asupana mbpBa juHusi) FOLFIRI (Bux T.
1v.9)

Aflibercept — 4 mg/kg 1.V.

[ToBTOpHME npe3 14 auu.

FOLFIRI + Ramucirumab (ciex nbpBa auHus ¢ Bevacizumab, Oxaliplatin nan
¢ayoponupumuaun) FOLFIRI

Ramucirumab — 8 mg/kg I.V. nen 1
[ToBTOpenue npe3 14 quu.

Mitomycin C + Fluorouracil

Mitomycin C — 8 mg/m2 1.V., nen 1 (npe3 42 nun)
Fluorouracil — 425 mg/m2 [.V., nau 1-5
[ToBTOpenue npe3 21 guwm.
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Cetuximab (mpu Tymopu ¢ RAS WT, cnen Oxaliplatin- unu Irinotecan-6a3upana mbpBa JIMHUSA)
—250 mg/m2 1.V. cenmuuno mwimu 500 mg/m2 1.V, nen 1
[ToBTOpenue npe3 14 guu.

[Ipy CUHXPOHHM M METaXpOHHU YEPHOAPOOHM METAcTa3u Cce€ MpPOBEXAa NpeaornepaTUBHA
XUMHOTEpANus ¢ LeJd KOHBepcusi KbM pe3ekTadmiHocT. [Ipeanounta ce 4-MeceqHO MpUIIOKEHUE
Ha FOLFOX4.

NmyHoTepanusi mpu Nporpecusi Ha NMpeaxoaHa (GpayoponMpuMUINH-0a3UpaHa KOMOMHUPAHA
Tepanus ¢ BUCOKAa MukpocateauTHa HectaduiaHocT (MSI-H) uiu nepunur B mexanusma 3a
Bb3CTaHOBsIBaHe HA HechboTBeTcTBUATA HA [THK (AMMR) npu Bb3pacTan

Pembrolizumab** karo monorepanus - 200 mg I.V. Ha Bceku 3 ceamuum win 400 mg 1.V. Ha
BCEKM 6 ceaMUIM TpU HeomepaOWIeH WM METacTaTUYeH KOJIOPEKTaJeH KapIUHOM Cjel
npenxoaHa GIyoponupuMuInH-0a3upaHa KOMOWHUPAaHA Tepanusi Ha METaCTaTHYeH KOJIOPEKTaICH
KapIIMHOM C BHCOKa MHUKpocaTenuTHa HectabumHoct (MSI-H) wim gedunur B mMexaHu3Ma 3a
BB3CTaHOBsIBaHE Ha HechoTBeTcTBUsITAa HA JIHK (AIMMR) npu BB3pacTHu.

Jleuennero ¢ Pembrolizumab npoasmkaBa 10 mporpecust MM HEMpUEMIIMBAa TOKCHYHOCT. [Ipu
KJIMHUYHO CTAOMJIHM TAalWMEHTH C IIbPBOHAYAJIHM JaHHM 3a Mporpecus Ha 3a00JsBaHETO ¢
NPENOPBYNTENTHO JICUCHUETO Ja MPONBIDKH, JOKAaTO TpOrpecHsTa Ha 3a00NIsIBaHETO HE cCe
TOTBBP/IH.

15.7. Tpera u nmopeaHa JMHUA CHCTEMHA Tepanus

[Ipunara ce npu moaOpanu 60JdHU B 100po 00mo cberosiuue (PS) cmopen mpeaxoaHo JieueHue
(cmen ¢uyoponupumunnt, Oxaliplatin- unm Irinotecan-chabpkamy pexuMu) U OHOJIOrMYHA
XapaKTePUCTHKA HATYMOpa.

Tapeemna mepanus 3a nayueHmume, Koumo ca noayuuiu Ha nvpea aunus awmu-EGFR
unxubumopu (8v3cmanogsaea ce udyscmeumenrnocmma KoM mezu azenmu) - anmu-EGFR
unxubébumop ¢ komounauus c Irinotecan 6 0o3u om nvpea unu 6mopa auHus.

Momnotepanus Panitumumab (mpu tymopu ¢ RAS WT) — 6 mg/kg L.V., npe3 14 aaum, no
MIPOTPECHS.

[Ipu mamuwentu, kouto He ca nonydaBanu aHTH-EGFR mHXuOHTOp, HO M NpH Te3H, KOUTO ca
nosrygaBanu Cetuximab Ha bpBa JIMHHS - Tipuiiara ce Panitumumab

Cetuximab (rpu Tymopu ¢ RAS WT) — 400 mg/m2 1.V. nen 1, nocnensano ot 250 mg/m2
V. cenmuuno mmm 500 mg/m2 I.V. nen 1

[ToBTOpenue npe3 14aumu.
Regorafenib — 160 mg P.O. nueBHo, muu 1-21
[ToBTOpenue npe3 28 qHu.

Trifluridine/tipiracil — 2 x 35 mg/m2 (ue noseue ot 80 mg Ha no3a) P.O. auesHo, quu 1-5 u 8-
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IToBTOpEeHME npe3 28 aHMU.

[Ipunarar ce MoHoTepanuu Wik pa3nuuHu komOwHamuu ¢ Capecitabine, Mitomycin C,
Fluorouracil/Leucovorin, Oxaliplatin, Irinotecan.

Hamuune na BRAF V600 myTtarus

Encorafenib+Cetuximab**

Encorafenib B xomOuHarus ¢ netykcumMad 3a Jie4eHHe Ha Bb3PACTHH MAITUCHTH ¢ MEeTACTATHYEH
koaopekTajgeH kapunHoM (KPK) ¢ BRAF V600E myranms, KouTo ca jJeKyBaHM IIpeId TOBA
ChC CUCTEMHA XUMHUOTEpAIHs

[Ipenopruntennara no3a encorafenib e 300 mg (yeTupu Kamcyyim OoT 75 mg) BEIHBK ITHEBHO,
KOTaTo ce M3M0J3Ba B KOMOMHAIMS ¢ cetuximab.

15.8. XponomoaysiupaHa tepanusi
Brbrpekn ye xumuorepanusTa ThbpIU 3HAUUTENEH HaINpeabK, Mpe3 BTopaTa MosioBuHa Ha 20-Tu

BEK, OCTaBaT MPOOJEMBT C PE3UCTEHTHOCTTA HAa TYMOPHUTE KIETKM KbM AaHTU-TYMOPHHTE
MEJMKaMEHTH, KAaKTO U MHO>KECTBOTO CTPAaHUYHH €(DEKTH, OT KOUTO MallUEHTUTE CTPaaar.
XpoHOMOlyMpaHaTta Tepanusi MMa 3a Led Ja [Opelu3dpa BPEMETO Ha MPWIOKEHUE Ha
MeauKameHTa. YyBCTBUTEIHOCTTa HA TYMOPHHUTE KIJIETKM, KakTO W TNposiBaTa M TEKECTTa Ha
CTpaHMUYHHUTE €(PEeKTH BBPXY HOPMAJIHHUTE KJICTKH, OMBAT MOBIUSABAHH OT IUPKATHHUS PUTHM Ha
OpraHusma.

®pa3zarta ,,I{upkanen puTpM* € onucana 3a npsB BT 0T Xanbepr u Credenc npe3 1959.
buonornyHusAT 4acOBHUK, OT OTKPUBAHETO CH, C€ MIPEACTaBs OT cynpaxuazMarudHute spa (SCN)
B XHUIIOTAJIaMycCa, KOUTO Ch3/1aBaT OMOJIOTHYHUS PUTHM IMOJ KOHTPOJIBT Ha “clock” reHHUTE KaTO
PER1, PER2, PER3, CLOCK, BMALI1, TIM, CRY1, CRY2, tau. Toif renepupa u KOOpAUHUPA
nepudepHr OCUUIATOPH NP TeXHUTe QyHKUUU. [IpOABIKUTETHOCTTa HAa IIUKBIA, TCHEPUPaHa B
SCN, ce xkanuOpupa upe3 pelyBaHe Ha CBETIMHA / ThMHUHA, KAKTO MPSIKO, TaKa U Ype3 CeKpenusTa
Ha MEJIATOHHH OT enudu3HaTa KIiesa.

“Clock” renu u mpoTeuHH, TPOU3BEACHU OT T€3U I'€HHU, TeHEPUPAT LIUPKAJTHUTE PUTMHU.
Tpanckpubupanetro Ha PER ce mpomorupa or CLOCK/BMAL 1 komrmieke, akTHBanusATa, Ha
koiito ce maxuoupa ot PER1/PER2/PER3/CRY 1/CRY2/TIM komruiekc.

To3u ronsiM KOMIUIEKC JeiicTBa KaTo HEraTMBHA CUCTEMa 3a aBTOMaTH4HA 00paTHA Bpb3Ka, KOETO
MMa OCHOBHA POJIsl [IPH T€HEPUPAHETO Ha LIMPKATHU OCLUUIAIINH.

To3u OHONOTMYEH YACOBHUK TEHEpPUpAa CHTHAIWTE HAa UUPKAAHHUAT PHUTBM, KOHUTO C€
pasmpocTaHsaBarT J0 CyNpalepBUKAIIHOTO CUMIATUKOBO PO U enudu3HaTa xiiesa.

I'enepupanuTe OMOJOTUYHHA PUTMH 3aCATAT KOHTPOJIA HA KIETHYHUTE (PYHKIIMU-KIETHUHO JICTICHE,

nonpaBkara Ha JIHK, nporpammpanara kieThb4Ha CMBPT-alloNToO3a, a IO TO3M HAYUMH U

OuonoruuHuTe QYHKITUH, BKITFOYUTEITHO U TE3W Ha BEereTaTUBHATA HEPBHA CUCTEMa, CHIOKPHHHATA

U UMYHHaTa CHUCTEMH, KOUTO ca (hyHJAaMEHTaJIHHM 3a XOMeOocCTazaTa U 3alluTara Cpelly peaula

3a00JIIBaHHUS.

Bceuuku Te3u OTKpUTHS ca JOBEIH 0 Pa3BUTUETO HA XPOHOTEPANUATA.

ExcriepuMeHTanmHu TpOyuBaHUSA TPU XPOHOTEpamus Ha 3J0KAUYECTBEHU 3a00NsIBaHUA ca
91



M3BBPIICHN 32 MPBB IbT OT ekunute Ha Xanospr u Jlesu (Halburg et Levi), xouro cien Tosa
npearnpueMar peauna eKCIepuMEHTaIHI U KIIMHUYHU TPOYYBaHUs B Ta3u cepa.

Kakro excnepuMeHTamHHWTE, Taka W KIMHUYHUTE JOKA3aTEJICTBA ITOKA3BaT Ba)KHATA pOJS 3a
HApyIIaBaHETO Ha IMPKAJHOCTTa IPU KaHLEPOreHe3aTa M MpOrpecusTa Ha paka, JJ0KaTo
pETyJIMpaHeTO Ha LUPKAJWaHHUA PUTBM MOJ00psABa WHXMOWpaHEeTO Ha paka. LlupkagHOTO
IpuIaraHe Ha XUMHOTEPANEeBTUIITE IPOMEHS TSIXHATa MOHOCUMOCT OT JIBa JI0 JIECET ITbTH, KaKTO
€ MOKa3aHo 3a MHOXECTBO MIPOTHBOPAKOBHU JIEKapCTBA B €KCIIEPUMEHTAIHHU Mojenu. O4eBUIHO e,
Ye ONTUMAaJHaTa AaHTHUTYMOpHa e(UKAaCHOCT OOMKHOBEHO € pe3yiTaT OT JOCTaBsSHETO Ha
JIEKapCTBOTO B LMPKATHHS CTaJAWH, KOTaTo c€ MOCTHra Hai-100pa MOHOCHMOCT M Hal-MalKo
HapylllaBaHe Ha IMpKaJHaTa cucreMa. MexaHH3MHTE, OTTOBOPHHU 3a TOBA SIBJICHHE, BKIIOYBAT
IUPKATHU TPOMEHU B CH3MMHATAa AaKTHUBHOCT MW/WJIM TEHHAaTa eKCIpecHs, OTTOBOPHU 3a
TPAHCIOPTHPAHETO HA JIEKApCTBaTa, OMOAKTUBUPAHETO, OMOHATMYHOCTTA U (papMaKoIMHAMUKATA.
W3cnenBanusiTa mokasBar, 4e 4pe3 NMpuiIaraHe Ha MEJMKAaMEHTUTE B KOHKPETHOTO BpeMe, KOTaTo
PaKOBUTE KJIETKHU CE€ JETAT U Ca MO-YSA3BUMH KbM KJIEThYHATA CMBPT U KOTATO 3/IpaBUTE KICTKH ca
B TIOKOW M Hal-MaJKO YyBCTBUTEIHM KBbM TOKCHYHOCT OT XMMHOTEpANHsA, XPOHOTEpANusATa He
caMo TOA0OpsBa TOJIEPAHTHOCTTa KBbM JICYEHHETO, HAMaJsiBa HEOOXOAUMOCTTA OT PEAYKIHs Ha
703aTa, HO U MOJO00psiBa OTrOBOPBHT KBbM TepamusATa M 00IaTra NpexuBsieMocT. JloKyMeHTHpaHH
NPOYYBaHHUsS JEMOHCTPHpAT, Y€ XPOHOMOJAYJIHMpAaHAa XUMHOTEpamusi MOKE Ja II03BOJIM Ha
NAalMeHTH, KOWTO TMPEead TOBAa TPEYCTAHOBAT XUMHOTEPANeBTHYHHS CH Kypc (mopaau
Hee()eKTHBHOCT, HACTBIIIIIA PE3UCTEHTHOCT HJIM TOKCUYHOCT), J1a 3aBBPILIAT CBOETO JICUCHHUE.

B penniia OHKOJOTMYHH LEHTPOBE TIO CBETA METOIOJIOTHATA Ha XPOHOMOJyJMpaHaTa TEepamus €
UMITJIEMEHTHPaHa B pyTHHHATA MPAKTHKA.

CxemMu Ha XpoHOMOAYyJHPaAHA XUMHOTEPAIIUA MPH KOJOPEKTAJICH KAapIUHOM

[Mpuaoxenue Ha Capecitabine (Fluorouracil) u Oxaliplatin

JleyexumMuomepanus Npu A0KA/IHO d8dHcUpda KapuuHoM (cT3-4 uau cN1-2)

e Capecitabine — 1600 mg/m2 P.O., Beuep B 21 vaca, 1uu 1-33 (B ZHUTE C JIbUETICUCHHE).

IIpu XELOX 6 adweanmen uiu Memacmamu4eH niaH

e (Capecitabine — 2000 mg/m2 P.O., Beuep B 21 yaca, ¢ MUK Ha KOHLIEHTpAIHsTa B 4 yaca
CyTpuHTa, 1HU 1-14.

e Oxaliplatin — 130 mg/m2 L.V., mexny 14 u 18 gaca, ¢ ik Ha KOHIIEHTpanusaTa B 16 gaca,
ned 1.

[ToBTOpenue npe3 21 auu.

Ilpu MemacmamuyeH Ko/0pekmaJieH KapyuHoM- xpoHo-FFLOxaliplatin + Fluorouracil +Leucovorin

e Fluorouracil — 700 mg/m2, I.V., mexay 22 u 10 vaca, gau 1- 5.
e Oxaliplatin — 25 mg/m2, I.V., mexny 10 u 22 yaca, nuu 1- 5.
e Leucovorin- 300 mg/m2, I.V., mexnay 22 u 10 gaca, nau 1- 5.

[ToBTropenue Ha 21 nHH.
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15.9. YepHoapoOHa HHTPAaapTepHAJTHA XUMHOTEPANUA NIPU METACTATHYECH

KOJIOPEKTAJICH KapIIUHOM C '-IGpHO]IpOﬁHH MeTacra3m
YepHOIpoOHOTO MeTacTazupaHe ce HaOINto/aBa MpU MOBEYE OT MOJIOBHHATA OT MAIMEHTUTE C
KOJIOPEKTaJIeH KapIuHOM. Pe3elmpaHeTo Ha 4epHOAPOOHUTE JIE3UM MPU  OJUTOMETACTATUIHO
3a00IsIBaHEe MOXKE Ja JIOBEAC A0 €IHa TO- ABIra MPEeXHBSEMOCT. BBIpPEeKH TOBa MOBEYETO OT
MAIUEHTHTE CE€ IUATHOCTHUIMPAT MMBPBUYHO METACTA3MPAIH C HEPE3EKTaOWIHO YepHOIPOOHO
aHTa)XMpaHe WM CIEAONEepaTHBHO Ce HaOMoJaBa pejlanc Ha YEepPHOAPOOHHTE JIC3HH.
UepnoapoOuata uHTpaaprepuanna tepanusi (UMA) mocraBs BHCOKM 03M Ha IUTOTOKCUYHHU
areHTy JUPEKTHO KbM YEPHOJIPOOHUTE JIE3UH C MUHUMAaIHA CUCTEMHA TOKCHYHOCT. Hampe1bKbT B
XUPYPTrUYHUTE TEXHUKH, pa3pab0TBaHETO HA HAITBIHO UMIUIAHTUPYEMHU NMOMIHU U MOIUpUKALUSITA
HA JICKAPCTBEHUTE PEKUMH HaMaJsBaT YCIOKHEHUATA U MTOJA00OPSABAT MOHOCUMOCTTA 32 MAI[UEHTA.
Penuua pannomusupanu npoyuBaHusi, cpaBHaBam YMA cbc cucreMHa XUMHOTEpamnus, ca
MOKAa3any TO-BUCOK TIPOIEHT Ha TMOBJIHMSABaHE, 3a0aBSiHE HAa BpPEMETO 10 MPOTpecHsl Ha
YepHOAPOOHUTE JIE3UH TPHU HEPEe3eKTAOMIHO 3a00sIBaHE, KOETO PECIEKTHUBHO PE3yJITUpa B IO-
IBJITa O0IIa MPEKUBSIEMOCT, a MPU OTJCITHH MAIMEHTH U JI0 TIOCEeABAIIN YePHOAPOOHU PE3EKIIUU
Y TIPOJIBJIKUTENICH TIEPHOJ] CBOOOCH OT 3a00JIsIBaHE.
KoHuernmusaTa 3a pernoHaiHa XUMHOTEpanus 3a YEPHOAPOOHH METAcTa3W 4Ype3 UYepHOAPOOHA
MHTpaapTepragIHa XUMUOTEPAIHSI C€ OCHOBaBAa HA HAKOJIKO NpUHIUNA. [IbpBO, TYMOPHUTE KIETKH
OT TaCTPOMHTECTUHAIIHU 3JI0KAYECTBEHU 3a00siBaHus, 0coOeHO KonopekTaneH kapiuHom (KPK),
Ce pasmpocTpaHsIBaT XEMATOTEHHO Mpe3 MopTajHaTa LUPKYJalus, KOETO MpaBU YepHUs Apod
II'’BPBOTO MACTO Ha METAcTa3W MNpU MOBeueTo manueHTH. KaTto ce nmma mpeaBusi Bb3MOKHOTO
CTBHITAJIOBHUJIHO PA3MPOCTPAHEHUE HA PaK OT IbPBUYHATA JIOKAIHM3AIHS KbM YepHUS AP0O, a OT TaM
KbM JIPYTH OpraHu, JUPEKTHOTO JIEYCHHE Ha YEPHOAPOOHUTE METacTa3d MOXKeE Ja MperoTBpaTd
Pa3MpOCTPAHEHUETO Ha TYMOPHH KJIETKH KbM JAPYTH oOpraHu. Bropo, cien kato 4epHOApOOHUTE
MeTacTa3u HapacHaT HajJ 2—3 mm, Te MoJiy4yaBaT KpbBOCHAOsIBaHE OT YEPHOJpOOHATA apTepws,
JIOKaTo HOPMAJIHUTE XEMaTOLMTU ce mepdy3upaTr MpeArMMHO OT MOpTalHaTa IUpKyjamus. Taka
nH(y3UATa HA XUMUOTEpanus upe3 YepHoApoOHaTa apTepHsi MOXKe J1a OBeJle 10 TOKCUYHU HUBA B
TyYMOpDHHUTE KIETKH, KaTO Taka C€ HamalsiBa TOKCHYHOCTTa KbM HOPMAJHUS UYEpPHOIPOOEH
napeHxuM. TpeTo, eKCTpakIusaTa Ha JIEKapCTBO OT YePHOApOOHATa apTepHaliHa IUPKYIalus Ype3
edekTa Ha THPBOTO MPEMHHABAHE, MOXE Jla JIOBEAC 1O BUCOKH JIOKAJIHU KOHIICHTpPAIUH U
MHUHHMMAaJIHA CUCTEMHA TOKCHYHOCT.
OyoponUpUMUIMHUTE ca M Hall- 4eCTO HM3MOJUI3BAaHUTE MEAMKAMEHTH, Npuiaranu upe3 YA,
KaKToO ¥ KoMOuHanusATa uM ¢ JleBkoBopuH, Okcanumiatul, UpuHOTeKaH, TApreTHU areHTH, KaKkTo
IIpU CTaHJApTHATa XMMHUOTEPHHUS C WHTPABEHO3HO MpWiIoXkeHue. B omur na ce mpenorBparu
eKCTpaxemaTaJiHa TMpOTpecus, ce TmpoBexgaT W komOmHarmu ot YWMA cbc cucreMmHa
XUMHUOTEPATHSL.
3a emgHH OT OCHOBOIOJIOKHHIIUTE HA UYEpPHOApOOHATa WHTpaapTepualHa Tepanus ce CMsTatr
cectpure Kemenu- Hancu um Mapraper, KOMTO NpOBEXKIAT peAulla NPOy4YBaHUs, KAKTO Ha
pa3IMYHA KOMOWHAIIMKA OT WHTPAaapTepUaTHO MPHUIOKEHN MEIUKAMEHTH, TaKa U Ha KOMOWHAIINH
OT UHTpaapTepHalIHA U CUCTEMHA XUMUOTEPATTHSL.
[Tpu wepHOIPOOHATA MHTpaapTEpUAIHA XUMHUOTEpAINHsI ce HAOJI0jaBa CHIIECTBCHO MOHIKABAHE
Ha CHCTEMHHTE HEXEJIaHW JICKapCTBEHU PEAKIMHM Ha TMpUJIaraHUTE MEIUKAMEHTH, KaTo TrajcHe,
MOBpBIIaHE, MUETIOCyIIpecus U nepudepHa HEeBpOmaTHs, KOETO ce OOsICHSIBa C HUCKUTE HUBA Ha
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pasceiiBaHe Ha MeIUMKaMEHTa KbM CHCTEMHOTO KPBBOOOPBIIEHHE M NPEIUMHO YepHOApOOHATa
o6unonammunoct. Camara UMA mma yHHKadHa TOKCUYHOCT, BKIIOUUTEIIHO XMMHUYCH XETATHT, s3Ba
Ha CTOMaxa WM ABAHAJECETONPbCTHUKA M OWIMapHa CKJIEpo3a, 4YecToTaTa Ha KOMTO MOraT Jaa
ObiaT HaMaJIeHH 4pe3 J00aBsSHETO Ha JIEKCAMETa30H KbM JedeHHeTo. OT ChIECTBEHO 3HAUYEHHE
IIPU TPUJIOKEHUE HA HWHTPAAPTCPUATIHM XHMHOTEPANlEBTULM € PENOBHO INPOCIEIABAHE Ha
YepHOJAPOOHUTE MOKA3aTeNIM M0 BpeMe Ha TepanusaTa U MOAU(UIMpPAaHE HAa IpUilaraHaTta J103aTa
CIPSAMO IIOJyYEHUTE PE3YJITATH.

BaxHo e 1a ce yTouHH, Ye MPUIIOKEHUETO Ha YepHOApOOHA MHTpaapTepUaIHa XUMUOTEPAIUs ce
IIPOBEXKA B CIELMAIU3UPAHU LIEHTPOBE, B KOHTEKCTa Ha MYJTHAMCUMIUIMHAPEH €KHII, KOMTO
BKJIIOYBA  €KCIIEPTH B  XemaToOWJMapHaTa  XUPYpPrHs, MEAMIMHCKaTa  OHKOJIOTHA,
MHTEPBEHIIMOHATHATA PAJUOIOTUs, 00y4YeHN MEIUIIMHCKUTE CECTPU U HYKJICAPHU MEAMIIN.
UMA B xoMOMHamMs ChC CHCTEMHa Tepamnus TpsOBa ma ce oomuciu npu nanueHTH ¢ KPK ¢
HEeoNepadMIHU 4epHOAPOOHU METacTa3u, KOUTO ca MPOrpecHpaid MpH CUCTEMHO JIEUEHUE Ha
I'bpBa M BTOpa JHUHMA. B JonbiaHeHHe, yepHOApoOHAaTa MHTpaapTepuasHa XUMHOTEPANUATA €
IpPUEMIIMBA KAaTO JIEYEHHE OT IbpBa JUHUSA NPU NALUEHTH C IIbPBUYHO HEONEepaOWIHU
yepHoApoOHHU ne3un. YNA He ce mpenopbyBa IpH eKcTpaxemnaTalHa 00JECT U3BbH KOHTEKCTa
Ha KJIMHUYHOTO M3MUTBaHE. XUMHUOTEpanusaTa ¢ YepHOJIPOOHO MHTpAapTEPUATHO MPHUIOKEHHE
B KOMOHMHAIMS ChC CHUCTeMHa Tepamus e omus 3a u3bpanu nanueHtd ¢ KPK ¢ pesemnupanu
YepHOAPOOHHU JIE3UU.

15.10. KoMOMHUpPAHU CXeMH HA CHCTEMHA M YePHOAPOOHA MHTPaapTepPHUaHA
XHMHOTEpanus TMPH KOJIOPeKTAJleH KAPUHHOM C 4YepHOAPOOHH
MeTaCTa3u

[IpuioxkeHre Ha UHTpPaapTepUaleH MOHO- dJyopypanui (3-6 Kypca)
Fluorouracil — 250mg/m2, unatpaaprepuanex nopt (IA.P.), nau 1-5

IToBTOpEeHME Ha 28 AHU.

HuTpaapTepuado npuaoxkenue Ha Levcovorin+ Fluorouracil (3-6 kypca)
Leucovorin — 20 mg/m2 , IA. P, nau 1-5
Fluorouracil — 250 mg/m2 , IA.P, nuu 1-5

[ToBTOpeHue npe3 28 AHMU.

HuTpaapTepuaHo npuaoxenue Ha De Gramont (3-6 Kypca
Leucovorin — 200 mg/m2 IA.P. 2-yacoBa undy3us, 1au 1 u 2
Fluorouracil — 400 mg/m?2 IA.P. 6onyc, nau 1 u 2

Fluorouracil — 600 mg/m2 IA.P. 22-yacoBa undysus, nau 1 u 2
IToBTOpenue npe3 14-21 nuu.

UHTpaapTtepuanHo npuiaoxenue FOLFOX4 (3-6 kypca)
Oxaliplatin — 85 mg/m2 IA.P. 2-yacoBa undysus, aeH |
Leucovorin — 200 mg/m?2 IA.P. 2-yacoBa undys3wus, 1au 1 u 2
Fluorouracil — 400 mg/m?2 IA.P. 6onyc, nau 1 u 2

Fluorouracil — 600 mg/m?2 IA.P. 22-yacoBa uady3us, 101 1 u 2
[ToBTOpenue npe3 14-21 guum.
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UHTpaapTepuanHo npuaoxenue Ha FOLFIRI (3-6 kypca)
Irinotecan — 180 mg/m2 IA.P. 30-munyTHa nHbY3Us, 1eH |
Leucovorin — 400 mg/m2 IA.P. 2-yacoBa undy3sus, nex 1
Fluorouracil — 400 mg/m2 IA.P. 6omyc, nen 1

Fluorouracil — 2400 mg/m2 IA.P. 46-yacoBa undyzus
[ToBropenue npe3 14-21 guu.

HWuTpaapTepuando npuiaoxenve FOLFOX4 + Panitumumab (nipu TyMopu ¢ RAS WT)
FOLFOX4
Panitumumab — 6 mg/kg IA.P., nen 1

[ToBTOpenue npe3 14- 21 nuu.

HuTpaapTtepuasHo npuaokenre FOLFOX4 + Cetuximab (mpu TyMmopu ¢ RAS WT)
FOLFOX4

Cetuximab — 400 mg/m2 IA.P. nocnenBano ot 250 mg/m2 IA.P. cenMuyHO
[ToBTopenue npe3 14- 21 nuu.

FOLFIRI + Panitumumab (mpu Tymopu ¢ RAS WT)
Irinotecan — 180 mg/m2 IA.P. 30-munyTHa uHbYy3us, neH |
Leucovorin — 400 mg/m2 IA.P. 2-yacoBa undysus, 1eH |
Fluorouracil — 400 mg/m2 IA.P. 6omyc, nen 1

Fluorouracil — 2400 mg/m2 IA.P. 46-qacoBa uady3us
Panitumumab — 6 mg/kg IA.P., nen 1

[ToBTOpenue npe3 14- 21 guu.

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

WHTpaapTepraaHo npuaoxeHue Ha Oxaliplatin u uHTpaBeHo3eH De Gramont (3-6 Kypca
Oxaliplatin — 125 mg/m2 IA.P. , 2 vacoBa uHy3us, aeH 1

Leucovorin — 200 mg/m2 1.V. 2-yacoBa undy3us, aau 1 u 2

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

Fluorouracil — 600 mg/m2 1.V. 22-yacoBa undy3us, auu 1 u 2 (Bapuasr 1)

Fluorouracil — 2400 mg/m2 1.V. 48-yacoBa undy3us, aau 1 u 2 (Bapuant 2- MmoaudunupanDe
Gramont)

[ToBTOpenue npe3 21 gHu.

WuTpaapTepuanHo npuaoxkenue Oxaliplatin + wHTpaBeHo3HM Leucovorin + Fluorouracil+/-
Cetuximab (mpu TymMmopu ¢ RAS WT) (3-6 kypca)

Oxaliplatin — 125 mg/m2 IA.P. 2-yacoBa uady3us, neH 1

Leucovorin — 200 mg/m2 1.V. 2-yacoBa undy3wus, 1au 1 u 2
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Fluorouracil — 400 mg/m2 1.V. 6onyc, nuau 1 u 2

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

HHT[)aa[}Te[!I/IaJIHO IMMPpHUJIOKEHHUE Oxaliplatin U MHTPABEHO3HU Leucovorin + Fluorouracil +/-

Bevacizumab (npu Tymopu ¢ RAS MT)

Oxaliplatin — 125 mg/m2 IA.P. 2-yacoBa uadysus, aeH 1
Leucovorin — 200 mg/m2 1.V. 2-yacoBa undy3us, aau 1 u 2
Fluorouracil — 400 mg/m2 1.V. 6onyc, mau 1 u 2

Fluorouracil — 600 mg/m2 1.V. 22-gacoBa undy3wus, 1au 1 u 2
Bevacizumab — 5 mg/kgl. V., nen 1

[ToBTOpenue npe3 21 gHu.

WHTpaapTepualHo npuaoxeHue Ha Oxaliplatin u unTpaBeHo3Ho FOLFIRI (3-6 kypca)
Oxaliplatin — 125 mg/m2 IA.P. 2-yacoBa uadysus, aeH 1

Irinotecan — 180 mg/m2 1.V. 30-munyTHa MH)Y3Us, 1eH 1

Leucovorin — 400 mg/m2 [.V. 2-qacoBa undy3us, aeH |

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

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

[ToBTOpenue npe3 21 gHwu.

HuTpaapTepuanHo npuaoxeHve Ha Oxaliplatin + Irinotecan + Fluoruracil u uHTpaBeHO3HO
Cetuximab (mpu Tymopu ¢ RASWT) (3-6 Kypca)

Oxaliplatin — 85 mg/m2 IA.P. 2-gacoBa un¢ys3us, nes 1

Irinotecan — 180 mg/m2 IA.P., 2-yacoBa undy3us, acH 1

Fluorouracil — 2800 mg/m2 IA.P. 48-gacoBa undysus, aeH 1

Cetuximab — 400 mg/m2 1.V. mocnenano ot 250 mg/m2 1.V. ceamuano

[ToBTopenue npe3 21 auu.

KAPIOHUMHOM HA TBHKUTE YEPBA

XUMHOTEpanus ce Mpujara caMmo Mpyu WHOMEPaOUIIeH MIIM METacTaTUYeH CTaAui Ha 00JIecTTa U ce
IIPOBEXKIA CHOPEA NPHUHLUIIUTE HA CHCTEMHOTO NMPOTHBOTYMOPHO JICYEHHE HA METACTACTATHYCH
KapIMHOM Ha /1e0eI0TO U MPaBOTO YEPBO.

HNmyHoTepanus

IIpn nporpecuss Ha mnbpBa JMHHS XMMHOTEPanmusi W MNpPH HAJIM4YHe HA BHCOKaA
MHKpocaTeuTHA HecTadniaHocT (MSI-H) nin nepuuut B MexaHn3Ma 3a Bb3CTAHOBSIBAHE HA
HecboTBeTcTBHsITA HA JIHK (AMMR)

Pembrolizumab** xato monotepamus - 200 mg I.V. na Bcekn 3 cenmunu wim 400 mg 1.V. Ha
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BCEKU 6 CeMUIM MpH HeonepaOuiIeH WIM MeTacTaTUYeH KapIMHOM Ha ThHKUTE YepBa C BUCOKA
MuKpocatenuTHa HectabmwiHocT (MSI-H) win nepuuut B MexaHu3Ma 3a Bb3CTAHOBSBAHE Ha
HecwboTBeTcTBUATA Ha JIHK (AMMR), KoraTo 3a00sBaHeTO € MpOorpecupano mo BpeMe WM Cilel
IIOHE €J1Ha NPEAXOIHA TEPAIIH.

Jleuennero ¢ Pembrolizumab npoasmkaBa 10 mporpecuss WiM HEMPHEMIMBA TOKCHYHOCT. [Ipu
KIMHUYHO CTa0WJIHU MAlMCHTH  C [I'bPBOHAYAIHU JaHHH 3a IMPOrpecusi Ha 3a00JIIBAHETO €
NPETIOPHUYUTETHO JICYCHHETO Ja MPONBIDKH, JIOKAaTO MpOorpecusita Ha 3a0O0NsBaHETO HE ce
HOTBBPAH.
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16. KAPHIMUHOM HA AHYC

16.1. JIbuexumuoe4YeHHE NPH JIOKATU3ZMPAH KAPLHHOM

Fluorouracil + Mitomycin C

Fluorouracil — 500-1000 mg/m2 1.V., npoabmxurenna nadysus, 1au 1-4 u 29-32
Mitomycin C — 10 mg/m2 1.V. Gonyc, nuu 1 u 29.

Mitomycin C + Cisplatin + 5-FU + JIT

Mitomycin C 12 mg/m2 i.v. obma no3a 20 mg nen 1

Cisplatin 60 mg/m2 i.v. 1 -29 |

5-FU 1000 mg /m2/d i.v. npoabokutensa uagy3us 1-4 nen Ha 1 cenmuma u 29-32 nen JIT
50.4 Gy 28 nuu

Mitomycin C + Cisplatin + JIT

Cisplatin 25 mg/m2 i.v 1,8,15,22 ]
Mitomycin C 10 mg/m2 i.v. 1]]
JIT 36 Gy 20 ¢ppakuun

Cnen 2 cenmunu nociensano ot Cisplatin 25 mg/m?2 i.v. 43,50,57 []
Mitomycin C 10 mg/m2 i.v. 43 /]
JIT 23.4 Gy 13 ¢paxuuu

16.2. XumuoTepanusi NpyM MeTacTaTi4yHa 00JiecTt

Cisplatin + Fluorouracil

Fluorouracil — 500-1000 mg/m2 I.V., nau 1-5
Cisplatin — 100 mg/m2 1.V., npoabmkuTtenta uady3us, 1eH 2
[ToBTOpeHnue npe3 28 gHMU.
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17. HEBPOEHAOKPUHHU TYMOPU

IIpencrasisaBar rpymna OT TYMOPH € pa3indHa JIOKAIU3aUsl U KIUMHUYHO IIPOTUYAHE.

BxmtouBa crnegHuTe  BHJOBE:  KapUMHOWIHM, TAHKpPEacHH, OT Haja0bOpeuHa xkiiesa,
(beoxpoMoIIUTOM/TIAparaHriiuoM,  HHUCKO  JAu(depeHUupaH/ApeOHOKIEThYEH,  MYJTUIUIEHA
eHJIOKpUHHa Heorasuss Tun 1 u tun 2, Merkel-kneTbyeH KapuMHOM W HEBPOCHAOKPHHEH C
HEU3BECTECH IIPOU3XOI.

JlekapctBenoro nedyenue Ha Meracrasupaimre HET ce ompegens oT mIpOrHOCTHUYHHTE
XapakTepUCTUKH Ha Tymopa. M300pbT Ha TepamusTa 3aBUCH OT CTENEHTa Ha TyMOpHA
mudepennmarus (G), nponmudeparnBHaTa aktuBHOCT (Ki 67%) U creneHTa Ha pa3npocTpaHEHUE
Ha METaCTaTUYHUS NPOIIEC (TyMOPHHUS 00EM).

[Tpu pagukanHo omepupaHu Tymopu 0e3 oOpa3HU U OMOXMMHMYHH JAHHU 3a MEPCUCTCHIMS HE ce
MPOBEXa aaoBaHTHO JiedeHue. [Ipu Bucokogudepennmpanute (G1) Tymopu Ouorepanusita che
comatoctotuHoBH aHano3u (CCA) Oxrpeorun - Octreotid LAR, kakto m ¢ Lanreotide,
Lanreotide Autogel (mepeructpupanu B bbarapus) e JedeHue KaTo MOHOTEpamusi Ipu
OaBHOHapacTBallM TyMOpPH B MeTacTaTHueH craauid. CoMaTOCTaTMHOBHUTE aHAIO3M € OBp30
JEeUCTBUE U YABIKEHO OCBOOOXK/1aBaHE Ca OCHOBHU IIPH JICYEHUETO Ha KapUUHOUAHUS CUHIAPOM U
B CllyyauTe Ha IpejonepaTMBHa nmoAarotoBka Ha ¢ynkuuonupamu HET. B cinyuaute Ha panHa
nporpecus (<6 Mec.) XUMHOTepanusTa € OCHOBEH MeTo]l Ha n3bop. KomOuHupanara Ouosoruuxa
tepamusi (Octreotid LAR) u TaprerHa Tepanus ce NpeArNoYMTa NMPH TyMOpPH € MO-O0aBHA
IPOTpeCcHs.

Xumuotepanusata ce npenopbusa npu meracrasupann HET G2 m HET G3, nezaBucumo ot
nokanu3anusTa u npu Ki 67% nan 2% .

He ce npenopbuBa npu knacuyeckute kapuuHouau Gl nopanu tepaneBTudeH otroBop nox 15%.

TapretHute Tepanuu ChIIO HAMUPAT MPUIOKEHUE B cucTeMHOTO JiedeHne Ha HET. Knunnuna
edekTuBHOCT TyK ca nmokazann mTOR uaxubutopstT Everolimus u MyaTHKUHA3HUSAT UHXUOUTOP
Sunitinib.

17.1. XumuoTepanus npu HeMeTacTaTH4Ha 0oJiecT

17.1.1. KapuimHOMIHU TYMODH

XumuoTrepanusi ce 0o0CHXKIa Mpu OpoHXWadHa W TUMyCHa Jokamm3anus. [lpumara ce cren
pE3eKIHs Ha THMYCHU TYMOPH C JIOKOPETHOHAIIHO PA3NPOCTPaHEHHUE U TIPU OPOHXHAITHU TYMOPH C
HUCKa cTerneH Ha audepenuuanus — G2 u G3.

Cisplatin (Carboplatin) + Etoposide
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Cisplatin — 60 mg/m2 (Carboplatin AUC4-5) 1.V, nen 1
Etoposide — 100 mg/m2 1.V., nau 1-3
[ToBTOpenue npe3 21 auu.

17.1.2. HeBpOEeHIOKPUHHUA TYMOPH OT HAIOBLOpEYHA Kiie3a

XuMuoTepanus ce Tpujara cieja Oomnepanus Ha aapeHajieH KapIMHOM C HHUCKa CTeNeH Ha
mudepenunanuss — G2 u G3 wnu npu HeorepaOWJeH TyMmMOp, HE3aBHUCHUMO OT CTENEHTa Ha
nudepeHIanus.

O-P-DDD (Mitotane, lysodren) — 2 g P.O. nueBHo, yBenuuaBane 10 4-6 g P.O. nHeBHO (MUHHUMYM
3 Mecena); Mpu XOPMO- HOAKTUBHHU TYMOPH C MPOSIBU HA CUMIITOMATHKA.

17.1.3. ®eoxXpOoMOLIMTOM/TIApAraHIJIMOM

He ce mpoBexna xumuorepanus.

17.1.4. HuckomudepeHIIMPaHA TYMODH WIH IpeOHOKIEThYEH (HeOenoapoOeH) KapIIMHOM

Cnen xupyprus wWid Ipu HeonepaOWIeH TymMOp C€ IMpwiara XUMUOTEpamus KaTo 3a
IpeOHOKJIEThYEH KapLMHOM Ha Osu1 Apo0, chueTaHa WM HE C JTbYelieUeHHe.

Cisplatin + Etoposide

Cisplatin — 60 mg/m2 (Carboplatin AUC5-6) 1.V, nen 1
Etoposide — 120 mg/m2 1.V., nau 1-3
IToBTOpenue npe3 21 aHu.

17.1.5. MyaTumieHa eHIOKPUHHA HEOIUIa3us THUIL |

XuMuoTepanusi ce TMpuiara cien HembJHa pe3eknus Ha xunoduseH tymop ¢ ACTH-3aBucum
cuapoM Ha Cushing.

Ketoconazole — 200-450 mg P.O. nueBHO 10 1200 mg nHEBHO.

O-P-DDD (Mitotane, lysodren) — 2 g P.O. mueBHO, yBenmuuaBane g0 4-6 g P.O. nHeBHO Tpum
MOHHUTOPHPAHE Ha TUIA3MEHH- T¢ HUBA (MUHUMYM 3 Mecena).

17.1.6. MyaTHmieHa eHIOKPUHHA HEOIIA3US THUII 2

[Tpn Hanu4ue Ha HeOXPOMOIIUTOM CIIEA PE3EKINUS ce MpHiIara JbueieucHne u anga-onoxana.

17.2. XumuoTepanusi NpyM MeTacTaTH4Ha 00JiecT
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17.2.1. KapuinHOUOHU TYMODH

HaznauaBa ce Octreotide, He3aBHCHMO OT HaJM4YME WJIM OTCHCTBHE HA KAapLUHUHOWUICH CHHAPOM
(IpM TyMOpH C POU3XOJ] OT XPAHOCMUJIIATEIICH TPAKT U Osu1 Ap00):

Octreotide LAR — 30 mg [.M. (moBTOpeHue mnpe3 28 nHM).

Monoteparus ¢ Everolimus** — 10 mg P.O. nHeBHO (mpW KapIUHOWUIHH TyMOPH C
6emonpoOeH MPOU3X0).

[Ipy Hanuume Ha BUCHEpPATHU MeTacTazu (YepeH Jpod, ME3eHTEpUANTHU JUM(HU BbH3IH)
JOIBJIHUTEIHO ce 00CHKIaT 4-6 Kypca XMMUOTEpAIIus:

Dacarbazine — 1000 mg/m2 I.V., nen 1 IloBTopenue npe3 3 ceAMHUIIH.

FDE 5-Fu 500 mg/m2 i.v. 1 no 3 aen

Dacarbazine 200 mg/m2 i.v. 1 no 3 gen Epirubicin30 mg/m2 i.v.1 no 3 aen
[Tpe3 3 ceam. makc. 9 kypca

Momntepanus ¢ Capectabine - mo3a. 1500 - 2000mg/m2 P.O.

HeBHO nHU 1-14

Monotepamnus ¢ Temozolomide 150 mg/ m2 P.O. 1-5 nen npe3 28 nuu
CapTEM

Capectabine - mo3a. 1200mg/m2 P.O. 1-14 nen

Temozolomide 150 mg/ m2 P.O. 10-14 neH, npe3 28 quu

17.2.2. HeBpoeHIOKpHMHHHN TYMOPH Ha XpaHOCMHJIATSICH TPAKT

Mownotepanus ¢ Octreotide LAR — 30 mg [.LM., npe3 28 nau (ipu YpeBHUA TYMOPH).

Monotepanus ¢ Everolimus — 10 mg P.O. gHeBHO (Ipu HEBPOEHAOKPUHHU TYMOPH C
MaHKPeaceH WM YPEBEH MPOU3XO]).

Octreotide LAR + Everolimus (mpu HeBpOSHAOKPHHHHU TAHKPEACHU TYMOPH).
Octreotide LAR —30 mg [.M.

Everolimus — 10 mg P.O. nueBHo, naun 1-28

[ToBTrOpenue npe3 28 aHM.

IMpu mporpecuss Ha Octreotide LAR u Hanmuume Ha BHUCIEpaTHH METAcTa3d ce€ OOCHKAAT
creganTe m36opu: Sunitinib — 37.5 mg P.O. qHeBHO, 0€3 TepaneBTUYHH Nay3H 10 IPOTPECHsI.
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Everolimus — 10 mg P.O. nHeBHO, 10 nporpecus.
Octreotide LAR + Everolimus

Octreotide LAR — 30 mg [.LM.

Everolimus — 10 mg P.O. nqueBHO, nam 1-28
[ToBTOpenue npe3 28 aHU.

Everolimus — 10 mg P.O. nueBHO.

[Ipy Hanuume Ha BHCIEPAJHA METAcTa3d JIONMBIHUTEIHO ce oOckkmaTr 4-6 Kypca
xumuoTepanusi: Cisplatin + Etoposide + Epirubicin

Etoposide — 130 mg/m2 1.V., nuu 1-3
Cisplatin — 45 mg/m2 1.V., nau 2-3

+ Epirubicin — 90 mg/m2 .V, nen 1
[ToBropenue npe3 21 auu.

Capectabine.

17.2.3. Bropa JIUHHA OIpH METACTATHYHN HEBPOCHIOKPUHHU TYMODH

17.2.4. HeBpOEeHIOKPUHHUA TYMOPH OT HAIOBLOpEYHA Kiie3a

XuUMHUOTEpanus ce Mpuiiara cjell Pe3eKIs Ha MbPBUYCH apCHANICH KapIIMHOM M Ha METacTa3u
win 0e3 HATMIUe Ha XUPYPrusl.

Cisplatin + Etoposide =+ Epirubicin

Cisplatin — 40 mg/m2 (Carboplatin AUC5-6) I.V., nau 2 u 9

Etoposide — 100 mg/m2 1.V., nau 5-7 Epirubicin — 30 mg/m2 L.V, nau 1 u 8

[ToBTOpenue npe3 28 aHM.

O-P-DDD (Mitotane, lysodren) — 2 g P.O. nueBHO, yBenuuaBane 10 4-6 g P.O. nHeBHO npu
MOHUTOpPHUpAHE Ha IUIa3MEHHUTE HUBA (MHHUMYM 3 Mecela).

[ToBTOpenue npe3 28 aHM.

17.2.5. ®eoXpoMOLIMTOM/IIaparaHrIinioM

OO6cwxaar ce 4-6 Kypca XUMHOTEpaAIIHsL.
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Cyclophosphamide + Vincristine + Dacarbazine

Cyclophosphamide — 750 mg/m2 1.V., nem 1 Vincristine — 1.4 mg/m2 I.V., nen 1
Dacarbazine — 600 mg/m2 1.V., nau 1 u 2

[ToBropenue npe3 21 auu.

17.2.6. HuckoaudepeHIMPaHu TYMODH WIH IpeOHOKIeThYeH (He0enoapoOeH) KapIuHOM

XuMHoTepanus ce Ha3HayaBa CIiopes1 MpaBuiIaTa npy ApeOHOKIEThUEH KapIITHOM Ha OsiT 1po0.

17.2.7. MyaTumieHa eHIOKPUHHA HEOIIa3us TUll 1 v v 2

OOcwxaa ce XUMHOTEpanusl CHOpes IIbpBUYHATA JIOKAJIM3allMsd Ha ChOTBETHHS METACTaTHUYCH
TyMOD.
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18. KAPIIMUHOM HA SHYHUK, ®AJOINUEBA TPBHA H
II'bPBUYEH IEPUTOHEAJIEH KAPIITUHOM

EBpona e cpex peruonute ¢ Hail-BUCOK Opoil HOBM ciydau OT OBapHalleH KaplUHOM B CBETa.
3a0onseMOCTTa € TMO-BUCOKA B M3TOYHUTE W CEBEpHM EBpomeicku cTpaHu, Haill-HHUCKa € B
F0’KHOEBPOIIEUCKUTE.

VY Hac oBapuanHuAT kapuuHoM (OK) e CchImo mecTu mo 4ecTtoTa cpeia 3710Ka4eCTBEHUTE TyMOPH
npu skeHu. OBapHaTHUAT KapLIMHOM € BOJelIa MPUYNHA 32 CMBPT OT 3JI0KaYeCTBEHH 3a00IsIBAaHUS
Ha JKeHCKUTe reHutanuu. B bowiarapus okono 421 »xeHW yMHpar roguIIHO C Ta3u JWarHosa.
[lerronuiHaTa nNpexuBIEMOCT MO craguu € cboTBeTHO: 90% - I ct, 70% - II ct, 39% - III cr.,
17% - IV cr. 3a cpxanenue okoino 64% oT OONHUTE y HAac c€ JAMArHOCTULUPAT B aBaHCUPAI
cTaguil.

C mwnaBmuzanero Ha PARP-unxuOutopuTe B KIMHMYHATA TMPAKTUKA, BH3MOKHOCTHTE Ha
JIEKapCTBEHOTO JICYEHHUE MIPU TO3M 37I0KAUECTBEH TYMOD ce€ MoJ00pHrXa 3HaYUTEIHO.

XuMHOTepanusi ce MPOBEXKIa KaTo: aaioBaHTHA TPU PAJUKAIHO ONEpUPaHU OOTHH (BKI. ChC
CHCTEMHa Ta30Ba M IapaaopTaiHa JUMQaIeHEKTOMUS), HEOAMIOBAaHTHA — TMPH JIOKAIHO
aBaHCHUpAJIU MHOTIEpAOMITHN OOTHU M TEpAlleBTHYHA — IIPU METacTaTHYHA OOJIECT.

AJroBaHTHA XMMHUOTEpANus HE ce MpoBexnaa B cramuii 1A, B ¢ BucokogudepeHmpann TyMOpu
(G1) u xuctonorus, pa3Iu4yHa OT CBETIOKJIETHYEH KAPLIUHOM.

18.1. HeoaxroBanTHA XMMHOTEpPANUS
Hasnauaga ce npu FIGO craauii IIIC u IV.

Carboplatin + Paclitaxel Carboplatin — AUC4-6 1.V., nen 1 Paclitaxel — 175 mg/m2 1.V., nen 1
[ToBTopenue npe3 21 nuu.

Paclitaxel + Carboplatin + Bevacizumab Paclitaxel 175 mg/m2 iv. 3u. Uad nen 1 Carboplatin
AUC 4-6 iv. gen 1

Bevacizumab 15 mr/kr i.v. nen 1
Carboplatin + Docetaxel (mpu Henonocumoct kbM Paclitaxel) Carboplatin — AUC 4-6 1.V., nen 1
Docetaxel — 75 mg/m2 1.V., nen 1

IToBTOpenue npe3 21 auu.

18.2. AAl0OBaHTHA XUMHMOTEPANTUA
18.3. Ilpu craamii IA, B (ymepeHo 10 nuckoaudepeHnupanu tymopu — G2-3)
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Mownorepanus ¢ Carboplatin AUC6 (Cisplatin — 100 mg/m2) 1.V., nen 1

IToBTOpenue npe3 21 auu (4-6 xkypca).

18.4. ITpu cragmii IC u ITA (6 kypca)

B Ta3u kareropust ce BKIIOYBA U XUCTOJIOTHS HA CBETIIOKJIETHYEH KapIIUHOM.
Mownorepanus ¢ Carboplatin AUC6 L1.V. (Cisplatin — 100 mg/m2) I.V.

[ToBTOpeHwue mnpe3 3 ceaqMuIIy.

Carboplatin (Cisplatin) + Paclitaxel

Carboplatin AUC4-6 1.V. (Cisplatin — 75 mg/m2 1.V.), nen 1
Paclitaxel — 175 (135 mg/m2) mg/m2 I.V., nen 1
IToBTOpenue npe3 21 aHu.

Cp

Cyclophosphamide — 600 mg/m2 1.V., nen 1
Cisplatin — 75 mg/m2 1.V., nen 2
[ToBTOpenue npe3 21 auu.

benexka: [1pu 6ostHM ¢ HapyieHa 0b0peyHa GYHKIHS B ChC ChPACYHOCHI0BA 00JIECT
Cisplatin ce 3amens ¢ Carboplatin.

CarboC

Carboplatin AUC 4-6 1.V, nen 1
Cyclophosphamide — 600 mg/m2 1.V., nen 1
IToBTOpenue npe3 21 aHu.

18.5. IIbpBa JMHUSA XUMHOTEPATIHS

[IpoBexkna ce mpu  THpBHYHO aBaHcupana Oonect (cragwii  [IB-IV) w/mmm
MaKCHUMaJTHA/ONITUMATHA BTOPUYHA IIUTOPEAYKTUBHA XUPYPrHst (MUHUMYM 6 Kypca).

CJICa

Carboplatin (Cisplatin) + Paclitaxel

Carboplatin AUC4-6 (Cisplatin — 75 mg/m2) I.V., nen 1

Paclitaxel — 175 mg/m2 3-dacoBa undys3us, AeH | (W11 ceMUYHO MPUIOKEHUE HA
Paclitaxel — 80 mg/m2)

IToBTOpenue npe3 21 aHu.

Carboplatin + Paclitaxel + Bevacizumab
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Carboplatin — AUC6 1.V., nen 1

Paclitaxel — 175 mg/m2 L.V., nen 1

Bevacizumab — 15 mg/kg I.V., nen 1 (neuenuero ¢ Bevacizumab nponsimkasa 15 mecerna)
[ToBTopenune npe3 21 auu (6 Kypca).

[Tonabpxkaio neuenue ¢ Bevacizumab e nmpenopb4uTeaTHO MPEIUMHO NpU HalMeHTH 0e3
BRCA1/BRCA2 repMHHATHBHH WJIM COMAaTHYHU MYTAallWH.

MonoTepanus mpu O0JIHU C MPOTHBOIIOKA3aHUS 32 TAKCAHU:

Cisplatin — 100 mg/m2 I.V. nipe3 21 muwu.
Carboplatin AUC6 1.V. nipe3 21 nuu.
Cyclophosphamide — 100-150 mg P.O. nueBHo, auu 1-25, npe3 28 qHu.

[Mogawspxamio neyenue npu aBancupain (craguit Il u IV mo FIGO) BucokocTeneHeH enuTeNeH pak
Ha SHYHULIUTE, paK Ha (aTONUeBUTE TPHOU WM MbPBUYEH NIEPUTOHEANICH PaK

[Tpu narentu ¢ BRCA1/2 myTanus (repMUHaTHBHA W/HIIM COMaTHYHA), KOUTO Ca C IIBbJICH
WIA YaCTHYEH OTTOBOP CJe]l 3aBbpIIBaHE Ha IIbPBA JIMHUS XHMHOTE panus Ha Oa3ara Ha
IUIaTHHA!

Olaparib 600 mg Tabnetku qHEBHO, P.O, 10 Mporpecusi, HEMPUEMIINBA TOKCUIHOCT WIJIH JIO
2 rogunu. [Ipu manueHTH ¢ AaHHM 3a 3a0onsBaHe cief 2 roauHu nedenuero ¢ Olaparib
MOJKE J1a TIPOIBJIKH 110 TIPELIEHKA Ha JIEKYBaIIHs JIeKap.

[Tpu manmenT ¢ neduuT Ha XoMoyoxHa pekombunanus (HRD), kouTto ca ¢ mbiaeH uinu
JacTHUYEH OTrOBOp CJIC][ 3aBBPIIBAaHE HAa IIbpBAa JIMHHS XUMHOTEpamnws Ha Oa3ara Ha
IJIATHHA B KOMOMHAIHS ¢ OeBaru3ymao:

Olaparib** 600 mg Ttabmetku nHeBHO, P.O B komOunamms ¢ Bevacizumab 15 mg/kg
BE/IHBK Ha BCEKH 3 CEIMHIM, 0 MPOTPECHs, HEPUEMITBA TOKCHYHOCT HJIH 10 2 TOAWHHU.
[Tpu manmeHTH ¢ JaHHW 3a 3a00isiBaHeTO cien 2 roauHu yedenneto ¢ Olaparib moxe na
OpONBIDKA TIO TpEIeHKa Ha JIeKyBalius Jiekap. [IpoJbKUTENHOCT Ha JICYCHHE C
Bevacizumab - wmakcumanmHo 15 Mecema, BKIIOYBAIIM IEPHOANTE B KOMOMHAIHSA C
XMMHUOTEpAnus ¥ KaTo MOAIbPIKAIIO JCYCHHUE.

18.6. Bropa JuHusi XMMHOTEpaNus

18.6.1. Ilpu nporpecus Ha OosecTTa HAA 6 Mecena ciel XMMUOTepanusl, Cbabpxkaiia paclitaxel.

[Ipunara ce ChIIUAT PEKUAM.

18.6.2. IIpu nmporpecust Ha OoJsiecTTa HaJl 6 Mecela cliell XUMHUOoTepanus, Hechabprkala Paclitaxel

Cisplatin + Paclitaxel

Carboplatin + Gemcitabine
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Carboplatin AUC4 1.V, nen 1
Gemcitabine — 800 mg/m2 L.V, nau 1 u 8
[ToBTOpenue npe3 21 auu.

18.6.3. Ilpu nporpecust Ha 6osgecTra HaA 6 Mecena ciell JeUeHUe ¢ IUIaTUHA-0a3upaH PEXUM

Carboplatin + Gemcitabine + Bevacizumab

Carboplatin AUC4 1.V, nen 1
Gemcitabine - 1000 mg/m2 I.V., nau 1 u 8
Bevacizumab - 15 mg/kg 1.V., nen 1
IToBTOpenue npe3 21 auu (D0 mporpecust).

Etoposide + Epirubicin

Etoposide — 100 mg/m2 1.V., nuu 1-3
Epirubicin — 60 mg/m2 1.V., nen 1
IToBTOpenue npe3 21 aHu.

Ifosfamide + Paclitaxel

Ifosfamide — 1500 mg/m2 1.V., nau 1-3

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

[ToBTOpenue npe3 28 aHMU.

Etoposide + Ifosfamide/Mesna

Etoposide — 100 mg/m2 1.V., nuu 1-3

Ifostamide — 1000 mg/m2 I.V., nau 1-3

Mesna — 400 mg/m2 1.V., B wacose 0, 4 u 8 cien Hauanoro Ha ifosfamide
[ToBTOpeHue npe3 28 aHMU.

[Moxmwprxkamo siedenue ¢ Olaparib tabl. - 600 mg P.O. nHEBHO, 10 MporpecHs WM HEIPUEMITNBA
TOKcHYHOCT. HasHauaBa ce TpW MbJIHA WIK Mapl{ajHa PEMHCHS Ha CMHUTEICH IUIaTHHA-
YyBCTBUTEIICH OBapHaJCH KapIMHOM, pak Ha (aJONMHEBUTE TPHOW WM IMbPBHYCH MEPUTOHEATICH
pax.

[Monabpxkamo seuenue ¢ Olaparib caps. — 2 x 400 mg P.O. aHeBHO, 0 mporpecust Wiu
HenmpuemiauBa ToKcHyHocT. Ha3HauaBa ce mpu mbJIHa WIM NapUualHa PEMUCHS Ha CEpO3EH
IUIATUHA-YYBCTBUTEJICH OBapHalieH KapIMHOM, pak Ha QajonueBuTe TpbOM WM NbPBUYEH
MIEPUTOHEANICH pakK, C repMUHAaTUBHYU iU comatndyan BRCA1/2 myrarum.

18.6.4. I1pu nporpecus Ha 6osecTra o4 6 Mecela cliell XuMUoTepanus, Hecbabpkaia Paclitaxel
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[Tpunara ce Paclitaxel — 175 mg/m2 1.V. (noBropenue npe3 21 aun) unu Paclitaxel — 80
mg/m2 L.V, mau 1, 8, 15 u 22 npe3 28 nau
+ Bevacizumab — 10 mg/kg [.V. nipe3 14 nuu (1o nporpecus).

benexxa: [Tpu Gonect, pe3ucTeHTHa Ha MIaTUHa-0azupaHu pexumu u/unu Paclitaxel, morat na ce

BKJIIOUBAT M JIEKAPCTBEHHU MPOIYKTU MOJ (GopmMa Ha MOHOTepamus, 0e3 ChUIECTBEHa pa3jihKa B

e(EeKTUBHOCTTA, HO C Pa3JInKa B TOKCUYHUS TPOQUIL.

18.6.5. Ilpu nporpecus Ha OosecTra oA 6 Mecela cliell XuMuoTepanus, ceabpxkaiia Paclitaxel

Topotecan — 1-1.5 mg/m2 1.V., nau 1-5
[ToBTOpenue npe3 21 aHu.

Ifosfamide — 1000 mg/m2 1.V., nau 1-5, u Mesna — 400 mg/m2 1.V., B wacose 0, 4 u 8
cinen gagaigoro Ha Ifosfamide
IToBTOpEeHue npe3 28 AHU.

Etoposide — 100 mg/m2 1.V., nau 1-5
[ToBTOpeHue npe3 28 aHMU.

Cyclophosphamide — 100-150 mg P.O. nueBHo, aau 1-25
[ToBTOpeHue npe3 28 AHU.

Vinorelbine — 25 mg/m2 L.V., qau 1 u 8
[ToBTOpenue npe3 21 auu.

Gemcitabine — 800-1250 mg/m2 I.V., nau 1 u 8 (15)
IToBTOpEeHue npe3 28 AHU.

Topotecan + Bevacizumab

Topotecan —4 mg/m2 I.V., qau 1, 8 u 15
Bevacizumab — 10 mg/kg V., nau 1 u 15
IToBTOpenue npe3 28 auu (10 mporpecus).

Carboplatin + Doxorubicin (PLD)**

Carboplatin AUCS 1.V, nen 1 PLD**
30 mg/m2, nen 1
[ToBTOpenwue npe3 28 auu (6 UUKBIA).
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19. KAPHUHOM HA EHIOMETPUYM

B pasBututre cTpaHM pakbT Ha MaTKaTa € Hail-4ecTO CPELIaHOTO TMHEKOJOTHYHO 3JI0KaueCTBEHO
3abonsaBane. Exeronno B EBpormelickus cbro3 ce peructpupar okono 100 000 HoBu ciyuas c
engomerpuaneH kapiuHoMm. IloBeue ot 90% otT ciaywyaute ¢ pak Ha EHIOMETpPUyMa Ce
QUarHOCTULIMpAT MpH XKeHU HaJ S50-roauiHa Bb3pacT, CbC CpEAHA Bb3PaCT IPU JUATHOCTHLIMPAHE
63-rogunu. Oxoio 4% OT XKEHUTE C paKk Ha eHAOMEeTpUyMa ca mo- miaaau ot 40 roIMHU U MHOTO
OT TAX BCE OIIE JKeJasT Ja 3amasiar cBosita ¢eprwiHocT. [lo- rojsimMara yact OT cCilydauTe C
eHJioMeTpuaseH pak ce auarHoctuuupar paHo (80% B ctaauii I), ¢ 5-roguiiHa IpeXUBIEMOCT
Hax 95%.

OcHoBeH JieueOeH METOJ € XUPYPIHMYHHUSAT — JIalapoOXUCTEPEeKTOMHUsT C JABYCTpaHHA
aJHeKceKToMHUsl. JIbUuenedyeHneTo uMa BoJIelIa Pojsl KaTo aJl0OBAHTEH METOJ B TepareBTUYHOTO
MOBEJICHUE NpU paka Ha MaToyHOTO Tsajo. CragusaT Ha 3aboisiBaHeTo ompezens obeMa Ha
TbUEJICUCHUETO U U3I0JI3BaHATa TEXHUKA.

JlobGaBsiHETO HA aIOBAaHTHA XMMHOTEpAIUs KbM HA3HAYCHO JIhbUCIICUCHUE TPHU CHIOMETPOUICH
tun kapuuHoM III craamii, momoOpsiBa CTATUCTHMYECKH 3HAYUMO CBOOOJHATA OT MPOTpPECcHs
MPEXKIDKSIEMOCT U 00111aTa S-TOAUIITHA TPEKUBIEMOCT.

[Tpu HeomepabuiIeH JOKAJIHO aBaHCUPAJ KapIMHOM M IPU MeTacTaszupaio 3aboisiBaHe BOJeEIIa
POJIst UMa CUCTEMHOTO JIEKAPCTBEHO JICUEHUE.

19.1. Afl0oBaHTHA XUMHOTEPANUA

Carboplatin (Cisplatin) + Paclitaxel

Carboplatin AUC4-6 (Cisplatin — 60 mg/m2) I.V., nen 1
Paclitaxel — 175 mg/m2 1.V, nen 1
[ToBTOpenue npe3 21 auu

19.2.XumuoTepanus Npu MeTacTaTu4yHa 00JiecTt

Epirubicin + Cisplatin

Epirubicin — 60 mg/m2 I.V., gen 1
Cisplatin — 75 mg/m2 1.V., nen 1
[ToBTOpenue npe3 21 nuu

Carboplatin (Cisplatin) + Paclitaxel

Carboplatin AUC4-6 (Cisplatin — 60 mg/m2) I.V., nen 1
Paclitaxel — 175 mg/m2 I.V., nen 1
[ToBTOpenue npe3 21 nuu
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Ifosfamide/Mesna + Cisplatin

Ifosfamide — 2000 mg/m2 1.V., nen 1, 12-yacoBa uady3us

Mesna — 800 mg/m2 1.V., B wacose 0, 4 u 8 crneq mHauanoro Ha [fosfamide Cisplatin — 50
mg/m2 L.V, nen 1

[ToBTOpenue npe3 21 auu (6 Kypca).

Moxe Ja CC MPUJIOKHU MOHOTCpaNusd C aHTPpAIUKIIMHA U TaAKCAHU.

NmyHoTepanus

Pembrolizumab** — 200 mg IV nHa Bceku 3 ceqmunu wim 400 mg 1.V. Ha Bceku 6 ceamuiy, B
koMOuHanmst ¢ JleHBaTWHUO, 3a JICUEHHWE HA ABAHCUPAN WU PElUANBUPAI] C€HIOMETPUAICH
KapIIMHOM TIPH BB3PACTHHU, MPU KOUTO 3a00JIIBAHETO € MPOTPECHPAO, WM CIIEI HPEIXOIHO
JICUCHUC C HJ'IaTI/IHa-6a3I/IpaHa Tepam/m HpI/I BCAKAKBH YCJIOBI/IH, U KOUTO HC Ca IIoAXOAIIru 3a
paJMKaJTHa OTIepaIis WU JIbYeTepanus

Pembrolizumab, — 200 mg IV na Bceku 3 ceqmunu ninu 400 mg 1.V. Ha Bceku 6 cenmunu, feH |
JlenBatnHNO 20 mg nepopaIHo BeIHBK JHEBHO

[TpoxbmkaBa 10 MporpecHs WM HeNpUeMIIUBa TOKCHUHOCT. [Ipy KIMHUYHO CTaOWIIHU MalMeHTH
C TbpBOHAUAJIHU JAHHU 3a MIporpecusi Ha 3a00JSIBAHETO € MPENOPBUYUTENTHO JICUEHHUETO [a
MPOABIDKH, TOKATO MPOTrpecHsTa Ha 3a00JIIBAaHETO HE CE MOTBBP/IU.

Pembrolizumab** karo monotepanus - 200 mg 1.V. Ha Bceku 3 cenmuim win 400 mg 1.V. Ha
BCEKH 6 CeIMHUIM 3a JICUCHHWE Ha aBAaHCHPAT MM PEIMIMBHUPAI] €HIOMETPHAJICH KapLUHOM C
BHCOKa MuKpocaTenuTHa HectabuiaHocT (MSI-H) nnn neduuut B MexaHu3Ma 3a Bb3CTAHOBSIBAHE
Ha HecvorBercTBHsTa Ha JIHK (dMMR) mnpu BB3pacTHH, Npu KOWTO 3a00JIIBaHETO €
NpOrpecupano, WM CIeA TPEIXOJHO JIEYeHHE C IUIaTHHA-0a3upaHa Tepamusi MPH BCSKAKBH
YCIIOBHSI, U KOUTO HE Ca TIOJXO/IAIIN 33 PaIUKaIHA ONEPALUS FITU JIbUSTePaTIHsL.

Jleuennero ¢ Pembrolizumab npoawmkaBa 10 mporpecuss WM HEMpHEMIMBAa TOKCHYHOCT. [Ipu
KJIMHUYHO CTa0WJIHM TAlMeHTH  C I'bPBOHAYAJIHW JAHHM 3a MPOTpecusi Ha 3a00JsSBaHETO ¢
NPENOPBUNTENHO JICUCHHETO Ja MpPOXBIDKH, JOKAaTO IporpecusTa Ha 3a00NIIBaHETO HE cCe
TOTBBP/IU.

19.3. JlekapcTBeHM KOMOMHALMHU, IPUJIATAHU PH KAPLUHUHOCAPKOMH

Paclitaxel +Carboplatin

Paclitaxel 175 mg/m2 i.v. D1
Carboplatin AUC 6 1.v. D1

Paclitaxel +Ifosfamid

Paclitaxel 135mg/m2 i.v. 3a 3 gwaca DI

Ifostamide 1.6g/m2/D 1iv. (penyuupana no 1.2g/m2/ ako NaNUEHTHT €  TOTYYHI
IpeBapuTepHO abpueTepanus) D1-3.

[ToBTOpeHue Ha 3 ceaAMULIM 10 8 IIUKBJIA.
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Cisplatin + Ifosfamide

Cisplatin 20mg/m2/D i.v. + Ifosfamide 1.5g/m2/d i.v. 3a 1 wac DI1-4 Mesna 120mg/m2 i.v.
bolus 3a 15 munyTH (HaToBapBama n03a) D1 Mesna 1.5g/m2/d nponsmkutenna ungysus D

1-4

Cisplatin

Cisplatin 50 mg/m2 i.v. D1
[ToBTOpEHUE HA BCEKU 3 CEIMHUIIN.

Carboplatin

Carboplatin 400 mg/m2 i.v./D1
IToBTOpEHME HA BCEKH 3 CEIMULIN.

Paclitaxel

Paclitaxel 110-200mg/m2 i.v. D1
[ToBTOpEHME HA BCEKH 3 CEAMMIIH.

Topotecan

Topotecan 1.2-1.5mg/m2/d i.v. D 1-5
[ToBTOpEHME HA BCEKHU 3 CEIMHUIIH.

Docetaxel - Ilpunara ce npu npoTuBonoka3anus 3a Jjedenue ¢ Paclitaxel

Docetaxel 36mg/m2 3a 1 yac, i.v. D1,8, u 15
[ToBTOpEHME HA BCEKU 4 CEAMUIIN.

Ifosfamide

Ifosfamide 2g/m2/d i.v. + Mesna 2g i.v. B Hayanoto 15 MuHyTH npenu nHpy3usTa
Ha [fosfamide - D1 - 3
[ToBTOpEeHME Ha 3 ceAMUIH .

19.4. XopmoHoTepanus

AJIOBaHTHAa XOPMOHOTEpanus HE C€ MPOBEXKAA. XOPMOHOTEpaIusi ce IMpujiara npu OONHU C
mudeperuupanu Tymopu (G1), ¢ TOKOpernoHaneH peruIuB /Wi JajledHu MeTacTa3u. EQekTsT
Ha JICYEHUETO C€ OIpeleNs OT HAJM4Me Ha CTEPOUAHU PELENTOpPH B TyMOpa, MOpaau KOeTo ce
[IPEenopbyBa UMYHOXHUCTOXUMHUYHO U3CJIE/IBAHE.

Medroxyprogesterone Acetate — 1000 mg P.O. gaesHo (10 gau Hacumiane); ciex ToBa — 500 mg
P.O. 3 mbTH cEeIMUYHO — CAMOCTOSTEIHO WK B KomOuHanus ¢ Tamoxifen — 40 mg P.O. aaeBHoO.
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19.5. CapkoMu HA MATOYHOTO THJIO

MatoyHuTe capkoMH O0O0XBam@aT TMO-Majdko OT 1% OT 3JI0KaYeCTBEHHTE THHEKOJIOTHIHU
3a0omaBaHust U OT 2% 10 5% OT BCHUYKH 3JI0Ka4EeCTBEHH 3a00siBaHMS Ha Markara. JledeHuneTo
MIPH JIOKAJTU3UPAHO 3a00JsIBaHE € ONEPAaTHBHO. JIbUEICUECHUETO HE € CTaHAapT — NMPOBEXkaa Cce
caMO TIpH OMNpeJCIIeHH ToKa3aHus. JIOKaJHO aBaHCHpalIHWTe, HEONepaOMiIHN, KaKTO |
METacTa3uPaIUTe TYMOPH MOJUICKAT HA CUCTEMHO JIEKAPCTBEHO JICYCHUE — XOPMOHAIIHA TEPAITUS
NIPU ONIPEICIICHN XMCTOJOTHYHU TUIIOBE M IIUTOCTATUYHO JiedeHHe. [{[uTocTaTHYHOTO JieYeHne He
Ce pas3Nu4aBa CHIIECTBEHO OT TOBA MPHU OCTAHAINTE MEKOTHKAHHH CAPKOMHU.

Jleilomuocapkom

1.Gemcitabine 900mg/m?2 i.v. 3a 90 munyti D 1 u 8 , cneasan ot Docetaxel 100mg/m?2 i.v. 3a
60 MmunyTu - D8, cineaBan ot

I'panynouuren kononuo-crumynupaii dpakrop (G-CSF) 150u/m2 s.c. D 9-15 unu Pegfilgrastim
6mg s.c. D 9 unu 10.
[ToBTOpEeHue Ha 3 ceaMUIM 10 MPOTPECHS WM MPOsiBa HA TOKCUYHOCT.

[anrieHTH, MOMYYWIM TPEABAPUTEIHO JIThUYCTEpanus 3a Ta3a, moiydaBar no3u Gemcitabine
675mg/m2 i.v. u Docetaxel 75 mg/m2 i.v.

2.Doxorubicin 50mg/m2 3a 15 munytu D1 ,mocneasan ot Ifosfamide 5g/m2 upe3 24 gacosa
UHQY3H 1.V. C

Mesna 6g/m2 B 36 uyacoBa HH]Y3HUS 1.v.

IToBTOpEHME Ha 3 ceaMuUIM.

3.Doxorubicin 60 mg/m2 i.v. D1

Dacarbazine 750mg/m2 i.v. upe3 unby3us 3a 96 yaca D1 mo 4 IloBTopeHue Ha 3 CeaMUIIN.

4.Gemcitabine 10mg/m2/muH i.v. 3a 180 munytu D 1, nocneasan ot Dacarbazine 500mg/m2
1.v. 3a 20 MuHyTH BCeku 2 ceaMuiu a0 o6mo 12 nukbia. [loBraps ce Ha Bceku 2 ceaMUIU 10
00110 12 nuKbIiIa.

5.Vinorelbine 25mg/m?2 i.v. 3a 10 muaytu D 1 u 8, mocnensano or Gemcitabine 800 mg/m2
i.v. 32 90 min.

IToBTOpenue Ha 3 cenmui. MoHOXUMUOTEpAHS

Ifostfamide 2g/m2/d i.v. + Mesna 2g i.v B HauanoTo 15 munyTH npeau nadysusta Ha [fosfamide
-DI1-3.

[ToBTOpeHue Ha 3 ceamMuIy .
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7. Dacarbazine 1200 mg/m2 i.v. 3a 20 munyTH - DI1IloBTOpeHne Ha 3 CeAMHIN IO MaKCUMyM 8
IUKBJIA.

8. Doxorubicin 75mg/m2 i.v. bolus - D 1 [ToBropenue Ha 31 mHH.
9.Epirubicin 75mg/m2 i.v. bolus - D1 [ToBropenue Ha 3 cenMuIIm.

10. Gemcitabine 1,000mg/m2 i.v. D 1, 8 u 15 [loBTOpeHue Ha 4 ceMUIIN.
Ifosfamide 1.5gm/m2 i.v. exxequeBHo ¢ Mesna D 1 o 5

11.Vinorelbine 30mg/m2 D 1 u 8 [ToBTopenue Ha 3 ceaMuIy.

12.Docetaxel 36 mg/m2 i.v.3a 1 wac D 1, 8, u 15 [ToBTOpeHue Ha 4 ceqMUITH.
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20. TPO®OBJIACTHA BOJIECT

I'ecranmonnara TpodobnactHa OosecT oOenuHsBA rpymna 3a0oyisiBaHUs, CBBpP3aHU C TYMODH,
KOUTO C€ pa3BUBaT OT Tpo(oOIacTHM KIETKM B IUIAIICHTAaTa IO BpeME Ha OpEeMEHHOCTTA.
He3aBucumMo OT HHUCKaTa CHM 4ecToTa — IMO-MaJKoO OT 1% OT TMHEKOJOrMYHUTE TYMOpPH, TS
IPEJCTaBIsABA 3HAYUTEIECH UHTEPEC MOpaJu MHOTO A0OpUTE JIedeOHHN pe3ysITaTH y MJIaN KEeHHU B
penpoayKTUBHA BB3pacT. UeTupure BHIAa Ha TecTalMOHHA TpodoOmacTHa OOJECT BKIIIOYBAT:
I'bJIHA MOJIa XUAATUTO3a - NIPH Hesl He ce HaOtoJaBaT IUIOAHM U IJIAlleHTApHU YacTH, YaCTHYHA
MoJjla XHJATUTO3a, KOUTO CHOTBETHO C€ pa3/efsiT Ha HEWHBAa3MBHA W MHBAa3MBHA MoOJa, U
XOpHOKapuMHOM. VHBa3MBHAaTa MOJa € MbJIHA MOJia — MMa JCCTPYKTUBEH CTPOSXK M HHBA3Hpa
MYCKYJIHHUS CJIOM Ha MaToyHaTa CTeHA.

XOpHOKAPIIMHOMBT € PSIIBK arpeCHBEH TyMOp, MPOU3XOXKIAIl OT TpodoOiacTHus emuren. Haii-
gecT € 10 35 1. BB3pacT. YecTo mpeau HEro € MMajo I'pO3JI0BHUIHA OPEMEHHOCT, IUIAlleHTapHU
TpooOJACTHH TYMOPH M ENUTEITOWIHH TPOPoOJACTHH TYMOPH, KOWTO Ca WHBA3MBHU H Ca
Hapuuanu ['ecrannonna tpodobnactHa Heomnasusa (GTN). Yecrorata Ha Molla XUAATUTO3a € TIO-
Mmaiko oT 10 ma 1000 6pemMeHHOCTH.

CerinacHo mnpenopbkute Ha FIGO, cnex eBakyupaHe Ha Mosia XxujaaTuposa, auarHosara GTN
(rectanonHa TpodoOIacTHA HEOTIA3Us ) CE MTOCTABS MPH:

3aabpkane ctoiHocTuTe Ha 6eta UXIT (HCG — yoBemKky XOpuOTOHAOTPONIMH) Ha €THO HUBO HaJT
3 ceamuiy nokayBaHe ¢ Hag 10% Ha croitHocTuTe Ha 6eta UXI™ B pamkute Ha 2 -4 ceMUIIH;
3abpkaHe Ha cToiHOCTH Ha 6eta UXI Hax HopMaTa 6 Mecela ciell eBaKyalus Ha MoJaTa;
XUCTOJIOTMYHO JJOKA3aH XOPUOKAPIIMHOM, TUIAIIEHTapeH TpodoOrIacTeH TyMOp WU CHUTEIOWICH
TpoobiiacTeH TyMOp AaIEYHO METacTa3upaHe.

B nombnHeHHe KbM aHAaTOMHYHOTO CTaJMpaHe ce Mpuiiara TOYKOBAa CHUCTeMa, BKIouyBama 19
MIPOrHOCTUYHHU (DaKTOpa 3a OlLlEHKa Ha PUCKA U IPOrHO3UPAHE OTIOBOPa KbM XMMHOTEPAIIHS.

HaHI/IeHTKI/I C HO-MaJIKO OT 7 TOYKH HMMAaT HHUCBHK PUCK OT pPasBUTUC Ha PE3UCTCHTHOCT KbM
JICYCHUETO M OOMKHOBEHO C€ TOCTUTa PEeMHUCHSI C MOHoTepamnus. BucOKOpuCKOBUTE OOIHH
MoJIe)KaT Ha KOMOMHUpaHo JiedeHne. Hali-ronsma texxect uma HUBoTO Ha O6eta UXI', TyMOpHHST
pasMep, OposT U JTIOKAIHU3AIMATa Ha METacCTa3uTe.

Moauduurpana nporioctudHa Toukosa cucrema Ha C30, agantupana keM FIGO

PuckoB ¢paxrop | Touxku 0 Touku 1 Touku 2 Touku 4
Bn3pact <40y >40y - -
IIpenmecrBama | moia Abopt Term -
OpeMeHHOCT

Mecenu or | <4 4-6 7-12 >12
HA4yaJoTo Ha

OpeMeHHOCTTa

[IpenneucOHu <10 10°-10* 10%-10° >10°
ct-ti HAa hCG*
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Haii-romsm <3 cm 3-4 cm >5 cm —

TyMOpEH p-p

/BKJI.MaTKaTta/

Meracrazu bsin npo6 Crne3ka, ' TpakT Uepen npo0b
O0BOpenu MO3BK

Bbpoii metactazu | — 1-4 5-8 >8

Heycnex oT | — — MOHOTEpaIus >2 UTOCTATUKA

mpeiecTana

XT

*hCG = human chorionic gonadotropin

Pesynrar 0-6 = Huchk puck Pezynrar >7 = BUCOK puUCK

XumuoTepanusTa ¢ Hail — ehekTUBHUAT MeToA Ha jedeHue npu 6omaute ¢ GTN. [IponeHTsT Ha
n3nekyBaHne poctura 100 % npu mHuckopuckoute U 80-90 % mpu BUCOKOPUCKOBUTE MALIUEHTKHU.

20.1. JleyeHne NMpu HUCHK PUCK

Metothrexate — 40 mg/m2 .M. cenmuuno, 10 Hopmanusupane Ha hCGT.

Metothrexate + Leucovorin

Metothrexate — 1 mg/kg IM., nau 1,3,5u 7

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

[ToBTOpenue npe3 21 auu (10 Hopmanusupane Ha hCGT).

20.2. JIeyeHue npu BUCOK PUCK

EMA-CO

Metothrexate — 100 mg/m2 1.V. eqHouacoBa undy3us, jeH 1

Metothrexate — 200 mg/m?2 1.V. 24-yacoBa un¢ysus, aeH 2

Leucovorin — 15 mg/m2 I.V. npe3 6 gaca (8 no3m) ot yac 16 crexn 3amouBane Ha 24-dacoBaTa

uH¢py3usa ¢ Metothrexate

Dactinomycin — 0.5 mg I.V., nau 1 u 2

Cyclophosphamide —

600 mg/m2 1.V., nen 8

Vincristine — 1 mg/m2 1.V., nen 8

[ToBTopenue npe3 28 auu (10 HOpManuzupane Ha hCGT).

Etoposide — 100 mg/m2 1.V., nuu 1 u 2
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CracurenHa XMMHOTEpaIIMs TP BUCOKOPMCKOBH IMAITMECHTH

EP-EMA
EP

Etoposide 150mg/m2 i.v. 30 mus. uad. aen 1 Cisplatin 3x25mg/m?2 i.v. 4 u. ua¢. gen 1

EMA

Etoposide 100mg/m2 i.v. 30 mun. uad. nen 1 Methotrexate 300mg/m2 i.v. 12 4. un nen 1
Dactinomycin 0,5 mg i.v. 6omrycnen 1

Ca folinate 15 mg 2X a# p.o/i.m npe3 124 nen 1 u 3 Havano - 244. ciaeq HAYAIOTO HA
METOTpeKcaTa.

AnTepHpallo NpuIoKeHNE Ha ABETe KOMOMHAIIMY [IPE3 CEAMUYHU UHTEPBAJIH.

TP/TE
TP
Paclitaxel 135 mg/m2 i.v. , 3-gacoBa ua}py3us aeH 1

Cisplatin 60 mg/m2, 3-yacoBa un¢ys3us aeH 1

AJITEepHHPAIILIO TPUIIOKEHUE C:

TE

Etoposide 150 mg/m?2 i.v. 1-yacoBa undy3us aex 15
Paclitaxel 135 mg/m?2 i.v. , 3-yacoBa undy3us aex 15

Jleuenuero ce npeycraHoBsBa pu HopMasiu3upaHe Ha 6era UXI 3a 8 ceqmuny.
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21. KAPIIUHOM HA MATOYHA IIUWKA

PakbT Ha MaTOuyHaTa MIMKKa € HA YETBBPTO MSCTO IO YECTOTA MPHU KEHUTE U npezacTasisaBa 7.2%
OT BCHYKH 3JI0KQYECTBEHU 3a00JsIBAHUSA TMPHU TAX. 3a00s€MOCTTa M CMBPTHOCTTa OT PaK Ha
MaToyHaTa muika ce ysenndanaT ¢ 2.6% u ¢ 1.7% cpeaHoroauiiHo, cboTBETHO.3a00Is1eMOCTTa
HapacTBa C HampeIBaHE Ha BB3pACTTa ciel 25 TOAMHM U JocThra cBos muk mpu 50- 54
TOUIIHUTE JKCHHU.

21.1. HeoagroBaHTHA XUMHMOTEPANIUA

HeoamoBaHTHa XI/IMI/IOTepaHI/IH HC € CTaHI[apTHO JICHCHHC. MO)KG a Cce HpI/IJ'IO)KI/I HpI/I OTACIHU
O0omHM TO mperieHka. [lpu JIOKamHO aBaHcHpasia OOJIECT CIICIONEPATHBHOTO JILYCIICUCHHUE CE
npoBexaa eaHoBpemenHo ¢ Cisplatin kato pamuocencuOmmsarop (40 mg/m2 cenqmuuno, 4-6
ceamuin). [Ipu HeonepabwmiHU OOJIHU ce TTPOBEXK/IA CHIO ChYETAHO XUMHUOTbUCTICUCHHE.

21.2. CucremMHa Tepanus NpPU MeTACTATHYHA 00J1€CT

HpI/I MeTacTaTUYHa OOJIECT ce npuiara CaMoCTOATCIIHA XUMUOTCpaIus.

Cisplatin (Carboplatin) + Paclitaxel + Bevacizumab

Cisplatin — 50 mg/m2 (Carboplatin AUCS) 1.V, nen 1
Paclitaxel — 135-175 mg/m2 I.V., gen 1

Bevacizumab — 15 mg/kg I.V., nen 1

[ToBTOpenue mpe3 21 qHH, 10 porpecus.

BOMP

Bleomycin — 15 mg [.V. B 96-uacoBa undy3ust
Vincristine — 1 mg/m2 1.V., nen 1

Cisplatin — 60 mg/m2 1.V., nen 2

Mitomycin C — 8 mg/m2 1.V., nen 4 (npe3 42 nuu)
[ToBTOpenue npe3 21 auwm.

Cisplatin + Ifosfamide

Cisplatin — 75 mg/m2 1.V., nen 1
Ifosfamide — 2000 mg/m2 1.V., nau 1-3
Mesna — 400 mg/m?2 1.V. B yacose 0, 4 u 8 cien Hauanoto Ha [fosfamide

IToBTOpenue npe3 21 aHu.

Cisplatin + Etoposide

Cisplatin — 20 mg/m2 1.V., aen 1-3
Etoposide — 100 mg/m2 1.V., nen 1-3
[ToBTOpenue npe3 21 aHu.

Cisplatin + Gemcitabine
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Cisplatin — 30 mg/m2 I.V., nen 1 u 8
Gemcitabine — 800 mg/m2 I.V., nen 1 u 8
IToBTOpEeHue npe3 28 AHU.

Fluorouracil + Mitomycin C

Fluorouracil — 500 mg/m2 I.V., nuu 1-3
Mitomycin C — 8 mg/m2 1.V., npe3 42 nuu
[ToBTOopenue npe3 21 auu.

Cisplatin + Topotecan

Cisplatin — 50 mg/m2 1.V., nen 1
Topotecan — 0.75 mg/m2 1.V., nau 1-3
IToBTOpenue npe3 21 aHu.

Topotecan + Paclitaxel + Bevacizumab

Topotecan — 0.75 mg/m2 1.V., nen 1-3
Paclitaxel — 175 mg/m2 I.V., nen 1
Bevacizumab — 15 mg/kg I.V., nen 1
[ToBTOpenue npe3 21 auu, 10 mporpecust

Bleomycin + Ifosfamide + Cisplatin

Bleomycin — 30 mg o6mia no3a .M., nau 1 u 8

Ifostamide— 1000 mg/m2 1.V., nau 1-3

Mesna — 400 mg/m2 1.V. B yacose 0, 4 u § cnen Hauanoto Ha [fosfamide Cisplatin — 25
mg/m2 I.V., nau 1-3

IToBTOpenue npe3 21 aHu.

Cisplatin

Cisplatin 50 mo 75 mg/m2 1.v. nenl IloBTopeHue mpe3 Tpu CeAMUIN

Carboplatin

Carboplatin AUC 5-6 3a okomno 60 mMuH. i.v. neHl

[ToBTOpenue npe3 21 wnu 28 gHU 10 NpOrpecus Wi TOKCUYHOCT

Paclitaxel moHOTEepanus

Paclitaxel 250mg/m?2 i.v 3a 3 yaca cnen ctanmapTHa noiaroroBka c Jlexcameraszon, H1 u
H2 6noxep
[ToBTOpenue npe3 21 wim 28 1HU 10 MPOTrpecus Ui TOKCUYHOCT

CamocrosiTesTHa aKkTUBHOCT TIPH MpeTpeTupanu 001HN uMa U MoHOoTepanus c: [fosfamide,
Gemcitabine, Vinorelbine, Fluorouracil.
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HmyHoTepanus B KOMOMHALMS ¢ XMMHUOTepanusi ¢ uiu 0e3 OeBauu3ymad nmpu ekcnpecupar
PDL1cCPS>1.

Pembrolizumab** 200 mg IV na Bcexu 3 ceamuuum wm 400 mg IV Ha Bceku 6 cenmunm, B
KOMOMHAIMsI € XUMHOTepamust c¢bC WM 0Oe3 Oemanu3ymMad, 3a Jie4eHHE Ha IepCHCTUpAL,
pelMIMBHUpAIl WM METAaCTaTUYeH IEPBUKAJICH KAapIMHOM TP BB3PACTHH, UYHHTO TYMOPH
excrpecupat PD L1 ¢ CPS > 1.

Jleuennero ¢ Pembrolizumab npoasmkaBa 10 mporpecust MM HempUeMIMBa TOKcHYHOCT. [Ipu
KJIMHUYHO CTaOWJIHM TAalMeHTH C IIbPBOHAYAIHM JaHHU 3a MIpOrpecus Ha 3a00JsIBaHETO €

MPENOPbYUTENIHO JICYCHUETO Jla NPOABIDKM, JOKaTo Nporpecusita Ha 3a00JIIBaHETO HE ce
MOTBBP/H.

21.3. CpyeTaHo XUMHOJIbYCTCYECHHUE

[Tpunara ce HeoaIOBaHTHA, aJIOBAHTHA W ITbPBA JIMHHS XUMHOTEpamus (IIPH MeTacTaTHYHA
ooJtecr).

e Cisplatin — 40 mg/m2 .V, nen 1, Ha Bcsika ceAMHIIA OT JTbuUeIedeHrueTo (6 Kypca).
e Mitomycin C —4 mg/m2 I.V., nen 1, 20
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22. 3JIOKAYECTBEHHU TYMOPH HA BAI'MHA

3JI0KaYeCTBEHUTE TYMOpPHM Ha BaruvHarta ouBar OBPBUYHU W MCTACTATUYHHU OT CBCCAHHU WU
JaJIeYHu OopraHd. [IbpBUYHUTE MPOU3XOXKIAT CIWHCTBEHO OT BIArajiUIIeTo, 0e3 y4acTHEeTO Ha
portio vaginalis colli uteri mpokxcumanHo unu ByJiBata auctanHo. [Ipubmusurenno 80% ot
37I0KAYE€CTBEHUTE BarMHAJIHU HEOIUIa3UM Ca METACTaTHYHH, MIPEIMMHO OT 3JI0KaUe€CTBEHU TYMOPH
Ha IMUKKaTa Ha MaTKaTa WK eHaoMeTpuyMa. KapunHoMuUTe Ha BIArajaulleTo ca PeaKd TYMOpH,
MpeIcTaBIssBaT OKOJO 1% OT 3J1I0KaYyeCTBEHUTE TYMOPHU Ha >KEHCKUTE MOJIOBU OpraHu. JledyeHnero
¢ KOMIUICKCHO, C MNPUOPUTCT Ha XHUPYPTHYHOTO H JIBUCIICUCHUC. HHTOCTaTI/IqHa TCpamnuga ce
npusara mpu JAUCEMHHALMS Ha 3a00JI1BaHETO B JAJICUHU OPraHU WM (HO-PSAIKO) MPH JOKATHO
aBaHcHUpasJ HeorepaOwieH Tymop. JlekapcTBeHUTE KOMOWHAIIMM C€ TMPUIIOKPUBAT C TE3H,
IIPWJIATaHU ITPU KapLUMHOM Ha MaTOYHATa LIMIKA.

Cisplatin

Cisplatin 50 umu 100mg/m?2 i.v. (1 yacoBa undysus) 1 nen
[ToBTOpEHME HA BCEKH 3 CEMUIIN

Cisplatin + Vinorelbine

Cisplatin 80mg/m2 i.v. nen 1
Vinorelbine 25 mg/m2 i.v. nen lu 8
[ToBTOpEHUE Ha BCEKHU 3 CEAMUIIH

Cisplatin + abyesieuenue

Cisplatin 40mg/m2 (MakcumyMm 70 mg/m2) i.v. CEIMHYHO 3aeHO C JbueTepanus - Gppaxkiuu
1,8Gy/d B d 1-5 (Mmakcumywm 3a 7 ceamuim), 1o OOl 57,6 Gy B 32 ¢pakiuu 3a 00eMHO
3a0osBaHe

Cisplatin + 5-FU

Cisplatin 4 mg/m2/d i.v. - mpoabmkuTensa ungysus D 110 4

SFU 250 mg/m2/d i.v. - npoabmxutenna uadysus D 1 mo 4

IToBTOpeHue execeamMuuHoO (x4) mitoc cumyntanHa apuerepanus 40-50 Gy, 2Gy Ha
bpakuus.
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23. 3JIOKAYECTBEHHU TYMOPH HA BYJIBATA

3rokayecTBeHUTe HOBOOOpa3yBaHUS Ha BYyJIBaTa ca CPaBHUTEIHO PSAKO CPEIIaHU 3a00isIBaHUS
(3-5% OT reHUTATUUTE KAPLUUHOMH), KATO CpeIHATa Bb3pacT Ha 3a0onenute € 65 roJuHU U eaBa
5% OT MalMEeHTHUTE ca BbB BB3PACT MpeIu MEHomay3a. ['ojJeMuTe CpaMHH YCTHU ca HaW-4eCTOTO
MSICTO Ha M3sBa Ha BYJIBapHUS KapLIMHOM U ChCTaBisiBaT okosio 50% ot ciayuyaute. OOXBaliaHeTo
Ha MAJIKUTE CPaMHU YCTHU € 0koJIo 15% - 20% ot cayuyante. KnutopsT u bapronuHoBute xnie3n
ca no-psako anraxxupanu. Okono 90% oT ByJIBApHUTE KAPLUUHOMH €A TUIOCKOKJIEThYHU.

[IpenopbuunTeNHy TEKapCTBEHU MPOAYKTH U KOMOMHAIIMU OT TAX 3a JICYCHHE Ha PaK Ha ByJBaTa

BxutouBat ce paznuyHu KoMOuHanuu ot S-ayopoypauun (5-FU), mucnnarun, muromunus- C,
WK OJEOMUIIMH, KCTPANOIUPAHU OT PEXKHUMHU, U3IOJI3BAHU 3@ AHAJIEH MJIM IUIOCKOKJIETBUYEH PaK
Ha IIMKKaTa Ha MaTKaTa, KakTo U:

Cisplatin

Cisplatin 50 umu 100mg/m?2 i.v. (1 yacoBa undy3us) aex 1
[ToBTOpEHME HA BCEKH 3 CEMUIIN

Cisplatin + Vinorelbine

Cisplatin 80 mg/m2 i.v. neH 1,
Vinorelbine 25 mg/m2 i.v.nen 1u 8
[ToBTOpEHME HA BCEKU 3 CEAMUIIN

Cisplatin + abyesieuenne

Cisplatin 40mg/m2 (makcumyM 70 mg/m?2) i.v. CeAMUYHO 3a€IHO C JIbYETepanus - Qppakuuu

1,8Gy/d B d 1-5 (Makcumym 3a 7 cenmuin), 1o OO 57,6 Gy B 32 ¢pakuuu 3a 06eMHO
3a0oJ1sIBaHe.

Cisplatin + 5-FU

Cisplatin 4 mg/m2/d i.v. - mpoabmkuTenHa uagpysus D 110 4
S5FU 250 mg/m2/d i.v. - mpogsmkutensa nagysus D 1 go 4
[ToBTOpenue execeqmMuuHo (x4) mwitoc cumynranHa apuerepanus 40-50 Gy, 2Gy Ha

bpaxus.
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24. KAPIIMHOM HA IIMKOYEH MEXYP

Tosa e 3a0osgBaHe IPEIUMHO IIPU BB3PaCTHU Mbke - Mexay 60 u 80-roauiiHa Bb3pacTt, cpeaHa
BB3pacT 73 1. Hamume ca ocobeHocTr B reorpad)CKOTO pasnpesiesicHre Ha 3a00JsIBAaHETO — TI0-
YeCTOo ce cpena B cTpanuTe oT Cpeu3eMHOMOPCKUSI pETUOH, KakTo U B Hskou paiionu Ha CAIL,
KBAETO INMCTO30MMAa3aTa € IMo-pa3npocTtpaHeHa. Cpemia ce mo-uecto y OeiaM HMHIUBUIM,
OTKOJIKOTO y UYepHH Uiy azuaTiy. B EBponeiickus cbio3 3abonsemoctta € 19.5/100 000 rogumiHo,
cmbpTHOCTTA — 7.9/100 000 TomumiHo, kato 75% ot GonHUTE ca Hax 65 T. Bb3pacT.

24.1. HenHBa3MBeH KAPIUHOM

Cnopen pucka OT mporpecust OOJHHTE ce€ pa3fensaT Ha ciegHure rpynu: (1) HHUCBK pUCK —
€IMHUYEH TyMOp € pa3MepH noJ 3 cm B JuaMeThp U ¢ Bucoka audepenunanus (Gl); (2) Bucok
pPUCK — MyITH(OKAIHU WIM YECTO PEUUAMBHpAIIM TYMOpH, Hax 3 cm B JAMAaMEThp, HHUCKO
mudepernupanu (G3), win KapuuHOM in situ; (3) cpeaeH pUcK — BCHYKH OCTaHAJIH.

Cnen tpancyperpanna pesekuus (TUR) npu HUCBK, CpElEH MM BUCOK PUCK 3aAbJDKUTEIIHO CE
MPOBEXJa eTHOKpaTHAa WHTpaBe3ukaiaHa one shot Tepanust ¢ Mitomycin C — 40 mg (20 mg npu
HUCBHK pHcK) miu ¢ Epirubicin — 50mg.

ITpu HUCBHK puck cien one shot TepanusaTa ce mpuiiara aalOBaHTHA WHTPAaBE3UKaJHA TEpanus C
Mitomycin C — 20 mg unu ¢ Epirubicin — 50 mg, BkioyBama 6 execeIMUYHH, IocaeBaHu ot 10
(6 3a Epirubicin) exxemMeceqHH aruidKaIiu.

IIpu cpenen m BUCOK puck cien one shot TepamusiTa ce mpuiiara aaloBaHTHA MHTPAaBE3HKaJIHA
teparusi ¢ Mitomycin C — 40 mg wimu ¢ Epirubicin — 50 mg, BkIoyBama 6 eXeceaAMUYHH,
nociensanu ot 10 (6 3a Epirubicin) exxeMeceuHn arIMKaium.

IIpu cenektupanun OonHU ¢ BUCOK pHck (in situ high grade) ce mpoBexxma MHTpaBe3HKallHA
umyHorepnanua ¢ BCG — 37.5 mg cenmuuHo (6 ceaMuiu), MOCIEABAHO OT IMOALBPXKAIIO
MPUIOKEHNE Ha 3 MHCTUJIAIMY Tpe3 ceaMuia Ha 3-TH, 6-tu, 12- tu, 18-tu, 24-11, 30-TH U 36-TH
Mmecet. [IpoTrBonokasana e nmpu Mo3UTHBEH KOKEH TyOepKyJIHMHOB TecT (> 10 mm).

24.2. XumMuorepanus Npu HHBA3MBEH KAPIUHOM
HpI/mara CC HCOAQAMOBAHTHA, AJAOBAHTHA W IIbpBa JIMHUA XHUMUOTCpAIINA (HpI/I METaCTaTu4Ha
ooJecr).

M-VEC

Metothrexate — 30 mg/m2 .M., nau 1, 15 u 22
Vinblastine — 3 mg/m2 L.V., ngau 1, 15 u 22
Epirubicin — 50 mg/m2 I.V., gen 1

Cisplatin — 60 mg/m2 1.V. nen 1

[ToBTOpenue npe3 28 aHMU.
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GEMCIS

Gemcitabine — 1000 mg/m2 L.V, qau 1, 8 u 15
Cisplatin — 75 mg/m2 1.V., nen 1
IToBTOpEeHue npe3 28 AHU.

MVC

Metothrexate — 30 mg/m2 .M., nau 1 u 8
Vinblastine — 4 mg/m2 I.V., nau 1 u 8
Cisplatin — 75 mg/m2 1.V., nen 2
[ToBTOpeHue npe3 28 AHU.

Epirubicine + Etoposide

Epirubicine — 50 mg/m2 1.V., nen 1
Etoposide — 100 mg/m2 1.V., nen 1-3
[ToBTOpenue npe3 21 axu.

Paclitaxel + Cisplatin

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

Gemicitabin + Paclitaxel

Gemicitabin — 1000 mg/m2 1L.V., nen 1, 8
Paclitaxel — 175 mg I.V., nen 1
[ToBTOpenue npe3 21 aHu.

Gemcitabine — 1000 mg/m2 I.V., gau 1, 8 u 15
IToBTOpEeHue npe3 28 AHU.

Carboplatin AUC6 1.V.
[ToBTOpenue npe3 21 aHu.

ITP

Paclitaxel 200 mg/m2 i.v. B geH 1

Cisplatin 70 mg/m2 i.v. B nen 1

Ifosfamide 1500 mg/m2/nueBHo i.v. B 1uu 1-3, ¢

Uromitexan yporpoTeKIus

[ToBTaps ce npe3 3-4 ceamunu (¢ G-CSF nonkpena) (Makcumaien 6poii 6 Kypca)

Gemcitabine + Carboplatin + Docetaxel (GCD)
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Gemcitabine 1000 mg/m?2 i.v. B aau 1 u 8
Carboplatin  AUC =51.v.B geH 1
Docetaxel 70 mg/m2 i.v. B neH 1
[ToBTaps ce mpe3 3 cenmuiiu

24.3. IIbpBa JIMHUA CHCTEMHA TEPANMUS UMYHOTEpPANUsA

NmyHoTepanus

e Pembrolizumab — 200 mg IV na Bceku 3 cenmunm wim 400 mg 1.V. Ha Bceku 6
CeIMUIM, JEH 1. 3a JedeHWe OT IbpBa JMHUS Ha JIOKATHO aBaHCHpAN WIH
METacTaTHUeH YpOTENeH KapIMHOM NpU BB3PAaCTHH, KOHTO HE OTroOBapsT Ha
YCIIOBHSITA 32 IUCIUIATHH-0a3upaHa XMUMUOTEPANUs W YAUTO TYMOPH EKCIpecHpaT
PD-L1 ¢ komOuHupaH nosnoxxkutesieH ckop (combined positive score, CPS) > 10.

e [IpomwmxkaBa [0 mporpecuss WIM HENpPUEMIIMBa TOKCUYHOCT. [Ipu KIMHMYHO
CTaOWIHM TAIlMeHTH C I'bPBOHAYANHU JaHHMU 3a MPOrpecus Ha 3a00isIBAaHETO €
MPENOPHYUTENIHO JICUEHUETO A MPOABIDKH, JIOKATO MpOrpecusita Ha 3a00JsBaHETO
HE Ce MOTBBPIU.

e Atezolizumab — 840 mg uHTpaBeHO3HO mpe3 2 ceamuiy win 1200 mg MHTPABEHO3HO
npe3 3 ceamunu, win 1680 mg uHTpaBeHO3HO Ipe3 4 ceAMULHM (IIPU MALUEHTH, KOUTO
Ce CUUTAT HEMOAXOMALIM 3a JIEYEeHHE C IMCIUIATUH M 4YuUUTO Tymopu umar PD-L1
excrpecust > 5%) 110 3aryba Ha KJIMHUYHA [10J13a WIK HEKOHTPOJIHpPYyeMa TOKCUIHOCT

e [lpu manmeHTH, KOUTO OTTOBAPAT HA YCJOBUATA 3a LIUCIUIATHH-O0a3upaHa XMMUOTEpAIUs U
YUUTO TYMOPH HE ca IMPOTrPECUpaNd ClIel XUMUOTEepanys Ha 06azaTa Ha IUIaTHHA Ce TpHjara
nogabpkama Tepanus ¢ Avelumab. Ilpemopbumrtennara ngo3a Ha Avelumab kato
MoHoTepanug € 800 mg, mpuiiokeHa WHTPABEHO3HO B MpOoAbIKeHHEe Ha 60 MUHYTH, Ha
Bcekn 2 cenmunm. [lpuwnokenmero Ha Avelumab TpsGBa 1ga TpoOABIKH 1O
NpernopbYUTENIHATA CXeMa 10 MPOrpecus Ha 3a00JsIBAHETO WIIM TMOSBAa HA HEMPHEMIIMBA
TOKCHYHOCT.

e [Ipu nmanueHTy, KOUTO HE OTTOBApPAT Ha YCIOBHATA 3a IUCIIATHH-0a3upaHa XUMUOTEpaIus
u yuuto Tymopu HsamaT PD-L1 ekcnpecus unm ca ¢ Heussecten PD-L1 craryc ce npunara
XMMHUOTEpaIusl Ha OCHoBaTa Ha carboplatin, mocienBaHa oOT HoJAbpKalla Tepamnus C
Avelumab npu TymopHu, KOMTO HE ca NporpecHpald cjiel XUMUOTepanus Ha Oa3ara Ha
kapOoruiatuHa. [Ipunoxennero Ha Avelumab TpsOBa 1a MpOIBIKH 1O MPENOPHUNTEITHATA
cxema J10 mporpecus Ha 3a00JIsIBAHETO WU TT0SIBA HAa HETIPHEMIIMBA TOKCUYHOCT.

e Jlpu Te3u mMaMEHTH, KOUTO HE OTrOBAapsAT Ha YCIOBUATA 3a IMCIUIATHH-Oa3upaHa
XMMHUOTEpAIus ¥ YUUTO Tymopu excrnpecupar PD-L1 ce mpuiara xapOoruiatiuaa-6a3upana
Tepamnus, MocjieIBaHa OT MOJbpKalia Tepamusi ¢ Avelumab npu TymMopHu, KOMTO HE ca
MIPOrPECUpaiy clie] XuMUoTepanus Ha 06a3ara Ha KapOoIiaTHHA.

e Jlpyra BB3MOXKHOCT 3a IMAIMEHTH, KOUTO HE OTrOBapsT Ha YCIOBUATA 3a LUCIUIATHUH-
0asupaHa XUMHOTEpamus W YMUTO Tymopu ekcmpecupar PD-L1 e nma ce mpuioxar
Atezolizumab* mmu pembrolizumab*.
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e Nivolumab** kato MoOHOTepamusi € IOKa3aH 3a JICUCHHWE Ha JIOKAJIHO aBaHCHpA,
HeornepaOWIIeH WM METACTaTU4eH YPOTEIHaleH KapUUHOM TIIPH BB3PACTHU CIIEH
HEYCIIeIIHA IIaTHHA-0a3upana Teparnwsi.

e Nivolumab — 240 mg Ha Bceku 2 ceamuiy 3a 30 MUHYTH
Jlo mporpecus Ha 3a00BaHETO WM HEMTPUEMIIUBA TOKCHIHOCT

24.4. Bropa JuHUS HIMYHOTEPANIUA

Pembrolizumab — 200 mg 1.V. na Bceku 3 cenmuii wim 400 mg 1.V. Ha Bceku 6 ceamuiy, JeH
1 3a jevyeHHe Ha JIOKATHO aBAaHCUPA WM METACTATHYCH YPOTEICH KapIMHOM NPHU BbH3PACTHH,
Ha KOWTO € MPHJIOXKEHA MPEIX0HA TUIaTHHA-0a3upaHa XUMHOTEPAITUs

[ToBTOpEHME 10 MpOrpecHst NN HEPUEMIINBA TOKCUYHOCT. [Ipy KIMHUYHO cTaOMIIHU
NallMEeHTH C I’bPBOHAYAIHU JIaHHU 3a MIPOrpecHs Ha 3a00JIIBaHETO € MPENOPhUYUTEIHO
JIEUEHUETO J1a MPOIBIIKHU, T0KATO MPOrpecHsTa Ha 3a00J5IBAHETO HE CE MOTBBPIU.
Atezolizumab — 840 mg unTpaBeHo3Ho npe3 2 cenmuiy win 1200 mg uHTpaBEeHO3HO mpe3 3
ceaqmuiy, win 1680 mg UHTPaBEHO3HO Tpe3 4 ceAMHUIIM 10 3ary0a Ha KIIMHUYHA 110132 WIH
HEKOHTPOJIMpYeMa TOKCUYHOCT
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25. KAPIIMHOM HA ITPOCTATHA KJIE3A

B boarapus mpocrataust kapuuHoMm (IIK) e Ha BTOpo MscTo cinen paka Ha Oenust Ipo0 U
npeactasisiBa 17.0% ot Bcuuku 31o0kadecTBeHH 3a0onsaBanus nipu Tiax. [IK e merarta Haii- yecra
IpUYMHA 32 CMBPT IIpU MbkeTe B cBeTa (WHO 2016).

3a mocneaaute 30 roguau B bearapus decrorara e HapacHaia ot 9/100 000 3a 1981r. Ha /100
000 3a 2013r. IIpe3 2013 r. ce HabmogaBa PSI3bK CKOK Ha 3a0oisieMocTTa, HaOMIOJaBaH Mpes3
MPEIXOIHUTE JIBE TOIMHH, Hail-BEPOSTHO JBJDKAII Ce HA TIOA00peHa TUarHOCTHKA.

25.1. Jleyenue Ha JIOKaJIU3MpaH kKapuuHom — T1-2

e Metonx Ha u300p € ONEPATHBHO JICYCHHE (paJudKaIHA TPOCTATEKTOMHUS) WIH
,Z[G(I)I/IHI/ITI/IBHO JIBUYCIICUCHUC.

e OrtcpoyeHO JieueHue (M34aKBaTEIHO HAOJIOJEHUE WM aKTUBHO MPOCIEIsSBaHE) — MPHU
OOJIHM C HUCBK PHUCK M MPOTHUBOIOKA3aHUS 32 PAJUKAIHO JICUCHHE WJIM NP TAI[EeHTH,
OTKa3BaIllK JICUCHHE.

e JlekapcTBeHa  KacTpamust ¢  [OCIEABAIIO0  HAaONIOJEHWME, akKo ca  HaJHIe

IMPOTHUBOIIOKA3aHUA 3a ONIEPATUBHO JICUCHUEC UK 3a ,Z[C(i)I/IHI/ITI/IBHO JIBYCIICUCHUC.
25.2. JleyeHnne Ha JIOKAJIHO aBaHcupaa kapuunom — T3N1, T4N0

e HeoanroBantHa xopMoHoTepanusa.BxmrouBa kactpauus (¢ LHRH-aronuer wnnwm
XHPYPTUYHA) + aHTHAHPOTEH B TeYCHUE Ha 3-5 Mecerna npeau 1eUHUTHBHO JICUCHHE.

e ApnroBaHTHa XxopMmoHoTepanus. [IpoBexxma ce cien AehUHUTUBHO JIhYEIICUCHUE B
npoabbKeHue 10 18 mecena B 3aBUCUMOCT OT PHUCKa.

e AIOBaHTHO JIpuexopMoHoJeueHue. IIpoBexnaa ce ciex paaMkanHa MPOCTATEKTOMMS
npu naumeHT B craauii  pT3B mwnmm N1 . Xopmonorepanusita (LHRH-aronucr +
aHTHAHJIPOT€H) CTapTUpa He3a0aBHO Clel Xupypruara u 3 Meceua Ipeau
J'bUEJICUEHUETO; TPOIbJDKaBa 10 18 Mecena.

e [lanmeHTH, NpoBeXJaIM aHTUAHAPOTEHHA Tepanus, 10 UHAMBUIYaIU3UpaHa MpeleHKa
Ha MEAMIMHCKM OHKOJIOI Morar Ja ObJaT HacO4YeHH KbM EHAOKPUHOJOr WIH
PEeBMATOJIOT 3a JIeYeHue Npu 3aryba Ha kocTHa Maca ¢ Denosumab — 60 mg S.C. npe3 6
Mecena (120 mg roaumsuo). OueHka Ha KOCTHATa IUIBTHOCT (OCTEOIEHCUTOMETPHS) CE
IIPOBEXKJAa MNpeAu 3aloYyBaHE Ha XOPMOHOTEpalMs M ce IpocieasBa B XoAa Ha
neuenuero. [Ipu Ha3HayaBane Ha Denosumab ce B3emMart nmpeaBua KakTo CTOWHOCTHUTE 3a
KOCTHa MHHepasiHa mrbTHoOCT (T-score), Taka u puckoBUTE (PaKTOPH Ha MALUEHTA.

25.3. JleyeHne HA XOPMOHOYYBCTBHUTE/IHA METACTATHYHA 00J1€CT

Ha3znauaBa ce asjgporen-notuckama Ttepanuss (ADT), BximrouBamia XUpypruuHa WU
dhapmakonornuna kacrpanus ¢ LHRH- aronuct +/-aHTHanaporeHu 3a MakCMMaiaHa aHAPOTCHHA
omokana, T.e. kbM LHRH-aronucra ce mo6aBsi aHTHaHIpPOTeH (HECTEPOUIEH WA CTEPOUICH) OT
IIbpBa re’epanus 3a 3 10 6 mecena.

MakcumanHa aHAporeHHa OJO0Kaga MOXKe Ja ce MMa MNPEABH] IPH BUCLHEPATHH METaCTa3H:
XUpYpPTrU4YHa KacTpauusi + HectepouaeH aHTHanaporeH (Bicalutamide wmm Flutamide); LHRH-
aroHUcT + HectepouacH anTranaporeH (Bicalutamide unu Flutamide).

ARTA - Tepanust
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Abiraterone acetate (+ Prednisolone) + ADT. Ha3nauaBa ce mnpu XOpPMOHOUYBCTBUTEIIHA
MeTacTaTHYHa O0JIECT C BUCOK PUCK — HAJIMYKE HA MOHE 2 OT CJIeNHUTE 3 PHUCKOBH QakTopa: (i)
ouenka no Gleason > 8, (i1) Hanuume Ha > 3 KOCTHM MeTacTasu, (iil) HajdMuMe Ha MEPUMH

BHCIIEpATHU MeTacTa3u (0e3 JIMM(pHHI BB3IH).

Abiraterone acetate — 1000 mg P.O. naeBHO
Prednisolone — 5 mg P.O. agaeBHO

ADT (LHRH-aronucrt + anaporeH-penenTopeH aHTaroHucT).

Apalutamide + ADT. Ha3nauaBa ce 3a jeueHHe Ha MeTacTaTHuYeH, YyBCTBUTENIEH KbM XOPMOHAJIHA
Tepanus KapruuHoM Ha mpoctatara (mHSPC) npu BB3pacTHH MBKe, B KOMOMHAIIUA C aHIPOTEH-
nenpuBannoHHa Tepanus (androgen deprivation therapy, ADT)

Apalutamide - 240 mg. P.O. agaeBHo + ADT

Enzalutamide** + ADT. Ha3nayaBa ce 3a Je4eHHE HAa METAcTaTUYCH, YYBCTBUTEIECH KbM
XOpMOHaJIHa Tepanus kapiuuHoM Ha npoctatara (mHSPC) npu Bb3pacTHH MbXKe, B KOMOUHAIUS C
aHAporeH-aenpuBanuonHa tepamnus (androgen deprivation therapy, ADT)

Enzalutamide — 160 mg. P.O. nueBno + ADT

Xumuno-xopmoHasno Jedenue ¢ Docetaxel + ADT. Haznauasa ce npu BUCOKOOOEMHA IBPBUYHO
MeTacTaTuyHa 00JIeCT — HaTMYKe Ha BUCIIEPATIHA METAcTa3u W/Wiu > 4 KOCTHH METacTa3u.

Docetaxel — 75 mg/m2 1.V. nen 1

+/- Prednisolone — 2 x 5 mg P.O. nueBHO nen 1-21
[ToBTopenue npe3 21 auu (6 Kypca).

Craptupa B paMkuTe Ha 4 Mecena ot Hadanoto Ha ADT.

25.4. Jleyenne Ha KacTpalusA-pe3UCTEHTEH KAPUMHOM
Kpurepuure 3a mporpecuss Ha MpoCTaTeH KapouHOM ca ciuexanurte: (1) cienm panukaiHa
npocratekTomusi — PSA > 0.2 ng/mL (Ha 3- 6-u mecen); (2) cnea 1eUHUTUBHO JTbUeIeueHUe

— mokauBaHe Ha PSA ¢ > 2 ng/mL nax mamupa (Ha 12-18-u mecen); (3) cien XopMoHaIHA
Teparus / KacTpallMOHHO PE3UCTEHTHO 3a00JIsIBaHe/

o KaCTpallMOHHU CEPYMHH HHUBA Ha TecTocTepoH (mox 1.7 nmol/L);
o TPU TOCJIEIOBATENIHU TOKAauyBaHWs Ha cepymeH PSA mpe3 enHa cenMuia,
MOKa3BaIllX B IB€ OT W3CJICIBAHUATA YBEIMYCHUE CIIPSIMO Hal-HUCKATa CTOWHOCT C
50% u PSA nan 2 ng/mL;
WK
. peHTreHorpad)cka TMpOrpecusi: BBH3HHUKBAHE Ha >2 HOBU KOCTHU JIC3HH WIIH

yBellMyaBaHe Ha MEKOTbKaHHa Jie3us ¢ usnon3pane Ha RECIST;

® CUMIITOMaTU4YHaTa Mmporpecusi HacodBa ,HO HC MOXKEC CaMOCTOATCIHO Oa zxe(anI/Ipa
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KaCTpallMOHHA PE3UCTEHTHO 3a00JIsBaHe.

JleueHnero Ha KacTpauus-pedpakTepeH NpOCTaTeH KapIMHOM Ce MpoBexkaa Ha (oHa Ha
HelnpecTaHHa anaporeHHa aenpusanus ¢ LHRH-aronucr.

HeMeTacTaTnueH kacrpanusg-pesucreaTeH kapuuaom (nmCRPC)

AKTHBHO HA0JI0ICHHE

TepaneBTHYHH ONIIUH

ITpu HuckopuckoBu manueHtn ¢ PSA DT > 10 mecena - Ha poHa Ha XUPYypruvHa HIU
dapmakomornyna kacrparus ¢ LHRH-anano3u

Bicalutamide — 50 mg P.O. nueBHo.

Flutamide — 3 x 250 mg P.O. naeBHoO.

Ciproterone — 300 mg I.M. (pe3 10 nuu) nnm ot 2-6 x 50 mg P.O. nHeBHO.

ARTA - tepanus
Enzalutamide — 160 mg P.O. nueBHO (10 mporpecus)- npu BUCOKOpUCKOBH naiueHTu PSA DT <

10 mecena

Apalutamide - 240 mg P.O. mHeBHO (110 Tporpecus)- npu BucokopuckoBu namueHT PSA DT <
10 mecena

Darolutamide - 600mg P.O. qHeBHO (10 Iporpecwusi) - 3a JIeYeHUE Ha BH3PACTHU MBKE C
HEMeTacTa3upall, pe3UCTEHTEH Ha KacTpaius kapunHoM Ha ripoctarara (nmCRPC), kouTo ca ¢

BHUCOK PUCK OT pa3BUTUC HA MCTACTATUIHO 3a00/11BaHeE

MertacraTudeHn kactpanusi-pesucrenTeH kapuuaom (mCRPC)

Jleuenue npean Docetaxel

Enzalutamide — 160 mg P.O. nueBHO (10 mporpecust).

Abiraterone acetate + Prednisolone Abiraterone acetate — 1000 mg P.O. gaeBHo Prednisolone — 2
x 5 mg P.O. qHeBHO (10 mporpecus) - Ipy NalyeHTa Henody4yaBainu Abiraterone acetate 3a

XOPMOHOYYBCTBUTCIHO MECTACTATUIHO 3a00/11BaHeE

IIpu marmenTa noiydyaBaiu Abiraterone acetate 3a XOpPMOHOYYBCTBUTEIHO METACTHYHO

3abossBaHe - xumroTepanus ¢ Docetaxel_
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[Tpu npoTHUBOTIOKA3aHUS 32 XUMHOTEPATTHS.
Prednisolone — 20 mg P.O. naeBHO

CMsHA Ha aHTHAHAPOT'CHA MJIK JICUCHHE C:

Medroxyprogesterone Acetate — 1000 mg P.O gueBno 30 nuu, ciex ToBa — 500 mg P.O. 3
'BTH CEAMUYHO;

JleueHne Ha MaUEHTH C METACTaTHUYEH, PE3UCTEHTEH Ha KacTpalMs pak Ha IpocTaTrara |
BRCA1/2-myTanuu (repMUHATUBHU W/WJIA COMAaTUYHN), IPOTPECUPAIIH CIIe] IPEIXOIHO JICUCHHE,
BKJIIOYBAILIO HOBO CPEZCTBO:

Olaparib** 600 mg tabneTku 1HeBHO, P.O 10 mporpecus WM HEMPUEMIIMBAa TOKCUYHOCT.

IIspBa TUHUS XUMHOTEPAIINS

Docetaxel + Prednisolone

Docetaxel — 75 mg/m2 1.V., nen 1

Prednisolone — 2 x 5 mg P.O. nqueBHo, nam 1-21

IToBTopenue npe3 21 auu (8-10 kypca).

(uaTepmuTenTeH Docetaxel ¢ 4 kypca u onieHKa npe3 3 Mecelia € HOHUH(EPUOPUTH CIIPSIMO
HenpekbcHAT Docetaxel).

Mitoxantrone + Prednisolone

Mitoxantrone — 12 mg/m2 I.V., nen 1
Prednisolone 2 x 5 mg P.O. nueBHo, nau 1-21
[ToBTOpenue npe3 21 auu.

Vinorelbine + Prednisolone

Vinorelbine — 30 mg/m2 1.V., nen 1
Prednisolone — 2 x 5 mg P.O. nueBHo, nuu 1-15
[ToBTOpenue npe3 21 aHu.

Cisplatin + Etoposide (mpu qpe0HOK/JIeThYHA KOMIIOHEHTA)

Cisplatin — 75 mg/m2 1.V., nen 1
Etoposide — 100 mg/m2 1.V., nuu 1-3
[ToBTOpenue npe3 21 auwm.

[Tpu mocturane Ha Bpeme 10 mporpecus Hax 3 Mecerna cien Docetaxel Moxe 1a ce MPUIIOKU
otHoBO Docetaxel.

Jleuenue Ha Docetaxel-pe3ucTeHTeH KapIUHOM

[Iporpecusira ce nepunupa cbe cneauure kpurepuu: (1) Hapacrsane Ha PSA ¢ 50% (mone > 4
ng/ml) Han cepymHusi Hamup cien HempekbcHaT Docetaxel; (2) paguonoruyna mporpecus,
otruerena o RECIST; (3) cumntomMHa nmporpecus.
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Cabazitaxel + Prednisolone

Cabazitaxel — 20-25 mg/m2 1.V. nen 1
Prednisolone — 2 x 5 mg queBHo P.O. nen 1-21
[ToBTOpenue npe3 21 aHwm.

Ennoxpunuu TepaneBTHYHU Bb3MOKHOCTH (ARTA Tepamnmst)

Enzalutamide — 160 mg P.O. nueBHO (10 nporpecust).
Abiraterone acetate + Prednisolone Abiraterone — 1000 mg P.O. nHeBHO

Prednisolone — 2 x 5 mg P.O. queBHO (10 iporpecusi).

KacTparus-pe3aucTenTeH mpocTaTeH KapluHOM C METacTaTU4HAa KOCTHA 0oJiecT

budocdonarn mim Denosumab.

130



26. KAPIIMHOM HA TECTHUC

3/10Ka4ecTBEHUTE TyMOPH Ha TeCTUCUTe ca enBa 1% oOT 370KauecTBEHUTE 3a00JIABAHUS IPHU
MBKETe, HO T€ ca Hail-4ecTOTO HOBOOOpa3yBaHHE, 3acATalllo Bb3pacToBara rpymna Mexay 15 u 35
TOJUHU U ca €Ha OT Hal-pa3npOCTpaHEHUTE MPUUYMUHHU 332 CMBPT OT 37I0KAUYECTBEHU 3a00IsIBAaHUS
B Ta3MW BB3pACT. XapaKTEPU3UpaAT C€ C BUCOKA JIbUe- U XMMUOUYBCTBUTEIIHOCT. Y CTAHOBEHH Ca
peauiia reHeTUYHU AaHOMAJIMK, KOUTO ca PUCKOB (DaKTOp 3a pa3BUTHE Ha 3a00JISBAHETO.

TyMopbT € repmuHaTUBHOKIEThYEH. CrIOpe]] XMCTOJIOTMYHUS MY BHUJ ce Ae(pUHUpAT ABE TPy —
CEeMMHOMHHM U HECEMHHOMHHM TyMopu. [Ipu OOMHH, KOUTO Ie MPOBEXKAAT XUMHOTEpANHs HIN
JTbuesieueHue, TpsOBa 1a ce OOMUCIM KPUOKOHCEpBALUs Ha criepMa Mpeu 3ar0YBaHe Ha JE€UEHUE.

26.1. CeMUHOMHHM TYMOPH

Jleuenune Ha ceMUHOMHUTE TyMopu Ha Tectucute B ctaauil [ (IA. 1B u Is).

Oxkono 80% oT cemuHOMHUTE Tymopu ca B I cT. ¢ mpexusemoct > 99%, He3aBUCHMMO OT
n3bpaHaTa cTparerus (JieyeHue Wi HabitoeHue). AKTUBHOTO aJI0BaHTHO JIeYeHue TpsOBa /1a ce
n305rBa U Ja ce 3aMeHs ¢ akTUBHO HaOmoneHue. KbM nerara roguHa ciies abianusata Ha TyMopa,
PHUCKBT OT peuuanuBU € cboTBeTHO 12%, 16% u 32% npu 601HU, IPU KOUTO JIMIICBAT PUCKOBU
bakTopH, HAIWIE € €AWH OT TIX, WM ca HalWIe W ABara (TymMop > 4CM. M MHBa3Hs Ha peTe
tectuc). CamMo B cilyyauTe, KOraro € HEBb3MOXKHO €(EKTUBHO HaOJIOJEHME, ce Ipuiara Win
kapbomatuHa 1 kypc (AUC =7) unm amioBanTHa panuorepanus (20Gy). 3a mpenmouyutane e
IPOBEXJaHE HA XUMHOTEPAIIHsL.

JleyeHne Ha CEMUHOMHHUTE TYMOPH Ha TecTrucute B ctaanu IIA. I1B

[To-romsiMaTta dYacT OT HalMEHTHTE C MNoAguadparMaiHa IapaaopTalHa W/WIM Ta30Ba
azgeHomatus < 5 cm ce JekyBart camo ¢ paguorepanus (30-36 Gy). AnTepHaTuBa Ha JICUEHUETO
e cucremHa xumuotepanus (PEB x 3, cpemy PE x 4) B ciyuaute, korato uma
MPOTUBOIOKA3aHUsl 3a MpOBeXJaHe Ha paauotepanusi. KoMmOuHHMpaHaTa XuUMHOTEpamnus €
CBBbp3aHa ¢ I0-BUCOKAa TOKCUYHOCT, HO C [TO-MaJIbK PUCK OT Bb3HUKBAHE HA BTOPUYHU TYMOPH.

Jleuenne Ha CEMMHOMHUTE TYMOPH Ha Tectucure B craauu 1IC, 111

B cragmit II C, perpomepuToHeanHutTe JIUMGHU BB3IU Ca C MaKCHMalleH TpaH3Bep3ajeH
auaMeTsp Haj 5 cm. B ciiydanTte ¢ 1o0pa mporHo3a Ha 3a00JsBaHETO, MAIIMEHTUTE MPOBEXKIAT
craugaptHa xumuorepanus (3 xkypca PEB). IIpu GosHM ¢ mpOTHMBOIOKa3aHUsS 3a JICUCHHE C
Bleomycin - 4 kypca PE. Ako cien xumuoTepanusTa octaTbyHaTa TYMOpHa Maca € 3 cm Win
no-manka 1 CT Ha KOpeMHH OpraHd € HOpMajHa, NAallMeHTUTE OCTaBaT Ha aKTHBHO
HaOmonenue. Ilpu npubmmsurenno 25% OT ciaydawte ocTaThbyHaTa TYMOpHAa Maca Clief
XUMHOTEpAINUATA € Mo-rojiiMa oT 3 cm. B Te3u cityyau ca Bb3MOXKHHU CJICTHUTE 3 MOIX0/1a:

OrnepaTUBHO OTCTpaHsIBaHE Ha OCTAThYHUTE MAcCH.
Pangnorepanus.

HaOmronenue.
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[Taumenture B ctaauii 111 - cbc ceMUHOM Ha TECTUC WM CEMUHOM (€KCTParoHaJieH), IPOBEKIAT
CTaHAAPTHUTE XUMUOTEPANEBTUYHHU PEKUMH, KAKTO IPU MALUEHTUTE C HECEMHUHOMHH TYMOPH B
puckoB cratyc. 90% OT nalMeHTUTe ¢ aBaHCUPAIM CEMUHOMHHU TyMOpPH C€ JIEKYBaT YCIEIIHO C
KOMOWHMpaHa XUMUOTepanusi, chabpikama Cisplatin.

26.1.1. XumMuorepanust opu ctaauii 1

[TpoBexaa ce amtoBaHTHA XMMHOTEPAIKs, aKO HE € OCHIIIECTBEHO JTbueiiedeHue (M300p HaA eAUH
OT JIBaTa METOa).

EP (2 xypca)

Etoposide — 100 mg/m2 1.V., nau 1-5
Cisplatin — 20 mg/m2 1.V., nau 1-5
IToBTOpEeHue npe3 28 AHU.

Carboplatin AUC7 I.V. exHokpatHo.

CrnpsiMmo moka3zartenisi o0Ia MPeXXUBIEMOCT €IMH IIMKBJI Ce paBHsIBa Ha pueiedeHue ¢ 30 Gy
npu MauCHTHU CHC CPCACH U HUCHK PUCK; CBIICCTBYBA MOBUIICH PUCK OT BTOPHUYHA HCOIJIa3us,
MHAYLHpaHa OT I'bueieueHue.

26.1.2. Xumuortepanus opu ctaani 1A, B 1 HempoBeACHO JILUETICYCHUE

BEP (3 xypca)

Bleomycin — 30 mg TOT .M., nau 2,9 u 16
Etoposide — 100 mg/m2 1.V., nau 1-5

Cisplatin — 20 mg/m2 1.V., nau 1-5

[ToBTopenwne npe3 28 aum (¢ moakpena ot G-CSF).

benexka: Bleomycin moxe aa He ce mpuiara npu 0omHM Han 40-ToauIHa BB3pACT WU C
HapylleHa OenoxpoOHa (GYHKIMS TOpaad IO-BUCOK PHUCK OT MHEBMOHMUTH. [Ipu Te3m
nanueHTu e ymecteH pexxum EP (4 xypca) (Buwxk T. LA.).

26.1.3. XuMHoTepanusi Opyu CcTaaui

[IC-IV BEP (4 kypca).

EP (4 xypca).

Etoposide + Cisplatin + Bleomycin

Etoposide — 100 mg/m2 1.V., nau 1-5

Cisplatin — 50 mg/m2 1.V., nuu 1-2

+ Bleomycin — 30 mg TOT .M., nau 1, 8 u 15 (camo 3a cragmii 1IC, I1I)
[ToBTOpenue npe3 28 aHMU.
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TIP

Paclitaxel — 250 mg/m2 1.V. B 24-qacoBa uady3us, neH 1

Ifostamide — 1500 mg/m2 1.V., nau 2-5

Mesna — 500 mg/m2 1.V., B wacose 0, 4 u 8 ot Hauanoto Ha [fosfamide
Cisplatin — 25 mg/m2 1.V., nau 2-5

IToBTOopenue npe3 28 auu (npu nporekuus ot G-CSF).

26.1.4. [1lpu pe3uayajieH TYMOD CIEN JbYEICUECHUE

ITpu pe3ugyanen Tymop noj 3 cm ce npuiara akTHBHO HaOJIOICHUE.

[Ipu pesunyanen Tymop Haj 3 cm ce mpuiara XUpypru4Ho jedeHue, nocieasaHo ot BEP (3
Kypca), ako XMCTOJIOTHYHOTO M3CJIe[IBaHE MOKa3Ba HaJIMYUE Ha 3]I0KaYeCTBEH TyMOp.

26.1.5. CnacurenHa XUMHAOTEDAIIHS IPA PE3UCTEHTHH TYMODPH

PEI

Cisplatin — 20 mg/m2 1.V., nau 1-5

Etoposide — 75 mg/m2 L.V., nau 1-5

Ifosfamide — 1200 mg/m2 1.V. nuu 1-5

Mesna — 400 mg/m2 1.V., B wacose 0, 4 u 8 ot HavanoTo Ha ifosfamide
[ToBTOpenue npe3 28 aHMU.

VelP

Vinblastine — 6 mg/m2 L.V., gau 1 u 2

Ifosfamide — 1000 mg/m2 1.V., mau 1-5

Mesna — 400 mg/m2 1.V., B yacose 0, 4 u 8 ot Hauanoto Ha [fosfamide
Cisplatin — 20 mg/m2 1.V., nau 1-5

[ToBTOpenue npe3 28 aHMU.

TIP

Paclitaxel — 250 mg/m2 1.V. B 24-yacoBa un¢y3wus, JeH |

Ifosfamide — 1500 mg/m2 1.V., nau 2-5

Mesna — 500 mg/m2 1.V., B gacose 0, 4 u 8 ot HayanoTo Ha ifosfamide
Cisplatin — 25 mg/m2 1.V., nau 2-5

[ToBTopenwue npe3 28 auu (mpu mportekius ot G-CSF).

26.2. HeceMMHOMHM TyYMOPH

[IpemoppuBa ce jeueHHe OT METUIIMHCKA OHKOJIO3H C OIHT B JICYCHHUETO HA KapPIIMHOM Ha TECTHC.
BOJIHI/ITC, MMoUICKAIU Ha XUMHUOTCpAIusd, CC pasaciisAT Ha HOATPYIH CIIOPCH PUCKA OT IMPOrpeCusi:
(1) mo6pa mporuoza — AFP mox 1000 ng/ml, hCGT mox 5000 IU/ ml, LDH nox x ropaa HOpMaiHa
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rpannna (I'HI'), Ge3 mbpBUYEeH TymMOp B MEAMACTHHYM, Oe€3 JApyrd BHUCHEpasHH (OCBEH
oenoapobHn) Metactasy; (2) cpenna nporro3a — AFP mexmy 1000 u 10000 ng/ml, hCGT mexmy
5000 u 50000 Ul/ml, LDH wmexny 1,5 u 10 mptu Hag HoOpmara, 06e3 IbpPBUYEH TYMOp B
MeJIMaCTUHYM, 0€3 ApyTru BUCHIEpaTHH (OCBEH OenonpoOHu) Metactasu; (3) soma nporao3a — AFP
Hag 10000 ng/ml, hCGT nax 50000 Ul/ml, LDH wax 10 nbTi Hag HOpMaTa, IbPBUYEH TYMOpP B
MEIMaCTUHYM, HAJTMYHUE HA JPYTH BUCLIEPATHU MeTacTa3u (OCBEH OeIoapoOHH).

26.2.1. JleyueHrne Ha HECEMHMHOMHHTE TYMOPHM Ha TSCTHUCHTE B cTaaud | oe3 Chb10Ba MHBA3HUA U C
HOPMAJHH CICAONCPATHUBHN TYMOPHHU MapKCpU

IIporno3ara Ha G6onHUTE B | cT.e OTVIMYHA, HE3aBUCHMO OT M30paHUs METOM- HAOIIOJEHUE WU
aKTUBHO JieueHue. M300pbT TpsOBa Ja ce HampaBU MHAUBUIYAJIHO, B 3aBUCUMOCT OT ocTpaTa U
KbCHa TOKCHYHOCT, MpEINOYUTAaHUsATA Ha OOJHUS M HEoOXOAMMOCTTa OT 3ama3BaHe Ha
depruHocTTa. [IpenoppuBa ce chbxpaHsBaHE Ha cliepMa B ThKaHHA OaHKa MpPEIH Ja ce MPEeMUHE
KbM aKTHUBHO JieueHue. PeTponepuroneannata numdbononynapua aucekinus (RPLND) B I cr.
(HMCBPK M BHMCOK PHUCK) C€ Mpuiara M3KJIIOUUTENIHO PSJIKO, caMO KOraro HaOJIOJEHUETO WIH
aJlOBaHTHaTa XMMHOTEpallus C€ OTKa3BaT OT IIallMeHTa [0 JMYHM NpuduHU. To3u Bup
OlnepaTHBHA MHTEPBEHLUA CE€ MpoBexaa oT onureH xupypr. Upes RPLND HamansBa puCKBT OT
PEeLMIUBH, HO OCTAaBa PUCK OT MOsBa Ha OeI0pOOHM MeTacTas3u.

[TanmenTn B cramuii | Ha HeCeMUHOMEH TECTHKYJapeH Tymop 0e3 jauMQHa M ChIOBa WHBA3WS,
HOPMaJIHU cepyMHU Mapkepu, HopManHa CT Ha KopeMHHM OpraHu M TpbJIEH KOII, MOrar Ja
OCTaHaT Ha aKTUBHO HaOmro/eHHe. AKO MPOBEKJAHETO HA aKTUBHO HAOJIOJCHUE € HEBB3MOXKHO,
ce npunarat 2 kypca PEB. Cniopen ESMO-2016r. onpenensiio cTeneHTa Ha pUcK € JuMdHaTa 1
CHJIOBAa MHBA3Ms U MpHU | CT —BUCOK PUCK M3XOIBT € €IHAKbB ¢ HaOmoneHue wim 2 xypca PEB -
98% npexuBsIeMOCT.

[Tpu mamuenty B | KIMHUYEH cTaauii pUCKBT OT TJIACHK B 3a00JIIBaHETO € OKOoJo 25% - B Te3u
ciydau OomHuTEe ce yekyBaT ¢ 3 kypca PEB wmm 4 xypca PE mpum mpormBomokasanus 3a
npunarade Ha Bleomycin.

26.2.2. Jleuenne Ha HECEMUHOMHUTE TYMOpH Ha Tectucute BLB IIA, II B ctamun

Jleuenuero Ha manuentute BbB I[A crTaamii ce ompenenss OT HUBOTO HAa TyYMOPHUTE MapKEpH.
Korato TymopHuTE Mapkepu ca NOBUUIIEHHW, NMALMEHTUTE MPOBEXAAT xumuotepanus. Korato
TYMOPHHUTE MapKepH ca HETaTWBHH, € Bb3MOXKHO mpoBexaane Ha RPLND win Habmionenue Ha
Bceku 6 cenmuiy. Jleuenuero Ha nanueHTuTe BB [IB cTaguii chio ce onpeaens B 3aBUCUMOCT OT
HUBOTO Ha TyMOpHHTE Mapkepu. [Ipm HeraTUBHU CEpyMHHU MapKepu U JUMQPHU METACcTa3H IO
X0J1a Ha TUM(QHMS TpeHax, narueHTuTe noanexat wim Ha RPLND c¢ agtoBanTHa Xumuotepanust 2
kypca PEB, wimu cucremna xumuorepanus: PE — 4 kypca wiun PEB — 3 nuksna, cien xoero ce
o6cwxaa HeoOxomumoctra oT RPLND. Ilpm myntumieHun numdHE MeTacTasw ce MpoBekia
cucTteMHa xuMuoTepanus. [Ipu noBUIIEHN TYMOPHU MapKepH ce MPOBeXaa XUMHUOTEpaIus, KakTo
NPy TAIMEHTH ¢ J00pa mporHo3a Ha 3abonsBanero — 4 mukbiaa PE wmm 3 nukena PEB ¢
nocnensaia RPLND, ako ce ycranosssar CT nanHu 3a octaTbuHa TMM(pageHOnaTHsI.

26.2.3. Xumuorepamnus IIpu aBaHCUPAIO0 3a001s1BaHE

[Mauuenture cve craguu IIC u Il nmoanexkar Ha cuctemHa xumuorepanus. llanuenture B
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HaTmpeIHaNl CTaAul Ha 3a00JIsIBAHETO Ce KaTeropu3upaT Karo MalueHTH ¢ 100pa, cpemHo qoopa u
jomra mporHo3a (mporHoctudHa kiaacudukamus otT 1997 r na International Germ Cell Cancer
Collaborative Group).

[Tanmenture B cramuii [IC morar ma ObaaT kareropu3upaHu ¢ 100pa, cpeaHo ao0pa W Jjoma
IPOTHO3a B 3aBUCUMOCT OT HHMBOTO Ha TyMOpHUTe Mapkepu. IIpoBexna ce cranmapTHara
xumuorepanusa (3 kypca PEB unu 4 kypca PE), ako cien xumuoTepanusta uMa OocTaTbyHa
TyMOpHa Maca, ce npenopbuBa RPLND. Ako TymMOpHHUTE MapKepHu ciel XMMHUOTepamusira ce
HopMmanu3upar U npu CT He ce ycTaHOBSIBAT OCTaThbUHU (OpMAlMU, TMAWEHTHTE MOraT Ja
OCTaHaT Ha HaOJIOJICHHUE.

[TanmenTu ¢ nobpa nporuosa (IIIA cragnii HECEMUHOMHHU TYMODH)

[Tamenture ¢ pobpa mporHo3a Ha  3a00JBaHETO  MOJUIEKAT HAa  CTAHAAPTHUTE
XUMHUOTEpaneBTHYHN pexumMu — 3 mukbiaa PEB wnmm 4 mukena PE, ¢ koeto ce moctura moosp
neueben pesyarar B 90% ot ciaywyaute. AKO MAIMEHTUTE MMAT OCTaThYHU (HOpMAIMH ciex
IpOBE€HaTa XMUMMOTEpanus, C HOPMAJHU CTOMHOCTM Ha TYMOPHHM MapKepH, IHOoJuIexaT Ha
OIIEpaTHBHO OTCTPAHSBAaHE HA TYMOPHUTE Macu. XHUCTOJOTMYHOTO H3CIEABAHE HA OCTaThUHUTE
TYMOPHHU MacH MOXe€ J1a MoKake B mpuoiuszutenHo 45% Hekposa u Gpudposa, B MPUOIUZUTEITHO
45% - mobGpokauectBeH TepaToM U B 10 - 15% - mepcuctupane Ha KapuuHoMa. B Te3u ciyuau ce
npuiarat 2 KOHCOIMIUpAIY Kypca XuMHoTepanus ¢ komounauus VIP.

ITarmmentu cbe cpeano moopa (I1IB craamii) m noma (I1IC craauii) mporuaosa

[TanuenTHTe che cpeHO 10Opa MPOrHO3a Ha 3a00JIIBAaHETO OTrOBAPST HA CTAaHAAPTHUTE CXEMHU Ha
XUMHOTEpanus B mpubmm3utenHo 80% oT ciydanTe, a TE3U C JIOIIa MPOTHO3a — B MIPUOIU3UTEITHO
60%. Ilanmenture B Te3u cTaauu Ha 3a0oJsiBaHETO moasiexar Ha 4 kypca xumuotepanusi (PEB)
wn 4 xypca PEI=VIP. Cnen npoBexxaaHeTo Ha KypCOBETE XUMHUOTEPAIIUs, aKO PEHTTEHOrpadCKu
ce JOKa)Ke IbJIHA KIMHUYHA PEMHCHSI C HOPMAJIHU CTOMHOCTH HAa TYMOPHU MapKepH, MalueHTUTE
ocTaBar Ha IWHAMUYHO HabmioneHue. B ciaydante Ha ocraThuHa GopMaius IpU BE3MOKHOCT CE
00CBHXKa OMepaTUBHOTO W OTCTpaHsiBaHe, kKato ce 3anmouBa ¢ RPLND, cien koero ce pesenupar
OCTaThYHUTE JIe3UH B Oenusi n1po0. B ciiydante Ha mMOBHIIaBaHE HAa TyYMOPHUTE MapKEpH CIel
JieYeHUE WM TpU TMporpecus Ha 3a00JsABaHETO, MPHU MAIMEHTHUTE ce TMpoBexnaa ‘‘salvage”
xumuotepanust (TIP, CE, TI-CE, VelP, VIP) wiu BxitoyBaHe B KIMHUYHU NPOYyUYBAHUS.
Panuorepanus mpy HECEMUHOMHU TYMOpPU Ha TECTHCHUTE Ce IMpHJiara MpH MoKa3aHus 32 MO3bYHU
Y KOCTHU METacTa3u.

JIEKAPCTBEHMU PEXXUMU
[Tpu cTaawmii | 6e3 cha0Ba MHBA3KS M C HOPMAIHH CIICIOTIEPATUBHU TYMOPHH MapKepH

AJIOBaHTHA XMMHOTEpanus He ce MPOBEXJa M HE ce MpernopbyBa peTpolepuTOHeanHa JUMPpHa
JTUCEKIIUS.

e [lpu cranmii | cbe chliOBa MHBA3US
o IlpoBexna ce anroBanTHa xumuoTepanus ¢ pexum BEP (Bux 1. [.B.) (2 kypca).
e [lpu cranuii IIA, B
o IlpemoppuBa ce perpomepuToHeanHa NUMQHA TUCEKIHUs, IOCIEIBaHA OT
agroBaHTHa xuMuoTepanus ¢ pexkum BEP (Bux 1. [.B.) (2 xypca).
e [Ipu Heonepabunau 6onuu B cranuit 11, mpu cragmii 111 u [V
o IIpoBexna ce XumMHOTEpanus CIope]] MPOorHo3aTa Ha OoJecTTa.
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IIpu noOpa nporuosa:

BEP (3 kypca)
EP (3 xypca) PVB

e Cisplatin — 20 mg/m2 L.V., nau 1-5

e Vinblastine — 6 mg/m2 L.V, nau 1 u 2

e Bleomycin — 30 mg o6ma go3a .M., mau 2,9 u 16
e [loBTOpenue npe3 28 nuu (3 Kypca).

IIpu cpeaHa UK JIOIIA MPOTHO3A:

BEP (4 kypca)
EP (4 xypca)

PVB (4 xypca)

26.2.4. CnacurenHa XUMHAOTEDAIINS [IPA PE3UCTEHTHH TYMOPH

PEI
VelP
TIP
GEMOX

e Gemcitabine — 1000 mg/m2 I.V., mau 1 u 8
e Oxaliplatine — 150 mg/m2 1.V., nen 2
e [loBropenue npe3 21 qHu..

26.2.5. EkcTparoHaiHu TEPATOKAPLIUHOMHU

XUMHOTEPANIEBTUYHUATE PEXKUMU Ca KAaTO IPU KapLIMHOM Ha TECTUC.
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27. KAPIIMHOM HA IIEHHUC

XuMuoTepanus ce rnpuiiara npu JIOKaJHO aBaHCUpaJia WK MeTacTaTuyHa 00JIecT.

Cisplatin + Paclitaxel + Fluorouracil

Cisplatin — 75 mg/m2 I.V., nen 1

Paclitaxel — 175 mg/m2 (Docetaxel — 75 mg/m2) I.V., nen 1
Fluorouracil — 750 mg/m2 1.V. 96-uacoBa BeHO3Ha UH(DY3HS
[ToBTOpenue npe3 21 aHu.

Cyclophosphamide + Bleomycin

Cyclophosphamide — 250 mg/m2 1.V., nau 1-5
Bleomycin - 30 mg o6rm1a no3a [.M., 2 mbTH ceAMUYHO
[ToBTOpeHue npe3 28 AHU.

Cisplatin + Metothrexate + Bleomycin

Cisplatin — 75 mg/m2 1.V., nen 1
Metothrexate — 25 mg/m2 V., nau 1 u 8
Bleomycin — 10 mg/m2 L.V., aau 1 u 8
[ToBTOpeHue npe3 28 AHU.

Cyclophosphamide + Cisplatin + Vincristine

Cyclophosphamide — 250 mg/m2 1.V., qau 1-5
Cisplatin — 25 mg/m2 1.V., nau 2-4
Vincristine — 1 mg/m2 L.V., qau 1 u 7
[ToBTOpeHue npe3 28 nHM.

Cisplatin + Mitomycin C

Cisplatin — 20 mg/m2 1.V., aen 1-3
Mitomycin C —4 mg/m2 [.V., nen 1
[ToBTOpeHue npe3 28 AHU, IPU CTPOrO MOHUTOPUPAHE HA XEMOIIOE3aTa.
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28. CAPKOM HA KAPOSI
CYVADIC

e Cyclophosphamide — 500 mg/m2 L.V., ner 1 Vincristine — 1.4 mg/m2 LV., nen 1
Epirubicin — 70 mg/m2 I.V., nen 1 Dacarbazine — 400 mg/m2 I.V., nau 1-3 [ToBTOpeHue
npe3 21 nHu.

e Paclitaxel — 135 mg/m2 1.V., nen 1, noBropenue npe3 3 ceqmunu wim 100 mg/m2 LV.,
1eH 1, moBTopeHue mpe3 2 CeIMUIH.

e Interferon-alpha — 3 mUI S.C. gaeBHO, KoMOuHUpaH ¢ apueneuenue (10 gun).

e Interferon-alpha — 3 x 3 mUI S.C. cenmuuno (12 mecerna).

e Doxorubicin (PLD)** — 20 mg/m2 I.V., nen 1, npe3 14-21 nuu (npu nanuentu ¢ AIDS
U ¢ HUCBK Opoit Ha CD4+ T-mum- dpounth).
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29. CAPKOMUM HA MEKHU TBKAHHA

CapkomuTe Ha MEKUTE ThKaHHU NPECTaBiIsIBAT OKOJO 1 % OT BCHYKHU 37I0KAYECTBEHH TYMOPHU y
BB3pacTHU U OKoJIO 15 % ot te3u y neuna. CpenHara S5-roguiliHa npexuBsaeMocT Bapupa oT 60%
no 80% mpu BB3pacTHU U 75% TpH JAena, B 3aBHCUMOCT OT JudepeHIraIusi, XUCTOIOTHICH
BapMaHT, pa3Mep, JOKaJIU3alMs, pa3npocTpaHeHue Ha Tymopa. CapkoMHTE Ha MEKUTE ThKaHU
MoOraT J1a Bb3HUKHAT BbB BCUUKH OOJIACTH HA TSUIOTO, HO HAH-YECTH ca Te3W B 00JacTTa Ha JOJIHU
kpaitaunu  (40.5%), rppaen kom (17.5%), ropuu xpaitnumm (16.5%), peTponepuTOHEaTHO
npoctpanctBo (13.3), Bprpemnu opranu (8.0%), B obsnacrra Ha rnaBa u mus (4.0%). CucremHa

TCpalus CC Ipujiara rpu Heonepa6HJ1Ha WJIM MeTacTaTHYHa OOJIECT.
29.1. MonoxumMuoTepanus

e Doxorubicin — 75 mg/m2 wiu
e Epirubicin — 90 mg/m2 B 72-uacosa I.V. undy3zus

IToBTOpenue npe3 21 aHu.

e Epirubicin — 80-120 mg/m2 I.V., nen 1
[ToBTopenue npe3 21 nuu.

e Paclitaxel — 135-175 mg/m2 I.V., nen 1
IToBTOpenue npe3 21 nHu.

e [fosfamide 3.0 g/m2 i.v. — 4 yacoBa u.B. uHy3us aeH 1 10 3
e Mesna 400 mr/m2 u.B. Ha 0, 4 u 8Mu vac u.B. [loBTaps ce npe3 21 auu

29.2. KomOuMHMpaHa XUMHOTepPaNus

29.2.1. IIrpBa auHUS

Epirubicin + Ifosfamide

Epirubicin — 60 mg/m2 L.V., nau 1 u 2
Ifosfamide — 1800 mg/m2 1.V., mau 1-5
Mesna — 400 mg/m2 1.V., B wacose 0, 4 u 8 ciienq Hauanoro Ha ifosfamide

[ToBTOpEHue npe3 28 aHMU.

Vincristine + Cisplatin + Ifosfamide

Vincristine — 2 mg obmia no3a [.V., nex 1

Cisplatin — 20 mg/m2 1.V., nau 1-5

Ifosfamide — 1500 mg/m2 1.V., mau 1-5

Mesna — 400 mg/m2 1.V. B uacose 0, 4 u 8 cien Hauanoto Ha ifosfamide
[ToBTOpeHue npe3 28 AHU.

Gemcitabine + Docetaxel
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Gemcitabine — 675 mg/m2 I.V., nau 1 u 8
Docetaxel — 75 mg/m2 1.V., nen 8
[ToBTOpenue npe3 21 auu.

CYVADIC

Cyclophosphamide — 500 mg/m2 1.V., nen 1
Vincristine — 1.4 mg/m2 1.V, nen 1
Epirubicin — 70 mg/m2 L.V., gen 1
Dacarbazine — 400 mg/m2 L.V., nau 1-3
[ToBTOopenue npe3 21 auu.

Olaratumab + Doxorubicine (Epirubicin)

Olaratumab — 15 mg/kg I.V., nau 1 u 8
Doxorubicine — 75 mg/m2 (Epirubicin — 90 mg/m2) [.V., nen 1
[ToBTOpenue npe3 21 auwm.

[IpoBexmar ce 8 Kypca, mocieaBaHU OT MOJABpIKamo mnpuiokenne Ha Olaratumab mo
MIPOTPECHS.

MAID

Doxorubicin 20 mg/m?2 u.B. (5 1o 20 munyTHa uHbY3us) aeH 1 10 3
Dacarbazine 300 mg/m?2 u.B. (14acoBa uady3us) aex 1 go 3
Ifostamide 2500 mg/m2 nueBHO u.B. (3uacoBa uHYy3us) neH 110 3
Mesna 400 mg/m2 u.B. Ha 0, 4 u 8 yac

[ToBTaps ce npe3 3 cenmuim — 6 Kypca

XUMHOTEpAaeBTUYHUTE PEXUMH MOTaT Jja ce MpuiaraT B HE0aII0BAHTEH aCHEKT MPU
MOTEHIMATHO pe3eKkTaduHu Tymopu (cramwmii 11, I11).

29.2.2. Bropa auHug

Pazopanib — 800 mg P.O. nueBHO (He ce mpuiiara Ipu JUMOCAPKOMH ).

Eribulin mesylate — 1.4 mg/m2 1.V., nau 1 u 8 (ipu IUImocapkom ¢ IporpecHst clie
AHTPALUKINH-CBhAbPKAIIN PEKUMU)
[ToBTOpenue npe3 21 auwm.

Cisplatin + Mitomycin C =+ | Cisplatin — 20 mg/m2 L.V., nau 1-3
Cyclophosphamide Mitomycin C — 10 mg TOT L.V., nex 1, npe3 42 nau
Cyclophosphamide — 500 mg/m2 L.V, genl (B
KypcoBete 6e3 Mitomycin C)

[ToBTOpenue npe3 21 gHwu.
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30. OCTEOCAPKOMUA

[IbpBUUHUTE 37I0KAYECTBEHM KOCTHM TyMopu mpencTtaBasBar okoio 0,3 % oT BCHYKH
3JI0KaYECTBEHU HOBOOOpa3yBaHUs. B 3aBUCHMOCT OT ThKaHUTE, OT KOUTO MPOU3XOXKIAT, TE CE
paszensaT Ha: OCTEOCApPKOMH (C MPOU3XO0J OT OCTEOOJACTUTE), XOHAPOCAPKOMH (C MPOU3XOJ OT
XpYLUSUTHA ThKAaH) M MPUMUTHUBHH HEBPOEKTOJEPMAIHM TYMOpPHW, HApHYaHH OILE CAPKOMH Ha
IOwunr (¢ Hesicen mpousxox). Tyk cnagar U Apyrd peKd TYMOPH Ha KOCTUTE, KaTO aJaMaHTHHOM,
MaJUTHEH (uOpoOIacTeH XUCTHOIMTOM HAa KOCTTa W MAQJIMTHEH TMTaHTOKJIEThYEH TyMOp Ha
KOCTHTE.

KbM KOCTHUTE TyMOpPH C€ OTHACAT U MbPBUYHUTE JOOPOKAYECTBEHH TYMOPU Ha KOCTUTE, KAKTO U
BTOPUYHHU (METAaCTaTWUYHM) KOCTHH TYMOpPHU — MeTacTaTWuyHa KocTHa Oosect. Haii- uwect e
OCTEOCapKOMBT, cpema ce Hak-uecto y moapactBamm (15-19 rox.). B Tasm BB3pacT
ocTeocapkoMuTe chcTaBisiBaT nosede oT 10% or Bcuuku conuaHu TyMOpH. CHOTHOIIEHHETO
MBbxe:xkeHu e 1.4:1.

Te3u Tymopu BB3HUKBAT B MEpHOJia Ha Ch3PsBAHE HA OpraHU3Ma, KOraro ce OTYUTa MaKCHUMaJieH
pacTex Ha CKelleTa, Pecil. BUCOKa Mpoiud)epaTuBHA aKTUBHOCT HA OCTEO0IACTUTE; BTOPUAT MUK €
KbM 60-romuimiHa BB3pacT. pyru puckoBu (akTOpu 3a IMOsSBA HAa TE3W TYMOPH Ca JIHYCBH
BB3JICHCTBUS, KaKTO U (pamMmiiHa OOPEMEHEHOCT.

.HCKapCTBeHO JICYCHHUC CC U3BBPIIBA CaAMO B LICHTPOBE CbC CbOTBCTHU Bb3MOKHOCTHU.

30.1. Xumuorepanus npu capkom Ha Ewing

Vincristine + Vincristine - 1.5 mg/m2 (o6ma no3a 2 mg) I.V. 6onyc, nex 1
Ifosfamide + Ifosfamide - 3000 mg/m2 1.V. 3-gacoBa uady3us, qau 1-3
Epirubicin + Mesna — 400 mg/m2 1.V., B vacose 0, 4 u 8 cieq HA4aI0TO Ha
Etoposide ifosfamide

Epirubicin — 30 mg/m2 1.V. 4-yacoBa uady3us, 10u 1-3
Etoposide — 150 mg/m2 1.V. 2-yacoBa un¢ysus, qau 1-3
[ToBTopenwne npe3 21 aau (¢ moakpena ot G-CSF).

Ifosfamide + Ifosfamide — 1800 mg/m2 1.V., nuau 1-5
Carboplatine + Mesna — 400 mg/m2 1.V., B yacose 0, 4 u 8 ciieq] HA4aI0TO HA
Etoposide ifosfamide

Carboplatin — 400 mg/m2 I.V., nau 1 u 2
Etoposide — 100 mg/m2 1.V., nau 1-5
IToBTopenue npe3 21 quu (c noakpena ot G-CSF).
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VEC/IE

Vincristine — 1.5 mg/m2 (o6ma go3a 2 mg) [.V. 6onyc, nen 1
Cyclophosphamide — 600 mg/m2 1.V., nen 1

Epirubicin — 75 mg/m2 1.V., nen 1 anrepauparuo c: Etoposide — 100
mg/m2 L.V., man 1-3

Ifosfamide — 1500 mg/m2 1.V., nuu 1-3

Mesna — 400 mg/m2 1.V., B wacose 0, 4 u 8 cjie;] HA4aI0TO HA
ifosfamide

[ToBTopenue npe3 21 auu (¢ moakpena ot G-CSF).

30.2. Xumuorepanus pu 0CTE0CapKOM

MAP

Cisplatin 60 mg/m2/ nu / 4 1 undy3us/ Ha nen 1 u 2 (O] 120 mg/m 2),
cenmuna 1 u 6

Doxorubicin 37.5 mg/m2 u.B. Ha nen 1 u 2 (O] 75 mg/m 2) , ceqmuna 1
u 6, clleIBaHU 3 CEAMMUIIN CJICH TOBA OT:

Methotrexate (MTX) 12,000 mg/m 2 u.B. 3a 4-6 yaca Ha nen 1 + /
Leucovorin 15 mg IV, craprupaiiku 24 h cnen nHauanoro Ha MTX u
CJIeJIeHe Ha METOoTpeKkcaremusAra jaokato He ctaHe < 0,1 mM.
(cemmumia 4, 5,9 u 10)

[ToBTaps ce 1o 4 uuKbIa

ICE

Cisplatin 100 mg/m2 u.B. 3a 2 h Ha nen 1

Epirubicin 90 mg/m2 u.B. 3a 15 min Ha neH 1

Ifosfamide 2000 mg/m2/ nen IV 3a 4 h nHa nHu 2 1o 4, 3aeqHo ¢
Mesna 2000 mg/m2/nen u.B. 3a 4 h Ha nuu 2 no 4 ( TOoTaMHA 103a:
6000 mg/m?2)

[ToBTapst ce mpe3 3-4 cenmunu ( 6 Kypca, 3 Kypca mpea U 3 Kypca
CJIe/I0NIEPATUBHO).

Ifosfamid +
Etoposide

Ifosfamid 3000 mr/m2 u.B. (3uacoBa nadpy3us) nex 1 go 4

Mesna 3600 mg/m 2/ neH u.B. IpOABIDKUTETHA HHY3Us HA 1HU 1 10 4
Etoposide 75 mr/m2 u.B. (1uacoBa undy3us) aex 1 no 4

[ToBTaps ce nipe3 3-4 ceamuiu (2 Kypca)

Gemcitabine +
Docetaxel

Gemcitabine 675 mr/mM2 u.B. (90MuH. nady3us) nen 1 u 8
Docetaxel 75 no 100 mr/m2 u.B. (1uacoBa und.) nex 8
[ToBTaps ce nipe3 3 cenMuIy.

Cyclophosphamide
+ Topotecan

Cyclophosphamide 250 mg/m2 u.B. 3a 30 min /a1 Ha 11U 1 10 5
Topotecan 0.75 mg/m2 u.B. 3a 30 min /au Ha gau 1 10 5
[ToBTaps ce npe3 3 cenmuuy, 3a 12 — 14 nukbia

142



31. THT'AHTOKJVIETBYEH TYMOP HA KOCTTA

Denosumab e noka3aH 3a JieueHUe Ha Bb3PACTHU U FOHOIIU ChC 3aBBPIICHO CKEJIIETHO PAa3BUTHE C
TUTaHTOKJICTBYCH TYMOp Ha KOCTTa, KOWTO € HeomepaOWiieH WJIM KOraTO HMa BEpPOSTHOCT
XUpypruvHaTa pe3eKius aa JoBee A0 TekKa 3a001eBaeMOoCT.

[Ipenopbuutennata moza Denosumab e 120 mg, mpuiokeHa KaTo €IHOKpAaTHAa MOAKOXKHA
WHXKEKIUsT B o0nacTra Ha OelpoTo, KopeMa WIM MUIITHHUIATA BEIHBX Ha BCEKH 4 CEAMMIIH, C
JONBIHUTENHN 103U OT 120 mg Ha AeH 8-MU M 15-TM OT JI€YEHUETO MpPe3 MbPBUA MECEI] OT
Tepanuara.

[TarueHTHTE C TUTAHTOKIIETHYEH TYMOP Ha KOCTTa TpsiOBa /1a Ob/aT OICHSIBAaHU PEOBHO, 32 J1a Ce
OTIpEeJIeITN Tl TIPOIBJKABAT J1a UMAT T0J13a OT JICYCHUETO.

[Tpu manmeHTH, YneTo 3a00isBaHEe ce KOHTpoJupa oT Denosumab, epekThT OT MPEeKbCBAHE WU
CIMpaHe Ha JICYEHUETO HE € OIIEHEH, HO OrPaHUYCHUTE JaHHH MPU Te3W MAIMEHTH HE MOKa3BaT
HaM4uue Ha pedayHa epeKT e MpeKpaTsBaHe Ha JICUCHUETO.

Benukn manmentn TpsOBa ga monydaBaT no0aBku ¢ Hail-manko 500 mg kammmii m 400 IU
BUTaMHUH D THEBHO, OCBEH aKO € HAJIMIIE XUTICPKATITUEMHUS.
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32. TACTPOUHTECTUHAJIHU CTPOMAJIHU TYMOPH

I'actponnrectunanaute cropmannu tymopu (I'MCT) ca peaku MEe3eHXMMHHU TyMOPH C IPOU3XO]]
ot ractpouHtectTuHaHUS TpakT (I'UT) che ciennduana xucronornyHa xapakrepuctuka. Tosa ca
Hal-4e€CTO CpelllaHuTe Me3eHXUMHU TyMopH Ha ['UT, Bp3HukBamu cien myrauus B KIT-tuposun
KWUHA3HUS PELENTOp W/ WK B PEIenTopa Ha TpoMOouTHUA pacTexeH ¢dakrop anda (PDGFR-alfa).
Jluarmozata ce TOCTaBs MMYHOXHCTOXMMHYHO BbB3 OCHOBA Ha EKCIpecHs Ha CHEHUPHUIHI
PELIENTOPH U CE ONPENeNsT CTENEHU Ha PUCK (HUCBK, CPEleH M BHUCOK). 3acsraT MpeIuMHO
BBH3PACTHHU OKOJIO IeTaTa JeKaia, HO MOTaT Jia ce HabJII0AaBaT U BbB BCHUKH Bb3PacTOBH TPYIIH.

I'MCT wmorar ga ce pa3BHUAT HaBCSKbJE B CTOMAIHOYpeBHUS TpakT. Okoiso 60-70% ot ciayuante
ca Jokaim3upaHu B cromaxa, 20- 30% - ThHKO 4epBo; mo-mManko ot 10% - XxpaHONpOBOA, KOJIOH,
PEKTYM.

[Ipunara ce TapreTHa Tepanusi.
32.1. AnloBaHTHA Tepanusi

[Tpunara ce npu onepupanu 60aHE (RO- 1 R1-pe3eknmsi) ¢hC CpelieH U ¢ BUCOK PUCK: TyMOPEH
nuametrsp > 10 cm, Opoit Ha mu- To3u > 10/50 HPF, tymopen auamersp > 5 cm 1uttoc Opoit Ha
muto3u > 5/50 HPF, cionTanna wim xupyprudna pynrypa. Hasnauasa ce u cinenx R2-peseknus 3a
cpok ot 3 roxunu. [Ipenoppuntenen e MonekynsapHo-natonorndeH ananus 3a c-KIT (ex3on 9- u
ek30H 11- myTamus).

Imatinib — 400 mg P.O. nueBHo (800 mg nueBHO npu c-KIT ex30H 9-myTanus).
[Tpunara ce 3 ronuHu.

IIepBa [IpenopbuuTenen e MoaekysgpHonaronoruyeH ananus 3a c-KIT (ex3oH 9- u
JIUHUA ex30H 11-myranust) 1 PDGFRA D842V-myranus.

Imatinib — 400 mg P.O. nueBHo, 10 nporpecus (800 mg aueBHO mpu c-KIT
eKk30H 9-myTanus). [Ipunara ce 1o mporpecus.

Bropa Imatinib — 800 mg P.O. nueBHO (10 mporpecus).
JINHUSL Sunitinib — 50 mg P.O. nueBHo, 28 nuu u 14 nHu mouuBka, win 37.5 mg P.O.

JTHEBHO, 0€3 IPEKbCBaHE (710 MPOTPECcHs).

Tpera Regorafenib — 160 mg P.O. nueBHO (710 iporpecust).
JVHUS
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33. MAJIM'HEH MEJJAHOM

33.1. AxoBaHTHA Tepanus

Nmynotepanus ¢ Interferon-alpha — 3 x 3 mIU (2 x 10 mIU) S.C. ceamuuno, 12 mecena.
ITpoBexa ce mpu MalUMEeHTH C KOKEH MEJAaHOM C BUCOK PHCK 3a IOsIBAa HAa PELUAMBU: CTaauMN
IIb/N1 (ne6enuna mo Breslow > 2.01 mm u ¢ XHUCTOJIOTHYHA yJIepalyst Ha TbPBUYHATA Je3us > 1
mm).

[Tpu nokamHO aBaHCHpasa OOJECT C KIMHUYHO MO3UTUBHU CATEIUTHHU WM HHTPAH3UTHU JTUMGHU
Be3nu (cragmii IIl) ce mpumara mhiHA TepanmeBTUYHA JUM(HA AUCEKIUS, IMOCIEABAHA OT
umyHoTepamus ¢ Interferon-alpha — 3 x 3 mIU (2 x 10 mIU) S.C. cenmuuno, 12 mecena. [Ipu
BHCOK PHUCK c€ 00CHKa TbUeNieueHue Ha JIUM(QHUS PETHOH.

ITpu craauit 111 Ge3 mbJHA pe3eKIMs ce Mpujara WHTpAJe3UOHATHA Tepamnus, JTbUYeliedeHue WIn
IPYTH PETHOHAIHU OILUH.

[Tpu crapuit Il ¢ KIMHUYHO TO3UTUBHH JUM(HU BH3NMHU (BHCOK PUCK) MOXKE Ja CE MPUIOKH
a/IlOBaHTHA OMOXMMHUOTEpAIus, IPH KOSATO KbM UMyHoTepanusTa ¢ Interferon-alpha — 3 x 3 mIU
(2 x 10 mIU) S.C. cenmuuHO, ce 100aBsAT KypCOBE C IMTOTOKCHYCH areHT:

Dacarbazine — 250 mg/m2 1.V., nuu 1-3
[ToBTOpenue npe3 28 auu, 10 6 Kypca.

Cisplatin — 80-100 mg/m2 I.V., nen 1
IToBTOpenue npe3 28 auu, 10 4 Kypca.

Taprerna tepanus npu Hanuuue Ha BRAF V600 myTtanus

e Dabrafenib — 2 x 150 mg P.O. nueBno + Trametinib — 2 mg P.O. nHeBHO € moKa3aH KaTo
aJIOBaHTHA Tepamnusi Mpu Bb3pacTHU marueHTu ¢ menanom Cramwmii III ¢ BRAF V600
MyTalusl, CIe]l IbJIHA PE3CKIUSI.

Nmynotepanus

e Pembrolizumab 200 mg 1.V. Ha Bceku 3 ceamuru wiu 400 mg [.V. Ha Bceku 6 ceamuiu
¢dbukcupaHa 1032 KaTO MOHOTEpANus 3a aJIOBAHTHO JICYCHHE HA BB3PACTHU C MEIAHOM
craauii I11 u 3acarane Ha MTUMGHU BB3JIH, IPU KOUTO € U3BBHPIICHA ITHJTHA PE3EKITHS.

IIpu amioBaHTHO JeueHHEe Ha MenaHoM, Pembrolizumab TpsOBa na ce mpumara a0
penrIuB Ha 3a00JSIBAHETO, HETIPUEMITBA TOKCUYHOCT HJTH 32 TEPHOJ JI0 €/IHA TOINHA.

e Nivolumab** kaTo MoHOTepamus € IMOKa3aH 3a aJIOBAaHTHO JICUCHHE NPH BB3PACTHH

MAIUEHTH C MEJIAHOM, ChC 3acsAraHe Ha JUM(HHU BB3IU WU METaCTaTUYHO 3a00IsIBaHe,
IIPU KOUTO € U3BBPIICHA IIbJIHA PE3EKIUS

33.2. CucreMHa Tepanus NpPH pelUJIUBUPATIA U METACTATHYHA 00J1eCT

33.2.1. TapreTHa Tepanusi ¥ UMVHOTEPAIIHS
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[TspBa muauMs Tepanus npu BRAF V600-mytupanu tymopu

Vemurafenib — 2 x 960 mg P.O. nueBHO, 10 nporpecus.

Dabrafenib — 2 x 150 mg P.O. nueBHO, 10 porpecusi.

Dabrafenib + Trametinib Dabrafenib — 2 x 150 mg P.O. ngaeBHO
Trametinib — 2 mg P.O. qHeBHO
[MpoawmkaBa 10 MPOTPECHsI.

Vemurafenib + Cobimetinib Vemurafenib — 2 x 960 mg aueBno P.O., qau 1-28
Cobimetinib — 60 mg nueBno P.O., gam 1-21
[loBTOpenue npe3 28 auu, 10 Mporpecusl.

Encorafenib B xomOuHanus ¢ binimetinib 3a iedeHre Ha BB3PACTHU MAIUECHTH C HeorepaOuieH
i MetactatuueH menanom (MM) ¢ BRAF V600 myTarus

[TpenoppunTennara mo3a encorafenib e 450 mg (mecTt kamcynaw OoT 75 mg) BEIHBXK JTHEBHO,
KOraTo ce W3I0J13Ba B KoMOuHaug ¢ binimetinib.

NmyHoTepanus

e Nivolumab — 240 mg I.V., npe3 14 auu win 480 mg 1. V., npe3 28 nHu, 10 nmporpecus.
Ipilimumab 3 mg/kg i.v. mpe3 21 auu /4 xypca/.

e Nivolumab+ Ipilimumab - uHIyKIHS
Nivolumab — 1 mg/kg V., nen 1
Ipilimumab — 3 mg/kg I.V., nen 1
[ToBTopenue npe3 21 quu /4 kypca/

ITognbpxamia Tepanus
Nivolumab - 240 mg I.V., ipe3 14 quu nnm 480 mg 1.V., ipe3 28 quu - 10 nmporpecus uiu
HENPUEMIINBA TOKCUYHOCT.

Pembrolizumab — 200 mg IV na Bceku 3 cenmunm win 400 mg V. Ha Bcekn 6 cenmuiu 3a
JeYeHUe Ha aBaHcHupan (HEOoNepaOWIeH WM METacTaTWUYeH) MeEJTaHOM TpU BB3PACTHH, 10
MPOTPECHs WM HETIPUEMIINBA TOKCUYHOCT. [Ipy KITMHUYHO CTAOWITHH MAMEHTH C MbPBOHAYAIHU
JaHHU 3a TIPOTpecUsl Ha 3a00JSIBAHETO € TPEMOPHUYUTEIHO JICYCHUETO J1a TPOIBIDKH, JOKATO
mporpecusiTa Ha 3a00JIsIBAHETO HE CE TOTBBP/IH.

[IbpBa JUHUA TEpAIKa ¢ UMYHHH YeKnouHT-uHXxuoutopu npu BRAF WT tymopu
MoHorepanus
e Pembrolizumab — 200 mg IV na Bceku 3 ceqmunu win 400 mg 1.V, Ha Bceku 6 cenMunu
3a JICUeHHE Ha aBaHCHUpas (HeomnepaOusIeH WM METacTaTUYeH) MEJIAaHOM TIPU Bb3PACTHH,
JI0 TIpOTpecHs UIU HENMpUEeMIINBA TOKCHUYHOCT. [Ipy KIMHUYHO CTaOWIHM MAllUEHTH C
IIbPBOHAYAIIHU JTAHHM 32 MIPOTPecHsi Ha 3a00JISIBAHETO € MPETOPHUUTEITHO JICUCHHETO 1a
MPOIBIIKH, TOKATO MIPOrpecusiTa Ha 3a00JIIBAaHETO HE C€ TOTBBP/IH.
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e Nivolumab — 240 mg I.V., npe3 14 qau unu 480 mg 1.V., pe3 28 nHu, 10 mporpecws.
e Ipilimumab — 3 mg/kg I.V - 4 xypca npe3 21 aHu; msinoro jedeHue TpsOBa na ce
MpUII0KHU A0 16-Ta ceaMuIia ciies mbpBarta J103a.

KomOunupana tepanus
e Nivolumab+ Ipilimumab
NunykunonHo neuenue - 4 Kypca
Nivolumab — 1 mg/kg I.V., nen 1
Ipilimumab — 3 mg/kg I.V., nen 1
[ToBTrOopenue npe3 21 gHu._

Tlomaeprkarlio JeueHue

Nivolumab - 240 mg 1.V., ipe3 14 nuun  wmm 480 mg 1. V., pe3 28 aau - 10 mporpecust

Bropa mmHus TapreTHa Tepanus 1 HMYHOTEpaIIus

Crnen nporpecusi Ha BRAF-uaxubutop nnu Ha kombunamus or BRAF + MEK-uaxuburtop ce
npeBkitoyBa KbM PD-1-uaxubutop i CTLA-4 naxubutop mim KOMOMHAIMS OT JBETE B JI03H,
KaKTO B PSKUMUTE OT II'bPBA JINHUS

Cnen mporpecus Ha CTLA-unxubutop ce mpeBkiouBa KbM PD-1-unxuburop u obparHoro B
71034, KaKTO B Pe;KUMMTE OT IIbPBa JHHUS

[Tpu akpamau 1 Myko3Hu MenaHoMu cbe c-KIT-myranus ce o6ckxaa Imatinib — 2 x 400 mg
P.O. nueBHO.

33.2.2. XuMHOTEpAIIH

[Ipunara ce xaTo BTOpa JIMHUS WM KaTO CyOCEKBEHIMAIHA Tepamus, KOraTo ca HW34epIaHu
BBb3MOKHOCTUTE HAa BRAF- 1 IMyHHHTE YEKIIOMHT-UHXUOUTOPH.

Carboplatin + Paclitaxel Carboplatin — AUC 4 1.V., nen 1
Paclitaxel - 175 mg/m2 1.V, nen 1
IToBTOpenue npe3 21 guu.

CVD Dacarbazine — 800 mg/m2 1.V., nen 1
Cisplatin — 25 mg/m2 I.V., nau 2,3 u 4
Vinblastine — 1 mg/m2 L.V., nau 2, 3 u 4
[ToBTOpenue npe3 21 auu.

Cisplatin + Gemcitabin Cisplatin —40 mg/m2 I.V., nau 1 u 8
Gemcitabin — 1000 mg/m2 I.V., nau 1 u 8
[ToBTOpenue npe3 21 gHwu.
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34. KAPHMHOM HA KOXKA

3a0055€MOCTTa OT 3JI0KaUeCTBEHUTE TYMOPH Ha KOXKaTa € e]lHa OT Hal-BUCOKHUTE B CBETA U B
bearapus. Cnopen Harmonanaus Pakos Peructsp (HPP), Codwust, mpes 2013 . e mmarno 4791
HOBH ciy4ast, 12.9% oT BcHUKH 37110KauecTBEHH HOBOOOpa3yBaHus (36 825).

34.1. TapreTrHna Tepanus

e Vismodegib — 150 mg P.O. nueHo. Ilpmnara ce mnpu JOKIHO aBaHCHpa
0a3oreyapeH KOKeH KapIIMHOM, HEMOAXOAII 3a XHPYPIUs WU JIbUeICUCHHE,
WM NIPU METacTaTU4Ha O0JIecT.

e Cemiplimab - 350mg 1.V. npe3 21 guu. Ilpunara ce npu JOKaIHO aBaHCUPAT WU
METacTaTHUeH IUIOCKOKJICThUCH KOXKCH KapIWHOM, HEMOAXOISIl 3a paJuKaiHa
XUPYPrUs WK JTbYCIICUCHHE.

Q Mepkenos tymop (MT)

Tymop ot knerkure Ha Merkel (HEBpO-€HIOKpPHHEH IPOU3XOJ) € PSAKO 3aboisBaHe C
nmoBuIaBaia ce 3adosieBaemoct. [IpuunHsaBa ce ot moamoma Bupyc — Merkel cell polyoma
virus (MCPyV). Ilpu MT e or 3HaueHue neOennHaTa Ha Tymopa, HaOIOAaBaT ce
MHTPAH3UTHH METAcTa3M, MPErnopbyBa ce OMOICHS Ha CTPAKEBHUS BB3EN U CIIEAONEpPAaTUBHA
JTbUYETepanus 3a JOKO-PEernOHaIeH KOHTPOI.

HmyHoTepanus

Avelumab — 800 mg 1.V., npe3 14 nuu. [Ipunara ce npu metactatuueH Merkel-kinerbuen
KapIMHOM JO TIPOTPECHS WU HEITPUEMIIMBA TOKCHYHOCT.

34.2. Xumnorepanus

[{uToTOKCHYHATA Tepamus He € craHmapT. [Ipumara ce psiIKo NpW JIOKAJTHO aBaHCHPAN WIIH
meractatuueH Merkel-KiIeTb4eH KapIIMHOM; U3IOJI3BAT CE€ PEXKUMH KaTo NP JPEOHOKIEThYCH
oemonpoben kapumuHoMm: Cisplatin (Carboplatin) £ Etoposide, Topotecan wm CAV (Buk.
Kaprunom Ha 6511 1p06, J{peOHOKIIeThUEH KapIIHOM ).

[Tpu mokaHO aBaHCUpA WM METacTa3upall IUIOCKOKJIEThUEH KOKEH KapIIMHOM, BKIFOUUTEITHO
KapIIMHOM Ha BYJIBa, TOPHA M JIOJHA YCTHA, XMMHOTEpanus ce o0CHKIa PAIKO B MOCOUYCHHUTE
0-/10JTy Bb3MOXKHH U300PH.

Cyclophosphamide + Bleomycin Cyclophosphamide — 250 mg/m2 1.V, nuu 1-5
Bleomycin — 30 mg o6mia no3a [.M., 2 mbTH ceaMUIHO
[ToBTOpenue npe3 28 nHMU.

Cyclophosphamide + Cisplatin Cyclophosphamide — 250 mg/m2 I.V., nau 1-5
Cisplatin — 25 mg/m2 1.V., nau 2-4
[ToBTOpenue npe3 21 guu.

Cisplatin + Fluorouracil Cisplatin— 100 mg/m2 1.V., nen 1
Fluorouracil — 1000 mg/m2 1.V, mau 1-5
[ToBTOpenue npe3 28 qHu.
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Paclitaxel + Cisplatin

Paclitaxel — 175 mg/m2 I.V., nen 1
Cisplatin — 75 mg/m2 1.V., nen 1
[ToBTrOpenue npe3 21 guu.

Carboplatin + Paclitaxel

Carboplatin AUC4 I.V., gen 1
Paclitaxel — 175 mg/m2 I.V., nen 1
[ToBTrOpenue npe3 21 guu.

Cisplatin + Cyclophosphamide

Cisplatin — 75 mg/m2 1.V., nen 1
Cyclophosphamide — 100 mg/m2 P.O., gau 1-10
[ToBTrOpenue npe3 21 guu.

34.3. IlpeBeHIIU HA HEMEJAHOMHH KOKHHM TYMOPHM NPH HMYHOCYNPeCHUPAHHU

MNanMeHTH

Nicotinamide — 2 x 500 mg P.O. nueBHO.
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35. . KAPHUMHOM C HEU3BECTEH ITPOU3XO/1

I/I360p'bT Ha HOUTOCTAaTUYCH PCKHUM CC OCHOBAaBa Ha XHUCTOJOTMYHHA BUA Ha MCTACTA3UTC.
XumuoTrepanus ce npuiara npu 0osHE B 700po o610 cberosiaue (PS). Tlpu HeBpoeHIOKpUHHA
TyMOpPHU C HEM3BECTEH MPOMU3XOJ| C€ Npujara Je4YeHHe KAaKTO MPH TacTPOSHTEPO - MaHKPEACHU
HEBPOCHIOKPUHHH TyMOpH (BHK HeBpOCHIOKpUHHH TYMOPH)

Cisplatin + Etoposide

Cisplatin — 75 mg/m2 V., nen 1
Etoposide — 200 mg obmia no3a I.V., nau 1-3
[ToBTOpenue npe3 28 qHU.

Cisplatin + Epirubicin + Fluorouracil

Cisplatin — 75 mg/m2 1.V, nen 1
Epirubicin — 50 mg/m2 1.V., nen 1
Fluorouracil — 500 mg/m2 1.V., nau 1-3
[ToBTOpenue npe3 21 guu.

Cisplatin + Gemcitabine

Cisplatin — 75 mg/m2 1.V., nen 1
Gemcitabine — 1000 mg/m2 L.V., nau 1 u 8
[ToBTOpenue npe3 21 guu.

Paclitaxel + Carboplatin

Paclitaxel — 200 mg/m2 .V, nen 1
Carboplatin AUC6 1.V, nen 1
[ToBTOpenue npe3 21 guu.

Paclitaxel + Fluorouracil + Cisplatin

Paclitaxel — 175 mg/m2 I.V., nen 1
Fluorouracil — 500 mg/m2 [.V. npogbmxutenHa
uH}y3us, neH 1

Cisplatin — 100 mg/m2 .V, nen 2

[ToBTOpenue npe3 21 guu.

Carboplatin + Docetaxel

Carboplatin AUCS5 I.V., gen 1
Docetaxel — 75 mg/m2 1.V., nen 1
[ToBTOpenue npe3 21 guu.

Irinotecan + Oxaliplatin

Irinotecan — 160 mg/m2 1.V., nen 1
Oxaliplatin — 80 mg/m2 1.V., nen 1
IToTOpenue npe3 21 aum.

CAPOX

Capecitabine — 2000 mg/m2 P.O., nau 1-14
Oxaliplatin — 80 mg/m2 1.V., nen 1
[ToTOpenue npe3 21 aum.

Fluorouracil + Mitomycin C

Fluorouracil - 500 mg/m2 LV. bolus,

noCJIICAOBATCIIHU JHHU

Mitomycin C — 10 mg TOT L.V., nen 1, npe3 42 nau

[ToBTOpenue npe3 21 guu.

3

COJIMAHN TYMOPU, EKCIIPECUPAIIN ®Y3UA B T'EH HA HEBPOTPO®HUTE
PELHEITTOPHU TUPO3UH KMHA3U (NTRK)
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Entrectinib - 600 mg p.o. BeIHBX [HEBHO A0 TMporpecusi Ha 3a0O0NSBaHETO WU
HenpuemiuBa TokcuuHOCT. [lonoxkutenmausar craryc 3a NTRK ¢y3ust TpsioBa na 0b1e ycTaHOBEH
npeau 3arnousane Ha Tepanus. [lokas3aH e 3a iedeHne Ha NalMeHTH, KOUTO

* IMAaT JIOKAJTHO aBaHCHPAJIO WIIM METAcTa3upajio 3a00JsIBaHe, WIH MTPH KOUTO € BH3MOKHO
XUPYPTUYHOTO JIEYEHHUE /1a J0BEAE J0 TeKKAa MOPOUIHOCT, U

* He ca noxyyaBanu npeamectai NTRK naxuburop;

* HAMAT JPYTH 337J0BOJINTENIHU Bb3MOKHOCTH 32 JIeUeHue.
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36. ITIOBEJAEHUME I1TPU METACTATHYHA KOCTHA BOJIECT
N 3AT'YBA HA KOCTHA MACA

B ckenera Hail-uecto mMeTacTasupa KapLMHOM Ha I'bpJa, MpOCTaTHA XkJie3a, Osu1 Apol, OBOpeK u
ap. Bogemo e yneueHneTo Ha IBPBUYHUSA TyMOp (XMMHOTEpamus, XOpMOHOTepanus u Aap.). 3a
IPEJOTBPATABAHE HAa YCIOXKHEHUS OT KOCTHU MeTacTa3u (IaToJIOTHYHU (PpakTypH, KOMIIpecus Ha
rpbOHAYEH MO3bBK, XUIIEPKAILUEMHUS U JIp.) ce npuiarat oudochonaT 1 GMOIOTMYHH JICKAPCTBA.
[Tpu neuenne ¢ Denozumab u3cieaBaHe Ha cepyMHO HMBO Ha KPEaTHMHUH HE CE Hajara.

36.1. JleueHne HA TYMOP-UHAYIHUPAHA XUNIEPKATIUEMHUS

Zoledronic acid — 4 mg 1.V. 15-munyTHa undy3us.

36.2. JleueHnne HAa KOCTHH METACTA3HU

[Tpenn Bcsika nH(py3us Ha OndochoHATH ce M3CIeaBa CEPYMHO HMUBO HAa KAIIWN W KpEaTHHUH.
Benoznure nndys3un Ha 6udoconaTtu ce npasst npe3 3-4 ceaMUIn.

36.3. KocTHM MeTacTa3u OT KAPIMUHOM Ha I'bP/a
Denosumab — 120 mg S.C., npe3 28 nnu.
Zoledronic acid — 4 mg 1.V. 15-munyTtHa undy3us, npe3 28 aHH.

36.4. KocTHu MeTacTasu OT KAPUMHOM Ha NMPOCTATA
Denosumab — 120 mg S.C., npe3 28 gau.

Zoledronic acid — 4 mg 1.V. 15-munyTHa undy3us, npe3 28 nHu.
Radium-223* — 55 kBqg/kg, npe3 28 quu (6 arukamun).

36.5. KocTHM MeTacTasu OT APYrd COJIMAHU TYMOPH
Denosumab — 120 mg S.C., npe3 28 anu.
Zoledronic acid — 4 mg 1.V. 15-munyTtHa undy3us, npe3 28 aHH.

[Mpr mamueHTH, TMPOBEXIAIM EHAOKPHHHA Tepamus 3a KapIMHOM Ha T'bpJa I aHAPOTCH-
MOTHCKAINA TEPANHUS 32 KapIIMHOM Ha MPOCTaTa, € HAIKIIE PUCK OT 3aryda Ha KOCTHA Maca U MOXKe
7a ce IMpuJIoXku OmosiornyHa tepanus ¢ Denosumab — 2 met o 60 mg S.C. roaumiHo (mipe3 6
Mecera).

36.6. PaqmonyK/IMIHA Tepanus
W3znon3ea ce Samarium-153* u Radium-223*.
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37. IPABUWJIA 3A IIPUWIATAHE HA TPAHYJIOUUTEH
KOJIOHUCTUMYJIMPALLl PAKTOP

37.1. IIlpopunakTHYHO NPHJIOKEHHE HA TPAHYJOUUTEH KOJOHMCTHMYJJIHPALL
¢paxrop (G-CSF)

Ilenta My e na peayuupa decrorata Ha (eOpuiaHa HEyTpPOINeHHs, HHAyLIUpaHa oOT
XUMUOTEPAIHNS.

Onenka Ha puck 3a @eOpunna HeyTponenus (PH) (u3BppmBa ce mnpeau BCeku
XUMHUOTEPANEBTUYEH KYpC):

(a) puckoBH (hakTopu, CBBp3aHU ¢ XUMHOTepaneBTHYHU pexxuM (XTP):

e craugaptau XTP: > 20%, 10-20%, < 10%

® J1030BOILIBTHU U 1030BOMHTEH3UBHU X TP
(0) puckoBHu (aKTOpH, CBBP3aHU C TALUEHTA:

e BB3pacT HajA 65 roANHM;

® HampeaHaN CTaaui Ha O0JIECTTa;

e npeaxoxaamu enuzoau Ha OH;

e pmeusnonsBaH gocera G-CSF;

e 0e3 aHTUOMOTHYHA TPOPUIIAKTUKA;

e Jiom IbphOpMaHC/XpPaHUTEIICH CTATYC;

e yBpeneHa Ob0peyHa, YepHOAPOOHA WK CHPACYHOCHAOBA (DYHKIIUS;
(B) L€ Ha TepanuATa:

e [OTEHIMAIHO JcueOHa/aIfOBaHTHA;

e yIBJDKaBallla PEKUBIEMOCTTA;

® JIaJIMaTHBHA.

ITpenopbku 3a npunoxenue Ha G-CSF: (1) ve ce npuara npu XTP ¢ puck 3a ®H < 10%; (2)
npunara ce npu XTP ¢ puck 3a ®H > 20%; (3) npunara ce npu XTP ¢ puck 3a ®H 10-20%,
KOrato Bb3pacrtTa € Haj 65 roaunu; (4) oocwxna ce mpu XTP ¢ puck 3a ®H 10-20%, xoraTo ca
HaJIUIE OCTAaHAIUTE PUCKOBU (AaKTOPH, CBBP3aHM C MalMeHTa; (5) 00CHXKaa ce MpHU aaioBaHTHU
WIN YIbJDKaBallll TPEXKHUBIEMOCTTA JO30BOIUTBTHU WM J1030BO-UHTeH3WBHU XTP, koraro
peAyKIMATa HA HMHTEH3UBHOCTTA € CBbP3aHa C BJIOIIABAHE HA IPOTrHO3aTa.

37.2. TepaneBTuHO npuio:xkenne Ha G-CSF

Ilenta My e 1a penynupa yecToTata Ha MHPEKIIMO3HOCBbP3aHH yciiokHeHus ipu OH.

[Ipenopbku 3a npusnoxenue Ha G-CSF: (1) mpoxbmkaBa ce Hpu MAlMEHTH ChC 3al0YHATO
npodunakTuyHo mpuioxkeHue Ha Filgrastim unu Lenograstim; (2) mpu manueHTH, MOTyYaBalu
Pegfilgrastim, ce nmpoawsmkasa ¢ Filgrastim; (3) mpu manueHTH, HE MOMyYaBaId MPOPYUIAKTUIHO
G-CSF: (a) obcwxaaHe Ha MPUIOKEHUE MPHU PUCKOBU (AKTOPH 32 MH(PEKIHO3HU YCIO0KHEHUS
WM JIOII KIIMHUYEH U3XOJI: CEIICUC, Bh3pacT > 65 roanHu, abcontoteH HeyTpoduieH opoit (AHB)
< 0.1 G/l, ouakBaHa NPOABKUTEIHOCT Ha HeyTponeHuss >10 QHM, NMHEBMOHHUS, WHBa3UBHA
¢byHruamHa MHQEKIHs, IPyrd KIMHUYHO JOKYMEHTUPAaHU WHQEKINH, Hadaslo Ha (eOpHIUTET B
OonHuLa; (6) He ce mpuIiara Mpyu OCTaHAJIUTE MAIUEHTH.

37.3. N1300p na G-CSF 3a npopuinakTuka u jeyenne Ha ®H
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Filgrastim: aueBHa moza — 5 mcg/kg S.C. no moctHamupHOo Bb3cTaHoBsiBaHe Ha AHB u nmo
HOpMajaHO WM OJM3KO 10 HOPMAJIHOTO HUBO; Hadano — 24-72 wyaca cien kpas Ha XTP; (2)
Pegfilgrastim (HamansBaHe yecToTaTa Ha HEYTPONEHUATA M TpeAoTBpaTsiBaHe Ha (heOpuiHa
HEYTpOIEeHHUs): eAHOKpaTHa 103a — 6 mg S.C. 3a eIuH Kypc Ha JIeYeHHE; Hayajio

— 10 24 gaca cnen kpast Ha XT. (3) Lipegfilgrastim (camo 3a npodunakTuka): eqHOKpaTHa 1032

— 6 mg S.C. 3a euH Kypc Ha JieueHue; Hayaio — 10 24 yaca cien kpas Ha XT.
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38. NIOBEJAEHUE ITPU ®PEBPUJIHA HEYTPOIIEHUSA

38.1. OCHOBHM NOHATHS U JePUHULUHT

®ebpunna Heytponenus: (PH): moBumena akcmiapna temneparypa Han 38.0° C B mpoabhKeHHE
> 1 yac, abcomoreH HeyTpoduien Opoit (AHB) < 0.5 G/l wmm < 1.0 G/ ¢ TenaeHuus 3a
"HamairsiBage nox 0.5 G/1 B cnensamnmre 48yaca.

MuxkpoOuonoruyHo qokymeHTupana uadexus: (1) uadexuus B KpbBTa, IPUINHEHA OT OaKTepUU
(6axTepuemus) i ¢ysru (pyHremus), 0e3 uAeHTUPUIHPAH HHPEKITNO3EH (POKYC;
(2) MUKPOOMOTIOTUYHO JI0KA3aHO MSICTO HA MH(PEKIIUS.

Knuanuno poxymentupana wuH(ekuus: (eOpmiuTeT ¢ SCHO JIOKAIM3UPAHO KIMHHUYHO
JI0Ka3aTeJICTBO 3a HH(EKIUs, 0e3 HIeHTH(PULIUPAH TPUIUHUTEI.

@eOpmiuTeT C HesICeH Mnpousxod: ¢edpunurer 03 KIMHUYHO WIM MHUKPOOHOIOIMYHO
JI0Ka3aTeJICTBO Ha MH(EKIHA.

38.2. HauajHa KJIMHHUYHA OLlEHKA

AHamHe3a U 00eKTUBHO u3cienBane: (1) mecta Ha mepudepeH BEHO3EH IbT W/WIN IICHTPAJICH
BeHo3eH kareThp (LIBK); (2) xoxa, HOKbTHO Joke; (3) Osu1 1pob u cuHycH; (4) ycTHA KyXUWHa,
(dhapuHKC, XpaHOIIPOBOI, YepBa, peKTyM; (5) mepuBardHaIHA/MEPUPEKTAIHA 00JIacT, aHyC.

HNombnautenna wuHbopmanus: (1) xoMopOugHu ChCTOSIHHMS; (2) HWHTEpBAT OT TOCIETHA
xumuotepanust; (3) mpeaxoxkaamia JAOKyMEHTHUpaHa HHQekius; (4) mocieiHa aHTUMHKpOOHA
tepanus/mpodunaktuka; (5) nexkapctBenu npoayktu; (6) HIV-craryc; (7) xoHTakT ¢ 607aHU C
NMoJ00HN CUMITOMH, JOMAIHU XHBOTHH, O0JHU OT TyOepkynosa; (8) mbryBane; (9) mocienHa
Tpanchy3us Ha OUOTIPOTYKTH.

JlaGopaTtopuan/oOpa3nu u3ciensanus: (1) kpbBHa KapTuHa, AudepeHHUanTHo OpoeHe, cepyMHa
ypesi, KpeaTHHUH, €JEKTPOJIMTH, aMUHOTpaHCaMHHA3u, OminnpyOouH, C-peakThBeH NpoTewH; (2)
oOCchbXKmaHe 3a peHTreHorpadus Ha Os1 1pob, YpHHEH aHanu3 W Iyscokcumerpus; (3)
pentreHorpadus Ha 0571 1pod MPU PECTUPATOPHU CUMITTOMH.

Muxkpoo6uonorus: (1) xemokynTypa (0akrepuanHa u (pyHruamgHa) OT IMOHE JBE MecTa: nepudepHa
BeHa + LIBK (ot Bcexku nymen), ase mnepudepau Benu, asa L[BK; (2) ypokyntypa (mpu
CUMIITOMH, KaTeThp WM aOHOpPMEH ypuHeH aHanu3); (3) M3cienBaHUs CIOpEe] MICTOTO Ha
unpekmus: (a) muapus — Clostridium difficile; (0) koxa — acnupar/Ouoncust ot ne3uu; (B)
BB3NaeHUsT 1o Koxka oT urm wm [IBK — o0ckxmane 3a ¢GyHrHaimHH/MUKOOAKTEpUH
W3CIICABAHMSL.

Bupyconorus: (1) mpu Be3uKymnapHH/ YIUEPO3HU /IUTaBUYHU JIe3uH; (2) Mpu pecnupaTopHU
CUMITOMH OTI'bPII0/Ha30(hapuHKC.

38.3. HauaiHo eMIMpPUYHO AHTUOMOTHYHO JieueHne (ABJI)

®akropu 3a u36op: (1) ouenka Ha WH(PEKINO3HUS PHUCK; (2) Hall-4yecTH MOTEHLIMAIHU NaTOTeHH,
BKJI. QHTHOMOTHUK-PE3UCTCHTHHU, MPOIyIUpAIld IMHPOKOCTIEKThpHU Oera-naktamasu (ESBL),
vancomycin-pe3ucteHTHH eHTepokoku (VRE); (3) konmonuzanus wim npenxoxaama HHPEKIus ¢
methicillin-pesucrenten S. aureus (MRSA); (4) msacro Ha uHpeknus, (5) mectHa OOJHUYHA

155



aHTHOMOTHYHA PE3UCTEHTHOCT; (6) opraHHa AMCQYHKIIHs/IeKapCcTBEeHA aneprus; (7)
npeaxokaama aHTHOMOTHYHA Tepanus/ mpopuiakTuka; (8) OaKTepUIMIHOCT, IIMPOK CIIEKTHP,
aHTUIICEBJOMOHACHO [TOKPUBAHE.

WutpaBeHo3Ha wmoHotepanusi: cefepime, ceftazidime, imipenem/ cilastatin, meropenem,
piperacillin/tazobactam.

WNutpaBeHo3Ha koMOMHMpaHa Tepanust: (1) amuHOrIMKO31/ 1+ aHTUIICEBJOMOHACEH NEHUIMIINH +
OeTra-aKTaMa3eH HHXUOM TOp WM IUPOKOCTIEKThpeH 1edanocnoput (cefepime, ceftazidime); (2)
ciprofloxacin + aHTUIICEBAOMOHACEH MTEHUIIMIINH.

Opanna komOuHUpaHa Tepanus npu HUCHK puck: (1) ciprofloxacin + amoxicillin/clavulanate (mpu
neHunuiInHOBa aneprusi— ciprofloxacin + clindamycin); (2) He ce mnpemopbuBa OpajeH
AHTUOMOTHK clie/l MPOPUIAKTHKA C XUHOJIOH.

38.4. Hayaina oneHKa HAa HH(EKUHMO3EeH PUCK
Bucox puck e nanuye npu écexu edun om ciedHume puckosu haxmopu:

(A) PuckoBu daxropu: (i) Hadano Ha ¢GeOpuauTeT B OOTHUYHU ycioBus; (ii) cHTHU(HKaHTHA
KOMOpPOUIHOCT MM KJIMHUYHA HecTaOmiHOCT; (ill) OdYakBaHa MpPOABDKUTENHA TEXKa
veytponeans: AHB < 0.1 G/l mw > 7 muu2; (iv) yepHOoapoOHa aucyHKIMS (TETKPATHO
3aBHILIEHN aMUHOTpaHcaMHHa3M); (V) ObOpeuHa MUCHYHKIMS (KpeaTHHHHOB KiupbHC < 30
ml/min); (vi) 1urica Ha KOHTPOJ/TPOTpecusi Ha OCHOBHATa OoJecT; (Vil) THEBMOHUS WU JPYTH
cepruo3Hu uHeKuuu; (viil) MyKo3uTH 3-4 CTemeH.

N MASCC Risk Index <21

(B) Msicto u BuI Ha JledeHHe: OOJHUIA C UHTPABEHO3HA TEPAIIHsl.

Hucvk puck e nanuye npu npu Haauyue Ha 6CUYKU PUCKOBU hAKMOPU.:

(A) PuckoBu ¢akropu: (i) amOynaTopHo Hadano Ha (edpunuteT; (ii) JIMNca HA KOMOPOUIHOCT,
Hajarama XOCHUTAIW3alusg WIM aKTUBHO HaOmoneHue; (iil) oOYakBaHAa KpaTkKa TexKKa
neyrponenus: AHB < 0.1 G/l 3a < 7 mau; (iv) m1o0sp mepdopmanc craryc (ECOG 0- 1); (v)
yepHoApoOHa GYHKIHMS ¢ < TPUKPATHO 3aBUIIICHH aMUHOTpaHchepasy; (vi) HopmaiiHa Ob0peuHa
byHKIHS.

N MASCC Risk Index > 21
(b) Mscro um Bun Ha JedeHuwe: (i) OOJNHHMIIA C WMHTPABEHO3HA WJIM CEKBEHIMATHA
WHTpaBeHO3Ha/opanHa Tepanus; (ii)) OonHuma c opanHa Tepamnus; (iii) oOchXkIaHe Ha

amMOyJIaTOPHO-KJIIMHUYHA WM JIOMAaIlHa Tepanus 3a CEJCKTHPAHH MAMEeHTH C HUCHK PHCK, TIPH
aJiekBaTHa U3BBHOOTHUYHA HHPPACTPYKTYpa (YCIOBHS).

38.5. lonbJIHUTETHA HAYAJIHU U3CJIeIBAHUS U Tepanus

156



Opanna myko3a: (a) Ipy HEKPOTUYHU yJirepanuu: (i) uscneaBaHus: nocsska 3a HSV u ru6u,
OWoIICUsl Ha CYCIIEKTHH 3a TUIeCeHH Jiesnw; (i) JeueHue: oocwxkaane 3a antu-HSV minm cucremnua
antudyHranHa Ttepanusi; (0) mpu coop: fluconazole (mppBa nuHUSA) UM voriconazole (mpu
pedpakTepHOCT); (B) mpu Be3uKyiapHU Jyesuu: (i) m3ciensanus: mocsiBka 3a HSV u VZV; (ii)
nedenue: antu-HSV Tepanus.

XpanonpoBoa: (a) mpu perpocTepHanmHa Oonka, aucharus/onuHodarus: (i) H3CIEIBAHUS:
nmocsiBKa 3a re0u; (i1) JieyeHue (Cropes] HaATM4YKMe Ha COOp WM mepuopaineH xeprec): fluconazole
(ppBa uHUA) U voriconazole (mpu pedpakreproct) wim acyclovir (mpu Bucok puck 3a CMV —
ganciclovir unu foscarnet).

Cunycu: (a) npu 0oJKa, IepuoOpOUTATICH LEITYJINUT, HOCHU YJIepalii, €THOCTPAHHO ChJI30TEUCHE:

(1) W3CJICIBAHUS: CT/ opOuTagHa MRI,
OTOPUHOJIAPUHIOJIOTHYEH/0(PTaIMOJIOTHYEH —TIperJiesl, IocsBKa Ha cekper; (i) JedeHue:
vancomycin (mpu mnepuopOutaneH memynut), amphotericin B (npu Bucok puck m CT/MRI-
CYCIEKITH 3a acIePriiio3a Wi MyKOPMHKO32).

Kopemna Ooaxa: (i) wuscnenBanusa: abnomunanHa CT wmm exorpadus, cepymHa AP,
aMUHOTpaHCaMUHa3H, OumupyOuH, ammiasa, nunasa; (ii) seuyenue: metronidazole (mpu cycnekTeH
C. difficile).

Iepupexkranna Ooaka: (i) mnepupekTanHo usciensane; (ii) JedeHWe: OOCHKIAaHE Ha
€HTEPOKOKOBa HH(EKITHUS, CeSAITN 0aHU, MEKU H3MPAKHEHUSI.

JMuapus: (i) u3cnenBanus: xonpokynrypa 3a C. difficile; (i) neuenue: opanen metronidazole
(mo pe3ynrar 3a cycrniekteH C. difficile).

Beno3Hu ycrpoiicTBa: (a) mpu Bh3MajJeHWE HA BXOJ/M3X0] Ha UTJa (KateTbp): (1) U3CeaBaHus:
HATPUBKA WM JPEHa)X 3a TMOCABKA, XEMOKYJITypa OT Bcekd u3xof; (il) jJedeHue: vancomycin
(Ha4aIHO WJIM TIPH JIMTICA HAa OTrOBOp cien 48 yaca); (0) mpu TyHeaHa HHPEKITHS:

(1) W3cnmenBaHUS: XEMOKYJATYpa OT BCEKM U3Xox; (il) JeueHHe: NMpeMecTBEHE Ha KaTeThpa,
vancomycin.

Benoapodnn unduaTpaTu: (i) n3cieBaHMA: XEMOKYJTYpa M IOCSABKA Ha Xpayka, Ha3ajHa IOCSIBKA,
tect 3a Legionella, cepymen ramaktomanaH wiu OeTa-TiroKaH TecT (IPU BHCOK PUCK 3a aclepruiosa),
oOchxaane 3a OponxoanmBeonmapeH naBax, CT Ha rppiaer komr, (ii) JedeHue: azitromycin WiIn
pecriupatopeH GIyopOXHHOJIOH (IIPU CYCIIEKTHA aTHITMYHA ITHEBMOHUS), vancomycin wi linezolid (mpu
cycnekTtHa uHpekus ¢ MRSA), obcbxnane 3a G-CSF, ruieceH-akTHBHU aHTU(QYHTHAIHU arcHTH (IpU
BHCOK pHCK 3a acriepruiosa), TMP-SMX (npu puck 3a uadekuus ¢ Pneumocystis jirovecii).

HeayauTn: (1) uzcnenBanus: 00CHKIaHE 3a MOCSABKA OT acmupaT Wiu Ouorcus; (ii) JeYeHUe:
oOcBHXKIaHe 32 vancomycin.

Panu: (1) u3cnenBanus: mocsBka; (ii) JedeHue: o0OCHKIaHe 3a vancomycin.

Be3ukyJi031u Je3um: (1) u3cnenpaHus: acnupanus win ckpar 3a VZV wim HSV; (i1) neuenue:
oOcbkaane 3a acyclovir.

JMceMUHUPAHU MANMYJIU WM APYru je3uu: (i) WU3CICABAHWS: acHUpaIls WU OWOIICUS 3a
MUKpoOuosiorus (0akTepun, rbOM, MUKOOAKTEPHH) U XUCTOJIOTHS; (11) JIeueHne: 0OChKIaHe 3a
vancomycin Wix 3a TUIECCH-aKTUBHA aHTU(YHTHATHA Tepanus (IPU BUCOK PUCK).

CuMnTOMH OT YPHMHAPEH TPAKT: (1) U3CIeIBaHUs: YPUHEH aHATN3, YPOKYATYpa; (ii) JeueHHe:
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CJIC I/I,Z[eHTI/I(I)I/IL[I/IpaHC Ha IIaToOrcH.

Cumnromu ot HHC: (i) u3cneasanus: koHcynt ¢ uaexkmuonuct, CT w/mnmu MRI, nmymbanna
IIyHKIUS,, KOHCYJT C HeBpoJor; (il) JIeyeHHe: IMPH CYCHEKTEH MEHUHIHT — OeTa-JaKkTaMu
(cefepime, ceftazidime, meropenem) + vancomycin + ampicillin; npu cycnekteH eHredaiur

— acyclovir (10-12 mg/kg 3 nbTu OHEBHO), XUApaTalus, MOHUTOpUpaHe Ha OBOpeuHa
byHKIHS.

I'pynara e ¢ moTeHuManHa HEHPOTOKCHYHOCT, HAMasABallla Ype3 €IHOKPATHO MPHUIIOKEHUE,
OCBEH B CJIy4au C MEHUHTUT WA €HJOKAPAUT.

PuckoB ¢axkTop mpu NalMEHTH C MHOTO KypCOBE Ha MHEJOCYNpPECHBHA XHUMHOTEpamnus, ¢
MeTacTaTHYHa KOCTHA 00JIeCT, IbueliedeHne Ha MATbK Ta3, TPhOHAYEH CTHJIO0 WK JBJITH KOCTH.

38.6. Ouenka Ha 0TroBopa KbM eMnupu4Ho ABJI

OcnbiecTBsaBa ce Ha 72-120-u 4gac.

OtroBopuiu manueHTu: (a) HamamsiBaHe Ha ¢eOpwimrera; (0) cuMmnTomMu Ha WHpeKus 6e3
MPOMSIHA WJIM HaMasiBaIy; (B) CTaOMIIHA XeMOJMHAMHUKA.

HeotroBopunu nanuentu: (a) nmepcucTypai uid HHTEpMUTEHTEH GeOpunuTeT; (0) CUMIITOMU Ha

unpeknus 6e3 momoOpeHwe; (B) XEMOJWHAMUYHA HECTAOMIHOCT, (T) TEePCUCTHUPAITH
TTOJIOKUTEITHA XEMOKYJITYPH.

38.7. IloBenenue npu 0TroBOpP KbM eMnupu4Ho ABJI

[Inanupa ce va 72-120-u yac.

OcHoBHM mnpuHiMnu: (a) mpoabkaBa emnupuyHoto ABJI; (6) mpu crapt c ,,moxxomsur’
vancomycin J€UeHHUETO MPOIbIKaBA; (B) aHTUOMOTUYHUST PEKUM Mpoabiixkana 10 AHb >
0.5 G/1 u mpoabIIKaBaIIO TOKaYBaHE.

[Mpoasmxutennoct Ha ABJI npu nokymentupanu nndekmuu: (a) HauanHoto ABJI mpoabmxasa 10
nocturane Ha AHB > 0.5 G/1 u npoxwsmkaBamo nokausane; (6) ABJI ce maauBHayanmsmpa Ha
0a3ara Ha: HEyTpPOQWIHO BB3CTAaHOBSBAaHEe, ObpP3MHA HA HOpPMAIM3MpaHEe Ha TeMIeparyparta,
cnenn(UIHO MCTO Ha HMH(QEKIHs, MaToreH, KoMopOumaHocT; (B) BpemerpacHe Ha ABJI mpu
TOKyMeHTupaHu nHpekuuu: (1) Ha Koxka/MeKu ThbkaHu — 7-14 aHu;

(i) HeycnoxkneHa 6akrepuemusi: ¢ Gram (—) marorenu — 10-14 gam, ¢ Gram (+) matoreHu.

— 7-14 nHu, cbe S. aureus — MoHe 2 CEIMULIM ciie]l IbpBa HEraTUBHA XEMOKYJITypa M HOpMajHa
TpaHce3odareaiHa exoKapauorpama, ¢ rp0M — IMOHE 2 CEeIMHIHM CJlel IbpBa HETraTHBHA
XeMOKYNTypa; (iii) cunyutu — 10-21 guu; (iv) 6akrepuanna mueBmonus — 10-21 guu;

(v) dynruansau napexknun: ¢ Candida — mone 2 ceaqMuIM clie]] MbpBa HETaTUBHA XEMOKYJITYPa,
c iecenu (Aspergillus) — Muaumym 12 ceamuny; (vi) BupycHu uadexkruu (HSV/VZV) — 7-10
JHU.
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[Mpoabsmxutennoct Ha ABJI npu debpunuter ¢ HesiceH npousxoa: (a) mpu gocturane Ha AHB
> 0.5 G/l ce npexbeBa;

(6) mpu AHB 0.5 G/I: (i) mpombmkaBa A0 BB3CTAHOBSIBAaHE Ha HeyTporeHusTa win (i)
NPEBKIIIOYBAHE HA OPAJIHM aHTUOMOTHIIM 10 Bh3CTAaHOBsABaHE Ha HeyTpomeHusTa (ciprofloxacin —
500 mg Bceku 8 vaca + amoxicillin/clavulanate — 500 mg Bcexu 8 uaca), wnm (ii1) oOCHXKIaHe 3a
npeKkbeBaHe cien 7-14 1Hu npu KIMHUYHA CTa0OMITHOCT.

38.8. IloBeneHne Npu JIUICA HA OTTOBOP KbM eMnupu4dHo ABJI

[Inanupa ce Ha 72-120-u yac.

@eOpUIINTET ¢ HesiCeH MPOU3XOA: (a) cTaOWIHM ManueHTu: (1) MPOabIDKaBa aHTHOAKTEPHAITHO
nedyenue; (i) oOCkXKIaHe 3a aHTH(YHTHAHA Tepamus C aKTUBHOCT CpEIly IUIeceHHu (Tmpu
bebpunuter > 4 nuu crnen emmupuaHo ABJD); (0) HecTaOUITHY MAIIMEHTH:

HIUPOKOCTIEKTHPHO MTOKPUBaHE (110 KJIMHUYHU MHANKAIIUN) Ha aHaepoOu, pe3ucteHTHru Gram (—) u
Gram (+) matorenu; (ii) oocwxnane 3a G-CSF; (ii1) mokpuBane 3a Candida; (iii) oOcwkxknane 3a
aHTH(yHTHAIHA TEpamusi ¢ aKTHB- HOCT cpenry IuieceHdu (mpu ¢edpwimrter > 4 THH cieq
emnupuyHo ABJI).

JoxkyMeHnTupana uH(pekuus: (a) mpereHka 3a HaW-MOAXOIANIM aHTHOMOTHIM (Oa3upaHO Ha
Mukpobuonorus); (6) oocwmxnane 3a G-CSF.

38.9. AMOyJ1aTOpPHO Jie4eHHe HA MAIUEHTH C HUCBK PUCK

[Ipenenka 3a npoBexaane: (a) 00EKTUBHO H3cieaABaHe; (0) OlleHKa Ha Ja0OPaTOPHU U3CIICIBAHUS;
(B) OlIEHKA HA COIMATIHU KPUTEPHUH 32 JOMAIIHO JICYCHHUE: ChITIacCue Ha MallUeHTa, HaTu4yue Ha 24-
YacOBU JIOMAIlIHU TPUXKH, JOMAlleH TeleoH, Je- CEeH IOCThI NpPHU CIEUIHOCT, aJeKBAaTHU
JIOMAIITHU YCJIOBUS, JUCTAHIUS OKOJO | 9ac OT METUIIMHCKHU IEHTHP WM JIEKapCKu KaOWHeT; (T)
orneHka 3a opanHo ABJI: Ge3 moBpwIllaHe W TajcHE, TOJEPHPAHE HA OPATHH JICKAPCTBEHHU
NPOAYKTH, 0e3 mpeaxoxaamia npopuiIakTuka ¢ GpryopoXuHOIOHH.

Havanna onieHka (¢ KpaThk MpecToil B O0IHMIIA, JIeKapCKH KaOWHET WK BKbIIH 3a 2-12 vaca):

(a) moTBBpXKACHUE HA HUCHK pUCK; (0) mpuiarane Ha mppBa g03a ot ABJI u HaGmogaBane 3a
peakuus; (B) IUIaHUpaAHE 32 M3MHCBaHE M JAOMAIIHO HaOmojaeHue; (T) oOydyeHHe Ha MalueHTa;
(1) mpenocraBsHe Ha TenedoHHa JoMalllHa Bpb3Ka 3a 12-24 yaca.

TepaneBTuuaM n300pu: (a) KHTPABEHO3HU aHTUOMOTHIIM B IoMa; (0) €THOKPATEH IbITOACHCTRAII]
HWHTPABCHO3CH arcHT

+ opasHa Tepamnusi: (i) B 1oma, (i) B kabuHeTa; (B) caMo opaiiHa Tepamus (ako He € TMPOBEKIaHa
XuHOJIOHOBa mpodwunaktuka): (i) 500 mg ciprofloxacin Ha 8 waca + 500 mg
amoxilillin/clavulanate na 8 vaca; (ii) apyru opanuu pexumu — levofloxacin.

HaGimrotenue: (a) e:xxeJHEBHO MOHHUTOpUpPaHE (0T MEIUIIMHCKO JUIe); (0) exxenHeBeH GU3nKaIeH
nperuies (B KIMHUKA WIK TOMAalTHa BU3UTa): (i) mpe3 mbpBUTE 72 yaca — 3a OIICHKAa Ha OTrOBOPA,
TOKCHYHOCT M KbMIUTAWBHC; (ii) IpH OTTOBOP

— ype3 exeIHEBHO Tele(OHHO MPOCIe/IIBaHE.
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[IpyunHu 3a BpblnaHe B OonHUIA: (a) MONOKUTWIHM Kyntypu; (0) HOBM cHUMITOMH; (B)
MEPCUCTHPAHE WM BB3CTaHOBsABaHe Ha (eOpwmmrer Ha 3-5-u 1eH; (I) HEBB3MOXKHOCT 3a
npoabkaBane Ha ABJI (opasien uHTONEpaHC).

38.10. AuTHOaKkTepUaJIHA NPOPUIAKTHKA IPH HEYTPONEHUSI

O6cwxmane 3a pecnupatopuu xuHOJMOHHM (levofloxacin, ciprofloxacin) mpu ouakBaHa
npoabmkuTenHocT Ha HeyTponenus (AHB < G/1) moseue ot 7 quu.

160



39. MOBEJAEHMUME TP KAPIIMHOM-CBBbP3AHA AHEMUA

AHeMusTa € 4ecTo CpellaH CHUHIPOM IPH TAIHEHTH CBhC 3I0KAYECTBEHH COJMIHU TYMOPH.
CwBpeMeHHOTO JieueHue e ¢ epurponoeTu — Darbepoetin, Erythropoietin-alpha u Erythropoietin-
beta. OCHOBHU IL1eJIN HA JIGYEHUETO ca: MMOI00psABaHE KAYeCTBOTO HA )KHUBOT U MPEJOTBPATSIBAHE HA
xeMoTpaHcyszuute. HsSKOM HONBIHUTETHM NPUYMHMA 32 aHEMUS, KaTo XKele3eH Ie(UIINT,
KbpBEHE, XpaHNUTENCH NePUIIUT WIM XEMOJH3a, TPAOBa qa ObJAT KOPUTHPAHU TPEIH JICYEHHE C
Erythropoietin. Ilpu nDamMeHTH CbC COMUAHM 3JI0KAYECTBEHHM TYMOPU Ha XHMHO- W/HWIU

npyeneueHue TepanusaTa ¢ Erythropoietin TpsiOBa nma 3amouHe mpu CTOMHOCTH Ha XEMOTJIOOHMH
(Hb) 90-110 g/1.

[Tpn mammenT ¢ aHeMusi, CBbp3aHa ChC 3JI0KAYECTBEHN COJIMIHHA TYMOPH, KOUTO HE ca Ha XMMHUO-
u/wim rp4enedeHue, tepanusta ¢ Erythropoietin Tps6Ba na 3anoune npu HuBa Ha Hb 90-110 g/l u
CHMIITOMH Ha aHEMHSI.

ITpu manueHTH ¢ aHeMHs € HeoOX0IMMO MPOBEXIaHe HAa XeMOTpaHC(y3uu Mpenu 3arnoyBaHe Ha
XMMHUOTEpAnus 3a JOCTUTaHe Ha JKeJaHuTe cToiHocTH Ha Hb.

HpI/I MNaUCHTU C HUCKO CCPYMHO KCJIA30 CC NpCIopbyBa MNPHUIIOKCHHUEC HAa BCHO3CH KCJIIC3CH
npenapar A0 AOCTUIaHC Ha HOPMaJIHU CTOMHOCTH Ha TOTaJeH JKEIIA30CBbpP3BAlll KallallUTET
(TXKCK).

He ce npenopbuBa npodunaktruano npunoxenne Ha Erythropoietin 3a mpeBeHIs Ha aHEMUS TIPU
MAIMEeHTH C TMPEJCTOANAa XMMHUO- W/HMIM JThYENICYCHUE W ¢ HOpMajHHM croiiHocTH Ha Hb mpm
3aroYBaHe Ha JICYCHHUE.

JledyenneTo mpoabDKaBa A0 JIOCTUTaHE W TMOAAbpkaHe Ha crtoWHOocT Ha Hb < 120 g/l n
nogo0peHne Ha CUMITOMHUTE Ha aHeMus. [lpu nocturane Ha HopmayiHU cToiHOCTH Ha Hb mozarta
CE HaMaJIsiBa 4pe3 TUTPHUPAHE.

Erythropoietin ce npunara egHokpatHo ceamuuHo B 1031 30 000 U unu 3 meti mo 10 000 U. He
ce MpenopbyBa W3MOJI3BAHE Ha BHUCOKM HauvamHM 1o3u. Ilpm msmonsBane Ha Darbepoetin ce
npunara go3a 2.25 meg/kg (150 meg) ceamuuno mnu 6.25 meg/kg (300, 500 meg) Ha 3 cenmuiy,
CHHXPOHHO C Kypca XUMHUOTEPAITHSI.
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40. IMOBEJEHHE INPU T ACTPOUHTECTUHAJIHA TOKCUYHOCT
JIuraBuyHa TOKCHYHOCT - OPaJeH MyKO3UT (CTOMATHT)

[Topanu BHucoOkaTa cu mponudepaTHBHA aKTHBHOCT,MYKO3HUs enuTen Ha jurasunata Ha [UT e
0COOCHO YyBCTBHUTEJICH Ha JIEHCTBUETO HA IIUTOCTATUYHUTE areHTH U HAKOW TapreTHU MOJIEKYJIH,
karo Cetuximab.Haii-uecTo ce 3acsraT JUTaBHIINTE HA YCTHUTE,0y3MTE ,MEKOTO HEOIIe,lT01a Ha
yCTHaTa KyX1Ha M BEHTpaJHATa MOBbPXHOCT Ha e€3uKa.l[porpecuBHOTO yBpeK1aHe Ha JTUTaBULaTa
Ha yCTHaTa KyXMHa W HOCOTJIbTKAaTa BOAHM JO E€PUTEM,EeleM,aTpodusi U B TEKKUTE CIydau M0
yJILEepaluu.

HDOd)I/IJ'IaKTI/IKa 1 JICYCHUEC HA CTOMATHUT

CtoMaTuThT MOXe Jja ObJe BXOJHA BpaTa Ha MPUYMHHUTEN Ha MHQEKINH / MAIIMEHTUTE C OpajeH
MYKO3HT Ca YECTO HEYTPONICHUYHU U TPOMOOLIUTOIIEHUYHU 1 MUEHETO Ha 3b0M MOXKE J1a MPUUNHI
KbpBEHE OT BEHIIUTE, U J]a TOBEJE /10 MpexoaHa OakTepueMust/. YecTo ce yCIoXHSIBa OT I'bONYHU
UHQEKIUH.

MueHe Ha 3b0HUTe C MeKa YeTKa cje]l BCIKO XpaHeHe U Ipeau JisiraHe Beuep; IpaBeHe Ha raprapa ¢
ne3uH(EKIMpaIy pa3TBOPH, TOILIH COJIEBU Pa3CTBOPH, HAIp. Jlaiika, CMpaIHKa.

YecToTo IMPOMHBAHEC C PA3TBOP HA HATPUCB XJIOPH/J ITOMAra 3a 3alla3BaHC Ha JIMT'aBUIlaTa BJIA’KHA,
HaMaJlsiBa BTBBPASABAHCTO HAa CEKPCTU, U YCIIOKOABA Bb3IIAJICHATA JIMT'aBULId

HukaxbsB aqIKkoxo0JI/HUKOTHH 110 BPEMC Ha XUMHUOTCpaAIrAd U JIBYCIICUCHUC.

Xpana, OeiHa Ha KUCEIMHH, MEKa, CMIISTHA (TTFOPE)

Kpuotepanus ¢ kyGueTa e /manueHTuTe TpsiOBa 1a cMydaTt Kyouera jieq B mpoabbkeHue Ha 30
MUHYTH TIpey ¥ MO BpeMe Ha MHQY3us Ha xumuorepanus/ e€peKTHBHO HaMalsiBa MosiBaTa U
TEXECTTa Ha MYKO3HT IPH MAIUCHTH, TIOJIOKEHH Ha XUMHOTEpanus ¢ 60yc 5- ¢iryopoypaiui u
Mmendanas.

JlazepHa Tepamnus 3a MpeIOTBpaTsIBAaHE W YIPABICHUE HA OpaJIeH MyKO3HUT, HO M3MOJI3BAHETO i €
OTPaHUYCHO.

Jleuenne Ha MOAO3MpaHa KaHAMI03a. AHTUMUKOTHYHO JIEYEHHE C pa3TBOp Ha am¢orepuuuH B
4x5wmi. cycniensust , Fluconazole 1x200mr mrep oc

Bonka mpu manmeHTH ¢ opalieH MyKo3HWT- JiokanHu/ Lidocain spray/, CHCTEMHHU aHaITeTHIIH,
HCTIBC. ITpu mHOTO criiHa 60JIKa ce MPernopbuBaT OMUOM/IN.

[TapenTepanHo XxpaHeHe PU U3Pa3eH CTOMATHUT WK e30(arut

[MpodunakTrka Ha TaIcHETO M MOBPBIIAHETO NMPH XUMHOTEPATTHS

l"ameneTo, MOBPBIIAHETO U AWAPHUATA Ca €IHU OT HAH-TPEBOXKHUTE CUMIITOMU 3a OONMHHS. AKO HE
ce TMOATHUCHAT €(PEKTUBHO BOIAT JO TEXKKH YCIOKHEHUS- IeXUApATalus, EJIECKTPOIUTEH
;[Hc6anch, BJIOIICHO 0611_[0 CbCTOSAHHUC, OTJIAraHC¢ Ha JICYCHHUCTO, PCAYKIHA Ha NO3W WM HUCKA
€(heKTUBHOCT Ha JICUEHUETO.

Paznnuasat ce uskonko Buga MXTITI:

e OcTpo — Bb3HHMKBA B IbPBUTE 24 U CJIel XUMUOTEpANUATa
e OTCcpoYeHO — MOSBSABA CE€ HA BTOPUS JI€H WM IT0-KBCHO

L4 Pe(bpaKTepHO — [OsIBSABA C€ HC3aBUCHUMO OT IIPOBCKIaHAaTa AHTUCMCTHUYHA TCPAIIUA
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L4 HpeI[BapI/ITeJ'IHO — OsBsABA CC MPEAU HAYAJIOTO HA JICHCHUCTO U OOUKHOBEHO € pe3yrar
oT HGCQ)CKTI/IBHO MOTHUCKAaHC HAa TE3U CUMIITOMH IIPpHU NPCALICCTBAILO JICYCHUC

OcBeH OT TpOBEXJIaHATA JICKAPCTBEHA TEpAIWs, TE MOTAaT Ja C¢ MPOBOKHPAT M SITPOTEHHO, OT
JbUYETepanus, BCICICTBUE HA aHECTE3Us IPU OTepaTHBHA MHTEPBEHIIMS, MOTAT Jia Ce AbJDKAT U Ha
caMoTO 3a00IIBaHeE.

MexaHau3MHuTe Ha TaICHCTO 1 MOBPBHITAHCTO BKIIOYBAT ABA IIBTA — Hepn(bepeH " OCHTPAJICH.

I{eHTpaneH mbT - BKIFOYBAHE HA 33 JHUS BarycoB pedIekc upes:

AdepeHTHH CUTHAIM OT pa3KJOHEHHsTa Ha Ha N.vagus B CTOMAIllHATa ¥ YpEBHATA JIMTaBHIA B
pe3yaTaT Ha TMOCTBIMIM JpPa3HUTENM TaM KbM IEHThpa Ha moBpbiIaHeTo ( nucleus tractus
solitarii) B MO3bYHHUS CTBOJI.

AxTuBHpaHEe Ha XeMmopeuentopHata TpurepHa 3oHa (XPT3) B 4eTBbpTH MO3BUYEH
BEHTPUKYJ,KOSITO € B MPSAK KOHTAKT ¢ nepudepHOTO KphBOOOpbhINeHHe. HeBpoMenuaTopure Ha
XPT3, kouTO UrpasT pojs B MOBPBLIAHETO Ca: ALUETUIXOJUH, AomnamuH, xuctramuH, GABA,
CEepOTOHUH, cyOcTaHus P, KakTO M ChOTBETHUTE UM PEIICTITOPH.

Eq)epeHTHI/I BaryCoBu CHUIrHalii KbM XpaHOIIPOBOAA, CTOMAxa, 4YpCBHATa JIMI'aBUIld, HCBPOHU B
zma(bparMaTa, ABTOHOMHH e(l)epeHTHI/I CUTHaJIM KbM CHPUECTO, AUXATCIHUTC MIbTUILA, CJIIOHYCHUTC
KIIE3H, KOXKaTa, KOCTO 00sICHsIBa ITOSABATa Ha npoaApOMATIHU CUMIITOMHA Ha aKTA HAa IIOBPBIIAHETO.

[lepudepHusT IBT ce aKTUBHpPA, KOTaToO ONPEEIICH APa3HUTEN, B CIydasl HUTOCTATHK, CTUMYJIMpA
E€HTEepOXpOMa(pUHHUTE KIETKW B TOPHUSA €TaX Ha TaCTPOMHTECTUHAJIHUS TPaKT, OTHENS Ce
CEepOTOHMH, KOHTO ce cBbp3Ba ¢ 5-HT3 penenropute M 4pe3 BarycoBHM HEPBHU Pa3KIOHEHHS
U3Mpala eMETUYHU HMITYJICH JTUPEKTHO /10 LEHThpa Ha MOBPBILAHETO WM MHIUPEKTHO 4pe3
XeMOpeLeNnTopHaTa TPUrepHa 30Ha.

prrII/I HI/ITOCTaTI/IIII/I/ OMOJIOTHYHHU arciHTu, B 3aBHCHMOCT OT CMCTOI'CHHHUA IIOTCHIHAI H
MMPEBCHIUA HAa TOPHO-AUCIICIITUYHNA CUHIPOM

Bucox (>90%) Cpenen (30% - 90%) | Hucbk (10%-30%) | Munumajen
(<10%)

SHT -3 SHT -3 SHT -3 anTaronucr HE Cce MpuiaraTt

aHTaroHuctt+aprepitant+ | antaronuct+Dexa
methasone

dexamethasone

Carmustine>250 mg/m2 | Altretamine Abraxane Aflibercept

Cisplatin Amifostine  >300 Amifostine <300 | Alectinib
mg/m?2 mg/m?2

Cyclophosphamide > 1500 mg/m2 | Cabazitaxel Asparaginase

Azacytidine

Cyclophosphamide/Dox | Bortezomib Capecitabine Bevacizumab

orubicin

Cyclophosphamide/Epir | Carboplatin Cetuximab Bleomycin

ubicin

Cytarabine >/=2 g/m2 Carmustine <250 | Cytarabine 100-200 | Busulfan
mg/m2 mg/m2
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Dacarbazine Cyclophosphamide Docetaxel Cabozantinib
<1500 mg/m2
Dactinomycin Cyclophosphamide p.o. | Doxorubicin<20 Ceritinib
mg/m?2
Lomustine Cytarabine Liposomal Chlorambucil
Doxorubicin
Mechlorethamine Daunorubicine Eribulin mesylate Cladribine
Procarbazine Dextrazoxane Etoposide i.v. Cobimetinib
Streptozocin Doxorubicin  >20 Fludarabine Crizotinib
mg/m?2
Epirubicin Fluorouracil Dabrafenib
Etoposide p.o. Gemcitabine Dasatinib
Idarubicin Lapatinib Erlotinib
Ifostamide Methotrexate <250 | Everolimus
mg/m2
Imatinib Mitomycin Gefitinib
Irinotecan Mitoxantrone <12 | Fludarabine
mg/m?2
Melphalan Paclitaxel Hydroxyurea
Methotrexate >250 | Panitumumab Interferon
mg/m2
Mitoxantrone >12 | Rituximab Ipilimumab
mg/m?2
Oxaliplatin Temsirolimus Melphalan
Pemetrexed Teniposide Mercaptopurine
Temozolomide Thiotepa Mesna
Topotecan Methotrexate
<50 mg/m2
Trifluridine/tipiracil | Nivolumab
Vinorelbine Olaparib
Vorinostat Osimertinib
Palbociclib
Pazopanib
Pembrolizumab
Pertuzumab
Regorafenib
Sorafenib
Sunitinib
Thalidomid
Thioguanine
Trametinib
Trastuzumab
Vandetanib
Vemurafenib
Vinblastine
Vincristine

OCHOBHH NMPaBWJIA 32 AHTHEMETHYHA TepaInusi:
JlozupaHe — 3amoyBa ce ¢ Hali-Malikata e(peKTHBHa J103a 32 ChOTBETHATA TePATIHS
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N360p Ha aHTHEMETHK — 0a3upa ce Ha €METOTCHHHUS PHCK OT NMPOBEXJaHaTa NMPU KOHKPETHHS
nanueHT tepanus. CoriacHo npenopbkute Ha MASCC u ESMO:

- Ilpm nunca Ha NKI1 penentopeH aHTaroHWcCT, 32 MNPEANOYUTAHE € MPUIIOKEHUE Ha
[Tanonocerpon

OTxBBpyIsiHE Ha JpyrM NPUYMHM 3a TaJieHE M TOBpBILAHE: XUIEPTOHMYHA KpHU3a, UYPEBHA
00CTPYKIIHS, MO3BYHU METACTa3H, MPOOJIEeMHU ¢ BeCTUOYIApHUS arapar, eJICKTPOIUTEH aucOaaHc,
ypemus, Jpyrd JeKapcTBa (OMHOWIN, AHTUOWOTHUIM), TCUXO(DU3UOJIOTUYHA MPUYUHU
(TpeBOXKHOCT).

[Ipu mpoBexxaaHe Ha JIbUETEPAIUS CHIIO TPSAOBA /1a ce MPEIEeHN PHCKa OT EMETOTeHEeH eeKT Ha
npusaraHara g03a u 001acTra, Koaro ce o0puBa. BbB BCHUKHM cilydan ce Haara npo(uiIakTuka ¢
5-HT3 penenTopeH aHTarOHUCT NIPEAM BCsKA PpaKIus, ChC WM 0e3 T00aBsiHE HA JCKCAMETa30H.

I'agene ¥ MoBphILIAHE TIPU 0OJIHH C HannpcaHalo 3JJ0Ka4YCCTBCHO 3a00/1s1BaHE

Haii-uecto B TO3U CTaI[I/II\/’I Ha 3a00JIIBaHETO raZICHETO U MOBPBINAHETO Ca O6YCJ'IOBCHI/I OT MHOTI'O
(baKTDpI/I, KOCTO onpcaciid U NpCAINOYNTaHuATa KbM €IUH UKW APYT aHTUCMCTUK —

- HapyIIeH MOTWJINTET Ha cTOMaxa (METOKJIOMpPaMHuI),
- XelaroMeraius,

- KOHCTHUIIAIIUA,

- IMpUEM Ha OIMMUOUIH,

- TIOBHUIICHO BBTPEUEPEIHO HAJSTaHE (JIEKCaMEeTa30H),

- 4YpeBHa OOCTPYKUHMs (CKOMOJAMHH W OKTPEOTHA MpH OOWIHA YpeBHA CEKpelus U
HEBB3MOXKHOCT 32 OllepaTUBHA NHTEPBEHIIMS).

NKI1 penentopHUTE aHTarOHUCTH HE C€ NpuaraT B TE€3W CIydad MOpagud BHCOKAaTa UM II€HA.
AHTHEMETHIIHN :

CepOTOHMHOBU PEIENTOPHU aHTAarOHUCTH-CEPOTOHUHBT CE€ CEKPEeTUpa OT EHTepOXpoMadUHHUTE
KJIETKH B ropHUTE OTAeaM Ha [ I'T 1 € oTroBOpeH 3a MOBPBIIAHETO,CTUMYIUPA IEPUCTAITUKATA U
CEKPETOPHUTE PEQIICKCH.

1. 5SHT-3 auraronucru

MUTOCTaTUYHA TEPpaIunsd, IIOCTOICPATUBHO U TBbYCBOMHAYIIUPAHO I'aICHEC U ITOBPBHIIAHE

CenextuBuu 5-HT?3 anTarouuctu:

[Tpunarat ce 30 min npeau XUMHOTEpanus, NpoabkaBa MO BpeMe Ha XT W HAKOJIKO JHHU
cinen pukmouBanero Ha HIJIP: rmaBoGomume, "flush", mpexomHo pasnBrkBaHE Ha CEPyMHHUTE
TpaHCaMMHa3M, 3aleK, yabbkaBaHe Ha QT nHTepBail.

Ondansetron hydrochloride: 2x8 mg per os/ i.v./i.m. Makcumannara o3a 3a 244. ¢ 32mg/nH, 1-
5 nen. ExnoxpatHa mo3a mo- romsima ot 16mg B 50-100m1 0,9% NaCl 3a muaumMyMm 15 muH.
Buaumonue! /lozo03aBucumo ysenuuenue Ha QT uHTEepBania.

Granisetron hydrochloride: i.v. 1-3 mg (10-40 ug / kr) 6aBHa MHTpaBEHO3HA WHKCKIIUS WU
MHTpaBEHO3HA MH(Y3HS pa3pe’kaa U ce Impuiiara B MpoIbJKEHNE Ha 5 MUHYTH. Pa3TBopbT TpsiOBa
Jla Ce pa3peny 10 5 M Ha MIJIWIUTHP. MakcumanHara /103a 3a 244. He TpsiOBa 1a HajaBuIaBa 9
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mg per os-1 mg 2x nHeBHO wiM 2 mg 1x gHeBHO g0 | ceamuma ciex JpueTepanus WUIU
xumuotepanus. [IspBata mo3a Kytril TpsiOBa na ce mprtara B pamkute Ha lh mpenu .Ha9amoro Ha
JIEYEHHUETO.

Palonosetron hydrochloride /mpenorBpaTsiBane Ha TageHe MW MOBpPBINAHE, CBBP3AHO C
xumuoTepanust/: 250 mmkporpama emHokpatHo Oomyc 3a 30 cekynmu; 500 mukporpama
eIHOKpaTHO Tep oc 1h npenu XxumuoTepanusTa

Dolasetron Mesylate — npenoTBpatsiBa rajieHe W NOBpPBIIAHE MHAYLHMPAHU OT XMMHOTEpAIIns,
MIOCTOTNIEPATUBHO TajJieHe U noBpbliane - 1,8 mg/kg enqunnyna i.v.103a

Tropisetron -3a npenoTBparsiBaHe Ha rajeHe U NOBPBIIAHE MHAYLUPAHU OT XUMHOTEpANHUL; 5
mg/mH. uHTpaBeHo3Ha nHDy3us pazpeneH B 100 mir. 0,9% NaCl wim 5% p-p Ha [mroko3a.

HecenextuBau 5-HT3 pernientopHu aHTaroHUCTU- T€ C€ CBBP3BAT U C APYTH PELIENTOPU- TOTTAMUH
2, XonuHEepruyHu win XucramuH 1 peuenropu. ToBa BOAM 10 MOBUIIABAaHE HA aHTUEMETHYHATA
uM eextuBHOCT. Te umat babr nomykuBoT /20-50 yaca/ U ce mpuarat €IuH I'bT JTHEBHO.

NKI1 peuentopen antaronuct: ymepeno CYP450 3A4 uuxuOutop, ¥ €eAHOBPEMEHHO NPUIIOKEHUE
¢ CYP450 3A4 cyGcTpatu mMoraT Jia moBUIIAT TOKCHYHOCT. He ce mpemopbuBa 3a ymoTpeda c
uKiIopochaMua-chabpKaIM CXEMU WIM CXEMHU Ha JOLETaKces; U JBara ce MeTaboiIu3upaT OT
CYP450 3A4 , xoeTo € MpeArnocTaBKa 3a IOMBJIHUTEIHA TOKCUYHOCT.

Jen 1 Jlen 2 Jlen 3
Aprepitant /| 125Mmr opamHo/ 80 mr opanHo / 80 mr opanHo/
Fosaprepitant

150mri.v. 3a 30mua | HE HE
Dexamethasone 12 mr opanHO HUTO €JIMH HUTO €JIMH
5-HT 3 anrtaronuctu | CtangapTHa 1032 OT | HUTO €IMH HUTO €INH

5-HT 3

AHTArOHHUCTHU

Koptukocrepouau / nucleus tractus solitarius, 5-HT3 aHTaroHucT/. murocraTudHa Tepamus,
NAJMATHBHUTE TPIDKM  TIOCTONEPATUBHO W JIBYCBOMHIYIMPAHO TaJeHE U  IOBpPBIIaHE
Dexamethasone 2x8 mg i.v./i.m.; 20 mg i.v.Henocpeactseno npeau XT

JlonaMyUHOBH pelieNTOPHU AHTATOHUCTH: C €(EKT BbPXY JIOMAMHUHOBUTE 2 M 3 PEIENTOPH.

Metoclopramide /antaroHuct Ha nomaMuH-2 penenropurte, ciad 5S-HT3 penenropeH aHTaroHucCT,
cenektuBeH 5-HT4 peuentopen antaronuct/: [{o3a:10-20mg i.m./i.v. 6aBuo 1/2h npenu XT u npu
HE00X0IMMOCT TIOBTOpEHHE Ha Oh

HJIP: EKCTpaHI/IpaMI/II[HI/I CUMIITOMU: OCTpa AUCTOHUSA, AUCKHUHC3UA, IMAaPKUHCOHOB CHUHIAPOM,
aKaTu3usd, CJICA MpujaraHe Ha CIHOKpPATHU AO3W MCTOKJIOIIpaMU I, 0Cco0eHO IIpr MJ1au Xopa.

AnTtugot: Akineton Smg i.v. 6aBHO
Chlorpromazine

25 mg/ml amp. — 1 MJ1/9 Ipu CTPOT KOHTPOJI HA KPBBHOTO HaysATaHe!
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Haloperidol - mocronepatusHo ragene 1,5-3 mg per os/ s.c. Beuep

Droperidol cpi1o ce u3non3sa 3a Je4eHUE Ha MOCTONEPATUBHO ra/ICHE U MOBPBILAHE.
MycCKkaprHOBU XOJMHEPTUYHHA U XUCTAMUHOBHU PELIENITOPHN aHTarOHUCTH
[Tpu HapymieHwst BbB BECTHOYJIApHUS arapar

Dimenhydrinat 50mg tab.
6. AIIOBaHTH, IPMJIATAHU C AHTHEMETHUIIUTE:
[Tpu pedpaxTepHn Ha JieueHNE TaJICHE U MTOBPBIIAaHE B KOMOMHAIUS C aHTUEMETUIIH

Gabapentin — anHajmor Ha TraMa-aMHHOOYTHpPOBaTa KHCEIMHA C PEIaKCUpAIl, TOTUCKAII]
TPEBOKHOCTTA M aHTUKOHBYJIcUBEH edek 300 mg 2-3 mbTH JHEBHO - 2 JTHU MPEH 3alo4YBaHe Ha
XUMHOTEpanusaTa u 1 ceamuiia ciesn Tosa.

Olanzapine - aTUMTUYEH aHTHIICUXOTHK, C AaHTUXOJUHEPTHYHU €(DEKTH M TapreTupail MHOXKECTBO
peuentopu B LIHC, Bxmtountenno u SHT-3; 10 mg BeAHBK THEBHO, 3alI0YBAKU OT MTbPBU JICH Ha
XUMHUOTEPATICBTUYHHIS [TUKBJ ¥ MPOABIKABAUKY OIlle 3 THU CIIeH Kpas My.

bemsoauazenuuu - Lorazepam U Jp.- IpU IICUXOIE€HHA HACJIOWKa M aHTULUIIATOPHO
MOBPBUIAHE: OT IEHA IPEIU A0 ACHA CIe] XMMUOTEPAIEBTUYHUS [IUKBIL.

JAunapus

IIpencraBnsBa ycnoxHeHue oT JiedeHueto npu 50%-80% OT OHKOJIOrMYHO OOJHHTE, KOUTO
NPOBEXKIAT JIbUETEpanusi Ha Ta3oBaTa OO0JIACT, XUMHOTEepanusi C (IIyOpONUPUMHUANHU, WU
NOJTy4yaBaT TUPO3UH-KMHA3HU MHXUOUTOpH. [lHapusTa e 1030JUMHUTHpAIa TOKCUYHOCT, 0COOEHO
Ipy KOMOMHUPAHU PEXXUMHU. 3a IUapHsl C€ TOBOPH, KOTaTO U3X0XKIaHUATA ca MIOBEYE OT 3 THEBHO,
HaaxBepiAT 300 cm3/enu3on u cravpxar >70% Boga [11].

CohriacHo cucremara 3a rpaJupaHe Ha HEKEJIaHUT € JieKapcTBeHU peakuuu Ha National Cancer
Institute, Tnapusita 6uBa:

- cremeH | (<4 nedekanuu JTHEBHO);

- creneH 2 (4-6 nedekanuu THEBHO ChC CIIENITHOCT);

- creneH 3 (>7 pedekanuu THEBHO, MHKOHTHHEHIIMS, W.B. OBOJHSBaHEe >24 4, M3UCKBa
XOCTIMTAIIA3AITHA );

- creneH 4 — )KMBOTO3aCTPAIIABAIO ChCTOSHHUE, XEMOMHAMUYEH KOJIaIIC.

Haii-uecro nauapusi Bb3HMKBA npu JiedeHue c¢: 5-OY, kanenuraOuH, TONOU30MEPAZHU
WHXUOUTOPH, TaKCaHU, EPIOTUHUO, TePUTUHUO, copadeHnd, CYHUTUHIO, UMAaTUHUO, €BEPOTUMYC
A KOMOWHAIIUU OT TAX.

Hpez[nonaraeMI/I MCXAaHU3MU Ha BB3HUKBAHC Ha AUApUATA, YECTOTa HPpH MNPOTHBOTYMOPHO
JICYCHHC

JlekapcTBeH MPOAYKT MexaHu3bM YecToTa, Bpeme 3a nmosipa

Fluoropyrimidines: [Totuckane B wmuto3a Ha | Ilpu okosno 50% ot OonmHuTeE,
5-FU KJIETKUTE Ha ENUTEIHUTE | MOJTydaBally 5-FU —
Capecitabine KpHUITH, KOETO BOJH JI0 ceiMUUHM BiMBaHuA. Ilpu

HapymoieH OajaHC  MEXJAy | MOJIOBMHATA OT TSIX Ce Hajara
cekpenusaTa u abcopOuusiTa B | MapeHTepaIHa XUIpaTaIHs
THHKOTO YEpPBO
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Tonouzomepazuu Octpo HAYaso — | OcTpo Hauano — Mpu OKOJI0
WHXUOHUTOPH: XOJIMHEPTUYHU CBOMCTBA 80% ot 6omHUTE
ce HaOmomaBaT JeKH 10
Irinotecan OTtcpouena 1osIBa — | YMEpPEHO TEeKKH
JIEKOHIOTHPaHe Ha | cumnTomu; npu 10% - Texxku
metabonura Ha CPT — SN-38
TJIOKYPOHHII  OT  YPEBHHU
OaxTepuu,
KOETO MO3BOJISIBA TUPEKTHO OtcpoueHa mosiBa — TpuU
BB3JICHCTBUE BBPXY UpeBHUSA | 0K0yi0 60% - 87% oT
enuTelN; MHAYLUPaHa OT OonHHTE
JIeKapCTBEHH POAYKTH
MPOIYKIIHS Ha
npouH(IaMaTOpHU
[IUTOKUHUI
Takcanu — [Mpenm3BukBa wucxemust Ha | Okomo 25% or OosHHTE,
Docetaxel 1e0enoTo 4epBo cnabo u3pazeHa
gpes:
-TUpeKTeH  e(eKT  BBPXY
enuTena (HeKpo3a)
-aHTUAHTHOTeHEH e(PeKT
Erlotinib Hescen mexanussMm, moxke 6u | 40% - 60% ot OoiHHTE,
Gefitinib Wrpae poJia MOTUCKAHETO HA | PAIKO € TeKKa
EGFR, xoeTo nosiusBa
CeKpelusiTa Ha  XJOPHUIU
(moBuIIEHAaTa CEKpelus Ha
XJIOPUIU BOJIU A0
MIOHMKEHA HaTpHUeBa
abcopO1us)
Sorafenib Hescen 30%-40% ot 6ommuTE, 5% -
TEXKa CTeNeH
Sunitinib Hescen 40% - 53% ot 6omuure, 3%-
5% - TeKKa CTENeH
Imatinib C-Kit WHXUONpaHe B | 30% - 50% ot GonHuTeE,
ypeBHuTe KiIeTkn Ha Cajal, | 1%-5% Texka crenex
TUPEKTHO
yBpEXKIaHe Ha
YpeBHATa MYK03a
mTOR unxuobutop | Hapymena ypeBHa | 30% oT OONHUTE, PAIKO
Everolimus MUKpodJiopa TEXKa
ManabcopOiust
Jleyenue

[TpobuoTtuinre nMar GaronpusiTeH epekT 3a MUHUMHU3HpaHe Ha epexTute Ha S5-DVY.

Loperamide hydrochloride — nayanna mo3za 4 mg, mocnenBaHa or 2 mg Ha Bceku 4 h. 1o

MIpEeyCTaHOBSIBAaHE Ha JUApUSATA.
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AKo auapusita He ce oBiajee npe3 mepBute 12 — 24h,
Loperamide hydrochloride ce Ha3HagaBa B mo-BUCOKH 11034 — 2 mg Ha Bceku 2h (mo 24 h).
Octreotide e moka3aH 3a BTOpa JIMHU JIeUEeHUE MTPU pepakTepHU TUapuu.

[Mpunara ce mo 100 — 150 Mkr - 3x gHEBHO S.c, uiau 25-50 Mxr/h i.v.

AgexBaTHaTa XUapaTaIysl, KOPUTHPAHE HA EJICKTPOIMTHUS TUCcOallaHC, IUeTa, CA HEM3MEHHA 4acT
OT TEpaNeBTUYHUTE MEPKHU MIPH JICUCHUE Ha TUAPHSL.
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41. CBBbP3AHA C XUMHNOTEPAIIUA
KAPIUOTOKCHUYHOCT

Cwpneuynara qUCHYHKIMS CIe] MPOBEICHO JCUeHHE MPHU MAIMEHTH C KaplMHOM € U3BECTHA Ol
oT 1960 romunHa cien MMUPOKOTO HABIM3aHE HA aHTPAUMKIMHUTE B OHKojorusTta. CbpledHara
HEJIOCTaThUHOCT, peaju3upaHa cjej JIEYEHUE C aHTPAIUMKIMHU € IIMPOKO H3BECTHA Karo
ctpanndeH edext. [Ipe3 mocneanute roguHu 0sxa BbBEJACHU Pa3IMYHU CTPATETHU 3a OI[CHKA Ha
KapAHO-TOKCHYHOCT, HSKOW OT KOUTO OsIXa OTXBBPJICHH, HO KAaTO MPUIOKHUMH B €KETHEBHATA
MpaKkTUKa C€ HAJIOKMXa MOHUTOpHWpaHE Ha OIleHKaTa Ha JieBo- kamepHara (JIK) ¢paxmus Ha
n3TnackBane (@PM%) or oOpa3HaTa AMAarHOCTMKA M eHIOMHOKapAaHata Ouoricus. Ilopamu
MHBa3MBHOTO €CTECTBO Ha mnociiennara, JIK ®U % ce okaza oT 0co0€HO 3HAYEHHE B KIMHUYHOTO
mpociensBaHe Ha manueHtute. HampenBanero Ha exokapauorpadusaTa B o0JiacTTa Ha HOBUTE
HEMHBA3MBHU METOM 3a oueHka Ha JIK dyHKIMs Hamoxu npepasriexiaHe Ha HaJe)KHOC- TTa Ha
JIK ®1% ot nBypa3MepHa KOHBEHLIMOHATIHA eXOKapauorpadus kaTo 00EKTUBEH METO/I 32 OLIEHKa
Ha KapJMOTOKCUYHOCT.

OnpeneneHI/Ie 34 KapANOTOKCUYIHOCT, CBbP3aHa C XUMHOTCpAIIUA

Cebp3anara ¢ xumuorepanus kapanotokcuyHoct ( CXKT) ce onpenenst kato HamansBaHe Ha JIK
®U % c moseue ot 10 % mpu croiiHocTH < 53 % ( HOpMamHa pedepeHTHA CTOHHOCT 3a
JBypa3MepHa exokapauorpadus ) TMOTBBPAEHO OT TMOBTOPHU u3MepBaHus. I[loBTOpHHTE
U3MEpBaHUs Ce OCHILIECTBABAT OT 2 A0 3 CEAMMIM CJIE]l IbPBOHAYAIHO YCTaHOBEHATa MOHMYKEHA
JIK ®1%. Penynupanara JIK ®U % ce xareropusupa Karo CUMOTOMaTHYHA , ACUMIITOMaTHYHA
WK peBep3udenHa.

CXKT ce xnacuduimpa kKaro :

Tun 1 - xapakrepeH 3a rpynarta Ha aHTpalMKIMHHUTE, KOSTAa € CBbp3aHa C /103aTa, BOAU [0
KJICThYHA aIriornrTo3a u € H€06paTI/IMa Ha KJIETHhYHO HUBO. PaHHOTO # YCTaHOBABAHC U JICHCHHUC Ca
cBbp3aHu ¢ TmpeBeHIuATa Ha JIK peMonenupane, KakTo W Mporpecusita i 10 ChbpAeyHA
HEOOCTAaTBhYHOCT.

Tun II - xapaktepHa 3a Trastuzumab, He ce BiMse OT HpPUIIOKEHATa 71032 U CaMOCTOSITEITHO
MPUJIOKEHW HE BOAAT A0 kieTbuHa amonrto3a. CXKT e wecto oOpaTtuma, HO TOpaad 4YeCTO
IIpeaxoXaama Tepanus ¢ areHTu ot Tum I, ce nmpennonara, 4e mpu Te3U PEKUMHU Ha JIEUECHUE
Tun II arenTuTe 3aaB1009aBaT KJIEThYHATA AllONTO3a OLIE B MOMEHTA HA IPUI0KEHUETO UM.

Exokapauorpagcka oleHKa Ha cbpledyHaTa (QYHKUHMS W MOpQOJOrHs IpH MAlUEHTH C
KapIMHOM

JIK cucronmHa QyHKIUSA

EXOKapI[I/IOl"pa(I)I/ISITa € MCTOJ Ha I/1360p 34 OLCHKa Ha MAalUMCHTHU C KapOWHOM — Mpeau , IO
BpEMC U CJICA MPUKIIOYBAHC Ha TCpalyAaTa.

Nzucksanero 3a m3mepBane Ha JIK ®U% TpsOBa na ObAe OCHIIECTBEH C Hal-T00pHs METO/,
BB3MOXKEH 3a exokapauorpadckara maboparopus (TpuusMepHaTa exokapauorpadus e 3a
MPEIIOYNTAHE )

ITpu m3non3BaHe Ha ABypa3MepHaTa exokapauorpadus ce npeanodnta Mero] Ha CHUMICHH OT
anuKaIHa MMO3ULUs ABYKYXUHEH Cpes3.
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JIK ®1% TpsabBa ga ce komOuHMpa ¢ u3uncisiBane Ha wall motion uanekc. ( WMSI)

[Ipu HEBB3MOXKHOCT 3a OLIEHKa Ha rioOaneH JoHrutyauHaiaeH crpeiH (GLS) ot speckle
tracking exokapauorpadusitTa, ce MNpenopbuBa KOJMUYECTBEHAa OIleHKa Ha riobanHata JIK
JOHTHTYIMHAHA (QYHKOUA 4pe3 M- Mon exokapauorpadusTa — MpeMecTBaHE Ha MUTPAJICH
kianeH npbereH — MAPCE nim nnu nukoBa cuctonsa ckopocT (s”) ot TDI

JIK ®U % oneHeHa oT ABypa3MepHaTa eXoKapaAuorpadus 4ecTo € HeJJOCTaTh4yHa 3a OLIEHKa Ha
MaskuTe npomeHu B JIK KOHTpakTUIHOCT.

JluacToyiHa d)VHKI_II/IH

HezaBucumo, dve mapamerpure 3a OlEHKa Ha auactoiHara ¢yHkous Ha JIK Hsamar
IIPOrHOCTUYHA CTOWHOCT IO OTHOLICHWE Ha KapJMOTOKCHYHOCTTA, OLCHKaTa Ha JHMAcTOJHATa
GbyHKIMSA ce M3MON3Ba 3a IpagupaHe Ha TEKECTTa Ha IUACTOJIHATA JUCQYHKLUS, KaKTO M
OIIpeZICIITHE HAa HAJATaHEeTOo Ha byiHeHe Ha JIK rpu Te3u nanueHTH.

DyHKIMS Ha AICHA KaMepa.

Anamu3br Ha JIK nuchyHKIMS MpH MalUMEHTHTE CJel XUMHOTEpanus HsiMa MPOrHUCTUYEH
XapakTep, HO KOJIMYECTBEHATa OLEHKA Ha JECHUTE KyXMHH U (YHKIHS ce MpociensBa Ipu
BbBIMYaHe Ha JIK B cucTeMHus mponec Ha OHKOJIOTUYHOTO 3a00JIsIBaHE.

Knanau 6onectH .

C"bp,[[e‘IHI/ITe KJIallk C€ aHAJIM3Upar C 0CcO0EHO BHUMAaHME IIpHU MAIUCHTUTE HA XEMOTEpaIIusi.

[TanrieHTH ¢ yCTaHOBEHW HACTBIIMIM POMEHHU B KJIAITHUSI armapar 1o BpeMe Ha XeMOTeparus ce
peaHaIm3MpaT 1O BpeMe Ha LEJHs MEepPHOA Ha JICYeHHE W Cliel] MPUKII0YBaHE Ha Kypca OT
XeMOTeparnus , KaTo ce MPOCIesIBaT pa3Mepu W TPAJUCHTH HA CTCHOTHYCH OTBOP, CTCIICH Ha
KJIanHa perypruraius. Yectora Ha pEryJISIpHUTE MPETJIEAu CE€ OCHIIECTBIBA B 3aBUCUMOCT OT
CTETICHTA Ha 3acsAraHe Ha KJIAIHUS amapar cropea PrrkoBojcTBara Ha EBporielickaTta aconmanus
1o oOpa3Ha quarHoctuka (2014) .

Ilepuxapaaa OoJiecT.

Hannuwme Ha NnepuKapaHa Ooitect IIpru MamUCHTUTC C KapoUuHOM CC aconurpa € HAJIUNYHU
ChbpACUYHH MCTACTa3u UJIU B CIICACTBUC HaA IIPOBCACHA XCMOTCpAIIUA / paauoTepariu.

CreneHHa Ha NepUuKapaAHnA H3JIMB CC OMNPCACIA KOJUYCCTBCHO U CC KBaJII/I(bI/ILII/Ipa criopeq
MMPOBCACHUTC CTAaHIAPTH.

Exoxapaunorpadckute u Jlomnep MeToau 3a OIICHKAa Ha HaJlM4yhe Ha TaMIlOHaja TpsiOBa na ce
aHAJIM3UPaT BHUMATEIIHO, 0OCOOEHO MTPU HAJIMYME HAa MAJIMTHEHA T'eHe3a Ha epUKapIHUs U3JIUB.

SAMP ce npwiara npu NalMEHTH 3a OLEHKAa Ha BEPOATEH IbPBUYEH IIPOLEC, AHTa)XKUpalll
NepuKapsia, KakTo M 3a OTAU(EepeHLHpaHe OT KOHCTPUKTUBEH IEpUKApIUT, CIell eKCIepTHa
exokapauorpagcka OreHka.

Tpunsmepua exokapauorpadbus (3DE )

3DE e npenmnounTad MeToN 3a aHanMM3 U MoHuUTOopupane Ha JIK QyHKIus npu manueHTy cieq
xemotepanus u npu cbMHeHne 32 CXKT. IlpeauMcTBOTO € B 110-100pust 00pa3 U MOBTOPSIEMOCT
Ha pe3ynararure npu Monutopupanata ¢ 3DE JIK ®N%.
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OchllecTBsBa Ce OT CKCIEPTH W J00pe TpPEeHWpaHH B TPUH3MEpHATAa eXOKapauorpadus
CTEUAINCTH —KapIHO0JI03H, TUMUTHPAIIIO OOCTOATEICTBO € U3UCKBAHETO 3a J0OPO KauyecTBO Ha
AQHWIM3UPaHUsT 00pa3, KOeTo TpsOBa Ja ce WMa B MPEIABHI MPH MAIUCHTUTE C OHKOJOTHYHH
3a00/IIBaHNUSL.

KOHTDaCTHa eXOKaDI[I/IOFDa(bI/I}I

[TpunoxeHneTo Ha KOHTPACTHATA eXOKapAHOTpadusi HaMUpa MOTSHIUAT PU TPU TaUEHTHTE
cliefl XeMOTepanust IpH HeJA0CTaThbuHO J0Obp 00pa3 Ha aHanu3upaHu cermeHTH Ha JIK.

CerinacHo nocnennute PwroBonctBa (2013) ce mpenopbuBa M3MOJA3BaHE HAa KOHTpAcT IPHU
He00po n300pa3sBaHe HA TIOHE 2 ChCEIHU CETMEHTA OT alTMKaTHA ITO3UIIUS.

Konpacrthara exokapauorpadus He ce npenopbuBa npu 3DE 3a mpocneasBane Ha marueHTUTE
cle/l XeMOTepanus.

Ctpec exoxap,unorpad)nﬂ.

Ctpec exokapauorpadusaTa ce IMpernopbyBa NPH TMAUCHTH C TOTCHIMAIHA WIM BEpUATHA
KOpoHapHa OOJIeCT, KOraro KOHBELMOHAJIHATa eXxokKapAauorpapuss € HeJOCTaThYHO WU
HEHHTepIpeTepyeMa NpH MaeHTH, TPOBEXIAJIN JICYEHHE C areHTH, KOUTO MOTaT Ja MPUYHHST
kopoHapHa ucxemus ( fluorouacil, Bevacizumab, Sorafenib, Sunitinib)

Crpec exokapauorpadusita ce MpenophbyBa ChHIIO MW 32 OLEHKAa HAa KOHTPAKTUIHHUS pE3epB
Ha JIK npu narmentu cbc CXKT.

Ouenka Ha cyOknuanyHa JIK auchyHKIms .

Penyuupanara JIK ®U % cnen 6a3oBata exokapauorpadgusi WIM TpH TALHUEHTH Cle[
MPUITOKCHUC Ha aHTPAKIHUKIIMHA € CBbP3daHa C BUCOK PUCK OT CbpACYHO CbAOBU MHIIUACHTH.

HezaBucumo ycranoenara ot Jlomep u ThkaHeH Jloriep HadajgHa OUACTOJIHA TUCHYHKIUS
MY MAIMEHTUTE Ha XeMOTepanus, TS He BUHATH MOXe J1a 0b/ie MPOTHOCTUYHA MO OTHOIIIEHUTE
Ha CXKT.

Muoxkapanata nedopmarus (strain) aHanu3upaHa OT JIBypa3MepHa exokapauorpadus dpes
metoma Ha Speckle tracking e mpeamoyutaH MeETOJ| Ha aHalW3, YTBBPAEH B KIMHUYHATA
MPaKTHUKa, BKIFOYUTEIHO W TIPU MPOCIEIsIBaHEe HA MAlUMEHTH ciell xemoTepanwus. [ obanHusT
JIOHTUTYIMHAJIEH CTPEWH € ONTHMAJIHMAT IapaMeThp 3a aHaIW3 Ha paHHa cyOkmuHuyHa JIK

TUCHYHKITHS .

[IpenopbuBa ce u3cienBaHUATAa Ha CTpelHA MO BpeMe Ha XEMOTepamusl Ja Ce CHIIOCTaBAT C
I'bPBOHAYANIHUS JIOHTUTYIUHAJICH CTPEHH Mpeau cTapTUpaHe Ha JedeHueTo. [Ipu manueHTu c
HAJIM4YCH IMIbPBOHAYAJICH riao0aneH JIOHTUTY AUHAJICH CTpeI\/JIH , pClIaTUBHATA pCAYKIHA B XO4a Ha
xemorepanus ¢ < 8% moanexar Ha PeIOBHO MPOCIEsIBaHe, KAKTO U CTOWHOCTU Ha Tlio0aneH
CTpeWH penyuupanu ¢ > 15% oT mbpBOHAYAIHATA CE€ CUUTAT 3a MATOJIOTHYHH.

[Tpu mocneasiBaHE HA MANMEHTUTE C KAPIIMHOM I10 OTHOIIEHUE HA MOKA3aTeIuTe 32 MUOKapIHA
nedopmarus ce IpernopbuBa OCHIIECTBIHETO UM Ja ObJie Ha €IHA U ChIla exokapauorpadcka
mamuHa win off-line ananu3sT na Obae ¢ eauH codryep. B mpoTokona ce orbens3Bar JHUTE
MIPEJIN U CIIe]] XeMOTepaIus, MopsIbK Ha Kypca, KOMTO MalleThT MPEMHUHABA.

[loBUIIEHHUAT TPONOHHMH MO BpEeME Ha KapJMOTOKCHYHA XEMOTepamusl € MPU3HaK 3a paHHa
CXKT.
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3a pa3nuka OT TPONOHMHA, OIlEHKaTa M aHainu3a Ha pro-BNP mMa oTHomeHue mnoBeue KbM
OIICHKA Ha CTEICHHA Ha HalsAraHeTo Ha meiiHeHe Ha JIK, otkonkoTo 3a anann3 Ha CXKT.

[Tpunoxenue Ha apyrute oOpa3Hu quarHocThka 3a ananus Ha CXKT.

Onenkarta Ha JIK ®N% ¢ MUGA e ¢ BUKOKa penpoAyKTHBHOCT, Ha MOpagy HAIUYMETO HA
JOITBIHUTENHA paJudalliHHA HATOBAPEHOCT HA MAllMEHTUTE € JIMMUTUpPaHa B OHKOJIOTHUSATA,
IPEeJUMHO 3a OlLIEHKa Ha MepukapaHa 0oJjiecT, BbBIMYAHE Ha KJIAaleH amapaT M oneHka Ha JIK
byHKIHS.

[TpunoxeHneTo Ha raMa-KaMepuTe KaTo HEMHBA3MBEH METOJ 3a oueHka Ha JIK ¢yHkuus e Bce
Olle B MPOIIEC HAa CTaHIaPTU3UPAHE.

Coepaeunust AMP e 3nmaren crangapt 3a onenka Ha JIK u JIK o6emu u JIK ®N%. OcHOBHOTO
orpaHquHHe € OOCTBIIHOCTTA 0 METOAMKATa M BCC OIIC HECAOCTATHBYHO 06yqu HCpCOHaH,
paborem B Ta3u obmact. [IpenmoppuBa ce mpu MpeKbCHATO JICUCHUE C areHTH C BUCOK PHUCK 3a
KapAMOTOKCUYHOCT, KOTraTo pe3yiraTuTe OT JBypasMepHaTa exokapauorpadus ca
HezagoBonuteHu 3a JIK ®U % .

[TpenopwuBa ce mpu MPOCIEAIBAHETO HA MAIMEHTHUTE J1a CE M3II0JI3Ba €/IHA U ChINA TEXHUKA MIPH
ouenka Ha JIK ¢pynkius ¢ AMP.
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42. IMTOBEAEHUE IHPU OoCTPH AJIEPTUTYHUA n
NHO®Y3IUOHHU PEAKIHUU OT HNAPEHTEPAJIHO
HPUJTOKEHUE HA ITPOTUBOTYMOPHMU JIEKAPCTBA

Onpenenenne. OcTpuTe aJlepruvyHU PEAKLUU B MEIUIMHCKATA OHKOJIOTHS ce e(UHUpAT KaTo
peakuuun Ha cBpbXuyBcTBUTENHOCT (PCY) oT umyHeH tum. PasnuuaBar ce OT ocTpuTe
nHpy3nonan peaknuu (OMP), kouTo ce aBDKAT WM Ha HEMOHOCHMOCT (NMPEABUIUMU, MPHU
HOpMAJIHO JI03MpaHe, Mopaau ¢apMakoJOTHYHA AKTUBHOCT Ha JIEKAPCTBOTO), WIJIM Ha
UAMOCUHKpa3us (HeNpeABUIUMM, NOPaAX MHIUBHIYAHO MPEIpa3NOI0KeHUe, Halp. €H3UMEH
nedext). OT KIMHUYHA TIIEHA TOUKA € TI0-YJOOHO /1a ce U3I0JI3Ba 001 TePMUH

PCY/OUP, vo BUHaru TpsiOBa Aa ce pa3rpaHUyYaBaT CICTHUTE JBOMKHM KATETOPUU: JIEKAPCTBEHA
asieprusi — rncepaoaneprus, peakuus tun I — peakuus tun 1V, anapunakcus — aHaduaakTonaHa
peakuus.

[Tatorene3a m kiauHUYHO mpeacTtaBsHe. B matorenezara Ha PCY ydyacTBar HAKOM THIIOBE Ha
umyHHH peakiuu (1o Gell and Coombs), Ho npeau Bcuuko tun [ (Mmeauupana ot IgE) u tun IV
(KJIETBUHO-MEIMUpPaHa, ¢ yJacTue Ha IUTOKMHU U KomiieMeHT). Criopen EBponelickara mpexa
3a nekapctBeHa aneprust (ENDA) PCY ce knacudumpaTt Ha HETIOCPEACTBEHH U OMTOCPEICTBEHH.
Henocpenacrsenure PCU BB3HMKBAT 10 €OUMH Yac OT HA4yaJlloTO Ha MPHIOKEHHUETO U Ce
JEMOHCTPUpAT KJIMHUYHO KaTo YypTHKapusi, AaHTHOEAEM, pPHUHHUT, KOHIOHKTUBUT, WIH
OpOHXOCTa3bM; OIOCPEACTBEHUTE C€ MaHU(ECTUpAT ClIeA MOBEYE OT €AWH Yac M BKIIOYBAT
IPEJUMHO KOXXHHM CHMIITOMH (MakyJIONaIyJio3eH OOpHB, BACKyJIMTH, TOKCHYHA €IHJEpMajHa
HEKpo3a, cHHIpoM Ha Stevens-Johnson) u eo3uHodmmus. Texxectra Ha PCY ce xnmacuduimpa B
ner creneHu: (i) cremeH 1 (Jieka) — JIOKalHa peaklys, MPEXOJHO 3auepBsiBaHE, JEKapCTBEHA
Tpecka a0 38° C; (ii) creneH 2 (ymMepeHa) — 3auepBsBaHe, JIK OPOHXOCIIa3bM, OOpUB, yPTUKAPUS,
3aJyX, JekapcTBeHa Tpecka Hax 38° C; (iil) cremneH 3 (TeXKa) — CpeAHO U3pa3eH OpOHXOCHa3bM,
TeXKKa JIOKaJTHA PeaKIysi, CEpyMHa OOJIeCT, aJlepruieH OTOK/aHTHOEIeM, apTepraiHa XUITOTOHMS,
(iv) cremeH 4 (3kMBOTO3acTpalllaBalia)

— aHadunakcus; (v) creneH 5 — cMbpT. PuckoBu ¢akropu 3a PCY ca moBTOPHO MpHIIOKEHHE Ha
AHTUTYMOPHO JICKapCTBO, IpPEIpa3NoJIoKeHUe (aTomnus) M aHamMHe3a (BKJI. M (aMuiHa) 3a
JIeKapCTBEHA aJepTusl.

[Ipemenukanus w/wnm npeeHius. Ha (TaGm. 1) e mpeacraBeHa uecroTaTa, maroreHasara W
KIIMHUYHOTO IMPOTHYAaHC Ha PCY ot Haii-uecTo U3I0J3BAHUTE OUTOTOKCUYHU U MOHOKJIOHAJIHU
MPOTHBOTYMOPHHU JIEKAPCTBA, 3a€THO C MPENOPhYBAHATA MPEMEIUKAIUS HITH ITPSBCHIINS.

TepaneBtuuno moBeaeHue. IloBenennero mnpu PCUY/OUP wu3uckBa crnegHuTe cenem
3aIbJDKUTENHU CTHIKU: (1) criupaHe Ha UHQY3UATa; (i) OnpeneNssHe Ha HAITbJIHEHOCT Ha MyJica u
CHUCTOJINYHO apTepuasHo HajsraHe (> 90 mm Hg); (iil) mocTaBsiHe Ha MAlMEHTa B MOJIOKCHHE
nmerHan mo rpe0 (ako JWICBa 3aAyX M TOBpBINAaHe); (1v) MpU TEKKA CTENEH — BPB3Ka C
peaHnMaTop M BKIIIOUYBaHE Ha epinephrine; (V) moaabpkaHe Ha MPOXOANMH TUXATEITHH ITHTHUIIIA,
00CBHXKIaHe Ha Ha3aJIHA KUCIOPOAOTepanus; (Vi) MOHUTOpHUPAaHE Ha KU3HEHUTE MOKA3aTelH Mpe3
JIB€ MUHYTH /10 IOCTUTaHE HA U3XOAHHU (HOPMaJIHH) CTOMHOCTH;

(vil) TOKyMEHTHpaHe Ha MEPOIIPUATHUATA B UCTOPUATA HA 3200JSIBAHETO.

JlekapcTBena nmecencubunmmzanmsi. O0cwkxma ce cien peructpupane Ha PCU/OUP. Ilpunara ce
camo mpu PCUY, wmemuupana ot IgE. IlaroreneTmdHo ce uenu eceHCHOMIU3AlUsS Ha
MacCTOLIUTUTE, KOSITO OCUTYpsiBA CBhCTOSHUE Ha JieKapcTBeH TojepaHc. [locmegnust obaue e
obparuMm.  KIMHMYHOTO  mMpakTUKyBaHe  Ha  JICKAPCTBEHA  JCCEHCHOWIM3alus €
MYJITUIUCIMILUIMHAPEH MPOLIEC U M3KMCKBAa HaJIM4YuMe Ha omuTeH ajieprojor. I[lpunara ce B nBe
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Pa3HOBHIHOCTH: KOHBEHIIMOHAIHA W JIeKapcTBeHO crenmduyHa. JlekapcTBeHO cnenugpuyHara
M3II0JI3Ba ONPOCTEHHM CTAHIAPTHU CXEMH 3a TMpUIpYyKaBalla MEAWKalus, KaKkBaTO € Ta3Hu 3a
paclitaxel Hammpumep.

KoHBeHMoHaNHaTa JECEHCHOMIM3AaLUs CE€ OCBINECTBABAa Ype3 IIOKauBaHE Ha T.Hap.
MHTpaBeHO3Ha ckopocT Ha uH(py3us (Kin), kosto e papmakokuneTnueH nokasaren. Jlepunupa ce
KaTO JKeJlaHa CKOPOCT (B MHJIMJIMTPH 32 4ac WJIM KalKH 32 MUHYTa), TP KOSATO €THO JIEKapCTBO
TpsiOBa /1a ce mpujara 3a MOCTUTaHe Ha PAaBHOBECHO ChCTOSHUE Ha (PMKCHpaHa J03a C JT0Ka3zaHa
TepaneBTUYHA eEeKTUBHOCT. M3umcisiBa ce KaTo cTallMOHapHA KOHIEHTpanus B rua3MaTa (Css),
ymHoxeHa o kipbHca (Cl): Kin = Css % Cl.

Tabnuma 1. [TaToreHeTHYHO ¥ KJIMHUYHO TPECTaBeHE HA aIEPTUYHHU ¥ HH(PY3UOHHU PEAKIIUU OT
Hal-4eCTO W3IOJ3BaHU IMAPEHTEPAIHH MPOTHBOTYMOPHH JekapctBa (mo M. Joerger, ESMO
2016).

JlekapcrB | YecroTa IHatorenes | Kiuauuno | Ilpemenmkanu/mpe | O0cbxaane
a Ha PCY a Ha PCY NpeacTaBsi | BeHIUA
He
[uToTOKCHYHM
[InaTuHOBM conn
Cisplatin Jleka — | UmynHa Munytu - O6cwxaane
0.4%, peakius cien Ha
TEXKA tun [ (IV). | mawamo Ha JeCeHCHOu-
—0.8%. uHby3us, JIU3AIHs, aKO
OOMKHUBEH JIEKapCTBOTO
ociaen> 6 €  OCHOBHO;
Kypca. KOXKEH  TeCT
HE e
HaJICXKJICH.
Carboplatin | Ymepena | UmynHa Munyt no | H1/H2 - Gnokepu, [IpeBktouBa
—19%, peakuus IeH  clell | KOPTUKOCTEPOUIH, He KBM
texka  — | tun [ (IV). | Hawano Ha | 6aBHA MHPY3US Cisplatin mpu
2%. uHby3us, TEXKA  CIy-
OOUKHOBCH qamu;
o ciuen 8 HAJCKICH
Kypca. KO>KEH TECT.
Oxaliplatin | Ymepena— | myHHa Munytu HI1/H2 - 6nokepn, Judepenunp
25%, peaxkuus cuen KOPTUKOCTEPOUAH, | aHE  MEXKIY
texkxka — | tunl (II). | Hawano Ha | 6aBHA HHPY3HSL. ocTpa
1%. UH)Y3H, HEBPOTOKCUY
OOHMKHOBEH HocT u PCY;
o cien 7-8 HaJEXKICH
Kypca. KO>KEH TECT.
Takcanu 30%/<4% | OcBoboxna | [TbpBu [Tepopanendexamet | Judepenmup
BaHE Ha | MuHyTH OT | hason e (-12/-6 | ane mex- 1y
pu xuctamuH, | uH(py- 3us, | gaca), BeHozeH H1 u | PCY oT
NALUEHTH | MPEIU3BHUKA | TEPBU 2 | H2-6mokep (-30 | Takcan unu
0e3/Che HO OT | Kypca. MUH.); TPUAHEBHA | INIATHHA TpU
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IpeMeMKa | pa3TBOpUTE TIPEBEHITHSI ¢ | KoOMOMHUpaHe
U, 1 (ue IgE); dexamethasone mpu | ;
KpbCTOCaHa Docetaxel IIPEBKIIIOYBAH
PEaKTHBHOC € KbM nab-
T Paclitaxel
—90%.
[Tonoduno | 6-41% [IspBuubHO | — baBna nndyzus
Mpeau3BUKa
- TOKCUHU HO oT
pasTBOpHTE
Jq;  BHCOKA
KpbCTOCaHA
PEaKTUBHOC
T
AHTpauukn | — HNmynHa Jlekn baBHa un(y3us. [IpeBxirouBa
VHH peaxIst KOXKHU HE KbM
tun I (IV). | cumnromu JIUTI030MaJIcH
doxorubicin
Antudona | Penxu, Ho | MmyHHa Hsxonxo - -
TH MOTEHIMA | peakLus IHU  clen
Metothrexa | Ho Texxku | tun I (IV). | mpu-
tee JIO)KEHHE —
OCTBP
ITHEB-
MOHHUT,
ocTpa
YepHO/I-
pobna
HE0CTaThy
HOCT
MoOHOKIIOH
aITHU
aHTHUTENA
Xumepuun | 1-40%, Anepruuna | ITo Bpeme | IIpekpaTsiBaneHa Oo6cwxaane
u, npeaumuo | (IgE), Ha  NbpBa | HHQY3UATA, Ha
XyMaHHU3Mp | IIPY aHTU- | HEaJIepruyH | allIMKalys | [pujiaraHe Ha | leceHCUOMIn
aHU, TBJIHO | MULIU a - paracetamol u H2- 3anus WIN
XyMaHU3HP (uuTokuH- | OpoHXOCHa- | OJOKeED; 0aBHa | U30sr- BaHe;
aHM, aHTH- MeAUUpaHa) | 3bM, 3a1yX, | HHQY3HSL. MIPEBKIIIOYBAH
MUILU apTepuaiHa € OT BEHO3EH
XUIOTOHMUSL. KBbM
MOJIKOKEH
Trastuzumab
WIA  MEeXay
Cetuximab-
Panitumumab

176



43. IOBEAEHUE P EKCTPABA3ALIUA HA
HPOTUBOTYMOPHMU JIEKAPCTBA

Omnpenenenue. ExcTpaBaszanusiTa Ha MapeHTEpaIHU MPOTUBOTYMOPHH Pa3TBOpHU ce AeduHupa KaTo
MHIUJACHTHO U3THYaHE Ha JIEKAPCTBEHO BEIIECTBO OT TEXHUYECKH OIPEAEICHUS My YYacThK (BEHa)
B OKOJIHUTE TbKaHM, MPUUUHABAMKHM yBpexkIaHUs. B 3aBHCHUMOCT OT XMUMMYECKHS CbhCTAaB Ha
eKCTpaBa3aTa CTEIEHTa Ha ThKaHHU HapyILICHUs MOXE /1a BApUpa OT JIeKa KOXHa peaklys 0 TeXKa
HEKpo3a.

TumoBe ekctpaBazauuu. Cropes MOTEHIMAla CH Ja MPUYUHABAT YBPEKIaHE HA THKAHUTE
MPOTUBOTYMOPHUTE JIEKApCTBA CE€ TPyNUpAaT B TPU KATETOPUU: HEBE3WKAHTH, UPHUTAHTU H
Be3ukaHTH. HeBesukanture (bleomycin, gemcitabine, Metothrexatee, pemetrexed, MOHOKJIOHATHH
aHTHUTENa) HE TPHUYMHSBAT YILEPAMH, PSAKO BOAST 10 OCTpa PEakius WIH Iporpecupaia
Hekpo3a. Mpuranture, oT cBosi cTpaHa (etoposide, cyclophosphamide, 5- fluorouracil, ifosfamide,
carmustine, dacarbazine, mitoxantrone, cisplatin, carboplatin, oxaliplatin), mpuanHsBat camo 6oKa
B MSICTOTO Ha MHXXCKTHpaHE U BeHaTa (ChC MM 0€3 BB3IMAJICHUE), HO B MHOTO T'OJISIMO KOJIUYECTBO
MOTaT Ja UMaT M YJIIepOoreHeH MOTeHIMal. Be3ukaHTuTe (aHTPAIMKIVNHY, aJKWIHpAIIN areHTH,
BUHKA AJKAJIOWIU W TaKCaHW) NPUYHHSBAT BE3UKYIIH, Pa3sA3BSIBaHUS U YECTO CE MaHU(ECTHPAT C
M0-CEPUO3HH CTPAHUYHU €EKTH Ha ThKaHHA JECTPYKIUS U HEKPO3a.

KnuanyHo npencraBsae. HavanHnTe CHMIITOMHU Ha eKCTpaBas3alys ce MaHU(ECTUpaT BeHAra Clel
HapyIICHHEe Ha IIeJIOCTTa Ha KPHBOHOCEH ChJ. B 3aBUCMMOCT OT areHTra NpU3HALUTE Cca
muckoM@opT M 00JiKa, KOSTO Bapupa OT JieKa 10 CHIHA (M3rapsila) ¥ MOXKE Jla Ce ToceBa OT
3a4YCPBABAHC W JIOKAJICH OTOK. EBOHIOI_II/DITa Ha HAYaJIHUTC CHUMIITOMHU CC pasjindaBa 3HAYHUTCIHO
NPU WPHUTAHTH W BE3WKAHTHU: MOCJICTHUTE MMAT MOTCHIMAN 32 CEPHO3HU THKAHHU YBPEXKIAHHUS,
3arno4Baiiiv ¢ Bb3MNAJICHHUC U BC3UKYJIU U ITpOorpecupamiu 10 sA3BU U HCKPOTUYHH JIC3UH.

TepaneBtuuno mnosenenue. Ilpu peructpupane Ha exkcTpaBasalusi He3a0aBHO ce€ 3amoyBar
MEPOIPHUATHS IO AITOPUTHM, BKITIOUBAL 15 CTHIKH.

Crpu He3a0aBHO WH(QY3UATA/MHKEKIHATA, OCTaBH BEHO3HHS JOCTHI Ha MSCTOTO MY. YBEIOMHU
JUIIE C OMUT B OOPABEHETO C IIUTOCTATHIIH.
[TocTaBu cTepuIHU PHKABULIN.

Pazunenn wuHQy3MOHHATa cUCTEMa WJIM CIPUHLIOBKA OT BEHO3HMS JOCTBI (BEHOKAT, WIJIA).
Mapxkupaii MACTOTO Ha €KCTpaBa3alys C BOJOYCTOWYUB MapKep.

CpbusneHu neTkyOMKOBa CIPUHIIOBKA KbM BEHO3HMSI IOCTHI M acIUpHUpail OT IIUTOCTATUKA, KOJIKOTO
€ Bb3MOXHO. He ynpaxHsBall HaTUCK BbpXy OOJacTTa Ha €KCTpaBas3allys, JOKATO MpaBUII TOBA.
Mmail Ha pa3nosiokeHue AONBbJIHUTEIHA CIIPUHLOBKA U CbJ 32 MHPEKTHUPAHU OTHAIbIM. 3aTBOPU
BEHO3HMS JOCTBII C TAIMYKATA My .

C enHoOkyOMKOBAa CHpPUHIIOBKA aclupupail BCHUYKM MOAYTHHH, OOpa3yBaHM B oOjacTra Ha
excTpaBazanusaTa. 3noa3Baii HoOBa cTepHIIHA UTJIa 32 BCAKO YOOKIaHe.

[ToBaurHu 1 UMOOMIIM3HUpPAl 3aCEerHaTHs KPalHUK.

Koncynrupaii ce ¢ Tabnmnara 3a cnenuduunnre antunotu (Tadmn. 1,). [lpunoxu anTHAOTa TIpe3
BEHO3HHMS JIOCTBII, aKO OLIE € Ha MACTOTO My. AKO BEHO3HMSAT JIOCTBII € CHET, I aKO € IOKa3aHo
MH(QUITPUpAHE HA MOPA3EHUs y4aCThbK, NPUIIOKU aHTHJIOTA MOAKOKHO B 3B€3/1000pa3Ha gopma —
OT nepudepusiTa KbM LIEHThpa Ha 00J1acTTa Ha eKCTpaBa3alusl.

AKo e Hanule cnab KOXKeH epuTeM, IMPUIIOKHU JBa IbTH JTHEBHO Hamas3BaHe ¢ Hydrocortisone 1%
KpeM.
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[Toxpuit yyacTbKka Ha eKCTpaBa3alysl CbC CTEPUIHA Mapis U 51 GUKCUPAH ¢ JIEBKOILIACT.

C u3KIIIOYEHHE Ha €KCTPaBa3allud OT BMHKA aJKaJOWIU, B NPOIBIDKEHUE HA TPU JHU NOCTaBAN
BBPXY MOpa3eHUs y4acThK MaKeTue ¢ JeJ — 4 IbTH JHEBHO 3a 1o 15 MUHYTH.

B cnyuaii Ha excTpaBa3zamys oT BUHKa-ankanouan 1 Etoposide mocTaBu BbpXy MOpa3eHHs y4acThK
IakeTye C ToIjia BOAa

— €IHOKpaTHO B IPOABDKEHHE HAa 60 MUHYTH.
JIoKyMeHTupail eKCTpaBa3alisaTa B HICTOpUsATa Ha 3a00IIsABaHe.

Baumarenso Ha6moz[aBa171 MACTOTO Ha CKCTpaBasallid MW IIPU IM0dBa HAa TbKaHHAa HCKPO3a
KOHCyJ’ITHp&I’I C INIAaCTUYCH XHUPYPT 3a OIICPATHBHO OTCTPAHABAHC HAa HCKPOTHUYHUTC ThKaHU.

Tabmuma 2. CienupuIHN aHTHIOTH IPH eKCTpaBasamus Ha nuroctatuiy (mo Y. Wengstrom et
al., Extravasation Guidelines 2015).

HurocTtaTnk AHTHAOT

Cisplatin [Mpunarait 14 nan komnpecu ¢ Dimethyl sulphoxide 99% (DMSO) cbe

Doxorubicine CTepuJIeH MaMyK Ha BCeKH 4 yaca.

Epirubicine [Mpwnaraii 3 nau dexrazoxane (Savene) I.V. — 1000 mg/m2 nen 1, 2 u

Ifosfamide 500 mg/m2 neH 3.

Mitomycin-C [Ipunaraii nokanHo OxJIaXKAaHE 3a YCIOKOEHUE Ha OoJIKara.

Mitoxantrone ITpu ynuepanus npuioxu granulocyte colony-stimulating factor (G-
CSF) —no 1 ¢nakon cenmuuno S.C. (3 cenmuun).

Etoposide WNuduntpupaii yaacrrka cbe 150 IU Hyaluronidase.

Vinblastine

Vincristine [TocTaBsii makeTue ¢ ToIUIa BoAa 4 MbTU AHEBHO 3a 110 20 MUHYTH.

Vinorelbine

Carmustine Nuduntpupaii yaacrrka cbe 150 IU Hyaluronidase.

Docetaxel

Paclitaxel [Ipunaraii mokanHo oxJIaXKAaHE 3a YCIOKOeHUe Ha OoJKara.

Carboplatin WNuduntpupaii yaacrrka ¢ 5 ml Sodium thiosulfate (0.16 M pa3tsop).

Cyclophosphamide

Dacarbazine

Oxaliplatin
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44. MNOBEAEHME I1PU BEHO3EH TPOMBOEMbBOJIN3bBM

Ennnemunosnorus

Benosnusar tpomboembonussm (BTE) e egHa oT Haif-BaKHUTE MPUYMHU 32 3a00JIeBa€MOCT U
CMBPTHOCT MPU OHKOJOTMYHUTE MalMEeHTH. J[BeroauimHaTa KymyJatuBHa BeposTHOCT 3a BTE e
Mexay 0,8 u 8%.

Haii-Bucoka ennoroauiina BepoatHocT 3a BTE umat nauuentute ¢ aBaHcupaino 3a00isiBaHE Ha
MO3bKa, 6enust 1pob, MaTKaTa, MMKOYHUS MEXYp, MaHKpeaca, cTomaxa 1 Ob0perure.

Yecrorata Ha BTE npu meracrazupano 3abonsBane € 4 10 13 mbTH MO-BUCOKA, CpaBHEHA C
JIOKJTM3UPAHO 3a00IIsIBaHE.

Puckbr 3a pemmmuBupama BTE e Hali-BHCOK Tpe3 MbpPBUTE MECEM CJEJA IOCTABSIHE Ha
Uar’Ho3ara.

[To Bpeme Ha XuUMHOTEpanus OHKOJIOTMYHHUTE MAlMEHTH MMAT 7 MbTU MO-BUCOK pucK 3a BTE,
CPaBHEHO C OCTAHAJIUTE MAl[UEHTH.

OHKOJIOTUYHUTE MAIMEHTH WMaT 3 THTH MO-BUCOK puck 3a peruaunB Ha BTE, cpaBHeHO C
OCTAaHAJIUTE NAUMEHTU.5,4% OT XOCHUTATU3UPAHWUTE NALMEHTH, NPOCIEACHU 3a 8-TOJIUIIEH
nepuon, pazsusaT BTE.

Oxono 25% OT BCHMYKH OHKOJIOTWYHHM TMAalMEHTH HMMaT TPOMOOTHYEH HHIMIEHT B XOJa Ha
3a00JI1BAHETO.

Oxomno 10% ot nauuenture ¢ uaunonatuuia BTE ce nuarnoctummpar ¢ pak B ciensauure 1 1o 2
TO/INHH.

[TanneHTnTe Ha JEYEHNE ¢ AHTHAHTHOTEHHH JICKAPCTBEHU MPOAYKTH (OeBanm3ymad, TamaugIoMu,
JICHAJMIOMU]]) PUCKBT OT TPOMOO3M € PEeJIaTWBHO TOBHUIIEH, KaTo NMpH OeBanm3zymald JOCTHra
33%. IlanmeHTHTE C pak Ha MJICYHATA *JIE€3a, KOMTO TOJy4yaBaT TamokcudeH, umat 1,5 go 7,1
I'BTH TIO-BUCOK PHCK OT TpOMOO3a.

KnuanyHM puckoBH (akToOpH M TOUYKOB MPEIUKATUBEH MOJET Ha cBbp3aHa ¢ xuMmuorepanus BTE
npu amOynatopan namuenTtH (mo Khorana)

PuckoBu (pakropu criopes TyMOpHaTa JIOKaIU3aIus:
- Mmuoro BUCOK pHUCK (CTOMAaX, MMAHKpeac) — score 2.
- Bucok puck (051 1po06, muMpoM, THHEKOJIOTHYHU B YPOTEHUTATHA HEOTUTa3HH) -
score 1.
- Hucobk puck (rbpaa, KoJopeKTalleH KaplUHOM; TJ1aBa U 1us) - score 1.

XeMaTOJIOTUYHU U CBBP3aHM C MALUEHTa PUCKOBU (PaKTOpH:

- TpomOGormuTu npenu xumuotepanus > 350 I'/x - score 1.

- Xemorno6us nox 100 r/n u/unu npuiox)eHne Ha EpPUTPOIIOETHH - score 1.
- JleBkouuTu npeau xumuorepanus Han 1117/ - score 1.

- BMI (body mass index) > 35 - score 1.
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PuckoBu rpynu — ToukoBa cucrema Ha Khorana u yectora Ha cumnromatnuna BTE:

- Hucwbk puck - score 0: yvecrora 0,3-1,5%.
- Hurepmenuepen puck - score 1 nmm 2: yecrota 1,8-4,8%.
- Bucoxk puck - score > 3: yecrora Ha 6,7-12,9%.

JUATHOCTUKA HA ABbJBOKATA BEHO3HA TPOMBO3A U HA
BEJOJAPOBHATA TPOMBOEMBOJIMA — ITPUHIUIIN

Jlnarnosata Ha qbia00KkaTa BeHO3Ha TpoM0Oo3a (JIBT) u 6enonpodbnara rpomboembomust (BTE)
Ce OCHOBaBa IJIaBHO Ha KIMHUYHHUTE JaHHH, HW3CIeABaHETO 3a D-mumepu u obpas3Hara
muarHoctuka. KirouoBa 3a nokasBanero Ha JIBT um BTE e oOpasnHata amarHocTtuka.
VY ATpa3ByKOBOTO U3CIEIBAHE € 3J1aTeH CTaHAapT B AuarHoctukara Ha JABT ¢ wyBcTBUTENTHOCT
89 no 100% wu cnemupuunoct 86 mo 100%, ocoGeHO TpH MPOKCHUMAITHM JIOKAJTU3AIIHH.
Kommtorsp Tomorpadcekata BeHorpadus e Apyra IMarHoCTHYHA OMIIKS, HO TS HE € MbPBU U300p
MOopajyl UHBA3UBHOCTTA M PUCKA OT M3I0JI3BAHETO HAa HOAEH KOHTpacT. MarHUTHOpE30HacHaTa
BeHOTpadus MpeaocTaBs OTIMYHA BU3yalu3allis HA BEHUTE B MAJIKHs Ta3, HO € HeJIOCThIIHA U
ckbla. BeHTmmanuonHo-niepdy3rnoHHaTa CIUHTHTPadusS HA OeinTe IpoOOBE W IMyJIMOHATTHATA
anruorpadusi UrpasT TUArHOCTHYHA POJI, HO BEeYe C€ M3MECTBAT OT HOBU TEXHUKH. XEJHKC
KOMITIOThPHATa MyJIMOHAJIHATa aHTHOTpadusl € TUarHocThyeH Tect Ha u3dop npu bTE.

CrnenBa a ce UMa NpEBH, Y€ MOJOKHUTENECH TeCcT 3a D-quMepn MoXke J1a Ma IIPU HEOIlIa3us,
JTVCEMUHHpAHA HHTPaBa3aliHa Koaryaius, OpeMeHHOCT, HH(EKIUS U IOCTONEePATHBHO.

Wells ToukoBa cucreMa — IUAarHOCTUYHU KIMHUYHU Kpurepuu 3a BTE:
Knunuuau ga"nuu:
- Amnamuesa 3a npeaxogHa bTE wiu BTE: score 1,5

- Coppaeuna yecrota > 100 ynapa/mun: score 1,5

- Xwupyprudecka WHTCPBCHIMS WIH UMOOWIHM3AIUS MPpe3 MOCIACAHUTE 4 CEIMHUIIU: SCOore
1,5

- XemontwH3a: score 1

- AxTHBHA Heoruia3us: score 1

- Knuauunu nannu 3a 1pn60ka BeHo3Ha TpomOo3a ([IBT): score 3

- AnTepHaTHBHA AMarHo3a c rno-maika BeposaTtHocT 3a bTE: score 3
Kimmnanuna BepositHocT 3a bTE:
- BepostHa bTE: score > 4

- HeseposTHa BTE: score <4
TpanunmroHHa oIleHKa Ha BEPOSATHOCTHUTE:
- Bucoka: score >6

- Cpenna: score 2-6
- Hwcka: score <2

ITanmenture cbe score >4 mmar 28 1mo 52% 3a BTE. TakuBa mamMeHTH ce H3CIEABAT C
nmoaxoAsAIa o0pa3Ha JUarHoCTUKaA, a MAMEeHTUTE ¢ HUCHK score TpsiOBa ja ce crpaTuduimupar
¢ TecTBaHe 3a D-nqumepn.

IMPO®PUITAKTUKA HA BEHO3HATA TPOMBOEMBOJIUA
JIBa TepaneBTHYHH [10/IX0/Ia 3a NepuornepaTuBHa npoduinaktuka Ha BTE:
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dapmakonoruyHa TPOPHUIAKTHKA C HUCKOMOJICKYJICH, HE(PpPaKIMOHUPAH XCMapuH WU
dboHIanmapuHyKc.

MexaHnuHa TPOMOOIIPOPHIIAKTHKA.

Hanocneabk orpaHuyeHo NpUIIOKEHHE HaMUpaT HSIKOM HOBU MHXMOUTOpU Ha (axTop Xa u
IUPEKTHU MHXUOUTOpPH Ha mpoTpoMOuHa. Te TpsOBa na ce mpuiaraT BHUMATENHO, 3allOTO
3acera HsAMaT aHTUAOTHU. JIOHSAKbBIE U3KIIOYEHHUE € pUBApOKCaOaH, YUHTO €(PEeKT YaCTUUHO Ce
MOBJIUSIBA OT MPOTPOMOMHOB IJIa3MEH KOHIIEHTPAT.

OPAPMAKOJIOTUYHA ITEPHOIIEPATHUBHA ITPO®PUJIAKTUKA HA BEHO3HA
TPOMBOEMBOJIUA ITPU OHKOJIOT'HYHU IMAITMEHTH

[lepuoneparuBHa npoQuIaKTHKA

JlombaHUTETHU pHUCKOBH (aktopu 3a Tpombo3a u BTE, ocBeH camoTo HeEOmIaCTUYHO
3a0ojsiBaHe, ca HalpeJHala BbB3PAcT, MNPOIB/DKUTEIHA HMMOOWIM3AalMs, 3aTIbCTABAHE U
IIOCTaBEH LIEHTPAJICH BEHO3EH KAaTEThp.

[lepuonepatuBHata mnpoduiakTuka ¢ XemapuH HamansBa dectotata Ha BTE nmo 13,6%,
cpaBHEHO ¢ Henpodumiaktupanute — 30,6%.

HuckomonekynHUTE XemapuHu ce pueMar 3a MbpBU U300p Ha JeUeHueE.
AHaJOrMYHU pe3yJTaTH ce MOody4yaBaT ¢ HeppaKIIMOHUPAH XenapuH U (poHAamapuHyKc.

HpI/I OHKOJIOTMYHMU  MAallMCHTH, IOAJIOKCHMW Ha TOJIdMa OICpaTUBHA HHTCPBCHLUA,
HpO(i)I/IJIaKTI/IKaTa C XCMapHuH € UMIICPATUBHO MTPCTIOPBHUUTCIIHA.

I[O?;I/IDOBKa B ICPUONICPATUBHUSA ITCPUOJT

HpI/IJIO)KCHI/IeTO Ha HUCKOMOJICKYJICH XCIIapHUH CTapTHUpa 1 a0 2 gaca npeau onepanusTa.

[Ipu abmomunanHa xupyprusi ¢ Bucok puck 3a BTE Beuepra mpeam omepammsita ce mpaBu
eJHOKpaTHa BHUCOKa J103a. [IbpBaTa 1032 HUCKOMOJIEKYJIEH XeNapHuH CJIe]l OrepanusiTa ce npaBu
4 no 8 yaca cieq kpas H.

Hedpakunonupanusar xenapus ce npasu B 103a 5000 E s.c. 3 mptu gHeBHO. [IpOABIKUATEIHOCT
Ha repronepaTiBHaTa NpoQuIaKTHKaTa

Cnen namapoTomusi, J1anapocKoIus, TOPAKOTOMHS WM TOPAKOCKOMNMS, Hmpoabiukuia Hax 30
MUHYTH ce mIpoBexjaa moHe 10 gHM mocromepaTMBHAa NPO(UIAKTHKA C HUCKOMOJIEKYJIEH
xenapuH. Ilpy manMeHTH ¢ €IeKTUMBHA rojisiMa KOpEMHAa WIM XUPYprudecka MHTEPBEHLUS B
MaJIKMs Ta3 — A0 1 Mecel nocTonepaTuBHa NPO(UIAKTHKA ¢ HUICKOMOJIEKYJIEH XEeMapHH.

Ipodunakruka Ha BTE npu xocnurajau3upady NanueHTu

[Ipu nexamo OOJHM C OCTPU MEIWLMHCKU YCIOXHEHHsI Ce MpernopbuBa MPOPUIAKTHKA C
HUCKOMOJIEKYJIEH XeNapuH, He(paKIIMOHUPAH XeTapuH WK (HOHIANapHHYKC.

[Mpodunaktuka mpu amOyIaTOPHHU TALMEHTH HAa TaJUaTHBHA XHMHOTEPAIUs TPU JOKATHO
aBaHCHUPAJIO WIM METAcTa3upajo 3a0oisiBaHe

Pytunnata TpomOonpoduiakTMKa Ha TMalUMeHTH C aBaHCHpal pakK, [POBEXJAIlU
181



XUMHOTEpAIus, He ce TIpenopbyBa. T Moxke /1a ce uMa IpeaBU Mpyu aMOyJIaTOPHH MAIlUEHTH C
BHCOK PHCK.

[lanuenTuTe ¢ pak Ha maHKpeaca M Ha Oenust Apo0 MMAT IO-BUCOKAa BEPOATHOCT 3a
TpOMOOEMOOJINYEH MHIUICHT, OTKOJKOTO TE€3HM C paKk Ha I'bpaTa, CTOMAIIHOYPEBHUS TPAKT,
OBapUUTE WIM Ha I1aBa U . [Ipu Ta3u rpyna nauMeHTy NpUI0KEHNETO Ha HUCKOMOJIEKYJIEH
XETIapuH MOXKE J1a € OT I0JI3a.

[Ipu nanueHTy ¢ MeTacTazupall pak Ha r'bpJaTa, Moly4yaBalld XUMUOTEpaIus, MPUI0KEHUETO
Ha MHOT'O HHCKH JI03U alleHOKOyMapoJ 3a nojabpxane croitHocture Ha INR mexay 1,3 u 1,9
curu(ukanTHO HamansBa pucka ot BTE.

HDOd)I/IJ'IaKTI/IKa opu NanucHTH, noJjJyydaBaiin aJIFOBaHTHa XUMHUOTEpAIINUA W/WIIH
XOPMOHOTCPpAIuni

He ce npenoppuBa npoBexaane Ha TPOMOOTPOHIAKTHKA.
[MpodhunakTrka Mpu NAIMEHTH C LIEHTPAICH BEHO3CH KaTeThP
He ce mpenopbuBa pyTHHHOTO MPOBEXKIaHE HA TPOMOOTPOPUIAKTHUKA.

JIEKAPCTBEHH MNPOAYKTH n CTAHIAPTHH A03HU 3A
TPOMBOIIPO®PUIIAKTUKA ITPH XOCIIMTAJIMBUPAHU U AMBYJATOPHH
ITAIIMEHTH

HuckoMoaeKyaIHNA XeHapuHU
- Dalteparin

Crannaptha no3a: 5000 [U s.c. BeqHBX THEBHO;

Jo3a npu 3aTirectsiBane (BMI>40): moxe na ce 06cbau 7500 IU s.c. BeAHBXK JTHEBHO
- Enoxaparin

Crannaptha go3a: 5000 [U s.c. Bequbx THEBHO;

Jo3a npu 3atiscTsaBane (BMI>40): moxe na ce 06cbau 7500 IU s.c. BeAHBXK THEBHO
- Nadroparin

Crannaptha no3a: 2850-3800 1U s.c. Benubxk AHeBHO; Jlo3a npu Bucok puck: 5700 IU s.c.

BEIHEK JTHEBHO
- Reviparin

CrannaptHa no3a: 1432 [U s.c. Bequbx THEBHO

Hedpakunonnpadu Xemapuuu
- Heparin
Crannaptha no3a: 5000 [U s.c. Ha 8 mo 12 yaca;
Jlo3a npu 3aTiscTsaBane (BMI>40): moxe na ce o6cwau 7500 IU s.c. Ha 8 yaca

WuaupekTHr HHXUOUTOPY Ha dakTop Xa
- Fondaparinux

CrannmaprtHa J103a: 2,5 MT S.C. BEIHBX THEBHO;

Jo3a ipu 3aTirecTsaBane (BMI>40): Moxke 1a ce 00ChIu 5 MT S.C. BEAHBXK JTHEBHO
- Rivaroxaban

CrangaptHa no3a: 2,5 Mr 2 mbTH THEBHO
- Apixaban

CrangaptHa no3a: 2,5 Mr 2 mbTH THEBHO

JIupexTHU MHXUOUTOPH HA IIPOTPOMOMHA
- Dabigatran
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CrannaptHa n03a: 150 Mr 2 nbTH THEBHO

Agrarogucty Ha ButaMug K
- Acenocoumarol
Jlo3uposka criopen croitHoctuTe Ha INBuR

AHTI/IKOEIFVJ'Ia]_[I/Iﬂ X IIpOrHo3a Ipy NanvucHTUTE C paxK

Hsama manHm, KOUTO Ja MpenopbyuBaT MPOBEKAAHETO HA aHTUKOATYJIAIMS C 1IeJT TOI00psIBaHe
MPOrHO3aTa Ha OHKOJIOTUYHOTO 3a00JISIBaHE.

MexannyHa TpoMOONpopUITaKTHKA

Kommpecupamum dopanu ¥ ypeau 3a WHTEPMUTHpAIAa MHEBMAaTUYHA KOMIIPECHS MOXKE Ja
ObgaT nobOaBeHW KbM (hapMakoJIOTHYHA MPO(HIAKTHKA, HO HE W Jla ca KaTO MOHOTEpAIs,
OCBeH Korarto (apmakonornyHa mnpoQuiakTUKa € TMPOTUBOIMOKA3aHA TOPaAd AaKTUBHU
XEMOpAaruu.

AOCOTIOTHH IPOTHBOIOKA3aHUA 32 MEXaHUYHA MPO(UIaKTHKA:
- AKTuBHa JIbJIOOKA BEHO3HA TpoM003a; TeXKa apTepuaiHa HHCY QUIIMESHIUS.
OTHOCHUTETHM TPOTUBOIIOKA3aHUS 32 MEXaHUYHA!

- OOmupeH xeMaToM; KOKHHU paHH U yiuepauuu; TpomOountonenus noa 20 I'/n nim
MeTEeXUH; yMEepEeHa apTepraliHa HHCYpULMeHus; neprudepHa HeBponaTusl.

JIEYEHUE HA 1bJIBOKATA BEHO3HATA TPOMBO3A U HA BEJIOJJPOBHATA
TPOMBOEMBOJIUA BE3 XEMOANHAMWYHU HAPYIIEHUSA

IMTPU TAIIMEHTU CBC COJIMAHU TYMOPU
Jleuenue Ha octep enuson Ha JABT u BTE

ITpu ciydaute Ha JIBT u BTE 0e3 xeMonnHaMHYHH MPOSBU KAaTO CTAaHAAPTHO Ce Mpujiara
VMHUIMAJIHA TapEHTEpalIHAa aHTUKOATyJIalUsl C XEIIapUHOB IIpernapar.

[Ipunara ce HHUCKOMOJEKYJICH XeMapuH WIM HENpeKbCHaTa BeHO3HAa WHAQY3UI Ha
He(paKIMOHUPAH XEMapHuH B /1033, CbOOPA3HO TEIECHOTO Terio. ToBa jeueHue mpoabnKaBa
B ITBJIHA 71032 32 CPOK OT TMOHE 5 JTHU U CE€ CIHpa CJIe]l TOCTUTAaHE Ha IbJIHA aHTUKOATyJIaIlus
(INR 2,0-3,0) B moHe 2 mocnefoBaTeIHU THU. AKO ce MPEeABIXKIA MOIIbPKAIIOTO JeUeHUE
na ObJ1e ¢ OpajieH aHTUKOATyJIaHT, TO CTapTHpa OT JICHS Ha MPUIIOKEHUETO Ha XCTIapHH.

Jleuennero ¢ HedpakUMOHHMpAH XEMapwH 3amo4yBa C OONlycHa [103a, IOCJIEIBaHA OT
HempeKkbcHaTa 24-yacoBa WHQY3HWs C 1N JOCTUTAaHE M TOIIbp)KaHE CTOMHOCTHTE Ha
aKTUBHPAHOTO MapuuanHo TpomooruiactuHoBo Bpeme (aPTT) 1,5 no 2,5 mbTu Hag HOpMaTa.

Jleuenuero ¢ nuuxubuTOpa Ha (hakTop Xa hoHAANMAPUHYKC € C €PUKACHOCT aHAJIOTUYHA HA
HUCKOMOJIEKYJIHUTE U HEPPAKIIMOHUPAHU XEeTIapUHHU.

[Tpu amOynaTOpHHUTE MAMEHTH OOIIIMHCTBOTO OT MPOYYBAHUATA COUaT He(HPAKIIHOHHUPAHUTE
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XCIapuHU KaToO II'bpPBU I/I360p Ha JICUYCHUC.

JIEKAPCTBEHN IPOAYKTU U CTAHJAPTHHU 103U 3A JIEYEHUE HA
BEHO3HA TPOMBOEMBOJIUA

HuckomonekyiHu xenapuHu

Dalteparin Jo3za: 200 IU/kr s.c. BEOHBXK THEBHO

Enoxaparin Joza: 100 IU/kr s.c. Ha 12 yaca

Nadroparin Jo3a: 3800-8550 IU (86 IU/kr) s.c. 2 bTH JHEBHO

Reviparin Ho3za: 2863-5153 IU (143 IU/kr, Ho He nmoBede oT 10307 IU) s.c. BegHbK
JTHEBHO

Hedpakunonnpanu xenapuHu

Heparin Jo3a - Beno3Ho: 80 IU/kr HaroBapBaia a03a, ciuen koero 18 IU/kr/ygac
Jo3a - moakoxHuo: 333 IU/kr HaToBapBaiia 103a, cien koero 250 IU/kr Ha
12 yaca

WuanpekTHr HHXUOUTOpH Ha pakTop Xa

Fondaparinux CrangaptHa nosza: 5 mr (<50 kr), 7,5 mr (50-100 xr), 10 mr (>100 kr) s.c.
BEJHBK JHCBHO

[Tpu npoTHBONIOKA3aHUS WK OTKA3 OT HUCKOMOJIEKYJIHU XenapuHu u fondaparinux:

Rivaroxaban CrangapTHa no3a: 2,5 Mr opajiHo 2 IbTH IHEBHO

Apixaban CrannapTHa 103a: 2,5 MI OpaJiHO 2 bTU JHEBHO

JlMpeKkTHY HHXUOUTOPHU Ha MPOTPOMOMHA

Dabigatran CranpaptHa no3a: 150 Mr opajiHo 2 I'bTH JTHEBHO

IIponsinKkuTenHa moaabpikaia repanud caen nanmaiia tepanus Ha JIBT u BTE

Hauannara ¢asza Ha jedeHnme ce mocieABa OT NPWIOKCHWE HA OpaJeH AaHTUKOATryJIAHT
aHtaronuct Ha ButamMuH K (Acenocoumarol) 3a cpok or 3 10 6 Mecena ¢ MoJIbp)KaHe
tepaneBTHuHO HUBO Ha INR mexny 2,0 u 3,0. [IpogbikuTenHoOCTTa HA JIEUEHUETO 3aBUCH OT
texectrta Ha BTE, pucka or peumaus, pucka OT KpPbBOU3IMB, HAYMHA HAa JKUBOT U
QITepHATUBHUTE TEpaIlMU, KaTo HHUCKa Jo03a Acenocoumarol, acnupyH WM HOBUTE OpaIHU
aHTHUKOAryJIaHTH. BUCOKOpHCKOBH ca manueHTuTe ¢ MHOXkecTBeHH enu3oau Ha BTE; mosiBa Ha
TpOMO 10 BpeMe Ha aHTUKOATYJIAIHS; pa3BUTHE Ha aHTH()OCHOIUIUIHA aHTUTENA; NeUIUT Ha
IIPOTEUH S,
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npotenH C U aHTUTPOMOUH; XOMO3UTOTHA MyTanus Ha ¢aktop V Leiden u cbuerana myTanus
Ha xeTepo3uroreH gakrtop V Leiden ¢ MmyTanus Ha MpOTPOMOWHOBHS T'eH.

Jleuennero ¢ Acenocoumarol 3armousa 10 24 yaca cieq mbpBara 103a XeHapuH.

CnenBa na ce wuMar mnpeaBua mupokute ¢uyktyanmmn Ha INR  mpu  mekapcTBeHH
B3aMMOJICHCTBHSA, MATHYTPULIMS M YEPHOIPOOHA TUCHYHKIIHS.

Kopekuus Ha noszara Acenocoumarol criopen INR (cxema)

- INR<2,0: nokauBane ¢ 10-15%; xouTposnen INR mo 1 cenmuia

- INR 3,1-3,5: namanenue ¢ 0-10%; kontposied INR 1o 2 ceamunu

- INR 3,6-4,0: mponyckane Ha 0-1 noza, mHamanenue c¢ 10-15%; konTposmen INR no 1
ceaMuIa

- INR 4,1-8,9: nponyckane Ha 0-2 no3u, Hamanenue ¢ 10-15% +/— sutamun K 2,5 mr per
os; kouTpoJieH INR o 2 qgau

- INR>9,0: nponyckane Ha 2 no3u, Hamanenue ¢ 15-20% + Buramun K 2,5-5 mr per os;
koHTpoJieH INR Ha crnenBamusa nex

AnTepHaTHBHA NPOABLILDKUTEIHA MOAABPKAIIA TePaIIHs:

Huckomoitekysen xenapuH B 103a 75-80% ot nHunmanaara (Hanpumep eHokcamapud 150 E/kr
S.C. BEIHBXK JTHEBHO) B MpoAbIDKEHHME Ha 6 Mecema mpu Taprer INR 2,5 e ¢ Bucoka
edexTuBHOCT. CxeMaTa ce MpernopbuBa MPH HYK1a OT MPOIBIDKUTEITHA AHTHKOATYJIAITHS.

AHTHKOAarynamus ¢ HHCKa WHTEH3UBHOCT (Acenocoumarol) ¢ Ttaprer INR 1,5-2,0.
Acetylsalicylic acid (100 Mr cnex 6 Mecera aHTUKOATryJIaIus).

IIpoabIKUTETHOCT HA MO UThPIKAIIIaTa TepaIIis

Cuenapuii 1. [Ipu namueHTu ¢ pak Ha rbpJaTa Ha aJIOBaHTHAa TEepanus C TaMOKCH(EH ce
IpernopbyuBa 3aMECTBaHE Ha TAMOKCU(EHa ¢ apomMaTazeH uHxuourop. Ilpu TakuBa ciaydan Moxe
Jla c€ uMa IIPeIBU] IPOIBIDKUTENIHO JIEUEHUE 3a 6 Mecela ¢ HHUCKOMOJIEKYJIEH XEIapuH B J103a
75-80% ot HavanHaTa.

Cuenapuii 2. Ilpu manueHTH Ha aJlOBaHTHA XUMHOTEpamusi MOXKE Ja Ce HMa MPEaBHU]
MPOIBDKUTENIHO JIeYeHHe 3a 6 Mecela ¢ HHUCKOMOJIEKYJIeH xenmapuH B jo3a 75-80% ot
HaJajHaTa.

Cuoenapuii 3. Ilpy manMeHTH C NOCTUrHaTa IbJIHA PEMUCUS HA MOTEHLUATHO H3JIEUYUMO
3a0ossiBaHe (HampuUMep TepMUHATHBEH pPaK) MOXE Ja Ce HMMa MPenBUI MPOIBIDKHTEITHO
Je4eHue 3a 6 Mecella ¢ HUICKOMOJIEKYJIEH XenapyH B 103a 75-80% ot HavanHata. [Ipy mannenTn
C MeTacTasupaio 3a0oJiiBaHE, IIOJydYaBallld HEOAIOBaHTHA XHUMHUOTepanus (Hampumep
KOJIOPEKTAJIEH paK C MOTEHIMAHO Pe3eKTaOMIIHN 4epHOpoOHN MeTacTas3n), pucka oT BTE ce
oTpesessi UHAUBUTYalTHO.

Cuenapmii 4. Ilpu manueHTH ¢ MeracTazupaio 3a00JsBaHE HAa MaIMAaTHBHA XUMHUOTEpArus,
KaKTO U MPHU MOCTUTHAIIUTE ITbJIHA PEMUCHS, HO C BUCOK PUCK OT PELMIUB, CJI€/IBA CbBMECTHO C
MalMeHTa Jia c€ 00CHIN HEMPEeKbhCHATa aHTHUKOAT Y IaIlusl.

AnTtukoaryianTaa Tepanus npu penuans Ha BTE

185



AJleKBaTHO aHTUKOAryJupaHuTe nanueHTu ¢ peruanB Ha BTE tps6Ba na Obpnat uscieaBanu 3a
nporpecus Ha 3a00JI1BaHETO.

[TanmeHTH Ha NMPOIBIDKUTEIHA AHTUKOATyJIalldsg ¢ aHTarOHUCT Ha BUTaMHUH K, KoUTO momyuat
pennauB Ha BTE npu cyOrepaneBrnunu HuBa Ha INR, TpsOBa ma mpoBenaT MOBTOPHO JIeUEHHE
¢ He(paKIMOHUPAH WM HUCKOMOJIEKYJIeH XenapuH 1o nocturade cradbuwien INR mexnay 2,0 u
3,0.

Koraro nactenu peunnus Ha BTE npu agexkBatHo TepaneBTuyHO HUBO Ha INR, TpsbBa na ce
NpeMHHE Ha JAPYr THI aHTUKOArylalus, HampuMmep S.C. He(pakIMOHHpAH XeMmapuH C
noaabpxkane tepaneBTHUHO aPTT mexay 1,5 U 2,5 wiam HUCKOMOJIEKYJIEH XEMapuH B J03a
CHOpEJl TENIECHOTO Terjio. AJNITepHAaTHBA € MOKAuBaHE J03aTa Ha aHTaroHUCT Ha BuTaMuH K ¢
Taprer 3,5.

[IbnHA 1032 HUCKOMOJEKYJeH XemapuH (Hampumep nanrenapud 200 E/Kr BenHBXK ITHEBHO)
MOJKE Ja c€ MMa INpeJIBUJ NpH MALUEHTH HA NPOABIDKUTENIHA TEpanus ¢ peAyLupaHd 103U
HUCKOMOJIEKYJIEH XEeTIapuH WM aHTaroHucT Ha ButamuH K.

HD OTHBOIIOKA3aHMA 3a aHTHKOAryJjganusi

AOCOIOTHU TIPOTHBOIOKA3aHHS: AKTHBEH MO3BYEH KPBHBOW3IUB, XEMOpPArnyHW METACTa3H B
ITHC; akTHBEeH KpbBOM3IUB, N3UCKBAL HAJl 2 XeMoTpaHchy3un 3a 24 yaca.

OTHOCUTENIHH NMPOTUBOMOKA3AHMS: XPOHUYEH KIMHUYHO 3HAYUM KPBBOU3IUB, MPOIBIKUI HAL
48 wdaca; aKTHMBCH HEKOHTPOJHMpAH KPBBOM3IWB; TpoMOomuromnenus mox S50 I/ Texka
IUCPYHKIMST Ha TpoMOOUUTUTE (ypeMus, JIEKApCTBEHHW TMPOAYKTH, MHEIOAUCIIIa3us);
OpEMEHHOCT, HACKOpO TpPOBEJEHA OIepalusi ¢ BHCOK PHCK 3a KBPBEHE; NPHAPYKaBalia
XeMoparuyHa KoaryJiomnaTHs; BHCOK pPHCK OT TpaBMa Ha TIJaBaTa; JiymMOalmHa IyHKIIHS;
Mertactazu B [IHC; wuHTpakpaHuadHU WJIM CNHUHAIHUA JIE3UM C BHCOK PHUCK 33 KPHBOW3JIMB,;
MEePUKAPIUT; aKTUBHA MENTUYHA WU TaCTPOMHTECTHUHAIIHA YIIEPAllNs; TeKKa HEKOHTPOIHpaHa
WJTU MAJIUTHEHA XUTIEPTOHUS; IPOABIDKUTETHA aHTHATPEraHTHA Teparusl.

O01IM ChO0pAKEHNS OPU JICUEHUE C HUCKOMOJIEKYJIHY XEMapruHU ¥ HOHIAIAPUHVKC

HuckomonekynHute xemapuHu M pOHIANAPUHYKC CE M3TbYBAT caMmo Mpe3 ObOpennTe U Moxe
7a AanaT 3HAUMTENEH KyMYJIATHBEH €(eKT MpU KpeaTHHHHOB KiupbHC mon 30 mu/muH. Ilpu
MalUCeHTH ¢ KPEATHHUHOB KIUPBHC 1Mo 25-30 Mi1/MUH, MTOTy4aBaniyd HUCKOMOJICKYJICH XelapuH
WM BEHO3CH HEPPAKIIMOHUPAH XEMapHH, Ce MPENopbuBa PEAYKIHS WU Pa3peKIaHe Ha TO3UTE
Y aKTUBHO MOHUTOPHUpPAHE HAa aHTU-Xa-aKTUBHOCTTA.

[Ipu marmentu ¢ terno Hag 120 m mox 60 Kr na ce uma nmpeaBU]l MOHUTOPHUPAHE HA aHTHU-Xa-
aKTUBHOCTTA CJIeJ] TpeTaTa J03a.

XenapuH MHIyLMpaHa TPOMOOLMTOINEHHUS J1a C€ MMa IpPEIBUJ IPU ClaJ Ha TPOMOOLUTHUTE:
KOHTpPOJI Ha KPbBHATA KapTHHA HA 7.JCH, a MPU SKCIIO3HIIAS Ha XEMaphH Mpe3 MOCICIHUTE 3
Mecela — Ha 3./1¢H.

IIpunoxkeHue Ha vena cava d)I/IJITI:D

Ounthp Ha vena cava inferior MoXke Ja ce WMa MPEABHI MPHU TMAUEHTH C PEIUIUBHpAIA
oemonpoOHa eMOO0Nus, MPOBEKIAIIM aJCKBATHA aHTUKOATYIAlMS WIH TPU KOHTPAWHIAUKAIIIN
3a aHTUKOAryJaHTHA Tepanus (HampuMep aKTUBHO KbPBEHE WM IBJI00KA XeMapuH UHAYIIUpaHa
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TpombonuToneHus). Koraro puckbsT OT KpbBOM3IMB C€ peaylHpa, MAlUeHTUTe C vena cava
bunTep TpsAOBa Ja 3amoyHAT WM BB3CTAHOBAT AHTHKOAryJaHTHATa Tepamus C Iel
npoduIakTUKa Ha JbJI00Ka TpOMOO3a Ha JTOJTHUTE KPaHUIIH.

PenatuBHM NpOTHBOIIOKAa3aHMs: HaJIWYME Ha TPOMO MEXIYy MSCTOTO Ha BEHO3EH IOCTBI U
MSICTOTO Ha pas3rpbliaHe, MPEACTOALIM CUCTEMHA TPOMOOJIN3a, XUPYpPruuecka eMOOJIeKTOMUS
WIA IyJIMOHaJHAa TPOMOAPTEPEKTOMUS; NAIMEHTH Ha TepalneBTUYHA aHTHKOAryJalus;
npeacrosam MRI.

JIEYHEHUE HA OCTBP EIIN30/1 C TPOMBOJIN3A

Muanukammu 3a tpomboamsa

- JKuBoto3zactpamaBama octpa npokcumansa JBT

- Ocrtpa [IBT c onacHOCT OT raHrpeHa Ha KpaifHUK

- CumnromarnyHa unuodemopaita Tpomb03a

- Macusna xuBoro3actpamanaiia bTE (Texka necHokamepHa auchyHKIus)
- HHrecTtuHanHa BeHO3HA TPOMOO3a C BUCOK PUCK OT UCXEMHUS

AOCOJIIOTHU KOHTPAUHAMKALIMY 32 TpoMOOIM3a

- Anamnesa 3a XEMOparniycH UHCYJT WA UHCYJIT C HCU3BCCTHA ITPUYMHA
- HuTpakpanunaneH Tymop
- HcxemudeH WHCYINT Tpe3 MOCIEeIHUTE 3 Mecela

- AmnamHe3a 3a TeXKa TpaBMa, OTNIEpaTUBHA MHTEPBEHIIMS WJIM TpaBMa Ha TjaBara mpe3
HOCIIETHUTE 3 CeMULIH
- Tpombommtu mox 100 I'/n

- AKTHBEH KpbBOM3JIUB
- XemoparuyHa quare3a

PenaTuBHM KOHTpaMHIUKAIINHT 34 TDOM60JIPI3a

- Bwm3pacr Hag 75 ronuan

- bpemeHHOCT WM MbpBa CEAMULIA CIIEN PaXkaaHE

- HeBBb3MOXHOCT 3a KOMIIpECHs Ha MyHKIIMOHHUTE MECTa
- Peanumarius o moBoj Ha TpaBMa

- Pedpakrepna xuneptoHus (cuctonmuHO Hamsrane Hang 180 MM, IHACTONMYHO
Hansarane Haa 100 mm)
- Hampennaio uepuoapo6Ho 3ab01s1Bane

- HMudexnmoseHn eHaoKapauT
- TacTpouHTecTHHaTICH KPHBOU3IHB Mpe3 MOCIETHUTE 3 Mecela
- OuakBana npexuBsieMocT 1noj 1 roguHa

TPOMBOJIMTUYHA TEPAIINA
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TpOM6OJIPITI/I‘{HaTa Tepalurd MOXKE Ja C€ IpaBcIc IMOCPCACTBOM BCHO3HA I/IHq)YSI/I}I nin ¢
KaTCTbPHU TCXHUKHU MAapajICIHO C MCXaHUYHA TpOM6eKTOMI/I$I.

3a MOTBBpKAABAHE HA pe3yJiTaTa el Mpoleaypara ce mpernopbuBa BeHOrpadus.
TpombonuTnuna tepanusa upu JABT
e Alteplase (Actilyse, tPA): daakonu o 20 u 50 mr; no3a 0,5-1,0 Mr/gac BEeHO3HO

e Reteplase (Rapilysin): dmaxonu mo 10 U; mo3a 0,25-0,75 E/gac BeHO3HO

e Streptokinase (Streptase) — ¢makonu mo 100000, 250000, 750000, 1000000 u 1500000
IU; STPase - ¢uakonu o 1500000 IU): craptupa ce ¢ HatoBappama ao3a 250 000 IU
3a 30 MUHYTH, ClIe]T KOETO Cc€ MpoabJbKaBa ¢ nmoaabprkaiia no3za ot 100 000 IU nHa yac
72 qaca)

e Urokinase (Ukidan): ¢makonu mo 5000, 25000, 100000, 500000 u 1000000 IU; mo3a
200000 IU karo 6aBHa un(py3us (15-30 munyTtH), cnex toa 100000 IU / h 3a 24-72
gaca KaTo HempeKbcHaTa nepdys3usl.

TpomOonautnyna tepanust opu bTE

Alteplase ce cumra 3a Haii-e()eKTHBHOTO TPOMOOIUTHYHO cpencTBo. [Ipumara ce B 1o3a 100 mMr
BEHO3HO 3a 2 yaca. Jlo3za or 50 Mr mMoxke Ja € moAxoAsila IpH MalWeHTH Haja 75 TOJWHH,
XUPYpPruYHa UHTEPBEHIINS B TOCIICTHHUS MECEI] MM BUCOK PUCK OT KPHBOH3IIHUB.

[To-kpatka uH}Y3us 32 0KoJIO 15 MUHYTH M MakcUMaiHa g03a okosio 0,6 Mr/Kr (MakCUMyM 10
50 Mr), MO’Ke J1a ce M3MO3Ba B CICIIHH CUTYalluH — KapIUOMYJIMOHAIHA PECY CIIUTAIINS.

e Streptokinase 250 000 IU karo HaToBapBamia 103a B mbpBuTe 30 MUHYTH, ClEI KOETO
un¢y3usa 100 000/gac 3a 24 yaca (72 gaca npu cerbTcTBama JIBT)

e Urokinase (Ukidan): go3a ot 300 000 IU ce mpunara B 6aBHa BeHo3Ha uHpy3us (15- 30
MUHYTH), TOCIEABAaHO OT HempekbcHaTa mnepdysus B moza 250 000 IU / h B
npoabJbKeHUe Ha 12 yaca

e Tenecteplase (Metalyse) — ¢pmakonu no 40mr 8000 U: no3a 0,25-0,5 Mr BeHO3HO

KaterppHa TpomOonm3a mox exorpa)CKéd KOHTPOJ € TEpaneBTUYHA OMIMSA MPU MAlHUEHTH C
>50% 3amymBaHe OT TpOMO B €HATa WM JIBETE TJaBHH OeJI0ApoOHU apTepuu WM JI0OapHU
OenoapoOHN apTepuu W JaHHU 3a JecHOkamepHa mauchynkmus. [IpoBexna ce mHpy3us Ha
alteplase cbc cxopoct 1 mr/gac mpe3 karerbpa win 2 mr/dac npu nsycrpanHa BTE no o6ma
no3a 24 mr. Mudysusara npe3 eauH KateThp MpoabibkaBa 24 vaca, a mpe3 JBa Karerbpa - 12
Jaca.

JIEYHEHUE HA XEMOPAT'UH, CBbP3AHU C AHTUKOAI'YJIAHTHA TEPAIIUSA

KpbBocnupamu 1ekapcTBEHH U KPbBHU MPOAYKTU

| Jo3a ‘ Komentapu ‘
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Buramuu K

1-10 Mr BEHO3HO W
MepopaHo.

Nudyszupa ce 3a 20-30 MUHYTH, HEXKEITAHUTE
peaknuu ca peaku. EQexThT HacThIBaA ciex 6
yaca MpHU BEHO3€H U 24 yaca ciief] nepopaieH
npueM. ['oneMute 103U MOXKE Ja MPUUUHAT
PE3UCTEHTHOCT KBbM CHUHTPOM npu
IIOJHOBSIBaHE Ha JedyeHuero. He ce
IpernopbuBa  MYCKYJIHO WU
IPUJIOKEHUE

IIOAKOXHO

[Tporamuncyndar

12,5-50 MT BeHO3HO

[lpenn3BukBa MTBIHO HEyTpaTU3UpaHE Ha
He(paKIMOHUPAHUS u 60-80% Ha
HUCKOMOJICKYJTHHS XenapuH. Hsama edext
npu siedenne ¢ fondaparinux

TpomboruTeH
KOHIICHTPAT

1 adepe3na enuHUIA
Wil 5-8 eguHUIM OT

sj1a KpbB

[Tpunara ce npu NalMEeHTH ¢ aHTHArperaHTHA
tepanusi. TpomOonutute ce nokaysat ¢ A0 30
I'/n. TapretHusat TpomOoLuTEH Opoii Bapupa

[TpsicHo 3ampa3zeHa
ia3ma

10-30 mur/kr.

3amMecTBa BCHYKH (I)aKTOpI/I Ha KoaryJjanusra,
HO HC MOXKC Ja INOCTUTIHE IIbJIHA KOPCKIIHA.
XeMocTazaTa OOMKHOBEHO H3MCKBa HHBa Ha

KoarynanuoHuure (dakropu okono  30%.
®axkrop IX moxe ga nocturue camo a0 20%.
Kparpk momy’>XKMBOT, MOXE€ Ja H3HCKBa
MOBTOPHA J103a cief 6 yaca. Mma romsm

obeM W MOXE Ja ca HYXXHM 4YacoBe 3a
3aTOINISHETO U BIMBAHETO M

[TpoTpoMOUHOB
KOMIIJIEKC
koHneHTpar (PCC)

INR
2-2.5
2.5-3
3-3.5
>3.5

no3a ml/kg
0.9-1.3
1.3-1.6
1.6-1.9
>1.9

bep3a u mnenHa kopekums Ha INR npu
JIeKYBaHW CBhC CHHTPOM NAalHMeHTH. Marbk
uH¢y3uoHeH odem 3a 10-30 munyTH. Puck ot
tpomb0o3u  1,4%. Koutpamnauuupan mnpu
aHaMHe3a  3a  XeMapuH  MHIyLUpaHa
TPOMOOLIMTONIECHHUS.

PexomOuHaHTEH
dbaxTop Vila
(rFVIIa)

15-90 MKr/KT.

bbp3a uHby3us Ha Mambk obeM. bbp3a u
neiaHa kKopekuusa Ha INR npu nexyBaHu cbe
CUHTPOM TMAaLIMEHTH, HO MOXE Jla He CcIpe
XEeMOparusra, 3amoTo 3aMecTBa camo (pakTop
VllIa. Puck ot Tpom603a 5-10%. Kpatbk
MOJTY’KUBOT, MOXe€ J1a U3MCKBa MTOBTOPHA 7032
cien 2 yaca

AMHHOKaIIpoOHOBa
KHCEJIMHA

4-5 r iv./per os 3a 1
yac, mocyie mo lr/gac
Ha 8 yaca (MakcuMasHa

no3a 24 r/24 qaca).

Moske n1a moBUIIH pucka ot Tpombo3a. Moxe
Ja KyMyJupa TpHU MalueHTH ¢ ObnOpeuyHa
HEJIOCTAaThYHOCT - PeIyKIHS Ha
HaTOBapBalaTa J03a Wil CKOPOCTTa Ha
uHy3us. BHuMaHue wim wu30ArBaHe mpU
XeMaTypHsi OT TOPHUTE TMKOYHH ITHTHIIA

TpanekcamoBa
KHCEITMHA

1300 mr per os Ha 8
Jaca

Nupukamms npu MmeHoparus.  [pyrure
nuanukanuu ca off label

ITpunoxxenne Nel:

JlexapctBenn Qopmu Ha peructpupanutre B P bbiarapus Haii-uecto

189




YHOTpeOsIBAaHU MpEnapaTH 3a aHTHKOATryJIalus

HUCKOMOJIEKYJIHU XEITAPUHU

(akTuBHOCT B IU anti-Xa)

Dalteparin cnpuHioBkH 1o 0,2 mu 2500 [U; 0,2 M 5000 IU; 0,3 M 7500 IU; 0,4 Mo
10000 IU;

0,5 M 12500 1U; 0,6 ma 15000 1U; 0,72 mm 18000 IU

amnyiu 1o 2,0 mu 10000 1U

¢naxonu no 4,0 mu 25000 TU

Nadroparin cnpunioBku 1o 0,2 mu 1900 IU; 0,3 mu 2850 TU; 0,4 M 3800 IU; 0,6 Mo
5700 1U;
0,8 M1 7600 IU; 1,0 M1 9500 TU

Nadroparin cnpuHioBku 1o 0,6 mu 11400 1U; 0,8 mu 15000 1U; 1,0 ma 19000 TU

Nadroparin ¢daaxonu o 5,0 M 47500 [U

Enoxaparin crpunioBku 1o 0,2 mur 2000 U, 20 mr; 0,4 mu 4000 1U, 40 mr; 0,6 M 6000
IU, 60 mr; 0,8 Mt 8000 IU,

80 mr; 1,0 M 10000 TU

¢baaxonu o 3,0 ma 30000 IU, 300 mr

Reviparin cripuHnoBky 1o 0,25 mut 1432 1U; 0,6 M 3436 TU; 0,9 Mt 5153 TU; 1,0 mn
5726 TU

Reviparin pen | MHorono3osu nucanku mo 3,0 M 17178 U u ; 6,0 mut 34356 TU

HE®PAKIIMOHUPAH XEITAPUH

Heparin

Heparin natrium:

dmaxonu o 5,0 M 25000 [U

AHTAI'OHUCTU HA BUTAMHUH K

Acenocoumarol TabneTku 1o 4 mMr

NMHAWPEKTHU MHXWUBUTOPU HA ®AKTOP Xa

Fondaparinux ciipuamnosku 0,3 mi 1,5 mr; 0,5 mut 2,5 mr; 0,6 mut 7,5 mr

Rivaroxaban ta0neTku 1mo 2,5 Mr
Apixaban tabnetku o 2,5 Mr
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JAAPEKTHU UHXUBUTOPU HA ITPOTPOMBHUHA

Dabigatran Karncynu o 75 u 110 mr
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45. IMMOBEAEHMUE I1PU XEMOPAI'MYHA JTUATE3A

HpI/I OHKOJIOTUYHHUTC MMAIUCHTU MOT'AaT da HACTBIIAT PA3JIMUHU XCMOpAruiHu yCJIIOKHCHUA, YUATO
4yecToTa MpH HampeaHano 3aboisiBane moctura 6-10%. Texectra M Bapupa OT OTKIOHEHHUS B
nabopaTOPHATE TTOKA3aTEIH A0 3acCTpallaBally KHUBOTa KPHBOM3IHUBH. [I[pUUMHSIBAT CE OT CAaMOTO
3a0015BaHe (IMPEKTHA ChHJOBA WHBA3US WM TApaHEOIIACTHYCH e(EeKT), YCIOXXHEHHS OT
JICUCHUETO WJIHM MTOPAJN APYTH HEMAIUTHEHU (PaKTOPH.

N3CJIEABAHE HA OHKOJIOI'MYEH ITAIIMEHT C KPbBOU3JI1B

[TppBaTa cTHIKA € JNETAlIHO NMPOYYBaHE HA OHKOJOTMYHATa aHAMHE3a W 0COOEHO Ha HACKOPO
MPOBEICHOTO JeueHue. [10BUIIeHO BHUMaHKE € HeOOXOIMMO, KOraTo XeMoparnyHara auaresa €
WHUIIMATHA TPOSIBA.

OcHOBHM 1a00paTOPHH TECTOBE

e IIporpombunoBo Bpeme (PT)

¢ International normalized ratio (INR)

¢ AKTHBHpAHO MapiuasHo TpoMOoracTuHOBO Bpeme (aPTT)
e TpomOGouuteH 6poii

e ®ubpuHOreH

WHTepnpeTanys Ha KOAryJallMOHHUTE TECTOBE — OCHOBHU JIAOOPATOPHU KOHCTEIAINH
Nzonupano nosumenue Ha PT/INR. TTokazarento e 3a nedunut Ha dakrop VII:

3ary6u Ha ¢aktop VII B ekcTpamenynapHu ¥ eKCTpaBa3ajdHH IMPOCTPAHCTBA (OTOIH, ACITHUT,
ieBpasieH u3nuB — T.H. third spacing) W moBuIIeHAa KOHCYMalusi, HampuMmep NpU
TUMCceMUHUpaHa nHTpaBasaiHa koarynanus (1K)

Hapymiena yepHoapoOHa GyHKIMSA PH METAcTa3d B YSPHHS APOO MIH XPOHUYIHO YSPHOAPOOHO
3a00J11BaHe

Heduuut Ha BuTamuH K: niedenue ¢ antaronuct Ha ButamMuH K; mannytpunus Cencuc
Wzomupano moBumenune ©Ha aPTT. I[lokasarenHo e 3a wu3omupaH AeQUIUT Ha HIKOH
KoaryJalMoHHH (hakTopu:

Wzonupan gepunur wnu uaxubutop (pakropum VIII, IX, XI, XII; koHTakTeH (dakTop,
MPEKATMKPENH, BHCOKOMOJICKYJIEH KHHIHHOTEH )

Hannuue Ha MymyceH aHTUKOAryJaHT

Jleyenue ¢ xenapux

Crpuerano noBumenue Ha PT/INR m aPTT. IlokaszarenHo € 3a MHOXECTBEH WM H30JIUPAH
neQUIUT Ha HAKOM KOoaryJlaluoHHH (pakTopu U Ha XUuNo(puOpUHOTreHEMUSI:

MHoxecTBeH 1e(UIUT IPU XPOHUYHO YepHOIpoOHO 3abosaBane u JINMK

W3onupan gepunut nim Hanmaue Ha cnennduieH naxuourop (paxropu X, V wm II)
XemaTokpHT >60% (XeMOKOHIIEHTpALUs) UIH XEeMOAUITY LU

Bucokn XCIIapuHOBU HUBA
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Texbk nepunur Ha BuTamuH K
Xunopuodbpunorenemus <0,5-0,8 r/mn, nuchuOpUHOTEHEMUS U JUCTIPOTEHHEMUS

TpombGoruTen Opoi

[Ipu TpoMOomMTONICHNS 3aJBDKUTEITHO TpsOBa Ja C€ HAmpaBd KpPbBHA HATpUBKA 3a
ThpCEHE Ha TPOMOOIIMTHU arperaTv, KOUTO ca MPHYMHA 32  JIBKIUBH  PE3yJITaTH.
HatpuBkaTa ce wu3cienBa W 3a HajdM4We HA [IU3OMHWTH - Mapkep 3a TPOMOOTHYHA
mukpoanruonatus (TMA).

[Ipu oTchCTBHE Ha CKOPOIIHA XHMHUOTEpamusi AudepeHIualHaTa JUarHo3a Ha TeXKaTa
n3zonupana tpomoormronenus (o 10 G/1) ocHOBHO BKJIIOYBAa UMyHHA TPOMOOIIMTOTICHUS,
(hapMaKoJOTUYHO HHAYIIMpPaHATa TPOMOOIIMTOIICHHSI M OCTpaHChy3UOHHA MMy pITypa.

W3cnenBanus npu TpoMOOLIMTHA AUCOYHKINS U ITOBUIIeHa (UOPpUHOIN3A

[TpoBexxgaT ce cHenUaTU3UpaHd XEeMOCTa3HH TECTOBE: H3CJIEIBaHE Ha TPOMOOIMTHATA
¢bynnusa  (mampumep ¢ aBroaHaymzatop tunm  PFA1000), eyrmoOyawHOB — TecT,
TpomboenacTorpadus 1 onpeiesiHe HUBaTa Ha (pakTopuTe Ha KPhbBOCHCUPBAHETO.

XEMOPATUYHA JUATE3A IIPU JE®EKTHU B KOATYJALUATA
JluceMruHupaHa UHTpaBa3ajliHa KOaryJanus

JucemuHupaHata uHTpaBazainHa koarynanus (JJMK) e uecto ycrnoxHeHHe NpU OHKOJOTUYHU
nanueHTH. Knuanunute u3sisu Ha JIUK ce abmxar Ha HeChbOTBETHaTa TPOMOMHOBA aKTHUBALMS,
KOSITO BOJH J10:

e [IpeBpouiane Ha pudprHOreHa BbB HUOPUH

e AKTHUBAIMs U KOHCyMallusl Ha TPOMOOLIUTH

e AxtuBanus Ha aktopu V u VIII

e AxruBanus Ha nporeud C u pasrpaxaane Ha ¢pakropu Va u VIlla
e AKTHUBAIMs HA €HIOTEIHUTE KICTKH

e EkcuecuBHa ¢pubpuHonusa

JlaboparopHa Haxoaka

TpomOGouuTHHUAT Opoit OOMKHOBEHO € HamalleH, HO npH xpoHuuHuTe hopmu Ha JIUK moxe na e
HopmasieH. CepyMuusT ¢pudbpuroreH npu octep MK e nHamanen, Ho npu xponudeH JIMK moxe
na e B ,HopMa”. OT Oa3uCHHTE XEMOCTAa3HU HW3CIEABAHUS TPOMOOIMTONCHUITA € Hak-
YyBCTBUTEIHUS CKpUHUT TecT. Hait-cienmduden tect 3a JIMK e auBoTo Ha D-mumepu.

XemoparuueH Bapuant Ha JJUK

Benpekn uwHUIMaMHMA TpoLeC Ha aKTUBUpaHa Koaryjaunus, TpPOMOOLUTONEHUATa U
noBuIeHaTta (pUOPHHOIU3A YECTO NMPHUUMHABAT KpbBom3iauBH. Tunmuen npumep Ha UK c
ekciecuBHa (UOpPUHOIM3a ce HaOI01aBa MPU MIPOCTATEH aJICHOM.

XemoparnueH BapuanT Ha JIMK e cycnekTteH mpu DamUMeHTH ¢ €KCLUECHUBHA WIIU
HECHOTBETCTBAIlA HA WHBa3WBHATa Mporeaypa xemoparus. [Ipu texsk UK oObukHOBeHO aPTT
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u PT ca moBumienu, HO Moke J1a ca U HopManHHU Tpu xpoHuyaute Gopmu. aPTT mpu Texbk
octbp MK Moxke 1a € CKbCEHO.

TpomboTtuuen Bapuant Ha JJUK

[IpencraBnsBa chyeTaHWEe Ha EKCIeCMBHAa TpomOo3a mpu oHKojorumueH manueHt ¢ UK —
cuaapoM Ha Trousseau. OOGIIMPHO apTepUaIHO W BEHO3HO TpoMOOoOpazyBaHe ce HaOIrO/IaBa
4ecTo M oOMYaiiHO € pedpakTepHO Ha JEUEHUE ChC CHHTPOM. [lalnMeHTUTe MOXKE Ja UMaT
HETPOMOOTHYEH €HAOKAPIUT U MHOKECTBEHA €MOOJTHSI.

Jleuenne Ha JJMK nipy OHKOJOTHYHH MAIMEHTH

[lpy Hamanenu ¢GakTOpM Ha KPHBOCHCHUPBAHE W HACTHIWI KPHBOM3JIMB CE€ IPOBEXKIA
3aMecTBaHe Ha AepunuTHUTe PaKTOpH.

Hacoxu 3a 3amecturenna tepanus npu JWK crnopen kppBHaTta kapTMHa M pyTHUHHHUTE
KOaryJjaal¥OHHU TECTOBE:

IToxa3arten TepaneBTHYHO NOBeAeHUE
Xemartokpurt oz 21% TpaHcdy3us Ha epUTPOLUTEH KOHIIEHTPAT
®ubpunoren nox 1,5 g/l KpbBoW3nmuBY npu ManueHTH ¢ MPUAOOUT

¢bubpunoreneH nepunut
OOuKHOBEHHO ce mpuiaraT 1-2g ¢
nocJieIBaIy HHQY3uHu, KaKTO € He0OXOAMMO.

TpomObouuTu nox 50-75 G/1 Tpancdysus Ha 1 TpPOMOOLIMTEH KOHIIEHTPAT
oT adepesa win 6 10 8 caka OT €IUHUYHU
JIOHOpHU

INR>2,0 u ynemxeno aPTT Tpancdyszus Ha 2 10 4 E npsicHO 3aMpa3zeH
ia3ma

XenapuHoBa Tepanus

[IpenBwxna ce npu mnauumeHTuTe ¢ TpoMmOoTnueH BapuaHT Ha JIMK. B cmyuaute, koraro
NalMEeHThT U3MCKBA YECTO 3aMeCTBaHE Ha AeUUIUTHUTE (HAaKTOpH (HAIpUMeEp IpHU MPOCTATEH U
CTOMAllIeH aJeHOKapLUHOM), MOHSAKOra MOX€ BHHMMATEIHO Ja C€ M3IO0J3Ba XEMapuH C LE
HaMmaJleHHe Ha TpaHC(y3MOHHATa 3aBUCUMOCT. 3a MOHUTOPUPAHE Ha aHTUKOAryJalusaTa BMECTO
aPTT tps6Ba na ce m3cienBat cieuUIHATE HUBA HA XCTIAPHH.

[Tpuno6ura 6onect Ha von Willebrand

[Mpunobura OGomect Ha von Willebrand (VWD) ce cpema npeiuMHO NpuU MaJWTHEHU
XEMOTIaTHH, HO TOHSAKOra ce HaOmrogaBa mpu TymopuTe Ha Wilms, KakTo W mpu JIeYEeHUE C
HSIKOM JICKApPCTBEHM MPOJYKTH, KaTo HUIpOoQIoKcanyH. Haii-uecTuTe CUMITOMH Ca MYKO3HH
KPBBOM3JIMBH (YECTO EMUCTAKCUC WJIM TacTPOMHTECTUHAJIEH KpPBBOM3IMB) M Au]y3HO
pOCMyKBaHe Ha xupypruuHure panu ¢ KpbB. PT u aAPTT obuxHOBeHO ca yabipkenu. Ilpu
VWD tun I troranaust von Willebrand nporenn e namanen, npu VWD Ttun Il uma 3ary6a Ha
MYJITUMEPH € BUCOKO MOJieKyJIHO Tersio (HMWM).

Jleuenune
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JleamonpecuubT* € e(heKTUBEH IMPH MHOTO ManueHTH, npeaumuo ¢ VWD tun I, HO decto
00eMbT U MPOABIDKUTEITHOCTTa HAa OTTOBOpa ca orpaHuyeHd. IIpu JeKu U CpeaHO TEeKKH
KPBBOU3IMBY KOMOMHUPAHETO C aHTU(GUOPUHOIUTULIN € MOoJe3HO. [Ipu TeXKH KpBbBOU3IUBU
€ MoKazaH KOMOMHHUPAH JIEKapCTBEH MPOIYKT, KOiTo chabpka akrop VIII u pakropa Ha von
Willebrand.

[Ipy MHOTO TEXKH KPHBOM3IUBH, KOUTO HE C€ TOBIUSABAT OT KOMOWHUpPAH KOHIICHTPAT OT
daktop VIII u dakropa Ha von Willebrand nnu npu »xuBoTO3armaBamn; KphBOU3IUB € TTOKa3aH
pexombuHanTeH dakrop VIla (rFVIla).

Jleuenue ¢ ne3momnpecus™

JlekapcTBeH MPOAYKT Ho3a
Desmopressin - BEHO3EH 0,3 mcg/kg i.v. 3a 15-30 MunyTu* Ha 12-24 yaca
Desmopressin - UHTpaHa3aJIeH 150 mcg (1 BupwckBane) — narueHTH moxa S0 kg**

150 mcg (2 BupbckBanrs) — mareHTH Haa S0 kg**

Ha 12-24 yaca

IIpenonepatuBHo 30 MUHYTH NpeAU MTpoLEaypaTa

** [IpemonepaTuBHO 2 Yaca Mpeau mpoleaypara

Jleuenue ¢ komOuHMpaH koHIeHTpat oT ¢akrop VIII u paxrop Ha von Willebrand
Tepanestuuna [lo3a

Omnpenens ce o ¢hopmyia

N3uckBanus Opoit eqMHUITM=TeIecHa Maca (KT') X KeJIAaHOTO MOBHIIIaBaHE Ha
¢axrtop VIII (%)x0.5 xomOunupan koHnentpar ot ¢pakrop VIII u paxtop Ha von
Willebrand 40-80 IU /kg i.v. Ha 8-12 gaca

Jleuenne ¢ xomOuHMpaH koHIeHTpat oT ¢akrop VIII u paxrop Ha von Willebrand

JlekapcTBeH NpOAYKT Ho3za
KoMOUHMpaH KoHIeHTpar ot (axrop VIII u 40-80 IU /kg i.v. Ha 8-12 gaca
¢daktop Ha von Willebrand

JleueHnre Ha MHOTO TEXKH U pepakTepHU KPBbBOU3IHMBH IpH npuaoduta VWD u npunodutu
unxuburopu Ha pakrop VIII ¢ pekomObunanten pakrop VIla

JlekapcTBeH NPOAYKT Ho3a

rFVIla 90 mecg/kg i.v. 6omyc*

H606XOI[I/IMOCTT3 OT cJIcABallla n03a W HMHTCpPBAJla Ha HNPHUIIOKCHHUE CC OIPCACIIAT CIIOPECH
KIIMHUYHUTE 00CTOSATEIICTBA

[Tpuno6utu uaxuburopu Ha pakrop VIII

195



Heduuutst Ha ¢akrop VIII mopaau pa3BuTue Ha aBTOAHTHUTENA € HAN-YECTHUAT NMPUAOOUT
Ne(UIUT Ha KoaryJIallMOHHU (aKTOpHU NpU BB3PACTHH MALUEHTH C paK.

3a pa3nMka OT KOHI€HMTaJIHaTa XeMOQWiIHs, NAlUEHTUTE C NPUIOOUTH MHXUOUTOPH YECTO
UMaT eKXMMO3H, MOKPHUBAIY OOIIMPHU 30HU Ha TSUIOTO U MOKE J]a UMAaT MaCUBHU MYCKYJIHU U
MEKOTbKaHHU KPbBOU3JIUBHU.

N3cnensaneTo Ha XxemocTazarta mMoka3Ba yabmkeHO aPTT, MonoXKUTeNneH CKpUHUHI TECT 3a
MHXUOUTOP M HUCKU HUBA Ha (axTop VIIIL.

[Ipu Texku M KUBOTO3AIUIAIIBAIIKN KPHBOM3IUBU pekoMOUHAHTHHUAT (akTop VIla (rFVIla ) e
cpenctBo Ha n360p B 103a 90 meg/kg Ha Bceku 2 10 3 yaca 70 CripaHe Ha KPhBOU3JIUBA.

3a enMMUHUpPAaHE HA aBTOAHTHUTENaTa KOPTUKOCTEPOUANUTE CE€ CPEACTBO OT MBPBU M300p, KaTo
MOJKE J]a c€ KOMOMHHPAT C MUKIOPoCcHaMuI U pUTYKCUMAO.

Jleuenuero Ha TOBa ChCTOsIHME TpsAOBa Ja ce MPOBEIE MpeIr rojieMU WHBA3UBHH MPOLEAYpPH,
3aI[0TO YCIIEITHOTO JICYeHHE Ha TyMOpa He BOJH /10 eTMMUHUPAaHE HA HHXUOUTOPHUTE.

Hapy1ienus B koaryanusTa, CBbp3aHu C JCKapCTBCHH MPOIYKTH

Hapymenns B koarynanusra, Cb4ETaHHU C XEMOJIN3a

Morar fa ce pa3BUAT Cliej] MPUIOKEHUE Ha 1EedaJOCIIOPUHU OT BTOpAa M TPETa TeHepalus,
ocobeHo 1edoreran u 1eTPUAKCOH, HO ca HAOMIOIaBaHU W TMPU JIEYEHUE C KapOOoIIaTHHA U
okcanuriaTuHa.CBbpP3aHUAT ¢ 1e(aaocmopuHu CUHAPOM HacTbiBa 7 10 10 IHU OT Ha4aIoTO
Ha JICYCHHUE, MOHIKOTa U caMo CJie]] eqHa 1o3a. HacTeiBa Texka XeMoJn3a ¢ MO3UTHBEH TECT Ha
Coombs, xumotonus u JIMK. YecTto CHCTOSHHUETO ce TpueMa 3a CEeINCUC, MaIleHTa ce
peeKcronrpa Ha 1e(aaocropuH, KOETO BIOIIaBa KIMHWYHATA KapThHa. M3XoasT decto e
daTaneH mopaad HACTBIIBAHE Ha MAacHMBHA XeMojim3a W TpomOo3a. [larmmeHTHTe MOXKE 1A
OTTOBOPST HA arpecHBHA Tepanus ¢ TIa3MOOOMEH, THaJIN3a U KOPTUKOCTEPOUIH.

HapymeHI/m B KoaryJjianusaTa, CBbp3aHu C TApreTHa T¢parus

HaGmiogaBanun ca HapylieHMs B Koaryjauusara Ipu JjedeHue ¢ uHxuburopu Ha VEGF
(6eBamm3ymab, copadeHnd, CYHUTHHUO U 1p.), THPO3UHKUHA3HH HHXUOWUTOPH W MHXHOUTOPHU
Ha BTK.

XEMOPATAYHA JIUATE3A IIPH HAPYIIEHUS HA TPOMBOIIMTHUA PO U
TPOMBOLUUTHATA ®YHKIUA

TpomOomuTOICHNS

HimyHHa TpOMOOIIMTONICHHUS

Nmynnata tpomOonmronienus (MTII) oOWkHOBEHO € YCIOXKHEHHE TIpH XPOHHWYHATA
muM@orTHa JIeBKeMus, Tumdomute n Oonectra Ha Hodgkin, HO ce cpema u npu conuaHu
Tymopu. Tst MOXKe J]a HACTBIIM MPEIN OHKOJOTHYHOTO 3a00JIsIBaHe, 10 BpeMe Ha 3a00JIsIBAHETO,
KaKTO U TOAMHU CIIE/l TOCTUTAHE HA PEMUCHSL.

JHuarnozata Ha UTII no cwiectBo e diagnosis per exclusionem. OcoGeHo BaxHa € mopodHaTa
JeKapcTBEHa aHAMHE3a.

JXKuBoro3zactpamasaiia xemoparus € HeoOuuaiiHa npu TpomOouutu Hax 10 G/1, ocBen npu
IpuUapy’KaBalla KoaryJonaTusi, JApyr CbIOBTCTBAILl KPBBOM3JIMB WIM JPYro PHUCKOBO
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CBITBTCTBAIIO 3a0ojsBaHe. [IbpBUYHA Tepamusi OOMKHOBEHO ca KOpTUKOcTepouaute. [lpm
pedpakrepra Ha roprukoctepouau UTII ¢ texka tpomoOonuronenus (mox 10 G/1), kosto
3aIuialiBa JKMBOTA Ha TAlMEHTa, € TOKa3aHO Tepalus ¢ MHTPaBEHO3eH MMyHorinoOynuH. Ha
TOBA JICYCHHE B paMKUTE Ha 24 10 48 yaca otroBapsT Hajg 80% OT marueHTuTe.

Knuanmygoro nporudade gHa MTII yecTo € He3aBHCUMO OT X044 Ha HOJUISKAIAaTa HEOIIa3Hsl.
[IbpBa IMHUS HA JIEYEHHE NPU TEKKA KuBoTo3arutamsaia MTII

JlekapcTBeH NPOAYKT CranaapTHa 1032
MeTupe THU3010H 1-1,5 mg/kg i.v. THEBHO C TaCTPOIPOTEKTOP
[excamera3zon 40 mg i.v. AHEBHO C TaCTPOMPOTEKTOp 32 4

JTHU BCeKH 2-4 cenmuIin, B 1-4 mukbiIa

Benoszen HecnenuduueH UMyHOTTIO0yJIUH [IpenopbunTenHa HayamHa 1032 € ot 0.4 10
0.8 g/kg TenecHo Terio, MPUIOKEHA
€IHOKpAaTHO, mocieaBana ot none 0.2g/kg
TT na Bcexu 3 1o 4 ceqMuIy.

DapMaKoJOrH4HO HHAYHUPAHA TPOMOOUUTONIEHUS

TunnuHo HacThnBa 1 70 3 ceAMULIM Clie]] BKJIIOYBAHETO HA HOB JIEKApCTBEH Npoayk. [IpuemsbT
HAa CYCHEKTHUS JIEKAPCTBEH MPOIYKT TPsAOBa BenHara Aa Oblie MPEyCTaHOBEH. AKO €MH30IbT
HACTBIIBA CJIe/ IPUEM Ha HSIKOJKO HOBM JIEKAPCTBEHH MPOIYKTH, HAH-TOOPHAT MOAXO € Ja ce
CIpe TO3HM, KOWTO Hai-uecTo € CBBp3aH ¢ TpoMOouuToneHus. [Ipy crHemHu ChCTOSHUS
MOAXOABT € KAaKTO TMPH HMyHHaTta TPOMOOIMTOIICHHUS, HO HAW-4eCTO TMAIHCHTUTE Ce
BB3CTAaHOBSBAT CJIE/ SIMMUHUPAHETO HA JIEKAPCTBEHUS IPOYKT OT OpraHu3Ma.

HeKapCTBeHI/I MMPOAYKTH, IPpUYNHABAIN TpOM6OIII/ITOHeHI/I$[ IMIPpU OHKOJIOTHUYHU MAIUCHTH:

e lpunorekan

e XemapuH

e AwntuOnoTMIM: amoTepuUMH B, BaHKOMHMIMH, METULWINH, MUIEpAIVIUH,
pUpaMIIUIIH, TPUMETONPUM-CYI(PaMeTOKCca301

e Anrtaronuctu Ha rimkonpotent IIb / [1la: abrukcumad, Tupodudan, entududarny

e H2-Onokepu: CHUMETHAMH, PAHUTUANH

e HecreponaHu NpOTUBOBB3NAIUTEITHH CPEICTBA

e PasHu: aneramuHodeH, kapOdamasenuH, XUAPOoXI0pTUa3nI, XUHIH

ITocTpancdys3nonHa mypmypa

KnunuyHo ce nposiBsBa ¢ TEKKU KPbBOMU3JIMBU, HACTBIIBALM 1 10 2 CEAMUIM CJel IpeIruBaHe
Ha KpbBEH NpoAyKT. [lanueHTuTe ca XOMO3MIOTHM 32 MUHOpEH crneuu(puyeH TPOMOOIUTEH
AaHTUTCH W MMaT aHTUTella Hali-4ecTo KbM TpoMOouTHHs aHTHreH PLAT.

Kirou xbM JmarHosaTa € HACTHIIBAHETO HA TPOMOOIUTONCHHS NPH TAIMEHT, THIUYHO TPU
’KEeHa, cyief] TpaHc(y3usi Ha epUTPOLIUTEH MM TPOMOOLIUTEH KOHIIEHTpAT B nocieanute 7 a0 10
nau. JledeHWeTo ce TpoBEXIa C WHTPABEHO3CH HMMYHOTNOOynuMH H Tuiazmadepesa. [lpu
mocjenBaiia HeoOXOAUMOCT OT TpaHc(y3us Ha TPOMOOIMTH TNPENOPHUYUTETHO € Ja Ce
noabupat PLA 1- HeraTuBHM TpOMOOIIMTH, KOETO 3aTPyAHSIBA TPaHC(PY3UOHHATA TEPAITHS.
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XenapuH UHIYLIMpPaHa TPOMOOLUTOTICHHS

Xenapun wHAynupanara tpomoOormuroneHus (XWT) ce npmxu Ha 0oOpa3yBaHUTE aHTHUTENA
Cpelry KOMIUIEKCca XemapuH-TpoMOonuTeH ¢aktop 4, KOETO BOAW JO0 TPOMOOIMTHA W
MOHOIIMTHA akTuBamust U TpomOo3u. XUT e oOuyaitHa mpu OHKOJOTUYHHUTE TAIMEHTH H €
CBbpP3aHa TEXKH TpPOMOOTHYHH ycioxkHeHus. Yecrorata Ha XUT npu nedeHuwe c
HedpakuroHUpaH xenapuH € 1 10 5%, a mpu JiedeHne ¢ HUICKOMOJIEKYJIeH XenapuH — noa 1%.
HactwenBa obukHOBeHO 4 no 10 mHU ciien HA4alIOTO Ha JICYEHWE, HO TIOHSIKOTa TO3U CPOK Ce
yabipkasa 10 100 qau.

Kmmanano XUT npoTryHa ¢ BEHO3HH WIN apTepHATHA TPOMOO3H M KOKHH HEKPO3HW Ha MecTaTa
Ha TOAKOKHA amiuKanus Ha xemapuH. [lerexun u JIpyru Oene3d Ha MYKO3HM U KOXXHU
XeMoparuu He ce HabiromaBar. Bbp3mMoxkHM ca aHadwiIakTHYHH peakuuu 10 30 MUHYTH TIpU
BEHO3€H 00TyC WM MOJIKOXKHA MHXKEKIIHS HA XETapHH.

XUT e cycnekTHa NpHu BHe3aleH cnaja Ha TpomOomurtute ¢ Hajy 50% win npu cnag Ha
tpomboruTute 1o 100 G/I mpu iedeHne ¢ XemnapuH U B OTCHCTBUE HA aNTEPHATUBHU MPUIHHA
3a TpomOonuTonenus. /luarnoctuunu xemocrazHu tectoBe ca ELISA 3a maToreHHu anturena
cpemy TpomOouuTeH (akTtop 4, TeCT 3a TPOMOOIIMTHA AKTHUBALMS U TECT 3a TPOMOOIIMTHA
arperarus.

Jleyenue u npodunakTHKa Ha XeNapyuH UHAYLUPaHaTa TPOMOOIUTONIEHHUS

JlekapcTBeH MPOAYKT Ho3upoBka
Argatroban — TepanieBTU4YHA 7032 2 meg/kg/muH 1.v. uHPy3us*
Fondaparinux — TepaneBTu4Ha 103a 7,5 mg/kg s.c. AHEBHO
(mox 50 kg - 5 mg/kg; man 100 kg - 10
mg/kg)
Fondaparinux — npodunakruyna no3a 2 mg/kg s.c. THEBHO
Dabigatran 150 mg p.o. 2 IbTH THEBHO
Rivaroxaban 2,5 mg p.o. 2 ITU THEBHO
Apixaban 2,5 mg p.o. 2 MbTH THEBHO

Hoza mpu aPTT 1,5 no 3 mpTtu Hax HOpMaTa; HamalneHue Ha fgo3ara no 0,5 mcg/kg/muH npu
TEXKO 4epHOAPOOHO 3abonsBaHe. Ilpy cucTeMHa MyInTHOpraHHa HEJIOCTATHYHOCT J03aTa Ce
HamassiBa 1o 1,0 meg/kg/mun.

TpoMOOTHYHN MUKPOAHTHOTIATHH

TpomOoTnuna wmukpoanruonatus (TMA) mo Tuma Ha TpPOoMOOTHYHA TPOMOOIUTONIEHUYIHA
nypnypa (TTP) u xemonutuko-ypemuuer cunapom (XYC) e cycniekTHa Ipu BCsiKa KOMOMHALINS
OT TPOMOOIUTOINEHHUSI, MUKPOAQHTHUONIaTHYHA XEMOJIUTHYHA aHeMHMsl (HaJM4Yhe Ha LIU30IUTH U
XeMOJIM3a) ¥ OpraHHa yBpeaa (Haii-uecto Ha ObOpenu, YepHeH aApod u/wim Mo3bK). [lanmenture
MOXK€ J]a MMAaT HEBPOJOTMYHA CHMIITOMATHKa, KaTo TiaaBoOosne, oObpKBaHE, I'bpPUYOBE WIIU
uHCyAT. TpoMOoIMTONeHNsATa Bapupa OT MUHUMAJIHA 710 eKcTpeMHOo Texkka. LDH e mosuiena,
a XanTorIOOMHBT — MOHIKEH WX JIMICBAI. MHOTO OT MallMeHTUTE UMaT MPUA0OUT AePUIUT
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Ha ADAMTSI13. HenexyBanara TTP e ¢aranno 3abossBane cbec cMbpTHOCT 95 10 100% npenn
BbBeXKIaHe Ha Iuia3madepesara. IlonacrosmeM 1utasMooOMeHHaTa IUiazmadepesa €
KpalbI'blleH KaMbK B JiedeHnero Ha TTP, kato cmbeprHOcTTa mnagHa nox 20%. Ilpum
HEBB3MOXKHOCT 3a Tuiazmadepe3a ce TpaHc(y3upa MPsSCHO 3aMpaseHa IiazMa B jo3a 15-30
ml/kg naneBHo. IlapanenHoTO mnpUIOKEHHWE HAa HMMYyHOCyINpecus (KOPTUKOCTEPOUIH,
BUHKPUCTHH) UM HA PUTYKCUMAO0 4E€CTO BOJH J10 MPOIBIKUTEITHU PEMUCHH.

[Tpu onkonornunu narueHTd TMA e Haii-uecTa MPU METACTATUYHHUTE COJUIHU TYMOPH, TPU
KOCTHOMO3BYHH M OenoapoOHu MertacTtasu. [lmazMooOMEHBT MpU TakuBa MAIMCHTH HE €
edexTuBeH, Ho TMA Moe 1a ce MoBIuse, aKo TyMOPBHT OTTOBapsl Ha TEPAITHsI.

®apMaKoJIOrH4YHO CBbpP3aHa TPOMOOTHYHA MUKPOAHTUOTATHS

Cungpom Ha TMA Moke 12 yCII0KHU JIEUEHUETO C:

e [emmuraOun
e Muromurinua C
e HMuxubutopu Ha KaJIIMHEBPUHA: ITUKIOCIIOPUH, TAKPOIUMYC, BOKIIOCTIOPHH

L4 TI/ICHOHI/IpI/I)II/IHOBI/I AHTHArperaHTU: TUKJIOMMAUANH, KIOIMUAOTPEII

[Tonacrosimem oT murToctatuiuTe Han-yecto TMA mpuumasBa reMuutabuabsT (0,1 mo 1%).
TMA 0OMKHOBEHO Ce Mpe/IIecTBa OT TeKKa XUMEPTOHUS. Acomupanara ¢ remiuutabuas TMA
MOXKE J1a € OTCpOuY€Ha, a CBHCTOSHUETO 4YecTO € pedpakTepHO Ha Tepamus WM (aTaiHo.
[TpunoxeHneTo Ha TUIA3MOOOMEH € MPOTHUBOpeunBO. MMma choOIIeHHsT 3a TOBJIHSIBaHE OT
WHXHOUTOpA HA KOMILIEMEHT eKyIu3ymao.

TMA Mmoxe Ja YCJIOKHU aBTOJIOKHATA U aJIOTCHHA CTBOJIOBOKJICTbYHA TPAHCIIJIAaHTAl M.

TPAHC®Y3UA HA TPOMBOIIMUTHU KOHILIEHTPATHU IIPU OHKOJIOI'MYHU
ITAIIMEHTH

Bw3ampuero e, ye npu CTaOWIHU MAIMEHTH TPaHCPY3HMOHHMAT mpar 3a TpomOouutu ¢ 10 G/1,
KOETO peAyIpa pUcKa OT TeKBK KPpbBOM3NUB. TpaHCPYy3MOHHHUSAT Tpar ce MoauduIupa cropes
KJIMHUYHUTE OOCTOATEIICTBA U MPHPY KaBaIIUTE 3200 IBaHNUS.

OOwnyaiiHata m03a € 5 wim 6 E TpomMOomMTeH KOHIEHTpAT OT eAWHWUYHHU JoHOpu win 1 E
TpoMOoIUTH OT adepesa. TeopeTHUHO TakaBa J03a MOXKeE J1a okayu Tpomborurute ¢ 50 10
70 G/1, HO YecTO OTTOBOPHT C€ KOMIIPOMETHPA OT ChIIBTCTBAILO 3a00JI1BaHE UITN KPhBOU3IHUB.

TpomMOomuTHA pedpakTepHOCT

[TaneHTH, MpU KOMTO C€ OvYakBa JIOUI OTIOBOp, TpsAOBa Aa ce M3cieABaT 15 MHUHYTH cien
TpoMOoIMTHATa TpaHCQY3HUs. AKO HsAMa MOKauBaHE HA TPOMOOIMUTHTE MJIM TO € MUHUMAIHO
(mox 20 G/1), BeposATHO ce kKacae 3a TpomOonuTHa pedpakrepHocT. [Ipu 106Bp oTroBop cienx 15
MUHYTH, HO JIolI cies 24 yaca BepOATHO He ce Kacae 3a pedpakTepHOCT, a 3a KOHCyMalus,
¢bebpunuTer, cencuc, (papMakoJOrMYHO IMOBIMABAaHE WM ciuieHoMmeranus. [Ipu Hamuume Ha
HLA antutena (anoumyHu3zaius) Moxe aa ce tpancdysupatr HLA-cbBMECTUMH TPOMOOLIUTH,
HO TOBa € TPYJIHO JOCThIHO U HeepekTuBHO B 20 10 70% oT ciiyyaute. Moxe 1a ce ThpcsT
KPBCTOCAHO ChbBMECTUMH TPOMOOIIUTH, HO TOBA HE BUHATH € B3MOKHO.
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CremHu MepKu Mpu TPOMOOLUTHA AJIOMMYHH3aIMs U pepaKTepHOCT

Mspka Komenrtap

Twpcene Ha  Jpyrd [IPUYUHU 3a | U3cnensane 3a XUT, 1ekapcTBEHU IPOLYKTH
TPOMOOIUTOTICHUS u J1p.

TpomOouuten “drip” [poxbmxuTenna Tpancys3us (Hax 4-6 yaca)

Ha 1E TpomMOonMTeH KOHIIEHTpAT
win 1E ot adepesa Ha 6 yaca

€-aMMHOKaIIPOHOBA KUCEJINHA 4-5 gi.v./per os 3a 1 gac, nocne no 1 g/yac Ha
8 yaca (MakcumaiHo 24 g/24 yaca).
TpanekcamoBa KHCEIHHA 10 mg/kg per os Ha 8 Jaca

[Ipu 3annamBaimm >kMBOTa KPbBOU3IMBHU MOXKE Ja ce mpuiioxu rVIla.

[Tpu TpomMOoOIMTHA pedPaKTEPHOCT C apTEPUATHEH KPBBOM3IIUB UMa ChOOIIECHUS 3a TOBJIHsBaHE
oT aHruorpadcka uHTpaapTepruaiHa TpaHcys3us Ha TPOMOOITUTH.
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46. KOHTPOJI HA OHKOJIOI'MYHA BOJIKA ITPU COJIUIHH
TYMOPHU U MAJIMTTHEHU XEMOIIATHUHA

46.1. Enugemuosorus

[To cratuctuueckn manHu Ha CBeroBHara 3apaBHa opranmzanus (WHO, C30) ot 2008 r. B
CBeTa ca ycTaHOBeHHM HoBM 12 667 470 ciyuas Ha oHKojJoruuHu Oojectu. Cropen
Hanmonanuus pakos peructsp npe3 2009 r. B bbarapus ca ycranoBenu 34 712 HOBH ciyyad,
KaTo Koe(uIMeHTHT Ha HapacTBaHe € 1.5 B cpaBHeHue ¢ 1993 r. YecToTaTa Ha OHKOJIOTMYHATA
OoJIKa TIpW Pa3NUYHM JIOKAIM3AUN U CTaJWU Ha OOJecTTa JOKa3BaT PasiMuusl, 3aBUCEIINA OT
BUJ] HA KapIIMHOM, IPOBEXKIAHO IPOTUBOTYMOPHO JiedeHue U ctaauil. Ako 59% ot 6onHuTe €
IIPOTUBOTYMOPHO JIEYEHHE M3MUTBAT OOJIKA, CJE] 3aBbPIIBAHETO MY TS € HaJIULE camMo IpHU
33% ot Tax. C HampesnBaHe Ha OoyiecTTa HapacTBa OposAT Ha OOJHM, MPHU KOUTO OoiKara e
BOJIEIIIO OITakBaHe — 69% OT HmalMeHTH ¢ MeTacTaTHYHa 00JIECT M3IUTBAT OOJIKA U TS € BOJEIIO
oIlakBaHe mpu Haja 95% oT OoMHUTE B MOCIETHUTE CEIMUIM U JHU HA KHUBOTa UM. Bbrnpeku
TOBa TPOYYBAaHHA OT pEIUlla €BPONEHCKH CTpaHHW JOKa3BaT, 4e OojKaTa He € JIeKyBaHa
afekBaTHO pu 56-82.3% ot ciydaure.

OreHkara M JIEYEHHETO Ha OOJIKaTa, M3MUTBAHA OT MAIllMEHTH C OHKOJOIHYHH OOJIECTH, € OT
I'BPBOCTENICHHO 3HAYCHHE BHB BCEKH CTaauii Ha OoyiecTTa. BhIpeku ToBa TS MpOIbIDKaBa Ja
ObJic HeaJeKBaTHO KOHTPOJIMPAHa U JICKyBaHa.

46.2. Knacudukanus Ha OHKOJOTMYHA 00JIKA

OmnkosornyHaTta Oonka ce paszens mo cieaHure npusHauu: (1) cnopea MpOTHYAHETO BBHB
BpEMETO, T.€. KiIacuuKanus 1no Bpeme; (2) crnopesa MaTOJIOTMYHM MPOMEHM, Y4acTBAIlM BbB
(dbopMHpaHETO U BB3MPUEMAHETO, T.€. KIacu()UKaLus M0 MaTOPU3NOIOTHICH MeXa- HU3bM;

(3) cmopen mpuuMHU, JOBENW 10 BB3HUKBAHE, T.€. KIacH(UKALUS CHOpEI eTHOJOTWYHA
MIPUYMHA.

Pa3gensT € KOHCEHCYCHO CTaHOBULIIC Ha bBIrapcko OHKOJIOTMYHO HAy4YHO APYXKECTBO U
Bbrarapcko HaydHO MEAMIIMHCKO APY>KECTBO MO KJIMHUYHA U TpaHC(y3MOHHA XeMaTOIOT Hsl.

46.3. Kinnacudukanus mo speme

OcTtpa 60mka. Haif-uecTo ce AU HA OCTPO HACTHITUIIO HApAHSABAHE MJIM OOJIECT U UMa SICHO U
no0pe ompezeneHo Havyano. B moBedeTo ciayyan e orpaHuyYeHa BbB BPEMETO M MPOIBbIDKABA 10
M3JIEKYBaHETO. XapaKTepu3upa C€ ChC CBPHXAKTUBHOCT HA CHUMIIATUKOBHUS OTIENT Ha
BEereTaTUBHATa HEpPBHA CHCTEMa — TaXUKApAWs, TaXUIHEs, U3MOTsIBaHEe, XUIEPTOHUS,
npeOyieHsIBAaHEe HAa KOXKaTa, Pa3MIUpEeHu 3eHUIU U Ap. [Ipr OHKONOTWYHM MAalMeHTH OCTpara
00JKa ce Bb3MpreMa KaTo TJachk Ha OCHOBHATa O0JecT.

XponuuHa Ooaka. [lpu Hes numnCBa OTKIIOYBAI MOMEHT M TPOJBJDKAaBa TMOBEYE OT JBE
ceMHUIIM. XapakTepu3upa ce€ C TIOCTENeHHO pa3BUTUE, TPYAHO OMNPENSIMMO Hadyalo |
HEMPEeKbCHATO HAapacTBallla HWHTCH3WBHOCT. XpOHMYHATa OOJKa HsAMa 3alllUTHA POJIS.
CuUMIITOMH Ha CBPBXTOHYC Ha CHUMIIATUKOBaTa HEPBHA CHCTEMa HE ca TUIIMYHM 32 XpPOHUYHATA
Oonka. Bomemm ca nmempecus, OTUyXIEHUE, MPOMEHH B JUYHOCTTA, O€3CHHUE, aHOPEKCHS,
anatus ¥ Jietaprusi. B mosedero ciyyan XpoHH4yHaTa 0oJiKa € u3pa3 Ha nmporpecus Ha OoJsiecTTa,
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BJIOIICHA IMMPOTrHO3a U HaMaJieHaTa HNPOABILKUTCIHOCT Ha J)KUBOT.

NuuuaenTHa (mpoouBHa) 60ska. Ts € mMPUCTHII HA €MU30IUYHA, UHIIUIACHTHA OOJKa, KOSTO

,,TIpoOuBa” 100OpPOTO OCHOBHO 00e300isBaHe. M3HuCcKBaHe 3a MHIMACHTHA OOJIKA € HaJlu4ue Ha
OCHOBHAa TAaKaBa, KOSITO € KOHTPOJIMpPAHAa C PEIOBEH IPHEM Ha OIWOWIHU aHAJITCTHIIH.
HpOGI/IBHaTa 6OJ'IK3. SHAYUTCIHO BJIOIIaBa Ka4YCCTBOTO Ha KMBOT W BOAW OO0 HAPACTBAHC Ha
00110TO CTpagaHue.

46.4. Kiiacupukanust mo naroGpunoa0ru4eH MeXaHu3bm

HouuuenTuBHa 6oska. [lomyyaBa ce mpu MEXaHUYHO, TEPMUYHO MM XMMHMYHO JApa3HEHE Ha
TEPMUHAIIHUTE OKOHYAHWS Ha CETUBHU HEPBH M Ha CHElU(PHUYHM peuentopu 3a OoJka
(HoLMLIENTOPH), pa3MOJOXKEHU B ThKaHM M opranute. HepBHUTE NbTUIIA, NPOBEXKIALIN
UMITyJICUTE 3a 0OJKa, ca WHTAKTHH. B 3aBHCHMOCT OT pa3MoOJIOKEHHETO Ha HOIMIEHTOPHUTE
OonkaTa ce pazzgens Ha: (1) comaruyHa (B KOXka, MOAKOXKKE, (Dacluu, MYCKYIH, CYXOKUIHS U
nepuoct); (i) BUcuepaiHa (BbB BETPEIIHH OPTaHH).

HeBponatuuna 6oska. /[pDKM ce Ha yBpexgaHe Ha nepudepHH WM IEHTPaTHH HEPBHU
CTpyKTypu. KiIMHMYHO ce mposiBABa KaTO MapeHe, TPBIIHEHE, CTpelKaHe (EJIEKTPUUYECKU TOK)
WIK MpaByukaHe (mpoOoklaHe C WIJIM) B 30HM Ha MPOMEHEHa CETHBHOCT. B 3aBucuMoOCT OT
aHra)XMpaHWTE HEPBHU CTPYKTypHu OuBa: (i) nenrpanHa (ctpykrypure Ha LIHC); (i) nepudepna
(nepudepHH CTPYKTYPH Ha HEPBHU CILJIETEHUSI U OTJICITHU HEPBU).

CumnaTukoBa 0Oogka. Ts e cieacTBue Ha YBpEXJaHE HAa TbKaHM W WHEPBUPALIUTE T'H
CHUMITATUKOBH HEpBU. BOJIHUTE ce OIulakBaT OT maperia Oojika M aJOJUHMSA, MOJ00HA Ha
neadepeHTHaTa OOJKa, HO C MPOMEHEHAa CHMITATUKOBA (YHKIMSI B 3aCETHATUTE 30HU —
Ba30MOTOPHHM NPOMEHHU (3a4yepBsiBaHe, NMOOJICAHSIBAHE, OTOK, pa3jiiKa B TEMIIEpaTypa, ChIOBU
MOTOpHH | TpohuIHU poMeHn). Haii-yecTo ce cpermia npu 3710Ka4ecTBEHU TYMOPH B MAJTBK Ta3
Y METacTa3M B NIMUHU JTUMQPHH BB3JIH.

46.5. ETHOoI0THYHA KJIacCH(PUKATUSA

OnxonoruyHata 0ojka ce paszens Ha: (1) mpeAn3BHKaHa OT camaTa OojecT (MHQUATpALHs OT
TyMOp Ha OKOJIHM ThKaHH M OPTaHH, NMPUTHCKAHE W MPOpAcTBaHE KbM HEPBHU OKOHYAHHMSA,
HEpBU M HEPBHHM CIUICTCHHUs, 3allylIBaHE W pa3TiAraHe Ha KyXd OpraHu, ACCTPYKLUUS U
paspymaBaHe Ha ThKaHM); (ii) cBBp3aHa ¢ JieueHUE Ha OoyecTTa (IUArHOCTHUYHU TPOIICIYPH,
OTIepaTHUBHO U MPOTUBOTYMOPHO JieueHue); (iil) caeacTBUe Ha OOJECTTa, HO HETPEAN3BUKAaHA OT
camus TymMOp (TpHW 3ameK, NpeAu3BUKAaH OT OMUOWAM, MHUO(AaCHUATHU OOJKH, pediykc-
e30(arut, cna3Mu Ha MUKOYEH MEXyp ciiell KaTeTepu3alysl, oCcTXepneTuyHa HEBPAITHs U JIp.);
(1v) HempeIu3BHKaHa M HECBBP3aHa C TymMOpa U JIEUEHUETO MY (CHILIECTBYBAIIM apTPUTHU U
apTponaTuu, UCXeMHUYHA OOJIECT Ha ChPLETO, epU(epHH CHIOBH OOJECTH U IP.).

46.6. OneHka Ha MAIHEHTH ¢ OHKOJIOTHYHA 00JIKA

Ha Ta6n. 1 ca moka3zanu mpaBwiiaTa 3a TOYHA M TBJIHA OIEHKA HA IMAIMEHT ¢ OHKOJOTHYHA
O0onka. [IppBa W Hail-BakHA CTHIKA KbM €(PEKTUBHO M WHAMBHUAYyAIH3HPAHO JICUYCHUE €
MIPaBWJIHA M PEJIOBHA CAaMOOIICHKA, U3BBPIIBaHA OT OOJHHS M JOKJIAJBaHA HA JICKyBAIIHs CKUII,
3a MHTEH3UBHOCT M XapaKTep Ha M3MHUTBaHA OOJKa U €PEKTUBHOCT OT MPOBEXKIAHO JICUCHUE.
Haii-gecto ce m3momsBaTr craHmaptusupanu ckamm: (i) BepOamna ckama 3a orenka (Verbal
Rating Scale, VRS), (i1) Hudpona ckana 3a orierka (Numerical Rating Scale, NRS) u
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(@)  BusyanHo-anamoroBa ckama (Visual Analog Scale, VAS). IlpenopbsuBa ce
MHTEH3UBHOCTTAa Ha OOJIKaTa M PE3yJNTaTUTE OT IMPOBEKIAHOTO JIEYEHHE Ja C€ OIICHSIBAT
PEIOBHO KaTo ce M3IOJN3Ba €IHAa OT MOCOYCHUTE CTaHAApTU3WpaHH ckamu. [IpemopbuBa ce
H3CJICABAHETO HAa BCUYKH KOMIIOHCHTH, HUIIrpaXKJalld MW IMOBJIMABAIM M3IMUTBAHOTO OT IIallMCHTA
CTpaJaHuEC, HAITPUMEP MMCUXOCOLUAJICH JUCTPEC, a C€ B3EMAT MPECABUA U A 6’BI[3.T IMMPAaBUJIHO OLICHCHU.

IIpaBuia 3a olICHKA HA OHKOJOTWYCH IMAIMEHT C 0oJIKa.

e Orenka 1 MOBTOPHA OlIEHKa Ha OOJIKa

e [lpuumHM, Havanao, BUA, MSCTO, MPOABDKHTEIHOCT, WHTCH3WBHOCT, OOJICKUYaBaHE M
BPEMEBH XapaKTCPUCTUKH HA M3MHUTBaHA OOJIKA.

e Hamnmume Ha oTkmMOYBamM (GakTopu, OCe3W, 3HAIlM W CUMITOMH, CBBP3aHU M
MPOU3THYAIIH OT OOJIKATA.

e [IpunaraHu aHaITCTHUIM, TAXHA €()EKTUBHOCT M CIIOCOOHOCT Ha OOJIHUS Ja TOoJepupa
Ha3HA4YEHO JICYCHUE.

e OrlcHKA ¥ TIOBTOPHA OIICHKA HA MAI[UCHT

e OrmeHKa Ha KJIMHHYEH CTaTyC 4Ype3 OOMOMETUIIMHCKH KIMHUYCH WM CHCIHATU3UpaH
HEBPOJIOTUYCH TIperiieJi W CHCHU(PUYHU TUArHOCTUYHU (0Opa3HH, OMOXMMHUYHU H
1a00paTOPHU) U3CIICIBAHMUS.

e Hajuume wnm BiIMsHME Ha OONKara BBPXYy ©XKEIHCBHETO Ha TalMEHTa —
paboTOCTIOCOOHOCT, COLMATCH >KUBOT, ChH, MOYHMBKA, AlleTHT, CEKCyallHAa TOAHOCT H
HACTPOCHHE.

e BiusHue Ha OHKOJOTMYHATa OOJIECT U JICYCHHETO ¥ BBPXY (DU3HUYECKOTO,
IICHXOJOTHYECKOTO M COIL[HATHOTO ChCTOSIHUE HA OOJIHHSL.

e Hanmnuue Ha OomHOTIEAAaY (JIMIlE, HAW-YECTO YJIEH HAa CEMEHCTBOTO, aHTAXUPAHO C
TPUKKA 32 OOJIHHUS), TICUXOJOTMYCH CTaTyC, CTCNEH Ha OCBEIOMEHOCT 3a OO0JIecTTa,
HAJIMYUE WM OTCHCTBUE HA TPCBOXKHOCT W JICTIPECHS; COIMANTHA CPElia, HATMYHUETO Ha
CUYIIUIHU MHCJIH U MJICH, KAYECTBO HA KHUBOT, TYXOBHHU HYXKIIU U TPEBOTH.

e Hanuuue u UHTEH3UBHOCT Ha Oene3n, (GU3NUECKH U eMOIMOHATTHN CUMIITOMH, CBBP3aHH
C OHKOJIOTHMYHATa OO0JIECT, HAJIUYHE WM OTCHhCTBHE Ha CHHIPOMH, XapaKTCpHU 3a
OHKOJIOTHYHA 0OJIKa.

e OrueHka Ha 000 ChCTOSIHUE (TBPPOPMAHC CTATYC).

e (CrenmamHO Ce pa3nmuTBa 3a HAIMYUE Ha omuouao(oOus (OleHsBa Ce CKIOHHOCT Ha
OOJIHMSI J1a CTla3Ba HA3HAYCHO aHAJITCTHYHO JICUCHHUE).

o JlexyBammsT Jekap TpsOBa Ja OIEHU W MPU HYXKJA Ja MPEOICHU BB3MOXKHOCTUTE U
CIIOCOOHOCTHTE CH J]a KOMyHUKHpPa B HH(OPMHpPaA MAIIMEHTa U CEMEUCTBOTO MY .

e l3scHsBaHE HA HYXIUTE HA OOJIHUS U CEMEHUCTBOTO MY.

MesxayHapo HU BaIMAMPAHU MHCTPYMEHTH 32 OLIEHKa Ha 0oJIKa.

e Busyanna aHajorosa ckana
o Hsama 6onxka | | Henmonocuma 6onka 10 cm

o  BepO0amHa CKAMA .....oocveeiiiieiieiieeiieeee ettt
o Hsama 6onka 0

Mamuoro neka 1
JIleka 2
YmMmepena 3

Cunna (MHTEH3UBHA) 4
MHoro cuiaHa (HEIOHOCHUMA) 5

O O O O O
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e [ludpona ckana
o Hama6oaxka01234567 89 10 Hemonocuma 0onka

46.7. [lppuHUMIK 32 JIedeHNe HA OHKOJIOTUYHA 00J1Ka

[IpenopruBa ce 6omHUTEe Ma ObaAT MH(DOPMUPaAHU 32 BH3MOXKHA MOsIBa HAa O0JIKa U 32 METOJIUTE
Ha HEHOTO neueHue. Te TpsOBa ma ObJAT OKypaXkaBaHU Jla UTPASIT aKTHBHA POJISl B JICYCHUETO
Ha M3MUTBAaHATA OT TIX OOJIKa.

Cvkpawenus: ban NRS — Lugposa ckana 3a oyenka; C30 — Ceemosna 30pagna
opeanuzayus, HCIIBC — necmepouonu npomugosvb3naiumentu cpeocmad.

[Ipu nedenne Ha XpoHWYHA OOJKAa € MPENOPHUMUTETHO AHAITETUIIMTE Ja C€ Ha3HadyaBaT U
npuemart OT PeJIOBHO ,,[10 YACOBHUK .

He ce npenopbuBa npuemMaHeTo Ha aHaJIT€TUYHUTE JIeKapcTBa Ja ObAe ,,[IpH Hykaa .

[IpuemaHeTo Ha aHANTETHYHU JIEKAPCTBA IpE3 ycTaTa Ce NMPEenopbhbyBa KaTO METOJ] Ha NPHB
u300p.

[TosiBata Ha MpPOOMBHA OHKOJIOTMYHA OoONKa TpsiOBa J1a ce OYakBa M NPEABIDKIA. 3a LenTa ce
IpernopbyBa Ha3HAyaBaHE Ha T.HAp. ,,ClIACUTENHA J03a” 00e300JsBall JEKapCTBEH MPOAYKT,
KOSITO Ja Ce MpuJjIara npu HeoOX0AUMOCT, M3BBbH OOMYaiiHOTO aHAJITETHYHO JICUCHHUE.

46.9. Jlo3a, BMA M 'bT HA IPHEMAHE HA AHAJITETUYHH JIEKAPCTBA

BunbT 1 mo3ara Ha jekapcTBaTta 3aBHCIT OT MHTEH3WBHOCTTa Ha Oonkara (Tabmn. 3) u TpadBa na
ObJaT KOPUTHPAHU, 32 J1a Ce TOJMydd OalaHC MEXIy OOJieKuaBaHe M I0sSBAa HA HEXKETaHU
cTpannyHu edektu. ,,CrnacuTenHata 1go3a”’, KOSATO C€ Ha3HauaBa B clydyail Ha HYXJIa, ce
MoJTy4yaBa OT MOAXOSII0 U3YUCIICHA JHEBHA /103a. AJITepHATHBA HA OPAIHUS BT 3a NpHUJIaraHe
TpsiOBa Ja ce ThpPCH TOraBa, KoraTo OOJHHTE HE ca B CHhCTOSHHUE Ja MpUeMaT aHaJITeTUIU
Mopajil HEKOHTPOJHMPAHO TMOBPBINAHE, nucharus, YpeBHA HENPOXOIUMOCT, KOTHUTUBHHU
HapyUICHHs], CTPAaHUYHU €(EeKTH U B CIIy4ad, KOraTo € HaJUIIe JIOII KOHTPOJ Ha OoiKaTa u ce
Hajara yCKOpeHO TUTpUpaHE Ha /103aTa.

Tabmuua 1. Kareropusupane Ha OHKOJIOTHYHA O0JIKa U M300p Ha NMPaBUJICH aHAITETHK.

AHajreTH4Ha CThJI0a Ha | UHTEeH3MBHOCT Ha 00JIKaTa | AHAJITeTHK HA U300p

C30 (onienka mo NRS)

ITspBO cThmano (yeka 6onka) | <3/ 10 Paracetamol win HCIIBC
Bropo crenano (1eka kbM 3-6/10 Cnab onmouy + paracetamol
yMEpEHO MHTCH3WBHA 00JIKA) n/umn HCTIBC

Tpero crenasio (ymepena | >6/10 Cunuu ONMOUHU
KbM CHJIHA W HETIOHOCHMA aHanTreTHIM =+ paracetamol
00mKa) u/umn HCIIBC

[IpenopbUnTENHO € JIEKAPCTBEHOTO JIEYEHHE HAa OHKOJIOTHYHA OO0JIKa J1a 3alI0YHE C aHAJIT€TUYEH
JIeKapCTBEH MPOAYKT, IOKa3aH OT aHaiureTuuHata cTbiaba Ha C30, KaTo moaXonsml 3a
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MHTEH3UBHOCTTA M.

3a JledeHHe M KOHTPOJ Ha Jieka OoJIka ce MpenopbuBaT HEOMHOUIHH AaHAJITETULH KaTo
paracetamol (acetaminophen) wim HCIIBC. Ilpunarane na HCIIBC 3Ha4uTEIIHO PEBH3X0KIA
ianebo mpu eJHOKpaTHO NpuiiokeHue. Hiima noka3aTencTsa, MOAKPENsIy MPeBb3X0ACTBO Ha
equa wiu apyr mnpeactaButen Ha HCIIBC mo oTHomeHwe Ha aHanreTH4eH €(EKT WIH
6e3onacHocrra. [Ipogpmxurenna ynorpedba Ha HCIIBC nnu Ha MKIIOOKCUTeHA3a-

2 (COX-2) ceneKTUBHEH MHXUOUTOP Hajlara BHUMATEIHO U MEPUOJUYHO IPOCIEAsBaHEe TOPaIu
BB3MOXHOCT OT I0SiBA Ha TOKCUYHOCT KaTro KBbPBEHE OT TacTPOMHTECTUHAIHUSA TPAaKT,
TpoMOonmTHA nTuchyHKIUS U OBOpedHa HepocTaTbuHOCT. Brobmie paracetamol w/wmu HCITIBC
ca e()eKTUBHHU MpU JIeUeHHEe Ha O0JIKa OT BCSKAaKBa MHTEH3MBHOCT MOHE 3a KPAaTKO BpeME U MPHU
JUIICaTa Ha IPOTHUBOIOKA3aHMSL.

Bonuam ¢ ymepena Oosika ce IeKyBaT ¢ KOMOMHHUPAHU JIEKApPCTBEHU MPOIYKTH, ChIbPXKAIIHA Hal-
yecto paracetamol, acetysal unmu HCIIBC u cnab O0bp30 neiicTBall OMUOUICH aHANTETHK, KaTo
codeine, dihydrocodeine, tramadol mmm propoxyphen (Ta6m. 4, 5). Ilpu ynortpebara Ha
JIEKApCTBEHHW TPOAYKTH OT BTOPO CTHMNAIO Ha aHajrernyHara cThiada Ha C30 mma HAKOJIKO
CHOpHH acmekTa. Ha mbpBO MSCTO ce KPUTHUKYBA JIUIICATa HA KATETOPUYHH JOKA3aTENCTBA 3a
e(pEeKTUBHOCT Ha ciiabu omuouau. [[pyro orpaHuueHwe € T.Hap. TaBaH Ha J103aTa, HaJBUIIIA-
BAaHETO Ha KOSITO HE BOAM JI0 MOJOOpsSBaHE HAa aHAJNTE3WsITa, HO JO 3HAYUTEIHO HApPACTBAHE Ha
HEXXEJaHW CTpaHWYHU edekTH. MHOTo aBTOpH Mpeiarat OTIaAaHeTO Ha BTOPO CTHIIANO 3a
CMETKa Ha MO-paHHo MpHJIaraHe Ha morphine B Mo-MajKH J103H.

Tabmuua 2. U36pann HCIIBC, mpunoxkumu 3a JiedeHHE Ha OHKOJIOTMYHA OOJKa — IbPBO
crenaso Ha C30.

BemectBo IIupoxo Bpeme no | [Ipeaynpexnenus | Makcumanana
pa3npocTpaHeHH- | HAYAJIO0 JAHEBHA /1032
¢popmu u rpamazk | Ha

aelcTBHe
(MMUHYTH)
Acetaminophen Tabm., 15-30 XenatorokcnyHocT | 4 x 1000 mg
(paracetamol) cymysuropuu 500-
1000 mg

Acetysal Tabn.  500-1000 | 15-30 I'UT Tokcuunoct, | 3 x 1000 mg

mg anep- rus,
UHXUOUTOp HA
TPOMOOIIUTH,

Ibuprofen Ta6m.  200-400- | 15-30; I'MT wu penanna | 4 x 600 mg; 3 x

600 mg, 120+ TOKCHUYHOCT 800 mg
MoauduIrpaHo

800 mg C 0CcBOOOXK1aBaHe

MoauduIrpaHo

0ocBOOOXKIaBaHe,

TOMHKAIHU TeJI0BE

Ketoprofen Ta6n. 25-75 mg; | 30+ I'MT wu penanHa | 4 x 75 mg;
tabin. 100- 150- TOKCHUYHOCT
200 mg c 2 x 200 mg
Mo udHUIIEpaHO
0CBOOOXKIaBaHe
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Diclofenac Tabn.  25-50-75 | 30-120 I'UT u 666peuna 4 x 50 mg;
mg; Tab. TOKCHUYHOCT
100 mg ¢ 2x 100 mg
MOAUPHUITPAHO
JICUCTBUE
Mefenamic Acid Kamnc. 250-500 mg | 30+ I'MT Tokcuunoct | 4 x 500 mg
O0BOpeuHa
TOKCUYHOCT
Naproxen Tabm.  250-375- | 30+ I'UT u 666peuna | 2 x 500 mg
500 mg TOKCHUYHOCT
Metamizole* Tabn. 500 mg; | 15-30 I'mT u | 4-6 x 500-1000
coin. 500 mg/ ml; HE(POTOKCUYHOCT, | Mg
amn. 1000 mg/2 JIEBKONIEHUS u
ml arpaHyJolHU- TO3a,
cunapom Ha Lyell
* Metamizole He e yact ot npaBmwiara Ha ESMO; 'UT — ractpountectunanen tpakt; C30 —
CBeTOBHa 3/JpaBHA OpraHU3aIH

Ta6muma 3. CpaBHeHHE Ha U30paHU ONTMOUIHH AHAJITETUITU OT BTOPO CTHITIAJIO HA
a"aiarernyHara cTeia0a Ha C30.

BemecrBo Dopmu u | OtHocuTesn | [Ipoabiaxen | Makcumaa | CraproBa
rpama Ha e Ha edeKT | HA IHeBHA | 1032 0e3
epekTHBHO | (YacoBe) ao03a npeaBapuren
CT CHPSIMO HA
morphine MOAr0TOBKA
Dihydrocodei | Monudwummpa | 0.17 12 240 mg 60-120 mg
ne HO OCBOOOX-
naBaHe TaOIl.
60-90-120 mg
Codeine Tabm. 15-30-| 0.1-0.2 4-6 360 mg 15-60 mg
60 mg
Tramadol Kanku 100 | 0.1-0.2 2-4 400 mg 50-100 mg
mg/ml; Tabu.
50 mg; 12
Moaudumpa
HO
0CcBOOOXK1aBa
He 100-150-
200 mg

3a jieka 10 yMepeHa 1o HHTEH3UBHOCT OHKOJIOTHYHA 0OJIKa ce MpenopbhyBa MpUilaraHe Ha C1a0u
ONMMOWJHH aHANTeTHIW B KoMmOuHanus ¢ paracetamol w/mmu HCIIBC. Karo antepnaruBa Ha
crabuTe ONMUMOWAM BIM3AaT B CHOOpPaKCHHWE TNpHIaraHe Ha MAJKHA /03U CHJIHU OIHOHIHH
anayretrm B komOuHarws ca HCIIBC w/unm paracetamol.

Cunnure onumoujnu aHanretuuu (Tabn. 4) ca B ocHOBaTa Ha JIEKAPCTBEHOTO JIEUEHUE Ha
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WHTEH3MBHA OHKOJIOrMYHa Ooinka. Haii-yec- To u3non3Banu B EBpomna ca morphine, methadone,
oxycodone, hydromorphone, fentanyl, alfentanil, buprenophine, heroine levorphanol u
oxymorphone. Hama yOeauTenHu mokazaresncTBa 3a HPEBB3XOJCTBO Ha JPYTHTE OMHOHMIHH
aHaNTeTUIHM HaJ morphine Mo OTHOIICHNE Ha e()eKTUBHOCT M TOHOCHMOCT.

Tabmuua 4. CpaBHeHMe Ha W30paHM ONMMOMIHHU AHAITETHULM, W3IMOJI3BAHM 3a JICUEHUE Ha
MHTEH3MBHA O0JIKa (TPETO CTHIIANIO HA aHaNTeTHYHaTa cThi0a Ha C30).

BemiecTBO IIeT Ha | OTHOCHTEIHA MaxkcuMaJjiHa CraproBa 103a
npujarate e()eKTHBHOCT JAHEBHA 1032 oe3
CIPSIMO OpaJjieH NpeBApUTEIHA
morphine MOJAr0OTOBKA
Morphine Opanen 1 bes ropHa | 20-40 mg
sulfate rpaHuia®
Morphine LV, S.C 3 bes ropHa | 5-10 mg
rpanuia’
Oxycodone Opanen 1.5-2 bes ropsa | 20 mg
rpanuna’
Hydromorphone | Opanen 7.5 bes ropHa | 8 mg
rpanuna’
Tpancnepmanen | TIC +4°¢ bes ropra | 12 meg/h¢
Fentanyl rpanuna’
Buprenophine Opanen 75 4 mg 0.4 mg
Buprenophine LV 100 3 mg 0.3-0.6 mg
Buprenophine TAC +4¢ 140 mcg/h 17.5-35 mcg/h
TpaHCAepMalleH
Methadone Opanen 4-8-12¢ bes ropaa | 10 mg
rpanuna’
Nic Morphine Opanen 1 20 mg 5 mg
Nic Morphine LV. 3 20 mg 5 mg
? oTHOCHTENHATA €(DEKTUBHOCT Bapypa 3HAYUTEIHO B JaHHH, TIOOJIMKYBaHH B JINTEpATypaTa u
MEX]y OTJCITHUTE MAlMeHTH. ToBa Hajlara mpeMUHaBaHe OT €IWH OMUOU KbM JAPYT J1a ce
U3BBPIIBA BHUMATEIIHO U NPU peAyLpaHe Ha 103aTa HAa HOBOHA3HAYEHUS OMUOU]I.
® MakcUMaJIHaTa J103a 3aBUCH OT PAa3BUTHETO HA TaXU(UIAKCUs
¢ kanmkynmpa ce ¢ Kouepcus otT mg/d B mcg/h.
4 He e 0OuUaiiHO 1a ObJe U3MOJI3BAH KaTo IIbPBU ONHOUIEH aHANTeTUK. [Ipenokenara 103a
ot 12 mcg/h orroBaps Ha no3a ot 30 mg opanen morphine sulfate 3a geH.
¢ ¢akrop 3a mpeusuHcisBaHe = 4 3a JHEBHA 103a Ha opaneH morphine mox 90 mg/24h,
dakTop Ha KOBepcHs = § TpH JHEBHA J103a Ha opasieH morphine 90-300 mg/24h u daxTop Ha
npeusuncisiBane 12 npu AHeBHA q03a Ha opaiieH morphine Haa 300 mg/24h.

3a Jle4eHre HA WHTCH3MBHA OHKOJIOTUYHA 0O0JIKa KaTo JIEKApCTBEH MPOAYKT Ha IIbPBU H300p ce
npernopbyBa opajieH morphine.

[Ipy manmeHTH, MPU KOUTO € HEOOXOAMMO OBP30 TUTpPHpAHE Ha J03aTa, Ce NPEANOoYnuTa
nmapeHTepalieH IbT Ha NPWIOKEHHWE — CYOKyTaHeH W/WiIM BeHO3eH. [Ipu mapeHTepaiHo
IIPWIOKEHNE €KBHAHAITETUYHATAa JHEBHA J03a € paBHA Ha €JlHa TpeTa OT IpHUeMaHara Ipe3
ycrata. lIlpy nmpeMuHaBaHe OT OpPaJHO KbM IAPEHTEPAIHO IIPUIOKEHUE ITHEBHATa J03a Ha
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OpaJiIcH morphine Tpﬂ6Ba Jda €€ pas3aciyii Ha TpH, 3a a CC IOJYYU NTHCBHATA CKBUAHAJIICTUYHA
nmapCeHTcpaHa a03a, HO MOXKC Aa CC HAJIO0XHU JOMBIHUTCIHO TUTPHUPAHC KAKTO B IMOCOKAa KbM
YBCJINMYABAHC, TaKa U O6paTHO.

[Ipu xoHBepcHsl OT oOpajieH KbM HapeHTepajieH morphine ce mnpenopbyBa OTHOCHTEIHATA
eKBMAaHaJreTHYHa Mol jaa Bapupa Mexny 1:2 u 1:3. CunHuTe onmuouau Moratr jaa ce
KOMOMHUpAT U Jia ce MpuiaraT €HOBPEMEHHO C HEONMOUHHM aHAJITEeTUIU (IIBPBO CTHIAJIO OT
cteiibara Ha C30).

[lpu namuume Ha yBpeaeHa ObOpeyHa (YHKIHMS ONHUOWAHWATE AaHANTETHIM CJeIBa Ja ce
npuiaraT BHHUMATeNHO NpU peldylupaHa Jo3a M yIbDKeH uHTepBal. Haii-6e3omacen e
buprenophine u e onronIeH aHANTETHK HAa U300p MpH OOJTHM C XPOHHUYHA

O0BOpeuHa HelocTaThYHOCT OT creneH [V (ouakBana riomepynHa gunrparnus nmox 30 ml/min).

OnmougHata porauus (IpeMUHaBaHE OT €QWH OMHOUJ KBbM JPYT OT ChHIIOTO aHAITETHYHO
CTBIIAJIO) € NpPUHAOM, LNl Ja MoxoOpH KOHTpOoJa Ha OonKara W/HIM Ja BB3CTAHOBH
MMOHOCUMOCTTa KbM JIEKApCTBEHUSI MPOIYKT (JieKapcTBeH TosiepaHc). HesaBucumo ue mumncmaT
yOeIUTENHN JaHHHU, MOAKPEISILN OMMOUIHATA POTALUs, IPEMUHABAHETO OT €IMH OMUOMUJ KbM
JpyT € YTBbpACHA KIMHUYHA MTPAKTUKA.

46.10.MnTepBau HA MpUJIarade ¥ TATPUPAHE HA 1032

Jlo3uTe Ha OMMOMIHWUTE AHAITETUIM Ce TUTPUPAT Taka, Ye Ja c€ MOCTUTHE MAaKCHMAJHO OBp3
xenmaH edekt. Turpupanero e mporiec, Mpu KOWTO jJ03aTa ce MPOMEHs OBbp30 € Led jaa ce
OIIPEEIH Ta3H, IPU KOATO Ce IMOCTUra Hall-qo0bp aHANTEeTHYCH e(EeKT P NPUEMIIMBH HIUBO Ha
HexenaHu crpannyHu eextu (Tadm. 6).

CricurtenHara J03a 3a KOHTpOJ Ha mpoOuBHa Oojika oOudaiiHO ce paBHsBa Ha 10-15% ot
06maTa JHEBHA 1034 Ha OIIMOUAHUA aHAJIT'CTHUK. B cnyqaﬁ, qec ca HGO6XOHI/IMI/I IIOB€YEC OT
YeTUPH CIIACHUTEIIHU 03 3a JICHOHOINHWE, CJIeJBa Jla CE€ PEeBU3Mpa W ajantupa 0a30BOTO
o0e30oisiBaHe ¢ 0aBHO AeicTBAIM OMHOUAN. 3a MOCTUTaHE Ha KOHTPOJI HaJl MPoOMBHA OOJKa
CC IMmpcamo4yuTar OIHOUJHW AaHaJIreThuaum C 6”[)1)30 Ha4dYaJIHO I[CflCTBPIG n KpaTka
MPOIBIDKUTENHOCT Ha edekrta. Crnen 3aBbpIlIBaHE HA MEPUOJA HA TUTPHUpAHE CE MPEMHHABa
KbM IIpUJIaraHe Ha OaBHO JAEMCTBALM ONHUOMUIH.

[IpemopbuBa ce MHAMBHYATHOTO TUTPHUpPAHE HA JHEBHA aHAJTETHYHA J103a J1a CE W3BBHPIIBA
ype3 mpwiaraHe Ha Obp30 JeicTBam (KOHBEHIMOHANIEH) morphine mpu cra3BaHe Ha
WHTEPBAINTE Ha HETOBOTO NMPHEMaHe — Ha BCEKH 4 Yaca, a ChI0 U Ja Ce TMPEABUIN M OCUTYpPH
T.Hap. CIIACHUTENHA J03a aHAITETHK (KOSATO Ja Ce MpWiara Ha BCEKH Yac) 3a JICYCHHE Ha
npoOuBHa Oomnka. [[o3ata Ha peOBHO MpuUeMaHHs OaBHO JACHCTBAIl (C KOHTPOJIMPAHO BHB
BPEMETO OCBOOOXK/IaBaHE) OMUOU TPSOBA Ja C€ OMPEENH, KaTO C€ B3eMaT MPEeABUA O0IIOTO
KOJIMYECTBO OMHUOWICH AHAITCTUK, NMPUIOKEH KaTO CIACUTETHH O3 IPH IOsBaTa Ha
npoOuBHa O0JKa.

46.11./Ieyenre HA CTPAHUYHM e(PEKTH HA ONTMOMIHO JICYCHUE

[Ipy XpOHUYHO OMHMOMAHO JIEUEHUE ce HAOII0AAaBaT Pa3IMYHU CTPAHUYHHU €PEeKTH KaTo 3arlek,
rajicHe, NOBpBIIAHE, PETEHUUS Ha YypUHATa, NPYPUTYC, TOKCHUYHOCT II0 OTHOIIEHUE Ha
LIEHTpajHa HEpBHA CUCTEMa, N3pa3sBallla Ce B ChbHIMBOCT, KOTHUTUBHU HapylIeHHs], 0O0ObpPKBaHe,
XaIIOMHALMYA, MUOKJIIOHUYHU T'bpUYOBEe M Xumepanre3us. HamansaBaneTto Ha no3zara Moxe Ja

obOnexkun pedpakTepHUTEe HA JieueHHWe CcTpaHudHu edexTu. Penyknuara i moxe nma ce
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OCBILECTBH MJIM Upe3 MpHIaraHe Ha KO-aHaJITeTHLIU, WU C ITpUJIaraHe Ha alTepHATUBEH MOAX0]]
Ha JIEYEHUE — MPOBEXJaHE Ha HEPBEH OJIOK WIM JbuerneueHue. [[pyru crpareruu BKIHOYBAT
IPOABIDKUTENHO- TO IMpHUJaraHe Ha aHTUEMETUIM (IPU MOBpBIIAHE), JAKCATUBHU CpEICTBa
(mpu 3amek), roJieMd TpPaHKBWIM3ATOpU (IpU OOBPKBAHE) M MCUXOCTUMYJIAHTH (IIpH
CBHJIMBOCT). naloxone € KpaTKO JeicTBall BEHO3€H OINUOMJEH AaHTaroHUCT, KOMTO € B
ChCTOSIHUE OBP30 Ja aHTAarOHU3Upa €PeKTa U CUMITOMUTE MPHU CBPBXIO3UpPAaHE HA OMHOUICH
aHaJITeTHUK.

46.12.)/Inueieuenue

JIpuenevyeHneTo UMa crieruduyHa 1 BaXKHa poJist IpH 00JIeKYaBaHe Ha OOJIKH, MPEIU3BUKAHU OT
KOCTHU METAcTa3y, IIPU IIPEMaxBaHE HA TYMOPHA KOMIIPECHs BbPXY HEPBHU CTPYKTYpHU U IIpU
MO3bYHHM MeTacTa3u. [IpuiaraHeTo Ha pajMOM30TONH 32 KOHTPOJI HA OHKOJIOTMYHA OOJKa €
e(eKTUBHO MPY KOCTHH METACTa3! OT PaK Ha MIICYHA XKJie3a U 0eIoapoOeH pak.

[Ipu Bcsika TpyaHa 3a KOHTPOJI C JIEKapcTBa OOJKAa OT KOCTHH METacTa3d ce MpernopbyuBa
KOHCYJIT C JTbUYETEPAreBT 3a MPOBEXKIaHE HA CKCTPAKOPIIOPATHO JTHUCICUCHUE U TIPUIIOKCHUE
Ha paINOU30TOIIH.

46.13.1Ipunoxenne Ha 0upocdhoHATH NPU KOCTHA DOJIKA

budocdonarure ca wact or craHmapTHaTa Tepanus 3a JICYCHHE HA XHIIEPKAIIEMHS H 3a
NPEJOTBpATsABaHE Ha CKEJEeT- CBBbP3aHUTE YCIOKHEHHsI NPH OHKOJOTMYHM Oonectu. Mma
JIOCTaThYHO JOKA3aTEJICTBA B MOJKpeNna Ha 00e300s1Ba eeKT Mpu MAIMeHTH ¢ KOCTHA 0O0JIKa
B CJIEJICTBHE HAa METAcTa3M B KOCTU. BeIpeku ToBa Ha3HauaBaHETO UM He TPsAOBa Ja ce mpuema
KaTo aJITEpHATHBHO Ha JICYCHUE C aHaNTeTHIH. budochonarute ce mpemnopbuBaT Karo 4act OT
TepaneBTUYHUS PEKUM IPU MALUEHTH CbC WK 0e3 00JIKa OT MeTacTaTUYHA KOCTHA OO0JIECT.

46.14.)IevyeHre HA HEBPONATHYHA M Pe3UCTEHTHA 00JIKA

Koraro Gonkara He ce KOHTpoiaupa €(PEeKTUBHO C MOMOIITa Ha (HapMaKOJIOTMYHU CPEJICTBA,
MOXe Ja ObAe TMOBIMSHM OT TMpWJIaraHeé Ha WHBA3MBHU AaHECTEC3HOJIOTHYHH WM
HEBPOXUpPYprudecku Metoau. OrpaHudeH Opoii ToKa3aTeICcTBa MOJKPEST MPHIIaraHeTo Ha Cy0
aHeCTeTUYHM J03M ketamine mpu HemoHocuMa Oonka. HeBpomatmuyna Oosika MOXe Ja He ce
KOHTpOJMpa e(eKTHBHO CcaMO C TIIOMOIITa Ha ONWOWIHH AaHAJNTETHUIH. | PHIUKIUIHU
AHTUJICTIPECAHTH U POTHUBOCTIIIICIITUYHY JIEKAPCTBA CHIIO Morar Aa Obaar epekTuBHU. Ponsita
Ha aHTHKOHBYJICAHTH TIPH JICUCHHETO Ha HEBpONaTWYHa OOJIKa BU3Upa MsICTO Ha gabapentine u
APYTH TPEICTaBUTEIN OT Ta3H rpyna. HeommouaHu WM ONMMOWAHW aHAJNTETHIM MOraT Ja ce
KOMOWHUPAT C TPUIMKINYHA AHTUACTIPECaHTH W/ wiu ¢ aHTukoHByJcaHTH (Tabm. 5). Ilpm
NPUTHCKAaHE Ha HEPBHHU CTPYKTYpH JOOBp e(deKT ce moiyyaBa OT NpHJIaraHe Ha CTEPOHIIU.
Lidocaine u HeroBus opajeH aHaior mexiletine ca mo- eeKTHBHU B CpaBHEHHUE C TUIANEeO0 pu
HaMaJsiBaHE HA MHTCH3WBHOCT HA HEBPOMaTHYHAOOJIKA.

[Ipu OomHum c¢ HeBpomaTuyHa OOJIKA Ce MpPENopbuBa JIEUCHHWE WM C TPHUIHUKINYEH
AHTUJICTIPECAHT WJIM C aHTHKOHBYJICAHT NPH MOHHMTOPHpAHE 3a PA3BUTHETO HA HEXKEIAHH
CTpaHUYHH e(heKTH.

Tabnuua 5. I30panu aar0oBaHTHU JIEKapCTBEHU MPOYKTH 32 JICYUEHUE HAa HEBPOMAaTHYHA OOJIKa.
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BemecrBo IInpoxo JlekapcTBeHa Cenmpamio Bapupane Ha
pa3npocTpaHeHH | rpyna AeiicTBue JAHEBHHTE /103U
popn i (mg)
rpamMa

Amitriptyline Tabn. 25-50 mg | AaTunenpecant | +++ 50-200

Clomipramine Tabn. 10- 75 mg | Autugenpecant | (+) 50-200

Nortriptyline Tabn. 10-25 mg | AaTHnenpecant | + 50-100

Fiuoxetine Tab6m. 20 mg AHTHIETIpecanT | + 20-80

Duloxetine Tab6m. 30-60 mg | AHTHAENpEcaH + 60-120

Carbamazepine | Ta6n.  200-400 | AHTUKOHBYJICAHT | + 400-1600
mg

Gabapentin Tabxn. 200-300- | AHTHEnMIIENTHK | + 900-3600
400-800 mg

Pregabalin Tabn. 25-50-75- | AHTHEnMIeNTHK | + 150-600
100-150-200-300
mg

Haloperidol Kankwu, Tab:1., | HeBponenTuk + 3-20
aMITyJId

Chlorpromazine | Kamnkwu, Tab1., | HeBponmentuk + 25-200
amITy Iy,

COIY3UTOPHHU

46.15.Pedpakrepna 00Jika B Kpasi HA JKMBOTA

Oxouno 53-70% ot nmanueHTUTe ¢ 60JIKa U3UCKBAT MPOMSIHA HA IIBTSI HA MIpUJIaraHe Ha OMHOUIHU
AHAITETUIH B MTOCTICTHUTE MECEIM U YacOBE PN HACTHIIBAHETO HA CMBPTTa. Torasa OomkaTa
ce ompeznenss KaTo pedpakrepHa (TpyaHa 3a JjedeHHe). B Ta3m cuTyauus NaauaTUBHOTO
ceaupaHe MoXe 1a ObJie eIUHCTBEHA BB3MOXKHOCT. UecTo mpuiiaraHul JICKapCTBEHU MPOAYKTH
ca OMMOMJIHU aHAITETHIIM, HEBPOJICNTUIIH, OeH30Ana3enuHu, Oapoutypatu u propofol. Hanara
ce TUTPHpaHE Ha Jj03aTa. 3aIb/DKUTEIHA € HENPEKbCHATa OLCHKA HA M3MHUTBAHOTO OT OOJHHSA
CTpa/ilaHue 110 BpeMe Ha Tpolieca Ha CeAUpaHe.
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47. OHEHKA HA JIEYEBEH E®EKT IIPU CHUCTEMHA
IHPOTUBOTYMOPHA TEPAIIUA

Omnenkata Ha Jie4eOHUS OTTOBOP TPU 3JIOKAYECTBEHU COJUIHH TYMOPH CE OCBHIINECTBSBA B
yetupu Kateropud: (1) menna pemucus (CR), (2) yactuuna pemucus (PR), (3) crabunna Gonect
(SD) u (4) mporpecupama 6onect (PD). Jlepunupanero Ha Te€3W KaTeropum cTaBa IO
CTaHIapTH3UpPaH aNropuThM, U3paboTeH OoT EBpomeiickata opraHu3zanus 3a H3CIEIBaHE U
neyenue Ha paka (EORTC), Hanmonanuus pakoB uHctutyT Ha CAILl (NCI) m Haunonamuus
pakoB MHCTUTYT Ha Kananckara rpyna 3a KIMHUYHHA U3THTBAHMUS.

JlokyMeHTbT, HapeueH Kputepuu 3a onieHka Ha otroBopa npu conuaau tymopu (RECIST 1.1),
C€ M3MOJI3Ba B OCJIIEAHOTO MY OCh BpeMeHsiBaHe OT sinyapu 2009 1.

VYcnoBust 3a 00pa3Ha AMArHOCTUKA MPHU OIICHKA Ha jeueOeH eexT

3a omeHka Ha jeyeOeH eeKT ce M3MON3BAT HAKOM TEXHUKH 3a 00pa3Ha JHarHo3a: KOMITIOTHP-
tomorpadus (KT), sapenomarautHo-pe3oHancHa Tomorpadust (SIMP), mo3uTpoHemMucuoHHa
tomo-rpadus/kommrorep-romorpadust  (PET/CT) u  MHOro psgko — KOHBEHIMOHATHA
peHTreHoBa rpadus (mpu pak Ha Osu1 1po0).

[Ipu xemarorenynapeH pak, Kakro W TemoporporieH paauodapmaneBtuk (Octreoscan) B
YCIIOBHATA HA rama CIEKT. M HEBPOCHIOKPUHHH TYMOPH C€ MPEnopbhbyBa OIEHKa ¢ TpudaszHa
KT.

OcoOeHo BHUMaHHE ce OOpbINa Ha CIy4yaW, KOraTO €Ha U ChIla TYMOpPHA JIe3Us MOXKE Ja
U3IJIeKIa C Pa3jIMueH pa3Mep WU OT pas3iauueH Tuil. ToBa OM MOIJIO Ja Ce CIydd, KOratro
M3MEpPBAaHETO HA TMPUIETHU JIE3MH C€ OCBIIECTBABA C OOpa3Ha TEXHUKA, pa3IudHa OT
MpeAlIecTBaIaTa, Uil Ipyu HETPULICTHY JIC3UH.

AKO TIpy MBHPBOHAYANHO BepU]HIMpaHE Ha [aJeHa TyMOpHa JIOKaIM3alus € JOKazaHa
muargoctnaHa croitmoct Ha KT, ocwmecrBena karo wacrt or PET/CT, mo-mHararek 3a
m3mepBanus o RECIST moxe na ce usnonssa camocrositenna KT.

Meroast Ha SIMP npurexaBa OTIIMYEH KOHTPAcT, IIPOCTPAHCTBEHA U BPEMEBA PE30JIIOLMS,
o0ade chIBpKAa MHOTO IMOKa3aTelH, KOWTO 3HAYWTEIHO MOBIMSIBAT BBPXY KAadyeCTBOTO Ha
M300paXeHNEeTo, BUIMMOCTTAa Ha Je3usita U u3MepBaHeTo . He ce mpemopwuBa SAMP mpu
TYMOPH Ha IPBJICH KOLI.

N3xonHO U3MepBaHe Ha TYMOPH

[Ipenu 3amouBaHe Ha JEUCHHE TYMOPHUTE JIE3MH TPOBa Ja ObIAT TOYHO M3MEPEHH C TOHE
enuH pasMep (oTOerns3Ba ce Hall- IBITUAT JUaMEThp B paBHUHATA HA H3MEPBAHE) C MUHUMATHA
BennuuHa OT: (1) 10 mm Ha KT (He3aBucumo ot Tuma Ha ckenepa) u AMP (He mo-manko ot aBa
cpe3a 1 mMuHUMYM oT 10 mm); (ii) 20 mm Ha KOHBEHIIMOHATHA PEHTreHoBa Tpadus (ako
JIe3usiTa € SICHO OIpE/IeNIeHa U € 3a00MKOJIeHa OT acpupaH Osu1 a1po0). Haii- gparute nuamerpu
Ce cyMupar B T.Hap. cOop oT Hali-abirH quameTpu (SLD).

Hewnsmepumu ne3un

TyMmopHUTE JIe3Un Ce CUMTAT 3a HEM3MEPUMH, aKO BKJIIOUBAT: (1) JIENTOMEHHHI€ATHU OOJIECTH,
acIIUT, IUJICBPAJCH WIM MEPUKApACH M3JIMB, BH3NAIUTENICH paKk Ha I'bpJa, TMM(AaHTUT Ha KOXkKa
iy Osu1 1po0, aOOMHUHAIHA MacH (KOpEMHA OpraHOMeraliusi, onpeaesieHa (PU3UKaIHO, KOSTO
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HE MOXE Jla Ce M3MEpPH C BB3MPOU3BOJUMHU OOpa3HU TEXHHKH); (i1) OTCTpaHEHU KOCTHU M
KHCTUYHM Jie3un; (ii1) 1o0aBeHa OpraHOMeTausl.

Orenka Ha TUM(HU BB3IU

3a oreHka Ha JJUMQEH Bb3el ce GOpMyTupaT CIeTHUTE onpeeiaeHus: (1) HopMajaeH — Kbca 0C

< 10 mm; (i1) u3mepuM (TpuLieseH) — Kbca oc > 15 mm; (iil) Heu3Mepumu — kbca oc 10-15 mm.
[TpunenHUsAT BB3EN ce M3MEpBa MO KbcaTa OoC (MEepIEHANKYIISIpHA HAa HAW-ABITUS TUAMETHD),
KOSITO € MO-BB3IPOM3BOJIMMA W TpEJCKa3Balia 3a 3j0kadecTBeHa Oonect. Kbcure ocu Ha
NPULICITHUTE TUM(PHU BB3JIM MoraT a 0b1aT 1o0aBeHu KbM SLD.

N3mepBaHe Ha KOCTHU JIE3UU

JINTHYHU KOCTHH JIE3UM C pasrpaHHMYMMa MEKOTbKaHHa chCcTaBka, oneHeHW ¢ KT wnmu SAMP,
MOJKE /1a Ce CUMUTAT 32 U3MEPUMH, aKO MEKOThbKaHHaTa KOMIIOHEHTa OTroBaps Ha NeUHUIUATA
3a U3BMEPUMOCT, OMMCAHA MO-rope. bacTHUTE KOCTHU JIE3UU Ca HEU3MEPUMH.

Kuctnuau nesun

Jle3un, oTroBapslIM Ha PEHTreHOrpadcKM KPUTEpPUH 3a MPOCTH KUCTH, HE TpsOBa jaa ce
pasmiiexaa Karo 3JIOKa4eCTBCHHM (HUTO HW3MEPHMH, HHWTO Hem3MmepuMmu). HeompenerneHOTo
peHTreHOrpa)CKO OIUCaHWe 3a ,,KHUCTH CleJBa Ja Ce MpHeMa 3a HEU3MEPUMHU JIC3UH.
Haxonkara 3a ,,KkHCTHYHA JIe3us’, CYMTaHA 32 KHCTUYHA METacTasza, MOXE Jia ce ONpeaeiH 3a
W3MEpHUMa, aKO OTrOBapsi Ha ONPEUICHUETO 3a U3MEPUMOCT. BBITpeku ToBa ako NP €TUH U ChII]
MalUeHT € HaJMIIe ¥ HEKUCTUYHA JIe3Us, ToclieiHaTa TpsiOBa aa Obe mpeanovyeTeHa 3a 00eKT
Ha OICHKA.

Jle3un, npeaBapuUTEIHO TPETUPAHU JIOKATHO

TymopHHU N1e3uH, pa3nooKEHH B MPEIBAPUTEIHO O0IbYBaHA 00IaCcT WK B 00J1aCT, MOJIOKEHA
Ha Pa3IMYHU JIOKOPETHOHAIHHU TEPAIi, OOMKHOBEHO HE CE CYMTAT 332 U3MEPUMH, OCBEH aKo HE
€ J0Ka3aHa [POrpecus B TSX.

Jle3uu, TBBbpE MANIKK 32 U3MEpPBaHE

Benuky nputienHu J1e3uu (HOJATHH W HEHOJAJTHH), OTYSTEHHU TPEJM HAYaJOTO Ha JICYCHHETO,
TpsOBa Ja OBAT aKTyaTHO M3MEPBAHH MPH BCSAKA MOCIEABAINA OLEHKA, IOPU KOTATO Ca MHOTO
Manku (Hampumep 2 mm). O6ade ako mpu KT-u3cienaBane mpuileTHUTE JIE3UU Ca TOJIKOBA
CHa6I/I U HCACHHU, Y€ PCHTTCHOJIOI'BT HC MOXKC Jda OIIPCACIIM TOYCH pPasMCp U I'M OIMMCBA KAToO
,,TBBPJIC MAJIKH 32 U3MEPBaHE”, T€ 10 Moapa3zoupane TpsAOBa Aa ObAAT MPUETH ChC CTOMHOCT 5
mm.

@parMeHTHpaHHU U KOHDIYHPALTH Je3UH

Korato HeHonanHu se3un ca ¢parMeHTHUpaHu, TpsiOBa a ce CymMHpaT Hall-IIbJITHTE JHAMETPU
Ha OTJENHUTE (pparMeHTH, 3a J1a ce U34UUCIU cOOpBT Ha npuuenHara je3us. [1o chiuius HauuH,
KOTaTo JIe3UUTE KOHQIIyHpaT, U3MepBa ce COOPBHT OT AMAMETPUTE HA BCAKA OT/EIHA Je3Hst. AKO
JIE3UNUTE C€ CIMBAT TaKa, 4e Ca Hepa3IMYMMHU, BEKTOPBT HA HAW-ABITUS AMaMEThp OU ClieBaJIo
7la WIIIOCTPUpa MaKCUMAIHMSI TMaMEThp Ha ,,csiTaTa Je3us’ .
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I[OKYMCHTI/IpaHe Ha U3XOAHU NMPHULCIIHU JIC3UN

3a npuLeaHy caeiBa Ja ObAaT ONpeAeIeHH Hall-MHOTO 10 IET JIE3Ud (MaKCUMYM I10 ABE JIE3UU
3a opraH), KOMTO ce IpueMar KaTo MPEeJCTaBUTEIIHU 3a BCUYKHU ydacTBaliu opranu. OT TsX ce
m3uucisiBa SLD. B Hskou ciiydau Hal-rossiMara Ji€3usi HE Ce IMOJJiaBa Ha BB3IPOU3BOANMO
M3MEpBaHEe U ToraBa ce M30upa ciejBallaTa Mo rojJeMUHa JIe3Us, KOSITO MOXE /1a Cce OLIeHsABa
BB3IPOU3BOANMO.

JIoKyMEeHTUpaHE Ha HENPHUILIETHH JIE3UU

BB3MoOkHO € na ObAaT onMcaHH MHOXKECTBO HETPUIEITHH JIE3MH, aHT@XKHUPALIH €IUH U ChII
opras noja ¢opma Ha €IMHCTBEH OO0II OOEKT (HampuMep ,,HIKOJIKO YTOJIEMEHH Ta30BU JIMM(PHU
BB3JIM WU ,,MHO)KECTBEHU YEPHOIPOOHU METacTaszn’).

Hosu ne3un

OTKpUBaHETO HA HOBU JIE3UU TPSIOBA J1a ObJIe HEJIBYCMHUCIIEHO, T.€. 1a HE C€ IBJKAT Ha Pa3IIUKHU
B CKAHUPAIIUTE TEXHUKH, HA CMSHA B 00pa3HUTE MOIXOIM WM HA HETYMOPHHU U3MeHeHus. ToBa
€ 0C00EHO Ba)KHO, KOTAaTO U3XOIHUTE TPUIICITHH JIE3UU TIOKa3BaT YaCTUYHA UJTU ITbJTHA PEMUCHSI.
Bcuuku chMHUTETHM ciydan TpsOBa ga ObIaT MOBTOPHO OICHsABaHU. HenBycmucieHu HOBH
JIe3UU Ca TE3H, KOUTO Cc€ Ha0JIIomaBaT B aHaTOMHYHA 00JIacT, He3acerHara B HA4ajoTO Ha
JICUEHUETO.

AKO TpHU yCTaHOBSIBAHE HAa YaCTUYHA PEMUCHSI HJIM CTaOMIHa OOJIECT J1a/ieHa JIe3us U34e3Ba U ce
MOsIBSIBA OTHOBO B TMO-KbCHO BpeMe, TS TpsAOBa Ja MPOIBIDKU Ja Oble u3MepBaHa. B To3u
Clly4ail OTTOBOPBT III€ 3aBUCHU OT CHCTOSIHUETO Ha JIPYTH JIE3UH, a pa3MEpPhT Ha BBIIPOCHATA
ne3us TpsiOBa na Owpae BkimoueH B SLD. Ilpu orunTtaHe Ha mbjiHAa peMHcHs MMOBTOpHATA MOsBa
Ha JIe3Us C€ CUUTA 3a Mporpecus. B 1elCTBUTETHOCT MOBEUETO JIE3UH HE ,,u3Ue3BaT ’, a HE MOTaT
Ja ce BU3yalIM3HpaT, 3alloTO ca W3BBH pa3eluTelHaTa CIHOCOOHOCT Ha u300passBaiiaTta
TCXHHUKA.

OHpeI[CJ'ICHI/Ie 34 II'bJIHA 1 HaCTUYHA PCMUCUA

[Ipu Hamuume Ha W3XOHU MPUIICTHHU Jie3un hiIHa pemucuss (CR) ce mpuema ToraBa, KOTaTto
Ce YAOCTOBEPH TSIXHOTO ITBIHO M34Ye3BaHE. BCHUKHU MaTONOrMYHU TUMGHU BH3IH (HE3aBUCUMO
Janyu ca 00CKT, WJIM He) TpsOBa J1a TTOKa3BaT CHIDKEHHE Ha KbcaTa oc A0 < 10 mm (cOopbT HE
Moke na Obae 0, ako uMa IMPULICTHHE BB3ITH).

IIpu Hanuuue Ha uM3XxoaHM HenpuuenHu jge3un CR ce mpueMa ToraBa, KOraTto ce yJIOCTOBEPH
TAXHOTO I'BJIHO M3Y€3BAHE U HOPMAIM3HUPAHE HA CEPYMHOTO HUBO HAa TyYMOPHUTE MapKepH.
Heo6xonumo € BcHyKu JUM(HHM BB3JIM Jla ca C HEMAaTOJIOTHYEH pa3Mep (kbca oc < 10 mm).

Yactuuna pemucus (PR) ce nepunupa xato cHrkenre Ha SLD Ha U3X0AHUTE NPULEITHY JIE3UN
> 30%.

Korato numcea PR u Hsima miporpecusi, 1e4eOHUAT OTTOBOP €€ ONpeesisi KaTo cTaOmiIHa 00ecT
(SD): mepcuctmpane Ha eqHA WJIM TOBeYE NPHUIETHU (WM HETPUICIHU) JIE3UH UW/UIU
MOAIbpKaHEe Ha HUBO Ha TyMOPEH MapKep HaJl HOPMaJIHU IPaHUIIH.

VII.Onpenenenue 3a mporpecuparia 00ect

[lpy Hanuume Ha W3XOJHM TPHLENHU Je3uu mporpecuparia oonect (PD) ce mpuema Torasa,
Korato e Hanuie yBenmdeHue Ha SLD > 20% cnpsimo Hanupa (Haili-HUCKUSL cOOp OT TUAMETpH,
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M3MEpPEH OT HayaJIoTO Ha JIEYCHUETO) U HapacTBaHe MUHUMYM ¢ 5 mm Haj Hero. Koraro c6opbT
€ MHOT'0 MaJIbK, HapacTBaHE B PAMKHUTE Ha JOIyCTUMa Ipellika B M3MEpBaHeTo (2-3 mm) Moxe
na nosene 1o ysenuuenue ¢ 20%. 3aToBa ce Hasara AeUHUpaHe Ha MOHATUETO HEJIBYCMHUCIIEHA
nporpecus. HenBycmucnena mporpecus Ha ChIIECTBYBAIM HEMPULEIHU JIE3UU CE ONpPEnels
TOraBa, Kararto:

(1) obmoTO BIIOIIaBaHE Ha 0OJIECTTA € TOJIKOBA 3HAUYMTEIHO, Y€ JOPH NMpu Hanmuuue Ha SD wim
PR B mpunennute ne3uu, oOMMUIT TYMOPEH TOBap € YBEIMYEH NOCTaThYHO, 33 J1a C€ HATOXKH
IpeKpaTsBaHe Ha JeueHueTo; (i) Ipu JMIca Ha u3MepruMa O0JIeCT IPOMEHUTE B HEM3MEPUMHUTE
JIE3WH ca CPaBHUMH C U3MEPUMO HApaCTBaHE M M3MCKBAT MpUEMaHe Ha mporpecus; (iil) mpumep
3a TaKOBa HapaCTBaHE € YBEIUYCHUE Ha IJIEBPAJICH U3JIUB OT

»Ciaenu” 10 ,,FoNiAM’’, KOETO TMPEJCTaBsBa HapacTBaHE HA HAIWYHUS JTUM(AHTUT OT
JIOKQJIM3HUPAH JI0 IHUPOKO Pa3mpOCTPaHEH.

Oneuka ¢ PET/CT

[ToHsikora € yMecTHO IIpH OlLleHKa Ha mporpecus na ce usnoi3Ba FDG-PET, kato gombiHeHue
Ha KT. Heratusna nHawyanna PET c¢ monoxwutenna PET mpu mpocnensBane € Kpurepuil 3a
nporpecusi, OCHOBaHa Ha HoBa Jie3uda. Jlunca na PET-u3cnensane mnpeau jedyeHue u
nosnoxurenna PET npu npociensBane nokassa cieJHUTE Bb3MOKHOCTH:

(1) axo monmoxkutenna PET mpu npocneasiBaHe ChOTBETCTBA HAa HOBA JIOKATHM3AIUs HA OOJIECTTa,
ToBa ¢ mporpecus; (ii) ako mono-xu- tenHa PET nmpu mpocnensBane He MOTBBpKIAaBa HOBA
nokanu3anus Ha Oosectta, HeoOxoqumo e nombiaHuTenHo KT- u3cnensane, 3a na ce onpeaenu
Ty ¥Ma MCTHUHCKA MPOTpPEecHs B JajieHa o0yiacT (ako € Taka, JaTa Ha mporpecus e Obie
narata Ha mppBara abHopmHa PET); (iii) mporpecust numcBa, ako mnonoxwurenHa PET mpu
MpoCIIeIIBaHEe OTTOBapsl Ha MPEIBAPUTETHO CHINECTBYBAIA JIOKAIHU3AIMS Ha OOJECTTa, KOATO
HE TpoTrpecupa Ha AHATOMUYHO U300paKeHHE.

JInmca Ha oreHKa

Korato numcBa o0pa3HO W3MepBaHE B OMNpEJENieH MOMEHT OT BpeMe, MAalUueHTHT W/HIN
neueOHuAT edekT ce kareropusupar kato HeoueHeHH (NE). Ako ca HampaBeHM HU3MEpBaHUSA
caMO Ha 4YacT OT JIE3UUTE, CIy4yasT ChLIO CE CUMTA 32 HEOLIEHEH, OCBEH aKO ChIIECTBYBA
yOeauTeneH apryMeHT, 4ye IPUHOCHT Ha JIMIICBAIMTE U3MEPBaHMs HsAMa Ja IMPOMEHH OIICHKATa
Ha OTrOBOpA 3a JaJ€HHUsI MOMEHT OT BpEME.
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48. OoblIA INPEIIOPBKH B JIEYEHUETO HA
OHKOJIOI'MYHO BOJIHU

[IpenBua MHOKECTBEHHTE TAapEHTEPAIHM MaHHITyJIAIlMU, 32 MOJ0OpsBaHE Ha KAayeCTBOTO Ha
KMBOT Ha TAMEHTHTE H 3a YJECHsABaHE Ha paboTara HAa MEAWIUHCKHUS TEpPCOHAI
NPENOPBYUTEITHO € TIOCTaBSHE Ha IMOCTOSTHEH BEHO3EH KaTeThp (MOpTakar), 3a KOETO € YMECTHO
na ce ocurypu ¢puHaHcupane oT Hanmonannara 3apaBHoocurypurensa kaca (H30K).

[Ipu Bcuuku OOJIHM, 32 KOMTO CBIIECTBYBA BB3MOXKHOCT, CE€ IPENOpbhUYBA BKIIOUYBAHE B
KIMHUYHYU WU3MHUTBAHMS, KOETO € MPHUETO B LIEJUS CBAT KAaTO HAYMH Ha JIeYeOHO IOBEJICHUE.
BxitoueHnTe manueHTH Moy4aBaT Hail-1qo0py IpHKU U 10 OTHOLICHHE Ha MpOoCieIsBaHe, U 110
OTHOIIIEHWE Ha JiedueHue — ¢akth, Bu3npuetu B EBponeiicku cpio3 u CAIIl. B to3u cmucshn,
TOBa ca Hal-OOTPIDKEHHUTE MAIMEHTH B KIIMHUYHATA OHKOJIOTHUS, Thi KAaTO Ca OCUTYPEHH C Haii-
n00po ¢hrHaHCHpaHe 3a JOMBIHUTEIHU W3CIEABAHUS M C Hal- JOOPH CTaHAAPTHHU PEKUMHU 3a
ChOTBETHATA JIOKAJIN3ALHS.

[Ip HAKOM pEIKH JOKAJIM3AIMH, KOUTO HE C€ BH3MPAT B MEIUIMHCKHATE CTAHIAPTH, CE
W3MON3BAT JIEKAPCTBEHU MPOMYKTH M PEXKHUMH, JOKa3anu €(EeKTUBHOCTTA CH B KIMHHYHATA
MPAKTHKA. 3aTOBAa CUCTEMHATa aHTUTYMOPHA TEepaIusl 3aIbJDKUTEITHO TpsiOBa Jia ce MPOBEkKIa
caMO B CHEIHAIM3UPAHU OHKOJOTHMYHM 3BEHa W CaMO OT CICIHAIUCTH ChC CHOTBETHA
KBaTM(UKAIUS U OIIHT.

[Ipu peauua JOKaNW3alUM CHIIECTBYBAT BAaJUAWPAHU TPEAUKTUBHU OHOMapKepH, KOUTO
WHIWBUAYyaIH3UpaT JieueHneTo. [IpenoppunTeiHo € pyTHHHOTO UM H3CIIeBaHe, Thid KaTo 0e3
TAX € HEBB3MOXXHO MpuiaraHe Ha Hal-eeKTHBHUTE TepaneBTHMYHH anroputMu. C orien
ONITUMH3UPAHE U KOHTPOJ BBPXY TOBA CKBIIO CTPYBAIO JICUCHHE € YMECTHO HM3CIICABAHETO Ha
NPEAUKTUBHE OMOMapKepH Ja ce M3BBpPIIBA B ONpenesieHH pedepeHTHH J1abopaTopuu U Aa ce
¢unancupa ot 6romxera Ha H30K.

IMTPOBEXXJJAHE HA M3YEPIIATEJIHO 'EHOMHO ITPO®UIIMPAHE HA BOJIHU CbHC
3JIOKAYECTBEHU COJIMAHU TYMOPU

1. U3BbpmiBaHe Ha mpegaHaTUTHYHA 00paboTKa Ha OWOJOTHYEH MaTepual (TyMOpHA ThKaH), C
m3omupane Ha JIHK u mpoBexmane Ha cleaBamio IOKOJICHHE TEHOMHO CEKBEHHUPAHE C
XHOPHUHO YIIaBsiHE, C B3MOXKHOCT 33 €THOBPEMEHHO OTKPHBAaHE Ha YETHPUTE THITA KIMHUIHO
3HaYMMU T€HOMHH aiTepaliy, U B JONBIHEHHE Ha MHKpocareiauTHa Hectabumnoct (MSI) u
TyMopeH myTannoHeH ToBap (TMB):

1.1. 6azoBu 3amectBanus (mytanuu), Hanp. BRAF, BRCA1, BRCA2, KRAS, NRAS, EGFR
T790M, EGFR ex3on 21 (L858R) myrauuu;

1.2. BMbkBanus u aenenuu, Harnp. EGFR ex3on 19 nenenuu, EGFR ex3on 20 nncepiuu;
1.3. mpomenu B Opost Ha korusiTa, Hanp. HER2 ammmndukanus;

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

1.5. cratyc Ha MukpocarenuTHa HecTabumHocT (MSI);

1.6. orienka Ha TymMopeH MmyTaimoHeH ToBap (TMB).

2. V3pppiiBaHe Ha MpegaHaIuTHYHA 00paboTka Ha OuonorndeH matepuai (nepudepHa KpbB), C
u3onupane Ha wupkynupama tymopHa JIHK, mpu mamumenTtn c numncamia/HemocTaTbyHa
TyMOpHa TbKaH WJIM IpPHU HEBHB3MOKHOCT 3a MpoBexJaaHe Ha Owomcusa. [IpoBexnane Ha
ClIeIBall0 TOKOJICHHE TEeHOMHO CEKBEHHpaHE C XHUOpPUIHO YiaBsSHE, C BB3MOXKHOCT 3a
€IHOBPEMEHHO OTKPHMBAHE HAa YETUPUTE TUINA KIMHUYHO 3HAYUMHU T€HOMHH aJITepalvy, U B
JOMTBTHEHHE HA MUKpocaTenuTHa HecTabuimHocT (MSI):
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2.1. 6azoBu 3amectBanus (myrtamuu), Hanp. BRAF, BRCA1, BRCA2, KRAS, NRAS, EGFR
T790M, EGFR ex3on 21 (L858R) myranuu;

2.2. BmbkBanus U aenenuu, Hanp. EGFR ex3on 19 genenuun, EGFR ex3on 20 uncepunu;
2.3. mpomenu B Opost Ha konuATa, Harnp. HER2 ammnundukanus;

2.4. rennu npeHapexxaanus, Hamp. Hanp. ALK, ROS1 npenapexnanus;

2.5. craryc Ha MUKpocarenuTHa HectabuiHocT (MSI).

3. JlokyMeHTHpaHE€ U TMpeAOCTaBSHE Ha pe3yJTaTUTe OT TMPOBEACHOTO U3CJIENIBaHE Ha
MAIUEHTa/METUIIMHCKHS CIEIUAIMCT B IMOJKpPENa Ha B3E€MaHETO Ha PEIICHUs 3a JICYCHHE —
MpelocTaBsiHe Ha MHGpopMaIus 3a FeHOMHHS Npoduil Ha MAlMEeHT, KaKTO U 3a CBbP3aHUTE
TapreTHU Teparuu U UMyHOTEPaIHH.

[TpoBexkgaHeTo HAa U3YEPIIATETHOTO TEHOMHO MPOo(UINpaHe € BaKHA CTHIIKA HAmNpe., Thil KaTo
JaBa JOCTBI 0 WHQOpMAIHs 32 TeHOMHHS PO Ha TAI[MCHTa Ha JIOCTABYMIINTE Ha 3APaBHU
TPYXKHU B €IMH JOKIAJ, TIO3BOJISIBA M30STBAHETO HA NyONUpanyu OUOIICHU M yJIeCHSBAa Obp3us
JIOCTBIT 0 MHOBATUBHU MEIMIIMHCKH TEXHOJIOTHH.

HaLII/ICHTI/ITC noJjryuar HO-6’Lp3 U HaBpCMCHCH AOCTbhII OO HWHOBATHUBHU TCXHOJIOTWU, KOUTO
ocurypsaBat HO-e(i)eKTI/IBHa AWAarHoCTuKa M JICUCHUC Ha KMBOTO3acCTpallaBally Uin H€O6paTI/IMO
HHBaJIMAU3UpaIIn 32160J'I$IB21HI/IH, 3a KOUTO HiIMa O,Z[O6pCHO JICHCHHUEC, HUJIM KOUTO Impeajiarart
SHAYUTCIHHU MIPCAUMCTBA NPC CbIICCTBYBAIIUTEC 0)106peH1/1 AJITCPHATHUBH.

49. TPOCJIEAABAHE HA BOJIHU CBHC 3JIOKAYECTBEHH
COJIMIHU TYMOPU

[IpocnensBaHeTo Ha NAIMEHTH CbC 3JI0KAYECTBEHU COJNMIHU TYMOPH BKJIIOYBA CIIETHUTE
kareropuu: (1) HOBOJMATHOCTHUIIMPAHU OOJIHU B paHEH CTaIWH, MPOBEIN XUPYPTHUUHO JICUCHUE
Y 3aBBPIIMIM aJIOBAHTHA XHWMHUOTEpamusi W/WIK JbyesedeHue; (2) HOBOIUATHOCTHIIMPAHU
OOJHHM B aBaHCUpAJl CTAAWi, MPOBEIW JIMHUW HA CHUCTEMHA Tepamnusi W/WIN ITbUeJiCUeHUE C
OTUMTaHE Ha CTaOWIHA 00JeCT WM pemMucus; (3) HOBOJAMATHOCTUIIMPAHU OOJIHU C PaHEH WU
aBaHCUpANl CTaAud, NPOBEXKJAIM aMOyJIaTOpHO JeueHue (OMOJOTMYHO, EHIOKPUHHO,
MMyHOTepanus 1 1p.); (4) 60JHU C TEPMHUHAIHU CTaAUM Ha 0O0JIECTTA, TTOKA3aHU CaMO 3a Hai-
n00pH MOAIBPKAIIM TPUkKH (MATHAaTUBHA Tepamus mpu Heodxomumoct). [IpocnensBaneTo ce
OCBILECTBSIBA OT CIECUUAINCTH, padOTEeIIN B Pa3IMYHUTE KAaTETOPUH OHKOJIOTMYHH JIeYeOHU
3aBeneHuss. CBCTOM ce OT TMEPUOJUYHM KOHTPOJHM TIperjenud (BU3WUTH), BKIIOYBAIIA
cnenn(UYHA TAKeTH OT KOHTPOJHM W3CieABaHusA. V3cienBaHuaTra TpU  pa3nUIHHUTE
JIOKAJIM3alMKA Ha CONMIHH 3J0KAaUYeCTBEHU TYMOPU U MEPHOAMTE, MPe3 KOUTO BCAKO OT TIX CE
peann3upa, ca U3JIOKEHU TMO-A0dy B TabmuuHa ¢opma. IlocoueHuTe anropuTMu Ha
MpociesBaHe He ca 3abJDKUTENIHU, UMaT MPENOPbUUTENICH XapakTep W BUHArM MoraT Ja ce
MouUIMpaT crope crnenrnukaTa Ha IanueHTa 1 HeroBarta 00JIecT.

Jlokanu3anus — u3ciaeaBaHus ‘ Hepﬂoz[ Ha KOHTPOJIHU BU3UTHU

Kapuunom Ha riiaBa u mus

AHamHe3a U GU3UKAITHO U3CIIeIBaHE \ 2 Mecela
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PenTtrenorpama Ha CUHYCH/TPBJIEH KOIII

2 Mecela

CT nHa cuHycH, IpBIEH KOII

[Tpu HeoOxoxumocCT

SPECT/CT(Koctha cuunTHrpadms)

12 Mecena 3a MbpBUTE S5 TOIUHU

PET /CT

12 Mecena 3a mbpBUTE 5 TOJUHU

MRT [Tpu HEOOXOAMMOCT
KpbBHa kapTHHA 2 Mecena
ASAT, ALAT 2 Mecela
Cep. ypesl, KpeaTUHUH 2 mecena
Cep. o0u1 npoTenH 6 Mecera
Cep. Tupeotpornen xopmoH (TSH) 6 Mecera

Kapuunom Ha rbpaa

AHaMHe3a U (U3HUKAIIHO U3CIIeIBAaHE 6 Mecerna
PentrenorpamMa Ha rpbJeH KOII 6 Mecena
Conorpadusi Ha KOpeMHH OpPTaHH 6 mecena

PET/CT

12 mMecena 3a mbpBUTE 5 TOAUHU

CT Ha rpbJeH KoIll U KOPEMHHU OpraHu

12 mecena 3a MbpBUTE S5 TOIUHU

SPECT/CT

12 mecena 3a MbpBUTE S5 TOIUHU

MRT [Tpu HEOOXOMMMOCT
Mawmorpadus 1 ronuna
Tymopen mapkep CA 15-3 6 Mecena
KpwBHa KapTHHA 6 Mecena
ASAT, ALAT 6 Mecena
Cep. ypes, KpeaTUHUH 6 Mecera
Cep. o0u1 mpoTenH 6 Mecena
KoHncynT runekosnor 6 mMecena

Kapuunom Ha 05151 1po0

AHamHe3a U GU3UKATHO U3CIIeABaHE 2 Mecela
Pentrenorpama Ha rpbpJeH KO [Ipu cumnromaTuka
CoHorpadust Ha KOpEMHH OpraHu 2 Mecena

PET/CT

12 mecena 3a mbpBUTE S TOIUHU

CT na rpbaeH Kol u abIoMeH

12 Mecena 3a mbpBUTE 5 TOUHU

SPECT/CT

12 mecena 3a MbpBUTE S5 TOUHU

MRT [Ipu HeobxoauMoOCT
KpbBHa kapTHHA 2 Mecena
ASAT, ALAT 2 Mecela
Cep. ypes, KpeaTUHUH 2 mecena
Cep. o0u1 npoTenH 4 mecena

Kapuunom Ha XxpaHOnpoBoa

AHamHe3a 1 (U3UKATHO U3CIIe/IBaHe

6 Mecena

PeHTreHorpaMa Ha Ir'pbACH KOLI

6 Mecena

®dubpoonTryuHa €30(aroracTpoCKonus

[Ipu HeobxoauMoOCT

CT na rpbaeH koii, abIoMeH

12 Mecena 3a mbpBUTE 5 TOUHU

KocrtHa cuuaTHTpadus

[Tpu HEOOXOMMMOCT
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MRT

| TIpu Heo6xoaMMOCT

KapIIPIHOM Ha ¢cToOMax

AHnamHe3a 1 GU3UKATHO U3CTIeIBaHe 4 mecena
PentreHorpama Ha rpbJieH KOII 4 mecena
CoHorpadust Ha KOpEMHH OpraHu 4 meceua

PET/CT

12 mecena 3a mbpBUTE S TOAUHU

CT na rpbaeH ko, abgoMeH

12 mecena 3a mbpBUTE S TOAUHU

KoctHa cuunTUTrpadus

[Tpu HeobxoaUMOCT

MRT [Tpu HeobxoaumocT
E3odaroracrpockomnus 1 ronuaa
KpbBHa KapTHHA 4 mecena
Cep. Butamun B12 1 roguHa
ASAT, ALAT 4 mecena
Cep. ypes, KpeaTUHUH 4 mecena
Cep. 0011 poTenH 4 mecena

XenaTo0njinapeH KapuuHOM

AHamHe3a 1 GU3UKATHO U3CIIe/IBaHe 3 mecena
CoHorpadust Ha KOpEMHH OpraHu 3 mecena
Pentrenorpama Ha rpbJ€H KOIII 6 Mecela

CT na rpbpaeH xorr, abIoMeH

12 mecena 3a MbpBUTE S5 TOIUHU

KoctHa cuunaTUTrpadus

[Tpu HeobxonUMOCT

MRT [Ipu HEOOXOAUMOCT
Tymopen mapkep AFP 3 mecena
KpwBHa KapTHHA 3 Mmecena
ASAT, ALAT 3 mecena
Cep. OmnupyOouH (00111, TUPEKTEH) 3 Mecera
Cep. ypes, KpeaTUHUH 3 Mmecena
Cep. 0011 poTenH 3 Mmecena

AJIEHOKAPUMHOM HA MaHKpeac

AHamHe3a 1 (U3UKATHO U3CTIe/IBaHe 4 mecena
CoHorpadust Ha KOpEMHH OpraHu 4 meceua
CT na rpbaeH Koii, abloMeH 6 Mecela

KoctHa cuuaTHUTpadus

[Tpu HEOOXOMMMOCT

MRT

[Tpu HeobxoaUMOCT

Tymopen mapkep CA 19-9 6 mecena
KpwBHa kapTHHA 4 mecena
Cep. rmoko3a 4 mecena
ASAT, ALAT 4 mecena
Cep. OmmupyOuH (00111, AUPEKTEH) 4 mecena
Cep. ypes, KpeaTUHUH 4 mecena
Cep. o0u1 mpoTenH 4 mecera

Kapuunom Ha 0b0pek
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AHamHe3a U GU3UKATHO U3CIIeIBaHE 4 Mecena
Conorpadust Ha KOpEMHU OpTaHU 4 mecena
Pentrenorpama Ha rpbeH KOII 6 mMecema

CT na rpbpaeH ko, abJoMeH, Ta3

HenocpencTBeHo cienonepaTtuBHO, MEXTY 2-
6 Mecell OT OTepalus- Ta U CJIe] TOBa Ha
BCEKH 6 Mecera

SPECT/CT 12 mecena 3a mbpBUTE 5 TOTUHU
MRT [Ipu HEOOXOAUMOCT

Tymopen mapkep LDH 6 mecena

KpbBHa KapTHHA 4 mecena

ASAT, ALAT 4 mecena

Cep. ypes, KpeaTUHUH 4 mecena

Cep. 0011 poTenH 4 mecena

CepymeH kanuuit 6 Mecela

Kapuunom Ha ne0eJio M IPaBo 4epBo

AHaMHe3a 1 (U3HUKAIIHO U3CIIeIBAaHE 4 mecena
Pentrenorpama Ha rpbJeH KOII 12 mecena
Conorpadusi Ha KOpeMHH OpPTaHH 4 mecena
CT Ha rpbJieH Ko, abJIOMEH, Ta3 6 Mecerna

KoctHa cumaTHTpadus

[Ipu HeobxonumMocT

MRT [Ipu HEOOXOAUMOCT
Kononockonus 1 ronuna
Tymopen mapkep CEA nnu CA 19-9 4 mecena
KpbBHa kapTHHA 4 mecena
ASAT, ALAT 4 Mecena
Cep. ypes, KpeaTUHUH 4 mecena
Cep. o011 npoTenH 4 mecena

Kapuunom Ha sHYHUK

AHaMHe3a U (PU3HUKAIIHO U3CIIeIBAaHE 1 ronuHa
Pentrenorpama Ha rpbJeH KOII 1 ronuna
Conorpadusi Ha KOpeMHH OpPTaHH 3 Mmecena
CT na rpbpaeH ko, abJoMeH, Ta3 6 Mecena

KoctHa cumaTHTpadus

[Ipu HeobxonumMocT

MRT

[Tpu Heo6xoxumocT

Tymopen mapkep CA 125 3 mecena
KpbBHa kapTHHA 3 mecena
ASAT, ALAT 3 Mecena
Cep. ypes, KpeaTUHUH 3 Mecena
Cep. o0u1 npoTenH 6 Mecera

KapIII/IHOM HA MaTOYHA INHKAa 1 CHAOMETPUYM

AHaMHe3a 1 (PU3HKAITHO U3CIIeIBAHE 1 ronuna
Pentrenorpama Ha rpbJ€H KOIII 1 roguHa
Conorpadust Ha KOpeMHH OpPTaHH 3 mecena

PET/CT

12 mMecena 3a mbpBUTE 5 TOAUHU
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CT na rpbaeH ko, abiomMeH, Ta3 6 Mecela

KocTHa cuunTUTpadus 12 Mecena 3a mbpBUTE 5 TOUHU
MRT [Tpu HeoOxoaumocT

KoHncynT runekosnor 6 mMecena

[{utonamaska (Pap-tecr) 6 Mecerna
L{ucTocKONuUs/IPOCTOCKOHUS [Tpu HeoOxonumocT

KpbBHa kapTHHa 6 mecena

ASAT, ALAT 6 Mecela

Cep. ypes, KpeaTUHUH 6 Mecera

Cep. o0u1 mpoTenH 6 Mecena

Kapuunom Ha nuko4eH Mexyp

AHamHe3a 1 (PU3UKATHO U3CTIe/IBaHe 3 Mecena
CoHorpadust Ha KOpEMHH OpraHu 3 mecena
PenTreHorpama Ha rpbJieH KOII 6 Mecena
Koncyat yposor 3 Mecena
[Mucrockomnus 3 Mmecena
MexypHa nuToa0rus/Ouorncus 3 mecena
VYpuHapHa HUTOJIOTUS 6 Mecena

CT na rpbpaeH xoi, abJJOMEH, Ta3

[Ipu HeobxonumMocT

KoctHa cuuaTUTpadus

[Tpu HEOOXOMMMOCT

MRT [Ipu HEOOXOAUMOCT
KpbBHa kapTHHA 3 mecena
ASAT, ALAT 3 Mmecena
Cep. ypes, KpeaTUHUH 3 mecena
Cep. 0011 poTenH 6 Mecela

KapuuHom Ha mpocTaTHa KJjie3a H TECTHC

AHamHe3a 1 GU3UKAIHO U3CIIe/IBaHe 3 mecena
CoHorpadust Ha KOpEMHH OpraHu 3 mecena
Pentrenorpama Ha rpbJ€H KOIII 12 Mecena
Koncyat yposor 6 Mecena
CT Ha rpbJieH Ko, abJIOMEH, Ta3 6 Mecena

SPECT/CT

12 mecena 3a MbpBUTE S5 TOUHU

MRT [Tpu HEOOXOMMMOCT
Tymopen mapkep PSA 3 Mecena
Tymopen mapkep AFP 3 Mmecena
Tymopen mapxkep beta-hCG 3 mecena
Tymopen mapkep LDH 3 mecena
KpbBHa KapTHHA 3 Mecena
ASAT, ALAT 3 mecena
Cep. ypes, KpeaTUHUH 3 Mmecena
Cep. 0011 poTenH 6 Mecela

Jlerenna: SPECT/CT; PET/CT; CT — kommtoTsp-ToMorpadusi; MRT — MarauTHOpe30HaHCHA
tomorpadust; LDH — nakrat-nexuaporenasa; ASAT — acnapraT-amuHoTpancgepasza; ALAT

— anaHuH-amMuHOTpaHcdepasza; CAE — kapuuHoemOpuoHaseH aHTureH; PSA -
npocrarocrienuduuern antureH; AFP — anda-dperonmporenn; hCG — doBemku XOpHOH-
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50. MPUJIOKEHUA

MASCC (Multinational Association of Supportive Care in Cancer) ToukoBa cucTeMa/MOA€eN 3a

OLIEHKA Ha PUCK OT MH- (hEeKIIHH.

Kpurepun

Touku

CreneH Ha yBpexaaHe

e 0€3 WM JIEKH CUMIITOMU

® Cp€aHU CUMIITOMH

bes xumnoronus

bes XObb

be3 mpenxoxxaama GpyHruaaHa HHQEKIHs

bes nexunparauus

AMOyIaTopHO Hayvaio

Bs3pact < 60 roguau

N W W KA BA|WDn| W Wk

AnTnbaKkTepraiHu JekapcTa npu Gram-no3UTHUBHU NATOTEHU.

e Vancomycin 15 mg/kg [.V. Bceku 12 gaca

e Teicoplanin 400 mg [.V. ennokpatHo (mbpBu aeH 2 x 400 mg)
e Linezolid 600 mg P.O./I.V. Bceku 12 gaca

e Daptomycin 4-6 mg/kg L.V.
¢ Quinupristin/Dalfopristin

7.5 mg/kg Bceku 8 yaca

IIupoKoCneKTHPHM JIEKAPCTBA M TAKUBA 32 KOMOMHHMPAHO JIeYeHHue.

Cefepime 2 g I.V. Bceku 8 vaca

Ceftazidime 2 g I.V. Bceku 8§ yaca

Ceftriaxone 2 g/nHeBHO

Imipenem/cilastatin 500 mg I.V. Bceku 6 yaca

Meropenem 1 g V. Bceku 8 yaca (2 g I.V. Bceku 8 yaca

3a MCHUHTHT)

Piperacillin/Tazobactam

4.5 g 1.V. Bceku 6 yaca

Ciprofloxacin 500-750 mg P.O. Bceku 12 yaca nnu 400 mg
I.V. Bceku 8-12 vaca
Levofloxacin 500-750 mg P.O. wnm 1.V. nHeBHO
Clindamycin 600 mg P.O. Bceku 8 yaca
Amoxicillin/Clavulanate 1000 mg P.O. Bceku 12 yaca
AMMHOTJIMKO3UAN

e Gentamycin

HauvaiHa jo3a 2 mg/kg, mocnensana ot 1.7
mg/kg Bceku 8 yaca;

3-5 mg/kg B xkpatka udy3us 3a 30-60
min/aqHEBHO
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e Tobramycin

HavanHa no3a 2 mg/kg, mocneasana ot 1.7
mg/kg Bceku § yaca,

3-5 mg/kg B kpatka undysus 3a 30-60
min/IHEBHO

e Amikacin

7.5 mg/kg Bceku 12 h; 15 mg/kg (makce. 1.5
g/mHeBHO) B kpatka nHpy3us 3a 30-60 min/
BE/IHBK THEBHO

Metronidazole

7.5 mgkg LV. Bcekm 6 h; 250-750
mg/MHEBHO Ha 3 TprUeMa

Azitromycin

0.5 g/nueBno 1.V.; 0.5 g P.O. mbpBH 1ieH,
nocienBado ot 0.25 g/mHEeBHO

Trimetoprim/sulfamethoxazole (TMP/SMX)

20 mg/kg (TMP) 1.V./P.O. na 6 yaca npu

Pneumocystis jiroveci MHEBMOHUS

AHTH(QYHTAJHH JIEKAPCTBA

A30u

Fluconazole

400-800 mg/muesno 1.V./P.O.

Itraconazole

200 mg 1.V. Bcexu 12 vaca x 4 no3u,
nocneaBaHo ot 200 mg/AHEeBHO;

400 mg/auesHo P.O.

Voriconazole

6 mg/kg I.V. Bcexu 12 vaca x 2 no3w,
nociensano ot 4 mg/kg Bceku 12 vaca;

200 mg/aueBno P.O.

Posaconazole

X

[Ipodumaktuka: 3 200 mg P.O;
Cnacsasama tepanus: 4 x 200 mg P.O.,
nociensana ot 2 x 400 mg P.O.

AMpore

punuH B

Amphotericin B desoxycholate

0.5-1.5 mg/kg/naeBHO

Liposomal amphotericin B

3 mg/kg nHeBHO

Amphotericin B lipid complex

5 mg/kg nHEeBHO NpU MHBA3UBHA TJIECEH-
uHEKIus

ExuHoKaHINHU
Caspofungin 70 mg 1.V., mocnensano ot 50 mg/nHeBHO
I.V.; npu acnieprmnosa 70 mg/ qaeBHo 1.V.
Micafungin 100 mg/mueBno 1.V. npu kanguaemus u 50

mg/nueBHo [.V. 3a npodunakTika
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AHTHBUDYCHM JICKADCTBA

e Acyclovir 5-10 mg/kg I.V. Bceku 8 vaca; 200-800 mg P.O. 2-5 mbTu 1HEBHO
e Valacyclovir 500-1000 mg Bcexu 12 wnm 8 yaca
e Famyclovir 500 mg Bceku 12 i 8 yaca
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